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CLERK'S OFFICE U.S. DIST. COURT 
AT ABINGDON, VA . . 

FILED . 

UNITED STATES 

v. 

IN THE UNITED STATES DISTRICT COURT 
FOR THE WESTERN DISTRICT OF VIRGINIA 

ABINGDON DIVISION 

Criminal No. //~~e.1~ 

ABBOTT LABORATORIES 

PLEA AGREEMENT 

MAY 0 7 2012 

ABBOTT LABORATORIES (EIN: 36-0698440) ("ABBOTT") has entered into a Plea 
Agreement with the United States of America, by counsel, pursuant to Rule 11(c)(l)(C) of the 
Federal Rules of Criminal Procedure ("Fed. R. Crim. P."). The terms and conditions of this 
agreement are as follows: 

1. CHARGE TO WHICH ABBOTT IS PLEADING GUILTY AND WAIVER OF 
RIGHTS 

ABBOTT will enter a plea of guilty to Count One of the Information charging it with 
violating Title 21, Unit~d States Code, Sections 33l(a), 333(a)(1), 352(a) and 352(f)(l) by 
introducing and delivering for introduction into interstate commerce and causing the introduction 
and delivery for introduction into interstate commerce from Illinois and Puerto Rico to various 
locations throughout the United States, including the Western District of Virginia, of Depakote, 
Depakote ER and Depakote Sprinkle that were misbranded. 

The parties agree and stipulate that the maximum statutory penalty is a fine of 
$800,000,000.00 (twice the gross gain), pursuant to Title 18, United States Code, Section 
3571(d), plus a period of probation of up to five years, pursuant to Title 18, United States Code, 
Section 3561(c)(2). In addition, ABBOTT's assets may be subject to forfeiture. ABBOTT 
understands that fees may be imposed to pay for probation and that there will be a $125 special 
assessment for Count One, pursuant to Title 18, United States Code, Section 3013(a)(l)(B)(iii). 
ABBOTT's attorneys have informed it of the nature of the charge and the elements of the charge 
that must be proved by the United States beyond a reasonable doubt before ABBOTT could be 
found guilty as charged. 

ABBOTT acknowledges that ABBOTT has had all of its rights explained to it. ABBOTT 
expressly recognizes that, as a corporation, ABBOTT may have the following constitutional 
rights and that by voluntarily pleading guilty ABBOTT knowingly waives and gives up these 
valuable constitutional rights: 

The right to plead not guilty and persist in that plea. 
The right to a speedy and public jury trial. 
The right to assistance of counsel at that trial and in any subsequent appeal. 
The right to remain silent at trial. 
The right to testify at trial. 
The right to confront and cross-examine witnesses. 
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The right to present evidence and witnesses. 
The right to compulsory process of the court. 
The right to compel the attendance of witnesses at trial. 
The right to be presumed innocent. 
The right to a unanimous guilty verdict. 
The right to appeal a guilty verdict. 
ABBOTT is pleading guilty as described above because ABBOTT is in fact guilty and 

because ABBOTT believes it is in its best interest to do so and not because of any threats or 
promises, other than the terms of the Plea Agreement, described herein, in exchange for its plea 
of guilty. ABBOTT agrees that all of the matters set forth in the Information are true and 
correct. 

ABBOTT understands that the plea is being entered in accordance with Fed. R. Crim. P. 
11 ( c )(I )(C). 

2. SENTENCING PROVISIONS 

Based upon the evidence currently known to the United States, the parties agree that the 
2011 version of the United States Sentencing Commission Guidelines Manual is the appropriate 
Guidelines Manual to utilize. According to U.S.S.G. § 8C2.1, the organizational fine provisions 
do not apply to the count of conviction in this case, which is a misdemeanor under 21 U.S.C. § 
333(a)(l ). 

The parties agree that the fine shall be $500,000,000.00 (five hundred million dollars). 
The parties agree and stipulate that a term of probation for five years will be imposed 

subject to modification as set forth in the section of this Plea Agreement titled "SUCCESSION 
ISSUES." ABBOTT understands and agrees that if its probation is revoked, it may be 
resentenced and a total aggregate fine up to the statutory maximum of $800,000,000.00 (eight 
hundred million dollars) may be imposed. 

The parties agree that if the Court refuses to accept the Plea Agreement with the agreed­
upon sentence, this Plea Agreement will be null and void, and ABBOTT will be free to withdraw 
this guilty plea. In the event the Court refuses to accept the Plea Agreement with the agreed­
upon sentence and ABBOTT withdraws this guilty plea, nothing in this Plea Agreement shall be 
deemed a waiver of the provisions of Federal Rule of Evidence ("Fed. R. Evid.") 410 and the 
United States will move to dismiss the Information without prejudice to the United States' right 
to proceed criminally against ABBOTT or any other entity or individual on any charge. 

3. FINANCIAL OBLIGATIONS 

The parties agree and understand that any of the money paid pursuant to this Plea 
Agreement will be returned if, and only if, the Court refuses to accept the Plea Agreement with 
the agreed-upon sentence and, as a result, ABBOTT withdraws its guilty plea. If the Court 
rejects the plea agreement, the United States will return all money paid by ABBOTT, without 
interest, not more than 3 days after ABBOTT withdraws its guilty plea and notifies the United 
States Attorney's Office for the Western District of Virginia, in writing, that it wishes to have the 
money returned. 
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a. Criminal Resolution Payments 

Not more than 3 days after the entry of ABBOTT's guilty plea, ABBOTT will make the 
following disbursements: 

(1) $125.00 (one hundred twenty-five dollars) to the Clerk, 
U.S. District Court, Abingdon, Virginia, as payment of the special 
assessment; 
(2) $500,000,000.00 (five hundred million dollars) to the 
Clerk, U.S. District Court, Abingdon, Virginia, as payment of the 
fine; 
(3) $1,500,000.00 (one million five hundred thousand dollars) 
to the Virginia Medicaid Fraud Control Unit's Program Income 
Fund; and 
(4) $198,500,000.00 (one hundred ninety-eight million five 
hundred thousand dollars), made payable to the United States 
Department of the Treasury, as directed by the United States 
Attorney's Office as payment of a forfeiture. 

b. Forfeiture 

ABBOTT agrees to forfeit $198,500,000.00 (one hundred ninety-eight million five 
hundred thousand dollars), and agrees to sign any documentation necessary to accomplish the 
forfeiture. ABBOTT agrees to forfeit all interest in these funds and to take whatever steps are 
necessary to pass clear title of this sum to the United States. These steps include but are not 
limited to making the sum available to the United States, as directed by the United States. 
ABBOTT agrees not to file a claim in any forfeiture proceeding or to contest, in any manner, the 
forfeiture of said assets. ABBOTT understands and agrees that forfeiture of this property is 
proportionate to the degree and nature of the offense. ABBOTT freely and knowingly waives 
any and all constitutional and statutory challenges to any forfeiture carried out in accordance 
with this Plea Agreement on any grounds, including that the forfeiture constitutes an excessive 
fine or punishment. ABBOTT further understands and agrees that this forfeiture is separate and 
distinct from, and is not in the nature of, or in lieu of, any monetary penalty that may be imposed 
by the court. 

c. Restitution 

The parties agree and stipulate, pursuant to 18 U .S.C. § 3663( a)(l )(B)(ii), that no 
restitution should be ordered. 

4. ADDITIONAL OBLIGATIONS 

Unless the Court rejects this Plea Agreement and, as a result, ABBOTT withdraws its 
plea, ABBOTT agrees to: (1) accept responsibility for its conduct; (2) not attempt to withdraw 
its guilty plea; (3) not deny that it committed the crimes to which it has pled guilty; (4) not make 
or adopt any arguments or objections to the presentence investigation report that are inconsistent 
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with this Plea Agreement; (5) comply with its obligations under the Civil Settlement Agreement 
(attached as Attachment D); and (6) enter into a Corporate Integrity Agreement (attached as 
Attachment E). 

ABBOTT will not (1) make any public statement or (2) make any statement or take any 
position in litigation in which any United States department or agency is a party, contradicting 
any statement of fact set forth in the Agreed Statement of Facts (attached as Attachment B). If 
ABBOTT makes a public statement that in whole or in part contradicts a statement of fact 
contained in the Agreed Statement of Facts, ABBOTT may avoid being in violation of this Plea 
Agreement by promptly publicly repudiating such statement. For the purposes of this paragraph, 
the term "public statement" means any statement made or authorized by ABBOTT's directors, 
officers, management employees, or attorneys and includes, but is not limited to, a statement in 
(1) a press release, (2) public relations material, or (3) ABBOTT website. Notwithstanding the 
above, any ABBOTT entity may avail itself of any legal or factual arguments available to it (1) 
in defending litigation brought by a party other than the United States or (2) in any investigation 
or proceeding brought by a state entity or by the United States Congress. This paragraph does 
not apply to any statement made by any individual in the course of any actual or contemplated 
criminal, regulatory, administrative or civil case initiated by any governmental or private party 
against such individual. 

5. WAIVER OF RIGHT TO APPEAL AND COLLATERALLY ATTACK THE 
JUDGMENT AND SENTENCE IMPOSED BY THE COURT 

If the Court accepts this Plea Agreement, ABBOTT agrees that ABBOTT will not appeal 
the conviction or sentence imposed. ABBOTT is knowingly and voluntarily waiving any right to 
appeal and is voluntarily willing to rely on the Court in sentencing it, pursuant to the terms of 
Fed. R. Crim. P. ll(c)(l)(C). ABBOTT expressly waives its right to appeal as to any and all 
issues in this matter and waives any right it may have to collaterally attack, in any future 
proceeding, any order issued in this matter, unless such appeal or collateral attack cannot be 
waived, by law. ABBOTT understands the United States expressly reserves all of its rights to 
appeal, but if the United States initiates a direct appeal of the sentence imposed, ABBOTT may 
file a cross-appeal of that same sentence. ABBOTT agrees and understands if it files any court 
document (except for an appeal or collateral attack based on an issue that cannot be waived, by 
law) seeking to disturb, in any way, any order imposed in the case such action shall constitute a 
failure to comply with a provision of this agreement. 

6. REMEDIES FOR FAILURE TO COMPLY WITH ANY PROVISION OF THE 
PLEA AGREEMENT OR OVERALL RESOLUTION 

ABBOTT understands that if: (1) ABBOTT attempts to withdraw its plea (in the absence 
of the Court refusing to accept the Plea Agreement) or fails to comply with any provision of this 
Plea Agreement prior to the completion of the term of probation; (2) ABBOTT's conviction is 
set aside, for any reason; (3) ABBOTT fails to execute all required paperwork prior to the 
imposition of judgment; and/or ( 4) ABBOTT fails to comply with its obligations under the Civil 
Settlement Agreement (attached as Attachment D) the United States may, at its election, pursue 
any or all of the following remedies: (a) declare this Plea Agreement void; (b) file, by 
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indictment or information, any charges which were filed and/or could have been filed concerning 
the matters involved in the instant investigation; (c) refuse to abide by any stipulations and/or 
recommendations contained in this Plea Agreement; (d) not be bound by any obligation of the 
United States set forth in this Plea Agreement, including, but not limited to, those obligations set 
forth in the section of this Plea Agreement titled "COMPLETION OF PROSECUTION;" and (e) 
take any other action provided for under this Plea Agreement or by statute, regulation or court 
rule. 

The remedies set forth above are cumulative and not mutually exclusive. If the United 
States pursues any of its permissible remedies as set forth in this Plea Agreement, ABBOTT will 
still be bound by its obligations under this Plea Agreement. ABBOTT hereby waives its right 
under Fed. R. Crim. P. 7 to be proceeded against by indictment and consents to the filing of an 
information against it concerning any charges filed pursuant to this section of the Plea 
Agreement. ABBOTT hereby waives any statute of limitations argument as to any such charges. 

7. INFORMATION ACCESS WAIVER 

ABBOTT agrees to waive all rights, whether asserted directly or by a representative, to 
request or receive from any department or agency of the United States any records pertaining to 
the investigation or prosecution of this case, including without limitation any records that may be 
sought under the Freedom of Information Act, 5 U.S.C. § 552, or the Privacy Act of 1974, 5 
U.S.C. § 552a. 

8. DESTRUCTION OF ITEMS OBTAINED BY LAW ENFORCEMENT 

By signing this Plea Agreement, ABBOTT consents to the destruction of all items 
obtained by law enforcement agents during the course of the investigation. However, ABBOTT 
expressly agrees that, within 30 days of being informed by the United States Attorney's Office 
that records and/or other items obtained from ABBOTT are available for removal, it will remove, 
at its cost, all such records and/or other items from the premises designated by the United States 
Attorney's Office. 

9. ATTORNEY CLIENT PRIVILEGE 

Nothing in this Plea Agreement shall be construed to require ABBOTT to waive any 
attorney-client privilege or work-product protection. 

10. COMPLETION OF PROSECUTION 

Pursuant to Fed. R. Crim. P. ll(c)(l)(A), so long as ABBOTT complies with all of its 
obligations under the Plea Agreement, the United States agrees that, other than the charge in the 
attached Information, it shall not further prosecute ABBOTT or its present or former parents, 
affiliates, divisions, or subsidiaries or their predecessors, successors, or assigns for: (a) any 
additional federal criminal charges or forfeiture action with respect to the conduct covered by the 
Information; or (b) any violations of law that were the subject matter of the investigation by the 
United States Attorney's Office for the Western District of Virginia and the United States 
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Department of Justice Consumer Protection Branch or based on facts currently known to the 
United States Attorney's Office for the Western District of Virginia and the United States 
Department of Justice Consumer Protection Branch regarding the sale, promotion, or marketing 
of Depakote, Depakote ER, Depakote Sprinkle, Depacon or Depakene in the United States 
occurring on or before· May 7, 2012. 

Nothing in this Plea Agreement affects the administrative, civil, criminal, or other tax 
liability of any entity or individual and this Plea Agreement does not bind the Internal Revenue 
Service of the Department of Treasury, the Tax Division of the United States Department of 
Justice, or any other government agency with respect to the resolution of any tax issue. 

The non-prosecution provisions in this Plea Agreement are not binding on the United 
States with respect to any investigations of ABBOTT, its subsidiaries, affiliates, or parent that 
are or may be conducted in the future by the Fraud Section of the Criminal Division of the 
United States Department of Justice regarding possible violations of the Foreign Corrupt 
Practices Act and related offenses. 

11. LIMITATION OF AGREEMENT 

This Plea Agreement is limited to the United States Department of Justice and does not 
bind any other federal, state or local authority. 

12. EFFECTIVE REPRESENTATION 

ABBOTT has discussed the terms of the foregoing Plea Agreement and all matters 
pertaining to the charges against it with its attorneys and is fully satisfied with its attorneys and 
its attorneys' advice. At this time, ABBOTT has no dissatisfaction or complaint with its 
attorneys' representation. ABBOTT agrees to make known to the Court no later than at the time 
of sentencing any dissatisfaction or complaint ABBOTT may have with its attorneys' 
representation. 

13. SUCCESSION ISSUES 

ABBOTT has publicly announced and represents to the Court that it plans to separate into 
two publicly traded companies, one a diversified medical products company, which may retain 
the ABBOTT name, ("Diversified Company") and the other a research-based pharmaceutical 
company ("Pharmaceutical Company") which will not be a subsidiary or corporate affiliate of 
ABBOTT (this separation is hereinafter referred to as the "Transaction" and the "Effective 
Time" shall be the date and time that the Transaction becomes effective). The conduct for which 
ABBOTT was investigated and that led to this Plea Agreement relates solely to ABBOTT's 
research-based pharmaceutical products business and not to its diversified medical products 
business. Upon completion of the Transaction, the assets of ABBOTT's research-based 
pharmaceutical products business will be transferred, conveyed and/or assigned by it to the 
Pharmaceutical Company and ABBOTT shall no longer be involved in the marketing or 
promotion of research-based pharmaceutical products in the United States. As part of the 
Transaction, ABBOTT agrees that it will include the following in a contract or agreement with 
the Pharmaceutical Company relating to the transfer, conveyance or assignment of the assets of 
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the research-based pharmaceutical products business to the Pharmaceutical Company: (a) a 
provision stating that the Pharmaceutical Company agrees that the conditions of probation and 
all other provisions of this Plea Agreement are fully binding on the Pharmaceutical Company 
and (b) a provision stating that the Pharmaceutical Company will be deemed to carry a prior 
conviction for purposes of Title 21, United States Code, Section 333(a)(2), and waives any right 
it may have to argue that it does not have such prior conviction. 

In the event the Transaction takes place and the Pharmaceutical Company agrees to (a) 
and (b) in the last sentence of the preceding paragraph, the United States Department of Justice 
and ABBOTT agree to the following: 

Plea Agreement 

A. The Pharmaceutical Company will be deemed the successor in interest, for 
purposes of this Plea Agreement, and all of ABBOTT's obligations under 
this Plea Agreement, including any and all conditions of probation, will 
become obligations of the Pharmaceutical Company as of the Effective 
Time of the Transaction. The term of probation shall be modified to three 
years from the Effective Time. As of the Effective Time, neither 
ABBOTT nor the Diversified Company will have any further obligations 
under this Plea Agreement. The Pharmaceutical Company will be the only 
entity that will have any further obligations under this Plea Agreement, 
including any and all conditions of probation, which will be terminated 
with respect to ABBOTT. Any violation of this Plea Agreement or any 
term of probation that occurs after the Effective Time shall not be a basis 
to impose any sanction on ABBOTT, the Diversified Company, or any of 
their subsidiaries after the Effective Time. After the Effective Time, all 
releases that run to the benefit of ABBOTT, including those set forth in 
the section of this Plea Agreement titled "COMPLETION OF 
PROSECUTION," will continue to apply fully to ABBOTT, the 
Diversified Company, the Pharmaceutical Company and their subsidiaries; 

B. ABBOTT will be deemed to no longer carry a conviction by the United 
States Department of Justice and the United States Department of Justice 
agrees it will not use the conviction of ABBOTT pursuant to this plea 
agreement: 
1. In any future calculation of the Criminal History Category under 

the United States Sentencing Guidelines in any future sentencing 
of ABBOTT or the Diversified Company; or 

2. As a prior conviction for purposes of 21 U.S.C. §§ 331 and 
333(a)(2) in any future criminal case against ABBOTT or the 
Diversified Company. The United States Department of Justice 
waives any right it might have to argue that either ABBOTT or the 
Diversified Company has such a conviction for such purposes. 

C. The Pharmaceutical Company's certification, resolution, and reporting 
requirements will cover ABBOTT's conduct for any time period for which 
ABBOTT did not submit a certificate, resolution or report because the 
Effective Time occurred prior to the due date of the certificate, resolution 
or report. 

United States v. Abbott Laboratories 

Page 7 of 15 



Case 1:12-cr-00026-SGW   Document 5    Filed 05/07/12   Page 8 of 16   Pageid#: 19

For purposes of this Plea Agreement and the conditions of probation, the term 
"Responsible Entity" refers to the corporate entity that bears the obligations of this Plea 
Agreement, including the conditions of probation. ABBOTT shall be the Responsible Entity 
until the Effective Time and Pharmaceutical Company shall be the Responsible Entity after the 
Effective Time. 

14. CONDITIONS OF PROBATION 

The parties agree that the following will be included as the only conditions of probation: 

Plea Agreement 

A. All definitions set forth in the Plea Agreement shall be incorporated by 
reference and are included in the conditions of probation. 

B. The Responsible Entity shall make the following reports to the probation 
office: 
1. Annual Chief Executive Officer ("CEO") Certification: On an 

annual basis, the Responsible Entity's CEO shall conduct a review 
of the effectiveness of the Responsible Entity's Compliance 
Program as it relates to the marketing, promotion, and sale of 
pharmaceutical products during the preceding twelve-month 
period. The review shall consist of a review of updates and reports 
by the Responsible Entity's Chief Compliance Officer and/or a 
representative from the Responsible Entity's US. Pharmaceutical 
Compliance Committee about the Responsible Ent!ty 's Compliance 
Program and the effectiveness of that program during the 
preceding twelve-month period. Based on the review described 
above, the Responsible Entity's CEO shall submit to the probation 
office a signed certification stating that, to the best of his or her 
knowledge, during the preceding twelve-month period: 

2. 

a. The Responsible Entity's Compliance Program continued 
to include the compliance policies and procedures set forth 
in the section of this Plea Agreement titled 
"COMPLIANCE MEASURES," and 

b. To the extent that a Reportable Event (as that term is 
defined below) has been determined to have occurred. the 
Responsible Entity has fully complied with the Reportable 
Event reporting requirements of this Plea Agreement. 

The CEO's certification shall summarize the review described 
above that he or she conducted to provide the required 
certification. 
Annual Board of Directors Resolution: On an annual basis, the 
Responsible Entity's Board of Directors ("Board'') or a 
designated Committee of the Board of Directors ("Board 
Committee") shall conduct a review of the effectiveness of the 
Responsible Entity's Compliance Program as it relates to the 
marketing, promotion, and sale of pharmaceutical products. This 
review shall consist of updates and reports by the Responsible 
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3. 

Plea Agreement 

United States v. Abbott Laboratories 

Entity's Chief Compliance Officer and/or a representative from the 
Responsible Entity's US. Pharmaceutical Compliance Committee 
about the Responsible Entity's Compliance Program and the 
effectiveness of that program during the preceding twelve-month 
period. Based on the review described above, the Responsible 
Entity's Board shall submit to the probation office a resolution 
adopted by the Board stating that, to the best of its knowledge, the 
Responsible Entity has had in e.ffoct policies and procedures 
designed to prevent the Responsible Entity from violating 21 
US.C. §§ 331(a) or (k) by directly or indirectly causing the 
introduction or delivery for introduction into interstate commerce 
of any pharmaceutical product that was misbranded within the 
meaning of 21 US.C. § 352 or by directly or indirectly causing 
any pharmaceutical product to be misbranded within the meaning 
of 21 US.C. § 352 while such product was held for sale after 
shipment of it or any of its components in interstate commerce. 
The Board's resolution shall summarize the review described 
above that it, or the Board Committee, conducted to provide the 
required statement. If the Board is unable to provide this 
statement, it shall submit a resolution explaining the reasons why 
it is unable to provide this statement about the effectiveness of the 
Responsible Entity's Compliance Program. 
Reportable Events: Fifteen days after the end of each calendar 
quarter (that is, by January 15 for the calendar quarter ending 
December 31, Apri/15 for the calendar quarter ending March 31, 
July 15 for the calendar quarter ending June 30, and October 15 
for the calendar quarter ending September 30) and 10 days prior 
to the termination of probation ("Final Report"), the Responsible 
Entity shall submit a report to the probation office in writing 
stating whether any Reportable Events have been determined to 
have occurred during the preceding calendar quarter (or, in the 
case of the Final Report, during the period since the calendar 
quarter last covered by a regular quarterly report) and providing 
updated information about Reportable Events that occurred during 
any prior calendar quarters. A Reportable Event is any matter 
that a reasonable person would consider a probable violation of 
the Food, Drug, and Cosmetic Act ("FDCA "), 21 US. C.§§ 331(a) 
or (k), related to the misbranding of a pharmaceutical product 
within the meaning of 21 US. C. § 352. A Reportable Event may 
be the result of an isolated event or a series of occurrences. The 
reporting of a Reportable Event shall not be considered by the 
Probation Officer as a per se violation of the terms of probation. 
Instead, other factors will be taken into account, including, but not 
limited to, whether the Reportable Event violated policies the 
company has adopted, whether the company provided training 
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4. 

5. 

6. 

Plea Agreement 
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addressing the subject matter of the Reportable Event, whether the 
Reportable Event was an isolated or systemic occurrence, the 
company's response to the Reportable Event, and any remedial 
actions taken after the company learned of the Reportable Event. 
Any Reportable Event determined to have occurred by the 
Responsible Entity shall be promptly reported to the Responsible 
Entity's Chief Executive Officer. 
The first set of annual certifications and reports shall be submitted 
not more than 350 days after the Responsible Entity is sentenced 
and shall cover the period of time commencing one month prior to 
the date of sentencing to the date of submission of the certification 
and report. Each subsequent set of annual reports and 
certifications shall be due one year thereafter and cover the one 
year period that follows the year covered in the prior annual 
reports and certifications. 
The probation office may share any information it receives from 
the Responsible Entity with the United States Attorney's Office. 
For the purpose of this Plea Agreement and the conditions of 
probation, the following terms shall have the following meaning: 
a. The term "Chief Compliance Officer" refers to the person 

at the Responsible Entity with ultimate responsibility for 
developing and implementing policies, procedures, and 
practices designed to ensure compliance with the FDCA 
and FDA's regulations and guidance documents relating to 
the marketing, promotion, and sale of pharmaceutical 
products. During the term of probation, the Chief 
Compliance Officer shall be a member of the Responsible 
Entity's senior management and the Responsible Entity's 
US. Pharmaceutical Compliance Committee. Not more 
than thirty (30) days from the imposition of sentence in this 
matter, the Responsible Entity shall notify the probation 
office in writing of the name of the Responsible Entity's 
Chief Compliance Officer and provide a written description 
of that person's responsibilities with respect to complying 
with the FDCA and FDA's regulations and guidance 
documents relating to the marketing, promotion, and sale 
of pharmaceutical products. The Responsible Entity shall, 
in writing, report to the probation office any changes in the 
identity of or any material changes in the position and 
responsibilities of the Chief Compliance Officer. This 
report shall be provided within fifteen (15) days after such 
a change. 

b. The term "US. Pharmaceutical Compliance Committee" 
refers to the committee established or to be established by 
the Responsible Entity to, in conjunction with the Chief 
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Plea Agreement 

Compliance Officer, assist in the implementation and 
enhancement of the Compliance Program's policies and 
procedures relating to compliance with the FDCA and 
FDA's regulations and guidance documents concerning the 
marketing, promotion, and sale of pharmaceutical 
products. During the term of probation, this committee 
shall, at a minimum, include the Responsible Entity's Chief 
Compliance Officer and other members of the Responsible 
Entity's senior management with responsibilities 
concerning the marketing, promotion, and sale of the 
Responsible Entity's pharmaceutical products. Not more 
than thirty (30) days from the imposition of sentence in this 
matter, the Responsible Entity shall notify the probation 
office in writing of the names of the Responsible Entity's 
senior managers on the US. Pharmaceutical Compliance 
Committee and provide a written description of their 
responsibilities with respect to complying with the FDCA 
and FDA's regulations and guidance documents relating to 
the marketing, promotion, and sale of pharmaceutical 
products. The Responsible Entity shall, in writing, report 
to the probation office any changes in the identity of or any 
material changes in the position and responsibilities of 
these senior managers. This report shall be provided 
within fifteen (15) days after such a change. 

c. The term "Compliance Program" refers to the policies, 
procedures, practices, and other measures that the 
Responsible Entity has established or will establish to 
address regulatory compliance issues, relating to the 
marketing, promotion and sale of pharmaceutical products, 
including the Responsible Entity's compliance with FDCA 
and FDA regulations and guidance documents. 

d. The term ''pharmaceutical products" means drugs 
marketed, promoted, or sold in the United States and 
intended for use in the diagnosis, cure, mitigation, 
treatment, or prevention of disease in humans or drugs 
intended to affect the structure or any function of the body 
of humans. 21 US. C.§ 321 (g)(l)(B) & (C). 

C. The Responsible Entity shall not commit any federal health care fraud 
offense, any offense under Titles 21 or 42 of the United States Code, or 
any felony during the term of probation. The commission of an offinse 
shall not be considered by the Probation Officer as a per se violation of 
the terms of probation. Instead, other factors will be taken into account, 
including, but not limited to, whether the offense violated policies the 
company has adopted, whether the company provided training addressing 
the subject matter of the offense, whether the offense was an isolated or 
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systemic occurrence, the company's response to the offense, and any 
remedial actions taken after the company learned of the offense. 

D. Within 7 days of filing, the Responsible Entity shall submit to the 
probation office a copy of each Securities and Exchange Commission 
Form 10-Q. 

15. COMPLIANCE MEASURES 

ABBOTT agrees that, prior to entering its plea of guilty, as the Responsible Entity it has 
instituted a Compliance Program, under which policies, procedures, practices, and other 
measures are set forth to address, among other matters, regulatory compliance issues with respect 
to the marketing, promotion and sale of pharmaceutical products in the United States, including 
compliance with the Food, Drug and Cosmetic Act ("FDCA") and Food and Drug 
Administration ("FDA") regulations and guidance documents. The Responsible Entity's 
Compliance Program includes the policies and procedures relating to pharmaceutical products as 
set forth below: 

A. 

B. 

c. 

D. 

The Responsible Entity requires that the compensation (including through 
salaries, bonuses, and contests) of its United States sales representatives be 
designed to ensure that financial incentives do not inappropriately 
motivate such individuals to engage in off-label marketing, promotion, 
and sales of the Responsible Entity's pharmaceutical products. 
The Responsible Entity requires Continuing Medical Education ("CME") 
grant-making decisions to be approved by the Responsible Entity's 
financial or other organizations separate from sales and marketing, and 
requires financial support to be provided only to programs that foster 
increased understanding of scientific, clinical or healthcare issues. The 
Responsible Entity requires a third-party CME provider to maintain full 
responsibility for, and control over, the selection of content, faculty, 
educational methods, materials and venue for CME programs. 
The Responsible Entity requires medical information letters to be accurate 
and unbiased. The Responsible Entity's policies and procedures prohibit 
the prompting of requests for medical information letters; and 
The Responsible Entity requires clinical trials funded or controlled by the 
Responsible Entity to be approved by ABBOTT's medical and/or 
scientific organizations and that the scientific research and any resulting 
publications foster increased understanding of scientific, clinical or 
healthcare issues. The Responsible Entity's policies and procedures 
require that it will not approve scientific research purely for the purpose of 
developing an article or reprint for sales representative use. The 
Responsible Entity requires all investigators to disclose the Responsible 
Entity's support for their research and financial relationships between the 
Responsible Entity and investigators (including any interest in any 
Responsible Entity product). The Responsible Entity has a publication 
policy designed to ensure that the Responsible Entity develops 
publications in a consistent and transparent manner, reporting complete 
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and accurate results, presented objectively and with discussion of the 
strengths and limitations of the study. The Responsible Entity requires 
that a person can be considered an "author" only if he or she has made 
substantial contributions to the conception and design of the study, 
acquisition or analysis of data and has final approval of the version to be 
published. The Responsible Entity requires acknowledgement in all 
related scientific publications of its role as the funding source of all 
research and clinical trials initiated by the Responsible Entity. 

The Responsible Entity agrees to maintain the policies and procedures set forth above 
through the completion of the term of probation. 

16. EFFECT OF ABBOTT'S SIGNATURE 

ABBOTT understands that its Authorized Corporate Officer's signature on this Plea 
Agreement constitutes a binding offer by it to enter into this Plea Agreement. ABBOTT 
understands that the United States has not accepted ABBOTT's offer until the authorized 
representative of the United States has signed the Plea Agreement. 

17. GENERAL UNDERSTANDINGS 

ABBOTT understands that a presentence investigation will be conducted and sentencing 
recommendations independent of the United States Attorney's Office will be made by the 
presentence preparer. 

ABBOTT understands the United States and ABBOTT will be free to allocute or describe 
the nature of this offense and the evidence in this case. 

ABBOTT understands the United States and ABBOTT retain the right, notwithstanding 
any provision in this Plea Agreement, to inform the Probation Office and the Court of all 
relevant facts, to address the Court with respect to the nature and seriousness of the offense, to 
respond to any questions raised by the Court, to correct any inaccuracies or inadequacies in the 
presentence report, if a report is prepared, and to respond to any statements made to the Court. 

ABBOTT willingly stipulates that there is a sufficient factual basis for the Court to accept 
the plea. 

ABBOTT understands that this Plea Agreement does not apply to any crimes or charges 
not addressed in this Plea Agreement. 

ABBOTT has not been coerced, threatened, or promised anything other than the terms of 
this Plea Agreement, described above, in exchange for its plea of guilty. ABBOTT understands 
that its attorneys will be free to argue any mitigating factors on its behalf to the extent they are 
not inconsistent with the terms of this Plea Agreement. ABBOTT understands that ABBOTT 
will have an opportunity to have a representative address the Court prior to sentence being 
imposed. 

This writing and the Agreed Statement of Facts (attached as Attachment B), Civil 
Settlement Agreement (attached as Attachment D), Corporate Integrity Agreement (attached as 
Attachment E), and Agreed Order of Forfeiture (attached as Attachment C) are the complete and 
only agreements between the United States and ABBOTT concerning resolution of this matter. 
In addition, ABBOTT has no objection to the filing of the Information (Attachment A) (which 
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will incorporate the Agreed Statement of Facts). The agreements and documents listed in this 
paragraph set forth the entire understanding between the parties and constitute the complete 
agreement between the United States Attorney for the Western District of Virginia and ABBOTT 
and no other additional terms or agreements shall be entered except and unless those other terms 
or agreements are in writing and signed by the parties. These agreements supersede all prior 
understandings, promises, agreements, or conditions, if any, between the· United States and 
ABBOTT. ABBOTT consents to public disclosure of all of the agreements and other documents 
referenced in this paragraph. 

ABBOTT has consulted with its attorneys and fully understands its rights. ABBOTT has 
read this Plea Agreement and carefully reviewed every part of it with its attorneys. ABBOTT 
understands this Plea Agreement and ABBOTT voluntarily agrees to it. Being aware of all of 
the possible consequences of its plea, ABBOTT has independently decided to enter this plea of 
its own free will and is affirming that agreement on this date by the signature of its Authorized 
Corporate Officer below. 

The Authorized Corporate Officer, by her signature below, hereby certifies to the 
following: 

(1) She is fully authorized to enter into this plea agreement on behalf of 
ABBOTT; 
(2) She has read the entire Plea Agreement and documents referenced herein 
and discussed them with ABBOTT's Board of Directors; 
(3) ABBOTT understands all the terms of the Plea Agreement and those terms 
correctly reflect the results of plea negotiations; 
(4) ABBOTT is fully satisfied with ABBOTT's attorneys' representation 
during all phases ofthis case; 
(5) ABBOTT is freely and voluntarily pleading guilty in this case; 
(6) ABBOTT is pleading guilty as set forth in this Plea Agreement because it 
is guilty of the crime to which it is entering its plea; and 
(7) ABBOTT understands that it is waiving its right to appeal the judgment 
and conviction in this case. 

ABBOTT acknowledges its acceptance of this Plea Agreement by the signature of its 
counsel and Authorized Corporate Officer. A copy of a certification by ABBOTT's Board of 
Directors authorizing the Authorized Corporate Officer to execute this Plea Agreement and all 
other documents to resolve this matter on behalf of ABBOTT is attached. 

Date: _~_/1__1_:_/1=--:l--_cf~=-~----
Laura J. Schumacher 
Executive Vice-President, General Counsel, and Secretary 
of Abbott Laboratories 
Authorized Corporate Officer 
ABBOTT LAB ORA TORIES 

Counsel has fully explained to the Board of Directors of ABBOTT the facts and 
circumstances of the case; all rights with respect to the offense charged in the Information; 

Authoriz•d Corpo'"" Offic"'' /nit~ Plea Agreement 

United States v. Abbott Laboratories 

Page 14 of15 



Case 1:12-cr-00026-SGW   Document 5    Filed 05/07/12   Page 15 of 16   Pageid#: 26

possible defenses to the offense charged in the Information; all rights with respect to the 
applicability of the Sentencing Guidelines; and the consequences of entering into this Plea 
Agreement and entering a guilty plea. We have reviewed the entire Plea Agreement and 
documents referenced herein with my client, through its Authorized Corporate Officer. In our 
judgment, ABBOTT understands the terms and conditions of the Plea Agreement, and we 
believe ABBOTT's decision to enter into the Plea Agreement is knowing and voluntary. 
ABBOTT's execution of and entry into the Plea Agreement is done with our consent. 

Date: r; 

Date: 

Date: 

Plea Agreement 
United States v. Abbott Laboratories 

Mark Filip, Esquire 
Kirkland & Ellis LLP 
Counsel for Abbott Laboratories 

~ 
Timothy J. Heapliy 
United States Attorney 
Western District of Virginia 

Rick A. Mountcastle, Assistant United States Attorney 
Randy Ramseyer, Assistant United States Attorney 
Carol Wallack, Trial Attorney, U.S. Dept. Of Justice 
Lauren BeH, Trial Attorney, U.S. Dept. Of Justice 
Jill Funnan, Asst. Director, Consumer Prote~tion Branch 
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CERTIFICATE 

I, John A. Berry, do hereby certify that I am a duly appointed and qualified Assistant 
Secretary of Abbott Laboratories and acting as such; that Abbott Laboratories is a 
corporation duly organized and validly existing under the laws of the State of Illinois with 
its principal office at 100 Abbott Park Road, Abbott Park, Lake County. Illinois; that I am 
a keeper of its books and records and its corporate seal; that the following resolution is a 
true, complete and correct copy of the resolution adopted at a regular meeting of its 
Board of Directors on April27, 2012; that said meeting was duly called, a quorum was 
present there at; and that that such resolution is still in effect: 

RESOLVED, that the Executive Vice President, General Counsel and Secretary 
is hereby authorized to enter or cause to be entered on behalf of this Corporation: the 
Plea Agreement, civil settlement agreements with the federal government and the 
coordinating states, a Corporate Integrity Agreement with the HHS Office of Inspector 
General, and all other documents necessary or appropriate to effectuate the settlement 
of all aspects of the investigation of the Corporation's sales and marketing practices for 
Depakote from 1998 to 2008 by the United States Department of Justice at any time on 
or after the date of this meeting. 

IN WITNESS WHEREOF, I have affixed my name as Assistant Secretary and 
~~ve caused the corporate seal of Abbott Laboratories to be hereunto affixed as of this 

.J!=day of April, 2012. 

Plea Agreement Attached Board Resolution 
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IN THE UNITED STATES DISTRICT COURT 
FOR THE WESTERN DISTRICT OF VIRGINIA 

ABINGDON DIVISION 

CLERK'S OFFICE U.S. DIST. COURT 
AT ABINGDON, VA 

FILED 

MAY 0 7 2012 

UNITED STATES 
Criminal No. f.'/~{Y(~(p 

v. 

ABBOTT LABORATORIES 
Violations: 21 U.S.C. §§ 331(a), 333(a)(l), 

352(a) & 352(f)(l) 

INFORMATION 

COUNT ONE 
Introduction of Misbranded Drug into Interstate Commerce 

21 U.S.C. §§ 33l(a), 333(a)(l), 352(a) and 352(f)(l) 

The United States Attorney charges that: 

I. The Agreed Statement of Facts is alleged, incorporated by reference and made a 

part of this Count. 

2. From in or about January 1998 to in or about December 2006, ABBOTT 

LABORATORIES introduced and delivered for introduction into interstate commerce and 

caused the introduction and delivery for introduction into interstate commerce from Illinois and 

PuertoRico to various locations throughout the United States, i~cluding the Western District of 

Virginia, quantities of Depakote (a/k/a Depakote DR), Depakote ER, and Depakote Sprinkle 

(hereinafter collectively referred to as "Depakote") that were misbranded. 

3. From in or about January 1998 to in or about December 2006, Depakote was 

misbranded, within the meaning of Title 21, United States Code, Section 352(t)(1), in that the 

labeling lacked adequate directions for use for the control of agitation, aggression, and other 

behavioral symptoms exhibited by elderly patients with dementia. 

Information Attachment A to Plea Agreement 
United States v. Abboll Laboratories 
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4. From in or about January 2002 to in or about December 2006, Depakote was 

misbranded, within the meaning of Title 21, United States Code, Section 352(f)(l ), in that the 

labeling lacked adequate directions for use for the treatment of schizophrenia. 

5. From in or about December 2004 to in or about December 2006, Depakote was 

misbranded, within the meaning of Title 21, United States Code, Section 352(a), in that the 

drugs' labeling was misleading for use for the (a) control of agitation, aggression, and other 

behavioral symptoms exhibited by elderly patients with dementia and (b) treatment of 

schizophrenia. 

6. All in violation of Title 21, United States Code, Sections 331 (a), 333(a)(1 ), 352(a) 

and 352(f)(l). 

Information Attachment A to Plea Agreement 
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NOII{;E OF FORFEITURE 

1. Upon conviction of the offense alleged in this Infonnation, ABBOTI 

LABORATORIES shall forfeit to the United States quantities of Depakote, Depakote ER and 

Depakote Sprinkle that were misbranded when introduced into interstate commerce, pursuant to 

21 U.S.C. § 334 and 28 U.S.C. § 2461. 

2. Because the above-described forfeitable property, as a result of the acts of the 

defendant, has been transferred or sold to third parties and cannot be located upon the exercise of 

due diligence, it is the intent of the United States to seek forfeiture of $198,500,000.00 (one 

hundred ninety-eight million five hundred thousand dollars), pursuant to 21 U.S.C. § 853(p). 

Date: 

United States Attorney 
Western District of Virginia 

Rick A. Mountcastle, Assistant United States Attorney 
Randy Ramseyer, Assistant United States Attorney 
Carol Wallack, Trial Attorney, U.S. Dept. Of Justice, Consumer Protection Branch 
Lauren Bell, Trial Attorney, U.S. Dept. Of Justice, Consumer Protection Branch 
Jill Funnan, Assistant Director, U.S. Dept. of Justice, Consumer Protection Branch 
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CLERI<'SA~~~~~~~~: COURT 

FILED · 

UNITED STATES 

v. 

IN THE UNITED STATES DISTRICT COURT 
FOR THE WESTERN DISTRICT OF VIRGINIA 

ABINGDON DIVISION 

Criminal No. /.'/ :){!RJl~ 

ABBOTT LABORATORIES 

AGREED STATEMENT OF FACTS 

Introduction 

MAY 0 7 2012 

1. Defendant ABBOTT LABORATORIES ("ABBOTT") is an Illinois corporation, 

headquartered in Illinois, which markets and distributes prescription drugs through its 

Pharmaceutical Products Division ("PPD"). ABBOTT's PPD is responsible for the unlawful 

conduct set forth herein. PPD's employees include sales representatives who market ABBOTT's 

prescription drugs throughout the United States. 

2. ABBOTT markets and distributes several different forms of divalproex sodium, 

including Depakote (a/k/a Depakote DR), Depakote ER, and Depakote Sprinkle (hereinafter 

collectively referred to as "Depakote"). ABBOTT manufactures Depakote at facilities in Illinois 

and Puerto Rico and distributes it throughout the United States, including the Western District of 

Virginia. 

3. Over the ten year period from 1998 to 2008, ABBOTT's gross sales of Depakote 

were approximately $13.8 billion. 

4. From in or about 1998 to in or about December 2006, ABBOTT introduced and 

delivered, and caused the introduction and delivery for introduction, into interstate commerce 

Depakote which was misbranded in violation of the Food, Drug, and Cosmetic Act ("FDCA"), 

Agreed Statement of Facts Attachment B to Plea Agreement 
United States v. Abbott Laboratories 

Page 1 of24 



Case 1:12-cr-00026-SGW   Document 5-2    Filed 05/07/12   Page 2 of 24   Pageid#: 32

21 U.S.C. §§ 33l(a), 333(a)(l), and Section 352(f), in that the drugs' labeling lacked adequate 

directions for use for the control of agitation, aggression, and other behavioral symptoms 

exhibited by elderly patients with dementia. From in or about 2002 to December 2006, 

ABBOTT introduced and delivered, and caused the introduction and delivery for introduction, 

into interstate commerce Depakote which was misbranded in violation of the Food, Drug, and 

Cosmetic Act ("FDCA"), 21 U.S.C. §§ 33l(a), 333(a)(l), and Section 352(f), in that the drugs' 

labeling lacked adequate directions for use for the treatment of schizophrenia. From December 

2004 to December 2006, ABBOTT introduced and delivered, and caused the introduction and 

delivery for introduction, into interstate commerce Depakote which was misbranded in violation 

ofthe FDCA, 21 U.S.C. §§ 33l(a), 333(a)(l), and Section 352(a), in that the drugs' labeling was 

misleading for use for the (a) control of agitation, aggression, and other behavioral symptoms 

exhibited by elderly patients with dementia and (b) treatment of schizophrenia .. 

Statutory Framework 

5. The Food and Drug Administration ("FDA") is the federal agency responsible for 

protecting the health and safety of the public by enforcing the FDCA and ensuring, among other 

things, that drugs are safe and effective for each of their intended uses and that the labeling of 

such drugs bears true, complete, and accurate information. 

6. The FDCA, 21 U.S.C. § 355, prohibits the distribution of a new drug in interstate 

commerce for any use proposed by the drug's manufacturer until FDA completes an intensive 

review of the safety and effectiveness of the drug and approves it for the proposed use(s). Under 

the FDCA, 21 U.S.C. §§ 331(d) and 355(b), a manufacturer seeking FDA approval to market a 

new drug is required to submit a New Drug Application ("NO A'') that (1) identifies all of the 

proposed uses of the drug intended by the manufacturer; (2) includes data, generated in 
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randomized and well-controlled clinical trials, which demonstrates that the drug is safe and 

effective for each of those uses; and (3) includes proposed labeling setting forth detailed 

information about the drug with respect to those intended uses. The FDCA, 21 U.S.C. § 355(a), 

prohibits the manufacturer from introducing the new drug into interstate commerce until FDA 

approves the NDA and the proposed labeling after determining that the NDA provides sufficient 

evidence of the drug's safety and efficacy for its intended uses. 

7. The FDA's approval of a drug for one use does not mean that the drug is safe and 

effective for another use. Uses not approved by FDA are known as "unapproved" or "off-label" 

uses. The FDCA requires a manufacturer seeking FDA approval for additional uses of a drug to 

file a new or supplemental NDA that includes the same information described in Paragraph 6 

above. The manufacturer can distribute the drug for those additional uses only after FDA 

(I) concludes that the drug is safe and effective for those additional uses; (2) approves the new or 

supplemental NDA; and (3) approves revisions to the drug's labeling to describe those additional 

approved uses. 

8. The FDCA, 21 U.S.C. §§ 331(a) and 333(a)(l), makes it unlawful for a drug 

manufacturer to introduce, deliver for introduction, or cause the introduction or delivery for 

introduction into interstate commerce of any "misbranded" drug. Under the law, 21 U .S.C. 

§ 352(a), a misbranded drug includes a drug whose "labeling is false or misleading in any 

particular." The FDCA provides that determination of whether labeling is "misleading" should 

"take[] into account (among other things) not only representations made or suggested by 

statement, word, design, device, or any combination thereof, but also the extent to which the 

labeling ... fails to reveal facts material in the light of such representations or material with 

respect to consequences which may result from the use of the article [which includes a drug] to 
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which the labeling ... relates under the conditions of use prescribed in the labeling ... or under 

such conditions of use as are customary or usual." 21 U.S.C. § 321(n). The FDCA also defines 

"labeling" as "all labels and other written, printed, or graphic matter (1) upon any article [which 

includes a drug] or any of its containers or wrappers, or (2) accompanying such article [which 

includes a drug]." 21 U .S.C. § 321 (m). "Labeling" does not have to be physically attached to 

the drug and can include various written, printed, or graphic information that describes the drug 

and is disseminated by or on behalf of the drug manufacturer. Thus, a manufacturer can violate 

the FDCA by distributing written, printed, or graphic information about the drug that is false or 

misleading. 

Depakote's Approved Uses and FDA-Approved Labeling 

9. Depakote was approved by FDA to treat certain types of epileptic seizures and 

bipolar mania and to prevent the onset of migraines. 1 FDA has never approved Depakote as safe 

and effective for the control of agitation and aggression in patients with dementia or for the 

treatment of schizophrenia. ABBOTT, however, promoted Depakote for these unapproved uses. 

10. The FDA-approved labeling includes information about safety risks associated 

with use of Depakote, including three "Black Box" warnings, other warnings and precautions, 

and information about adverse side effects associated with use of the drug. A Black Box 

warning is the most serious warning that FDA can require be placed on a drug's labeling. 

On March 10, 1983, FDA approved Depakote for absence seizures. On May 26, 1995, FDA approved 
Depakote for manic episodes associated with bipolar disorder. On March 18, 1996, FDA approved Depakote for 
migraine prophylaxis. On June 20, 1996, FDA approved Depakote for complex partial seizures. On September 12, 
1989, FDA approved Depakote Sprinkle for absence seizures. On June 20, 1996, FDA approved Depakote Sprinkle 
for complex partial seizures. On August 4, 2000, FDA approved Depakote ER for migraine prophylaxis. On 
December 20, 2002, FDA approved Depakote ER for complex partial seizures and absence seizures. On August 14, 
2003, FDA approved Depakote ER for complex partial seizures and absence seizures in pediatric patients. On 
December 6, 2005, FDA approved Depakote ER for acute manic or mixed episodes associated with bipolar disorder, 
with or without psychotic features. Depakote, Depakote Sprinkle, and Depakote ER were never approved by FDA 
for any other uses. 
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11. In 1999, after an ABBOTT double-blind multicenter trial of valproate2 in elderly 

patients with dementia (the "Dementia Study") was prematurely terminated due to serious side 

effects caused by Depakote, ABBOTT implemented a change to Depakote's approved labeling 

to include a warning about somnolence. In 2000, FDA approved the inclusion of the following 

warning for somnolence in the elderly as part of the approved labeling: 

In a double-blind, multicenter trial of valproate in elderly patients with dementia 
(mean age=83 years), doses were increased by 125 mg/day to a target dose of20 
mg/kg/day. A significantly higher proportion ofvalproate patients had 
somnolence compared to placebo, and although not statistically significant, there 
was a higher proportion of patients with dehydration. Discontinuations for 
somnolence were also significantly higher than with placebo. In some patients 
with somnolence (approximately one-half), there was associated reduced 
nutritional intake and weight loss. There was a trend for the patients who 
experienced these events to have lower baseline albumin concentration, lower 
valproate clearance, and a higher BUN. In elderly patients, dosage should be 
increased more slowly and with regular monitoring for fluid and nutritional 
intake, dehydration, somnolence, and other adverse events. Dose reductions or 
discontinuation of val pro ate should be considered in patients with decreased food 
or fluid intake and in patients with excessive somnolence. 

The dosage and administration section was also updated to include elderly dosing information, 

including that: "Dosage should be increased more slowly and with regular monitoring for fluid 

and nutritional intake, dehydration, somnolence, and other adverse events." 

Clinical Studies ofthe Unapproved Use ofDepakote for the Control of Agitation and 
Aggression in Elderly Dementia Patients 

12. Dementia occurs primarily in people older than 65 and arises from various causes 

but is most often associated with Alzheimer's disease. Dementia in the elderly often 

encompasses a slow, progressive decline in cognitive mental function including memory, 

language, thinking, judgment, and the ability to learn new information, and sometimes dementia 

patients became agitated and even aggressive. Dementia is a major reason why the elderly are 

Valproate is the active ingredient in Depakote. 
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admitted to nursing homes. Drugs used to control behaviors in elderly dementia patients in 

nursing homes are sometimes referred to as "chemical restraints." 

13. In 1996, ABBOTT submitted an application to FDA to conduct a 15-patient study 

of Depakote to treat agitation in elderly dementia patients titled "A Double-Blind Placebo 

Controlled Study ofValproate in the Treatment of Behavioral Agitation Associated with 

Dementia" ("M96-491 "). In a letter to ABBOTT dated January 28, 1997, FDA expressed its 

reservations about what inferences could be drawn from the study's outcome.3 The results of the 

study showed that the six Depakote-treated patients demonstrated greater mean decreases in 

activity disturbances and aggressiveness scores over the placebo patients, although this result 

was not statistically significant. ABBOTT's analysis of the study noted that "No subject died or 

reported a serious adverse event during the study. One Depakote-treated subject had study drug 

prematurely discontinued due to a series of adverse events." The same analysis concluded that 

Depakote was "safe and well-tolerated in the sample of elderly subjects with dementia." 

14. On November 18, 1997, ABBOTT submitted an application to FDA to conduct a 

study titled, "A Double-Blind Placebo-Controlled Study of Depakote in the Treatment of Signs 

and Symptoms of Mania in Elderly Patients with Dementia" (hereinafter referred to as "M97-

738" or "ABBOTT's Dementia Study" or the "Dementia Study"). In a letter to Abbott dated 

January 15, 1998, FDA expressed reservations about Abbott obtaining FDA approval of a new 

or expanded use ofDepakote for mania based on this study.4 

15. ABBOTT began the Dementia Study in 1998. In March 1999, the study was 

suspended due to an increased incidence of adverse events in the Depakote treatment group. In 

4 

See Attachment 1. 

See Attachment 2. 
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June 1999, ABBOTT discontinued the Dementia Study. In the study, somnolence and 

thrombocytopenia (low blood platelet count that may cause easy or excessive bruising, 

superficial bleeding in the skin, prolonged bleeding from cuts, and spontaneous bleeding from 

the gums or nose) occurred statistically significantly more frequently with patients given 

Depakote than with the placebo patients. The results provided evidence that the dosing 

recommendations set forth in Depakote's labeling were too high and rapid for at least some 

elderly dementia patients. It was this evidence which resulted in the 1999 revision to the 

approved labeling referenced in Paragraph II above. 

16. The results of the Dementia Study also failed to show that Depakote was 

effective in treating the "signs and symptoms of mania" in elderly dementia patients. ABBOTT 

concluded that "[t]he lack of effect on mania suggests the manic symptoms of this population 

may have a different basis than the manic symptoms of bipolar disorder." There were several 

measurement tools used as part of the Dementia Study to determine ifDepakote improved any 

"signs or symptoms of mania." One of these tools was the Cohen-Mansfield Agitation Inventory 

("CMAI"). This was the only measurement tool that showed a positive result. Improvement in 

the CMAI total score and its verbally agitated behavior subscore was statistically significantly 

greater for the Depakote treatment group than the placebo group. The data, however, indicated 

that this typically occurred when patients received the maximum dosage of the drug, a dosage 

that resulted in an increase in adverse events for many of the elderly patients. In the Clinical 

Study Report, ABBOTT concluded that the positive CMAI efficacy results "suggest[ ed] a drug 

effect independent of effects of somnolence." Two years later, an associate medical director at 

ABBOTT expressed his opinion that "somnolence was the true 'treatment' effect for many [of 
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these patients]."5 The results of the Dementia Study were published in a peer-reviewed medical 

journal in 2001. 

17. In 2000, ABBOTT began another clinical trial- M99-082- to evaluate 

Depakote's safety and effectiveness to treat agitation in elderly patients with dementia. The 

study protocol called for a lower dose of the drug for some patients than the dose used in the 

Dementia Study in part because the adverse events experienced by the patients in the Depakote 

treatment group in the Dementia Study were believed to be dose-related. ABBOTT started but 

never completed M99-082. In June 2003, ABBOTT submitted to FDA a final clinical study 

report that stated that the "trial was terminated for low enrollment. .... The study was seriously 

underpowered and definitive conclusions from the data were not possible." The report also 

stated that the two Depakote treatment groups and the placebo group all showed improvement on 

the primary and secondary endpoint measures. It also noted that "study drug was well tolerated 

by subjects in all 3 treatment groups [that is, the two Depakote treatment groups and the placebo 

group] and the safety profile was similar to previous Depakote studies in this population," 

including the Dementia Study. The data from this study was disclosed to the FDA, but it was not 

published in a medical journal or disseminated by ABBOTT's sales force. 

18. ABBOTT never conducted another clinical trial of Depakote for the control of 

agitation and aggression in elderly patients with dementia and never submitted a supplemental 

new drug application to FDA seeking approval of Depakote for this use. 

19. In two separate peer-reviewed medicaljournal articles in 2001 and 2003, the 

results of a 56-patient study called the Rochester Study were reported. The study was funded by 

See Attachment 3. 
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the Alzheimer Association, the National Institute of Aging, and an unrestricted, investigator-

initiated grant from ABBOTT. According to the 2001 article, the results of the first phase of the 

study "suggest[ ed], but did not prove" that the use of Depakote "can be associated with reduced 

agitation in some patients with dementia in the nursing home." The article stated that "(t]hese 

results support[ ed] a larger, placebo-controlled trial definitively addressing the therapeutic 

potential of this agent." According to the 2003 article, the results of the second phase of the 

Rochester Study were consistent with the results of the first phase of the study "which suggested 

but did not prove that short-term [Depakote] therapy can result in decreased measures of 

agitation." It stated that the results from a study being conducted at the time by the Alzheimer's 

Disease Cooperative Study ("ADCS") (discussed below) would "likely further clarify the 

potential role of [Depakote] for treatment of' agitation in elderly patients with dementia. 

20. A 153-patient, randomized, well-controlled clinical trial of the use of Depakote 

for the treatment of agitation in elderly patients with dementia was conducted by the ADCS from 

September 2000 to December 2002 ("ADCS Study"). The results of the study were published in 

the peer-reviewed American Journal of Geriatric Psychiatry in November 2005 and the authors 

concluded that "[t]reatment with [Depakote] did not show benefit over placebo in the treatment 

of agitation associated with possible or probable [Alzheimer's disease] in the nursing home 

residents included in this trial." The article also discussed the earlier studies, including 

ABBOTT's Dementia Study and the Rochester Study, and stated that "[n]one ofthe earlier 

placebo-controlled studies proved that [Depakote] is efficacious for agitation in dementia, and 

none were sufficient to define practice." 

21. In May 2003, ABBOTT received an oral report of the preliminary results of the 

ADCS Study. According to this report, the preliminary results did not show that Depakote 
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reduced symptoms of agitation and aggression. However, an ABBOTT's Associate Medical 

Director who received these results questioned whether the study was designed properly to show 

efficacy, and believed the results could still prove positive for the drug if "a 'trend' for Depakote 

is shown, that could be seen as favorable data- especially if the safety data looks good."6 In 

July 2003, ABBOTT's Associate Medical Director then included in a summary that the ADCS 

Study lead researcher's "verbal report of the preliminary findings [about the ADCS Study] 

suggest no evidence of a meaningful treatment difference between the Depakote and placebo 

groups."7 In December 2004, ABBOTT received an advance copy of the to-be-published 

medical journal article about the ADCS Study which included the same conclusions about 

Depakote's lack of efficacy as well as the conclusions regarding the Dementia Study and the 

Rochester Study contained in the published article as described in Paragraph 20, above. 

The Off-Label Promotion of Depakote for the Control of 
Agitation and Aggression in Elderly Dementia Patients 

22. Beginning in or about 1998, and continuing until in or about December 2006, 

ABBOTT misbranded Depakote by marketing it for the control of agitation and aggression in 

elderly dementia patients. The off-label promotion of Depakote to control agitation and 

aggression in elderly dementia patients included: 

a. In June 1997, ABBOTT developed its 1998 Strategic Marketing Plan 

entitled "Depakote- New Psychiatry Markets."8 

b. In early 1998, ABBOTT created a Long Term Care ("LTC") sales force in 

substantial part to promote Depakote for the control of agitation and aggression in elderly 

See Attachment 4. 

See Attachment 5. 

See Attachment 6; see also Attachment 7. 
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10 

dementia patients in nursing homes. ABBOTT trained its LTC sales force to promote 

Depakote to doctors and other healthcare providers as safe and effective for this 

unapproved use. For example, ABBOTT gave its LTC sales force a Dementia 

Backgrounder, which informed the sales force that Depakote had been shown effective in 

preliminary clinical trials to treat behavioral disturbances in dementia patients and that 

Depakote did not have some of the same side effects as antipsychotics for this 

unapproved use.9 

c. ABBOTT trained the LTC sales force to promote Depakote to healthcare 

providers and employees of nursing homes as advantageous over atypical antipsychotics 

("A TPs") for controlling agitation and aggression in elderly dementia patients because 

Depakote was not subject to certain provisions of the Omnibus Budget Reconciliation 

Act of 1987 ("OBRA") and its implementing regulations designed to prevent the use of 

unnecessary medications in nursing homes. See, ~., training material titled 

"Maximizing the Long Term Care Market Opportunity."10 Depakote was not subject to 

any specific use restrictions under OBRA Guidelines prior to December 2006. Until 

December 2006, ABBOTT trained the LTC sales representatives to state that, by using 

Depakote, nursing homes would avoid the administrative burdens and costs of complying 

with OBRA regulatory restrictions otherwise applicable to A TPs, namely the prohibition 

against giving such patients antipsychotic drugs unless indicated for a specific condition, 

the requirement that patients treated with A TPs should have drug holidays and gradual 

See Attachment 8. 

See Attachment 9. 
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dose reductions, and the requirement for behavior management rather than A TPs 

whenever possible. 

d. ABBOTT paid its LTC sales force bonuses based on its sales of Depakote, 

which included sales ofDepakote for the unapproved use of the drug. 

e. ABBOTT provided the LTC sales force with materials to promote 

Depakote for the control of agitation and aggression in elderly dementia patients. For 

example, in 2001, ABBOTT funded via an unrestricted educational grant, a document 

called "A Pocket Guide to Dementia and Associated Behavioral Symptoms: Diagnosis, 

Assessment, and Management" (the "Guide"). 11 A private entity, accredited by ACCME, 

designated the Guide as continuing medical educati;Jn ("CME"). Physicians and other 

healthcare providers could earn CME credits free-of-charge by reviewing the Guide and 

taking a test set forth at the end of the Guide. As early as 2002, ABBOTT began 

providing the LTC sales representatives with copies of the Guide to promote Depakote to 

treat agitation and aggression in elderly dementia patients. 12 The sales representatives 

were instructed to become familiar with the Guide and to provide it to doctors and other 

healthcare providers to whom they were promoting Depakote. They were also told that 

the Guide would be a resource that physicians and pharmacists used to obtain additional 

continuing education credits. The Guide did not disclose the results of the Dementia 

Study. The somnolence and dosing issues identified by the Dementia Study were 

disclosed in the approved labeling but the approved labeling was not attached to the 

Guide and the Guide did not refer healthcare providers to the approved labeling. In 

II See Attachment 10. 
12 See Attachment 1 I. 
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addition, the efficacy results of the Dementia Study were not disclosed in the approved 

labeling or the Guide. 

f. ABBOTT funded and gave the LTC sales force funds for speaker 

programs promoting the use of Depakote to control agitation and aggression in elderly 

patients with dementia. 

g. ABBOTT funded and caused the creation of educational programs and 

materials (such as videos and monographs) promoting the use of Depakote to control 

agitation and aggression in elderly patients with dementia. 

h. ABBOTT entered into contracts with Long Term Care Pharmacy 

Providers (L TCPPs) that included provisions regarding the payment of rebates to the 

L TCPPs based on increases in the use of Depakote in the nursing homes serviced by the 

L TCPPs. Under these contracts, ABBOTT paid millions of dollars in rebates to the 

L TCPPs based on increases in the use of Depakote in these facilities, including the use of 

Depakote in the treatment of agitation and aggression in elderly dementia patients. 

1. ABBOTT funded and created and caused the creation of programs and 

materials to train the L TCPPs' consultant pharmacists about the use of Depakote for the 

control of agitation and aggression in elderly dementia patients and to encourage them to 

recommend the drug for this unapproved use. 

J. In March 2004, at the request of an L TCPP, ABBOTT sent a check in the 

amount of $16,250 to fund a letter sent by the L TCPP to 4,000 doctors who prescribed 

A TPs and 1,000 doctors who prescribed benzodiazepine medications to patients in 
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nursing homes. 13 ABBOTT's LTC National Account Manager ("NAM") emailed the 

LTC sales force stating that this L TCPP had "sent out a targeted Depakote ER mailing to 

the top 4,000 prescribers of [A TPs] and top I 000 prescribers of benzodiazepines within 

[the LTCPP's] facilities." 14 The LTC NAM further stated that "[t]he purpose ofthe 

mailing is to help increase the overall use of Depakote ER vs [A TPs] and 

benzodiazepines for patients with dementia related behaviors" and that the L TCPP's 

letter to the doctors "strongly position[ ed] Depakote ER vs the [A TPs and] emphasize[ d] 

the excellent side effect profile of Depakote ER." 

k. In October 2003 ABBOTT produced its "Depakote Long Term Care-

2004 Strategic Investment Proposal," which included the strategy to market Depakote for 

this unapproved use in LTC facilities, including nursing homes. 15 

I. ABBOTT also promoted Depakote as effective to treat "manic-like 

symptoms" exhibited by elderly dementia patients based on Depakote's efficacy to treat 

bipolar mania. 

23. In 200 I, in anticipation of a review of ABBOTT's policy about the dissemination 

of clinical data, a staff member in ABBOTT's Regulatory Affairs office prepared a draft slide 

presentation which stated that ABBOTT's practice at that time did not "explicitly" address the 

"difference between dissemination and promotion," the "scope of data balance," or "failed 

studies." These draft slides also stated that ABBOTT needed to revise its practice to "clarify 

dissemination vs promotion," "assure that dissemination is a balanced representation of known 

13 See Attachment 12. 
14 See Attachment 13. 
15 See Attachment 14. 
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information," and that the revised practice needed to "define options after failed 

applications/studies." This same staff member also wrote an earlier memorandum which noted 

that ABBOTT's then current practice and guidance documents left open several questions, 

including that: 

[T]here is no direction regarding how we will handle newly generated data related 
to indications that were the subject of failed applications or failed or disappointing 
studies. Responsibilities and accountability are not established in [ABBOTT's] 
guidance. The [guidance] document does not clearly define the difference 
between dissemination and promotion. 

While ABBOTT continued to update and improve its compliance practices in accordance with 

industry practice and FDA guidance, some of the issues identified in this draft presentation and 

memo were not specifically addressed until after the time period relevant here. 

24. ABBOTT's LTC sales representatives used reprints of medical journal articles 

about studies to promote the use of Depakote to control agitation and aggression in elderly 

patients with dementia, as set forth below: 

a. ABBOTT trained its LTC sales representatives to use a reprint of an 

article based on a retrospective chart review of22 nursing home patients in two nursing 

homes. Although this article was not based on a randomized, blinded, and controlled 

clinical study, ABBOTT trained its LTC sales representatives to use it to promote 

Depakote for this unapproved use. 

b. Beginning in approximately 2001, ABBOTT made available to its LTC 

sales force reprints of the 2001 medical journal article about the Dementia Study and 

reprints of the 2001 medical journal article about the Rochester Study. ABBOTT trained 

its sales representatives to respond to inquiries about the Dementia Study's premature 

termination for safety reasons by advising healthcare providers that the dosages used in 
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the study were started too high and increased too fast. ABBOTT trained its sales force to 

promote the use of Depakote to control agitation and aggression in elderly patients with 

dementia at lower doses. 

c. In 2003, ABBOTT made reprints of the 2003 medical journal article about 

the results of the second part of the Rochester Study available to its sales representatives 

and trained them to use the results of the study to promote the use of Depakote to control 

agitation and aggression in elderly patients with dementia. 

25. ABBOTT continued to disseminate copies of reprints of the Rochester Study 

journal article to healthcare providers after receiving a report on the preliminary results of the 

ADCS Study in May 2003, and after receiving an advance copy of the article about the ADCS 

study in December 2004. ABBOTT continued to disseminate this article about the Rochester 

Study without disclosing the conflicting preliminary results of the ADCS Study including: 

a. In or about December 2004, ABBOTT approved the continued reprinting 

of the 2003 Rochester Study article for its sales representatives to disseminate to 

healthcare providers. 

b. In or about early 2006, ABBOTT provided its sales representatives with 

promotional materials, including the "Tl 2006 Plan- 0-Gram," which stated that 

ABBOTT's core marketing messages included telling nursing homes that Depakote had 

"broad-spectrum coverage," and listing among the "Core Selling Materials" for use to 

convey the core marketing messages a reprint of the Rochester Study article. The results 

of the ADCS study were not included. 

c. In February 2006, for the first time, ABBOTT provided its sales force with 

a reprint of the ADCS Study article and marked it "For Representative Education Only." 
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Accordingly, under ABBOTT's policy, its sales force could not share this reprint with 

healthcare providers. In March 2006, ABBOTT also discontinued reprinting copies of 

the 2003 article about the Rochester Study. However, after March 2006, the sales force 

continued to obtain copies of already-existing reprints of the 2003 article about the 

Rochester Study from ABBOTT's supply contractor and continued to disseminate those 

reprints to healthcare providers because they were not directed by ABBOTT to stop 

distributing existing copies of the reprints. 

d. ABBOTT's clinical science managers made presentations to healthcare 

providers about the use of Depakote for agitation and aggression in elderly dementia 

patients. Prior to April 2006, these presentations did not include any information about 

the results of the ADCS Study. In or about April2006, Abbott revised the presentation to 

include two slides about the ADCS Study. The revised presentation, however, also 

included approximately a dozen slides about other studies, such as the Rochester Study, 

and slides about when healthcare providers should use Depakote to treat agitation and 

aggression in elderly dementia patients and how to dose Depakote for this off-label use. 

e. ABBOTT sent medical information letters to healthcare providers who 

requested information about the use ofDepakote to control agitation and aggression in 

elderly dementia patients. Prior to in or about January 2006, these letters did not disclose 

the results of the ADCS Study. 

Clinical Studies of the Unapproved Use ofDepakote for Schizophrenia 

26. Schizophrenia is a common and serious mental disorder. FDA has approved 

various drugs as safe and effective to treat schizophrenia, including atypical antipsychotics 

("A TPs"). 
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27. ABBOTT conducted two clinical trials studying the safety and effectiveness of 

Depakote and ATPs together to treat patients with acute exacerbations of the symptoms of 

schizophrenia. In 1999, ABBOTT submitted an application to FDA to conduct a study (referred 

to as the "M99-0 1 0 Study") of the use of Depakote in combination with certain A TPs to treat 

acute schizophrenia. In January 2002, ABBOTT submitted the study results to FDA. The results 

showed that the study failed to meet its primary endpoint in that Depakote in combination with 

the A TPs did not result in statistically significant improvement in symptoms of psychosis 

associated with schizophrenia after 28 days of treatment as compared to the results for the A TPs 

alone. The results did show statistically significant improvement in symptoms as early as day 3 

and continuing through day 21. FDA informed ABBOTT that it considered M99-0 l 0 a negative 

study because it failed to meet the predefined efficacy endpoint and, therefore, the results of the 

study could not be used to support an application for a new indication for Depakote for 

schizophrenia. 

28. In 2003, the results of the M99-0 10 Study were published in a peer-reviewed 

medical journal article. While the article stated that the treatment difference for the primary 

efficacy endpoint (28 days) did not reach the level of statistical significance between Depakote 

combined with an A TP compared to an A TP alone, the article did state that the Depakote 

combination therapy was observed to show statistically significant improvement over A TP 

monotherapy as early as the third treatment day and persisting through day 21. A summary of a 

June 2002 meeting with an external consultant stated that the consultant viewed M99-0 I 0 Study 

to be "a positive trial (the effect size is robust)." The consultant also told ABBOTT that while 

the M99-010 Study "does not support combination use (as defined strictly the combination being 
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superior to each agent [i.e. A TP] alone), we could still argue for study 01 0' s applicability to add-

on" therapy .16 

29. In March 2003, ABBOTT conducted another study (referred to as the "M02-547 

Study") of Depakote ER combined with certain A TPs to treat acute schizophrenia. The results of 

the M02-547 Study, which was completed in or about August 2004, did not show a statistically 

significant treatment difference between Depakote ER combination therapy and the A TPs alone. 

The data also showed that somnolence, weight gain, and urinary incontinence were significantly 

higher for patients receiving Depakote ER combined with one of the A TPs than those treated 

with one of the A TPs alone. Patients treated with Depakote ER combination therapy also had a 

significant decrease in platelet counts compared to those treated with an A TP alone. 

30. In August 2006, ABBOTT posted a synopsis of the M02-547 Study results on a 

public website (www.clinicalstudyresults.org). In December 2008, the results of the M02-547 

Study were published in an article in the peer-reviewed medical journal, 

Neuropsychopharmacology. The article stated that there were no significant treatment 

differences between Depakote ER combination therapy and A TP monotherapy. 

31. ABBOTT never conducted another clinical trial of the use of Depakote to treat 

schizophrenia and never submitted a supplemental new drug application to FDA seeking 

approval of Depakote for this use. 

Promotion ofDepakote for Off-Label Use in Schizophrenia 

32. Beginning in or about 2002, and continuing until in or about December 2006, 

ABBOTT misbranded Depakote by marketing it for schizophrenia. 

16 See Attachment 15. 
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33. ABBOTT used M99-010 Study's secondary endpoints to promote Depakote to 

healthcare providers as a treatment for schizophrenia. This included: 

a. ABBOTT's 2001 "01 0 Communication Plan" set forth ABBOTT's 

strategies for dissemination of the results of the M99-0 I 0 Study, 17 and ABBOTT 

executed part of this plan by, among other things, providing the favorable results of the 

study to hea1thcare providers. 

b. ABBOTT's 010 Communication Plan also included numerous meetings 

with healthcare providers. In 2002, ABBOTT held a "Depakote Psychosis 

Speaker/Faculty Development Meeting" to review with physicians the results of the 

M99-0l 0 Study. The trainers for this meeting included an ABBOTT Product Manager. 

Physicians were paid $2,500 plus travel and lodging expenses to attend. One of the 

purposes of the meeting was to present the M99-0 I 0 Study data to physicians and on 

ABBOTT's invitation it noted "[a]fter participation in the meeting, you may be asked to 

present this data at various medical information programs in 2002." 18 In or about March 

2002, ABBOTT provided its physician-speakers with a slide presentation regarding the 

M99-0 10 Study data for use in speaking engagements. Also in 2002, ABBOTT organized 

programs at an American Psychiatric Association ("APA") meeting to provide the M99-

01 0 Study data to promote Depakote for the treatment of schizophrenia. 

c. In 2002, an ABBOTT-funded message recall survey of76 healthcare 

providers confirmed that a majority of those providers recalled that, during their most 

17 See Attachment 16. 
18 See Attachment 17. 
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recent visit with an ABBOTT sales representative, the sales representative had discussed 

the off-label use ofDepakote as combination therapy for the treatment of schizophrenia. 

d. In 2003, ABBOTT funded and organized "Psychiatry Consultant 

Meetings," which were used to provide information about the results of the M99-0 10 

Study to healthcare providers. For at least two of these meetings ABBOTT's sales force 

helped to target 30 and 45 psychiatrists, respectively, from around the United States. 

Abbott paid a $500 "honorarium" and travel expenses for each psychiatrist's attendance. 

e. ABBOTT's 2003 "Schizophrenia Strategic Plan" called for the 

positioning of Depakote as the "ideal I st line agent for adjunctive therapy for 

schizophrenia based upon proven clinical efficacy" by, among other things, generating 

materials or funding programs that communicated the results of the M99-0 1 0 Study to 

doctors; training the sales force about the dissemination of CME materials about the 

M99-010 Study; and developing a speakers bureau to deliver ABBOTT's message about 

the efficacy of the adjunctive use of Depakote to treat schizophrenia based on the data 

from the M99-0 10 Study. 

f. In February 2003, ABBOTT made available to its sales representatives 

reprints of the published medical journal article about the M99-0 10 Study results, 

instructing its sales representatives that the reprint was approved for "dissemination 

only," was not for "promotional use," and they should "not discuss the reprint with 

physicians and customers." 

34. ABBOTT decided not to conduct the two additional clinical trials required to 

obtain FDA approval of Depakote for schizophrenia, instead deciding to conduct one additional 
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study, the M02-547 Study, to generate positive data to support ABBOTT's marketing message 

that Depakote was safe and effective to treat schizophrenia. 

a. In August 2004, ABBOTT completed the M02-547 Study. In November 

2004, one of ABBOTT's vice presidents sent an email in which he stated that ABBOTT 

had concluded that the M02-547 Study did not show a statistically significant treatment 

difference between Depakote ER combination therapy and A TPs alone and in which he 

further explained: 

We are confident that there are no systematic [sic] issues with the study itself ... 
[the] overall weight ofthe evidence from both studies [M99-010 and M02-547] 
suggest[ ed] that there is not an obvious benefit of adding Depakote to A TPs in 
acute schizophrenia. 

b. ABBOTT's January 2005 Executive Project Status Report described the 

M02-547 Study, stating "[t]rial completed. Results negative not confirming -010 trial." 

This report also described the status of ABBOTT's development ofDepakote as a 

treatment for schizophrenia stating "[a] significant issue has been identified that most 

likely or definitively will negatively impact critical path, budget, or target product 

profile." 

c. In November 2005, ABBOTT approved another reprint of the M99-0 10 

medical journal article and made copies available to the sales force for dissemination to 

doctors and other customers, but ABBOTT failed to include any information about the 

results ofthe M02-547 Study. 

d. ABBOTT's Tl 2006 Plan-O-Gram issued in early 2006 included the 

reprint of the M99-010 journal article among the "CORE SELLING MATERIALS-
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psychiatric resources available to all representatives," without any information about the 

M02-547 Study. 

e. In or about August 2006, ABBOTT gave its sales representatives a 

Depakote ER T3/06 Plan-O-Gram which again included the reprint of the M99-0 I 0 

medical journal article as an available sales resource, but without any information about 

the M02-547 Study. 

f. In or about August 2006, ABBOTT posted a synopsis of the M02-547 

Study on the public website clinicalstudyresults.org. The synopsis stated that "Depakote 

ER in combination with atypical antipsychotic therapy was as well tolerated as therapy 

with [certain A TPs] alone," despite the fact that the incidence of somnolence in the 

combination group of patients treated with an A TP and Depakote was more than twice as 

high as in the A TP monotherapy group and that this difference was statistically 

significant. 

g. In or about August 2006, after it posted the results of the M02-54 7 Study 

on the public website, ABBOTT notified its sales force of this posting. This notification 

was the first time ABBOTT advised the sales force that the M02-54 7 Study had failed 

and its results were not consistent with the results ofthe M99-010 Study.19 

35. ABBOTT sent medical information letters to healthcare providers who requested 

information about the off-label use of Depakote for schizophrenia. Through at least 2006, these 

letters disclosed the results of the M99-010 Study but not the results of the M02-547 Study. 

36. The parties agree to the foregoing Agreed Statement of Facts. 

19 See Attachment 18. 
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From:                
                         lake/pprd/abbott;nsf; @abbott.com;smtp
To:                     
                         lake/ppd/abbott@abbott;
                         /lake/ppd/abbott@abbott; 
                         /lake/ppd/abbott@abbott; 
                         lake/pprd/abbott@abbott; 
                         /lake/ppd/abbott@abbott
Cc:

Subject:             Depakote in agitation assoc with dementia  (LTC)

 put together this brief summary of Abbott sponsored and Abbott supported studies in long term
care.

----- Forwarded by LAKE/PPRD/ABBOTT on 07/07/2003 06:47 PM -----

07/07/2003 04:40 PM

To LAKE/PPRD/ABBOTT@ABBOTT
cc:
Subject:Depakote in agitation assoc with dementia  (LTC)

In helping towards PEC prep, I am attaching the summary of Depakote studies with respect to use in
agitation associated with dementia.
Basically includes anything that Abbott sponsored or provided funding for that has been "significant"
one way or the other.

As you can see from the results of some of these studies, the track record in this area is not great.  That
is why I was surprised to see it listed as a "candidate" for that meeting.

Hope it helps

Associate Medical Director

Date:                 Mon Jul 07 2003 19:48:54 EDT
Attachments:     Depakote in Agitation (Long Term Care-- Summary).doc

Bcc:
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Neuroscience Development
Abbott Laboratories

200 Abbott Park Road
Abbott Park, Illinois 60064-6148

Phone:  -
    Fax:   
E Mail:  @abbott.com
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                     Summary of Abbott-sponsored or funded 
              Key Studies with Depakote in Long Term Care 

Abbott Study   M96-491

--A Double-Blind, Placebo Controlled Study of Depakote in the Treatment of Behavioral 
Agitation Associated with Dementia

Three center study, 15 patients, 3 weeks

Depakote DR, 6 in treatment group, 9  in placebo group

Depakote DR started at 125mg BID, titrated by 125mg increments every 1 to 3 days to clinical response, 
max dose 30mg/kg/day

Range 500mg to 1500mg day for Depakote DR group

Small number of subjects so not powered to show statistical significance, however Depakote DR 
treated patients demonstrated greater mean decreases (improvement) at each evaluation in the total 
BEHAVE-AD, YMRS, CGI and OAS

Rochester study (supported by Abbott funding)

-- Placebo-Controlled Study of Divalproex Sodium for Agitation in Dementia (published 
Am J Psychiatry 2001, Porsteinsson and Tariot)

Study duration was 6 weeks, n=56,  avg. dose = 826mg/day,  mean VPA level =  45.4

Key results; 68% of Depakote patients showed reduced agitation on the CGI versus 52% placebo 
(p=0.06)

This was an investigator trial that was supported by funding from Abbott

-- Open Valproate Treatment Following a Double-Blind Trial for Agitation (poster 
presented at  The 8th (2002)  International Conference on Alzheimer’s Disease and 
Related  Disorders in Stockholm, Abstract 440,  Porsteinsson and Tariot)

45 of the 56 patients in the above Rochester study completed a 6-week open extension (mean dose
was 851 mg/day) 

Key results;    86% of subjects showed improvement on the CGI  (p < 0.001)
                    Subjects showed a decreased mean BPRS, and BPRS agitation factor (p < 0.002 for both)   

Depakote in Agitation (Long Term Care-- Summary).doc (Attachment 1 of 1)
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Abbott  Study   M97-738 (published in Current Therapeutic Research,  Jan 2001, Tariot 
and Schneider

-- A Randomized , Double Blind, Placebo Controlled Multicenter Study Looking at Safety 
and Efficacy of Depakote in Reducing Signs and Symptoms of Mania Associated with 
Dementia in Elderly Nursing Home Patients  

6 week trial, 172 subjects, 87 Depakote group, 85 in placebo group

Depakote DR titrated in 125 increments every day until 20mg/kg/day

No improvements in mania scale (Bech-Rafaelsen Mania Scale), MMSE or BPRS

CMAI scores showed significant improvement in comparison to placebo

Common adverse effects –somnolence and thrombocytopenia

Study stopped on recommendation of DSMB on 3/12/99 because  of higher rate of AE’s and reductions in 
albumin and cholesterol thought to possibly reflect decreased nutrition in Depakote group.

Critiques of the study;

Depakote was dosed much too aggressively, titration was too rapid for this elderly 1)
population, and led to the significant tolerability issues in the trial and it’s  premature 
stoppage by the Data Safety Monitoring Board.

Primary efficacy measure, in retrospect, was a poor choice, since a mania rating scale  (Bech-1)
Rafaelsen) was used to evaluate behavior disturbance in an elderly population with 
dementia.  These patients were not bipolar, and likely not experiencing true “mania”, but 
rather the disinhibited behavioral problems seen in such nursing home patients with 
dementia.

                                                                                   
Abbott Study  M98-817

--An Open-Label, Non-Comparative, Multicenter Extension of Study M97-738

93 patients enrolled, 12 week safety study

Results similar to M97-738; somnolence was the most common adverse event.   The majority of patients 
who discontinued for adverse events reached doses over 21mg/kg/day

Lead to notion that doses up to 15mg/kg/day (approximately 1000mg/day) should be well tolerated 
and avoid somnolence and difficulty maintaining adequate oral intake.

Abbott Study  M99-082

Depakote in Agitation (Long Term Care-- Summary).doc (Attachment 1 of 1)
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--A Double Blind, Placebo Controlled Study of Depakote in the Treatment of Behavioral 
Agitation in Elderly Patients with Dementia

Phase III, original target of 390 patients

Three arms;  Compared Placebo to 500mg, and 1000mg of Depakote DR

Company decision to stop at 121 patients due to poor enrollment

Primary efficacy parameter:  CMAI
Secondary:       CGI, BPRS

Findings showed better safety profile than M97-738 due to slower, more cautious titration, however 
efficacy data was not impressive for Depakote.
 
In fact, the placebo group was numerically superior to both Depakote groups, and statistically more 
efficacious than the Depakote 500mg group.  Interpretation of the data was hampered due to the low 
power of the study (study was powered at 390 patients, and only 121 were randomized).

 Enrollment was very slow and main reason cited for prematurely stopping this trial

Critiques of the study;

500mg dose group was unlikely to show efficacy over placebo as this final dose is probably 1)
too low for most patients to experience any medication benefit.  
Because of all the safety concerns stemming from M97-738, the inclusion/exclusion criteria 2)
were seen as overly “stringent” by many, and not reflective of the elderly nursing home 
population with dementia, thus making enrollment very challenging
 Also due to the previous safety concerns in M97-738, patients received more interpersonal 3)
attention from the staff in this trial and it is felt this may have contributed to the very large 
placebo response. 

                                                                            

    
NIA funded studies (through ADCS--Alzheimer’s Disease Cooperative Study)

--- A Randomized, Double Blind, Placebo Controlled Trial to Evaluate the Safety and 
Efficacy of Divalproex Sodium Therapy for Agitation in Nursing Home Residents with 

Depakote in Agitation (Long Term Care-- Summary).doc (Attachment 1 of 1)
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Dementia

Phase II trial , 6 weeks, patients in NH’s with MMSE  between 4 - 24

Target of 150  patients ;   75 subjects receiving placebo versus 75 subjects treated with a fixed dose of 
750mg of  Depakote sprinkle capsules
  
Enrollment has been completed, but detailed data not seen by Abbott.   Dr. Tariot’s verbal report of 
the preliminary findings suggest no evidence of a meaningful treatment difference between the 
Depakote and placebo groups.

Abbott  provided drug, and supplemental funding

Primary efficacy parameter;    BPRS
Secondary:                               ADCS clinical Global Impression of change (CGIC) modified,
                                                            focus on agitation
                                                 CMAI
                                                 MMSE
                                                 PSMS (Physical Self Maintenance Scale)

Director;  Pierre Tariot, MD,   NIA/ADCS Study 012

______________________________________________________________________________________
____________________________________________________________________________________

---ADCS Project 6 --  A Clinical Trial of Valproate to Attenuate the Progression of AD

Double blind, placebo controlled, 2 year study of 300 Alzheimer’s patients with mild to moderate dementia 
(MMSE 10-20).

Looking at outpatients (not NH residents) who have no baseline behavioral disturbance.  Want to assess if 
Depakote treatment leads to delay of the emergence of behavioral disturbance and if it delays course of 
cognitive decline.

Biological markers are being taken (b-catenin and Bcl-2) to correlate with neuroprotective properties.

Dose of Depakote ER to be determined

Abbott is providing medication, as well as supplemental funding for neuroimaging studies and  
genomic/proteomics.  The National Institute on Aging (NIA) is funding the large majority of this 
trial.

Study would help establish efficacy and safety of chronic Depakote therapy in this elderly population  
Also, it could establish Depakote as a drug beneficial for neuroprotection and delay of onset of 
behavioral disturbances  associated with Alzheimer’s dementia 

Project Director – Pierre Tariot, MD     

Depakote in Agitation (Long Term Care-- Summary).doc (Attachment 1 of 1)
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I. Executive Summary 

Depakote reached several significant milestones in the past 3 years. It received FDA indications 
for the treatment of bipolar disorder, migraine prophylaxis, complex partial seizures, and the 
approval of the intravenous formulation. The opportunities continue with the expected 
submission of Depakote CR later this year, and the potential to become a major player in 6 other 
disease states before the end of the millennium. 

Abbott has made significant progress in the psychiatric market, establishing Depakote as the drug 
of choice in 2 out of3 bipolar patient types. Depakote achieved about 30% of all new bipolar 
prescriptions in only 18 months post-FDA approval. 

While Depakote gained clinical success among psychiatrists for bipolar disorder, psychiatrists 
began to uti~ize Depakote in patients with diagnoses which had no standard for treatment. 

Recent data indicate that now more than 20% of all Depakote use is for "other" diagnoses. These 
diagnoses include: Behavior Disturbances Associated with Dementia, Schizoaffective Disorder, 

. Depression, Substance Abuse, Schizophrenia, Borderline Personality Disorder, and 
Post-Traumatic Stress Disorder. These markets could add substantial commercial value to the 
brand and significantly improve the quality of .....--------------------,_ 

life for many under served patient groups. "Other" Depakote Uses 

Clinical data suggest Depakote to be Schizophrenia10.1% 

efficacious and well tolerated by patients in 
these. various markets. In addition, these 
markets may assist in the introduction and 
long-term use of Abbott's new antipsychotic, Borderlines. 

Serlect™, as it may create a synergistic 
relationship with Depakote in several markets. 

Estimated annual rev.enue just from the top 
four "other" uses ofDepakote range from an 

sc:nrzoarrect1ve1a.2% 

Dementia 10.1% 

Other <45.5% 

additional $400MM (base case) to $900MM (upside) by year 2003. There is also a significant 
upside potential in defining and creating these "new" markets as they are significantly less risky 
than developing a new drug. Fortunately, Abbott will continue to enjoy Depakote patent 
protect~on through January, 2008. 

Timing is of the essence. Competitive intelligence has indicated that several other pharmaceutical 
companies are aggressively pursuing these other markets. Early establishment of clinical efficacy 
may create standard treatment regimens in the absence of FDA approved pharmacotherapy. 

Although opportunities exist in each of the new markets, this plan will focus on the two most 
promising markets- Behavior Disturbances Associated with Dementia and Schizoaffective 
Disorder. 

CONFIDENTIAL INFORMATION 
ABBOTT LABORATORIES 
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II. Situation Analysis- Dementia with Behavioral Disturbance 

By the year 2000, 35% of the population will be 65+ years of age and over 5 million 
people will be 85+ years of age. There are currently 15,600 nursing homes in the 
United States, with over 1. 77 million beds and 1.6 million patients. 

The nursing home market is currently a $1.8 billion drug market with an average of 
$1,200 a bed spent on pharmaceuticals a year. Eight nursing home pharmacy 
providers control more than 60% of all nursing home beds. The typical nursing 
home patient is 75-80 years of age, takes 7-8 medications and will spend 180 days in 
the nursing home. Fifty-eight percent of all nursing home beds currently are 
controlled by chains. 

Dementia is characterized by the development of multiple cognitive deficits, 
including memory impairment plus disturbance in at least one other area such as 
aphasia, apraxia, agnosia, etc. Approximately 6% of people over the age of 65 
manifest severe dementia, while an additionall0-15% are found to have mild to 
moderate cognitive impairment. Prevalence rates in nursing home populations have 
been reported at 30% for severe dementia and 80% for at least mild impairment. 
Alzheimer's disease is the most common type of dementia (45%) and multi-infarct 
or vascular dementia was the most second most common type (8-34%). 

_Agitation Associated with Dementia is a common clinical problem. Of the 4.1 
million patients with dementia in the United States, 2.9 million (70%) will have 
some form of behavioral disturbance. The prevalence has been reported in the 
literature to range from 43-93% of those with dementia. Only 2/3 of these patients 
will actually receive medication for the aggression/agitation. No medication is 
approved by the US Food and Drug Administration for the treatment of 
dementia-related behavioral disturbance. Nonetheless, the treatment of 
dementia-related behavioral disturbance usually includes psychotropic medications. 

Antipsychotics (39%) and benzodiazepines (10%) are the most commonly used 
agents, but beta-blockers, antidepressants (15%), lithium, Depakote (3%) and 
carbamazepine are also used. Only about 113 of patients will respond dramatically to 
the anti psychotics which are known to have a narrow therapeutic window between 
efficacy and adverse effects. 

Depakote use in this market has been growing consistently over the last three years 
to it's current market share of2.9%. The total market opportunity in Depakote dollars 
is $204MM. Open label studies and case reports have concluded that Depakote is safe 
and effective for the aggressive/agitated behavior associated with dementia. The use 
ofDepakote in this market is growing due to it's broad spectrum of use across mood 
disorders, relatively benign side effect profile and few drug-drug interactions. 
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III. Key Objectives 

A. Penetrate the Long-Term Care Market to Drive Depakote Share 

Market share for Depakote is lower in the Long-Term Care (LTC) setting than 
it is in the private sectors for all approved indications. In epilepsy, Dilantin 
currently has a 54% market share, Tergretol has a 17 % market share and 
Depakote has a 6% share (vs. 18% in the retail market). In bipolar, lithium has 
68% of the market, Tegretol and Depakote both have a 10.4% share (vs. 32% in 
the retail market). DepakeneNPA have a 4.1% share in the epilepsy market and a 
10.4% share in the bipolar market, which are also higher than in the private sector. 

Education of key decision makers and focused detailing efforts can significantly 
increase Depakote usage for all indications as well as decrease the rapidly 
increasing use ofDepakene and generic valproic acid. 

New indications for Depakote in marna, complex partial seizures, migraine 
propyhlaxis and new formulations including the controlled release formulation, 
and Depacon IV need to be promoted aggressively in the LTC market. The 
physicians, consultant pharmacists and nurses need to be educated about the 
correct dosing/monitoring , pharmacokinetics, pharmacodynamics as well as the 
adverse events profile ofDepakote. · 

Clinical data that demonstrate Depakote's effectiveness in treating 
aggression/agitation in elderly patients with dementia must be published. 
Competitive comparisons of other medications used in aggression/agitation need to 
be made to highlight Depakote's advantages. 

B. Obtain an FDA Indication for Dementia with Behavioral Disturbance 

Conducting the clinical trials necessary to receive an NDA for Depakote in this 
market will result in both short-term and long-term sales growth for Depakote. 
Preliminary market research has shown that ifDepakote were to achieve a 20% 
share of this market, fifth year sales could potentially reach $100MM. 

The most commonly used drugs for aggression/agitation are the antipsychotics 
which are known to have numerous cognitive, sedative and EPS side effects. Due 
to its relatively benign side effect profile and few drug-drug interactions, Depakote 

. can capitalize on the broad spectrum of efficacy in mood disorders to become 
positioned as a first-line choice for patients with dementia with behavioral 
disturbance. 
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C. Capitalize on OBRA Restrictions to Position Depakote as the Drug of Choice 

Depakote has a competitive advantage over neuroleptics, the most commonly 
prescribed drug for agitation/aggression in the elderly. In order for a patient to 
receive a neuroleptic in a nursing home: 
J Use ofneurolpetic drugs must be documented as appropriate.for the diagnosis. 
J Dose reduction and elimination of neuroleptic drugs must be attempted every 

six months. 
J Any drug must be used for the appropriate indication, dose, and duration. 
J Use must be adjusted based upon adverse events or drug interactions. 

Depakote can be prescribed without the above inconvenient and costly 
restrictions/guidelines that are an additional cost to the institution and provider. 

D. Contract With Major LTC Pharmacy Providers to Drive Depakote Growth 

LTC Pharmacy Providers have the ability to influence therapy for the treatment of 
aggression/agitation in the elderly through formulary control and treatment 
protocols. By establishing relationships and agreements with these providers, 
Abbott can effectively drive market share ofDepakote. Agreements can be forged 
by providing unrestricted educational grants to the providers in support of 
initiatives to educate pharmacists, physicians and nurses. 

Abbott also has the opportunity to guide the future treatment of this often 
ill-defined disorder by providing unrestricted grants for the development of 
consensus guidelines on the diagnosis and treatment of this disorder. Grants can 
be made to individual pharmacy providers or te various associations. 

IV. Overall Positioning/Strategy/Message 

Positir;ming 
J Depakote will be positioned as the first-line choice for dementia with 

behavioral disturbance. 

Core Strategy 
J Establish Depakote as the first-line choice for dementia with behavioral 

disturbance due to its broad spectrum of efficacy, patient tolerability, lack of 
OBRA restrictions, convenient dosing, and a demonstrated 14 year track 
record. 

J Target education to high potential geriatric psychiatrists, medical directors, 
and other key customers. · 

J Expand the number and scope of clinical studies to solidify Depakote's 
clinical role. 

J Establish Depakote as first-line treatment in practice guidelines of key 

3. 
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E. FDA Obstacles May Exist to Pursuing an Indication for Aggression/Agitation 

L__ __ ____,l M.D., Director, Division ofNeuropharmacological Drug Products, 
FDA, has written a letter to Abbott dated January 28, in response to an 
Investigational New Drug Application (IND) submitted by Abbott in regards to the 
protocol for M96-491, "A Double-Blind, Placebo-Controlled, Study ofValproate 
in the Treatment of Behavioral Agitation Associated with Dementia." The letter 
clearly states that aggression/agitation will not be an approvable indication for 
divalproex. He also explains that at this time there is no diagnostic validity (except 
for de.mentia, of which agitation is one of the symptoms) and that there is no 
agreed therapeutic target or measure for aggression/agitation in the elderly. 
However, the FDA did recommend the feasibility of extending the existing 
antimanic claim to the elderly. 

Per discussions with several opinion leaders, competitors in this market are 
aggressively moving forward to conduct the studies necessary to get an indication 
for this market with the expectation that the FDA may alter its position towards a 
potential approval. 

VI. Strategies to Address Key Issues 

A. The Market is Dominated by Neuro/eptics/Antipsychotics 
Drive home the Depakote message to key decision makers. 

Foster the need to improve compliance to medication through Depakote usage. 
Depakote's side effect profile is clearly superior to all of the traditional 
antipsychotics and does not have the EPS side effects ofRisperdal and Zyprexa. 

· • Ensure that Depakote achieves competitive share of voice; focus on key customer 
segments, including high prescribers (psychiatry and primary care), pharmacy 
providers, consultant pharmacists and nurses. 

Utilize publication and education efforts to drive home the superior efficacy and 
safety ofDepakote versus antipsychotics and benzodiazepines. 

Establish Depakote as more cost-effective than the antipsychotics in the overall 
disease management approach of treating aggression/agitation. 

Develop treatment algorithms for dementia with behavioral disturbance. 
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B. Abbott PPD Has Not Been a Major Player in the LTC Market 
Abbott has begun the initial step by dedicating a National Manager for LTC as 
well as a product manager focusing on a potential indication for dementia with 
behavioral disturbance for Depakote. 

PPD can capitalize on the expertise and influence that Ross has with the major 
players in this market to expand awareness ofDepakote. 

Provide educational grants to key organizations in this market to develop 
relationships/guidelines (AMDA, AAGP, ASCP). 

Dedicate focused detailing on top LTC targets. 

C. Depakote's Market Share is Lower than it is in the Community in all Therapeutic 
Categories 

Drive home Depakote message to key decision makers including consultant 
pharmacists, medical directors of nursing homes, and geriatric psychiatrists. 

Medical education initiatives 

Focus on the broad spectrum ofDepakote in mood disorders 

Develop opinion leaders in the LTC market. This is essential in facilitating rapid 
market share growth for Depakote. Abbott has established strong relationships 
with many key national psychiatric thought leaders, but needs to increase it to 
include both national and regional experts across specialties of primary care 
physicians, consultant pharmacists and directors of nursing in LTC. 
I Expand relationships through NMLs, sales and marketing management 
I Support involvement in marketing and venture funded clinical trials 
I Support medical education opportunities 

Improve the diagnosis of dementia with behavioral disturbance 

D. Key Decision Makers in the LTC Market are not Familiar with Depakote 
Identify and target the high prescribing primary care physicians to disseminate and 
communicate Depakote product information. 

For each of the key decision makers (medical directors, consultant pharmacists and 
high prescribing GP/FPIIM) 
I Identify their role in the treatment decision 
I Utilize geropsychiatrists, consultant pharmacists, medical directors in 

developing CME initiatives outlining the diagnosis and treatment of 
dementia with behavioral disturbance. 
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../ Establish non-personal initiatives outlining the core message for Depakote to 
these key individuals/organizations. 

Capitalize on other indications for Depakote by pooling resources for medical 
education initiatives 

E. Regulatory Obstacles May Exist to Pursuing an FDA Indication for 
Aggression/Agitation 

Meet with the FDA to discuss concerns and issues related to an approval for 
aggression/ agitation 

Establish support from opinion leaders as to the need for consensus guidelines on 
the diagnostic criteria, targets and measures for a potential aggression/agitation 
claim. 

Conduct a clinical trial in elderly patients with mania to file for a claim extension 
for mania and include a large percentage of patients with dementia. 

Clinically examine if Depakote may improve cognition in Alzheimer patients as an 
alternative strategy for a potential FDA indication. 

I. SitUation Analysis- Schizoaffective Disorder 

Approximately 1% of the U.S. population, or 2.6MM people, suffer from 
sehizoaffective disorder. At most, 50% of schizoaffective patients, or 1.3M:M; 
people, currently receive treatment. 

Based on 1996 NDTI data for drug uses, anti psychotics dominated the relevant 
market with a 43% share. This includes risperidone with 9.4%, Haldol with 3.5%, 
and olanzepine with 1.4% in only three months. Anticonvulsants consisted of 13% 
of total drug uses, led by Depakote with a 7.9% share, and followed by klonopin 
with 2. 7% and carbainazepine with 2.6%. Lithium consisted of 8.6% of all drug 
uses. Other classes of drugs used to treat schizoaffective disorder include SSRis 
(11%), anti-Parkinson agents (5.9%), tri/tetracyclics (4.2%), and benzodiazepines 
(3.5%). The total market is estimated to be worth approximately $200MM in 
Depakote dollars. 

Because schizoaffective disorder consists of both schizophrenic and bipolar 
symptoms, products in both these areas are relevant for treating the disease and are 
often administered concurrently. 

The availability of clearly defined diagnostic criteria for schizoaffective disorder 
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has allowed significant improvement in the reliability of its diagnosis in recent 
years. In two studies which used such specific operational criteria to assess its 
diagnostic reliability, diagnostic agreement for schizoaffective disorder was 
comparable with that for bipolar disorder and schizophrenia. 

According to DSM-IV, schizoaffective disorder consists of an uninterrupted period 
of illness during which there is either a major depressive episode, a manic episode, 
or a mixed episode concurrent with symptoms for schizophrenia, such as delusions 
or hallucinations. Approximately half of those affected suffer from the bipolar 
subtype where the disturbance includes a manic or mixed episode (schizoaffective 
mania), while the remainder suffer from the depressive subtype where the 
disturbance only includes major depressive episodes. 

II. Key Objectives 

A. Obtain an FDA Approval for the Treatment ofSchizoaffective Disorder 
Conducting the clinical trials either to receive an NDA for Depakote in this 
indication or to publish results citing Depakote's efficacy will result in both 
short-term and long-term sales growth for Depakote. Preliminary market research 
has shown that ifDepakote were to achieve a 25% share of this market, fifth year 
sales could reach more than $100MM. 

In recent studies, depakote improved psychotic symptoms in bipolar patients and 
preliminary data supports depakote' s efficacy in both schizoaffective disorder and 
schizophrenia. Depakote could be positioned as a monotherapy for schizoaffective 
disorder. 

B. Educate Psychiatrists Regarding Depakote 's Efficacy 
Currently, psychiatrists have not been systematically informed or educated on the 
benefits of using Depakote to treat schizoaffective disorder. Doing so through 
education initiatives or the publication of articles/studies in relevant journals will 
contribute to short-term and long-term growth for Depakote. 

Additionally, as psychiatrists become more aware ofDepakote as a treatment for 
schizoaffective disorder, they will be more comfortable in diagnosing patients who 
may otherwise be aiagnosed with schizophrenia or a mood disorder and 
prescribing Depakote as the treatment of choice. 

III. Overall Positioning/Strategy/Message 
Positioning 
I Depakote will eventually be positioned as the first-line choice for 

schizoaffective disorder. 
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Appendix 1: 
Situation Analysis Support 

Dementia with Behavioral Disturbance 
Schizoaffective Disorder 
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Dementia with Behavioral Disturbance 

Patient Population 

10-15% of the U.S. Population Over Age 65 Has Dementia 
MM 

6.----------------------------------------, 
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4.1MM 
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0 
Dementia Patients With Behavioral Dist Obtain Treatment 

1996 
Source: Population Profile of the U.S., relevant literature. 

Competitive Situation 
Dementia with Behavioral Disturbance 

% Drug Use by Type 

·June 1995 thru May 1996 
Total Market In Depakote Dollars: $203.6MM 

Antipsychotics44.6% 

Benzodiazepines11.2% 

source: NDTI. Current Depakote Market Share: 2.9% 
Drug Uses= 1,915,000 
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Depakote Use for Dementia with Behavioral 
Disturbance 

Dementia/Aizheimer's 
Depakote Drug Use in ooos 
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MM 

Schizoaffective Disorder 
Patient Population 

Schizoaffective Patients 
1% of the U.S. Population 

4r-----------------------------------------~ 
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Patient Pop. Obtain Treatment 

1996 
Source: Population Profile of the U.S., relevant literature. 

Source: NDTI. 

Competitive Situation 
Schizoaffective Disorder 

% Drug Use by Type 
June 1995 thru May 1996 

Total Market In Depakote Dollar.5: $195MM 

Anticonvulsant 13.0% 

Antipsychotics 43.7% 

Others 7.2% 

Benzos 4.5% 
TrVTetracyclic 5.6% 

Anti-Parkinson 5.8% · 

Drug Uses= 1,979,000 u 

Current Depakote Market Share: 5.0% 
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Appendix II: 
Other Market Opportunities 

Market Size/Potential by Disease State & Patient Population Breakdown 
Agitated Depression 

Borderline Personality Disorder 
Substance Abuse 

Post-Traumatic Stress Disorder 
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Competitive Situation 
% Drug Use by Type 
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Scuce: NDTI. 
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Competitive Situation 

% Drug Use by Type 
JUy 19951tni.M>e 1996 

Total Market in Depakote Dollars: $580MM 
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Source: NDTI. 

Competitive Situation 
Substance Abuse 

Anabuse 6.4% 

Clonodine HCI6.8% 

% Drug Use by Type 
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Anticonvulsants4.4%. 

Current Depakote Market Share: .5% 
Market Size in Depakote Dollars: $221MM 

Post Traumatic Stress Disorder 

1.6°/o of Patient Population 
MM 
12~--------------------------------------------~ 

10 

8 

6 

4 

2 

Patient Population 

CONFIDENTIAL INFORMATION 
ABBOTT LABORATORIES 

No use or disclosure outside Abbott is permitted without prior written authorization from Abbott. 666B·R2 
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Estimated Revenue from 4 New Indications 

Base Case 
$MM 

$1,200.------------. 

$1,000 1--------'-----1 

$800 1------------1 

$6001-------------1 

$400 1---------'-------, 

$200 1-------, 

$0.-&ii 
1996 1998 2000 2002 2004 2006 2008 

1997 1999 2001 2003 2005 2007 

• Dementia w/Behav Dist II Schizoaffective 
II!IDepression .Borderline 

Source: Forecast Esbmates. 

Upside Case 
$MM 

$1,200 .-------------, 

$1,000 1-------­

$800~----­

$6001----­

$400f--­

$200 f-----, 

$0 
1996 1998 2000 2002 2004 2006 2008 

1997 1999 2001 2003 2005 2007 

• Dementia w/Behav Dist II Schizoaffective 
&J Depression • Borderline 

Source: Forecast Estimates. 

CONFIDENTIAL INFORMATION 
ABBOTT LABORATORIES 

No use or disclosure outside Abbott is permitted without prior written authorization from Abbott. 6668-R2 
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2001 LTC Strategic and Tactical Plan 

Strategic Summary 
Market Segment Overviews 
Tactical Plan Detail 
Planning T &E 

November 8, 2000 
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• Safe (vs. antipsychotics, not regulated by OBRA/HCFA), proven effective and 
considered 1st line by Expert Consensus panel, easy to initiate and monitor 
with flexible dosing, allows antipsycotic dose reduction. ER formulation 
offers improved tolerability and once daily dosing. 

• Secondary Message: Depakote is a first-line treatment for seizure disorders in the 
elderly, with specific benefits (broad spectrum, use in co-morbidity, use as mono or 
combo-therapy, la~k of drug interactions, and lack of negative cognitive adverse 
effects) compared to phenytoin and carbamazepine in this population. 

• Non-prescribers: Consultant Pharmacists 
• Proven 1st line maintenance for symptoms of agitation and aggression in dementia. 

• Depakote is clinically proven, safe treatment for maintenance treatment in the 
nursing home; use is not regulated by OBRA/HCF A., This allows antipsychotic 
reduction/removal at the individual nursing home level. 

• Depakote is a cost-effective alternative to atypical antipsychotics. 
• Flexible formulations are ideal for geriatric patients (ER allows improved 

tolerability and QD dosing, fewer med pass errors, and reduced staff time) while 
sprinkle provides smooth blood levels ideal for initiation and maintenance at 
lower doses. 

• Secondary Message: Depakote is a first-line treatment for seizure disorders in the 
elderly; lack of cognitive effects and drug/drug interactions provide benefit over 
current first-use therapies phenytoin and carbamazepine. 

• Non-prescribers: Nursing 
• Proven 1st line maintenance for symptoms of agitation and aggression in dementia. 

• Clinical data supports Depakote as a safe and effective treatment in this 
population. It is not an antipsychotic, and therefore is not associated with adverse 
events such as EPS/TD, anticholinergic effects, or hypotension. It is also not 
regulated by OBRAIHCF A, and allows for either antipsychotic dose reductions or 
elimination. Depakotc ER and sprinkle offer convenient formulations for 
initiating and titrating; ER can be dosed once daily which helps significantly save 
staff time and cut down on Medication Pass errors. 

• Depakote is· also an effective therapy for seizure disorders, with substantial 
benefits vs. Carbamazepine and phenytoin in terms of broad spectrum of activity, 
use in co-morbidity, relative lack of drug interactions, and lack of cognitive 
adverse events particularly associated with phenytoin. 

• Non-prescribers: LTC Phannacy Providers with NAM coverage 
• Proven. I st line maintenance treatment for agitation and aggression in dementia 

• Substantial clinical data to support clinical use 
• As effective in agitation and aggression as antipsychotics with more benign 

adverse event profile 
• Cost savings vs. Atypical antipsychotics (combination use allows lower AP 

doses) 
• ER available; data is being generated at nursing home level 

• ER formulation will help cut med pass errors and reduce staff time in 
dispensing tablets 

• Not monitored by OBRA/HCF A 
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• Committed effort by Abbott to partner with providers 
• Depakote contract and ER incentive 
• DSM Programs include ER data 

• Channel Segmentation in 2001 

• 

• 
• 

• 

Current focus is prescribers. Targets include geriatric/consulting psychiatry and Medical 
Director/Geriatrician in nursing home channel. Representatives detail Rx influencers at 
nursing home at retail settings. 
Secondary emphasis is on nursing home staff(nurses/consultant pharmacists) . 
NAM coverage ofkey LTC Provider personnel at national/regional level; sales force 
management and rep coverage of pharmacy staff at local level. 

2001 Plan 
• 

• 
• 
• 

• 

• 

Maintain focus on prescribers 1st trimester; initiate analysis ofRx influencers on 
nationallevel4Q00/1Q01 to identify ideal customer mix and message. 
• Regional call focus to be determined by business conditions (sales management). 
Evaluate BDD message in neurology 
Evaluate epilepsy message in nursing home and LTC market. 
Target non-prescribers through educational programming and direct personal 
promotion at key accounts. NAM coverage to continue at national level; secondary 
influence through national DSM programs. 
Evaluate market expansion (ALF, regional providers, SNF chains) opportunities 
112Q01. 
Evaluate potential for new neuroscience products and non-neuroscience products in 
the LTC/geriatric markets. 

Channel Se~mentation: plan 

• Currently focus on physicians and staff who work within framework of nursing home 
facilities. Large nursing homes have historically been the outlets which house advanced 
Alzheimer's dementia patients. As stated earlier, presentation of psychiatric symptoms is a 
primary driver of patients into nursing facilities. Trends today point towards earlier 
treatment of dementia and its' associated behavioral disturbances. Additionally, increased 
operational costs have begun to limit the growth of true nursing homes. 

• In order to optimize penetration, we will perform analysis and identify expansion strategy 
into LTC Channel growth segments: 
• Assisted Living and Home Health Care: these are the two fastest growing segments of the 

LTC/geriatric market. High operating costs and the prospective payment system now 
limit the ability of large, staffed nursing homes to function profitably. 

• We will evaluate both of these markets and implement a two-part plan to impact 
pharmacy providers and prescribers in these channels. Due to key LTCPP involvement in 
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• 

ALF market, initial strategy will address this segment. Home Health Care and Regional 
Providers/Nursing Chains will be evaluated during Tri.2/0l. 
Commercial Analysis plan to be completed 11100. (Sec attachment "Commercial 
Analysis" for channel segment plans, data collection methodology, and timelines. 

Product Positioning 

• Launch position (1/98): 1st line treatment for manic-like agitated symptoms 
("Psycho behavioral Metaphor"). 
• Message: Logical, Rational, Safe, Easy to Use 

• Re-position!M97-738 results (8/99): 1st line treatment for agitation in elderly dementia 
patients 
• Message: Safe, Effective, Easy to Use 

• Current position (10/00): 1st line maintenance treatments for symptoms of agitation and 
aggression in elderly dementia patients. 

• This position more accurately reflects the treatment process followed by geriatric 
physicians and psychiatrists. Agitation manifests as numerous specific symptoms, 
most of which tend to respond to treatment with a mood stabilizer (Consensus 
Guidelines). This clarified statement positions Depakote as a first choice for 
maintenance treatment of agitation and aggression, regardless of specific 
symptomology, and allows for flexibility as an initial or adjunctive treatment. It also 
aligns more directly with clinical use of mood stabilizers vs. Antipsychotics (which 
are initiated for acute Tx and then erroneously left on as maintenance treatment). 

• Safety vs. atypical antipsychotics is the key differentiation for Depakote (lack of 
EPS, cholinergic AEs, hypotension). This is reinforced with the noticeable 
exclusion to date from regulatory action in OBRA or HCFA. 

• Antipsychotics are currently believed to be more effective based on historical use 
and a large database of clinical trials. Anti psychotics position themselves as first 
line for the "psychotic" symptoms of dementia. Through interpretation of 
cognitive deficit associated with Alzheimer's itself as "psychotic" symptoms, 
competitive companies have gained acceptance as first-line therapy. 

• Depakote has been proven effective in clinical trials (open and double-blind). 
Expert Consensus Guidelines published in 1998 also position Depakote as first or 
second-line (adjunct) maintenance treatment for agitation and aggression. Two 
pivotal publications are planned for 4QOO and 2Q01 supporting claim. 

• M97 -73 8 has helped us more clearly understand the dosing parameters and patient 
monitoring issues related to Depakote use in the nursing home. Doses in the 
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500-1 OOOmg range will typically be considered maintenance doses. In clinical 
studies, initiation over 2-4 weeks was well tolerated by subjects. 

• M99-082 will define optimal dosing for the nursing home population and will 
establish primary criteria for efficacy in "agitation" vs. "Mania." 

• NIA Protocol will support the dosing, efficacy and safety message utilizing the 
sprinkle formulation, which currently accounts for 15-20% ofLTC use. 
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Neuroscience Market Segment Analysis 

Priority Segment: Agitation (Dementia) 

Rationale for Focus 

Positioning 

Core Messages 

Clinical Data Inventory 

-Depakote proven effective in multiple pilot studies of agitated dementia population (clinical utility 
high); Two double-blind, clinical studies accepted for publication (Q400 and Q1 01). 
-Market has high clinical unmet need. There is moderate to heavy competitive activity in this market, 
however Depakote is positioned uniquely as a non-antipsychotic compound. Cholinesterase inhibitors 
are marketed for cognitive and behavioral symptoms associatedwith Alzheimer's disease. 
-Alzheimer's dementia continues to grow as population ages, placing emphasis on need for early and 
continued treatment of symptoms of agitation. The primary reason for skilled care facility admissions is 
uncontrollable behavioral disturbances 
-Depakote is a first-line maintenance treatment for symptoms of agitation and aggression associated with 
Alzheimer's dementia. 
-It holds a unique position as the only well-documented mood stabilizer proven effective in this 
population; this position is supported primarily by the safety profile Depakote offers compared to current 
first-line therapy (antipsychotics). It also offers ease ofuse in this population (dosing flexibility, few 

interactions lack of moni and a broad of fo 
-Depakote is safe medication in the geriatric population. It uniquely offers no risk of BPS/movement 
disorders, anticholinergic effects, and relatively few drug interaction considerations. It is well tolerated 
in the geriatric population when dosed appropriately. 
-Depakote has been proven effective in significantly reducing the symptoms of agitation and aggression 
in patients with Alzheimer's dementia. It can be used as monotherapy or in combination with commonly 
prescribed psychotropic medications in the symptomatic treatment of agitated and aggressive symptoms. 
-Depakote therapy is easy to initiate and maintain. Formulation flexibility allows initiation at low doses 
(125mg tablet or sprinkle), titration to effective levels, and maintenance treatment with once daily 
D akote ER. 
Completed ABT Studies 
-M97-738: Depakote in the Treatment of Mania Associated with Alzheimer's Dementia. Study initiated 
in 1997 with goal of supporting Depakote Mania label. Study was suspended in March of 1999 due to 
abnormally high incidence of somnolence and anorexia. Primary data analysis did not support efficacy 
in mania; secondary analysis did support a statistically significant response for Depakote treated patients 
in verbal and overall agitation scores. Adverse events were deemed to be the result of an overly 
aggressive initiation and titration schedule. Study results were presented as poster at AP A 2000. 
Manuscript has been accepted for publication Q 101 in Current Therapeutic Research. 
In-Progress ABT Studies 
-M99-082: in the Treatment of tation Associated with Alzheimer's Dementia. Initiated 
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Key Strategies 

January 2000; double-blind, placebo controlled, randomized study ofDepakote in agitation. Primary 
efficacy variable is reduction in agitation scores (Cohen-Mansfield Agitation Index). Goal is publication 
of data in tier 1 journal, with potential use as one of two labeling studies (pending FDA decision on 
agitation definition; Abbott-led consensus panel planned 2Q01). 

External Publications 
-Multiple pilot studies support efficacy and safety message in Alzheimer's dementia market. See clinical 
data inventory "Depakote in Dementia." 
-VALIDATE study (U. of Rochester) accepted for publication in 12/00 issue of JAAGP. 
-Position Depakote as first-line maintenance treatment for agitation and aggression either alone or as 
adjunctive therapy in uncontrolled patients; positionER appropriately. Secondary epilepsy detail. 
-Continue to direct sales force efforts to key LTC prescribers trimester 1 01. Support education of LTC 
non-prescribers (RN/Consultant Pharmacist) at territory level based on influence oflocal business. 
-Initiate LTC Commercial Analysis plan 4Q00/1Q01 to answer key questions related to target channels, 
customer segments, and messaging. Implement findings beginning trimester 2 01. 
-Support Nam and field pull-through initiatives with national pharmacy providers (DSM and other). 
-Increase CME programming to support product positioning. 
Drive dissemination of major data (M97-738 and VALIDATE) through sales force and educational 
efforts. 
-Support ongoing clinical research (NIA/Alzheimer's Agitation) and basic science (Neuroprotection) 
efforts. Develop and disseminate educational message for neuroprotective therapy. 
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Neuroscience Market Segment Analysis 

Priority Segment: Geriatric Seizure Disorders 

Rationale for Focus 

Positioning 

Core Messages 

Clinical Data Inventory 

Key Strategies 

-Depakote is a broad-spectrum anticonvulsant effective in controlling partial and generalized seizures. 
Approximately 25% of the population 65+ will experience a seizure disorder. It is estimated that 
between 20-40% of patients in long term care facilities receive anticonvulsant treatment. 
-Depakote is currently gaining acceptance as maintenance pharmacotherapy for behavioral disturbances 
in this population. It has a broad array of formulations including an I.V. for the emergency room setting, 
a sprinkle formulation, and an ER form, which provides improved tolerability and once daily dosing. In 
the geriatric market, the "nuisance" adverse events often mentioned in the child or adult populations do 
not inhibit use (particularly, teratogenicity, weight gain, and hair loss). Despite a significant adverse 
event profile, Dilantin continues to be heavily prescribed in the LTC market. 
-The LTC sales force has capacity to deliver a secondary detail to appropriate customers in long term 
care 'cal o· GP/FPs Nurse Practitioner/RN Consultant . 
-Depakote is a proven, broad-spectrum AED ideal for first-line use in the elderly. 

-Depakote is a clinically proven, safe treatment for all seizure types in the geriatric population. It offers 
few drug interactions and a lack of cognitive adverse events compared to other first-line AEDs. 
-Depakote is effective in both partial and generalized seizures. Additionally, it can be used for patients 
with co-morbid seizures and behavioral disturbances. 
-Depakote is easy to use in the geriatric population. It offers multiple formulations including an I.V. for 
use in emergency settings, a sprinkle capsule and ER tablet which offer smooth, steady blood levels, an 

ved adverse event e and once do 
Completed ABT Studies 
-Pivotal studies in the label for partial seizures (Beydoun and Willmore) support first-line use alone or as 
adjunctive therapy. Other supportive data available for Depacon. 
In-Progress ABT Studies 
-Depacon rapid infusion study will support PCP educational efforts. 
External Publications 
-Multi review ers as a first-line treatment in · atric seizure atients. 
-Continue to detail Depakote for geriatric seizure disorders during 1 trimester using pivotal data. 
Initiate commercial analysis (ATU) and MDS database projects to clearly define phenytoin/other AED 
use in LTC and to create specific, targeted message for customer segments. 
-Incorporate seizure treatment into CME plan for 2001 educational programming. 
-Coordinate aeon educational efforts to · Rx initiators. 
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Introduction 
In broad terms, dementia refers to cognitive and/ or. 
psychological deterioration associated with organic 
brain dysfunction. Dementia is more prevalent in 
the elderly, and the prevalence of dementia is 
increasing in the United States and the world as the 
population of individuals bom after World War II 
(often referred to as the "baby-boomers") ages. This 
increase has far-reaching repercussions on health 
care and its delivery worldwide. 

This backgrounder will define the types of dementia 
and will describe their impact on both the 
individuals who suffer from it and their caregivers. 
While the etiology of dementia remains to be 
dearly defined, prevailing theories of its 
pathophysiology will be related. 

Recognition of dementia is not always 
straightforward; the disease is often insidious and 
differential diagnosis is complex. Current evaluative 
methods and diagnostic criteria will be described in 
accordance with current clinical standards of 
practice. Nonpharmacologic and pharmacologic 
treatment will be explained, along with the role 
of the caregiver in therapy. 

Dementia Bm:kgrounder 
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Dementia refers to a broad 

clinical syndrome that 

involves deterioration of 

intdlectual abilities due to 

impairment of the CNS. 

Primary dementias 
are those for which no other 

identifiable disease or condi­

tion can be found as the 

cause of the syndrome. 

Sectmdaf1' dementias 
are those for which a patho­

logical process has been 

found as the cause, eg, infe~­
tions, trauma, toxiq'metabolic 

disotdets, circulatory disor­

ders, brain tumors, or neuro­

logical diseases or conditions. 

Demeu titl Btlt-·kgrountier 

Dementia Defined 
Dementia refers to a broad clinical syndrome that 
involves deterioration of intellectual and cognitive 
abilities.• Pathogenesis is due to impairment of, or 
damage to, the central nervous system (the brain), 
but the exact dysfunction is not always easily 
defined. 

Cognitive abilities are those that encompass the 
•knowledge" of events that continually occur during 
consciousness. When cognitive abilities are 
impaired there is diminished perception, 
recognition, idea or thought conception, judging, 
sensing, reasoning, and imagining. Memory of 
events, both recent and long-term, is impaired, and 
the ability to think abstractly and make appropriate 
judgments declines. Mental deterioration often is 
progressive, eventually leading to alterations in 
personality and diminished capacity to perform the 
most basic activities of daily living (ADL). 
Independent living may become unsafe for the 
patient, his or her environment, and caregivers. 
Depending on the individual patient's support 
system, institutionalization may be inevitable. 

Etiology1 

Dementia is characterized as an organic brain 
syndrome. Organic brain S)'lldrome is a general 
term used to describe conditions of impaired 
mental function that are associated with diseases of 
the central nervous system. This contrasts with the 
majority of psychiatric syndromes which are called 
functional and have no physical basis. Dementias 
are classified into 2 types; secondary dementias 
occur as part of some other pathological process, 
and primary dementias are those dementias that the 
major abnormality is the dementia.• 
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Table 1. 
Classlfic.ation of Dementias 

Primaly Dementias 

Alzheimer's disease 
Pre-senile dementia (before age 65} 
Senile dementia (after age 65} 
Pick's disease 

Secondary Dementias 

Infections 
Chronic granulomatous meningitis 

(tuberculous, fungal) 
Advanced syphilis 
Creutzfeldt-Jakob disease 

(transmissible virus dementia) 
Acquired immunodeficiency syndrome (AIDS) 

Trauni~a, eg, subdural hematoma 
Toxic alld metabolic disorders 

Pernicious anemia 
Folic add deficiency 
Hypothyroidism 
Bromide poisoning 
•Alcohol• (withdrawal, Vitamin Bl deficiency) 

Circulatory disorders 
Multi-infarct dementia 
Cerebral ischemia leading to brain anoxia 

Brain tumors 
Other neurological diseases 

Huntington's chorea 
Parkinson's disease 
Parkinson-dementia complex 
Progressive supranuclear palsy 
Multiple sclerosis 
Cerebellar degeneration 

Normal pressure hydrocephalus 

Seltzer B. Organic mental disorders. In: Nicholl AM, ed. The 
New HIJTVard Guide to Psychiatl}'. Cambridge, Mass: Belknap 
fress; 1988;358-383. 

Dememia Backgrmmder 1 
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Alzheimer's disease 
represents 50% to 75% 

of dementia cases. 

Approximately 4 million 

Americans suffer from AD. 

Vascular dementia 
is probably the next most 

common, but its prevalence is 

unknown. 

Typical initial presentation of 

AD includes memory loss of 

recent events, and confusion 

and disorientation, eventually 

leading to deterioration in 

general health that greatly 

increases morbidity and mor­

tality. Average survival is 8 to 

10 years after diagnosis. • 

Prevalence 
While prevalence data for dementia vary depending 
on the definitions and criteria used, generally 
accepted data according to age are shown in Table 
2.2 Alzheimer's disease is the most common type of 
dementia; vascular dementia is probably the next 
most common, but its prevalence is unknown.2 

Table2. 
Prwaleru:e of Dementia 

Age Group 
Over 65 years 
Over 75 years 

Ovt:J: .~5 Yecl!.S 

Percent 
5°1& to SOJ& 
15% to 200/b 
250fo 

American Psychiatric Association. Practice Guideline for the 
treatment of patients with Alzheimer's disease and other 
dementias oflate life. Am I Psychiat:Jy 1997;154(suppl 5):1-39. 

Alzheimer's Disease 
Alzheimer's disease (AD) is the most common of 
the dementias, accounting for SOo/o to 75o/o of all 
dementias.2 Approximately 4 million people in the 
United States currently suffer from Alzheimer's 
disease.3 AD can occur early, in the 40s and 50s, but 
typically presents after the age of 60.2 AD also may 
be referred to as pre-senile or senile dementia, 
depending on whether it occurs before or after the 
age of65.1 

The course of AD is progressive.2 Disease onset and 
course typically are gradual. l}'pical initial 
presentation includes memory loss of recent events, 
and confusion and disorientation, eventually 
leading to deterioration in general health that 
greatly increases morbidity and mortality. Average 
survival is 8 to 10 years after diagnosis. 4 Decline is 
progressive with occasional periods of stability that 
can last as long as a year or more.2 

.. -
iii -.. -
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MID: 
Multi-infarct dementia 

Vascular dementia 

Multi-infarct (Vascular) Dementia 
Multi-infarct dementia (MID), also called vascular 
dementia, stems from one or more episodes of 
cerebral ischemia, which cause brain damage that 
leads to dementia. Risk factors for MID include 
advanced age plus those for general stroke and 
other cardiovascular disease (ie, cigarette smoking, 
high blood pressure). MID typically begins in the 
same ways as Alzheimer's disease, but MID can have 
an abrupt onset and a more fluctuating course. 4 

MID accounts for approximately 10% to 20% of 
dementia cases.4 AD and strokes often coexist.2 

DemeiHitl Bachgroulltler 
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~ 
Risk ~actors ~ 

The major risk factors for The major risk factors for dementia include ~ dementia include advanced advanced age, family history, and presence of the 
~ age. family history, and pres- apolipoprotein E gene.s 

ence of the apolipoprotein E: 
Egene. 

Advanced Age ;::: 
From the age of 65 to 85, the prevalence of AD ~ 
doubles approximately every 5 years.5 

~ 

Family History E: 
i!:: 

Individuals with first-degree relatives who have 
suffered from AD have a four times greater risk than ~ 
others in the general population at any age.s 

~ 

Apolipoprotein E Gene e:: 
~ The presence of the apolipoproteinE (APOE) gene 

has been found to correlate with both the prevalence ~ 
and age of onset of AD, but not its clinical 

!: outcome.s The APOE gene is not found in all 
patients with dementia and all patients with ~ dementia do not have APOE; therefore, it is 
important to recognize that the presence of APOE is E: 
a risk factor and not a diagnostic test.s c 
Other Risk Factors ~ 

Other risk factors for dementia that have been !!:: 
suggested, but not proven, include: history of head ~ 
trauma; episodic depression or personality disorder; 

~ and mutations on chromosomes 21 or 14.s 
Differences of opinion exist about socioeconomic 

~ variables as risk factors for dementia. It has been 
suggested in one study that gender (females), E: 
limited education, and unskilled occupations were 
at greater risk for vascular dementia, and to a lesser E 
degree AD, but this is not conclusive.s e: 

!:: 
(, Demellt ia Hc~cksmwuit'r c 

~ 
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Then: are no definitive clinical 

or laboratory tests to diagnose 

dementia, but with a careful 
clinical workup skilled clini­

cians can make an accurate 

diagnosis in 90% of cases. 

Table 3. 

Diagnosti& Evallllltion for Dementia 

Assessment 
History 
• Family history 

Diagnogs 
There are no definitive clinical or laboratocy tests 
that can be used to diagnose dementia, but with a 
careful clinical workup skilled clinicians can make 
an accurate diagnosis in 90% of cases.3 A diagnosis 
of dementia is made by combining patient histocy, 
family and patient interviews, cognitive screening, 
and a neuropsychologic examination (Table 3). The 
clinical challenge is to correctly distinguish 
cognitive changes due to normal aging from those 
due to dementia or another disorder, such as 
depression (Table 4).6,7,e 

Information Sought 

History of Alzheimer's disease, Parkinson's 
disease 

• Caregiver interview/evaluation of patient's 
previous and current cognitive abilities 

Aphasia 
• Has difficulty finding correa word 
" Substitutes incorrect words 
• Breaks off in midsentence; loses train of 

thought 
~ Stutters/repeats words over and over 
Apraxia 
• Difficulty in dressing or bathing alone 
• Difficulty in using a brush or comb 
• Difficulty in self-feeding 
Agnosia 
• Loses ability to recognize people, places, 

things 
Execudve dysfunction 
• Difficulty in understanding activities around 

him/her · 
• Difficulty in using familiar tools, such as 

appliances, eating utensils 
Changes in behavior or personality 
• Passivity, apathy 
• Aggression, agitation, disinhibition 

Table 3 continues on the next page 

1Jem£'111itl Btlckgmmuler ,. 
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Table 3. (continued) 

Diagnostic Evaluation for Dementia 

Assessment 

History (continued) 
• Review of medications, substance abuse 

• Physical 

Laboratory panel 
• CBC, urinalysis, electrolytes, caldum, urea, 

creatinine, hepatic enzymes, thyroid 
hormones, 8 12, serology for syphilis, HIV, 
metabolic profile 

• Genetic testing (apolipoprotein E [APOE)) 
(Not a diagnostic test} 

Neurological imaging and other tests 
• Computed tomography (Cf) 
• Magtietic resonance imaging (MRI) 
• Lumbar puncture 
• Electroencephalogram (EEG) 
• Single-photon emission computed 

tomography (SPEer} 
• Positron emission tomography (PET) 
Neuropsychological testing 
• Attention and concentration 
• Orientation to time, person, place, situation, 

and general insight 
• Intellect 
" Learning and memory 
• Language 
• VJSuospatial function 
• Executive functioning:.abstract ideation, cre­

ativity, multitasking, and behaVioral flexibility 
• Bilateral sensorimotor function 
• Mood and personality 

Information Sought 

Use of antidepressants, sedatives/hypnotics, 
anticonvulsants, anti-parkinsonian ~gs, anti­
hypertensive agents, antihistamines, narcotics, 
past and present alcohol use 

Onset of symptoms, progression of symptoms, 
duration of symptoms, other acute or chronic 
medical disease, known neurological and psy­
chological disorders, substance abuse, exposure 
to environmental toxins 
Detection of anemia, diabetes, renal disease, 
liver disease, thyroid disease, vitamin defiden­
cy, syphilis, infection, AIDS, metabolic disor­
der, blood disorder, endocrine disease, etc. 

Genetic predisposition 

Rule out brain tumors, brain abscess, stroke, 
hematomas, arteriovenous malformations, 
hydrocephalus 

Degree and types of impairment, if any 

Steffens DC, Motgenlander JC. Initial evaluation of suspected dementia; Postgrad Med 1999;106(5}:73-83. 
Daly MP. Diagnosis and management of Alzheimer's disease./ Am Board Fam Pract 1999;12(5):375-385. 

Demeuria Btld<Rrowltler 
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Table 4 . 

.Apprl»riJIUlts Degree of Cognitive Impairment Associated with Aging, Alzheimer's Disease, and 
Depression 

Cognitive Feature Normal Aging Early Alzheimer's Depression 
Disease 

Attention 
Selective + ++ +++ 
Nonselective ++ +++ +++ 

Learning and Memory 
Learning + ++ +++ 
Retrieval ·++ ++ +++ 
Immediate memory N N +++ 
Recall + ++++ +++ 
Recognition N ++ N 
Working memory + +++ +++ 

Intellect 
Nonverbal IQ ++ +++ + 
Verbal IQ N N N 

Language 
Naming N + N 
Fluency N + ++ 
Comprehension N N N 
Calrulation N ++ N 

Visuospatial ability 
Perception + + N 
Spatial judgment N ++ N 
Praxis N ++ N 

N =normal 
+ = mild impairment 
++ a moderate impairment 
+++ = severe impairment 
++++ = vecy severe impairment 

Welsh-Bohner KA. Mm:genlander JC. Determining the cause of memory loss in the elderly. Postgrad Med 
1999; 106(5):99-119. 
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Table 5. 

Diagnosis 
After history and physical examination, certain 
findings should raise suspicion that dementia is not 
caused by Alzheimer's disease (Thble 5). 

Findings that &elude Di4gnosis of Alzheimer's Disease 

Findings Obtained by History-Taking Possible Bxplanadon 
Sudden onset 

No memory deficit 

Lack of progressive decline 
Depression 

Systemic disease, drug adverse effects, 
cerebrovascular disease. infection, tumor 
Psychiatric diSorder, cerebrovascular disease, 
early fronw lobe dementia 

Personality change with minor memory deficits 
Seizures 

Stroke, amnesic-syndrome 
PseUdodeme:rltiasecondary to dementia 
Frontal lobe dementia 
Stroke, cerebfal lesions (seizures are uncommon 
in the early stages of Alzheimer's) 

Findings Obtained by Physical Examination Possible Explanation 
Hemiparesis (inability to move on one side 
of the body) 

Cerebrovascular disease, lesion 

Sensory impairment 

Memory loss without other deficits 

Abnormal motor movements 

Early gait disturbance 

Cerebral abnormalities 

Cerebrovascular disease or peripheral vascular 
disease 
Cerebrovascular disease, Wernicke's 
encephalopathy 
Huntington's disease, Creutzfeldt-Jakob disease, 
Parkinson's disease 
Parkinsonian disease or normal pressure 
hydrocephalus (especially if incontinence also 
present) 
Spinocerebellar degeneration (usually genetic) 

Burke JR, Morgenlander JC. Update on Alzheimer's disease. Postgrad Med 1999; 106(5):86-96. 

Memory impairment and 

other symptoms of dementia 

also can be symptomatic of 

psychiatric diseases. 

. l kmeu t i 11 Hth'llgroumier 

Furthermore, since memory impairment and other 
~ symptoms of dementia can .also be symptomatic of 

other psychiatric diseases, such as delirium, amnesic 
disorders, mental retardadon, schizopht:enia, and 
major depressive disorder, the diagnosis of 
dementia must meet specific DSM-IV criteria 
(Table 6) . 

..., ·-
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Table 6. 

DSM-W Diagnostic Criteria fur Aldurimer's arul VtJSCUlaT Dementia 

Alzheimer's Dementia 

To be given a diagnosis of Alzheimer's Dementia, the patient must have: 
A. Multiple cognitive deficits, as follows: 

1. Memory impairment 
- Impaired ability to learn new information or to recall previously learned information 

2. One (or more) of the following cognitive disturbances: 
a. Aphasia (language disturbance) 
b. Apraxia (impaired ability to perform motor activities despite intact motor function) 
c. Agnosia (failure to recognize or identify objects despite intact sensory function) 
d. Disturbance in executive functioning (ie. planning, organizing, sequencing, 

abstracting) 
B. The cognitive deficits must each cause severe impairment in social or occupational 

functioning and represent a major decline .from a previous level of functioning. 
C. Onset of the disease must have been gradual, with progressively worsening cognitive decline. 
D. The cognitive defidts in criteria AI and A2 must not be due to any of the following: 

1. Other central nervous system conditions that cause progressive deficits in memory and 
cognition (for example. cerebrovascular disease. Parkinson's disease, Huntington's disease, 
subdural hematoma, normal-pressure hydrocephalus, brain tumor). 

2. Systemic conditions known to cause dementia (for.example, hypothyroidism, vitamin Bu 
and folic add deficiency, niacin deficiency, hypercalcemia, neurosyphilis, HIV (human 
immunodeficiency virus) infection). 

E. The deficits do not occur exclusively during the course of a delirium. 

The disturbance is not better accounted for by another axis I disorder ( eg, major depressive disor­
der, schizophrenia). 

Vascular Dementia 

To be given a diagnosis of Vascular Dementia, the patient must have fulfilled Criteria A & B and 
E above and there must be evidence of 
o Focal neurological signs and symptoms ( eg, exaggeration of deep tendon reflexes, extensor 

plantar response. pseudobulbar palsy, gait abnormalities, weakness of an extremity), or 
• Laboratory evidence indicative of cerebrovascular disease that is judged to be etiologically 

related to the disturbance ( eg, multiple infarctions involving cortex and underlying white 
matter). 

AD or vascular dem~tia may b~~ubtyp~ed according to prominent associated symptoms: 
• With Delirium 
• With Delusions 
" With Depressed Mood 
• Uncomplicated 
• With Behavioral Disturbance 

American Psychiatric Association. Diagnostic and Statistical ManUJJl of Mental Disorders: (DSM-N), 
Washington DC; American Psychiatric Press, 1994:(4)142-146 

Dementia Hm:llgmumler 1 I 
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12 

Evaluation is meant not only 
to detennine if the dementia 
is primaty or secondary, but 
also to determine the level of 
cognitive impainnent. 

Delll('ll/ it1 Hachgrou uder 

Interdisciplinary and Multidisciplinary Team 
Because of the insidious nature of dementia, the 
primary care physician (PCP) is often the fint 
clinician to perform the differential diagnosis for 
dementia. When patients or family memben 
describe problems of cognitive impairment, the PCP 
must consider dementia as a possibility and begin 
clinical assessment, usually with initial interviews 
with the patient and his or her family, and using 
some type of diagnostic saeening tool and/or 
cognitive rating scale (Table 7). As evaluations 
reveal positive findings.for dementia, and/or 
cognitive deterioration accelerates, the PCP will 
eventually refer the patient to a neurologist or 
psychiatrist for a thorough neuropsychologic 
evaluation (Figure 1) and involve other profes­
sionals in the treatment of the patient (Table 8). 

Table 7. 
Didgrwstic lbols for IJemmtiaS,& 

• DSM-IV criteria 
• NINCDS-ADRDA (Nationallnstitute of 

Neurological and Communicative Disorders and 
Stroke-Alzheimer's Disease and Related Disorders 
Association) criteria 

• World Health Organization Diagnostic Criteria for 
Vascular Dementia (International 
Classification of Diseases, lOth edition) 

• Mini Mental State Examination {MMSE) 
• Geriatric Depression Scale 

-~ ··-
,. 
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Reilllt abnom1al (score <24) 

Results of history taking and phy~ical 
eJ~amination support diagno>is of 

Alzheimer's disease? 

No referral 
needed 

Refer to 
neurologist for 

neuropsychological 
evaluation 

,. 

TableS. 
lntNdisdplinary and Multidisdpliruuy 'leGm 

Primary care physician 
Geriatrician 
Neurologist 
Neuropsychologist or psychiatrist 
Nurse 
Social worker 
Physical or ocrupatio~_ther_a_pist 

A thorough evaluation as delineated in Table 3 is 
important, not only to determine if the dementia is 
primary or secondary to another treatment or 
disease that may be corre~ble, but also to 
determine the lev~) of coanitive impairment. 

Memory loss or other complaint 

~ 
Mini-Mental State Examination 

pedl m offi<e 

Result~ (score224J 

! 
levd of clinical suspkion 

of Alltaeilllt'r's disease 

Refer for 
neuropsychological 

evaluation 

Low 

Follow tor 
4·6mo. 

Depression suspected 

Refer tor 
neuropsvchologicdl 

evdluation 

I 

~ 

Start 
antidepressant 

tl1erapy 

+ 
Do follow-up 

evaluation in 2 mo. 
I 

~ 
Improvement No improvement 

Welsh-Bohmer KA. Mo~Iaoder ic. 
Posigrad Med1999;106(5):116. 

~ 
Follow tor 

4-6 mo. 

~ 
Refer tor 

neuropsychological 
evaluation 

Figure 1. 
Dedsion lt'ee for Deruntia BvaiiUition _and Rsforral 

Dtmumtia Bacllgrounder 13 
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14 

Staging of Dementia 
Questionable 

Mild 

Modetate 

Severe 

Profound 

Terminal 

Dementia Bttckgrounder 

Staging of Demential 
Dementia is typically categorized in stages 
according to the level of functional impainnent. ie. 
the ability to perform certain functiQps compared to 
the patient's previous level of ~onin.g. 

The following categories may _be used to describe 
the level of functional impatwiern, and the same 
categories may be used to d~~~ th~ degree of 
severity of any dementia . · 

Questionable 
• No deflnite fu,nctional impairment 

• Dementia is not diagnosed 

- May c:>r may npt pmgress to dementia 

• Re-evaluation at appropriate intervals 

Mild 
• Definite but mild impairment, eg, difficultit:s 

with balar\cing checl.:book, following 
complicated recires, or medication regimens ,, 

ModeTQte 
• ·tmpairment causes difficultit'S with functional 

tasks, eg, simple meal preparation. household 
cleanup, ral.:ing leaves and other yard work may 
require assist.mce with self-care (reminding tl1 

use bathroom, shaving, fastening clothing). 

Severe 
• Impairment nt·cessitates hdp with many aspects 

of self-care and activities of daily living(;\ IlL), 
t:g, eating, grooming, bathing, and using the 
toilet. 

- Profound · 
• Patients may become oblivious to tht·ir 

surroundings and arc almost totally dependent 
on caregivers. 
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Tenninal 
• Impairment necessitates continual care. Patients 

are generally bed bound, may be susceptible to 
accidents and infectious diseases, which often 
prove fatal. 

Dement.icl Badlgrouruler 1 'l 
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Spedfic; Dementia 
Presentations 
Alzheimer's dementia 

Vascular dementia 

Dementia due to 

Parkinson's disease 

Dementia due to 

l.ewy Body disease 
Dementia due to 

frontal lobe dementia 

(Pick's disease) 

Other progressive dementia& 

Dementia due to other causes 

Presentation of Specific Dernentias 2 

"Wbne the various dementias clJave major .. 
commonalities, there are some c:Wferences in the 
patterns of presentation. 

Alzheimer's Dementia 
• Gradual onset and progresslon 

• Usually begins with impaim1ent of recent 
memory. Impairment in the following areas 
follows over several years: 

- Aphasia (impaired Janguagejspeal<ing) 

•. In normal· co~"Versation, does the patient: 
have diffia.ilty finding the right word to use; 
substitute an incorrt·ct word, eg, calling a 
table a chair; breal< off in midsemence and 
lose his or her train of thought; stutter or 
repeat the same word over and over?H 

-.. Apraxi.1 (impaired movement despite intact 
motor function) 

.,. Does the patient haveany difficulty with 
Jrcs.. ... ing or bathing, or using cl brush or 
comb, or using feeding utensils?~ 

- Agnosia (impairt>d recognition/idt•ntification 
of objects despite intact sensory function) 

• Does the patient have difficulty recognizing 
familiar people or places, objects or 
person<1l items?" 

• Impaired "executive" functioning also present in 
early ph.1ses, eg, inability to plan, organize, 
sequence, thinl\ ahstractlr 

• Personality changes or increased irritability m.ly 
occur in early stages 

• Psychotic behavior js common in middle and 

late stagt'S 

• Inrontinl'nce, and gait and motor impairment 
typic.tlly kad to patient becoming totally 

bedriddt·n 

~ 
~ 
~ 
~' 
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• Seizures and myoclonus may occur in advanced 
stages 

• May be subtyped by predominant features: with 
delirium, with delusions, with depressed mood, 
or uncomplicated16 

Vascular Dementia 
• (:au sed by one or more episodes of cerebral 

ischemia or strol<e 

• Abrupt onset may occur at any age, but less 
common after age 75 

• Stt'pwis..' CtJUJ'!ie liS opp(lsed to gm1lual progre$.'il'c 

decline vf AD 

• Cognitive deficits depend on what area of the 
brain was damaged due to ischemia 

• Imaging studies may find multiple vascula• 
lesions in the cerebral co11ex and subcortical 
structures 

• As with AD. may be subtyped as With lklirium, 
With Delusions, With Depressed Mood. 
llncomplic.ned, .md With Hch;wior.ll 
Disturhann•t6 

Dementia Due to Parkinson's Disease 
• P.1rkinson's disc:tsc 

- Prngrcs:~ive neurological discas ... · typified by 
tremor, rigidity, bradyl,;inc:-;i.l (slov'l' 
movcmt'nt), postural instability 

- ( )nsd middk to late in life 

• 20t!,,, to (l()l% of l'ctrkinson's disc~tsc ctscs will he 
.tc-compankd by dcmemi.1 

• Dementia usually occurs late in the cnurse of 
Parl<i nsun's disease 

Demeutitl Btu:llgrmmder 1 7 
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Dementia Due to Lewy Body D~eas~ 
• Clinically similar to Alzheimer's disease 

- Visual hallucinations and parkinsonian 
features occur earlier and are more prominent 
than in AD 

• More rapid evolution than AD 

• Biopsy of cerebral cortex demonstrates Lewy 
inclusion bodies 

• May account for 7% to 26% of dementia cases 

• Patients are very sensitive tp the cxtmpyramitldl 
(pronounced extra-pyr-MM-ih-dahl) e_f(et:L' of 
antipsychotic medications. 

Dementia Due to Frontal lobe Dementias 
(eg, Pid(~ D~) 
• nifficult to cliagnose .md differentiate from 

atypical A I) 

• )~rain imaging shows .1trophy of frontal and/or 
tef!1poral lobes 

• t>i,tgnosis is confirmed at ,llttopsy hy finding 
rharMtt.'ristic l'icl' inclusion bodit:s in the brain 

• ()nst~t usually ht·tween age 50 .md hll, but can 
occur in older pt)pulation 

• Progrt·ssive course th.lt is lll(>n~ r,1pid th,m i\D 

• Earl\' stages 

- Personality changes 

- rxennive function itnpainncm 

- lleteri(lr.nion L)f social sldlls 

- Emutional blunting 

- I ~tck of bdnvior;11 inhibition 

I ,anguage ahnormalitks 

• rollmv later in the course: 

- ~-\emory deficits, apraxia, and othn symptoms 

of d~·nH.'nti.l 

- Prim it ivc rdkx~s ( eg, snout, sud.:, gra~p) 

- t:itlwr apathy ur cxtn.'mc agitati<m 
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Other Progressive Dementias 
• lluntington's disease 

- llereditary neurological disease that causes 
motor, behavioral, and cognitive deterioration 

• Creutzfeldt-Jakob disease 

- Rapidly progressive disease of the brain caused 
by a slov.• virus or prior infection 

Dementia Due to Other Causes 
• Structural lesions 

- Brain tumor or subdural hematoma, normal 
pressure hydrocephalus (NPII) 

• I lead trauma 

• EndcKrine disorders 

- llypothyroidism, hypercalcemia, 
hypoglycemia 

• Nutritional dellcit.•JKies 

- 'lhiamin, ni.Kin, vitamin B~.. 

• lntertiou:-. di:-.eases 

• Effects of nh.'dicltinn 

- lkn/.« 1di.v.cpi tws, bt.·ta-bluckcrs. 
diplwnhydt.unin•: (ami-allergy nwdication) 

• 'J(lXif effects due to long-term suhstar'!ce abuse. 
csrk'ci.llly :aletlhnl 

• lkr.mgnncnts c'f renal and iwp.nic fllnctiun 

• Neurolngit.1l rundition'i 

- ,\1ultiplt• sckrus;s 

Dememill Bm:l~gmu nder 1 '.1 



Attachment 8 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

Page 24 of 68

Case 1:12-cr-00026-SGW   Document 5-10    Filed 05/07/12   Page 24 of 68   Pageid#: 134

neuwru ill Htu·kgmutulcr 

Options to ~acilitate Care 
Otce the diagnosis of dementia is made. treatment 
must begin as soon as possible. 1reatment decisions 
are made in accordance with the stage of the 
dementia, symptoms present, and any other 
comorbid medical or psychiatric diseases and 
conditions. The goals of t.reatment7 are interrelated 
and are to: 

I) enhatKe the current functioning kvd; 

2) maintain yuality of life as ~ong as possible; and 

3) preserve independence as long as possible. 

The medical, psychological, and social needs of the 
panient and caregivers must be part of the short­
term and long-term treatment plan. A multidis­
ciplinary team is necessary to delay and/or prevent 
the onset ofa>morbid medical conditions in the 
plllient, to help caregivers and family members cope 
wjth the disease and its repercussions, and to help 
in ,bort-term and long-term treatment planning. 

Care Environment 
The success of treatment, the presenting symptoms, 
and the stage of the illness determine whether the 
patient can be managed in a home setting or 
whether institutionalization i~ necessary. In 
addition, the presence of a caregiver and his or her 
ability to manage the patient must be considered. 

Home Management 
• Home management requires a caregiver. In very 

early stages, part-time care and surveillance may be 
sufficient if steps are taken to simplify the home 
environment and make it safer. Several regional or 
national support organizations are now available to 
assist caregivers in their care of patients with 
dementia: Alzheimer's Association; Alzheimer's 
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Disease Education and Referral Center; 
Administration on Aging; and Children of 
Aging Parents. 7 

Safety-proofing the Home 
In the early stages, patients may remain in the 
home, if 

• o:rtain precautions are taken to.ensure that the 
patit·nt c.m not accidentally harm him or herself 
or others; 

• a spouse who does not have dementia is in the 
honw; or 

• a caregiver makes scheduled visits to check on 
the patient. A move to a small. one-story home 
will!iimplify the environm"'nt and eliminate stair 
haz.uds. The entire cc.1ntents of the home must 
be examined, and potential!) harmful utensils, 
tC•l)ls, cleaning supplit·s, ,md furniture must he 
eliminated or lockl'd aw;1y from th~.: patit-nt's 
access. 

'·"-

A,dult. Doy Care2 

~dult day care is similar to child day care in that 
patients may be dropped off at a facility for a 
certain period of time. Adult day-care facilities 
provide social stimulation and meals to patients· 
with dementia in a safe, therapeutic environment. 

Long-term Care FacUities2 

Eventually, as dementia progresses, patients will 
require treatment in a long-term care facility either 
periodically or permanently, usually due to the 
progr~ion of the iUness, behavioral problems, or 
"because the caregivers are unable to continue to care 
for the patient. Combativeness and physical 
violence tend to occur more often in the later stages 
of disease, often in response to frustration, 
misinterpretation, delusions, or hallucinations. If 
this behavior cannot be brought under control at 
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home, nwsing home or hospital placement is 

Table 9 lists the factors that have been shown to 
predict hospitalization.s 

Table 9. 
&aors tluu Prstlia Institution41iz4titm in Patients with 
Derrumtia 

Cognitivejbehavioral problems, especially aggressive 
behavior, delusions, incontinence 

Not married 
Cafe&iver is son or daughter (especially if employed) 
Large number of carqpyers 
High level of~ in. caregiver 
Poor heallb,in ~ 
In_c;reasec:\ usac:>f~th care or home help services 
Incr~ jmcdonal impairments {by ADL scales) 
Lower ~tiv' $taWS at baseline 
Q~~ofspo• 
Hospitalization 
Prior ~tiwiionalization 

Flertiing KC, Adams AC, Petersen RC. Dementia: diagnosia and 
~uation. Mllfo Clin Proc 1995;70:1093-1107. 

Group Uving 
Several types of long-term care facilities exist under 
a variety of names: group living (GL); residential 
care; group homes; and collective living. Group 
living was developed in Sweden in the 1980s tS as a 
housing alternative in the management of 
dementia. GL units house six to nine patients, who 
are supervised by round-the-dock staff. GL units 
may be part of a nwsing home or may be specially 
built facilities. 

J 

~ 
~ 
~ 
~ 
e: 
~ 

~ 

c 
~ 

e 
c 
~ 
!:: 
e: 
!!:! 
E 

= 
e! 
e: 
= r:: 
e: 
e 
e: 
e: 

= e= 



Attachment 8 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

Page 27 of 68

Case 1:12-cr-00026-SGW   Document 5-10    Filed 05/07/12   Page 27 of 68   Pageid#: 137

·:•> 

-

Symptoms 
Estimates are that behavioral problems will occur in 
up to 900At of patients with dementia w Psyc:hiatric 
symptoms exhibited with dementia: especially in 
Alzheimer's disease, include: depression; suicidal 
ideation and behavior; hallucinations; delusions; 
anxiety; psychosis; agitation/agression; 
disinhibition; sleep disturbances; and 
apathy/vegetation. 

Agitation is broadly described as inappropriate 
verbal or motor activity that is not explained by 
apparent needs or confusion~u As shown in Table 
10, as many as SOOAt of patients with dementia are 
likely to exhibit agitated behaviors during the 
course of their disease, and 25% to 33% may 
demonstrate aggressive behaviors.1o 

Table 10. 
Beluwloral Problems in Dementia Based on Worldwide 
BeuiBw of LiteratuTe 

Bebaftor 
'~bed affect/mood 
bisturbal ideation 
Altered perception 

Hallucinations 
Misperceptions 

Agitation 
Global 
Wandering 

Aggression 
Verbal 
Physical 

_ Resistive/uncooperative 
Anxiety. 

Withdrawn/passive behavior 
Vegetative behaviors 

Sleep 
Diet/appetite 

Padmts Affected 
%(Median) 

0-86 (19} 
10-73 (34) 

10-90 (44) 
0-50 (18) 

21-49 (28) 
1-49 (23) 

11-51 (24) 
0-46 (14) 

27-65 (14) 
0-50 (32) 

21-88 (61) 

0-47 (27) 
12-77 (34) 

Tairot PN. Treatment of agitation in dementia. I Clin Psychiatry 
1999;60(suppl 0):11-20. 

Dc11U'II tia Bat.:l<groundn ., ' 
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Neuropsychiatric Presentation of Agitation 
in Demential2 
The presence of agitation in a patient with dementia 
is serious and can be life-threatening. Since some 
types of agitation can be caused by medical 
conditions, attention to and treatment of any 
comorbid medical problems must be given, along 
with treatment of the agitation. (Treatment of 
agitation will be discussed later in the treatment 
section of this backgrounder.) Agitation assodated 
with dementia can include one or more of several 
behavioral states. 

Delirium 
Delirium is a change in the patient's baseline 
mental status caused by a general medical 
condition. There is an impairment in the level of 
consciousness and cognition, which can fluctuate 
rapidly over minutes or hours. Delirium indicates 
the presence of a medical emergency requiring 
urgent identification and treatment .. 

Psychosis 
A psychosis is said to occur when the inability of 
the patient to recognize reality causes severe 
confusion and the patient is unable to relate to and 
communicate with others in a normal way. Patients 
often believe they have had items stolen from them 
(because they have forgotten where they placed 
them), or that their spouse is having an affair 
(because the spouse was away on a trip). 
Hallucinations, altered perceptions of reality, may 
occur, and may be visual or auditory. 

Depression 
, Depression in dementia patients may be mistaken 

because the symptoms resemble the symptoms of a 
general medical illness (e.g., weight loss, sleep 
disturbance, fatigue) or dementia (e.g., flat affect, 
loss of interest, poverty of speech). 
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Anxiety 
Patients with generalized anxiety exhibit symptoms 
of anxiety through fadal expressions, nervousness, 
fear, or physical complaints, such as palpitations or 
stomach disorders. Patients often express obsessive 
concern about heart or stomach pain, the safety of 
their belongings, or the whereabouts of their loved 
ones. 

Insomnia 
Insomnia is a common source of distress in the 
elderly who often sleep less and have reduced sleep 
efficiency as part of the aging process. Insomnia 
may be due to an identifiable cause, such as arthritic 
pain, and should be treated appropriately. 

Sundowning 
The clustering of agitation, confusion, and 
disorientation beginning in the late afternoon and 
becoming more severe at night is referred to as 
sundowning. Patients may wander, climb over bed 
rails, or behave in other ways that are unsafe. 

Aggression or Anger Not Due to Other Causes 

Anger that does not include physical aggression is 
considered mild. Anger that is accompanied by 
physical aggression, such as pushing, slapping, 
scratching, and extremely loud and extended 
yelling, is considered severe. 
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There is no cure for dementia. 

Treatment goals are to main­

tain the independence and 

quality of life of the patient 

and the caregivels, as safely 

as possible, for as long as 

possible. 

Table 11. 

Treatment 
There is no cure for dementia. As stated previously, 
treatment goals are aimed at maintaining the 
independence and quality of life of the patient and 
the caregivers, as safely as possible, for as long as 
possible. 

Nonpharmacologic Treatment 
Nonpharmacologic treatment strategies can be used 
to enhance the patient's orientation and help him 
or her to avoid confusing situations, but they can 
only provide limited assistance in the daily care 
of the patient. This is why a multidisciplinary 
approach is necessary for the treatment and support 
of both the patient and caregiver. Nonpharma­
cologic treatments are listed in Table 11. 

Nonphllnruu:ologic StTategies for Managemmt of Dmunztia7,Jo,u 

Target .ActMty 

Family and caregivers • Education program about dementia, short- and long-term 
management, course, and prognosis 

• Support groups 
Physical and psychosocial • Make patient's daily regimen routine and predictable 
environment • Minimize noise and disruptions in immediate environment 

• Control accessibility to certain rooms that are deemed unsafe, 
as well as doors to outside 

• Use a nightlight in the bedroom during sleep 
• Provide stimuli that increase patient awareness of time and place, 

eg, docks, calendars, family pictures 
• Provide good daytime and evening lighting 

Behavior management • Reduce isolation 
• ldentify1tctivities or people who increase patient's agitation and 
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Pharmacologic Treatment2 

Because most patients with dementia are of an 
advanced age, there are certain phannacokinetic 
and pharmacodynamic factors that may affect 
medications that are prescribed. Some of these 
factors will make patients more susceptible to 
adverse events and/ or drug interactions. 

Spedal Considerations in the Elderly 
The elderly population typically has decreased renal 
clearance and slowed hepatic metabolism. There­
fore, lower starting doses, smaller increases in dose, 
and longer intervals between dosage increments 
should be used. This population can have multiple 
medical problems requiring multiple medication 
and attention should be paid to potential drug 
interactions and side effects. In some demented 
patients, medications can lead to worsening of 
cognitive impairment. Sedative effects of many 
medications can leave patients more prone to falls, 
and patients with AD or Parkinson's are especially 
susceptible to extrapyramidal side effects. For 
Depakote information, please see the WARNINGS 
section of the package insen. 

Treatment for Cognitive and Functional Loss Due to Dementia 

Goals 

As stated earlier, there is no cure for dementia, but 
within the past ten years, several medications have 
become available that can be used to prevent funher 
reduction in and/or restore cognitive and functional 
abilities to patients diagnosed with dementia. 

Many medications are used in the treatment of 
dementia; however, it is imponant to note that 
some of the medications listed here do not have 
labeled indications for this use. 

Cholinestsrase inhibitoTs 
( tiU:rine, donepez.al, and others) 

Acetylcholine is a neurotransmitter that transmits 
impulses between the forebrain and the pans of the 
brain responsible for memory and information 

l.>t!meutia Bw:hgroul/(ler 
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processing. 3 The rationale· for use of cholinesterase . 
inhibitors in the treatment of dementia and 
specifically Alzheimer's disease is based on several 
known facts about acetylcholine and AD. 

AD is accompanied by a loss of dtolinagic qeurons. 
The levd of enzymes responsible· for the synthesis 
of acetylcholine is reduced by 58% to 90% in 
sdected areas of the brain. By inhibiting the enzyme 
tu:etykholinBSt.erase (AChE), which hydrolyzes 
acetylcholine at the neuron, the concentration of 
acetylcholine at the,~ en~ is increased; in 
some patients this abUead to.irnproved cholinergic 
funaioning and i~prqved ~tive processing. The 
two cholin~ i~itpp; currently approved for 
AD in the Unite4.; State$ ~. tacrine and donepezil. 

Other dn,JgS ~tly being investigated for their 
aff~ on. C(tgpi~ (pnctioning in the dementia 
p_.tipt indqde mettifonate, rivastigmine, and 
ph~iile.!_;· · 

Si. Effects ofCholinestemse Inhibitors 
';,· ... 

. (;~Bmw 
"'-'..[. :-- · ..... ·'/_~----·· 

·'Tile-most commonly experienced side effects with 
~olinesterase inhibitors are those associated with 

,, •chQlinergic excess" (increased levds of 
aietylcholine ). 

• .l\1ild to mndcratc nausea .1nd vomiting o.-nu in 
Jll<.1n to 20<!/n of patknts. 

• Br<1dyr.ndia (slow hl·art r.Hc) m:l)' .1lsn ocl"ur, 
\Vhich t-.m he dangerous ti:1r p.nknts with l-.ndi.K 
co1H.luninn problt:ms. 

• Stum.Kh .tcid may incn:',1M.', which is d partinll.u 
prohlt:m ti·w thoo;c who aln:aJy h,1\'t:' .1 history of 
uln.·r or who art' taking NS/\IIls. 

Hepatotoxicity 

Tacrine is associated with a direct medication­
induced hepatocellular injwy. Approximately 30% 
of patients develop significant (three times the 
upper limit of normal) but reversible and 

~ 

li!i 
~ 

l!i 
~ 

e: 
I!: 
e: 
e: 
I!: 
lifi 



Attachment 8 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

Page 33 of 68

Case 1:12-cr-00026-SGW   Document 5-10    Filed 05/07/12   Page 33 of 68   Pageid#: 143

asymptomatic liver enzyme elevations. Marked 
elevations (10 times the upper limit of normal) 
occur in 5% to 1001& of patients requiring 
discontinuation of the medication. However, 
perhaps 80% of patients who initially develop 
elevations can be successfully rechallenged with 
more gradual increases in dose. Alanine 
aminotransferase (ALT) should be monitored prior 
to treatment initiation and after each dose increase. 
Donepezil has not been associated with this adverse 
event, but experience with the agent is limited. 

Vitamin B 

One theory of aging is that free radicals cause 
oxidative damage, which causes neuronal death 
characteristic of many diseases, including AD. 
Vitamin B, also known as a-tocopherol, initially was 
tried for treatment of AD because of its antioxidant 
properties, ·and because in animal models it was 
shown to slow damage and death of neurons. One 
study evaluated Vitamin E, selegiline alone, both or 
placebo and found single therapy with Vitamin E or 
selegiline alone decreased the rate of functional 
decline equivalent to approximately 7 months. It 
should be noted that there was no improvement in 
function compared to baseline and all groups 
showed similar rates of cognitive decline during the 
2 year study period. Vitamin B (200-3000 IU/day) 
has been shown to be safe and well-tolerated in 
many studies. At high doses it has been found to 
worsen blood coagulation defects in patients with 
vitamin K deficiency. 

Selegiline 

In the United States, selegiline (also known as 1-
deprenyl) is used for Parkinson's disease, and in 
Europe it is approved for dementia. While its mode 
of action is not fully known, it has been suggested 
tj'lat selegiline may act as an antioxidant or 
neuroprotective agent and slow the progression of 
AD, although, because of its effects on 
catecholamine metabolism, it could also act in a 
variety of other ways. The main side effect of 
selegiline is orthostatic hypotension (low blood 
pressure on standing, causing dizziness or fainting), 

Demeutill Rad:gmunder 2•1 

··~ 



Attachment 8 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

Page 34 of 68

Case 1:12-cr-00026-SGW   Document 5-10    Filed 05/07/12   Page 34 of 68   Pageid#: 144

-

I>emt•tllia Hc~ckgrmuuit•r 

which may be more common in patients with 
Parkinson's disease than those with dementia. 
Selegiline has been reported to be activating which 
is helpful for some patients, but may lead to anxiety 
andfor irritability in others. Drug interactions have 
included changes in mental status; seizures, and 
even death have been observed witb mePeridine, 
SSRis, and tricyclic antidep~ts, although there 
have been reports of patien• tolerating these 
combinations. 

Ergoloid Mesylates 

Ergoloid mesylate$ b!lVe txeD ® the market for a 
number of years. A i~ meta-analysis suggested 
that there might be imp.-()ftJ'Ilents in neuro­
psychological and b~oral measures, but the 
overall benefipi wge not; statistically significant. 
Ergoloid m~lates· may cause mild nausea or 
~inteatinal4istress. 

Other Agents Proposed for the Treatment of Dementia 

~ on epidemiologic data or pilot studies, other 
.ageo~ have been proposed for the treatment of 
demm:.tia; however, at this time their use is not 
~mended . 

..._,\ 

.. • ·1:.'\tro~cn - Preliminary data shov\' that t.'strogcn 
.replac~mt·nt thHapy can dd''Y onset .1ndjor 
dt·ne~lse risk of cognitivt:· loss. :\ dinir.lltri,ll is in 
progress in postmenopauo.;al v..-omcn ·with AI>. 

• Nonsteroidal anti-inflamrnatnry drugs 
(NS:\11 >s)- Hast>d on cpidcmiolo~ic d.lta, it has 
bct>n suggested that these <tgl'IH~ prntt>ct .1g.1inst 
the dcvt.c'lopnwnt of the disease. In .Kidition, 
since one theory uf the tkvdopmt•nt of :\I l 
involvt>s intl.unmation, NSl.ll >s m.ly have .l role 
in th.: tre,Hment or prev.:ntion of dementia. 

• Mel.nonin. Cinkgo biloba- Interest has been 
shown in both of these over-the-counter 
products. It should be advised that these agents 
arc market..:d with limited quality control and 
haw not been subject to safety and t•fficacy 
evaluations. 
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• Desferrioxamine- a chelating agent theorized to 
have a place in AD treatment because of the 
hypothesis that hea\'Y metals have a role in tht~ 
pathogenesis of AU. llowever, efficacy data are 
sparse. Because of the toxicity of chelating agents. 
they are not recommended for tTeatment of 
dementia. 

Managing Common Behavioral· Problems 
in Dementiau 
Disruptive behavior related to dementia is the chief 
factor leading to insd~tionalization. Common 
behavioral symptoms indude: aggression and 
psychotic features, depression, and sleep 
disturbances. 

Treatment for Psychosis and Depression13 

Psychosis and agitation are common in demented 
patients and often coexist.2 Usually a pharmacologic 
agent is the treatment of choice, but which drug is 
best for an individual case requires careful 
consideration. 

It sbot.dd be noted that the psychotic symptoms 
associated with dementia are not considered 
sdJ®phrenia even though the terminology used 
to describe behaviors may be shared between 
definitions. Furthermore, there currently is no 
treatment approved for the agitation, aggression, 
psychosis, and depression due to dementia. The 
antipsychotic drugs used to treat psychotic 
behaviors in dementia are typically those found 
effective in treating psychotic behaviors due to 
schizophrenia, but antipsychotic drugs are approved 
only for schizophrenia. 

Drug selection is b~ on the relationship between 
Jhe side effect profile and the characteristics of a 
given patient.2 

DemeuJitl Rt~.t:kgrcu.uuler 11 
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Antipsychotia 

Antipsychotics (neuroleptics): Haloperidol and 
thioridazine are often referred to as •high-potency• 
neuroleptics.u 

Atypical antipsychotic&: Clozapin" rispelidone, 
olanzapine, and quetiapine are referred tQ as 
•atypical• antipsychotics and~ associated with a 
lower frequency of extrapyramidal side effects than 
the typical antipsychotics. u } . ·· ' 

Antipsychotic agents are assoda• with serious 
complications that ~llst be CO!lfidered in the 
risk/benefit analysis for ~ent of any psychosis, 
especially in the.~ly widl dementia. 

t:xtrapyram.i.dal symp~oms ( EPS) of antipsychotic 
mcdicatio~l.'! fn~lud~;·J · 

·.· •·\ 

- Dystcnia (dis-TO E-IH.'l:'-<th )'l 

' ~ htcial grimacing 

• Torticollis (tort-tih-1<0111.-is) -spasm of 
ncck·inusck that turns ht·.td sideways and 
tCl one side 

• Oculogyric (ocl.:-l.:u-low-J\T-ric) crbis­
rot.uion of eyt'halls 

• ( >pisthotnnos ( oh-pis-I'IIOllCIIT-oh-nohs) -
backward .Hrhing of head 

P.1rkinsonism'' 

• :\kinesia (ay-l.:i-Nl:t:-sh.lh)- involuntary 
movement 

• Higidity 

• "Pin-rolling'· hand tremor 

- Akathisin (ay-k.th-TIIIZ-ct:-ah) -Continual 
ncrvous•wss and rcstlessn~:.-ss 

- brdivc dysldnesia {'1/\H-div disk-in-NIT­
shah)'', with and without EPS, may also be 
seen as an adverse t'ffcct of antip~·ychotic 
medication .... 

I! 

• ~ 
I! 

• li 
~ 

I! 
I 
I 
I 
! 
i 
I 
I 
I 
~ 

! 
i 
i 
i 
i 
I 
I 
I 
I 
I 
I 
I 
I 
J 
I 



Attachment 8 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

Page 37 of 68

Case 1:12-cr-00026-SGW   Document 5-10    Filed 05/07/12   Page 37 of 68   Pageid#: 147

-

• Involuntary movements of tongue, face, 
mouth, jaw, extremity muscles, eg, repeated 
lip-smacking, chewing, protruding of the 
tongue, jerl<y or writhing movements 

The risk of tardive dJskinesia inaeases with 
increasing dose and duration of treatment, and is 
greater in women, the elderly, and those with 
demential The risk of tardive dys)pnesia with 
antipsychotics is as high as 30% in' the elderly.2 

Neuroleptic malignant syndrome (NMS) is also a 
risk of antipsychotic medication. and is potentially 
fatal.2.9 NMS, which may occur at any time during 
antipsychotic therapy, includes the following: 
increased temperatu,re; muscle rigidity; altered 
mental status; altered pulse and blood pressure; 
sweatin~ and irregular l'leartbeat. 

~nesl 

Studies of benzodiazepines in the treatment of 
behavioral symptoms are limited by poorly 
spedfied diagnosis, a mixture of target symptoms, 
lil~Pted outcome measures, and in most cases, high 
doses of long-acting agents. Benzodiazepines have 
~ $hown to perform better than placebo, but not 
.~ well ~ antipsychotics in reducing behavioral 
problems. The most common side effects of 
ben.zodiazepines are dose-related and include 
sedation, ataxia, amnesia, confusion and delirium, 
and paradoxical anxiety. These side effects must be 
watched for, as they can lead to worsening of 
cognition and behavior problems and/or may be 
responsible for falls. 

Antiamwlsants13 

Divalproex sodium and carbamazepine have been 
shown to be effective in treating behavioral 
disturbances in preliminary clinical trials, but their 
~efficacy has yet to he proven in placebo-controlled, 
double-blind clinical trials. They do not have the 
same potential for tardive dyskinesia and NMS as 
anti psychotics. 

Some important side effects of divalproex sodium 
include: hepatic failure, pancreatitis, somnolence, 
nausea, and dizziness. Some important side effects 

Demeutiu Btu:kgrowuler ·n 
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of carbamazepine include: aplastic anemia, 
agranulocytosis, dizziness, drowsiness, and nausea. 

In psychiatry, divalproex sodium has a labeled 
indication for the treatment of mania associated 
with bipolar disdrder. 

Treatment for Depression 
Depression occurs in up to 20% of patients with 
dementia.u Patients may ~ence depression as a 
result of their pr~. PeuJ.t>nalloss, or, less 
frequently, as a reaction to lite ~ process. . . ' ,' . 

Antidepressants 

• SSRis (selective serotonin reuptake inhibitors): 
1:1uoxetine, paroxetine, and sertralinc arc first-line 
therapy for depression in patients with dementia. 
Psychotherapy is not at all useful in this 
population with impaired insight, .md these 
.1gents gt·nerally are well-tokratnl in p.uients 
with concomitant tknwntia and depres!»ion. 

• Tricyclic antidepressams: I h:sipr<1mint· and 
'11QI;tript)•line have lower .mtkhnlin~;:rgic acti\ ity 

· thai1 ~mitriptyline, which is associated v,•ith an 
i'nCrt:.'.lSl'd risl• of worsening cogniti\'l' 

' · iJTip.li rment. 

• · l'h.:nethyl.'ltnint• .mtitkpress.mt: vcnl.lf.txinc is ,,.! , , 
, .-: ... t i liSl'ful when mt~rkcd apathy is present hcc.ur~t· it 

stimul.ucs both iht· serotonergk .md adrl'nt:rgic 
I It'll rntr.lnsm itter svstem s. 1 ' 

Treatment for Sleep Disturbance 
Hypnodcs or benzodiazepines: Trazodone and 
zolpidem are useful in the shon-term treatment of 
sleep disorders that lead to wandering and behavior 
disorders during normal sleep bows. Families often 
can cope with the agitation, delusions, and other 

.. beh.iviar disorders when they occur during the 
daytime, but when sleep di59rders cause them to 
continue into the night, institutionalization is often 
considered. 13 
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Approach to Treatment of Agitation 
ana Psychopathology of Dementia 
Behavioral psychopathology due to dementia is a 
key factor in the overall manageJQent of dementia 
for three reasons: to 

1) 'lhe distress caused by behavioral symptoms is 
significant and affects the well-being of both the 
patient and the caregiver. 

2) Behavioral psychopatholog}~ especially when 
physical hyperactivity and aggression are 
involved, can be dangerous for the patient and 
tor the Glft.>givcr as well. 

3) The practice of treating behavioral symptoms 
with antipsychotic medication can lt.'ad to serious 
adverse events that further atfcct the well-being 
of the patient and caregiver. 

Dememia Bac:hgmrmder 1 s 
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Prevalence and Impact of Caregiving 14 

D. from the 1996 National Survey on Family 
caregiving was analyzed in order to provide a 
detailed description of the differences between 
dementia and nondementia caregivers. 

l1ais report showell when ~~ to_ Qther 
aJTegiwrs, bmerati4 ~'-

• spent more than 40 hours/weel< on caregiving; 

• provided assistanc:e for ~nore activities of daily 
living; 

• expcrit•nccd employme11_t complications, 
nCCl'SSit,Uing taJ<ing a Jess demanding job, taJ.;ing 
early retirement, turning down a promotion, or 
having to gi~re 4P '"'ork completely and losing 
job beneqts; 

• reported forfeiting pkasurable activities, having 
les:. timt.: for other f.1mily. holding grudges 
against otht:r family members for not doing their 
f4ir sh.1rc, .md expcrienci ng a grt.•atcr dl·grt:'c (lf 
t:tmily conflict; 

• expt:•ricrKn.l greater t•motional .md phvsic.tl 
str.1in; .md 

• c:-opt.·rierKt~d higher k·vds of financi<ll h.m.lship, 
hut both t\'pes uf caregivers spt'nt tlw same 
.1mount of llHHlt.'Y pa month on carq~iving. 
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Glossa~ 
acetylclwline- a neurotransmitter that transmits 

impulses between the forebrain, and the pans 
of the brain responsible for memory and 
infonnation processing · · 

acet}'lciJOlin.esterase {AChE) -a naturally 
ocaming enzyme that hydrolyzes 
acetylcholine • the neuron 

actit•ities of tL·1ily living (ADL'} - routine activities 
required for self-QU'C, such as bathing, 
grooming, dressing, walking, preparing 
meals, and household cleanup 

agitation - inappropriate vocal or motor activity 
that is not explained by perceived needs or 
confusion. 1Jpes of agitation include 
psychosis, delirium, depression, anxiety, 
anger, and insomnia. Agitation may take the 
fonn ofaimless wandering, pacing, cursing, 
screaming, biting, hitting, and scratching. 

t~gnosu1 - impaired recognition/identification of 
'objects despite intaa sensory function 

alanine mniuotrtJ.usferase (ALT) -a liver enzyme 
that indicates liver dysfunction; can be used 
to monitor potential hepatotoxicity 

aptJ.th}'/llegetalion -lack of interest in surround­
ings, grooming, and social interaction, 
progressing to staring into space without 
being aware of people, places, or things in 
the environment 

aplw$ia - impaired language/speaking 

.. apmxi,-,- impaired movement, despite intaa motor 
function 

brad}'c.tlrdia - slow heart rate 
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G~ (continued) 

cholinesterase inhibitors - drugs that inhibit the 
enzyme acetylcholinesterase (AChE), which 
hydrolyzes acetylcholine at the neuron; 
increases the concentration of aatylcholine 
at the nerve endings 

cognition- the "knowledge• of events that 
continually ocrur during oonsciousness. 
When cognitive abilities are impaired there is 
diminished perception, recognition, idea or 
thought conception, judging, sensing, 
reasoning, and imagining. 

Cretttzfeldt-Jakob disease -rapidly progressive 
disease of the brain caused by a transmissible 
vinas or other type of infection 

delusions - incorrect beliefs or judgments that are 
held with conviction, despite reality to the 
contrary. Delusions of grandeur: belief of 
possessing immense wealth, intellect, power; 
delusions of persecution: belief that 
peoplefsodety are "out to get you• 

demen titl - a broad clinical syndrome that involves 
global deterioration of intellectual and 
cognitive abilities. Pathogenesis is due to 
impairment of, or damage to, the central 
nervous system (the brain), but the exact 
dysfunction is not always easily defined. 

disinhibition - a state in which previously held 
social inhibitions are lost, eg, acts of 
aggression, not wearing clothes 

d)'stouia - a category of extrapyramidal symptoms 
that includes facial grimacing, torticollis, 
oculogyric crisis, and opisthotonos 

executi11e functioning- inability to plan, organize, 
sequence, think abstractly 
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extrapyramidt~l (extra-pyr-RAM-ih-dahl) effects­
side effects of antipsychotic medications, 
which include dystonia, parkinsonism,· 
akathisia, and tardive dyskinesia 

ludtucinations- seeing, hearing, smellin~ tasting, 
or feeling things that are not there; til~ false 
perception of sight, sound, smell, &Mtt. or 
touch, with no basis in_~~~ eg, seeing 
people or things that cu:e noJ ~t, feeling 
bugs crawling on skin 

Huntiugton's disease- b~taty neurological 
disease that cau.es motor, behavioral, and 
cognitive deteriora.tkm · 

multi-i1~(c1rc.t dementia (MID) -also called 
vascular dementia;· stems from multiple 
episodes of c;ereb¢ ischemia, sometimes 
referred to as •mini-strokesn or TIAs, which 
cause. the b.~ dama.ge that leads to 
d~entia"' 

oculogyric ( ock-ku-low-JYE-ric) tTisis - rotation of 
eyeballs 

opistJ1otmws ( ob-pis-1HOUGHf -oh-nohs) -
· backward arching of h~d 

parll.illsoui.sm- a combination of neurological 
signs and symptoms that include akinesia, 
masked fades, rigidity, and •pin-rollingn 
hand movements 

Pidls diseme- a type of frontal lobe dementia that 
is difficult to diagnose and differentiate from 
atypical AD. Brain imaging shows atrophy of 
frontal and/or temporal lobes. Autopsy 
findings identify Pick inclusion bodies in the 
brain. Most common between age 50 and 60, 
~ut can occur·in older population. 

prima11' dementi as- those for which no other 
identifiable disease or condition can be 
found as the cause of the syndrome 

Demeutitt Btu:kgmmuler 1'.> 



Attachment 8 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

Page 44 of 68

Case 1:12-cr-00026-SGW   Document 5-10    Filed 05/07/12   Page 44 of 68   Pageid#: 154

.,__:-; 

;.} 

--

-Hl Demelltii~ Btlckgrounder 

psychosi." - distortion/ confusion of mental state, 
emotional response, and overall ability to 
recognize reality, causing an inability to 
rdate to and communicate with otbeiS 
normally 

secondary dernentias - those for which a 
pathological process bas been found as the 
cause, eg, infections, trauma, toxic/metabolic 
disorders, circulatclly disqrdem, brain tumors,._ 
neurological d~ or conditions 

suicitlal ideation - thinking about death, the act of 
suicide, and, ways to commit suicide 

·-. - "~ 

sun downing -.agitation, confusion, and 
disorieptation beginning in the late 
afternQrin.Od becoming more severe at ni.... ' 

SJ'pllili.s - a ~ly transmitted disease that causes 
dementiain late stages 

tllTdi11e. d}'skinesia (TAR.div disk-in-NEE-shah)­
involuntary movements of tongue, face, 
mouth, jaw, extremity muscles, eg, repeated 
lip-smacking,· chewing, protruding of the 
tongue, and jerky or writhing movements 

to1"ticollis (tort-tih-KOHL-is)- spasm of neck 
muscle that turns the head sideways and to 
one side 

t•asful,u· deuwntia - also called multi-infarct 
dementia (MID); stems from multiple 
episodes of cerebral ischemia, sometimes 
referred to as •mini-strokes, • which cause the 
brain damage that leads to dementia 
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Case Studies 

Betty Green 
Betty has been brought to Dr. Hager's office by her 
daughter-in-law, Sue. Dr. Hager~ a primary care 
physician in the small town of Robinson, Indiana 
Betty is 76 years old, is widowed, and lives alone in 
the same neighborhood she bas lived in for 40 
years. On her last visit to see Betty, Sue noticed 
several large bruises on lletty's ann and leg. When 
asked about them, Betty said the "bites," as she 

·called them, were from the cat. Betty's cat died five 
years earlier and she curiently has no pets. 

Upoq physical examination, Betty is alert and 
respQnsive to questions. Betty has lost 8 pounds 
since Dr. Hager last saw her over a year earlier. He 
notices additional old bruises on her ribs, but there 
ar~ nQ other remarkable signs or symptoms of 
disease. As Dr. Hager examines Betty, she gives the 
foUowina answers to his questions: 

l)r.. Hager: You've lost weight, Betty. How is your 
· appetite? 

Betty: Well, Bill (Bill was Betty's husband) jUst 
doesn't cook like he used to, and I never was 
much of a cook. 

Dr. Hager: Have you fallen lately, Betty? 

Betty: Oh, no. I have good shoes. 

Dr. Hager: How are your grandkids? What are their 
names again? (Sue and Betty's son, Bill, Jr., have 
a five-year-old boy and a one-year-old girl.) 

Betty: Oh, we're all great. 

Dr. Hager: What are your grandkids' names? 

Betty: Well, ub, fine, fine, fine. 

lkmemia Bm:lt,'{roumler .:J 1 
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Case Studies (continued) 

Dr. Hager asks Betty to sit in the waiting room and 
asks to see Sue. Betty sits and watches a television 
game show while Sue goes in to see Dr. Hager. Dr. 
Hager interviews Sue and learns the following: 

Betty's neighbor said that Betty keeps getting lost 
when she drives them to the new mall outside of 
town. On their last trip, Betty spilled gasoline all 
over herself when she tried to fill the gas tank. Betty 
has stopped asking Sue and Bill about her grand­
children and doesn't seem to recognize them at all 
when Betty comes to visit. Sometimes she 
recognizes Sue and sometimes she doesn't. Betty 
can no longer opemte the can opener, and is unable 
to organize herself enough to cook the holiday 
meals, which had always been her favorite family 
events. She ·can't even prepare any of her favorite 
dishes. She eats mosdy cold cuts and cereal, saying 
she isn't very hungry. Sue finds the casseroles and 
soups she brings to Betty untouched in the 
refrigerator, molding, apparently forgotten. Betty is 
continually forgetting which day to take the trash 
out. When asked if there is any history of 
Alzheimer's or any other type of abnormal behavior 
in the elderly of the family, Sue relates that Betty's 
mother had gone "crazy" when she was older and 
was hospitalized at the age of 82 when she almost 
burned down her house. 

All Betty's lab work comes back normal with the 
exception of a low hemoglobin, suggesting a low 
degree of anemia. Dr. Hager suspects early 
dementia, possibly due to Alzheimer's disease. 

Dr. Hager refers Betty to a psychiatrist who does a 
full diagnostic workup and confirms Dr. Hager's 
preliminary diagnosis of dementia due to 

• Alzheimer's disease. Betty is. given a cholinesterase 
inhibitor and referred with the family to an 
Alzheimer's disease support group. Her next-door 
neighbor is hired to look in on Betty at least four 
times a day, and Betty is sent to a senior day care 
center three times a week. Her son and daughter-in­
law visit her weekly, and have taken over her grocery 
and other types of shopping. 
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Case Disa~ssion 

1) Wh<lt clues suggested a diagnosis of dementia? 
llnderline the dues. 

2) Which of th~ following symptoms of dementia 
did Betty exhibit? Cive an eX<~mpk of each 
symptom from Betty's history 

A apraxia 

B. aphasi.1 

c:. agnosia 

1>. mcmt'f)' impairment, especially recent 
lllt~ITIOf)' 

E. impaired executive functioning 

3) Name the available chi.~lincsterasc i:1hibitors that 
.ue prcscribt'd for AD. 

4) Wh.1t stage ofdemmti.l dn rou think Bcuy is in? 
Why·? ' 

5) 1\s IJetty cnlt.'rs the later stages of AD, wh;H 
symptorns/b,:! •. wior might c.1us.: hc1· til !-.'-· 
hospitali.-cd !, 

Answers 

1) Betty has been brought to Dr. Hager's office by 
her daughter-in-law, Sue. Dr. Hager is a primaty 
care physician in the small town of Robinson, 
Indiana. Betty is 76 years old, is widowed, and 
lives alone in the same neighborhood she has 
lived in for 40 years. On her last visit to see 
Betty, Sue noticed several large bruises on Betty's 
arm and leg. When asked about them, Betty said 
tbe •bites. • as she called them. were from the 
cat· Betty's cat died five Years earlier and she 
currently has no pets. 

Upon physical examination, Betty is alert and 
responsive to questions. ~has lost 8 pounds 
since Dr. Hager last saw her over a year earlier. 
He notices additional old bruises on her ribs, 
but there ve no otber remvkable siBJlS or 
symptoms of disease. AB Dr. Hager examines 
Betty, she gives the following answers to his 
questions: 
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Case Studies (continued) 

Dr. Hager: You've lost weight, Betty. How is your 
appetite? 

Bett)': Well. BiiJ (Bill was Betty's husband) iust 
doesn't cook like he used to. and I never was 
much of a cook. 

Dr. Hager: Have you fallen lately, Betty? 

Bett)': Oh. no. I have sood shoes. 

Dr. Hager: How are your grandkids? What are 
their names again? (Sue and Betty's son, Bill, Jr., 
have a five-year-old boy and a one-year-old girl.) 

Betty: Ob, we're all great, 

Dr. Hager: What are your grandkids' names? 

Betty: We)l, uh, fine. fine. fine. 

Dr. Hager asks Betty to sit in the waiting room 
and asks to see Sue. Betty sits and watches a 
television game show while Sue goes in to see 
Dr. Hager. Dr. Hager interviews Sue and learns 
the following: 

Betty's neighbor said that Betty keeps getting lost 
when she drives them to the new mall outside of 
town. On their last trip, Betty ~pilled sasoline all 
over herself when she tried to fill the gas tank. 
Betty has stopped asking Sue ·i»d Bill about her 
grandchildren and doesn't seem to recognize 
them at all when Betty comes to visit. 
Sometimes she recoanizes Sue and sometimes 
she doesn't. Betty can no longer Qperate the can 
opener, and is unable to orpnize herself enough 
to cook the holiday meals, which had always 
been her favorite family events. She can't even 
prepare any gf her favorite dishes. She eats 
mosdy cold cuts and cereal, saying she isn't very 
hungry. Sue finds the cas.,eroles and soups she 
brings to BettY untouched in the refrigerator, 
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molding, apparently forgotten. Betty is 
continually fcqettins which day to take the 
trash out· When asked if there is any histocy of 
Alzheimer's or any other type of abnormal 
behavior in the elderly of the family, Sue relates 
that Beny's mother had gone •crazyn when she 
was older and was hospitalized at the age of 82 
when she almost burned down her houx 

All Betty's lab work comes back normal with the 
exception of a low hemoglobin, suggesting a low 
degree of anemia. 

2) A. Apraxia 

spilled psoUne 

can no longer ooenue the can opener 

B. Aphasia 

Betty called bruises "bites" 

Oh. no. I have sood shoes. 

C. Agnosia - Agnosia is impaired recognition/ 
identification of an object despite intact 
sensory function. The history did not include 
any examples of agnosia. 

D. Memocy impairment, especially recent 
memory 

Bill doesn't cook like he used to and I never 
was much of a cook. 

Betty's cat had died five years earlier and she 
currently has no pets 

Food untouched in the refrigerator 

Well. uh. fine. fine. fine. 

Getting lost driving to the mall. 

Betty had stopped asking about her 
B@ndchildren. 

lJememitl Bacllgmumler 4 '1 
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Case ~tudies (continued) 

Doesn't seem to recggnize them at all 

Sometimes she doesn't reroanize Sue. 

E. Impaired executive functioning 

Unable to otganize hersdf enough to cook 
the hoUday meals 

Couldn't prepare any of her favorite dishes 

Unable to schedulqpredict which day to take 
the trash Out 

3) Tacrine, donepezil 

4) Mild-to-moderate. Impairment is mild, but Betty 
is still able to perform most activities of daily 
Uving and is able to live alone, with 
supervision. 

5) Behavioral/psychiatric problems 

Incontinence 

Joe Dougherty 
Joe and Mary Dougherty are 68 and 72, 
respectively. Joe has had hypertension since he was 
in his 50s. At the age of 64, Joe had several TIAs 
(transient ischemic attacks) during a six-month 
period, followed by a major stroke that left him 
with right-sided weakness. He walks with a walker. 

In the past two months, Joe has become 
increasingly forgetful and confused and has 
experienced aphasia, agnosia, and worsened gait. 
Mary has awakened several times to find him in 
another part of the house. When Mary has 
awakened him to bring him back to bed, he has 
become angry and belligerent, telling her to go away 
and let him be. He is no longer able to shower or 
shave himself. 

!: 
t: 
c 
c 
>c 
c 
E 
E: 
c 
~ 

= !::: 
~ 

i!!: 

= 
~ 

= 
E: 
!:: 

= 
= 
~ 

= !:: 

e: 
~ 
e: 
P!:; 

~ 

~ 

t!: 
~ 

., "'""""'-"~·'·="''• -·~~ 



Attachment 8 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

Page 51 of 68

Case 1:12-cr-00026-SGW   Document 5-10    Filed 05/07/12   Page 51 of 68   Pageid#: 161

In the evening, he has started pacing up and down 
the hall with his walker, and often talks angrily to 
people who are not there. He has tried to slap Mary 
on a couple of occasions when she was be)pil;lg·bim 
get ready for bed 

Mary has brought Joe to the neurologist and 
explained his latest symptoms. A complete physical 
exam has revealed no apparent ph}Biological cause 
of the symptoms. 

Case Discussion 

Questions 

1} Based on the history so far, what might the 
diagnusis be? 

2} Underline the major factors that suggest this 
diagnosis. 

3) What stage of this condition b Joe in? State your 
reasons. 

4) \\'hich of lot~'!'i symptoms could be cnnsidt'rt>d 
"sundowning":' 

5) \Vhich of th"· foilowing medications 111ight tht· 
neurdiORist prcscriht' f.,r jo(c·? Lxpl.li n your 
rationak f, 1r choosing •.1r nth choc>sing carh typl· 
of drug . 

. \. hyp11l>tic 

B. antiC<lm·uls;,nt 

( .. d10lincstcrasc inhibit•H 

.Answers 

1) Multi-infara dementia, vascular dementia 

2) Joe and Mary Dougheny are 68 and 72, 
. respectively. Joe has bad h)!J)ertension sjnce be 

- - .. " was in his 50s. At the age of 64, Joe had several 
11As (transient ischemic attacks) during a six­
month period, followed by a major stroke that 
left him with right-sided weakness. He walks 
with a walker. 
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Demnr I itl Barl?gmuutla 

Case Studies (continued) 

In the Past two months. Joe has become 
increasingly forgetful and confused and has 
experienced aphasia. aanosia. and Worsened gait. 
Mary has awakened several times to find him in 
another part oftbe house. When Mary has 
awakened him to bring him back to bed, he has 
become angry and bdligerent. telling her to go 
away and let him be. He is no longer able to 
shower or shave himsd{ 

In the eyening, he has staned pacing up and 
down the hall with his walker, and often 1alki 
angrily to peo.ple who are not there. He has .ttie.d 
to slap MaiY on a couple of occasions when she 
was helping him g~t ready for bed. 

Mary has brought Joe to the neurologist and 
explained his latest symptoms. A complete 
physical exam has revealed no cwparent 
physiolosical cause of the symptoms. 

3) Severe-to-profound 

Joe is having difficulty using the bathroom, and 
is experiencing sundowning and agitation/ 
aggression. 

4) In the evening. he has started pacing up and 
down tbe hall with his walker and often 1al.ka 
angrily to people who are not there. He has tried 
to slap Ma.JY on a couple of occasions when she 
was helping him get ready for bed. 

Mary has awakened several times to find him in 
another Part of the house. When Mary has 
awakened him to bring him back to bed, he has 
become anBIY and bdlicerent, telling her to go 
away and let him be. 
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5) A. Hypnotic 

Short-term use of a hypnotic or 
benzodiazepine might be indicated to help 
Joe (and Mary) get a good night's sleep. 

B. Anticonvulsant 

An anticonvulsant might be indicated for 
treatment of agitation/aggression. 

C. CholinesteiaSe inhibitor 

A cholinesterase inhibitor would probably 
not be used in this case since it has already 
advanced to the severe/profound stages. 

D. SSRI 

Joe does not show any major symptoms of 
depression for which an SSRI might be 
indicated. 

..~.:.. . : 
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I> em en 1 i a Bacllgromulcr 

Dementia Backgrounder- Qu~ 
1. Which of the following statements is not true? 

A. Dementia refers to cognitive and/or 
psychological deterioration associated with 
organic brain dysfunction. 

B. Dementia is more prevalent in the elderly, 
and the prevalence of dementia is increasing 
in the United States and the world as the 
'*baby-boomers • age. 

C. There is no cure for dementia. 

D. Dementia is referred to as a •functional" 
brain disease because it has no organic 
pathogenesis. 

2. Mark each statement True or False. 

A. Primary dementias are those for which no 
othe.r identifiable disease or condition can be 
found to be responsible for the syndrome. 
=fy~ 

B. Secondary dementias are those for which a 
pathological process has been found as the 
cause. "1vlA.U 

3. What neurotransmitter is the target of 
cholinesterase inhibitors? 

A. glycine 

~ acetylcholine~ 
C. alanine aminotransferase (ALT) 

D. phenothiazine 
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4. What is known about the pathologic process 
that occurs in Alzheimer's disease? 

AD is accompanied by a loss of cholinergic 
neurons, and acetylcholine is reduced by as 
much · · s with AD. 

B. The concentration of acetylcholine at the 
neuron accumulates to toxic levels, 
eventually causing such symptoms as 
hyperactivity and aggression. 

C. Cholinesterase is absent from the neiVe 
endings in the brain. 

D. Cognitive functioning is accelerated by AChE. 

5. One of the cholinesterase inhibitors, tacrine, 
used to treat AD is associated with 
asymptomatic, reversible in as 
many as 30% of patients. 

A. aggression 

B. depression 

D. bradycardia 

6. Which of the following drugs, believed to slow 
the progression of AD because of neuroprotec­
tive effects and antioxidant properties, is used 
for Parkinson's disease in the United States, and 
is approved for dementia in Europe? 

CA. selegil0 

B. donepezil 

C. trazodone 

D. haldol 

E. vitamin E 
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Dementia Backgrounder- Qu~ (continued} 

7. Antipsychotics: 

A. are also referred to as neuroleptics. 

B. include haloperidol and thioridazine. 

C. are considered "high-potency." 

D. include clozapine, risperidone, olanzapine, 
and quetiapine. 

E. All of the above 

A. are also referred to as neuroleptics. 

B. include haloperidol and thioridazine. 

C. are considered "high-potency." 

~. D. include clozapine, risperidone, olanzapine, 
and quetiapine. 

E. All 

F. A, B, C 

9.True~ 
Typical antipsychotics are associated with a 

· lower frequency of extrapyramidal side effects 
than the atypical antipsychotics. 
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10. In the treatment of dementia, benzodiazepines 
are effective in the treatment of certain types of 
agitation and behavioral problems, but they 
generally are not as effective as antipsychotics. 
Which of the following is true about the side 
effects of benzodiazepines? 

A. They are dose-related. 

B. They include sedation, ataxia, amnesia, 
confusion and delirium, and parapoxical 
anxiety. 

C. They can lead to worsening of cognition and 
behavior problems, and/or may be 
responsible for falling accidents. 

c;; AlLof the abo~ 
E. B&C 

n. What is true about the use of the anticonvul­
sants, divalproex sodium and carbamazepine, in 
treating behavioral disturbances in dementia 
patients? 

A. They have been shown effective in 
preliminary clinical trials. 

B. They have been shown effective in many 
placebo-controlled, double-blind clinical 
trials. 

C. They do not have the same potential for 
tardive dyskinesia and NMS as 
anti psychotics. 

D. None of the above 

~ 
F. B &C 
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I >eme11 cit I Had?grm t11ti£'r 

Dementia Bac~rounder- Qu~ (continued) 

12. Which of the following statements is true about 
depression in dementia? 

A. Depression occurs in up to 20% of patients 
with dementia. 

B. Patients probably experience depression as a 
result of their progressive neuron loss. 

C. Intensive psychotherapy is useful as an 
adjunct with a course of antidepressant drug 
therapy. 

D. All of the above 

13. Which is not true about the treatment of 
depression associated with dementia? 

A. SSRis may be used, and include desipramine 
· and nortriptyline. 

B. SSRis may be used, and include fluoxetine, 
paroxetine, and sertraline. 

C. SSRis are first-line therapy for depression in 
patients with dementia. 

D. SSRis generally are well-tolerated in patients 
with concomitant dementia and depression. 

E. Tricyclic antidepressants have no 
anticholinergic activity and are not effective 
in dementia patients. 

F. Amitriptyline is associated with an increased 
risk of worsening cognitive impairment. 

~ 
H. B&F 
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~·! 
Hypnotics, or benzodiazepines (trazodone and 
zolpidem ), are useful in the short-term 
treatment of sleep disorders that lead to 
wandering and behavior disordet:S during 
normal sleep hours. JS.Truee 
Dementia caregivers and caregivers for other 
chronic illnesses have a comparable burden in 
temis of hours per week giving care, 
employment complications, stress, mental and 
physical health problems, compromised leisure 
and family time, and general family conflict. 

16. In elderly patients, why should drug therapy be 
started with lower doses and dosage titration 
progress more slowly than in a younger 
population? 

A. Because the elderly often have decreased 
renal clearance of drugs and decreased 
hepatic metabolism. 

B. This population often has multiple medical 
conditions requiring attention for drug 
interactions and side effects. 

C. Elderly patients are less likely to experience 
the beneficial extrapyramidal effects of drugs. 

D. In elderly patients, some medications make 
them more susceptible to anticholinergic side 
effects, and may lead to worsening of 
cognitive deficits, confusion, and possibly 
delirium. 

E. A, B, C 

~ 
G. B, C, D 

Dcmwmitl Rt~c/.·groumter ·,' 
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_i 

---

Dementia Backgrounder- Qu~ (continued) 

1 '1. Mark each of the following statem ~ 
False. ~ 
A. Delirium is a type of agitation syndrome in 

which the consciousness and cognition of 
the patient change, with fluctuations over 
minutes to hours. (fYc,......e..-

B. The cause of ddirium may be a medical 
condition, which requires .Jmmediate 
diagnosis and treatment. $V..V 

~or False? 

~ession in dementia patients may be 
mistaken because of its resemblance to medical 
illness ( eg, weight loss, sleep disturbances, 
fatigue) or dementia ( eg, flat affect, loss of 
interest, poverty of speech). 

19. Which of the following is not considered a type 
of anxiety experienced by patients with 
agitation? 

A. Nervousness, fear," or physical complaints, 
such as palpitations or stomach disorders 

B. Obsessive concern over the safety of their 
belongings or the whereabouts of their loved 

Observation of angels watering flowers on 
the windowsill 
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-

20. Which of the following is described as the 
clustering of agitation, confusion, and 
disorientation beginning in the late afternoon 
and becoming more severe and at night? 

A. hallucinations 

~~ 
C. psychosis 

D. hyperactivity 

E. insomnia-induced aggression 

21.. Anger that is accompanied by physical aggres­
sion, such as pushing, slapping, scratching, and 
extremely loud and extended yelling, is 
considered: 

~ 
B. mild 

C. sundowning 

D. paranoid 

22. Which of the following is not considered the 
most common reason for institutionalization in 
dementia? 

A. delusions 

B. insomnia 

C. agitation 

D. sleepwalking 

~ 

Dementia Bac/~gromuler "i'l 



Attachment 8 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

Page 64 of 68

Case 1:12-cr-00026-SGW   Document 5-10    Filed 05/07/12   Page 64 of 68   Pageid#: 174

1: 

,,(I l km'''ll ia Ut~e/;~rmmdt•r 

Dementia Backgrounder- Qu~ (continued) 

23. Which of the following is not an extrapyramidal 
effect of antipsychotic medications? 

A. dystonia 

B. parkinsonism 

C. tardive dyskinesia 

~ 
For questions 24-28, match the word or phrase 
with its correct description listed below. 

A. fadal grimacing, torticollis, oculogyric crisis, 
opisthotonos 

B. akinesia, masked fades, rigidity, •pin-rolling" 
hand movements 

C. dystonia, parkinsonism, akathisia, tardive 
dyskinesia 

0. involuntcuy movements of tongue, face, 
mouth, jaw, extremity muscles, eg, repeated 
lip-smacking, chewing, protruding of the 
tongue, jerky or writhing movements 

E. increased temperature, muscle rigidity, 
altered mental status, altered pulse and 
blood pressure, sweating, irregular heart rate 

24. Dystonia /4 
25. Extrapyramidal effects C 
26. Parkinsonism ~ 
2'1. Tardive dyskinesia 'D 
28. Neuroleptic malignant syndrome -6 
29. Which of the following types of dementia is 

most likely to have a gradual onset? . 0 Alzheimel'~~/ 
B. Vascular dementia 

C. Pick's disease 

~ 

~ 
~ 
~ 
~ 
·!l 
~ 

~ 
~ 

~ 
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30. Which of the following types of dementia is 
most likely to have a sudden onset? 

A. Alzheimer's disease 

~lardememi~ 
C. Pick's disease 

D. Parkinson's dementia 
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~ 
Qu~Answers ~ 

~ 1. D 

2. True, True 

~ 3. 8 

~ 4. A 

5. c 

~ 6. A 

7. F 

~ 8. D 

9. F 

~ lO.D 

11. E 

~ 12.E 

13.G 

~ 14.True 

15. False ~ 16. F 
lq 

11. True, True ; 

e: 
18. True 1!:: 
19.C I!: 

. 20.8 1!: 
2l.A E: 
22.E e: 
23.0 ~ 

~ 

e:: 
lir 
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24.A 

25.C 

26.8 

27.0 

28.E 

29.A 

30.B 
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• 

• 

Program Components.: 

~Y 1 (Sam - 5pm) ClASSROOM 

Lon1 Term Col'e' (LTq Overvi~w 

1. The Aging of An,erlca 
a.. Facts and figures 
b. Trendi 
c. Projections 
d. Where aging Amert(:ans live (types of LTC facilitles) 

'/. Long Term Care (LTC) Rules and Regulations 
a. Federal statutes £t State laws 
b. Regulations specifically impacttn~ l TC pharmaceutical care 
c. Quality Indicators and pharmaceut:tcat opportunities 

f l<ey Oedsfon Makers ln Long Term Care 
a. Tnstttuttonat CTC Pharmacy (operatlOns ana COflSUltlngl 
b. Nursfn~ facility staff 
c. ~dkaLDfr~ 
d. CormnunfcaUon sk1lts worll.100p 

Day 1 (Sam- lln) SITEVIstn 

Th~ Prvvtder/Consultlnt Pharmtclrt 

Specific Duties and Tasks 
a . Speeialfted medication packaging 
b. MediOltion Ordering 11nd Dispensing 
c. IV and other "special" medfcationi 
d. Staff 

Techntctans, Medfcal Record cterks. 6illfng and Acc:ountin~statf, Customer 
Support staff, Medical Supply staff, Enteral Therapy. etc-. 

l. Spe<:(al 5ervkes Provided- Dispensing Pharmacy 
a. Medtcai records (charting forms) 
b. tnflSion therapy training 
c. Medical suppUe~ 
d. Medicare Part 8 billing (enteral, \",ielJnd care1 urological) 
e . SpeclattLed Bfllfng (medicaid, medicare, Insurance. capltated conuacts, etc .. ) 
f. Emergency medication 
g. Drug Information services tl4hf/day) 
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Day l (con't) SITE VISITS 

) Specfflc Ol.lt.JeS and Tasks - Consultant Pnarma.dst 
a. Patient as-sessment 
b. Drug regimen reView 
c. f.N!d pass and treatment observatiOns 
d, Med .storage/cart reviews 
e, Review of procurement, receipt, storage, dfstrlbutlon & l)dmtnistr"tion of 

medications in the long· term care facflity 
(. Drug destruction and/or rerums 
g 1nservtce presentations 
h. Meelfng attendance and presentatf.ors 

<4. Interaction with Pharmaceutical h\anufacturer Representatives 
a.. Setting up meeting with key dedsion makers 
b. Contracting 
c Formulary issues 
d. Mar.l<et share issues 
e , lunch/dinner presentatforn 

5 Spec:iaf SeMces Provided 
a. Research (Phase JV and Outcomes) 

Nursing FacUlty 
a. lntervJew w1th key staff 

I. Admihistrator 
II. Direc,tor of Nursfng 

111 . Staff Nurses 
IV. CNAs 

h. Medkatfon adrrlfnlnratton observation 
c. Rev1ew of consultant pharmacist's actfvitles 
d. Discussions With patients 

~. Assisted liVIng fadlrty 
a. Interview w1th key staff 

f. Director 
H. CAN 

b. Medication Observatfon (compare wtth nursfllJ facii•M 
c. Review of consultant pharmacist's actMtfes 
d. OfKVSSion with patients 

), MEdkal Director 
a. Role in the nursfng tadtity 
b. Speciffc dutfes and respon:slblllt (e~ 
c. Interaction with key facllrty staff 
d. Interaction '-Vtth the l TC pharmacists and consultants 
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.. 
DAV 2 C1p- 5p) REVIEW &-DISCUSSION 

1. ReView of Participant'$ Experiences 

2. Reimbursemenl (Medicaid&-Medicare) Challenges for the LTC lnduslty 
a Prospective Payment System (PPS) 
b. Cost-Based Payment System 
c. Pharmacy reimbursement 
d. Contracting 

3. Therapeutic lnterdlange 
a. How to select preferred products 
b. How to design therapeutic interchange programs 
c. C.ollaboratiVe practice i!greements 
d. Bendlmark!ng and monitoring 

4. Discussion of Applicability of LTC EXperience to Sat~ 
a. Who are the decision makers 
b. How to conduct sales rr.:etings 
c. What dedston makers want to ~r 
d. How to present your produc:ts 

• S. Summary li Cooc:1us1on 

• 
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• 

• 

• 

Purpose 

As the fastest growing segment of health 
c;are, the long term care (LTC) market: 
accounts tor nearly $5.7 billion ifl total 
pharmaceutical purchases. 

Gray1ng of America 

Graying of America 

~~.r---------------~~~~ 
·- lau------------:='llll'i~£....1 

~Jr-------~~~~~ 

l!Gj.l------,.~::n~-1 
.al.l-----..1!n.-,....,. 
:JOif-- -r,_-l 
)111.1-----l 

•ol.._----1 
o:.O..-..&-

• 

. \IV~ 
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• 

• 

• 

Americans Over 50 Years Old 

• SS% of alt health care spending 
• 61% of all OTC spending 
• 74% of all prescription drug 

expenditures 

Elderly = 65yr & Older 
• 34 mllhon Amenans who are currel'ltly 6S llcvttr 

make up 12.6% of population but uti lin 
• 444% of all hospital days 
• 40% of all Visits to internists 
• 33% of the nation's personal health""'" 

expenditures 
• <40% of all mediations 

• 2.8 b1lliori preso.iptjom 

% of US Population 

~~----------------------~ 

-~--------------------~ 

noo 101 tHO t..o I'll '11#1' »111' ...,. 
-= \lsc ..... -.ldlo ....... 

2 



REDACTED

Attachment 9 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

Page 11 of 182

Case 1:12-cr-00026-SGW   Document 5-11    Filed 05/07/12   Page 11 of 182   Pageid#: 189

• 

• 

Elderly : 85yr & older 

• 3 million Americans 
" L2o/o population 
" ax the hospital resources 
• 2x the presaiption drugs 

• . Fastest growing segment of elderfy 
• Will doub'le by 2025 (.5.2 rtlllllon) 
• 25% live in NHs 

Age 65 Life Expectancy 

Why All the Fuss? 

"Medications are probably the srngle 
most Important health care 
technology In preventing illness, 
disability, and death in the geriatric 
population." 

3 
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• 

• 

Objectives 

Upon 1M ~lc>n of thi& ~~~~. 1n. Mtlli'ldM 1111111 .,. 
et:k to: 

• D.tln•L"TC 
• R«<Onrze Lt'C customer.; 
• Identify key re,ulat!onJ 
• List the lc~ decl~on-f'!llk~ who 1!'1-ke.l.lp 1M 

l TC ph1rmacy a. flclllty te.ms 
.. Describe • typical LTC ph•rm•cy operation 
• Identify tilt chtllflftgcs flelng ttle LTC lndustrv 
• Undfntand how Abbott Pll•rma~utiCllls can 

partner wlth LTC. pharm•clcs and t.-cllities 
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• 

• 

• 2002 

Long-Tenn Care Patients 

People who have functional 
limitations or chronic health 
conditions and who need ongoing 
health care or aiiSistanca with 
normal actiwities of daily liwing 
(ADL). 

Activities of Daily Living (ADL) 

• Eating 
• Transferring (to and from bed, chair, 

etc ... ) 
l> Ambulating 

• Tolletlng 
• Dressing 

>Grooming 

>Bathing 

Traditional Long-Tenn Care 

• Takes place In Nurslno Fadlltles (NF) 
)>Subacute service, 

.IV-.111', ~~- 113, [ ...... 1111-111111 ca111) 
>Rehabilitative .ervices, 

)>'fhlnljlllll- .-.11:1 ptor flftUcnlllg laoell 
l> Medical Mrvicee, 
)>Skilled nursing eervlces, 
)>Supportive sccialtervlces 

2 
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• 

• 

Nursing Facility (NF) 

• State licensed 
• Skilled nursing 

available 24hr/<IIIV 
• Residents need 

frequent medical or 
nursing support 

• Average size: 106 
beds 

• Restorative or 
maintenance 
assistance w1th: ... ~ 

•l!iltiJ1a 
a .l:lmloiftg 
• Ambullltiftg 
o Toiletiftll 
• a.thlftg 
a GroomlftS 

Catled ·I'IISidellb· 

Growth in Nursing Facility 
Residents 

~~------------------~ -

·= [.t·.· -.: 
0 . 

··-

NF Beds vs Elder1y Growth 

• 2~~--------~ 

·' 
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• 

• 

• 

Traditional Nursing Facility Goal 

> Rehabilitation 
> Community Involvement 
> Encounsgement of resident "living" 
> Focus on resident's total needs 

Nursing Facility- (Medicare A) 

• Highest level of care 
• Requires an RN available 24hr/day 
• PT, OT, ST, RT 
• 100 days per event 

• J·day hospital stay 
• Qualifying Illness 
• 20 day5·100%, 80 day5·80% 

Medicare Part A Costs 

• 1999 - $9.6 billion 
• s % of total national Medicare 

expenditures 

• PPS reimbursement 
• MDS 
• RUGa 
• Olplbited 

~----------~[] 2002 4 
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• 

• 

Nursing Facility- Subacute 
(Medicare/Insurance) 

• Merges Intensity or hospital services with 
operation of a nursing home 

• Reduces cost of care ror seriously Ill 
patients 

• May be a wing or the hospital or a SNF 
• 35,000 - 45,000 beds In USA dedicated to 

Subacute care 
• Goal: To stabilize serlously ill patients 

(cardiac, pain, extensive wounds, or other 
labor Intensive problems) so they can be 
moved to less care-Intensive fadlltles 

Nursing Facility 
(MedicaidiPrivate/1 nsurance) 

• LDwer level of care 
• No requirement for 24hr RN monltor1ng 
• Medical, nursing, and social services 

provided ... but little PT,OT, ST 
• Room and board of persons not capable 

of Independent living due to Inability to 
perfonn ADL's 

• Cost based 
• MDS - case Mix 

Medicaid I Private Costs 

Medicaid 
• 1999- $43 billion 

• 2l'Ml of total 
Medicaid 
expenditures 

Private 
• 1999- $38 billion 

Total NF Costs 1999- S90 btlllon 
ZOOO - S92. 2 button 

• zom~------------------~ 5 



 

 

 

     

        

   
      
    

        
     

      
   

        
 

      
     

      
 

 
 

 
  

REDACTED

Attachment 9 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

REDACTED
REDACTED
REDACTED
REDACTED

REDACTED
REDACTED
REDACTED
REDACTED
REDACTED

REDACTED

Page 20 of 182

Case 1:12-cr-00026-SGW   Document 5-11    Filed 05/07/12   Page 20 of 182   Pageid#: 198



REDACTED

Attachment 9 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

Page 21 of 182

Case 1:12-cr-00026-SGW   Document 5-11    Filed 05/07/12   Page 21 of 182   Pageid#: 199

• 

• 

• 2002 

Hospitals 
• Approximately 20o/o d hospitals are in the 

LTC market 
• Slcllle.d beds tor short-tenn care to sub­

acute patients 
• Stroke 
•COPB 
• Orthopedic 

• Average stay 100 days 
• DR.G debate 
• Going away? 

ICF- MR 
• Mentally retarded patients 
• Slightly different regulations 
• Usual age 5 • 25 
• May also be cared for In: 

• Group residences 
• Semi-Independent living flcllltles 
• Sua Institutions 

• High emphasis on education and social 
programs 

• Aver.~ge stay 15 YUB 
called "dlents" 

Home Health Care 

• Fastest growing sector of health care 
• Nursing care provided In the 

patient's home 
• Medicare and lnsun~nce Is usual 

payor 
• Durable medical equipment (OME) 
• IV therapy 
• Ostomy/wound care 
• Nutr1tional supplements catted •patterM" 

• Skilled nursing 

7 
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• 

• 

• 2002 

Home Health Care Costs 

• Averaae Medicare home health viSit costs 
$85/VfSit In 1996 

• Costs 1999: $34.5 billion 

• Home care costs 
• 44'lb paid by MediCIIn! 
• 14"11> paid by Medicaid 
• 42'lb paid by private Insurance 

HC:P'A ...,.., Siummet 2001 

Corredional Facilities 

• Growth In pr1son 
population Is 
leading to more 
elc3er1y pnsoners 

• Similar physical 
problems seen In 
other LTC settings 

• Average stay s yrs 

Calllld • m· 

~ J""J-
... IS") A \ ~~ 

~ -q c{..r ~--~ !-1 (/'- 0 
...--------...,;,;;;;..:;......____, .-1 v ~(r' >-~~~~ 

Hospice f /\ 
• care for the tenninally ill (home or 

institution) 

• Medicare and private Insurance pays 
• Typical patient 

• C.ncer 
•AIDs 
• Alzheimers (end stage) 
• COPD, emphysema 

• Average stay 2 months (6 mo limit) 
• Pr1marv emphasis Is PAIN MANAGEMENT 
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• 

• 

• 2002 

Senior Housing Occupancy 
Rates 

:::~~--;r--~r-------_, -­... _ .... _ 
..__ 
•a.--­,.._ 
70.-

-PIG:--c:..•tllo-....... -c..-

Disabilities Can Lead to 
Institutionalization 

Same Patient - Different LTC 
Facility 

Nursing Facility Assisted Uving 
• 75"" female ---- • 75% fllmale 
• Ave111ge age - 85 • Aw111ge age - 85 
• Avenge # meds - ,....__ • Avenge # meds - 9 
• Medical model ...... _ ...... -...... • Social model 

• Medicaid/Medicare --·• • Prtvalll pay 
• CON (bed conb'OI) ·- • No or limited CON 
• Highly reGUlated .. ---• • Uttle 1'119Uiation 
• Aven~ge stay- 1.5yr-·-·• • Av~~n~ge stay- lyr 

10 
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• 

• 

• 2002 

Who Lives in a Nursing Facility? 

• Amer1cans with a nursing home 
address ... 

• 5.3% over age 65 

• 2% All'lertcans age 65-74 
• 6°A. Americans age 75-84 
• 23% Americans age 85+ 

Who Uses NF Care? 
• 89.3% over age 65 
• 7~ are women 
• 10.7% ages 1-54 

* Nu .. .; Hoa• Asiaaii:M- DID 

• Average NF resident - 4 AOLJi, 
• Average home health patient - 2.5 AOLJi, 
• Average AJ.r resident - 1 AOLJi, 

Who Uses NF Care? 

• 70 - 80o/o of USA facility 
population Is dlsortented 
or memory Impaired 

• 34.5"11 Depreasion 
• 6.9% Psychiatric DK I

~""··~~ 
,: 

.. 
'• 

11 
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• 

• 

• 2002 

ABC: The Key Symptom 
. Domains of Alzheimer's Disease 

Behavior Disturbances 
Exhibited in Dementia 

Behavior Disturbances 
Exhibited in Dementia 

12 
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• 

• 

• 2002 

Fadors Leading To NF Care 

• Absence or family 
• Exhaustion of ftnandal ruources 
• Burden on existing family members 

• Tndltlonal ure given (women) are 
Increasingly In the work force 

• Family size Is decruslng 
• Rlllnt lihl expectancl• find dllldre11 urtng for 

very old parents wfllle they them~~elves are 
elderiy and lacking stamina 

Fadors Leading To NF Care 

• Women are more likely than men to 
enter a nursing facility. 

I...Watlme risk of betng In a NF at age 65: 
52'!1b women • 30'!1b men 

• Lack of children 
37'!1b of NF reslcleftts lack children 
l!I"AI of community dwelling elderly lack children 

• Lack ol' spouse 
84% of NF nlllldents lack spouse 
45% of community d-lllng elderly lack spouse 

NF - ADL Total Dependency 

• Eating 
• Transfen1ng 

• AmbutatinQ 
• Tolletlng 
• Dressing 

•Grooming 
• Bathing 

34.2o/o 
68.4°A:I 

26.64MI 
75.2% 
81.2°AI 

79.8°4 
50.6% 

13 
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• CONGRATULATIONS ll 

• 

• L2~~----------~ 
14 
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• 

• 

• 2002 

Objectives 

Upon CDI!Ipl«bb of tllliJ aedbl, U. attendee will be Die to: 

• Recognize key legislative actions that 
have Impacted the LTC Industry 

• Identify spedflc regulations that effect 
medication use In the l TC industry 

• Differentiate how Abbott Laborator1es' 
products can offer a benefit to the 
facility by Improving compliance with 
regulations 

Government Involvement In LTC -
NF 

• L.TC (Nursing Fadllttes) Is the most heavily 
regulated lndustty 
• CI'IS (Center for Medicaid and Medicare 

Servlcas) 
• f'uo'm8rly called: HCFA (Health care l'lnance 

Admlnllltnltbn} 

• State or Federal agendes have authority to: 
• im- nuteatl'\' Ina UD tD S 10.000/d., 
• ~ edmlsllmal tD ltla tadltty 
• cut aff Medicaid runda 
• ....,.. monr.cn In lfl' 
• hire tempcrwy managers rcr ltle Nf If the filf is 

'-lng difficulty compltlnQ 

• Over 300 pages of regulations (188 regs) 

Top 1 0 Deficiencies 

1 
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• 

• 

• 

Omnibus Budget Reconciliation 
Act (OBRA) 1987 

• Introduced "dlemlcal restraint" regulations 
• Required Close reductions & behavior 

monitoring on psydlotroplt medla1tions 
• Alltlpsychoth:s 
• Allxlolytlcs 
• Sedltive/Hypnotlcs 

• Specified medialtton administration 
observation (med pass) procedures 

V\lhy Be Concerned With ·chemical 
Restraints"? 

• 70-80o/o% of NF 
residents sutTer 
from dementia 

• Dementia mimics 
psychosis In many 
domains 

Frequency of Patients With AD-Related 
Psychopathology During 3 Years of Follow­

Up 

~----------~[] 2002 

/ 
/" 

2 
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• 

• 

• 2002 

Balanced Budget Amendment 
(BBA) 1997 

• Cost control effort 
• Introduced Prospective Payment System 

(PPS) 
• Introduced Medicare "managed care" -

Medicare+ choice 

Reimbursement NF = SNF + ICF 

SIQLLED CARE 
(lO'!b l'ledlcant) 
• l'ledicare 
• Private Pay 
• Insurance 8t l'lanaged 

Olre 
• Olpltltion 
• l'laximum stay 100 days 

(Avg my tO days) 
• DRUGS INCWDED 

UNSKILLED (JCF) 
(47% MCD/43% other) 
• Medicaid 
• Privata Pay 
• ln111rance 
• Capitation 
• Maximum Btey Indefinite 

(Ava st.y 1.5 ye~ns) 
• DRUGS Biu.!D 

SEPARATELY 

Medicare vs Medicaid 

Medicare 
.Adl'lllinisteml fede111lly 
Persons 65+ or 
disabled 

• Rz meds not lnduded 
W/few aceptlons 

• Part A­
hospitalizations and 
SNF 

• Part 8 - 1'10 visits, 
DI'IE 

Medicaid 
.Adminlstel"'ld ., 
st.tes w/r.de1111 
mttchlng funds 
l'ledically "'Indigent• 
Rz mas Included 
(voluntlrtly) 
Hospitalizations, Nf, 
MD visits 

State ll feclenll ~res b NF u $54 bftllan la2001 

3 
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• 

• 

• 2002 

The Quest for Medicare PPS 
$Z6Vptldlr 

li 
t 
.. ~~: 

S98lptldlr 

I 

Medicare PPS vs Cost Based 

PPS 
Reimbursement 

• CllpitBtal Illite 
• Requires 5 MOS 

-1uotlon8 
(8dM,l4,3D,,D,90 clays) 

• ~ can die~,., .. 
MDS(RUGS) 

• Enc:ourag&~ lass _.jir"G 
• Enc:oun190D lea ecut.. 

patienlll 
• F/u/1 has "got» w/111 tt. 

wtfld• 

Cost Based 
Reimbursement 

• c--BIIaed Illite 
• Cu&t + o..rt.ec1 noortc-up 
• ~ mon~spandlng 
• ~ mo~ -'• patiEnt!! 
• R.oom IIDr flutr 

Minimum Data Set (MDS) 

• Over 500 items assessed 
• 22 categortes 
• 10 pages 
• All NF patients 

• On admission, quarterly, significant dl•noe 
• Drives Medicare payment (PPS) 
• Drives Quality Jndlcaton; 
• Drives Medicaid payment-some states (case 

Mix) 

4 
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• 

• 

• 2002 

, . ._.. 
a... ..... ~··· 

HCFA Regulation Update 1999 

• Added "Drugs Potentially 
lnappropr1ate In the Elder1y,. to 
"unnecessary drug" regulation 

• Expanded medication administration 
requirements 

• Required assessment and treatment 
of pain 

• Focused attention on dialysis 
patients 

• Quality Indicators 

5 
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• 

• 

• 2002 

Quality Indicators 

• 24Items 
• C.lculated hm data elements that are lnduded 

on tile Minimum Data Set (MDS). 
• Five of tile 24 Indicators are based upon Section 

0 of the MDS. These five Indicators are: 
• ~lence of sympt01ns of depression 

Without anticteprai&ant therapy 
• P.revalence of residents who tlka 9 or more 

itlfferent medications 
• prevalence of antipsychotic use In tile absenm 

Of psychotic or related conditions 
• prevalence af antiBIDiety/llypNitic usa 
• ~~~NV~~Ience af hwDnotlc use lflon!llhan two 

t1111• In last weia1l 

24 Quality Indicators/ 
1. ~ ,_.. 13. Weight lass 
2. 1'8118 14. TOIII '-ling 
~. Behavior 't'Mplioms affeding 15. Dahydratlcrl 

othanl 16. Bad1'1151 
4. !ifmplioms d dallression 1?. DeciiNIIn lata lass ADt& 
5. S,mptams d depi"'IIISSOd ..,._. 18. Decima In ROM 

-.t!h::lut troeet.._t 19. Afttl·psJdlalle use, in ~ 
6. Use or 9 or _.. medtczo~ns ebsenc8 d ps-,c:hGtle or ~ 
7. Cagn!th•elmpalrment rulatecl COI'dtll:lns 
B. Bladder or ~ lnmntinance ZO. Anti·anxietyJ""'natk; use ~ "· 
9. Incontinence without a k)jlating 21. Hypnotic....., more tloan , , 

plan b/-k 
10. Indwelling mth-15 22. Dlolly p,_.lrestnli.,. \P 
11."-1 Jmpecllon 23. Utlle or no activity ~ 

'--1-2._U-rin_•_ry_tnlel __ inllacti __ ·ons ____ 2_4._S_taga __ 1-'l-~---re-ukzni-+~J ~ \J::f 

Lora:z:epam and Divalproe.x in 
Nursing Facilities 

• 146 patient charts reviewed 
• 81 patients (55.5%) received 

lorazepam; 65 patients (44.5%) 
received dlvalproex 

• 37 patients (56.9%) treated with 
dlvatproex showed Improvement 

• 25 patients (30.9%) treated with 
rrw, ''>'"Alelilinll:laYGWU..Improvement 

'$-~ 
Y'J 

1 \ '5,~ 

6 
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• 

• 

Residents Experiencing Weight 
Gain or Loss 

60% 
IKIA-~.r--------~~~ 

! •• , 
J3ft 
" 12ft 
! 18!(, 

K~~~~----~~~~ 

'" ,.0'4 
f30'4 e 
: 20!1. 
E 
: 1D'lro 

Residents 
Experiencing Falls 

Sentinel Events- facility is 
flagged if only 1 resident 

triggers 

• Fecal impaction 
• Dehydration 
• Acquired pressure ulcers 

• 2002.------------i 

J'o:.J' 
l ,slq; 

o\' 
~l'~'~.v 
co.- ______________________________ 
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Additional considerations 

• Hospice care 
• Plan of care must Include directives for 

• hln management (big lCAHO Issue!) 
• other uneol'l'lfDrtabl• IIJmptom managell'lent 

• Drugs & supplies must be provided as 
needed for palliation a management or 
terminal illness & related conditions 
• Depresalon, Allxiety 

Additional Considerations 

• Dialysis services 
• Medication must be given at times fOr 

maximum effect 

Additional New Investigative 
Protocols 

• Unintended weight loss (dluralla, lantives, 
cardiovascular 

meds) 

• Dining S.. food services 
• Do not giw n~eds at meals unless patient requests 

or necess.ary for optimal medication llffcct 
• Pain meds given prior to meals to allow eating In 

comfort 
• Do not use meal foods as med wehides 

• Nursing services, sufficient staffing 

8 
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Nursing Staff Averages 

lllot1 GA MJ S.CA WY 

Avg • becSe 10 100 97 71 64 
A"'JIIANm 9 6 u 8 9 
A"'J# LPNI"'' 12 19 1.!1 " 14 
A"'J# C.N.AFn 33 40 42 53 25 
A"'J IITalaiN!Jg 

!tllffrn S4 65 69 137 48 
Avg II Nsg 1'11!/ 

Reldant 0.7 o.r. 0.7 1.8 0.8 

.... ..,., K-CI!CAIIdoGI1-

F329 Unnecessary Drug 
• Each resident's drug regimen must be free 

from unneatssary clrugs. An unnecessary 
drug Is any drug when used ... 
• Without diagnosis or reason to support 

druguM 
• Without adeqt~ate monltortng 
• In tile pi"'I!Mnm at side effects or adwtne 
~---which indicate the close lfloulcl 
be reduced or diKOntlnued 

• In the presanCII!l of duplicate therapy or 
exa~Uive dot1e 

• For exce-•'ve dt~ratlon 

Medications Potentially 
Inappropriate in the Elder1y 

• Beers,M MD, Explicit Critert11 for 
Determining Potentially Inappropriate 
Hedlation use by the Elderly, Arch Intern 
MedNo1157. July 28, 1997 
• High Potential for Severe ADR ... 

F329, unnecessary Drugs 
• High Potential for Less Severe ADR ... 

F428/429, Drug Regimen Review 

9 



REDACTED

Attachment 9 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

Page 40 of 182

Case 1:12-cr-00026-SGW   Document 5-11    Filed 05/07/12   Page 40 of 182   Pageid#: 218

• 

• 

• 2002 

The Problem 

Cholinergic System 
Effects 
• Salivation 
• Lacrimation 
•Urination 
• Defecation 
SLUD 

Anticholinergic 
Effects 
•Dry Mouth 
•Dry Eyes 
•Urinary 

Retention 
• Constl patton 

F329 - Potential for Severe ADR 
• Pentazocine (Talwln) a Digoxin > 0.125mg/day 
• Long-Acting •• (U.noxito) 

Elenzodlazepln~ (llallum, • t'lethyldopa •• (Aidllmet) 
Doolmane, « al) • Chlorpropamide (CIIIbe-) 

• Amitriptyline (Bevil) • GJ Antlspasmodla (I.e.-In) 
• &QIIIlt ror ne~uopettric . 

peln wt.n beneftt is • Barbiturates (l'henobllrtl) 
g,...ter then rille *OK for selzui'I!S 

• Doxepln (Stnequal'l) • l'le:per1dlne •• (Doomervl) 

• l'leprobarnete (Equenil) • Tidopldine (except for ASA 
a Dltopyramlde (Noll)IIICII) lntoletllnt po.t CJA pis) 

(lidid) -·----

F329 - Drug/Disease 
Combinations 

• BPH 
• Antil:holln81'9lc: 

entispasmadics 
• Anticholinergic: 

ontlpelkinson meds 
• Gl ontillpesn.odic; 

• Alltlchollnerole 
antidepressants 

• ArThythmias 
• Tricydlc 

Antidepressants 

10 
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F329 - Drug/Disease 
Combinations 

•COPD 
• lJing AclirG 

Benzl:ldliiZII!PI.-
• Shalt Acting .,.._ 

1m1 OKPRH lbr 
•nD!tt' 

• Bartlltunltes 
• 1-frpnatbJSadatj¥S 

• PUD, GERD, 
GASTRITIS 
• NSAICS 

• SEIZURES/ 
EPILEPSY 
• Melladcrnn.ldD 

• BLOOD 
CLOTTING 
DISORDERS 
• AaptM, NSAIDs, 
di~amole, 
!lchipttlne 

F429 - Potential for Less Severe 
ADRs 

• Phenylbutazone • Diphenhydramine 
• Tr1metnobeozamlde (.Benadryl) 

(Tlgen) • Ergot Alkaloids 
• lndom4lthadn (lndadn) (H'f'detlJinoJ 

• Dipyridamole • Muscle Relaxants 
(P!nMtine) (So:oMe, Rennl, ltobezln) 

• Reserpine (S~apes~l) • Antihlst:lJmlnes r.n-n1, 
Alarax, Anttweot, 1111:. .• ) 

F429 - Drug/Disease 
Combinations 

• Diabetes ·Co-·11-­-•nJOdo,. 

• PUD, GERD, 
GASTRms 
• Asplfto ,. ]2$~, • _UIII..,..._,tll 

(UII- """'* ...... DID 
rllk) 
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~~.~ 
f?.A~ . ~~ ~a.~.Y' 

e_,-v . J~'~ "V'{ . {'~ \ 
\jv-- · c_fr I 

r--------, J'J'- ,- j ,_-'' ~ c-

Relevance of ADR Regulations J: J b- R _j 
• Average NF or 106 beds ; d: 0: I . ' L 

• 24 ADR fl!lenb/yr ""17 ~ / 
• 8 •neer mtues•/yr n 0 

• 350,000 N)~/yr ror us NF's . ../\ /r ~ & 
• Nearly 50% of N)Rs are preventable ~ • 1 _, 
• 80% of "near misses" aS'SOCiated with ~ \ ~ - ' 

warfarin ~· ~ :_"::::::•$4 Billion In 1996. 1/' )1-·tll~]"-' u "y\{l 

Causes Of Preventable ADR 

• Order1ng Errors 
• Wrong dose 
• Harmful interactions 
• Wrong drug choice 

• Monltor1ng Errors 
• Inadequate lab monitoring 
• Failure or delay In responding to S/s of 

drug toxicity 

Most common ADR causes: 

• Medications • Preventable ADR: 
• Psychoactive meds: • Neurvpsydtiatric 

• Antl-p~~yd»tic -* 
• Af'ltj_.jepi'OliSI8ant 
• !ecllotioe 

• Anti-coagulants 

~/ € o/ 

12 
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F330 Antipsychotic Drugs 
(APD) 

• Residents who have not used 
antipsychotic drugs are not given 
these drugs unless antipsychotic 
drug therapy Is necessary to treat a 
specific condition as diagnosed & 
documented In the clinical record 

Allowable APD"conditions" 

• Schizophrenia • Acute psychotic 
• Schlz.o-aft'ective epiSOdes 

disorder • Brief reactive 
• Delusional disorder psychosis 
• Psychotic mood • Schizophrenitonn 

disorders disorder 
• mania • Atypical psychosis 
• depression w/psychotic • Tourette's disorder 
fe.~tures • Huntington's disorder 

Allowable APD "Conditions" 

• Organic Mental Syndromes - OMS (dellrtum, 
dementia, amnestic/Cognitive di10rilers) w/ 
aucclab!d psychotic 8/or agitated behavior, 
which: 
• are q uantltatively I. objectively documented 
• perslstwnt 
• not cauMCI by pi"'IYentable l"'lltt&ons, and ... 
• which are causing resident to: 

• pn!ISCit a <18"'98' to ... If ..,. athen 
• con!inUQU&ly IICtellm, yell, or pec:e if thee behaviOrs 

c:eUIII runeuonallmpeirment 
• axperianca ps~ie aymp~ms Which ca..,.. Nllldarlt 

dlstn!ss or runc:~:ionel impeirment 

~ ~2~00~2~------------------~ 
13 
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F331 APD Dose Reductions 

• Must be gradual 
• Must be attempted twice In one year 
• Is "clinically contraindicated" IF: 

• resldltllt has a specific Q)ndlt:lon (1-10), has a 
hx of recurnnce of psychotic !IYII'IPtorm, Is 
stable w/o significant side efleds 

• residant hu OMS, but had retum of symptom~ 
aftar 2 auempted dote rllductions 

• MD has justified why continued use of drug 
and doee are dlnlcally appruprtat'l! 

F331 APD Dose Reductions 

• Must be gradual 
• Must be attempted twice In one year 
• 15 "dlnlcally contraindicated• IF: 

• I"'!Sident has a specific condition (1·10), hu a 
hx of recurnnce of P!IYChotic symptoms, is 
stable w/o significant side effects 

• resident has 01'15, but hild retum of ,ymptoms 
after 2 attempted dose reductions 

• MD has juGtlfled why continued uH of drug 
and dose are clinically appropriate 

Divalproex For 
Agitation In Dementia 

• Flfty·slx patients randomized (28 dlvalpi"Dell, 
28 phscebo) 

• Heen dose at Week 6 = 826 mg/d; mun 
•rum ~::oncentratlon ., 45.4 119/ml 

• Improvement In BPRS agitation score; 
dlvalprou vs placebo (ANCOVA: P=O.OS) 

• Change In CGI showed tlend fvr lmp~V¥ement 
(ANCOVA P=0.06) 

• The IVerage dose and serum levels were low 
compared with reports in younger subjects 

............,wb.U.-~-fldlcated 
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Clinical Global Impression: 
Therapeutic Effect 

.,. 
f!41Wo 
( an.u-f.~f-----~ 

-;20'1. 
lfl 1osH~-......-1 
os~~~--~--~~~~~ 

Divalproex in Elderly 
Mania/Dementia 

• 173 nndomlzed patientl (87 received 
dlvalprou, 85 received placebo 

• Dlvalprou group had 1 s:tatisticelly llltnlftamt 
decruee from baseline on CMAlscore, 
compared to placebo (p=O.DlS) 

• 47 patil!llts in dlvalprou group wlthdr­
pr.maturely due to 110mnolanca (related to 
aggressive dosing and tltrltton tchedule) 

• SomnolanCI8 generally rand as mild to modente 
• Further study of dlvalp- at a sla..er titration 

1nd dally doses below 15 mg/lqf for 19lt1tlon Is 
warranted - ........... --Clio---··· 

Divalproex in Elderly 
Mania/Dementia 

CG/wt~Mo,..,.,.,ld Agitation lnYVJttory (Total Scolw1} 

15 
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Divalproaz Alona or In Cornbinatkm 
with a Nawrolaptic 

R•sultJ 

Dfvalproex None 
DIYBLpr12X added to 

neurcleptlc 

The Depakote Advantage 

F329 Sedative/Hypnotic Drugs 

• Overused (unless not paid for by 
Medicaid) 

• High potential for side-effects 
• Sedation 
• Confusion 
•Amnesia 
• At~ticholinergic 
• Falls 

• Dose reduction required after 10 days of 
continuous use 

16 
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F329 Anti-anxiety Drugs 

• Overused 
• High potential for side effects 
• PRN vs Routine 
• Dose reduction required after 4 

months of continuous use 
• Generalized anxiety vs Organic 

Mental Syndromes 

F329 Anti-anxiety Drugs 

• Overused 
• High potential for side effects 
• PRN vs Routine 
• Dose reduction required after 4 

months of continuous use 
• Generalized anxiety vs Organic 

Mental Syndromes 

Antidepressants 

• Underused 
30- 80% of NF residents may be 

depressed :: 34.n 
• Difficult to diagnosis depression 

• Co-existing dl54ta54ts (dementia) 
• AD drug selection Is based on 

• Safety pronle 
• D111g lntaractlons 

•Cost 

17 
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F333 Medication Administration 

• Medication Error • the observed 
preparation or administration of 
drugs or biologicals which Is not in 
accordance with: 
•MD on:l~ 
• Manufacturer's specmcatlons 
• Accepted professional standartls 

HCFA Med Error List 

• Fallun1 to .. shake watr• 
• Fallun1 to mix insulin 

by •rolling• 
• Cnashlng meds ttlat 

should not be eNsiled 
• Cilvlnt ll'leds without 

adequata fluids 4-8oz 
(bulk laxatives, 
potaulum 
supplements, 
NSAlDS) 

• Giving meds wltfrollt 
tbod or antacids when 
1nanuflcturer 
recommends (IISAIOS) 

• Proper enteral feeding 
precautions 

• Eye Drops ·welt 3·5 m11o 

• swaiiOIIIItng subllntual 
meds 

• MDis--1-

CONGRATULATIONS ! ! 

• 2002.:-----------i 
18 
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Objectives 

Upon eompletion of this eectlon, tile attendee will 
be able to; 

• Define Lll: pharmacy 
• Ult tile health care pn~ctitlonen who make up 

the Lll: pharmacy team 
•ldeMify Mrvlces offe~ by the Lll: pharmacy 
• UJI tile k-r decision-makers encaunt.red in 

the Lll: lnduttry 
• Recognize l dlffen~nt communlCIItlon 

tecbniques to UN when presenting Information 
to the physician 

Types Of LTC Customers 

• Nu111lng facilities • Small hospitals 
• ICl', SNF,IC"-MR, NF, NH • Out-patlllllt surgery 

• ~stalllvlng facilities centel"' 
• ~. PCH, Ra:, baenj t. NOR,.. 

aJ111, ccu::: • ... 5 
• Sub-acute fllclllties • Employer groups 
• HospiCII!!I • ? 
• Group homes • ? 
• COIT8Ctlonal facilities 

What's the Quickest Way to 
Reach All These LTC 

Customers?? 

• Long Tenn Care 
Pharmacists 

1 
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• LTC Phannacy 

• Evolved over 30 !~-:"'JI•R 
• Spedalty practice "'ii.'E~4I 

• Producb -
• Selvicas 

• Hlghwtech '!i:W:tP~n~ 
• Effldenc:y 81. .. rr ....... ., 

expert 
• Retail license 
• Retail reimbursement 

LTC Phannacy 

• Product 
• Dispensing pharmaceuticals 

• Specllllzed packaging 
• Delivery • • Medical supplles/OME 

• Infusion therapy 
• Medical recon:l production 

LTC Pharmacy 

• Services 
• Clinical consultative services 
• Education a training 
• Phannacoklnetics 
• Report generation/analysis 

• 2002 2 
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LTC Pharmacy 

• Consultant only 32% 
• Consultant/Provider 61% ·-·1 11'111 

ol~llla lW. 
•Nulll~-lla ~ 
.... 1181 lla 59. 
..... .__ Is-. 

• Provider only 3% 

Provider vs Consultant Activities 

• Provider: 
• Purchasing and distribution of drugs, 
• Billing, 
• Clinical rwt- and therapy changes 

• Consultant: 
• On-site dinlal 1"UWi- of p1tle~~t 
• Ther-py recommend•tlons, 
• Evaluation of facility compliance with 

regulations 

• Better understanding of disease 
states 

• Knowledge of new pharmacological 
entitles 

• Improved communication skills 
• Assistance with documentation of 

services 

--..... -..• 

3 
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LTC Phannacy Team 

• Consultant pham~acllt 
• Pham~ac:llt manager 
• hannaclsts 
• · Technicians 
• IV Nui'MIS 
• Educ:atlon Coonllnatol'l 
• ln'llllltory tachs 
• Med records tRChs 
• Billing derb 
• Delivery perwnnel 

Ancillary Staff 
• Medlc:al Remnls Technldan 

• Comlda MAR/I'OF 
• Aletts phartMcisl when TS drug Ill "un-carra:llld• 

• Blllint Clerk 
• lnllll111d3 with tamilr members 
• Transfan~ inquiri~ ID phil,_ wtoan lbmUy qu...,._ 

w)IJ e TS dnog eppears on bal 

• Driver 
• llallv""" od cl>«ks-in ..door with nun;a 
• Communicates TS isl;u8S wilh recomiMndetlcn to 

conllllct phermM:ist tar Iiiii 4bllllonetion 

l TC Phannacy Technician 

• Inventory Tech 
• COntrols ordering 

• Order Entry Tech 
• Discovers onler for incoiT'IICt product. 
• Alerts pharmacist to all MD for substitution 

• Dispensing TeCh 
• Catch &!I labels for inc:orrec:t product 
• Reminds pham~acllt to c:all for switch 
• Places alert/monitoring labels on product 

4 
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lY~ 
;,- t>)·O 610 

....---------~-~~ I 

Medication Distribution Systems . 

• Packaging 
• Unit dose 

• 24hr, ?dey, 30day 
cydes 

• Bingo card 
.l0/31 day 

•Compliance 
packaging 
• Cullomluble cycle 

Medication Distribution Systems 

• Labeling 
• Only resident name, and medication 

name required 
• Most use modified retail prvS01ptlon 

label rormat 
• Piggy back/peel orr fOr rv-ordertno 
• LBbel placement ror ease-or-use 
• Bar-coding 

/ 

Medication Distribution Systems 

• Unit Dose & Punch card Packaging 
• Improves nursing starr effldency & 

accuracy 

• Multiple Dispensing/Month 
• Umlt quantities of controlled substances 
• Umlt quantities of large,lbulky Items 

• Timely Delivery 
• 24 hour on-call 
• Emergency back-up 24hr/7day 

5 
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Equipment 

• Mediation arts 
• $2000 ee X 3/HF 

• Trutment carts 
• $1000 eo X 1/NF 

• Fax machlnll!l 
• 1 per IAIIIlon 5250 e11 

• Computert? 
• lnlllll'llll IICCIII5S 

• Clrm Gll·line-.-

• Softwant? 
• t4DS, ...W/,...rtt 

F426 Phannacy Services 

• lhe fadlity must provide routine &. 
emergency drugs and biologicals to Its 
residents or obtain them under an 
aoreement ... 
• A dnao, whether preKrtbed on a rolltlne, 

emertency, or as neaed basis, muat be 
P"'VIcled In i1 timely manner. If fallunt to 
provide a presatbed drug In a timely manner 
causes the resident discomfort or endangens 
his or her health and saf4!ty, then this 
requirement Is not met. 

Delivery 

• Dally Mon·Frl 
• Md !iDtun:IIIY 85'!1. 
• Md !iundiJf S'lo 

• Same day dellvii!Y 
• Mullipla P&Uveri...,dB\1 

• Courter vs employee 
drlvenJ 
• CaK 

6 
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Emergency Boxes 

• First dose box 
• AltAJr hour1 ~admissions 
• Antibiotics 

• True emergendes 
• Ctnllac 
• Respiratory 
• Behavior 

• Umltattons on contents 
In some states 

Medical Records 

• Medical records 
• POF - lOday physician onler summary • =~ lOday medication admlnlltnltion 

• 1X reconl - treatment raconl 
•NJ Ph L reconl - nursing IMiftllnt documen .. tlon 
• one onlers 
• Q/Areports 

• In-house vs phannacy production 

Medical Supplies 

• Medical supplies 
• OTC dn.~gs 
• Wound care 
• Nubitionals 
• Urologicals 
•DHE 

7 
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Infusion Therapy 

• 11"11\Jslon thentpy 
• IV prDducts & 

supplies 
• IV training for staff 
• Z4hr IV nunse 

support 
• Z4hr emergency 

Mrvice 

LTC Pharmadsts 

LTC Phannacist 

Consultant 
Pnannadst 

• Problem &:Diven -· i . 

• Clinical Sldlls 
• Admlnlstr1t1ve Skills 
• Organizational Skills 
• Communication Skills 
• Penunlve 
• Self MGtlvated 
• Intuitive 

8 
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LTC PharmaCist 

Consultant Provider 
• Problem 10lvens • Ptobl11111 .ahere 
• Clinical Skills • Qlniml Sldll& 
• Adminiltnltive Skills- • AdMinlillnltlwl Sldlls 
• Orvanlutlonal Skills 
• Communication Skills.--- • Callltmunlmtlan Sllills 
• Pemuaslve • ~ 
• Self Motivated 
• Intuitive 

LTC Pharmacists 

• Consultant Pharmacist's Oath 
• "I t6Jce responsibility fOr my patient's 

medbtJon-refated needs and 11m held 
lla:Duntable fbr thiS commirment." 

• "1 ensure my patient's medications are 
the most liPPIDflrlBte, most effectJve 
BVIII/IIble1 SJt/est possible, and lire used 
correctly.,. 

• "!Identify, prevent. and resolve 
mecJicatlon-rellltx!d problems that may 
interfere with goals of then~py. * 

Consultant Pharmacist 

• F 428 The drug reolmen of each pattent In 
a nursing home must be reviewed at least 
once a month bV a licensed pharmacist. 

• F 429 The pharmacl!>t must report anv 
lmtgularttles to the attending physician 
and l:he director of nursing and ... 

• F 430 ... these reports must be acted 
upon • 

9 
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• 

• 

• 2002 

Consultant Pharmacist 

• Cllnlcat component 
• Ttlerapeutlc drug review 
• Economic drug review 
• Improve patient care 
• Improve functional ability of patient 

• Suggestions to physldan, nur5es, 
administration, support staff 

COMUltlftl II tlrlt MinNs a/ NllfnJ 1Glutio.111 

Clinical Activities 

• Drug regimen review (ORR) 
• Resident assessment and care planning 
• Drug utilization review (OUR) 
• Drug use evaluation (DUE) 
• Ttlerapeutic drug monltonng 
• Fadltty staff education and tl'i!llnlng 
• Formulary development and managem~tnt 
• Nutritional support services 
• Ger1atr1e research 

Compliance Activities 

• Policy and procedure development 
• Committee partiCipation 
• Medication administration observation 
• Medication storage, accountability, 

destruction 
• Participation In state surwy process 
• Quality assurance (QA) 
• Infection control 

10 
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• 

• 2002 

Therapeutic Drug Review 

• "Any symptom in an elderty 
patient should be considered a 
drug side effect until proved 
otherwise" 

... ..,.:Ja...lla.M_$_1110ol- B,_,UIIl_, 

'--C.. Qllutr -· lWS 

Medication Therapy Management 
Services 

• Diagnosis appfl)prtate 
• Dupllote thenpy 
• Dosage appropriata 
.. a...tgth of thenpy 
• Olltcome appropriate 
• Advei'IMII reactions 
• Improve functional ability I 

. 

. 

. 
. 

• Improve qua/tty of life 

Assessment of Drug Related 
Needs 

• Initial Clinical Review of Medication 
Order 
• Best drug for condition 

•Antlconvulunt vs Antipsychotic 
• Best Clrug In category 

• Depalcote vs Clrbama1eplne, Gabapentln 
• Best route 

• Uquld, tlllb/cap, topical 
• Medicaid I Insurance fonnularv 

coverage 
• Tiered co-pays, POls 

11 
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• 

• 

• 2002 

Economic Drug Review 

• Praduct expense 
• 0..1<11111 vs l:ypcvxa, ~rdlll, 

lianlqual, Geodan 

• Preparation expense 
• AbU!tJ liD crush tablat 
• l'nlpedmged !lUnd! cmds 

• Outcome expense 
• T,__nt failure, ~....,..t 

cl~nllcn 

• Adverse reaction expense 
• C'I'NSO ,_ N01" 

Consultant Phannacist 
Recommended Changes 

Acceptance frequency by type of 
recommendation 

• Discontinue drug 82DA1 
• Change dosage/route 73% 
• Switch agents 
• Add drug 

65% 
38% 

NF Resident Drug Use 

9.30 medication 
orders/resident 

Pill 

12 
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• 
Consultant Pharmacist Value 

• Consultant Pharmadst-conducted drug 
regimen review 
• Improves therapeutic outcomes - 43oAI 
• Saves $3.6 billion annually (DRP) • 

- .. -J..,otl&lho-to..r.adl~~­_., .. _.,.:11111 .. l<dl--·•ff711V,__ 

LTC Facility Personnel 

• 2002.-------i 
13 
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• 

• 

• 2002 

LTC Facility Personnel 

• llul'lllng FM:ility Ad .. lnllllr8tDr 
• Ucensed IPf board of eumlners of nunlng 

home admlnlltnltol'l 
• Requtras supenriiOIY expelience 111 nursing 

fadllties 

• R.equlras CE m· • Rasponllble ror tile operation of facility . . , .. 
• Financial, regulatofY, 

• Planning of eerviCIIIS · 
• COmpliance with stlte 1nd federal reg ulatlons 
• COordination of liDff 

LTC Facility Personnel 

• Director of Nurses (DON) 
• Registered Nui"'W! (RH) 
• SupetVi~rt poeltlon managing 

nursing staff 
• c.rtllilld nun~lng IIDisUint (CNA) 
• ~ pnclieal nul'lle!l (l.PH) 
• Raa'-11111 nunMIS (RN) 

• Responsible fOr patient care 

/ 

• Responsible fOr financial perfom~anC41 
of nursing department 14 ~-~ --

L.....-----------1~ "\ WW1\ 

~~~~~: u '1 
~----------------~~ 

LTC Facility Personnel 

• Charge Nurse 
• RN orLPIII 
• Re!ponJible fOr care of up to 50 residenbl 

• Med administration 
• Documentation, prvgrass notes, ~~· 

*WIIuations and aueuments ~~ 
• Physician ordel5 :=.:;; • ·• . 
• Ordeling nd receiving meds and ~ ·. · . • 

supplies ' · .. ,--.:· 
• SuperviHS certified nuning 81eiltanb 

14 
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• 

• 

( 
' 

• 2002 

LTC Facility Personnel 

• Certified Nurllng Assllllant (CMA) 
0 HlCPI ~ dlploN «Gel) 

• Olrtlftalllon by -minallm'l •t fKii"Y er lrD 
IIIChaal 

• ~ dll'l!IS ......,tcaraltlllll.lllllilllnoa .tlh 
ADLs 
• -ng.a~-.a.IIIOIIII.Ily,IZIIII!tiJoa 

• Aeql<IJ'IIB 24/n of C£ y•lfr 
n. OIA 16 !lie lnCIIIt ~eflle a.!:iclllt t1te 

..sldMt's tmhiMIWltlllftll -lftllt•as 

LTC Facility Personnel 

• Nurse Practitioner & 
Physician's Assistant 
• Physician eztender 
• Higher access 
• Frequent drug therapy changes 
• Authority nrtes by mte 
• Ope111tes under "physician 

protoQII" 11 . 
~ . . 

;;/.~ 

LTC F acUity Personnel 

• Medical Director 
• Usually attending MD far l'l'lljortty 

of residents(> 40%) 
• Ovei'MeS activities of other 

attending "D's 
• Provides educational 11nd clinial 

support to patients &. heeltllcare 
provide!'l 

• > 45'tb are Medical Dlredon at 3 
or more fadlllle 

15 
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• 

• 

• 2002 

Attending Physician 

• Rasponslble for: 
• Plltlent'laii:UI Pft19111M at care 

• Mlldll:al, nutritlan•l, psJc:l.........&ll 
•Medbi-II'IBift 
• om-pn!Otention I~ 
• Olllttlng pn19.._ nalaa ad! visit 
• Acting an the Con&ulatnt Ptta.-.c!Q'& 
,_ ... ,_..tloM 

• Worb coope111tively wtth 
lllterdltclpllnary team 

• Must •lslt patient at least every ]0 
days 

Communication 

Communication: LTC 
Phannacist 

Consultant Dispensing 
• Cllnlcollrll'cnnalion en ell • C!inicDI informMion 

entities il\ do$$ • ReimbutSement 
• ElrlaiCT inl'orrnatlon 
• Matabolblm o Medicaid formulary 
• Admtniltnlt!Cil • Prior Gpll"l'f8l 
• ACA pn:allle o ...C'd COIIIP"titonl 

• ~:MB...,tlallon d pnxluc:te • Men8gllld <are l'annuiBry 
• Outcam"" dato • Pllcloagl1'19 aptlans 
o Semple "commen~ • Good ~ prac:ticas 

le1"4juage 

16 
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• 

• 

• 2002 

0-y/? \4--

~-·t;~~~; 
~~\o ~ / 

---~-~'") Communication: Physician 

• Part of the team (although rMV not ------------~""'~'~"~ ~ ·,. 
realize It) J .. ~ O.( /' • ~-==0~ocllnlcal&;financtal ~·~· :J (# 

• Allk don't tall _, · · :, V \ 
•Haveyouconsldentd ... ? .A· 1 ; ---------------v ""'• 
• What do you think about. .. 7 ~ """'"~ .1. '\ v' 
• Would you please .... ? - - - IY~ 0 

/ 
• Define conditions leading tD request L.J-' N- \1" 

• Ask ror definite actions ------------~""""--r'~h~ 
• Support statements with references J ' y 

fi\ ~ \ -()' \ . )<"~- -\\ ? j'\ 
[)r o)'P -I' I'_. ( ,u~ ~()-~~~ ~Q)~oJ ;.· ~"'"> 

..------------ cY (V \;X ~~ )....t Y/ {" l 
Communicatio~: Director of __ cP_.~..o~&~r-01--------- \d; 

Nursang ""'"'\: c._) 

• Improving 
resident care 

• llme savings for 
nursing staff 

• Improving 
accuracy of 
nursing staff 
• o.-.menmtiDn 
• Admln.lstnltll:ln 

Communication: Administrator 

• COst effective 
solutions 

• Regulilltory 
compliance 

• Public relations 
• Patient care 

• some AOMs are 
RNs 

17 
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• 

• 

• 2002 

Communication: Charge Nurse 

• Patient care 
• nme savings 

Case Study 

• 87yo, caucasian female ;) 
.. 

• Diagnosis: Alzheimer's DIM8ae w/psycllotic \ 
agitation, CHF, Depression, 08tleoai'ttir1tls, / 1 

• LabsMtal Signs- WNL / ~ 
• MMSE -10 _./ 
• Drugs: ')W 

• Aricept 1omg Qd tot Alzheimn 
• Celexa 20mg po ~ fwDei)AJSISion 
• Enelepnl 10mg po BID for OiF 
• Vooxx 25mg po qd fw ~rthriti$ 
• R~l lmg po BID fw psychotic agitation 
• ~m 0.25mg po no for anxiety 

• Problem: Increasingly agitated with recent 
episode of hitting roommate. Nurse has askal to 
increase Rlsperdal dose. 

Sample Comment: Physician 

18 
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• -,----~~-- /' ,fl/\ 7 . (;,.O ~ 
Sample Comment: V \., . 

Administrator 

I -
Sample Comment: DON 

• 
L I 

CONGRATULATIONS !I 

• zomr-----------=== 19 
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• 

• 

• 

LONG TERM CARE FACILITY VISIT 

The LTC Factlity Visit is designed to allow the attendee to experience the typical 
Nursing Facility (NF) and Assisted Living Facility (ALF) and partictpate 1n a 
routine consul1ant pharmacist visit. 

OBJECTIVE 

Upon completion of this section, the attendee will be able to 

• Ltst the primary activities performed by the consultant pharmacist 
• Prlontaze the consultant pharmacist's role in both the NF and the ALF 
• Recognize the Importance of the consultant pharmac1st 1n the care of tne 

elderly and compliance with regulations in the NF and ALF 
• Identify the health care professionals who make up the NF or ALF team 
• List the pnmary act1V1t1es performed by the NF and ALF team 
• Identify the role of other professtonals fn the NF and AlF team 

EXPERJENCES TO INCLUDE: 

• Entrance 1nterview with ADM and DON (approx 15 min) 

• Tour of Facility (approx 30mtn) 

• Introduction and Explanation of other Health Care Team Members 
• ADON 
• Charge Nurse 
• Med NursefTreatmenl Nurse 
• Certified Nursing Asststant 
• Medical Director f Attending Physictan (if available) 
• Soe~al Worker 
• Activity Director 

Page 1 of2 
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• • Meeting with ADM (approx 15min) 
• RoleofADM 
• What ADM expects from LTC Pharmacy and Consultant 
• Reimbursement Issues 
• Regulatory Issues 
• Challenges 

• Meeting with DON (approx 15min) 
• RoleofDON 
• What DON expects from LTC Pharmacy and Consultant 
• Staffing Issues 
• Patient Care Issues 
• Regulatory Issues 
• Challenges 

• Medication Administration (approx 30min) 

• Med Room and Med Cart Check (approx 15min) 

• Chart Reviews (approx 15-30 min) 
• Inappropriate medication 

• • Beer's Criteria 
• HCFARegs 

• Therapeutic monitoring 
• Therapeutic interchange 
• Economic recommendation 
• Documentation review 
• Patient Assessment 
• Psychotropic Monitoring 

• Preparation of Reports (approx 15min) 

• Exit Interview with DON & ADM (approx 15 min) 

• 
Page 2 of2 
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• 

• 

LTC PHARMACY VISIT 

The LTC Pharmacy Operations Visit is designed La allow the attendee to rotate 
through the various departments of the pharmacy and expenence the type ef 
acti,v.ities performed. 

OBJf:CTtVE 

Upon completion of this section, the attendee will be able to~ 

• Identify the departments that make up a typical LTC pharmacy 
• list the activities performed by each department 
• Reoogn1ze the relationship of each department's activities to the LTC 

customer 
• Jdentlfy the challenges LTC Pharmacy incurs in the operat1on of its business 

ROTATIONS 

The sttendees will start in one of the 4 rotations They will spend approximately 
30 minutes in each rotation and should experience the listed activrties. At the 
end of 30 minutes, the group will move to the next rotation. 

Rotation 1 PRESCRIPTION PROCESSING 

• Order taking (fax vs phone) 

• Order entry 

• Pharmacist Intervention 

• Preferred Product Usl 
• Medicaid Coverage 

• Allergy, Inappropriate Dose, Inappropriate Drug, etc . . 

• Refill too early or too late 

• Phone call to Nurse and/or Physician 

• Automatic Stop Order Policy (ASOP) 

• Challenges 

•• Illegible Orders 

• Foreign Nurses 

• Orders coming late 

• lack of communication 

Page 1 of2 



REDACTED

Attachment 9 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

Page 75 of 182

Case 1:12-cr-00026-SGW   Document 5-11    Filed 05/07/12   Page 75 of 182   Pageid#: 253

Rotation 2 PRESCRIPTION FILLING 

• • Emptying and Setting up Totes 

• Filling Baskets 

• Filling Automed Cassettes 

• Ordering and Receiving 

• Checking and Refilling Emergency Boxes 

• IV Admixture 

Rotation 3 MEDICAL RECORDS 
• Order Entry 

• MARIPOF Production 

• QA Report Production 

• Interaction with Nursing Staff 

Rotation 4 BILLING & MEDICAL SUPPLIES 
• Types of Billing (Understand how we bill) 

• Medicaid 

• Medicare 

• • Private Pay 

• Insurance 

• Challenges of Reimbursement and Billing 

• Manual manipulation 

• Medicaid denials and rebills 

• Length of Time for reimbursement 

• Low Rates with Insurance 

• Medical Supply Department Processes 

• Order Taking 

• Order Delivery 

• Types of Products 

• Inventory Control 

• Challenges 

• Benefits 

• 
Page2 of2 
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• 

• 

Objedives 

Aldie~ tllllltsedllln,llle-- wlll .. elllea.: 

• Identtfy reimbursement issues afl'ectlng 
LTC 

• Discuss how consolidation or Industry 
Impacts LTC pharmacy 

• Identity the primary competitors In LTC 
pharmacy 

The Nation's Health Care Dollar 

Who Owns Nursing Facility 
Beds? 

• 200=2--------------------~ 
1 
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• 

• 

• 2002 

NF Reimbursement 

c­o......_ ·­•-'-
IJQIIIor 

NF Population Pay Type 

PrNilte 
Medlalnl 23.7'1. 

8.77:~ -.....-
67.tiJ. 

Mdcald 

NF Population Census vs 
Reimbursement 

IMdlc4nl PIMte 
2],111 

··"'·~-· ....... t ? 
~w~n"~ 42~--

u .. 
Median 

2 
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• 

• 

• 2002 

National Medicaid Expenditures 

• Medicaid cost 1999: 

• Federal government's 
snare: 

$187 billion 

$103 billion 

• Federal & State Medicaid 
spending on nursing home care: $54 billion ,_ 

PPS vs Cost Based 

PPS Cost Based 
Reimbursement Reimbursement 

• capltated R.te 
• Requiras 5 MDS evalua~ 

(edm,14,3Q,60,90 dl'l!l) 
• t\r&.~" dtange w/a MDS 

• l!ftmurage r.m ~~!*~ding 

.. Cast-a.ed Rail! 

• Cost +- Onrtwed met'k·up 
• E'no>unogo~~~~ mon~apendiflll 
• 15ncoui'IIOM --patients 

• l!iiCOUniiJIS r.m ecull! 
PDti'llnw • :~~IJ!J "gone wilt> 111e 

• Room ror tlulf 

Average Cost of Ancillary 
Services per PPS Day = $83.16 

3 



REDACTED

Attachment 9 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

Page 81 of 182

Case 1:12-cr-00026-SGW   Document 5-11    Filed 05/07/12   Page 81 of 182   Pageid#: 259

• 

• 

• 2002 

Two-Level Strategy to Manage 
Drug Costs 

• FAOUJY 
• Pridng stn~tegla 
• Develop fonnulary 

• PNJemld ond ngn­

~ 
o f'laxlbUity re~Wited 

• Physldan pn~dlce 
patterns 

• Pnldlca to reduce 
med errors and DRP5 

• PATIENT 
• Pre-admission 

colt! no 
• New admlulon 

drug review 
• On1olng dlnlcal 

and cost monitoring 
• '"!pl10de of care"' 

case review 

Forecast Of The Future 
2000 zoao 

• Adult day care • Adult day care 
$50/day $12,981/yr $l20/day $56,100/yr 

• Home health aide • Home he~lth 1lde $260/vislt 
161/vlsit $15, 743/yr $68,000/yr 

• Alsllted living facUlty • Assillb!d living facility 
t25,300/yr $109,300/yr 

• Nursing home can: • Nursing home care 
$44,100/yr $190,600/yr 

'Jc.S·h f\-o...L~& 
\\ lA'$\1-,o.., 
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• 

• 

• 2002 

Medicaid 
STATE INGREDIENT DISPENSING LTC ADD-

REIMBURSEMENT FEE ON 

IIH.- WAC + 8%/12o,b $4.17 No 
Min~ AWP-9% $3.65 Yes $0.30 

TIINII!IIIOIMI AWP- 13% (MFN) $2.50 No 

Honll AWP-10% $5.60(G) No 
C.rDIINI $4.00{8) 
RhOde WAC+S% $3.40 (CP) No 
lsillnd $2.85{LTC) 

Medicaid 

• No additional reimbursement for 
extra services (delivery, packaging, 
etc .•. ) 

• PA study $2.87/m for LTC services 

• Pilot projects for reimbursing for 
MTMS 
• washington 
• Wisconsin 
• MISSissippi 

Medicaid 

• Capitation 
• South carolina $7.00fday 
• New York 

• Umlts thentpeutlc choices 
• Promotes 2nd class medicine 
• No Input/control In patient 

selection 

-;; ( (?"'-AWil- A.c~) ~~ 
Of? -{LO?~?-Mq)wew.,) 
:Pt> -t>~,JR~JJ 
oR -t>t~R~c.u} t,_; 1L.,""' fe-,JI<-d4-}.:; 

~ "'C&P .. ~w) - (~'P o.f or) 
&~~> ~AA:+= 

5 
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• 

• 

• 2002 

Medicaid 

• Maximum # of Rx,/month 
• Prior Approval (PA) 
• Favored Nations (MFN) 
• No additional reimbursement for extra 

services (delivery, paclcaglng, etc. .. ) 
• Maximum Allowable Cost (MAC) on 

generics 

Maximum Allowable Cost (MAC) 

MAC 
• Fede11!111 MAC 
•State MAC 

•Available frOm J sources 
•Average of WAC 

Medicare 

• Bill direct to fadlity 
• Prospective pay 
• case mix (RUGS m) 
• Capltated rate 

I 

(\u~~ 
~ ---------------------------

6 
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• 

• 

• 2002 

Insurance 

• Pays even worse 
than Medicaid and 
Medicare 

• AWP- 30% + 
1.50 

... some~ 
gettJn' rtch ••. ~nd 
It alnt the 
provider/ I 

"Helping keep our a~stome/3 In businas in 
one af our msjor challenges" 

• Profits were Medicare based 
• Couldn't stop the spending In time 

for PPS 
• Heavy debt to earnings ratio 

Verdict 

BANKRUPTCY 

Litigation 
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• 

• 

• 2002 

Total Phannacy LTC Market 
Share 

• Institutional LTC 
Phannacy 

• Retail drug store 
5~ 

CONGRATULATIONS !I 

9 
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• 

• 

• 2002 

Objectives 
~~ f1l lhb_.., tllrllttlftdllor Jla/ki!Wrzb(ejj): 

• Identity 5 steps for a succeSSfUl 
therapeutic Interchange program 

• Ust 4 considerations for selecting a 
prefen-ecl product for therapeutic switch 

• Describe 3 methods of notifying phystdans 
of a preferred product 

• Define "''pportunity for Profit'" and Its role 
In monitoring for successful then~peutlc 
switch programs 

Advantages of Controlling 
Market Share 

• Contracting 
• Rebates 
• Reduced Inventory Investment 
• Control of Variables in Disease 

Management 

Contrading & Rebates 

• Pr1ce discounts 
limited by federally 
mandated rebates 

• Discounts are 
acatptable for 
volume purchasing 

• Rebates are 
acceptable If 
market shani! goals 
are attained 

1 
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• 

• 

• 2002 

Price Discounts & Rebates 

• Phannaceutlcal Manufacturers must 
rebate back to state Medicaid an amount 
= to lowest prtce anywhere In market 
• Umlts amount available to phanMdas 
• Jndudes l"'lhate amount. 
• Includes lnmntives If $$ value can be aulgned 

• OIG Is lookln~ at dlsoounts &. rebates as 
Inducement (Fraud 8t Abuse)- no CleciSion 
yet ... whflW!! 

Reduced Inventory Investment 

• Standardize on 1 
or 2 dloic:es within 
a therapeutic class 

• Lower Inventory 
costs 
• c.tnslgnment, 
• Improved returns, 
• Speclll packaging 

• Select product with 
BEST VALUE 

Value 

• Value = What you get 
fOr your Investment 

• Value~ Pr1ce 

• Value = Price x 
Efficacy X Risk 

2 
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• 

• 2002 

Cost of Drug Therapy 

• Total drMg cost = (PC+ DC) xU +DRP 

• PC = prodMct cost 
• DC = dl&trlbutloR cost 
• U = utiiiZiltton 
• DRP= dneg relatad problems 

Ambulatory Care Total Drug Cost 

PC + DC x U = $84 billion 

S.W: IMS, 1994 

21:~~£ 
1:1 

(Without Consunant RPh Involvement) 
Nursing Homes: Total Drug Cost= 

(PC + DC) xU = $2 billion _.....,. _ 
_ ..... 1 • 

3 
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• 

• 

• 2002 

(With standard Consultant RPh adivity) 

Nursing Homes: Total Drug Cost= 
(PC + DC) x U = $2 billion 

Consultant Pharmacists are 
Responsible for ... 

LTC Pharmacists's Role 

> Assurance of proper drug utilization 
> Minimization of adverse drug related 

problems 
> Reduction of therapeutic failures 

> Assurance that the chosen ther111py 
(&.associated costs) produces the 
desired outcome ! ! 

4 
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• 

• 2002 

The most expensive drug is 
the one that doesn't worl<l 

' , . . 
. 

·~.~~ 
~ 

Control of Variables in Disease 
Management 

• Choose the best therapeutic altemattve 
• IIMIIDdopnmlda ¥S c:iMpr1d* 
• GlciiDIIp,.m vs "'-'•eli.,. 
• quesioplne "' rilperidone 

• Outcome data Is easy to obtain and manage 
• Mly lset d2 
• OftiV lset d outcome endpoints 

• Fonnulary choices can compliment one 
another to otMin better outtDmes 

• IIICIID!a!nm(no cP450) e. quetillplne (c:P450 3A4) 

Disadvantages of Controlling 
Market Share 

* Alienate physicians 
* In1tate nurses (with 

repetitive order 
changes) 

*Safe-harbor regulations 
* Labor Intensive 

5 



REDACTED

Attachment 9 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

Page 94 of 182

Case 1:12-cr-00026-SGW   Document 5-11    Filed 05/07/12   Page 94 of 182   Pageid#: 272

• 

• 

5-Step Method for Successful 
Therapeutic Interchange 

.. · ~: ... :· :~: . 

~-~---

' . 
....___.. . . ·-.. --:.· .... . :. -: .:: . --.. . . ·-. : .. ~.· ~· . 

5-Step Method for Successful 
lherapeutic Interchange 

Evaluating Therapeutic Efficacy 

• Buy-In from dinical phannacy staff 
• Buy-In from physicians 
• Must benefit the patient's health 

outcome and/or quality of ure 

Best Value doesn't mean 
Best Price 

• 2~~----------~ 6 
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• 

• 

• 2002 

Consultant Phannaeist's Oath 

• •1 take responsibility ltJr my patient's 
medauon-relati!O needs and ;,m held 
;,a:ountable ltJr thJs commitment. N 

• .. 1 ensure my patient's medicatiOns are the 
most ;,ppropriate, most enectltle available, 
.s.Jiest possible, and are used CDrred/y." 

• "1 Identify, prevent. and resolve medication­
related problems thiJt m11y lnrertere with 
goals of therapy." 

SdaTfl~r.QI flltrudint.BtMRt 

04tBtnaat 
Atfmiodrition.B~tt 

ainir~l.fffirt~r., 
Sld&elidllmt fntrnmlinnp~ 

OLtfSbat 
Atlllinidltmn Bf.Dftfit 

7 
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• 

• 

Summary of Valproic Add and 
Divalproate Efficacy in 

• 2002.------~0 
8 
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• 

• 2002 

Depal~ote DH and En Adverse 
Events 

----_ .... ----

· Depal{ote DH and EH Adverc;e 
Eventfi 

..... --- MIA NUl a , .. - • Nl>o ... ·~ - Ill! ID us HI - NIA ..... a A - Millo ... • , . ... IIIII ID - Ill 

Divalproex Sodium 
Side EltfiCa 

• More Common 
• Sedation 
• Gestrvlntastlnal dili:tn!!ss (less seoNe then with other 

fbrms rt valprnate) 
• Trem.n ( mostlr • higher dOt&!) 
• Amilia (usually daM ralltad) 

• Weignt gain 

• Thrvmboeytopenla (usualll' mtld and dase relatEd) 

• Rare 
• Hspatlltoxiclty 

• Pan~ltls 

9 
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• 

• 

• 2002 

Economic Drug Review 

• Product expense (from payor perspective) 
• Dapllkule ER vs \lalprdl: ~ld. Dapllide, l'llllurontln, 

C.lt>a111GD1Pine 

• Preparation expense 
• Ability to open capsule and sprinkle vs 

crushing 
• Once dally vs multiple admlniltnltion 

• Outcome expense 
• treetment bllure, treatment duratlon 

• Adverse reaction expense 
• interactions OW/cytochrome 1>450 system 

Annual Cost of Therapy 

D ........ lODER - .... 
Dopa.-100.2111Dg mr 

• .,...21100Eit •ut4 

C-IIIIPift• 100.1 nD l--au2 
••-••-•nD 

•• ... .. .... 11,100 .... 
AWPUM®IbJU 

112.SCO ...... 

10 
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• 

• 2002 

t '·RI 
A dntffifilf8.fion.. 

Dosing Considerations 

• JO'Yo of NH I"'!Sident& 
raquir. some dosage 
fonn adjusbnent for 
adlftlnl&t,.tlon 

• 1999 new HCFA l"f:9S 
re-d4Lflne medication 
error to require 
adherenm to 
manul'teturer'~ 
specifications (F 332, 
p:]Jl) 

Depakote 
Dosing Information 

C.--(UD-) 

"""' (1311 rrtG/' IIIL) 

Ezt••••: ,__sao 
"'I t.Mit.; QD.,...,. 

X 

ll 

X 

11 
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• 

• 

• 2002 

Initiating Divalproex Therapy 
• Initiate 125-250 mg qhs or 125 mo BID 
• Increase by 125-250 mg every 3-7 Clays or 

until desired dlnlcal response 
• Usuelrange 375-2000 mwelay 

• Usual sen.~m concentration 40-100 
pg/mL 

• Dlvalproex is an enter1c-coated fonnulatlon 
to minimize gastrointestinal side effects 

• Sprinkle ez~psules fOr patients who have 
c11mculty swallowing pills 

5-Step Method for Successful 
Therapeutic Interchange 

I Biber 

Contrad Evaluation 

• Purchase Price 
• Spread 

• (AWl' • poon:- price) 

• MAC'd competitors 
• Retum on Investment 

12 
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• 

• 

• 2002 

Contract Evaluation 

• Rebates 
• Mal1cet share Qoals realistic ? 
• Single Item market share 7 
• Bundled with other Items 1 
• How often are rebates checks 

provided? 
• Does contract have a ramp­

up per1od? 

Depakote ER ADVANTAGE 

• Depakote ER SOOmg • Depakote DR SOOmg 
• AWP $ 1.77 • AWP $1.85 
• ACQ $ 1.41 • ACQ $1.48 
• SPREAD$ 0.36 • SPREA0$0.37 

·l . ~ , ·': 
.. ,.'.·. ··- . 

.. 

Opportunity for Profit 

• "When the preferred ptTX!uct offets a 
greater spread between iJcqu/sltiOn CDSt 
and selling prta Including rebate than 
other ptTXJIJCI:S in that therapeutic 
category" 

• OFP = (fliP AfiP - ACQ-~I - (OP AWf'- ACQ. 
llebeii!S) 

OFP" ~nly"" ProRt 
pp,. -..d~uc:t 

C1? D OCher ~ueb In --tiC c!i8sl 

13 
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• 

• 

• 2002 

Missed Opportunity for Profit 

YOtJI:IIMJIII:tlllin QlfttUf> CooC SQt, S'-1 

~--.. 2'C , ... fJ - ~ SZWfl 

Capturing the Missed 
Opportunity for Profit 

• Missed OFP = $ 26.00/mO 

• Misseel OFP = $ 312.00/yr . 't. 
• Cost or RPh x lwk = $ 2500.00 ~-·. • .~ 

. .v 6.·'' 
•, t.ll~ 

NET LOSS/yr = $2812.00 " . 

Set Benchmarks 

• Evaluiite regional market 
share expectations 

• Compare to 
national/regional 
standards 

14 
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• 

• 

5-Step Method for Successful 
Therapeutic Interchange 

I~ 

Notification 

• Consultant ORR Recommendation 

• Inl'onnatlve Mailing 
• Physicians 

o lr'ilrodUdmT l..atW 
• PIICient I.J:CIIftQ Lattor 

• Facility 
• Adminisu'atiYe lnlnlduclofy l..el:tBr 
• CoP¥ d Phrelden'c l..d:ter 

Consultant Pharmacist 

l 

• Determine appropriate patients prior 
to notification 

• Set up monitoring parameters (GDS, 
B/P, MMSE, SOB, Dyspepsia, CBC, 
etc •.• ) 

• Provide inservice education to staff & 
physicians 

• Monitor patient for response to 
therapeutic interchange 

• l ______ ID 
2002 15 
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• 2002 

Preferred Produd List 
COllaborative practice 
agreement 

35 etetes allow 
l!iadllltllle's reQLOirelftellb 
Jal'-'tnc:es may dllfer 

Fadllty policy 
-Signed by: 

Medi:el Ci!l'tiii:IDr 
DOff 
ADM 
CoiiiiUbtll l'har.­
Aitendlng MD 

Assures compliance 
Reducas time 

- Clptures •admits 

Therapeutic Substitution 
Formulary 

• Improves GM significantly 
• Reduces time necessary for 

formulary maintenance 
• Can be used with or without 

Collaborative Practice Legislation 
• Captures new orders and re-admit 

orders automatically 

.,., .. 
~-=-·-. 
~· =.-:='.::::~~=--='.:::...~..:.~-=--=~ 
~.,..._._.. ...... ~-.. ·~~~ ....... .a....,,..........,..-..p( .. ......, .. _.., ___ .,.........,.....,.. 

~ ........... _.....,_,.., ... _ .. ~.....,._.., '-• --.. --~~ ... :,-:. ...... c:ac::~ .. ~ .... .,....a..,....~...,..., 
.. ~--... ,..-.. ....__,. .................. ..., 

~---_. .... ........,. .... ,..__.. ............ J 

r-
... _ .. 

-··- ~-
Ia: -

r- ..... 
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• 

-- .. gp,._,.,. -......... - =-;-.==::r ----.......~.-.- ~--.... ._ -· ..,..,~------ -- .__.,.. __ 
IJBI.VfOllllf~ .... ,. ... ,_., .. ....... .,_.,,_,... .. _ ........... .,... 

........ M.~ 

====:-..=:. -------- :::::.=. 
C.."='"-............. ~.:.-=~ ---cz:a:e-: ------- ~OOinD ..... Clll7 ...... .,._. .. --- P'CI»tCQUIP..,.CIIIIll ---- .... ................. --- _...,. .. ~ ---

5-Step Method for Successful 
Therapeutic Interchange 

·:.·,;•v ---· ... ··'' 

\a~~a~r~ 

Implementation 
• Conve~lon letter l'llxed to pharmacy 

• Tar9et data for switch 

~ . 
f: 
~ . 
I 

t 

• Onler change '"when curTRnt supply Is used• 

• Consultant drug regimen review 
• Notll'y fadllty of order change 

• Reminder memo 
• Convetslon llltter (signed) 

• C:OP'f lettBr I'Dr dwrt 
• Witte llalephone ord8r 
• OiAMOE "AR I! 

~~----------~[] 2002 17 
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• 

-------) 

-) -··--Oor ____ .,.., ______ ., 

-.--.. --.---·---_ _..,. ____________ 
----· ........ --tt-................... _... ......... , 
..................... ,.,...4 ........ ~......-.-...... -----... -------· ,.,_--.. --•t~~~tf...._......._....,_.MT~--..M -----............. ___ _, .................. ~ .. ...--........................ ....... ,..., ..................... -· (*~'_.,..) 

C:.'::. -(......_____J-
----~--·---·..,....·~--...... ~---.... _.... ...... -.-..---.. _.~---.---... -·-·_....."_ ..... -----·-,._,...._ __ ··--------.-..-.---·----.,... ---- ----......-----·-·~- --... _-= --

., __ .. _________ ....,.,._ ...... -------------.--. ............... _, ............... .,.......,.,. 9 ..... . ._ .......................... ....-.......... -. 
.............. a... 

~Step Method for Successful 
Therapeutic Interchange 

I Biber 

~~------------~[] 2002 18 
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• 

• 

• 2002 

Monitoring 
• Incorpori!te monltor1ng parameteB for 

therapeutic switch Into order 
• usually labs or vital signs 

• BIP, Dys!JepSia, H/H, Bellavlor Monitoring, INR. 
MMSE, CiDS 

• Have facility report any values oi.Jislde ot 
acceptable range to MD and consultant 
Pharmacist 

• Act on Information to maintain optimal 
patient care 

Monitoring 
• Montnly tracking 

• By facility 
• By pharmacy 
• Bv consu-..nt 

• Prescriptions vs DOT vs Dollars vs Units 
• ~·s from dispensing sylltem 
• Pharmacist's Interventions 
• Consultant Comme~~ts 

Monitoring 

• Audit wholesaler 
purchases vs 
rebate data 

• Audit market share 
vs rebate data 

• Provide feedback 
to clinical and 
dispensing staff 

• Take Action I!! 

19 
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• 

• 

ACE Inhibitor Mar1<et Share 

H2 Antagonist Martel Share 

Extended Release Theophylline 
Mar1<et 

•BnmdA 

•AllOthm 

• 2002~----------1 
20 
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• 

• 
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Atypical Antipsychotic& 
... .. 
• 
.. .. .. .. .. .. l r J D 
-~·----M--­• • M • M M • N • • 

Proton Pump Inhibitors 

1Bmill 

Success Tips 
• Products are therapeutically equivalent 

or selected product Is superior 
• Product offers a cost savings to payor 
• Phannacists and Physicians have 

trusting relationship 
• High acceptance rate for phannaclst 

recommendations 
• Good tracking methods 
• Primarr eoncem for Optimal 

Patient care 

21 
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• CONGRATULATIONS ! ! 

• 

• 2002--------' 
22 
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• 
/ 

Upar~ complatlcll at thiiiii!Ction t._ etlllndeB will be el*l to 

• Identify areas where Abbott Pharmaceuticals 
can uslst LTC pharmacies In the 
perfOrmance of their services. 

• Ust the pnmary factors affecting LTC 
pharmacy dedslons regarding 
pharmaceuticals. 

• Create a plan for marketing Abbott 
Ulborator1es' products to the LTC Industry. 

Partnering 

Consultant Phannacists 
• Emphasis on the clinical aspects of 

phannaceutlcals 
• Differentiation of product 
• Outcomes data 

Partnering 

Provider phannacists 
• Infonnation concerning good 

business strategies and polides 
• Profitability of product 
• Coverage by payors 
• And outcomes data 

• 2002..-------------' 

' '· 

1 
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• 

• 2002 

Partnering 
• Value added services 

• CE programming ror LTC employees 
• CE programming fOr LTC OJstomers 
• Phase III/IV studies 

• Co-marketing 

Partnering 

LTC Phannacy and Abbott 
Laboratories wor1dn1 
qether to bring opti1nal 
patient outcomes to th• 
LTC patient a -. . -

' -

2 



REDACTED

Attachment 9 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

Page 115 of 182

Case 1:12-cr-00026-SGW   Document 5-11    Filed 05/07/12   Page 115 of 182   Pageid#: 293

• 

• 

• 

Thinking Outside the Box 
Exercise 

1. Split into groups of 3 or 4. Discuss spednc partnertng options and value-added servtces. 
List below: 

2. Outline your individual actton plan for account calls and market deYelopment • 

~--------------~ 
2002 
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Nume~l~''-----------------------------------------

MINIMUM DATA SET (MDS)- VERSION 2.0 
FOR NURSING HOME RESIDENT ASSESSMENT AND CARE SCREENING 

&ASIC ASSESSMENT TRACKING .FORM 

8. 81GNA1URES OF PERSONS WHO COMPLE'IT:D A PORitON OF1HE 
ACCOMPANYIHQ AS8eS6fi'IENr OR1RAC1<1NQ FOAM 

I I I a. 

~~~~~~~~====================~--~~:--------------------------------------~ 

!~rr-~~~~~~:----------~ 
J I I I I I I 
c~~~~~~-r---~ 

MENT 

r(' 

( 

I 
:II m-S.Onllle8 ._. 'lhal cauld lll'lpad Olllllnl8l'lflllrlllflll ., ·--
R In a blue ball(e.g~ 0). 

• • Nllllllaa 11-M) lndlc8le till apeclllc Ql(s) that.,., be lnlpaclad. 

llllml llaledln GREEM-Inaldldlna.llllldlan PP8 RUCMIG!aupllr. 
ltlliWGIU .............. IIilmlbe-'lldb~ 
jJUUIAily~IJI~811iori_.,SIBWJ'tillba.IC. ~Orb} 

0 = ~ IIBmil b CXIIIIflUIBrlzied ""**ent lnlddng 

D = Whlln 1m l&nk.IIUil anl8r I'IUII'iber or lai!Br <D 
~= Whsn lsi!Brin 1m. chedc It c:orGlllcrl8j)p1189 

,_.,~ tRiw.MlG) RaM~~r....., B~NU~t,IIC a• a. 

QUALtTY INDICATORS 
8 · Incidence of new fnleturea 
tJ • Prevalence of lalla 
1J • Prevalence of beltavloralsymptoma atreetl•g otflera 
D · Prevalence of aymptoma of depraeslon 
g · Prevalence ot eymptcnna of depreaalon without 

anudepreeeanttherapy 
ll · Uea of 9 or more dlflerant medications 
8 · Incidence of cognitive Impairment 
CiJ • P11!1Welanca of bladder or boWel Incontinence 
1J • P11!¥alence of occasional or frequent bladder or 

boWel Incontinence without a tlollatlng plan 
Ill · Prwalance of Indwelling calheter~ 

1111 • • P11!¥alence of fecal Impaction 
ID · Prevalence of urinary tract lnfectlona 
ID · Pravalance or weight lose 
• • Prevalence of tube laedlng 

1111 Ill · Prevalence of dehydration 
lliJ · P1111Walence of bedfast raaldenta 
ID · Incidence of decline In lata lost~ AD La 
11iJ · Incidence of decline In ROM 
111 • P11!1Walence of antlpaychotlc use, In the abeance of 

paychotlc and related conditione m · Prevalence of antlanaletylhypnatlc U88 

ID · Prevalence of hypnotic uaa more than two tlmea In last weak 
&J · Prevalence of dally phJalcal raatralnta 
ED · P1111Walence of little or no activity 

1111 ED • P11!1Walence of stage 1 • 4 preaaure ulcera 

1111 • Identifies Ole that are auoclat&d wtth a eentlnel health vvent. 

GENERAL IN811WC110N8 eo,_ tllt.lttlomttiiJtJn _. aulllnlllalallrRfh ell fiiU lllftllpllllfBdy :a ,.,. 
(Admlallb\ AniiUII, Slplfkut ~a.. or lllfldlt:MJ ,.,.,,_,- ,.,...., 
Gr~ R'eWtiiW, &} 
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Resident ___________________ _ Nu1!1811c ldentlllar __________________ _ 

MINIMUM DATA SET (MDS)- VERSION 2.0 
FOR NURSING HOME RESIDENT ASSESSMENT AND CARE SCREENING 

BACKGROUND (FACE SHEET} INFORMAnON AT ADMISSION 

SECTION AB. DEMOGRAPHIC INFORMATION 
t. DATEOF 

ENTRY 

RESIIJEH. 
T1AL 

HISTORY 
SYEAR8 
PRIOR TO 

EH1RV 

DATE 
BACK· 

GROUND 
INFORMA-

I I I I 
(alld., ~ lfiSirferriiJved In dllrln(J 5 ~ ptfar /D dilflil of 
entry {Jttien In /ttJn) NJf IJ/»>,fJ) 

a. Pl1or flllll 11111119 nunllng tone 
b. Sa, In olhar nuralng !'lam 
c. Ol'l8r l'llllldlr1llal ~and C8l8 home, 8SSisled Mlg, 

gtOUPhome 
d. MW~aelllng 
a. MM:>D 88lllng 
f. NONEOFABOVE 

(C11ec* 1111 oond1llonB lhst 1118 f6IB1Bd 10 MIWD ststus 111at­
tntllliff1$$(J ~ 8!19 22. fVtd 1118 /l1cgJy tD oon1lriJJtl ~ 

L No! appllellllle--no MFKJD (Sidp ID AB11) 
MFVDD wll'l cqanle antlllan 
b.Dor.n's~­
c.Autl!m 
d.Epllaply 
a. Oilier 0JU1111k: Cllld!fcn l8l&lld 10 MRtDD 

t. MMJD wllh no Gfgll1lc candlloft 

ITJ-ITJ-1 I I I I 
t.tm Dirt ~ 

& S1ay$ up IGie at nlgl'd (B.IJ, after 9 pm) 
b. Hlp&~ CWIIng dill (at lea&l111our) 
c. Gca art 1+ • a Wildt 

IM 1-,-illtl d. ~bUSy wiD\ I'IC:Ul1B9,1'81ld1ng, Ollbcld ~ I'ClU1!l'e 
a. Spendll moa1 o! an. alan8 or MIIEtllng 1V 
L MIMis lnde~ lnlbNa (1Mttl appliances, ~.-d) 
g. Use o! IDbacco puducla 11118881 dally 
h. NONE OF ABOit£ 

a In l::ladda!haa I'IIUd1 ol diPJ 
n. 1Mik1lnaro !C'!et all or 111011! niQhtll 
c.. Has I1'1'81JU18r~ 1!1CM11118r1t pllllllm 
p. s.- fer ll8lhfng 
q, Baltllng In PM 
r. NONE OF ABOVE' 

a. Dally alf1IBd wiD\ ~do98 flt8ndB 
t. l..l3u&ltlllllllnd9 cllll!di.!Bmple, aynagogua (etc.) 
.. Fil'dl &1lellg!h In Mh 
.. Dallyanlmal~ 
w.II'MlM!d In g~a~~p 8t\Miel 
a;. NONE OF A80<1E 

SECTION AD. FACE SHEET SIGNATURES · · · 
SIGNATURES OF PER80N8 COMPLE11NG FACE 8HHT: 

a. Slgnlllu~a of RN 'as e e smetll COol\:8nalor 

I certify that tne aiXXIII'IJ)8tiYing lnfonna11on acc:ullllllly 19ftec1B lelldent 88888llfllent or lnll:k· 
lng inf01ma11on for tb!erueldant and lhat I coli~ or cooralnated oollec!lon of lhla lnforma­
llotl on tne cla188 8ped1led. To tile best of my krloW!eclge. Ibis lnformallon - collec!ed In 
accordance with applicable Medlcale and Medlc:ald requlreman18. I uncte181and that lhla ' 
lnforma11on 18 used as a basis far ensunno that residents f8CIIIv& appropriate and quality 
care, and as a basis far payment from laderal fundi. I fui1118r underatancllhat payment Of 
eudl lecleml funds and continued participation In the govemment-lunded IIHlth cant 
programs 18 oond!Uoned onlhe accunu:y and II'Uihfulness 01 this Information. and tnat 1 may 
be personally subJect ID or may subJect my organllation to substantial cdmlnal, cMI, and/or 
admfnletnlllw penalties for submllllilg false lnfonnatfon.l alao celtlfy that I am aulhorlzAid ID 
submit lhls lnfonNIIIon by lhla facility on 118 behalf. 

c. 

d. 

~------~----------------------------------~ ~ 

:::J =When bar IBik. must e11111r number a laaar 

!;] = Whsn fiiiiBr In boll, dak II CXJndilb'l appDas 

.. Data 
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\ 

~~em ________________________________________ _ Numeric ldenllll&rL_ ____________________________________ _ 

MINIMUM DATA SET (MDS)- VERSION 2.0 
FOR NURSING HOME RESIDENT ASSESSMENT AND CARE SCREENING 

FULL ASSESSMENT FORM 
(S1atus in last 7 days, unless otler time frame indicated) 

& Medicaid per diem 

b. Med:ara per dl8ln 

G. Mali:lw 8l'dlly 
part A 

d. Medi:al8 andllaly d. 
partB 

e. OW..PUSperdllm a. 

5.0l\loroed 

I I I I 

f. VApetd!em 
&- Self or lllmlly pays v full 

h. Madlalkii8Sfdem !lab~ Ot 
MadEa!8 c:o-payrrtenl 

L PIMIB lnuBral per diem 
~ndudlng CD-f~~¥!~1111) 

J. Olhar per dlam 

bydayf4) 

a. EASILY DISTRACTED--{ e.g., dlt!!Qilly paying sllsnl!cn; gets 
sldetladced) '· ,.,.. 

b. PERIODS OF ALTERED PEFICEPTlON OR AWARENESS OF 
SURROUNCINGS-(e.g., I'IIIMIIIIIfpll at llllkiiiO SIDII8lll8 I'D 
p!&B1I; llel'ael ha'nla ecme.t~e~e e!se: CD'Ifusa9 n1g111 an:~ 
*f) 1,11" 

c:. EPISODES OF DISOROANIZED SPE.ECH--ie.g., ~ 1111 
IJallerani,I'IOI18&IISical,lml1aslt, at ~ tmlfAJblect 10 
fiUttll3; loea!IIUI IJI lhoughl) 1, 11" 

d. PERIODS OF RESTlESSNES$--i$G., ftdglltfng at~ at &lcfn. 
~ napldns, .. fl'eqi.lalll posi!lal dllrigae; ftiPIIIIMI i:t¥*3 
IIQG!o8118 or eaiDig aut) /, 17" 

a. PERIODS OF LE1HAFIBY--(a.g., lllugglllhna&a; 8TBifng lnm 
space; dllllcuiiiO ~~~U~JY; IJ!IIa ~ _.) I, 11" 

t MENTAL FUNCTION VARIES OJERTHE COURSE OF THE 
DAY--(e.g.,lliCIIW!fme9 be1!8r, scrneTJmea WOI8« beiB\IIol8 

-""- 1,1"1" 

{U~WIIIIlttnfomiBJicn~Sllte) 

0. UNDERS'TANDS 
1. USUALLY UNDERSTANCJS.--.rruJ.y miss some parl/illlent of 

message. ~· 2. SOMET1MES UNDERSTANDs--tespo~•ds adequately to simple. 
direct ClliT\municalfon. .Z. 4 

3. RARELY/NEVER UNDERS11WDS ..1 4 



Attachment 9 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

Page 120 of 182

Case 1:12-cr-00026-SGW   Document 5-11    Filed 05/07/12   Page 120 of 182   Pageid#: 298

&'J 1. BetlaviDr of this lypt OCCllmid 110 3 days in last7 days 
&'J 2. Beha1110r Of thiS type OCCU"1ld 410 6 days, but less lllan daifV 
&'J 3. Beha1110r of this type occurred dally 

(B) 8ehsvlonll symptom - 7 dlrr8 
D. Behavior not 'IW&8 es8lly alt9rsd 
1. Behavior 

b. M-doing~ or stJuclutUd aciMtl8s 
c. /ld ease~ saiHnltfaled ~ 
d. ~illhes o~m goalS 7 

e. Pulllue&l~ In lire of f8t::lllly (e.g.,~ fnands: 
iniiiJlo.alln group aaMifeil; responds ~ ID .--actMI!8s: 
asab1ri at rallglous 9111W:e9) 

t Aocepts irwilallona iniD nat group III:IMUas 
NONE OF ABOIIE 

IL Covert/open conflict wilh or repealed criticism of stall 7 
b. UnhapPf wid~ roommats 7 
c. Unhappy wi1l1 residents other tnan room male ., 
d. Openly expr~ conflicVang..- YliVllamilyJ1riends '1 

.. Abs8n:e al personal c:onbld wllh laJnllyllnerds 
t Recent los!l o1 dase IBmlly msmbar-'rlend 
g. ~ nc.t 8lljust eUiv 10 dlar1g8 In rallhs 
ILNOf.EOF~ 

a. Strong idenlific:ation -Mth past roles and life slatus 7 

b. Elpre&Ses sad~angerlempty ~ling CM!r lost rol~s\arus .., 

c. Aesiclentperceilles lhat deily routine (aJlS!Omary routine, aCIIiVi!it~IJ•• 
is very diHerootllom prior pattern in !he community '1 

(A) ADL SELF-PEFIFORMANCe--(COdflbr~PERFORMANCE fNER ALL 
SHIFTS dllrlllfl.lllilt 7 dlryti--NDt lndlldJng S19!up) 

O. INDEPeVDENr4to help or IMII8ighi---()R-Help(OWIIIIght p.rovlded cnly 1 or 2 
tirra during lasl7 di¥1 

&J 1. SUPERVISON--Ooolnigl'll. encouragement or cueing provided 3 or more times 
during las! 7 days~~ Supelllision (3 or mo~ times) plus phy:llical assistance 
pra.ided cny 1 or 2 times during la.st 7 de)'$ 

CD 2. LIMITED ASSfSTANCE-flesident highly irwolved in ac;tivity; received pnysical 
in guided maneuvering of limbs or Olher nonweight b&arillg assistallce 3 or more 

1 -OR-More help p!OIIic:led only 1 or 2 times during last 7 days 

&1 3. EXTENSIVE: ASSIS'UWCF-WI\ile resident pE:rlormQd par1 of ac~ily. over last 7-oay 
period. help ottotlowing ~(s) pl'll\lided 3 or more times: 
- Weighl·bearing support 
- Full ~aft performance during part (but not all) ot last 7 clays 

&'J 4. TOTAL DEPENDENCE-Full slaff performance ot actillilydunng entire 7 days 

8. AC'nVI1Y DID NOT OCCUR during entire 7 dar-; 

MDS 2.0 Septamber, 2000 
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c 

(B) VOLUNJARf MOVEMENT 
o. Noloas 
1. Paltiallails 
2. Fulllos8 

b. Alrm-lnclllldina ftlulder or elbow BJ 
e.l-llll"d--11DJD1ng wRst CD" llnglll!l • 

cl.~rdl~hiporknee Ill 
a. Fool--lnd~ ankle or loe9 B 
f. Olherll!rilallon or ross 

l-=u:NCiiDIAll a. Resident bllliEMis h~SM is capalte ol inaeued independenc:s in 
1• atreasuomeADlB 14 

b. Oin!d can~ all beliswe rasidont is capalie o1 increased 
independeroe in a! lettS~ Slllll8 ADt.s ,lA 

e. Rasidenl aiM ID l*fann IIIIID'IIdMt}l till fB wary 810111 

d. Clllel8nceln ADL Self-f'elt)tmll!Dt or ADL Support. compartng 
mornings lc-. 

a. NONE OF ABOVE 

CONTINENCE SELF-CONtROL CATEGORIES 
(Code for triSident's F'EIIFORMANCE OVER ALL SHJFJ'S} 

o. CONnNENr--Oarrrrlela cxnbd [lf'DIIdss ..-d indrMJliing lri1lll)' al1lwRBI ar 
osany ~that'*-nor /sak uline or 811:KiJ 

1. USU4U.Y CON7JNENT--BLADDER, incontinent episoc1e& once a week or less: 
BOWEL, fe&:!llhan WBBiCJif 

&1 2. OCCASfONAL.LY IMX>N71NENT-8LADDER. 2 or more dmllll a weelc 1JU1 nO! 
dallf, BOWEL. once a -k 

II 3. FREOUEtm.Y IMX>N17NENT--BLADDER. tended 1D be incontinent daily. till 
some COt1IJQ1 pAISelll (e.g .. on day ahift): BOWEL 2·3 Umea a week 

&1 4. INCONT!NENT----fWJ inadequete conbOI BLADDER, mullipla daily epillodali: 
BOWEL all (or almost aD) ol the time t.. ~j-~~~~cu~;m;d~ol~~;;~~;;;;~~~~~~~or~;;;;~;;--11 ... 

'W programs. hmployed 1.2.3.4 = 16 

a. Dlitbei8S rreiJIUB 
b. ~a iJIOldlsm 
c:.~ldlllm 

HEAR11aRCULA110N 
cl.~haatt 

d1sea5e (AS1-ID) 
e. (:anj!ac~ 
f. Ccr,gasM hEn lailura 
g. Deep...., lhrunbosla 
1\. H)'pertart9bn 
1. ~on 1'1-
J. Fl!riphtiiii'I'UQIIar d.lwse 
k. Olter c:anliovasculll 

caa.sa 
MUSCULOSICELETAL 
L AtiMI!ll 
III.Hip lrecln 
n.~~(e.g., 

o.~ 
p. Pai!Dogiallblnl l'nll:lul8 

NEURQLOGICAI.. 
q. Alzlwlmal's disease 
r.~ 
.. earebalpa~sr 
t. CetebRMSCUiar eocidenl 

(slmka) 
u. Dernemfa olher 1tl8l1 

Alzhelmet'a dlseasa 

(ltncnt._ CHECK tile 

a. Anl1lllal: lllllislanllnla:lla'l 
(~ .• Mellfdl!ln rasls!anl 
ll!ajlh) 

b. Oasbtdlum cft:jja (c. dlll.) 
c. CalJ&n:IMII& 
d. HIV lnl8cllun 
~ f'nlllmxrill 

'· Respiralory ll'llal:llon 

"' Hai1!plaglaMernlparwlla 
.. Mulllp!8 sdaro&la 
:L Panlplagla 
,. Pllltdnllm's dla8ase 
.. Quadltplegla 
-. Saizul'll disorder 
.. li'M!Iiallladanlc 

al!adc (TIA) 
cc. TI'IIUIIUlllc bl&ln Injury 
PIYCHIAll11CoW)Q0 
dd. Anldety cDiolder 
•· eepnaion n• 
tL Menlc depras&lc:n 

disease) 
gg. SchlzDplv8n!a 

PULMONAAt' 
IIILA$11'rma 
II. Ern~COPO 
8ENSORV 
u. ca!aiiiCb 3 
Ilk. DUib8ac l8!lnopaltf( 
11. Glaucoma 3 
IIIIR. Maullardegenelllllan 
cmtEFI 
M.AO~ 
oo.Anan!a 
pp.Cancer 
~FIIIIlal~ 

"· NONE OF AB01E 

.. Sepbmla 
h. ~ transrnittlld 

o'lse8ses 
I. 1\lben:ubsla 
J. Urlmuy lr.!CIInlec;llon 

In Iaiii 30 dllys 14 ..,.,\!:..._____. 
k. VIral hef:iaiiiiS 
L WOund lnfllciiDn 

~-~,...attinlal'1d1Jal/lllsa ottwllmB flllln8 

INDICA'RlRSOFFWID 
STATUS 
e. Weight gatn or loas ol3 or 

1'11Dre pound& wllhln a 7 
day period. 14 

b. lnablllly 1D Ill! IIIII due ID 
8tlol1n8ss ol brealh 

c. Dahydral8d; ou1PUt 
lllCai'eds Input 14 Ill 

d. lnsulliciem nuid; did NOT 
ccnsume sJVclim091 all 
liQuid!> pn:Mded during 
18813 dllya. 14 

OTHER 

f. ClzzineWVer1igo 11,1 

g. Edema 
1'1..'-r If 
L Hal1udl'lallons 17* 
~ lmemal bleeding 14 
k. Recu~nt lung aspratia'ls 

in Iaiii to clap. ,.,. 

I. Stiallnass ol bl8alh 
111.Syncope (lain ling) 17• 
n. Unsteect{ gail 17• 

o.'bnlllng 
p. NONE OF ABOVE 

MDS2.0 Seplamber, 2000 
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a.~•m•~mm~~m-.7~ 

(Citsclc all fiiBt sppM 
8. H!ll in pas130da)18 

11.17•11 
b. Fell in pest 31-1811 

dil¥8 11.17» 

a. Parentera1\/ 1~14 
b. Feeding lUbe IJ./4 -· r.--, 
c. Mechanically allered diet 
d. Syringe (oral feeding) U 
e. TherapeUiic dif.4 11 

f. lnd&ianalJ&n 
g. Jain! pain (lllher tlan hfp) 
h. SGfltislaB paln 

(e.g...lesian, musde) 
L Stmnadl paln 

~ Ohll' 

c. Hip IIT!ctu.e in IIIII 
1•• ,.,. a 

d. 011'181 fladuse in 
1a11110 dlly8 a 

e. NONE OF~ 

f. Dl8!aJy aupp!ement 
be!wea'l rilsall 

g. Pllllll gL&d. slablllz8d 
built~ ullnll, etc. 

h. On a p1amad IMiight 
dlangspl1liJ'IIIII 

L NONE OF ABOI!E 

(51tlPID secfDtL/1,.,_681ftJ11'9bJ~ 

a. Ctde the piQPDIIIon o1 IDIIII-.....Ihe I'Sdenii8CIIIwad lt'ilaugh 
pliii8I1IBial 0111ba feedlngs In lhallalt 7 .... 
o. Nllne 3. $1'1ol0 75% 
1. 1 'lb co 25'lC. 4. 78% 10 100'fe 
2.28%1D!IO'I!. 

b.. COda thaiMIBgB Wd lft18lla p111 diW brf IV cr llba In 11117 d8y8 
0. NtJn9 3. {11)11D 1500 cr/ctay 
1. 1 to !50) a:flfay 4. 1!101 co 2DOO a:lctay 
2. !101 co 1000 ~ a. 2001 c.-nae a:ldify 

a. Debtl& (soft. easily mawab!e sub91anc119) preset~~ in IT(Iufh 
going 10 bed at noght tS 

1-~ru~~unMIII b.. Hadenturaa or~ bltdglt 

c. Somelaill'latullllleelh I0$1-.....doe:s not~ or doe$ not use 
dentures (or partial plales) 1 J 

d. Brollen. loose, or ~us teelh IJ 

e. Inflamed gums (gingMi); S'Mlllen or l:teeding gums; oral abcessas; 
ulcers or rashes 1; 

f. OaiJr deanlng oiiMih'dallures 01 dally l1lOil!h ca19--0t I8Sitlent 
or ald. NCI .1~ IS 

g.NONEOF~ 

@;fwoN8msrequlredtolrl~ @ 

dlnsu!WitSC!IIellllffllllMll-t,,,., ... ...,,.: s:mm .. 1, 2. 3, 4) 

a. Pn!ssunl u!alr~ lesion~ preuure resulllllg In 
cmmsge at unde~rQ lblsue -

b..S!II&ia ulc81-open lesion caUBEKl bf poor d~aJ~aGon in the lower 
aDani!IID 

0. No 1. Yes J6 

( Clflltllll/111181 apply dllillp lat7 _, 

U::O:MI.II-1 L Abla&ions. brulles 
b. Buln!l (llllall'd 01 fllrd degrue) 
c. Opan 1ast1na Cllher 1118/1 uara, ...._ana (e.g .. C8IU!f lesian!l) 
c1. Ras~~e&-e.g., 1n1111111go. eczems. dNU I'Bllh. 11ea1 rasn. herpes 2DSie1 
e. Skin c&a~eilizsd ID pain or pressul'lll 16 
f. Sldn t11a111 or c:ul8 (Oitlellhan IIU!gllfy) 

g. Sulgleal V«lUUlds 
h.. NONE OF ABOVE 

a. PnlliiRIIa l'llliiMng d~Mce(a) fQr dllllr 
b.. PI8SSUI8 raiiiMng diMce(e)fDr bed 
c. TumltiW•apcsi1krmg PJOgiiiiTI 
d. NU!ri!DI a '¥!Indian lnlaMIIi!lo!•ID manage Bldn peblems 
.. UlcerC818 
•• £UgilzJ v.anl C8l8 
g. App1lcal!on o1 dr&ngs (\IJilh awlllaJIIDplcal medlc81!ons) 

lhan!Dr.t 
h. Appdlca!lcriol~ (CIIherlhan!D le8l) 
L 011'181 p_.,. or piOIIICIMI fi!dn ~ (011& than to feet) 
J. NONEOF~ 

(CIIIdr 1111*' .,., dutfi!IJ,., '1dio'l) 
a. A8llil8nt tu ana ormore!Dat prablllllll--4.~, co111!1. canouses, 

IUticns. l'lanmlr 1089, IM!rlaJql!ng a.. pain, 58\dural p~ems 
b..ll'lllldDI al the foo1-e.g .• r::ellullb. purulem drainage 
c. Open leiJIIni lrllhe IDa! 
d. NaWaii!U!18811irnmed miring la&IIIO dar8 
e. Fltlceitoed ~or pRl!I!CIMt bit an (e.g., UE8I ~ 

Blloel, insaf111.!*h toe sepani!Dis) 

'· Applicllllon al ~ (wi1h 01 wllhauiiDpical mecllcedloiiS) 
g.NONEOF~ 
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RNI~~-------------------------------------------Nume~l~er ____________________________________ __ 

fOR MOOD, 
BEHAVIOR, 
COGNJ11VE 

LOSS 

TREA'IMENTB 
a. a ... ,ll'lll..,lll'f 
b. Dllll).l8l8 
c. rv nalicaltln 
d. lnllika'output 
L Moni!OIV!g 8CI.Ii8 

l1'l8dal conditb'l 
L OB!aT?/ Clll8 
g. Ollygan bllljlV 
... Alldlallcn 
L &.dtunliv 
J. 'll8l::h8a&tDnl en 
lk.T~ 

L Ven!llatior 01 respiniiDt 

PROGRAMS 
III.AicctD'dnJg tl8il!m8ilt 

PJaUl&l'l 
ft. Alzhe!im(J/deiftanlja 

Spedal Clll8 U!1ft 
o. Hospice Clll8 

p. F\!dlalllc unll 
q. R~I!BC1118 
r. T1111Mg In~ requbediD 

11111im ID the CXIIM'WIIIIy 
(a.g.,IM!nllii18dlca!lons. 
hllllll8..,., ahallPfnll, 
lial\llpOrla!lan, ADI.sf 

a. NONE OF ABOVE 

a.~ ·language pall'loloiW IWl audlology 
aervtc. 

b.Oa:upa11onal'lha111p1 

c.~~ 
d.Reapla!Dry thei!IA' 

(by any licensed mental 

(a&* aD liii11is Miillooll 01 illntlegle8 ..-Din liiBt 7 dilp-no 
mallllrMI818 ~ 

a. Spedall:li!I'IIMr aymp!Dm -ruaaon piO!JI8ITI 

b. Ele!UIIIIon ~a llcnied menlllll'llllllh aPaasna!tn laal80 ~ 
c. Group lhMipJ 
d. ResldeiHpedftc daliberal& dlarQ8S In lila~ 1D-**­

niOCD'llehiMir pdlllllll-4.g., ~ lll1881iln "M!kt~ID nJmlllllgl 
e. Aaxlunllildiit-ii.g., a~Bing 

OF ABOVE' 
Recon1111e NUMBER OF .D4YS each of lhs following tehsb/1/latlon or 
mstoml114118din/qii8B or~ was ptfWirllld ID the,_,.,, tor 

110NI ,_,. fiWI or flflual fD tlf lfllnllfBB ,_. dlq '" tile lltft 7 .,_ 
R!STOA- (En~Dt o If none or ltJSS lhari t.5 mitt dBJiy.) 
AnwQMEr-~--~~~~70----r--~~--------~r--4 

& Range of moUon (piliisNa) 
b. Rlqealll'dan (dw) 
c. Splint orblal:e 88'SisWICie 
lRAININO AND SKILL 
PRiiC11'CE IN: 
d. Bed nwJt:8't 
e. TIBIIIIflar 

* = Oneal th-1/!ree ~ems, pl118 at leu! 
one other item requii8d ID trigger 

l7•·wJn-loiiRAI~jbr~ 

g. Dn!llllllng Cl gnJilll'!ilg 

ll.ea1!nl)or~ 
L~aua 
.. Communladlon 
lk.Ohlr 

(Uss ltie fol/awing coc16S lot last 7 •J«) 
0. NCJIUSiid 
1 . Used less 111an dally 

tJ 2. Used daily 

MDS2.D ~.2111) 
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• ' ~d--________________________________________ _ 

SECTIONT THERAPY SUPPLEMENT FOR MEDICARE PPS 
L AECAEA'nON 1HERAPY-E.rftr number al d8)B tmd IolBI mblufJJS 

of ~tlan therapy arlmlrlllrl8rad (lor lit Ialit 1S m/nllf88 • dlr) /n 
the ,_, 7 U,.. (EIIfBr 0 If 1101111) 

t 
Numeric ldendller __________________________ _ 

(A)"' I ol d&ya admlnlstei8d lor 15 m~ut.aa ar 111018 ~4-..:;;:..--1 
(8) '"tD1alt ol mlnutn piUV!ded In last 7 daya 

If not cmi8n14 aldp fD llllllt I 

o. T111augl'l day 16, pravkfa an etitlmat8 cif1he number of- · 
when allaaat 11118~ aeMoe call be ecped8d ID h~ bearl 
daiJvanld. . 

d. Tlnough •15, ~ Mllii!SII'IIi1ll cif Iiiii! nu111J18r oJ 
lhel1tilrlftlnui8G (8mlllllha~ thlli:llllbe 
4IIPICbld lobe~ 

~a.tl2tiADL~--1RAMilf1i'R 
(Clf.ILA)fl4f,l, t111AND8.111asra.tJI,_~IIII/J ,__ 

• RaS:iant I9ClBMid physlcalltlalapJ liMlMng galt liUIIng 
• PhyBical ~was Clldalai for tha ieslclenl tnvcMng galt 

tnmllng (T.1.b) 
• RtlllldBnii'III:IIMd l'lllftllng iehall!ll1ll1lo b .odng (P.3.f) 
• f't¥bi111818Pf lrPidW'Ig ~ lla8 bBI dlsoantinuecl w!lhln 

ll'epaai11JD-

- fD 1111111, lli:llldlnt did_,..,. /It,., 7.,. 
=:&UDMNGFMIJBI9, /IJABEICCIDG ONJHE 

WHEN 7HE HSIDEIIT WAJJCED JHEiiARFHE11r 
'MJHOIIT smM IJOM'( lNCU/112 MllWUMJ DURJNG 
REHASil.J11tJION SE.SSIOHS.) 

a. Furtlle8t 
episode. 

0. 150+ fall 
1.51-148faet 
2.28-50fe81 

3. 1o-25 faal 
4. ~than 10 faal 

b. TIRB..oradwl!houlellllracbM~Itd&epi&Dda. 

0. 1-2 mlnu1BB 
1.3-4mlnW8 
2. 5-10 rn!nut8s 

3. 11-151111n11Bi1 
4. 18-3) mfnulaa 
5. 31+ l11lniiBil 

e.. 811f.1111Mtamaa Ia .._ dui6'lQ ltd& epl&:oda. 

0. INOEPENDENr-4ltl hB!$l 01 CM!8Igl'll 
1. SUPBMSI~ 8IICCUI8gallllnorCUI!ng 

priJII4ded 
2. UMrrED ASSI8TANC£:-f!ealda hlgllly lrM:IIwd In walldng: 

reoeMid physical help In !ILIXIed lllllll8IMirlng of llmlls or 
dher nor1w8lgtd bealtng llllllislllnc8 

3. EXreNSfVE ~ ...-..:!WIIIgl1t 
IBW1g aaslidBJai wtll!a ~ 

d. WlllldiiiJ 8UDIICit pi'CIWidBd aaaoc:l8led 1llilhlhllllllllacd8 (CXIdB 
l'8g8ldrellsliliBiam'a aal-pabmanca cl8sslllcalllln). 

o .... ll8tlp Of~ halpflum siBtl 
1. Selup http Gilt' 
2. one peniDI1 ~ass~~~~ 
3. T-.o+...,... P1¥*ZJ as&l8l 

O.No 1.Yaa 

I I I I I SlBIBI I I 

@ MDS2.0 Septaiibei, 



Attachment 9 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

Page 125 of 182

Case 1:12-cr-00026-SGW   Document 5-11    Filed 05/07/12   Page 125 of 182   Pageid#: 303

c 

( 

Rea!dent _________________ _ Numericldenllfter _______________ _ 

SECTION U MEDICATIONS- CASE MIX DEMO 

. ' 

Ust all medications that the res!dent received during the lest 7 days. lndude sdleduled med"~eations lhal are used 
regularly, but less !han~ 

1. Medlcalon Name and Dose Onfenld. Rec:ord the name of the medication and dose ordera:l. 
2. Route of Admlnlalrallon (RA). Code the Route r.A Administration using lhe following IIBt 

1 =by mouth (PO) 5"' subcutaneous (SO) 8"' Inhalation 
2 =sub lingual (SL) 6 = rectal (R) 9 = enteral tube 
3 :Intramuscular (IM) 7 =topical 10 = other 
4 = intrawnous (IV) 

3. Frequency. Code the number of times per day, week, or month lhe msdlca1ion Ia admlnlstsmd using the following list 
PR = (PRN) as necessary 20 = (BID) two times daily 00 =every other day 
1H = (QH) every hour OI"'C!!D& every 12 t'lrs) 4W =4 times each week 
2H = (Q2H) every two hours 30 = (110) three limes dally SW =live times ead'l week 
3H = (Q3H) every thrae haul'S 40 = (010) four times daily 6W =six times each week 
4H = (04H) every four haulS 50= live limes daily 1M = (Q month) or'd:8 every month 
eH = (06H) every six hours 1 W = (0 week) once ead'l w1< 2M =twice fNery month 
8H .. (QBH) every eight hours ~=two limes fN8tY week C = mntinuous 
10 = (QD or HS) once daily M =three limes fMrY week 0 = olher 
4. Amount .Admlnlllared (AA). Record the numbet r.A tablets, capsules. suppositorie&, or liquid (any route) per dalll8 
administered to the residsnt. Code 999 tor toplcals. eye diOP$. inhalants and oral medicalions 1hal need to be dissolved 
in water. 
5. PAN-number of daye (PRN-n). If the frequency alde for 1118 medication is "PR", reoold the number r.A times during 
1halaat 7 c11tta each PAN medication was given. Code STAT medlmlions as PANs given once. 
6. NDC Codee. Enl&r the National Drug Code for each medlcatfon given. Be suru to enter the mm!ld NDC cede tor 
the ctug name, Slrength, and tonn. The NDC am must match the drug dspensecl bV the pharmacy. 

• I • . e •. ' 2 RA 3. Freq 4. AA [ 5. PRN·n 6 NDC Codes 

MDS 2.D SaplerTD!r, 2000 
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Numeric ldenllller 

1. Check It RAP Is tJ1ggerecl. 
2. For ead'l triggered RAP, use the RAP guidelines 10 identify 81885 needing further assessment. OoaJment reiiMI'II assessment infoiiT'IfJIIon 11!g81ding 

the residents statua. 
• Describe: 

- Nature of the cond'IIIDn (may Include presence ot lfD of dljediw data and sub,lecliW oomplaints). 
- · Compllcalions and 1ts1t fadDIS thai aft'.ed your decision ID proceed ID care planning. 
- Feclor& that must be oonsidered in dMoplng indMduallzed care plan lntervenllons. 
- Need for referralslfl.n'lher Mllua!ion t71 appropr1sts health profasslonals. 

• Documentallon should support your decision-making regarding whether to proceed wllh a care plan for a triggered RAP and the type(s) of care plan 
interventions that ara apprq:~ria~ b a parUculal resident. 

• Documentation may appear anywhere in the dinical record (e.g., progress notes, consults, flowsheets. etc.). 
3. Indicate under the I npetjon of RAP A ; mx~ent Pocumentation column where Information related to the RAP assessment can be tlund. 
4. For each tJ1ggeted RAP, indicate whether a new care plan, ca:JU plan n:Mslon, or continuation of aJnant care plan t9 necessary to address the prttiem(s) 

lden11ffed In your assessment. The Care Planning Dedsion column must be completed wilhin 1 days of complellng the RAJ (MDS and RAPs). 

(a) Check Locallan and Dale of ~- ::J! 

A. RAP PROBLEM AREA If 1riggenld RAP A8BB lllment DocumeniBtion :.,.plan In 

1.DEURIUM I 

2. COGNI'TlVE LOSS I I 
S. VISUAL FUNCT10N I [ I 

4. COMMUNlCA110N 

5. ADL FUNC110NAU 
REHABILn'AllON POT'EN11AL ( 

I. URINARY INCONIINENCE AND ( INDWEWNG CAntETEA 

7. PSYCHOSOCIAL WEU.-BBNG I 
8.MOOD5mTE ( ( 
9. BEHAVIORAL SVItPTOMS 

10. AC'IMT1ES 

11.MLLS -
12. NUTAI110NAL STA11JS 

13. FEEDING TUBES 

14. DEHYDRA'IlONFWID MAINTENANCE I 

15. DENTAL CARE I 
18. PRESSURE ULCERS I ) 
17. PSYCHOTROPIC DRUG USE I 
18. PHYSICAL RESTRAINTS I ) 

B. 
1. Signature of RN Coordinmor for RAP A9sessment Process 

ITJ-ITJ-1 
2. ~ oar 
ITJ-ITJ-1 

4. Monti Day 

I I I I ...... 
I I I I 

Vear 3. Signature ol Person Completing Care Planning DeQsian 
MDS 2.0 Sep~M~ber, 2000 
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Sample EUibit269 

Ibm Date Report2 .RJ:pad Paiod: 
tn/1999 2:53:52 pm Facility Quality Indicator Profile 1/1/1998 to 12/3111998 .; Dati Submitlr:d By: 

F~ Facility .t.opl ID: t/5/1999 
I T44 

Comparison 
#.ID #ill l'ariUI)' GJVDP PeRadle 

DamalaiQaaUI)'IDdJatur Nam Doom Pucmt Pvcmt Rallk 

Acddalll 

1. IDcidc:oce of new fbu:bm:s 1 1S9 0.6 0.9 27 

2. Prevalence of falls 47 1T7 26.6 20.4 92 

Be!Javi~ogiJ. fantma 
3. Prevalence of behavioral symptoms affectiag others 29 IT7 16.4 19.9 8 

High riB 24 100 24.0 26.0 6 

Low risk s 77 6.5 7.4 Sl 

4. Pmoalence of symptoms of dcpmssiOD 19 1T7 10.7 20.7 8 

5. Prevalc:nc:e of symptoms of dcptessioD without s 1T7 2..8 10.0 0 
amidepmssam tbc:rapy 

Cll1lgJ Mllll~tmtl!! 

6. Use of9 or mare diJi::r\zt mcdicalicms 82 1T1 46.3 34.6 100 

•• Copid!.c fattems 
7. Jnciclt:Dce of cogoitiw impail:meDt 6 47 1~8 9.1 89 

EllmlnatioJIJimtntb!ii:IU."t 
8. Prevalace ofblaMar or bowel iDcoatiDcDce 60 163 36..8 39.6 13 

Higbt:i.U. 19 37 51.4 47.6 62 
Low risk 41 126 32.5 36.3 14 

9. PievakDce of occasional or fie:queat bladder ar bowel 22 64 34.4 22.6 81 
inc:oniinence without toiletiDg plaD 

10. Prevaleuce of indwelling c:stheter 10 177 S.6 7.4 14 
ll. PnMieDce offi:cal hapactiou. 1 1T7 0.6 0.8 31 

1Dfedl011. Csmbl 

12. PlevaJmce of uzDmy tnd infectiODB 32 177 18.1 9.1 100 

J!gbitioDII:atiD& 

13. Preva.l.c:u.ccofwe:igbtloss 29 177 16.4 10.6 100 
14. Plevakuccoftubefecdmg s 1T1 2.8 ~7 7U 
1 S. PnMik:oce of debydnliOD o· 1T1 0.0 o.s so 

.Dc&iped 8lld lmpltmmtl:d by the Ccatcr fix l::kaJib S,st=a ReseaRI!IIIIdAml)'sia. U.W. ·Madison 
filr lbc HCFA Stmd.mt Automation Sysll:m ADalytidcpmtiDg S,.u:m (beta-test) 

• ~~liar Il'C Fleililio-Eahibia 67 
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• 

• 

• 

Sam _pie Exhibit 269 (continued) 
R1mDIIII:: Report2 lb:part Period: 

1n/1999 2:S3:j2 pm Facillty Quality IDdJeator Prof'lle 1/l/1998 tD 1213111998 

Dlda Sabmiaecl B)': 

FKiliiY: FacW!y Ulgia m: 11511999 
r I T44 

Co~Dp8Ji.wa 

liD liD l'acility GIIVup Pertadla 
DomaiDIQaallty Jadlaar NIIID Daom Peneat Paeat RaDk 

PhJBI:JII Pandiguillg 

16. Plevalcce ofbedfut residents II 177 6.2 2.1 100 

17. Incidence of decline in lab:: loss ADLs 18 108 16.7 17.5 61 

18. IncideDce of dccliDe iD ROM n 120 60.0 14..3 9S 

Eel'fltzlmpi.: Dmg lllt 

19. Prevalence of mtipsychotic use, in the absence of P'Ycbotic 19 169 11.2 11.2 61 
ar n:lated cODditions 

Higbrisk 5 22 12.1 29.9 so 
Low risk 14 147 9.5 7.4 77 

20. PlevakDce of am.iaJWetylbypnotic use 37 169 21.9 15.2 100 

21. Prevalence ofbynolic usc mare tbaD two times in last 12 177 6.8 2.6 100 
week 

OnaliiJ o!~tre 

22. Prevalace of daily physiad .resb'aiD1S 7 171 4.0 8,7 13 

23. Pnwalace of little aroo ~ 64 111 36.2 18.0 93 

SldDC!ID 

24. Plevale:Dee of sta&e 1-4 ~ ulc:cD 17 177 9.6 7.S 82 

Higbrisk 8 68 11.8 11.5 1 

Low risk 9 109 8.3 4.0 100 

Desjpcd 111111 Jmp!cmc:Dtl:d by tbe Cclltl:r far Health Systema IWeaJdland .ADalysiL U. W.- MadUoB 
for the I:ICFA Stlmdani.Aatoma1ioD SJIIII:ID ADIIlytD: kePQJ1iDs S)'BII:m (beta-test) 
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• 

Glossary 

ActMtles of Dally LMns (ADLs) 
Functiom required tD be able to ltve independently, which include: Eating, Bathfng, Groom1ng, 
Tramfemng, Tolletfng, and Transferring. 

Acute care 
Care for a person with a single episode of a short-term illness or with an exacerbation of a 
chronic condttton. 

Admfntstrator 
Person respomtble for the overall operation of a health care facility. A term most associated 
with hospitals and nursing homes. May be called the Program Director fn community based 
facfltties. 

Adult Fost.r Hame (AFH) 
Private residence where up tD 5 non-related elderly or dfsabled people may lM fn order tD 
recetve room, board, and personal care. Care provider must live In the residence full time. 
Care providers are oot required to be medically licemed or certfffed • 

Al2hetmer's Unit 
Provides medfcal and custodial care for fndMduals suffering from Alzheimer's disease. 

American Assoctatton of Homes and Services far tM Aged (AAHSA) 
An organtzatfon representing nursing homes and assisted ltvtng fadlttfes. Membership is 
primarily made up of not·for-proflt factllttes. 

American Health Care Assodatlon (AHCA) 
An organization representing nursing homes. t.l2mbe.rshtp fs primarily made up of for-profit 
facilities. 

American Soctety of Consultant Phannadsts (ASCP) 
An organfzatfon representing pharmacfsts who provide prescrlptfon services and consulting 
servtces to the long·term are industry. 

American ,_dtcal Dtrecton Association (AMDA) 
The organization representing physicians who are medial directors of nursing homes. 

American Geriatrtcs Saciety (AGS) 
An organizat.1on comprised of any" healthcare professional who Is engaged fn providing care 
and/or servtces tD the tong-term care envtrorvnent. Includes physicians, nuBeS, social 
workers, and phannacfsts. 

Ancillary Services 
Hospital servtces other than room, board, and professfonal services. They may Include x-nsy, 
laboratoryt or anesthesia. · 

0 ....._ _____ ___, Page 1 of7 
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• 

• 

Assisted Ltvfng Facility (AlF) 
Facility wtth OYer 5 residents who ltve in individual apartments or room. Heals, organized 
actMttes, medication management, and some ass1stance wtth dressing and personal care 
provided by hired staff. Care staff not required to be licensed or certified. MJnfmal 
supervlsfon by RN or non at alL Social model. 

Assisted Living F ederatton of America (ALFA) 
An organization representing assisted ltvlng fadltt.tes. 

Balanced Budpt Act (BBA) of 1997 
A Congressional act that tntrodlr.ed Mecl1care + Chotce, an optfon that was intended to reduce 
Medicare costs. The act allows beneficiaries who haw Medfcare A & B to choose risk-based 
HMO plans, fee-for-service plans, or Hedfcal Savings Accounts. 

Beds 
Tenn used to describe the capadty of a fadltty. Used in tmpft:als and nursing mme5. Hot an 
ac:ceptable term in community based fadUttes. (See units) 

Beneflctary 
A person designated by an Insuring organ'lzation as etfgfble to receive Insurance benefits. 

BtngoCard 
A form of modified unft dose packaging, also referred to as blister pack or punch card. 

Bundlins 
A contractual arrangement fn which a seller provides several products at a discount. The 
products may be related, possfbly from another manufacturer or unrelated, such as drug and 
non-drug products. 

Care Plan 
A plan that identifies the resident's care needs, describes the strategy for providing services to 
meet those needs, documents treatment goals, and objectives, outUnes the criteria for 
terminating specified fnterYentfons, and documents the resident's progress In meeting goals 
and objectives. 

Care Staff 
A loosely used tenn to refer to the staff proYicl1ng physical care fn all levels of care. May or 
may not be licensed or certified. 

Case Manaaer 
An experienced professfonal (e.g., nurse, doctor, or social worker) who works with patients, 
providers, and insurers to coordinate all services necessary to provide the patient wtth a plan 
of rnedtcally necessary and appropriate health care. 

Cltent 
Current term often used fn place of the term patient, especially tn community based tare 
facilities, and facUft1es for the mentally retarded or developmentally disabled. 

Closed Formulary 
A formulary that restricts prescriptions exclustvely to the approved drug list. Emphasis may be 
placed on generic substitutions and step ~rapy protDCDis • 

Page 2of 7 
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Canter for Medlcar. and Medtcatd Servicet (CMS) 
A Federal Agency under the Department of Health and Human Services (HHS), which 
admtnisters the Medicare program and ovenees the states' management of the Medicaid 
program. (Formerly Health Care Finance Admfnistratton·HCFA) 

C.rttft~d ~dlcadon Asststant (CMA) 
A person who has worked for a specif1ed period of tfme as a CAN then completed and passed a 
standardized program In basic medtcatfon administration. May not administer injections or IVs. 
Not recD!Jnlzed In all the states. 

Certtftttd Nunt .. Assistant (CMA) 
A person who has completed and passed a standardized certification program tn bas1c care. 
Provide5 ass1stance with actiVtttes of dafly living (AOLs). 

Community 
See Fadlity. 

Community Based Care 
Tenn used fur faciltties other than hospftals and nursing 1-omes. Includes ALF, AfH, RCF. 

Delesatton 
Allo-ws non-licensed non-certified staff to perfonn some duties tradittonaUy done by licensed 
nurses. Requires teaching and supervision by an RN. 

Diagnosis Related Groups (DRGs) 
A system of classification for inpatient hospital services based on principle dtagnosfs, secondary 
diagnosfs, suriical procedures, age, sex, and presence of complications. Thfs system of 
classiftcatton Is ~d as a financing mechanism to reimburse 1-ospltal and selected other 
prov1ders for servtces rendered. 

DirRCtor of Nuntna 
The person who fs responsible for aU nursing care pi'OYided. Required in hospitals and n&mfng 
homes. Must be a registered nurse. Abo know as a Director of Hursing Services (OHS). 

Disease Management 
An_ tnfonnation based process that provides an Integrated, mult1-dlscipltna.ry approach to the 
prevent1on, diagnosis, management, and treatment of various diseases. The goat ts to opttmtze 
the clinical and econom1c outcome of care for a spedflc disease state of diagnosis. 

Drus Reaimen Review (DRR) 
A review of the record of each pattent in the tong·tenn care facility to Identify drug therapy 
problems or irregularities. DRRs are conducted by consultant pharmacists, and must be made 
in writing_. (Abo known as Drug UtiUzatlon Revfew-DUR). 

· Facility 
The building or environment where residents ltve. A more acceptable tenn replacing the Mrd 
Institution. Now be1ng replaced by the term Community. 

Fee·for·SRMc:e Plan 
A method of reimbursement in which pravfders are pafd a "reasonable or customary" fee fur a 
unit of servfce. Included are comprehenstve first-dollar coverage, arrangements wtth 
deductibles and m·payments, or plans U"Sing utilization revfews and mandatory second 
opinions. · 

PaRe 3of7 
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fonnulary 
An exclustve list of drugs for which a third-party payer will provide reimbursement. A 
formulary usually tnr;:\udes lower-priced entries in a multiple source category, and wfll often 
exclude l)tgher-priced, bllUlded products. 

Health Car• Coordinator 
A loosely defined term often used in community based facilities to refer to the penon 
responsible for overseeing the care pi'DVided to the residents. Th1s person may or may nat be 
Ucensed or certified. 

Hosptce . 
A facility or program engaged fn providing pall1attve and supportive care of the tenninaUy ill, 
and licensed, certified or otherwise pursuant to the law of jurisdiction in whfch services are 
recei'Jed. 

Intermediate Care Fadlity (ICF) 
See Nursing Facility (Hf) 

L.ong-TI'nn Cant 
Assistance and care of penons wtth chronic disabilities who require help wtth the activities of 
daily livfl'l!l or who suffer from cognittve Impairment. Long-term care's goal is to help people 
with disabfUtfes be as independent as possible; thus it is focused more on caring than on 
curfng. 

L.on .. Term Care Provt•r 
Asly organization that provides long-term health care. The description appUes equally to a 
single nursing home or home health agency, a nursing home ctlafn, or a large integrated system 
that contains a combination of long-tenn care services, including sub·acute care, sktlled 
nursing care, and oome care. 

ManatedCa~ 
A system of healthcare deltvery that influences uUUzation and cost of servkes and measure 
performance. The goal is a system that deltvers value by giving people access to hlgh-qualtty, 
cost-effective healthc:are. A systemic approach, which seeks to ensu~ the provision of the 
right healthcare at the right time, place, and cost. (Also know as Managed Costs) 

Medicaid 
A federal program, partially funded by tndfvldual states, that provides medfcal benefits to 
certain low-income fndtvlduals. Each state under broad federal gufdelfnes, determines what 
beneffts are covered, who fs eligible and how much providers will be paid. 

Medial !);rector 
A physician who assumes some administrative responstbilttfes in hospitals and nursing homes. 
Not required fn community based facilftfes. Is pafd for his role as medical director and must 
sfgn documents and attend quarterly meetings. 

Medical Mo*l 
Refers to physician centered philosophy of care found in hospitals and nursing homes. All care 
is provided under the direct orders of a physician. 

*dlcal Savtnp Account 
A method of reimbursement tn which the beneftcfary fs allotted a ftxed amount of money to 
spend on health care. Allows the benefidary to control the selection of providers and 
the11!1ples. 

Pa~ o4of 7 
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tMd;care 
A federaUy funded program that uses tax dollars to retmbune providers for health care services 
rendered to th! elderly, ages 65 and over. The major benefits of this legislation include 
physician servfces, hospital care, home care, and extended care facfltty awerage for a defined 
per1od of time. This program ts voluntary and Is financed through Soctal Security deducttons 
from employee-empiDyer payrolls. It Is handled through nation trmt funds. Part A covers 
hospital and skilled nursing factltty costs. Part V, for which there Is a monthly premium, covers 
physictan services and certain outpatient procedures. While it is governed at th! federal level, 
claims are processed through insurance companies that serve as fiscal intermediaries. 

Medicare + Choice 
An optfon Introduced by the Balanced Budget Act of 1997 that WC!IS fnteded to reduce Medicare 
com. The act allows beneftctar1es who haw Medicare parts A a B to choose risk-based HMO 
plans, fee-for-service plans, or Nedkal Savtn!JS AccoUlts. 

Minimum Data Set (MDS) 
A eND assessment tool containing more than 100 Items that 1s filled out by nursing staff when a 
patient Is admitted to a nursing fao1tty. It ts completed quarterly and upon a sfgnfficant 
change in the resident's condttfon. It captures a patient's medical condition, functional status, 
sensory and physical impairment, nutrition, psychosodal status, dental status, actMty level 
and rehabilitation potential. It Is based both on staff observation and on prevtous written 
reports filed on th! patient. 

Mort»tdtty (morbidity rate) 
1. An actuarial determination of the incidence and seventy of sfckness and aa:1dents In a 

well-defined class or classes of people. 2. The actual state of being diseased. 3. An 
actuarial determination of the death rate in a given population in a given per1od • 

Open Formulary 
A formulary that allows physfclans to pre!Cr1be as they see ftt, whether or not the drug 1s on 
the approved list. 

Outcome 
The result of a certain coune of therapy, measured fn tenns of health Impact and costs. 

Patient 
Consumer of health care. Term still used in some medical model factltties. Hot an acceptable 
term fn community based facilities (see Resftknt or Client). 

Pharmacy and Theraptl'uttcs Commtttee (PtkT) 
An organized panel of consulting physldans, attending physfcians, pharmadsts, the dfrector of 
nursing, and tte long·term care administrator, who functfon as i!ll1 advisory panel to the facflity 
or plan regarding the safe and effective use of pre!Cr1pt1on med1cations. 

Pharmacy Provtder 
A company that contracts to supply pharmacy services to a health care provtder. 

Prior Authorization (PA) 
The process of obtaining approval to refmburse for a service or medication. 

Prosram Director 
A loosely defined term referring to the penon responsible for the overall operations of a 
convnunity based fadlity. (See Administrator) • 
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Prospective Payment System (PPS) 
The system for payment of Medfcare SkJlled NuBing Facility care. Pays for a day of care on an 
all-inclusive basts. The case mtx adjusted payment Includes all routine. pharmaceutical 
ancillary and capital related costs for eac:h skilled day of care. 

Resldenttal Care Facility (RCF) 
Factlity with over 5 residents. Meals, organized actMties, medication management, and some 
assistance with dressing and personal care provided by hired staff. Care staff not required to 
be lfcensed or certfffed. Minimal supervision or none by RN. 

Resident 
PeBon "Who lives In a health care fadcility. Term used In nursing homes and commW'Itty based 
facilities. (See Patient or Client). 

RMOurce Utut:zatton GI'DUp (RUGs) 
The classfficatfon system that fs being used as part of the Prospective Payment ¥tem (PPS) 
for Skilled Nursing Faciltty care (SNF). The RUGs Ill classiffcatton system is based upon nursing 
and therapy resource use across 44 different patient categories. 

Restricted Formulary 
A formulary that restricts the number of drug d¥lfces in a particular class. May have lower co~ 
pays for preferred products and higher co-pays for non-preferred drugs. 

Rettrement Facility 
Facility pi'OYidfng tndMdual apartment Uving with organized activittes, meals, security, and 
limited or no health care services. No licensed nursing services • 

Skilled Nursing Facility (SNF) 
Facility pi'OYiding skJlled nursing care for elderly, dl!abWd, and chronically 1ll patients. 

Step Therapy 
A procedure that requires physicians to use less expensive therapies in pattent treatment 
before going on to more extensive interventions. 

Social Model 
Refers to client centered health care. Client directs hfs/her own health care and maintains the 
right to remain autonomous. Opposite of Medical Model. 

Sub Acute Faciltty 
Merges the tntenstty of hospital based services with the operation of a nuning facility to reduce 
the cost of caring for seriously ill patients., The goal of sub-acute care is to stabtlfze pattenu 
requiring cardtac·care, pain management, extensive wound care or other types of labor 
intensive care so they can be moved to a less care-intensive facllfty. 

Therapeutic lnterchanae or Substltutton 
The dispensing by a pharmacist of a therapeutically equivalent product without event-specific 
approval of the p~ician. lhfs practice ts common in hospitals and/or formulary· based 
programs for a limited number of selected rU!JS. Approval 15 generally provided by the P& T 
Committee. This practice will become more common in the long· term care fadl1ties as PPS ts 
enacted. 

Third Party Payer 
A publfc .or private organization that pays for or underwrites coverage for health:: are expense4s 
or another entity, usually an employer (t.e. Blue Cross, BlUe Shield; Nedfcare; Medicaid; 
commercial Insurers). 
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Transitional Care Untt (TCU) 
Provides high level skilled nursing care for more acutely tll patients tnmsitlon1ng from hospital 
setting. Al!o know as a "step-down unit". 

Units 
Apartments. Current tenn used to describe the capadty of an assisted Uving faciltty. (See 
Beds) • 
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Reference Guide 
For 

CMS F-Tags 

Issue F-Tag 

Antianxiety Agents F329 

Antidepressant Agents F329 

Antipsychotic Agents F329 

Antipsychotics- initial therapy F330 

Antipsychotics- gradual dose reductions F331 

Chemical Restraints F222 

Consultant Pharmacist requirements F427 

Controlled Drug - record keeping F427 

Drugs Potentially Inappropriate in Elderly F329/F429 

Drug Regimen Review F428 

ORR- report to DON & Medical Director F429 

ORR - report must be acted upon F430 

Hypnotic Agents .f329 
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Reference Guide 

For 
CMS f .. Tags 

Issue F-Tas 

Medication Change Notification F157 

LabeUng of Medications F431 

Medication Errors F332 

• Significant Medication Errors F331 

Medication Pass Observation F331 

Medication Storage F432 

Parenteral/Enteral Nutrition F328 

Phamacy Services F425 

QAA Committee F520 

Sedative I Hypnotic Agents F329 

Self-administration of Drugs F176 

Side Effect Documentation F272 

Unnecessary Drugs F329 
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Explicit Criteria for Determining Potentially 
Inappropriate Medication Use by the Elderly 
An Updatt: . 

~H.lfem.MD 

.· 
his study updates and expands cxplidt aiteria de&mugpotentWlyinappropriatemedi:. . 
cation.use by die eldcny. Addinoul goals were to address whether advase outcomes 
were UkcJy to be dinially severe and to incorporate clinical information on dia,Snoses 
when available.. Thc5e t:rittria are meant to sen'e epidemiological studies, drug ulilha­

lion review systems: health~ providers. :md educational dfons. CoDSCDSUS .&om a pmd of 6 na­
doaally recoguized apens on the appropriate use ofmedic:aliou iD the elderly was sought. The ex­
pen panel agreed on the validity of2B criteria describing the potentially iDappxopPatc ust of medi­
cation by geneml populations of the elderly as well as 3S criteria defining potentially inappropriate 
medication use in. older pcsons known to hne imy of 1!5 common medial conditions. Updated. 
apmded, and mare generally appliab)e aiteria are DOW nailab)e to. hdp identify inappropriate 
use of medications in. el~e:rly populations. These crilaia define m.edicatiom that should gmcrally 
be avoided iD the ambulatory elderly, doses or frequc;ncies of adminjstradom that should gene:rally 
.not be exceeded. and medicatiom lhatsbould be avoided In olderpasom known to haVe any ofsn­
cral common conditions. Aid lnum Mcd. l~1;157:lS31-1$36 

'iii' 1991, ~~ at die 1..JDin:ally of 
Califomia. Los ADgcla.pubJisbcd lhe 
&zst aplicia cdacna ldauiJyiDa . • 
pria~ mcdic:adoa ~ m 11111Sin7'!me 
re.siclcnu. Tbu, lh.c criteria were 
dcsipled 10 lipp1y 10 oaJy die fal1csc ad 
. sidust ddedy pOpulaWms. 'Tbasc cn.-
na were meaal to ICTI'C rcscaJ'Cbcl"' 
cvalullD& lhe qullcy of pracrthmg. 
drug 'U'Ii!iz:uiml rmc:w sysaau. ad am. 
caticmal cllons. They wee dcslped 10 
~mt£ JDed;,,,;oamc m lhe lbs.cDa r4 
clillic:al iafonaatioll 011 dlaJDOses 
-~or dJC rclaliv'e IDKcux7 of .adl 
iaformaODD m llUrslnl bcmc ftCOrds. 
The c:ri&eria haft DOW been mc:d as lhe 
basis Cor JC¥CnJ raarch.audia. u 

Allbe lime they wac cralal.lhcai­
laia &ned • 'I'Old ill pbmucocpidt:mjo. 
~mabnds.•tt.t:.wmr.cwa~lhcy 
Weft fant p~abllshccl. lhe 8UihOIS C3U• 

liGDcd that updaringalld apmcion would 
be amled. lbepowill& Dad for~cri-. 

,_ .tllc ZM'IbiiM ofGmmV ~.AIIqJ.a, llllttG*!rflk~~ 
PmHinldal 0.,. ,.('mHphlcs Pa. . 
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The Hea!'th Care ·Cost of Drug-Related Morbidity 
and Mortality in Nursing Facilities 

]. lyle Boatman, PhD; LTC Donald L Harrilon, PhD; Emily Cox. PhD 

Background: Prcv~ntable drug-related morbiditY and 
mortality w1thin-nursing facilities represent a serious prob- · 
!em urgently n:quiring expert medical att~:ntion. The health 

.. 
. .sicians w1th practice experience: in nursing facilities and 

geriatric care was SUTVeyed to determine conditional prob­
abilities qf therapeutic outcomes attributable to drug 

· thenspy. Health ·are utilization and associated costs de­
rived from :negative therapeutic ourcoma were esti­
mated. 

. care costs of drug-related problems can be both immense 
and avoidable. However, the research to date has been nar­
row in scope, focusing on the drug costs avoided and ran-·: 
ing to consider the w1der range or possible negative o~t~ 

·Comes and p,otential drug-related problems:. · 
. . .. · .. ~ .. ~. . .. : 

. Res•lts~ Baseline estimates indicate that the cost of drug­
: relate.d ~orbidity and monality w1th the senices of con­

sultant pharmacists was$ .. bUiion compared w1th i7.6 O~ieciives: To develop a model of therapeutic out­
comes rtSulting from drug thenspy w1thin nurs~ng facili­
ties, to estimate the magnitude of the cost of drug­
related morbidity and mortality w1thin nursing facilities 
·in the United States, and to assess the impact of phar- ·­
macist-conducted, fedenslly mandated, monthly, retro- · 
spective review or nursing facility residents' drug regi- .. 
mens in reducing the cost or drug-related morbidity and 

· billion w1thout the services of consultant pharmacists.' 

Conclusions: Drug-related morbidity and mo~lity in 
· nursing radlitics represent a serious economic prob­

lem. For eve·ry dollar ,spent on drugs ·in nursing facili­
ties, $1':33 in health care resources are consumed in the 

mon.ality. · 
· tieau:ncnt of drug-related problems. With ~e cum:nt [ed­
eially man~tcd drug regimen review, it is estimated that 
consu~w.t pharmacists help to n:duce health care re­
sources attributed to drug-related problems in nursing ,Methods: Using decision amlysis techniques, a p~ob-. 

ability pathway model was developed to estimat~ the cost 
of drug-related problew w1thin nursing facilities. An ex­
pen panel consisting of consultant pharmacists an~-~hy-

·. facilities by $3.6 billion. · 

· From the: Dc:panm.c:nt of 
PII.Armacy Practice ad Scirftct. 
C,ollcgc: of Pharmac.)'. The 
U""""'sit.)' of Aritona, Tucson 
(Drs Boot'"o" 1md Co.x), cznd 

. the Clinical lnvcscigacio" 
Rtplacory Office, fort Sam 
Houston. Ta 
(Dr Harrison). 

ArcJl htlern Mcd. 1997;157:2089-2096 

M 
EDlCATIOI'fS ARE pre­
scribed t'o nursing 
ra~ility r~idents for 
the treatment of dis­
ease wilh the intent 

of achievir{g an optimal therapeutic out­
come. In the past, optimal tflcrape...tic out­
came lw~~n defined as "the right drug, 
for the right patient. at lhe right time.ft1 

· More recently, optimal therapeutic out­
come implies the absence of drug-related 
problems (DRPs). J A DRP is defined as an 
event or circumstance involving a pa­
tient's drug treatment that actually or po­
tentially i~res with the achievement 
of an optimal outcome.1 Eight categories 
o{DRPs have been identified (Table 1 ).J 

Unresolved and/or unrtcognized DRPs 
may manirest as drug-n:lar.ed morbidity and, 
if left untte:lr.ed, may eventually lead to drug­
relined mortality. Although it is recog-

nized that some drug-related morbidity and 
· monality is due to patient peculiarity and 

is therefore unavoidable, there is consider-
3ble evidence that a lalge proportion of chug-
related morbidity is preventable. J.t • 

Preventable drug-related morbidity 
within nul3ing facilities·may be the re­
sult of a number of factors, including in· 
appropriate prescribing by the physician 

·•or inappropriate monitoring by the 
pharmacist.~ Viewing dle cause of drug­
related morbidity and moltllity w1thin Ibis 
conte.."'tt, Manass.e'·• suggests thit it be con­
sidered a ·diseaseft whose clinical, epide­
miological, and economic impact should 
be measured. Thus, drug-related morbid­
ity and mortality w1thin nursing facilities 
can be assessed using cost-oC-illne55 meth­
ods, providing :a baseline measurement 
against which new interventions m:ay be 
evaluated.a 

AllCK INTERN ~EOIYOL U7. OCT ll. l99'r 
1089 
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physician visit5. The direct cost of drug-re!.au~:d morbidity 
:md moNiity llllthin nursing fadlirid. both llllm :md with­
out tht services of a consultant phannadst. was cstim2ted 
by multiplying the number ofhahh.sc:rvicQ used~ 3 re­
sult or negative thenpeuticoutcoma by the est.i1112ted unit 
cost o£ each service. All tlllculations were based on 41 mil­
lion nursing faciliry physicia~ encounters, which conscr­
v:nively assumes 2 initbl ph)'Jki:m cnco~;tntcrs per month 
for each or the 1. 7 million nursing facility residcnu;. This 

- estimalC wu based on consultations wlth clinical r:~cuhy, 
consultant phannacist5, and phY3idans practidng in nurs­
ing £:~cilities. 

COST DEFINITIONS 

The rising cOS,t, fn:quency, and dunrion o[ nursing fad[· 
ity care is :1 major concern to thinl-party payers of health 
care. Thercrorc, the perspectin taken in the study was 
that or I third-party payer and every attempt W2S 1112de 10 

obtain values n:fiecrlng this perspective. Monetary values 
wen: idcnufi~ rrom previous published rcporu and avail­
able Star.istial n:ports (Tallie 2). A nluc or 527.01 was 
used as the average prescription cost. 111 The cost or both 
an initial and subsequent nursing fllcility physician visit 
was conservatively estimated at $61.00. This value rcprc· 
scnts the national average allowed by Medicare for rcim· 
burscmcnt to physicians.~~ The cost of an ED visit was 

· taktm £rom a review of n:cent arlides n:porting an average 
cost o£ EO visit or Sl60.00;11·li·U The cost or a hospital 
admi!lsion ($5~15.00} was estim2~d from the American 
Hospital AssociatiQn's 1992 hospital smtistics,:• multiply­
ing the average length of stay by the adjusted total 
expense per inpadcm day and adjusted for innation to 
1995 dollars. Addition:~l\y. this method or to~lculation lw 
been used in previous estimation:; or the cost of dl"'lg-" 
related hospiUil :admissions.11·u The average cost o£ an 
allied health care professional visit (eg, dietitian. physical 
therapist) was estimated as S75.00 b:lscd on a survey of 
local charges. For the purposes o£ this research. the avtr· 
age cost of a consuhant p~~~cist's se~ices was based 
on a fee of SlO.OO per hclth art encounter. It should be 
nou=a that consul~:Bnt pharmacbLS arc not reimbui"5Cd per 
patient encounter. However. failure to include some ceo­
nomic \':due of ph:~rmacist services mum~ th:lt no cost 
is as.soci:ncd with such services. thus biasing ou~ tot.:ll cost 
cstim:au:s. The average cost per b.bontory and radiology 
procedure ($100.00) wu also estimated using the 1995 
HcalthCatc Consult.:lnts' Physidcuu' fcc Guide. a For esti· 
m;ning the cost5 associated with the outcome o( death, it 
was assumed that deaths we~c pre:ccdccl by a hospital · 

c:mt economic consequences of preventable drug: 
related morbidity :and mortality i~ nursing facilities. 
However, given the current emphMi.s on cost contain· 
mcnt within the he:tlth care system, it is necessary to jus­
tify the economic outlay demanded by such services. 

The pruannacy and medicallite~turc i.s replete with 
the results of research pertaining to the impact of con· '" 
sultant ph:um.2cist.s on irutppropri:uc medication U5c'in 
nursing facilities. 1!·•• Although the contribution ofthesc 
studies is recognized, most have been n:uTow in scope 
(ie, measuring only drug costS :~voided), C:liling to con· 
sider the r:mge of possible ncg:~tive·outcomcs (ther:~peu-

admission.11 •1! The indirect costs o£ lost productivity or 
intangible ~ts were not inctlltttd in this analysis because 
of the perspective lllken and the average age of the popu­
lation. 

The ultimate outcome or rnolution or drug·rt!.atcd 
morbidity and monality may require a series of health care 
encounters. Thus. the eosts associated llllth the final path· 
way musa reflect all previous hcdth an: encounters. For 
c.'Gmplc. additional pn:scripuon therapy would imply a. pre­
ceding pn:scribcr contact. As such. the cost or managi rig a 
tratmcnt bilurc due to a DRP may include the cost of an 
initial physidan visit, an initial prescription for the offend­
ing.~rug, and then a re'lisit by the phf5ician (which may 
or may not la!J to an additional prtScripdon, an ED visit, 
or a laboratory, or radiology procedure). Ahcmativcly, a new 
medical problem may n:quin: hospitaliution for manage­
ment, whic'h includes not only the C05t or thE: hospital st.:ly 
but also the initl31 physician visit and procription along 
lllltl! a revisit by the phf5it:ian and an ED visit. · 

STATISTICAL ANAL YSJS 

Descriptive statistics were calculated for all iu=rns with the 
rdults used in estimating the probabiliti~ associ.lucd llllth 
the varioQ~ points of the pathW2y probability model. The 

·Student t test wu U5ed to test for dirfcrmces across prob­
ability olimatcs bet:Wecn me 2 groups or panel experts (con­
sultant phannatists and physicians). Panel n:spOnsC!I were 
tabulated and statistical analyses performed using com­
puter softwan: (Microsoft EXCEL. version 7.0, Microsoft 
Corp. Redmond. Wash). 

SENSITIVITY ANALYSES 

The cost-of-illness model wa:s ev:~luau:d £or its sensitivity 
to key components of thi:: mcdcl b:lsrd em 3 sensitivity artaly­
ses. These SC!IShiYity analf5CS wen: chosen because or their 
potential impact on the decision process, and the analf5C!1 . 
target the key probability estimates or the decision pw· 
cess. The: first 2 sensitivity analyses accounted for pos· 
Jible differenco in the distribution or rnidents among du: 
various outcomes provided by the 2 groups of c~pcn panel 
memberL Specifically, the first 2 sensitivity analf5CS used 
the different estimates of outcomes provided by physician 
and phai'T'IIacist panel mcmbctS. The third sensitivity analy­
sis increased ihc proportion or phY'ician visits resulting in 
the initiation or drug thcnpy to 60'11), w c believed that this 
wu a rnsonablc assumption, given t~c cstimau=s pro­
vided by our panel members and inronnation from the medi­
cal litera tun:. 11 • .... 

tic failure. new medical problem. or a combination of the 
2) and the range of pou:ntial DRPs.u An analysis of the 
din:ct cosiS of illness associated with drug-rcl:ncd mor­
bidity and mortality in nursing facilities requires th:~t a 
wide r:angc of possible negative outcomes :and potential 
DRPs be i'l'!corporated. 

Preventable drug·rel.a.ted morbidity and mortality 
represent a dire medial problem th:lt urgendy requires 
t."tpcrt attention.1 The t.'ttent to which negative thcr:a· 
peutic outcomes can be minimized within nursing fa· 
cilities would then represent the value of th:u expert at· 
tention. This study uses cost-of·illness methods to estim:u.e 

i\RCH INT!.IIN MeOIVOL I )7, Ocr ll. 19V7 
1091 
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table 2.. Cost or Haallh Care Raauru Utiliz3tion• 

Cost. S 

Additional I.JIIoaiDcy Allied 
Hell lUI Health Addlllanl Hospltll ar Radlalagy Haaltll Cal"'l 

OUII:DIIII! Cllre V"tsll Pteftrlptlan care VIsit Prucr:lplian ED Vlsil Admission Pracell~n Pralesslooal VIsit Total 

No adlfiiiOIW trelllmtlll 61..110 . . 21 .01 88.01 
PrKtilianer Wit 61.00 27.01 61.00 14!1.1r'l 
Ml!ltionallralment 61..1111 Z7.al 61.00 27.01 111i.D2 
B>tisll 61.00 . 27.111 61.00 360.00 ~D'ii.Jn 
Haspllal admissian 61.00 27.01 61.00 360.00 .5415.00 .. 5924.01 
Adaltionallabom.y &1.00 27.01 100.00 188.01 

or r.!dloloQy 
procalure 

.Dea!ll fi1.00 27.01 61.00 360.00 5415.00 Si24.01 
Allied health Glte 61.00 27.01 61.DO 75.00 224.01 

proftssional visit ·' .. : ~· ; . 
Optimalo~me 61.00 . 27.01 88.111 
No dlll!llher.!py 61.00 ~ ·.• ... : .... ,. ····· 8'1.01! ... 
·Wilen alcul8ting 1/le cost r;llli3ftll carr r&mun:e rJtilfzation wif/1 the stMu.s ol COtl$ulunt pharlflllcistl. a S10 initial CtJitsubtlon lt!lJ wu JJSV/IIfd and inr:JIIded. ED 

indic:all!s em~ dtpa~~t; eflips~: no_ cam-~" ii!CIItrlld in PJTfiaJIN swwrio. · 

to occur in 4% to 7% of_c:ases involving negative thera· 
peuric outcomes. Finally, deaths attributed to negative 
therapeutic outcomes were estimated to occur in 2% to 
4% of nursing facility residents. 

COST OF DRUG-RElATED 
MORBIDITY:~~D MORTALITY 

Using the estimated 41 ~iiii~~-ann~al nursing facility 
encounters. the_ baseline_ estimate of the cost of drug­
related morbidity and monaJ.ity without the services of 
consultant pharmacists isS 7.6 billion ($3.2 billion, treat­
ment failure; Sl.J billion. new medical pm_blem; and Sl.l 
billion, both tre:nment ·r:ailure and new medical prob· 
lem) (Table 6). With.consultant pharmacists provid· 

. ing t~~,federa1ly mandat~ci .reirospecti~e review or each 

. nursing faciliry r~ident's drug regimen. the estimated cost 
of drug-related mor~idity and mortality is 54 billion (S l.6 
billion. treatm~nr failure: S l .. J billion. new medical prob· 
tern: and S 1.1 billion, both treatment failure and new 
medical problem). · . 

With the services of consult:~nt pharmacists •. there 
will be an estimated 9.6 million optitnal therapeutic out· 
comes compared with 6.7 million without consult:mt 
pharm:1cists. Conversely, with the services of consult­
ant ph:trmacists, it is estim!ned that 6.4 million subop·. "' 
timal outcomes (2.7 million. treatment failure; 2.4 mil· 
lion, new medi~~l problem: and 1..3 milllon. both 
treatment failun~ and new.med,.ic:~.l,p!('blem) occur com­
pared with 9.J·million (1.2 millf6rl. treatment £ailurc: 3 
million, new medic:~. I problem; and~ I miUion. both treat­
ment failure and new medical problem) without the: sc:r· 
vices of consultant ph:~rmacists. 

SENSITIVITY ANALYSES 

T.1blc 6 prtwidcs a cnmp;uison of tht: COSt•llf·illUI.:SS CS• 
timatcs d~rivcd fmm the 3 scnsitivit\' :tmth·scs. as wdl 
~IS the basclin~ cstim:ttc. The firsl .! ;~nsiti~·it\' anal,·scs 
ev:~luat~d the scnsiti\·ily ,11' the muLid to pussi.hlc t.liffcr· 

Table 3. Elpert Panel Demogn~phics 

lltspomes, Mean (SD) 

Statistic 

No. ol nursing 
fao1i1ies 

Phanucbt 

5.00 (5.44) . 

· fllplclan lDtll-

1.61 (1.24) 3.42 (4.22) 

No. of mta1 nulling 592.00 (616..57) Z15..80 (221.BJ) 417 .:!0 (495.72) 
laditybeds 
Y~ practicing In 10.80 (6.17) 
· nu1Sin9 tidily 
No.olnu~ 

lacility Wils 
per month 

Timed....Uild 
to nursiftO 
ld'lties..,.. . 

Health care 
encauli1EJ1 
rewlling in 
<1111g lller.!py 
initiation, T. 

1..60 (1.&1) 

56.00 (34.&:1) 

45..53~ 

9.LI8 (4.89) 10.38 (5.53) 

9.78 (8.61) 5.40{7.45) 

44.62 (39.85) !0.11 (:JCS.49) 

l0.38(10.90) 38.50 (22.22) 

encc:s in the outcomes provided by the 2 expen panel 
groups. As Table 6~(picts. some variation in lhe cost· 
or-illness estim:ues exists ~tween physicians and phar­
macists and between physici:ms' and pharmacists' esti· 
mates and baseline. However. all J estimates provide 
similar or identical values ror the di£rerence in costs with 
and withum consultant pharmacists (S3.6, $3.4, and S3.6 
billion). B:lscd un the ouu:omeestimates provided by phy· 
sichtn pam:l members. the estimated cost o£ drug· 
related morhidit\' and mortalitY is S3.3·billion (SL+ bil· 
liun, trc-.nmc:nt f:~llurc:: S I.l billi~n. new medic:~l problem; 
:1nd 50.7 hillion. both m:::umtnt £:~ilure "nd new m.::di­
C0\1 pmbh:m) with the services of consultant pharm:J· 
cistS. Withnut consultant phann:acist services in nurs· 
in~ f<~cilitics. the CSlill\Utcd COS( or dntg-related morbidity 
;tnd mort:tliw is S6. i billi"n (S2.S billion. trt.-J.tmenl r~lil­
un:; 52.2 hiilion. new mcdic:~l pn1hl~m; antl S l. i bil­
liun. huth treatment f;tihuc and new mcdic:tl problem) . 

.-\l:liiiS ri'R:" MUV\'1ll. I I~ \ ll r II I"";' 
.!.\I'll 
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ing to the initiation of therapy increliSes the estimated 
cost of drug-related morbidity and mortality. Spccifi· 
cally. the estimated cost of drug·related morbidity and 
monality is'S6 billion (S2.4 billion, treatment failure; S2 
billion, new medical problem; and S L6 billion, both treat­
ment failure and new medical problem) with lhe ser· 
vices of consul !ant pharmacistS. Without consultant phar­
macist services in nursing facilitjes, lhe estimated cost 
of drug-related morbidity and mortality is S l L:'i billion 
($4.8 billion, treatment failure; $3.5 billion, new medi· 
cal problem; and SJ.l billion, both treatment failure and 
new me~ial problem). 

The cost estimates presented in this study of drug­
related morbidity and mo:-:;lity in nursing facilities 
represent a significant economic outlay of our nation's 
health care resources. The cost estimates of drug­
related morbidity and mortality with the services of 
consultant phannac:isu range from a low of $).3 bil­
lion to a high of S6.0' billion. Without consultant 
pharmacisu' services, cost estimates range from $6.7 
billion to Sll.5 billion. 

The difference between the 2 baseline estimateS, $3.6 
billion, repres'entS the drug-related morbidity and mor­
u.litycosu that may be avoided with the services of. con­
sultant pharmacistS through retrospective drug regi· 
men reviews. This represents a 54% red.uction in the cost 
of drug-rehned morbidity and mortality within nursing 
facilities, which is remarkably .similar to the impact of 
phannaceuti!;31 care on the cost of drug· related morbid· 
ity and moru.lity in the ambulatory setting estimated by 
johnson and Bootman.•·11 · · · 

• To put these costs into pe~p-ective. however, the 
costs of DR.Ps should be compared with the total 
expenditure for drug producu within long-term care 
nursing facilities. It is estimated that approximately 
$) billion is spent annually for drug therapy in nurs­
ing facilities." iAdicating that the estim:ted health care 
cost of drug·related morbidity and mortality exceeds 
the original outl:~y for drugs by Sl billion. In other 
words. for every dollar spent on drugs in nursing 
Cacilities, Sl.JJ is consumed in the treatment of drug­
related morbidity and mortality. This ratio is higher 
than that reported by joh!lson and Bootman4

•
11 for the 

ambulatory setting (l: 1 ). This higher ri!:ti,O_ can be 
explained by a number of factors. First, nursing f:~.cil­
ity residents consume, on aver.~ge, a gre:~ter number of 
prescription medications, thus increasing the potential 
for DRPs. Additionally, in contl"25t to their ambulatory 
counterparts, nursing facility re.sidents are placed 
ac higher risk of DRPs because of the physiological 
dfects of :~.ging that alter the ability to metabolize ccr­
t:~in tlrug producr..s. Fin~tlly. :1nuthcr factor leading to 
the gre:~u:r cost of drug-relau:d morbidity 3nd morl!ll· 
ity is th:J.t onc:e :1 DRP ha.s··occurred in the nursing 
home pati.:nt. there is a gre:n~r intensity of care 
required to tre:1t the DRP. This could be the result of a 
more severe reaction e)(perit.:nced by tht frail dtlerly 
or the higher c;osr..s of c:~rc that occur within th.: insti· 
tutiorul setting. 

The results of the ) sensitivity analyses demon­
strated that the cost-of·illness estimates were relatively 
insensitive to variations in lhe estimates of the distribu­
tion of residents among the various outcomes used in this. 
research. Estimates provided by physicians and pharma­
cisu varied little from each other as well as from the over­
all estimate. However, variations in the number of phy· 
sican visiLS resulting in the initiation or drug ther:~.py h3d 
a significant impact on the cost·of-illness estimate as well 
as the number of optimal therapeutic outcomes at­
tained. A modest increase in the proportion of visits re· 
.suiting in drug therapy brought about a 50% increase ih 
the _cost-of-illness estimate. Finally, because the scope of 
this research was broad, the: cosLS estimated are signifi­
cantly higher than those in previous rcpons.17•18 

. There are significant limitations and assumptionS 
involved in this resea&:oel-,. Most importantly. this 
research is limited by the lack of empirical data con­
cerning the clinical outcomes associated with drug 
th~rapy in the nursing facilicy setting. These data are 
essential in determining the true health care cost of 
DRPs in nursing facUitic:s. Additional n:sean::h is needed 
to provide these data. However, the usc of clinical 
experts. t.o gather data is considered acceptable . .zus 

·Overall, the impact of this possible limitation is reduced 
because of the following: when the probabilities or 
negative th.erapeutic !)utcomes. and DRPs were com­
pared between groups or panel members (physicians 
and phannacislS), the re.sponses were very consistent 
and no significant d.iaerences were detected; and the 
expert _panel did not provide responses biliSed toward 
the consultant pharmacist alternative since the prob­
abilities derived from the expert panel demonstrated 
only a modest effect for consulu.nt pharmacists on the 
proportion or optimal therapeutic outcomes attained. 

Additional limitations are that the model used to as-' 
sess the 2 alternatives was conceptual and the probabili.:. 
tics attached to the outcomes liS well as costs were esti­
ma~ions. Therdore. the results of this research represent 
esthnations of the true costs of drug·related morbidity 
and momlity. However, the estimates were provided by 
a pt:~nel of experienced pr:1ctitioners. including both phar· 
m:~cist5 and physicians. with diverse b:~ckgrounds prac­
ticing throughout-the country. 

In conclusion. this research represcnu a signifi­
cant advancement in the economic analysis of the cost 
of drug-related morbidity and mortality in nursing 
facilities and the impact or consultant pharmacists in 
reducing these c:osu. Previous 3ttcmpts to evaluate the 
health.:carc cost of DRPs have been narrow in scope 
(ic, mcaspring only the drug costs avoided), failing to 
consider the range of po.ssible negative outcomes 
(therapeutic failure. new medical problem, or :1 combi· 
nation of the 2) :1nd potential DRPs. This rese:.rch re.p· 
resents an improvement over previous research 
cnde::~vors in that it simultaneously incorpor.ztes clini­
c:~l :~nd economic cffccu or drug thcr:~py in the nur.s• 
ing f::tcility setting. . 

These rious nature or the provision of drug ther.zpy 
in nursing f:1cilitics is highlighted by the results of this 
~tn:llysis. Under the current feder:dly m:.andatcr..l dru~ regi­
men review. the cost of drug.rel:~tcd morbidity ::~nd mor· 

M~CIIINTeRN MEDNOI. 1~;. \)Ll I l. 1u•1; 
lll>IS 
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1be Phannaey Benefit in the Year 2001: 
ExPerts See ~blems and Discuss Solutions 

Rebert McCarthy. FhD, Valerie OltaJsh, MPH, CS'N 

. staying in tba!e busine5&es wDl'beiPcreasinglyamsdousaf 
the mst of plwmaceuticals.:Hen!'s a hiDt tD the pbaJma. 
ce!tiral c:ompanil!s: wbm introdw:iDg DeW pmdw:ts or 
when repJidng akl CIN!S, plea!le mnmer IDwer average 
wholesale prices <AWPB~ if your dJug .ia in a 
aowd.ed therapeutk claD. 1Dwer AWPs may )je what .it 
tabs tD goetyourdrugpesaibed 

Spmking afphmnaasmcal am~ IlDOk fDr :mme 
inlhew.yofmagasand~FarusintheMCD 
busineM, such~ ate often~ tDleM~ 
phamutcemcai pricin& I also amlooJciDg formare in the 
w.y of 8late-marldated mverage-lar~ djabefps 

ctiseaae~aadeofarth. 
In additiaft. I ecpect drug amip8llim tD .bK:n!aae their 

spsdingcaoutax&IE5sbJdiesad~ln 
~tDseilinloaavwded 1hempeulicdlm,inamse~ 
ad illaease pmfiiB, tbe phmnaDeittiraJ mmpmia 'Will 
haft to supply~ . 

Wflregamg·toaeemmeMCOs gaiagtD~ tbem­
peutieaubstitnticm;tbatis#maeued eiimta tD cbiveuliliza­
tiantDMmlspecificdrugdassiDfiiDlteminal\eflartiOsave 
do1lam, wbe.tivr* Jl!batel ar lawl!r AWP& i.mkfar a lot 
~~~~a~eswib:biDg mialctmin wmkiDgwllh phy&idam ID . 
presaibetbeprefeDai pmdudthanm=r~ 
. We'll aee a !au:rth tier in fonnnlarits, "iheft 'Will be~ 
clnct•lw be£are JDI1 even get to lhealplya. You1laee bis­
prpen:eutap cled:ucti«m!SfmmAWP .,nd~drap mt 
WYt~etllf~plrm ?nember~DaNXJVe~ecldrup,heor 
sbeiiiUStp.ylheeirlln:mst. n.en11~D:ftNDClodcDuls 
wilhd:rupsawwaecLJl'e~itgl!latDmembersdis­
factian-buttbebig, blgimpelativeiaamtrolJingtbe~ 
maqspend. . . . . . 

1henl will be aame "'f!!r1 soocL Dut w:rr expmsive. _,. 
tiolld1 produds.l tbmkDIIIDapd Cllle caganizafume will 
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Nursing hom~ ADEs:· 
1 argely preventable· 

By 
MidlaaJ F. Conlan 
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Corporatization: Is it good 
for corisultant pharmacy? 

W hen! ant'e there used to be a seen from. cansolidatian is stress an 
lot of mam and pop cm\SIJl. Blalf." observed Lym Williams,~. 
tant phannacists, tOday~ v.p. of Leaming Solutians in Boulder, 

paratizatian tNou.gh amso1idatiml is Cola. a mm tbal provides edutatiaz\.· 
the order of the day. It's a "fait al servia!s to p.harmadsts aDd other 
accompli," in the words of R. Tim health-are personnel in long-term 
Webster, Sell, exKUtive clirectar of caze (LTC). 
the .American Society of Consultant . •staff is being ukec1 to do more 
P.bmnacists (ASC'). The question b, with less because the financial 
What~ is it having an p~ resources for pharmacy haw been 
c:iats and on nursing homes and decreased,'" she said. '"It labs a lot of 
·~cue? . financial.resourt"eS for those ~ 

The answer varies depending on nies to buy out phmnades and lhe 
who is asked. Some will say it has LTC faciHties .. and a nuznber of them 
ClOSt some hazmacists their jobs aDd have sane bankrupt becauae they've 
il'laeased ~ p!1!5l51ft an cxinsulting gotlm themselws into too mw:h debt 
pharmacists to do more with leas. just when reimbursement lr"m 
~ claim there aft several ~ Med.icue has decreased." 
fits, such u the pater infomaatian eft of the aeasans forihal,aa:mding 
re&Oura!S that the large c:ompanies tow~. was the implmedatian in 
am pmvide IU'Id lOIN! of the .initia- 1998 of a pxospedive pay:ulenl system 
tives that~ undertakL (ITS) far~ home c:are pOvided · 

ADd wbil2 a lot of small mmparaies unda Medialre. "'When f&YJIII!Dl .far 
. have been gobbled liP by the luge drussiswzappedinanaJH:nc:lusjye&J;: :· 
~ other smalllll'ld JD2di~ diem that's piid ID lhe numing · , i. 

sized pharmacies are finding a :niche that iDc:t.&s people's attadian em .man- . · 
aDd piNng business by reSpcmding .agmg the oost Of tbat semce wnq>O- ' 
tD loCal amdiliorls and offering SCDN! nerd: so the .facility can liw within the · · 
of lhe aervi&B that the bii cmnpanies mnsttainls of lhe finile per diem pay· 
do DOt. ment," he said. ""'Jhat .... led plmma­
~an~ a number of~ dsls tD .fDaJs .mDft! em a:ISt-amtaimJieD!' 

er, independently owned local or zattWtbanoptimizingdzugtbenpy."' . 
repmai phannacies that are getting Olle who~-that the ~ 
their footing in 1he mm:bt. arid tNov nies aDd . homes should Mve . 
an • quickly becauae of~ foreseen== ofPPSJsGene 
er.n:;l:.~al cbiva. ADd thai's tzue · Memali Jr., .R.Ph., V-1'- of pha!maceu-
not Only with regard to nursing tical care for The Medicine Center 
homes tiut in aa&isted Jiving aDd in Phannaries, a gmup of~ 
the ambulatory elderly market u pharmacies in New Eng1aDi:L ;:( 
welL •11012d Wemt:er. NQnelbe1ess.. he larp companies were Dot prepazed 
added, it is true that the nursing properly for P.PS,• Memoll Mid. , 
:txm. segment of the industzy is now "'1hi!y knew lt was camiDg ami they 
dominated by large, pabllC:ly held were geueratiag huge pzofit& before 
coiporations, both in terms of the P.PS, but they didn't put an~g· 
nuzftber of faalitiss and the number aside bit. so wbmitliit, they got hit 
of aatim!s semd. ~·Now, tbey look at evay-

----------- 1c;;;Mlidatinn is a fa¢ it's extant thini .&am a c;:,c:}*'tive.lhey're 
By it~~~ wemt:er said. And it c:atlini their , ana amso1idating 

)DIII!ph Brea ia ~ an c:rmsu1tant pbar- their pharmades, jn tum iDaeasing 
Ja.t.lft no:-- tbeiUibarwDIIII ,__.... madstS lind Cl\ the ..-vlhey pmdice,. the work!oacfs of tfle c:ansu1tant phazo. 

:::-::..---'!..-.....:~-, llll}'observem. .. -, l:aldsts.. . 
.r-T&-- ·o. af the bii impads tball ba9e Memoli ill also aitiall of the large 

-~ 
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Wanted: Consultants in 
geriatric health care 
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EXhibit 3 .. 
:Estimated l~itial Financial Impact of A.WP Reductions for Respiratory 
and Infusion. Drug Therapies to Medicare and Medicaid Patients at 

Home by Individual Compl!ny 
l2S 
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• No~y~ wouldraDiin_llrafitableforthe 
povi&;O af liam.= •espzalbiy md mfusion dnJg tllaa­
picsm~mdMaiiaUd ~should thep 
~ AWPm!ucticms be irap)euttuted. TbeesUmated 
~niDal fmac:Wbsm campmiesas a .auhaf ~ 
n:duaicms ~ham 2 psaal1D 214 pm:eal {&hibit 
l,).l(bad ddx maaR eaduda! fmm fiDandaJ bsesti­
~ aalytwowmpauitsa:pecr ID show Iff'! paAt 
frc:m Medicare and Medicaid RrViccs altJ:r AWP.n:duc­
'liam (Ezbibit 4). NOCE iD hath F.:dlibics 3 and 4. sanpJal 
mcnp~Dis..eamyel in order of~ lea. JIOt by 
si:zr!.of ClllllpUiy. 

• Thi:CDalpinicspt~*ttbe ~ pacem:celcme 
are tbale Chat ate the bll$ and w'bkb brlc upaaitiuns 
in many szaus. TwodUrckof the larjs companies and 
thn!equattm af mid-simi am~ ezp:amcxp:rio. 
~· !01-paa:nt Jtman studXd sc:rviassbould P 
pa5lld A,WP~ueticJm be adopted fortbe Mcdi~ md 
Ml:diaUd prcpms. .. 

• Most of tbeCDIDpiiJieswllh the ~t.s pojeacd nep 
tift impKI aRthCiilewbic:b ~.high propcmicm (>75 

• pcrcrnt)ofMedic.are patiaaln Ibm~ adler 
infusionsenice an:& ... 

It is impcnml Ecc. public policymUas 1D pwsp tbc 
fmmcil1 Jtalilis of tbc bed&h ca. iadusu7-~ 
iapbiiUlj md iD1wiaD II!I"Vic:a 1DMcdic::n ad. Meclbld 

• ~illtbe bame.Cmnpenia bt.t&iamacly'aamplt..w 
.McdlciJd patiaats m llatata Due m ftW:INie bses fftiiD 
MaliaidAWP .n:ducsiaD&foiJapaiiiXJ adlafadaoc:bva 
~ • "'"I •nirs report the, haft bepe aaftllliaa 
~ of ... )dcdjnMt .refemb, ... M:CiipdDc 

• -.. ... .. • 4 
::t 
z 
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- ORJGIX.U. CONTRlB\.'110!\ 

.... 
. :~ 

Adverse Events Associated With 
Prescription Drug Cost-Sharing 
Among ~oor. a·od Elderly Persons 
Rob'"D TamblTn- PhD Contuit Rising CDJb of medGUons and Inequities In a.a:ess have sparked caDs for 

drug poky r.tann In the United States and Canada. Control ~ ctrus apend1tures by 
Rtjean LapriM-. PhD prescriptian eDit-sharing tgr eJderty pmans IJ'Id pcor pmcns Is a mntentious Issue 
James -~ Hanl!'\". PhD beause litde ls .lr::noWn about the heiJth Impact In these subpoupL · · 

llicluael.-\brahamo"'ic. PhD Ob)•ctlve~ To determine (1) the 'Impact of lntn:Ktudng presatptlon dn~g ~st· 
lhuing en use of essential and less essential drup amonc elderly pmcns and-welfare 

Susan ScotL liSe- recipients and C2) rates of emetpney deputment (ED) visits and seritiUS adllme fta'lb 
~an~ lla"o. PhD nsod•ted with redlldions In drug usc bcf.ate and llf2r policy lmPcment:don. 
Jtrn· Hurlf'''· PhD Deslp and Settlftl lntenupted tlml-5ertes analysis of data fran 32 mcnlhs be-
Roland Crad.liD.liSc fore and 17 months· alter introduction of a p~ption CDinsurance and deductible 

CDSl-sharing policy In Quebec In 1996. StparUe 1~month prepolicy CDnbal and post· 
Irie Lnimer. PhD policy cohort stucrees were mnduded tD estim&R thelmpld of the drug Nbm Oft 

ldllerse even1l. . . 
~obtft PPI'l"nWL liD · 

l.;.rt-rr;.;..:\l....;...cl_f'Vf_L...;l_IIJ ______ · ::--=~"=~sample of!B950 eJdedy ~an~ 553D ~ult~ 

:\Jlrft H uan;. lJU • • Mala Outcome Meuures Mean dli!y number of eswntiaJ and less eswntiaJ drup 
Piem un~rh .. ll•·· lUl used per month, ED visits, and serious aclvase nerds (hospltallzation.'IUIISin& ~ 
Loui.w llalln. Bl'harm. PhD admission. and mortality) befrn and aftlt polcy lntrOdudio.n. . 

Resulb Afmrcast-sharins was Introduced, me ofcaentiiJ drupdeaused by9.12% 
(95% mnftdaalnterval tCil. 8.7'S..,.6'S) In eldedy pmcns and by 14A2% (!15% 

RISI,.;G C~,.S Of !\tEDICAnOSS 0. 13.3%•15Ji%)inweifwn:Qpieuts;useoflesseaenti1Jdrup~by15.14% 
and incquitiu in access to (95'S 0. 14A%·15.9%) and22.39% (95% 0.20.9%·23.9%). respec~Mtly. :tM rate 

· medication ha,·c spa"fkcd (per.10000 person-months) of serious ldYme c.vents associat2d with rad~ In 
calls (or drug poll~· reform use of essential drilp lncrused from 5.8 in the prepolicy control c:oholt to 12.61n the 

in the United S&atcs and Canada. t.l postpoticy mhort in etderty persons (a net inaease of G.Bl95% C.5.W.OJ) and ham 
OM or the most conacntious issues is 14.7tD27.61nwelfale redpients (a netlncruseflf12.9 195% Cl, 10.2·15.5)). Emer· 
1he introduction of cost-sharingto seney department Wit rates related tD rtduttions In the use of essential drup also 

C Increased by 14.2 C95'S o. 1.5-19.9) per 10000 pasorwiumths In elderly persons 
control drug ~~pendhuns. ost· Cprepolicy control cohort. 32.9: postpolcy coho~ 47.1) and by54.2 (95% a. 33.5-
sharing is intended 10 deter the UK of 74.8}amc:lftlwelflltrecipienls(prepokyc:onbdcohort,fii9~postpolicyCDhclft.123.8). 
dn~g ahenpics lhat do little to lmpr'O'OC Thne increaz were primarily due to Mii'ICtiiSe In the prgportion of recipients who 
hnhh. ~ But cost-effecli\ocncss rES1S mtuctd their usc of mential drup. Reductions in the use of less essential drup were 
on the assumption that .indh1duals not usociated wfth an increue in ~ of ad-rene events at ED Will. . 

• 1dll ha\'e ah~ cap:aci~·to pay for essen- CondusiDftl In aurstudy, iraaRd CDSt-sharinlb prescription clrupln elderly pet~ 
tial drugs and that 1hey vdll make sons and welfare recipieuts was follOwed by redudioftl In me of eaential drvp and a 
ntional choices about which dn~p to hiper rate of serious advme events and ED wisits associ;atrd with dee reductianL 
UK and abandon. Othel"''l'ise. th£ usc ~ m:n.:2n:m_., _.....,_. 
of cssnui.ar drup "ill be cumilcd to · · 
control drug ~ndilurcs and shon· MllgAlflllalles ~~.Drplftlnnld 

. h d b d -*-alldDt#*IIWiltiJIIf:'d iiluqyllllfa. 'erm .udngs in I C Nl U get mar aalll1iel.,...... C1u1M. • 
: oR'sct b\· do,.,'ftStrnm costs in lhe C•m•,••ullna Awlllor ,_. lt,flata: ..,._ . ' . ' 

ti~ PhD, McCm UMiwanftt Malll C.., 
.,_a'VIciDita...,......, Slla. ............ 
4-11. fiD .... --w • .......a. Chllllac. c-... 
lOA 'IA1. 

liMA. )l::alr 2...,1. 2001-\"al •• ,.., 4 Qt 
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ks wa-c mnductcd iD comparable 10.. 
'DoOD%h periods before (Aupst 199510 
1996) ad alter (August 1996-1991) 
policyimplrmenndcm (flGUe l).lbe 
.prepolky c:mnrolsmdyprarid.cdan a­
dmlle or the e:xpccted Jllle of ad:ftne 
cYCIIII due 'LO redaaiODS iD drug usc 
prtarm po!icyimplcmauaDDD. lbe a­
zmuadoa or aD upeclt:d nte wu tzD. 
poiWll ba::aUK eo.om when· dmp 11ft 

fRc. i.Ddtridaals wiD apertmce ad­
'VmC drugrYm1S due tO tnjudldoas re­
ductions in nccded lha'apy. bcausc or 
(orgedulness, ad\"aH dl'eas. or miJ­
perccplloas about the imponanc~ or 
dmg uaanenL»' The difTe:rma:_m the 
nte iD 'lhe prepaUC)· conuol study vs 
the postpoliC)• study was used 10 csli­
nwc 'lhe impaa of &he dnag rdorm on 
ackuse a·m~ This approac:b hadsev­
e:nd .ad\"8J1tages. 'FirsL lt \'aided biases 
rdalt:d 'LO ecologlcal rau..c,.:- because 
cbmgcs iD drug usc wen liD),wS at the 
lcvd or the individual wi'lh 'lhc occur­
rmce or ad\"CCSe t\'CD1S and ED \ist~ 
.second. it pro,"idtd a means or tsolat­
ins 'lhe dl'ect or 'lhc drug polie,• from 
other heal'lh care policies that ''crt 
mplcmcntcd in the same 4-~ur pe­

riod lhatmay m\'C reduced the ntc or 
ED rlsits and hospitalizauous. unre­
lated to prescription!4rug use (hospi­
tal closuriCS and rall&cauoa o( scr.ice 
locatioas). FinaUy. ~e prcpoliC)' and 
post polk)· co bon study approach ''tri­
fled the assumption that the primary 
impact O( cost-sharing "'li .. D'U)d be tO 
. iDcrcaK the p~-alcna or rcduaions 
or drug use nther &han changing lhe 
•biolcgtcal risk-assoc:ialed Y.ith rati~ 
ms orstopping thera~·· Thus.lhc stud­
ics ,..en: designed to otimatt bolh 1hc 
risk and the population attributable 
fraction or 1hc share of ack"Crst ~nus 
and ED \ishs due to rtductioas in dnlg 
usc. in the prepolicy and postpo\icy 
periods. . 

For Ibis an:~l~'Sis. study popubtjoN 
•-a-r limited to regular recipients o~ eo 
sential or le.U ascn&ial dnlp. defined 
as persons ~ho had a supply a£ the rt• 
Spcai\"C mediation in each of lht ll 
moa'lhs prior to 1hc (ollow·up period 
or nr-A' uscn ·with a minimum or 6 

, 10n'lhs o( continuous use. 

ADVERSE OUTCOMES Of PRESCRimON DllJG COST·SIWUNG 

Data Sources 
l=ourprovmdal bcal1h da&abua. ~ 
cbtcd iD previous raarch. »n wm 
liaktd by anlqae aaypted health 
numbcn. Tbc bcndtciary demo· 
ppbJcdatlb:ucprrmded dataoa cbv& 
plm c)jglbWty. dalh. ad bmc&cmy 
~ lbepzacriplicmcbims 
cbaaban. wbleb mdades thl! drug. 
qaamlty, cb&e. IDd dvadcm fai each 
prac:rtpdoa dlspeDsa! &om commu­
nity·~ pbarmac:ics, was UKd 10 
measan: medkadcm 111e. The physt· 
dm cb:i:mtdatebaR., wbkh tDduda the 
da&e., type. and IOCldoD o( sa'rice de· 
JM:ry (~inpalimt. GllaJmCY, diaic). 
-.'U u.scd 10 measure ED 'VistlS IDd bos­
piwiution·ius1imtiooa11zaaon. The 
hosplWizaUcm dauabase was used to 
\'llSdatc ~based meuures ofbos­
piWization-illstitulioDalizatiora. · 

Pnlaiptlon Dftll Ule 
lbcnumla or drup noailablc each day 
\\"U calculated from pn:scripdOft claims 
records usinB mc'lhods da•elopcd to 
com'a'lthc cb&e., drug. and duradcm o( 
ptaeriptiODS dispalscd iDIO a cbvg­
b,·-dav matrix.31 In eaeb or 'lhc 53 
~~o£1heUme~.a~~o£ 
mcm~· man diU)• dmg UJe wu then 
ammuctcd ror each bc:nd'ic:iuv ((or aD 
drup and separatdy for ~dal and 
leuegen.W drup). The filsl3 D!Dntb.s 
or the lime sates md or CD\'a'age for 
ne•·ly eligible recipients -.·crt u­
dudcd to :n'Did anlfidally lower \"'l• 
ues (or drug usc iD me lim (cwmontbs 
or 11\'aibble prescription iDfo:rmatio& 
Tht mor11h lmmcdiatdyprtor 10polJC)• 
tmplemenaalion l1so -.'U excluded be­
cause o( possible pracription SlOCkpU­
ing. lea,ing .f9 monlhs (or anal)'Sis. 

for &he pftpOii~· and postpolicy co­
bon studics. reductious in dnlg use 
•1:rc measured Dm bycsdmatingmec­
pcatd daily dn~a usc Cor eaeh paso& 

-lbcn:sulling apmrd nlueswa"C then 
compartd •ilh obscn"Cd usc iD.thc 10.. 
monlh rouo .... ·-up ptrlod. Tbe ell:­
pe~d usc \"alut V.'U estimated u w 
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Definition ofDrug-Induced Cognitive Impairment in the Elderly 
Donna M. Lisi, PhannD, BCPS, BCPP, CGP, FASCP 

Medscape Pharmacotherapy 2(1), 2000. © 2000 Medscape Portals, Inc 

Introduction 

Drug-induced cognitive impairment c:an generally be categorized into 2types: delirium end dementia. Drug-induced delirium 
refers to the development of an acute confusional state, whereas drug-induced dementia implies a more chronic alteration in 
mental function.111 Drug-induced cognitive impairment is the most common reversible c:ause of confusion.1'2l It can be either 
dose related or, in some cases of delirium, it may be idiosyncratic. Cognitive impairment secondary to nonpsychoactive 
medications may be more likely to result from an idiosyncratic mechanism. Compared with drug-induced delirium, less is 
known about the prevalence of drug-induced dementia. 111 

Nearly every drug class can cause either drug-induced delirium or dementia in older penJone. The elderly may be especially 
prone to developing drug-induced cognitive impairment due to age-related changes in drug pharmacokinetics ~eg. reduced 
oxidative metabolism, reduced renal function) and pharmacodynamics. The elderly may also be at greater risk of drug­
induced confusion than younger people because of decreased functional re9erve of the CNS and changes in brain perfusion. 
They may have alterations in neurotransmitter systems. Alzheimer's disease and vascular dementia are more common in this 
age group; dementia is a major predisposing risk factor for the development of drug-induced cognitive impairment 
Polypharmacy, involving both prescnption and over·the-<;Ounter medications, is also very common among the elderly and 
increa9e8 the risk of cognitive impairment Electrolyte imbalances, which occur frequently in older persons, c:an predispose to 
cognitive changes. 

Delirium 

Diagnostic criteria for delirium in the Diagnostic and Statistical Manual of Mental Disordef$, fourth edition (DSM-IV), ere 
divided into 5 categories based on the poseible etiology of the syndrome, ie, whether it is thought to be attributable to: e 
general medical condition, substance intoxication, substance withdrawal, multiple etiologies, or not otherwise specified. For 
"Substance 1 ntoxication Delirium," the criteria state that there is evidence from the history, physic:al examination, or laboratory 
findings Of either disturbances in consciousness with reduced ability to focus, sustain, or shift attention OR that there is e 
change in cognition or the development of a perceptual disturbance thet is not better accounted for by a preexisting, 
established, or evolving dementia AND that these symptoms develop during the substance intoxic:ation AND that medication 
use is etiologically related to the disturbance. For "Substance Wthdrawel Delirium," the symptomatology mllllt present during 
or shortly after the removal of the drug. "Delirium due to Multiple Etiologies" considers the possibility that there may be more 
than 1 cause ofthe delirium, eg, drugs end the underlying medical condition. If the cause of delirium is not addressed by any 
of the above categories (eg, sensory deprivation), it is considered "Not Otherwise Speci1ied."[3) 

Criteria used to define drug-induced delirium in one study protocol induded the following: the drug in question had centre! 
nervoll!l system (CNS) effects; e toxic level was documented, or there was improvement with dose reduction or cessation; 
and the time course of mental status change coincided with the period of drug use. This definition exctuded the presence of 
alcohol and drug withdrawal. 141 

Other terms that have been used synonymously with delirium are transient cognitive impairment, acute brain failure, 
exogenous psychosis, toxic confusional state, toxic deMous reaction, toxic encephalopathy, toxic psych09is, senile delirium, 
acute brain syndrome, pseudosenility, clouded states, neurotoxicity, reversible dementia, intensive c:are unit psychosis, 
postsurgery psychiatric syndrome, metabolic encephalopathy, psychosis associated with organic brain syndrome, 
postoperative delirium, and postoperative encephalopathy. 15·9) 

Delirium, which is also known as an aoote confusional state, is a syndrome characterized by disturbance in consciousness 
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(ie, reduced clarity of awareness of the environment), change in cognition including alteration in attention, disorganized 
thinking, disturbed psychomotor activity, and abnormal sleep-wake cycle. £1.61 According to DSM-IV, the essential feature of 
delirium is a disturbance or consciousness that is accompanied by a dlange in cognition thet cannot be better accounted for 
t¥ a preexisting or evolving dementia. This disturbance in consciousness results in altered awareness of the environment 
and the inability to focus, sustain, or shift attention appropriately. This change in coneciousn8$6 is associated with cognitive 
abnormalities (which may indude memory impairment, disorientation, or language disturbance such as inability to name 
objects or to write) or the development or perceptual disturbance (which may include misinterpretations, illusions, or 
hallucinations). Additional characteristic features of delirium are its development over a brief period or time and that it has e 
fluctuating course. Disturbances in orientation and thinking as well as bizarre psychomotor behavior are possible. These 
behaviors may manifest as stupor or as severe agitation with the patient trying to pull out intravenous catheters or trying to 
leave the facility. 

Delirium is estimated to occur in 14% to 56% of hospitalized elderly patlents.l101 About 15% of elderly have delirium upon 
admission tD the hospital. 181 About 1 0°,(, to 30°,(, of hospitalized medical and surgical patients ere experiencing delirium at any 
given time, '18·11 land 25% to 55% of elderly who are symptomatic on admission develop confusion during their hospital 
course.l5l Once delirium develops; it is a66ociatedwith a 10% to 75% mortality rate, although death may be related more to 
adlfanced age and severity of illness than to delirium per ee. Unfortunately, 32% to 80% of delirious patients are not 
diagnosed property. In the elderly, this may ba an especially important problem since symptoms may falsely be attributed to 
dementia or senescence and because they may manifest as the hypoactive form of delirium, which ie dlaracterized by 
lethargy end decreased activity. Patients may also demonstrate a mixed form of delirium having elements or both the hyper­
and hypoactive states. This mixed state may be the most common presentation of delirium.110•12•14l Francis and associatee141 
found that less than halt of the delirious older patients in their study demonstrated disruptive behaviors, hallucinations, or 
delusions. Rattler, somatic features such as incontinence were the problems most frequently associated with the onset or 
delirium. 

Another problem thst may occur in the elderly is the persistence of symptoms even once the underlying condition ia 
addressed and the patient is discharged from the hospital. About one fifth of patients may have residual symptoms of the 
delirium present even 6 monltls postdischarge.£10] The risk for elderly patients or either dying or of being t111nsferred to an 
institutional care setting may be especially high following the first 6 months after discharge from the hoapital. Patien1s who 
succumb to ttteee outcomes demoMtrete more cognitive and functional impairment Cognitive impairment may outlast the 
acute syndrome. Up to 55% of those who experience delirium may have permanent cognitive impairment, which may bee 
harbinger for the onset of dementia.115J Delirium may serve as a marker of future cognitive and functional impairment.l13l The 
likelihood of developing delirium appears to be inversely related to a patient's physiological reserve capacity. 

Delirium occurs in 25% to 40% or all patients with cancer and up to 85% of patienm who are in the terminal phase of the 
disease. This alteration in mental statue may be attributable to both the underlying condition a well a to the cancer 
treatment utilized. Yet, there is a paucity of data on the cognitive side effects of cancer treatments used among older adul1s. 
[5) 

Surgical patients may be especially at risk for developing cognitive impairment Postoperative delirium in the elderly oa:urs in 
10% to 61% of those aged 65 or older. Orthopaedic patients are more likely to experience delirium then those undergoing 
general surgery. Delirium develops in 44% to 55°.4 or hip surgery patients vs 10% to 14% or general surgery patients. Even 
patients unttergoing cataract surgeiY are at risk. In the coronaiY end intensive care units, between 2% and 30% of patients 
experience delirium. (8,13.16) 

Medications are the most common reversible cause of delirium. It is estimated that medications contribute to 22% to 39°,(, of 
all cases of delirium. It OJ A recent study involving older hospitalized edulte found that the most likely primary cause of delirium 
in thai r study population was medication usa. £171 

Dementia 

According to DSM-IV. multiple cognitive deficits that occur with dementia only in the context or substance use are diagnosed 
as "Substance Intoxication" or "Substance Wthdrawal." If the dementia results from the persisting effects of a substance (ie, 
a drug of ebuse, a medication, or toxic exposure). "Substance-Induced Persisting Dementia" is diagnosed. Other causes of 
dementia (eg, "Dementia Due to a General Medical Condition") should alwaye be considered, even in e person with 
substance dependence. 131 

The e5Sential feature of dementia is the development of multiple cognitive deficits that indude memory impairment and at 
least 1 of the following cognitive disturbances: aphasia, apraxia, agnosia, or a disturbance in executiYe functioning. The 
cognitive deft cite must be sufficiently severe to cause impairment in occupational or social functioning end must represent a 

http://www .medscape. comlviewarticle/408S93 _print 5/6/2002 



Attachment 9 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

Page 166 of 182

Case 1:12-cr-00026-SGW   Document 5-11    Filed 05/07/12   Page 166 of 182   Pageid#: 344

• 

• 

• 

decline from a previously higher level oftundioning.l3l 

Dementia is a chronic, insidious, progressive, and often permanent form of cognitive impairment that !ncludee impaired 
thinking, memory, and learning abilities and difficulties In daily functioning, problem eolving, and emotional control (Table 1 ). 
l5l Dementia occurs at age 60 in about 1% of the population; however, this increases to greater than 300A. by age 85.[181 Starr 
and Whalleyl19l make the following diatinction: "Drug-induced dementies reversed by wtthdrswal al the otl'ending drug are 
probably best thought a1 "Within the epectrum of delirious statea, while dementi as that are drug-related end persist when the 
drug is withdrawn are, de facto, drug induced." However, as they point out, a satisfactory definition of drug-induced dementia 
is lacking. 

Drug4nduced dementia may be a cause a1 cognitive impairment in about 12% al patients with a suspected dementia. In the 
elderly. this is distinguished from age-related cognitive impairment, where the dedine in mental function is considered a part 
of the normal aging process. The relative odde of a drug-induced dementia increase as the number of medications consumed 
rises. The relative odds range from 1.0-Mth the use al 0-1 drugs to 9.3 with the use of4-S medicines.l18.2°l Medication aide 
effect9 accounted for 5% of reversible dementiae in patient6 aged 60 or older in one study.l21l The prevalence al drug­
induced dementia in the general population is unknown.111 

Drugs may impair cognition indirectly by metabolic effects, such as hypoglycemia, by alterations of immunologic factors within 
the CNS, and by actions that interfere with synaptic t111nsmission. Classes of drugs most often associated with the 
development al drug-induced dementia include benzodiazepines, entihypertensivK, and anticholinergic agerrt6.1191 

DSM-IV a leo recognizee re5earch criteria for "Mild Neurocognitive Disorder." This condition is deft ned by the preeence of 2 or 
more of the following im pairment6 in cognitive functioning, usually lasting for a period Of at least 2 weeks: memory impairment 
as identified bV a reduced ability to learn or recall information; disturbance in executive functioning (ie, planning, organizing, 
sequencing, abstracting); disturbance in attention or spaed of information processing; impairment in perceptual-motor 
abilities; and impairment in language (ie, comprehension, word finding). However, this condition should not be considered if a 
patient meets the criteria for "Substance-Related Disorder," including medication-related side elfects. "Substance-Related 
Disorders" include disorders related to the taking of drugs of abuse (induding alcohol), the side effect9 al a medication, and a 
toxic exposure. Medications that cause subs1ance-related disorders include, but are not limited to, anesthetics and 
analgesics, anticholinergic agents, anticonvulsarrt6, antihistamines, entihypertei'\Sive end cardiovascular medications, 
antimicrobial medications, antiparkinsonian medications, chemotherapeutic agents, corticosteroids, gastrointestinal 
medications, muscle relaxants. nonsteroidal anti-inflammatory medications, other over-the-counter medications, 
antidepressant medications, and disulftrem. Within this dassification is "Substance Intoxication." This diagnosis reQuires the 
development of a reversible substance-epecific syndrome caused by the recent ingestion or expoeure ala substance end 
requires that the clinically significant maladaptive behavioral or psychological changes associated with the intoxication ( eg, 
belligerence, mood lability, cognitive impairment, impaired judgment, impaired social or occupational functioning) are 
attributable to the direct physiologic effect9 of the substance on the CNS. In "Substance-Induced Persiating Amnestic 
Disorder," memory disturbance must not occur exclusively during the course of e delirium or a dementia, and it must perei&t 
beyond the usual duration of substance intoxication or Withdrawal. 131 

Delirium may be superimposed on dementia. Approximately 22% al ambulatory demented elderly have concomitant delirium. 
l22J For any patient with a diagnosis of dementia who auddenly develops a change in mental status, delirium should be ruled 
out. The manifKtation of delirium in a patient with dementia may be atypical. Even in demented patients, cognitive function 
may temporarily improve if an offending agent is removed. Delirium and dementia may be 2 places along a apectrum ie, if 
delirium is not reversed, it may evolve into dementia. Further, depression may mimic either dementia or the early stages of 
delirium. 

Risk Factor& for Drug-Induced Cognitive Jmpainnent 

Major risk factors that have been identified as predisposing to delirium include a diagnosis al dementia or other 
neuropsychological disorders, advanced age, end sa pais. Other predisposing factors ind ude hy poal buminemie, 
hospitalization, postoperative status, myocardial infarction, congestive heart failure, acute blood loss, stroke involving 
subcortical regions, severe chronic illnesses, total knee arthroplasty, cardiac and noncardiac thoracic surgical procedures, 
aortic aneurysm surgery, functional impairment, high blood urea nitrogen/serum creatinine ratio (azotemia), proteinuria, 
lymphocytosis, HIV disease, sensory impairment. untreated pain, fluid and eledrolyte imbalances, acid-base disturbancet~, 
infection, hypoxia/ hypercarbia, Parkinson's dieeaae, depression, abnormal glucose levels, acute urinary retention, nutritional 
deficiencies (vitamin B12, folate), collagen diseases, blood dyscrasia&, constipation/diarrhea, hypo- or hyperthermia, 
unfamiliar environment/ isolation, sleep deprivation, malignencie6, alcohol or substance abuse, psychosocial factors or acute 
stress, disorders caused by hypersensitivity, injury bV physical agents, male gender, fracture preeent on admission, family 
history of mental illnKS, history Of serious brain trauma, and, of course, medications (eg, anticholinergic agerrt6, psychotropic 
drugs}. (2.s.e.e.1 0 ·11 ,13,1 5.17,22•24 ,25} Often, multiple causes and risk factors for the development of cognitive impairment are 
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present. 

It is not known what causes delirium; however, among the theories proposed are: a reduction of cerebral oxidative 
metabolism; CNS dopamine and endorphin hyperfunction; brain acetylcholine-dopamine-serotonin-glutamate imbalances; 
increased CNS cortisol activity; damaged neuronal enzyme systems; decreased svnthesis and function of neurotransmitters, 
namely acetylcholine; increased central noradrenergic activity; dysfunction of beta-endorphinergic neurone; disturbances of 
the normal ionic paeeage through excitable membranee; gross changes in the electrolyte and water content, osmolality, end 
pH of the internal milieu; presence of false neurotransmitters; impaired synthesis of macromolecules needed for renewal of 
the structural and functional integl1ty of neurone; mismatch of metabolic supply and demand; involvement d cytokinee; and 
neuronal loss. [5,7] These proposed mechanisms point to a number d ways in which drugs may be involved in inducing 
delirium by affecting the function, supply, or use of substratee of CNS neurotransmitten; or neuropeplides. Cerebrospinal fluid 
(CSF) somatoatatin-like immunoreactivity and CSF beta endorphin-like immunoreactivity were found to be lower in delirious 
vs nondelirious patients, and theee changes persisted even 1 year after the initiating event 18.24.251 

In the elderly, polypharmacy may predispose patients to developing drug-induced delirium. However, there is a lack of data 
on this subject, because reports citing multi pie cauaative egents are often not published. In the late 19708, Summen;i281 tried 
to estimate the risk d developing drug-induced delirium based on the propensity of a drug either to have anticholinergic 
effect& OR to be associated with the onset of altered mental &latus AND its daily effective dose. The relative risk of 
developing delirium when 3 or more medications are added during the hospital course may increase 3-fold. ll7J 

Drugs Associated With Cognitive Impairment 

Teking a thorough drug history is one of the first steps that should be performed when asseesing en older patient with 
changes in cognitive function. This history should include prescription drugs, over-the-counter medications, illicit substances, 
alcohol uee, herbs, vitamins, nutreceuticala, homeopathic products, end naturopathic remedies, including the use of home 
remedies as well as other forms of complementary or alternative medicine. In the elderly, an increased number of 
medications may have a greater negative impact on orientation and memory as opposed to concentration and judgment [28) 
The more complex a drug regimen, the more difficult it may be to identify the specific drug(s) that may be causing cognitive 
impairment It is important to note that in the elderly, drug-induced cognitive impairment may occur even in the presence d 
nontoxic or therapeutic levels d a drug. Further, there may be intraclass dfferences in the propensity to induce cognitive 
impairment 

Numerous drugs have been identified in The Medical Letter on Drugs and Therapeutics as caU&ing a multitude of psychiatric 
symptoms, including hallucinations, fearfulness, insomnia, paranoia, depr866ion, delusions, bizarre behavior, agitation, 
anxiety, penic attaca, manic symptoms, hypomania, depersonalization, psychosis, schizophrenic relapse, aggressivenese, 
nightmarn, vivid dreams, excitement, disinhibition, rage, hostility, mutism, hypersexuality, suicidality, crying, hyperactivity, 
euphoria, dysphoria, lethargy, seizures, Tourette-lilte syndrome, obsessiveness, fear of imminent death, illusions, emotional 
lability, sensory distortions, impulsivity, and irritability, which can impact on mental capacity. Further, there are a number of 
medications that may be linked to causing cognitive impairment by inducing delirium, confusion, disorientation, memory l~s. 
amnesia, stupor, coma, or encephalopathy. Among these drugs are: acyclovir, anticholinergics and atropine, anticonvulsants. 
tricyclic antidepressants. asparaginase, badofen, barbiturates, benzodiazepinee, beta-blockers, buspirone, caffeine, 
chlorambucil, chloroquine, donidine, clozapine, c:ytarabine, digitalis glycosides, disulfiram, dronabinol, ganciclovir, histamine-
2 antagonists, ifosfamide, interleukin-2, ketamine, levodopa, maprotiline, mefloquine, methyldopa, methylphenidate, 
metnzamide, metronidazole, pergolide, phenylpropanolamine, pilocarpine, propafenone, quinidine, salicylates, seligiline, 
sulfonamides, trazodone, and trimethoprim-sulfamethoxazole. Often these medications produce more than 1 type of 
psychiatric symptDm.l29l 

A simple mnemonic to help remember the drugs or drug claases thet are eesocieted with acute changes in mente! status in 
the elderly is ACUTE CHANGE IN MS (Table 2).1301 

Many of theee drugs have already been recognized as being potentially inappropriate for use in the elderly. In 1991, Beers 
and colleaguesl31l published explicit criteria for determining inappropriate medication use in nursing home residents. These 
criteria were derived by expert consensus using the Delphi method. The risk-benefit profile of spadl'ic agents -within various 
drug classes, including sedativ~hypnotics, antidepressants, antipsychotics, antihypertensives, non&teroidal anti-Inflammatory 
agents, oral hypogtycemics, analgesics, dementia treatments, platelet inhibito1'9, H2-blockers, antibiotics, decongeetants, iron, 
muscle relaxants, gastrointestinal antispasmodics, end antiemetics, were examined. Many of the drugs were dted because of 
potential CNS adverse etrects.l311 This liet was later updated in 1997 to include drug-disease combinations thet may elso be 
inappropriate for use by the elderly. l32lln 1999, the Health Care Finandng Administration drafled new nursing facility survey 
proceduree and interpretative guidelines based on these 2 articles. Under these new guidelines, which went into effect on 
July 1, 1999, drugs thet were considered to have a high potential for severe CNS adverse outcomes were pentazocine, long­
acting benzodiazepines, amitriptyline, doxepin, meprobamate, disopyramide, digoxin, methyldopa, chlorpropamide (if 
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hypoglycemia results), gastrointestinal antispasmodic drugs, and barliturates (Table 3). 

Other drugs 1tlat were considered to be potentially inappropriate, but were thought to produce less severe adverse outcomes, 
were identified. Among the medications tttat may produce adverse CNS eft'eds are indomethacin, reserpine, 
diphenhydramine, muscle re4axants, sedating antihistamines, and trimethobenzamide (which can cause extrapyramidal 
effects). Lastly, drug& were identified 1tlat may exacerbate insomnia. This list of medications included decongestants, 
1tleophyll.ine, desipramine, selective serotonin reuptake inhibitors (SSRis), methylphenidate, monoamine oxidase inhibitors, 
and beta·agonists. 1331 

Anesthetics 

Both anesthetics and preoperative medications such as anticholinergic agents used to dry up secretions or eedative 
premedication (barbiturate or benzodiazepine) have been aseociated with the development of delirium postoperatively. Since 
it is thought that the residual effect& of anesthetics on cognitive function may remain 48-72 hours after surgery, the choice of 
the anesthetic drug is important. Newer medications with shorter elimination half-lives may be preferred in the elderly.l161 The 
type of anestheeia (ie, general vs spinal) does noteeem to affect the occurrence rate of postoperative delirium.£141 

Antibiotic:s1Anti-infectlve5 

Although sepsis is one of 1tle main risk fl!letore for delirium, antibiotics and anti-infe<:tive agents may also produce changes in 
mental status. Among the agents that have been aesociated ¥lith delirium are eminoglycosides (eg, gentamicin, tobramycin, 
6treptomydn), penicillins, cephalosporin&, sulfonamide&, and fluoroquinolones (eg, ciproftoxacin, ofloxadn).l10•34'1nhibition of 
GABA may be involved in fluoroquinolone- and penicillin-induced delirium. Penicillin can induce psychosis and 
encephalopathy. Risk factors for drug-induced delirium include renal impairment, increased permealilrty of the blood-brain 
banier, high antibiotic dosage, .intrathecal or intravenous administration of antibiotics, prior psychiatric illness, severe medical 
illness, slow acetylator status, and advanced age. Overall, however, this class of drugs has a II)N risk of inducing cognitive 
changes. l18J Other anti-infectives that have bean associated with drug-induced cognitive impairment are erythromycin, 
darithromycin, ketoeonazole, amphotericin B, isoniazid, rifampin, quinacrine, chloroquine, quinine, 
trimethoprim/sulfamethoxazole, amantadine, acyclovir, and zidovudine.l2,30J Trimethoprim-sulfamethoxazole can cause acute 
psychosis and a catatonic depressive-like reaction.l3°1 

Anticholinergic Agents 

This claes includes drugs with known anticholinergic properties such as the lim-generation, sedating antihistamines (eg, 
diphenhydramine, hydroxyzine, chlo!llheniramine, meclizine), antispasmodics (eg, belladonna, diphenoxylate, dinidium, 
dicyclomine, hyoscyamine), oxybutynin, trazodone, ipratropium bromide, tricyclic antidepressants (which are discussed 
separately under antidepressants), phenothiazine& (eg, thioridazine, prochlorperazine, promethazine, chlorpromazine, 
fluphenazine), muscle relaxants (cyclobenzaprine, orphenadrine), mydriatics (atropine, homatropine, tropicamide), 
diphenoxylate/atropine, antiparkinsonian agent& (eg, benztropine, trihexyphenidyl), and antiarrhythmics (eg, disopyramide, 
quinidine, procainemide). Further, other drugs which may have possible anticholinergic effecn include codeine, colchicine, 
warfarin, digoxin, furosemide, haloperidol, isosorbide dinitrete, meperidine, nifedipine, cimetidine, ranitidine, prednisolone, 
quinidine, and theophylline.I10·35-37J Many drug dasses starting wi1tl the prefiX "anti" have anticholinergic properties (eg, 
antihistamines, antidepressants, antipsychotics, antispasmodics, anti parkinsonian drugs, and some antihypertensives) and 
may help alert the practitioner to drugll that may be a source of confusion in 1tleir patients. 1381 

Anticholinergic agents have been causally linked to the development of memory impairment in healthy subjects. Memory 
impairment may be associated with basal forebrain cholinergic pathways, whereas changes in consciousness seen in 
delirium may be attributable to alterations in pontine cholinergic pathways projecting into the frontal cortex and brain stem. 
Acetylcholine is aleo involved with attention, the sleep...wake cycle, and other aspects of cognitive functioning.l8·131 

In a study that W89 published in 1983, approximately 60°4 of nursing home residents and 23% of ambulatory patients were 
recoiving drugs wi1tl anticholinergic properties. In some cases, patients may have received 3 or more anticholinergic 
medications concurrently .l39J 

Tune and othe~I36J examined the anticholinergic effect& of drugs commonly prescribed for the elderly as a potential means 
for assessing risk of delirium (Table 4). Using a standard concentration of 10-e M of 25 compound& and en anticholinergic 
radioreceptor assav. they assessed these sub9tances egain6t an internal standard of atropine. Atropine equivalents 
represented in nanograms per milliliter of equivalent amount9 of atropine were compared to the test drug. Of the 25 drugs 
tested. 14 produced detectable anticholinergic effects with 10 of these 14 medications, resulting in anticholinergic levels that 
have been associated with significant deficits in memory and attention in normal elderly. 
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Medications that were not associated with anticholinergic effects in this study induded hydrochlorothiazide, propranolol, 
&alicylic acid, nitroglycerin, insulin. methyldopa, ibuprofen, diltiazem, atenolol, metoprolol, and timolotl36J 

In an earlier paper, Tune and colleagues140J had found that postoperative cardiac surgery patien1s who had experienced 
delirium had high serum levels of anticholinergic drugs and that impairment in cortical function was related to this elevated 
level. This group later examined the cumulative anticholinergic effects Of drug regimens among surgical intenSive care unit 
patients.141l They have since expanded their work to examine the anticholinergic eft'ects of 48 commonly pret~cribed 
medications. 1421 

Aacker and colleaguesl35l analyzed the association of serum anticholinergic ectivitv with delirium in medical patients aged 75 
or older. Delirium was associated with a higher serum anticholinergic activity quintlle. The number of eymptDms of delirium 
ware also associated with higher serum anticholinergic eetivity. Mach and colleaguesl43l demonstrated the resolution of 
delirium in en elderly population upon discontinuation of medications, which resulted in a reduction of serum anticholinergic 
levels. Only 5 of 17 medications discontinued were known to have in vitro anticholinergic activit¥. Even topically administered 
anticholinergic ophthalmic preparations have been a68ociated with the development of delirium. (44.45) Other investigators 
have reported the presence of high serum anticholinergic levels among patients who have not received a drug that blocks 
acetylcholine, which raises the possibility of en endogenous source of anticholinergic activity that may possibly increase 
during times of stress.l35,4SJ Among elderly nursing home residents, aerum anticholinergic activity seems to increase during 
illness and declines upon recovery, regardleee of medication chenget~.141J 

In the presence of central anticholinergic toxi aty, the use of physostigmine ( e 1- to 2-mg test dose) may rapidly improve 
mental status. However, this drug has many severe side effects, including increased secretions, bronchospasm, vomiting, 
aspiration, and bradycardia, so i1s routine uae cannot be advocated in the elderly. 1101 The velue of ecetylcholinesterase 
inhibitors such as donepezil in this setting is unclear. Otten, removing the causative agent end afl'ering supportive care may 
be sufficient. 

In summary, the likelihood af developing delirium following ingestion of an anticholinergic is unpredictable and may depend 
on other concomitant medications thet exert anticholinergic effecls, baseline cognitive status, phannacokinetic or 
pharmacodynamic effects. specific agent used, and the total anticholinergic burden.l181 

It should also be stated that despite all of this evidence, the association between antlcholl nerglc drugs and the development 
of delirium is not universally accepted. Francis and coworkers 141 and Schor and colleaguesi48J failed to demonstrate causality 
between the use of these agents and the development of delirium in elderly medical inpatient populations. Y at others have 
felt that the lack af association between delirium and anticholinergic drugs in epidemiologic studies is one of miscfassification 
of drug effects rather than the inability of the anticholinergic effecls of drugs not to produce delirium. l14l 

Anticonvulsants 

All anticonvulsanta can effect cognition, even in the presence of therapeutic drug levels. They may cause drug-induced 
delirium or dementia. These effects appear to be dose related. Further, repeated episodes of uncontrolled seiZures can 
adversely affect cognition. Phenobarbital, primidone, and clonazepam heve a greater negative impact on cognition than do 
valproic acid, c.erbamazepine, or phenytoin. The mente! status chang• of pheny1oin, phenobarbital, and primidone may be 
attributable to interference with normal folate mechanism. P0l1n the elderly, it is important to check both serum albumin and 
serum creatinine when dosing phenytoin, because both hypoalbuminemia and an alevated serum creatinine necusitate 
lowering the dose administered. Newer anticonvulsants may also havtl! a lower risk of cognitive impairment. 11•181 The 
Neurotoxicity Scale has been developed to help assess the actverse effecls of anticonvulsants on cognitive function. The 
revised version of the Neurotoxicity Scale consists af 24 questions. Among the domains tested are fatigue, slowing, memory, 
concentration, language, and motor coordination. Although this scale may be useful for identifying the presence or absence 
of an antiepileptic drug-induced eide effect, it is unsuitable for determining the type or severity of this event because it 
produces e global or "all or none" evaluation of whether a person on an antiseizure medication is experiencing cognitive 
impairment. This scale is self administered by the patient. Further, it has been tested primarily in younger patients (average 
34.1 years). Therefore, it may have limited utility in assessing the drug-induced cognitive impairment af an elderly person who 
is already confused or delirious or who mey be on a complex medication regimen. l4il Use of monotherapy and maintenance 
af serum concentrations within the therapeutic range (for older agents with therapeutic drug monitoring available) may help to 
minimiZe cognitive changes. 

Antidepressants 

It is important to note that in the elderly, depression may present as pseudodementia. Therefore, cognitive impairment can be 
induced by the disease process itself. However, tricyclic antidepressants ere notorious for producing adverse CNS side 
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effect9 suches delirium, disorientation, and memory impairment in the elder1y OWing to their highly anticholinergic properties. 
The most common and specific feature of tricyclic-induced cognitive impairment in the elderly is impaired short-term recall 
memory.l501 other types of impairment include reduced reaction time, impaired retrieval from secondary memory, and 
impaired information processing.11l 

Confusion or agitation developed in approximately 5% of elderly depressed patients who received either amitriptyline or 
imipramineJl51) The former agent has been a98ociated with impaired cognitive performance. Preskom and Jert<ovichl521 found 
that6% of patients administered tricyclics expelienced CNS toxicity. Tricyclic antidepressants can also induce a CreutzreJdt-
Jekob-like dementie.l191 

The uee of tricyclic antidepressants hae fallen out of favor for usa among patients in this ega group because of their side­
effect profile end the availability of newer, safer dassee of antidepressants. However, if tricyclic antidepres&anm ere to be 
used in the elderly, 2 agant9 have been preferred because of their more favorable risk-to-benefit ratio. These drugs are 
nortriptyline and desipramine. Kutcher end Shulmanl531 describe the first case report of desipramine-induced delirium in an 
elderly women with a subtherapeutic serum desipramine concentration. This 66-year-old woman had initially been started on 
25 mg of desipre mine. After 1 week her doee was increased to 50 mg. Wthin 3 days of the dosage i ncreasa, this woman 
started experiencing bouts of confusion, demonstrated inattentiveness and hypoalertnees, and had disorganized apeech. Her 
serum desipramine level, which was drB'Nn 13 hour& after her last dose, was 112 nmoi/L {therapeutic range: 500-1000 
nmo\A..). The drug was discontinued and 3 days later, she was back at her baseline mental state. 

In general, risk factors for drug-induced delirium are high tricydic antidepressant plasma concentration, advanced age, and 
female gender.1181 

Trazodone, a nontricyclic antidepressant, ie also al!i6ociated with impaired cognition.111 Confusion is one of the most common 
side effects of nefazodone, a compound structurally related to trazodone. POl 

Fortunately, newer medications that are devoid of anticholinergic properties, such as SSRis and reversible inhibitors of 
monoamine oxidase ( not yet available in the United States) may actually improve cognitive function aa witnessed by 
improved vigilance, attention, memory, and psychomotor performance in some studies. This effect may be unrelated to their 
antidepressant properties. tsiJI Yet, when the5e drugs are combined with ather medications, caution m tl'l be advieed. [54} 
Whereas the reversible monoamine oxidase inhibitors may have less effects on cognition, older monoamine oxidase 
inhibitors such as tranylcypromine have been eesocisted with edve~e CNS effect3. 12J Fluoxetine has been associated with 
the development of acute organic brain syndrome. 1!5] Caution is also advocated in the face of antidepre9sant-tnduced 
electrolyte imbalances (eg, SSRI-induced hyponatremia). In the case of SSRis, one also needs to be concerned about the 
development of serotonin syndrome, which is characterized by delirium, autonomic instability, hyperreflexia, ankle clonus, 
tremor, diarrhea, and rigidity.l9•181 Serotonin syndrome may occur when SSRis are combined with tramadol.f.'OI 

Antiparldnsonlan Agents 

Approximately 20% to 30% of patients With Parkinson's disease have a concomitant dementia. [tl AI. \ttith patients With ather 
neuropsychiatric conditions, Parkinson's patients may be especially prone to the development of drug-induced cognitive 
impairment One of the drugs that is moet often associated with changes in mental status is levodopa. About 5% of patient& 
develop delirium from the use of this drug,tsB.57] although cognitive ~ mptoms mtl'/ occur in up tD 60% of patients. 1301 Yet, not 
all mentel status changes are delirium; patient& may experience isolated hallucinations while maintaining a clear state of 
consciousness, and this would not be considered delirium. Early ci\Jes to possible worsening cognitive function may indude 
abnorm el dreaming end sleep disturbancee.l30llf these signs occur, lowering tne dose of medication may be helpful. A 
reletive exce6s of dopamine h86 been proposed as a possible cause of delirium.113) Risk factors for drug-induced confusion 
indude increasing age. dementia, and high doses of entiparkineonie n drugs.l11 AI. mentioned earlier, anticholinergic drugs 
ueed in Parkinson's disease c:an ceuse cognitive impairment. If dementia is present, Parkinson's patients on anticholinergic 
agents may be more than M-ice as likely to develop delirium compared with nondemented Parkinson's patienm.1581 
Amantadine's adverse cognitive effects may be dose dependent. The dose needs to be reduced in the elderly because of 
decreased renal function. High-potency dopamine agonist&, such ee pergolide, may be associated with higher rates of 
delirium than levodopa, with altered mental funcUon occurring in 11% to 33% of patients. Bromocri ptine cen induce mental 
status changes even when used in low doses. Drug-induced delirium is also common with selegiline. Psychiatric side effects 
to these medications may become more common as the diseeee progresses. If these medications were to be ranked by their 
potential to cause cognitive changes, anticholinergic Parkinson's drugs would have the highe9t propensity, whereas 
bromocriptine, levodopa, and selegiline would be associated with medium degree of risk.1181 If e patient develops Clrug­
induced cognitive impairment while on multi pie antiparkinsonian agent3, it mtl'/ be beneficial to slowly withdraw the 
anticholinergics, selegiline, and amantadine before removing other agenm from the regimen.l1l 
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Antlpsychotlcs 

IV; with other psychoactive medications, the risk of developing drug-induced cognitive impairment may be dose related. 
However, age may also be a significant risk factor for the development of this condition. Many traditional antipsychotic:& 
posse• anticholinergic properties (eg, thioridazine, chlorpromazine, triftuoperazine), Which may partly explain the 
predisposition of this class of drugs to the development of delirium and accelerated cognitive decline. One of the newer 
atypicals, clozapine, is also highly anticholinergic. Other atypicals that are devoid of significant anticholinergic effect9, such as 
risperidone, appear less likely to cause drug-Induced delirium. Such drugs a thioridazine and chlorpromazine may have a 
medium potential to induce cognitive changes, whereas risperidone has a low risk of such an event The possibility of 
neuroleptic malignant syndrome ehould also be ruled out in patients in whom delirium develops ehortly after the 
administration of an antipsychotic. Neuroleptic malignant syndrome is characterized by delirium, fever, autonomic 
dysfUnction, extrapyramidal syndrome, and recent history of antipsychotic use. (9, 181 One flaw in some of the studies on 
delirium and major tranQuilizer use is that they fail to distinguish Whether anti psychotics were the cause of delirium or were 
used to treat the delirium. 

Cardiac MedicationsiAntlhypei'IRnslves 

This category includes the entiarrhythmic:s (eg, digoxin, amiodarone, lidocaine, disopyramide, procainamide, quinidine, 
flecainide, maxiletine, propafenone, tocainide), dipyridamole, and antihypertensives such 216 beta-blockers (eg, propranolol), 
methyldopa, donidine, reserpine, calcium channel bloc*ers, and angiotensin-converting enzyme inhibitors (ACE Is). 15·10• 181 It 
is important to keep in mind that hypertension itself is a risk factor for vascular dementia and that aggre$8ive lowering of 
blood pressure may alao have a deleterious effect on cognition. Uncontrolled blood pressure and plasma lipids may lead to 
vascular dementia. 

Among the antihypertensives that historically have been associated with significant adverse CNS effects (both delirium and 
dementia) is methyldopa. This drug produces cognitive impairment and decreased visual motor performance.l41 Methyldopa 
acts like a falee neurotransmitter being converted to alpha-methyl-noradrenaline. In general, centrally acting 
antihypertensives such as clonidine and guanabenz are associated with more adverse cognitive effec1s. Reserpine 
irreversibly damages noradrenergic storage granules, thereby inducing altered mental funclion.1191 Dipyridamole hae been 
associated with decreased Mini-Mental Status Examination scores.IS91 CNS effect may be the ftrst and only manifestation of 
digoxin toxicity and may be even more common than cardiac effects. (80] Both delirium and dementia can be signs of digoxin 
toxicity. 

Cognitive change& can occur even in the presence of therapeutic digoxin levels.l61l Amioc:tarone's long half-life may promote 
prolonged confusion. Diuretics can cause nuid and/or ad~beae imbalances, which can result in confusion, especially in the 
postoperative patient. CNS toxicity is common with lidoceine. Beta-blockers can be associated with pseudoc:tementia. The 
incidence of neuropsychiatric toxicity ranges from 1% to over 20%.130] .Although controversial, less lipophilic beta-blod(ers 
may be preferred over highly hydrophilic agents as a way to reduce possible CNS adverse effects. Topical beta-blockers 
U6ed for glaucoma have also been associated with the development of delirium. 121 

For drugs such ae ACEis, calcium channel blockers, and amiodarone, drug-induced delirium may represent an idiosyncratic 
event The risk of cognitive impairment remains low for such drugs as diuretics and ACEis. Other druga, including quinidine, 
digoxin, methyldopa, alpha-blockers, postganglionic blockers, and beta-blod(en;, may have a medium risk of inducing such 
changea. 12.181 

Chemotherapeutic Agents 

Drugs, either alone or When combined 'Nith other treatment modalities in cancer in the preaence of a compromised host, cen 
cause adverse CNS effects. For example, cognitive impairment induced by methotraxata is enhanced when thia drug is 
administered to a patient undergoing cranial radiation. Among the chemotherapeutic agents that have been identified as 
causing delirium are carmustine, vincristine, vinblastine, L-esparaginase, ifosfamide, intrathecal procarbazine, high-close 
cytosine arabinoside, methotrexate, 5-fluorourecil, hexamathylmelamine, etoposide, nitrogen mU9tard, lomustine, 
dacarbazine, and cytarabine.l2,Sl Adjunctive agents such as antiemetic:s, cyclosporin, biologic response modifiers (interferon, 
inter1eukins) and corticosteroids era causally related to the production of mental status changes. lnterleuldns (eg, IL-2) may 
produce drug·induced dementia by increasing the blood-brain barrier's permeability to neurotoxi1'115; by activating 
inappropriate central neuropeptidergic systems that impair attention, registration and memory; or by a direct neurotoxic effect. 
Cycloeporin's adverse CNS effects mey be attributable to similar mechanisms, es it inhibits IL-1 and IL-2.1191 The actual 
propensity for each drug to causa cognitive impairment is unclear because these medications are often used in combination 
as part of treatment protocols. 12.5] 
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Corticosteroids 

One of the proposed theories of what causes delirium is increased CNS cortisallevela. Exogenously administered 
corticosteroids may produce a similar effect. Corticosteroids can induce both delirium and chronic cognitive impairment as 
well e& psychosis. Use of high-doee steroids(> SO mglday of prednisone), long duration of use, or the abrupt discontinuation 
af these hormonal agents can induce mental status changes. Even brief exposure to high doses of steroidls can reversibly 
affect ne!Jronal activity in the hippocampus, the area af the brain associated with memory; with continued use, permanent 
injury occurs. OVerall, there ia a medium risk af cognitive-induced impairment secondary to this class af drugs.£181 In addition 
to high dose, female gender and concomitant neuropsyChiatric disease are predisposing risk factor& for drug-induced mental 
atatua changes. 1301 

Herbal Products 

There is a misconception among consumers that because a product is natural or herbal it is without toxicity. A recent report 
has linked the use of St John's 'Nort to the development of mania.l62l In another report, 2 patients developed 
encephalopathy and neuropathy foROYt'ing the ingestion of a Chinese herbal broth that contained podophyllin.l63l Melatonin 
use may be a•ociated with the development af confueion. [8+e8J Most recently, the FDA has wamed of the potential 
neurotoxic effects af GHB or gamma-butyrolactone, a substance whose uses include sleep induction, release of growth 
hormone, enhancement of sexual activity and athletic performance, relief of depression, and prolongation af life. 157) 

HZ Antagonists 

All histamine-2 (H2) receptor antagonists have been aeaociated with acute CNS toxiaty, including delirium.11B.S8l The drug 
that has received the most attention as being aesodated with medication-induced delirium is cimetidine. Cimetidine is thought 
to possess anti cholinergic properties. 'Mlether or not this explains it, its a&Sociation with the development of delirium is 
unclear. However, cimetidine-induced delirium has been reversed with the use af phyeostigmine.11•691 Cantu and Koreki7°J 
found that there was no difference among the H2-blockars in their propensity to cause CNS chan gee. Among hospitalized 
patients, about 1% to 2% develop drug-induced cognitive changes compared with 158.4 to 80% of intensive care unit patients. 
118l.Advanced age and impaired renal function may be risk factors for the drug-induced CNS changes. Nonatheless, the 
overall risk of H2-antagonist-induced cognitive impairment is low . 

Hypoglycemic Agents 

Insulin and oral hypoglycemic agents may cause both reversible and irreversible brain damage secondary to hypoglycemia, 
which may result in cognitive loss.l7tl 

Lithium 

Uthium may impair memory and psychomotor performance. It is also associated with the development of delirium. Uthium 
has a high risk of inducing cognitive impairment It may Induce a Creutzfeldt- Jakob-like dementia. 118 ability to produce 
dementia may be related to its inhibition of protein kinese c, which results in interference af regulatory procetsSes d neuronal 
growth and differentiation. Lithium's toxicity is potentiated by drugs such as thiazide diuretic and nonsteroidal enti­
inftammatory agents. which interact with this drug to produce higher lithium levels.l1•2•18.72•731 

Narcotic Analgeaics 

It is important to recognize that untreated pain itself can cause delirium. However, narcotics can also induce this condition, 
especially among postoperative patients. Narcotics are among the primary causes of delirium in the postoperative patient. 
The risk of drug-induced delirium may be highest with meperidine. In one study, among individual narcotic agents studi~d. 
only meperidine was significanUy associated wnh the development of delirium (odds ratio 2.7) among postoperative patients 
aged 50 or older.l46l Meperidine has long been recognized as a drug that should not be given to older persons because this 
age group undergoes an age-related decline in renal function, whiCh altowa for accumulation of normeperidine, a neurotoxic 
substance. The delirium induced by meperidine has been characterized by fluduations in levels af awarenees, confusion, 
ciaoriantation, illusions, visuel and auditosy hallucinations, persecutosy delusions, and seizures. Further, both meperidine and 
normeper1dine have anticholinergic properties. This drug was originally developed as an antispasmodic alternative to atropine 
during the 193015. Meperidine's toxicity may be more pronounced when this drug is combined with the enzyme inhibitor 
dmetidine or wnh other drugs passeeei ng anticholinergic activity. 17 41 Francis and colleaguesl41 and Schor and othersl481 also 
found a correlation between the uee af narcotics and the development of delirium. The route of administration (eg, 
intramuscular vs patient-controlled analgesia) may elso influence ttle risk of developing dru~induced delirium. Epidural and 
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intramuscular administration may be more problematic than patient-controlled analgesia. 111 Even tramadol has been 
essociated with drug-induced confusion. POl 

• Nonsteroidal Antt-tnftammatory Agents (Including Sallcylates) 

Aspirin use may pose a problem in the elderly because older patients may not even consider this substance a medication. 
This age group is more prone to having pains and aches and is therefore more likely to uee this drug. Oelirium_is the major 
manifestation of salicylate toxicity. Confusion can also occur at therapeutic doses. Acetaminophen, while safe 1n usual doses, 
may also cause cognitive impairment in an overdose situation. Drug-induced cognitive effects fmm nonsteroidal anti­
inflammatory agents range from delirium with indomethacin (medium risk for cognitive changes) and sulindac to disturbances 
in memory and concentration with naproxen and ibuprofen (low risk for cognitive changes).1181 However, in light of recent 
data that nonsteroidal anti-inflammatory agent& may be protediYe against the development of Alzheimer's disease, the rote of 
these agents in inducing cognitive impairment needs to be darified.lt may be that high doses (not therapeutic doses) of 

nonatBroidal anti-inflammatory agenta have an adveree effect on cognition.111 

Over-the-Counter Products 

The elderly consume a large amount of over-the-counter medications. These medications, which are often less •pensive 
than prescription drugs, may be used by older adults in an attempt to save money end to help maintain their independence. 
Hawever, these medications, especially cough/cold products, sleep aids, and antinausea agents, contain potent 
anticholinergic substances that can induce delirium in older persons. Oral decongeetants such as phenylpropanolamine end 
pseudoephedrine can also cause delirium In the elderly. Mental status changes a660ciated with the use of decongestants 
may occur with low doses and topical edminietration.I'JOJ 

Promotllity Aaena 

Metoclopramida has been associated With the development of drug-induced delirium. 1751 This drug crosses the blood-brain 
berrier and effects both dopeminergic and cholinergic eystems. Cisapride, a newer promotility agent, may have fewer CNS 
effects: however, it is eeaociated with very serious drug interactions, ao caUtion is advised when using this agent. 

• Proton Pump Inhibitors 

Omepruole may be associated with neuropsychiatric adverse effects, especially in older patients and in patients with liver 
disease.I'J0.7'61 

sedative-Hypnotics 

This class af drug5 indudes benzodiazepinee suches flurazepam and diazepam, barbiturates, meprobamate, chloral 
h)'drate, and sedating antihistamines, which are found in over-the-counter sleep aids. Long-acting benzodiazepines, such as 
fturazepam, especially if used in high doses, are the most likely drugs to cause or exacerbate dementia. Shorter-acting drugs, 
such as diazepam or temazepam, have a mecium risk af causing drug-induced cognitive impairment1181 CNS toxicity is often 
dose dependent. 

In one study, exposure to long-acting benzodiazepines was significantly associated with the development of delirium (odds 
ratio 3.0) among postoperative patients aged 50 or older. 1461 Another study found that 11% of older patients admitted to a 
general hospital deoleloped cognitive impairment following benzodiazepine use. [771 Benzodiazepinee have been associated 
~impaired Ieeming of verbal and visual information,I11 immediate and delayed memory, and psychomotor performance.[7'81 
The psychomotor and cognitive impairment may be persistent 'Nith long-term use of benzodiazepinas. Anterograde amnesia 
occurs more commonly with higher potency and shorter-acting benzodiazepinee, thereby limiting the usefulness of these 
medications. l1 l 

Barbiturates can cause chronic cognitive impairment, wtlich may mimic Alzheimer's disease. The sedation produced 1:'1 
sedative-hypnotics may lower the elderly pen~on's threshold for developing drug-induced delirium or dementia.l18J Even 
newer agents such as zolpidem are auociated with adve~e cognitive effects similar to those seen 'Nith triazolam. Zolpidem 
produces memory impairment that corresponds to its peak blood concentration. 1791 

• Theophylline 
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Afttlough theophylline may be associated with drug-induced cognitive impairment, it is unlikely to occur when this drug is 
used in usual doses.11 l Most adverse cognitive effects ("theophylline madness") occur in an overdose situation. If overdose 

occuns, one must be very watchful for seizures, wtich may soon develop if they are not present already. 1.301 

Urtnary Antispasmodics 

These drugs (eg, oxybutynin, ftavoxate) induce delirium either vie their anticholinergic effects or by cauaing urinary retention 
('cystocerebral syndrome"). This letter condition is thought to be related to an increase in adrenergic tone, which leeds to 
increased peripheral and CNS catecholamine levels. Risk factors for this condition include benign prostatic hypertrophy, 

dementia, and diabetes associated with autonomic dys1'unction.l301 

Withdrawal Effect& 

Delirium a86oc:iated w1th the withdrawal of centrally active psychatropics such as benzodiazepines, barbiturates, or alcohol 

may be attributable to undeJStimulation of the inhibitory neurotransmitter GABA, which leads to eymptome of hyperactivity.l13J 
In the surgical patient, withdrawal from alcohol resulting in delirium may not manifest until12-48 hours after surgery_I1BJ In the 
elderly, mortality associated with alcohol withdrawal-induced delirium tremens may be as high as 27%.1801 It is importantto 
keep in mind that although the discontinuation of anticholinergic druga is encouraged, rapid withdrawal of these agents may 
re&ult in cholinergic rebound. Thi& has been noted with dozapine, among other drugs. 1811 

Stnttegies to Prevent Drug-Induced Cognitive Impairment in the Elderty 

Perhaps the single most important step one can take to minimize the risk of drug-induced cognitive impairment is to 
administer the least possible number of medications to older patients, thereby avoiding the problem of potvpharmacy. Proper 
dose adjustments based on age end renal or hepatic function are also necessary. Elderly patients should be encouraged to 
discuss all of their over-the-counter drug purchases with either their pharmacist or physician. Having a high index of swpicion 
that a drug may be likely to cause cognitive impairment is also one of the main ways to help prevent this problem in the 
elderly. It is important to be familiar with the known risk factors for cognitive impairment. Whenever possible, every attempt 
should be made to avoid high-risk medications such as sedative-hypnotics and drugs with anticholinergic etfecn, as well as 
other drugs thet may readily cross the blood-brain barrier . 

Pain needs to bo adequately controlled. In patients experiencing mild pain symptoms, drugs such as acetaminophen or the 
cyclooxygenese-2 nonsteroidal anti-inflammatory agent& may be tried instead of narootics. If a patient has elreedy been 
receiving a psychoactive mecfication for a longtime and discontinuation is desired, a gradual dose reduction should be 
employed, because abrupt cessation may lead to withdrawal symptoms and delirium. Maintaining adequate nutritional and 
fluid status is also helpful. Caution is especially advised in patients with dementia whenever a new medication ie prescribed . 

. It may be helpful to obtain a baseline mentsletatus examination in all elderly patients &o that subtle change6 can be identified 
early. Should a problem arise, ascertaining the likelihood that a drug may be associated with cognitive impairment may help 
detefmine which drug or drugs to eliminate first from the regimen. 

Table& 

Table 1. Differential Diagnosis of Dellrtum and Dementia 

I Feature II Delirium II Dementia I 
[onset I Abrupt, acute (sometimes subacute) with an Gradual, chronic, insidioUll 

identifiable date 

LJ Auctuates during day with worsening of symptoms Consistent pattern-no diurnal 
at night variation; may develop sundowning 

in later stages of disease 

'Duration I Hours to weeks/months in elderly (some permanent 
residual effect& may remain) 

I Progressive, continuous I 
Interaction with Reduced awareness In early stages, no problem with 
environment Fluc:tuating alertness awareneea 
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u Impaired attention In early stages, normal alertness 
Orientation impaired and fluctuating Relatively unaffected, especially in 

early stages 
Often impaired 

I Memory II Immediate and recent impaired I Recent memory initially impaired; 
as it progresses, remote impaired 

Thought Disorganized, distorted, fragmented, incoherent Perseveration and confabulation, 
process and speech, global cognitive impairment difficult)' with abstrecHon, thoughts 
language impoverished, judgment impaired, 

agnosia, anomia 

Perception Distorted with illusions, delusion&, and Early st~e minimally affected; 
hallucinations (visual and auditory) and cflflicultv later stage6 may be associated 
distinguishing reality from mieperoeptions and with delusions and hallucination& 
psychomotor disturbances (hypo- or hyperalertneas 
or mixed state) 

I sleep II Always disrupted with rev~al of sleep-wake cycle II Fragmented sleep I 
Mental status I Distracted, often unable to participate in taati ng I Usually triea herd; often bies to 
testing hide deficiencies 

Adapted from Weinrich and Sarna, !51 UpCM'Ski, 18•11•231 Aaclter and Marcantonio, 1141 Espino et at, 1221 
Dessonville et al. l241 

Table 2. Acute Change in MS 

llnltiatll Drug Class 

EJIAntiparkinsonian drugs 

Dl Corticosteroids 

~~Urinary incontinence drugs 

Dllheophylline 

Dl Emptying drugs 

Dl Cardiovascular drugs 

EJI H2·blockers 

EJIAntimicrobials 

EJINsAtDs 

~~ Geropsychiatrtc drugs 

DIENTdrugs 

Dllnsomnia drugs 

EJI Narcotics I 
~~Muscle relaxants I Dl Seizure drugs I 

Adapted from Flaherty. 1301 

Emptying drugs: a class of drugs that stimulate motility of the upper gastrointestinal tract (eg, metoctopramide) 
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Geropsychiatric drugs: includes any drug that works in the brain and that can cause confusion (eg, tricydic 
antidepreesants, SSRis, benzodiazepines, antipsychotics, anticholinergics) 

ENT drugs: ear, nose, and throat; agents taken for ailments of the respiratory and ainw passageways (eg, 
decongestants, antihistamines, expectorants, antituseives) 

Table 3. Drugs Identified In HCFA's Revised Nursing Home Guidelines That Have CNS Adverse 
Effects 

Drugs I AdverH Effects 

Pentazocine Confusion, hallucinations, dizziness, lightheadedness, euphoria, and sedation 

Long-acting Sedation, drowsiness, ataxia. fatigue, confusion, weaknes9, dizziness, vertigo, 
benzodiazepines syncope, psychological changes I Amitriptyline I Anticholinergic and sedating properties, Which can resun in confusion, delirium, 

or hallucinations 

IDoxepin I Anticholinergic and sedating properti1!1!1, Which can result in contusion, delirium, 
or hallucinations 

I Meprobamate Highly addictive and sedating, which can result in drowsiness and ataxia I Disopyramide Strongly anticholinergic propertiee, which can result in confusion, delirium, and 
hallucinations 

I Digoxin Toxic signs include headache, fatigue, malaise, drowsiness, and depression 

I Methyldopa May exacerbate depression I Chlorpropamide Hypoglycemia, which can result in altered mental state (confusion, amnesia, 
coma) I Gl antispesmodics Highly anticholinergic properties, which can result in confusion, delirium, or 
hallucinations I Barbiturates Highly addictive and sedative, resulting in drowainees,lethargy, depression, 
severe CNS depression 

I Indomethacin Headache, dizziness, vertigo, somnolence, depression, fatigue 

!Reserpine Depression, sedation 

I Diphenhydramine Highly anticholinergic, which can result in confusion, delirium, or hallucinations I Muscle relaxants Anticholinergic properties, which can result in sedation, weakneu, confusion, 
delirium, or hallucinations I Antihistamines Anticholinergic properties, which can result in confusion, delirium, or 
hallucinations 

I Trimethobenzamide Extrapyramidal aide effecis 

Adapted from Health Care Financing Administration. 1331 

Table 4. Anticholinergic Drug Level 

Medication I Anticholinergic Drug leYel 
(ngfml Gf atropine equivalents) 

I 

I 

I 

r 
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lcaptopril II 0.02 I I Cimetidine II 0.86 I 
Codeine 0.11 

Digoxin 0.25 

Dipyridamole 0.11 

Dyazida 0.08 

Furosemide 0.22 

laosorbide dinitrat8 0.15 

L.snoxin II 0.25 

Nifedipine 0.22 

Prednisolone 0.55 

Ranitidine 0.22 

I Theophylline 0.44 

!Warfarin I 0.12 

Adapted from Tune et er.P6l 
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Collaborative Practice Agreements by State 

STATE CDTM Year S,R,G* .. :: .·:;. STATE CDTM Year S,R,G* 
Alabama No ... ·. Missouri No 
Alaska No ... ;· Montana No 
Arizona YES 2000 s " . Nebraska YES s 
Arkansas YES s .. Nevada YES s 
California YES 1995 s ,., New No . -·; .· 

Hampshfre 
Colorado No . . New Jersey No 
Connecticut No 

" 
New Mexico YES 1978 s 

Delaware No 
.... · NewYork No 

DC No North Yes 1999 s 
Carolina 

Florida YES s North YES s 
· · Dakota 

Georgia YES 2000 s Ohio YES 1999 5 
Hawaii YES s Oklahoma No 
Idaho YES 1998 R Oregon YES 1998 R 
Illinois No " Pennsylvania No ". 

Indiana YES s ~ ... Rhode Island No 
Iowa YES 1996 G South YES 1998 s 

Carol1na 
Kansas YES 1996 s South YES s 

Dakota 
Kentuc_l(.y YES 1982 s Tennessee No 
Louisiana YES 1993 s Texas YES 1997 s 
Maine No Utah No 
Maryland No - ... Vermont YES R 
Massachusetts No Virqinia YES 1999 s 
Michigan YES 1994 s '. Washfnqton YES 1991 s 
Minnesota YES 1999 s .v·.'. WestVfrgfnfa No 
Mfsstssippi YES s ·. Wisconsin No 

.... Wyominq YES R 

CDTM- Collaborative Drug Therapy Management (also known as Collaborative Practice) 
s- Statute 
R - RegulaUon 
G - Guideline 

November 2000 • ASHP 
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AWP-10% $2.GO • $4.20 Minus 2.8% from Medloald No 

AWP~.711!4 $2.84- $5.05 No 
AWP-10% $4.64 No 
AWP-12% $2.50 No 
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PURPOSE OF THIS GUIDE 

The purpose of this guide is to provide an easy-to-use reference for 
• health care professionals managing patients with dementia. This guide 

will provide an overview of the presentation and diagnosis of some of 
the different subtypes of dementia, patient assessment, and a rational 
approach to treatment based on the patient's associated medical condi­
tions and behavioral manifestations. 

EDUCATIONAL OBJECflVES 

After reading this reference guide, you should be able to: 
Understand the basic pathophysiology of Alzheimer's disease and 
other dementias 
Recognize dementia and understand diagnosis and staging of 
Alzheimer's disease and other dementias 
Appreciate the role of non-medication interventions as first-line 
management for behavioral symptoms of Alzheimer's disease aml 
other dementias 
Describe the current pharmacotherapy of Alzheimer's disease, other 
dementias. and behavioral symptoms associated with dementia 
Present a treatment plan for patients with newly diagnosed 
dementia or ongoing behavioral and cognitive symptoms of 
dementia 

Page 2 

USE OF THIS GUIDE 
The algorithm shown below provides a road map to the contents of this 
guide . 

Patient presents with cognitive changes, 
psychiatric symptoms, personality 

changes. problem behaviors, or changes 
in day-to-day functioning (See Section 1) 

Treat medical condition or 
manage delirium (Section 2) 

"'.>----~ Consider medication treatment 
of AD (Section 3) 

Go to Algorithm 1, page 38. 

Page3 
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BACKGROUND 
Approximately 10% of the US population aged 65 and older suffers from 

1 
dementia. Current eveidence sugge_sts that ?ementia prevalence doubles 
every five years after age 60 (R1tch1e K & K1ldea D. Lancet 1995; Graves 

.. 
ABet al. Am J Epidemiol1996). Defined as global cognitive deteriora­
tion sufficient to interfere significantly with social and occupational func­
tion, dementia is a growing public health threat that has adverse social, 
psychological, and economic consequences for affected persons and 
their families. (Feldman H, Gracon S, 1996.) Dementia is also a risk fac­
tor for increased home health care use, hospitalization, nursing home 
entry, and mortality. 

5 

Alzheimer's Disease Natural History 
Typical Case 

1------ --- --- --1 loss of functional independence 

1------------- -----1 Behavioral problems 

Nursingnome 1----------------­
placement 

o L_ ___ _::D::::ea::lh:..:l-_-_-_-_-_-_-_-_--_-_-_-_-_-_-_-_--_-_-_-_-_-_-_-_,-

3 4 56 7 8 9 

Years following diagnosis 

Feldman H, and Gracon S, 1996. 
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The prevalence of dementia in the U.S. is estimated to be between 2 and 
4 million (5% and 10%) elderly (Evans DA et al., JAMA 1989; Canadian 
Study of Health and Aging Working Group, J Can Med Assoc 1994). 
The U.S. Census Bureau, in Census 2000, reported 281.4 million per­
sons in the US, with 34.9 million 65 years of age and over. In the 
Framingham study, the dementia incidence rate for individuals 85 years 
or older was fourteen times higher than that in the 65 to 69 year age 
group (Bachman EL et al. Neurology 1993). It is important to note that 
an individuals' lifetime risk of dementia is actually lower than would be 
estimated from cumulative incidence rates because of the strong proba­
bility of death from other causes (Seshadri Setal. Neurology 1997). 

A summary of dementia and AD prevalence and incidence studies is 
presented in Table 1. 

The single largest subcategory of dementia is Alzheimer's disease (AD), 
with estimates ranging from 50% to 90% (Kukull WA el al., Neurology 
Clinics 2000). More recent studies support the lower number as other 
causes are more clinically recognized. Dementia with Lewy Bodies 
(DLB), and vascular dementia are other important subcategories. There 
is increasing evidence of the coexistence of dementia subtypes, particu­
larly DLB, and our understanding of the prevalence of these conditions 
continues to improve with the evolution of diagnostic criteria and identi­
fication of new syndromes (Del Ser T et al. Alz Dis Assoc Disord 2001; 
Seshadri S et al. Neurology 1997) 

Other important causes of dementia include alcoholism, Parkinson's dis­
ease. metabolic disorders (e.g., liver or kidney failure), endocrine disor­
ders (e.g., hypothyroidism), nutritional disorders (e.g., vitamin 812 or 
folate deficiency), central nervous system infections (e.g., HIV, neu­
rosyphilis), inflammatory disorders, frontotemporal disease (e.g., Pick's 
disease), and intracranial lesions. Severe depression and dilirium can 
also mimic dementia, and should be considered. 

Page 5 
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Table 1. Prevalence and Incidence Studies of Dementia in the United 
States. 

Definition used for 
Authors Main Outcome Measure diagnosis 
Evans et al, 1989 Overall prevalence of AD DSM-111-R, 

(>65): 10.3% NINCDS·ADRDA 
White et al, 1996 Overall prevalence of AD DSM-111-R, 

for study cohort: 7.6% NINCDS-ADRDA 
Caae·standardized) 

Graves et al, 1996 Overall prevalence of AD: DSM-111 R, 
6.3% (aqe-standardized) NINCDS-ADRDA 

Bachman et al, 1992 AD Prevalence: 2.3% DSM-111-R, 
NINCDS-ADRDA 

Bachman et al, 1993 Cumulative 5-year, age- NINCDS-ADRDA 
specific incidence of AD: 
4.3% 

Kawas et al, 2000 Crude incidence rate (all DSM-111-R, 
dementia) 1.67% per year NINCDS·ADRDA 
(;> 55 years) 

• See DSM, NINCDS·ADRDA m AppendiX 0. for destnpt1on. 

IMPACf OF DEMENTIA . . . . . 
Dementing illnesses have a significant i~pact on t~e1r v1ct1ms_. fam1hes, 
caregivers, and society. Most elderly w1th de~en!ia progress!~~~~ 
become functionally dependent on others for mstru~ental actlyltles of 
daily living (IADLs) (e.g., driving, telephoning •. shop~m9. cleamnq, etc.) 
and activities of daily living (ADLs) (e.g., bathmg, ~m~e~mg, dress_mg, 
etc). Functional dependence is asso~iated With d~~1mshed quality of 
life, increased costs, increased mortality, and s!gmf1c~nt ca_reg1ver 
stress. Additionally, increasing dependency on caregivers mcreases the 
risk of elder abuse or neglect (Jones JS et al. Am J Emer Med 1997; 
Lachs Metal. Gerontologisl1997). 
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Source: Alzheimer's Association. Medicare and Medicaid Costs for People with Alzheimer's 
Disease. Apri13, 2001 

The Alzheimer's Association reports that in the year 2000, Medicare and 
Medicaid spending for beneficiaries with AD was an estimated $31.9 bil­
lion and $18.2 billion, respectively, for a total cost of over $50 billion. 
(Alzheimer's Association Report, 2001 ). Figures for Medicaid spending 
are limited to nursing facilities only. By 2010, combined Medicare and 
Medicaid spending is expected to exceed $80 billion/year. 

PATHOPHYSIOLOGY OF ALZHEIMER'S DISEASE AND 
OTHER DEMENTIAS 

There are different types of dementia, each distinct in how they affect 
the functioning of the brain. The descriptions below are for the most 
common subtypes of dementia. 

Alzheimer's Disease (AD) 
Alzheimer's disease is an irreversible, degenerative brain disorder that 
occurs gradually and results in cognitive deterioration. The hallmark of 
AD is the presence of two abnormal structures in the brain: amyloid 
plaques and neurofibrillary tangles. In AD, plaques develop first in areas 
of the brain used for memory and other cognitive functions. 
Neurofibrillary tangles, a consequence of abnormal tau protein metabo­
lism, result in malfunctions in communication between nerve cells and 
may lead to neuronal death. 

Page 7 



Attachment 10 to Agreed Statement of Facts 
U.S. v. Abbott LaboratoriesCase 1:12-cr-00026-SGW   Document 5-12    Filed 05/07/12   Page 7 of 53   Pageid#: 367

The most prominent identified risk factor for AD is age. The prevalence of 
dementia increases from 2-3% in the 65-7 4 year age group to 30% or 
more in those 85 years of age and older (Hendrie HC. Am J Geriatr 
Psychiatry 1998; Ritchie Ketal. Lancet 1995; Desai A, Grossberg G. Clin 
Geriatr 1999). There is still controversy over what happens to prevalence 
of AD in those more than 90 years of age, but recent epidemiological 
studies suggest that prevalence continues to increase. even into very late 
life. Other factors associated with increased risk include family history, 
APO E4 genotype, Down's syndrome, female gender, and a history of psy­
chiatric illness or depression. Other factors associated with increased risk 
of AD include low educational level, head injury, hypertension, diabetes, 
and environmental exposures. (Coffey CE & Cummings JL 2000; Desai A, 
Grossberg G. Clin Geriatr 1999; National Institutes of Health, 2000) 

Vascular dementia (sometimes referred to as multi-infarct dementia) 
Vascular dementia has been described as a nondegenerative cause of 
dementia and results from the effects of cerebrovascular disease. The 
risk factors for cerebrovascular disease leading to dementia are still not 
completely understood. but factors such as arterial hypertension, car­
diac disease, diabetes. hyperlipidemia, and smoking increase the risk of 
stroke and vascular dementia (Coffey & Cummings, 2000). Factors that 
may increase the likelihood that dementia is due to stroke include the 
presence of aphasia, a major dominant stroke clinical syndrome, a histo­
ry of prior cerebrovascular disease, and low educational level. 
(Pohjasvaara T, Stroke 1998). In many patients, it is often unclear of 
whether the sole cause of dementia is cerebrovascular lesions, or if the 
lesions significantly contribute to the clinical features of an underlying 
neurodegenerative disease ("mixed dementia').Dementia whose onset 
coincides with a stroke is often the best clue. 

Lewy Body Disease (also called Dementia with Lewy Bodies or Lewy 
Body variant of AD (LBV)) 
Dementia with Lewy bodies (DLB) is a progressive. degenerative 
dementia. On autopsy, patients with DLB are found to have extensive 
neuritic plaque similar to that in patients with AD, though fewer neu­
rofibrillary tangles. Extensive Lewy body formations are found through-
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out the co~ical areas as well as in the substantia nigra. DLB patients 
h~ve a ch~lme ac_etyltransferase deficit, which is more marked in patients 
With promme~t ~isu_al hallucinations (Coffey & Cummings, 2000.) 
Autopsy studies indicate that Lewy bodies are in 15% -25% of all cases 
of elderly demented patients (McKeith et al. Neurology 1996). 

DLB sho~ld be considered when determining the diagnosis of dementia 
~?a use 1t has _important implications for appropriate treatment. Primary cog­
mllve features mclude progressive, insidious cognitive decline with pro­
noun~ed !luctuations in attention and arousal, well-formed and detailed visual 
~allucma~1ons, and motor_ feature ?onsistent with parkinsonism. Impairments 
m executwe control and Visuospatial and visuomotor skills are likely early 
promment features, though ":le~ory d_eficits may not be apparent in the early 
s!'Iges. The use of neur~le~t1cs m patients with DLB should be carefully con­
Sidered, due to chamctenst1c neuroleptic sensitivity. 

It remains debated w~ether DLB is a distinct disease entity, a form of 
~D. ~r a fo~m of Parkmson's disease (PO). PO dementia clinically dis­
bngUJshe_s 1tself from DLB as the r:notor findings precede cognitive 
changes Jn PO dement1a whereas m DLB the opposite finding is more 
li~ely. There is considerable disagreement about the relationship of DLB 
With PO and AD, since DLB can be related to both and can also exist as 
a separate entity. It is thought there is some relationship to ApoE geno­
type, but weaker than that for AD. 

Frontotemporal dementia 
Frontotemporal dementia (FrO), involves the prefrontal cortex and anterior 
temporal lobes, resulting in presentation with disturbed personality, behavior. 
and language. Though FfD has classically been associated with Pick's dis­
eas~. FfD can exist without the presence of Pick's bodies. FTD often has an 
earli~r age o~ onset_than_is ty~ical for AD. and is often familial. Symptoms of 
FfD mclude 1mpuls1v1ty, Impaired judgement, disinhibition, and apathy. 

Risk factors are still generally unknown. however research is starting to indicate 
that ApoE genotype or the chromosome 17 are related to FrD. Autopsy studies 
have also reported that tau abnormalities may be an important cause of FrO. 

Page 9 
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Mixed Dementia 
The term 'mixed dementia' has been used to refer to the coexistence of 
AD and vascular dementia (Cohen et al, 1997). There is debate over the 
term and the use of more precise terminology based on established cri­
teria for each distinct type of dementia is preferred. 

Although AD is the leading cause of dementia, other causes of dementia 
and conditions coexisting with AD are becoming recognized more fre­
quently (Morris JC. Neurologic Clinics. 2000). Disorders responsible 
for mixed dementia may also mimic AD even when acting indepently. 

Table 2. Clinical presentation of different types of dementia. 

Dementia type 

Alzheimer's disease 

Vascular dementia 

Dementia with 
Lewy Bodies 

Parkinson's 
dementia 

Frontotemporal 
dementia 
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Typical Presentation 

Impaired recent memory, aphasia and impaired 
naming, apraxia, general intellectual decline, 
visuospatial processing deficits, poor memory 
recognition and retention 
General intellectual decline over time, memory 
disturbance. executive dysfunction, apathy, and 
amotivation; associated features may include gait 
disturbance, visual field loss. paresis. and paralysis 
Fluctuating cognition with pronounced variation in 
attention and alertness, recurrent detailed visual 
hallucinations, spontaneous motor features of 
parkinsonism; usually neuroleptic sensitivity 
Memory relatively preserved early in illness, 
impaired speech marked by hypophonia and 
dysarthria, apathy, irritable and depressive features 
Changes in personality, executive function, and 
behavior; apathy, disinhibition, instrusiveness, 
explosiveness, irritability, and assaultiveness; 
relatively preserved memorx 

DIAGNOSIS OF DEMENTIA 

Differential Diagnosis 
T_he most im~o~nt data so.urc~s for determining the differential diagno­
SIS of deme_nlia rnclude fam1ly h1story, infectious exposure. degenerative 
processes, rnflammatory processes, and trauma or injury. The charts 
that follow address these processes. Although many specialists no 
l~n~er u_se .cortical versus subcortical differentiation, it may be useful in 
d~stmgw_shmg between the two, based on clinical impression, to help 
d1fferent1ate the diagnosis. 

Table 3. Cortical Versus Subcortical Dementia 

CORTICAL SUBCORTICAL (primarily 
1 (primarily AD) vascular dementia) 

Key feature Loss of core ability Loss of ability to 
_(capacity) to 'do" cQg_nition coordinate cognition 

Mnemonic The four f'.s The four D's 
Features Amnesia Dysmnesia 

Apraxia Dysexecutive 
Agnosia Delay 
Aphasia Depletion 

Jyp1cal symptoms Gan t recau or recogmze l:lenents trom cues to 
Repeats questions remember 
Can't do things Thinking/movement are 
Doesn't 'know' things slowed 
Trouble with language Trouble planning or 

executing 
less flexible 
less initiative 

Adapted from: Rabins PV, eta/ Practical Dementia Care. Oxford University Press. New York. 1999. 
pg9. 
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I .. • 
SECflON 1: WHEN TO SCREEN FOR DEMENTIA 

Many times. patients or family members approach a trusted health care 
provider noting signs and symptoms. Some should trigger considera­
tion of a dementia evaluation. These include: 

Cognitive changes - new forgetfulness. more trouble understand­
ing spoken and written communication. difficulty finding words, 
not knowing things the person should know. disorientation 

Psychiatric symptoms - withdrawal. depression. anxiety, insomnia. 
fearfulness. paranoia, abnormal beliefs. hallucinations. delusions. 
irritability 

Personality changes - inappropriate friendliness. apathy, affective 
lability or blunting. social withdrawal, excessive flirtatiousness. low 
tolerance leading to frustration. suspiciousness, disinhibition 

Problem behaviors- wandering, noisiness. restlessness. being out 
of bed at night (sundowning), catastrophic reactions. explosive 
spells. recklessness, carelessness; verbally and physically aggres­
sive, verbally and physically nonaggressive agitation 

Changes in day-to-day functioning -difficulty driving, handling 
money, shopping; neglecting self-care, hygiene, household chores; 
getting lost; making mistakes at work or with bills; missing 
appointments 

Adapted from Rabins eta/. Practical dementia care and AHCPR guidelines. Early 

Alzheimer's identiflcation. 
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SECTION 2: INITIAL CLINICAL ASSESSMENT 

The assessment of patients suspected of having dementia involves a 
broad range of skills and should include physicians. nurses. psycholo­
gists, pharmacists, social workers, family members. and others included 
in care of the affected individual. These individuals should have the req­
uisite training in diagnosis and treatment of patients with dementia. The 
health care team should identify who will be involved in the conduct of 
each of the assessments outlined below. 

In addition to basic identifying data (age, gender, race, referral source) 
the following components should be included: 

Comoonent 
Chief complaint 

Personal history 

Current living 
environment 

Tvoical Questions 
Why referred? 
What answers are beino souoht? 
Place of birth? 
Formal level of education obtained? 
Occupational history and possible toxin exposure 
in job? 
Current hobbies and activities? 
Religious faith? 
Typical day for patient? 
Any changes in these in past 1-5 years? 
Advanced directives, durable power-of-attorney, 
arranoements for finances and health-in-place? 
Place of residence? 
Living alone? 
Receive help with daily activities? 
Any financial or legal concerns? 
Use any community resources? 
Source of water in home I i.e .. well or citvl? 
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Component 
Medical history 

Personality 

Typical Questions 
What are current medical problems? Surgical 
history? Any historical medical problems (review 
of systems)? What are current medications 
(including current or leftover prescriptions, OTC, 
herbal, borrowed medications, other)? 
Are any other physicians or other health care 
providers involved in care? 
History of substance abuse? 
Family histQ!Y_ of illness? 
What are traits of behavior and other 
predispositions? 
What is general affect/moocJ? 
What is general level of activity? 
What are ways of coping with stress or loss? 

Neuropsychiatric history History of psychiatric symptoms, assessments, 
or treatment? 
History of seizures, head trauma, stroke or other 
neurological disease? 
Focal weakness, transient problems with speech, 
strenqth, brief confusion, gait, incontinence? 

History of present illness What is course of present illness 
(onset date, pattern, and features)? 

Following the thorough history assessment, 
a s stematic series of examinations should be conducted. 

Perform Physical examination 
Examinations Neurological examination 

Cognitive examination 
Mental status examination 
Functional assessment 

Laboratory evaluation Biochemical tests (see page 17) 
Other evaluations as indicated 
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IS IT DELIRIUM OR DEMENTIA (OR BOTH)? 

It is important to distinguish the cause of cognitive impairment. The 
essential clinical features of delirium are 1) relatively acute onset with 
fluctuating course, 2) disorganized thinking, 3) alteration in level of con­
sciousness, and 4) inattention. Delirium can be determined by using the 
Confusion Assessment Method (GAM) Diagnostic Algorithm, shown on 
the following page. In many cases, delirium is reversible. Keep in mind 
that delirium and dementia often coexist, unfortunately making diagno­
sis more difficult. 

Possible causes of delirium include: dehydration, electrolyte imbalance, 
hypercalcemia, hyperglycemia, hypoglycemia. thyroid disorder, liver or 
kidney failure, hypoxia, head trauma, vasculitis. infection. severe consti· 
pation, medications (including neuroleptics, tricyclic antidepressants, 
anticholinergics, lithium, steroids, etc), neurologic causes, depression, 
and drug or alcohol withdrawal. 

Dementia is a common predisposing factor for delirium but other etiolo­
gies must not be ignored. 
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Confusion Assessment Method (CAM) 
Diagnostic Algorithm for the Diagnosis ol Delirium 
The diagnosis of delirium by CAM requires features 1 and 2 with either 3 QI 4. 

Feature 1. Acute Onset and fluctuating Course 
This feature is usually obtained from a family member or nurse and is 
shown by positive responses to the following questions: Is there evi­
dence of an acute change in mental status from the patient's baseline? 
Did the {abnormal) behavior fluctuate during the day; that is, tend to 
come and oo or increase and decrease in severitv? 

PlUS 
Feature 2. Inattention 
This feature is shown by a positive response to the following question: 
Did the patient have difficulty focusing attention, for example, being easi­
lv distractible or havinadifficultv keeoina track of what was beina said? 

AND EITHER 
Feature 3. Disorganized Thinking 
This feature is shown by a positive response to the following question: 
Was the patient's thinking disorganized or incoherent, such as rambling 
or irrelevant conversation, unclear or illogical flow of ideas. or unpre­

dictable switchino from subject to subject? 
OR 

Feature 4. Altered Level of Consciousness 
This feature is shown by an answer other than 'alert" to the following 
question: Overall, how would you rate this patient's level of conscious­
ness {alert [normal], vigilant [hyperalert], lethargic [drowsy, easily 
aroused], stupor [difficult to arouse], or coma [unarousable])? 

Source: Inouye SK eta/. Ann Intern Med 1990;113:941-8. 
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Laboratory and Other Evaluations as Part of Initial Assessment 
Conductrng the followin~ laboratory and other evaluations will help determine if 
the cause of the dementra (or delirium) is potentially reversible (fully or in part). 

laboratory/Other procedures 
Primary (all patients) Rationale or to rule out: 
Complete blood count hematoloqic or infectious etioloov 
Serum electrolytes metabolic or electrolvte abnormalities 
Other serum chemistries other metabolic, liver or renal function 

l B 12 and folate 
or nutritional problems· ' 
CNS svmOtoms: can occur without anemia 

I Tl}yroid _function test thyroid disease 
1 Seroloqic test for syphilis syphilis infection 
I Brain computed tomography CNS problems or to clarify nature of 
; (CT) scan or MR the diaanosis 

! laboratory/Other procedures 
i Secondarv.(selected patients) Rationale or to rule out: 

EGG cardiac problems 
Chest X-rav cardiaciresoiratorv etioloav 
Ervthrocvte sedimentation rate inflammatorv conditions 

· Toxicology screens substance abuse or environmental 
exposure 

HIV test based on history/clinical picture 
Lyme disease titer based on history/clinical picture; 

reaion of country 
Lumbar puncture rapidly progressive dementia, delirium. 

,, 
~ .. infectious etiology (e.o., TB, syphilis, etc.) 
fEEG seizure disorder, Creutzfeldt-Jacob 
! disease (CJO) 
Apolipoprotein E testing based on history/clinical picture; to 

CSF 14-3-3 orotein 
clarify nature of diaanosis 
CJD 

Brain magnetic resonance CNS changes (e.g., stroke, ischemia, 
imagino IMRI) oranulomas, tumor) I 

. Single photon emission computed CNS focal vascular deficrts 
tomography (SPECT) or positron 
emission tomooraphy (PEn 
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MENTAl STATUS EXAMINATION 
A general mental status examination s~oula prec~de oth~r mental status 
testing. Components of this exammat1on should mclude. 

Component 
Substance abuse 

Appearance 

Behavior 

Speech 

Sensorium 

Orientation 

Thought contenV 
perceptual process 

Oescnphon 

Is the patient wearing appropnat~ clothing? (e.g., . 
clothing neat, unwrinkled. matching color, appr~pnate 
for weather). Is the patient neatly groomed or d1shevelea? 
Does the patient appear sleepy? Level of awareness? 
Does the patient appear relaxed/calm or stressed/ 
anxious? Is the behavior erratic or inconsistent? Is the 
patient able to enter the examining area unaided? What 
is the general posture? Are there signs of invo_luntary 
movement? Agitation or psychomotor retardation? 
Is the speech fluent? Does the patient. have d1ff1cu!ty 
finding words or expressing thoughts m conversation? 
Does the patient appear to comprehend quest1ons? Does 
the patient use any repetitive phases, sounds, or words 
in conversation? · 
Are any of the patient's sen~es impa!red? What is their 
ability to pay attention or shift attent1on? . 
Is the patient essentially onented to person, place, time, 
and situation? . 

COGNITIVE MENTAl STATUS EXAMINATION 
The Mini-Mental State Examination (MMSE) developed by Folstein is the 
most commonly used cognitive function test. It takes approximately 10 min­
utes to complete. Its scoring should be consistent, its limitations under­
stood, and it should be completed by an experienced practitioner. Individuals 

· with high premorbid intellectual capacity typically score better than others, 
despite impairment. Early in the course of dementing illness, it is not sensi­
tive and it does not discriminate severity of illness in more advanced cases. 
It is nonetheless a useful tool for following the course of illness in individuals 
with dementia. There are some individuals who score high on the MMSE, 
even though there is significant impairment. This shoula not be the only test 
used to determine presence of cognitive impairment. 

Median Mini-Mental State Examination 
! Score by Age and Educational level 
~' 

l 
; 

Education (years) 
Age 0-4 5·8 9-12 ;::12 
60·64 23 26 28 29 
65·69 22 26 28 29 
70·74 22 26 27 28 75·79 21 25 27 28 80-84 20 25 25 27 
~85 19 23 26 27 

Is the pat1ent seeing hearing, feeling, or smelhng thmgs 
that seem odd or un'real? Hallucinations? Delusions? 
Does the patient have ideas that bother him/he~ or that 
he/she cannot get out of hiSiller head? Parano1a? ' 
Obsessions? Paucity of thought? Suicidal id~ation? i 

Overall mean for 
eaucationallevel· 

22 26 28 29 

Does the patient seem disinhibited (e.g., making rude, 1 · Includes all ages 18. ?85 
caustic, or sexual remarks ? ; Scores represent mean MMSE score for that group. ~--.-----:~a~t ~~s~th~e~p2at~1 e~nt~s~m~o~o:;fd?~. rosliit:-;an;ppnrrofiip;;:ni:iiatiPeTrf~irrtFthiP.esslmtuj:"'". I Adapted from Crum RM et al. JAMA 7993;269:2386-97 

ation? Is the mood labile changing from happmes.s to 
sadness? Does the patient cry or laugh inappropnately i For further information on the MMSE: 

....... .---:--:----d~u~ri~ng~t~h;e ~ex~ar;m~in~atl;io~n'~· inFiir· ii(I·I'M"~:iiiiii:;-n;:Oliiiiimr I Folstein MF, Folstein, SE McHugh PR. Mini-mental state: a practical 
Judgment Can the patient use log1cal thmkmg to solve problems? method for grading the cognitive state of patients for the clinician. J 
UJin~Sii!!gh:!lt,..,.....,-::--:--~ls~t~he:.J:p~at~ie~nt~a~w~ar!§:e 7,;01~p~er~so~n~al.~st~re+,;ng~t;rhS~O~r nwefiia~kn~e;;;.;ss;;;;es"'-? /SYChiatric Res 1975; 12: 196-8 
G 1 · tellect Does the patient have average Intellect? Well below 
=en=er:::;:a;;::m===~av~e:gra~ge~?~W~el~l a~b~ov~e?~. ========= l Psychological Assessment Resources, Inc. (800) 331-8378 or www.parinc.com 
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Clock Drawing Test . . . . 
Clock-drawing is used as a screening tool to test cognJtJve function_ m 
persons suspected of having cognitive _impairment. Based o~ stud1es: 
clock drawing appears to be generally independent of education: _ethmc, 
and socioeconomic status, since the clock face IS generally familiar to 
most populations even though they may not be able _to tell t1me. 

Clock-drawing instructions . . 
The patient is instructed to draw the numbers ~1th a pre-drawn Circle 3-
3/8 inches in diameter to make that c1rcle look like the face of a clock_ 

Scoring rules . . 
1. Divide the circle into 4 equal quadrants by drawmg one hne through 

the center of the circle and the number 12 (or mark that ~est . 
corresponds to the 12) and a second perpendicular to and bJsectmg 
~fi~ . 

2. Count the number of digits in each quadrant in the clockwise 
direction beginning with the digit corresponding to number 12. 
Each digit is counted only once. If a digit falls on o~e of the re_ference 
lines it is included in the quadrant that is clockw1se to the I me. 
Any three digits in a quadrant is _c~nsidered ~o be correct. . 

3. For any error in the number of d1g1ts m the f~rst, secondb, or 1t~1_r~t quadrants assign a score of 1. For any error m the num er o 191 s 
in the fourth quadrant assign a score of 4_ . 

4. Normal range of score is 0-3. Abnormal (demented) score JS 4-7. 

Adapted from watson Yl eta/ Clock completion: an objective screening test for dementia. J 

Am Geriatr Soc 1993:41:1235-40 
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Functional Assessment 
The Functional Activities Questionnaire is an informant-based measure 
of functional abilities. Informants provide performance ratings of the tar­
get person on 10 complex. higher-order activities. 

( Functional Activities Questionnaire (FAQ) 
I Individual Items of the FAQ 
i Writing checks. paying bills, balancing checkbook 
I Assembling tax records, business affairs, or papers 
I Shopping alone for clothes, household necessities, or groceries 
I Playing a game of skill, working on a hobby 
· Heating water, making a cup of coffee, turning off stove 

Preparing a balanced meal 
Keeping track of current events 
Paying attention to, understanding, discussing 'TV, book, magazine 
Remembering appointments. family occasions, holidays, medications 

. Traveling out of neighborhood, driving, arranging to take buses 
! The levels of performance assigned ranged from dependence to inde­
f pendence, and are rated as follows: 
j • Dependent = 3 
t · • Requires assistance = 2 
f • Has difficulty but does by self= 1 
; • Normal= 0 
~Two other response options can also be scored: 
\ • Never did [the activity], but could do now= 0 
! • Never did and would have difficulty now = 1 
!

1 

.. A total score for the FAQ is computed by simply summing the scores 
across the 10 items. Scores range from 0 to 30. A cutpoint of ·g· 
(dependent in three or more activities) is recommended. 

I Adapted from: Pfeffer Rl, Kurosaki TT, Harrah CH. eta/. J Gerontology 1982. 

~ 
~ 
~ 
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Assessment of Caregiver Burden 
Caregiver burden, which is the term useil to describe the phy~ical, emo­
tional and financial toll of providing care, must also be taken mto 
acco~nt when considering the impact of dementing illness. High care­
giver burden is associated with increased morbidity and mortality of 
caregivers and increased risk of long-term care placement of the 
dementia sufferer. (IPA, BPSD Educational Pack, 1998). Health problems 
suffered due to caregiving include depression, anxiety, low immune 
function, and perceived low health status. (Baumgarten M ~t.al. A_n~ 
Intern Med 1994). Caregivers report 46 percent more p_hys1c1an VISits. 
use 70 percent more prescription drugs, and are more likely to be hos­
pitalized than others their age (Alzheimer's Association, 2001 ). 

Caregiver burden should be assessed regardless of where the patient is 
residing. Both caregivers at home and in institutional settings are sus­
ceptible to the stress of caring for someone with dementia. 

Factors (Patient Behaviors) Associated With Caregiver Burden 
screaming 
verbal and physical aggression 
personality clashes 
wandering 
depression 
resistance to help with ADLs 
suspiciousness, accusations 
not sleeping at night 
recklessness or careless behavior 
repetitive questions 
sexually inappropriate behavior 

The above symptoms are reported to be the most burdensome and are 
also the most common reasons for psychiatric referral and premature 
institutionalization. 
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Predictors of Burden (patient characteristics) 
Very important in predicting caregiver burden 

delusions, hallucinations, and depression 
disruptive behaviors (e.g., physical aggression) 

Somewhat important in predicting caregiver burden 
male gender of patient 
younger age of patient 

Doubtful or not important in predicting caregiver burden 
type of dementia 
severity of dementia (i.e., level of cognition) 
impairment (need for assistance) 
duration of dementia 

Predictors of Burden (caregiver characteristics) 
care providers experience greater burden than care managers 
spouses> relatives 
women> men 

propinquity (caregiver in closest contact; cohabiting caregivers are 
under most stress) 
immature coping mechanism (e.g., easily angered or frustrated) 
low support from family and friends 
low knowledge about dementia, its effects, and management 
poor premorbid relationship with dementia person (e.g., high levels 
of negative expressed emotions, notably hostility and criticism) 
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Protective factors 
social support (e.g., caring neighbors) 
knowledge about dementia, its effects, and management 
mature coping skills (e.g., problem solving) 
support groups (e.g., Alzheimer's Association) 

Source: International Psychooeriatric Association. Behavioral an~ Psychological Symptoms 
of Dementia Educational Pack, Module 4. 1998. 

• To assess family caregiver burde~, th~ Zarit B~rden Interview is recom­
mended (see Appendix B). Careg1ver mtervent1ons can be targeted at 
three broad areas: psychological support, educational activity, and 
development of a social support system. 

Professional caregivers are also affected by behavioral symptoms. and 
should be evaluated in institutional and other care settings. Many of the 
same problems facing family caregivers affect professional caregivers. 
High dependence of a person with dementia, communication difficulties. 
lack of feedback from persons with dementia, and abuse can affect staff 
stress levels and cause low job satisfaction, guilt. low creativity, burnout, 
and poorer quality of care. Ongoing educalion and support of staff is an 
important component in preventing or reducing stress associated with 
providing care to these patients. 
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SECTION 3: TREATMENT OF AlZHEIMER'S DISEASE 

Currently, there is no cure for AD or any other type of progressive 
dementia. However, there are a few pharmacotherapy options for treat­
ment of the symptoms of AD. AD is a neurodegenerative disease with 
characteristic complex histological changes, including neurofibrillary 
tangles, neuritic plaques, and multiple neurochemical deficits that affect 
the serotonergic, noradrenergic, and cholinergic systems. 
Acetylcholinesterase inhibitors (AChE-Is) exert their beneficial effect on 
intellectual functioning by blocking acetylcholinesterase and enhancing 
cholinergic function. 

Pharmacotherapy Options for Alzheimer's Disease 
Before starting pharmacotherapy for AD, the diagnosis of AD stage must 
be determined. AChE-Is are approved for mild to moderate AD. 

Tacrine HCI (Cognex"'). the first FDA-approved AChE-1, is not recom­
mended as it is no longer considered a first-line option based on the 
favorable toxicity profile and easier dosing protocols of the newer 
agents. For AD patients currently maintained on tacrine with a favorable 
response, the primary health care provider or family may choose to con­
tinue therapy. 

The first step to consider when evaluating a patient for AChE-I therapy is 
' the stage of dementia. 
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STAGES Of ALZHEIMER'S DISEASE 
Developed by physicians at the New York Unive~sity Medical Center's 
Aging and Dementia Research Center, the Funct1_onal Asses_s~ent 
Staging (FAST) Scale provides a method of stagmg AD for 101t1al and 
ongoing assessment of change. 

Functional Assessment Staging Scale (FAST) 
Stage Characteristics Clinical Diagnosis 

Normal Adult 1 No functional decrement 
2 Personal awareness of some functional 

decline. (e.g., subjective deficit in 
recalling names or locatior1 of objects) 

Normal-older 
adult 

3 

4 

5 

6 

7 

Noticeable deficits in demanding Early AD 
occupational and social settings (e.g., 
may get lost traveling by auto) . . 
Requires assistance in complicated dally M1ld AD 
life tasks such as handling finances, 
grocery shopping, and planning meals 
Requires assistance in choosing proper Moderate AD 
attire, and for independent community 
functioning (e.g., the individual will wear 
incongruous clothing); some patients 
may forget to bathe regularly (unless 
reminded) and driving is severely 
compromised . . 
Requires physical assistance m dressmg, Moderately 
bathing, and toileting. Urinary and fecal severe AD 
incontinence in the absence of infection 
or other etiologies 
Speech limited to about six words in 
the course of an average day. 
Progressive loss of abilities to walk, sit 
up, smile, and hold head up 

Severe AD 

Adapted from Reisberg B. Geriatrics 1986;41:31-46. 
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FDA-Approved Medications For Treatment 01 Mild To Moderate 
Dementia of the Alzheimer's Type 

Drug 
(Trade name, 
Manufacturer) 

Donepezil 
(Aricept", 
fisai/Pfizer) 
Galantamine* 
(Reminyl"', 
Janssen) 

Starting dose 

5 mg daily, with 
or without food 
at bedtime 
4 mg bid, 
with meals 

Titration 

4-6 weeks, 
with possible 
Increase to 1 0 mg 
8 mg bid after 
at least 4 weeks, 
if dose tolerated 

Rivastigmine** 1.5 mg bid, 3 mg bid after 
(Exelon®, taken with food two weeks, if 
Novartis) tolerated 

Target dose 

10 mg/day 

12 mg bid 
(8 mg bid in 
patients with 
moderate hepatic 
or renal impainnent ) 
6 mg bid 
(12 mg daily) 

General caut10ns: Ant1chohnerg1c med1cat1ons should not be g1ven con­
currently with AChE-Is. 

• If therapy interrupted for several days or longer, the patient should be 
restarted at the lowest dose and dose escalated to the previous dose. 
• *If adverse effects cause intolerance during treatment, patient or care­

giver should be instructed to discontinue treatment for several doses, 
than restart at the same or next lower dose level. If treatment is inter-

' rupted for longer than several days, treatment should be reinitiated with 
~ the lowest daily dose and titrated as described previously. 
I 
ll Keep in mind that the disease continues to progress despite treatment 

and typical effect is modest. Ongoing assessment of cognition, behav-
1. ior, and functioning should be part of the patient's ongoing care plan. 
! 
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Side Effects Associated with Acetylcholinesterase Inhibitors 

Agent 
Donepezil 

Significant side effects 
Gastrointestinal effects (i.e., anorexia, nausea, diarrhea, 
vomiting), insomnia, dizziness, fatigue, muscle cramps, 
headache 

Rivastigmine Gastrointestinal toxicity (i.e., nausea, vomiting, diarrhea, 
abdominal pain. anorexia) 
Attemot slow titration to minimize 

Galantamine Gastrointestinal effects (i.e .• nausea, vomiting, abdominal 
pain. dyspepsia, anorexia). psychiatric disorders (i.e., 
depression, insomnia), somnolence, urinary tract 
infection, dizziness, headache, fatigue, bradvcardia 

The AChE-Is are being examined for efficacy in other types of dementia, 
but are currently not approved for other uses. 

Other compounds that have been used in an attempt to prevent or slow 
decline of AD and other dementias include: 

selegiline 
vitamin E (alpha-tocopherol) 
gingko biloba 
anti-inflammatory drugs 
estrogen 

Currently there are no adequately controlled positive trials supporting the 
use of any of these agents. However, the American Academy of 
Neurology suggests that Vitamin E 1000 IU PO BID should be consid­
ered in an attempt to slow the progression of AD (Doody RS et. al. 
Neural 2001; 56: 1154-66). 
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Drug Interactions Associated with Acetylcholinesterase Inhibitors 

Medication Interacts with Effect 
Donepezif anticholinergic agents donepezil may interfere with 

anticholinerqic aqent activitv 
NSAIDs Donepezil may increase gastric 

acid secretion. Monitor for 
symptoms of gastrointestinal 
bleeding (especially in patients 
with history of Gl ulcers) 

Rivastigmine anticholinergic agents rivastigmine may interfere with 
anticholinergic agent activity 

neuromuscular blocking inhibits cholinesterase and may 
agents prolong or exaggerate muscle 

relaxation 
NSAIDs Rivastigmine may increase 

gastric acid secretion. Monitor 
for symptoms of gastrointestinal 
bleeding (especially in patients 
with history of Gl ulcers) 

Galantamine anticholinergic agents galantamine may interfere with 
anticholinergic agent activity 

c1metidine. may mcrease galantamme 
_paroxetine bioavailabilitv 
ketoconazole, may increase galantamine 
e!Y!hrom:Lcin AUC 
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SECTION 4: BEHAVIORAL AND PSYCHOLOGICAL 
SYMPTOMS OF DEMENTIA 

Behavioral symptoms are commonly associated with the prog_ression of 
dementia. Behavioral and psycholooical symptoms of dementi~ (B~SD) 
is a term that has been adopted by the International ~sychogenatnc . 
Association (IPA) for referring to the symptoms of d1sturb_ed pe:cept1o~. 
thought content, mood, or behavior that frequently occur 1n patients With 
dementia. In this book, the term "agitation" wil! be used to represe~t the 
BPSD for nonpharmacologic and pharmacologiC management sec!Jons. 

::.Agitation as defined by Cohen-Mansfield is any verbal, vocal, ~r motor 
\ activity which is not judged by an out~ide o~se':'~r to resu_lt d_1rectly 
· from the needs or confusion of the ag1tated md1v1d~al: Ag1tat1on has 

been reported to be one of the most frequent and d1~1cult to treat be~av­
iors in residents with dementia. Agitation m~y be ~1ld or severe. Mild 
agitation, which is non-aggressive, may be d1srupt1ve to other~ b~t 
poses little risk of danger to the resident or o!hers. Severe ag1tat1on, 
however, may endanger the resident or careg1vers. 
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For assessment purposes, it is very important to describe agitation on a 
resident-by-resident basis by descriptors of specific behaviors such as 
hitting, biting, hiding things, making strange noises, refusing to eat, 
using hostile language, etc. 

Apathy, wf1ich is another common symptom in patients with dementia, 
is oftentimes as distressing to caregivers as agitation. (Kaufer Of et al. 
JAGS 1998) Apathy is a state of reduced motivation. Patients may be 
indifferent, with limited or absent emotional interests and engagement. 
This symptom should not be confused with dysphoria, or true sadness. 
Apathy can exist even the in the absence of depression. (Marin RS 
Psychiatric Annals 1997.) 

TYPES OF AGITATED BEHAVIORS IN DEMENTIA 
Agitation in the individual with dementia may mimic syndromes of other 
psychiatric conditions. When evaluating an agitated individual, the abili­
ty to identify which syndrome type the individual most closely resembles 
is critical to identify the most appropriate medication treatment. 

Syndrome Type 
Physically aggressive 

Physically 
nonaggressive 

Examples of Aaitated Behaviors 
Pushing, biting, hitting, scratching, grabbing, throwing 
objects, ~IIi!!!!,_ kickillQ. 
Wandering, pacing, elopement, intruding on others' rooms. 
constant searching, inappropriate disrobing, inappropriate 
voiding, repetitious mannerisms, handling things 
inilflpropriately 

) Verbally aggressive Screaming, yelling, cursing, swearing, making strange 
f noises. temper outbursts 
! ;-;Ve--:rba:-::-1/y----r.C::"o""ns"'ta""n':"t r"-'eq""u;:,_es:.::ts:.:;f::or:..:a.;::tte-n-::-tio_n_, c-o-m-pl:-:ai-ni-ng-, -wh-in-in-g-, -

r nonaggressive negativism, repetitive questioning, repetitively calling out, 
! rambling disjointed sentences 
; 

i Adapted from: Cohen-Mansfield Jet al JAm Geriatr Soc 1986. 

\ 
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The JPA groups BPSD in terms of behavioral sy~ptoms, usually identified on 
the basis of observation of the patient (e.g., physical aggression, scream1~g, 
restlessness, wandering, etc) or psychologi<:<II symptoms •. usually and fl!amly 
assessed on the basis of interviews wit~ pat1ents and relat1ves (e.g., anx1ety, 
depressive mood, hallucinatio~s. ~n~ del~sio.ns) .. All of these symptoms c~n 
result in suffering, premature mst1tUt1onahzat1on, Increased costs of care, Sig­
nificant Joss of quality-of-life for patients and caregivers, an~ excess d!sab1hty. 
(Steele et al. Am J Psychiatry'1 990; Cohen-Mansfield J. Genatr Psychiatry 
Neurol1995; Finkel et al. In! Psychogeriatr 1996). 

INFORMATION TO COLLECT ABOUT AGITATED BEHAVIOR . 
Information on the characteristics and the consequences of behav1o~s 
should be collected. This information will be critical to determining tf 
the treatment is successful, after a strategy is chosen. 

Behavioral Symptom Profile 
Characterislics 

• Onset and predominant 
pattern 

• Frequency, timing, and length 
of agitated episodes 

Conse uences 
• Specific interference 

with activities of daily living 
Specific interference with 
caregiving 

• Falls and injuries 
• Aggravation to resident or 

other residents 
• Insomnia, disturbed sleep 

Traditional behavior monitoring forms are very useful in tracking the Ire· 
quency and liming of the behavior. Proper characterization of the 
behavior will aid in assessing the response to interventions. See 
Appendix A. for a fist of behavioral descriptors that may help in accu­
rately characterizing behaviors. 

A team of caregivers can be recruited to seek out the necessary infor­
mation. This team may include: 

patient spouse and children 
other interested family members 
physician assistants 
nurse practitioners 
nurses, CNAs 
pharmacists 
physicians 
social workers 
physical therapists 
housekeeping staff 
others 

Factors that appear to 
precipitate the behavior 
including time of day, specific 
activity, specific symptom 
Change in the person's routine. 
environment, diet, etc 

• Change in primary caregiver 

• Placement jeopardized 

Not only can a team approach provide valuable insight into the patient's 
behavior, but may also help address the feelings of helplessness and 
frustration that are oftentimes felt by caregivers and others in dealing 
with a dementia victim. Being part of a team can give members the feel-

~ • ing they are 'doing something' to help improve the quality of fife for the 
! , patient and the individuals that interact with the patient. 

• Conflict with caregiver, 
family, or others 

• Feelings of restlessness, 
tension, loss, insecurity, anxiety, 
delusions, or hallucinations 

• Recent changes in cognitive status 
• Recent changes in medication 

Previous management attempts 

I 
and results ! 

• Recent changes in physical ~ 

~cgon~d~it~io~n===============k======================f 
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SECflON 5: NON-MEDICATION TREATMENT OF AGITATION 

Treatment of underlying medical conditions should always be one of the 
first treatment strategies, when possible. For those c~nd1t1ons or Cir­

cumstances when an agitated behavior has the potential for personal 
Injury, impact on delivery of care. or psychosocial consequences, non­

medication treatment can be effective. 

Types and examples of non-medication treatment include: 

Non-Medication Treatment Category and Strategies 
I Sensory Environmental 
.. Music, aroma, or pet Increase in personal 

therapy, massage, light space, reduction in 
therapy, food or snacks, disruptive stimuli, 
physical touch (with increased or decreased 
caution in some), lighting, availability 
eliminating physical of personal effects/ 
discomfort mementos 

Behavioral 
Reinforcement of 
alternative behaviors, 
positive reinforcement, 
validation therapy, 
redirection, 
psychotherapy 
(with mild dementia) 

Communication Family support and education 

Awareness of caregiver's 
nonverbal, verbal, and written 
communication skills, keep 
communication simple, 
supportive, and positive, 
foreshadowing (e.g., tell patient 
bath time will be in 10 minutes, 
remind again in 5 minutes. 
remind again on the way to . 

shower, etc.) 
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Offer caregiving classes or lectures, 
provide written materials, refer famines 
and caregivers to local support groups 

NON-MEDICATION MANAGEMENT STRATEGIES 
The resident's underlying medical conditions should always be managed 
prior to or concurrently with nonmedication behavioral treatment strategies. 

Management strategies may vary based on the type of behavior. 
E!<amples of behavior types, potential causes, and management strate­
gies are presented on the following pages. 

Behavior and Polential Possible Management 
Causes or Antecedents Strateqies 
Wandering 
Stress: noise, clutter, crowding Reduce excess stimulation, remove resident 

from stressful situation 
ResUess, bored Provide personally meaningful activity, 

accordinQ to patient's abilities 
Environmental stimuli Remove or camouflage environmental stimuli 
Exit signs, people leaving ID or alarm bracelets 

Resistimt help with bathinn dressin or aroomino 
Task too difficult or Break task into small steps, don't give many 
over-whelming choices 
Gar~giver impatience. rushed Be patient, allow ample time or trv aaain laler 
Can't understand or follow Simplify request; give instructions and allow 
instructions oertormance one steo at a time 
Resident modesty causes Respect resident request for privacy 
embarrassment 
Fear of task, doesn't understand Reassure, comfort, distract with music or 
need lor task conversation 

Agitation e.o., catastrophic reactions 
Fatigue Schedule adequate rest, monitor activity 

schedule (too much, too little?) 
Mirroring of caregiver affect Control affect with resident. model calm 

with lower tone and slow rate 
Too much noise, clutter, Reduce excessive stimulation, remove 
crowdinq resident from stressful situation 
Resident being thwarted from Redirect energy to similar activity, ask person to 
desired activity "help' with personaliv meaningful activity 
Unfamiliar people or Be consistent, avoid changes or 
environment, fear surprtses, make chanaes aradual/y; reassurance 
Restlessness/ Calming music, massage, or personally 
boredom meaningful activity, assign tasks that 

orovide exercise 
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Behavior and Potential 
Causes or Antecedents 
lncontmence 
Difficulty in finding a toilet 

Lack of privacy 
Dependency created by 
socialized reinforcement 

Can't express need or forgets 

Possible Management 
Strategies 

Place appropriate signs, picture on door, 
ensure adeQuate lighting 
Provide orivacv 
Provide increased attention for 
continence rather than incontinence; 
allow independence whenever possible, 
even if time-consuming 
Schedule toileting 

lnapprooriale or imoulsive sexual behavior 
Misinterpreting caregiver's Do not give mixed sexual message, even 
interaction in jest, avoid nonverbal messages. 

distract while perfonming personal care or 
bathing; explain in simQie words 

Decreased judgment and lack Do not overreact or confront, respond 
of social awareness calmlv and finmlv, distract and redirect 
Uncomfortable -too wanm, Check temperature, assist with weather 
clothing too tight. need to appropriate clothing, ensure elimination 
void, genital irritation needs are met, examine for groin rash, perineal 

skin problems 
Need for attention, affection, Increase or meet basic need for touch and 
intimacy warmth, model appropriate touch, offer 

soothino obiects (dolls, stuffed animals) 
Self stimulating, reacting to Offer privacy, remove from inappropriate 
what feels good place 

Suspiciousness or paranoia 
Forgot where objects were Offer to help find, have more than one of 
placed same obiect, learn favorite hidino olaces 
Misinterpreting actions Do not argue or try to reason with 
or words resident, distract and do not take personally 
Misinterpreting who people are, 1 ntrod uce self and role routinely, draw on old 
suspicious of their actions memorv, connections; do not aroue or quiz 
Misinterpreting environment Assess vision, hearing; modify environ-

men!, Qrovide simEie exEianation, distract 

AdapterJ from Carlson DL, eta/_ Management of rfementia-related behavioral distur-bances: A 
nonpharmacologic approach Maya Clinic Proceedings 1995;70:1108-15. 
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SECTION 6: MEDICATION TREATMENT OF AGITATION 

Most patients with dementia will exhibit agitation at some point during 
their illness, and may present in many different ways. Research and 
practice experience has shown that a number of different presentation 
categories help with describing the agitation syndrome and directing the 
caregiver to the most appropriate medication treatment. 

Agitation may be due to medical conditions as described earlier. This is 
always an initial assessment which must be performed prior to starting 
any medication. Before deciding whether to treat behavioral symptoms 
with medication. ask the following questions: 

1) Does the particular symptom warrant drug treatment, and why? 
2) Is this symptom drug responsive? 
3) Which category of medications is most suitable for this symptom? 
4) What are the predictable and potential side effects of a particular 

drug treatment? 
5) For how long should the treatment be continued? 
6) Does the severity and complexity of the behavior require a 

psychiatric consultation? 

After these issues have been addressed, further delineation of the agita­
tion syndrome is appropriate. Typical psychiatric diagnostic criteria are 
followed by a typical presentation of the agitation syndrome in the elder­
ly resident with dementia. 

In nursing facility residents. consider the HCFA Guidance to Surveyors -
Long-Term-Care Facilities, Tags F329, F330, and F331 when prescribing 
antipsychotics, benzodiazepines, and sedative/hypnotics. 

Medication recommendations made in the following sections are based on 
selected peer-reviewed literature, editorial advisors· opinions, and the 
report, 'The Expert Consensus Guideline Series: Treatment of Agitation in 
Older Persons With Dementia' published by Postgraduate Medicine in 
1998. This publication can be obtained free-of-charge from the website 
www.psychguides.com. 
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Algorithm 1. Identifying Agitation Syndromes for Appropriate Treatment 

Resident with dementia 
presents with agitation with the 

potential for injury or that impacts 
the delivery of care 
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YES 

Treatment of aggression 
and anger 
Page 41 

Treatment of agitation associated 
with depression 

Page 39 

Treatment of agitation associated 
with anxiety 

Page 40 

Treatment of agitation associated 
with insomnia 

Page 42 

Treatment of episodic agitation 
Page 44 

Treatment of agitation associated 
with psychosis 
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APPROPRIATE MEDICATION CHOICE 

Depression and Agitation 
Patients may present with tearfulness. feelings of hopelessness, help­
lessness, apathy, irritability, anorexia, and/or guilt and these symptoms 
may be with or without delusions. 

Agitation 
associated with: Medication 
Depression Without Psychosis 

First·line· Paroxetine 5-10 mg/day 
Sertraline 25-50 mg/day 
Citalopram 10-20 mg/day 
Fluoxetine 5-10 mg/day 
Nefazodone 50 mg bid 
Mirtazaoine 7.5-15 mQ/dav 

Alternative Nortriptyline 10-25 mgfday 
Venlafaxine 25-50 mg!day 
Desipramine 10-25 mgfday 

Severe depression With Psvchosis 
First line First line agent plus 0.25-0.5 mg/day 

Risperidone 
Alternative First line agent plus 0.25-0.5 mg 1-3 timesfday 

Haloperidol 
* Cons1der addmg psychotherapy to antidepressant therapy for mildly 
demented patients. ECT may be considered for severe depression as an 
alternative when resident does not respond to medication. 
·The Expert Consensus Guidelines only Jist paroxetine and sertraline as 
first line choices. 
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Anxiety and Agitation 
Patients may present with physical or verbal signs of worry, nervous­
ness, restlessness. irritability, or fear, or physical signs such as nausea 
and diarrhea. 

Medication 

First-line· Trazodone 
Lorazepam 

25 mwhs 
0.25- .5 mg/day 

SSRis See oaoe 50 

Alternative Buspirone 5 mg bid 
Oxazepam 7.5-10 mg/day 

[Qng-term treatment 
First-line· Trazodone 25 mg/hs 

Buspirone 5 mo bid 

Alternative Fluoxetine 5-10 mg/day 
Paroxetine 5-10 mg/day 
Sertraline 25-50 mo/day 

*Note: cons1der commumcat1on treatment strateg1es (Page 34). 
·The Expert Consensus Guidelines only list lorazepam as first line for 
acute treatment and buspirone as first-line for long-term treatment. 
Exercise caution when prescribing benzodiazepines in older adults and 
monitor for disinhibition or exacerbation of agitation/anxiety and other 
side effects (e.g., postural instability, increased confusion). 
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Anger and Agitation 
Patient may present with general anger associated with activities, aggression direct­
ed at caregiver. other residents, family or self such as slapping, pushing, hitting, bit­
Ing, or verbal outbursts such as accusations, name-calling, obscenrties, and threats. 

Agitation associated 
with mild anger, 
without aggression 
Acute Treatment 

First-line 
Alternative 

IoilQ-term Treatment 
First-line 

Alternative 

Medication 

Trazodone 
Lorazepam 
Oxazepam 

Divalproex 
Buspirone 
Fluoxetine 
Paroxetine 
Sertraline 
Gabapentin 
Carbamazepine 
Risoeridone 

Starting dose 

25 mo hs 
0.25-D.5 mg/day 
7.5-10 mg/day 

125 mg bid 
5 mg bid 
5-10 mg/day 
5-10 mg/day 
25-50 mg/day 
100 mg qd or bid 
50 mg Qd or bid 
0.25-{).5 mo/dav 

* Note. Cons1der all non-medication treatment strategies (page 34). 

Agitation associated 
with severe anger, 
with aaaression Medication 
Acute Treatment 

First-line Risoeridone 
Alternative Olanzapine 

Ouetiapine 

Startino dose 

0.25-D.5 mg/day 
2.5-5 mg/day 
25 mg bid 

Haloperidol 0.25-0.5 mg 1-3 qd to tid 
lana-term I reatment 

First-line Divalproex 125 mg bid 
Risperidone 0.25-0.5 mo/dav 

Alternative Carbamazepine 50-100 mg/day 
Olanzapine 2.5-5 mg/day 
Gabaoentin 100 mq Qd or bid . Note. Consider all non medication treatment strategies (page 34) . 
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Insomnia and Agitation 
Patients may present with symptoms that are physical or verbal in nature, 
such as wandering, frequent use of call bell, morning headaches, frequent 
daytime naps, and early awakenings. 

Agitation associated 
with insomnia 
Acute Treatment 

First-Line 

Alternative 

LoQY.-term Treatment 
First-Line 

Alternative 

Medication 

Nefazodone 50 mg bid 
Trazodone 25 ~Ills 
Lorazepam 0.25-0.5 mg/hs 
Oxazepam 7.5-10 mglhs 
Temazepam 7.5 mg/hs 
Zolpidem 2.5-5 mg/hs 
Zaleplon 5~ 

Nefazodone 50 mg bid 
Trazodone 25 mg hs 
Risperidone 0.25-Q.5 mg/day 
Olanzapine 2.5-5 mg/day 
Ouetiapine 25 l'llg bid 

Note: consider enwonmental treatment strategies (Page 34). 

The agents are best used after optimizing sleep hygiene in this population. 
Examples of good sleep hygiene include appropriate lighting, clothing, tem­
perature, minimal caffeine. alcohol, nicotine. or fluids use before bedtime. set 
bedtime every night, etc. For some residents who do not respond, setting up 
nighttime activities can help alleviate some of the distress associated with 
insomnia. 
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Psychosis and Agitation 
Patient may present with impaired memory, visual or auditory hallucina­
tions. delusions. disorganized speech and thought. repetitive activity_ 

Agitation associated 
with psychosis Medication Starting dose 
Acute Treatment 

Rrst-line Oral: Risperidone 0.25-0.5 mg/day 
Parenteral: Haloperidol 0.25-D.5 mg 1-3 times/day 

Alternative Oral : Olanzapine or 2.5-5 mg/day 
Ouetiapine 25 mgbid 

!:_OQY.-term .I reatment 
Rrst-line Risperidone 0.25-0.5 mg/day 

Olanzapine 2.5-5 mg/day 
Ouetiapine 25 ITJg bid 

Alternative Divalproex 125 mg bid 
Trazodone 25 mg/hs 

* Note. Cons1der all non-rnedJcat1on treatment strategies (page 34). 
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Episodic Agitation (also referred to as "Sundo~ning") . . . 
Patient may present with an increase in wandermg, confusio~. disonen­
tation that starts in the late afternoon and/or becomes especially severe 
at night ('sundowning'). Thes~ sym~~Ofl!S ~ay r~sult from fatigue, loss 
of visual cues in the dark, and mstab1hty m c1rcad1an rhythm. 

Medication 
cue rea 
First Line Divalproex 125 mg bid 

Nefazodone 50 mg bid 
Trazodone 25 ma/day 

Alternative Olanzapine 2.5-5 mg/day 
Quetiapine 25 mg bid 
Risperidone 0.25-5 mg/day 

lonq -Term lreatment 
First Line Divalproex 125 mg bid 

Trazodone 25mg/hs 
Alternative Risperidone 0.25-0.5 mg/day 

*Note: Gonsider env1ronmentrutreatment strateQles (Page 34 ). 

Agitation due to a Medical Condition . . . . . . 
Treatment usually limited to a few days unless a cond1l1on 1s ~dentlf1ed 
justifying long-term treatment. Dosage titration may be reqUired to 
achieve desired response. 

Delirium or 
agitation due to 
medical condition 
Acute Treatment 

First-line 

Alternative 
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Medication 

Oral: Risperidone 
Parenteral: Haloperidol 
Oral: Olanzapine or 
Quetiaoine 

Starting dose 

0.25 0.5 mg/day 
0.25-D.5 mg qd to tid 
2.5-5 mg/day 
25 mo bid 

Pain and Agitation 
Patients with pain may present with grimacing, moaning, crying, calling out, 
rocking, guarding, sleep changes. and irritability. If pain is suspected, the 
patient should be assessed for cause. duration, and intensity, and treated with 
the most appropriate therapy for pain. 

Agitation associated 
with Pain Medication 
Acute and Lonq-term Treatment 

Starting dose 

First-line Desipramine ., 10-25 mg/day 
Nortriptyline •r 10-25 mg/day 
Trazodone• 25 ma!hs 

Alternative Nefazodone • 50 mg bid 
Fluoxetine 5-10 mg/day 
Paroxetine 5-10 mglday 
Sertraline 25-50 mg/day 
Citalopram 1 0-20 mQ/day 

• May cause add1flve sedation in residents receiving other sedatmg medications 
(e.g . opiate analgesics). 
' In residents with a diagnosis of cardiac arrhythmia. these medications are con­

sidered to have a high potential for severe adverse outcomes (i.e., may induce 
arrhythmias). 

For more information on managing pain in older persons. see the 
American Geriatrics Society Clinical Practice Guideline entitled, ihe 
Management of Chronic Pain in Older Persons· available at 
www.americangeriatrics.org/products/chronic-pain.pdf. 

Please see page 48 for determining response to therapy and changes in 
therapy based on response. Dosing guidelines for elderly residents with 
dementia are on page 50. 
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MONITORING RESPONSE TO MEDICATION TREATMENT 

In order to determine the response to medication treatment, several 
issues need to be addressed: 

1. Is the appropriate medication being taken and in the appropriate 
dose? (see page 50) Has the treatment been given for a long 
enough period to determine response? (see page 48) 

2. Have any new environmental issues arisen that may have altered the 
response to treatment? 

3. Have possible medical or medication causes of agitation been 
evaluated and addressed? (see page 15) 

4. Has the appropriate syndrome of agitation been identified? (see 
page 37 and 38) I -.5. Have target behaviors been identified and monitored for frequency 
and intensity to allow you to make an assessment of response to 
treatment? 

After these issues have been addressed, it is time to assess whether the · 
resident has improved on the current medication regimen. A method 
for determining the appropriate course of action is presented in 
Algorithm 2 (page 47). A change in dose may be the appropriate 
response for some residents. Others may require the addition of a med­
ication or a change to different medication. The dosage ranges for the 
medications included in the syndrome descriptions are noted in "Dosing 
Guidelines" (page 50). As always when dosing medications in the elder­
ly, the "go slow" plan is suggested. Keep in mind, however, that patients 
are often started and left on a low dose, or inadvertently titrated to a 
dose that is too high, and do not receive the maximum benefit. Follow­
up is critical and further titration or tapering may be required. 
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Algorithm 2. Monitoring Response to Therapy 

Continue treatment 
for 4 more weeks 

Continue medication for 
2-6 months, then attempt 

per to discontinue at rate 
of 25% every 1-2 weeks 

Assess therapy for safety/toxicity and 
make dosage titration. as appropriate, 

at2 weeks 

f'.djust dosage, add a med· 
ication. or change to a 

new medication 

Psychiatry 
consultation 
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ADJUNCTIVE THERAPY (May also be referred to as 'augmentation') 

As noted in algorithms 3 and 4, adding a drug may be an appropriate 
strategy for some residents, especially if a partial response is seen at the 
maximum titrated dose of first-line therapy. 

Consider Adding 
-. Divalproex, trazodone, SSRI 
-. Dival roex. trazodone. SSRI 
-. Atypical antipsychotic, 

conventional antipsychotic, 
divalproex, SSRI 

As stated previously, exercise caution when prescribing benzodiazepines 
in older adults. Monitor for disinhibition or exacerbation of 
agitation/anxiety and side effects. Reconsider the need for a benzodi· 
azepine, especially if the response is not as anticipated. 

CHANGING THERAPY BASED ON RESPONSE 
If the resident is clearly not improved based on the current medication 
or combination of medications, as explained in Algorithm 3 (page 47), 
then a change in therapy and a reassessment of initial diagnosis is indi­
cated. In those who have no response to the initial treatment. a change 
to another medication is the appropriate strategy. As noted in algorithm 
3, the initial treatment dictates which medications are appropriate for 
subsequent therapy. 

Time to Determine Response to Therapy* 

The time periods listed below are guidelines for determining response to 
medication when used for the treatment of agitation. 

Medication/Class Acute Treatment Long-term Treatment 
Antipsychotic 2-8 days 2-4 weeks 
llenzodiazepine 1-6 days 1-3 weeks 
Trazodone 7-10 days 3·4 weeks 
Buspirone 4-6 weeks 
Divalproex 3-6 weeks 
SSRI antidepressant 4-6 weeks 
Tricyclic antidepressant 4-6 weeks 
·Assumes an appropriate series of dosage tilrations to maximize potential for 

response and measured from the last dose change. 
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Algorithm 3. Changing Therapy Based on Response 

Resident has partial or no 
response to initial treat­

ment 

Change to atypical antipsychotic or consider dival­
proex·. trazodone •• SSRis or another 

comentional antipsychotic 

Change to another atypical antipsychotic or consider 
divalproex·, trazodone', SSR!s 

or cartJamazepine 

Change to atypical antipsychotic' or consider dlval­
proex·, trazodone', buspironc, SSRis or 

a conventional antipsychotic· 

Change to a benzodiazepine or consider atypical 
antipsychotic or conventional 

antipsychotic 

ch<inge to another antidepressant 

Change to trazodone or an SSRI 

Change to an SSRI or trazodone, buspirone, atypical 
antipsychotic. or carbamazepine. 

'May also be considered as adjunctive therapy to in~ial treatment 
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DOSING GUIDELINES 

Medication Initial Dose (titration) 
Antidepressants 
Citalopram 10-20 mg!day (1 0 mg/day) 
Desipramine 10-25 mg!day (10-25 mglday) 
Fluoxetine 5-10 mg/day (5-10 mgJday) 
Mirtazapine 7.5-15 mg daily (7.5 mg daily) 
Nefazodone 50 mg bid (50 mg!day) 
Nortriptyline 10-25 mg!day (10-25 mg/day) 
Paroxetine 5-10 mg/day (5-10 mg/day) 
Sertraline 25-50 mg!day (25-50 mg/day) 
Trazodone 25 mg/day (25 mqlday in 1-3 doses) 
Venlafaxine 25-50 mg/day in J.2 doses 

(25 mg/day) I Mood-sla61hzmg Agents 
- Divalproex 125 mg bid 
I (125 mg bid every 3-5 days) 
• Carbamazepine 50-100 mg/day 

.I 

(5Q-100 mg/day in 1-2 doses) 
Gabapentin . 100 mg qd or bid 

I 
Antianxiety Agents 
Buspirone 5 mg bid (1 0 mg!day) 

I Lorazepam 0.25-0.5 mg/day (0.5 mg day In 1-2 doses) 
j Oxazepam 7.5- 10 mg/day (7.5-1 0 mg/day) 
j Antipsychotics 

l Loxapine 
· Olanzapine 

j 
Ouetiapine 
Risperidone 

1 Ziprasidone· 

2.5 mg bid (2.5 mg bid) 
2.5-5 mg!day (2.5 mglday) 
25 mg bid (25 mg/day) 
0.25.0.5 mg/day (0.25.0.5 mglday) 
20 mg bid (20 mg bid) 

I 
·umited experience in the elderly. 
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Suggested Maximum 
Dose for the Elderly 
with dementia 

40 mg/day 
75 mg/day 
20-40 mg!day 
45 mQiday 
200-400 mg/day 
75 mg!day 
20 mg/day 
100-150 mg/day 
200-300 mg/day 
75 mg/day 

750-2000 mglday 

500-800 mg/day 

600 mg/day 

60 mg/day 
2-4 mg/day 
45-60 mg/day 

10 mg/day 
10 mg/day 
200 mg/day 
2 mg/day 
40-160 mg/day 

SIDE EFFECT PROFILES 

Antidepressants 
S1de Elfects 

CNS Cardiovascular 
Antichol Insomnia! Orthostatic Arrhyth- Gastro-

Medication -inergic" Drowsiness agitation hypotension mia intestinal 
Gitalopram Low Low Low Low Low Mod 
Desipramine Low Low Low Mod Mod Low 
Fluoxetine Low Low Mod Low Low Mod 
Mirtazapine Mod Mod Low Low Low Low 
Nefazodone Low Mod Low Low Low Low 
Nortriptyline Low Low Low Mod Mod Low 
Paroxetine Low Low Mod Low Low Mod 
Sertraline Low Low Mod Low Low Mod 
Trazodone Low High Low Mod Low Low 
Venlafaxine Low Low Low Low Low Mod 
·Dry mouth, confusion, blurred vision, urinary hesitancy, and constipation. 

Medication Side Effects 
Antianxiety Medications 
Buspirone dizziness, lightheadedness, drowsiness, loss of 

consciousness, stomach upset, nausea, vomiting, 
unusually small pupils 

Lorazepam, sedation, dizziness, weakness, unsteadiness. 
Oxazepam disorientation, sleep disturbance, agitation 
Mood Stabilizers 
Divalproex Somnolence, nausea, dyspepsia, diarrhea, vomiting, 
sodium abdominal pain. increased appetite, asthenia. ataxia. 

dizziness, tremor, weight gain, back pain, alopecia, 
thrombocytopenia. hepatotoxicity, pancreatitis 

Carbamazepine Leukopenia, drowsiness. aplastic anemia, thrombocyto· 
penia, rash, hepatotoxicity, ataxia. cardiac and thyroid effects 

Gabapentin Sedation, ataxia, confusion 
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Anti psychotics 
Side Effect 

Antichol- Extrapy- Orthostatic 
Medication inergic* ramidal Sedation hypotension 
Haloperidol Low High Low Low 
Thioridazine1 High Low High High 
Risperidone Low Low-Mod1 Mod Mod 
Olanzapine Mod Low Mod Low 
Quetiapine Mod Low Mod-High Mod 
Ziprasidone' Low Low-Mod Mod Low 
*Dry mouth, blurred vision, urinary hesitancy, constipation. 
t Dose related - low at doses of less than 1 mg/day. 
~ Should not be used with other drugs that prolong the QT interval. The 
potential exists for any antipsychotic to affect cardiac conduction. 

AVAILABLE [)[)SAGE FORMS 
· Medication Available Forms Usual T1/2 

Mood Stabilizino Agents 

l Carbamazepme oral suspens1on: 1 00 mg/5 ml 
(Tegretol", tablets:1 00 mg (chewable). 

• ....._ Tegretol XR") 200 mg (Tegretot") 

25-65 hrs 
chronic dose: 8-29 hrs 
(average 12·17 hrs) 

..,. extended release tablets; 1 00, 1 
200, 400 mg (Tegretol XR~) 

lj, 
~ i 

Divalproex sprinkle capsules: 125 mg 
(Depakote'", (Depakote sprinkle•) 
Depakote Sprinkle"', delayed release tablets: 125 mg, 
Depakote ER'") 250, 500 mg (Depakote") 

extended release tablets: 
500 mg once daily dosing 
(Depakote ER~) 

Gabapentin 
(Neurontin'") 
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Capsules: 100, 300, 400 mg 
tablets: 600. 800 mg 
oral solution: 250 mg/5 ml 

variable, from 6 to 16 hrs; 
may be considerably 
longer in residents with 
hepatic function impairment, 
in the elderly. May be 
considerably shortened in 
residents receiving hepatic 
enzyme inducing anticon­
vulsants 
5-7 hours with normal 
renal function; 
CrCI, <30: 52 hrs 

Available Dosage Forms (continued) 

Medication Available forms Usual T1/2 
Selective Serotonin Reuptake Inhibitor !SSR!l Antidepressants 
Citalopram tablets: 20, 40 mg mean about 35 hrs 
(Celexa'") oral solution: 1 0 mg/5 ml 
Ftuoxetine capsules: 10, 20, 40 mg 
(Prozac") tablet: 1 0 mg 

4-6 days with long term 
administration 

(Prozac'"WeeklyT") oral solution: 20 mg/5 ml 
capsule: 90 mg (Prozac"Week!y"') 

Mirtazapine 
(Remeron") 
(Remeron• Soltab'") 

tablets; 15, 30, 45 mg About 20 to 40 hours; 
orally disintegrating tablets: significantly longer in 
15, 30, 45 mg males than females 

Nefazodone 
(Serzone") 

(Remeron"Soltabn~) 

tablets: 50, 1 00, 150, 200, 2·4 hrs 
250 mg 

Paroxetine 
(Paxil~) 

tablets: 1 0, 20, 30, 40 mg 
oral suspension: 10 mg/5 ml 

about 24 hrs (range. 3-65 hrs) 

Sertraline 
(Zolo~) 
Venlafaxine 
(Eflexo~. 
Effexor XR~) 

Other Antidepressants 
Desipramine 
(Norpramin~) 

Nortriptyline 
(Pamelor"') 
Trazodone 
(Desyrel") 

tablets: 25. 50. 1 00 mg 
oral concentrate: 20 mg/ml 
tablets: 25. 37 .5, 50, 75. 
1 00 mg (Eflexo~) 
extended release capsules: 
37.5, 75, 150 mg (EIIexor XR') 

24-26 hrs 

5·11 hrs 

tablets: 10, 25, 50, 75, 100, 12-24 hrs 
150mg 
capsules: 10. 25. 51J, 75 mg 18-44 hrs 
oral solution: 10 mg/5 ml 
tablets: 50, 100, 150, 300 mg 3-9 hrs 

Antianxiety Agents (Benzodiazepines and Others) 
Buspirone tablets: 5. 10, 15, 30 mg about 2.5 hrs 
(Buspar"') 
Lorazepam oral concentrate; 2 mg/ml 10-20 hrs 
(Ativan") tablets: 0.5, 1, 2 mg 

injection: 2 mg/ml. 4 mg/ml 
Oxazepam capsules: 10, 15,30 mg 5-20 hrs 
(Ser~) tablets: 15 mg 
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Available Dosage Forms (continued) 

Medication Available forms 
Atypical Antipsychotics 
Olanzapine tablets: 2.5, 5, 7.5, 10, 15, 
(Zyprexa~. 20 mg (Zyprexa•) 
Zyprexa• Zydis~) orally disintegrating tablets: 

5, 10 mg (Zyprexa"' Zydis'") 
Ouetiapine tablets: 25, 100, 200, 300 mg 
(Seroguel") 

Usual T1/2 

mean 30 hrs 
range: 21 to 54 hrs 

mean, about 6 hrs 

Risperidone 
(Risperdal") 

oral solution: 1 mg/ml 20 to 24 hrs; in residents 
tablets: 0.25, 0.5, 1, 2, 3 , 4 mg with renal function impair­

ment, increased elimination 
half-lives have been reported 

Ziprasidone capsules: 20, 40, 60, 80 mg mean, about 7 hours 
(Geodon'") 
Conventional AntJpsychotJcs 
Haloperidol oral solution: 2 mg/ml 12-36 hrs 
(Haldol') tablets: 0.5, 1, 2, 5, 10, 20 mg (21 days for depot inj.) 

injection: 5 mg/miiM or IV 
(5 mg/min) 

' depot injection: 50 rng/ml, 

~--~---------l~O~O~m~/m~l~~~-------------------

1 

loxapine capsules: 5, 10, 25, 50 rng 
(loxitane") tablets: 5, 10, 25. 50 mg 

Medications for the Treatment of Alzheimer's Disease 
Donepezil tablets: 5, 10 mg 70 hours 
(Aricept') 
Galantamine tablets: 4. 8, 12 mg 7 hours 

capsules: 1.5, 3, 4.5, 6 rng 1.5 hours 
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GENERIC/BRAND NAMES OF PSYCHOTHERAPEUTIC 
MEDICATIONS 

Generic Brand 
Mood-stabilizing Agents 
Carbamazepine Tegretor 

Divalproex 

Gabapentin 

AntJdepressants 
Citalopram 

Desipramine 

Ruoxetine 

Mirtazapine 

Nefazodone 

Nortriptyline 

Paroxetine 

Sertraline 

Trazodone 

Venlafaxine 

Tegretol XR" 
Depakote• 
Depakote Sprinkle~ 
Depakote ER• 
Neurontin~ 

Celexa"' 

Norpramin"' 

Proza~ 

Proza~Week!y'" 

Remeron" 
Remeron" Soltab'" 
Serzone~ 

Pamelor"' 

Paxif" 

Zoloft"' 

Desyrel" 

Effexo~ 

Effexor XR" 

Manufacturer 
(phone number, web site) 

Novartis 
(800-742·2422 www.novartis.com) 
Abbott laboratories 
(800-633-911 0; www.depakote.com) 

Parke-Davis 
(BOG-223-0432; www.pfizer.com) 

Forest 
(BOD-678-1605; www.celexa.com) 
Aventis 
(800-552-3656; 
www.aventispharma-us.com) 
Eli Lilly and Company 
(800-545-5979; wwwprozaccom) 
Organon 
(800-241-8812; www.remeron.com) 
Bristol-Myers Squibb 
(800-321-1335; www.serzone.com) 
Novartis 
(800-742-2422 www.novartis.com) 
GlaxoSrnithKiine 
(800-366-8900; wwwpaxil.com) 
Pfizer 
(888-879-3477: www.zoloft.com) 
Mead Johnson Pharmaceuticals 
( 800-321-1335; www bms.com) 
Wyeth-Ayerst 
(800-934-5556: www.effexor.com) 
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GENERIC/BRAND NAMES OF PSYCHOTHERAPEUTIC 
MEDICATIONS 

Generic Brand 
Antianxiety Agents 
Buspirone Buspar" 

Lorazepam Ativan~ 

Oxazepam Serax" 

Atypical Antipsychotics 
Olanzapine Zyprexa• 

Zyprexa'" Zydis'" 
Ouetiapine Seroquel~ 

Risperidone Risperdal" 

Ziprasidone Geodon™ 

Typical Antipsychotics 
1 Aalopendol Aaldol& 

!--" ~·~"~ 
! Nonbenzodiazepine (pyrazolopyrimidine) Agenls 

I Zaleplon Sonata" 

Page 56 

Manufacturer 
(phone number, web site) 

Bristol-Myers Squibb 
(800-321-1335; www.buspar.com) 
Wyeth-Ayers! 
(800-934-5556; www.wyeth.com) 
Wyeth-Ayers! 
(800-934-5556; www.wyeth.com) 

Eli Lill (800-~45-5979; www.zyprexa.coml 
AstraZeneca 
(800-456-3669; v.w.seroguel.com) 
Janssen 
(800-JANSSEN: ww.risperdal.com) 
Pfizer 
(888-879-3477; www.pfizer.com) 

Ortho-McNe1i 
(80D-682-6532; 
www.ortho-mcneil.com) 
Watson Phamnaceuticals 
(www.watsonpharm.com) 

Wyeth-Ayerst 
(800-934-5556; 
www.sonatatonight.com) 

COMMON MEDICATION INTERACTIONS 
(NOT All INCLUSIVE) 

Medication 
Paroxetine 

Sertraline 

Venlafaxine 

Citalopram 

Nefazodone 

Interacts With Effect 
barbiturates paroxetine levels may be decreased 
cimetidine paroxetine levels may be increased 
phenytoin levels of either drug may be decreased 
theophylline theophylline levels may be increased 

tricyclic antidepressants TCA levels may be increased 
(TCA) 

monoamine oxidase 
inhibitors 

warfarin 

cimetidine 
monoamine oxidase 
inhibitors 

TCA 

warfarin 

monoamine oxidase 
inhibitors 

cimelidine 

haloperidol 

monoamine 
oxidase inhibitors 

concurrent use contraindicated 

risk for bleeding may be increased 

sertraline levels may be increased 
concurrent use contraindicated 

TCA levels may be increased 

risk for bleeding may be increased 

concurrent use contraindicated 

venlafaxine levels may be increased 
haloperidol levels may be increased 

concurrent use contraindicated 

cisapride, monoamine concurrent use contraindicated 
oxidase inhibitors 
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Medication 

Divalproex 

Carbamazepine 

.... Buspirone 
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Interacts With Effect 

warfarin. heparin risk for bleeding may be increased 
barbiturates barbiturate levels may be increased 
carbamazepine divalproex (expressed as valproic acid) 

levels may be decreased 

felbamate divalproex (expressed as valproic acid) 

levels may be increased 

phenytoin divalproex (expressed as valproic acid) 

levels may be decreased. phenytoin 

levels rna~ be increased or decreased 
warfarin warfarin effectiveness may be reduced 

phenytoin, divalproex phenytoin and valproic acid levels may be 
decreased 

cimetidine. clarithromycin. carbamazepine levels may be increased 
erythromycin. verapamil, 

diltiazem, ilraconazole, 

ketoconazole, isoniazid 

felbamate carbamazepine levels may be decreased 

Tricyclic antidepressants, CNS depressan~ effects may be 

typical antipsychotics enhanced. may lower seizure threshold, 

anticholinergic effects may be potentiated 
lamotrigine lamotrigine levels may be decreased 

erythromycin, itraconazole Cmax and AUC of buspirone increased 
monoamine oxidase elevation in blood pressure 

inhibitors 

APPENDIX A GLOSSARY 

Activities of daily living (ADls)- personal care activities necessary for 
everyday living (e.g., eating, bathing, hygiene. and oral care: dressing 
and grooming; toileting; and moving between bed and chair) 

Advance directives - written legal documents, completed and signed 
when a person is competent to make necessary decisions about the 
instructive statements contained in the document. They state the per­
son's choices for future medical care decisions 

Agnosia - loss or diminution of the ability to recognize familiar people, 
objects, or stimuli 

Antecedents -the circumstances or conditions that exists before an 
incident; knowing what happened before a behavioral incident may help 
in determining what precipitates or triggers the behavior 

Aphasia - loss or impairment of the power to use or comprehend 
words; can affect ability to follow instructions, participate in conversa­
tions, or express needs 

Apraxia - loss or impairment of the ability to execute complex coordi­
nated movements without impairment of the muscles or senses 

Autonomy- making independent choices; for persons with dementia, 
autonomy relates to respect for rights and dignity of a person, even 
when his or her abilities to make choices are limited or lost 

BPSD - Behavioral and Psychological Symptoms of Dementia; acronym 
used by the International Psychogeriatric Association (IPA) when dis­
cussing behavioral disturbances; symptoms of disturbed perception, 
thought content, mood. or behavior that frequently occur in patients 
with dementia 
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Catastrophic reaction - inability to cope when faced with physical or 
cognitive deficits and expressed with anxiety, tears. aggressive behavior, 
swearing, refusal, etc. 

Caregiver burden -the physical, emotional, and financial toll of providing care 

CMAI- Cohen-Mansfield Agitation Inventory; a list of descriptors of agi­
tated behaviors in 4 catagories. 

Cognition - an individual's meaningful thought, knowledge, and intelli­
gence; the ability to know, understand, and make sense of the world 

Cognitive abilities - brain functions associated with thinking, knowing 
and understanding; includes memory, intelligence, learning, skills, prob­
lem solving, judgment, comprehension, attention, orientation to time, 
place, and to one's own self 

Cognitive impairment - decreased capacity in one or more cognitive ability 

Competence - person's ability to make informed choices as determined 
by a court of law; a person may be legally incompetent, but may still 
have capacity to make decisions about things in his or her daily life 

Delirium - an acute confusional state, distinct from dementia 

Delusion- a false idea, sometimes originating in misinterpretation, but 
firmly believed and strongly maintained in spite of obvious proof or evi­
dence to the contrary 

Dementia - a syndrome of progressive decline in multiple areas 
(domains) of cognitive function eventually leading to a significant inabili­
ty to maintain occupational and social performance 

Executive function- goal formulation, planning, and execution of plans 
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Focal neurological signs and symptoms - include extensor plantar 
response, pseudobulbar palsy, gait abnormalities, exaggeration of deep 
tendon reflexes, or weakness of an extremity 

Frontotemporal dementia- type of dementia less common than AD, 
vascular dementia. or OLB; typical neuropsychologic features include 
deficits on frontal system tasks. including verbal fluency, abstraction. 
and executive function; difficult to distinguish from AD 

Hallucination - a sensory experience where a person sees, hears, or 
feels something or someone that is not audible or visible to anyone else 

HCFA Guidelines- Health Care Financing Administration Nursing Home 
Survey Procedures and Interpretive Guidelines (HCFA name changed to 
Center for Medicare and Medicaid Services in 2001) 

IADLs - instrumental activities of daily living; includes more complex 
skills required for independent living: shopping, cooking, housekeeping, 
laundry, using the phone, using transportation, managing money, man­
aging medications 

IPA - International Psychogeriatric Association; whose goal is to provide 
physicians. healthcare professionals. and scientists with information 
about behavioral and biological aspects of mental health in the elderly, 
through publications, meetings, and special educational projects 

Lewy bodies - abnormal structures that remain after nerve cells in the 
substantia nigra have died; long recognized in brain stem nuclei of 
patients with Parkinson's disease 

Dementia with Lewy Bodies (DLB) -common cause of dementia; pres­
ence of Lewy bodies; defined clinically by the presence of dementia. 
gait/balance disorder, prominent hallucinations and delusions, sensitivity 
to traditional antipsychotics, fluctuations in alertness, prominent deficits 
in attention, profound deficits in visuo-contructional skills, and relative 
sparing of memory 
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Limbic system- a group of subcortical structures (e.g., the hypothala­
mus, the hippocampus. and the amygdala) of the brain that are con­
cerned especially with emotion and motivation 

MDS- Minimum data set: OBRA 87 required that HCFA designate a resi­
dent assessment instrument (RAI) that includes a minimum data set 
HCFA's RAI consists of the MDS, triggers, and 18 Resident Assessment 
Protocols (RAPs). See www.hcfa.govlmedicaid/mds20 for more infor­
mation. 

NINCDS-ADRDA - Neurological and Communication Disorders and 
Stroke and the Alzheimer's Disease and Related Disorders Associations 

Praxis - the doing or performance of an action, movement, or series of 
movements. 

Sun downing- increase in wandering, confusion, disorientation that 
starts in the late afternoon and/or becomes especially severe at night. 

Tag F329- HCFA interpretive guidelines section entitled 'Unnecessary 
Drugs" 

Tag F330 - HCFA interpretive guidelines section entitled "Antipsychotic 
Drug Dosage Levels· 
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APPENDIX B.- THE ZARIT BURDEN INTERVIEW 

Score: Do vou feel: 
1. Your relative asks for more help than he/she needs? 
2. Because of the time you spend wilh your relative that you don't have 

enouah time for voursell? 
3. Stressed between caring for your relative and trying to meet other 

resoonsibilities for our family or work? 
4. Embarrassed over vour relative's behavior? 
5. Anorv when vou are around vour relative? 
6. Your relative currently affects your relationships with other family members 

or friends in a neoative Wifi.? 

7. Afraid of what the future holds for vour relative? 
8. Your relative is deoendent on vou? 
9. Strained when vou are around your relative? 
10. Your health has suffered because of your involvement with your relative? 
11. You don't have as much privacy as you would like because of your relative? 
12. Your social life has suffered because you are carinQ for vour relative? 
13. Uncomfortable about havina friends over because of vour relative? 
14. That your relative seems to expect you to take care of him/her as if you were 

the only one he/she could depend on? 
15. That you don't have enough money to care for your relative in addition to 

the rest of vour exoenses? 
16. That you will be unable to take care of your relative much longer? 
17. You have lost control of your life since your relative's illness? 
18. You wish vou could just leave the care of your relative to someone else? 
19. Uncertain about what to do about vour relative? 
20. You should be doina something more for your relative? 
21. You could be doina a better job in carina for your relative? 

Overall, how burdened do you feel in caring for your relative (not at all, a 
little. moderatelv. ouite a bit, extremely)? 

source. Zant & Zant. 1983 

Score items 1-21 as follows: D=never, 1=rarely, 2=sometimes, 3=quite frequently, 
4=nearly always. Add the scores for the questions. 
Score categories are as follows: 
0-20: little or no burden 
21-40: mild to moderate burden 
41-60: moderate to severe burden 
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Catastrophic reaction - inability to cope when faced with physical or 
cognitive deficits and expressed with anxiety, tears, aggressive behavior, 
swearing, refusal, etc. 

Caregiver burden- the physical, emotional, and financial toll of providing care 

CMAI - Cohen-Mansfield Agitation Inventory; a list of descriptors of agi­
tated behaviors in 4 catagories. 

Cognition - an individual's meaningful thought, knowledge, and intelli­
gence; the ability to know, understand, and make sense of the world 

Cognitive abilities - brain functions associated with thinking, knowing 
and understanding; includes memory, intelligence, learning, skills, prob­
lem solving, judgment, comprehension, attention, orientation to time, 
place, and to one's own self 

Cognitive impairment- decreased capacity in one or more cognitive ability 

Competence - person's ability to make informed choices as determined 
by a court of law; a person may be legally incompetent, but may still 
have capacity to make decisions about things in his or her daily life 

Delirium - an acute confusional state, distinct from dementia 

Delusion - a false idea, sometimes originating in misinterpretation, but 
firmly believed and strongly maintained in spite of obvious proof or evi­
dence to the contrary 

Dementia -a syndrome of progressive decline in multiple areas 
(domains) of cognitive function eventually leading to a significant inabili­
ty to maintain occupational and social performance 

Executive function· goal formulation, planning, and execution of plans 
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Focal neurological signs and symptoms- include extensor plantar 
response, pseudobulbar palsy, gait abnormalities, exaggeration of deep 
tendon reflexes, or weakness of an extremity 

Frontotemporal dementia - type of dementia less common than AD, 
vascular dementia. or OLB; typical neuropsychologic features include 
deficits on frontal system tasks, including verbal fluency, abstraction, 
and executive function; difficult to distinguish from AD 

Hallucination - a sensory experience where a person sees, hears, or 
feels something or someone that is not audible or visible to anyone else 

HCFA Guidelines - Health Care Rnancing Administration Nursing Home 
Survey Procedures and Interpretive Guidelines (HCFA name changed to 
Center for Medicare and Medicaid Services in 2001) 

IADLs - instrumental activities of daily living; includes more complex 
skills required for independent living: shopping, cooking, housekeeping, 
laundry, using the phone, using transportation, managing money, man­
aging medications 

IPA- International Psychogeriatric Association; whose goal is to provide 
physicians, healthcare professionals, and scientists with information 
about behavioral and biological aspects of mental health in the elderly, 
through publications, meetings, and special educational projects 

Lewy bodies - abnormal structures that remain after nerve cells in the 
substantia nigra have died; long recognized in brain stem nuclei of 
patients with Parkinson's disease 

Demenlia with Lewy Bodies (DLB) -common cause of dementia; pres­
ence of Lewy bodies; defined clinically by the presence of dementia, 
gait/balance disorder, prominent hallucinations and delusions, sensitivity 
to traditional anti psychotics, fluctuations in alertness, prominent deficits 
in attention. profound deficits in visuo-contructional skills, and relative 
sparing of memory 
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limbic system ·a group of subcortical structures (e.g., the hypothala­
mus, the hippocampus, and the amygdala) of the brain that are con­
cerned especially with emotion and motivation 

MDS • Minimum data set; OBRA 87 required that HCFA designate a resi­
dent assessment instrument (RAI) that includes a minimum data set. 
HCFA's RAI consists of the MDS, triggers, and 18 Resident Assessment 
Protocols (RAPs). See www.hcfa.govfmedicaid/mds20 for more infor­
mation. 

NINCOS·ADROA • Neurological and Communication Disorders and 
Stroke and the Alzheimer's Disease and Related Disorders Associations 

Praxis • the doing or performance of an action, movement, or series of 
movements. 

Sundowning- increase in wandering, confusion, disorientation that 
starts in the late afternoon and/or becomes especially severe at night. 

Tag F329 • HCFA interpretive guidelines section entitled ·unnecessary 
Drugs' 

Tag FJJO- HCFA interpretive guidelines section entitled 'Antipsychotic 
Drug Dosage Levels' 
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APPENDIX B.- THE ZARJT BURDEN INTERVIEW 

Score: Do YOU feel: 
1. Your relative asks for more helD than lie/she needs? 
2. Because of the time you spend with your relative that you don't have 

enouoh time foryourself? 
3. Stressed between caring for your relative and trying to meet other 

resoonsibilities for vour familv or work? 
4. Embarrassed over your relaftve·s behavior? 
5. Anarv when you are around vour relative? 
6. Your rela~ve currently affects your relationships with other family members 

or friends in a neqative way? 
7. Afraid of what the future holds for your relative? 
8. Your relawe is deoendent on vou? 
9. Strained when you are around vour relative? 
10. Your heatth has suffered because of your involvement with your relative? 
11. You don't have as much privacv as vou would like because of your relative? 
12. Your social life has suffered because you are carino for vour relative? 
13. Uncomfortable about having friends over because of vour relative? 
14. That your relative seems to expect you to take care of hiiTI/ller as if you were 

the onlv one he/she could depend on? 
15. That you don't have enough money to care for your rela~ve in addition to 

the rest of your expenses? 
16. That vou will be unable to take care of your relative much longer? 
17. You have lost control of your life since vour relative's illness? 
18. You wish you could just leave the care of your relative to someone else? 
19. Uncertain about what to do about vour relative? 
20. You should be doinq somethinq more for your rela~ve? 
21. You could be doing a better job in carinq for vour relative? 

Overall, how burdened do you feel in caring for your relative (not at all, a 
little, moderately,_guite a bit. extremely)? 

Source. Zartt & Zanr, 1983 

Score items 1-21 as follows: O~never, 1 =rarely, 2=sometimes, 3=quite frequently, 
4=nearly always. Add the scores for the questions. 
Score categories are as follows: 
0-20: little or no burden 
21-40: mild to moderate burden 
41-60: moderate to severe burden 
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APPENDIX C. BEHAVIORAL DESCRIPTORS 

Cohen-Mansfield Agitation Inventory (CMAI) 

Biting 
Complaining 
Constant unwarranted requests 

for attention or help 
Cursing or verbal aggression 
Eating/drinking inappropriate 

substances 
General restlessness 
Grabbing onto people 
Handling things inappropriately 
Hiding things 
Hitting (including self) 
Hoarding things 
Hurting self or others 
Inappropriate dress or disrobing 
Intentional falling 
Kicking 

Making faces 
Making physical sexual advances 
Making verbal sexual advances 
Negativism 
Pacing, aimless wandering 
Performing repetitious mannerisms 
Pushing 
Repetitive sentences or questions 
Scratching 
Screaming 
Spitting (including at meals) 
Strange movements 
Strange noises (weird laughter or crying) 
Tearing things or destroying property 
Throwing things 
Trying to get to a different place 

Source: Cohen-Mansfield J. Instruction Manual for the Cohen-Mansfield Agitation Inventory 
(CMAIJ. Rockville, MD: The Research lns(ltute or tile Hebrew Home of Greater Washington. 
(C) 1986. Jiska Cohen-Mansfield. 

Note that each behavior is actually a group of related behaviors. If the per­
son to be rated manifests an inappropriate behavior which is close to a 
behavior on the CMAI but not spelled out exactly, add it to the category. 

• 
The agitated behavior the resident is experiencing can be selected from 

. the CMAI, the Disruptive Behavior Scale (following page), or other 
appropriate characterization, and recorded on a behavior monitoring 
form. The frequency should be charted, preferably daily, by nursing 
staff. or a caregiver, in order to determine the pattern of the behavior, 
possible antecedents, and the effectiveness of treatment strategies. 
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Disruptive Behavior Scale Descriptions 

Ambulates inappropriately 
Bangs objects non-destructively 
Bears a weapon 
B~es 
Damages objects in the environment 
Displays inappropriate sexual behavior 
Disrobes/exposes self 
Does not follow directions 
Dresses unsuitably for environmenVacfivity 
Eats others' food 
Elbows 
Excessive motor activity 
Hits others 
Injures self 
Isolates self from others (physically) 
Kicks 
Loses track of one's own objects 
Makes insulting non-obscene gestures 
Makes obscene gestures 
Makes repetitious noises 
Makes sexual advances 
Makes threat implying physical harm to se~ 
Makes threats implying physical harm 

to others · 

Paces 
Physically takes objects from another 
Pinches/squeezes 
Places inappropriate substances in mouth 
Pushes/shoves 
Refuses to eaVdrink 
Repeats phrase(s)/words 
Scratches others 
Screams/yells 
Spits 
Spits medication 
Spits on others 
Strikes a person with an object 
Tackles 
Takes objects belonging to others 
Talks constantly 
Throws objects/food 
Unkempt personal appearance 
Urinates/defecates inappropriately 
Uses a weapon 
Uses hostile/accusatory language toward 

others 
Uses obscene or profane language 

Source: Beck C. Heithoff K Baldwin B. Cuffe/ B. O'Sullivan M, Chumbler N. Aging & Mental Health 
1991;1:71·79. 

Distinguishing between aggression that is offensive or assaultive in nature, 
and aggression that is defensive or resistive is very important when attempt­
ing to reduce or eliminate the behavior. 
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APPENDIX D. CRITERIA FOR DELIRIUM AND 
DEMENTIA 

Criteria tor Delirium, Dementia, ami Amnestic and Other Cognitive 
Disorders Diagnostic and Statistical Manual ol Mental Disorders 
Fourth Edition (DSM-IV Criteria) ' 

Delirium 
The disorders in the "Delirium" section share a common symptom pre­
sentation of a disturbance in consciousness and cognition, but are dif­
ferentiated based on etiology: Delirium due to a general medical condi­
tion, substance-induced delirium (including medication side effects), and 
delirium due to multiple etiologies. Delirium not Otherwise Specified is 
included for presentations in which the clinician is unable to determine a 
specific etiology for the delirium. 

Diagnostic Criteria for 293.0 Delirium due to ••• [lndicale the general 
medical condition] 
A. Disturbance of consciousness (i.e., reduced clarity of awareness of 

the environment) with reduced ability to focus, sustain, or shift 
attention. 

B. A change in cognition (such as memory deficit, disorientation, 
language disturbance) or the development of a perceptual 
disturbance that is not better accounted for by a preexisting, 
established, or evolving dementia. ' 

C. The disturbance develops over a short period of time (usually hours 
to days) and tends to fluctuate during the course of the day. 

D. There is evidence from the history, physical examination, or 
laboratory findings that the disturbance is caused by the direct 
physiological consequences of a general medical condition. 
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Dementia 
The disorders in the "Dementia" section are characterized by the devel­
opment of multiple cognitive deficits (including memory impairment) 
that are due to the direct physiological effects of a general medical con­
dition, to the persisting effects of a substance, or to multiple etiologies 
(e.g., the combined effects of cerebrovascular disease and Alzheimer's 
disease). The diagnostic features listed in the next section pertain to 
Dementia of the Alzheimer's Type, Vascular Dementia. Dementia Due to 

i HJV Disease, Dementia Due to Head Trauma, Dementia Due to 
Parkinson's Disease, Dementia Due to Huntington's Disease, Dementia 
Due to Pick's Disease, Dementia Due to Creutzteldt-Jakob Disease 
Dementia Due to Other General Medical Conditions, Substance-induced 
Persisting Dementia, and Dementia Due to Multiple Etiologies. 
Dementia not otherwise specified is included for presentations in which 
the clinician is unable to determine a specific etiology for the multiple 
cognitive deficits. 

Diagnostic Criteria for Dementia of the Alzheimer's Type 
A. The development of multiple cognitive deficits manifested by both 

(1) memory impairment (impaired ability to learn new information 
or to recall previously learned information). 

(2) one (or more) or the following cognitive disturbances: 
(a) aphasia (language disturbance) 
(b) apraxia (impaired ability to carry out motor activities despite 

intact motor function) 
(c) agnosia (failure to recognize or identify objects despite 

intact sensory function) 
(d) disturbance in executive functioning (i.e., planning, 

organizing, sequencing, abstracting) 
B. The cognitive deficits in Criteria A 1 and A2 each cause significant 

impairment in social or occupational functioning and represent a 
significant decline from a previous level of functioning. 

C. The course is characterized by gradual onset and continuing 
cognitive decline. 

D. The cognitive deficits in Criteria A 1 and A2 are not due to any of 
the following: 
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(1) other central nervous system conditions that cause 
progressive deficits in memory and cognition (e.g., cerebro­
vascular disease. Parkinson's disease. Huntington's disease, 
subdural hematoma, normal-pressure hydrocephalus. brain tumor) 

(2} systemic conditions that are known to cause dementia (e.g., 
hypothyroidism, vitamin 812 or folic acid deficiency, niacin 
deficiency, hypercalcemia, neurosyphilis, HIV infection) 

(3) substance-induced conditions 
E.· The deficits do not occur exclusively during the course of a delirium. 
F. The disturbance is not better accounted for by another Axis I 

disorder (e.g., major depressive disorder, schizophrenia). 

Diagnostic Criteria for 290.4x Vascular Dementia (fonnerly Multi-infarct 
Dementia) 
A. The development of multiple cognitive deficits manifested by both 

(1) memory impairment (impaired ability to learn new information 
or to recall previously learned information) 

(2) one (or more) or the following cognitive disturbances: 
(a) aphasia (language disturbance) 
(b) apraxia (impaired ability to carry out motor activities 

despite intact motor function) 
(c) agnosia (failure to recognize or identify objects despite 

intact sensory function) 
(d) disturbance in executive functioning (i.e .• planning, 

organizing, sequencing, abstracting) 
B. The cognitive deficits in Criteria A 1 and A2 each cause significant 

impairment in social or occupational functioning and represent a 
significant decline from a previous level of functioning .. 

c. Focal neurological signs and symptoms (e.g., exaggeratron of deep 
tendon reflexes, extensor plantar response. pseudobulbar palsy, gait 
abnormalities. weakness of an extremity) or laboratory evidence 
indicative of cerebrovascular disease (e.g., multiple infarctions 
involving cortex and underlying white matter) that are judged to be 
etiologically related to the disturbance.* . 

D. The deficits do not occur exclusively during the course of delirium. 
• These criteria subsequently shown to be too liberal. Should be temporal decline 

within 3 months of stroke and/or major CNS infarctions (not just one or two lacunal) 
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Diagnostic Criteria for Dementia Due to Other General Medical Condition 
A. The development of multiple cognitive deficits manifested by both 

(1) memory impairment (impaired ability to learn new information 
or to recall previously learned information). 

(2) one (or more) or the following cognitive disturbances: 
(a) aphasia (language disturbance) 
(b) apraxia (impaired ability to carry out motor activities 

despite intact motor function) 
(c) agnosia (failure to recognize or identify objects despite 

intact sensory function) 
(d) disturbance in executive functioning (i.e., planning, 

organizing, sequencing, abstracting) 
B. The cognitive deficits in Criteria A1 and A2 each cause significant 

impairment in social or occupational functioning and represent a 
significant decline from a previous level of functioning. 

C. There is evidence from the history, physical examination, or 
laboratory findings that the disturbance is the direct physiological 
consequence of one of the general medical conditions listed below: 

HIV, Head trauma, Parkinson's disease1 Huntington's disease, 
Pick's disease, Creutzfeldt-Jakob disease 

Other general medical condition not listed above: for example 
normal-pressure hydrocephalus, hypothyroidism. brain tumor, 
intracranial radiation. 

1 Subsequent authors have described Lewy body dementia 
not covered in OSM-IV. 

Diagnostic Criteria for 297.1 Delusional Disorder 
A. Nonbizarre delusions (i.e .. involving situations that occur in real life 

such as being followed, poisoned. infected, loved at a distance, or 
deceived by spouse or lover. or having a disease) of at least1 
month's duration. 

B. Criterion A for Schizophrenia has never been met. Note: Tactile and 
olfactory hallucinations may be present in delusional disorder if 
they are related to the delusional theme. 

C. Apart from the impact of the delusions(s) or its ramifications, 
functioning is not markedly impaired and behavior is not obviously 
odd or bizarre. 
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I 
Ji 
:j 

No loss of consciousness 
Onset from age 40 to 90, typically after 65 
No other diseases or disorders that could account for the loss of 
memory and cognition 

A Diagnosis of Probable Alzheimer's Disease is Supported By: 
Progressive deterioration of specific cognitive functions: language 
(aphasia), motor skills (apraxia), and perception (agnosia) 
Impaired activities of daily living and altered patterns of behavior 
A family history of similar problems, particularly if confirmed by 
neurological testing 
The following laboratory results: Normal cerebrospinal fluid (lumbar 
puncture test), normal electroencephalogram (EEG) test of brain 
activity, evidence of cerebral atrophy in a series of CT scans. 

Other Features Consistent With Alzheimer's Disease 
Plateaus in the course of illness progression 
CT findings normal for the person's age 
Associated symptoms, including: depression, insomnia, 
incontinence, delusions, hallucinations, weight loss. sex problems, 
and significant verbal, emotional. and physical outbursts 
Other neurological abnormalities. especially in advanced disease 
including: increased muscle tone and a shuffling gait 

'

:J.,,!i Features That Decrease the Likelihood of Alzheimer's Disease: 
" Sudden onset 
:lj Such early symptoms as: seizures, gait problems, and loss of vision 
:il and coordination 

~~ Adapted from McKhann, G. et at. 'Clinical Diagnosis of Alzheimer's Disease: Report of the ;! NINCDS/ADRDA Wotk Group, Dept. of HHS Task Forr:e on Alzfleimer's Disease,· Neurology 

·:• 1984, 34.939. 

j 
I. 

Page 74 

APPENDIX E. 
NURSING HOME SURVEYOR GUIDELINES 

Section F330 

(i) Residents who have not used antipsychotic drugs are not given these 
drugs unless antipsychotic drug therapy is necessary to treat a specific 
condition as diagnosed and documented in the clinical record; and 

Antipsychotic drugs should not be used unless the clinical record documents 
that the resident has one or more of the following 'specific conditions.' 

1. Schizophrenia 
2. Schizo-affective disorder 
3. Delusional disorder 
4. Psychotic mood disorders (including mania and depression with 

psychotic features) 
5. Acute psychotic episodes 
6. Brief reactive psychosis 
7. Schizophreniform disorders 
8. Atypical psychosis 
9. Tourette's disorder 
10. Huntington's disease 
11. Organic mental syndrome (now called delirium, dementia, and 

amnestic and other cognitive disorders by DSM-IV) with associated 
psychotic and/or agitated behaviors 
a. Which have been quantitatively and objectively documented. 

This documentation is necessary to assist in: (1) assessing 
whether the resident's behavioral symptoms are in need of 
some form of intervention, (2) determining whether the 
behavioral symptom is transitory or permanent, (3) relating the 
behavioral symptom to other events in the resident's life in 
order to learn about potential causes (e.g., death in the family, 
not adhering to the resident's customary daily routine, (4) 
ruling out environmental causes such as excessive heal, noise. 
overcrowding, (5) ruling out medical causes such as pain, 
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and education. Neurology 1991;41:1886-92. 
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Desai A. Grossberg G. Risk factors and protective factors for Alzheimer's 
disease. Clin Geriatrics 1999;7:43-52. 
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cular dementia. A multicenter study of comparability and interrater reliability. 
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17. When encountering a resident with aggressive behavior and 
psychosis not adequately responsive to an atypical antipsychotic, 
adding another medication may be an appropriate strategy. 
a. true 
b. false 

18. For some medications and some residents, determining response to 
therapy: 
a. is not needed. All patients respond to medication. 
b. may take up to 6 weeks to show full response. 
c. should be assessed at 1 week because response will be clear 

for all residents by then 
d. none of the above 

19. The suggested upper limit for risperidone in the elderly is: 
a. 2 mg/day 
b. 0.5 mg/day 
c. 4 mg/day 
d. None of the above 

20. The interaction between carbamazepine with clarithromycin may 
result in an increase in carbamazepine serum concentration. 
a. true 
b. false 

21. Based on the HCFA long term care guidelines, antipsychotics should 
not be used if one or more of the following is/are the only indication: 
a. wandering 
b. anxiety 
c. insomnia 
d. agitated behaviors which do not represent danger to the 

resident or others. 
e. all of the above 
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22. Important resources for family members regarding care of a 
person with dementia include: 
a. the Alzheimer's Association 
b. the Administration on Aging 
c. the National Institute on Aging 
d. the Federal Bureau of Investigation 
e. a, b, and c 

23. Aphasia, the loss or impairment of the power to use or comprehend 
words, may affect an individual's ability to: 
a. follow instructions 
b. participate in conversations 
c. express needs 
d. all of the above 

24. A delusion is a false idea, sometimes originating in misinterpretation, 
but firmly believed and strongly maintained in spite of obvious proof or 
evidence to the contrary. To differentiate, a hallucination is a sensory 
experience where a person sees, hears, or feels something or someone 
that is not audible or visible to anyone else. 
a. true 
b. false 

25. According to the HCFA Long Term Care Guidelines, antipsychotic 
drugs should not be used unless the clinical record documents that 
the resident has one or more specific conditions. All of the 
following conditions are included except: 
a. schizophrenia 
b. delusional disorder 
c. Tourette's disorder 
d. depression 
e. Huntington's disease 

~ Release date: May 1, 2001 lffil. Expiration date: April 30, 2004 
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Enrollment form 
(For CME Identification Purposes) 
PLEASE PRINT CLEARLY* 

Name ______________________________________ _ 

Last First M Degree 
Address. _____________________________________ _ 

City/State/Zip Code 
Specialty 
Social Security Number _________________________ _ 
Medical Education Number 
Year Medical Degree Was Received ___________________ _ 

Phone Number -------------------------------­
Fax Number-----------------------------------­
E-mail 

*Illegibility may result in nondelivery of requested information 

FOR DCME USE ONLY 
SCORE CAT __ HR DBASE CERT. SENT 

ANSWER SHEET 
Circle the correct answer for eac 1 c uest1on h 
1Uuest10n 1 uuest1on 
1 a b c d 14 a b c d 
2 a b c d e 15 a b c d 
3 a b c d e 16 a b c d e f 
4 a b c d e 17 a b 
5 a b 18 a b c d 
6 a b c d e f 19 a b c d 
7 a b 20 a b 
8 a b c d 21 a b c d e 
9 a b c d e 22 a b c d e 
10 a b 23 a b c d 
11 a b c d e 24 a b 
12 a b c d e 25 a b c d e 
13 a b c d e 
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EVALUATION FORM 
After reviewing this monograph and completing the post-test. to what 
degree are you able to do the following? 
Scale: 1 =Low, 5=High 

2 3 4 5 Understand the basic pathophysiology of Alzheimer's 
disease and other dementias 

2 3 4 5 Recognize dementia and understand diagnosis and 
staging of Alzheimer's disease and other dementias 

2 3 4 5 Review the role of non-medication interventions as first­
line management for behavioral symptoms of Alzheimer's 
disease and other dementias 

1 2 3 4 5 Discuss the current pharmacotherapy of Alzheimer's 
disease. other dementias, and behavioral symptoms 
associated with dementia 

1 2 3 4 5 Present a treatment plan for patients with newly 
diagnosed dementia or on-going behavioral and cognitive 
symptoms of dementia 

Commercial Bias 
Was the monograph free of commercial bias? 0 Yes 0 No 
If no. indicate specific examples 

Were brand names of drugs used in monograph? 0 Yes 0 No 
If yes, indicate specific examples:---------------

Other than acknowledgements, were pharmaceutical companies cited in monograph? 
0 Yes 0 No 
If yes. indicate speafic examples:---------------

What topics would you like to see in future programs? ________ ___ 
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How can we improve this monograph? _____________ _ 

Would you recommend this monograph to a colleague? 0 Yes 0 No 

How will the information from this monograph change your perspective in using these 
agents? 

General comments on this monograph. 

Please return the test and the evaluation form to: 

ACCESS Medical Group 
Department of Continuing Medical Education 
3395 N. Arlington Heights Road. Suite A 
Arlington Heights, IL 60004-1566 
847-392-2227 
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----• --• • • • • • • • • • -• • • • • 
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LTC District Managers: 

Over the next several weeks we will be shipping several CME Pieces to your representatives that have 
been approved for dissemination. Per our conference call, April 17, I am attaching the Top Line and 
Quiz for the Larry Tune Video and The Pocket Reference Guide. I am requesting that each of you 
redirect this e-mail and attachments on to each of your district members for receipt no latter than Friday, 
May 3, 2002. Per our discussion, I am requesting that each of your representatives review the Tune 
Video, the accompanying Reference Guide, the Pocket Reference Guide and the attached Top Line 
Review and complete the two quizzes no latter than Friday, May 10, 2002. I would like your 
representatives to complete the two quizzes and e-mail me the answers only by close of business 
Friday, May 10, 2002. Given that these quizzes are essentially an open book quiz, the expectations 
should be that the representatives should score very well. These quizzes will be in addition to the 
formal 50 question test, on the six selected proof sources, that will be given at the RM/DM and District 
Meetings. If any of your representatives will be unable to receive e-mail or will be out of their territories 
please notify me via e-mail and please make alternate arrangements for those representatives. If you 
should have any questions, please feel free to contact me. 

Thanks, 

RTS Long-Term Care 
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Top Line Review 
Reviewed by: 

Title: A Pocket Guide To Dementia and Associated Behavioral Symptoms: Diagnosis, 
Assessment, And Management. First Edition 

Editors: Steffan Gravenstein, MD, MPH, John Franklin, H. Edward Davidson, PharmD, 
MPH 

Publication: Insight Therapeutics, LLC 

Funding: This program is sponsored by an unrestricted educational grant from Abbott 
Laboratories. 

CME: ACCESS Medical Group Department of Continuing Education, Arlington 
Heights, Illinois. 2.0 credits of category 1 ofthe Physician's Recognition Award ofthe 
AMA. Medical Outcomes Management has provided 0.2 CEU's (2.0 contact hours) for 
pharmacists. 

Target Audience: An easy-to-use reference for health care professionals managing 
patients with dementia. 

Educational Objectives: Understand the basic pathophysiology of Alzheimer's disease 
and other dementias. Understand the diagnosis and classifications of AD, the role of non­
medication interventions and the role of pharmacotherapy for AD, dementia and 
behavioral disturbances associated with dementia. 

Context: Autopsy studies indicate that Lewy bodies are in 15%-25% of all cases or 
elderly demented patients. The use of neuroleptics in patients with DLB should be 
carefully considered due to characteristic neuroleptic sensitivity. (Pg. 9) A component 
ofthe (MMSE) is mood. (Pg. 18) Divalproex is recommended first line (long-term 
treatment) for agitation associated with mild anger, without aggression. Divalproex is 
recommended first-line (long-term treatment) for agitation associated with severe anger 
with aggression. (Pg. 41) Divalproex is recommended alternative treatment (long-term 
treatment) for agitation associated with psychosis. (Pg. 43) Divalproex is recommended 
first line treatment (Acute & Long-term treatment) for 11 Sundowning". (Pg. 44) 
Divalproex is considered adjunctive therapy for antipsychotics, conventional or atypical 
and benzodiazapines. (Pg.48) Also, it is recommended that 3-6 weeks be a reasonable 
period of time to assess the efficacy or Divalproex. (Pg. 48) In addition, the algorithm 
on page 49 illustrates this same information. The dosing guidelines recommends 
Divalproex starting at 125mg bid every 3-5 days to a maximum dose of750-2000 
mg/day. (Pg. 50) Side effect profile ofDivalproex and other medications can be 
reviewed. (Pg. 51-52) Available dosage forms are listed for Divalproex and can be 
reviewed. (Pg. 52-53) Divalproex and the common drug interactions are listed for 
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review. (Pg. 58) Also, there is a good glossary of terms and explanation of currently used 
behavioral rating scales listed in the back of the guide. (Pg. 59-79) 

Discussion: This is an excellent resource that can be used to provide credit for 
physicians and pharmacists who are looking for additional continuing education credits. 
Also, there is some useful information that can offer guidance for clinicians on their use 
of pharmacotherapy to treat agitation and aggression in dementia. 
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QUIZ 

A Pocket Guide To Dementia And Associated Behavioral Symptoms: 
Diagnosis Assessment And Management. First Edition 

1. T or F This Pocket Guide offers continuing education to nurses. 

2. Tor F Alzheimer's disease is the major cause of dementia 

3. The use ofneuroleptics should be used (especially) careful with which type of 
dementia 

a. LewyBody 
b. Alzheimer' disease 
c. Vascular dementia 
d. None of the above 

4. T or F a Clock drawing tests can be used to determine the level of cognitive 
impairment in dementia patients 

5. T or F during stage 5 of AD a patient is thought to be in a moderate stage of 
Alzheimer's disease 

6. Divalproex is recommended for all of the following except. 

a. Alternative therapy (Long Term) for agitation associated with psychosis 
b. First line (Long Term) for insomnia and agitation 
c. First line (Acute) for "Sundowning" 
d. All of the above 

7. Divalproex is recommended for a trial of how long to measure response to 
medication 

a. 1-2 weeks 
b. 2-4 weeks 
c. 3 months 
d. None ofthe above 

8. Dosing ranges for Divalproex is recommended at 
a. 500-1500 mg/day 
b. 600-1725 mg/day 
c. 125-500 mg/day 
d. None ofthe above 
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9. T or F weight gain is not listed as a side effect of Divalproex 

10. Valproic Acid levels may be increased when administered with whichofthe 
following drugs 

a. Phenytoin 
b. Heparin 
c. Barbiturates 
d. None ofthe above 

11. A false idea, sometimes originating in misinterpretation, but firmly believed and 
strongly maintained in spite of obvious proof or evidence to the contrary is know 
as 

a. Delusion 
b. Dementia 
c. Delirium 
d. None of the above 

12. HCF A interpretive guidelines section entitled "Antipsychotic Drug Dosage 
Levels" is known as 

a. Tag 329 
b. Tag b52 
c. Tag F330 
d. None of the above 

13 . Antipsychotics should not be used if the patient (only) exhibits which of the 
following symptoms 

a. Uncooperativeness 
b. Restlessness 
c. Depression (without psychosis) 
d. All of the above 

14. Tor F Gabapentin is recommended as Alternative therapy (Long Term) for 
agitation associated with mild anger, without aggression. 

15. Tor F MMSE Mini-Mental Status Exams are given to determine the patients 
cognitive function 
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Top Line Review 
Reviewed by: .....__ ____ __, 

Title: The Role of Mood Stabilizers in Treating Agitation: A Continuing Education 
Activity for Physician's, Pharmacists and Registered Nurses. A Case Study Video And 
Reference Guide 

Authors: Larry Tune, MD, Lori Daiello, PharmD, Kay Lloyd, RNC, BSN, Andrew 
Weinberg, MD, CMD, F ACP 

Publication: ABCOMM Inc., Champaign, Illinois 

Funding: Supported by an unrestricted educational grant from Abbott Laboratories. 

CME: 2 hours of category 1 credit towards the AMA Physician's Recognition Award. 2 
Contact hours (0.2 CEU's) for pharmacists and 1.3 contact hours for nursing. 

Target Audience: Physician's, pharmacists and nurses who would like more infonnation 
and continuing education of the role of mood stabilizers in treating agitation. 

Purpose and Objectives: To describe the symptomology and evaluation of agitated and 
aggressive behaviors in dementia. Also, discuss non-pharmacological interventions-as 
well as the role of mood stabilizers in for the treatment of agitation and aggression-in 
dementia. 

Context: The case studies in the accompanying video demonstrate that memory ahd 
judgment become increasingly impaired as individuals transition from mild to moderate 
arid severe dementia, and thus exhibit more behavioral anci psychiatric symptoms, 
specifically agitation and aggression. (Pg. 5) Table 1 on page 7 gives a nice illustration 
of a clinical assessment of agitation while Table 3 on page 9 gets more specific about 
defining behavioral management. It is helpful to classify behavioral and psychiatric 
symptoms associated with dementia (psychosis, mania/mood features, anxiety) (Pg. 1 0) 
Anticonvulsants are an option for "nonspecific" agitation and agitation presenting with 
affective features. (Pg. 1 0) Further, it is important to remember than disorders such as 
depression and psychosis may coexist, warranting combination therapy. (Pg. 1 0) There 
is also an in depth technical analysis of the neuropotective effects of mood stabilizers 
such as divalproex. (Pg. 10) The use of antipsychotic drugs to treat anxiety, restlessness, 
or even agitation, in the absence of psychotic features, is no longer considered 
appropriate, (Pg. 11) Currently, the OBRA guidelines do not mandate dosage guidelines 
or dose reductions for mood stabilizers in the treatment dementia-related behavior 
symptoms. (Pg. 11) Table 4 on page 12 and 13 shows where mood stabilizers are 
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recommended. Table 5 on page 14 and 15 discusses the dosage, formulation, and adverse 
effects of divalproex as-well-as other medications used to treat behavior. In the case of 
divalproex, federal nursing home guidelines do not require serum drug level monitoring. 
However, obtaining a serum valproate level may be helpful if a significant change in a 
resident's behavior or if clinical symptoms, such as excessive bruising, are observed. 
(Pg. 16) Table 6 on page 17 discusses the potential drug interactions of divalproex and 
other medications used to treat behavior. (Pg. 17) 

Discussion: The reference guide to the video would be an excellent tool for selling an in­
service or viewing for participants wanting additional information or continuing 
education ofthe role of mood stabilizers in treating dementia. However, I think viewing 
the video, in part or in totality, offers a much better educational benefit. Furthermore, Dr. 
Tune, Dr. Weinberg and Lori Daiello all share their clinical experience using divalproex 
sodium to treat behavioral problems in dementia patients. Also, it is beneficial to see the 
case studies and listen to the dialogue that goes on between the clinicians. 
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QUIZ 

The Role of Mood Stabilizers in Treating Agitation: A Continuing Education 
Activity for Physician's, Pharmacists and Registered Nurses. A Case Study Video 
And Reference Guide. 

1. Each year the treatment costs for dementia in the U.S. alone are? 
a. $1 00 billion 
b. $100 million 
c. $500 million 
d. None ofthe above 

2. Tor F This program is designed to assess behavioral and psychological symptoms 
in patients with dementia and discuss treatment of agitation and aggression in the 
long-term care setting. 

3. Which of the following is a pmi of the health care tean1. 

a. Physicians 
b. Pharmacists 
c. Family 
d. All of the above 

4. T or F Sleep assessment is pati of the clinical assessment of agitation. 

5. Tor F Cholinesterase inhibitors may be effective in treating behavioral and 
psychiatric symptoms 

6. Tor F. OBRA guidelines mandate the dosage and titration of mood stabilizers 

7. Tor FLori Daiello suggests that you would probably not see LFT values change 
in dementia patients. 

8. Tor FLori Daiello recommends that a base line LFT test be taken 

9. What is the dosage range for divalproex recommended by the reference guide 

a. 250-500 mg/day 
b. 750-2000 mg/day 
c. 1000-1500 mg/day 
d. None ofthe above 
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10. Valproate levels may be increased by which ofthe following medications 
a. Aspirin 
b. Felbamate 
c. None ofthe above 
d. All of the above 
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• 

• 

• 

Divalproex Sodium Extended-Release 
(Depakote® ER, Abbott) 
Preferred Extended-Release Divalproex 

WHY DEPAKOTE® ER IS OUR PREFERRED DIVALPROEX OF CHOICE: 

Depakote® ER (extended-release divalproex sodium) is a new formulation of divalproex sodium which is dosed 
once daily. At therapeutic doses, it has been shown to have significantly less somnolence and fewer adverse G.l. 
effects than all other valproate formulations while delivering more stable blood levels. Tolerability of Depakote ER 
is superior to the older products (refer to full prescribing information for specifics- available upon request). 

Current indications of Depakote ER are as follows': 
Monotherapy and adjunctive therapy in complex partial seizures in adults 
Monotherapy and adjunctive therapy in simple and complex absence seizures in adults 
Migraine prophylaxis 

Non-FDA-approved indications of valproic acid and divalproex sodium include agitation and aggression of 
dementia2

-
5

• Depakote delayed-release carries the indication for mania and bipolar disorder. Current studies to 
evaluate the effectiveness of Depakote ER for such indications are ongoing.• 

GERIATRIC USE: 
• The most common use for Depakote ER and Depakote in the elderly is to manage agitation and aggression 

secondary to dementia. Consideration should be given to the effects of reduced protein binding in the elderly. 
This can result in an increase in the free fraction in plasma. 

• Dosing for behaviors in dementia is different from that used for acute manic episodes or seizures. For 
behaviors, the best approach is to start low and go slow. As with all valproate formulations, Depakote ER dose 
should be individualized based on patient response. 

• Extended release tablets should be swallowed whole and not crushed, cut or split. For nursing home 
residents who cannot swallow well or who use a PEG tube, consideration can be given to using Depakote 
Sprinkle caps. 

EQUIVALENT ORAL DOSING GUIDELINES: The average bioavailability of Depakote ER given once-daily 
(fasting or before meals) was 81-89% relative to original Depakote delayed-release tabs given BID on a mg for mg 
basis. Dosing adjustments may be required when switching patients from original Depakote delayed-release 
tablets to Depakote ER. Such conversions are handled differently for patients with behaviors of dementia vs. 
control of seizures, mania, bipolar, or migraine prophylaxis. Dosing for behaviors is generally based on patient 
response rather than blood level, making a mg for mg conversion less important than providing a dose which 
improves the resident's functional status. 

INDICATION 

Agitation and Aggression 
2na to Dementia . 

Prescril:u:!d.Drug:· - ril • Depakote Extended-Release 
De~akote® - _ 7 (Depakote ER) given once daily 

,. 

375 500 
.. · .. 
500 500 
625 750 
750 750 
... -

875 -.- 1000 

RevOl-03 
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• 

• 

Divalproex Sodium Extended-Release 
(Depakote® ER, Abbott) 
Preferred Extended-Release Divalproex 

CONVERSION WHEN USED FOR SEIZURE DISORDERS: 
Depakote ER carries an indication for monotherapy and adjunctive therapy in complex partial seizures in adults 
and monotherapy and adjunctive therapy in simple and complex absence seizures in adults. 

In clinical practice, some epilepsy patients will be converted from Depakote DR to Depakote ER. 
supports this conversion provided that stable patients (i.e. those without seizure for 6 months) are·~e=v=al'~u=atea first 
for stable plasma valproic acid levels. Then with that baseline level, a corresponding dose of Depakote ER can be 
selected, with a repeat plasma level in one to two weeks and adjusting the Depakote-ER regimen based on the 
follow-up lab data. 

_Prescribe~ Drug: ~·- _ ••• ~ Depakote Exten~ed-Release . 
INDICATION Depakote® _- - .. :: (Depakote ER) g1ven once da1ly 

·z ·;;;- ;,-~~ ~~-5;~~ o~. -:_"' c . if< I< /';. _ -.· :c.;< ·· .I _! ' > • ' .-c:-ci._' cc·· · .· < 

Seizure Disorders'·7
• • -- -1000 mg 1250 mg 

(monotherapy or adjunctive) · - · • -

Migraine Prophylaxis 

DOSAGE FORMS 

:1250--1375 . . 

1500..:1625 

1750. 
1875-2000 
2125•2250 

.· 2500-2750 
2875~ 

·• 3000-3125 

. 250mg BID, titrate as nee~ed 
up to500mgBID 

Depakote ER is available in 250mg and 500mg tablets. 

Supporting References: 
1. Depakote ER P.l. Abbot Laboratories. North Chicago, IL. Rev 06.2002. 
2. Clinical Pharmacology 2000 v.2.0.6. Electronic version. Accessed 01.2003 

1500 
1750 
2000 
2250 
2500 
2750 
3000 
3250 
3500 

250 - 500mg once daily x 1 week 
minimum, thereafter titrating to 

1 OOOmg once daily if needed. 

3. Lackner TE. Strategies for Optimizing Antiepileptic Drug Therapy in Elderly People. Pharmacotherapy. 2002;22(3}:329-364. 
4. Gardner ME, Ditmanson LF, Garrett RW, Slack M. Effectiveness of Divalproex Sodium in Severe Dementia-Related Aggression. The 

Consultant Pharmacist. 2001 ;16(9):839-843. 
5. Alexopoulos GS et al (eds.) The Expert Consensus Guideline Series: Agitation in Older Persons with Dementia. A Postgraduate 

Medicine Special Report. April 1998. McGraw-Hill. 
6. Centorrino F, Kelleher JP, Berry JM, et al. A Pilot Study of Extended Release Divalproex Sodium Switch from Standard Formulation of 

Divalproex Sodium in Maintenance Treatment of Bipolar Disorder and Schizoaffective Disorder, Bipolar Type. Paper presented at 42nd 
Annual New Clinical Drug Evaluation Unit (NCDEU) Meeting. Boca Raton, FL: 2002 June 10-13. 

7. Uthman BM, Biton V, Dutta S, et al. Comparison of the Bioavailability of a Depakote Extended-Release Formulation Relative to the 
Depakote Delayed-Release Tablet Formulation in Adult Patients with Epilepsy on the Depakote Delayed-Release Tablet Formulation 
and an Enzyme-Inducing Antiepileptic Drug. Information on file at Abbott Laboratories. 

©Copyright 2003 J ALL RIGHTS RESERVED Page 2 Rev 01-03 
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Divalproex Sodium Extended-Release 
(Depakote® ER, Abbott) 
Preferred Extended-Release Divalproex 
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Divalproex Sodium Use in the Elderly: 
A New Formulation Offers New Opportunities 

The use of anticonvulsant medica­
tions for a variety of indications is 

commonplace in nursing facilities. 
Dh·alproex sodium is used for 
migraine headaches, bipolar disease, 
and behavioral disorders associated 
with head trauma, mental retardation, 
and dementia. It also is used for the 
management of seizures. The new for­
mulation of divalproex (Depakote ER) 
may offer some new opportunities for 
use in nursing facility residents. 

The average long-term care facility 
resident (patient) of today is often 
sicker, receives more medication, and 
is more prone to manifesting medica­
tion side effects and interactions. 
Comorbidities such as Parkinson's dis­
ease, seizure disorders, and variant 
forms of dementia such as Lewy body 
dementia are common. These comor­
bidities affect on drug selection and 
increase the risk of serious side effects 
from commonly prescribed medica­
tions for behavioral symptoms~ Side 
e!Tects may include worsening of 
motor function, increased seizure 
rate, and falls. 

Antipsychotics remain the preferred 
agents for the treatment of the symp­
toms of psychosis including hallucina­
tions, harmful delusions, and para­
noia. However, antipsychotics do not 
appear to offer significant advantages 
01·er div.alproex sodium when treating 
mood disorders, including those asso­
ciated with abnormal aggression and 
idiopathic agitation. The case series by 
Goldberg reported a 54% "much or 
more improved" Global Rating Scale, 
ll'ith an additional 18% "minimal 
improved" level of behavior in 22 
elderly demented residents who failed 
to respond to eight weeks of 2 mg to 

4 mg of risperidone. 1 The divalproex 
sodium dose was typical for such stud­
ies and ranged between 375 mg to 
1,500 mg per day, with a mean serum 
level of 67.2 gl mL. The author also 
noted the subsequent reduction of 
other prescribed psychoactive medica­
tions, including trazodone, anticonvul­
sants, benzodiazepines, and antipsy­
chotics. Although the results ·are obser­
vational, the results may have implica­
tions for addressing the issue of poly­
pharmacy and for reducing the time 
for nurses to administer medication. 

Although anti psychotics remain. 
effective medications for the treat­
ment of psychotic and possibly other 
symptoms of dementia, there are 
growing concerns over potential 
adverse effects. Concerns exist over 
the impact of antipsychotics on move­
ment disorders, sedation, orthostatic 
hypotension, and control of blood glu­
cose. Recently, preliminary analyses 
suggest the potential of atypical 
antipsychotics to increase the inci­
dence of cerebrovascular adverse 
events (i.e., transient ischemic attacks 
and strokes). It is important to note 
that the clinical significance of these 
observations is hotly debated. These 
concerns have increased interest.in 
alternative drug therapies with differ­
ent safety profiles for treating behav­
ioral and psychological symptoms of . 
dementia. 

One such class of medications is the 
mood stabilizers (e.g., carbamaz~pine, 
divalproex, gabapentin). Although 
mood stabilizers such as divalproex 
sodium have significant side effect 
profiles, clinicians have had time to 
develop effective dosing and monitor­
ing strategies to minimize their occur-

renee and clinical impact. A recent 
double-blind, randomized, multicen­
ter study reported the experience of 
divalproex sodium as an adjuvant with 
risperidone and olanzapine in the 
treatment of schizophrenic patients. l 
These results suggest a possible addi­
tional benefit in the elderly demented 
resident who does not optimally 
respond to antipsychotics alone. The 
improvement in symptom control mav 
also provide an opportunity to reduc; 
antipsychotic dosages. 

Valproic acid, as an immediate­
release, short-acting compound has 
seen limited use because its frequent 
dosage administration schedule and - ·­
frequently occurring side effects of 
nausea, somnolence, and weight gain. 
These troublesome side effects appear 
to be associated with the more fre­
quent peaks in the serum levels inher­
ent in the shorter-duration valproic 
acid. Sedation in the elderly may 
increase the risk of falls and interfere 
with the normal activities of daily liY­
ing (ADLs). Gastrointestinal upset, 
nausea, and vomiting may lead to the 
use of additional gastrointestional 
medications for symptomatic relief. 
Although not life-threatening, these 
side effects can lead to reduced com­
pliance, diminished efficacy, and/ or 
reduced quality of life for the patient. 

Because of wide variation in serum 
level peaks and valleys with valproic 
acid, interpretation and timing of 
serum level·samples is more difficult. 
In this respect, once-a-day Depakote 
:ER, with its steady, flat serum level 
curve, has an advantage over valproic 
acid and the 12-hour Depakote or 
Depakote Sprinkle, with their two 
peaks per day. Side effects such as sam-
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nolence, nausea, vomiting, and weight The complexity with later conver- TABLE 1 • DOSE CONVERSION 
gain are associated with the peaks of sian, especially in seizure patients, is FROM DEPAKOTE TO DEPAKOTE ER 
the serum levels and is significantly compounded by the lack of bioequiva-
lessened when using Depakote ER. lence between the two products. The Depakote 

Valproic acid's frequent dosing also bioequivalence issue results from an Total Daily Depakote 
increases the time needed for nurses 11% to 19% lower serum level of val- Dose (mg) ER (mg) 
to administer the drug and the oppor- proic acid associated with Depakote 
tunities for medication errors. ER than with Depakote. Although this 500-625 750 
Divalpoex sodium was developed in difference is likely to be clinically 

750-875 1000 part to reduce the number of daily insignificant when Depakote ER is 

I doses, thus improving compliance and used to control mood or behavior, it 1000-1125 1250 
I reducing side effects and medication should be taken into account when 

' 
administration time. By comparing the· converting from Depakote tablets 1250- 1375 1500 

• package insert data, this sustained- to Depakote ER in a seizure patient. 1500-1625 1750 
release formulation resulted in about A dosing conversion table is shown 

I a 50% reduction in GI and central in Table 1. 1750 2000 

I nervous system side effects. The tablet The degree of difference in serum 1875-2000 2250 

i offers twice-a-day or every 12-hour levels is related to administration of 
j closing. Depakote also is available as Depakote ER with food. Depakote 2125-2250 2500 
I 

Depakote Sprinkles, a sustained ER, under fasting and non-fasting con- 2375 2750 
release product for twice-a-day or ditions, given once daily produced an 

2500-2750 3000 e1·ery 1 2-hour dosing. The Sprinkle average bioavailability of 85% relative 
capsule can be opened for use by resi- to an equal total daily dose of 2875 3250 
dents who cannot swallow or have Depakote tablets given bid. 3 

feeding tubes. The introduction of a lower 3000-3125 3500 

Depakote ER 500 mg was originally strength of Depakote ER (250 mg) 
Adapted from reference 3. 

released with an indication for treat- permitted the more gradual dosage 
ment of migraine headaches. The low titration recommended in the elderly 
incidence of side effects plus once-a-day with seizures or mo.od/behavior dis- There is no information from well-
dosing of 500 mg to 1,000 mg proved turbances. Based on clinical experi- .designed clinical trials to suggest a tar-
effective and well tolerated by migraine ence, the maintenance dose for con- get serum concentration range for 
headache sufferers. 1 Recent-ly, trol of behaviors in most elderly resi- divalproex in the treatment of behav-

m " Depakote ER was released in 250 mg dents will be between 500 mg and ioral symptoms in patients with ~ 
strength, with an additional indication 1500 mg Depakote ER at bedtime. dementia. The valproic acid level asso- I for use in seizure disorders. When only For the frail elderly, Depakote ER 250 dated with control of behavior, howev-
the 500-mg strength was available, the mg administered at bedtime is the rec- er, is thought to be less than that 
recommended gradual titration used in _ ommended starting dose, with an required for seizure management. ~ 
the elderly with behavioral disorders increase of 250 mg every five to seven Seizure therapeutic ranges on laborato- ~ 

~ 
had to be carried out with Depakote days, based. on response and presence ry reports may actually be misinter-
tablets or Sprinkle, followed by a subse- of side effects. In less-frail elderly preted as those required for behavior 
quent conversion to Depakote ER. patients, a starting dose of 500 mg at control by clinicians and state survey-

i 
Gradual titration is important in the bedtime may be appropriate, increas- ors alike. Serum levels are useful to 

I elderly to limit the incidence of somno- ing the dose every five to seven days rule out high levels as a cause of toxici-
t lcnce and other side effects. by 250 mg at bedtime. ty and to help investigate reasons for 
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lack of benefit with normal dosage 
schedules. In the latter case, serum 
levels may detect noncompliance, drug 
interactions, and other causes of unex­
pected outcomes. For patients with 
dementia, the American Psychiatric 
Association recommends gradual dose 
increases based on behavioral response 
and side effects or until blood levels 
reach 50 mcg/mL to 60 mcg/ml for 
valproate'. 

Divalproex sodium and valproic acid 
carry additional side effect risks includ­
ing thrombocytopenia. Although the 
risk for significant thrombocytopenia 
(<90,000/mm1

) is small and often 
transient, a baseline complete blood 
count with a repeat count in four 
weeks to eight weeks is recommended 
when initiating therapy. Small decreases 
in platelet counts need to be assessed 
for the possibility of a dilutional effect, 
The risk of hepatotoxicity is seen most 
commonly in children less than two 
years of age with mental retardation 
and receiving multiple anticonvulsants. 
ln oltkr adults, the risk of hepatotoxic­
ity is I per 1 18,000. 1 A baseline liver 
function panel, with a repeat in four 
weeks, is recommended. Subsequent 
li\'er function studies are ordered based 
on these preliminary findings or at six­
month intervals. A suggested approach 
is to follow alanine aminotransferase 
(ALT) and intensify monitoring if the 
ALT rises more than three times the 
baseline. Ammonia levels are typically 
not obtained since false positives are 
common and liver function studies 
would need to be obtained to verify the 
clinical importance of an elevated 
ammonia level. · 

Divalproex sodium-induced tremors 
are associated with higher doses than 

commonly used to treat behavioral 
disturbances. Tremors, in my experi­
ence, if they occur, can usually be con­
trolled with a beta-blocker, such as 
propranolol. Hemorrhagic pancreatitis 
was identified as a rare, but potentially 
serious, side effect at the time of the 
original submission to the Food and 
Drug Administration in 1985. Two 
cases occurred in the study population 
of 2, 416 for an incidence rate of 
< 1%. The side effect can occur up to 
two years into therapy and can be life 
threatening. The unpredictability and 
rarity of the side effect makes random 
amylase levels cost-ineffective. 
Amylase levels should be obtained 
when pancreatitis is suspected or 
when the gastrointestinal symptoms 
of pancreatitis, which are quite severe,. 
are observed. 

Divalproex sodium also.has been 
widely accepted for treating a broad 
range of seizure disorders. Although 
the recommendation to convert 
seizure residents with newly diag­
nosed behavioral symptoms from their 
existing anticonvulsant therapy (i.e., 
phenytoin, carbamazepine, etc.) to 
Depakote ER would seem justified,· 
in practice it is often challenging. 
Resistance is more common if the 
seizure disorder is under· control. The 
consultant pharmacist may find 
greater acceptance to a conversion or 
consolidation of therapy if the seizure 
control is not adequate or if the treat­
ment of seizures is just being initiated. 
The consultant pharmacist may need 
to work with the consultant neurolo­
gist, if one is involved in the resident's 
care. In these situations, the consul­
tant pharmacist needs to carefully plan 
for gradual conversion and titration 

780 TH!i CoNSULTANT PHARMACI~T SEPTEMUER 2003 YOL. 18, No.9 

of medication as recommended in the 
package inserts. The pharmacist abo 
should thoroughly screen for drug 
interactions, anticipating and explain­
ing their significance to the prescriber. 
Often the interactions will affect the 
results and interpretation of the anti­
convulsant serum levels. 

In closing, Depakote ER offers an 
alternative medication for the control 
of behaviors commonly associated 
with dementia in the elderly. Mood­
stabilizing agents have been included 
as alternatives to other psychoactive 
medications for the management 
of behavioral and psychological 
symptoms of dementia in several 
published guidelines. These include 
the International Psychogeriatric 
Associations Educational Pack on 
behavioral and psychological symp­
toms of dementia and in the American 
Family Physicians Guidelines for the 
management of dementia (see Table 
2). Its lack of negative effects on 
dopamine and seizure threshold pro­
vides a unique opportunity for the 
drug's use in treating behavioral or 
mood disorders associated with 
Parkinson's disease, Lewy body 
dementia, and in behavioral-problem 
patients with seizure disorders. The 
once-a-day convenience of the dosage 
form combined with the improved 
safety profile makes Depakote ER a 
useful agent for first-line treatment as 
well as complimenting existing thera­
PY for non-psychotic symptoms in 
dementia such as aggression, mania, 
idiopathic agitation, mood disorders, 
and bipolar-disease disease. Its value 
in the co-administration with atypical 
antipsychotics in schizophrenic 
patients suggests a benefit in treating 
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TABLE 2. MoOD•5TABILI%1NG {ANTI•AGITATION) DRUGS IN ALZHEIMER'S DISEASE 

Recommended uses: control of problematic delusions, hallucinations, severe psychomotor agitation, and combativeness; 
useful alternatives to antip.sychotic agents for control of severe agitated, repetitive, and combative behaviors 

General cautions: See comments about specific agents. 

Trazodone 
(Desyrel) 

Initial dosage: 25 mg per day; Maximum: 
200 mg to 400 mg per day in divided doses 

Comments: Use with caution in patients with 
premature ventricular contraction~. 

Carbamazepine 
(Tegretol) 

Initial dosage: 100 mg twice daily; titrate to 
therapeutic blood level (4 meg to 8 meg per mL) 

Comments: Monitor complete blood cell count 
and liver enzyme levels regularly; carbamazepine 
has problematic side effects and drug 
interactions. 

Oivalproex 
sodium 
(Depakote) 

Initial dosage: 125 mg twice daily or 
Depakote ER 250 mg at bedtime; titrate to 
therapeutic blood level ( 40 meg per mL 

Comments: Generally better tolerated than 
other mood stabilizers; monitor liver enzyme 
levels; monitor platelets, prothrombin time, 
and partial thromboplastin time as indicated. to 90 meg per mL) 

.~d>ptcd from Reference 6. 

of those only partially responding to 
antipsychotics or experiencing dose­
related side effects. Opportunities to 
consolidate therapy of co-existing 
disorders with once-a-day therapy 
offers occasion to address the issues 
of polypharmacy and long medication 
pass times while simplifying the drug 
regimen with a relatively low cost, 
well-understood medication. 

Thomas C. Snader, PharmD, FASCP 
Prc;ident TCS Pharmacy Consultants 

He rccel\·cd a publication grant for this article from 

Abbott Laboratories. 

REFERENCES 
I. Goldberg R. The use of adjunctive divalproex for 

'neuroleptic unresponsive behavioral disturbances in 
nursing home residents with dementia. Annals of 
Long-Term Care 1999;7:63-6. 
2. Casey DE, Daniel DG, Wasser AA et al. Effect of 
divalproex combined with olanzapine or rlsperldone 
·in patients with an acute exacerbation of schizophre­
nia. Neuropsychopharmacology 2003 ;28: 182-92. 
3. Depakote package insert, Abbott Laboratories. 
North Chicago, IL. January 2003. 
4. American Psychiatric Association. Practice guide­
line for the treatment of patients with Alzheimer's 
disease and other dementias of late life. May I 997. 
Washington, DC: American Psychiatric Association. 
Available at http:/ /www.psych.org/clin_res/prac_ 

guide.cfm. 
5. Pellock JM, Willmore LJ. A rational guide to rou­
tine blood monitoring in patients receiving 
antiepileptic drugs. Neurology 1991 ;41 :961·4. 
6. Cummings JL, Frank )C. Guidelines for managing 
Alzheimer's disease: part II. Treatment, Am Fam 
Physician 2002;65:2525-34. 

i 
I 
I 
' 
I 

- I -

VOL. 18, No. 9 SEPTEMBER 2003 THE CONSULTANT PHAI\M.KlST 783 



Page 12 of 24

Attachment 12 to Agreed Statement of Facts 
U.S. v. Abbott LaboratoriesCase 1:12-cr-00026-SGW   Document 5-14    Filed 05/07/12   Page 12 of 24   Pageid#: 435

IN PATIENTS RECEIVING 
:cATED THKl' CHILDREN 
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1! BR tablets contain divalproex 
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'L The mechanisms by which 
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Figure! 
Mean Reduction 1n 4-Week 
Migraine Headecbe Rates 

1.2" 

0 Placebo • DepakoteER 

·p:0.006 

"!f:~:f:.cy ofDBPAKarB in reducing the incidence of complex partial seizures (CPS) that occur in isolation or 
in association with other seizure types was established in two controlled trials using DBPAKOJ:B (divalproex 
sodium delayed·release tablets). 
In one, multicliuic, placebo controlled study employing an add·on desi~. (adjunctive ther_apy) usingDBPAKffi!!. 
144 patients who continued to suffer eight ~r more <:PS per 8 weeks durmg an 8 wee~ pen~ o~mono~erapy Wl~ 
doses of ehher carbamazepine or phenytom sufficient to assure plasma concentrations Within the therapeunc 
range' were randomized to receive, in addition to their original antiepilepsy drug (ABD), either DBPAKarB or 
placebo. Randomized patients were to be followed for a total of 16 weeks. The following table presents the 
findings. 

Add-on 
Treqbnpnt 
DEPAKarB 

Placebo 

Adjnnctive Therapy Stndy 
Median Incidence of CPS per 8 Weeks 
Number Baseline 

75 
69 

Incidence 
16.0 
14.5 

,. Reduction from. basetinc statistically signficantly greater for DEPAKm'B than placebo at p SO.OS level. 

Experimental 
Incidence 

89" 
11.5 

Figure 2 presents the proportion of patients (X axis) whose percentage reduction from baseline in complex partial 
seizure rates was atleast as great as that indicated on theY axis in the adjuoctive therapy study. A positive percent 
raduction indicates an hnprovement (i.e., a decrease in seizure frequency), while a negative percent reduction 
indicates worsening. Thus, in a display of this type, the curve for an effective treattnentis shifted to the left of the 
curve for placebo. This figure shows that the proportion of patients achieving any particular level of improvement 
was consistently higher for DBPAKOJ:B than for placebo. For example, 45% of patients treated with DBPAKarB 
had a ~0% raduction in complex partial seizure rate compared to 23% of patients treated with placebo. 

''"' t ,. 

l ~ s 
j NoCbn;t 

i 
" i 

J 
The second study ass.Ssed the capacity of DBPAKOJ:B to reduce the incidence of CPS when administered as the 
sole ABD. The study compared the incidence of CPS among patients randomized to either a high or low dose 
treahnent arm. Patients qualified for entry into the randomized comparison phase of this study only if I) they 
continued to experience 2 or more CPS per 4 weeks during an 8 to 12 week long period of monotherapy with 
adequate doses of an ABD (i.e., phenytoin, carbamazepine, phenobarbital, or primidone) and 2) they made a 
successfullraiisition over a two week interval to DBPAKOTE. Patients entering the randomized phase were then 
brought to their assigned target dose, gradually tapered off their concomitant ABD and followed for an interval as 
long as 22 weeks. Less than 50% of the patients randomized, however, completed the study. In petients converted 
to DEPAKOTE -mon~'era,py, the mean total valproatc concentrations during monotherapy were 71 and 
123 pglmL in the low dose and hi/lh dose groups. respectively. 
The following table presents the findings for all patients randomized who had at least one post·randomization 
assessment 

Treatment 
High dose 

DBPAKOJ:B 
Lovidose 

DBPAKOTB 

Monotherapy Stndy 
Medinn Incidence of CPS per 8 Weeks 

Number Basefine 
ofPatienfs Incidence 

131 13.2 

134 14.2 
* Reduction from baseline statistically significantly greater for higQ dose than low dose at p SQ.05 level. 

Randomized 
Phase Incidence 

10.7* 

!3.8 

Figure 3 presents the proportion of patients (X axis) whose percentage reduction from baseline in complex partial 
seizure rates was at least as great as that indicated on theY axis in the monotherapy study. A positive percent 
reduction indicates an iniprovement (i.e., a decrease in seizure frequency), while a negative percent reduction 
indicates worsening. Tblls, in a display of this type, the curve for a more effective treattnent is shifted to the left 
of the curve for a less effective treahnent This figure shows that the proportion of patients achieving any particular 
level ofraduction was consistently higher for high dose DBPAKOJ:B than for low dose DBPAKarB. For example, 
when switching from carbamazepine, phenytoin, phenobarbital or primidone monolherapy to high dose 
~~~ ~<;?oti_Ierapy. 63% o.f pati:nts ~peri_~:~ 30 change or a reduction in complex partial seizure rates 

THE DATA DESCRIBED BELOW WERE GAINED ALMOST EXCLUSIVELY FROM WOMEN WHO 
RECEIVED VALPROJU'Il TO TRBKf EPILBPSY. THERE ARB MULTIPLE REPORTS IN THE CLINICAL 
LITERATURE W!UCH INDICJUE THAT THE USB OF ANTIBPILBPTIC DRUGS DURING PREGNANCY 
RBSULTSINANINCREASEDINCIDENCEOFB!RTHDBFBCTSINTHEOFFSPRING.ALTHOUGHDA'L\ 
ARB MORE EX1ENSIVB WITH RESPECT TO TRIMETHADIONE, PARAMETHADIONE, PHENYTOIN, 
AND PHENOBARBITAL, REPORTS INDICJUE A POSS!RLE SIMILAR ASSOCIATION WITH THE USB 
OF OTHER ANTIBPILBPTIC DRUGS. THEREFORE, ANTIBPILBPSY DRUGS SHOULD BE 
ADMiNISTERED TO WOMEN OF CHILDBEARING ParBNTIAL ONLY IF THEY ARB CLEARLY 
SHOWN TO BE ESSENTIAL IN THE MANAGEMENT OFTHBIR SBJZURBS. 

THE INCIDENCE OF NEURAL TUBE DEFECTS IN THE FETUS MAY BE INCREASED IN MOTinlRS 
RECEIVING VALPROJU'Il DURING THE FIRST TRIMESTER OF PREGNANCY. THE CENTERS FOR 
DISEASE CONTROL (CDC) HAS ESTIMATED THE RISK OF VALPROIC ACID EXPOSED WOMEN 
HAVING CHILDREN WITH SPINA BIFIDA TO BE APPROXIMATELY 1 TO 2%. 

OTHER CONGENITAL ANOMALIES (BG, CRANIOFACIAL DEFECTS, CARDIOVASCULAR 
MALFORMATIONS AND ANOMALlllS INVOLVING VARIOUS BODY SYSTEMS), COMPATIBLE AND 
INCOMPATIBLE WITH LIFE, HAVE BEEN REPORTED. SUFFiCIENT DA'L\ TO DBTBRMINB THE 
INCIDENCE OF THESE CONGENITAL ANOMALIES IS NOT AVAILABLE. 

THE :IUGHBR INCIDENCE OF CONGENITAL ANOMALIES IN ANTIBPILBPTIC DRUG-TREJUED 
WOMEN WITH SBlZURE DISORDERS CANNOT BE REGARDED AS A CAUSE AND EFFECT 
. RELATIONSiflP. TinlRE ARB INTRINSIC MBTHODOLOGIC PROBLEMS IN OB'WNING ADEQUJUE 
DATA ON DRUG TERATOGENICITY IN HUMANS; GENETIC FACTORS OR THE EPILEPTIC 
CONDffiON ITSELF, MAY BE MORE IMPORTANT THAN DRUG THERAPY IN CONTRIBUTING TO 
CONGENITAL ANOMALlllS. 

PATIENTS TAKING VALPROJU'Il MAY DEVELOP CLOTTING ABNORMALITIES. A PATIENT WHO 
HAD LOW FIBRINOGEN WHEN TAKING MULTIPLE ANTICONVULSANTS INCLUDING VALPROJUE 
GAVE BIRTH TO AN INFANT WITH AFIBRINOGENEMIA WHO SUBSEQUENTLY DIED OF 
HEMORRHAGE. IF VALPROJU'Il IS USED IN PREGNANCY. THE CLOTTING PARAMETERS SHOULD 
BE MONITORED CAREFULLY. 

HBPATICFAILURE,RBSULTINGINTHEDEATHOFANBWBORNANDOFANINFANT,HAVEBEEN 
REPORTED FOLLOWING THE USB OFVALPROATB DURING PREGNANCY. 

Aulmal studies have demonstrated valproate-induced teratogenicity. Increased frequencies of malformations, as 
well as intrauterine growth retardation and death, have been observed in mice, rats, tabbits, and monkeys 
following prenatal exposure to vnlproato. Malformations of the skeletal system are the most common structural 
abnonnallties produced in experimental animals, but neutal tube closure defects have been seen in mice exposed 
to maternal plasn~a valproate concentrations exceeding approximately 230 pglmL (2.3 times the upper limit of the 
human therapeutic range for epilepsy) during susceptible periods of embryonic development Administration of 
an otal dose of 200 mg/kglday or greater (50% of the maximum human daily dose or greater on a mg/m2 basis) 
to pregnant rats during organogenesis produced malformations (skeletal, cardinc, aud urogenital) and growth 
retardation in the offspring. These doses resulted in peak maternal plasma valproate levels of approximately 
340 pglmL or greater (3.4 times the upper limit of the human therapeutic range for epilepsy or greater). Behaviotal 
deficits have been reported in the offspring of rats given a dose of 200 mglkglday throughout most of preguancy. 
An otal dose of 350 mglkglday (approximately 2 times the maximum human daily dose on a mglm2 basis) 
produced skeletal and viseetal malformations in rabbits exposed during organogenesis. Skeletal malformations, 
growth retardation, and death were observed in rhesus monkeys following administration of an otal dose of 
200 mglkglday (equal to the maxinmm human daily dose on a mglm2 basis) during organogenesis. This dose 
resulted in peak maternal plasma valproate levels of approximately 280 pglmL (2.8 times the upper limit of the 
human therapeutic raoge for epilepsy). 

The prescribing physician will wish to weigh the benefits of therapy agsinst the risks in treating or couaseling 
women of childbearing potential. If this drug is used during pregnancy, or if the patient becomes preguant while 
ta!ring this drug, the patient should be apprised of the potential hazard to the fetus. 

Antiepileptlc drugs should not be discontinued abruptly in patients in whom the drug is administerad to prevent 
major seizures because of the sttong possibility of precipitating status epileprlcus with attendant hypoxia and 
threat to life. In individual cases where the severity and frequency of the seizure disorder are such that the removal 
of medication does not pose a serious threat to the patien~ discontinuation of the drug may be considered prior to 
and during pregnancy, although it cannot be said with any confidence that even minor seizures do not pose some 
hazard to the developing embryo or fetus. 

Tests to detect neutal tube and other defects using current accepted procedures should be considered a part of 
routine prenatal care in childbearing women receiving valproate. 

PRECAUTIONS 
Hepatic Dysfnnclion 
See BOXED WARNING, CONTRAINDICATIONS and WARNINGS. 
Pancreatitis 
See BOXED WARNING and WARNINGS. 
Hyperammonemia 

Hyperammonemia bas been reported in association with valproate therapy and may be present despite nomtal 
liver function teats. In patients who develop unexplained lethargy and vomiting or changes in mental status, 
hyperammonemic encephalopathy should be considered and an ammoula level should be measured. If ammonia 
is increased, valproate therapy should be discontinued. Appropriate interventions for treatment of 
hyperammonemia shoold be initiated, and such patients should uodergo investigation for uoderlying urea cycle 
disorders (see CONTRAINDICATIONS and WARNINGS- Urea Cycle Disorders). 

Asymptomatic elevations of ammonia are more conunon and when presen~ require close monitoring of plasma 
ammonia levels. If the elevation persists, discontinuation of valproate therapy should be considered. 
General 
Because of reports of thrombocytopenia (see WABNINGS), inhibition of the secondary phase of platelet 
aggregation, aud abnomtal coagulation parameters, (e.g., low fibrinogen), platelet counts and coagulation tests are 
recommended before initiating therapy and at periodic intervals. It is recommended that patients receiving 
DEPAKarB he monitored for platelet count and coagulation parameters prior to planned surgery. In a clinical trial 
of DEPAKOTB as monotherapy in patients with epilepsy, 34/126 patients (27%) receiving approximately 
50 mg/kg/daY on average, had at least oue value of platelets S 75 x !09/L. Approximately half of these patients 
bad treattnent discontinued, with retum of platelet counts to nonnal. In the remaining patients, platelet counts 
nonnalized with continued treannenl In this study, the probability of thrombocytopenia appeared to increase 
significantly at total va!proate concentrations of<!: 110 pg/mL (females) or<!: 135 pglmL (males). Evidence of 
hemorrhage, bruising, or a disorder of hemostasis/coagulation is an indication for reduction of the dosage or 
withdrawal of therapy. 

Since DBPAKOTE may interact with concurrently administerad drugs which are capable of enzyme induction, 
periodic plasma concentration determinstions of valproate and concomitant drugs are recommended during the 
early course of therapy where clinically appropriate (see PRECAUTIONS ·Drug Interactions). 
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1mmwram 
Nervous System 

Somnolence 
Other 

7'/b 

7% 

5% 

2% 

Infection 15% 14% 
~~:U~~~:C::~::=~thnnS%ofDEPAKOTEBR·!ren!edpatientsandatagrea!eriocidcnceforplacebothanfor 

The following additional adverse events were reported by greater than I% but not more than 5% ofDEPAKOIE 
ER-treated patients and with a greater incidence than placebo in the placebo-controlled clinical trial for migrelne 
prophylaxis: 

Body as a Wbo!e· Accidental injury, viral infection. 
Digestiye Svstem· Increased appetite, tooth disorder. 
Metabolic and Nutritional Disorders· Edema, weight gain. 
Nervous System: Abnormal gait, dizziness, hypertonia, insomnia. nervousness, tremor, vertigo. 
Respirntory System: Phuryngitis, rhinitis. 
Skin and Appendaw· Rash. 
SJecjaJ Senses· Tinnitus. 

:rable 2 includes those adverse events reported for patients in the placebo-controlled trials where the incidence rate 
m the DEPAK<JI'E..treated group was greater than 5% and was greater than that for placebo patients. 

Table2 
Adverse Events Reported by >5% orDEPAKOTE-'freated Patients 

During Migraine Plncebo-Controlled Trials with a Grenier Incidence than Patients Taking Placebo! 
Body System Depnkote Placebo 

Event (N=202) (N=81) 
Gastrointestlnnl System 

Nausea 31% 10% 
Dyspepsia 13% 9% 
Diarrhea 12'Jb ?% 

Vomiting 11% 1% 
Abdominal Pain 9% 4% 
Increased Appetite 6% 4% 

Nervous System 
Asthenin 20% 9% 
Somnolence 17% 5% 
Dizziness 12% 6% 
Tremor 9% 0% 

Other 
Weight Gain 
Back Pain 
Alo ecia 

8% 
8% 
7% 

2% 
6% 
1% 

I The following adverse events occurred in greater than S% ofDEPAKOTB ·treated pati~ts and at a. greater incidence for placebo than for 
DEPAKOI'E: flu syndrome and pharyngitis. 
The following additional adverse events not referred to above were reported by greater than I% but not more than 
5% of DEPAKOIE-treated patients and with a greater incidence than placebo in the placebo-controlled clinical 
trials: 

Body as a Whole· Chest pain. 
Cardioyascular System: Vasodilatation. 
Digestive System· Constipation, dry mouth, flatulence, stomatitis. 
Hemic and I..ymphatic System: Ecchymosis. 
Metnbo!ic and Nytrj\jQDnl Disorders: Peripheral edema. 
Mosculoske)etal System: Leg cramps. 
Nervous System: Abnormal dreams, confusion, paresthesia, speech disorder, thinking abnormalities. 
Re!!piratocy System: Dyspnea, sinusitis. 
Sldn ond Appendages: Pruritus. 
Uroaenitnl SVstem: Metrorrhagia. 

EPilepsy 
Based on a placebo-controlled trial of adjunctive therapy for treatment of complex partial seizures, DEPAKOIE 
was generally well tolerated with most adverse events rated as mild to moderate in severity. Intolerance was the 
primury reason for discootinuation in tbe DEPAK<JI'E..treated patients (6%), compared to I% of placebo-treated 
patients. · 

Table 3 lists treatment-emergent adverse events which WOie reported by a5% of DEPAK<JI'E..treated patients 
and for which the incidence was greater than in tbe placebo gmup, in the placebo-controlled trial of adjunctive 
therapy for treatment of complex partial seizures. Since patients were also treated with other antiepilepsy drugs, 
it is not possible, in most cases, to determine whether the following adverse events can be ascribed to DEPAKOIE 
alone, or the combination of DEPAKOIE and other anti epilepsy drugs. 

Tab!e3 
Adverse Events Reported by;,; 5% of Patients 'freated 

with DEPAKOTE During Placebo-Controlled 
'Iiilll of Adjnnctlve TherspY for Complex Partilll Seizures 

Bndy System/Event Depnkote (%) Placebo (%) 
(n=77) (n=70) 

Body as a Whole 
Hendache 31 21 
Asthenia 27 7 
Fever 6 4 

Gastrointestinnl System 
Nausea 48 14 
Vomiting 27 7 
Abdominal Pain 23 6 
Diorrhea 13 6 
Anorexia 12 0 
Dyspepsia 8 4 
Constipation 5 I 

Nervous System 
II 

Somnol~· 27 
Tremor 25 6 
Di2zili" , 25 13 
Diplopia · 16 9 
Amblyopiollllurred Vision 12 9 

-• .,. .,. ·-• ------r-·--• ........ ..-.. t"-.'"'""""'..._.,.._:1 VJ. YUlV111Uil¥".LW11.oUUUIUU1ltUtlWJ.lUC 

(mcluding ileostomy or colostomy) gastrointestinal disorders with shortened GI transit times, there have been 
postmarketing Ieports ofDEPAKOIE ER tablets in the stool. 
~ Sedative effects have occurred in patients receiving valproate alone but occur most often in 

patients receiving combination therapy. Sedation usually abates upon reduction of other antiepileptic medication. 
Tremor (may be dose-related), hallucinations, ataxia, headache, nystagmus, diplopia, asterixis, 'spots before 
e~es", dysarthria. dizziness, confusion, hypesthesi~ vertigo, incoordination, and parkinsonism have been reported 
With tbe use ofvalproate. Rare cases of coma have occurred in patients receiving valproate alone or in conjunction 
with phenobarbital. In rare instances enCjlphalopatby with or without fever bas developed shortly after the 
introduction of valproate monotherapy without evidence of hepatic dysfunction or inappropriately high plasma 

en clesc:ribc:d lilllowing drug withdrawal, there have been fatalities in 
aihy, particularly in patients with underlying urea cycle disorers (see 
PRECAUTIONS). 

Several reports have noted reversible cerebnal atrophy and dementia in association with valproate therapy. 
~Transient hair loss, skin rash, photosensitivity, generalized pruritus, erythema multiforme, and 

Stevens-Johnson syndrome. Rare cases of toxic epidermal necrolysis have been reported incloding a fatal case in 
a 6 month old infant taking valproate and sevenal other concomitant medications. An additional case of toxic 
epidermal necrosis resulting in death was reported in a 35 year old patient with AIDS taking several concomitant 
medications and with a history of multiple cutanebus drug reactions. 
~ Emotional upse~ depression, psychosis, aggression, hyperactivity, hostility, and behavional 

deterioration. 
Mosculoskele!al; Weakness. 
~ Thrombocytopenia and Inhibition of the secondary phase of platelet aggregation may be 

reflected in altered bleeding time, petechiae, bmising, hematoma formation, epistaxis, and frank hemonhage 
(see PRECAUTIONS • General and Drug Interactions). Relative lymphocytosis, macrocytosis, 
hypofibtinogenemia, lenkopenia, eosinopbilia, anemia including macrocytic with or without folate deficiency, 
bone marrow suppression, pancytopenia, aplastic anemia, and acute intermittent pmphyria. 
~Minor elevations of transantiuases (eg, SGOT and SGPT) and LDH are frequent and appear to be 

dose-Ielated Occasionally, laboratory test results include increases in serum bilirubin and abnormal changes in 
QlQI;I' 11VCI' IUnCtiUn ta!Uio ~U~tl :n;;;:swtD DUIJ'l"'ll"'-\ }NKii.LUCI.U1 I'IWlUUI'I uc;patU\UA.l\11\} \0..,. "'fT~,zl.,voJo 

~ Irregular menses, secondary amenorrhea, breast elllargemen~ galactonhea, and parotid gland 
swelling. Abnormal thyroid function tests (see PRECAUTIONS). 

There have been rare spontaneous reports of polycystic ovary disease. A cause and effect relationship has not 
been established. 
~Acute pancreatitis including fatalities (see WARNINGS). 
~ Hyperammonemia (see PRECAUTIONS), hyponatremia, and inappropriateADH secretion. 
There have been rare reports of Fan coni's syndrome occurring chiefly in children. 
Decreased camitine concentretions have been reported although the clinical relevance is undetemtiued. 
Hyperglycinemia bas occunted and was associated with a fatal outcome in a patient with preexistent 

nonketotic hyperglycinemia. 
Genjtourinazy; Enuresis and urinary tract infec~on. 
Spedal Sepses: Hearing loss, either reversible or irreversible, has been reported; however, a cause and effect 

relationship has not been established. Ear pain has also been reported. 
Q!hm:;Anaphylaxis, edema of the extremities, lupus erytbematosos, bone pain, cough increased, pneumonia, 

otitis media, bradycardia. cutaneous vasculitis, and fever. 

OVERDOSAGE 
Overdosage with vaiproate may Iesult in somnolence, heart block, and deep coma. Fatalities have been reported; 
however patients have recovered from valproate levels as high as 2120 pglmL. 

In overdose situations, the fraction of drug not bound to pmtein is high and hemodialysis or tandem 
hemodialysis plus hemoperfusion may result in significant removal of drug. The benefit of gastric lavage or emesis 
will vary with tbe time since ingestion. General supportive measures should be applied with particular attention 
to the maintenance of adequate urinary output. 

Naloxone has been 10ported to 10verse the CNS depressant effects of valproate overdosage. Because naloxone 
could theoretically also reverse the anti epileptic effects ofvalproate, it should be used with caution in patients with 
epilepsy. 

DOSAGE AND ADMINISTRATION 
DEPAKOIE ER is an extended-release product intended for once-a-day onal administretion. DEPAKOIE ER 
tablets should be swallowed whole and should not be crushed or chewed, 
Migraine 
The recommended stsrting dose is 500 mg once daily for I week, thereafter increasing to 1000 mg once daily. 
Although doses other !ban 1000 mg once daily of DEPAKOTE ER have not been evaluated in patients with 
migraine, the effective dose range ofDEPAKOIE (divalproex sodium delayed-release tablets) in these patients is 
5()()..1000 mglday. As with other valproate products, doses of DEPAKOIE ER should be individualized and dose 
adjustment may be necessary. If a patient requires smaller dose adjustreents than that available with DEPAKOIE 
ER, DEPAKOIE should be used instead. 
Epilepsy 
DEPAKOIE ER is indicated as monotherapy and adjunctive therapy in complex partial seizures in adult patients, 
and in simple and complex absence seizures in adult patients. As tbe DEPAKOTE ER dosage is titmted upward, 
concentretions of phenobarbital, carbamazepine, and/or phenytoin may be affected (see PRECAUTIONS"" Drug 
Interactions). 
Complex Partial Seizures for adult pa/Wnls: 
Monothe1'ljjly l!njtlal Theropyl ; DEPAKOIE ER has not been systematically studied as initial therapy. Patients 
should initiate tberspy at 10 to 15 mglkg/day. The dosage should be increased by 5 to 10 mglkglweek to achieve 
optimal clinical response. Ordinarily, optimal clinical response is achieved at daily doses below 60 mglkglday. If 
satisfactory clinical response has not been achieved, plasma levels should be measured to determine whether or 
not they are in the usually accepted tbempeutic range (50 to !00 pg/mL). No recommendation regarding tbe safety 
of valproate for use at doses above 60 mglkglday can be made. 
The probability of thrombocytopenia increases sigoificBJtly at total trough valproate plasma concentrations above 
110 pg/mL in females and 135 pglmL in males. The benefit of improved seizure control with higher doses should 
be weighed against the possibility of a greater incidenceof adverse reactions. 
Convernjon to Monothempy· Patients should initiate terapy at 10 to !5 mglkg/day. The dosage should be 
increased by 5 to 10 mglkg/week to achieve optimal cJnical response. Ordinarily, optimal clinical response is 
achieved at daily ~oses below 60 mglkg/day.lf satisfactay clinical response has not been achieved, plasma levels 
should be measured to detemtiue whether or not thl)l are in tbe usually accepted therapeutic range (50-
100 !'WmL). No recommendation regarditig tbe safety' d' valproate for use at doses above 60 mg/kglday can be 
made. Concomitant antiepilepsy drug (AE.~e em ordinarily be reduced by approximately 25% every 
2 weeks. This reduction may bestarted at i DIPAKOIE ER therapy, or delayed by I to 2 weeks if there 
is a concern that seizures are likely to oc a nduction. The speed and doration of withdrawal of the 
concomitantAED can be highly variable, and patients shruld be monitored closely during this period for increased 
seizure frequency. 

PatlentlnformationLealle·~-----------­

lmportant Information for Women Who Could Become Pregnnnt 
About the Use ofDEPAKOTE® ER (dlvalproex sodinm) Tablets for Migraine 

PRINTED INI 

Please read this leaflet carefully befoiO you tske DEPAKOIE® ER (dlvalproex sodium) tablets. This h 
provides a summary of important information about taking DEPAKOIE ER for migraine to women who c 
become pregnant DEPAKOIE ER may also be prescribed for uses other than those discussed in this leaf!. 
you have any qgestiam; or concerns, or want more infonnation about DEPAKOTE ER, contact your doct• 
pbennacist. 
Infonnation For Women Wbo Could Become Pre~nnt 
DEPAKOIE ER is used to pievent or reduce the number of migrelnes you experience. DEPAKOIE ER Cl 

obtained only by presaription from your doctor. The decision to use DEPAKOIE ER for the preventic 
migrelne is one that you and your doctor should make together, taking into account your individual needs 
medical condition. 
Before using DEPAKOTE ER, women who can become pregnnnl should consider the fact that DEPAKl 
bus been associated with birth defects, In particular, with spina bilida nnd other defects relnted to fal 
of the spinal canal to close normally. Although the incidence Is unknown in migraine patients treated· 
DEPAKOTE, approximately 1 to 2% of cbUdren born to women with epilepsy tnklng DEPAKOTE iD 
first 12 weeks nfpregnnncy had these defects (based on data from the Centers Cor Disease Contro~ a 
agency based In Atlanta). The Incidence In the general population Is 0.1 to 0.2%. 
Infonuation For Women Who Are P1annina To Get Pre~ant 
• Women taking DEPAKOIE ER for the prevention of migrelne who nre planning to get pregnant shc 
discuss with their doctor temporarily stopping DEPAKOTE ER, before and during their pregnancy. 

{n~;88%&%1n'X~l!hm~&fg~R,k~~~fmW!~?J! !Inlgrnmc,you mlolllnconmctJ 
doctor innnediately. 

Other Important lnfonnation About DEPAKQTE ER Thble!:! · 
• DEPAKO!B ER tablets should be tsken exactly as it is prescribed by your doctor to get tho most benefits fr 

DEPAKO!B ER and reduce the risk of side effects. 
If you have tsken more than the piOscribed dose of DEPAKO!B ER, contact your hospital emergency ro1 
or local poison center innnediately. · 
This medication was prescribed for your particular condition. Do not use it for another condition or give 1 
drug to others. 

Facts About Birth Detects 
It is important to know that birth defects may occur even in children of individuals not taking any medications 
without any additional risk factors. 
Facts About Mimine 
About 23 million Americans suffer from migrelne headaches. About 75% of migraine sufferers nre women. 
migrelne is described as a throbbing headache that gets worse with activity. Migraine may also include nam 
and/or vomiting as well as sensitivity to light and sound. Migrelne usually happens about once a month, but sm 
people may have them as often as once or twice a week. Often, the symptoms from a migmine can cause peoJ 
to miss work or school. 
If you have frequent migmines, or if acute treabnent is not working for you, your doctor may prescribe 
preventative therapy. Preventative (prophylactic) treatment is used to prevent attacks and reduce the frequency a 
severity of headache events. 
This summary provides importantinfonnation about !be use ofDEPAKOIE ER for migraine to women who cou 
become piOgnant.lf you would like more information about tbe other potantial risks and benefits of DEPAKO'J 
ER, ask your doctor or phanuacist to let you read the professional labeling and then discuss it with them. If y­
have any questions or concerns about taking DEPAKOIE ER, you should discuss them with your doctor. 
03-5235-R4 
Revised: January, 2003 

Manufactured by: 

ABBOTT a LABORATORIES 
NORTH CHICAGO, IL 60064, U.S.A. 

PRINTED IN U.S 
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Re: permission to reprint article 

Approved reprinting of material published by ASCP must adhere to the 
following guidelines: 

Page 2 of4 

* The following tagline must be used with each approved use of ASCP content: 

Reprinted with permission of the American Society of Consultant Pharmacists, 
Alexandria, Virginia. All rights reserved. 

Such notice must be placed immediately adjacent to the republished content, 
in a reasonably legible font size. 

* ASCP retains the exclusive copyright to content published in any form by 
ASCP. 

* Permission to use ASCP content is for one-time use and only for the 
purpose stated in the written request. 

* Use, placement, or accompanying descriptive materials associated with 
content provided by ASCP may not imply an endorsement by ASCP. 

* Content provided by ASCP may not be edited, revised, or otherwise changed 
in any substantive manner. Material may be reformatted to reflect the 
design of the user's publication, but no change may be made that alters the 
text, graphics, or other components of the content. 

* Permission to use ASCP content does not include or grant permission to 
reproduce third party materials (such as photographs, illustrations, graphs 
and similar materials) which are identified as included in the content by 
permission . 

* Permission to use ASCP content may not assigned or transferred to any 
other person or organization. The license created by the confirmation, and 
by these terms and conditions, infers that the user and its principals, 
employees, agents, and affiliates are jointly and severally liable for the 
performance of all terms. 

* Permission to use ASCP content is non-exclusive and non-transferable and 
is limited to the time frame specified in the confirmation of permission. 
Upon the completion of the approved use, or at the end of one year (if 
earlier), the user shall immediately cease any new use of the content and 
shall render electronic files inaccessible 

* Written (or-e-mail) permission is required for each item of content 
provided by ASCP. ASCP reserves the unrestricted right to accept or reject 
permission to use ASCP content. 

* The user indemnifies and agrees to defend the ASCP, and their respective 
employees and directors, against all claims, liability, damages, costs and 
expenses, including legal fees and_expenses, arising out of any use of ASCP 
content beyond the scope of the rights granted herein, or any use of content 
that has been altered in any way by the user, including claims for 
defamation or infringement of rights of copyright, publicity, privacy or 
other tangible or intangible property. 

* Under no circumstances shall ASCP, including its employees and directors, 
be liable for any direct, indirect, consequential or incidental damages 
arising out of the use or inability to use ASCP content . 

Thank you for your interest in ASCP's publications. 

?./ii?_004 
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Depakote Long Term Care

2004 Strategic Investment2004 Strategic Investment 
Proposal

October 30 2003October 30, 2003

Confidential
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Depakote LTC Strategic Plan Background

• 2003 Depakote LTC
– Revenue:  $129 MM 
– Salesforce Efficiency: $2.4 MM/FTE
– Focus: Skilled Nursing Facilities messaging on agitation/aggression due to 

historical indication pursuit 

• Q2 2003 Market Research to Explore LTC Growth Opportunities• Q2 2003 Market Research to Explore LTC Growth Opportunities
– MRDD: Mentally Retarded Developmentally Disabled Facilities

» Epilepsy and Agitation/Aggression prevalent, 25% and 22% respectively
» Once daily Depakote ER advantages: side effects, and med passes.y p g , p

– DOC: Department of Corrections Facilities
» Bipolar and Agitation/Aggression prevalent, 21% and 31% respectively
» Once daily Depakote ER advantages: tolerability and med passes.

SNF Skill d N i F iliti– SNF: Skilled Nursing Facilities
» Bipolar and Epilepsy prevalent, 13% and 10% respectively.

• Q3 2003 HPR Salesforce Analysis

Confidential Page 1October 27, 2003

Q3 2003 HPR Salesforce Analysis
– Incremental revenue can be achieved through optimization
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LTC Similarities with Managed Care

Managed Care Market Place Long Term Care Market Place
National and Regional MCOs National and Regional LTC MCOs  

Corrections Only:Corrections Only:    
and (30% of all inmate lives) 

National and 
Regional PBMs

LTCPP           
National (5) and 
Regional (3,067) 

National Account 
Managers (NMCEs 7)

Abbott LTC National Account 
Managers (3)

Regional  Account Managers (4) Regional  Account ManagersRegional 
Implement National Initiatives

Field Reps (MCEs 
and MCSs, 84)

Field Reps (LTC Acct Managers) 
18K SNF, 8.5K DOC, 7K MRDD

Implement National Initiatives 
Implement Regional Initiatives

Local: Facilities and Caregivers    

Physicians Affiliated 
with MCOs

Prescribers  Affiliated 
with LTC

g
Implement National Initiatives 
Implement Regional Initiatives

Confidential Page 2October 27, 2003

Sources:LTC Scenario Data Pull, October 2002;    *The customer universe here was defined by Abbott sales reps (SNAP database) and includes only 
customers with significant LTC business; thus, for example, the PCP universe here includes only those PCPs that prescribe  in SNFs. 

REDACTED
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REDACTED
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Depakote LTC Optimization Strategic Objectives

• Provide incremental revenue and margin
– Incremental revenue of $120.3 million over LRP

I t l i f $62 9 illi LRP– Incremental margin of $62.9 million over LRP

• Reduce promotional risk
– W/O Optimization: Promotion based on agitation/aggression
– With Optimization: Promotion based on epilepsy and bipolar 

disorder with dissemination of agitation/aggression information.

• Create organization capable of supporting the most 
profitable segments of LTCp g

– Marketing and IIS support of SNF, DOC and MRDD 
– RAMs to pull through national programs to local level and support 

regional and independent pharmacy providers

Confidential Page 3October 27, 2003

– Sales representatives to cover highest value facilities/caregivers
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Depakote LTC Optimization Can: Provide Incremental 
Revenue and Margin

Growth Above Plan

30

35
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00
,0

00
)
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15

$ 
(0

0

0
2004 2005 2006 2007

Years

Net Sales Above LRP Incremental Margin

Targeted investment in LTC can increase sales by $120.3 
illi ith i t l i f $62 9 illi th LRP

Confidential Page 4October 27, 2003
• Note: 2004 Reflects the plan numbers.  Year 2005-2008 are LRP numbers.

million, with incremental margin of $62.9 million over the LRP.
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Three strategic LTC investments are required to deliver 
incremental revenue of $120 MM.

2004 2005

Sales Force Optimization

• Increase field based reps from 55 to 79,

2006 2007 2008 TOTAL

Sales & Marketing Optimization

Increase field based reps from 55 to 79, 
add 3 DM

• 8 RAMs, 1 RM 
Marketing Expansion

• Add 2 additional staff and 
Increase the promotional budget 

Investment $7.7MM $8.1MM $8.2MM $8.3MM $2.5MM $34.8MM

Investment $3.2MM $3.2MM $3.2MM $1.0MM $13.8MM$3.2MMp g
by 2.8 MM

$14.5 $29.4 $29.9 $31.1 $8.6 $112.6New Sales
(Total 38 FTE)

Clinical Data Investment
• Fund relevant DOC, MRDD and SNF IIS

$0 $1.3 $2.8 $2.5 $1.1 $7.7New Sales
Investment $1.0MM $0.5MM $0 $0 $0 $1.5MM

Total Incremental Sales $14.5 $30.7 $32.7 $33.6 $ 9.7 $120.3 
Total Incremental Investment $11 9 $11 8 $11 4 $11 5 $ 3 5 $50 1

$0 $1.3 $2.8 $2.5 $1.1 $7.7New Sales

Confidential Page 5October 27, 2003

Total Incremental Investment $11.9 $11.8 $11.4 $11.5 $ 3.5 $50.1 
Total Incremental Margin $1.6 $17.1 $19.4 $19.2 $ 5.6 $62.9 
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Sales Force Optimization Analysis: Target Addition of 
24 LTC Sales Representatives

inc margin
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7,000

7,200

,

From 16 to 24 Reps From 24 to 32 Reps

Change in investment Change in profit
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Benchmarking LTC Sales Efficiency: Additional 24 representatives

Local Field Sales Coverage
(FTE Representatives)

Average WAC $ Per FTE/ $ Per FTE/Average WAC 
Per Day of 
Therapy

$ Per FTE/ 
Per Year

: 176 FTEs /263 Reps$10 69 $2 8 MM

$ Per FTE/ 
Per Year

(Price Adjusted to 
WAC)

$2 8 MM

Abbott Today:  55 FTES/Reps$2.60 $2.4 MM

:  176 FTEs /263 Reps$10.69 $2.8 MM $2.8 MM

$9.9 MM

:  80 FTE / 160 Reps

5 NAMs / RAMs unknown
$5.08 $2.0 MM $4.2 MM

:  188 FTE / 280 Reps

8 NAM d 10 RAM f l
$7.77 $1.8 MM

Abbott Proposed Expansion: 79 FTEs/Reps

3 NAMs / 8 RAMs
$7.8 MM

$2.5 MM

$1.9 MM$2.60

Confidential Page 8October 27, 2003

8 NAMs and 10 RAMs  for alone

Sources:  , Abbott field Interviews, primary market research conducted for Abbott in June 2003.  FTE counts were achieved by taking 70 % of total 
rep numbers to account for the primary detail on the atypical antipsychotic.
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Depakote LTC Optimizaton: Expanding focus from SNF to:  DOC, MRDD 
and SNF.

Skilled Nursing 
Facilities

  
 and have National 

Corrections

, 
and 

Mentally Retarded 
Developmentally Disabled

Only 
has a national 

35% of SNF beds

Moderate

Concentration 
& Control

Regional

control 30% of 
inmate lives

as a at o a
push to cover 
MRDD

LowLowLT
C

PP
R

A

18 000

ModerateIndependent

# of Facilities
8 500

High

7 000

High

A
M

Sale s18,000

Nursing Home

1.Agitation & Aggression Dissemination(38%)

8,500 

State, County, 
Municipal Jails 

and Prisons

Prevalence 1 Bipolar (21%)

7,000

Institutions & 
Group Homes

1 Epilepsy (25%)

s R
eps

$405 per patient/yr

2.Bipolar (13%)
3.Epilepsy (10%)

Value Per Patient $870 per patient/yr

Prevalence 1.Bipolar (21%)
2.Agitation & Aggression 

Dissemination  (31%)

$485 per patient/yr

1.Epilepsy (25%)
2.Agitation & Aggression 

Dissemination  (22%)

Confidential Page 9Octo 7, 2003
Sources:  , Abbott field Interviews, primary market research conducted for Abbott in June 2003.REDACTEDREDACTED

REDACTED REDACTED

REDACTED
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REDACTED REDACTED
REDACTED
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Depakote LTC Optimization Can: Reduce Promotional 
Risk

SNFs MRDD Corrections
% of Population in

LTC OptimizationLTC W/O Optimization
Largely SNFs

% of Population in 
Each Setting

36%

12%

52%

Estimate % of Where Depakote $’s  Currently 
Come From

AAI Without Dementia

AAI W/ Dementia

Possible Targeted % of Depakote

31%

8%

7%
4%
3%

12%

8%

15%70%

AAI W/ Dementia

D
issem

i

Psychosis

Epilepsy 20%

4%

31%

71%28%

22%

AAI Without Dementia 2%

nation    P
rom

o

Bipolar Disorder
38%

15%
26%

Psychosis
Epilepsy

Bipolar Disorder 10%
12%
1%

otion

Confidential Page 10October 27, 2003

Sources: Current sales by condition from Abbott qualitative analysis.  Optimizes sales by condition from  supplied primary data (QA).  Presented 
results have been rounded from final findings.  

REDACTED
REDACTED
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New LTC field resources will provide greater coverage within 
relevant LTC market segments.

LTC SD

Proposed LTC Field Organization Realigned Account Responsibilities

National Account Managers (NAMs)1 Existing

RM NAMs

National Account Managers (NAMs)
• Support national VPs of LTCPPs
• Establish contracts 
• Monitor contract performance
• Launch major programming/initiatives

3 Existing

g

1 Existing
RM

1 New

LTC DMs LTC RAMs* LTC Regional Account Managers (RAMs)
• Support regional VPs at the National LTCPPs

• Launch major programming/initiatives
• Monitor national sales trends and practices

0 Existing, 8New7 Existing, 3 New pp g
• Develop regional initiatives & assure implementation of national 

initiatives
• Maintain relationships with major independents
• Call on State & large county DOCs and their pharmacies

M i i k l l i i l i hi

g7 Existing, 3 New

Reps

• Maintain key state-level association relationships

LTC Specialists
• Call on target pharmacies and outlets 
• Detail relevant prescribers55 Existing 24 New = 79 Total

Confidential Page 11October 27, 2003

p
• Educate key influencers and care givers

55 Existing, 24 New = 79 Total
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Depakote LTC Optimization Can: Create organization 
capable of supporting the most profitable segments of LTC

• Summary of Optimization Changes 
Channel align marketing and sales activities t h ghest– Channel align marketing and sales activities to highest 
opportunity channels within LTC

» SNF
» MRDD» MRDD
» DOC

– Establish LTC IIS Funding for Channel Specific Studies
2004» 2004

» 2005
– Expand pull through organization

» NAM National Account Management
» RAM Regional Account Management
» LTC Sales Representative Account based selling

Confidential Page 12October 27, 2003
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2004-2008 P&L Assumptions

• Sales Force Optimization Includes:
– $18,000 per rep,$45,000 per RAM and $150,000 per NAM war chest allotment
– Voucher allotments per reps can be covered by the current franchise allotment, no samples
– $168,000 fully loaded costs per year for for reps$168,000 fully loaded costs per year for for reps
– $259,000 fully loaded costs per year for NAMs, RAMs and DMs
– 40% rep effectiveness in 2004 and 100% effectiveness in remaining years

• Marketing Expansion Includes:a et g pa s o c udes
– A marketeering program budget return  of 1.5:1  per Abbott promotional analytical average ROI 

experience with Abbott marketing programs
– $207,000 fully loaded costs per year for an SPM
– $187,000  fully loaded costs per year for PMs

• Clinical Data Investments Include:
– 75% percent chance of study success
– Similar sales return as produced by the introduction of the two previously incomplete sets of 

li i l t i l d t i t th SNF k t lclinical trial data into the SNF market place

• Margin calculations include a 6% reduction for cost of goods sold, freight and 
other miscellaneous PPD distribution allocations

Confidential Page 13October 27, 2003

Attachment 14 to Agreed Statement of Facts 
U.S. v. Abbott LaboratoriesCase 1:12-cr-00026-SGW   Document 5-16    Filed 05/07/12   Page 15 of 117   Pageid#: 464



New LTC Clinical Data Will Drive Additional LTC Growth

Th b t ti l i ti t i iti t d t di ill d i $7 7 MM i

2003 2004 2005 2006 2007 2008

Three substantial investigator initiated studies will drive $7.7 MM in 
incremental revenues through 2008, for $1.5 MM investment.

Total of three studies
Assuming 75% probability of success:

Total Revenue 
(Current sales 
force)

$1.1$1.3 $2.8 $2.5$0.0

Total Cost $1.0 $0.5Total Cost $1.0

Detail by strategic component: Study description:

As monotherapy, 
demonstrate efficacy

Study Revenue 
(Current sales $.43 $.62 $.56 $.25

$0.5

demonstrate efficacy, 
superior tolerability, and 
cost-effectiveness vs. 
atypicals, VPA or other 
AEDs.
As adjunctive therapy, 

IIS Study 1: Depakote 
ER  in MRDD

IIS Study 2: Depakote

(Current sales 
force)

Study Revenue 
(Current sales

Study Cost

$.43

$0.33

$1.09 $.99 $.44

$0.25

IIS Study 3: 
Depakote  ER as 
dj ti t

$.43As adjunctive therapy, 
demonstrate efficacy & 

f t i ti t h

Study Revenue 
(Current sales 
f )

$.44$1.09 $.99

demonstrate efficacy and 
safety.

IIS Study 2: Depakote 
ER in DOC

Study Cost $0.33

(Current sales 
force)

$0.25

Confidential Page 14October 27, 2003

adjunctive to 
atypicals in elderly 
agitation Study Cost

safety in patients whose 
symptoms are inadequately 
controlled by atypicals

force)

$0.33
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KOLs advise that clinical data specific to each Sector is needed to 
best impact Depakote business in the DOC and MRDD Markets. 

• For the DOC Sector :

– The DOC represents a unique group of patients with biological and environmental issues 
contributing to patient condition

Pharmacological treatment decisions for DOC patients can be different than for those in– Pharmacological treatment decisions for DOC patients can be different than for those in 
the general population:

» Severity of condition can be greater in the DOC environment

» Patient compliance can be more problematic 

» Consequences of treatment failures more severe

– Studies in the DOC patient population most relevant to practitioners

• For the MRDD Sector:
– The MRDD patient population is unique and represents a group that can have severe 

handicaps
– Identification and appropriate classification of patient conditions is problematic due to the 

patient’s inability to articulate symptoms
– Pharmacologic treatment decisions for MRDD patients can be different due to the nature of 

the patient’s condition

Confidential Page 15October 27, 2003

Source: Abbott Conducted Qualitative Research with Key Opinion Leaders, Summer 2003
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Proposed IIS LTC Study Descriptions in Correctional Facilities
• Conditions Assessed:

– Agitated/Aggressive/Impulsive behaviors with or without head injuries
– (per )Bipolar Disorder with at least one comorbidity (have a laundry list that could include: 

» Agitated/Aggressive/Impulsive behaviors
» MRDD
» head injury
» substance abuse
» ADHD
» Others (DR.  noted that the design could resemble the abulatory study she is currently doing for 

Psychiatry Team)
• Type of Study: 

– Prospective  (Note:  Informed consent requirements and advocacy oversight may require that any prospective 
study use two active agents.)

• Study Setting:
– Jails
– Prisons
– Probation catchment (DR  suggested that if getting IRB approved for prison population is a problem, it 

would be possible to screen probation patients or patients with a prison/jail record)
• Primary Assessment:

– Efficacy
» Improvement in Bipolar 
» Decreased frequency and severity of behaviors; patients “less triggered” by stressors
» Decreased frequency and severity of comorbid condition

– Also measure side effects, safety, tolerability

Confidential Page 16October 27, 2003

Source: Abbott Conducted Qualitative Research with Key Opinion Leaders, Summer 2003

REDACTED

REDACTED

REDACTED
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Proposed IIS LTC Study Descriptions in Correctional Facilities 
(continued)

• Primary endpoints:
– YMRS
– Overt Aggression Scale and others
– Staff keeps log of frequency of behaviors; measure Vs. staff assessment

» Use of restraints
» Time in isolation or solitary confinement
» Number of medication passes required

– Seizure measurement scales
– Other scales relevant to comorbid conditions
– Cost savings due to better compliance, fewer side effects, fewer relapses etcCost savings due to better compliance, fewer side effects, fewer relapses etc

• Time period for study:
– Jails: 4 week study
– Prisons: 4 week study (but could be longer due to inmate length of stay)
– Probation: 8 week study

• Patient Inclusion Criteria:• Patient Inclusion Criteria:
– See primary assessment

• Treatment Arms: 
– Depakote ER vs placebo or Loading dose Depakote ER vs. Non-Loading Dose DepakoteER  (per 

DR. 
– Depakote ER Vs valproic acidDepakote ER Vs. valproic acid
– Depakote ER Vs. an antipsychotic (Zyprexa: could show results and differences in side effect profiles)

Confidential Page 17October 27, 2003

Source: Abbott Conducted Qualitative Research with Key Opinion Leaders, Summer 2003

REDACTED
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Proposed IIS LTC Clinical Study Descriptions in MRDD
• Conditions assessed:• Conditions assessed:

– Agitated/Aggressive/Impulsive behaviors with or without seizures
• Type of Study:

– Prospective (per MD respondents)
– Retrospective ok (per pharmacist)

Primary Assessment:• Primary Assessment:
– Efficacy

» decrease frequency and severity of behaviors; patients “less triggered” by stressors
» decrease frequency and severity of seizures

• Primary endpoints:
O t A i S l d th– Overt Aggression Scale and others

– Staff keeps log of frequency of behaviors; measure Vs. staff assessment
– Seizure measurement scales

• Time period for study:
– 3-6 months (it was noted that there is a seasonal response: patients have more behavioral problems 

i th S i /S F ll/Wi t Th f t d f 1 ld li i t thin the Spring/Summer versus Fall/Winter.  Therefore a study of 1 yr... or more would eliminate the 
seasonality)

• Patient Inclusion Criteria:
– Patients are required to have failed behavioral therapy or behavioral therapy must have been ruled 

out as an option in order to begin pharmacotherapy.
– It was also suggested that patients could be those who previously failed treatment on a low dose of– It was also suggested that patients could be those who previously failed treatment on a low dose of 

an antipsychotic
• Treatment Arms: 

– Depakote ER Vs. behavioral therapy (double blind)
– Depakote ER Vs. an antipsychotic (Zyprexa: could show  results and differences in side effect 

profiles)

Confidential Page 18October 27, 2003

p )
– AP therapy Vs. AP plus Depakote  ER
– Depakote ER Vs. another AED

Source: Abbott Conducted Qualitative Research with Key Opinion Leaders, Summer 2003

REDACTED
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KOLs also advise that the best development path for Depakote in 
elderly agitation would be adjunctive studies with atypicals.

• Two major clinical studies of Depakote monotherapy were discontinued, for reasons unrelated 
to efficacy:

– M97-738: Depakote in Elderly Mania – Showed efficacy1, but discontinued in 1999 because of excessive 
somnolence

S l d b d i h d l th t t i f ld l l ti» Somnolence was caused by dosing schedule that was too aggressive for an elderly population

– M99-082: Behavioral Agitation in Elderly patients with Dementia – Discontinued in 2001 before any results 
were available, because recruitment targets could not be met at reasonable cost

» Recruitment was very slow because inclusion criteria were too restrictive: in particular, patients on antidepressants were 
excluded, thus reducing the eligible population by around 50%

• Key opinion leaders therefore advise an adjunctive study as the best development path for 
Depakote in BDD:

– Investigators unlikely to be willing to conduct further Depakote monotherapy trials, because of prior 
iexperiences

– The adjunctive market is large: Geriatric psychiatry advisors estimate 50-70% of patients require polypharmacy 
for management of aggression

– Adjunctive Depakote works: Existing data2 shows that Depakote + atypical combination is effective in patients 
unresponsive to monotherapy or taking multiple atypicalsunresponsive to monotherapy or taking multiple atypicals

– Recruitment will be easier: The majority of BDD patients are already treated with antipsychotics, so the eligible 
population will be large

– Drop-outs due to adverse events can be minimized: Availability of ER 250 mg and a better understanding of 
tolerability issues in the elderly means the side-effects caused M97-738 to be discontinued can be avoided

Confidential Page 19October 27, 2003

y y

Sources: (1) Tariot et al., Curr. Therapeutic Res. 2001, 62: 51-67; (2) Narayan & Nelson, J. Clin. Psychiatry, 1997, 58: 351-4;  M99-082 Study protocol; Draft FDA 
submission prepared by Abbott proposing label change to Depakote for indication in elderly agitation; Neuroscience clinical team, strategic review document
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Proposed IIS LTC Clinical Study Descriptions in Elderly Agitation

• Conditions assessed:
– Agitated/Aggressive/Impulsive behaviors with or without seizures

• Type of Study:
– Prospective open label

• Primary Assessment:
– Efficacy as measured by the PANSS Excited Component, which includes measurement of the following:

» impulse control
» tension

hostilit» hostility
» degree of cooperativeness
» excitement

• Primary endpoints:
– PANSS Excited Component   p

• Time period for study: 
– 12 months

• Patient Inclusion Criteria:
– Probable or possible Alzheimer’s

P b bl ibl l d ti– Probable or possible vascular dementia
• Treatment Arms: 

– Depakote ER and atypical, vs. atypical + atypical , vs. atypical alone; n=30-40 each group

Confidential Page 20October 27, 2003

Source: Abbott Conducted Qualitative Research with MLs and Key Opinion Leaders, Fall 2002.
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LTC Strategic Investment Summary:  Grow sales by focusing on 
Department of Corrections, Mentally Retarded Developmentally Disabled 
and Skilled Nursing Facilities.
• Refocus today’s largely SNF directed sales and marketing efforts towards a more 

expansive set of targets: DOC, MRDD and SNF

• Corrections:  deliver core bipolar message

• Mentally Retarded Developmentally Disabled: deliver core epilepsy message

• Skilled Nursing Facility: increase bipolar and epilepsy messaging

• Target all three channels with additional marketing programs

• Generate in 2004:   $14.5 MM in new LTC sales from $11.9 MM in new investments with 
a positive margin of $1.6MM:

• $3.2 in additional marketing resources:  2 new FTEs (Channel Aligned to DOC and 
MRDD) with $2.8 MM in promotional dollars 

• $7.7 MM in additional field resources:  24 reps/3 DMs and 8 RAMs/1 RM 

• $1.0 MM in additional LTC dedicated IIS funding

• Generate $120 MM in new LTC sales in years 2004-2008 from investment

• 2005:  $30.7 MM incremental sales: $17.1 MM incremental margin

• 2006: $32 7 MM incremental sales: $19 4 MM incremental margin
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2006:  $32.7 MM incremental sales: $19.4 MM incremental margin 

• 2007:  $32.7 MM incremental sales: $19.2 MM incremental margin 
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Targeted investments in LTC can increase sales over current LRP 
projections by $120 in five years.

Growth Above Plan and LRP*

35

20
25
30

)

5
10
15

$ 
(0

00
,0

00
)

15
-10

-5
0

2004 2005 2006 2007

-15
Years

Net Sales Above LRP Incremental Investment Incremental Margin
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• Note: 2004 Reflects the most recent plan numbers.  Year 2005-2008 LRP numbers are likely to be updated in December 2003.

Attachment 14 to Agreed Statement of Facts 
U.S. v. Abbott LaboratoriesCase 1:12-cr-00026-SGW   Document 5-16    Filed 05/07/12   Page 24 of 117   Pageid#: 473



Outline

• Executive Summary of LTC Strategy
• Strategic Investment Proposal FrameworkStrategic Investment Proposal Framework
• Targeted LTC Channels
• Sales Force Optimization Summary• Sales Force Optimization Summary
• Summary of Financial Analysis
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Depakote LTC Optimization Can: Reduce Promotional 
Risk

Nursing Home

Skilled Nursing 
Facilities

Messaging Priorities

Corrections
Mentally Retarded 

Developmentally Disabledn

Skilled Nursing 
Facilities

• Agitation & Aggression

Nursing Home
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State County and

Developmentally Disabled

Instit tions &m
iz

at
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n Facilities

Nursing HomeState, County and 
Municipal Jails and 

Prisons

Institutions & 
Group Homes

O
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1.Agitation & Aggression Dissemination(38%)
2.Bipolar (13%)
3.Epilepsy (10%)

Messaging 
Priorities

1.Bipolar (21%)
2.Agitation & Aggression 

Dissemination  (31%)

1.Epilepsy (25%)
2.Agitation & Aggression 

Dissemination  (22%)
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LTC Optimization Provides Incremental Revenue
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LRP Sales Forecast Incremental Revenue With LTC Optimization
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Where does the growth come from?

Change in Revenues 
Over 2004 Plan, 2005-2008 LRP*

$5.0
$4.8 $4.2

$ 30.7 MM $ 32.7 MM $ 32.7 MM

$3.3 $2.9 $2.8

$5.8
$7.2 $7.9

$2 3

$ 14.5 MM
$ 9.7 MM

Other
(ALF, psych)

$7.1

$16.6 $17.9 $17.8

$4.7

$1.6
$0.9

$3.5
$2.3

$3.1

$1.0

$ 9.7 MM

SNF

Corrections

MRDD
(ALF, psych)

2004 2005 2006 2007 2008

SNF
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*Note: The 2005-2008 LRP will be updated in December 2003.
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New LTC Clinical Data Will Drive Additional LTC Growth

Th b t ti l i ti t i iti t d t di ill d i $7 7 MM i

2003 2004 2005 2006 2007 2008

Three substantial investigator initiated studies will drive $7.7 MM in 
incremental revenues through 2008, for $1.5 MM investment.

Total of three studies
Assuming 75% probability of success:

Total Revenue 
(Current sales 
force)

$1.1$1.3 $2.8 $2.5$0.0

Total Cost $1.0 $0.5Total Cost $1.0

Detail by strategic component: Study description:

As monotherapy, 
demonstrate efficacy

Study Revenue 
(Current sales $.43 $.62 $.56 $.25

$0.5

demonstrate efficacy, 
superior tolerability, and 
cost-effectiveness vs. 
atypicals, VPA or other 
AEDs.
As adjunctive therapy, 

IIS Study 1: Depakote 
ER  in MRDD

IIS Study 2: Depakote

(Current sales 
force)

Study Revenue 
(Current sales

Study Cost

$.43

$0.33

$1.09 $.99 $.44

$0.25

IIS Study 3: 
Depakote  ER as 
dj ti t

$.43As adjunctive therapy, 
demonstrate efficacy & 

f t i ti t h

Study Revenue 
(Current sales 
f )

$.44$1.09 $.99

demonstrate efficacy and 
safety.

IIS Study 2: Depakote 
ER in DOC

Study Cost $0.33

(Current sales 
force)

$0.25
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adjunctive to 
atypicals in elderly 
agitation Study Cost

safety in patients whose 
symptoms are inadequately 
controlled by atypicals

force)

$0.33
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Adding 24 additional representatives reaches the inflection point 
between incremental investment and incremental margin

Inflection Point in Investment Decision: 

[Total Incremental Contribution Margin-Total Incremental Expense]=Delta

12,800
12,900
13,000

Total Incremental Margin minus 
Total Incremental Expense for

12 400
12,500
12,600
12,700

,

$ 
(0

00
)

Total Incremental Expense for 
2004-2008

12,100
12,200
12,300
12,400$

12,000
Delta
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16 24 32
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Where does the LTC growth come from (2003-2004)?

Change in Revenues 
Over 2003 Actual

Other
(ALF psych)

Total $ 18.5 MM

$ 3.1 MM

Corrections

MRDD

(ALF, psych)

$ 4.2 MM

$ 2.0 MM

SNF $ 9.2 MM
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*Note: The 2005-2008 LRP will be updated in December 2003.
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Incremental Revenue Compared to Incremental Expenses

$40,000

$20,000

$30,000

Pl

$10,000

$20,000 Plus 8 Net Rev
Plus 8 Incremental Expense
Plus 16 Net Rev
Plus 16 Incremental Expense
Plus 24 Net Rev

($10,000)

$0
Plus 24 Incremental Expense
Plus 32 Net Rev
Plus 32 Incremental Expense

($20,000)

($ , )

2004 2005 2006 2007 2008
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2004 2005 2006 2007 20082004 2005 2006 2007 2008
Plus 8 Net Rev $9,069 $17,132 $19,188 $19,116 $5,634 
Plus 8 Incremental Expense ($8,454) ($8,151) ($7,729) ($7,809) ($2,367)
Plus 8 Incremental Margin $71 $7,953 $10,308 $10,160 $2,929 

Plus 16 Net Rev $12 633 $26 044 $28 100 $28 028 $8 308Plus 16 Net Rev $12,633 $26,044 $28,100 $28,028 $8,308 
Plus 16 Incremental Expense ($10,190) ($9,951) ($9,556) ($9,663) ($2,931)
Plus 16 Incremental Margin $1,685 $14,530 $16,858 $16,683 $4,878 

Plus 24 Net Rev $14,493 $30,692 $32,748 $32,676 $9,702 
Plus 24 Incremental Expense ($11,927) ($11,751) ($11,383) ($11,517) ($3,496)Plus 24 Incremental Expense ($11,927) ($11,751) ($11,383) ($11,517) ($3,496)
Plus 24 Incremental Margin $1,696 $17,099 $19,400 $19,198 $5,624 

Plus 32 Net Rev $16,252 $35,090 $37,146 $37,074 $11,021 
Plus 32 Incremental Expense ($13,664) ($13,551) ($13,210) ($13,371) ($4,061)
Plus 32 Incremental Margin $1,613 $19,434 $21,708 $21,478 $6,299 g $ , $ , $ , $ , $ ,
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Increasing the size of the salesforce from 16 to 32 representatives never 
reaches the point of inflection where incremental investment drives 
equivalent incremental earnings (i.e. the 40+ rep scenario)
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2004 2005 2006 2007 2008
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Sales Force Optimization: Target Addition of 24 LTC 
Sales Representatives

inc margin

Incremental Sales Margin vs Sales Force Expansion
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55+0 55+8 55+16 55+24 55+32

LTC Representatives
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Incremental Margin Improves Over All Scenarios
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8 16 24 32
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Sales Force Optimization: Target Addition of 24 LTC 
Sales Representatives

Salesforce Sizing Impact on Margin
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Where does the growth come from?

Change in Revenues 
Over 2003 Actual

$ 18 5 MM

Change in Revenues 
Over 2004 Plan, 2005-2008 LRP*

Other
(ALF, psych)

Total $ 18.5 MM

$ 3.1 MM

$2.9 $2.8$5.0
$4.8 $4.2

$ 30.7 MM $ 32.7 MM $ 32.7 MM

Corrections

MRDD $ 4.2 MM

$ 2.0 MM $5.8
$7.2 $7.9

$3.3

$2 4

$ 14.5 MM
$ 9 7 MM

SNF $ 9.2 MM

$7.1

$16.6 $17.9 $17.8

$4.7

$3.5
$3.1

$1.6
$2.4

$0.9
$1.0

$ 9.7 MM

2004 2005 2006 2007 2008
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*Note: The 2005-2008 LRP will be updated in December 2003.
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Sales Force Optimization: Target Addition of 24 LTC 
Sales Representatives

N t R F tNet Revenue Forecast

30

40

(0
00

) 

10

20

30

R
ev

en
ue

 (
M

M 2004
2005

0

10

8 16 24 32

N
et

 R

Additional sales Reps

Confidential Page 37October 27, 2003

Attachment 14 to Agreed Statement of Facts 
U.S. v. Abbott LaboratoriesCase 1:12-cr-00026-SGW   Document 5-16    Filed 05/07/12   Page 39 of 117   Pageid#: 488



Three strategic LTC investments are need to ensure delivery of 
$120 MM in projected new revenues over the next five years.

2004 2005 2006 2007 2008 TOAL
LTC 2004 Buy-Up Needs

2004 2005

Sales Force Optimization

• Increase field based 

2006 2007 2008 TOAL

$9.7MM $24.2MM $24.2MM $24.2MM $7.3MM $89.6MMNew Sales

resources from 55 to 77

Marketing Expansion

• Add 2 additional staff 

Investment $7.7MM $8.1MM $8.2MM $8.3MM $2.5MM $34.8MM

$4 8MM $5 2MM $5 7MM $5 9MM $1 3MM $23 0MMN S l
and Increase the 
promotional budget by 
2.8 MM and initiate 
corrections contracting

$4.8MM $5.2MM $5.7MM $5.9MM $1.3MM $23.0MMNew Sales

Investment $3.2MM $3.2MM $3.2MM $1.0MM $13.8MM$3.2MM

Clinical Data Investment

• Fund relevant 
Corrections, MRDD and 
SNF investigator 

$0 $1.3MM $2.8MM $2.5MM $1.1MM $7.7MMNew Sales

Investment $1.0MM $0.5MM $0 $0 $0 $1.5MM
initiated studies

TOTAL Sales $14.5 MM $30.7 MM $32.7 MM $32.7 MM $ 9.7MM $120.3 MM

$1.0MM $0.5MM $0 $0 $0 $1.5MM
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TOTAL Sales $14.5 MM $30.7 MM $32.7 MM $32.7 MM $ 9.7MM $120.3 MM
TOTAL Investment $11.9 MM $11.8 MM $11.4 MM $11.5 MM $ 3.5MM $50.1 MM
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Proposed 2004 LTC Promotional Budget Allocations

M j P ti l ‘03 A t l 2004 P dK C t

Sales Force 
Support

Major Promotional 
Categories

‘03 Actual 
Spend (000’s)

2004 Proposed  
Spend (000’s)

Key Category 
Elements 2004 Key Category Components* 

Reprints, Sales Aids, and 
NAM War Chest $    580 $    700 2 LTC sales aids, 2-4 slim jim like pieces and 

increased NAM war chest funds to cover 
corrections

Meetings and 
Events

Conventions, Meeting 
Symposia, Advisory Board

$ 1.1 $ 1.7 Reduced SNF meetings, additional 
Corrections and MRDD Meetings, 2 advisory 
meetings per market segment

CME Programs “Key Pharmacoeconomic Concerns in the DOC: Why Branded 
is Better!” “Differential diagnosis: psychiatric and behavioral$ 400 $ 1.0

Grants Funds for institutes/3rd 
parties to support product 
research / foster general 

$    300 $    700 Added support to advocacy organizations to 
produce patient/care giver materials relevant 
to Corrections, MRDD and SNF 

CME Programs is Better! , Differential diagnosis: psychiatric and behavioral 
disturbances in the mentally retarded and developmentally 
delayed”, “Increased Patient Compliance with QD Dosing.”

$    400

Agency Fees

company goodwill

PR and Advertising Fees

environments.

$ 0 $ 20

Consultant 
Meetings

One on one meetings with 
key prescribers/influencers

$      0 $    675 4 corrections RCMs, 4 MRDD RCMS and 7 
SNF DCMs 

Use external PR support to publicize newAgency Fees

Market 
Research

PR and Advertising Fees

Focus Groups, Studies

Syndicated and proprietary 

$      0 $     20

ATU and positioning research for new 
strategy

$    225 $    400

Annual LTC physician level data, new DNA 

Use external PR support to publicize new 
findings

Confidential Page 39October 27, 2003

Data Purchases

TOTAL

y p p y
data purchases $       0 $    300

y
product and list purchases for Corrections 
and MRDD

$ 2.6 $ 5.5
*  Full program details by sector are found in the appendix.
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Targeted investments in LTC can boost the Depakote molecule LRP 
$120 over five years.

Growth Above 2004 Plan and LRP*

1 000

$600
$700
$800
$900
,

$300
$400
$500
$600

$ 
M

M

$0
$100
$200

2004 2005 2006 2007 2008
Years

Depakote LRP Incremental LTC Sales
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• Note: 2004 Reflects the most recent plan numbers.  Year 2005-2008 LRP numbers are likely to be updated in December 2003.
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Health Products Research Methodology and Results: Non–Retail 
Sales Force Optimization

Business Question: Is Depakote optimizing its non field resources? If not what is the

Total Depakote Non-
Retail Sales (DDD $’s)

Business Question:  Is Depakote optimizing its non-field resources?  If not, what is the 
profit maximizing number of reps and what accounts should they be targeting?

( $ )
ISR DDD Dollars
• Corrections (M)
• VA/Government (G)
• Hospitals (H)
• MRDD and Other (O)

LTC DDD Dollars

• LTC Pharmacy Provider 
Outlets (N)

• Data

Substantially different market definitions 
required that each sales force needed 

to be analyzed separately
• MRDD and Other (O)

Align outlets to 
zip codes and 

Classify out lets by 
class potential

Determine outlet 
level response to all

Determine profit 
maximizing numberp

identify 
target/non-target 

status

class potential, 
Depakote Share & 

Target Status

level response to all 
promotional 

detailing (ISR, LTC 
and Retail)

maximizing number 
of calls to outlets

D t i th # fIdentify targets 
that should be 

added and 
deleted from 
current target 

lists

Determine the # of 
reps need to deliver 

required calls to 
rationalized target 

list
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Business Answer: Current ISR reps are sufficient though call lists may need to be slightly 
readjusted.  Current LTC reps are insufficient and should be increased by 24 reps, 1 RTS, 3 DMs, 
1 RM and 7 RAMs.

REDACTED
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Refocused LTC sales and marketing efforts generates $14.5 MM  in 
new revenue in 2004 and $105.8 MM in years 2005-2008.

Estimated 2003 Unrecognized 
LTC Sales

Primary Market Research

Estimated Attainable New LTC Sales 
Over Plan/LRP
Abbott Internal Analysis

2004 2007

$55 MM

$85 MM

$2.3 MMOther $2.8 MM

$7.9 MM

$4.2 MM

MRDD

Corrections

SNF $7.1 MM

$1.6 MM

$3.5 MM
$

$17.8 MM

Total Low 
Estimate All 

Market Segments

Total High 
Estimate All 

Market Segments
$14.5 MM

Total Estimate
$32.7 MM

Total Estimate

Factors Affecting Segment Growth Estimates

Corrections

MRDD

Low base, need to stem VPA growth

Small patient base ,more fragmented LTCPP coverage
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MRDD

SNF

p , g g

Higher current base , strong existing relationships

REDACTED
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A larger marketing organization will help increase Depakote’s share 
of voice in LTC and create greater parity in Neuroscience.

Proposed LTC Marketing Organization

Neuroscience
Institutional Marketing

Sr. Product Mgr
(E i )

Corrections Sector
Product Mgr.

(New)

SNF Sector
Product Manager

(Existing)

 MRDD Sector
Associate Product Mgr.

(New)

(Existing)

(New) (Existing) (New)

• Disease knowledge
• Channel operations

LTC Marketing Responsibilities by Channel Increases Efficiency & Effectiveness

Channel operations
• Channel specific CME planning and execution
• Channel specific meetings and events planning and execution

Neuroscience Promotional Resources

Psych ‘03
Mkt. FTEs

9
Promo $’s

$15 MM $350 MM

Net 
Revenue

Neuro ‘03 4 $10 MM $350 MM
Mkt. FTEs Promo $’s

Net 
Revenue
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1.5 $2.6 MMLTC ‘03

LTC Proposed 3.5

$130 MM

$5.5 MM $150 MM
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Back-Up Slides Table of Contents

1. Market Understanding and Defining

2. Abbott’s Past Performance in LTC

3. Market Sizing and Future Potential

4. Optimization Supports Need to Realize Incremental Sales

• Sales Force Optimizationp

• Marketing Expansion

• Clinical Investments
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LTC Market Complexities

re
 

• Patients have greater incidence • Long Term Care Pharmacy 
P id (LTCPP) fill th j it

Market Characteristics Channel Characteristics

er
m

 C
aand prevalence of CNS disorders 

than the general population

• Degree of unmet medical needs in 
LTC i h i i

Providers (LTCPP) fill the majority 
of LTC Rxs

• LTCPP closed-door services are 
i l d d i

Lo
ng

 T
eLTC increases physicians 

discretionary use of Rx products

• Heavy LTC Prescribers and 
i fl ll l d il

more involved and expensive 
than retail services, e.g. 
consultations

• LTCPP have contractualLinfluencers are usually low-decile 
writes in retail

• Government regulates initiation and 
continued use of Rx products in

• LTCPP have contractual 
arrangements with manufacturers 

• LTCPP measurements and 
metrics are much more limitedcontinued use of Rx products in 

some LTC settings
metrics are much more limited 
than retail. 

• LTC, as a percent of all 
pharmaceutical sales has grown
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Source: Abbott interviews, , 

pharmaceutical sales, has grown 
from 8% to 13% in the past five 
years

REDACTED REDACTED
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Prescription fulfillment in all LTC settings in very complex.

Example:  How Drugs are Prescribed and Paid for in SNFs
SNF nursing staff

Advise physicians of patient 
medication needs

Physician (PCP / IM / Geri. 
Psych. / Med. Director)

Writes prescription
RxPatient

Consultant pharmacist

SNF nursing staff

Sends Rx to LTC 
pharmacy provider

Pharmaceutical 
companies

Sell drugs to pharmacy 
providers (can be via 
GPO )

84% of 

Key: LTC Pharmacy Provider

Consultant pharmacist

Ensures match between diagnosis 
and therapy

Advises physicians on appropriate 
therapies where necessary

GPOs)

$$

Rx

y
Process by which 
drugs reach patients

Process by which 
drugs are paid for

$

Fills prescriptions for SNF;provides 
consultant pharmacy services to SNF

Obtains reimbursement for drugs

SNF nursing staff

Administer drugs to patient

$$
Key influences on 
prescriptions

Regulatory Body:  CMS 
(formerly HCFA)

Regulate SNFs , enforcing 
regulations through consultant 
pharmacists

Medicaid / Insurers

Reimburse pharmacy 
providers for cost of drugs
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Sources: Abbott Neuroscience LTC Business Review, 

Similarly complex process flows exist in other LTC setting segments.Similarly complex process flows exist in other LTC setting segments.
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The LTC market is undergoing growth and change.  Depakote LTC, 
while growing, lags the rest of the market.

Market Issues
• Pharmaceutical companies and LTCPP are expanding the LTC market

–The channel is estimated to offer 2 billion dollars in net sales in 2003
–Competitors are establishing contracts in other LTC settings, e.g.  contracts in corrections

LTCPP are expanding their reach to serve:

Market Issues

–LTCPP are expanding their reach to serve:
»ALFs
»MRDD institutions and group homes
»Corrections

• Product competition in the SNF segment of the LTC is intensifying
–Risperdal label change has caused prescribers and influencers to rethink medication choices
–Abilify is publishing LTC data and devoting sales resource to the channel
–Cholinesterase inhibitors have surpassed Depakote’s LTC TRxs and have introduced behavior control data
–New Alzheimer's products will hit the market in 2004 (Memantine)

• Channel consolidation is accelerating• Channel consolidation is accelerating
–  acquired two other national Long Term Care Pharmacy Providers (LTCPP)  in 2003 -  and 

Depakote Issues
• Depakote is the third or fourth medication choice behind antipsychotics for psychiatry needs in LTC

• Depakote is in a dead heat with other AEDs as a medication choice for addressing neurology needs in LTC

• Depakote has produced much less LTC data than its competitors
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• Depakote has produced much less LTC data than its competitors

• Depakote has one of the smaller LTC sales force in the industry

REDACTED REDACTED

REDACTED
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Abbot’s LTC History

Where We’ve Been Where We Are

• Neuroscience sales force • Neuroscience sales force Neuroscience sales force 
launched in 1998 with 28 LTC 
Specialists and 1 National 
Account Manager (NAM)

currently supports 55 LTC 
Specialists; 3 NAMs – last 
expansion took place in 2001

• Launched clinical trials – Elderly 
Mania - in hopes of obtaining an 
indication for treating aggression

• Conducting retrospective 
analysis and investigator 
initiated studies to produce LTCindication for treating aggression 

and agitation in the elderly
initiated studies to produce LTC 
data

• Sales and marketing efforts • Sales and marketing efforts• Sales and marketing efforts 
100% focused on treating 
elderly patients in skilled nursing 
facilities (SNFs)

Sales and marketing efforts 
focused:

–75% SNFs
–15% MRDD
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–10% ALFs and Other
Source:  Abbott interviews and historical documentation of channel efforts.
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LTC’s Past Contribution To Sales

Depakote Gross Sales by 
Channel
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12000

800000

1000000

8000

10000

ua
l T

R
xs

200000

400000

600000

2000

4000

6000

To
ta

l A
nn

u

0
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Total Depakote CAGR: 15% Retail CAGR:  15%
LTC CAGR:  24% Other CAGR:  11%

0
1997 1998 1999 2000 2001 2002

Total Depakote CAGR: 8.8% Retail CAGR: 7.0%
LTC CAGR: 19.4% Mail Order CAGR: 8.7%
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Source:  Retail & Provider Perspectives. Abbott analysis of DDD LTC sales and LRP LTC Sales.
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In LTC, Depakote faces the same product challenges as it faces in Psych 
and Neuro markets, plus unique facility based challenges.

SNF

Efficacy Safety Tolerability Overall Appeal

Depakote as Compared to Other Products Used in Select LTC Settings

SNFs

ALFs

+ + + + 
Lack of regulation concerns 
aids rating

++ +ALFs

MRDD 
Facilities

+ 
Prescribers lack experience

+ - + 

+ - + + 

Correctional 
Facilities

+ + 
Cost and broad spectrum

+ + + + + 

Prescribers lack experience

Facilities Cost and broad spectrum 
utility aids rating

+++ =  Superior rating or an attribute
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+ =      Average rating for an attribute

- =      negative product attribute

- - - =      Highly negative product attribute Source: Synthesized from supplied primary data (QA).REDACTED
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Neuroscience has redefined LTC to match the extended care market 
served by LTCPPs - aligning LTC’s strategy with the larger brand strategy.

5 MM Total LTC Patients in Select LTC Settings
Skilled Nursing 
Facilities (SNFs)

Assisted Living 
Facilities (ALFs)  

Correctional 
Facilities

Mentally Retarded 
Developmentally 
Delayed Facilities 

Current 
Population

(MRDD)

• 1.5 MM residents or 
28% of all LTC 
patients

• # of beds is flat

• 1 MM residents or 24 % 
of all LTC Patients

• # of beds increasing 
rapidly

• 450,000residents or 9 
% of all LTC Patients

• # of beds is flat

• 2 MM residents or 39 
% of all LTC Patients

• # of beds is moderately 
increasing# of beds is flat p y increasing

Current 
Payor Mix

• Medicaid - 60%

• Medicare - 15%
• Government  100%• Medicaid/SSI – 10%

• Private pay – 88%

• Medicaid/SSI – 98%

• Private pay – 2%

Est. 2007 
Population • 1.6 million residents • 2.3 million residents• 3 million residents • 525,000 residents

• Private pay  / insurance 
- 25%

• LTC insurance – 2%
Current 
LTCPP 
Penetration • 100% • 40%• 20% • 15%

Prescriber 
Priorities

• Medical Directors/PCPs

• Geriatric Psychiatrists

• PCPs • PCPs

• Neurologists

• PCPs

• Psychiatrists
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Sources: Abbott Primary Market Research.   NCAL Facts and Trends 2001; ALFA Overview of the Assisted Living Industry 2001;  
 Abbott Neuroscience Population estimates have been rounded.  Business Review, National Center for Health Statistics, Health United States 2001; . 

Historic Abbott Market 
Definition
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Current LTC secondary data sources limit the ability to understand 
future sales activity and segment contributions.

Currently Available 
Secondary LTC Data

Current Data 
Elements

Limitations

Rx: NPA Provider 
Perspective ( –Buy 
In)

• National accounting of Rxs for total 
Sub Cat N1 – Nursing Home 

Pharmacy Providers

• Lacks Rx by Sector
• Lacks Rx by Diagnosis

In) Pharmacy Providers • Projects for (which Abbott buys indecently) 

DDD $(  Sell Out) • Depakote $ for total N1s Nursing 
Home Pharmacy Providers

• Depakote $’s by Outlet for total LTC

• Lacks Depakote $ by Sector - can not tie outlet dollars 
to facilities

• Lack Depakote $ by Diagnosisp $ y p $ y g
• Does not include $’s
• Can not tie Prescriber relationships to N1 outlets
• Can not define dollars by competitor (DDD groups 

competitors)

• Lists of MRDD facilities and the dollar volumes they carry
• Complete lists of correctional facilities and the dollar volumes they carry

Unavailable But Useful Secondary LTC Data

Co p ete sts o co ect o a ac t es a d t e do a o u es t ey ca y
• Complete lists of nursing home facilities and the dollar volumes they carry
• Complete doctor level data
• Mechanism for link doctor (or other provider / potential target) with facility and/or type of facility
• Dollars by competitor (DDD groups competitors)
• Dollars by competitor by facility type
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• Any way to factor data by diagnosis 
• Share of voice metric in LTC

REDACTED

REDACTED

REDACTED

REDACTED
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Abbott had to conduct primary market research to size the market’s 
potential.

Current LTC Data Limitations

A t t i f ti l t l ti it t th• Actual  account information only captures sales activity at the 
pharmacy outlet level.  

• No publicly available data tracks sales activity from a pharmacy outlet to the 
facilities served by these outlets.y

• Numerous  accounts currently categorized as “nursing home 
providers” are doing the majority of their business in other LTC settings.

• No publicly available LTC data source ties dollar sales to diagnoses in LTC.p y g

The only way to precisely understand where today’s Depakote LTC DDD dollar 
sales requires a unique account profiling exercise:sales requires a unique account profiling exercise:

Each LTC rep would estimate the % of dollars directed to different facilities types 
affiliated with each outlet in their territory 

We recommend pursuing this analysis over the next three months
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Note:  Market research sample and methodology details are found in the appendix.

We recommend pursuing this analysis over the next three months.

REDACTED

REDACTED
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LTC Primary Market Research May 2003:  Design and 
Objectives

# of Ph sicians Completing Wh t i th i f th LTC

Physician Sample Study Objectives

# of Physicians Completing 
Study by Facility Type

Total Completed 248
Correctional Facility 49

• What is the size of the LTC 
market?

• What is the prevalence of 
Depakote’s use in different LTCCorrectional Facility 49

PCP 4
Psychiatrist 45

MRDD 48
PCP 44

Depakote s use in different LTC 
facilities across select 
neuroscience conditions?

• How is the Depakote brand 
tl b i d i l t LTCPCP 44

Neurologist 24

Assisted Living Facility 65
PCP 65

currently being used in select LTC 
environments to treat select 
neuroscience related conditions?

• What can Abbott do to increase
Skilled Nursin Facility 66

PCP 66

What can Abbott do to increase 
its usage?

• How much can the usage 
increase?
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LTC Strategic Considerations

LTC Segment Evaluation Grid

LTC Market Financial Promotional LTCPP’s Ability Competitive Overall Segment 
Segments Potential Alignment to Impact 

Business
Advantages Value to Abbott

Skilled Nursing

Assisted Living

MRDDMRDD

Corrections

Confidential Page 55October 27, 2003
Source:  Abbott analysis.
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LTC Segments Financial Potential Analysis

Total Number of Residents Residing in LTC Facility Types

LTC Residents with Select Neuroscience Conditions 
Receiving Rx Treatment

Total 
Number of 
Patients on 

Average 
Daily 

Dose in 

Weighted 
WAC

Per MG

Average 
Length Of 
Therapy X X X

Medicaid and
Pharmacy 
Provider 
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Each Brand MGs
Per MG

In Days Rebates
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Resident Universe for LTC: Depakote Relevant Segments

Total Universe of 
Residents/Inmates

5 MM

Residents 
in SNF
1.5 MM

28%

Residents 
in ALF
1.3 MM

24%

Residents 
in MRDD
470,000

9%

Inmates in 
Cor Fac

2 MM
39%

Bipolar Disorder
21%

AAI w/ Dementia

Bipolar Disorder
14%

AAI w/ Dementia

Bipolar Disorder
15%

AAI w/ Dementia

Bipolar Disorder
13%

AAI w/ Dementia

28% 24% 9% 39%

ke
t 

AAI w/ Dementia
7%

AAI w/out Dementia
24%

AAI w/ Dementia
19%

AAI w/out Dementia
13%

AAI w/ Dementia
22%

AAI w/out Dementia
12%

AAI w/ Dementia
26%

AAI w/out Dementia
12%

H
is

to
ric

al
M

ar
k

D
ef

in
iti

on

Psychosis
13%

Epilepsy

Psychosis
10%

Epilepsy

Psychosis
12%

Epilepsy

Psychosis
14%

Epilepsy

H
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7%25%11%10%

Sources: , State of the States in Developmental Disabilities Report and Bureau of Justice Statistics.  Prevalence 
of condition data sourced from physician reported, supplied primary data (QA).EDACTED

Attachment 14 to Agreed Statement of Facts 
U.S. v. Abbott Laboratories

REDACTED

Case 1:12-cr-00026-SGW   Document 5-16    Filed 05/07/12   Page 59 of 117   Pageid#: 508



Additional Prevalence Proof for Neuroscience Conditions in the 
LTC Marketplace

 SNF ALF MRDD CORR 

 2ndary
Res 

2ndary 
Res 

2ndary 
Res 

2ndary 
Res 

Bipolar 10%(1) 13%  15%  17% 20% (6) 21% 

AAI 
W/Dementia 

 26%  22%  15%  7% 

AAI W/O 12% 12% 17% 24%AAI W/O 
Dementia 

 12% 12%  17% 24%

Psychosis 6% to 
10% (2) 

14%  12%  14% 10% (7) 
&(8) 

13% 

Epilepsy 6% (3) 
8% to 
15%  
(4) 

10% 11% 14% to 
24% (5)
45% to 
67% (5)

25% 7%
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References for Secondary Prevalence Findings

1 (A) 10% of Nursing Home patients have Bipolar disorder 
www.upcmd.com/dot/diseases/01076/disorder_information.html
(B) Lifetime prevalence of Bipolar disorder in the general population has been underdiagnosed; 
incidence approaches 5% to 8% of the general population: Arnold L Lieber MD: A Practitioner’sincidence approaches 5% to 8% of the general population: Arnold L Lieber, MD: A Practitioner s 
Overview of the Soft Bipolar Spectrum:www.psycom.net/depression.central.lieber.html

2 Psychoses prevalence varies from 6% to 10% in the elderly population. Pietro Gareri, Conventional and 
Atypical Antipsychotics in the Elderly, Clinical Drug Investigation; www.medscape.com

3 Five or 6% of nursing home residents suffer from Epilepsy.  K.L. Capozza Epilepsy Drugs Common in 
N i H h lth d t / ti l /h t /103437886Nursing Homes: www.ahealthyadvantage.com/article/hscoutn/103437886

4 Annual Incidence of Epilepsy by age: approximately 8% in 60-69 year olds; approximately 15% in 70-79 
year olds; Robert W. Griffith, MD: Epilepsy is Quite Common in Old Age; 
www.healthandage.com/Home/gid2=734

5 14-24% of people with intellectual disability are affected by Epilepsy.  45-67% of people with severe p p y y p p y p p
intellectual disability are affected by Epilepsy. National Electronic Library for Health 
www.minervation.com/ld/healthservices/medical/3.html

6 Prison populations have a four-fold incidence of Bipolar disorder compared to the epidemiology of the 
general population.  (5% Bipolar disorder in general population (reference (1B) above) times 4 = 20%). 
GN Conacher, Management of the Mentally Disordered Offender in Prison.GN Conacher, Management of the Mentally Disordered Offender in Prison.

7 600,000 to 1 million people jailed have a mental illness: 600000/2million inmates = 30% (combination of 
Bipolar and Psychosis in  data = 34%) ; National Council on Disability.

8 7% of sentenced men, 10% of men on remand and 14% of women in both categories were assessed as 
having a psychotic illness within the past year.  Severe Mental Illness in Prisoners.
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Depakote’s RX Share Summary By Condition

Residents in SNF R id t i ALF R 'd R id t i MRDD R 'd I t i C F R 'd

Bipolar Disorder

Rx'd
(81% of SNF 
Residents)

Residents in ALF Rx'd
(77% of ALF 
Residents)

Bipolar Disorder

Residents  in MRDD Rx'd
(76% of MRDD 

Residents)

Bipolar Disorder

Inmates in Cor Fac Rx'd
(73% of Cor. Fac. 

Inmates)

Bipolar Disorder

10%

AAI w/ Dementia

7.%

9%

AAI w/ Dementia

5.%

12%

AAI w/ Dementia

5%

13%

AAI w/ Dementia

11%

AAI w/out Dementia

6%

AAI w/out Dementia

5%

AAI w/out Dementia

6%

AAI w/out Dementia

15%

Psychosis

6%

Psychosis

5%

Psychosis

6%

Psychosis

7%

Epilepsy

12%

Epilepsy

13%

Epilepsy

18%

Epilepsy

18%

Total Depakote Patients
Overall Share

Total Depakote Patients
Overall Share

Total Depakote Patients
Overall Share

Total Depakote Patients
Overall Share
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Overall Share
8%

Overall Share
7%

Overall Share
9%

Overall Share
13%

Sources:  Facility population counts provided by Abbott.  Prevalence of condition data sourced from physician reported,  supplied primary data (QA).REDACTED
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Depakote Average Daily Dose (in mg) Summary

Patients in SNF Patients in ALF Patients in MRDD Patients in Cor Fac 

Bipolar Disorder

Depakote DR = 750
Depakote ER = 700

AAI / D ti

Bipolar Disorder

Depakote DR = 875
Depakote ER = 775

AAI Dementia

Bipolar Disorder

Depakote DR = 728
Depakote ER = 762

AAI / D ti

Bipolar Disorder

Depakote DR = 1448
Depakote ER = 1430

AAI / D tiAAI w/ Dementia

Depakote DR = 615
Depakote ER = 600

AAI w/ Dementia

Depakote DR = 685
Depakote ER = 650

AAI w/ Dementia

Depakote DR = 626
Depakote ER = 632

AAI w/ Dementia

Depakote DR = 829
Depakote ER = 704

AAI w/out Dementia AAI w/out Dementia AAI w/out Dementia AAI w/out Dementia

Depakote DR = 600
Depakote ER = 650

Depakote DR = 7
Depakote ER = 758

Depakote DR = 617
Depakote ER = 595

Depakote DR = 1368
Depakote ER = 1235

Psychosis Psychosis Psychosis Psychosis

Depakote DR = 850
Depakote ER = 850

Depakote DR = 683
Depakote ER = 754

Depakote DR = 509
Depakote ER = 561

Depakote DR = 1136
Depakote ER = 1050

Epilepsy

Depakote DR = 825

Epilepsy

Depakote DR = 656

Epilepsy

Depakote DR = 1 002

Epilepsy

Depakote DR = 1542
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Depakote DR = 825
Depakote ER = 800

Depakote DR = 656
Depakote ER = 796

Depakote DR = 1,002
Depakote ER = 976

Depakote DR = 1542
Depakote ER = 1594

Sources:  Facility population counts provided by Abbott.  Prevalence of condition data sourced from primary data (QA).REDACTED
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Depakote Average Length of Therapy (Days Per Year) Summary

Residents in SNF Residents in ALF Residentts in MRDD Inmates  in Cor Fac 

Bipolar Disorder

Depakote DR = 265
Depakote ER = 251

AAI w/ Dementia

Bipolar Disorder

Depakote DR = 144
Depakote ER = 250

AAI w/ Dementia

Bipolar Disorder

Depakote DR = 201
Depakote ER = 224

AAI w/ Dementia

Bipolar Disorder

Depakote DR = 315
Depakote ER = 279

AAI w/ DementiaAAI w/ Dementia

Depakote DR = 196
Depakote ER = 204

AAI w/ Dementia

Depakote DR = 137
Depakote ER = 175

AAI w/ Dementia

Depakote DR = 188
Depakote ER = 211

AAI w/ Dementia

Depakote DR = 281
Depakote ER = 170

AAI w/out Dementia AAI w/out Dementia AAI w/out Dementia AAI w/out Dementia

Depakote DR = 181
Depakote ER = 175

Depakote DR = 150
Depakote ER = 192

Depakote DR = 143
Depakote ER = 176

Depakote DR = 254
Depakote ER = 222

Psychosis Psychosis Psychosis Psychosis

Depakote DR = 229
Depakote ER = 231

Depakote DR = 139
Depakote ER = 136

Depakote DR = 205
Depakote ER = 199

Depakote DR = 259
Depakote ER = 208

Epilepsy

Depakote DR = 304

Epilepsy

Depakote DR = 236

Epilepsy

Depakote DR = 247

Epilepsy

Depakote DR = 326
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Depakote DR  304
Depakote ER = 290

p
Depakote ER = 281

p
Depakote ER = 279

Depakote DR  326
Depakote ER = 301

Source:  Length of Therapy data sourced from  primary data (Q7/9).REDACTED
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Primary research suggested that potential Depakote LTC net sales 
could be $55-$85MM above current net sales.

SNF ALF MRDD C ti TOTALSNFs ALFs MRDD Corrections
% of Population in 
Each Setting

28%

39% 100%

24%

TOTAL

AAI Without 
Dementia

% of Depakote $'s Coming From…

23%

8%8%
4% 4%

3%

11%
8%

9%
24%

15%

Psychosis

AAI W/ Dementia

27%

9%

23%

20%

4%

31%

71%

7%

71%
34%

15%

11%

28%

22%

8%

$ $ $ $ $

Epilepsy

Bipolar Disorder 33%38%
15%

32%32%
11%

26%26%

Total Market Value of 
Setting 

$460 
MM

$275 
MM

$150 
MM

$960
MM

Total Net Potential 
Market Value for 

$30 
MM

$18
MM

$15 
MM

$120M
M

$2
B

$185
MM
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Depakote
Current Net* LTC 
Depakote Sales

$130- 100
MMSources: supplied primary data (QA).  Presented results have been rounded from final findings.  *  

Depakote LTC Net sales are estimated as Medicaid rebates are not precisely allocated back to the channel.

REDACTED REDACTED
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LTC is seeking to optimize corrections, SNF and MRDD sales and 
marketing efforts through 2008.

LTC Segment Evaluation Grid
LTCPP’s Ability Overall Competitive Promotional Financial LTC Market 

High

to Impact 
Business

High
Represents core LTC 
business today

Moderate
Antipsychotic 
regulations give slight

Moderate
54% PI aligned

Moderate
$25-30 MM 
annually

Skilled Nursing

Segment Value 
to Abbott

AdvantagesAlignmentPotentialSegment

Low Low
Growing segment but 
lacks  LTCPP as key 
element in impacting

Low
Antipshycotics and 
cholinestrate 
inhibitors dominate

Moderate
66% PI aligned

Assisted Living

business today.regulations give slight 
advantage 

annually

Moderate
$15-40 MM 
annually

Moderate Moderate
High strategic fit with 
Bipolar and Epilepsy.

High
Antipsychotic 
regulations give 

High
86% PI alignedMRDD

element in impacting 
business

inhibitors dominate

Low 
$15-20 MM 
annually

Moderate High
High strategic fit with 
bipolar and epilepsy.  
Requires coordination 

ith HIV

HighModerate
60% PI aligned

High
$120-135 MM 
annually

Corrections
advantage 

Cost advantages over 
antipsychotics

annually

Confidential Page 64October 27, 2003

Source:  Abbott marketing analysis.

with HIV.p y
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LTC Strategy Execution Drivers

Corrections MRDD SNFs

Depakote Eligible Patient 
Population

Y% or X MM inmates have 
conditions that could be 
treated with Depakote

Y% or X MM residents 
have conditions that 
could be treated with

Y% or X MM residents 
have conditions that 
could be treated withtreated with Depakote could be treated with 

Depakote
could be treated with 
Depakote

# of Institutions 8,400 state, county and 
city jails and prison

7,100 large and small 
facilities

18,000 Nursing Homes
1.9 Million Beds

Depakote $’s per patient, 
per year*

$870 a year $485 a year $405 a year

LTCPP Coverage Three national MCOs and 
their LTCPPs provide 

National LTCPP 
consolidation is in its 

Four national LTCPP 
provide drugs to 35% of 

drugs to 30% of the 
market

infancy all SNF beds

Depakote Messages 1. Bipolar
2. Agitation & 

Aggression

1. Epilepsy
2. Agitation & 

Aggression

1. Agitation & 
Aggression

2 BipolarAggression Aggression 2. Bipolar
3. Epilepsey

Promotional Mix ( In order 
of importance)

1. CME
2. RAM coverage
3. Contracting

1. Sales rep coverage
2. CME

1. NAM/RAM coverage
2. Sales rep coverage
3. CME
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g

Source: primary market research conduct for Abbott Laboratories, May, 2003.

Note:  Prevalence of disease states can be found in the appendix on page _.  Marketing plans by setting are found on pages _ - _ of the appendix.
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LTC Optimization Supports

Marketing Expansion
Sales Force Optimization

Marketing Personnel

Marketing Budget

Contracting Expansion

Sales Force Optimization
Representative Increase

Management Increases
Contracting Expansion

Internal Support Needs
Key Supports

Clinical Data Expansion
Geriatric IISGeriatric IIS

Corrections IIS

MRDD IIS
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Competitive Field Sales Force Landscape

LTC ISRsLTC ISRs

80 FTEs*
160 FTE Hospital Reps- all 
‘Hospital’ reps are ‘Hospital p p p
and Long-Term Care’ Reps 
and report through the same 
structure as the CNS reps.
188 FTEs* Office/Institution:                          
Elder Care:                                 
4 Regional Directors,               
28 DMs, 280 Reps
Long Term Care:                          
3 R i l Di t

58 DMs, 580 Reps.                       
16 Institutional account  
managers, 10 strategic 
account managers reporting 
through public sector &3 Regional Directors,                 

22 managers
through public sector & 
institutional business 
Director.

176 FTEs*
21 District Managers

13 District Managers,              
118 ISRs21 District Managers,              

263 LTC Reps

7 DMs, 55 LTC Sales 
Representatives

9 ISR District Managers, 79 
ISRs

Confidential Page 67October 27, 2003

*  Note:  Total rep counts were reduced by 70% to account for time given to an atypical primary detail to arrive at an adjusted FTE count.
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Targets shown are individuals not accounts or institutions

Abbott’s Unique LTC Sales Focus

300 NSR/PSR Reps

Office based specialist 

Targets shown are individuals - not accounts or institutions
55 LTC Reps

Account Management Sales 
flowing through LTCPP, 
i l di PCP G i P h p

sales focused on 
psyhciatrists and 
neurologists

16,172
26

7002,375

including PCPs, Geri Psychs, 
Consultant Pharmacists and 
Nurses

3,407 Targets 22,777 Targets

LTC
NSR/PSR

79 ISR Reps 65
267

Institutional sales flowing 
through GPOs or IMS non 
nursing home providers ISR

5,098
Breakdown of Institutions
Hospital or Affiliated 
Clinic/Pharmacy

P h/MH C t

78%

7%

Note: Collaboration 
between SR and ISR reps 
is motivated by SR 
incentive plan:  SRs are 
zip aligned and are 

ibl f ll K l

9,697 Targets

4,267Psych/MH Center or 
Affiliated Pharmacy 

Correctiosl

MRDD

LTC Facility or LTCPP

7%

4%

2%

2%

responsible for all Kg sales 
in their territories, and so 
must work closely with 
ISRs to maximize new 
starts in institutions that 
generate spillover.
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LTC Facility or LTCPP

Other

2%

9%
Note: ISRs alone are 
responsible for Depacon 
sales
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Depakote LTC generates more days of therapy per rep than any major 
competitors.

916
180

200

900

1,000
Es 00

s)

Sales Representative Resourcing vs. Days of Therapy Output

678

100

120

140
160

180

500

600

700
800

900

es
en

ta
tiv

e 
FT

E

y 
/ L

TC
 F

TE
 (0

0

237267

389

20

40
60

80

100

100

200
300

400

500

er
m

 C
ar

e 
R

ep
re

ay
s 

of
 T

he
ra

py

0

20
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2004 Proposed

Seroquel Zyprexa Risperdal
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(Abbott) ( ) ( ) ( )(Abbott)

LTC FTEs Therapy Days/FTE

( ) ( ) ) )

Sales/FTE: $2.38MM $1.98MM $2.87MM $1.84MM

( )

$1.76 MM
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Sources:     Commercial Analysis and Marketing assumptions

Note:         Depakote: 55 representatives, 100% of time on Depakote/Depakote ER = 55 FTEs.  Zyprexa: 263 LTC reps spend 67% of time on Zyprexa = 176 FTEs
Risperdal: 280 Elder Care reps spend 67% of time on Risperdal = 188 FTEs.  Seroquel: 100 LTC reps spend 80% of time on Seroquel = 80 FTEs
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However, Abbott LTC Reps See Physician Customers Less Frequently 
than Competitor Representatives

100%

Target Physicians’ Perceived Frequency of Rep Visits
% of Physicians Reporting Each Frequency Key Supporting Points

40% 40%

25%
12% 18% 15%

80%

100%

• 16% of Abbott LTC targets 
surveyed indicated that Abbott 
reps could be more valuable by 
visiting more frequently

22%
18%

20%

45%
43%

40%

40%

60% visiting more frequently

• One in five Abbott LTC targets
are satisfied with Abbott reps

• One in ten Abbott LTC targets

15%
26% 21% 25%

15%

0%

20%

Abbott

* *

• One in ten Abbott LTC targets
can’t remember the last time they 
saw an Abbott rep

>2x/Mo 2x/Mo Monthly Quarterly
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*Denotes statistical significance relative to Abbott, p<=0.05
Source:  ABT Custom Study, May 2003
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Recent History of LTC Sales Force Sizing Analyses and 
Recommendations

• April 2001:  recommends increasing LTC sales force from 
54 representatives to 98 representatives

• March 2002:  explores the concept of blending the ISR and LTC sales 
forces

• October 2002:  revises  analysis, keeping LTC sales force 
separate from ISR sales force.   recommends expanding the LTC 
sales force to 80 representatives

• July-September 2003:   conducts a promotional response analysis 
within Depakote's non-retails sale groups (ISRs and LTC)to arrive at the 
number of appropriate target counts, details need per account andnumber of appropriate target counts, details need per account and 
number of reps need to address the most profitable targets.

Confidential Page 71October 27, 2003
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LTC Market:
Sales Analysis

   
  

Confidential
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Overview

• Objective
– Calculate the incremental sales by increasing the LTC headcount by 16 reps, 

24 reps and 32 reps.

• Methodology
– In all scenarios, the following assumptions apply:

C t N T t d t h l d i d 20% f th i» Current Non-Targets are assumed to have already received 20% of their 
optimal frequency.

» LTC reps deliver 1,200 calls / year
» Call activity is reallocated away from unprofitable segmentsy y p g

– Note that, as with the original analysis, the optimal frequency for  
outlets was capped at 2 times their historical LTC call level.

Thi i d t th hi t i l f b i i ifi tl b l th N» This is due to the historical frequency being significantly below the Non-
 outlets and that both  and Non-  outlets were 

used to derive the response curve.

Confidential Page 73October 27, 2003
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LTC Analysis: Add 16 Incremental LTC Reps

The incremental sales gain over the next 12 months is $9.8MM with a cost of $2.7MM.

$19,561
$20 000

$25,000

$15,000

$20,000

(M
ill

io
ns

)

$9,780

$2 688
$5,000

$10,000

D
ol

la
rs

 (

$2,688

$0

,

Total Sales Gain Sales Gain Next 12
h

Detailing Cost
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Outlets Added: Add 16 Incremental LTC Reps

The added targets would be selected from the Current LTC Non-Targets.

100
100
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Current LTC Non-Targets
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LTC Analysis: Add 24 Incremental LTC Reps

The incremental sales gain over the next 12 months is $12.1MM with a cost of $4.0MM.

$24,209$25,000

$30,000

$15,000

$20,000

(M
ill

io
ns

)

$12,104

$3 984$5 000

$10,000

$15,000

D
ol

la
rs

 (

$3,984

$0

$5,000

Total Sales Gain Sales Gain Next 12
h

Detailing Cost
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Outlets Added:  Add 24 Incremental LTC Reps

The added targets would be selected from the Current LTC Non-Targets, 
Current LTC Targets, and  outlets.
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Current LTC Non-Targets Current LTC Targets
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LTC Analysis:  Add 32 Incremental LTC Reps

The incremental sales gain over the next 12 months is $14.3MM with a cost of $5.4MM.

$28,607$30,000

$35,000

$

$20,000

$25,000

(M
ill

io
ns

)

$14,303

$5,376
$10,000

$15,000

D
ol

la
rs

 (

$0

$5,000

Total Sales Gain Sales Gain Next 12
h

Detailing Cost
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Outlets Added:  Add 32 Incremental LTC Reps

The added targets would be selected from the Current LTC Non-Targets, 
Current LTC Targets, and  outlets.
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Proposed LTC Account Manager Optimization

National Clinical Director

National VP of Clinical & Operation

LTC PP Customer 
Structure

Optimized Account 
Management Structure

National VP of Clinical & Operations

National VP of Purchasing

National VP of IT

National Account Managers

NAMsNational Level

Regional VPs

Regional Clinical Directors 

Regional Consultant Coordinators

RAMsRegional Level

Local Consultant Coordinators

Consultant Pharmacists

Dispensing Pharmacists

DMs/Reps
Local Level

Patient LTCPP or MCO
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Example of Western Area (AZ, CA, OR, WA) LTC RAM 
Responsibilities

National Pharmacy Accounts
  Regional Office
 2  Regional Clinical 

Coordinators

Nursing Home Chains
• Regional DON –  

(CA)Coordinators
  Regional Clinical Director
  Regional VP (WA)
  Consultant Coordinators (4)

Regional Pharmacy Manager

 (CA)
• Regional Director -

Department of Corrections
  Regional Pharmacy Manager 

(CA)
  Divisional Sr. Consultant 

(CA)

p
• CA DOC System

Developmental Disability Nurse 

Independent Pharmacy Accounts
•  Pharmacy (Van Nuys, CA)
• Pharmacy (San Diego CA)

Association Chapters
• CA and WA DDNA Chapters
Other

•  Pharmacy (San Diego, CA)
•  Pharmacy (Portland, 

OR) 

•  (In-patient psych –
 supplies drug)
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Required LTC Representative Skill Set

• Account Management Skills
– Account Planning Abilities
– Influence Mapping Expertise

Needs Identification Skills– Needs Identification Skills
– Program Design and Delivery Skills

• Personal Promotion Skills
– Integrity selling skills
– Objection handling abilities for both specialists and generalistsj g p g

• Formulary/Reimbursement Knowledge and Understanding
– Medicaid Knowledge
– Medicare Knowledge
– Dually Eligible (Medicaid/Medicare)

• Market and Setting Knowledge and Understanding
– Demographic understanding of patient types
– Market drivers of business and medical needs
– Regulatory understanding

P d t U d t di• Product Understanding
– Bipolar Expertise (acute and maintenance)
– Epilepsy Expertise
– Agitation and Aggression Expertise
– Co morbid ConditionEexpertise

Confidential Page 82October 27, 2003

Co morbid ConditionEexpertise
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LTC New Hire & Existing Filed Sales Representative ‘04 Training 
Plan

New Hire ISTC Post-ISTC

Hi f J 1 2004 t t d t F ll D k t tifi ti RFT t i iHire for Jan 1, 2004 start date Full Depakote certification RFT training

Pre-ISTC assignments: Epilepsy, 
Migraine, Bipolar, MR/DD, DOC 

and SNF modules

New SNF Training* LTC Mentor program (30, 90 
and 120 days)

and SNF modules

New DOC Training* Integrity Selling Follow-up 
teleconferences

New MR/DD Training* Field-Based Preceptorships

Account-Based Selling
Advanced Account-Based 

Selling*g

Integrity Selling

ISTC –Based LTC 
Preceptiorship
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p p
* Includes existing reps
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Required LTC Field Sales Support:  Data

Data Set Vendors Business Uses Annual Cost*

LTC Exponent • Provide prescriber level data for a portion of the LTC 
market

$150,000
market

• Refine targeting

• Refine Q & I requirements for LTC sales organization

DNA MD View

(Flat File)

• Provide prescriber level data for a portion of the LTC 
market (largely )

• Refine targeting

$100,000

g g

• Refine Q & I requirements for LTC sales organization

Pharmacist Various • Provide facility identification data $ 50 000Pharmacist, 
and Facility  
Lists 

Various Provide facility identification data

• Provide organizational affiliations for key prescriber 
and influencers

• Assist with direct marketing needs and event 
t ti

$ 50,000

Confidential Page 84October 27, 2003

targeting

*  Annual costs account for both data acquisition and manipulation related charges should Abbott need to secure outside resources to fulfill
programming and analysis needs. 
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Required LTC Field Sales Support:  Vouchers

94% 93% 98%

How Valuable are Samples/Vouchers to You and Your Patients?
(% of  Physicians mentioning valuable or very valuable unaided)

49% 47%

75%

Samples
Vouchers

LTC Neurology Psychiatry

Source: ABT Custom Study, May 2003

% agreeing 
Abbott provides 

sufficient samples
59%                     78%                     25%                      

•Based 2004 LTC per rep request on:
–Abbott’s 2003 SR and ISR experience
Competitive informati n

Confidential Page 85October 27, 2003

–Competitive information
 Assumed that required vouchers will be funded through Depakote common funds.
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LTC Optimization Supports

Marketing Expansion
Sales Force Optimization

Marketing Personnel

Marketing Budget

Contracting Expansion

Sales Force Optimization
Representative Increase

Management Increases
Contracting Expansion

Key Supports

Clinical Data Expansion
Corrections IISCorrections IIS

MRDD IIS

Agitation, Aggression IIS

Confidential Page 86October 27, 2003
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LTC marketing has developed setting and disease state positioning to 
ensure fulfillment of LTC’s new strategy.

Correctional 
Facilities

Mentally Retarded 
Developmentally Delayed 

Facilities (MRDD)

Skilled Nursing 
Facilities (SNFs)

• Hold corrections only RCMs • Develop targeted programming for 
l t t i h

• Hold MRDD only RCMs

• Tailor Stahl programming and DLNs 
to corrections

• Attend key corrections meetings 

• Contract with corrections MCOs

reluctant geri-psychs

• Deliver value added prgms. for CPs 
and NPs w/ secondary clinical 
messages, e.g. nurses retention 
through better behavior mmgt.

• Enhance and expand MRDD Penry 
programming

• Deliver case-based special populations 
seizure treatment programming

• Emphasize cost reduction and pharmacoeconomic messages based on evidenced based medicine in all settings

• Stress the advantages of Depakote ER over VPA and the utility of oral loading for acute treatment

Universal Institutional Positioning

Bipolar LTC
• Deliver core bipolar messages s 

to corrections, MRDD and SNFs
• Communicate symptom relevance 

from pivotal trials to prescribers

Agitation & Aggression LTC

Stress the advantages of Depakote ER  over VPA and the utility of oral loading for acute treatment

Epilepsy LTC
• Deliver core seizure messages to 

corrections, MRDD and SNFs

cc

to corrections, MRDD and SNFs

• Utilize CME to further address 
bipolar in the elderly or dually 
diagnosed patient

• Conduct IIS work with 

from pivotal trials to prescribers

• Utilize CME to disseminate 
agitation research

• Utilize CME and advocacy ties to 
address care giver burden issues

corrections, MRDD and SNFs

• Utilize CME to address unique 
seizure types common among MRDD 
and elderly patients

• Conduct IIS work with specific 

Confidential Page 87October 27, 2003

incarcerated or probationary 
bipolar populations • Conduct IIS work addressing 

common adjunctive therapy 
approaches - Casey LTC

institutionalized epilepsy populations
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Proposed 2004 LTC Promotional Budget Allocations

M j P ti l ‘03 A t l 2004 P dK C t

Sales Force 
Support

Major Promotional 
Categories

‘03 Actual 
Spend (000’s)

2004 Proposed  
Spend (000’s)

Key Category 
Elements 2004 Key Category Components* 

Reprints, Sales Aids, and 
NAM War Chest $    580 $    700 2 LTC sales aids, 2-4 slim jim like pieces and 

increased NAM war chest funds to cover 
corrections

Meetings and 
Events

Conventions, Meeting 
Symposia, Advisory Board

$ 1.1 $ 1.7 Reduced SNF meetings, additional 
Corrections and MRDD Meetings, 2 advisory 
meetings per market segment

CME Programs “Key Pharmacoeconomic Concerns in the DOC: Why Branded 
is Better!” “Differential diagnosis: psychiatric and behavioral$ 400 $ 1.0

Grants Funds for institutes/3rd 
parties to support product 
research / foster general 

$    300 $    700 Added support to advocacy organizations to 
produce patient/care giver materials relevant 
to Corrections, MRDD and SNF 

CME Programs is Better! , Differential diagnosis: psychiatric and behavioral 
disturbances in the mentally retarded and developmentally 
delayed”, “Increased Patient Compliance with QD Dosing.”

$    400

Agency Fees

company goodwill

PR and Advertising Fees

environments.

$ 0 $ 20

Consultant 
Meetings

One on one meetings with 
key prescribers/influencers

$      0 $    675 4 corrections RCMs, 4 MRDD RCMS and 7 
SNF DCMs 

Use external PR support to publicize newAgency Fees

Market 
Research

PR and Advertising Fees

Focus Groups, Studies

Syndicated and proprietary 

$      0 $     20

ATU and positioning research for new 
strategy

$    225 $    400

Annual LTC physician level data, new DNA 

Use external PR support to publicize new 
findings
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Data Purchases

TOTAL

y p p y
data purchases $       0 $    300

y
product and list purchases for Corrections 
and MRDD

$ 2.6 $ 5.5
*  Full program details by sector are found in the appendix.
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In corrections,  the marketing team will carry out brand new 
programming for 2004.

Care giver/Patient Education 
Materials (with or without an 
association tie in)

Recognition and Appropriate Treatment of Bipolar Disorder/Behavioral Disorders in the Correctional Setting - to be done with National DOC 
association such as National Committee on Correctional Healthcare and separately with the major MCOs ,  

Understanding Bipolar Disorder and How if Affects You 

Formulary Access reference sheets (once Depakote is on formulary for MCOs

2004 Content Development Tactics for Corrections

Formulary Access reference sheets (once Depakote is on formulary for MCOs

Other spin-offs from CME programs

CME Programs Best Practices for Management of Bipolar Disorder/Behavior Disorders in the Correctional Setting: New Ideas and Practical Approaches, 
with Case Discussions

Seizures in the Correctional Setting: Environmental Triggers and Treatment Options

Key Pharmacoeconomic Concerns in the DOC: Why Branded is Better!

How Antipsychotic Overuse is Costing the DOC Time and Money!

Market Research Studies Positioning Research for the Correctional Settingg g

Message/Sales Aid Testing

Message Recall Study

ATU 

Investigator Initiated 
Study Topics/Data Bipolar Disorder and Comorbid Behavior Conditions with or without Head Injuries Study Topics/Data 
Requirements Efficacy of Depakote when Hepatitis C is present

Training Needs Getting to Know the DOC: Who are the Big Players? *MCO,  *Pharmacy Providers,  *Prescribers and Influencers, 

Understanding the Rx Cycle in the DOC: *Role of Formularies  *Ultimate Decision Makers

Understanding the Corrections MArket

Confidential Page 89October 27, 2003

Understanding the Corrections MArket

Key Pharmacoeconomic Concerns in the DOC: Why Branded is Better!

Deapkote corrections Data

Atypicals Corrections Data 
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In corrections,  the marketing team will carry out brand new 
programming for 2004 (continued).

2004 Meeting Events and Pull Through Tactics for Corrections2004 Meeting, Events and Pull Through Tactics for Corrections

Advisory Board 
Meetings

1-2 National Advisory meetings (one to get a “smart” start out of the gate and one to reassess progress/direction at year-end)

4-8 Regional Advisory Meetings (competitive intelligence has suggested that much of this market functions on a Regional or 
Localized level.  It is therefore necessary to cultivate Regional Advisors who could contribute to the success of this campaign.
Two Advisory Meetings in each of 4 Regions would take place.) 

N ti l M ti N ti l C itt C ti l H lth 2 (S i d F ll M ti )National Meeting 
Symposia

National Committee on Correctional Healthcare: 2 (Spring and Fall Meetings)

American Correctional Health Services Association: 2 (Spring and Fall Meetings)

American College of Forensic Psychiatry: 1 (Spring) 

Meeting Booth 5-6 “National” meetings, booth size medium if Depakote only; Large if coordinated with HIVg
Presence National Committee on Correctional Healthcare: 2 (Spring and Fall Meetings) 

American Correctional Health Services Association: 2 (Spring and Fall Meetings)

American College of Forensic Psychiatry: 1 (Spring)

14-15 Regional Meetings, booth size small if Depakote only; Medium if coordinated with HIV, Regional Meetings TBD 

Regional/District 
Consulting Meetings

4 Regional/District Consulting Meetings devoted to Corrections

Sales Aid 2 molecule sales aids per year with relevant slim jims, dosing cards and flash cards

Journal Ads American Journal of Forensic Psychiatry (4-12); 

Journal of Correctional Health Care (4-12)

CorrectCare (4; is a quarterly publication)

Data Needs List of MHC/Pharmacy providers servicing DOC: National and Regional

Reprints 8-10 dissemination quality reprints

Confidential Page 90October 27, 2003

List of MDs servicing the DOC market by specialty and with Rxing patterns for Depakote and Competitors (similar to the old 
“PPP” report)

List of key support Organizations for the DOC 

Contracting performance dataNote:  Promotional items would be coordinated with franchise wide activities.  Pharmacy counting trays and formulary items would be the only unique LTC 
additions.
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The marketing team will increase its MRDD programming and tailor 
existing neurology materials.

Care giver/Patient 
Education Materials 
(with or without an 
association tie in)

2004 Content Development Tactics for MRDD

“Did You Know” patient education pamphlets distributed to families regarding topics in epilepsy, psychiatric conditions and behavioral disturbance 

Depakote patient education pamphlets: what it is, what it is for, how it is dosed, side effects, etc.
Perhaps in association with ANCOR (American Network of Community Options and Resources) or AAMR (American Association on Mental 
Retardation)

CME Programs “Epilepsy in the mentally retarded / developmentally delayed”

“Differential diagnosis: psychiatric and behavioral disturbances in the mentally retarded and developmentally delayed”

“The role of anticonvulsants in the treatment of behavioral and psychiatric conditions in the mentally retarded / developmentally delayed 
population”

“Rationalizing treatment regimens for patients on multiple medications”

Market Research

Direct Marketing 
Programs

“The role of extended release medications in the treatment of the MRDD patient”
Some content development in association with DDRCs (Developmental Disability Research Centers)?

Journal subscription program: American Journal of Mental Retardation or Journal of Intellectual Disability Research

E-mail blasts featuring news on Depakote in the MRDD population

Depakote ER conversion in MRDD facilitiesMarket Research 
Studies

Depakote ER conversion in MRDD facilities

Depakote/Depakote ER dosing in MRDD facilities

ATU for MRDD prescribers

Positioning statement testing: MRDD prescribers and caregivers

Sales Aid testing: if new campaign developed with new agency

Investigator Initiated 
Study Topics/Data 
Requirements

Training Needs

“The use of divalproex in reducing frequency and severity of agitated / aggressive / impulsive behaviors in MRDD patients with or without 
seizures.”

General training on MRDD: patient types, caregiving environment, special issues in pharmacotherapy for the MRDD population: backgrounder 
and workshop (sales force)

Epilepsy in the MRDD population (sales force)
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Epilepsy in the MRDD population (sales force)

Behavioral disturbance and psychiatric diagnoses in the MRDD population (sales force)
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The marketing team will increase its MRDD programming and tailor 
existing neurology materials (continued.

2004 Meeting, Events and Pull Through Tactics for MRDD

Advisory Board Meetings

National Meeting 
Symposia

2 annual advisory board meetings

American Association on Mental Retardation (AAMR) Annual Meeting June 1-4, 2004 (Philadelphia, PA): “Enhancing Quality of Life for the 
Mentally Retarded and Developmentally Disabled”Symposia

Meeting Booth Presence

Mentally Retarded and Developmentally Disabled

Developmental Disabilities Nurses Association (DDNA) annual meeting April 24-26, 2004 (Charlotte, NC): “Identifying Seizures in the 
Developmentally Disabled”

Medium: American Association on Mental Retardation (AAMR) Annual Meeting June 1-4, 2004 (Philadelphia, PA)

Medium: Developmental Disabilities Nurses Association (DDNA) annual meeting April 24-26, 2004 (Charlotte, NC)

Regional/District 
Consulting Meetings

Sales Aid

4 Regional Consulting Meetings, 20-25 attendees each

2 molecule sales aids per year with relevant slim jims, dosing cards and flash cards

Journal Ads Journal of Intellectual Disability Research

American Journal of Mental Retardation

More mainstream journals as well: J Clin Psych, e.g.

Reprints 4 6 dissemination quality reprints

Data Needs 

Reprints 4-6 dissemination quality reprints

List of MRDD facilities with addresses and bed/patient counts

List of key prescribers in MRDD with addresses for targeting

Industry analyses: State of the States by David Braddock when updated

Confidential Page 92October 27, 2003
Note:  Promotional items would be coordinated with franchise wide activities.  Pharmacy counting trays and formulary items would be the only unique LTC additions.
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In 2004, SNF programming will be significantly revised and 
refocused on more intimate, higher ROI efforts.

Care giver/Patient Education 
Materials (with or without an 
association tie in)

2004 Content Development Tactics for SNFs

Depakote patient education pamphlets: what it is, what it is for, how it is dosed, side effects, etc.

Alzheimer’s disease education materials in association with Alzheimer’s Association

Caregiver guide

Value added talk: “Planting and Nurturing LTC physicians”

CME Programs

g g p y

“Differential diagnosis: psychiatric and behavioral disturbances in the elderly” – to include segment on diagnosing bipolar disorder in the 
older adult

“Rationalizing treatment regimens for patients on multiple medications”

“The role of extended release medications in the treatment of the elderly patient”

Treatment options for older adults with seizuresTreatment options for older adults with seizures

“Neuroprotective properties of divalproex”

Neuropsychiatric Issues in Long Term Care CME newsletter – several times a year, CME accredited (like Bipolar Disorder and Impulsive 
Spectrum Letter in psych) – rep distributed

Direct Marketing 
Programs E-mail blasts featuring news on Depakote in the elderly population

Market Research 
Studies

Programs

ATU for SNF prescribers

Positioning statement testing: SNF prescribers and caregivers

Sales Aid testing: if new campaign developed with new agency

Identification of geri-psychs who do not view Depakote favorably; assessment of barriers to support and use

Investigator Initiated Study 
Topics/Data Requirements

Training Needs

“The use of divalproex as adjunctive treatment in reducing frequency and severity of agitated / aggressive / impulsive behaviors in 
elderly patients with dementia.”

Advanced content training: Differentiating between bipolar disorder, secondary mania, and psychosis in the elderly (sales force)

Recognizing epilepsy in the elderly (sales force)
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In 2004, SNF programming will be significantly revised and 
refocused on more intimate, higher ROI efforts (continued).

2004 Meeting, Events and Pull Through Tactics for SNFs

Advisory Board Meetings

National Meeting 
Symposia

2 annual advisory board meetings

AMDA: March 4-7, Phoenix AZ.  “Making the Desert Bloom: Creating Excellence in LTC Medicine”

ASCP A l d i ll id ll Mid i M 13 1 S d l AZ “G i i ‘04”Symposia

M ti B th P

ASCP: At least year-end; potentially mid-year as well Midyear is May 13-15, Scottsdale AZ “Geriatrics ‘04”

AAGP

US Geri Congress

NADONA or NCGNP

L AMDAMeeting Booth Presence Large: AMDA

Large: ASCP

Large: AAGP

Large:  US Geri Congress

Medium: NADONA or GNP

Regional/District 
Consulting Meetings

Sales Aid

7-14 District Consulting Meetings, 20-25 attendees each

2 molecule sales aids per year with relevant slim jims, dosing cards and flash cards

Reprints 6 8 dissemination quality reprints

Journal Ads

Data Needs

Reprints 6-8  dissemination quality reprints

American Journal of Geriatric Psychiatry

More mainstream journals as well: J Clin Psych, e.g.

Prescriber level data for all 50 states
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Data Needs 

Note:  Promotional items would be coordinated with franchise wide activities.  Pharmacy counting trays and formulary items would be the only unique LTC additions.

Prescriber-level data for all 50 states

Facility utilization data for account-based targeting
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Competitor’s Current Contracting Includes Corrections and SNF 
focused LTCPP’s.

Segments Contracted for DepakoteRevenue Opportunity - LTC Segments Segments Contracted for Depakote
Total Contracts: 7

Revenue Opportunity LTC Segments
SNF ALF MRDD CORR
$460Total Mkt $ $275 $150 $960

% Served by 
Large or 
Medium Sized 
LTCPPs:

100% 20% 15% 40% 53%

LTCPPs:

“LTC” Mkt $’s 
Controlled by 
L

11% 11% <1%

Segments Contracted for Zyprexa (est)
Total Contracts (est): 12 

$460
Large or 
Medium Sized 
LTCPPs

$ 55 $ 23 $384

65-80%% Medicaid (est.) 20% 50-65% 0%

57%
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11% 15%

29%
Source:  Abbott  analysis.
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Contracting with dominant LTC pharmacy providers has been an 
effective tool for competing in the LTC market.

Zyprexa ( ) & Risperdal ( )

Contract Driver: Maintaining market share

• ’s and s contracts with LTC pharmacy • Abbott contracts with LTC pharmacy providers 

Depakote

Contract Driver: Net kilogram growth

s and s contracts with LTC pharmacy 
providers give rebates for maintaining market 
share for Risperdal and Zyprexa within the 
atypical market basket

p y p
give rebates for growing kilogram sales

– Abbott’s current contractees provide pharmacy 
services for about 54% of SNF beds

C t t l bli h id t• These contracts do not place Depakote in direct 
competition with atypicals

• These contracts are moderately easy to fulfill

• Contracts also oblige pharmacy providers to 
participate in Abbott’s pull-through programs

– Medical education on appropriate use of Depakote

• Contract structure was altered this year to make• These contracts are moderately easy to fulfill
– Many providers earned several million dollars in 

rebates last year
– Abbott’s review of the 2002  data which we 

purchase suggests that:
Ri d l i d $4 illi i b

Contract structure was altered this year to make 
contracts more competitive

– Earlier contracts required 10% kg growth for 2% rebate 
and were so difficult to fulfill that LTCPPs did not bother 
trying

– Competitive contracts required as a loss-avoidance 
» Risperdal received $4 million in rebates on 

nearly $40 million in sales to 
» Zyprexa received $3 million in rebates on $60 

million in sales to 

mechanism: 
– e.g. (now owned by ) instituted a therapeutic 

interchange program replacing Depakote with generic 
valproic acid, losing Abbott 24% of its Depakote business; 
competitive contracts necessary to avoid a repeat 
occurrence

Under new contract terms most contractees have
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– Under new contract terms, most contractees have 
driven double-digit kilogram growth in 2002 vs. 2001 
and are driving ER conversion

Source:  Abbott  analysis.

REDACTED REDACTED

REDACTED REDACTED

REDACTED

REDACTED

REDACTED

REDACTED REDACTED
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Select Contracting Will Further Solidify Influence in LTC

Care 
Setting

Recom-
mendation

Rationale
+ -

Orgs 
(Beds)

LTCPP 
Type

Very Large 
National or 

Continue 
contracting

• Large numbers of beds tightly 
controlled by few organizations

• Moderate $$ opportunity/bed5
(0 81MM)

Skilled 
Nursing 

Regional LTCPPs 
g y g

• Demonstrated performance on 
Abbott contracts

• High strategic fit
• High barriers to exit

(0.81MM)g
Facilities 

Mid Si d D t H lt t h i t / M d t $$ t it /b d6Mid-Sized 
Independent 
Pharmacy 
Providers

Do not 
contract

• Have consultant pharmacists / 
processes through which to 
control drug usage

• Contracting experience with 
atypicals

• Moderate $$ opportunity/bed
• Moderate number of beds
• Moderate to low probability of 

profitability
• Likely acquisition candidates

6
(42 K)

Corrections Large LTCPP or 
MCOs focused 
on corrections 

Initiate 
contracting

• Large numbers of beds tightly 
controlled by few organizations

• High $ opportunity/bed
• High probability of profitability
• High strategic fit

• Conversion to VPA already 
underway

3
(0.6 MM)

High strategic fit
• Synergies with HIV franchise
• No Medicaid

MRDD Very Large 
National or 
Regional LTCPPs

Continue 
contracting

• Same as above
• High $ Opportunity/bed

5
( 50 K)
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Regional LTCPPs 
Independent PPs 
focusing on 
MRDD

Do not 
contract

• High opportunity per bed • Few beds / fragmented
• No consultants / poor control

5
(12K)

Source:  Abbott  marketing analysis.
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Incremental sales exceed rebates paid under current 
Depakote LTC contracts… 

Adj Sales 
Growth 

Incremental 
Sales

Contract 
Rebates

Adj Sales 
Growth 

Incremental 
Sales

Contract
Rebates

1Q01-1Q02

12.8%

18 8%

$955,192

$521 444

$394,185

$216 023

4Q01-4Q02

17.5%

16 9%

$1,401,927

$545 656

$508,544

$204 67418.8%

15.3%

35.1%

$521,444

$420,345

$245,342

$216,023

$172,933

$98,121

16.9%

13.6%

25.1%

$545,656

$422,192

$217,765

$204,674

$151,477

$82,139

-6.0%

28.3%

($50,266)

$143,853

$0

$58,093

6.8%

27.7%

$53,987

$180,164

$0

$67,405

Over time, contracts appear to have become more efficient on the top line:

In 1Q02, Abbott paid an average of $0.42 for each incremental sales dollar

I 4Q02 Abb tt id f $0 36 f h i t l l d ll
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In 4Q02, Abbott paid an average of $0.36 for each incremental sales dollar

Based on Pricing Department Figures 

REDACTED

REDACTED
REDACTED

REDACTED

REDACTED
REDACTED
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…But what is the true incremental value of further 
expanded contracting, relative to the alternative?

Analytic Exercise: Key Steps

• Gather data from contractees (test group)

• Where possible, dissect test group by bed type
(test the hypothesis that in some facility types growth is easier to drive)

• Gather data from non-contractees (control group), by bed type where possible

• Compare growth rates for test vs. control group (topline opportunity)

• Compare profitability of test group vs. control group under a contract 
(pricing assistance)

• Summarize financial opportunity: incremental value of contracting

• Evaluate key non-financial criteria (control, data capabilities, etc.)
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Incremental Value of Contracting: Analysis

Example: Skilled Nursing and Assisted Living (Blended)

“Test Group”
Subset of current contractees

“Control Group”
Subset of potential contractees

Organization Beds

198,000

 – 24,000

Organization Beds  

        7,000

4,200

 – 9,100             12,600

1,350

Source: and internal records. Source: Providers through third-party (  survey.
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REDACTED

REDACTED
REDACTED REDACTED

REDACTED REDACTED

REDACTED
REDACTED

REDACTED
REDACTED

REDACTED REDACTED
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Incremental Value of Contracting: Analysis

Example: Skilled Nursing and Assisted Living (Blended)

13%

Historical:
Adjusted Sales Growth per Bed

Example: Skilled Nursing and Assisted Living (Blended)

2.0%
3.0%

New Contract: 
Sales Growth vs. Profitability*

rg
in

9%

4% -4.0%
-3.0%
-2.0%
-1.0%
0.0%
1.0%

ng
e 

in
 N

et
 M

ar

Contracted Non-Contracted

1Q01-1Q02 1Q02-1Q03

-6.0%
-5.0%

5% 7% 9% 11% 13%

Base Case is No Growth Base Case is 4% growth

Adjusted Sales Growth

C
haNo data 

available 
01-02

1Q01 1Q02 1Q02 1Q03 Base Case is No Growth Base Case is 4% growth

• Analysis suggests that if modest growth is occurring without a contract in these SNFs/ALFs, 
the short-term risk/reward ratio of a contract may be unfavorable.

• A conservative estimate that the regional contractee could achieve half the incrementalA conservative estimate that the regional contractee could achieve half the incremental 
growth of a national contractee places the expected growth rates under a contract between 
7% and 9%, which is only profitable if little to no base case growth is assumed.

• Profitability may be somewhat understated here, however, if ER conversion could be driven 
higher than the assumed 20% under a contract scenario.
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* Assumes that contract drives ER% from 12.5% to 20% (benchmark:  18.5%) and that Medicaid % of business = 60%

higher than the assumed 20% under a contract scenario.

REDACTED
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Incremental Value of Contracting:  Comment

• Data are limited for both “test” and “control” groups for MRDD facilities and correctional facilities.  

MRDD and Corrections Focused Pharmacies

However, assessments may still be made:

• MRDD-Focused Pharmacies:

•  (just 421 beds), focusing on MRDD:
- Kg growth of 9.6% for Q103, over same quarter last yearKg growth of 9.6% for Q103, over same quarter last year
- ER% climbed to 25%

• Preliminary data suggests that for non-contracted accounts, adjusted Depakote use is flat or 
declining in this market.

H k t i t f t d t k t ti i bl h• However, market is too fragmented to make contracting a viable approach

• Correctional facilities:

• There are no bed-adjusted data on contracted correctional facility beds

• Preliminary data suggest that for non contracted accounts Depakote use is flat or declining in• Preliminary data suggest that for non-contracted accounts, Depakote use is flat or declining in 
these markets.

- Taken together, , , ( ) and  showed flat 
Depakote sales (not price adjusted)

- Limited data on selected smaller non-contractees suggest that Depakote use is 
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declining in their correctional facilities.

REDACTED

REDACTED REDACTED REDACTED REDACTED REDACTED
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Department of Corrections Contracting Makes Sound Economic 
Sense for Abbott

Corrections Contracting Initiation RationalCorrections Contracting Initiation Rational

• DOC lives are valuable to Abbott
– Dollar value per inmate treated is 2x that of treated SNF residents
– No Medicaid high level of profitabilityNo Medicaid  high level of profitability
– Great potential for ER penetration due to med pass reduction

• Current DOC business is at risk
Major corrections MCOs have begun converting Depakote business to VPA MATTY Q203 vs– Major corrections MCOs have begun converting Depakote business to VPA - MATTY Q203 vs. 
MATLY, VPA purchases grew at 16 times the rate of Depakote/Depakote ER purchases

• Contracting with 3 major Corrections MCOs and their Pharmacies is a low-cost, low-risk 
guaranteed return tacticguaranteed return tactic

– Contracting with 3 managed care organizations captures over 30% of 2.1 million (est.) DOC lives
( , , )

– HIV is already pursuing contracts with these same three MCOs
– No additional account management heads are required but additional pull through must be providedNo additional account management heads are required but additional pull through must be provided 

by reps
– Rebate payment is margin positive in every scenario
 2004 incremental revenue $0.5 MM in 3 accounts
 2005-2008 incremental revenue $5 0 MM in 3 accts
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2005 2008 incremental revenue $5.0 MM in 3 accts
– Contracting can be further supported by psychotropic appropriate use programming similar to what is 

currently being done in the state of Massachusetts

REDACTED REDACTED REDACTED
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Corrections: Expected Case with Contracting

A contract in combination with an AU program will turn around

$3.00
Base Case

A contract in combination with an AU program will turn around 
Depakote declines in these three key accounts. 

Depakote Net Sales
• Interviews indicate interest in reducing use of 

expensive atypicals particularly Zyprexa

Rationale / Assumptions

$1.50

$2.00

$2.50

s 
S

al
es

 ($
M

M
)

expensive atypicals, particularly Zyprexa
• Combining education with contract rebates will make it 

more palatable to switch to Depakote and Depakote 
ER, rather than VPA

• Switching from Zyprexa to Depakote ER where 

$0.00

$0.50

$1.00

2003 2004 2005 2006 2007 2008

G
ro

ss g yp p
appropriate could save accounts approximately $7 per 
patient per day, estimated to be over $5 million 
between these three accounts.

• Recent examples of effective two-pronged strategies: 
• of Kansas City: Overall AIF Rxs declined 10%

$2.50

$3.00

M
)

Base Case

Depakote Net Margin

• of Kansas City: Overall AIF Rxs declined 10%, 
while Biaxin market share and volume increased.

•  of Appleton, WI:  Biaxin share grew from 
3.8% prior to program launch (4Q97) to 9.3% at the 
end of the year of launch and 15.2% one year later.  
Volume more than doubled during this time

$1.00

$1.50

$2.00

G
ro

ss
 S

al
es

 ($
M

M Volume more than doubled during this time. 

• s generic valproate product may dampen the 
effects of a contract, but will not preclude growth (as in 
Cenestin / Premarin case, discussed on p.11)

• Assumes purchasers for the DOC will continue to pay
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$0.00

$0.50

2003 2004 2005 2006 2007 2008

Assumes purchasers for the DOC will continue to pay 
WAC for Depakote and Depakote ER

• Assumes Medicaid will not become a factor in the 
DOC market in the forecast period.

REDACTED

REDACTED

REDACTED

REDACTED REDACTED REDACTED

REDACTED REDACTED REDACTED
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Corrections: Expected Case with Contracting

Contracting in the DOC NPV is $3.2 MM through 2008
Relative to Base Case

$4.3

$4.0

$4.5

$5.0

)

$3.2
$3.5

$2.5

$3.0

$3.5

$

al
 N

P
V

 ($
M

M

$1.0

$1.5

$2.0

$

In
cr

em
en

ta

$-
$0.0

$0.5

Low Moderate High Expected

Confidential Page 105October 27, 2003

Attachment 14 to Agreed Statement of Facts 
U.S. v. Abbott LaboratoriesCase 1:12-cr-00026-SGW   Document 5-16    Filed 05/07/12   Page 107 of 117   Pageid#: 556



LTC Optimization Resource Needs

Marketing Expansion
Sales Force Optimization

Marketing Personnel

Marketing Budget

Contracting Expansion

Sales Force Optimization
Representative Increase

Management Increases
Contracting Expansion

Internal Support Needs
Key Supports

Clinical Data Expansion
Geriatric IISGeriatric IIS

Corrections IIS

MRDD IIS
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In SNFs alone, atypicals have much more clinical data than Depakote 
– especially open label and retrospective studies.

Details of controlled studies:

• Risperdal studies
– n=625 & n=344 vs placebo; n=58 vs Haldol

Published dementia studies since 1996

3 12Risperdal
n 625 & n 344 vs. placebo; n 58 vs. Haldol

– Endpoints: psychiatric and behavioral symptoms; 
extrapyramidal side-effects

• Zyprexa studies
– n=137 & n=206 vs. placebo

1

2

2

7

Seroquel

Zyprexa

Controlled
Open label or retrospective – Endpoints: symptoms of agitation and psychosis

• Seroquel study
– n=378 vs. placebo and Haldol
– Endpoints: symptoms of agitation and psychosis; 

tolerability

2 1

0 5 10 15 20

Depakote

Number of studies

Open-label or retrospective

tolerability
• Depakote studies

– n=172 vs. placebo, discontinued (M97-738); n=56 
vs. placebo

– Endpoints: symptoms of mania (M97-738); 

• This includes all studies for which abstracts are 
available on Medline or selected databases, except 
studies of single cases

– May include studies that were not sponsored by 
pharmaceutical companies

symptoms of agitation (both studies)
pharmaceutical companies

– Each study is counted only once, even if multiple 
publications have resulted

• Controlled studies: blinded and randomized, vs. 
placebo or comparator

Confidential Page 1072003

• Open-label / Retrospective studies: includes 
chart reviews
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KOLs advise that clinical data specific to each Sector is needed to 
best impact Depakote business in the DOC and MRDD Markets. 

• For the DOC Sector :

– The DOC represents a unique group of patients with biological and environmental issues 
contributing to patient condition

Pharmacological treatment decisions for DOC patients can be different than for those in– Pharmacological treatment decisions for DOC patients can be different than for those in 
the general population:

» Severity of condition can be greater in the DOC environment

» Patient compliance can be more problematic 

» Consequences of treatment failures more severe

– Studies in the DOC patient population most relevant to practitioners

• For the MRDD Sector:
– The MRDD patient population is unique and represents a group that can have severe 

handicaps
– Identification and appropriate classification of patient conditions is problematic due to the 

patient’s inability to articulate symptoms
– Pharmacologic treatment decisions for MRDD patients can be different due to the nature of 

the patient’s condition

Confidential Page 108October 27, 2003

Source: Abbott Conducted Qualitative Research with Key Opinion Leaders, Summer 2003
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Qualitative Opinion Leader Interviews: Assessment of Depakote 
Study Needs in Correctional and MRDD Settings

Interviews Completed as of 8/19/03:  
• Corrections Experts:

– DR • Respondents rated the influence of 

Influence Clinical Data Would Have 
on Prescribing Choices:

– DR. R  
 

– DR.  

clinical data as a 9 on a ten-point 
scale (n=6)

– “On a ten point scale where 10 
means extremely influencial to 

  

– DR. D Director of 
P alth 

my prescribing choices and 1 
means not at all influencial to 
my prescribing choices , how 
would you rate clinical data in 

• MRDD Experts:
– DR 
– DR. 
– Rph (Chief of

terms of its influence?”
• Respondents cited peer and 

Opinion Leader recommendations, 
articles in peer reviewed journals, , Rph (Chief of 

 MRDD program in Illinois, 
5000+ beds)

– , RN (Co-Chief of 
 MRDD program in Illinois, 

p j ,
and quality CME programs as 
preferred vehicles to access 
product information.

Confidential Page 109October 27, 2003

5000+ beds)
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Proposed IIS LTC Study Descriptions in Correctional Facilities
• Conditions Assessed:

– Agitated/Aggressive/Impulsive behaviors with or without head injuries
– (per )Bipolar Disorder with at least one comorbidity (have a laundry list that could include: 

» Agitated/Aggressive/Impulsive behaviors
» MRDD
» head injury
» substance abuse
» ADHD
» Others (DR.  noted that the design could resemble the abulatory study she is currently doing for 

Psychiatry Team)
• Type of Study: 

– Prospective  (Note:  Informed consent requirements and advocacy oversight may require that any prospective 
study use two active agents.)

• Study Setting:
– Jails
– Prisons
– Probation catchment (DR  suggested that if getting IRB approved for prison population is a problem, it 

would be possible to screen probation patients or patients with a prison/jail record)
• Primary Assessment:

– Efficacy
» Improvement in Bipolar 
» Decreased frequency and severity of behaviors; patients “less triggered” by stressors
» Decreased frequency and severity of comorbid condition

– Also measure side effects, safety, tolerability

Confidential Page 110October 27, 2003

Source: Abbott Conducted Qualitative Research with Key Opinion Leaders, Summer 2003
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Proposed IIS LTC Study Descriptions in Correctional Facilities 
(continued)

• Primary endpoints:
– YMRS
– Overt Aggression Scale and others
– Staff keeps log of frequency of behaviors; measure Vs. staff assessment

» Use of restraints
» Time in isolation or solitary confinement
» Number of medication passes required

– Seizure measurement scales
Oth l l t t bid diti– Other scales relevant to comorbid conditions

– Cost savings due to better compliance, fewer side effects, fewer relapses etc
• Time period for study:

– Jails: 4 week study
Prisons: 4 week study (but could be longer due to inmate length of stay)– Prisons: 4 week study (but could be longer due to inmate length of stay)

– Probation: 8 week study
• Patient Inclusion Criteria:

– See primary assessment
• Treatment Arms:Treatment Arms: 

– Depakote ER vs placebo or Loading dose Depakote ER vs. Non-Loading Dose 
DepakoteER  (per DR. )

– Depakote ER Vs. valproic acid
– Depakote ER Vs. an antipsychotic (Zyprexa: could show results and differences in side 

Confidential Page 111October 27, 2003

effect profiles)

Source: Abbott Conducted Qualitative Research with Key Opinion Leaders, Summer 2003
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Proposed IIS LTC Clinical Study Descriptions in MRDD
• Conditions assessed:• Conditions assessed:

– Agitated/Aggressive/Impulsive behaviors with or without seizures
• Type of Study:

– Prospective (per MD respondents)
– Retrospective ok (per pharmacist)

Primary Assessment:• Primary Assessment:
– Efficacy

» decrease frequency and severity of behaviors; patients “less triggered” by stressors
» decrease frequency and severity of seizures

• Primary endpoints:
O t A i S l d th– Overt Aggression Scale and others

– Staff keeps log of frequency of behaviors; measure Vs. staff assessment
– Seizure measurement scales

• Time period for study:
– 3-6 months (it was noted that there is a seasonal response: patients have more behavioral problems 

i th S i /S F ll/Wi t Th f t d f 1 ld li i t thin the Spring/Summer versus Fall/Winter.  Therefore a study of 1 yr... or more would eliminate the 
seasonality)

• Patient Inclusion Criteria:
– Patients are required to have failed behavioral therapy or behavioral therapy must have been ruled 

out as an option in order to begin pharmacotherapy.
– It was also suggested that patients could be those who previously failed treatment on a low dose of– It was also suggested that patients could be those who previously failed treatment on a low dose of 

an antipsychotic
• Treatment Arms: 

– Depakote ER Vs. behavioral therapy (double blind)
– Depakote ER Vs. an antipsychotic (Zyprexa: could show  results and differences in side effect 

profiles)

Confidential Page 112October 27, 2003

p )
– AP therapy Vs. AP plus Depakote  ER
– Depakote ER Vs. another AED

Source: Abbott Conducted Qualitative Research with Key Opinion Leaders, Summer 2003
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KOLs also advise that the best development path for Depakote in 
elderly agitation would be adjunctive studies with atypicals.

• Two major clinical studies of Depakote monotherapy were discontinued, for reasons unrelated 
to efficacy:

– M97-738: Depakote in Elderly Mania – Showed efficacy1, but discontinued in 1999 because of excessive 
somnolence

S l d b d i h d l th t t i f ld l l ti» Somnolence was caused by dosing schedule that was too aggressive for an elderly population

– M99-082: Behavioral Agitation in Elderly patients with Dementia – Discontinued in 2001 before any results 
were available, because recruitment targets could not be met at reasonable cost

» Recruitment was very slow because inclusion criteria were too restrictive: in particular, patients on antidepressants were 
excluded, thus reducing the eligible population by around 50%

• Key opinion leaders therefore advise an adjunctive study as the best development path for 
Depakote in BDD:

– Investigators unlikely to be willing to conduct further Depakote monotherapy trials, because of prior 
iexperiences

– The adjunctive market is large: Geriatric psychiatry advisors estimate 50-70% of patients require polypharmacy 
for management of aggression

– Adjunctive Depakote works: Existing data2 shows that Depakote + atypical combination is effective in patients 
unresponsive to monotherapy or taking multiple atypicalsunresponsive to monotherapy or taking multiple atypicals

– Recruitment will be easier: The majority of BDD patients are already treated with antipsychotics, so the eligible 
population will be large

– Drop-outs due to adverse events can be minimized: Availability of ER 250 mg and a better understanding of 
tolerability issues in the elderly means the side-effects caused M97-738 to be discontinued can be avoided

Confidential Page 113October 27, 2003

y y

Sources: (1) Tariot et al., Curr. Therapeutic Res. 2001, 62: 51-67; (2) Narayan & Nelson, J. Clin. Psychiatry, 1997, 58: 351-4;  M99-082 Study protocol; Draft FDA 
submission prepared by Abbott proposing label change to Depakote for indication in elderly agitation; Neuroscience clinical team, strategic review document
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Proposed IIS LTC Clinical Study Descriptions in Elderly Agitation

• Conditions assessed:
– Agitated/Aggressive/Impulsive behaviors with or without seizures

• Type of Study:
– Prospective open labelProspective open label

• Primary Assessment:
– Efficacy as measured by the PANSS Excited Component, which includes measurement of 

the following:
» impulse control
» tension
» hostility
» degree of cooperativeness
» excitement

P i d i t• Primary endpoints:
– PANSS Excited Component   

• Time period for study: 
– 12 months

• Patient Inclusion Criteria:• Patient Inclusion Criteria:
– Probable or possible Alzheimer’s
– Probable or possible vascular dementia

• Treatment Arms: 
– Depakote ER and atypical vs atypical + atypical vs atypical alone; n=30-40 each group

Confidential Page 114October 27, 2003

– Depakote ER and atypical, vs. atypical + atypical , vs. atypical alone; n=30-40 each group

Source: Abbott Conducted Qualitative Research with MLs and Key Opinion Leaders, Fall 2002.
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Where does the growth come from?

Change in Revenues 
Over 2003 Plan

$ 18 5 MM

Change in Revenues 
Over 2004 Plan, 2005-2008 LRP*

Other
(ALF, psych)

Total $ 18.5 MM

$ 3.1 MM
$5.0

$4.8 $4.2
$ 30.7 MM $ 32.7 MM $ 32.7 MM

Corrections

MRDD $ 4.2 MM

$ 2.0 MM $3.3 $2.9 $2.8

$5.8
$7.2 $7.9

$2 3

$ 14.5 MM
$ 9 7 MM

SNF $ 9.2 MM

$7.1

$16.6 $17.9 $17.8

$4.7

$1.6
$0.9

$3.5
$2.3

$3.1

$1.0
$ 9.7 MM

2004 2005 2006 2007 2008

Confidential Page 115October 27, 2003

*Note: The 2005-2008 LRP will be updated in December 2003.
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Summary 

On June 12, 2002, representatives from the Depakote team met with ~ ~r~·~~~~~g~ ~ in Boca 
Raton, FL. Abbott attendees included: 

Development 
Development 

Affairs 

1 

Questiol}s, regarding Depakote ERin acute mania and schizophrenia, were forwarded to 
Dr. ~ffi~~JB in advance (see Attachment). The discussion focused on the regulatory issues 
facingf>epakoteER for a claim in acute mania and a claim in schizophrenia. For acute 
mania, Dr. ·~ffi·~~~ concluded that, given the approval for Depakote DR in mania and a 
prior negatf:.lftf~t~dy in acute mania with Depakote ER, at least one positive acute mania 
trial with Depakote ER must be submitted to the FDA (in the absence of additional 
negative trials). The discussion regarding a claim in schizophrenia did not lead to any 
meaningful conclusions. Notable points regarding schizophrenia included a 
recommendation to re-open discussions with the FDA regarding the path forward and a 
recommendation to consider utilizing study 010 within a framework of "acute add-on" or 
"acute adjunctive" treatment of schizophrenia. 

Mania 

• FDA will agree that Depakote DR is efficacious for acute mania, because they have 
already approved it for this indication. The question to be answered is whether the 
new formulation (ER) maintains the efficacy demonstrated by DR. 

• Given the prior negative result for Depakote ER, a subsequent negative trial would 
raise concerns that the ER formulation is not associated with efficacy; at least one 
more positive trial (in the absence of another negative trial) should be submitted in 
order to gain approval. In addition, a proportional dosing strategy is unlikely to 
succeed given the existing negative trial. A subsequent discussion, related to the 
question of whether one or two additional trials should be conducted, included the 
possibility that an active control arm could be included in order to provide more 
persuasive evidence that a trial failed (not that Depakote ER failed). This discussion 
was more applicable to the scenario in which two trials are conducted and one is 
positive and one is negative. 

• We will not fully understand why the prior Depakote ER in acute mania trial failed; 
there is no specific or conclusive evidence as to why Depakote failed to separate from 
placebo. In addition, the reason for efficacy failure in acute mania (as with unipolar 
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2 

depression) is usually unknown. ~~R~~ did cite an example of a unipolar depression 
submission, which was salvaged fr~Ji·apparently failed studies, due to the efforts of a 
FDA statistician. In addition, some arguments (especially with regard to dose and 
VPA level in the failed ER study) may undercut arguments for a mania approval if 
proportionality data is used to support a mania claim. 

• Pivotal studies, especially when a single trial is submitted instead of two, must be 
robust, meaning that a few centers are not carrying the effect and the same effect size 
is observed no matter how the study population is stratified. 

• Internally, FDA reviewers have been trained never to say that a p-value above a 
threshold doesn't indicate lack of efficacy; instead, the risk/benefit ratio has been 
shifted. 

• "P-values are purchase-able." 

• The pediatric mania study may be supportive of the Depakote ER adult mania NDA, 
but one must consider the likelihood of success of the pediatric mania study . 

• 

Schizophrenia 

• 

• 

• 

• 

• 

• 

Study 010 is a positive trial (the effect size is robust). Challenges to this 
interpretation at the FDA probably arise because the discussion is in the context of a 
new type of claim. 

What to do with the FDA's decision? The FDA may be warning about a future 
decision-e.g. what are the long-term safety implications? Abbott could re-submit in 
future with a fully positive trial, but discussion may focus on safety-efficacy balance. 

h f !REDAu:t"ED! ' d. h d·.rr f h. d 1 . h ·1 Muc o :;;;;;;;;;;;;;;;:: arguments regar mgt e 1uerence o t 1s mo e w1t ep1 epsy 
(ie the ad]unctlve"ffamework) are somewhat unclear. 

What is it that would justify the use of adjunctive treatment vs. increasing the dose of 
an anti-psychotic (AP)? 

A lengthy discussion on schizophrenia and the potential motivations of FDA 
personnel started on a more optimistic 11ote and ended more pessimistically. 
Specifics of the conversation aside, f?.gJ4JX~ stated that he began the conversation with 

•• 'f"j:lf'l•• 
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goal is only to show that Depakote alone is not active. With respect to the inclusion 
of a placebo arm, placebo should be non-controversial in a study of non-responders 
(if a combination or add-on study were to include such patients). 

June 25, 2002. 

4 
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Attachment 

Questions: Bipolar Program 

1. What is the smallest package of data to obtain an approval of Depakote ER in mania? 
What is the likelihood of success? 

2. Given that the M97-696 study of Depakote ER in the treatment of mania was a 
negative trial, would one additional adequate and well-controlled study be sufficient 
for obtaining an indication label for ERin the treatment of mania? Estimate the 
probability of success, in obtaining a label for ER in the treatment of mania, with one 
more study. Given rates of failed trials in psychiatry would you recommend doing 1 
or 2 trials in mania? 

3. Given the results ofM97-696, does the newly proposed study, M01-346, address the 
potential shortcomings of the original trial design and adequately control for potential 
placebo response? Are there any other design features that could be added to the 
current proposed trial to enhance recruitment and minimize a placebo response? 

4. Could the indication for Depakote ER in bipolar be obtained with a PK argument? 
5. Will a positive pediatric study with Depakote ER (as proposed in the PPSR) provide 

support of a label in mania? 

Questions: Schizophrenia Program 

1. What is the smallest package of data needed to obtain an indication of adjunctive 
Depakote ER in the treatment of schizophrenia? 

2. Under what circumstances would one trial be adequate for approval? 
3. Which treatment paradigm would be a more successful strategy in pursuing an 

indication: 
• a combination approach (simultaneous initiation of Depakote with an 

antipsychotic agent in patients in an acute exacerbation of schizophrenia) 
• add-on approach (Depakote added on to an existing antipsychotic agent in 

partially responding patients), or 
• one combination trial and one add-on trial? 

4. If two trials are required for a combination indication, must a Depakote/placebo 
group be required for both trials? 

5. Given what the FDA has already stated in the minutes of the March 4, 2002 meeting, 
do you think that the agency would require a study with a placebo/placebo group? 

6. Do you think that approval in this indication would be accompanied by a phase IV 
commitment (e.g., pediatric, safety, maintenance)? 

7. Do you think the agency will require PK data? If so, what might they require? 
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ABBOTT LABORATORIES

Depakote Psychosis Speaker/Faculty Development 

Tentative Meeting Agenda

Friday, March 22

5:00 pm Arrivals

6:00 – 8:00 pm Welcome Reception and Dinner

Saturday, March 23

7:30 – 8:00 am Breakfast

8:00 - 8:15 am Introduction and Meeting Objectives………………… /Abbott Park

8:15 - 8:30 am Abbott Laboratories and Neuroscience Update……… /Abbott Park

8:30 - 10:00 am Depakote Adjunctive Treatment in Schizophrenia …………  MD
M99-010 Slide Review-

10:00 - 10:15 am Break

10:15 - 11:30 am Depakote Adjunctive Treatment in Schizophrenia (cont’d)…  MD
M99-010 Slide Review-

11:30 – 12:00 pm Closing Remarks …………………………….……… /Abbott Park

12:00 – 1:00 pm Optional Lunch/Adjourn 

D211 Tentative Agenda.doc (Attachment 1 of 2)
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Tuesday, February 12, 2002

«Contact»
«Company»
«Address_1»
«Address_2»
«Address_3»
«City», «State» «Zip» Fax:  «Fax»

1 page including this sheet

Subject: Depakote Psychosis Speaker/Faculty Development Meeting

Dear «Salutation»:

On behalf of the Abbott Neuroscience Franchise, we would like to invite you to participate in a Depakote Psychosis 
Speaker/Faculty Development Meeting.  This meeting will include the review of a recently completed, double blind, 
randomized placebo controlled trial assessing divalproex efficacy as adjunctive treatment for schizophrenia.  After 
participation in the meeting, you may be asked to present this data at various medical education programs in 2002.

The meeting will be held on Saturday, March 23, 2002 at the Ritz Carlton in Marina Del Rey, California.

There will be a Welcome Reception on Friday evening and the meeting will be held on Saturday from 8:00 am to 
12:00 pm.  There will be a lunch from 12:00 to 1:00 pm (attendance at the lunch is optional).

You will be provided one roundtrip coach class airfare, one-night hotel accommodations on Friday, planned meals 
and an honorarium in the amount of $2,500.

Please take a moment to indicate your interest and/or availability to attend, and return to  
, via facsimile, to  by Monday, February 18, 2002.

Yes, I am available No, I am not available 

I am not interested in participating in a Faculty Development Meeting

will be handling the logistics for this meeting.  If you have any questions or concerns, 
please call at -  ext.   Thank you for taking the time to respond to this fax and we 
look forward to hearing from you.

Sincerely,

Product Manager, Psychiatry

d211 invite.dot (Attachment 2 of 2)
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From:                
                         lake/ppd/abbott;nsf; @abbott.com;smtp
To:                     
                         lake/ppd/abbott@abbott; 
                         /lake/ppd/abbott@abbott
Cc:                     /lake/ppd/abbott@abbott;
                         /lake/pprd/abbott@abbott; 
                         /lake/ppd/abbott@abbott; 
                         /lake/ppd/abbott@abbott; 
                         /lake/ppd/abbott@abbott; 
                         lake/ppd/abbott@abbott; 
                         lake/ppd/abbott@abbott; 
                         lake/ppd/abbott@abbott; 
                         /lake/ppd/abbott@abbott; 
                         lake/ppd/abbott@abbott; 
                         /lake/ppd/abbott@abbott; 
                         lake/ppd/abbott@abbott; 
                         /lake/ppd/abbott@abbott; 
                         lake/ppd/abbott@abbott; 
                         /lake/ppd/abbott@abbott; 
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Subject:             REP AWARENESS:  Depakote Schizophrenia Trial

 and , please forward this on to NSR and SAE sales management.

Representative Awareness Literature

The attached literature is being provided to you to keep you aware of professional and consumer
literature recently appearing in the public domain.  This communication is intended to keep you up to
date with literature in the public domain having relevance to our business.

The information in this communication has not been reviewed to confirm the accuracy of its content.
Neither does it mean that Abbott agrees with statements, positions, opinions, or conclusions in the
publication.  This literature may not be discussed with, distributed to, or shown to our customers, or
used for the promotion of our products.

Talk to your manager if you have questions about the use of this information.

Results from Abbott study M02-547 (Title: A Randomized, Double-Blind Study of the Safety and
Efficacy of Depakote® ER plus an Atypical Antipsychotic vs. an Atypical Antipsychotic Alone in the

Date:                 Mon Aug 14 2006 18:17:43 EDT
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Treatment of Schizophrenia) were posted on the clinicalstudyresults.org website on August 11, 2006.

The study was a Phase II, placebo-controlled, double-blind, randomized, parallel-group, multicenter
study designed to assess the safety and efficacy of Depakote ER in combination with either olanzapine
or risperidone vs. antipsychotic monotherapy with olanzapine or risperidone for the treatment of
schizophrenia.  In this study the combination of Depakote ER with olanzapine or risperidone did not
result in statistically significant clinical efficacy benefits beyond those observed with antipsychotic
monotherapy.  Depakote ER in combination with atypical antipsychotic therapy was as well tolerated as
therapy with risperidone or olanzapine alone.

Depakote ER and Depakote are not FDA approved as treatments for schizophrenia in any age group.
Results from the current trial were not intended to support a regulatory submission for an indication for
Depakote ER in schizophrenia.

Depakote ER is FDA approved as a treatment for acute manic and mixed episodes associated with
bipolar disorder, with or without psychotic features, in adults aged 18 years and older.

Abbott is committed to disclosing all results in company-sponsored clinical trials and to advancing
scientific understanding of its products.  As such, results from this trial will also be submitted in
manuscript form for publication consideration by an appropriate peer-reviewed journal.

Any inquiries or questions from healthcare providers regarding this trial should be directed to Medical
Information.

- 

Marketing Director
Abbott Neuroscience
Neuroscience Marketing
Abbott

200 Abbott Park Road
Abbott Park, IL 60064
Office 
Fax 

@abbott.com

This communication may contain information that is proprietary, confidential, or exempt from disclosure.
If you are not the intended recipient, please note that any other dissemination, distribution, use or copying
of this communication is strictly prohibited. Anyone who receives this message in error should notify the
sender immediately by telephone or by return e-mail and delete it from his or her computer.
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IN THE UNITED STATES DISTRICT COURT 
FOR THE WESTERN DISTRICT OF VIRGINIA 

ABINGDON DIVISION 

UNITED STATES 

v. Criminal No. /.' /:J.(!R/1&, 

ABBOTT LABORATORIES 

AGREED ORDER OF FORFEITURE 

IT IS HEREBY ORDERED THAT: 

1. As the result of the guilty plea to the Information, the defendant shall forfeit to the 

United States quantities of Depakote, Depakote ER and Depakote Sprinkle that were misbranded 

when introduced into interstate commerce, pursuant to 21 U.S.C. § 334 and 28 U.S.C. § 2461 

2. Pursuant to the defendant's plea agreement, the defendant shall forfeit 

$198,500,000.00 (one hundred ninety-eight million five hundred thousand dollars), in the form 

of certified funds made payable to the U.S. Treasury Department, or as otherwise directed by the 

United States, as a substitute asset pursuant to 21 U.S.C. § 853(p). 

3. The Court shall retain _jurisdiction to enforce this Order, and to amend it as, 

necessary, pursuant to Fed. R. Crim. P. 32.2(e). Payment shall be made within three days of 

entry of the defendant's guilty plea. As payment is voluntarily being remitted to the United 

States, notice and publication are not required. 

4. Pursuant to Fed. R. Crim. P. 32.2(b)(4), this Order of Forfeiture shall become 

final as to the defendant upon entry, and shall be made a part of the sentence and included in the 

judgment. 

Agreed Order of Forfeiture Attachment C to Plea Agreement 
United States v. Abbott Laboratories 
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5. The Clerk of this Court shall certify copies of this Order to counsel of record and 

shall certify copies to the United States Attorney's Office, Asset Forfeiture Section, P.O. Box 

1709, Roanoke, Virginia 24008. 

6. ENTERED this ?th day of May, 2012. 

Agreed Order ofFoifeiture 
United States v. Abbott Laboratories 

Han. Samuel G. Wilson 
United States District Judge 
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SETTLEMENT AGREEMENT 

I. PARTIES 

This Settlement Agreement ("Agreement") is entered into among the United States of 

America, acting through the United States Department of Justice, and on behalf of the Office of 

Inspector General of the Department of Health and Human Services ("OIG-HHS"), the 

TRICARE Management Activity ("TMA"), the United States Office of Personnel Management 

("OPM"), the United States Department of Veterans Affairs ("VA"), and the Office of Workers 

Compensation Programs of the United States Department of Labor ("DOL-OWCP") 

(collectively the "United States"); Meredith McCoyd, Susan Mulcahy, Doreen Merriam, Sondra 

Knowles, Tamara Dietzler, Thomas 1. Spetter, Jr. (collectively, "Relators"); and Abbott 

Laboratories ("Abbott"), through its authorized representatives. Collectively, all of the above 

will be referred to as "the Parties." 

II. RECITALS 

A. Abbott is an Illinois corporation headquartered in Abbott Park, Illinois. At all 

relevant times, Abbott distributed, marketed, and sold pharmaceutical products in the United 

States, including a drug sold under the trade names Depakote DR, Depakote ER, and Depakote 

Sprinkle (collectively, "Depakote"). 

B. Relators have filed the following gill tam actions against Abbott (collectively, the 

"Civil Actions"): 

1. United States, et al., ex ref. Meredith McCoyd v. Abbott Labs., et al., Civil 
Action No. 1 :07-cv-00081 (W.O. Va.); 

n. United States ex rel. Susan Mulcahy, Doreen Merriam, and Sondra Knowles 
v. Abbott Labs., et al., Civil Action No. 1 :08-cv-00054 (W.O. Va.); 

111. United States of America, et al., ex rel. Tamara Dietzler v. Abbott Labs., Civil 
Action No. 1 :09-cv-00051 (W.O. Va.); 

Page 1 of26 
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2011. 

IV. United States, et al., ex rel. Thomas J Spelter, Jr. v. Abbott Labs., Inc., et al., 
Civil Action No. 1:1 0-cv-00006 (W.D. Va.). 

C. The United States of America intervened in the Civil Actions on February 1, 

D. On such date as may be determined by the Court, Abbott will plead guilty 

pursuant to Fed. R. Crim. P. 11 to an Information to be filed by the United States in United 

States v Abbott Labs., Criminal Action No. [to be assigned] (W.O. Va.) (the "Criminal Action") 

that will allege a violation of21 U.S.C. §§ 331(a) and 333(a)(1), 352(a) and 352(f)(1), namely, 

the introduction into interstate commerce of a misbranded drug, Depakote, in violation of the 

Food, Drug and Cosmetic Act. 

E. Abbott has entered or will be entering into separate settlement agreements, 

described in Paragraph III.! (b) below (the "Medicaid State Settlement Agreements") with certain 

states and the District of Columbia in settlement of the Covered Conduct, defined below. States 

with which Abbott executes a Medicaid State Settlement Agreement in the form to which Abbott 

and the National Association of Medicaid Fraud Control Units ("NAMFCU") have agreed, or in 

a form otherwise agreed to by Abbott and an individual State, shall be defined as ''Medicaid 

Participating States." 

F. The United States alleges that Abbott caused claims for payment for Depakote to 

be submitted to the Medicaid Program, Title XIX ofthe Social Security Act, 42 U.S.C. §§ 1396-

1396v ("Medicaid") and the Medicare Program, Title XVIII ofthe Social Security Act, 

42 U.S.C. §§ 1395-1395kkk-1 ("Medicare"). The United States further alleges that Abbott 

caused claims for payment for Depakote to be submitted to the TRICARE program, 10 U.S.C. §§ 

1071-1109 ("TRICARE"); the Federal Employees Health Benefits Program, 5 U.S.C. §§ 8901-

8914 ("FEHBP"); and the following DOL-OWCP programs: the Federal Employees' 

Compensation Act, 5 U .S.C. § 8101 et seq. ("FECA"), the Energy Employees Occupational 
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Illness Compensation Program Act, 42 U.S.C. § 7384 et seq. ("EEOICPA"), and the Black Lung 

Benefits Act, 30 U.S.C. § 901 et seq. ("BLBA"); and that Abbott caused purchases ofDepakote 

by the VA, 38 U.S.C. §§ 1701-1743 (collectively, the "Other Federal Healthcare Programs"). 

G. The United States contends that it and the Medicaid Participating States have 

certain civil claims against Abbott, as specified in Paragraph III.2 below, for engaging in the 

following conduct concerning the marketing, promotion and sale of Depakote between January 

1998 and December 31, 2008 (hereinafter referred to as the "Covered Conduct"): 

Abbott illegally marketed Depakote by: 

(a) knowingly promoting the sale and use of Depakote for uses that were not 
approved by the Food and Drug Administration as safe and effective 
("unapproved uses"), including behavioral disturbances in dementia 
patients, psychiatric conditions in children and adolescents, schizophrenia, 
depression, anxiety, conduct disorders, obsessive-compulsive disorder, 
post-traumatic stress disorder, alcohol and drug withdrawal, attention 
deficit disorder, autism, and other psychiatric conditions. Some of these 
unapproved uses were not medically accepted indications for which the 
United States and state Medicaid programs provided coverage for 
Depakote. This promotion included, in part: 

(i) making false and misleading statements about the safety, efficacy, 
dosing, and cost-effectiveness ofDepakote for some ofthese 
unapproved uses; 

(ii) marketing Depakote to health care professionals to control 
behavioral disturbances in dementia patients in nursing homes by 
claiming that Depakote was not subject to certain requirements of 
the Omnibus Budget Reconciliation Act of 1987 (OBRA) designed 
to prevent the use of unnecessary drugs in nursing homes and that 
this use of Depakote would help nursing homes avoid the 
administrative burdens and costs of complying with OBRA 
regulatory restrictions applicable to antipsychotics. 

(b) offering and paying illegal remuneration to health care professionals and 
long term care pharmacy providers to induce them to promote and/or 
prescribe Depakote and to improperly and unduly influence the content of 
company sponsored Continuing Medical Education programs, in violation 
ofthe Federal Anti-Kickback Statute, 42 U.S.C. § 1320a-7b(b). 
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As a result of the foregoing conduct, the United States alleges that Abbott knowingly caused 

false and/or fraudulent claims for Depakote to be submitted to, or caused purchases by, 

Medicare, Medicaid and the Other Federal Healthcare Programs. 

H. The United States also contends that it has certain administrative claims against 

Abbott as specified in Paragraphs III.4 through III.7, below, for engaging in the Covered 

Conduct. 

I. This Agreement is made in compromise of disputed claims. This Agreement is 

not an admission of facts or liability by Abbott, nor a concession by the United States that its 

claims are not well-founded. Abbott expressly denies the allegations of the United States and 

Relators as set forth herein and in the Civil Actions and denies that it engaged in any wrongful 

conduct in connection with the Covered Conduct, with the exception of such admissions that are 

made in connection with any guilty plea by Abbott in connection with the Criminal Action and 

the following: 

( 1) A substantial percentage of nursing home residents with dementia were 

beneficiaries of federal healthcare programs, including Medicare and 

Medicaid. Promotion of Depakote to healthcare providers in nursing homes for the 

control of the agitation and aggression of dementia patients caused the submission of 

certain claims to federal healthcare programs for that use. These programs paid hundreds 

of millions of dollars for claims resulting from the use ofDepakote for the control of the 

agitation and aggression of dementia patients. 

(2) A substantial percentage of individuals suffering from schizophrenia were 

beneficiaries of federal healthcare programs, including Medicare and 

Medicaid. Promotion of Depakote to healthcare providers for the treatment of 

schizophrenia caused the submission of certain claims to federal healthcare programs for 
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that use. These programs paid millions of dollars for claims resulting from the use of 

Depakote to treat schizophrenia. 

Neither this Agreement or its execution, nor the performance of any obligation arising under it, 

including any payment, nor the fact of settlement, is intended to be, or shall be understood as, an 

admission of liability or wrongdoing, or other expression reflecting on the merits of the dispute 

by any party to this Agreement. 

J. Relators claim entitlement under 31 U.S.C. § 3730(d) to a share ofthe proceeds 

of this Agreement and to Relators' reasonable expenses, attorneys' fees, and costs. 

K. To avoid the delay, expense, inconvenience, and uncertainty of protracted 

litigation of the above claims, and in consideration of the mutual promises and obligations of this 

Agreement, the parties agree and covenant as follows: 
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III. TERMS AND CONDITIONS 

I. Abbott shall pay to the United States and the Medicaid Participating States, 

collectively, the sum of Eight Hundred Million Dollars ($800,000,000.00), plus accrued interest 

in an amount of2.5% per annum from September 16, 2011 and continuing until and including 

the day of payment (the "Settlement Amount"). The Settlement Amount shall constitute a debt 

immediately due and owing to the United States and the Medicaid Participating States on the 

Effective Date of this Agreement. This debt shall be discharged by payments to the United 

States and the Medicaid Participating States, under the following terms and conditions: 

(a) Abbott shall pay to the United States the sum of$560,851,357, plus accrued 

interest as set forth above ("Federal Settlement Amount"). The Federal Settlement Amount shall 

be paid by electronic funds transfer pursuant to written instructions from the United States no 

later than seven (7) business days after (i) this Agreement is fully executed by the Parties and 

delivered to Abbott's attorneys; or (ii) the Court accepts a Fed. R. Crim. P. ll(c)(l)(C) guilty 

plea as described in Preamble Paragraph II.D in connection with the Criminal Action and 

imposes the agreed upon sentence, whichever occurs later. 

(b) Abbott shall deposit the sum of $239,148,643, plus accrued interest as set forth 

above ("Medicaid State Settlement Amount") into one or more interest-bearing money market or 

bank accounts that are held in the name of Abbott, but segregated from other Abbott accounts 

(the "State Settlement Accounts"), and make payment from the State Settlement Accounts to the 

Medicaid Participating States pursuant to written instructions from the NAMFCU Negotiating 

Team and under the terms and conditions of the Medicaid State Settlement Agreements that 

Abbott will enter into with the Medicaid Participating States. 

(c) Contingent upon the United States receiving the Federal Settlement Amount from 

Abbott, the United States agrees to pay, as soon as feasible upon receipt, to Relator Meredith 
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McCoyd, the sum of $84,127,704, plus 15 percent of the actual accrued interest paid to the 

United States by Abbott, as set forth in Paragraph III.l(a), above ("Relators' Share") as Relators' 

share of the proceeds pursuant to 31 U .S.C. § 3 730( d). No other relator payments shall be made 

by the United States with respect to the matters covered by this Agreement. All Relators 

represent that they will abide by the terms of any separate agreements that they may have 

reached with one or more of the other Relators concerning the allocation of the Relators' Share 

among themselves. 

(d) If Abbott's agreed-upon guilty plea pursuant to Fed. R. Crim. P. ll(c)(l)(C) in 

the Criminal Action described in Preamble Paragraph II.D is not accepted by the Court or the 

Court does not impose the agreed-upon sentence for whatever reason, this Agreement shall be 

null and void at the option of either the United States or Abbott. If either the United States or 

Abbott exercises this option, which option shall be exercised by notifying all Parties, through 

counsel, in writing within five (5) business days of the Court's decision, the Parties will not 

object and this Agreement will be rescinded. If this Agreement is rescinded, Abbott will not 

plead, argue or otherwise raise any defenses under the theories of statute of limitations, laches, 

estoppel or similar theories, to any civil or administrative claims, actions or proceedings arising 

from the Covered Conduct that are brought by the United States within 90 calendar days of 

rescission, except to the extent such defenses were available on the day on which the qui tam 

complaints listed in Preamble Paragraph II.B, above, were filed. 

2. Subject to the exceptions in Paragraph III.9 below (concerning excluded claims) 

and conditioned upon Abbott's full payment of the Settlement Amount, the United States (on 

behalf of itself, its officers, agents, servants, agencies, and departments) releases Abbott, together 

with its current and former parent corporations, direct and indirect subsidiaries, brother or sister 

corporations, divisions, current or former owners, and their current and former directors, officers, 
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and employees, and the predecessors, successors, and assigns of any of them (the "Released 

Parties") from any civil or administrative monetary claim the United States has or may have for 

the Covered Conduct under the False Claims Act, 31 U.S.C. §§ 3729-3733; the Civil Monetary 

Penalties Law, 42 U.S.C. § 1320a-7a; the Program Fraud Civil Remedies Act, 31 U.S.C. §§ 

3801-3812; any statutory provision creating a cause of action for civil damages or civil penalties 

which the Civil Division of the Department of Justice has actual or present authority to assert and 

compromise pursuant to 28 C.F .R. Pt. 0, Subpart I, 0.45( d); or the common law theories of 

payment by mistake, unjust enrichment, fraud, disgorgement, and, if applicable, breach of 

contract. 

3. Subject to the exceptions in Paragraph III.9 below (concerning excluded claims) 

and Paragraph III.20 below (concerning Relators' Share and reasonable fees, expenses, and 

costs), and conditioned upon Abbott's full payment of the Settlement Amount, Relators, for 

themselves and for their heirs, successors, attorneys, agents, and assigns, fully and finally 

release, waive and forever discharge Abbott together with its current and former parent 

corporations, direct and indirect subsidiaries, brother or sister corporations, divisions, 

transferees, and the predecessors, successors, and assigns of any of them and their current or 

former owners, directors, officers and employees, representatives, servants, agents, consultants 

and attorneys, individually and collectively, from any civil monetary claim the United States has 

or may have for the Covered Conduct under the False Claims Act, 31 U.S.C. §§ 3729-3733, and 

any claims, allegations, demands, actions or causes of action whatsoever, known or unknown, 

fixed or contingent, in law or in equity, in contract or in tort, under any federal or state statute or 

regulation, or under common law, that they, their heirs, successors, attorneys, agents and assigns 

otherwise would have standing to bring, including, without limitation, any claim that the Relators 

asserted or could have asserted in the Civil Actions. 
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4. In consideration of the obligations of Abbott in this Agreement and the Corporate 

Integrity Agreement ("CIA") entered into between OIG-HHS and Abbott, and conditioned upon 

Abbott's full payment of the Settlement Amount, OIG-HHS agrees to release and refrain from 

instituting, directing, or maintaining any administrative action seeking exclusion from the 

Medicare, Medicaid, and other Federal health care programs (as defined in 42 U.S.C. § 1320a-

7b(f)) against Abbott under 42 U.S.C. § 1320a-7a (Civil Monetary Penalties Law) or 42 U.S.C. § 

1320a-7(b )(7) (permissive exclusion for fraud, kickbacks or other prohibited activities) for the 

Covered Conduct, or against Abbott under 42 U.S.C. § 1320a-7(b)(l) based on Abbott's 

agreement to plead guilty to the charge in the Criminal Action referenced above in Preamble 

Paragraph II.D, except as reserved in Paragraph 111.9 (concerning excluded claims), below, and 

as reserved in this Paragraph. The OIG-HHS expressly reserves all rights to comply with any 

statutory obligations to exclude Abbott from the Medicare, Medicaid, or other Federal health 

care programs under 42 U .S.C. § 1320a-7(a) (mandatory exclusion) based upon the Covered 

Conduct. Nothing in this Section precludes the OIG-HHS from taking action against entities or 

persons, or for conduct and practices, for which claims have been reserved in Paragraph 111.9, 

below. 

5. In consideration of the obligations of Abbott set forth in this Agreement, 

conditioned upon Abbott's full payment of the Settlement Amount, TMA agrees to release and 

refrain from instituting, directing, or maintaining any administrative action seeking exclusion 

from the TRICARE Program against Abbott, its predecessors, and its current and former 

divisions, parents, affiliates, subsidiaries, successors, and assigns, and their current and former 

directors, officers, and employees under 32 C.F.R. § 199.9 for the Covered Conduct, except as 

reserved in Paragraph 111.9 (concerning excluded claims) below, and as reserved in this 

Paragraph. TMA expressly reserves its authority to exclude Abbott under 32 C.F .R. § 
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199 .9(f)(l )(i)(A), (f) (I )(i)(B), and (f)(l )(iii), based upon the Covered Conduct. Nothing in this 

Paragraph precludes TMA or the TRICARE Program from taking action against entities or 

persons, or for conduct and practices, for which claims have been reserved in Paragraph 111.9, 

below. 

6. In consideration of the obligations of Abbott set forth in this Agreement, and 

conditioned upon Abbott's full payment of the Settlement Amount, OPM agrees to release and 

refrain from instituting, directing, or maintaining any administrative action against Abbott, its 

predecessors, and its current and former divisions, parents, affiliates, subsidiaries, successors, 

and assigns, and their current and former directors, officers, and employees under 5 U.S.C. § 

8902a(b) or 5 C.F .R. Part 919 for the Covered Conduct, except as reserved in Paragraph 111.9 

(concerning excluded claims) below, and except if excluded by the OIG-HHS pursuant to 42 

U.S.C. § 1320a-7(a). Nothing in this Paragraph precludes OPM from taking action against 

entities or persons, or for conduct and practices, for which claims have been reserved in 

Paragraph III.9, below. 

7. In consideration of the obligations of Abbott in this Agreement, and conditioned 

upon Abbott's full payment of the Settlement Amount, DOL-OWCP agrees to release and refrain 

from instituting, directing, or maintaining any administrative action seeking exclusion and 

debarment from the FECA, EEOICPA and BLBA programs against Abbott, its predecessors, and 

its current and former divisions, parents, affiliates, subsidiaries, successors and assigns, and their 

current and former directors, officers, and employees under 20 C.F.R. §§ 10.815, 30.715 and 

702.431 for the Covered Conduct, except as reserved in Paragraph III.9 (concerning excluded 

claims), below and except if excluded by the OIG-HHS pursuant to 42 U.S.C. § 1320a-7(a). 

Nothing in this Paragraph precludes the OWCP of the DOL from taking action against entities or 
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persons, or for conduct and practices, for which claims have been reserved in Paragraph III.9, 

below. 

8. Abbott has publicly announced that it plans to separate into two publicly traded 

companies, one a diversified medical products company, which may retain the Abbott name, 

("Diversified Company") and the other a research-based pharmaceutical company 

("Pharmaceutical Company') which will not be a subsidiary or corporate affiliate of Abbott (this 

separation is hereinafter referred to as the "Transaction" and the "Effective Time" shall be the 

date and time that the Transaction becomes effective). In the event the Transaction occurs, and 

as of the Effective Time, the foregoing releases in Paragraphs III.2 through III.3 and lii.5 

through Ill.? that run to the benefit of Abbott will continue to apply fully to Abbott, the 

Diversified Company, the Pharmaceutical Company, and their subsidiaries and the foregoing 

release in Paragraph III.4 will apply fully to Abbott, the Diversified Company, and the 

Pharmaceutical Company. 

9. Notwithstanding the releases given in Paragraphs III.2 through III.8 of this 

Agreement, or any other term of this Agreement, the following claims of the United States are 

specifically reserved and are not released: 

(a) Any liability arising under Title 26, United States Code (Internal Revenue 

Code); 

(b) Any criminal liability; 

(c) Except as explicitly stated in this Agreement, any administrative liability, 

including mandatory exclusion from Federal health care programs; 

(d) Any liability to the United States (or its agencies) for any conduct other 

than the Covered Conduct; 
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(e) Any liability based upon such obligations as are created by this 

Agreement; 

(f) Any liability for express or implied warranty claims or other claims for 

defective or deficient products and services, including quality of goods and services; 

(g) Any liability for personal injury or property damage or for other 

consequential damages arising from the Covered Conduct; 

(h) Any liability for failure to deliver goods or services due; and 

(i) Any liability of individuals (including current or former directors, officers, 

employees, agents, or shareholders of Abbott) who receive written notification that they 

are the target of a criminal investigation (as defined in the United States Attorneys' 

Manual), are indicted or charged, or enter into a plea agreement. 

10. Relators and their heirs, successors, attorneys, agents, and assigns shall not object 

to this Agreement but agree and confirm that this Agreement is fair, adequate, and reasonable 

under all the circumstances, pursuant to 31 U.S.C. § 3730(c)(2)(B). Conditioned upon the 

payment of the Relators' Share described in Paragraph 1(c), Relators and their heirs, successors, 

attorneys, agents, and assigns fully and finally release, waive, and forever discharge the United 

States, its agencies, officers, agents, employees, and servants, from any claims arising from the 

filing of the Civil Actions or under 31 U.S.C. § 3730, and from any claims to a share ofthe 

proceeds of this Agreement and/or the Civil Actions. 

11. Abbott waives and shall not assert any defenses Abbott may have to any criminal 

prosecution or administrative action relating to the Covered Conduct that may be based in whole 

or in part on a contention that, under the Double Jeopardy Clause in the Fifth Amendment of the 

Constitution, or under the Excessive Fines Clause in the Eighth Amendment of the Constitution, 

this Agreement bars a remedy sought in such criminal prosecution or administrative action. 
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Nothing in this paragraph or any other provision of this Agreement constitutes an agreement by 

the United States concerning the characterization of the Settlement Amount for purposes of the 

Internal Revenue laws, Title 26 of the United States Code. 

12. Abbott fully and finally releases the United States, its agencies, officers, agents, 

employees, and servants, from any claims (including attorney's fees, costs, and expenses of 

every kind and however denominated) that Abbott has asserted, could have asserted, or may 

assert in the future against the United States, and its agencies, officers, agents, employees, and 

servants, related to the Covered Conduct and the United States' investigation and prosecution 

thereof. 

13. Conditioned on Relators' compliance with their obligations under this Agreement, 

Abbott together with its current and former parent corporations, direct and indirect subsidiaries, 

brother or sister corporations, divisions, transferees, and the predecessors, successors, and 

assigns of any of them and their current or former owners, directors, officers and employees, 

representatives, servants, agents, consultants and attorneys, individually and collectively, fully 

and finally release, waive and forever discharge Relators and their heirs, successors, attorneys, 

agents, and assigns, from any claims, allegations, demands, actions or causes of action 

whatsoever, known or unknown, fixed or contingent, in law or in equity, in contract or in tort, 

under any federal or state statute or regulation, or under common law, that they otherwise would 

have standing to bring, including, without limitation, any claim that Abbott asserted or could 

have asserted in the Civil Actions, except to the extent related to: (i) Relators' claims for a 

Relators' Share of the Medicaid State Settlement Amount under the Medicaid State Settlement 

Agreements; (ii) Relators' claims arising under the qui tam provisions of any State with which 

Abbott does not execute a Medicaid State Settlement Agreement pursuant to the terms of this 
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Agreement; or (iii) Relators' claims for reasonable attorneys' fees, expenses, and costs pursuant 

to 3l'U.S.C. § 3730(d)(l). 

14. The Settlement Amount shall not be decreased as a result ofthe denial of claims 

for payment now being withheld from payment by any Medicare carrier or intermediary or any 

other state or Federal payer, related to the Covered Conduct; and Abbott agrees not to resubmit 

to any Medicare carrier or intermediary or any other state or Federal payer any previously denied 

claims related to the Covered Conduct, and agrees not to appeal any such denials of claims. 

15. Abbott agrees to the following: 

(a) Unallowable Costs Defined. All costs (as defined in the Federal Acquisition 

Regulation, 48 C.F .R. § 31.205-4 7 and in Titles XVIII and XIX of the Social Security Act, 42 

U.S.C. §§ 1395-1395kkk-1 and 1396-1396w-5, and the regulations and official program 

directives promulgated thereunder) incurred by or on behalf of Abbott, its present or former 

officers, directors, employees, shareholders, and agents in connection with the following are 

"Unallowable Costs" for government contracting purposes and under Medicare, Medicaid, 

TRICARE, and FEHBP: 

(i) the matters covered by this Agreement and the plea agreement referenced 

in Preamble Paragraph II.D; 

(ii) the United States' audit(s) and civil and criminal investigation(s) of the 

matters covered by this Agreement; 

(iii) Abbott's investigation, defense, and corrective actions undertaken in 

response to the United States' audit(s) and civil and criminal 

investigation(s) in connection with the matters covered by this Agreement 

(including attorneys' fees); 
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(iv) the negotiation and performance of this Agreement, the Plea Agreement, 

and the Medicaid State Settlement Agreements; 

(v) the payments Abbott makes to the United States or any State pursuant to 

this Agreement, the Plea Agreement, or the Medicaid State Settlement 

Agreements, and any payments that Abbott may make to Relators 

(including costs and attorneys' fees); and 

(vi) the negotiation of, and obligations undertaken pursuant to the CIA to: (a) 

retain an independent review organization to perform annual reviews as 

described in Section III ofthe CIA; and (b) prepare and submit reports to 

OIG-HHS. However, nothing in this Paragraph III.l5(a)(vi) that may 

apply to the obligations undertaken pursuant to the CIA affects the status 

of costs that are not allowable based on any other authority applicable to 

Abbott. 

(b) Future Treatment of Unallowable Costs. Unallowable Costs shall be separately 

estimated and accounted for by Abbott, and Abbott shall not charge such Unallowable Costs 

directly or indirectly to any contracts with the United States or any State Medicaid program, or 

seek payment for such Unallowable Costs through any cost report, cost statement, information 

statement, or payment request submitted by Abbott or any of its subsidiaries or affiliates to the 

Medicare, Medicaid, TRICARE, or FEHBP Programs. 

(c) Treatment of Unallowable Costs Previously Submitted for Payment. Abbott 

further agrees that within 90 days of the Effective Date ofthis Agreement, it shall identify to 

applicable Medicare and TRICARE fiscal intermediaries, carders, and/or contractors, and 

Medicaid and FEHBP fiscal agents, any Unallowable Costs (as defined in this Paragraph) 

included in payments previously sought from the United States, or any State Medicaid Program, 
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including, but not limited to, payments sought in any cost reports, cost statements, information 

reports, or payment requests already submitted by Abbott or any of its subsidiaries or affiliates, 

and shall request, and agree, that such cost reports, cost statements, information reports, or 

payment requests, even if already settled, be adjusted to account for the effect of the inclusion of 

the Unallowable Costs. Abbott agrees that the United States, at a minimum, shall be entitled to 

recoup from Abbott any overpayment, plus applicable interest and penalties, as a result of the 

inclusion of such Unallowable Costs on previously-submitted cost reports, information reports, 

cost statements, or requests for payment. Any payments due after the adjustments have been 

made shall be paid to the United States pursuant to the direction of the Department of Justice 

and/or the affected agencies. The United States reserves its rights to disagree with any 

calculations submitted by Abbott, or any of its subsidiaries or affiliates on the effect of inclusion 

of Unallowable Costs on Abbott's or any of its subsidiaries' or affiliates' cost reports, cost 

statements, or information reports. 

(d) Nothing in this Agreement shall constitute a waiver of the rights ofthe United 

States to audit, examine, or re-examine Abbott's books and records to determine that no 

Unallowable Costs have been claimed in accordance with the provisions of this Paragraph. 

16. Abbott agrees to cooperate fully and truthfully with the United States' 

investigation of individuals and entities not released in this Agreement. Upon reasonable notice, 

Abbott shall encourage, and agrees not to impair, the cooperation of its directors, officers, and 

employees, and shall use its best efforts to make available, and encourage, the cooperation of 

former directors, officers, and employees for interviews and testimony, consistent with the rights 

and privileges of such individuals. 
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17. This Agreement is intended to be for the benefit of the Parties only. The Parties 

do not release any claims against any other person or entity, except to the extent provided for in 

Paragraphs III.8 and Ill.l8 (waiver for beneficiaries paragraph), below. 

18. Abbott agrees that it waives and shall not seek payment for any of the healthcare 

billings covered by this Agreement from any health care beneficiaries or their parents, sponsors, 

legally responsible individuals, or third party payors based upon the claims defined as Covered 

Conduct. 

19. Abbott warrants that it has reviewed its financial situation and that it currently is 

solvent within the meaning of 11 U.S.C. §§ 547(b)(3) and 548(a)(1)(B)(ii)(l), and shall remain 

solvent following payment of the Settlement Amount. Further, the Parties warrant that, in 

evaluating whether to execute this Agreement, they (a) have intended that the mutual promises, 

covenants, and obligations set forth herein constitute a contemporaneous exchange for new value 

given to Abbott, within the meaning of 11 U.S.C. § 547(c)(1); and (b) have concluded that these 

mutual promises, covenants, and obligations do, in fact, constitute such a contemporaneous 

exchange. Further, the Parties warrant that the mutual promises, covenants, and obligations set 

forth herein are intended to and do, in fact, represent a reasonably equivalent exchange of value 

that is not intended to hinder, delay, or defraud any entity that Abbott was or became indebted to 

on or after the date of this transfer, within the meaning of 11 U.S.C. § 548(a)(I). 

20. Upon receipt of the payments described in Paragraph 1, above, the United States 

and Relators shall file a Joint Stipulation of Dismissal as to the Released Parties in each of the 

Civil Actions pursuant to Rule 41(a)(1). Each stipulation of dismissal shall be (a) with prejudice 

as to the United States' and Relators' claims as to the Covered Conduct pursuant to and 

consistent with the terms and conditions of this Agreement; (b) without prejudice as to the 

United States and with prejudice as to Relators as to all other claims; (c) provided, however, that 

Page 17 of26 
Civil Settlement Agreement Attachment D to Plea Agreement 

United States v. Abbott Laboratories 



Case 1:12-cr-00026-SGW   Document 5-22    Filed 05/07/12   Page 18 of 69   Pageid#: 597

the following claims shall not be dismissed until they are settled, adjudicated, or otherwise 

resolved, and the Court is so informed: (i) Relators' claims for a Relators' Share of the Medicaid 

State Settlement Amount under the Medicaid State Settlement Agreements; (ii) Relators' claims 

arising under the qui tam provisions of any State or political subdivision with which Abbott does 

not execute a Medicaid State Settlement Agreement pursuant to the terms of this Agreement; or 

(iii) Relators' claims for reasonable attorneys' fees, expenses, and costs pursuant to 31 U.S.C. § 

3730(d)(l). 

21. Except as expressly provided to the contrary in this Agreement, each Party shall 

bear its own legal and other costs incurred in connection with this matter, including the 

preparation and performance of this Agreement. 

22. Each party and signatory to this Agreement represents that it freely and 

voluntarily enters into this Agreement without any degree of duress or compulsion. 

23. This Agreement is governed by the laws of the United States. The exclusive 

jurisdiction and venue for any dispute relating to this Agreement is the United States District 

Court for the Western District of Virginia, except that disputes arising under the CIA shall be 

resolved exclusively through the dispute resolution provisions set forth in the CIA. For purposes 

of construing this Agreement, this Agreement shall be deemed to have been drafted by all Parties 

to this Agreement and shall not, therefore, be construed against any Party for that reason in any 

subsequent dispute. 

24. This Agreement constitutes the complete agreement between the Parties with 

respect to the issues covered by this Agreement. This Agreement may not be amended except by 

written consent of the Parties. 

25. The undersigned counsel represent and warrant that they are authorized to execute 

this Agreement on behalf of the persons and entities indicated below. 
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26. This Agreement may be executed in counterparts, each of which constitutes an 

original and all of which constitute one and the same Agreement. 

27. This Agreement is binding on Abbott's successors, transferees, heirs, and assigns. 

28. This Agreement is binding on Relators' successors, transferees, heirs, and assigns. 

29. All Parties consent to the United States' disclosure of this Agreement, and 

information about this Agreement, to the public. 

30. This Agreement is effective on the date of signature of the last signatory to the 

Agreement (the "Effective Date"). Facsimiles of signatures shall constitute acceptable binding 

signatures for purposes of this Agreement. 
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STATES OF AMERICA 

By: 

By: 

By: 

By: 

United States Attorney 
United States Attorney's Office 
Western District of Virginia 

&#.M~ 
Chief, Civil Division 
United States Attorney's Office 
Western District of Virginia 

BRIAN McCABE 
Trial Attorney 
Commercial Litigation Branch 
Civil Division 
United States Department of Justice 

EDWARD C. CROOKE 
Trial Attorney 
Commercial Litigation Branch 
Civil Division 
United States Department of Justice 
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THE UNITED STATES OF AMERICA 

By: 

By: 

By: 

By: 

TIMOTHY J. HEAPHY 
United States Attorney 
United States Attorney's Office 
Western District of Virginia 

RICK A. MOUNTCASTLE 
Chief, Civil Division 
United States Attorney's Office 
Western District of Virginia 

~J~ 
BRIAN McCABE 
Trial Attorney 
Commercial Litigation Branch 
Civil Division 
United States Department of Justice 

Trial Attorney 
Commercial Litigation Branch 
Civil Division 
United States Department of Justice 
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By: 

By: 

By: 

By: 

By: 

GREGORY E. DEMSKE 
Chief Counsel to the Inspector General 
Office of Counsel to the Inspector General 

Dated: 

United States Department of Health and Human Service 

PAULJ. HUTTER 
General Counsel 
TRICARE Management Activity 
United States Department of Defense 

SHIRLEY R. PATTERSON 

Dated: ____ _ 

Dated: ____ _ 

Assistant Director for Federal Employee Insurance Operations 
United States Office of Personnel Management 

DAVID COPE 
Debarring Official 

Dated: ____ _ 

Office of the Assistant Inspector General for Legal Affairs 
United States Office of Personnel Management 

Dated: ____ _ 

CECIL Y A. RAYBURN 
Director, Division of Planning, Policy and Standards 
Office of Workers' Compensation Programs 
United States Department of Labor 
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By: 
GREGORY E. DEMSKE 
Assistant Inspector General for Legal Affairs 
Office of Counsel to the Inspector General 

Dated: ____ _ 

By: 

<. -·vtes Depart~~nt of Health and Human Service 

~ Dated:~ 

By: 

By: 

By: 

Civil Settlement Agreement 

PAUL.lHU 
General 'coun 
TRICARE Management Activity 
United States Department of Defense 

Dated: ____ _ 
SHIRLEY R. PATIERSON 
Assistant Director for Federal Employee Insurance Operations 
United States Office of Personnel Management 

Dated: ____ _ 
DAVID COPE 
Debarring Official 
Office of the Assistant Inspector General for Legal Affairs 
United States Office of Personnel Management 

Dated: ____ _ 

CECIL Y A. RAYBURN 
Director, Division ofPlanning, Policy and Standards 
Office of Workers' Compensation Programs 
United States Department of Labor 
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By: 

By: 

By: 

By: 

By: 

GREGORY E. DEMSKE 
Assistant Inspector General for Legal Affairs 
Office of Counsel to the Inspector General 

Dated: 

United States Department of Health and Human Service 

------

Dated: _____ _ 
PAUL J. HUTTER 
General Counsel 
TRICARE Management Activity 
United States Department of Defense 

Dated: ~L 
Assistant Director for Federal Employee Insurance Operations 

~ ~(-------= ~ Dated:s/1 ["Ult~ UIDted ~ Df!i/lt¥= M~ag=ent 
DIDCOPE 
Debarring Official 
Office of the Assistant Inspector General for Legal Affairs 
United States Office of Personnel Management 

Dated:------
CECIL Y A. RAYBURN 
Director, Division of Planning, Policy and Standards 
Office of Workers' Compensation Programs 
United States Department of Labor 
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By: 

By: 

By: 

By: 

By: 

Dated: ____ _ 
GREGORY E. DEMSKE 
Assistant Inspector General for Legal Affairs 
Office of Counsel to the Inspector General 
United States Department of Health and Hwnan Service 

PAUL J. HUTIER 
General Counsel 
TRICARE Management Activity 
United States Department of Defense 

SHIRLEY R. PA TIERSON 

Dated: ____ _ 

Dated:-----

Assistant Director for Federal Employee Insurance Operations 
United States Office of Personnel Management 

DAVID COPE 
Debarring Official 

Dated: ____ _ 

Office of the Assistant Inspector General for Legal Affairs 
United States Office ofPersonnel Management 

Dated: ~U12 
Director, Division of Planning, Policy and Standards 
Office of Workers' Compensation Programs 
United States Department of Labor 
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DEFENDANT ABBOTT LABORATORIES 

By: Dated: ____ _ 

By: 

LAURA J. SCHUMACHER 
Executive Vice-President, General Counsel, and Secretary 
of Abbott Laboratories 
Authorized Corporate Officer 

THEODORE V. WELLS, JR., ESQ. 
Counsel for Abbott Laboratories 

Dated: ------

By: Dated: ____ _ 
MARK FILIP, ESQ. 
Counsel for Abbott Laboratories 
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RELATOR MEREDITH McCOYD 

By: 

By: 

~-
MEREDITH McCOYD 
Relator 

REUBEN A. GUTTMAN, ESQ. 
Counsel for Relator McCoyd 
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RELATORS SliSA:\ MtLC.\H\', DOREEN MERRIAM, SONDRA K"JO\\LES 

By: 

By: 

By: 

Civil Settlement Agreement 

~ ftJ.... .. J( an:v 
SLS.<\i'\l MCLCAHY 
Relator 

DOREH\ MERRLA...\·1 
Relator 

SONDRA Kl\'0\VLES 
Rdator 

Counsel fi.1r Relators Mulcahy. Merriam. 
and Knowles 
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By: 

By: 
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RELATORS Sl!SAN MULCA!fY· PORE£N ME.R.RJ,.\..'».SQNDBA KNOWLES 

SL'SAN MLLCAHY 
Rclamr 

fJNW~ 
DOREEN MERRIAM 
R.:lator 

SONDRA KNOWLES 
Relator 

Dat~d: -----

Dated.--· __ _ 

Dated:~ !.1 ~IL. 
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RELATOR TAMARA DIETZLER 

By: 

By: 

By: 

Civil Settlement Agreement 

SUSAN M, COLER, ESQ. 
Counsel for Relator Dietzler 

STEVEN M. SPRENGER 
Counsel fot Tamara Dietzler 
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By: 

By: 

By: 

RELATOR TAMARA DIETZLER 

TAMARA DIETZLER 
Relator 

s~/6~ 
Counsel for Relator Dietzler 

STEVEN M. SPRENGER 
Counsel for Tamara Dietzler 
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RELATOR TAMARA DIETZLER 

By: 

By: 

By: 

TAMARA DIETZLER 
Relator 

SUSAN M. COLER, ESQ. 
Counsel for Relator Dietzler 

STE~ER 
Counsel for Tamara Dietzler 
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RELATOR THOMAS J. SPETTER, JR. 

By: 

By: 

THOMAS J. SPETTER, JR. iJ 

Relator 

W. 
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CERTIFICATE 

I, John A. Berry, do hereby certify that I am a duly appointed and qualified Assistant 
Secretary of Abbott Laboratories and acting as such; that Abbott Laboratories is a 
corporation duly organized and validly existing under the laws of the State of Illinois with 
its principal office at 100 Abbott Park Road, Abbott Park, Lake County. Illinois; that I am 
a keeper of its books and records and its corporate seal; that the following resolution is a 
true, complete and correct copy of the resolution adopted at a regular meeting of its 
Board of Directors on April27, 2012; that said meeting was duly called, a quorum was 
present there at; and that that such resolution is still in effect: 

RESOLVED, that the Executive Vice President, General Counsel and Secretary 
is hereby authorized to enter or cause to be entered on behalf of this Corporation: the 
Plea Agreement, civil settlement agreements with the federal government and the 
coordinating states, a Corporate Integrity Agreement with the HHS Office of Inspector 
General, and all other documents necessary or appropriate to effectuate the settlement 
of all aspects of the investigation of the Corporation's sales and marketing practices for 
Depakote from 1998 to 2008 by the United States Department of Justice at any time on 
or after the date of this meeting. 

IN WITNESS WHEREOF, I have affixed my name as Assistant Secretary and 
~li'e caused the corporate seal of Abbott Laboratories to be hereunto affixed as of this 

3D-day of April, 2012. 
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SETTLEMENT AGREEMENT 

I. PARTIES 

This Settlement Agreement ("Agreement") is entered into among the United States of 

America, acting through the United States Department of Justice, and on behalf of the Office of 

Inspector General of the Department of Health and Human Services ("OIG-HHS"), the 

TRICARE Management Activity ("TMA"), the United States Office of Personnel Management 

("OPM"), the United States Department of Veterans Affairs ("VA"), and the Office of Workers 

Compensation Programs of the United States Department of Labor ("DOL-OWCP") 

(collectively the "United States"); Meredith McCoyd, Susan Mulcahy, Doreen Merriam, Sondra 

Knowles, Tamara Dietzler, Thomas J. Spetter, Jr. (collectively, "Relators"); and Abbott 

Laboratories ("Abbott"), through its authorized representatives. Collectively, all of the above 

will be referred to as "the Parties." 

II. RECITALS 

A. Abbott is an Illinois corporation headquartered in Abbott Park, Illinois. At all 

relevant times, Abbott distributed, marketed, and sold pharmaceutical products in the United 

States, including a drug sold under the trade names Depakote DR, Depakote ER, and Depakote 

Sprinkle (collectively, "Depakote"). 

B. Relators have filed the following ill!! tam actions against Abbott (collectively, the 

"Civil Actions"): 

1. United States, et al., ex rel. Meredith McCoyd v. Abbott Labs., et al., Civil 
Action No. l :07-cv-00081 (W.D. Va.); 

11. United States ex rel. Susan Mulcahy, Doreen Merriam, and Sondra Knowles 
v. Abbott Labs., et al., Civil Action No. 1 :08-cv-00054 (W.D. Va.); 

111. United States of America, et al., ex rei. Tamara Dietzler v. Abbott Labs., Civil 
Action No. 1 :09-cv-00051 (W.D. Va.); 
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2011. 

IV. United States, eta!., ex rei. Thomas J Spelter, Jr. v. Abbott Labs., Inc., et al., 
Civil Action No. 1:10-cv-00006 (W.O. Va.). 

C. The United States of America intervened in the Civil Actions on February 1, 

D. On such date as may be determined by the Court, Abbott will plead guilty 

pursuant to Fed. R. Crim. P. 11 to an Information to be filed by the United States in United 

States v Abbott Labs., Criminal Action No. [to be assigned] (W.O. Va.) (the "Criminal Action") 

that will allege a violation of21 U.S.C. §§ 331(a) and 333(a)(l), 352(a) and 352(f)(l), namely, 

the introduction into interstate commerce of a misbranded drug, Depakote, in violation of the 

Food, Drug and Cosmetic Act. 

E. Abbott has entered or will be entering into separate settlement agreements, 

described in Paragraph 111.1 (b) below (the "Medicaid State Settlement Agreements") with certain 

states and the District of Columbia in settlement of the Covered Conduct, defined below. States 

with which Abbott executes a Medicaid State Settlement Agreement in the form to which Abbott 

and the National Association of Medicaid Fraud Control Units ("NAMFCU") have agreed, or in 

a form otherwise agreed to by Abbott and an individual State, shall be defined as "Medicaid 

Participating States." 

F. The United States alleges that Abbott caused claims for payment for Depakote to 

be submitted to the Medicaid Program, Title XIX ofthe Social Security Act, 42 U.S.C. §§ 1396-

1396v ("Medicaid") and the Medicare Program, Title XVlll of the Social Security Act, 

42 U.S.C. §§ 1395-1395kkk-1 ("Medicare"). The United States further alleges that Abbott 

caused claims for payment for Depakote to be submitted to the TRICARE program, 10 U.S.C. §§ 

1071-1109 ("TRICARE"); the Federal Employees Health Benefits Program, 5 U.S.C. §§ 8901-

8914 ("FEHBP"); and the following DOL-OWCP programs: the Federal Employees' 

Compensation Act, 5 U.S.C. § 8101 et seq. ("FECA"), the Energy Employees Occupational 
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Illness Compensation Program Act, 42 U.S.C. § 7384 et seq. ("EEOICPA"), and the Black Lung 

Benefits Act, 30 U.S.C. § 901 et seq. ("BLBA"); and that Abbott caused purchases ofDepakote 

by the VA, 38 U.S.C. §§ 1701-1743 (collectively, the "Other Federal Healthcare Programs"). 

G. The United States contends that it and the Medicaid Participating States have 

certain civil claims against Abbott, as specified in Paragraph III.2 below, for engaging in the 

following conduct concerning the marketing, promotion and sale of Depakote between January 

1998 and December 31, 2008 (hereinafter referred to as the "Covered Conduct"): 

Abbott illegally marketed Depakote by: 

(a) knowingly promoting the sale and use of Depakote for uses that were not 
approved by the Food and Drug Administration as safe and effective 
("unapproved uses"), including behavioral disturbances in dementia 
patients, psychiatric conditions in children and adolescents, schizophrenia, 
depression, anxiety, conduct disorders, obsessive-compulsive disorder, 
post-traumatic stress disorder, alcohol and drug withdrawal, attention 
deficit disorder, autism, and other psychiatric conditions. Some of these 
unapproved uses were not medically accepted indications for which the 
United States and state Medicaid programs provided coverage for 
Depakote. This promotion included, in part: 

(i) making false and misleading statements about the safety, efficacy, 
dosing, and cost-effectiveness of Depakote for some of these 
unapproved uses; 

(ii) marketing Depakote to health care professionals to control 
behavioral disturbances in dementia patients in nursing homes by 
claiming that Depakote was not subject to certain requirements of 
the Omnibus Budget Reconciliation Act of 1987 (OBRA) designed 
to prevent the use of unnecessary drugs in nursing homes and that 
this use of Depakote would help nursing homes avoid the 
administrative burdens and costs of complying with OBRA 
regulatory restrictions applicable to antipsychotics. 

(b) offering and paying illegal remuneration to health care professionals and 
long term care pharmacy providers to induce them to promote and/or 
prescribe Depakote and to improperly and unduly influence the content of 
company sponsored Continuing Medical Education programs, in violation 
ofthe Federal Anti-Kickback Statute, 42 U.S.C. § 1320a-7b(b). 
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As a result of the foregoing conduct, the United States alleges that Abbott knowingly caused 

false and/or fraudulent claims for Depakote to be submitted to, or caused purchases by, 

Medicare, Medicaid and the Other Federal Healthcare Programs. 

H. The United States also contends that it has certain administrative claims against 

Abbott as specified in Paragraphs III.4 through 111.7, below, for engaging in the Covered 

Conduct. 

I. This Agreement is made in compromise of disputed claims. This Agreement is 

not an admission of facts or liability by Abbott, nor a concession by the United States that its 

claims are not well-founded. Abbott expressly denies the allegations of the United States and 

Relators as set forth herein and in the Civil Actions and denies that it engaged in any wrongful 

conduct in connection with the Covered Conduct, with the exception of such admissions that are 

made in connection with any guilty plea by Abbott in connection with the Criminal Action and 

the following: 

(1) A substantial percentage of nursing home residents with dementia were 

beneficiaries of federal healthcare programs, including Medicare and 

Medicaid. Promotion of Depakote to health care providers in nursing homes for the 

control of the agitation and aggression of dementia patients caused the submission of 

certain claims to federal healthcare programs for that use. These programs paid hundreds 

of millions of dollars for claims resulting from the use of Depakote for the control of the 

agitation and aggression of dementia patients. 

(2) A substantial percentage of individuals suffering from schizophrenia were 

beneficiaries of federal healthcare programs, including Medicare and 

Medicaid. Promotion of Depakote to healthcare providers for the treatment of 

schizophrenia caused the submission of certain claims to federal healthcare programs for 
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that use. These programs paid millions of dollars for claims resulting from the use of 

Depakote to treat schizophrenia. 

Neither this Agreement or its execution, nor the performance of any obligation arising under it, 

including any payment, nor the fact of settlement, is intended to be, or shall be understood as, an 

admission of liability or wrongdoing, or other expression reflecting on the merits of the dispute 

by any party to this Agreement. 

J. Relators claim entitlement under 31 U.S.C. § 3730(d) to a share ofthe proceeds 

of this Agreement and to Relators' reasonable expenses, attorneys' fees, and costs. 

K. To avoid the delay, expense, inconvenience, and uncertainty of protracted 

litigation of the above claims, and in consideration of the mutual promises and obligations of this 

Agreement, the parties agree and covenant as follows: 
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III. TERMS AND CONDITIONS 

I. Abbott shall pay to the United States and the Medicaid Participating States, 

collectively, the sum of Eight Hundred Million Dollars ($800,000,000.00), plus accrued interest 

in an amount of 2.5% per annum from September 16, 2011 and continuing until and including 

the day of payment (the "Settlement Amount"). The Settlement Amount shall constitute a debt 

immediately due and owing to the United States and the Medicaid Participating States on the 

Effective Date of this Agreement. This debt shall be discharged by payments to the United 

States and the Medicaid Participating States, under the following terms and conditions: 

(a) Abbott shall pay to the United States the sum of$560,851,357, plus accrued 

interest as set forth above ("Federal Settlement Amount"). The Federal Settlement Amount shall 

be paid by electronic funds transfer pursuant to written instructions from the United States no 

later than seven (7) business days after (i) this Agreement is fully executed by the Parties and 

delivered to Abbott's attorneys; or (ii) the Court accepts a Fed. R. Crim. P. 11 ( c )(1 )(C) guilty 

plea as described in Preamble Paragraph II.D in connection with the Criminal Action and 

imposes the agreed upon sentence, whichever occurs later. 

(b) Abbott shall deposit the sum of $239,148,643, plus accrued interest as set forth 

above ("Medicaid State Settlement Amount") into one or more interest-bearing money market or 

bank accounts that are held in the name of Abbott, but segregated from other Abbott accounts 

(the "State Settlement Accounts"), and make payment from the State Settlement Accounts to the 

Medicaid Participating States pursuant to written instructions from the NAMFCU Negotiating 

Team and under the terms and conditions of the Medicaid State Settlement Agreements that 

Abbott will enter into with the Medicaid Participating States. 

(c) Contingent upon the United States receiving the Federal Settlement Amount from 

Abbott, the United States agrees to pay, as soon as feasible upon receipt, to Relator Meredith 
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McCoyd, the sum of $84,127,704, plus 15 percent of the actual accrued interest paid to the 

United States by Abbott, as set forth in Paragraph Ill.l (a), above ("Relators' Share") as Relators' 

share of the proceeds pursuant to 31 U.S.C. § 3730(d). No other relator payments shall be made 

by the United States with respect to the matters covered by this Agreement. All Relators 

represent that they will abide by the terms of any separate agreements that they may have 

reached with one or more of the other Relators concerning the allocation of the Relators' Share 

among themselves. 

(d) If Abbott's agreed-upon guilty plea pursuant to Fed. R. Crim. P. ll(c)(l)(C) in 

the Criminal Action described in Preamble Paragraph II.D is not accepted by the Court or the 

Court does not impose the agreed-upon sentence for whatever reason, this Agreement shall be 

null and void at the option of either the United States or Abbott. If either the United States or 

Abbott exercises this option, which option shall be exercised by notifying all Parties, through 

counsel, in writing within five (5) business days of the Court's decision, the Parties will not 

object and this Agreement will be rescinded. If this Agreement is rescinded, Abbott will not 

plead, argue or otherwise raise any defenses under the theories of statute of limitations, laches, 

estoppel or similar theories, to any civil or administrative claims, actions or proceedings arising 

from the Covered Conduct that are brought by the United States within 90 calendar days of 

rescission, except to the extent such defenses were available on the day on which the qui tam 

complaints listed in Preamble Paragraph li.B, above, were filed. 

2. Subject to the exceptions in Paragraph 111.9 below (concerning excluded claims) 

and conditioned upon Abbott's full payment of the Settlement Amount, the United States (on 

behalf of itself, its officers, agents, servants, agencies, and departments) releases Abbott, together 

with its current and former parent corporations, direct and indirect subsidiaries, brother or sister 

corporations, divisions, current or former owners, and their current and former directors, officers, 
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and employees, and the predecessors, successors, and assigns of any of them (the "Released 

Parties") from any civil or administrative monetary claim the United States has or may have for 

the Covered Conduct under the False Claims Act, 31 U.S.C. §§ 3729-3733; the Civil Monetary 

Penalties Law, 42 U.S.C. § 1320a-7a; the Program Fraud Civil Remedies Act, 31 U.S.C. §§ 

3801-3812; any statutory provision creating a cause of action for civil damages or civil penalties 

which the Civil Division of the Department of Justice has actual or present authority to assert and 

compromise pursuant to 28 C.F.R. Pt. 0, Subpart I, 0.45(d); or the common law theories of 

payment by mistake, unjust enrichment, fraud, disgorgement, and, if applicable, breach of 

contract. 

3. Subject to the exceptions in Paragraph III.9 below (concerning excluded claims) 

and Paragraph I11.20 below (concerning Relators' Share and reasonable fees, expenses, and 

costs), and conditioned upon Abbott's full payment of the Settlement Amount, Relators, for 

themselves and for their heirs, successors, attorneys, agents, and assigns, fully and finally 

release, waive and forever discharge Abbott together with its current and former parent 

corporations, direct and indirect subsidiaries, brother or sister corporations, divisions, 

transferees, and the predecessors, successors, and assigns of any of them and their current or 

former owners, directors, officers and employees, representatives, servants, agents, consultants 

and attorneys, individually and collectively, from any civil monetary claim the United States has 

or may have for the Covered Conduct under the False Claims Act, 31 U.S.C. §§ 3729-3733, and 

any claims, allegations, demands, actions or causes of action whatsoever, known or unknown, 

fixed or contingent, in law or in equity, in contract or in tort, under any federal or state statute or 

regulation, or under common law, that they, their heirs, successors, attorneys, agents and assigns 

otherwise would have standing to bring, including, without limitation, any claim that the Relators 

asserted or could have asserted in the Civil Actions. 
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4. In consideration of the obligations of Abbott in this Agreement and the Corporate 

Integrity Agreement ("CIA") entered into between OIG-HHS and Abbott, and conditioned upon 

Abbott's full payment of the Settlement Amount, OIG-HHS agrees to release and refrain from 

instituting, directing, or maintaining any administrative action seeking exclusion from the 

Medicare, Medicaid, and other Federal health care programs (as defined in 42 U.S.C. § 1320a-

7b(f)) against Abbott under 42 U.S.C. § 1320a-7a (Civil Monetary Penalties Law) or 42 U.S.C. § 

1320a-7(b )(7) (permissive exclusion for fraud, kickbacks or other prohibited activities) for the 

Covered Conduct, or against Abbott under 42 U.S.C. § 1320a-7(b)(l) based on Abbott's 

agreement to plead guilty to the charge in the Criminal Action referenced above in Preamble 

Paragraph II.D, except as reserved in Paragraph III.9 (concerning excluded claims), below, and 

as reserved in this Paragraph. The OIG-HHS expressly reserves all rights to comply with any 

statutory obligations to exclude Abbott from the Medicare, Medicaid, or other Federal health 

care programs under 42 U.S.C. § 1320a-7(a) (mandatory exclusion) based upon the Covered 

Conduct. Nothing in this Section precludes the OIG-HHS from taking action against entities or 

persons, or for conduct and practices, for which claims have been reserved in Paragraph 111.9, 

below. 

5. In consideration of the obligations of Abbott set forth in this Agreement, 

conditioned upon Abbott's full payment of the Settlement Amount, TMA agrees to release and 

refrain from instituting, directing, or maintaining any administrative action seeking exclusion 

from the TRICARE Program against Abbott, its predecessors, and its current and former 

divisions, parents, affiliates, subsidiaries, successors, and assigns, and their current and former 

directors, officers, and employees under 32 C.F.R. § 199.9 for the Covered Conduct, except as 

reserved in Paragraph III.9 (concerning excluded claims) below, and as reserved in this 

Paragraph. TMA expressly reserves its authority to exclude Abbott under 32 C.F .R. § 
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199.9(f)(l )(i)(A), (f)(l )(i)(B), and (f)(1 )(iii), based upon the Covered Conduct. Nothing in this 

Paragraph precludes TMA or the TRICARE Program from taking action against entities or 

persons, or for conduct and practices, for which claims have been reserved in Paragraph III.9, 

below. 

6. In consideration of the obligations of Abbott set forth in this Agreement, and 

conditioned upon Abbott's full payment of the Settlement Amount, OPM agrees to release and 

refrain from instituting, directing, or maintaining any administrative action against Abbott, its 

predecessors, and its current and former divisions, parents, affiliates, subsidiaries, successors, 

and assigns, and their current and former directors, officers, and employees under 5 U.S.C. § 

8902a(b) or 5 C.F.R. Part 919 for the Covered Conduct, except as reserved in Paragraph III.9 

(concerning excluded claims) below, and except if excluded by the OIG-HHS pursuant to 42 

U.S.C. § 1320a-7(a). Nothing in this Paragraph precludes OPM from taking action against 

entities or persons, or for conduct and practices, for which claims have been reserved in 

Paragraph III.9, below. 

7. In consideration of the obligations of Abbott in this Agreement, and conditioned 

upon Abbott's full payment of the Settlement Amount, DOL-OWCP agrees to release and refrain 

from instituting, directing, or maintaining any administrative action seeking exclusion and 

debarment from the FECA, EEOICPA and BLBA programs against Abbott, its predecessors, and 

its current and former divisions, parents, affiliates, subsidiaries, successors and assigns, and their 

current and former directors, officers, and employees under 20 C.F.R. §§ 10.815, 30.715 and 

702.431 for the Covered Conduct, except as reserved in Paragraph Ill.9 (concerning excluded 

claims), below and except if excluded by the OIG-HHS pursuant to 42 U .S.C. § 1320a-7(a). 

Nothing in this Paragraph precludes the OWCP of the DOL from taking action against entities or 
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persons, or for conduct and practices, for which claims have been reserved in Paragraph 111.9, 

below. 

8. Abbott has publicly announced that it plans to separate into two publicly traded 

companies, one a diversified medical products company, which may retain the Abbott name, 

("Diversified Company") and the other a research-based pharmaceutical company 

("Pharmaceutical Company') which will not be a subsidiary or corporate affiliate of Abbott (this 

separation is hereinafter referred to as the "Transaction" and the "Effective Time" shall be the 

date and time that the Transaction becomes effective). In the event the Transaction occurs, and 

as of the Effective Time, the foregoing releases in Paragraphs 111.2 through III.3 and III.5 

through III.7 that run to the benefit of Abbott will continue to apply fully to Abbott, the 

Diversified Company, the Pharmaceutical Company, and their subsidiaries and the foregoing 

release in Paragraph III.4 will apply fully to Abbott, the Diversified Company, and the 

Pharmaceutical Company. 

9. Notwithstanding the releases given in Paragraphs III.2 through 111.8 of this 

Agreement, or any other term of this Agreement, the following claims of the United States are 

specifically reserved and are not released: 

(a) Any liability arising under Title 26, United States Code (Internal Revenue 

Code); 

(b) Any criminal liability; 

(c) Except as explicitly stated in this Agreement, any administrative liability, 

including mandatory exclusion from Federal health care programs; 

(d) Any liability to the United States (or its agencies) for any conduct other 

than the Covered Conduct; 
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(e) Any liability based upon such obligations as are created by this 

Agreement; 

(f) Any liability for express or implied warranty claims or other claims for 

defective or deficient products and services, including quality of goods and services; 

(g) Any liability for personal injury or property damage or for other 

consequential damages arising from the Covered Conduct; 

(h) Any liability for failure to deliver goods or services due; and 

(i) Any liability of individuals (including current or former directors, officers, 

employees, agents, or shareholders of Abbott) who receive written notification that they 

are the target of a criminal investigation (as defined in the United States Attorneys' 

Manual), are indicted or charged, or enter into a plea agreement. 

10. Relators and their heirs, successors, attorneys, agents, and assigns shall not object 

to this Agreement but agree and confirm that this Agreement is fair, adequate, and reasonable 

under all the circumstances, pursuant to 31 U.S.C. § 3730(c)(2)(B). Conditioned upon the 

payment of the Relators' Share described in Paragraph l(c), Relators and their heirs, successors, 

attorneys, agents, and assigns fully and finally release, waive, and forever discharge the United 

States, its agencies, officers, agents, employees, and servants, from any claims arising from the 

filing of the Civil Actions or under 31 U.S.C. § 3730, and from any claims to a share of the 

proceeds of this Agreement and/or the Civil Actions. 

11. Abbott waives and shall not assert any defenses Abbott may have to any criminal 

prosecution or administrative action relating to the Covered Conduct that may be based in whole 

or in part on a contention that, under the Double Jeopardy Clause in the Fifth Amendment of the 

Constitution, or under the Excessive Fines Clause in the Eighth Amendment of the Constitution, 

this Agreement bars a remedy sought in such criminal prosecution or administrative action. 
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Nothing in this paragraph or any other provision of this Agreement constitutes an agreement by 

the United States concerning the characterization of the Settlement Amount for purposes of the 

Internal Revenue laws, Title 26 ofthe United States Code. 

12. Abbott fully and finally releases the United States, its agencies, officers, agents, 

employees, and servants, from any claims (including attorney's fees, costs, and expenses of 

every kind and however denominated) that Abbott has asserted, could have asserted, or may 

assert in the future against the United States, and its agencies, officers, agents, employees, and 

servants, related to the Covered Conduct and the United States' investigation and prosecution 

thereof. 

13. Conditioned on Relators' compliance with their obligations under this Agreement, 

Abbott together with its current and former parent corporations, direct and indirect subsidiaries, 

brother or sister corporations, divisions, transferees, and the predecessors, successors, and 

assigns of any of them and their current or former owners, directors, officers and employees, 

representatives, servants, agents, consultants and attorneys, individually and collectively, fully 

and finally release, waive and forever discharge Relators and their heirs, successors, attorneys, 

agents, and assigns, from any claims, allegations, demands, actions or causes of action 

whatsoever, known or unknown, fixed or contingent, in law or in equity, in contract or in tort, 

under any federal or state statute or regulation, or under common law, that they otherwise would 

have standing to bring, including, without limitation, any claim that Abbott asserted or could 

have asserted in the Civil Actions, except to the extent related to: (i) Relators' claims for a 

Relators' Share of the Medicaid State Settlement Amount under the Medicaid State Settlement 

Agreements; (ii) Relators' claims arising under the qui tam provisions of any State with which 

Abbott does not execute a Medicaid State Settlement Agreement pursuant to the terms of this 
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Agreement; or (iii) Relators' claims for reasonable attorneys' fees, expenses, and costs pursuant 

to 31 U.S.C. § 3730(d)(1). 

14. The Settlement Amount shall not be decreased as a result of the denial of claims 

for payment now being withheld from payment by any Medicare carrier or intermediary or any 

other state or Federal payer, related to the Covered Conduct; and Abbott agrees not to resubmit 

to any Medicare carrier or intermediary or any other state or Federal payer any previously denied 

claims related to the Covered Conduct, and agrees not to appeal any such denials of claims. 

15. Abbott agrees to the following: 

(a) Unallowable Costs Defined. All costs (as defined in the Federal Acquisition 

Regulation, 48 C.F .R. § 31.205-4 7 and in Titles XVIII and XIX of the Social Security Act, 42 

U.S.C. §§ 1395-1395kkk-1 and 1396-1396w-5, and the regulations and official program 

directives promulgated thereunder) incurred by or on behalf of Abbott, its present or former 

officers, directors, employees, shareholders, and agents in connection with the following are 

"Unallowable Costs" for government contracting purposes and under Medicare, Medicaid, 

TRICARE, and FEHBP: 

(i) the matters covered by this Agreement and the plea agreement referenced 

in Preamble Paragraph II.D; 

(ii) the United States' audit(s) and civil and criminal investigation(s) ofthe 

matters covered by this Agreement; 

(iii) Abbott's investigation, defense, and corrective actions undertaken in 

response to the United States' audit(s) and civil and criminal 

investigation(s) in connection with the matters covered by this Agreement 

(including attorneys' fees); 
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(iv) the negotiation and performance of this Agreement, the Plea Agreement, 

and the Medicaid State Settlement Agreements; 

(v) the payments Abbott makes to the United States or any State pursuant to 

this Agreement, the Plea Agreement, or the Medicaid State Settlement 

Agreements, and any payments that Abbott may make to Relators 

(including costs and attorneys' fees); and 

(vi) the negotiation of, and obligations undertaken pursuant to the CIA to: (a) 

retain an independent review organization to perform annual reviews as 

described in Section III of the CIA; and (b) prepare and submit reports to 

OIG-HHS. However, nothing in this Paragraph III.15(a)(vi) that may 

apply to the obligations undertaken pursuant to the CIA affects the status 

of costs that are not allowable based on any other authority applicable to 

Abbott. 

(b) Future Treatment of Unallowable Costs. Unallowable Costs shall be separately 

estimated and accounted for by Abbott, and Abbott shall not charge such Unallowable Costs 

directly or indirectly to any contracts with the United States or any State Medicaid program, or 

seek payment for such Unallowable Costs through any cost report, cost statement, information 

statement, or payment request submitted by Abbott or any of its subsidiaries or affiliates to the 

Medicare, Medicaid, TRICARE, or FEHBP Programs. 

(c) Treatment of Unallowable Costs Previously Submitted for Payment. Abbott 

further agrees that within 90 days of the Effective Date of this Agreement, it shall identify to 

applicable Medicare and TRICARE fiscal intermediaries, carders, and/or contractors, and 

Medicaid and FEHBP fiscal agents, any Unallowable Costs (as defined in this Paragraph) 

included in payments previously sought from the United States, or any State Medicaid Program, 
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including, but not limited to, payments sought in any cost reports, cost statements, information 

reports, or payment requests already submitted by Abbott or any of its subsidiaries or affiliates, 

and shall request, and agree, that such cost reports, cost statements, information reports, or 

payment requests, even if already settled, be adjusted to account for the effect of the inclusion of 

the Unallowable Costs. Abbott agrees that the United States, at a minimum, shall be entitled to 

recoup from Abbott any overpayment, plus applicable interest and penalties, as a result of the 

inclusion of such Unallowable Costs on previously-submitted cost reports, information reports, 

cost statements, or requests for payment. Any payments due after the adjustments have been 

made shall be paid to the United States pursuant to the direction of the Department of Justice 

and/or the affected agencies. The United States reserves its rights to disagree with any 

calculations submitted by Abbott, or any of its subsidiaries or affiliates on the effect of inclusion 

of Unallowable Costs on Abbott's or any of its subsidiaries' or affiliates' cost reports, cost 

statements, or information reports. 

(d) Nothing in this Agreement shall constitute a waiver ofthe rights ofthe United 

States to audit, examine, or re-examine Abbott's books and records to determine that no 

Unallowable Costs have been claimed in accordance with the provisions of this Paragraph. 

16. Abbott agrees to cooperate fully and truthfully with the United States' 

investigation of individuals and entities not released in this Agreement. Upon reasonable notice, 

Abbott shall encourage, and agrees not to impair, the cooperation of its directors, officers, and 

employees, and shall use its best efforts to make available, and encourage, the cooperation of 

former directors, officers, and employees for interviews and testimony, consistent with the rights 

and privileges of such individuals. 
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17. This Agreement is intended to be for the benefit of the Parties only. The Parties 

do not release any claims against any other person or entity, except to the extent provided for in 

Paragraphs III.8 and III.18 (waiver for beneficiaries paragraph), below. 

18. Abbott agrees that it waives and shall not seek payment for any of the healthcare 

billings covered by this Agreement from any health care beneficiaries or their parents, sponsors, 

legally responsible individuals, or third party payors based upon the claims defined as Covered 

Conduct. 

19. Abbott warrants that it has reviewed its financial situation and that it currently is 

solvent within the meaning of 11 U.S.C. §§ 547(b)(3) and 548(a)(1)(B)(ii)(I), and shall remain 

solvent following payment of the Settlement Amount. Further, the Parties warrant that, in 

evaluating whether to execute this Agreement, they (a) have intended that the mutual promises, 

covenants, and obligations set forth herein constitute a contemporaneous exchange for new value 

given to Abbott, within the meaning of 11 U.S.C. § 547(c)(l); and (b) have concluded that these 

mutual promises, covenants, and obligations do, in fact, constitute such a contemporaneous 

exchange. Further, the Parties warrant that the mutual promises, covenants, and obligations set 

forth herein are intended to and do, in fact, represent a reasonably equivalent exchange of value 

that is not intended to hinder, delay, or defraud any entity that Abbott was or became indebted to 

on or after the date of this transfer, within the meaning of 11 U.S.C. § 548(a)(I). 

20. Upon receipt of the payments described in Paragraph 1, above, the United States 

and Relators shall file a Joint Stipulation of Dismissal as to the Released Parties in each of the 

Civil Actions pursuant to Rule 41 (a)(l ). Each stipulation of dismissal shall be (a) with prejudice 

as to the United States' and Relators' claims as to the Covered Conduct pursuant to and 

consistent with the terms and conditions of this Agreement; (b) without prejudice as to the 

United States and with prejudice as to Relators as to all other claims; (c) provided, however, that 
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the following claims shall not be dismissed until they are settled, adjudicated, or otherwise 

resolved, and the Court is so informed: (i) Relators' claims for a Relators' Share of the Medicaid 

State Settlement Amount under the Medicaid State Settlement Agreements; (ii) Relators' claims 

arising under the qui tam provisions of any State or political subdivision with which Abbott does 

not execute a Medicaid State Settlement Agreement pursuant to the terms of this Agreement; or 

(iii) Relators' claims for reasonable attorneys' fees, expenses, and costs pursuant to 31 U.S.C. § 

3730(d)(l). 

21. Except as expressly provided to the contrary in this Agreement, each Party shall 

bear its own legal and other costs incurred in connection with this matter, including the 

preparation and performance of this Agreement. 

22. Each party and signatory to this Agreement represents that it freely and 

voluntarily enters into this Agreement without any degree of duress or compulsion. 

23. This Agreement is governed by the laws of the United States. The exclusive 

jurisdiction and venue for any dispute relating to this Agreement is the United States District 

Court for the Western District of Virginia, except that disputes arising under the CIA shall be 

resolved exclusively through the dispute resolution provisions set forth in the CIA. For purposes 

of construing this Agreement, this Agreement shall be deemed to have been drafted by all Parties 

to this Agreement and shall not, therefore, be construed against any Party for that reason in any 

subsequent dispute. 

24. This Agreement constitutes the complete agreement between the Parties with 

respect to the issues covered by this Agreement. This Agreement may not be amended except by 

written consent of the Parties. 

25. The undersigned counsel represent and warrant that they are authorized to execute 

this Agreement on behalf of the persons and entities indicated below. 
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26. This Agreement may be executed in counterparts, each of which constitutes an 

original and all of which constitute one and the same Agreement. 

27. This Agreement is binding on Abbott's successors, transferees, heirs, and assigns. 

28. This Agreement is binding on Relators' successors, transferees, heirs, and assigns. 

29. All Parties consent to the United States' disclosure of this Agreement, and 

information about this Agreement, to the public. 

30. This Agreement is effective on the date of signature ofthe last signatory to the 

Agreement (the "Effective Date"). Facsimiles of signatures shall constitute acceptable binding 

signatures for purposes of this Agreement. 
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STATES OF AMERICA 

By: 

By: 

By: 

By: 

United States Attorney 
United States Attorney's Office 
Western District of Virginia 

RICK A. MOUNTCASTLE 
Chief, Civil Division 
United States Attorney's Office 
Western District of Virginia 

BRIAN McCABE 
Tria] Attorney 
Commercial Litigation Branch 
Civil Division 
United States Department of Justice 

EDWARD C. CROOKE 
Trial Attorney 
Commercial Litigation Branch 
Civil Division 
United States Department of Justice 
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THE UNITED STATES OF AMERICA 

By: 

By: 

By: 

By: 

TIMOTHY J. HEAPHY 
United States Attorney 
United States Attorney's Office 
Western District of Virginia 

RICK A. MOUNTCASTLE 
Chief, Civil Division 
United States Attorney's Office 
Western District of Virginia 

~,J~ 
BRIAN McCABE 
Trial Attorney 
Commercial Litigation Branch 
Civil Division 
United States Department of Justice 

Trial Attorney 
Commercial Litigation Branch 
Civil Division 
United States Department of Justice 
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By: 

By: 

By: 

By: 

By: 

GREGORY E. DEMSKE 
Chief Counsel to the Inspector General 
Office of Counsel to the Inspector General 

Dated: 

United States Department of Health and Human Service 

PAULJ. HUTTER 
General Counsel 
TRICARE Management Activity 
United States Department of Defense 

SHIRLEY R. PATTERSON 

Dated:-----

Dated: ____ _ 

Assistant Director for Federal Employee Insurance Operations 
United States Office of Personnel Management 

DAVID COPE 
Debarring Official 

Dated: ____ _ 

Office of the Assistant Inspector General for Legal Affairs 
United States Office of Personnel Management 

Dated: ____ _ 

CECIL Y A. RAYBURN 
Director, Division of Planning, Policy and Standards 
Office of Workers' Compensation Programs 
United States Department of Labor 
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By: 

By: 

By: 

By: 

By: 

Civil Settlement Agreement 

GREGORY E. DEMSKE 
Assistant Inspector General for Legal Affairs 
Office of Counsel to the Inspector General 

Dated: ____ _ 

tates Department of Health and Human Service 

PAUL .k.'HU 
Generai.Coun 
TRICARE Management Activity 
United States Department of Defense 

SHIRLEY R. PATTERSON 

Dated:~ 

Dated: ____ _ 

Assistant Director for Federal Employee Insurance Operations 
United States Office of Personnel Management 

Dated: ____ _ 
DAVID COPE 
Debarring Official 
Office of the Assistant Inspector General for Legal Affairs 
United States Office of Personnel Management 

Dated: ____ _ 
CECIL Y A. RAYBURN 
Director, Division ofPianning, Policy and Standards 
Office of Workers' Compensation Programs 
United States Department of Labor 
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By: 

By: 

By: 

By: 

By: 

Dated:-----
GREGORY E. DEMSKE 
Assistant Inspector General for Legal Affairs 
Office of Counsel to the Inspector General 
United States Department of Health and Human Service 

PAUL J. HUTTER 
General Counsel 
TRICARE Management Activity 
United States Department of Defense 

Dated:-----

Dated: ¢#.z. 
Assistant Director for Federal Employee Insurance Operations 
United States Office of Personn 1 Management 

" 
Dated: sl {"UJt-;._ 

Debarring Official 
Office of the Assistant Inspector General for Legal Affairs 
United States Office of Personnel Management 

Dated: _____ _ 
CECIL Y A. RAYBURN 
Director, Division of Planning, Policy and Standards 
Office of Workers' Compensation Programs 
United States Department of Labor 
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By: 

By: 

By: 

By: 

By: 

Dated: ____ _ 
GREGORY E. DEMSKE 
Assistant Inspector General for Legal Affairs 
Office of Counsel to the Inspector General 
United States Department of Health and Human Service 

PAUL J. HUITER 
General Counsel 
TRICARE Management Activity 
United States Department of Defense 

SHIRLEY R. PA ITERSON 

Dated: ____ _ 

Dated: ____ _ 

Assistant Director for Federal Employee Insurance Operations 
United States Office of Personnel Management 

DAVID COPE 
Debarring Official 

Dated: ____ _ 

Office of the Assistant Inspector General for Legal Affairs 
United States Office ofPersonnel Management 

Dated: 4#-t/12 
Director, Division of Planning, Policy and Standards 
Office of Workers' Compensation Programs 
United States Department of Labor 
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By: 

DEFENDANT ABBOTT LABORATORIES 

c4~CHER Dated: 

Executive Vice-President, General Counsel, and Secretary 
of Abbott Laboratories 
Authorized Corporate Officer 

By: Dated: S' - 7 -I 1..--

By: 

THEODORE V. WELLS, JR., 
Counsel for Abbott Laboratori 

MARK FILIP, ESQ. 
Counsel for Abbott L b 
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RELATOR MEREDITH McCOYD 

By: 

By: 

\lfJA----
MEREDITH McCOYD 
Relator 

REUBEN A. GUTTMAN, ESQ. 
Counsel for Relator McCoyd 
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RELATORS SllSA" \1lLCAHY, DOREEN MERRIA~I. SO~DR.r\ K.l\IOWLES 

By: 

By: 

Civil Settlement Agreement 

~ Jltl.(_f( d'zy 
SLSAN MCLCAH'I; 
Relator 

DOREH: ~1l::R.Rl.-\.:'vl 
Rdator 

SO!\DRA. KT'OWLES 
Rdator 

Counsel for Relators Mulcahy. :\kniam. 
and Knowlc~ 
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By: 

By: 

By: 
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REl.ATQRS Sl1SA:o.i MULCAUY. DORON MERRIAM. SQ!SDRA K!'!QWI.ES 

SLSAN MLLCAHY 
Relator 

[)t/4411 ~ 
DOREEN MERRlo\."A 
Rclah>r 

SONDRA KNOWlES 
Relator 

r ~-
JA.t.AcKsTRoM. ESQ. 
Coun,;cl tbr Relators Mulcahv. Merriam. 

and Knowles · 

Dated:-----

Dated:~ d2.01 d-.. 

Dated:--·---
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RELATOR TAMARA DIETZLER 

By: 

By: 

By: 

Civil Settlement Agreement 

SUSAN M. COLER, ESQ. 
Counsel for Relator Dietzler 

STEVEN M. SPRENGER 
Counsel for Tamara Dietzler 
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RELATOR TAMARA DIETZLER 

By: 

By: 

By: 

TAMARA DIETZLER 
Relator 

Counsel for Relator Dietzler 

STEVEN M. SPRENGER 
Counsel for Tamara Dietzler 
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RELATOR TAJ\'IARA DIETZLER 

By: 

By: 

By: 

TAMARA DIETZLER 
Relator 

SUSAN M. COLER, ESQ. 
Counsel for Relator Dietzler 

~A/_,----..... 
~~R 
Counsel for Tamara Dietzler 
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RELATOR THOMAS J. SPETTER, JR. 

By: 

By: 

THOMAS J. SPElTER, JR. v 
Relator 

W. 
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I. PREAMBLE 

CORPORATE INTEGRITY AGREEMENT 
BETWEEN THE 

OFFICE OF INSPECTOR GENERAL 

OF THE 
DEPARTMENT OF HEALTH AND HUMAN SERVICES 

AND 
ABBOTT LABORATORIES 

Abbott Laboratories (Abbott) hereby enters into this Corporate Integrity 
Agreement (CIA) with the Office oflnspector General (010) of the United States 
Department of Health and Human Services (HHS) to promote compliance with the 
statutes, regulations, and written directives of Medicare, Medicaid, and all other Federal 
health care programs (as defined in 42 U.S.C. § 1320a-7b(f)) (Federal health care 
program requirements) and with the statutes, regulations, and written directives of the 
Food and Drug Administration (FDA requirements). 

Contemporaneously with this CIA, Abbott is entering into a Settlement Agreement 
and a Plea Agreement with the United States. Abbott will also enter into settlement 
agreements with various States (State Settlement Agreement) and Abbott's agreement to 
this CIA is a condition precedent to those agreements. 

Among other services, Abbott currently markets, promotes and sells human 
pharmaceutical products that are reimbursed by Federal health care programs in the 
United States through its U.S. Pharmaceutical Products Group (PPG). Abbott has 
publicly announced and represented to the OIG that it plans to separate into two, publicly­
traded companies: one a diversified medical products company, which may retain the 
Abbott name (Diversified Company); and the other a research~based human 
pharmaceuticals company (Pharmaceutical Company), which will not be a subsidiary or 
corporate affiliate of Abbott. This separation is hereinafter referred to as the 
"Transaction." Abbott also has represented to the OIG that at the effective date and time 
of the Transaction (Effective Time), the assets of Abbott's research-based human 
pharmaceuticals products business will be transferred, conveyed and/or assigned by 
Abbott to the Pharmaceutical Company and that the Diversified Company shall no longer 
be involved in the marketing or promotion of research-based human pharmaceutical 
products in the United States. 
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Abbott shall keep the OIG apprised of the status ofthe Transaction until it is 
completed. Assuming that the Transaction is completed in accordance with the terms 
described above, Abbott shall include in a contract or agreement with the Phannaceutical 
Company relating to the transfer, conveyance or assignment of the assets of the research­
based human phannaceutical products business to the Pharmaceutical Company a 
provision stating that the Pharmaceutical Company agrees that the tenns and obligations 
of the CIA will become fully binding on the Pharmaceutical Company as of the Effective 
Time of the Transaction. In the event the Transaction takes place as set forth above, the 
Pharmaceutical Company will be deemed to be Abbott's successor-in-interest for 
purposes ofthis CIA. As ofthe Effective Time ofthe Transaction, this CIA shall transfer 
in its entirety to and be fully binding on the Pharmaceutical Company, which shall 
assume sole responsibility for the terms and obligations of the CIA. As of the Effective 
Time, the Pharmaceutical Company's business units and locations and all Covered 
Persons at each business unit and location shall be subject to the applicable requirements 
ofthis CIA; Abbott and the Diversified Company shall no longer be a party to or have 
any obligations under this CIA. 

Prior to the Effective Date of this CIA (as defined below), Abbott established a 
voluntary compliance program applicable to all officers, managers, and employees of 
PPG (Compliance Program). The Compliance Program includes a Chief Ethics and 
Compliance Officer, an Office ofEthics and Compliance, and a U.S. Pharmaceutical 
Compliance Committee. The Compliance Program also includes a code of conduct, 
written policies and procedures, educational and training initiatives, a disclosure program, 
investigation of potential compliance violations, disciplinary procedures, screening 
measures for ineligible persons, and regular internal auditing procedures. 

Abbott shall continue its Compliance Program throughout the tenn of this CIA and 
shall do so in accordance with the terms set forth below. Abbott may modify its 
Compliance Program as appropriate, but, at a minimum, Abbott shall ensure that during 
the term ofthis CIA, it shall comply with the obligations set forth herein. 

II. TERM AND SCOPE OF THE CIA 

A. The period of the compliance obligations assumed by Abbott under this CIA 
shall be five years from the effective date of this CIA, unless otherwise specified. The 
"Effective Date" shall be the date on which Abbott is obligated to pay the Settlement 
Amount as set forth in the Settlement Agreement between Abbott and the United States. 
Each one-year period, beginning with the one-year period following the Effective Date, 
shall be referred to as a "Reporting Period." 
Abbott Laboratories 
Corporate Integrity Agreement 

Corporate Integrity Agreemem 
United States v. Abbott Laboratories 

2 

Attachment E to Plea Agreemem 



Case 1:12-cr-00026-SGW   Document 5-23    Filed 05/07/12   Page 3 of 88   Pageid#: 651

B. Sections VII, X, and XI shall expire no later than 120 days after OIG's receipt 
of: (1) Abbott's final Annual Report; or (2) any additional materials submitted by Abbott 
pursuant to OIG's request, whichever is later. 

C. The scope of this CIA shall be governed by the following definitions: 

1. "Covered Persons" includes: 

a. all owners of Abbott who are natural persons (other than 
shareholders who: (1) have an ownership interest ofless than 5% and 
(2) acquired the ownership interest through public trading) and all 
directors of Abbott; 

b. all officers and employees ofPPG who are engaged in or who 
have responsibilities relating to any of the Covered Functions (as 
defined below in Section II.C.7); and 

c. all contractors, subcontractors, agents, and other persons who 
perform any of the Covered Functions on behalf ofPPG, including, 
but not limited to third party vendors who provide services relating 
to the Covered Functions (~, for speaker programs or medical 
education programs.) 

Notwithstanding the above, the term Covered Persons does not include: ( 1) 
part-time or per diem employees, contractors, subcontractors, agents, and 
other persons who are not reasonably expected to work more than 160 hours 
per year on behalf of PPG, except that any such individuals shall become 
"Covered Persons" at the point when they work more than 160 hours during 
the calendar year; or (2) employees, contractors, subcontractors, agents or 
other personnel of Abbott's Animal Health, Diagnostics (including Abbott 
Diagnostics Division, Abbott Molecular, Abbott Point of Care, 
STARLIMS, and IBIS), Nutritional Products, and Medical Devices 
Divisions (including Abbott Vascular, Abbott Diabetes Care, and Abbott 
Medical Optics), so long as they do not have responsibilities relating to any 
ofthe Covered Functions. 
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2. "Relevant Covered Persons" includes all Covered Persons whose job 
responsibilities relate to any of the Covered Functions. 

3. "Government Reimbursed Products" refers to all Abbott human 
pharmaceutical products that are marketed or sold by PPG in the United 
States or pursuant to contracts with the United States that are reimbursed 
by Federal health care programs. 

4. The term "Promotional Functions" includes: (a) the selling, detailing, 
marketing, advertising, promoting, or branding of Government 
Reimbursed Products; and (b) the preparation or external dissemination 
of promotional materials or information about, or the provision of 
promotional services relating to, Government Reimbursed Products, 
including those functions relating to any applicable review committees. 

5. The term "Product Related Functions" includes: (a) the preparation or 
external dissemination of non-promotional materials that are governed 
by Federal healthcare program and/or FDA requirements and distributed 
to healthcare professionals (HCPs) and healthcare institutions (HCis) 
about Government Reimbursed Products, including those functions 
relating to any applicable review committees and to PPG's Global 
Medical Affairs department (GMA) and Global Medical Information 
department (GMI); (b) contracting with HCPs licensed in the United 
States to conduct post-marketing clinical trials, investigator-initiated 
studies, and post-marketing observational studies relating to 
Government Reimbursed Products; (c) authorship, publication, and 
disclosure of articles or study results relating to Government 
Reimbursed Products; and (d) activities related to the submission of 
information about Government Reimbursed Products to govemment­
listed compendia (such as DrugDex or other compendia of information 
about Government Reimbursed Products.) 

6. The term "Managed Healthcare Related Functions" refers to 
Promotional Functions and Product Related Functions as they relate to 
interactions between Abbott and: (a) government payors, pharmacy 
benefit managers (PBMs), or other individuals or entities under contract 
with or acting on behalf of government payors; and (b) institutional 
purchasers or providers, long-term care or specialty phannacies, or other 
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individuals or entities under contract with or acting on behalf of 
institutional purchasers or providers and who are in a position to 
influence the use of Government Reimbursed Products in the institution. 
Managed Healthcare Related Functions includes functions undertaken 
by the Integrated Managed Healthcare Group as well as Clinical 
Executives in the Clinical Evidence and Outcomes group. 

7. The term "Covered Functions" refers to "Promotional Functions" and 
"Product Related Functions" which include "Managed Healthcare 
Related Functions", as defined above. 

8. The tem1 "Third Party Personnel" shall mean personnel who perform 
Covered Functions who are employees of entities with whom Abbott has 
entered or may in the future (during the term of this CIA) enter into 
agreements to promote or co-promote a Government Reimbursed 
Product in the United States or to engage in joint promotional activities 
in the United States relating to such a product. Abbott has represented 
that: (1) Third Party Personnel are employed by entities other than 
Abbott; (2) Abbott does not control Third Party Personnel; and (2) it 
would be commercially impractical to compel the compliance of Third 
Party Personnel with the requirements set forth in this CIA. Abbott 
agrees to promote compliance by Third Party Personnel with Federal 
health care program and FDA requirements by complying with the 
provisions set forth below in Sections III.B.2, V.A.8 and V.B.S. 
Provided that Abbott complies with the requirements of Sections 
III.B.2., V.A.8., and V.B.5, Abbott shall not be required to fulfill the 
other CIA obligations that would otherwise apply to Third Party 
Personnel who meet the definitions of Covered Persons. 

9. The term "Third Party Educational Activity" shall mean any continuing 
medical education (CME), disease awareness, or other scientific, 
educational, or professional program, meeting, or event governed by 
Federal health care programs and/or FDA requirements and supported 
by PPG, including but not limited to, sponsorship of symposia at 
medical conferences. 

Ill. CORPORATE INTEGRITY OBLIGATIONS 
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Abbott shall establish and maintain a Compliance Program that includes the 
following elements: 

A. Compliance Responsibilities of Certain Abbott Employees and the Board of 
Directors. 

1. Compliance Officer. Prior to the Effective Date, Abbott appointed an 
individual to serve as its chief compliance officer (known as its Chief Ethics and 
Compliance Officer or CECO) and Abbott shall maintain a CECO for the term of the 
CIA. The CECO is, and shall continue to be, responsible for developing and 
implementing policies, procedures, and practices designed to ensure compliance with the 
requirements set forth in this CIA and with Federal health care program and FDA 
requirements. The CECO shall be a member of senior management of Abbott, shall 
report directly to the Chief Executive Officer of Abbott, shall make periodic (at least four 
times per year) reports regarding compliance matters directly to the Board of Directors of 
Abbott or a designated Committee of the Board (Board Committee), and shall be 
authorized to report on such matters to the Board of Directors or Board Committee at any 
time. Within 90 days after the Effective Date, Abbott shall ensure that the CECO shall 
not be, or be subordinate to, the General Counsel or Chief Financial Officer. The CECO 
shall be responsible for monitoring the day-to-day compliance activities engaged in by 
Abbott as well as for any reporting obligations created under this CIA. Any 
noncompliance job responsibi1ities of the CECO shaH be limited and must not interfere 
with the CECO's ability to perform the duties outlined in this CIA. 

Abbott shall report to OIG, in writing, any change in the identity of the CECO, or 
any actions or changes that would affect the CECO's ability to perfonn the duties 
necessary to meet the obligations in this CIA, within tive days after such a change. 

2. Compliance Committee. Prior to the Effective Date, Abbott appointed a 
compliance committee (known as the U.S. Pharmaceutical Compliance Committee) 
which, in conjunction with the CECO assists in the implementation and enhancement of 
the Compliance Program. Abbott shall continue the U.S. Pharmaceutical Compliance 
Committee during the term of this CIA. The U.S. Pharmaceutical Compliance Committee 
shall, at a minimum, include the CECO and other members of senior management 
necessary to meet the requirements ofthis CIA(~, senior executives of relevant 
departments, such as legal, regulatory affairs, sales, marketing, human resources, audit, 
research and development, and finance. The CECO shall chair the U.S. Pharmaceutical 
Compliance Committee and the U.S. Pharmaceutical Compliance Commit1ee shall 
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support the CECO in fulfilling his/her responsibilities with regard to the Compliance 
Program(~. shall assist in the analysis ofPPG's risk areas relating to Covered 
Functions and shall oversee monitoring of internal and external audits and investigations). 
The U.S. Pharmaceutical Compliance Committee shall meet at least four times per year. 

Abbott shall report to OIG, in writing, any changes in the composition of the U.S. 
Pharmaceutical Compliance Committee, or any actions or changes that would affect the 
U.S. Pharmaceutical Compliance Committee's ability to perform the duties necessary to 
meet the obligations in this CIA, within 15 days after such a change. 

3. Board of Directors Compliance Obligations. The Abbott Board of 
Directors (Board) or an authorized subcommittee thereof (Board Committee) shall be 
responsible for the review and oversight of matters related to compliance with Federal 
health care program requirements, FDA requirements, and the obligations ofthis CIA. 
The Board or Board Committee shall, at a minimum, be responsible for the following: 

a. The Board or Board Committee shall meet at least four times 
per year to review and oversee Abbott's Compliance Program as it relates to the Covered 
Functions undertaken by PPG, which includes receiving updates about the activities of 
the CECO, the U.S. Pharmaceutical Compliance Committee, and the Compliance 
Program. The Board or Board Committee shall also receive updates about adoption and 
implementation of policies, procedures and practices designed to ensure compliance with 
the requirements set forth in this CIA and with Federal health care program and FDA 
requirements, and shall evaluate the effectiveness of the Compliance Program. 

b. For each Reporting Period of the CIA, the Board or Board 
Committee shall adopt a resolution, signed by each individual member of the Board or 
Board Committee, summarizing its review and oversight ofPPG's compliance with 
Federal health care program requirements, FDA requirements, and the obligations of this 
CIA. 

At minimum, the resolution shall include the following language: 

"The Board of Directors (or authorized subcommittee thereof) has made a 
reasonable inquiry into the operations of Abbott's Compliance Program as it relates to the 
Covered Functions undertaken by PPG during the preceding twelve-month period, which 
included receiving updates and reports by the CECO and/or a representative from the 
U.S. Phannaceutical Compliance Committee about the effectiveness of the Compliance 
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Program and the activities of the CECO and the U.S. Pharmaceutical Compliance 
Committee. Based on its inquiry and review, the Board has concluded that, to the best of 
its knowledge, Abbott has implemented an effective Compliance Program to meet Federal 
health care program requirements, FDA requirements, and the obligations of the CIA." 

If the Board or Board Committee is unable to provide such a conclusion in the 
resolution, the Board or Board Committee shall include in the resolution a written 
explanation of the reasons why it is unable to provide the conclusion and the steps it is 
taking to implement an effective Compliance Program at Abbott. 

Abbott shall report to OIG, in writing, any changes in the composition of the 
Board or Board Committee, or any actions or changes that would affect the Board's or 
Board Committee's ability to perform the duties necessary to meet the obligations in this 
CIA, within 15 days after such a change. 

4. Management Accountability and Certifications: In addition to 
the responsibilities set forth in this CIA for all Covered Persons, certain Abbott officers or 
employees (CertifYing Employees) are specifically expected to monitor and oversee 
activities within their areas of authority and shall annually certifY that their applicable 
business unit is compliant with applicable Federal health care program and FDA 
requirements and with the obligations of this CIA. These Certifying Employees shall 
include, at a minimum, the following: Executive Vice President, Pharmaceutical 
Products Group; Senior Vice President, Proprietary Pharmaceutical Products, Global 
Commercial Operations; Senior Vice President, Pharmaceuticals Research and 
Development; Senior Vice President, Global Strategic Marketing and Services, 
Pharmaceutical Products Group; Vice President, Regulatory Affairs; Vice President, 
Proprietary Pharmaceuticals United States; Vice President, Pharmaceuticals, 
Manufacturing and Supply, and, to the extent that a PPG business unit performs Covered 
Functions and is not covered by the certifications of one of the above-listed individuals, 
such other PPG executives, vice-presidents, or leader/heads of business units as would be 
necessary to ensure that there is a CertifYing Employee trom each such business unit. 

For each Reporting Period, each CertifYing Employee shall sign a certification that 
states: 

"I have been trained on and understand the compliance requirements and 
responsibilities as they relate to [department or functional area], an area under my 
supervision. My job responsibilities include ensuring compliance with regard to the 
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__ [insert name ofthe department or functional area] with all applicable Federal 
health care program requirements, FDA requirements, obligations ofthe Corporate 
Integrity Agreement, and Abbott policies, and I have taken steps to promote such 
compliance. In the event that I have identified potential issues of noncompliance with 
these requirements, I have referred all such issues consistent with Abbott processes for 
reporting potential misconduct for further review and follow up. Apart from those 
referred issues, I am not currently aware in [insert department name] of any violations of 
applicable Federal health care program requirements, FDA requirements, or the 
obligations of the CIA I understand that this certification is being provided to and relied 
upon by the United States." 

Abbott has represented that the position of Executive Vice President, PPG, will 
cease to exist as ofthe Effective Time of the Transaction. Following the Transaction, a 
copy of the certification from the CEO of the Pharmaceutical Company as required by 
Section 14 of the Plea Agreement shall be submitted to the OIG pursuant to this Section 
III.A.4 in lieu ofthe certification from the Executive Vice President, PPG. After the 
Effective Time of the Transaction and through the remaining tenn ofthe CIA, Abbott 
shall continue to submit to the OIG certifications from the individuals occupying the 
other positions outlined above in accordance with the requirements of this Section III.A.4. 

If any CertifYing Employee is unable to provide such a conclusion in the 
certification, the Certifying Employee shall provide a written explanation of the reasons 
why he or she is unable to provide the certification outlined above and the steps being 
taken to address the issue(s) identified in the certification. 

B. Written Standards. 

I. Code of Conduct. Prior to the Effective Date, Abbott developed, 
implemented, and distributed a written or electronic code of conduct to all Covered 
Persons who are Abbott employees. This code is known as Abbott's Code of Business 
Conduct. Abbott makes, and shall continue to make, adherence to the Code of Business 
Conduct an element in evaluating the performance of all employees who are Covered 
Persons. Abbott's Code of Business Conduct includes, or within 120 days after the 
Effective Date, shall be revised to address or include the following: 

a. Abbott's commitment to full compliance with all Federal health 
care program requirements and FDA requirements, including its 
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commitment to comply with all requirements relating to the Covered 
Functions; 

b. Abbott's requirement that all of its Covered Persons shall be 
expected to comply with all applicable Federal health care program 
requirements, FDA Requirements, and with Abbott's own Policies 
and Procedures; 

c. Abbott's requirement that all of its Covered Persons shall be 
expected to report to the CECO, or other appropriate individual 
designated by Abbott, suspected violations of any Federal health care 
program requirements, FDA requirements, or of Abbott's own 
Policies and Procedures; 

d. the personal obligations of each Covered Person to comply with 
Federal health care program requirements, FDA requirements, and 
Abbott's Policies and Procedures; and 

e. the right of all individuals to use the Disclosure Program 
described in Section III.F, and Abbott's commitment to 
nonretaliation and to maintain, as appropriate, confidentiality and 
anonymity with respect to such disclosures. 

To the extent not already accomplished, within 120 days after the Effective Date, 
each Covered Person shall certify, in writing or electronically, that he or she has received, 
read, understood, and shall abide by Abbott's Code of Business Conduct. New Covered 
Persons shall receive the Code ofBusiness Conduct and shall complete the required 
certification within 30 days after becoming a Covered Person or within 120 days after the 
Effective Date, whichever is later. 

Abbott shall periodically review the Code of Business Conduct to determine if 
revisions are appropriate and shall make any necessary revisions based on such review. 
Any revised Code of Business Conduct shall be distributed within 30 days after any 
revisions are finalized. Each Covered Person shall certifY, in writing or electronically, 
that he or she has received, read, understood, and shall abide by the revised Code of 
Business Conduct within 30 days after the distribution of the revised Code of Business 
Conduct. 
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2. Third Party Personnel. Within 120 days after the Effective Date, and 
annually thereafter by the anniversary of the Effective Date, Abbott shall send a letter to 
each entity employing Third Party Personnel. The letter shall outline Abbott's 
obligations under the CIA and its commitment to full compliance with all Federal health 
care program and FDA requirements. The letter shall include a description of Abbott's 
Compliance Program. Abbott shall attach a copy of its Code of Conduct to the letter and 
shall request the entity employing Third Party Personnel to either: (a) make a copy of 
Abbott's Code of Conduct and a description of Abbott's Compliance Program available 
to its Third Party Personnel; or (b) represent to Abbott that it has and enforces a 
substantially comparable code of conduct and compliance program for its Third Party 
Personnel. 

3. Policies and Procedures. To the extent not already accomplished, 
Abbott shall implement written policies and procedures regarding the operation ofthe 
Compliance Program and compliance with Federal health care program and FDA 
requirements (Policies and Procedures). At a minimum, the Policies and Procedures must 
address the following with respect to Covered Functions and/or Government Reimbursed 
Products: 

Abbott Laboratories 

a. the subjects relating to the Code of Business Conduct identified 
in Section III.B. 1; 

b. appropriate ways to conduct Promotional Functions (including 
those relating to Managed Health care Related Functions) in 
compliance with all applicable Federal healthcare program 
requirements, including, but not limited to the Federal anti­
kickback statute (codified at 42 U.S.C. § 1320a-7b(b)), and the 
False Claims Act (codified at 31 U.S.C. §§ 3729-3733) and in 
compliance with all applicable FDA requirements; 

c. appropriate ways to conduct Product Related Functions 
(including those relating to Managed Healthcare Related 
Functions) in compliance with all applicable Federal healthcare 
program requirements, including, but not limited to the Federal 
anti-kickback statute (codified at 42 U.S.C. § 1320a-7b(b)), and 
the False Claims Act (codified at 31 U.S.C. §§ 3729-3733) and in 
compliance with all applicable FDA requirements; 
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Abbott Laboratories 

d. the materials and information that may be distributed by Abbott 
sales representatives about Government Reimbursed Products 
and the manner in which sales representatives respond to requests 
for information about non-FDA approved (or "off-label") uses of 
Government Reimbursed Products. These Policies and 
Procedures shall require that Abbott sales representatives not 
prompt requests for information about non-FDA approved ("off­
label") uses of Government Reimbursed Products but that, if 
HCPs make such inquiries, all such requests shall be referred to 
GMI; 

e. the materials and information that may be distributed by GMI and 
the mechanisms through, and manner in which, GMI receives and 
responds to requests for information from an HCP or another 
individual or entity about off-label uses of Abbott's Government 
Reimbursed Products that have been submitted or referred by a 
sales representative; the fonn and content of infonnation 
disseminated by GMI in response to such requests; and the 
internal review process for the information disseminated. The 
Policies and Procedures shall require responses to such requests 
(often called "medical information letters") to be accurate and 
unbiased. 

The Policies and Procedures shall include a requirement that 
GMI develop a database ("Inquiries Database") to track all 
requests for information about Government Reimbursed 
Products. The Inquiries Database shall include the following 
items of infonnation for each unique inquiry (Inquiry) received 
for information about PPG's products: 1) date oflnquiry; 2) form 
oflnguiry (~ fax, phone, etc.); 3) name ofthe requesting HCP, 
health care institution (HCI), or other individual or entity in 
accordance with applicable privacy laws; 4) nature and topic of 
request (including exact language ofthe Inquiry if made in 
writing); 5) nature/fonn of the response from Abbott (including a 
record ofthe materials provided to the HCP or HCI in response to 
the request); and 6) the name of the Abbott representative who 
called on or interacted with the HCP, customer, or HCI, if 
known; 
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f. the manner and circumstances under which medical personnel 
from GMA interact with or participate in meetings or events with 
HCPs or HCis (either alone or with sales representatives or 
account executives) and the role of the medical personnel at such 
meetings or events, as well as how they handle responses to 
unsolicited requests about off-label indications of Government 
Reimbursed Products; 

g. the development, implementation, and review of call plans for 
sales representatives who promote and sell Government 
Reimbursed Products. For each Government Reimbursed 
Product, the Policies and Procedures shall require that Abbott 
review the call plans for the product and the bases upon, and 
circumstances under which HCPs and HCis belonging to 
specified medical specialties or types of clinical practice are 
included in, or excluded from, the call plans. The Policies and 
Procedures shall also require that Abbott modifY the call plans as 
necessary to ensure that Abbott is promoting Government 
Reimbursed Products in a manner that complies with all 
applicable Federal health care program and FDA requirements. 
The call plan reviews shall occur at least annually and shall also 
occur each time when the FDA approves a new or additional 
indication for a Government Reimbursed Product; 

h. the development, implementation, and review of plans for the 
distribution of samples of Government Reimbursed Products 
(Sample Distribution Plans). This shall include a review of the 
bases upon, and circumstances under, which HCPs and HCis 
belonging to specified medical specialties or types of clinical 
practice may receive such samples from Abbott. The Policies 
and Procedures shall also require that Abbott modifY the Sample 
Distribution Plans as necessary to ensure that Abbott is 
promoting Government Reimbursed Products in a manner that 
complies with all applicable Federal health care program and 
FDA requirements; 
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1. consultant or other fee- for-service arrangements entered into with 
HCPs or HCis (including, but not limited to speaker programs, 
speaker training programs, presentations, consultant task force 
meetings, advisory boards, and ad hoc advisory activities, and 
any other financial engagement or arrangement with an HCP or 
HCI) and all events and expenses relating to such engagements or 
arrangements. These Policies and Procedures shall be designed 
to ensure that the arrangements and related events are used for 
legitimate and lawful purposes in accordance with applicable 
Federal health care program and FDA requirements. The Policies 
and Procedures shall include requirements about the content and 
circumstances of such anangements and events; 

j. programs to educate sales representatives, including but not 
limited to presentations by HCPs at sales meetings, 
preceptorships, tutorials, and experience-based learning activities, 
if any. These Policies and Procedures shall be designed to ensure 
that the programs are used for legitimate and lawful purposes in 
accordance with applicable Federal health care program and FDA 
requirements. The Policies shall include requirements about the 
content and circumstances of such arrangements and events; 

k. sponsorship or funding of grants (including educational grants) or 
charitable contributions. These Policies and Procedures shall be 
designed to ensure that PPG's funding and/or sponsorship 
complies with all applicable Federal health care program and 
FDA requirements; 

I. funding of, or participation in, any Third Party Educational 
Activity as defined in Section II.C.9 above. These Policies and 
Procedures shall be designed to ensure that PPG's funding and/or 
sponsorship of such programs satisfies all applicable Federal 
health care program and FDA requirements. The Policies and 
Procedures shall require CME grant-making decisions to be 
approved by Abbott's financial or other organizations separate 
from sales and marketing and that financial support shall be 
provided only to programs that foster increased understanding of 
scientific, clinical or healthcare issues. 
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The Policies and Procedures shall require that: I) Abbott disclose 
its financial support of the Third Party Educational Activity and, 
to the extent feasible consistent with subsection III.B.3 .1.4 below, 
any financial relationships with faculty, speakers, or organizers at 
such Activity; 2) as a condition of funding, the third party shall 
agree to disclose Abbott's financial support ofthe Third Party 
Educational Activity and to require faculty, speakers, or 
organizers at such Activity to disclose any financial relationship 
with Abbott; 3) the Third Party Educational Activity have an 
educational focus; 4) the content, organization, and operation of 
the Third Party Educational Activity (including the faculty, 
educational methods, materials, and venue) be independent of 
Abbott's control; 5) Abbott support only Third Party Educational 
Activity that is non-promotional in tone/nature; and 6) Abbott's 
support of a Third Party Educational Activity shall be contingent 
on the provider's commitment to provide information at the Third 
Party Educational Activity that is fair, balanced, accurate and not 
misleading; 

m. review of promotional materials and information about 
Government Reimbursed Products intended to be disseminated 
outside Abbott by appropriate qualified personnel (such as 
regulatory, medical, and/or legal personnel) in a manner designed 
to ensure that legal, regulatory, and medical concerns are 
properly addressed during the review and approval process and 
are elevated when appropriate. Abbott currently uses a process 
for the review and approval of all promotional pieces directed to 
HCPs or customers that have product claims or disease awareness 
educational information. Abbott shall continue to use the current 
process or a substantively equivalent process during the term of 
the CIA. The Policies and Procedures shall be designed to ensure 
that such materials and information comply with all applicable 
Federal health care program and FDA requirements. The Policies 
and Procedures shall require that: 1) applicable review 
committees review all promotional materials prior to the 
distribution or use of such materials; and 2) deviations from the 
standard review committee practices and protocols (including 
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timetables fbr the submission of materials for review) shall be 
documented and referred for appropriate follow~up; 

n. sponsorship, funding of, and disclosures relating to Product 
Related Functions. These Policies and Procedures shall be 
designed to ensure that Abbott's funding, sponsorship, and 
disclosure complies with all applicable Federal health care 
program and FDA requirements; 

o. compensation (including through salaries, bonuses, contests or 
other means) for Relevant Covered Persons who are sales 
representatives promoting a Government Reimbursed Product. 
These Policies and Procedures shall: 1) be designed to ensure that 
financial incentives do not inappropriately motivate such 
individuals to engage in improper (including off~ label) 
promotion, sales, and marketing of Government Reimbursed 
Products; and 2) include mechanisms, where appropriate, to 
exclude from incentive compensation sales that may indicate off­
label promotion of Government Reimbursed Products; 

p. the submission of information about any Government 
Reimbursed Product to any compendia such as Drugdex or other 
published source of information used in connection with the 
detennination of coverage by a Federal health care program for 
the product (hereafter "Compendia"). This includes any initial 
submission of information to any Compendia and the submission 
of any additional, updated, supplemental, or changed information 
(~, any changes based on Abbott's discovery of erroneous or 
scientifically unsound information or data associated with the 
information in the Compendia.) The Policies and Procedures 
shall include a requirement that Abbott conduct an annual review 
of all arrangements, processing fees, or other payments or 
financial support (if any) provided by PPG to any Compendia. 
Abbott U.S. compliance personnel shall be involved in this 
review; 

q. sponsorship of post-marketing clinical trials, investigator­
initiated studies (IISs) (sometimes also called investigator-
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sponsored studies or (ISSs)), and post-marketing observational 
studies (collectively "Research") by PPG, including the decision 
to provide financial or other support for such Research; the 
manner in which Research support is provided; and support for 
the publication of information about the Research, including the 
publication of information about the Research outcomes and 
results; and uses made ofpublications relating to Research; 

r. authorship of journal articles or other publications about 
Government Reimbursed Products or about therapeutic areas or 
disease states that may be treated with Government Reimbursed 
Products, including, but not limited to, the disclosure of any and 
all relationships between the author and Abbott, the identification 
of all authors or contributors (including professional writers) 
associated with a given publication, and the scope and breadth of 
research results made available to each author or contributor; and 

s. disciplinary policies and procedures for violations of Abbott's 
Policies and Procedures, including policies relating to Federal 
health care program and FDA requirements. 

To the extent not already accomplished, within 120 days after the Effective Date, 
the Policies and Procedures shall be made available to all Covered Persons. Appropriate 
and knowledgeable staff shall be available to explain the Policies and Procedures. 

At least annually (and more frequently, if appropriate), Abbott shall assess and 
update, as necessary, the Policies and Procedures. Within 30 days after the effective date 
of any revisions, any such revised Policies and Procedures shall be made available to all 
Covered Persons. 

C. Training and Education. 

1. General Training. Within 120 days after the Effective Date, Abbott 
shall provide at least one hour of General Training to each Covered Person. This training, 
at a minimum, shall explain Abbott's: 

a. CIA requirements; and 
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b. Compliance Program (including the Code ofBusiness Conduct). 

New Covered Persons shall receive the General Training described above within 30 days 
after becoming a Covered Person or within 120 days after the Effective Date, whichever 
is later. After receiving the initial General Training described above, each Covered 
Person shall receive at least one hour of General Training in each subsequent Reporting 
Period. 

2. Specific Training. Abbott shall provide annual training to each Relevant 
Covered Person relating to his or her specific job responsibilities. This training shall be 
known as Specific Training. 

Within 120 days after the Effective Date, each Relevant Covered Person 
engaged in Promotional Functions or Product Related Functions shall receive at least 
three hours of Specific Training in addition to the General Training required above. 

This Specific Training shall include a discussion of: 

Abbott Laboratories 

a. all applicable Federal health care program requirements relating 
to Promotional Functions and to Product Related Functions; 

b. all applicable FDA requirements relating to Promotional 
Functions and to Product Related Functions; 

c. all Abbott Policies and Procedures and other requirements 
applicable to Promotional Functions and Product Related 
Functions; 

d. the personal obligation of each individual involved in 
Promotional Functions and Product Related Functions to comply 
with all applicable Federal health care program and FDA 
requirements and all other applicable legal requirements; 

e. the legal sanctions for violations of the applicable Federal health 
care program and FDA requirements; and 

f. examples of proper and improper practices related to Promotional 
Functions and Product Related Functions. 
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Within 120 days after the Effective Date, each Relevant Covered Person 
engaged in Managed Healthcare Related Functions shall receive at least three hours of 
Specific Training in addition to the General Training required above. 

This Specific Training shall include a discussion of: 

g. all applicable Federal health care program requirements and FDA 
requirements relating to Managed Healthcare Related Functions; 

h. Abbott's systems and processes applicable to Managed 
Healthcare Related Functions; 

1. all Abbott Policies and Procedures and other requirements 
applicable to Promotional Functions and Product Related 
Functions; 

j. the personal obligation of each individual involved in Managed 
Healthcare Related Functions to ensure that all infonnation 
provided or reported to Government Payors (or to PBMs or other 
individuals or entities under contract with or acting on behalf of 
the payors) or to institutional payors is complete, accurate and 
not misleading; 

k. the legal sanctions for violations of the applicable Federal health 
care program and FDA requirements; and 

l. examples of proper and improper practices relating to Managed 
Healthcare Related Functions. 

New Relevant Covered Persons shall receive their Specific Training within 30 
days after the beginning of their employment or becoming Relevant Covered Persons, or 
within 120 days after the Effective Date, whichever is later. An Abbott employee who 
has completed the Specific Training shal1 review a new Relevant Covered Person's work, 
to the extent that the work relates to any of the Covered Functions, until such time as the 
new Relevant Covered Person completes his or her Specific Training. 
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After receiving the initial Specific Training described in this Section, each 
Relevant Covered Person shall receive at least three hours of Specific Training in each 
subsequent Reporting Period. 

3. Board Member Training. Within 120 days after the Effective Time, Abbott shall 
provide simultaneously to each member of the Board of Directors three hours of training 
covering the topics set forth in Section III.C.l above and addressing the responsibilities of 
board members and corporate governance. 

New members of the Board of Directors shall receive the Board Member 
Training described above within 30 days after becoming a board member or within 120 
days after the Effective Time, whichever is later. 

4. Certification. Each Covered Person who is required to complete training 
shall certifY, in writing or in electronic form, if applicable, that he or she has received 
such training. The certification shall specifY the type of training received and the date 
received. The CECO (or designee) shall retain these certifications, along with all course 
materials. These shall be made available to OIG, upon request. 

5. Qualifications o[Trainer. Persons responsible for providing the General 
and Specific Training shall be knowledgeable about the subject area of the training, 
including about applicable Federal health care program and FDA requirements. 

6. Update o[Training. Abbott shall review its training annually, and, 
where appropriate, shall update the training to reflect changes in Federal health care 
program requirements, FDA requirements, any issues discovered during internal audits or 
the IRO Reviews or the Risk Process Reviews and any other relevant information. 

7. Computer-based Training. Abbott may provide the training required 
under this CIA through appropriate computer-based training approaches. If Abbott 
chooses to provide computer-based training, it shall make available appropriately 
qualified and knowledgeable staff or trainers to answer questions or provide additional 
information to the individuals receiving such training. In addition, if Abbott chooses to 
provide computer-based General or Specific Training, all applicable requirements to 
provide a number of "hours" of training in this Section III.C may be met with respect to 
computer-based training by providing the required number of "normative" hours as that 
term is used in the computer-based training industry. 
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D. Risk Assessment and Mitigation Process. Abbott has represented that prior to 
the Effective Date, Abbott implemented certain standardized risk assessment and 
mitigation standards, processes, and practices for Government Reimbursed Products, 
including in the areas of sales, marketing, and promotion (including the risk of off-label 
promotion) and product safety. These processes are described in more detail in Appendix 
B and shall be referred to as Abbott's Risk Assessment and Mitigation Processes (Risk 
Assessment and Mitigation Processes). These Risk Assessment and Mitigation Processes 
consist of the development and maintenance of standardized and centrally managed 
regulatory history documents for currently promoted Government Reimbursed Products 
and the following centralized, cross-functional review processes: PPD Material Review 
Board; PPD Management Review; and PPG Safety Review Board and Safety Council 
meetings. Based on the outcomes of these Risk Assessment and Mitigation Processes, 
PPG develops and implements actions designed to mitigate any identified risks, Abbott 
shall maintain these or equivalent standards, processes, and practices throughout the term 
ofthe CIA. 

E. Review Procedures. 

1. General Description. 

Abbott Laboratories 

a. Engagement of Independent Review Organization. Within 120 
days after the Effective Date, Abbott shall engage an entity (or 
entities), such as an accounting, auditing, or consulting fim1 (or 
finm) (hereinafter "Independent Review Organization(s )" or 
"IRO(s)"), to perform reviews to assist Abbott in assessing and 
evaluating its Covered Functions. More specifically, the IRO(s) 
shall conduct reviews that assess Abbott's systems, processes, 
policies, procedures, and practices relating to the Covered Functions 
(including Research and publication activities associated with such 
Research) (defined below in Section III.L.2 and Section III.L.3, and 
collectively referred to as "Research and Publication Activities"), 
and Risk Assessment and Mitigation Processes (IRO Reviews). 

The applicable requirements relating to the IRO are outlined in 
Appendix A to this CIA, which is incorporated by reference. 
Each IRO engaged by Abbott shall have expertise in applicable 
Federal health care program and FDA requirements relating to the 
Covered Functions as may be appropriate to the Review for which 
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Abbott Laboratories 

the IRO is retained, including expertise in the pharmaceutical 
industry with respect to Research and Publication Activities and 
FDA requirements relating to marketing and promotion of products. 
Each IRO shall assess, along with Abbott, whether it can perform the 
engagement in a professionally independent and objective fashion, as 
appropriate to the nature of the review, taking into account any other 
business relationships or other engagements that may exist. 

b. Frequency and Brief Description of Reviews. 

(i) System, Transaction, and Additional Items Reviews. As set forth 
more fully in Appendix B, the IRO reviews shall consist of two 
components: Systems Reviews and Transactions Reviews relating to 
the Covered Functions. The Systems Reviews shall assess Abbott's 
systems, processes, policies, and procedures relating to the Covered 
Functions and Risk Assessment and Mitigation Processes. If there 
are no material changes in Abbott's relevant systems, processes, 
policies, and procedures, the Systems Review shall be performed for 
the periods covering the first and fourth Reporting Periods. If 
Abbott materially changes its relevant systems, processes, policies, 
and procedures, the IRO shall perform a Systems Review for the 
Reporting Period in which such changes were made in addition to 
conducting the Systems Review for the first and fourth Repotiing 
Periods, as set forth more fully in Appendix B. 

The Transactions Review shall be performed annually and shall 
cover each of the five Reporting Periods. The IRO(s) shall perfonn 
all components of each annual Transaction Review. As set forth 
more fully in Appendix B, the Transactions Review shall include 
several components. 

In addition, each Transactions Review shall also include a review of 
up to three additional areas or practices of Abbott identified by the 
OIG in its discretion (hereafter "Additional Items"). For purposes of 
identifying the Additional Items to be included in the Transactions 
Review for a particular Reporting Period, the OIG will consult with 
Abbott and may consider internal audit work conducted by Abbott, 
the Government Reimbursed Product portfolio, the nature and scope 
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of PPG' s promotional practices and an·angements with HCPs and 
HCls, and other information known to it. 

As set forth more fully in Appendix B, Abbott may propose to the 
QIG that its internal audit(s) be partially substituted for one or more 
of the Additional Items that would otherwise be reviewed by the IRO 
as part of the Transactions Review. The OIG retains sole discretion 
over whether, and in what manner, to allow Abbott's internal audit 
work to be substituted for a portion of the Additional Items review 
conducted by the IRO. 

The QIG shall notify Abbott of the nature and scope of the IRO 
review for each of the Additional Items not later than 150 days prior 
to the end of each Reporting Period. Prior to undertaking the review 
of the Additional Items, the IRO and/or Abbott shall submit an audit 
work plan to the QIG for approval and the IRQ shall conduct the 
review of the Additional Items based on a work plan approved by the 
OIG. 

c. Retention of Records. The IRQ and Abbott shall retain and make 
available to QIG, upon request, all work papers, supporting 
documentation, correspondence, and draft reports (those exchanged 
between the IRQ and Abbott) related to the IRO Reviews. 

2. fRO Review Reports. The IRQ shall prepare a report based upon each 
IRQ Review performed (IRQ Review Report). Information to be included in the IRO 
Review Report is described in Appendices A and B. 

3. Validation Review. In the event OIG has reason to believe that: (a) any 
of Abbott's IRO Reviews fails to conform to the requirements ofthis CIA; or (b) the 
IRO's findings or Review results are inaccurate, OIG may, at its sole discretion, conduct 
its own review to determine whether the applicable IRQ Review complied with the 
requirements ofthe CIA and/or the findings or Review results are inaccurate (Validation 
Review). Abbott shall pay for the reasonable cost of any such review performed by OIG 
or any of its designated agents. Any Validation Review ofReports submitted as part of 
Abbott's final Annual Report shall be initiated no later than one year after Abbott's final 
submission (as described in Section II) is received by QIG. 
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Prior to initiating a Validation Review, OIG shall notify Abbott of its intent 
to do so and provide a written explanation of why OIG believes such a review is 
necessary. To resolve any concerns raised by OIO, Abbott may request a meeting with 
OIG to: (a) discuss the results of any IRO Review submissions or findings; (b) present 
any additional information to clarify the results of the IRO Review or to correct the 
inaccuracy of the IRO Review; and/or (c) propose alternatives to the proposed Validation 
Review. Abbott agrees to provide any additional information as may be requested by 
OIG under this Section III.E.3 in an expedited manner. OIG will attempt in good faith to 
resolve any IRO Review issues with Abbott prior to conducting a Validation Review. 
However, the final determination as to whether or not to proceed with a Validation 
Review shall be made at the sole discretion of 010. 

4. Independence and Objectivity Certification. The IRO shall include in its 
report(s) to Abbott a certification that the IRO has: (a) evaluated its professional 
independence and objectivity with respect to the reviews conducted under this Section 
III.E; and (b) concluded that it is, in tact, independent and objective in accordance with 
the requirements specified in Appendix A. 

F. Disclosure Program. 

Prior to the Effective Date, Abbott established a Disclosure Program that includes 
a mechanism (the toll free Ethics and Compliance Helpline) to enable individuals to 
disclose, to the CECO or some other person who is not in the disclosing individual's 
chain of command, any identified issues or questions associated with Abbott's policies, 
conduct, practices, or procedures with respect to a Federal health care program or an FDA 
requirement believed by the individual to be a potential violation of criminal, civil, or 
administrative law. Abbott publicizes, and shall continue to appropriately publicize, the 
existence of the Disclosure Program and the Ethics and Compliance Helpline ~'via 
periodic e-mails to employees, by posting the information in prominent common areas, or 
through references in the Code ofBusiness Conduct and during training.) 

The Disclosure Program shall emphasize a nonretribution, non-retaliation policy 
and shall include a reporting mechanism for anonymous communications for which 
appropriate confidentiality shall be maintained. Upon receipt of a disclosure, the CECO 
(or designee) shall gather all relevant information from the disclosing individual. The 
CECO (or designee) shall make a preliminary, good faith inquiry into the allegations set 
forth in every disclosure to ensure that it obtains all necessary information to detennine 
whether a further review should be conducted. For any disclosure that is sufficiently 
specific so that it reasonably: (1) permits a determination ofthe appropriateness of the 
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alleged improper practice; and (2) provides an opportunity for taking corrective action, 
Abbott shall conduct an internal review ofthe allegations set forth in the disclosure and 
ensure that proper follow-up is conducted. 

Abbott shall maintain, a disclosure log, which includes a record and summary of 
each disclosure received (whether anonymous or not), the status of the respective internal 
reviews, and any corrective action taken in response to the internal reviews. The 
disclosure log for PPG shall be made available to OIG upon request. 

G. Ineligible Persons. 

1. Definitions. For purposes ofthis CIA: 

a. an "Ineligible Person" shall include an individual or entity who: 

i. is currently excluded, debarred, suspended, or otherwise 
ineligible to participate in the Federal health care programs or 
in Federal procurement or nonprocurement programs; or 

ii. has been convicted of a criminal offense that falls within 
the scope of 42 U.S.C. § 1320a-7(a), but has not yet been 
excluded, debarred, suspended, or otherwise declared 
ineligible. 

b. "Exclusion Lists" include: 

i. the HHS/OIG List of Excluded Individuals/Entities 
(available through the Internet at http://www.oig.hhs.gov); 
and 

ii. the General Services Administration's List of Parties 
Excluded from Federal Programs (available through the 
Internet at http://www.epls.gov). 

2. Screening Requirements. Abbott shall ensure that all prospective and 
current Covered Persons are not Ineligible Persons, by implementing the following 
screening requirements. 
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a. as part of the hiring or contracting process, Abbott shall require 
all prospective and current Covered Persons to disclose whether they 
are Ineligible Persons and shall screen potential Covered Persons 
against the Exclusion Lists prior to engaging their services. 

b. Abbott shall screen all Covered Persons against the Exclusion 
Lists within 90 days after the Effective Date and on an annual basis 
thereafter. 

c. Abbott shall maintain a policy requiring all Covered Persons to 
disclose immediately any debannent, exclusion, suspension, or other 
event that makes that person an Ineligible Person. 

Nothing in this Section III.G affects Abbott's responsibility to refrain from 
(and liability for) billing Federal health care programs for items or services furnished, 
ordered, or prescribed by excluded persons. Abbott understands that items or services 
furnished by excluded persons are not payable by Federal health care programs and that 
Abbott may be liable for overpayments and/or criminal, civil, and administrative 
sanctions for employing or contracting with an excluded person regardless of whether 
Abbott meets the requirements of Section III.G. 

3. Removal Requirement. If Abbott has actual notice that a Covered Person 
has become an Ineligible Person, Abbott shall remove such Covered Person from 
responsibility for, or involvement with, Abbott's business operations related to the 
Federal health care programs and shall remove such Covered Person from any position 
for which the Covered Person's compensation or the items or services furnished, ordered, 
or prescribed by the Covered Person are paid in whole or part, directly or indirectly, by 
Federal health care programs or otherwise with Federal funds at least until such time as 
the Covered Person is reinstated into participation in the Federal health care programs. 

4. Pending Charges and Proposed Exclusions. If Abbott has actual notice 
that a Covered Person is charged with a criminal offense that falls within the scope of 42 
U.S.C. §§ 1320a-7(a), 1320a-7(b)(l)-(3), or is proposed for exclusion during the Covered 
Person's employment or contract term, Abbott shall take all appropriate actions to ensure 
that the responsibilities of that Covered Person have not and shall not adversely affect the 
quality of care rendered to any beneficiary, patient, or resident, or the accuracy of any 
claims submitted to any Federal health care program. 
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H. Notification of Government Investigation or Legal Proceedings. 

Within 30 days after discovery, Abbott shall notify OIG, in writing, of any 
ongoing investigation or legal proceeding known to Abbott conducted or brought by a 
U.S.-based governmental entity or its agents involving an allegation that Abbott has 
committed a crime or has engaged in fraudulent activities. This notification shall include 
a description of the allegation, the identity ofthe investigating or prosecuting agency, and 
the status of such investigation or legal proceeding. Abbott shall also provide written 
notice to OIG within 30 days after the resolution of the matter, and shall provide OIG 
with a description ofthe findings and/or results ofthe investigation or proceedings, if any. 

I. Reportable Events. 

1. Definition of Reportable Event. For purposes ofthis CIA, a "Reportable 
Event" means anything that involves: 

a. a matter that a reasonable person would consider a probable 
violation of criminal, civil, or administrative laws applicable to any 
Federal health care program for which penalties or exclusion may be 
authorized; 

b. a matter that a reasonable person would consider a probable 
violation of criminal, civil, or administrative laws applicable to any 
FDA requirements relating to the promotion of Government 
Reimbursed Products (including an FDA Warning Letter issued to 
Abbott); 

c. the employment of or contracting with a Covered Person who is 
an Ineligible Person as defined by Section III.G .l.a; or 

d. the filing of a bankruptcy petition by Abbott. 

A Reportable Event may be the result of an isolated event or a series of occurrences. 

2. Reporting of Reportable Events. If Abbott detennines (after a 
reasonable opportunity to conduct an appropriate review or investigation ofthe 
allegations) through any means that there is a Reportable Event, Abbott shall notifY OIG, 
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in writing, within 30 days after making the detennination that the Reportable Event 
exists. 

3. Reportable Events under Sections 1!1.1. I. a-c. For Reportable Events 
under Sections III.I.l.a-c, the report to OIG shall include: 

a. a complete description of the Reportable Event, including the 
relevant facts, persons involved, and legal and Federal health care 
program or FDA authorities implicated; 

b. a description of Abbott's actions taken to correct the Reportable 
Event; and 

c. any further steps Abbott plans to take to address the Reportable 
Event and prevent it from recurring. 

4. Reportable Events under Section lll.I.l.d. For Reportable Events under 
Section III .I .l.d, the report to the OIG shall include documentation of the bankruptcy 
filing and a description of any Federal health care program and/or FDA authorities 
implicated. 

J. Notification of Communications with FDA Within 30 days after the date of 
any written report, correspondence, or communication between Abbott and the FDA that 
materially discusses Abbott's or a Covered Person's actual or potential unlawful or 
improper promotion ofPPG's products (including any improper dissemination of 
information about off-label indications), Abbott shall provide a copy ofthe report, 
correspondence, or communication to the OIG. Abbott shall also provide written notice 
to the OIG within 30 days after the resolution of any such disclosed off-label matter, and 
shall provide the OIG with a description of the findings and/or results of the matter, if 
any. 

K. Field Force Monitoring and Review Efforts. 

To the extent not already accomplished, within 120 days after the Effective Date, 
Abbott shall establish a comprehensive Field Force Monitoring Program (FFMP) to 
evaluate and monitor its PPG sales representatives' interactions with HCPs and HCis. 
The FFMP shall be a formalized process designed to directly and indirectly observe the 
appropriateness of sales representatives' interactions with HCPs and HCis and to identifY 
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potential off-label promotional activities or other improper conduct. As described in 
more detail below, the FF.MP shall include: 1) a Speaker Monitoring Program; 2) direct 
field observations (Observations) of sales representatives; and 3) the monitoring and 
review of other records relating to sales representatives' interactions with HCPs and HCis 
(Records Reviews). 

1. Speaker Program Activities. With regard to PPG's speaker programs, 
Abbott shall maintain processes to require all speakers to complete training and enter 
written agreements that describe the scope of work to be performed, the speaker fees to be 
paid, and compliance obligations for the speakers (including requirements that the 
speaker may only use Abbott approved materials and may not directly or indirectly 
promote the product for off-label uses.) Abbott shall maintain centralized electronic 
system(s) through which all such speaker programs are administered. These system(s) 
shall establish controls regarding eligibility and qualifications of speakers and venues for 
the programs and require that speakers are paid according to a centrally managed, pre-set 
rate structure determined based on a fair-market value analysis conducted by Abbott. 
Abbott shall maintain a comprehensive list of speaker program attendees through its 
centralized system(s). In addition, Abbott shall track and review the aggregate amount 
(including speaker fees, travel, and other expenses) paid to each speaker in connection 
with such speaker programs conducted during each Reporting Period. Abbott shall 
require certified evaluations by sales representatives or other Abbott personnel regarding 
whether a speaker program complied with Abbott requirements, and in the event of non­
compliance, Abbott shall require the identit1cation of the policy violation and ensure 
appropriate follow up activity to address the violation. 

To the extent not already accomplished, Abbott shall institute a Speaker 
Monitoring Program under which Abbott compliance or other appropriately trained 
personnel who are independent from the functional area being monitored shall attend 
speaker programs during each Reporting Period and conduct live audits of 150 such 
programs (Speaker Program Audits). The programs subject to Speaker Program Audits 
shall be selected both on a risk-based targeting approach and on a sampling approach. 
For each program reviewed, personnel conducting the Speaker Program Audits shall 
review slide materials and other materials used as part of the speaker program, speaker 
statements made during the program, and Abbott representative activities during the 
program to assess whether the programs were conducted in a manner consistent with 
Abbott's Policies and Procedures. Abbott shall maintain the controls around speaker 
programs as described above, and shall conduct its Speaker Program Audits as described 
above throughout the term of the CIA. 
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2. Observations. As a component of the FFMP, Abbott U.S. compliance 
personnel (or other appropriately trained Abbott personnel who are independent from the 
functional area being monitored) shall conduct observations of U.S. sales representatives 
to assess whether the messages delivered and materials distributed to HCPs are consistent 
with applicable legal requirements and with Abbott's Policies and Procedures. These 
observations shall be full day ride-alongs with sales representatives (Observations), and 
each Observation shall consist of directly observing all meetings between a sales 
representative and HCPs during the workday. The Observations shall be scheduled 
throughout the year, selected by Abbott U.S. compliance personnel or other appropriately 
trained Abbott personnel who are independent from the monitored functional area both on 
a risk-based targeting approach and on a sampling approach, include each therapeutic 
area and actively promoted product, and be conducted across the United States. At the 
completion of each Observation, Abbott U.S. compliance personnel (or other 
appropriately trained Abbott personnel who are independent from the monitored 
nmctional area) shall prepare a report which includes: 

I) the identity of the sales representative; 
2) the identity of the monitoring personnel; 
3) the date and duration of the Observation; 
4) the product(s) promoted during the Observation; 
5) an overall assessment of compliance with Abbott policy; and 
6) the identification of any potential off-label promotional activity or other 

improper conduct by the sales representative. 

Abbott U.S. compliance personnel (or other appropriately trained Abbott personnel 
who are independent from the monitored functional area) shall conduct at least 50 
Observations during each Reporting Period. 

3. Records Reviews. As a component of the FFMP, Abbott shall also review 
various types of records to assess PPG sales representatives' interactions with HCPs and 
HCis in order to identify potential or actual compliance violations. For each Reporting 
Period, Abbott shall develop and implement a plan for conducting Records Reviews 
associated with at least three Government Reimbursed Products and a sampling of the 
representatives promoting those products in every separate region ofthe United States. 
The OIG shall have the discretion to identify up to three Government Reimbursed 
Products to be reviewed for each Reporting Period. The OIG will select the products 
based on information about Abbott's products provided by Abbott, upon request by the 
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OIG no later than 60 days prior to the beginning of the Reporting Period, and other 
information known to the OIG. If the OIG does not identity the Government Reimbursed 
Products to be reviewed within the first 30 days of the Reporting Period, Abbott shall 
select the three products to be reviewed. 

These Records Reviews shall include the monitoring and review of: 1) records and 
systems relating to such sales representatives' interactions with HCPs and HCis 
(including records from any available electronic detailing system(s) for the particular 
sales representative, sales communications from managers, sample distribution records, 
and expense reports); 2) requests for, or inquiries relating to, medical information about 
Government Reimbursed Products; 3) message recall studies or other similar records 
(such as Verbatims) purporting to reflect the details of sales representatives' interactions 
with HCPs and HCis; 4) sales representatives' call notes; 5) sales representatives' e-mails 
and other electronic records; and 6) recorded results of the Observations of sales 
representatives and applicable notes or information from the sales representatives' 
managers. 

4. Reporting and Follow-up. Personnel conducting the Speaker Program 
Audits, Observations, and Records Reviews shall have access to all relevant records and 
information necessary to assess potential or actual compliance violations. Results from 
the FFMP audits, including the identification of potential violations of policies and/or 
legal requirements, shall be compiled and reported to the U.S. Compliance Department 
for review and follow-up as appropriate. In the event that a potential violation of 
Abbott's Policies and Procedures or oflegal or compliance requirements, including but 
not limited to potential off-label promotion, is identified during any aspect of the FFMP, 
Abbott shall investigate the incident consistent with established policies and procedures 
for the handling of investigations and shall take all necessary and appropriate responsive 
action (including disciplinary action) and corrective action, including the disclosure of 
Reportable Events pursuant to Section III.I above, if applicable. Any compliance issues 
identified during a Speaker Program Audit, Observation and/or Records Review and any 
corrective action shall be recorded in the files ofthe U.S. Compliance Depa1iment. 

Abbott shall include a summary of the FFMP and the results of the FFMP as part 
of each Annual Report. As part of each Annual Report, Abbott also shall provide the 
OIG with copies of the Observation report for any instances in which it was determined 
that improper promotion occurred and a description of the action(s) that Abbott took as a 
result of such determinations. Abbott shall make the Observation reports for all other 
Observations available to the OIG upon request. 
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L. Monitoring ofNon-Promotional Activities. 

To the extent not already accomplished, within 120 days after the Effective Date 
Abbott shall develop and implement a monitoring program for the following types of 
activities: 1) consultant arrangement activities; 2) research-related activities; 3) 
publication activities; and 4) medical education grants. This program shall be referred to 
as the Non-Promotional Monitoring Program. 

l. Consultant Arrangement Activities. To the extent that Abbott engages U.S.­
based HCPs or HCis for services that relate to Promotional Functions or to Product 
Related Functions other than for speaker programs, research-related activities, or 
publication activities (~ as a member of an advisory board or to attend consultant 
meetings), such HCPs or HCis shall be referred to herein as Consultants. Abbott shall 
require all Consultants to enter written agreements describing the scope of work to be 
perfonned, the fees to be paid, and compliance obligations for the Consultants. 
Consultants shall be paid according to a centrally managed, pre-set rate structure that is 
determined based on a fair-market value analysis conducted by Abbott. 

To the extent not already accomplished, within 120 days after the Effective Date, 
Abbott shall establish a process to develop annual budgeting plans that identifY the 
business needs for, and the estimated numbers of, various Consultant engagements and 
activities to occur during the following year period. The Consultant budgeting plans shall 
also identifY the budgeted amounts to be spent on Consultant-related activities. Abbott's 
U.S. compliance personnel shall be involved in the review and approval of such 
budgeting plans, including any subsequent modification of an approved plan. The 
purpose of this review shall be to ensure that Consultant arrangements and related events 
are used for legitimate purposes in accordance with applicable Abbott Policies and 
Procedures. 

To the extent not already accomplished, within 120 days after the Effective Date, 
Abbott shall establish a process to ensure that a needs assessment has been completed to 
justifY the retention of a Consultant prior to the retention of the Consultant. The needs 
assessment shall identifY the business need for the retention of the Consultant and provide 
specific details about the consulting arrangement ~. information about the numbers 
and qualifications of the HCPs or HCis to be engaged, the agenda for the proposed 
meeting, and a description of the proposed work to be done and type ofwork product to 
be generated.) Any deviations from the Consultant budgeting plans shall be documented 
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in the needs assessment form and shall be subject to review and approval by Abbott U.S. 
compliance personnel. 

To the extent not already accomplished, within 120 days after the Effective Date, 
Abbott shall amend its policies and procedures in a manner designed to ensure that each 
Consultant performed the work for which the Consultant was engaged and that, as 
applicable, Abbott received the work product generated by the Consultant. 

Within 120 days after the Effective Date, Abbott shall establish a Consultant 
Monitoring Program through which it shall conduct audits for each Reporting Period 
(Consultant Program Audits) of at least 50 Consultant arrangements with HCPs. The 
Consultant Monitoring Program shall review Consultant arrangements both on a risk­
based targeting approach and on a sampling approach. Abbott U.S. compliance personnel 
(or other appropriately trained Abbott personnel who are independent from the monitored 
functional area) shall conduct Consultant Program Audits by reviewing needs assessment 
documents, consultant contracts, and materials relating to the program or work of the 
Consultant (including work product resulting from any program or event), in order to 
assess whether the programs and arrangements were conducted in a malll1er consistent 
with Abbott's Policies and Procedures. Results from the Consultant Program Audits, 
including the identification of potential violations of policies, shall be compiled and 
reported to the U.S. Compliance Department for review and follow-up as appropriate. 

2. Research-Related Activities. To the extent that PPG engages U.S.-based HCPs 
or HCis to conduct post-marketing clinical trials or post-marketing observational studies 
relating to Government Reimbursed Products, such HCPs and HCis shall be referred to 
collectively as "Researchers". Abbott has represented that its policies and procedures 
require that PPG sales and marketing personnel may not direct Research, as defined in 
Section.III.B.3.q ofthis CIA, and may not control or unduly influence the decision to 
select a Researcher or site. Abbott has further represented that it requires Research 
funded or controlled by PPG to be approved by its medical and/or scientific 
organizations. Abbott has also represented that such Research and any resulting 
publications are intended to foster increased understanding of scientific, clinical or 
healthcare issues. Finally, Abbott has represented that it will not approve Research 
purely for the purpose of developing an article or reprint for PPG sales representative use. 
Abbott shall maintain these or equivalent standards, processes and practices, throughout 

the term of the CIA. 
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Abbott shall require all Researchers to enter written agreements describing the 
scope of the clinical research or other work to be performed, the fees to be paid, and 
compliance obligations for the Researchers. Researchers shall be paid according to a 
centrally managed, pre-set rate structure that is determined based on a fair-market value 
analysis conducted by Abbott. 

To the extent not already accomplished, within 120 days after the Effective Date, 
Abbott shall establish an annual budgeting plan for Researchers that identifies the 
business or scientific need for, and the estimated numbers of, the various Researcher 
engagements and activities to occur during the year. The annual Researcher budgeting 
plan shall also identifY the budgeted amounts to be spent on Researcher-related activities 
during the year. Abbott U.S. compliance personnel shall be involved in the review and 
approval of such budgeting plans, including any subsequent modification of an approved 
plan. The purpose of this review shall be to ensure that Research arrangements and 
related events are used for legitimate purposes in accordance with Abbott Policies and 
Procedures. 

To the extent not already accomplished, within 120 days after the Effective Date, 
Abbott shall establish a process to ensure that a needs assessment has been completed to 
justifY the retention of a Researcher prior to the retention of the Researcher. The needs 
assessment shall identifY the business or scientific need for the information to be provided 
by the Researcher and provide specific details about the research arrangement (including, 
for example, infonnation about the numbers and qualifications of the HCPs or HCls to be 
engaged, a description of the proposed research to be done (including the research 
protocol) and type of work product to be generated). Any deviations from the Researcher 
budgeting plans shall be documented in the needs assessment form (or elsewhere, as 
appropriate) and shall be subject to review and approval by Abbott U.S. compliance 
personnel. 

To the extent that PPG provides financial or other support to U.S.-based HCPs or 
H.Cls for liS/ISS regarding Government Reimbursed Products, such HCPs and HCis shall 
be referred to as "Investigators." Abbott has represented that its policies and procedures 
require that PPG sales and marketing personnel may not direct US/ISS and may not 
control or unduly influence the approval of US/ISS proposals. Abbott has further 
represented that PPG standards shall require all Investigators to enter into a written 
agreement describing the scope of the work to be performed, including any publications 
related to the research, any fees to be paid, and the compliance obligations of the 
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Investigators. Investigators shall be paid according to a centrally managed pre-set rate 
structure that is determined based on a fair market value analysis conducted by Abbott. 

To the extent not already accomplished, within 120 days ofthe Effective Date, 
Abbott shall establish a process for the review and approval of such IIS/ISSs. The 
process shall require consideration of the business and scientific need for research by the 
potential Investigators, as well as review of specific details regarding the research 
arrangements (including, for example, infonnation regarding the proposed research to be 
done and the type of work to be generated). 

To the extent not already accomplished, within 120 days after the Effective Date, 
Abbott shall amend its policies and procedures in a manner designed to ensure that each 
Researcher and/or Investigator performed the work for which that individual was 
engaged. 

Within 120 days after the Effective Date, Abbott shall establish a Researcher and 
Investigator Monitoring Program through which it shall conduct audits for each Reporting 
Period (Researcher and Investigator Program Audits) of at least 30 Researcher 
arrangements and 15 Investigator arrangements with HCPs or HCis. The Researcher and 
Investigator Monitoring Program shall review Researcher and Investigator arrangements 
both on a risk-based targeting approach and on a sampling approach. Abbott U.S. 
compliance personnel (or other appropriately trained Abbott personnel who are 
independent from the functional area being monitored) shall conduct the Researcher and 
Investigator Program Audits by reviewing needs assessment documents, proposal and/or 
protocol documents, approval documents, contracts, and payments in order to assess 
whether the programs and arrangements were supported by Abbott and performed by the 
Researchers and Investigators in a manner consistent with Abbott's Policies and 
Procedures. Results from the Researcher and Investigator Program Audits, including 
identification of potential violations of policies, shall be compiled and reported to the 
U.S. Compliance Department for review and follow-up as appropriate. 

3. Publication Activities. To the extent that Abbott engages U.S.-based HCPs or 
HCls to produce articles or other publications relating to Government Reimbursed 
Products (collectively "Publication Activities") such HCPs or HCis shall be referred to as 
Authors. Abbott has represented that its standards and processes for the development and 
submission of scientific publications involving Government Reimbursed Products 
(including results from post-marketing clinical trials or post-marketing observational 
studies conducted with Researchers) require review and approval by PPG's medical, 
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scientific and/or regulatory affairs organizations prior to Abbott submission and 
incorporate ICMJE criteria for identifying Authors, including the requirements that the 
Author provide substantial contributions to the publication and provide final review of the 
content to be published. Abbott further requires that Authors disclose financial or other 
support provided by Abbott. Abbott shall maintain these or equivalent standards, 
processes and practices throughout the term of the CIA, and further shall require that 
scientific publications be published in a timely manner and present scientific information 
in a balanced way that does not exclude or inappropriately downplay negative safety or 
health information. 

Abbott shall require all Authors to enter written agreements describing the scope 
of work to be performed, the fees to be paid in connection with the Publication Activities, 
and compliance obligations of the Authors. Authors shall be paid according to a centrally 
managed, pre-set rate structure that is determined based on a fair-market value analysis 
conducted by Abbott. 

To the extent not already accomplished, within 120 days after the Effective Date, 
Abbott shall establish a process to develop annual plans that identify the business needs 
for and the estimated numbers of various Publication Activities (Publications Plans). 
Each Publications Plan shall also identify the budgeted amounts to be spent on 
Publication Activities. Abbott's U.S. compliance personnel shall be involved in the 
review and approval of such annual Publications Plans, including any modification of an 
approved plan. The purpose of this review shall be to ensure that Publication Activities 
and related events are used for legitimate purposes in accordance with Abbott Policies 
and Procedures. 

To the extent not already accomplished, within 120 days after the Effective Date, 
Abbott shall establish a needs assessment process for Publication Activities. This process 
shall ensure that a needs assessment has been completed prior to the retention of an 
Author tor a Publication Activity. The needs assessment shall provide specific details 
about Publication Activities to be performed (including a description of the proposed 
work to be done, type of work product to be generated, and the purpose for the work.) 
Any deviations from the Publications Plan shall be documented in the needs assessment 
form (or elsewhere, as appropriate) and shall be subject to review and approval by Abbott 
U.S. compliance personnel. 

Within 120 days after the Effective Date, Abbott shall establish a Publication 
Monitoring Program through which it shall conduct audits for each Reporting Period of at 
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least 30 Publication Activities. The Publication Monitoring Program shall select 
publications for review both on a risk-based targeting approach and on a sampling 
approach. Abbott U.S. compliance personnel conducting the Publication Monitoring 
Program (or other appropriately trained Abbott personnel who are independent from the 
functional area being monitored) shall review needs assessment documents, proposal 
documents, approval documents, contracts, payments and materials relating to the 
Publication Activities (including work product resulting from the Activities), in order to 
assess whether the activities were conducted in a manner consistent with Abbott's 
Policies and Procedures. Results from the Publication Monitoring Programs, including 
the identification of potential violations of policies, shall be compiled and reported to the 
U.S. Compliance Department for review and follow-up as appropriate. 

4. Medical Education Grant Activities. Abbott represents that it has 
established a Grants Management System within the finance organization of its U.S. 
Proprietary Pharmaceuticals Division (PPD), which is the exclusive mechanism through 
which requestors may seek or be awarded grants for independent medical education 
activities supported by PPD. PPG represents that its sales and marketing departments 
have no involvement in, or influence over, the review and approval of medical education 
grants in the United States. Grant requests shall be submitted to a grant management 
department(s) in the PPG finance organization(s) (or another organization that is separate 
from sales and marketing) and all such requests shall be processed in accordance with 
standardized criteria developed by the grant management department(s). Abbott shall 
continue the medical education grant process described above (or an equivalent process) 
throughout the term of the CIA, and shall notifY the OIG in writing at least 60 days prior 
to the implementation of any new process or system subsequent to the Effective Date. 

To the extent not already accomplished, within 120 days after the Effective Date, 
Abbott shall establish a Grants Monitoring Program through which it shall conduct audits 
for each Reporting Period of at least 30 medical education grants in the United States. 
The Grants Monitoring Program shall select grants for review both on a risk-based 
targeting approach and on a sampling approach. Abbott U.S. compliance personnel (or 
other appropriately trained Abbott perso1mel who are independent from the monitored 
functional area) shall conduct Grants Monitoring by reviewing proposal documents 
(including grant requests), approval documents, contracts, payments and materials 
relating to the grant office's review of the requests, and documents and materials relating 
to the grants and any events or activities funded through the grants in order to assess 
whether the activities were conducted in a manner consistent with Abbott's Policies and 
Procedures. Results from the Grant Monitoring Program, including the identification of 
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potential violations of policies, shall be compiled and reported to the U.S. Compliance 
Department for review and follow-up as appropriate. 

5. Follow Up Reviews and Reporting. In the event that a potential 
violation of Abbott's Policies and Procedures or of legal or compliance requirements, 
including but not limited to potential improper promotion, is identified during any aspect 
of the Non-Promotional Monitoring Program, Abbott shall investigate the incident 
consistent with established Policies and Procedures for the handling of investigations and 
shall take all necessary and appropriate responsive action (including disciplinary action) 
and corrective action, including the disclosure of Reportable Events pursuant to Section 
III .I above, if applicable. Any compliance issues identified during any Non-Promotional 
Monitoring Program referenced above, and any corrective action, shall be recorded in the 
files ofthe U.S. Compliance Department. 

Abbott shall include a summary of the Non-Promotional Monitoring Program and 
the results of the Non-Promotional Monitoring Program as part of each Annual Report. 
As part of each Annual Report, Abbott also shall provide the OIG with descriptions of 
any instances identified through the Non-Promotional Monitoring Program in which it 
was determined that improper promotion of Government Reimbursed Products occurred 
or the activities violated Abbott's requirements or Policies and Procedures, and a 
description of the action(s) that Abbott took as a result of such determinations. Abbott 
shall make the documents relating to the Non-Promotional Monitoring Program available 
to the oro upon request. 

M. Notice to Health Care Providers and Entities. Within 90 days after the 
Effective Date, Abbott shall send, by first class mail, postage prepaid with delivery 
contirmation, a notice containing the language set forth below to all HCPs and HCis that 
PPG currently details. This notice shall be dated and shall be signed by Abbott's Vice 
President, Proprietary Pharmaceuticals, United States. The body of the letter shall state 
the following: 

As you may be aware, Abbott recently entered into a global civil, criminal, 
and administrative settlement with the United States and individual states in 
connection with the promotion and use of one of its products. This letter 
provides you with additional information about the settlement, explains 
Abbott's commitments going forward, and provides you with access to 
infonnation about those commitments. 
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In general terms, the Government alleged that Abbott unlawfully promoted 
Depakote for uses not approved by the Food & Drug Administration (FDA) 
and that Abbott engaged in other improper conduct relating to Depakote. 
To resolve these matters, Abbott pled guilty to a misdemeanor criminal 
violation ofthe Federal Food, Drug & Cosmetic Act (FDCA) and agreed to 
pay a criminal fine and forfeiture amounts of $700 million. In addition, the 
Government alleged that Abbott violated the False Claims Act and Abbott 
entered into a civil settlement to resolve these allegations pursuant to which 
Abbott agreed to pay $800 million to the Federal Government and State 
Medicaid programs. More information about this settlement may be found 
at the following: (Abbott shall include a link to the USAO, OCL, and 
Abbott websites in the letter.] 

As part of the federal settlement, Abbott also entered into a five-year 
corporate integrity agreement with the Office oflnspector General of the 
U.S. Department ofHealth and Human Services. The corporate integrity 
agreement is available at http://oig.hhs.gov/fraud/cia/index.html. Under 
this agreement, Abbott agreed to undertake certain obligations designed to 
promote compliance with Federal health care program and FDA 
requirements. We also agreed to notify healthcare providers about the 
settlement and inform them that they can report any questionable practices 
by Abbott's representatives to Abbott's Compliance Department or the 
Food & Drug Administration (FDA). 

Please call Abbott at XXXX or visit us at [insert name of web link] ifyou 
have questions about the settlement referenced above or to report any 
instances in which you believe that an Abbott representative inappropriately 
promoted a product or engaged in other questionable conduct. 
Alternatively, you may report any improper conduct associated with 
prescription drug marketing committed by an Abbott Representative to the 
FDA's Office of Prescription Drug Promotion at 301-796-1200. You should 
direct medical questions or concerns about the products to XXXXX. 

The CECO (or a designee) shall maintain a log of all calls and messages received 
in response to the notice. The log shall include a record and summary of each call and 
message received (whether anonymous or not), the status of the call or message, and any 
corrective action taken in response to the call or message. The log of all calls and 
messages received in response to the notice shall be made available to OIG upon request. 
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As part of the Implementation Report and each Annual Report, Abbott shall provide to 
the OIG a summary of the calls and messages received. 

N. Reporting ofPhysician Payments. 

1. Reporting of Payment Information. Quarterly Reporting: On or 
before January 1, 2013, Abbott shall post in a prominent position on its website an easily 
accessible and readily searchable listing of all U.S.-based physicians and Related Entities 
who or which received Payments (as defined in Section III.N.2) directly or indirectly 
from PPG during the third quarter of 2012 and the aggregate value of such Payments. 
Thereafter, 60 days after the end of each calendar quarter, Abbott shall post on its website 
a report of the cumulative value of the Payments provided to each physician and Related 
Entity during the preceding calendar quarter. 

Annual Reporting: On or betore March 31, 2013, and 90 days after the end of 
each subsequent calendar year, Abbott shall post on its website a report of the cumulative 
value of the Payments provided to all U.S.-based physicians and Related Entities directly 
or indirectly from PPG and reported in accordance with the preceding paragraph during 
the prior applicable calendar year. Each quarterly and annual report shall be easily 
accessible and readily searchable. 

Each listing made pursuant to this Section III.N shall include a complete list of all 
individual physicians or Related Entities to whom or which PPG made Payments in the 
preceding quarter or year (as applicable). Each listing shall be arranged alphabetically 
according to the physicians' last name or name ofRelated Entity. The Payment amounts 
in the lists shall be reported in the actual amount paid for all physicians or Related Entity 
on the listing. For each physician, the applicable listing shall include the following 
information: i) physician's full name; ii) name of any Related Entities (if applicable); iii) 
city and state of the physician's practice or the Related Entity; and (iv) the aggregate 
value of the payment(s) in the preceding quarter or year (as applicable). If payments for 
multiple physicians have been made to one Related Entity, the aggregate value of all 
payments to the Related Entity wil1 be the reported amount. 

2. Definitions and Miscellaneous Provisions. 

(i) Abbott shall continue to make each annual listing and the 
most recent quarterly listing ofPayments as described above in Section IILN available on 
its website during the term of the CIA. Abbott shall retain and make available to OIG, 
upon request, all supporting documentation, correspondence, and records related to all 
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applicable Payments and to the annual and/or quarterly listings of Payments. Nothing in 
this Section III.N affects the responsibility of Abbott to comply with (or liability for 
noncompliance with) all applicable Federal health care program requirements and state 
laws as they relate to all applicable Payments made to physicians or Related Entity. 

(ii) For purposes of Section III.N.l, ''Payments" is defined to 
include all "payments or transfers of value" as that term is defined in §1128G(e)(l0) 
under Section 6002 ofthe Patient Protection and Affordable Care Act (Public Law 111-
148) (Affordable Care Act) and any regulations promulgated thereunder. The term 
Payments includes, by way of example, the types of payments or transfers of value 
enumerated in §1128G(a)(l)(A)(vi) ofthe Affordable Care Act. The tenn includes all 
payments or transfers of value made to Related Entities on behalf of, at the request of, for 
the benefit or use of, or under the name of a physician for whom Abbott would otherwise 
report a Payment if made directly to the physician. The term Payments also includes any 
payments or transfers of value made, directly by Abbott or by a vendor retained by 
Abbott to a physician or Related Entity in connection with, or under the auspices of, a co­
promotion arrangement. 

(iii) For purposes of its annual and quarterly website postings as 
described above, and only with regard to payments made pursuant to product research or 
development agreements and clinical investigations as set forth in § 1128G(c)(E) ofthe 
Affordable Care Act, Abbott may delay the inclusion of such payments on its website 
listings consistent with § 1128G(c)(E) ofthe Act and any subsequent regulations 
promulgated thereunder. 

(iv) The tenn "Payments" does not include transfers of value or 
other items that are not included in or are excluded from the definition of "payment" as 
set forth in§ 1128G(e)(l0) under Section 6002 of the Affordable Care Act and any 
regulations promulgated thereunder. 

(v) For purposes of this Section III.N, the term "Related Entity" 
is defined to be any entity by or in which any physician receiving Payments is employed, 
has tenure, or has an ownership interest. 

0. Other Transparency/Disclosure Initiatives. 

Abbott represents that it posts, at least annually, information on its company 
website regarding educational grants and charitable donations to U.S medical and other 
health care professional organizations, patient organizations, academic institutions, 
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hospitals, medical education companies and other scientific associations in amounts of 
more than $200. The information posted on the company website includes: (1) 
definitions for the types of grants and donations posted; (2) list of recipients in 
alphabetical order; and (3) payment amount and purpose. Abbott shall continue to post 
(and provide updates to) the above"described information about PPG-supported 
educational grants and charitable donations throughout the term ofthis CIA. Abbott shall 
notifY the OIG in writing at least 60 days prior to any change in the substance of its 
policies regarding the funding of such educational grants and charitable donations or 
posting of the above"referenced information relating to such funding. 

Abbott represents that it requires all Consultants to fully comply with all 
applicable disclosure obligations relating to their relationship with Abbott that may be 
externally imposed on the Consultants based on their affiliation with fonnulary or P&T 
committees or committees associated with the development of treatment protocols or 
standards. Abbott shall continue this requirement throughout the term ofthis CIA. 
Abbott represents that within 120 days after the Effective Date, Abbott shall, if necessary, 
amend its policies relating to Consultants to explicitly state that Abbott requires all 
Consultants to fully comply with all applicable disclosure obligations relating to their 
relationship with Abbott that may be externally imposed on the Consultants based on 
their affiliation with fonnulary, P&T committees, or committees associated with the 
development of treatment protocols or standards or that are required by any HCI, medical 
committee, or other medical or scientific organization with which the Consultants are 
aftiliated. In addition, for any amendment to its contracts with Consultants and in any 
new contracts with Consultants entered into after 150 days following the Effective Date, 
Abbott shall include an explicit requirement that the Consultants fully comply with all 
applicable disclosure requirements, as referenced above in this paragraph. Abbott shall 
continue these disclosure requirements throughout the term of this CIA. 

Abbott represents that it expects all Authors of scientific publications to fully 
comply with the International Committee of Medical Journal Editors (ICMJE) criteria 
regarding authorship and disclosure of their relationship with Abbott and to disclose any 
potential conflicts of interest, including any financial or personal relationships that might 
be perceived to bias their work. Abbott further represents that it expects all Authors to 
fully comply with all other applicable disclosure obligations that may be externally 
imposed on them based on their affiliation with any publication, HCI, medical committee, 
or other medical or scientific organization, including scientific journals. Within 120 days 
after the Effective Date, Abbott, if necessary, shall amend its policies relating to Authors 
to explicitly state Abbott's requirement about full disclosure by Authors consistent with 
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the requirements of any publication, HCI, medical committee or other medical or 
scientific organization with which the Authors are affiliated. In addition, for any 
amendments to its contracts with Authors and in any new contracts with Authors entered 
into after 150 days following the Effective Date, Abbott shall include an explicit 
requirement that Authors disclose in their manuscripts, journal submissions, and 
elsewhere as appropriate or required, any potential conflicts of interest, including their 
financial or personal relationship with Abbott, the names of any individuals who have 
provided editorial support tor any manuscript or other publication, and all funding 
sources for the study or publication. 

To the extent not already accomplished, within 120 days after the Effective Date, 
Abbott shall register all clinical studies and report results of such clinical studies on the 
National Institutes of Health (NIH) sponsored website (www.clinicaltrials.gov) in 
compliance with all current federal requirements. Abbott shall continue to comply with 
Federal health care program requirements, or other applicable requirements relating to the 
registration and results reporting of clinical studies throughout the term of this CIA In 
addition, if there is a change in Federal health care program requirements, FDA 
requirements, NIH requirements, or other applicable requirements relating to registration 
and results reporting of clinical study information, Abbott shall fully comply with such 
requirements. Abbott also represents that its standards, processes and practices require 
that Abbott notify appropriate regulatory authorities, ethics committees and investigators 
of the discontinuation of clinical studies, and that Abbott shall maintain these or 
equivalent standards, processes and practices regarding discontinuation of clinical studies 
throughout the term of the CIA. 

To the extent not already accomplished, within 120 days after the Effective Date, 
Abbott shall post or make available infonnation on its company website about 
postmarketing commitments (PMCs) as defined by the FDA for Government Reimbursed 
Products. The Abbott website or links included therein shall provide access to general 
information about the PMC process, descriptions of ongoing Abbott studies, and 
information about the nature and status of FDA post-marketing commitments. Abbott 
shall continue to post or make available the above-described information about PMCs on 
its website or links included therein throughout the term of this CIA. 

IV. CHANGES TO BUSINESS UNITS OR LOCATIONS 

A. Change or Closure of Unit or Location. In the event that, after the Effective 
Date, Abbott changes locations or closes a business unit or location related to or engaged 
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in any ofthe Covered Functions, Abbott shall notifY OIG of this fact as soon as possible, 
but no later than within 30 days after the date of change or closure of the location. 

B. Purchase or Establishment ofNew Unit or Location. In the event that, after the 
Effective Date, Abbott purchases or establishes a new business unit or location related to 
or engaged in any of the Covered Functions, Abbott shall notifY OIG no later than five 
days after the date that the purchase or establishment of the new business unit or location 
is publicly disclosed by Abbott. This notification shall include the address of the new 
business unit or location, phone number, fax number, the location's Federal health care 
program provider number and/or supplier number(s) (if applicable); and the name and 
address of each Federal health care program contractor to which Abbott currently submits 
claims (if applicable). Each new business unit or location and all Covered Persons at 
each new business unit or location shall be subject to the applicable requirements of this 
CIA. 

C. Sale of Unit or Location. In the event that, after the Effective Date, Abbott 
proposes to sell any or all of its business units or locations that are subject to this CIA, 
Abbott shall notifY OIG of the proposed sale at no later than five days after the sale is 
publicly disclosed by Abbott. This notification shall include a description of the business 
unit or location to be sold, a brief description of the terms of the sale, and the name and 
contact infonnation of the prospective purchaser. This CIA shall be binding on the 
purchaser of such business unit or location, unless otherwise determined and agreed to in 
writing by the OIG. 

V. IMPLEMENTATION AND ANNUAL REPORTS 

A. Implementation Report. Within 150 days after the Effective Date, Abbott shall 
submit a written report to OIG summarizing the status of its implementation of the 
requirements of this CIA (Implementation Report). The Implementation Report shall, at a 
minimum, include: 

1. the name, address, phone number, and position description of the CECO 
required by Section IIJ.A, and a summary of other noncompliance job responsibilities the 
CECO may have; 

2. the names and positions of the members of the U.S. Pharmaceutical 
Compliance Committee required by Section III.A; 
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3. the names ofthe members ofthe Board of Directors or Board 
Committee referenced in Section III.A.3; 

4. the names and positions of the Certifying Employees required by Section 
III.A.4; 

5. a copy of Abbott's Code of Business Conduct required by Section 
III.B.l; 

6. the number of individuals required to complete the Code of Business 
Conduct certification required by Section III.B.l, the percentage of individuals who have 
completed such certification, and an explanation of any exceptions (the documentation 
supporting this information shall be available to oro, upon request); 

7. a summary of all Policies and Procedures required by Section III.B.3 (a 
copy of such Policies and Procedures shall be made available to OIG upon request); 

8. (a) a copy ofthe letter (including all attachments) required by Sections 
II.C.8 and III.B.2 sent to each party employing Third Party Personnel; (b) a list of all such 
existing co-promotions and other applicable agreements with the party employing the 
Third Party Personnel; and (b) a description of the entities' response to Abbott's letter; 

9. the following information regarding each type of training required by 
Section III.C: 

a. a description of such training, including a summary of the topics 
covered, the length of sessions, and a schedule of training sessions; 
and 

b. the number of individuals required to be trained, percentage of 
individuals actually trained, and an explanation of any exceptions. 

A copy of all training materials and the documentation supporting this information shall 
be available to OIG, upon request. 

10. the following information regarding the IRO(s): (a) identity, address, 
and phone number; (b) a copy of the engagement letter; and (c) information to 
demonstrate that the IRO has the qualifications outlined in Appendix A; (d) a summary 
and description of any and all current and prior engagements and agreements between 
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Abbott and the IRO; and (e) a certification from the IRO regarding its professional 
independence and objectivity with respect to Abbott; 

11. a description of the Disclosure Program required by Section III.F; 

12. a description of the process by which Abbott fulfills the requirements 
of Section III.G regarding Ineligible Persons; 

13. a certification by the CECO that the notice required by Section III.M 
was mailed to each HCP and HCI, the number of HCPs and HCis to whom the notice was 
mailed, a sample copy of the notice required by Section III.M, and a summary ofthe calls 
or messages received in response to the notice; 

14. a certification from the CECO that, if required under Section III.N and 
to the best of his/her knowledge, infonnation regarding Payments has been posted on 
Abbott's website as required by Section III.N; 

15. a list of all of Abbott's locations (including locations and mailing 
addresses) engaged in Covered Functions; the corresponding name under which each 
location is doing business; the corresponding phone numbers and fax numbers; each 
location's Federal health care program provider number and/or supplier number(s) (if 
applicable); and the name and address of any each Federal health care program contractor 
to which Abbott currently submits claims (if applicable); 

16. a description of Abbott's corporate structure, including identification of 
any parent and sister companies, subsidiaries, and their respective lines of business; and 

17. the certifications required by Section V.C. 

B. Annual Reports. Abbott shall submit to OIG annually a report with respect to 
the status of, and findings regarding, Abbott's compliance activities for each of the five 
Reporting Periods (Annual Report). 
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Each Annual Report shall include, at a minimum: 

1. any change in the identity, position description, or other noncompliance 
job responsibilities of the CECO and any change in the membership ofthe U.S. 
Phannaceutical Compliance Committee, the Board ofDirectors or Board Committee, or 
the group of Ce11ifying Employees described in Sections III.A.2-4; 

2. a copy of the resolution by the Board or Board Committee required by 
Section III.A.3; 

3. the number of individuals required to review Abbott's Code ofBusiness 
Conduct and complete the certifications required by Section III.B .l, the percentage of 
individuals who have completed such certifications, and an explanation of any exceptions 
(the documentation supporting this information shall be available to OIG, upon request); 

4. a summary of any significant changes or amendments to the Policies and 
Procedures required by Section III.B and the reasons for such changes~' change in 
applicable requirements); 

5. (a) a copy ofthe letter (including all attachments) required by Sections 
ll.C.8 and III.B.2 sent to each party employing Third Party Personnel; (b) a list of all such 
existing co-promotions and other applicable agreements with the party employing the 
Third Party Personnel; and (c) a description of the entities' response to Abbott's letter; 

6. the following information regarding each type of training required by 
Section III.C: 

a. a description of the initial and annual training, including a 
summary of the topics covered, the length of sessions, and a 
schedule of training sessions; and 

b. the number of Covered Persons required to complete the General 
and Specific Training, percentage of individuals who completed the 
training, and an explanation of any exceptions. 

A copy of all training materials and the documentation supporting this information shall 
be available to OIG, upon request. 
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7. a complete copy of all reports prepared pursuant to Sections IILE, along 
with a copy of the IRO's engagement letters; 

8. Abbott's response to the reports prepared pursuant to the reviews 
outlined in Sections IILE, along with corrective action plan(s) related to any issues raised 
by the reports; 

9. a summary and description of any and all current and prior engagements 
and agreements between Abbott and the IRQ (if different from what was submitted as 
part of the Implementation Report); 

10. a certification from the IRQ regarding its professional independence 
and objectivity with respect to Abbott; 

11. a summary of the disclosures in the disclosure log required by Section 
III.F that relate to Federal health care programs, FDA requirements, or Government 
Reimbursed Products; 

12. any changes to the process by which Abbott fulfills the requirements of 
Section III.G regarding Ineligible Persons; 

13. a summary describing any ongoing investigation or legal proceeding 
required to have been reported pursuant to Section III.H. The summary shall include a 
description of the allegation, the identity of the investigating or prosecuting agency, and 
the status of such investigation or legal proceeding; 

14. a summary of Reportable Events (as defined in Section III.l) identified 
during the Reporting Period and the status of any corrective and preventative action 
relating to all such Reportable Events; 

15. a summary describing any written communication with the FDA 
required to have been reported pursuant to Section III.J. This summary shall include a 
description ofthe matter and the status ofthe matter; 

16. a summary ofthe FFMP and the results ofthe FFMP required by 
Section III.K, including copies of the Observation report for any instances in which it was 
determined that improper promotion occurred and a description ofthe action(s) that 
Abbott took as a result of such determinations; 
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170 a summary of the Non-Promotional Monitoring Program and the results 
of the program described in Section IILL, including detailed description of any identified 
instances in which it was determined that the activities violated Abbott's policies or that 
improper promotion of Government Reimbursed Products occuned and a description of 
the action(s) Abbott took as a result of such determinations; 

180 a summary of the calls and messages received in response to the notice 
required by Section IlloM and the disposition ofthose calls and messages; 

19 0 a description of all changes to the most recently provided list of 
Abbott's locations (including addresses) as required by Section V .A.l5; the 
conesponding name under which each location is doing business; and the conesponding 
phone numbers and fax numbers; 

200 a description of any additional, updated, supplemental or changed 
information submitted to any Compendia in accordance with Section IIloB.3op; and a 
description of all arrangements, processing fees, and other payments or financial support 
(if any) with or made to any Compendia evaluated during the annual review described in 
Section III.B.3.p; and 

21. the certifications required by Section V.C. 

The first Annual Report shall be received by OIG no later than 90 days after the 
end ofthe first Repmiing Period. Subsequent Annual Reports shall be received by OIG 
no later than the anniversary date of the due date ofthe first Annual Report. 

C. Certifications. 

1 0 Certifying Employees: In each Annual Report, Abbott shall include the 
certifications of Certifying Employees as required by Section IIloA.4; 

20 Chief Ethics and Compliance Officer: In each Implementation Report 
and Annual Report, Abbott shall include the following individual certification by the 
CECO: 

10 to the best of his or her knowledge, except as otherwise described in the 
report, Abbott is in compliance with the requirements of this CIA; 

Abbott Laboratories 
Corporate Integrity Agreement 

Corporate Integrity Agreement 
United States v. Abbott Laboratories 

49 

Attachment E to Plea Agreement 



Case 1:12-cr-00026-SGW   Document 5-23    Filed 05/07/12   Page 50 of 88   Pageid#: 698

2. he or she has reviewed the report and has made reasonable inquiry 
regarding its content and believes that the information in the report is accurate and 
truthful; 

3. Abbott's: 1) Policies and Procedures as referenced in Section III.B.3 
above; 2) templates for standardized contracts and other similar documents; and 3) the 
training materials used for purposes of Section III.C all have been reviewed by competent 
legal counsel and have been found to be in compliance with all applicable Federal health 
care program and FDA requirements. In addition, to the best of his or her knowledge, 
Abbott's promotional materials containing claims or information about Government 
Reimbursed Products and other materials and infonnation intended to be disseminated 
outside Abbott have been reviewed by competent regulatory, medical, or, as appropriate, 
legal counsel in accordance with applicable Policies and Procedures to ensure that legal, 
medical, and regulatory concerns have been addressed by Abbott and brought to the 
attention of the appropriate individuals when required, and that the materials and 
infonnation when finally approved are in compliance with all applicable Federal health 
care program and FDA requirements. If the applicable legal requirements have not 
changed, after the initial review of the documents listed above, only material changes to 
the documents must be reviewed by competent regulatory, medical and/or legal counsel. 
The certification shall include a description of the document(s) reviewed and 
approximately when the review was completed. The documentation supporting this 
certification shall be available to OIG, upon request; and 

4. Abbott's call plans for Government Reimbursed Products were reviewed 
at least once during the Reporting Period (consistent with Section III.B.3.g) and, for each 
product the call plans were found to be consistent with Abbott's policy objectives as 
referenced above in Section III.B.3.g. 

D. Designation oflnformation. Abbott shall clearly identify any portions of its 
submissions that it believes are trade secrets, or information that is commercial or 
financial and privileged or confidential, and therefore potentially exempt from disclosure 
under the Freedom oflnformation Act (FOIA), 5 U.S.C. § 552. Abbott shall refrain from 
identifying any information as exempt from disclosure ifthat information does not meet 
the criteria for exemption from disclosure under FOIA. 

VI. NOTIFICATIONS AND SUBMISSION OF REPORTS 
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Unless otherwise stated in writing after the Effective Date, all notifications and 
reports required under this CIA shall be submitted to the following entities: 

010: 

Abbott: 

Administrative and Civil Remedies Branch 
Office of Counsel to the Inspector General 
Office of Inspector General 
U.S. Department of Health and Human Services 
Cohen Building, Room 5527 
330 Independence Avenue, S.W. 
Washington, DC 20201 
Telephone: 202.619.2078 
Facsimile: 202.205.0604 

Robert Funck 
Chief Ethics and Compliance Officer 
Abbott Laboratories 
Dept. 036X, Bldg. AP6C-1 
100 Abbott Park Road 
Abbott Part, IL 60064 
Telephone: 847.937.1231 
Facsimile: 847.938.1957 

Unless otherwise specified, all notifications and reports required by this CIA may be 
made by certified mail, overnight mail, hand delivery, or other means, provided that there 
is proof that such notification was received. For purposes ofthis requirement, internal 
facsimile confirmation sheets do not constitute proof of receipt. Upon request by 010, 
Abbott may be required to provide OIG with an electronic copy of each notification or 
report required by this CIA in searchable portable document format (pdf), either instead 
of or in addition to, a paper copy. 

VII. OIG INSPECTION, AUDIT, AND REVIEW RIGHTS 

In addition to any other rights 010 may have by statute, regulation, or contract, 
OIG or its duly authorized representative(s) may examine or request copies of Abbott's 
books, records, and other documents and supporting materials and/or conduct on-site 
reviews of any of Abbott's locations for the purpose of verifying and evaluating: (a) 
Abbott's compliance with the terms of this CIA; and (b) Abbott's compliance with the 

Abbott Laboratories 
Corporate integrity Agreement 

Corporate Integrity Agreement 
United States v. Abbott Laboratories 

51 

Atlachment E to Plea Agreement 



Case 1:12-cr-00026-SGW   Document 5-23    Filed 05/07/12   Page 52 of 88   Pageid#: 700

requirements of the Federal health care programs in which it participates and with all 
applicable FDA requirements. The documentation described above shall be made 
available by Abbott to OIG or its duly authorized representative(s) at all reasonable times 
for inspection, audit, or reproduction. Furthermore, for purposes ofthis provision, OIG or 
its duly authorized representative(s) may interview any of Abbott's employees, 
contractors, or agents who consent to be interviewed at the individual's place of business 
during normal business hours or at such other place and time as may be mutually agreed 
upon between the individual and OIG. Abbott shall assist OIG or its duly authorized 
representative(s) in contacting and arranging interviews with such individuals upon OIG's 
request. Abbott's employees may elect to be interviewed with or without a representative 
of Abbott present. 

VIII. DOCUMENT AND RECORD RETENTION 

Abbott shall maintain for inspection all documents and records relating to 
reimbursement from the Federal health care programs and to compliance with this CIA 
for six years (or longer if otherwise required by law) from the Effective Date. 

IX. DISCLOSURES 

Consistent with HHS's FOIA procedures, set forth in 45 C.F.R. Part 5, OIG shall 
make a reasonable effort to notifY Abbott prior to any release by OIG of information 
submitted by Abbott pursuant to its obligations under this CIA and identified upon 
submission by Abbott as trade secrets, or information that is commercial or financial and 
privileged or confidential, under the FOIA rules. With respect to such releases, Abbott 
shall have the rights set forth at 45 C.F.R. § 5.65(d). 

X. BREACH AND DEFAULT PROVISIONS 

Abbott is expected to fully and timely comply with all of its CIA obligations. 

A. Stipulated Penalties for Failure to Comply with Certain Obligations. As a 
contractual remedy, Abbott and OIG hereby agree that failure to comply with certain 
obligations as set forth in this CIA may lead to the imposition of the following monetary 
penalties (hereinafter referred to as "Stipulated Penalties") in accordance with the 
following provisions. 

1. A Stipulated Penalty of$2,500 (which shall begin to accrue on the day 
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after the date the obligation became due) for each day Abbott fails to establish and 
implement any of the following obligations as described in Section III: 

Abbott Laboratories 

a. a Chief Ethics and Compliance Officer; 

b. a U.S. Pharmaceutical Compliance Committee; 

c. the Board ofDirectors or Board Committee compliance 
obligations, including the resolution from the Board or Board 
Corrunittee; 

d. a written Code ofBusiness Conduct; 

e. written Policies and Procedures; 

f. the training of Covered Persons, Relevant Covered Persons, and 
Board Members; 

g. a Disclosure Program; 

h. Ineligible Persons screening and removal requirements; 

1. notification of Government investigations or legal proceedings; 

J. reporting ofReportable Events; 

k. notification of written communications with FDA as required by 
Section III.J; 

l. a program for FFMP as required by Section III.K; 

m. a program for Non-Promotional Monitoring Program as required 
by Section III.L; 

n. notification to HCPs and HCis as required by Section III.M; and 

o. posting of any Payments as required by Section Ill.N. 
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2. A Stipulated Penalty of $2,500 (which shall begin to accrue on the day 
after the date the obligation became due) for each day Abbott fails to engage and use an 
IRO as required in Section III.E and Appendices A~ B. 

3. A Stipulated Penalty of $2,500 (which shall begin to accrue on the day 
after the date the obligation became due) for each day Abbott fails to submit the 
Implementation Report or any Annual Reports to OIG in accordance with the 
requirements of Section V by the deadlines for submission. 

4. A Stipulated Penalty of $2,500 (which shall begin to accrue on the day 
after the date the obligation became due) for each day Abbott fails to submit any IRQ 
Review report in accordance with the requirements of Section III.E and Appendix B. 

5. A Stipulated Penalty of $1,500 for each day Abbott fails to grant access 
as required in Section VII. (This Stipulated Penalty shall begin to accrue on the date 
Abbott fails to grant access.) 

6. A Stipulated Penalty of$5,000 for each false certification submitted by 
or on behalf of Abbott as part of its Implementation Report, Annual Report, additional 
documentation to a report (as requested by the OIG), or otherwise required by this CIA. 

7. A Stipulated Penalty of$1,000 for each day Abbott fails to comply fully 
and adequately with any obligation of this CIA. OIG shall provide notice to Abbott 
stating the specific grounds for its detennination that Abbott has failed to comply fully 
and adequately with the CIA obligation(s) at issue and steps Abbott shall take to comply 
with the CIA. (This Stipulated Penalty shall begin to accrue 10 days after Abbott receives 
this notice from OIG ofthe failure to comply.) A Stipulated Penalty as described in this 
Subsection shall not be demanded for any violation for which OIG has sought a 
Stipulated Penalty under Subsections 1- 6 of this Section. 

B. Timely Written Requests for Extensions. Abbott may, in advance of the due 
date, submit a timely written request for an extension oftime to perfom1 any act or file 
any notification or report required by this CIA. Notwithstanding any other provision in 
this Section, if OIG grants the timely written request with respect to an act, notification, 
or report, Stipulated Penalties for failure to perform the act or file the notification or 
report shall not begin to accrue until one day after Abbott fails to meet the revised 
deadline set by OIG. Notwithstanding any other provision in this Section, if OIG denies 
such a timely written request, Stipulated Penalties for failure to perfonn the act or tile the 
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notification or report shall not begin to accrue until three business days after Abbott 
receives OIG's written denial of such request or the original due date, whichever is later. 
A "timely written request" is defined as a request in writing received by OIG at least five 
business days prior to the date by which any act is due to be performed or any notification 
or report is due to be filed. 

C. Payment of Stipulated Penalties. 

1. Demand Letter. Upon a finding that Abbott has failed to comply with 
any of the obligations described in Section X.A and after determining that Stipulated 
Penalties are appropriate, OIG shall notifY Abbott of: (a) Abbott's failure to comply; and 
(b) OIG 's exercise of its contractual right to demand payment of the Stipulated Penalties 
(this notification is referred to as the "Demand Letter"). 

2. Response to Demand Letter. Within 10 days after the receipt ofthe 
Demand Letter, Abbott shall either: (a) cure the breach to OIG's satisfaction and pay the 
applicable Stipulated Penalties or (b) request a hearing before an HHS administrative law 
judge (ALJ) to dispute OIG's determination of noncompliance, pursuant to the agreed 
upon provisions set forth below in Section X.E. In the event Abbott elects to request an 
ALJ hearing, the Stipulated Penalties shall continue to accrue until Abbott cures, to OIG's 
satisfaction, the alleged breach in dispute. Failure to respond to the Demand Letter in one 
of these two manners within the allowed time period shall be considered a material breach 
of this CIA and shall be grounds for exclusion under Section X.D. 

3. Form of Payment. Payment ofthe Stipulated Penalties shall be made by 
electronic funds transfer to an account specified by OIG in the Demand Letter. 

4. Independence from Material Breach Determination. Except as set forth 
in Section X.D.l.d, these provisions for payment of Stipulated Penalties shall not affect or 
otherwise set a standard for OIG's decision that Abbott has materially breached this CIA, 
which decision shall be made at OIG's discretion and shall be governed by the provisions 
in Section X.D, below. 

D. Exclusion for Material Breach of this CIA. 

1. Definition of Material Breach. A material breach of this CIA means: 

a. a repeated or flagrant violation of the obligations under this CIA, 
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including, but not limited to, the obligations addressed in Section 
X. A; 

b. a failure by Abbott to report a RepOiiable Event and take 
corrective action as required in Section III.I; 

c. a failure to engage and use an IRO in accordance with Section 
III.E and Appendices A-B; 

d. a failure to respond to a Demand Letter concerning the payment 
of Stipulated Penalties in accordance with Section X.C; or 

e. a failure of the Board or Board Committee to issue a resolution in 
accordance with Section IILAJ. 

2. Notice of Material Breach and Intent to Exclude. The parties agree that 
a material breach ofthis CIA by Abbott constitutes an independent basis for Abbott's 
exclusion from participation in the Federal health care programs. Upon a determination 
by OIG that Abbott has materially breached this CIA and that exclusion is the appropriate 
remedy, OIG shall notify Abbott of: (a) Abbott's material breach; and (b) OIG's intent to 
exercise its contractual right to impose exclusion (this notification is hereinafter referred 
to as the "Notice of Material Breach and Intent to Exclude"). 

3. Opportunity to Cure. Abbott shall have 30 days from the date of receipt 
ofthe Notice of Material Breach and Intent to Exclude to demonstrate to OIG's 
satisfaction that: 

Abbott Laboratories 

a. Abbott is in compliance with the obligations of the CIA cited by 
OIG as being the basis for the material breach; 

b. the alleged material breach has been cured; or 

c. the alleged material breach calUlot be cured within the 30 day 
period, but that: (i) Abbott has begun to take action to cure the 
material breach; (ii) Abbott is pursuing such action with due 
diligence; and (iii) Abbott has provided to OIG a reasonable 
timetable for curing the material breach. 
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4. Exclusion Letter. If, at the conclusion of the 30 day period, Abbott fails 
to satisfY the requirements of Section X.D.3, OIG may exclude Abbott from participation 
in the Federal health care programs. OIG shall notify Abbott in writing of its 
determination to exclude Abbott (this letter shall be referred to hereinafter as the 
"Exclusion Letter"). Subject to the Dispute Resolution provisions in Section X.E, below, 
the exclusion shall go into effect 30 days after the date of Abbott's receipt of the 
Exclusion Letter. The exclusion shall have national effect and shall also apply to all other 
Federal procurement and nonprocurement programs. Reinstatement to program 
participation is not automatic. After the end of the period of exclusion, Abbott may apply 
for reinstatement by submitting a written request for reinstatement in accordance with the 
provisions at 42 C.F.R. §§ 1001.3001-.3004. 

E. Dispute Resolution 

l. Review Rights. Upon OIG's delivery to Abbott of its Demand Letter or 
of its Exclusion Letter, and as an agreed-upon contractual remedy for the resolution of 
disputes arising under this CIA, Abbott shall be afforded certain review rights comparable 
to the ones that are provided in 42 U.S.C. § l320a-7(f) and 42 C.F.R. Part 1005 as ifthey 
applied to the Stipulated Penalties or exclusion sought pursuant to this CIA. Specifically, 
OIG's determination to demand payment of Stipulated Penalties or to seek exclusion shall 
be subject to review by an HHS ALJ and, in the event of an appeal, the HHS 
Departmental Appeals Board (DAB), in a manner consistent with the provisions in 42 
C.F.R. § 1005.2-1005.21. Notwithstanding the language in 42 C.P.R.§ 1005.2(c), the 
request for a hearing involving Stipulated Penalties shall be made within 10 days after 
receipt of the Demand Letter and the request for a hearing involving exclusion shall be 
made within 25 days after receipt of the Exclusion Letter. 

2. Stipulated Penalties Review. Notwithstanding any provision of Title 42 
of the United States Code or Title 42 of the Code ofFederal Regulations, the only issues 
in a proceeding for Stipulated Penalties under this CIA shall be: (a) whether Abbott was 
in full and timely compliance with the obligations of this CIA for which OIG demands 
payment~ and (b) the period ofnoncompliance. Abbott shall have the burden of proving 
its full and timely compliance and the steps taken to cure the noncompliance, if any. OIG 
shall not have the right to appeal to the DAB an adverse ALJ decision related to 
Stipulated Penalties. If the ALJ agrees with OIG with regard to a finding of a breach of 
this CIA and orders Abbott to pay Stipulated Penalties, such Stipulated Penalties shall 
become due and payable 20 days after the ALJ issues such a decision unless Abbott 
requests review ofthe ALJ decision by the DAB. If the ALJ decision is properly 
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appealed to the DAB and the DAB upholds the determination of OIG, the Stipulated 
Penalties shall become due and payable 20 days after the DAB issues its decision. 

3. Exclusion Review. Notwithstanding any provision ofTitle 42 ofthe 
United States Code or Title 42 of the Code of Federal Regulations, the only issues in a 
proceeding for exclusion based on a material breach of this CIA shall be: 

a. whether Abbott was in material breach of this CIA; 

b. whether such breach was continuing on the date of the Exclusion 
Letter; and 

c. whether the alleged material breach could not have been cured 
within the 30·day period, but that: (i) Abbott had begun to take 
action to cure the material breach within that period; (ii) Abbott has 
pursued and is pursuing such action with due diligence; and (iii) 
Abbott provided to OIG within that period a reasonable timetable for 
curing the material breach and Abbott has followed the timetable. 

For purposes of the exclusion herein, exclusion shall take effect only after 
an ALJ decision favorable to OIG, or, if the ALJ rules for Abbott, only after a DAB 
decision in favor ofOIG. Abbott's election of its contractual right to appeal to the DAB 
shall not abrogate OIG's authority to exclude Abbott upon the issuance of an ALJ's 
decision in favor ofOIG. If the ALJ sustains the determination ofOIG and determines 
that exclusion is authorized, such exclusion shall take effect 20 days after the ALJ issues 
such a decision, notwithstanding that Abbott may request review of the ALJ decision by 
the DAB. Ifthe DAB finds in favor ofOIG after an ALJ decision adverse to OIG, the 
exclusion shall take effect 20 days after the DAB decision. Abbott shall waive its right to 
any notice of such an exclusion if a decision upholding the exclusion is rendered by the 
ALJ or DAB. If the DAB finds in favor of Abbott, Abbott shall be reinstated effective on 
the date ofthe original exclusion. 

4. Finality of Decision. The review by an ALJ or DAB provided for above 
shall not be considered to be an appeal right arising under any statutes or regulations. 
Consequently, the pa1iies to this CIA agree that the DAB's decision (or the ALJ's 
decision if not appealed) shall be considered final for all purposes under this CIA. 

XI. EFFECTIVE AND BINDING AGREEMENT 
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Abbott and OIG agree as follows: 

A. Except as provided in clause F below, this CIA shall be binding on the 
successors, assigns, and transferees of Abbott; 

B. This CIA shall become final and binding on the date the final signature is 
obtained on the CIA; 

C. This CIA constitutes the complete agreement between the parties and may not 
be amended except by written consent ofthe parties to this CIA; 

D. The undersigned Abbott signatories represent and warrant that they are 
authorized to execute this CIA. The undersigned OIG signatory represents that he is 
signing this CIA in his official capacity and that he is authorized to execute this CIA. 

E. This CIA may be executed in counterparts, each of which constitutes an 
original and all of which constitute one and the same CIA. Facsimiles of signatures shall 
constitute acceptable, binding signatures for purposes of this CIA. 

F. If, in connection with the Transaction, Abbott causes the Pharmaceutical 
Company to expressly agree to be bound by all of the terms and conditions of, and to 
assume all the obligations of Abbott under, this CIA, then the Transaction shall 
automatically, and without any further action by Abbott, the Diversified Company, the 
Pham1aceutical Company, the OIG, the United States or any instrumentality thereof, 
effect a novation of this CIA as of the Effective Time of the Transaction, with the 
Pharmaceutical Company becoming the party to and replacing Abbott in all respects 
under this CIA, whereupon the Pharmaceutical Company shall be fully responsible tor 
complying with the CIA, and neither Abbott nor the Diversified Company shall have any 
obligation or liability under this CIA whatsoever. 
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ON BEIIALF OF ABBOTT LABORATORiES 

ROBERT E. FUNCK 

Vice President, Chief Ethics and 
Compliance Officer 
Abbott Labor to ·ie, 

E'lliAN tv!. POSNER, ESQ. 

Covington & Burling 
Counsel for Abbott Laboratories 
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ON BEHALF OF THE OFFICJt OF INSPECTOR GENERAL 

01<' THE DEPARTMENT OF HEALTH AND HUMAN SERVICES 
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Appendix A to Corporate Integrity Agreement 

Independent Review Organization 

This Appendix contains the requirements relating to the Independent Review 
Organization (IRO) required by Section III.E of the CIA. 

A. IRO Engagement. 

Abbott shall engage an IRO (or IRO(s)) that possesses the qualifications set forth 
in Paragraph B, below, to perform the responsibilities in Paragraph C, below. The IRO 
shall conduct the review in a professionally independent and objective fashion, as set 
forth in Paragraph D. Within 30 days after OIG receives the information identified in 
Section V.A.lO of the CIA or any additional information submitted by Abbott in response 
to a request by OIG, whichever is later, OIG will notify Abbott if the IRO is 
unacceptable. Absent notification from OIG that the IRO is unacceptable, Abbott may 
continue to engage the IRO. 

If Abbott engages a new IRO during the term of the CIA, this IRO shall also meet 
the requirements of this Appendix. If a new IRO is engaged, Abbott shall submit the 
information identified in Section V.A.IO of the CIA to OIG within 30 days of 
engagement of the IRO. Within 30 days after OIG receives this information or any 
additional information submitted by Abbott at the request of OIG, whichever is later, 
OIG will notify Abbott if the IRO is unacceptable. Absent notification from OIG that the 
IRO is unacceptable, Abbott may continue to engage the IRO. 

B. IRO Qualifications. 

The IRO shall: 

1. assign individuals to conduct the IRO Reviews who have expertise in the 
pharmaceutical industry and have expertise in applicable Federal health care program and 
FDA requirements that relate to the Covered IRO Functions, including expertise relating 
to research regarding pharmaceutical products, publication activities associated with 
such research, and marketing and promotional activities associated with pharmaceutical 
products. The assigned individuals shall be experienced in risk identification and 
mitigation in relation to pharmaceutical product marketing and promotion. The assigned 
individuals also shall be knowledgeable about the general requirements of the Federal 
health care programs under which Abbott products are reimbursed; 

2. assign individuals to design and select the samples for the IRO Transactions 
Reviews who are knowledgeable about appropriate statistical sampling techniques; and 
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3. have sufficient staff and resources to conduct the reviews required by the CIA 
on a timely basis. 

C. IRO Responsibilities. 

The IRO shall: 

1. perform each component of each IRO Review in accordance with the specific 
requirements of the CIA; 

2. follow all applicable Federal health care program and FDA requirements in 
making assessments in each IRO Review; 

3. if in doubt of the application of a particular Federal health care program or 
FDA requirement, request clarification from the appropriate authority(~, CMS or 
FDA); 

4. respond to all OIG inquiries in a prompt, objective, and factual manner; and 

5. prepare timely, clear, well-written reports that include all the information 
required by Appendix B to the CIA. 

D. Independence and Objectivity. 

The IRO must perform the IRO Reviews in a professionally independent and 
objective fashion, as defined in the most recent Government Auditing Standards issued 
by the United States Government Accountability Office. 

E. IRO Removal/Termination. 

1. Abbott Termination oflRO. If Abbott terminates its IRO or ifthe IRO 
withdraws from the engagement during the term of the CIA, Abbott must submit a notice 
explaining its reasons for termination or the reason for withdrawal to OIG no later than 
30 days after termination or withdrawal. Abbott must engage a new IRO in accordance 
with Paragraph A of this Appendix and within 60 days of the termination or withdrawal 
ofthe IRO. 

2. OIG Removal of fRO. In the event OIG has reason to believe that the IRO does 
not possess the qualifications described in Paragraph B, is not independent and/or 
objective as set forth in Paragraph D, or has failed to carry out its responsibilities as 
described in Paragraph C, OIG may, at its sole discretion, require Abbott to engage a new 
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IRO in accordance with Paragraph A of this Appendix. Abbott must engage a new IRO 
within 60 days of termination ofthe IRO. 

Prior to requiring Abbott to engage a new IRO, OIG shall notify Abbott of its 
intent to do so and provide a written explanation of why OIG believes such a step is 
necessary. To resolve any concerns raised by OIG, Abbott may present additional 
information regarding the IRO's qualifications, independence or performance of its 
responsibilities. OIG will attempt in good faith to resolve any differences regarding the 
IRO with Abbott prior to requiring Abbott to terminate the IRO. However, the final 
determination as to whether or not to require Abbott to engage a new IRO shall be made 
at the sole discretion ofOIG. 
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APPENDIX B TO CIA FOR ABBOTT LABORATORIES 

INDEPENDENT REVIEW ORGANIZATION REVIEWS 

I. Covered Functions Review, General Description 

As specified more fully below, Abbott shall retain an Independent Review 
Organization (IRO) to perform reviews (IRO Reviews) to assist Abbott in assessing and 
evaluating its systems, processes, policies, procedures, and practices related to certain of 
Abbott's Promotional Functions and Product Related Functions, including Managed 
Healthcare Related Functions, as well as Abbott's Risk Assessment and Mitigation 
Processes (collectively "Covered IRO Functions"). The IRO Review shall consist of two 
components- a systems review (Systems Review) and a transactions review 
(Transactions Review) as described more fully below. Abbott may engage, at its 
discretion, a single IRO to perform both components of the IRO Review provided that the 
entity has the necessary expertise and capabilities to perform both. 

Ifthere are no material changes in Abbott's systems, processes, policies, and 
procedures relating to the Covered IRO Functions, the IRO shall perform the Systems 
Review for the first and fourth Reporting Periods. If Abbott materially changes its 
systems, processes, policies, and procedures relating to the Covered IRO Functions, the 
IRO shall perform a Systems Review for the Reporting Period(s) in which such changes 
were made in addition to conducting the Review for the first and fourth Reporting 
Periods. The additional Systems Review(s) shall consist of: 1) an identification of the 
material changes; 2) an assessment of whether other systems, processes, policies, and 
procedures previously reported did not materially change; and 3) a review of the systems, 
processes, policies, and procedures that materially changed. The IRO shall conduct the 
Transactions Review for each Reporting Period of the CIA. 

II. IRO Systems Review 

A. Description of Reviewed Policies and Procedures 

The Covered IRO Functions Systems Review shall be a review of Abbott's 
systems, processes, policies, and procedures (including the controls on those systems, 
processes, policies, and procedures) relating to certain of the Covered IRO Functions. 
Where practical, Abbott personnel may compile documentation, schedule and organize 
interviews, and undertake other efforts to assist the IRO in performing the Systems 
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Review. The IRO is not required to undertake a de novo review of the information 
gathered or activities undertaken by Abbott in accordance with the preceding sentence. 

Specifically, the IRO shall review Abbott's systems, processes, policies, and procedures 
associated with the following (hereafter "Reviewed Policies and Procedures"): 

1) Abbott's systems, processes, policies, and procedures applicable to 
the manner in which Abbott representatives (including sales 
representatives, marketing personnel, personnel from the Integrated 
Managed Healthcare group, and/or GMA departments) handle requests or 
inquiries relating to information about the uses of Government Reimbursed 
Products (including non-FDA-approved (i.e., off-label) uses of Government 
Reimbursed Products) and the dissemination of materials relating to the 
uses of these products. This review shall include: 

Abbott Laboratories 

a) the manner in which Abbott sales representatives handle 
requests for information about off-label uses of Government 
Reimbursed Products (e.g., by referring all such requests to 
GMI personnel at Abbott); 

b) the manner in which GMA personnel, including those at 
Abbott's headquarters, handle and respond to requests for 
information about off-label uses of Government Reimbursed 
Products (including tracking the requests and using pre­
approved materials for purposes of responding to the request); 

c) the form and content of information and materials related to 
Government Reimbursed Products disseminated to 
physicians, pharmacists, or other health care professionals 
(collectively "HCPs"), and health care institutions (HCis), 
payors, and formulary decision-makers by Abbott; 

d) Abbott's systems, processes, policies, and procedures 
(including the Inquiries Database) to track requests for 
information about off-label uses of products and responses to 
those requests; 
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e) the manner in which Abbott collects and supports information 
reported in any systems used to track and respond to requests 
for product information, including its Inquiries Database; 

f) the processes and procedures by which GMI, the Office of 
Ethics and Compliance, or other appropriate individuals 
within Abbott identify situations in which it appears that off­
label or other improper promotion may have occurred; and 

g) Abbott's processes and procedures for investigating, 
documenting, resolving, and taking appropriate disciplinary 
action for potential situations involving improper promotion. 

2) Abbott's systems, processes, policies, and procedures applicable to 
the manner and circumstances under which its GMA personnel (including 
any medical science liaisons, clinical executives, or analogous personnel) 
participate in meetings or events with HCPs or HCis (either alone or with 
sales representatives) regarding Government Reimbursed Products and the 
role of the medical personnel at such meetings or events; 

3) Abbott's systems, processes, policies, and procedures relating to 
Abbott's internal review of promotional materials related to Government 
Reimbursed Products disseminated to HCPs, HCis and government payors 
and individuals or entities acting on behalf ofHCPs or HCis; 

4) Abbott's systems, policies, processes and procedures relating to 
incentive compensation for Relevant Covered Persons who are sales 
representatives, with regard to whether the systems, policies, processes, and 
procedures are designed to ensure that financial incentives do not 
inappropriately motivate such individuals to engage in the improper 
promotion, sales, and marketing of Government Reimbursed Products. 
This shall include a review of the bases upon which compensation is 
determined and the extent to which compensation is based on product 
performance. To the extent that Abbott establishes different methods of 
compensation for different Government Reimbursed Products, the IRQ 
shall review each type of compensation arrangement separately; 

5) Abbott's systems, processes, policies, and procedures relating to the 
development and review of call plans (as defined in Section III.B.3.g of the 
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CIA) for Government Reimbursed Products. This shall include a review of 
the bases upon which HCPs and HCis belonging to specified medical 
specialties are included in, or excluded from, the call plans based on 
expected utilization of Government Reimbursed Products for FDA­
approved uses or non-FDA-approved uses; 

6) Abbott's systems, processes, policies, and procedures relating to 
Sample Distribution Plans (as defined in Section III.B.3.h of the CIA). 
This shall include a review of the bases upon, and circumstances under, 
which HCPs and HCis belonging to specified medical specialties or types 
of clinical practice may receive samples from Abbott (including, separately, 
from Abbott sales representatives and other Abbott personnel or 
components). It shall also include a review of whether samples of 
Products are distributed by Abbott through sales representatives or are 
distributed from a central location and the rationale for the manner of 
distribution; 

7) Abbott's systems (including any centralized electronic systems), 
processes, policies, and procedures relating to PPG speaker programs, 
speaker training programs, and all events and expenses relating to such 
engagements or arrangements; 

8) Abbott's systems, processes, policies, and procedures relating to 
non-speaker related consultant or other fee-for-service arrangements PPG 
entered into with HCPs or HCis as defined in Section III.L.l of the CIA) 
and all events and expenses relating to such engagements and 
arrangements; 

9) Abbott's systems, processes, policies, and procedures relating to 
Abbott's funding, directly or indirectly, of Third Party Educational 
Activities (as defined in Section II.C.9 of the CIA) and all events and 
expenses relating to such activities; 

10) Abbott's systems, processes, policies, and procedures relating to the 
submission of information about any Government Reimbursed Product to 
any compendia such as Drugdex or other published source of information 
used in connection with the determination of coverage by a Federal health 
care program for the product ("Compendia"). This includes any initial 
submission of information to any Compendia and the submission of any 
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additional, updated, supplemental, or changed information, (M.:., any 
changes based on Abbott's discovery of erroneous or scientifically unsound 
information or data associated with the information in the Compendia). The 
review shall also assess Abbott's processes relating to its annual review of 
all arrangements, processing fees, or other payments or financial support (if 
any) provided to any Compendia; 

11) Abbott's systems, processes, policies, and procedures 
relating to sponsorship of Research, as defined in Section III.B.3.q and 
Section III.L.2 of the CIA, and to Publication Activities as defined in 
Section III.L.3 of the CIA including the decision to provide financial or 
other support for such research; the manner in which support is provided 
for such research; and publication activities associated with research, 
including the publication of information about the trial outcomes; 

12) Abbott's systems, processes, policies and procedures 
relating to authorship of any articles or other publications about 
Government Reimbursed Products or therapeutic areas or disease states that 
may be treated with Government Reimbursed Products, as defined in 
Section III.B.3.r and Section III.L.3 of the CIA, including, but not limited 
to, the disclosure of any and all relationships between the author and 
Abbott, the identification of all authors or contributors (including 
professional writers, if any) associated with a given publication, and the 
scope and breadth of research results made available to each author or 
contributor; 

13) Abbott's systems, policies, processes, and procedures applicable to 
the manner and circumstances under which PPG personnel (including sales 
representatives, medical science liaisons, or analogous personnel) 
participate in meetings with government payors, pharmacy benefit 
managers (PBMs), or other individuals or entities under contract with or 
acting on behalf of government payors (collectively, "Government payors") 
regarding Government Reimbursed Products and the role of the Abbott 
personnel at such meetings; 

14) the form and content of information and materials disseminated by 
Abbott to Government payors and Abbott's systems, policies, processes, 
and procedures relating to Abbott's internal review and approval of 
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information and materials related to Government Reimbursed Products 
disseminated to Government payors by Abbott; and 

15) Abbott's systems, processes, policies and procedures relating to Risk 
Assessment and Mitigation Processes, as defined in Section III.D of the 
CIA. This shall include a review of the processes for developing, 
maintaining and using the regulatory history documents for Government 
Reimbursed Products, and the processes and standards relating to the 
conduct of the PPD Material Review Board, PPD Management Review, 
PPG Safety Review Board and PPG Safety Council meetings. This review 
shall include: 

a) 

b) 

c) 
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developing, maintaining and using the regulatory history 
documents and a review of the type of information included 
in regulatory history documents to assess whether those 
systems, standards, and processes are resulting in documents 
that contain the appropriate information to assist in the 
identification of potential promotional risks associated with 
the product; 

a review of the functional areas of the Abbott organization 
that participate in the PPD Review Board, PPD Management 
Review, PPG Safety Review Board, and PPG Safety Council 
meetings and the information considered during each 
respective type of meeting to assess whether each type of 
cross-functional board or group is provided the appropriate 
responsibilities and sources of information to identify 
potential risks associated with Government Reimbursed 
Products and Abbott activities relating to such products; 

a review of the systems, standards, and processes used by the 
PPD Review Board, PPD Management Review, PPG Safety 
Review Board, and PPG Safety Council to generate follow-up 
action items for identified risks associated with Government 
Reimbursed Products and Abbott activities relating to such 
products to assess how follow-up or action items are 
generated for identified risks and whether additional follow­
up or action items would be appropriate; and 
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d) a review of the systems, standards, and processes used by the 
PPD Review Board, PPD Management Review, PPG Safety 
Review Board, and PPG Safety Council to track and manage 
follow-up or action items to assess whether all such items are 
appropriately tracked and implemented or resolved, including 
identifying individuals responsible for the follow-up or action 
item. 

B. IRQ Systems Review Report 

The IRQ shall prepare a report based upon each Systems Review. For each of the 
Reviewed Policies and Procedures identified in Section II.A above, the report shall 
include the following items: 

1) a description of the documentation (including policies) reviewed and 
any personnel interviewed; 

2) a detailed description of Abbott's systems, policies, processes, and 
procedures relating to the items identified in Sections II.A.l-15 above, 
including a general description of Abbott's control and accountability 
systems (~, documentation and approval requirements, and tracking 
mechanisms) and written policies regarding the Reviewed Policies and 
Procedures; 

3) a description of the manner in which the control and accountability 
systems and the written policies relating to the items identified in Sections 
II.A.l-15 above are made known or disseminated within Abbott; 

4) a detailed description of any system(s) used to track and respond to 
requests for information about Government Reimbursed Products 
(including the Inquiries Database); 

5) findings and supporting rationale regarding any weaknesses in 
Abbott's systems, processes, policies, and procedures relating to the 
Reviewed Policies and Procedures, if any; and 

6) recommendations to improve any of the systems, policies, processes, 
or procedures relating to the Reviewed Policies and Procedures, if any. 
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Ill. IRO Transaction Review 

As described more fully below in Sections III.A-F, the Transactions Review shall 
include: (1) a review of Abbott's call plans and Abbott's call plan review process; (2) a 
review of Sampling Events as defined below in Section III.B; (3) a review of records 
relating to a sample of the Payments that are reported by Abbott pursuant to Section III.N 
of the CIA; (4) a review of records relating to Abbott's Risk Assessment and Mitigation 
Processes; (5) a review of Research and Publications Activities as set forth below in 
Section III.D; and (6) a review of up to three additional items identified by the OIG in 
accordance with Section III.E.l.b of the CIA (hereafter "Additional Items"). The IRO 
shall report on all aspects of its reviews. 

A. IRO Review of Abbott's Call Plans and Call Plan Review Process 

The IRO shall conduct a review and assessment of Abbott's review of its call 
plans for Government Reimbursed Products as set forth in Section III.B.3.g of the CIA. 
Abbott shall provide the IRO with: i) a list of Government Reimbursed Products 
promoted by Abbott during the Reporting Period; ii) information about the FDA­
approved uses for each such product; and iii) the call plans for each such product. Abbott 
shall also provide the IRO with information about the reviews of call plans that Abbott 
conducted during the Reporting Period and any modifications to the call plans made as a 
result of Abbott's reviews. 

For each call plan, the IRO shall select a sample of 50 of the HCPs and HCis 
included on the call plan. For each call plan, the IRO shall compare the sampled HCPs 
and HCis against the criteria(~ medical specialty or practice area) used by Abbott in 
conducting its review and/or modifying the call plan. The IRO shall seek to determine 
whether Abbott followed its criteria and Policies and Procedures in reviewing and 
modifying the call plan. 

The IRO shall note any instances in which it appears that the sampled HCPs or 
HCis on a particular call plan are inconsistent with Abbott's criteria relating to the call 
plan and/or Abbott's Policies and Procedures. The IRO shall also note any instances in 
which it appears that Abbott failed to follow its criteria or Policies and Procedures. 

B. IRO Review of the Distribution of Samples of Abbott Government Reimbursed 
Products 
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The IRO shall conduct a review and assessment of the distribution of samples of 
Government Reimbursed Products to HCPs and HCis. Abbott shall provide the IRO 
with: i) a list of Government Reimbursed Products for which Abbott distributed samples 
during the Reporting Period; ii) information about the FDA-approved uses for each such 
product; and iii) information about Abbott's policies and procedures relating to the 
distribution of samples of each type of product, including Abbott's Sample Distribution 
Plan showing which types of samples may be distributed by sales representatives to 
HCPs and HCis of particular medical specialties or types of clinical practices. Abbott 
shall also provide the IRO with information about the reviews of Sample Distribution 
Plans that Abbott conducted during the Reporting Period as set forth in Section III.B.3.h 
of the CIA and any modifications to the distribution plans made as a result of Abbott's 
reviews. 

For each Government Reimbursed Product for which Abbott distributed samples 
during the Reporting Period, the IRO shall randomly select a sample of 50 separate 
instances in which Abbott provided samples of the product to HCPs or HCis. Each such 
instance shall be known as a "Sampling Event." 

For each Sampling Event, the IRO shall review all documents and information 
relating to the distribution of the sample to the HCP or HCI. The reviewed materials 
shall include materials about the following: 1) the quantity, dosage, and form of the 
Abbott product provided to the HCP or HCI; 2) the identity and type of medical specialty 
or clinical practice of the HCP or HCI; 3) which individual Abbott sales representative or 
department provided the sample to the HCP or HCI; and 4) the manner and mechanism 
through which the sample was requested (~, sample request form, letter or call to 
Sample Operations). 

For each Sampling Event, the IRO shall evaluate whether the sample was provided 
to an HCP or HCI whose medical specialty or clinical practice is consistent with the uses 
of the Government Reimbursed Product approved by the FDA and whether the sample 
was distributed by an Abbott representative in a manner consistent with Abbott's sample 
distribution policy for the product(s) provided during the Sampling Event. To the extent 
that a sample was provided to an HCP or HCI by an Abbott representative other than a 
sales representative, the IRO shall contact the HCP or HCI by letter. The letter shall 
request that the HCP or HCI: I) verify that he/she/it received the quantity and type of 
samples identified by the IRO as the Sampling Event; 2) verify that he/she/it requested 
the samples provided during the Sampling Event; 3) explain or confirm its type of 
medical specialty or clinical practice; and 4) identify the basis for requesting the sample 
(M., conversations with a Abbott sales representative, conversation with a representative 
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of Abbott's GMI department, independent research or knowledge of the HCP or HCI, 
etc.). 

For each Sampling Event, the IRQ shall compare the medical specialty and type of 
clinical practice of the HCPs and HCis that received the sample with uses of the 
Government Reimbursed Product approved by the FDA. The IRO shall note any 
instances in which it appears that the medical specialty or clinical practice of the HCPs or 
HCis that received a sample during a Sampling Event were not consistent with the uses 
of the Government Reimbursed Product approved by the FDA. For each such situation, 
the IRO shall note the process followed by Abbott in determining that it was appropriate 
to provide a sample to such HCP or HCI and the basis for such determination. The IRQ 
shall also note any instances in which it appears that Abbott failed to follow its Sample 
Distribution Plan for the Government Reimbursed Products (s) provided during the 
Sampling Event. 

C. IRQ Review of Physician Payment Listings 

1. Information Contained in Physician Payment Listings 

For purposes of the IRO review as set forth in this Section III.C, each annual 
listing of physicians and Related Entities who received Payments (as defined in Section 
III.N of the CIA) from PPG shall be referred to as the "Physician Payment Listing" or 
"Listing." For each physician and Related Entity, each Physician Payment Listing shall 
include the following information: i) physician's full name; ii) name of Related Entity (if 
applicable); iii) city and state of the physician's practice or the Related Entity; and (iv) 
the aggregate value of the Payment(s) in the preceding year(s). 

For purposes of this IRQ review, the term "Control Documents" shall include all 
documents or electronic records associated with each Payment reflected in the Physician 
Payments Listing for a sampled physician and/or Related Entity. For example, the term 
"Control Documents" includes, but is not limited to, documents relating to the nature, 
purpose, and amount of all Payments reflected in the Listing; contracts relating to the 
Payment(s) reflected in the Listing; documents relating to the occurrence ofPayment(s) 
reflected in the Listing; documents reflecting any work product generated in connection 
with the Payment(s); documents submitted by sales representatives or headquarters 
personnel to request approval for the Payment(s); and business rationale or justification 
forms relating to the Payment(s). 

2. Selection of Sample for Review 
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For each Reporting Period, the OIG shall have the discretion to identify up to 50 
physicians or Related Entities from the applicable Physician Payment Listing that will be 
subject to the IRO review described below. If the OIG elects to exercise this discretion, it 
shall notify the IRO at least 90 days prior to the end of the Reporting Period, of the 
physicians and/or Related Entities subject to the IRO review. If the OIG elects not to 
exercise its discretion as described above, the IRO shall randomly select 50 physicians 
and/or Related Entities to be included in the review. For each selected physician and/or 
Related Entity, the IRO shall review the entry in the Physician Payment Listing and the 
Control Documents relating to Payments reflected in the Listing identified by the IRO as 
necessary and sufficient to validate the Payment information in the Listing. 

3. IRO Review of Control Documents for Selected Physicians and/or Related 
Entities 

For each physician and/or Related Entity selected as part of the sample, the IRO 
shall review the Control Documents identified by the IRO as necessary and sufficient to 
validate each Payment reflected in the Listing to evaluate the following: 

a) Whether Control Documents are available relating to each 
Payment reflected in the Listing for the sampled physician 
and/or Related Entity; 

b) Whether the Control Documents were completed and 
archived in accordance with the requirements set forth in 
Abbott's policies; 

c) Whether the aggregate value of the Payment(s) as reflected in 
the Listing for the sampled Physician is consistent with the 
value of the Payments(s) reflected in the Control Documents; 
and 

d) Whether the Control Documents reflect that Abbott's policies 
were followed in connection with Payment(s) reflected in the 
Listing ~. all required written approvals for the activity 
were obtained in accordance with Abbott's policies). 

4. Identification of Material Errors and Additional Review 
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A Material Error is defined as any of the following: 

a) A situation in which all required Control Documents relating 
to Payments reflected in the Listing for the sampled physician 
and/or Related Entity do not exist and: 

1. no corrective action was initiated prior to the selection of 
the sampled physicians and/or Related Entities; or 

n. the IRO cannot confirm that Abbott otherwise followed its 
policies and procedures relating to the entry in the Listing 
for the sampled physician or Related Entity, including its 
policies and procedures relating to any Payment(s) 
reflected in the Listing; or 

b) Information or data is omitted from key fields in the Control 
Documents that prevents the IRO from assessing compliance 
with Abbott's policies and procedures, and the IRO cannot 
obtain this information or data from reviewing other Control 
Documents. 

If a Control Document does not exist, but Abbott has initiated corrective action 
prior to the selection of the sampled physicians and/or Related Entities, or if a Control 
Document does not exist but the IRO can determine that Abbott otherwise followed its 
policies and procedures with regard to each entry in the Listing for a sampled physician 
or Related Entity, the IRO shall consider such a situation to be an exception (rather than a 
Material Error) and the IRO shall report the situation as such. Similarly, the IRO shall 
note as exceptions any Control Documents for which non-material information or data is 
omitted. 

If the IRO identifies any Material Errors, the IRO shall conduct such Additional 
Review of the underlying Payment associated with the erroneous Control Documents as 
may be necessary to determine the root cause of the Material Errors. For example, the 
IRO may need to review additional documentation and/or conduct interviews with 
appropriate personnel to identify the root cause of the Material Error(s) discovered. 

D. IRO Review of Risk Assessment and Mitigation Processes 
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As described briefly in Section III.D of the CIA, Abbott implemented certain 
standardized risk assessment and mitigation standards, processes, and practices that are 
collectively known as the "Risk Assessment and Mitigation Processes". Abbott's Risk 
Assessment and Mitigation Processes include: 

1) regulatory history documents developed by Regulatory Affairs and 
used by Regulatory Affairs, Medical, Marketing and/or Legal functions to 
identify and mitigate potential promotional risks associated with actively 
promoted Government Reimbursed Products. These documents contain the 
relevant regulatory history relating to advertising and promotion of the 
Government Reimbursed Product, including agency feedback, product 
labeling history, and FDA enforcement activity (if any) with respect to the 
product and/or the product class; 

2) activities of the PPD Material Review Board, which conducts cross­
functional reviews (by Medical, Regulatory Affairs, Marketing Operations, 
Commercial and Quality Assurance) of certain promotional and non­
promotional materials; 

3) activities of the PPD Management Review Board, which is a 
management level forum that reviews the outcomes of PPD Material 
Review Board meetings and identifies additional action items as 
appropriate and includes members from Quality and Regulatory. 
Responsibilities include review of contact from relevant government 
agencies; 

4) activities of the PPG Safety Review Board, which oversees cross-
functional activities related to PPG products and monitors operational 
performance relevant to drug safety. Members include senior 
representatives from Pharmacovigilance, Clinical Development and 
Regulatory Affairs; and 

5) activities of the PPG Safety Council, which provides PPG 
management oversight, governance, and review of significant safety issues 
involving PPG products. Members include senior management of Research 
& Development, Regulatory Affairs and Legal Regulatory & Compliance. 

Regulatory Affairs and/or Quality are represented in all of the above-referenced 
review teams. Based on the outcomes of these Risk Assessment and Mitigation 
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Processes, PPG develops and implements actions designed to mitigate any identified 
risks. Abbott shall maintain these or equivalent standards, processes, and practices 
throughout the term of the CIA. 

The IRO shall conduct annual reviews and assessments of Abbott's Risk 
Assessment and Mitigation Processes. In connection with the IRO review, Abbott shall 
provide the IRO with a list of Government Reimbursed Products promoted by Abbott 
during the Reporting Period and a list of PPD Material Review Board, PPD Management 
Review, PPG Safety Review Board and PPG Safety Council meetings that occurred 
during the Reporting Period. At least 120 days prior to the end of the Reporting Period, 
Abbott shall provide to OIG a list of Government Reimbursed Products promoted by 
Abbott. OIG shall have the option to select and notify Abbott (no later than 90 days prior 
to the end of the Reporting Period) of three Government Reimbursed Products to be 
reviewed by the IRO in connection with the review of the Risk Assessment and 
Mitigation Process. If OIG does not identify products for review, the IRO shall select the 
products to be reviewed. 

For each Reporting Period, the IRO will review the following records with respect 
to each of the following elements of the Risk Assessment and Mitigation Processes: 

1) Regulatory history documents: with respect to three (3) currently 
promoted Government Reimbursed Products and a sample often (10) 
promotional materials related to each product that were approved during the 
Reporting Period and which are currently in use, the IRO will review 
whether: (a) there is an approved regulatory history document; (b) the 
regulatory history document has been reviewed by Regulatory Affairs at 
least annually to ensure it is complete and current; (c) required training on 
the regulatory history documents has been provided to Covered Persons 
responsible for creating, reviewing and/or approving proposed promotional 
materials related to Government Reimbursed Products; and (d) for the 
selected promotional materials, there is documentation showing that the 
regulatory history documents were used as required by existing policies and 
procedures. 

2) PPD Material Review Board: the IRO will review whether: (a) 
meetings of the PPD Material Review Board took place as per policies and 
procedures; (b) agendas and meeting minutes were prepared and retained; 
(c) materials or other documentation were presented at or reviewed in the 
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meeting(s); and (d) follow up or action items were identified and, if so, 
were acted upon and/or resolved. 

3) PPD Management Review: the IRQ will review whether: (a) 
meetings of the PPD Management Review Committee took place as per 
policies and procedures; (b) agendas and meeting minutes were prepared 
and retained; (c) materials or other documentation were presented at or 
reviewed in the meeting(s); and (d) follow up or action items were 
identified and, if so, acted upon and/or resolved. 

4) PPG Safety Review Board: the IRQ will review whether: (a) 
meetings occurred as specified in the applicable policies and procedures; 
(b) required core members attended the meetings; (c) agendas, materials or 
other documentation were presented at or reviewed in the meeting(s) as per 
policies and procedures; (d) meeting minutes were timely published to 
members as per policies and procedures; (e) decisions were documented 
and communicated to Safety Review Board Members as per policies and 
procedures; (f) Issue Management Teams were formed as per procedures 
and, if so, whether the Team's progress was monitored; and (g) follow up 
or action items were identified and, if so, were acted upon and/or resolved. 

5) PPG Safety Council: the IRQ will review any topics referred to the 
Safety Council during the review period and determine whether: (a) a 
meeting was scheduled as per policies and procedures; (b) appropriate 
representatives from the key functional areas per the applicable policy 
(which does not include sales or marketing) attended the meeting; (c) 
agendas, materials or other documentation were presented at or reviewed in 
the meeting; (d) meeting minutes were timely published to members as 
required; (e) follow up or action items were identified and, if so, were 
documented, acted upon and/or resolved. 

E. IRQ Review of Research and Publications Activities 

The IRQ shall conduct a review and assessment of Abbott's Research and 
Publications Activities as described in Section III.L of the CIA. 

Review of Research Activities: Abbott shall provide the IRQ with a list of Research 
activities (as defined in Section III.B.3.q of the CIA) that occurred during the Reporting 
Period, and the IRQ shall select a sample of 15 such activities, which sample includes a 
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review of each type of Research (i.e., post-marketing clinical trials, investigator-initiated 
studies (liS), and post-marketing observational studies.) The IRO shall review samples 
of each type of Research in proportion to the relative numbers of each type of Research 
that occurred during the reporting period. Abbott shall provide the IRO with documents 
relating to the Research Activities sufficient for the IRO to conduct the reviews outlined 
below. 

For each sampled Research activity, the IRO will review whether: (i) the activity was 
approved consistent with Abbott's standards, policies, procedures and processes, 
including obtaining required medical, scientific and/or regulatory approvals to confirm 
the activity was reviewed to determine there is a legitimate, scientific need or merit for 
the activity; (ii) there is an executed written agreement with the Researcher that meets the 
requirements of Abbott's standards, policies and procedures; and (iii) the Research was 
initiated, directed and/or funded by Abbott's Global Pharmaceutical Research and 
Development organization pursuant to Abbott's policies. 

In addition, if PPG discontinues any PPG clinical study for a Government Reimbursed 
Product during a Reporting Period for safety-related reasons pursuant to Abbott's 
policies, Abbott shall provide the IRO with copies of notifications that Abbott provided 
to regulatory authorities, ethics committees, and investigators about the discontinuation 
of the studies. The IRO shall review the notifications to determine whether Abbott 
notified regulatory authorities, ethics committees, and investigators in accordance with 
applicable Abbott standards, policies, procedures, and processes. 

Review of Publication Activities: Abbott shall provide the IRO with a list of Publication 
Activities (as defined in Section III.L.3 of the CIA) that occurred during the Reporting 
Period, and the IRO shall select a sample of20 Publication Activities for review. More 
specifically, the IRO shall review Publication Activities associated with 10 abstracts and 
10 manuscripts. Abbott shall provide the IRO with copies of the Publications and 
documents relating to the Publication Activities sufficient for the IRO to conduct the 
review outlined below. 

The IRO will review the selected Publication Activities to test whether the Publication 
Activity was consistent with Abbott's standards, policies, procedures and processes, 
including those that require: i) review and approval by PPG's medical, scientific and/or 
regulatory affairs organizations prior to Abbott submission to verify the content presents 
scientific information in a balanced way that does not exclude or inappropriately 
downplay negative safety or health information; ii) incorporation of ICMJE criteria for 
identifying Authors; iii) disclosure of financial or other support provided by Abbott; iv) 
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acknowledgement of other contributors; v) disclosure of potential conflicts of interest; vi) 
access to data; and vii) avoidance of redundant publications (unless permitted by a 
journal/congress or otherwise of scientific value). 

F. IRO Review of Additional Items 

As set forth in Section III.E.l. b of the CIA, for each Reporting Period, the 0 I G at 
its discretion may identify up to three additional items for the IRO to review (hereafter 
"Additional Items"). No later than 150 days prior to the end ofthe applicable Reporting 
Period, the OIG shall notify Abbott of the nature and scope of the IRO review to be 
conducted for each of the Additional Items. Prior to undertaking the review of the 
Additional Items, the IRO and/or Abbott shall submit an audit work plan to the OIG for 
approval and the IRO shall conduct the review of the Additional Items based on a work 
plan approved by the OIG. The IRO shall include information about its review of each 
Additional Item in the Transactions Review Report (including a description of the review 
conducted for each Additional Item; the IRO's findings based on its review for each 
Additional Item; and the IRO's recommendations for any changes in Abbott's systems, 
processes, policies, and procedures based on its review of each Additional Item). 

Abbott may propose to the OIG that its internal audit(s) and/or reviews conducted 
as part of the Field Force Monitoring Program described in Section III.K of the CIA or 
the Monitoring ofNon-Promotional Activities Program described in Section III.L of the 
CIA be substituted, subject to the Verification Review requirements set forth below, for 
one or more of the Additional Items that would otherwise be reviewed by the IRO for the 
applicable Reporting Period. The OIG retains sole discretion over whether, and in what 
manner, to allow Abbott's internal audit work and monitoring activities to be substituted 
for a portion of the Additional Items review conducted by the IRO. 

In making its decision, the OIG agrees to consider, among other factors, the nature 
and scope of Abbott's planned internal audit work and monitoring activities, the results of 
the Transactions Review(s) during prior Reporting Period(s), and Abbott's demonstrated 
audit capabilities to perform the proposed audit work internally. If the OIG denies 
Abbott's request to permit its internal audit work or monitoring activities to be 
substituted for a portion of the IRO's review of Additional Items in a given Reporting 
Period, Abbott shall engage the IRO to perform the Review as outlined in this Section III. 

If the OIG agrees to permit certain of Abbott's internal audit work for a given 
Reporting Period to be substituted for a portion of Additional Items review, such internal 
work would be subject to verification by the IRO (Verification Review). In such an 
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instance, the OIG would provide additional details about the scope of the Verification 
Review to be conducted by the IRO. However, for purposes of any Verification Review, 
the IRO shall review at least 20% of the sampling units reviewed by Abbott in its internal 
audits. 

G. Transactions Review Report 

For each Reporting Period, the IRO shall prepare a report based on its 
Transactions Review. The report shall include the following: 

1) General Elements to Be Included in Report 

a) Review Objectives: A clear statement of the objectives 
intended to be achieved by each part of the review; 

b) Review Protocol: A detailed narrative description of the 
procedures performed and a description of the sampling unit 
and universe utilized in performing the procedures for each 
sample reviewed; and 

c) Sources of Data: A full description of documentation and 
other information, if applicable, relied upon by the IRO in 
performing the Transactions Review. 

2) Results to be Included in Report 

The following results shall be included in each Transaction Review Report: 

(Relating to the Call Plan Reviews) 

a) 

b) 

Abbott Laboratories 
Corporate Integrity Agreement 
Appendix B 

Corporate Integrity Agreement 
United States v. Abbott Laboratories 

a list of the Government Reimbursed Products promoted by 
Abbott during the Reporting Period and a summary of the 
FDA-approved uses for such products; 

for each Government Reimbursed Product which was 
promoted during the Reporting Period: i) a description of the 
criteria used by Abbott in developing or reviewing the call 
plans and for including or excluding specified types of HCPs 
or HCis from the call plans; ii) a description of the review 
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conducted by Abbott of the call plans and an indication of 
whether Abbott reviewed the call plans as required by Section 
III.B.3.g of the CIA; iii) a description of all instances for 
each call plan in which it appears that the HCPs and HCis 
included on the call plan are inconsistent with Abbott's 
criteria relating to the call plan and/or Abbott's Policies and 
Procedures; and iv) a description of all instances in which it 
appears that Abbott failed to follow its criteria or Policies and 
Procedures relating to call plans or the review of the call 
plans; 

c) the findings and supporting rationale regarding any 
weaknesses in Abbott's systems, processes, policies, 
procedures, and practices relating to Abbott's call plans or the 
review of the call plans, if any; 

d) recommendations, if any, for changes in Abbott's systems, 
processes, policies, procedures, and practices that would 
correct or address any weaknesses or deficiencies uncovered 
during the Transactions Review with respect to call plans or 
the review of the call plans; 

(Relating to the Sampling Event Reviews) 

e) 
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for each Government Reimbursed Product distributed during 
the Reporting Period: i) a description of Sample Distribution 
Plan (including whether sales representatives may provide 
samples for the product and, if so, to HCPs or HCis of which 
medical specialty or type of clinical practice a sales 
representative may provide samples); ii) a detailed description 
of any instances in which it appears that the medical specialty 
or clinical practice of the HCPs or HCis that received a 
sample during a Sampling Event was not consistent with the 
uses of the product approved by the FDA. This description 
shall include a description of the process followed by Abbott 
in determining that it was appropriate to provide a sample to 
such HCP or HCI and the basis for such determination; and 
iii) a detailed description of any instances in which it appears 
that Abbott failed to follow its Sample Distribution Plan for 

19 

Attachment E to Plea Agreement 



Case 1:12-cr-00026-SGW   Document 5-23    Filed 05/07/12   Page 84 of 88   Pageid#: 732

the Government Reimbursed Product( s) provided during the 
Sampling Event; 

f) the findings and supporting rationale regarding any 
weaknesses in Abbott's systems, processes, policies, 
procedures, and practices relating to Abbott's distribution of 
samples of Government Reimbursed Products, if any; 

g) recommendations, if any, for changes in Abbott's systems, 
processes, policies, procedures, and practices that would 
correct or address any weaknesses or deficiencies uncovered 
during the Transactions Review with respect to the 
distribution of samples; 

(Relating to the Physician Payment Listing Reviews) 

h) 

i) 

j) 
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a description of the entries in the Physician Payment Listing 
for each physician or Related Entity sampled and a 
description of Control Documents reviewed in connection 
with each selected physician or Related Entity; 

for each sampled physician or Related Entity, findings and 
supporting rationale as to whether: (i) all required Control 
Documents exist; (ii) each Control Document was completed 
in accordance with all of the requirements set forth in the 
applicable Abbott policy; (iii) the aggregate value of the 
Payment(s) as reflected in the Listing for the sampled 
physician or entity is consistent with the value of the 
Payment(s) reflected in the Control Documents; (iv) each 
Control Document reflects that Abbott's policies were 
followed in connection with the underlying activity reflected 
in the document (~, all required approvals were obtained); 
and (v) disciplinary action was undertaken in those instances 
in which Abbott policies were not followed; 

for each sampled physician or Related Entity unit reviewed, 
an identification and description of all exceptions discovered. 
The report shall also describe those instances in which 
corrective action was initiated prior to the selection of the 
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sampled physicians or Related Entities, including a 
description of the circumstances requiring corrective action 
and the nature of the corrective action; 

k) if any Material Errors are discovered in any sample unit 
reviewed, a description of the error, the Additional Review 
procedures performed and a statement of findings as to the 
root cause( s) of the Material Error; 

(Relating to the Review of Risk Assessment Mitigation Processes) 

1) 

m) 

n) 

o) 
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a list of Government Reimbursed Products promoted by 
Abbott during the Reporting Period; an identification of the 
three Government Reimbursed Products for which regulatory 
history documents and associated promotional materials were 
reviewed by the IRO for the reporting period; and a 
description of the promotional materials that were reviewed 
for each of the three Government Reimbursed Products; 

a list of the PPD Material Review Board, PPD Management 
Review, PPG Safety Review Board and PPG Safety Council 
meetings that occurred during the Reporting Period; a 
description of the types of materials that were reviewed in 
connection with the meetings for each board or group; a 
description of the types of risks that may have been identified 
during the meetings; and a description of the types of follow­
up or action items that may have been reviewed and/or 
identified during the meetings; 

for each set of PPD Material Review Board, PPD 
Management Review, PPG Safety Review Board and PPG 
Safety Council meetings for which follow-up or action items 
were identified as a way to address identified risks, whether 
the follow-up or action items were completed and/or 
addressed; 

for each set of regulatory history documents reviewed 
(including associated promotional materials) and each set of 
PPD Material Review Board, PPD Management Review, PPG 
Safety Review Board and PPG Safety Council meetings 
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reviewed, an identification and description of all instances in 
which required activity was not completed in accordance with 
applicable Abbott standards, policies, procedures and 
processes (including an explanation of the way in which the 
activity failed to meet Abbott standards, policies, procedures, 
and processes); 

p) for each set of regulatory history documents reviewed 
(including associated promotional materials) and each set of 
PPD Material Review Board, PPD Management Review, PPG 
Safety Review Board and PPG Safety Council meetings 
reviewed, the IRO' s findings and supporting rationale 
regarding any weaknesses or deficiencies in Abbott's 
systems, processes, policies, procedures, and practices 
relating to the Risk Assessment and Mitigation Processes, if 
any; 

q) recommendations, if any, for changes in Abbott's systems, 
processes, policies, procedures, and practices that would 
correct or address any weaknesses or deficiencies uncovered 
during the Transactions Review with respect to the Risk 
Assessment and Mitigation Processes; 

(Relating to the Review of Research and Publication Activities) 

Abbott Laboratories 

r) a description of each Research Activity reviewed, including an 
identification of the types of documents and information 
reviewed in connection with each sampled Research Activity and 
an assessment of whether the reviewed Research Activity and/or 
related documentation was completed in accordance with 
applicable Abbott standards, policies, procedures and processes; 

s) for each discontinued clinical study reviewed by the IRO (if any), 
a description of the discontinued study; and an assessment of 
whether Abbott notified all regulatory authorities, ethics 
committees, and investigators about the discontinuation in 
accordance with Abbott's standards, processes and practices; 

t) a description of each Publication Activity reviewed, including an 
identification of the types of documents and information 
reviewed in connection with each sampled Publication 
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Activity and an assessment of whether the reviewed 
Publication Activity and/or related documentation was 
completed in accordance with applicable Abbott standards, 
policies, procedures and processes; 

u) for each Research and Publication Activity reviewed, an 
identification and description of all instances in which 
required activity and/or documentation was not completed in 
accordance with applicable Abbott standards, policies, 
procedures and processes (including an explanation of the 
way in which the reviewed Research or Publication Activity 
failed to meet Abbott standards, policies, procedures, and 
processes); 

v) the IRO's findings and supporting rationale regarding any 
weaknesses or deficiencies in Abbott's systems, processes, 
policies, procedures, and practices relating to Abbott's 
Research and Publications Activities, if any; 

x) recommendations, if any, for changes in Abbott's systems, 
processes, policies, and procedures that would correct or 
address any weaknesses or deficiencies uncovered during the 
Transactions Review with respect to Research and 
Publications Activities. 

(Relating to the Review of Additional Items) 

y) 

z) 

aa) 

bb) 
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for each Additional Item reviewed, a description of the 
review conducted; 

for each Additional Item reviewed, the IRO's findings based 
on its review; 

for each Additional Item reviewed, the findings and 
supporting rationale regarding any weaknesses in Abbott's 
systems, processes, policies, procedures, and practices 
relating to the Additional Item, if any; 

for each Additional Item reviewed, recommendations, if any, 
for changes in Abbott's systems, processes, policies, and 
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procedures that would correct or address any weaknesses or 
deficiencies uncovered during the review. 
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