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CLERK'S OFFICE U.8. pIST.
AT ABINGDON, VA ©

FILED

IN THE UNITED STATES DISTRICT COURT MAY 07 2012

FOR THE WESTERN DISTRICT OF VIRGINIA JULIA LDUD
ABINGDON DIVISION BY: @%
K

UNITED STATES
V. Criminal No. / / Q(”Eo?(a
ABBOTT LABORATORIES ,

PLEA AGREEMENT

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)(1)(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, United States Code, Sections 331(a), 333(a)(1), 352(a) and 352(f)(1) 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(¢)(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)(1)(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)(1)(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)(1).

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:
€)) $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)(1)(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. 11(c)(1)(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. 11(c)(I)(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

g
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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:

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.
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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:
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.

Plea Agreement
United States v. Abbott Laboratories

Annual Chief Executive Qfficer (“CEQ?”) 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 Olfficer and/or a

representative from the Responsible Entity’s U.S. 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 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.

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 CEOQ'’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

Authorized Corporate Officer’s Initials:
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Entity’s Chief Compliance Olfficer and/or a representative from the
Responsible Entity’s U.S. 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 effect 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.

3. Reportable Events: Fifteen days after the end of each calendar
quarter (that is, by January 15 for the calendar quarter ending
December 31, April 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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addressing the subject matter of the Reportable Event, whether the
Reportable Event was an isolated or systemic occurrence, the
company’s response (o 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.

4. 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.

S The probation office may share any information it receives from
the Responsible Entity with the United States Attorney’s Office.
6. 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
U.S. 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 “U.S. 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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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  semior  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 U.S. 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 wuse 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)(1)(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 offense
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. 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.

B. 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.

C. 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

D. 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:

¢)) 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 of this 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.

bue: FV |12 C%AQ_

Laura J. Schumacher

Executive Vice-President, General Counsel, and Secretary
of Abbott Laboratories

Authorized Corporate Officer

ABBOTT LABORATORIES

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;

1
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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.

b S/ 7/ 12 Theedme v, will,
i Theodore V. Wells, Esquire
Paul, Weiss, Rifkind, Wharton & Gatrrison
Counsel for Abbott Laboratorles

Date: 5:/7/ < ﬁﬂ/\% fWJ

Mark Filip, Esquire (/
Kirkland & Ellis LLP

Counsel for Abbott Laboratories

R/ 7"@& / Z,&\/

Timothy J. Heaphy & 7
United States Attorney
Western District of Virginia

Rick A. Mountcastle, Assistant United States Attorney
Randy Ramseyer, Assistant United States Attomey
Carol Wallack, Trial Attorney, U.S. Dept. Of Justice
Lauren Bell, Trial Attorney, U.S. Dept. Of Justice

Jill Furman, Asst. Director, Consumer Protection Branch
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CERTIFICATE

I, John A. Berry, do hereby certify that | 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 lllinois with
its principal office at 100 Abbott Park Road, Abbott Park, Lake County. lllinois; that | 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 April 27, 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, | have affixed my name as Assistant Secretary and
h.'a,'ve caused the corporate seal of Abbott Laboratories to be hereunto affixed as of this
39~day of April, 2012.

P ) qit aboy:'\q)}
Johf A. Berry 2NN
Assistant Secretary X QC

Plea Agreement Attached Board Resolution
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J X
IN THE UNITED STATES DISTRICT COURT BY:u ot o
FOR THE WESTERN DISTRICT OF VIRGINIA PUTY CLERK

ABINGDON DIVISION

UNITED STATES
Criminal No. /. /2 (Rl

:  Violations: 21 U.S.C. §§ 331(a), 333(a)(1),
ABBOTT LABORATORIES : 352(a) & 352(f)(1)

V.

INFORMATION

COUNT ONE
Introduction of Misbranded Drug into Interstate Commerce
21 U.S.C. §§ 331(a), 333(a)(1), 352(a) and 352(f)(1)

The United States Attorney charges that:

1. 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
Puerto Rico to various locations throughout the United States, including the Western District of
Virginia, quantities of Depakote (a’k/a Depakote DR), Depakote ER, and Depakote Sprinkle
(hereinafier 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(f)(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
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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)(1), 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)(1).

Information Attachment A to Plea Agreement
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NOTICE OF FORFEITURE

1. Upon conviction of the offense alleged in this Information, ABBOTT
LABORATORIES shall forfeit to the United States quantities of Depakote, Depakote ER and
Depakote Sprinkie that were misbranded when introduced into interstate commerce, pursuant to
21 US.C. §334and 28 US.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 difigence, 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: ﬂ 7/ l

AL /Z,zw

TIMOTHY J. HEARBHY
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 Furman, Assistant Director, U.S. Dept. of Justice, Consumer Protection Branch
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CLERK'S OFFicE .

S.D
AT ABINGDON, v COURT
FILED '

IN THE UNITED STATES DISTRICT COURT MAY ¢ 7 2012
FOR THE WESTERN DISTRICT OF VIRGINIA
ABINGDON DIVISION BY: DLEA, CLERK
UNITED STATES

V. Criminal No. //c?@&(p

ABBOTT LABORATORIES

AGREED STATEMENT OF FACTS
Introduction

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”),
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21 U.S.C. §§ 331(a), 333(a)(1), 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. §§ 331(a), 333(a)(1), 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
of the FDCA, 21 U.S.C. §§ 331(a), 333(a)(1), 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 (“NDA”) 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
(1) 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)(1), 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 migraine:s.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 valproate® 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 of 20
mg/kg/day. A significantly higher proportion of valproate 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 valproate 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 of the Unapproved Use of Depakote 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 of Valproate in the Treatment of Behavioral Agitation Associated with
Dementia” (“M96-4917). In a letter to ABBOTT dated January 28, 1997, FDA expressed its
reservations about what inferences could be drawn from the study’s outcome.> 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 of Depakote for mania based on this study.*

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

3 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 11 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 if Depakote improved any
“signs or symptoms of mania.” One of these tools was the Cohen-Mansfield Agitation Inventory
(“CMALI”). This was the only measurement tool that showed a positive result. Improvement in
the CMALI 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].”” 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.  Intwo separate peer-reviewed medical journal 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 “[nJone of the 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.”’ 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.”®
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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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.’

c. ABBOTT trained the LTC sales force to promote Depakote to healthcare
providers and employees of nursing homes as advantageous over atypical antipsychotics
(“ATPs”) 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, e.g., training material titled
“Maximizing the Long Term Care Market Opportunity.”'® 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 ATPs, namely the prohibition
against giving such patients antipsychotic drugs unless indicated for a specific condition,

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

9

10

See Attachment 8.
See Attachment 9.
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dose reductions, and the requirement for behavior management rather than ATPs
whenever possible.

d. ABBOTT paid its LTC sales force bonuses based on its sales of Depakote,
which included sales of Depakote 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™).!" A private entity, accredited by ACCME,
designated the Guide as continuing medical education (“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

11

12

See Attachment 10.
See Attachment 11.
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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 (LTCPPs) that included provisions regarding the payment of rebates to the
LTCPPs based on increases in the use of Depakote in the nursing homes serviced by the
LTCPPs. 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.

i. ABBOTT funded and created and caused the creation of programs and
materials to train the LTCPPs’ 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 LTCPP, ABBOTT sent a check in the
amount of $16,250 to fund a letter sent by the LTCPP to 4,000 doctors who prescribed

ATPs and 1,000 doctors who prescribed benzodiazepine medications to patients in
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nursing homes.”> ABBOTT’s LTC National Account Manager (“NAM”) emailed the

LTC sales force stating that this LTCPP had *“sent out a targeted Depakote ER mailing to

the top 4,000 prescribers of [ATPs] and top 1000 prescriberslof benzodiazepines within

[the LTCPP’s] facilities.”"* The LTC NAM further stated that “[t]he purpose of the

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

benzodiazepines for patients with dementia related behaviors” and that the LTCPP’s
letter to the doctors “strongly position[ed] Depakote ER vs the [ATPs 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."

L 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 2001, 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

99 &6

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

¥ See Attachment 12.
4 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:

[Tlhere 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 of 22 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 “T1 2006 Plan- O-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 April 2006, Abbott revised the presentation to
include two slides about fhe 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.

€. ABBOTT sent medical information letters to healthcare providers who
requested information about the use of Depakote 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 of Depakote 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

(“ATPs”).
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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 “M99-010 Study”) of the use of Depakote in combination with certain ATPs 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 ATPs 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 ATPs
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 M99-010 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 M99-010 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 ATP compared to an ATP alone, the article did state that the Depakote
combination therapy was observed to show statistically significant improvement over ATP
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 M99-010 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. ATP] alone), we could still argue for study 010’s applicability to add-
on” therapy.'®

29.  InMarch 2003, ABBOTT conducted another study (referred to as the “M02-547
Study”) of Depakote ER combined with certain ATPs 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 ATPs 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 ATPs than those treated
with one of the ATPs alone. Patients treated with Depakote ER combination therapy also had a
significant decrease in platelet counts compared to those treated with an ATP 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 ATP 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 of Depakote 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.

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

Page 19 of 24



Case 1:12-cr-00026-SGW Document 5-2 Filed 05/07/12 Page 20 of 24 Pageid#: 50

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 “010 Communication Plan” set forth ABBOTT’s
strategies for dissemination of the results of the M99-010 Study,'” and ABBOTT
executed part of this plan by, among other things, providing the favorable results of the
study to healthcare 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
M99-010 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 M99-010 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.”"® In or about March
2002, ABBOTT provided its physician-speakers with a slide presentation regarding the
M99-010 Study data for use in speaking engagements. Also in 2002, ABBOTT organized
programs at an American Psychiatric Association (“APA”) meeting to provide the M99-
010 Study data to promote Depakote for the treatment of schizophrenia.

c. In 2002, an ABBOTT-funded message recall survey of 76 healthcare

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

17
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recent visit with an ABBOTT sales representative, the sales representative had discussed
the off-label use of Depakote 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 M99-010
Study to healthcare providers. For at least two of these meetings ABBOTTs 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 Ist 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 M99-010 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 M99-010 Study.

f. In February 2003, ABBOTT made available to its sales representatives
reprints of the published medical journal article about the M99-010 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 ATPs alone and in which he
further explained:
We are confident that there are no systematic [sic] issues with the study itself . . .
[the] overall weight of the evidence from both studies [M99-010 and M02-547]

suggest[ed] that there is not an obvious benefit of adding Depakote to ATPs 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 of Depakote 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 M99-010
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 of the M02-547 Study.

d. ABBOTT’s T1 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 M99-010
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 ATPs] alone,” despite the fact that the incidence of somnolence in the
combination group of patients treated with an ATP and Depakote was more than twice as
high as in the ATP monotherapy group and that this difference was statistically
significant. |

g. In or about August 2006, after it posted the results of the M02-547 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 M02-547 Study had failed
and its results were not consistent with the results of the M99-010 Study.'®
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.

% See Attachment 18.
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Abbott Laboratories

Pharmaceutical Products Division

Attention: | REDACTED  Ph.D.
REDACTED

Abbont Park, IL 60064
Deas Dr,|REDACT

Please refer to your Investigational New Drug Application (IND) submitted pursuant to section
505(i) of the Federal Food, Drug and Cosmetic Act for Depakote (divalproex sodium).

Refer also to your amendment of December 10, 1996, providing for a new study, Protocol M96-491

entitled, “A Double-Blind, Placebo-Controlled, Stady of Valproate in the Treatment of Behavioral |

Agitation Associated with Dementia.”

Although the clinical investigation you plan to conduct can reasonably be deemed to pose no
unreasonable risk to any human subject who is competent 1o give informed consent and elects to
participate in it, we are uncertain, at least at this point in time, as to what inferences can reasonably
and respensibly be drawn from its outcome.

We call atrention to this matter because the declared aim of your study ig to assess the effects of '

Depakote on what you characterize 23 “behavioral agitation in elderly patents with dementia.”

There is, however, rmemmmMMm
as to the spe omena 1ha nutative svn ptom_get, let alone
agreement on the nature of the bencficial actions that a product would have o possess ta be granted
a claim for such an indicated use. Accordingly. an assertion that the evidence adduced in your wrial

suppons & claim for the reatment of “behavioral agitation in elderly patients with dementia” will be
arguable.

Moreover, your protocol has other problematic features, The primary outcome measure employed,
the BEHAVE-AD, measures a number of diverse phenomena. some of which are only arguably
legitimate targets of pharmacologic intervention. For example, some of the phenomena rated, e.g.,
aggressiveness and verbal outbursts, may actually represent an anempt of an individual, deprived by
his/er illness of the capacity for verbal expression. to communicate needs and express complaints
about the conditions (not always kind or caring) under which he/she is compelled to live.

Furthermore. there is the problem of potential - pseudospecxﬁcxty of any behavioral management
claim. Every behavioral sign and symptom exhibited by a patient with Alzheimer’s Disease need
not be Alzheimer's related. To the contrary. patients afflicted by dementia may suffer from any
number of co-morbid conditions, both physical and emotional. The anxiety, agitation, or disruptive
behaviors that oceur in patients with Alzheimer's Disease may be only indirectly related to their
status as Ajzheimer's Disease patients. To be clear, you have every right to postulate that such &
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syndrome exists, but your assumptions are not a sufficient batis to support a drug related claim,
especially when, as noted earlier, 1here is no consensus on its existence, let alone identifying features.

at this point in time.

Accordingly, if you intend to pursue any sort of behavioral control claim ted to Alzhcimer's
Disease, much work remains 1o be done, in particulat, in regard to the reification of the entity for
which product labeling will assert Depakote is an effective and safe treatment.

If you undertake such an endeavor, we would urge you to be conservative, deﬁning carefully and
narrowly, not only the entity, but the precise nature of the therapeutic effects of Depakote on that
putative condition. Impontantly, a clinical trial that shows that behaviorally symptomatic demented
patients randomized 1o Depakote do better than those randomized to placebo on some multisitem
measure of behavior is unlikely to prove sufficient for such a purpose.

Again, we are not implying that restriction of the scope of therapeutic target will necessarily gain you
the kind of claim you want. To the contrary, if you were, for example. to conduct a clinical study
showing that Depakote relieves the signs and symptoms of mania in patients with Alzheimer's, it

would be unlikely that we woul( view us resulis as domg more than confirming the claim; already -

established, that

We would be likely, hOWeVer to allow

Depakote product labeling to be modi ts insofar as
they coul[d B¢ cnmuzed as further evidence supporting Depakote’s approved indication as an

antimanic.

In sum, in light of the controversies and uncertainties extant about the “behavioral manifestations
of Alzheimer's Disease,” any pursuit of a claim for such an indicarion could prove fruitless. We
trust you understand that we are in no way opposed to efforts w0 document the existence of a
behavioral syndrome and/or 1o develop effective treatments for its management; indeed, we would

applaud such effons.

Should questions arise concerning these comments. plense conact CDR|  REDACTED R pp,,

Project Manager. at (301)|REDACTE |

Sincarely vours.
REDACTED

- .

REDACTED M. D

Director

Division of Neuropharmacological
Drug Products

Office of Drug Evaluation |
Center for Drug Evaluation and Research
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Pharmaceutical Products Division j ;
Attention:|_ REDACTED — -
100 Abbott Park Road
| REDACTED
Abbott Park, IL 60064-3500

Dear Mr. [REDAC:
Reference is made to your Investigational New Drug Application (IND) for Depakote®
(divalproex sodium delayed release tablets) for bipolar disease, and your submission

_dated November 18, 1997,
We also refer to our January 28, 1997, letter in response to your December 10, 1996,

amendment.

We have completed our review of your protocol for Study M97-738, "A Double-Blind,
Placebo-Controlled Study of Depakote in the Treatment of Signs and Symptoms of Mania
in Elderly Patients with Dementia”, and have the following comments:

We note that you have incorporated our recommendations regarding study design,
outlined in our January 28, 1997, letter. As noted in that letter, a positive outcome

for Study M97-738 could be incorporated in some way in the labeling for Depakote.

We would view such an outcome more as support for a general antimanic claim,
rather than as support for an expansion of the antimanic claim. The precise labeling
changes that may be permitted wiil need to await the completion of your study and

the submission of the resuits in a suppiement.
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If you should have any questions regarding these comments, please contact | REDACTED
REDACTED  R.Ph., Project Manager, at (301)|_REDACTED

Sincerelv vours.
REDACTED

REDACTED M D.

Director
Division of Neuropharmacological
Drug Products
Office of Drug Evaluation |
Center for Drug Evaluation and Research
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From: REDA
CTED lake/pprd/abbott;nst REDACTED @abbott.com;smtp
To: REDACTED
lake/pprd/abbott@abbott; REDACTED REDACT
Bcc: lake/ppd/abbott@abbott ED
Cc:
Subiject: more background on elderly agitation
Date: Wed Jul 09 2003 08:26:42 EDT

Another piece of background material. This is a little more along the lines of water under the bridge.
Last year, marketing felt very strongly that an elderly agitation study should be monotherapy. In the
email below, ™ was providing justification for adjunctive treatment instead of monotherapy. The email
contains, however, several points related to reasons for failure of past studies and more detail on what
a next study in elderly agitation should look like.

----- Forwarded by,  REDACTED | AKE/PPRD/ABBOTT on 07/09/2003 07:21 AM -----

REDACTED
07/08/2003 09:49 AM

To: REDACTED | AKE/PPRD/ABBOTT@ABBOTT
CC:
Subject:Re: elderly agitation

REDAC

TEN

Copy of an email | found from one year ago which also touches on some of the questions you asked me
about yesterday concerning an LTC Depakote elderly agitation proposal. I'll give a hard copy to EEEﬁ
as well.

RED

ACT

REDACTED

Associate Medical Director
Neuroscience Development
Abbott Laboratories

REDACTED
200 Abbott Park Road
Abbott Park, lllinois 60064-6148

Phone: REDACTED-REPA
Fax: REDACTED "EPA
E Mail: REUACIED @abbott.com
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REDACTED
07/24/2002 05:11 PM

To; REDACTED | AKE/PPRD/ABBOTT@ABBOTT
CC:
Subject:Re: elderly agitation

To;

HiREDAC ' Here are my responses. Yesterday, | started to write down the "arguments" you discussed
for the three studies that | am working on...So many of my bullet points are a "cut and paste" of that
information, plus additional comments. Sorry if long and redundant, but figured I'd give you all that |
had already done.. We certainly "could" do a monotherapy trial--that is no problem to design--, ,,,
However, most feel that with Abbott's past experience in this area, as well as some other issues |
mention, that concept would be less favorable. | understand your situation in dealing with commercial.
We are doing our best to come up with studies we feel would be good science, but also viable, and
could be done in a timely fashion.

RED _

ACT

Because commercial keeps hitting me on this point, and | keep forgetting our conversations (I also need
to start capturing this info for August presentations), could you send me an email with the following
related to the reasons we plan to do add-on treatment with depakote in the elderly vs. monotherapy:

1.The specific experiences we have had with depakote monotherapy trials in elderly agitation and the
reasons, directly attributable to the fact that the studies were of monotherapy, that these studies failed
(ie carefully explain the link between monotherapy and failure).

Depakote as monotherapy has two past Abbott trials (738 and 082) that failed to “hit” on their primary
efficacy measure, and both were stopped prematurely. One due to high number of AE’s, and the other
due to slow enrolliment. In 738, the titration of Depakote was too rapid and doses escalated too high,
leading to excessive somnolence. Also the primary endpoint was focused on mania (Bech Rafaelson
Mania Rating Scale)—which was a mistake. Nonetheless, a pretty decent publication was produced by
Tariot et al , since the secondary measure , the Cohen-Mansfield Agitation Inventory showed a
statistically significant separation from placebo. Yet, | still suspect the somnolence was the true
"treatment” effect for many-- just my opinion. In 082, because of safety concerns from 738, the
inclusion/exclusion criteria were overly restrictive, and at least one of the two Depakote arms (500mg)
was too low a dose to expect a difference. Also, because of the low number of patients (121, but study
was powered for 396) and the three arms, the results were not good due to the trial being
underpowered --as well as a very big PBO response. This doesn't really address why the trials failed
specifically due to monotherapy, but we have been down this road several times now, and the factors
that lead to failure were multiple. Another failed monotherapy trial would really hurt us, and possibly
take us out of this clinical arena. An add-on trial, even if it is not all that successful, does not negate our
current position in this population

Recruitment is difficult in this population when a "true" placebo group is involved (or | should say, a "no
treatment"” group is involved). Families don't like it.

Combination therapy is becoming the focus in geriatric psychiatry, as a large percentage of patients are

Page 2 of 5



Attachment 3 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-5 Filed 05/07/12 Page 3“of 5 Pégigi#>61

unresponsive or partially responsive to the first line treatment. | think this is the most compelling
argument for investigating Depakote ER as an "add-on" strategy. Lamotrigine has made a nice "niche"
for itself in bipolar disorder doing exactly that.

Risperdal and Zyprexa are the two most common atypical antipsychotic first line treatments (some
different class agents, Desyrel and Ativan still get a lot of use also). | wish | had some great market
research data about actual numbers, but even looking at out own sales data, it appears Zyprexa gets
about 38% and Risperdal about 28% market share (however this is market share by sales $$, and with
these meds being so much more expensive it is difficult to assess true use patterns -- plus Depakote
has multiple uses, so it is hard to figure how much of our 12% is for agitation, as opposed to anti-
seizure ...) Depakote gets "some" use first line, but still is mainly a second line monotherapy treatment
for longer term management of this clinical problem. From the speaker's bureau data upon which |
used to speak, that is generally what was felt-- with some minor exceptions. It is unlikely that we will
gain on those particular atypicals as a first line treatment—they cover a larger spectrum of symptoms
(psychosis, more acute agitation/aggression) in this population, and have much more clinical data to
support their use. Being a special “niche” type first line (i.e., for patients with mild/moderate agitation
without psychosis or thought disorder), and a solid second line monotherapy treatment is “not bad” for
Depakote in this population. But frankly and we should focus on combination therapy—that is clearly
where the future lies.

There is another Depakote monotherapy study (Tariot's NIA-funded ADCS study) still to be completed --
Depakote 750mg sprinkles versus placebo. It is to conclude soon —this fall sometime, and that is more
data for us with respect to monotherapy with DR. However recruitment was very difficult for them as
well, and they will likely finish with about 70 patients per arm (less than targeted) — not really enough to
likely show anything meaningful, and at 750 mg, this is probably just a bit too low a dose for most
effective treatment-- from what we know now. So, | am not entirely optimistic that we’ll find something
big. Perhaps we’ll get lucky though. | have broken down all the data from 738 and 082 and have done
numerous analyses. It seems that the most likely “effective” dose range is 10 to 20mg/kg/day. Doses
below that-- and above that-- have response curves similar to placebo, and over 20mg/kg/day, the SEs
seem to significantly increase.

Combination therapy is where this field is going. Physicians want—and need—this type of study

data. If established as a viable “add-on” strategy to the most common atypicals (Risperdal and
Zyprexa) this would give us an even bigger place in this market—as a solid add-on, and continue as a
monotherapy treatment in certain patients. Also, if we establish value as an “add-on”, you could do a
follow-up trial, looking at how patients do if you eventually withdraw the atypical (an idea??).

2.1f we were to do a monotherapy trial, but with a design similar to the one you have currently, what
would be your new probability of success? Also, would recruitment rate change (if so, what would the
recruitment rate be for a similarly designed trial, but with monotherapy rather than add on)?

In a monotherapy study (which would be easy to construct), the chances of “hitting" statistical significant
against placebo would be a challenge. This is why our design —-however we choose to do it—should
have a placebo lead-in. Nonetheless, | would say probability of success--if were could completely enroll
and finish the study --would be about 50%.
Whereas | can't really give numbers, | would think that the add-on trial would be easier to recruit as
opposed to monotherapy. We know the recruitment rate for monotherapy is about 0.5
patients/site/month (that was from 738). | believe 082 was lower than that (around 0.25/site/month- we
just calculated). We don't have any add-on trials to use as a reference, but our team estimated a
recruitment rate for our current add-on protocol to be about 0.75/site/month.
Recruitment for a monotherapy could not really allow for subjects taking other psychotropics, which
would also slow recruitment and make the add-on design more attractive. In this "add-on" protocol we
allow for all other psychotropics taken prior to enrollment to continue (with very limited exceptions).
Families don't like the idea that grandmother could be assigned to the "no treatment" placebo group in
a monotherapy study

3.Which specific advisors did you discuss this protocol with and what were the specific opinions
expressed by each opinion leader on the question of whether the trial should be monotherapy or add-
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on?

Advisors —  REDACTED REDACTED g5n4 REDACTED

We didn't poll them specifically about monotherapy VERSUS combination therapy. However, REDAC
ancREPACTE (especially REDACT ) felt it was a good idea to explore combination therapy, since they see
itas a \?ery common --andEErowing--practice. REDACTED \yasn't as sure about the frequency of
combination therapy being practiced. All felt that a monotherapy trial would need very strong Abbott
commitment to the investment, and that it would need be powered for any chance of success, and
would have to be completed--not stopped short like 082. Otherwise, don't expect good results.

REEQC and REPACTED ere less apt to commit to any "definites" about the favorability of one design over
another.

REDACT in particular, felt this add-on study would be easier to recruit, and could get completed in a
much shorter timeline. He would actually be a good person to have at the head of such a study. He's
a big name, was very enthusiastic about the idea, and could get this published in a good journal.

We should show safety and possible advantages of ER in this population

We need get our name out there in this population — for future —this is a growing population and an
extraordinarily common clinical problem for which physicians currently have no “great” primary
treatment. They are willing to use whatever works, as long as some data is out there, and the drug
shown to be safe. There are lots of partial or inadequate responders to Risperdal and Zyprexa.
Availability of the ER 250mg tab should certainly expand use of Depakote ER in this population and we
need a study to follow the release of that preparation

4.What did each opinion leader (include yourself and your experience) say about the current frequency
of combination (depakote + atypical) vs. monotherapy (depakote alone) in the nursing home elderly
agitation population?

REDACT 5aid approximately 60-70% of their patients in South Carolina receive combination therapy for
thignpurpose.

REEQC said he feels at Rochester it is about 50% or more. He also said he recently reviewed some
large scale data that suggests that up to 60-70% of such patients receive combination therapy (this
includes various combinations, atypical + benzo, atypical + SSRI, SSRI + Depakote,
acetylcholinesterase inhibitor + atypical, etc., etc, etc)

Personally, | was a bit more conservative than these guys, and when in practice in South Bend, and
more recently at The Univ. of Chicago, | would say my use of any combination therapy for this purpose
was about 33%--but | treated a lot of outpatients as well as NH patients, probably bringing that number
down a bit. In a controlled environment like a NH, | was more apt to use combo therapy
REDACTED (ign't give an estimate, but | don't really think REP treats many patients anymore. | could be
wrong though e
Combination therapy is a common practice which is growing, but with no great published data as to
exact frequency-- nor what specific med combinations are most commonly used. Another thing that |
would love some good market research on. .

5.What specific statistical issues make add-on design preferable to monotherapy?

The add-on protocol as written is not powered — more of a pilot (40 patients per arm, two arms, N=80).
This is because of recruitment concerns, and need to generate data in the not too distant future (DNSI
criteria). We are writing the protocol to use the Neuropsychiatric Inventory —Nursing Home Version,
which is an interesting scale in which key "target symptoms” can be identified as those most pertinent to
study, and a “core total” of those specific items are summed as the primary endpoint. It was developed
by REDACTED This is advantageous since it much more closely reflects real clinical
practice in this population, and you can hone in on specific med effects you want to test. This is the
scale REDACTED ysed in its nursing home Zyprexa trials with this population (Street et al), and it is valid.
However, | don't necessarily think that scale favors "add-on" versus monotherapy in any way.  But, in
an add-on concept (as opposed to monotherapy), we are making the endpoint only a 30% reduction in
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the NPI-NH score, which would be clinically defensible since we are looking for "additional”
improvement, which has meaning in this population

If we did a monotherapy study, you really couldn't accept patients who are taking other psychotropics,
which is one issue that would affect enroliment.

In an add-on study we are already working with patients who are "partial responders" to atypicals, so
the likelihood of placebo effect (the major problem with 082) should be less an issue. However, you
can make the converse argument they may also be "harder" subjects to get any treatment effect with.

Feel free to just type in your answers below the above questions. Thanks!
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From: e
/lake/pprd/abbott;nsf; @abbott.com;smtp
To: - /lake/ppd/abbott@abbott
Cc:

~ ake/ppd/abbott@abbott; = |
~ llake/ppd/abbott@abbott; " |
Nlake/pprd/abbott@abbott

Bece:
Subject: ADCS Sprinkle study
Date: Mon May 05 2003 13:39:00 EDT

REDACTED t
)

Got your voice mail on the preliminary results of the ADCS Depakote Sprinkle Study.

Thanks for the update. It is unfortunate the results were not as robust as hoped.

Just some reminders -- With an of N=150, | do not believe that this was a highly powered study to begin
with in light of the endpoints used (BPRS as primary and CMAI as secondary, | think). Abbott estimated
a need for 396 patients to detect statisically significant difference on the CMAI (80% power) with
Depakote compared to placebo in a similar population in our trial, M89-082. | could be wrong about the
power on the Sprinkle study, but that is perhaps one issue to ask about. If that is the case, evenifa
"trend" for Depakote is shown, that could be seen as favorable data--especially if the safety data looks

good.

Also, with what we know now, the 750mg dose is probably a bit too low to really give Depakote the best
chance. We find that for behavioral symptom control in patients with active symptoms, most need
about 15 mg/kg/day (or at least around 1000mg if an average fixed dose is to be used)- - just a bit more

than was prescribed in this trial.

This is a federally funded trial through the ADCS, and though we contributed some monies, it is not our
study. So, | am not sure if we will be privy to any subanalyses, or what types they consider. (?)

REDACTED

REDACTED

, M.D.

Associate Medical Director

Neuroscience Development

Abbott Laboratories
REDACTED

200 Abbott Park Road

Abbott Park, lliinois 60064-6148

Phone: REDACTED
Fax: REDACTED
E Mail: = (@abbott.com

Page 1 of 1



Attachment 5 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-7  Filed 05/07/12 Page“4°of 6> P &5 i#°65
From: REDA
CTED " |ake/pprd/abbott;nsfi  REPACTED  Gapbott.com;smtp
To: REDACT

ED " |ake/ppd/abbott@abbottREDAC
/lake/ppd/abbott@abbott; REPACT ED
Bec: /lake/ppd/abbott@abbott; REDACTED
lake/pprd/abbott@abbott; REDPACT
/lake/ppd/abbott@abbott

Cc:
Subject: Depakote in agitation assoc with dementia (LTC)
Date: Mon Jul 07 2003 19:48:54 EDT

Attachments:  Depakote in Agitation (Long Term Care-- Summary).doc

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

----- Forwarded by| REDACTED | AKE/PPRD/ABBOTT on 07/07/2003 06:47 PM -----

REDACTED
07/07/2003 04:40 PM

To/ REDACTED | AKE/PPRD/ABBOTT@ABBOTT
cC:
Subject:Depakote in agitation assoc with dementia (LTC)

REDAC

TCEN

In helping towards PEC prep, | 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 | was surprised to see it listed as a "candidate" for that meeting.

Hope it helps

RED
ACT
REDACTED

Associate Medical Director

Page 1 of 6



Attachment 5 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-7  Filed 05/07/12 Page'2°of 6P &jei#°66

Neuroscience Development
Abbott Laboratories
REDACTED
200 Abbott Park Road
Abbott Park, lllinois 60064-6148

Fax. REDACTED REDA

E Mail: REDACTED&IEBbott.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
Aqgitation 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, CGIl 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 8" (2002) International Conference on Alzheimer % 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)
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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 % and reductions in
albumin and cholesterol thought to possibly reflect decreased nutrition in Depakote group.

Critiques of the study;

1) Depakote was dosed much too aggressively, titration was too rapid for this elderly
population, and led to the significant tolerability issues in the trial and it 3 premature
stoppage by the Data Safety Monitoring Board.

1) Primary efficacy measure, in retrospect, was a poor choice, since a mania rating scale (Bech-
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
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--A Double Blind, Placebo Controlled Study of Depakote in the Treatment of Behavioral
Aaqitation in Elderly Patients with Dementia

Phase 11, 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:  CGlI, 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;

1) 500mg dose group was unlikely to show efficacy over placebo as this final dose is probably
too low for most patients to experience any medication benefit.

2) Because of all the safety concerns stemming from M97-738, the inclusion/exclusion criteria
were seen as overly “Stringent””’by many, and not reflective of the elderly nursing home
population with dementia, thus making enrollment very challenging

3) Also due to the previous safety concerns in M97-738, patients received more interpersonal
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 % 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
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Dementia
Phase Il trial , 6 weeks, patients in NH 3 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 3 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 % 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 3 dementia

Project Director —Pierre Tariot, MD
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pharmacy providers and managed care plans.
v Reinforce competitive advantages versus antipsychotics and
benzodiazepines.

V. Key Strategic Issues
A. The Market is Dominated by the Use of Neuroleptics/Antipsychotics

+  The major issue facing Depakote in this market is that it is dominated by

- antipsychotics, which currently have a 45% share of the market (approaching 20%
for Risperdal). Physicians and pharmacists have used these drugs since the mid
1950's when they were first introduced. The key decision makers are comfortable
with these medications. The traditional antipsychotics are now all generically
available and thus, very inexpensive. Many patients with dementia are on the’
lower end of the socioeconomic scale and by virtue of their condition, lack insight,
direction and resources to access newer drugs. Generically available drugs
represent an affordable option.

«  Risperdal has experienced rapid growth in the LTC market and continues to invest
a significant amount of resources in promotional efforts, medical education and
clinical trials. A new oral liquid was approved in late 1996 which potentially has
broad applications for this market.

«  Zyprexa will attempt to penetrate this market through significant investing of
resources directed to clinical trials, medical education, journal advertising and
focused detailing efforts. There is some question among thought leaders as to
whether Zyprexa and the other novel antipsychotics will be classified by the
OBRA guidelines, due to their perceived safety advantages over the traditional
antipsychotics. REDACTED| will also try to capitalize on a new indication for bipolar
disorder expected in 1998.

B. Abbott PPD has not Been a Major Player in the LTC Market

«  Historically, Abbott has not invested a significant amount of resources in the LTC
market. Other companies such as REDACTED| REDACTED| and REDACTED |
have been very active in this market. ®*°™ has been extremely active in the LTC
market with Zoloft and now with the December FDA approval of Aricept (only the
second drug to be approved for dementia associated with Alzheimer's disease).
REDACTED)is also conducting studies in the elderly with Ziprasidone, a new
antipsychotic, expected to be approved in 1998.

«  Abbott PPD has devoted a limited amount of managed health care resources to the
LTC market, and has not developed the key relationships our competitors have.

4

CONFIDENTIAL INFORMATION
ABBOTT LABORATORIES

No use or disclosure outside Abbott is permitted without prior written authorization from Abbott. 6668-R2

Page 7 of 24



Attachment 6 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-8  Filed 05/07/12 Page 8 8f24 " Pater# 78

Ross has established relationships with most of the key organizations in LTC, and
were one of the founders of the American Medical Directors Association fifteen
years ago,

C. Depakote Market Share in the LTC Setting is Lower in all Therapeuttc Segments Than
it is in the Overall Market

The market share for Depakote is significantly lower in the LTC market for bipolar
disorder and epilepsy than it is in the private sector. The market leaders, Dilantin
and lithium, are older drugs that physicians and pharmacists are more comfortable
with. The high prescribers in this setting tend to be primary care doctors that have
not taken part in medical education initiatives in this arena. Safety concerns,
specifically hepatotoxicity, are issues which have not been addressed adequately
with this target audience.

- The main competitors in the aggression/agitation market are the traditional
antipsychotics which physicians have used since the 1950's. REDACTED| also has spent
considerable amounts of funding to educate the target audience on the product
profile of Risperdal.

+ Lack of education, safety concerns and questions about proper dosing and drug
interactions are hindering the use of Depakote for dementia with behavioral
disturbance.

D. Key Decision Makers in the LTC Setting are not Familiar with Depdkote

Consultant pharmacists, key decision makers in the LTC market have not been
targeted in the past with information or educational materials about Depakote.

Relationships with the American Society of Consultant Pharmacists have been
initiated but not developed to a great extent,

+  Geriatric psychiatrists have not been targeted in the past with medical education
about the broad spectrum of Depakote's efficacy in mood disorders.

Medical directors of nursing homes have not been targets for medical education
initiatives by Abbott on Depakote and are consequently more comfortable
prescribing the older medications for aggression/agitation in the elderly.

High anticonvulsant prescribing GP/FP/IM physicians are now beginning to be
called on by NSRs on a limited basis. These physicians are being detailed by both
TR and REDACTED| on the use of Risperdal and Zyprexa in aggression/agitation in

the elderly.
5
CONFIDENTIAL INFORMATION
. ABBOTT LABORATORIES
No use or disclosure outside Abbott is permitted without prior written authorization from Abbott. 6668-R2
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- Core Strategy

v Eventually establish Depakote as the first-line choice for schizoaffective
disorder due to it's broad spectrum of efficacy, patient tolerability, lack of
side effects associated with antipsychotics, convenient dosing, and a
demonstrated 14 year track record. _

v Target aggressive education to high potential psychiatrists, and other key
customers.

v Establish Depakote as first-line treatment in practice guidelines

v Reinforce competitive advantages versus lithium, Tegretol and other new
mood stabilizers.

IV:. Key Strategic Issues
A.  Lack of Market Research
Currently, primary and secondary data for the schizoaffective market is not readily
available to track Depakote Rx’s or to precisely analyze the marketplace.

B. Credlblhty in the Diagnosis of Schizoaffective Disorder is Building
Traditionally, schizoaffective disorder frequently was viewed as a temporary
condition as a sufferer progressed either into schizophrenia or bipolar disorder.
Relatively recent research has shown that schizoaffective disorder is not part of a
continuum, but rather an independent disease state with a unique clinical course
and outcome. This notion is building among psychiatrists, but the traditional view
is still held by many practitioners.

V. Strategies to Address Key Strategic Issues
A. Lack of Market Research
Coordinate efforts with the Market Research department to investigate methods to
track Depakote Rx’s in schizoaffective disorder as well as the historic, current, and
future competitive environment. Conduct primary research to understand the
perceptions of psychiatrists, pharmacists, patients, and other key players for use in
making better marketing decisions regarding segmentation and positioning.

B. Credtbtluy in the Dtagnos1s of Schizoaffective Disorder is Building
Work with opinion leaders and other relevant constituencies to build credibility in
schizoaffective disorder as an independent disease with specific symptoms and
treatments. Teach psychiatrists and other practitioners how to use the standard
operational diagnostic criteria that now exist.

Develop treatment algorithms for schizoaffective disorder and explore the
possibility of eventually co-promoting Depakote with an atypical antipsychotic,
preferably Serlect, but perhaps Risperdal (REPACTED)) or Zyprexa ().

10

CONFIDENTIAL INFORMATION
ABBOTT LABORATORIES
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Depakote LTC
2001 Marketing Strategy

Situation Analysis

Background

The geriatric market (65+ years of age) represented 13% of the U.S. Population in 1997 (34
million individuals). Approximately 16% of this group will present with a psychiatric
diagnoses before death, and an additional 10% will be afflicted with Alzheimer’s type
dementia (3.5MM people). .

Of the Alzheimer’s-specific group of patients approximately 30%, or 3% of the total elderly
population, will exhibit significant psychopathological symptoms. Disruptive psychiatric
behavior (ie: verbal/physical agitation and aggression) occurs in between 70-90% of
dementia patients, and is the primary reason for nursing home admissions.

Below are the 1-year prevalence rates for primary DSM-IV diagnostic category illnesses in
the 65+population (MM):

* Major Depression: 0.9
* Bipolar Disorder: 0.2
* Anxiety Disorder: 2.2

* Schizophrenia: 0.2
* Cognitive Impairment
* Mild 19.1
» Severe 13.5

Based on identified growth within the LTC channel, Abbott launched a devoted Long Term
Care sales force in January of 1998. Market research indicated that the primary driver for
prescription growth of Depakote was as a treatment for symptoms of agitation associated
with Alzheimer’s dementia. A sales force of 28 representatives and 1 account manager began
detailing efforts focused towards consultant pharmacists, nursing directors, and medical
directors in nursing homes.

* The base nursing home business is 1.7 MM beds, and is growing at roughly 2-3% per
year. Market dynamics (Medicaid reimbursement issues, staffing shortages, quality of
care issues, expansion of assisted living facilities with higher acuity capabilities) are
forcing a shift in the number of available beds and admissions; as a result, the nursing
home business appears to be facing a slowdown in growth.

* Seven pharmacy providers dominate the prescription drug management business and

-account for over 60% of the total nursing home beds. These providers are covered at the
national level by Account Manager activity and by sales force members at the local level.

Page 2 of 16
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The market for “anti-agitation” therapy has typically been comprised of antipsychotic and
antidepressant or anxiolytic medications. Physicians typically considered neuroleptics
(Haldol) as the first-line treatment for acutely aggressive patients, and continued treatment as
maintenance in many cases. Benzodiazepine hypnotics were also highly prescribed as PRN
medication.

With the introduction of the atypical antipsychotic risperidone (Risperdal, REDACTED) in 1994, a
major move away from neuroleptic medications was solidified. The OBRA act of 1987 and
later the HCFA regulations have helped move atypical antipsychotics to the forefront of
treatment for this cluster of symptoms in dementia. Market perception has been that atypical
antipsychotics provide “safe haven” from regulatory restrictions. This in fact is not the case,
and HCFA continues to refine codes to monitor atypical usage. Currently, divalproex is not
grouped in the antipsychotic definition and therefore is not open to the same regulatory
restrictions.

Currently, Risperdal maintains the market share lead for treatments used in behavioral
disturbances in dementia. Olanzapine (REPACTED | REDACTED ), Jaunched in 1996 has moved
to the 2nd most prescribed position. Zyprexa

* Both products have devoted LTC sales forces (100 and 125 representatives respectively),
and will sell between ($300-375MM: CONFIRM) in 2000.

*  Quetiapine (Seroquel,REPACTED) Jaunched as the third atypical antipsychotic entrant in
1997, and is currently expanding its’ presence in LTC through increased clinical research
and marketing activity. It is currently completing the deployment of a devoted LTC sales
force and account management team. ($ SALES)

* A fourth entrant, ziprasidone ((*°“™) may enter the market as early as 2Q01. This will be
a particularly strong entry as "™ co-promotes REPACTED(donepezil) with[" .
| REDACTED and promotes Zoloft, the number one prescribed SSRI in LTC. FEPACTED
will enter the market with a strong understanding of the LTC market and the related
provider issues.

¢ Two cholinesterase inhibitors are currently marketed in the US Market. =™ (Aricept)
and REDACTED(Exelon) are both developing and promoting combined cognition and
behavior management messages. A third compound was recently approved and is
preparing to enter the US market (BRAND, selegeline; | REDACTED ).

Mood stabilizer/anticonvulsant competition has been moderate and has consisted primarily of
pockets of activity by Neurontin (_REDACTED ). Market advisors estimate increased clinical
activity and promotional efforts for Neurontin to coincide with the product’s takeover by
REDACTED (2000 $ SALES LTC) Relatively little data exists documenting efficacy of other
mood stabilizers; product safety profiles preclude uptake of lithium or carbamazepine.
REDACTED 3 hpears poised to initiate data collection for oxcarbazepine.
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Key Issues

¢ Factors enhancing Depakote growth for 2001 include:

Sales force expansion from 28 to 55 devoted LTC representatives (completed 2Q00) and

an two additional Account Managers (3 total LTC) to work with key influencers at the

local level and pharmacy providers at the national level.

* Territory disruption absorbed in 2000

* Initial LTC physician-level data rolled out 4Q00

* LTC Consultant Meetings executed 3/4Q00

Commercial Analysis initiative

* Message recall (4Q00)

* Rx Influencer definition (1Q01)

* Market Expansion definition (Assisted Living, Retail; 1/2Q01)

Publication of two pivotal datasets for Depakote in nursing home patients (4Q00/1Q01)

* M97-738: Depakote in Elderly Mania

¢  VALIDATE: Depakote in signs/symptoms of Elderly Mania

LTC Provider contracting for Depakote (growth incentives) initiated 3Q00

Launch of Depakote ER and subsequent ER growth incentives with LTCPP

Account Manager implementation of disease state management programs to key

providers (REDACTED and REDACTED initially).

* Define market (agitation) vs. Competitive focus (psychosis)

* Focus provider staff on safety advantage and lack of regulatory control vs.
antipsychotics (OBRA and HCFA)

» Leverage pivotal data publications

Increased promo spend vs. 2000

* Comprehensive Educational initiative roll-out (2Q01)

* (Consultant Programs (1Q01)

e NAM Program funding

Ongoing clinical activity involving Depakote (M99-082 and ADCS study).

* Development of “neuroprotective” data and commercial message

* Factors limiting growth include:

Short term perceived lack of clinical data (controlled).

Diversity of influences on LTC Rx’s.

Competitive pressure:

* Sales force expansions; added nursing/pharmacy coverage

* Relative promotional spend and lost SOV (BACKUP/ LTC)
* New entrants (Exelon, ziprasidone, selegeline)

* Aggressive competitive contracting/bundling at provider level
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Entrenched treatment pattern (antipsychotics) at primary care level and current lack of
PCP channel coverage.

Depakote labeling considerations:

* Perception of monitoring requirements at PCP level

* Hepatotoxicity, pancreatitis, geriatric dosing warnings

Valproic Acid initiatives at provider level

Lack of clinical data for Depakote ER; size of 500mg formulation.

Segmentation

* The Long Term Care Channel is segmented in terms of prescribers and non-prescribers

* Prescribers: Geriatric Psychiatrists, Consultant Psychiatrists, Medical Directors,
Consulting Geriatricians (GP/FP), Nurse Practitioners
* Non-Pre scribers: Pharmacy Providers, Consultant Pharmacists, Nurses

* Use Segmentation

Estimated available uses for Geriatric population;
* Behavior Disorders associated with Dementia: 70-80%
* Seizure Disorders/other: 20-30%
Behavioral Disturbances
* Of4.1MM dementia patients, minimally 2.9MM (70%) will experience BDD
* Primary disturbances
* Depression: 10-80%
* Anxiety: 20-60%
* Pgychosis: 5-49%
= Agitation/Aggression: 10-90%
e Depakote is 1st-line therapy in agitation/aggression; adjunctive therapy (for
suboptimal control) in agitated depressed, anxious, or psychotic patient
Seizure Disorders (all)
* Approximately 24% of population 65 years+ have a seizure disorder
* Total SNF population estimated to be taking anticonvulsant at given time: 10-25%
* Depakote is 1st-line therapy for geriatric seizure patients who are candidates for
maintenance AED therapy

* Channel Segmentation: Messages

* Prescribers:

e DPsychiatry: 1st line maintenance treatment and effective adjunctive control of
agitation and aggression associated with Alzheimer’s disease.
* Safe (well tolerated), proven effective alone and as adjunct TX, easy to initiate

and titrate with flexible dosing and new ER formulation.

* General Medicine: 1st line maintenance treatment and effective adjunctive control
of symptoms of agitation and aggression associated with normal progression of
Alzheimer’s disease.
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LTC 2001 Planning T&E

January
Trimester 1

May
Trimester 2

August
Trimester 3

In Development

Commercial Analysis

LTC Market ATU

Rx “Influencer”Analysis (Optimal Detailing Anaylsis)
LTC/SR Overlap analysis

REDACTED MDS Database Analysis

LTC Consultant Surveys
Neurology

®  Genatric Epilepsy Analysis (Market Potential/Message)
s BDD Neurology Potential

Sales Reporting

Retail Sales Impact of LTC Szles Force

LTCPP Contract Impact Tracking

ER Sales Tracking

Tactics

CME Video/Monograph: BDD: Role of Mood Stabilizers
Comprehensive CME Package (“Masters™)

Training

®  Advanced LTC Preceptorships{REDACTED MD
LTC Pilot Studies (NML)
“Progress Notes™: Psychopharm publication

In Development

Comercial Analysis
Rx “Influencer” Analysis (Optimal Detailing Analysis)
Market Expansion: ALF Message

®  ALF Account Management: Purchasing/Provider (NAMs)

®  Rx Influencer Overlap (SNF/ALF)
Regional Account Management (Nursing Home Chains/Providers)
LTC Sales Force Expansion ROl

Tactics

NAM Provider pull-through programs

SNF/ALF Promo Materials (premiums)
Comprehensive CME Package: BDD/Epilepsy content
LTC Pilot Studies (NML) '
Impulsive Aggression (002) Data

In Development

Commercial Analysis
Program ROI Analysis
Market Expansion

®  Home Healthcare Account Management
* Rx Inf\ucncer Overlap (SNF/ALF: HHC)

Tactics

Comprehensive CME Package components
LTC Pilot Studies

Trimester 1 02 Promo

Implementation

Commercial Analysis

Q400 LTC Message Recall

Q400 LTC Consultant Surveys

LTC Sales Force Optimization Analysis
Sales Force 2001 Reports (revised)

Incentive Plan
Revised LTC Incentive Plan: DDD, Retail, Impact Goals

Tactics

LLTC Consultant Programs

BDD Supporting Artticles (738/VALIDATE)

ER Geriatric Data

AAGP: CME Symposia “Neuroprotection”

AMDA: CME Symposia “BDD: Role of Mood Stabilizers”
CME Monograph: “Treating Agitation/Aggression”

LLTC “*branded” premiums

Training
ISTC Preceptorships
ISTC LTC Training Program (revised)

Implementation

Commercial Analysis
LTC Market ATU
Rx “Influencer” Analysis (part 1: District/geographical targeting)

REDACTEDMDS Database Analysis

LTC Consultant Surveys
Neurology

®  Geriatric Epilepsy Targeting/Message
®*  BDD in Neurology

Tactics
Comprehensive CME Package (“Masters™)

®*  Regional CME Meetings

®*  CME Video/Monograph

BDD Supporting Articles (738/VALIDATE)

APA CME Symposia: “Neuroprotection™

AGS CME Symposia: “Anticonvulsants in LTC”

US Geriatric/LTC Congress CME Symposia: “New Perspectives in Managing BDD”
LTC Advisory Meeting

LTC “branded” premiums

LTC Pilot Data (NML)

“Progress Notes”: Am. Society of Psychopharm national publication

Training: Advanced Preceptorships (April and May w/REDACTED, MD)

Implementation

Commercial Analysis
Rx Influencer Analysis (part 2) .
Market Expansion

®  SNF/ALF: NAM/Rep Targeting

*  Regional Account Management

Tactics
Comprehensive CME Package (“Masters”)

® CME Monograph

®  Teleconferences

CME Symposia: NADONNA
CME Symposia: ASCP

LTC Pilot Data

Impulsive Aggression (002) Data
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Background

=

Abbott Laboratories
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e

Types Of LTC Customers

= Nursing facilities » Small hospitals
« I[CF, SNF, ICF-MR, NF, KHa Out-patient

= Assisted living
facilities
«AlF, PCH

RCC, board & = Employer groups
care, CCRC P
» Sub-acute facilitles @Q Q’
» Hosplces
n Gmup homes ) &V
» Correctional faciikies

X

= ﬂ@w <<

N

pr‘}’w?ﬁ"‘&_

.>( p«jw(, .
©

/ @ Mm\;lu\ Oabpyw“’ux Q"‘Aﬁ
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o

\ w8 Ve
")"“‘;ga/“’\\"" ‘i“‘"“r ‘xat‘m Q‘J"

Where Are the Elderly?

.3 mitilon indviduals 85 & older

Long-Term Care Goal

To help people with disabilities to
be as independent as possible.

Focus is more on caring than on
curing.

2002
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Nursing Facility (NF)

» State licensed « Restorative or

= Skilled nursing maimtenance
available 24hr/day  assistance with:
« Residents need .
frequent medical or « Dresssing
nursing support  Ambilting
= Average size: 106 = Toileting
beds = Bething
» Grooming
erage
/] occupancy: 81% Called “residerts”
Growth in Nursing Facility
Residents
NF Beds vs Elderly Growth
EL “ f“ =
[ 1@»‘ 9 ‘0*,\
[r.r & ln
) 2 o
] a
- n
g e 'n"-.mu-ln
REDACTED
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Nursing Facility — Subacute
{Medicare/insurancs)

= Merges intensity of hospital services with
operation of a nursing home

» Reduces cost of care for serlously {ll
patlents

= May be a wing of the hospital or a SNF

= 35,000 - 45,000 beds in USA dedicated to
Subacute care

» Goal: To stabilize seriously ill patients
{cardiac, pain, extensive wounds, or other
labor Intensive problems) so they can be
moved to less care-intensive facilkies

Attachment 9 to Agreed Statement of Facts
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W i
v’\ M’A

K\f’) QO/Q‘;\ B‘

Nursing Facility
(Medicaid/Private/Insurance)

» Lower level of care

= No requirement for 24hr RN monitoring

= 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
perform ADL's

= Cost based
« MDS - Case Mix

Medicaid / Private Costs

Medicai Private
a 1999 - $43 billion = 1999 - $ 38 bllllon
e 23% of total
Medicaid
expenditures

Total NF Costs 1999 - 590 billion
2000 - 592.2 billion

Fouwcn: HOFA Raview, fumcrmr F0E0

2002
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Long Term Care Costs

= Average NF stay a Other services are
costs:

charged separately:

Attachment 9 to Agreed Statement of Facts

Filed 05/07/12 Page 20 6182 0P4geitt#5198

: smﬁﬁf:g’;" » PT,QT,ST (therapy)
-
» Dally rates include: - :::hﬁ cals

» Room, )

« Bord, » Telaphone

- Nl.rsing care, » Cable TV

= Thempeutic activities, - L Ty S —

= Social servie= Pharmacy bills srais dmcily =
Shnalicaid, $rcaln Py, MNTION
S

Taras Papor e iy,

Top 10 NF C,'l_g"‘i,i“s .

Chain aciiiies
| REDACTED | 51,054 366
REDACTED ' 41,613 209
REDACTED . 39,293 305
REDACTED 38,700 226
REDACTED 34,797 300
REDACTED 28,226 213
REDACTED 27,954 229
REDACTED 25,821 240
REDACTED 16,450 157
- REDACTED 15,772 250
e ey — (L

Top 10 States by # of Nursing
Facilities

\\%%\“‘\\\\

Soorce: SWG Mol Home it /Chein Profithey, Solutiem. - Decambar 21000

2002
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Hospitals
= Approximately 20% of hospitals are in the
LTC market

« Skilted beds for short-term care to sub-
acute patients

= Stroke
+« COPB
= Orthopedic
s« Average stay 100 days
a DRG debate
= Going away? aled = pattenity ™

ICF - MR
= Mentally retarded patients
= Slightly d¥ferent regulations
= Usual age 5 - 25
w» May also be cared for in:
* Group residences
+ Semi-independent living facillties
» State Institutions
=« High emphasis on education and social
programs
= Average stay 15 years

Called “clients”

Home Health Care

= Fastest growing sector of health care
a Nursing care provided in the
patient’s home
= Medicare and insurance is usual
payor
= Durable medical equipment {DME)
= IV therapy
« Ostomy/wound care

« Nutritional supplements  Calied “patiers”
« Skilled nursing

2002
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Assisted Living Facility

= Social model

» Resldents similar to unskilled NF residents
= Privabe pay

= Less reguiation

= No requirement for RN or LPN care ™

. Eﬁgm administration &/or assistance by

= No medical care provided by facllity *
s Average size: 40 beds
= Average ogcupancy: 85%

ey it by st Called “residerc”

Top 10 ALF Chains

2002

Chaln Beds Facilities
REDACTED 20,182 430
_REDACTED | 14,637 151
REDACTED 14,241 186
REDACTED 11,967 132
REDACTED 8,981 90
REDACTED 7,118 184
REDACTED 8,774 58
REDACTED 6,200 60
REDACTED 5,940 34
[ REDACTED | 5434 | 49
=
NH / ALF Chains
Chain . SNF Beds  ALF Bads
REDACTED 6,852 5,298
REDACTED 41,613 4,668
1 REDACTED 25,821 4,040
REDACTED 28,226 2,687
\ REDACTED 16,490 1,912
REDACTED 15,772 1,501
REDACTED
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Who Lives in a Nursing Facility ?

= Americans with a nursing home
address ...

= 5,3% over age 65

= 2% Americans age 65-74
u 6% Americans age 75-84
w 23% Americans age B5+

Who Uses NF Care?

» 89.3% over age 65
» 75% are women
a 10,7% ages 1 - 64

* Nurcing Home Associapon Gits

s Average NF resident -4 ADLs
. = Average home health patient - 2.5 ADLs
= Average ALF resident -1 ADIs

Who Uses NF Care?

s 70 - 80% of USA facillty

population Is disoriented
or memory impalred

* 34.5% Depreasion
« 65.9% Psychlatric Dx

BN

™
\
\
4 |
oo /
/
S <

. REDACTED
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Factors Leading To NF Care

= Absence of family
s Exhaustion of financtal resources
= Burden on existing family members
= Traditlanal care givers {women)} are
Increasingiy In the werk force
« Family size |s decreasing

= Rising life expectancies find childrea carlng for
very old parents while they themselves are
elderly and lacking stamina

Factors Leading To NF Care

= Women are more likely than men to
enter a nursing facliity.
Lifetime risk of being In a NF at age 65:
52% woman - 30% men

= Lack of children
37% of NF residents lack children
19% of community dwelling eldedy lack children
» Lack of spouse

84% of NF residents lack spouse
45% of community dwelling elderly lack spouse

NF - ADL Total Dependency
= Eating 34.2%
= Transferring 68.4%

= Ambulating 26.6%
= Tolleting 75.2%
a Dressing 81.2%

+ Grooming 79.8%
» Bathing 50.6%
Source:  CMES MOS Reparty, Jan 2001

. REDACTED
13

2002
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Objectives

Upon completion of ths section, the attondee witl be able o

= Recognize key legislative actlons that
have impacted the LTC industry

= Identify specific regulations that effect
medication use in the LTC industry

= Differentiate how Abbott Laboratories’
products can offer a benefit to the
facility by improving compliance with
regulations

Government Involvement In LTC -
NF

» LTC (Nursing Fadlltes) is the most heavily
regulated Industry
» CH5 {Canter for Madicaid and Medicare
Services)
u Formerly called: HIFA (Health Care Finanoa
Administretien}

. = 5tate or Federal agencies have authority to:

= impxme monetary fines uo o $10,000/dey

» suspend admisalona o tha fedlity

» cut off Medicahd funds
= pleca monhors in NE

= hire temporary manegers for the NE (f the NF B
hawing diffculty complying

= Over 300 pages of regulations (188 regs)

Top 10 Deficiencies

E ]
- >} ¥ z
N LR

NN

. REDACTED
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Omnibus Budget Reconciliation
Act (OBRA) 1987

= Introduced “chemical restraint” regulations
= Required dose reductions & behavior

monitoring on psychotropic medications

& Antipsychotics

= Anxlolytics

» Sedative/Hypnotlcs
= Specified medication administration

observation (med pass) procedures

Attachment 9 to Agreed Statement of Facts

Filed 05/07/12 Page 32 6f182 opgeid#=210

Why Be Concemed With “Chemical
Restraints"?

» 70-80%% of NF
residents suffer
from dementia

« Dementia mimics
psychosis In many
domains

2002

" Frequency of Patients With AD—Related
Psychopathology During 3 Years of Follow-
Up /
. & Olnislm [O1yr /
i Oy WSy
; ’—H—I /
L] b}
¥ H_" H_I-I_Ed:l /
£
- 10
= L o = Pl ,,'/
ogtiafion Agrmrexion
Py /
| RED
ACT
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= Cost control effort

Balanced Budget Amendment
(BBA) 1897

= Introduced Prospective Payment System
(PPS)
= Introduced Medicare “managed care” -

Medicare + choice

Attachment 9 to Agreed Statement of Facts
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Reimbursemant NF = SNF + ICF

SKILLED CARE UNSKILLED (ICF)}
(10% Medicare) {47% MCD/43% Other)
s Medicare s Medicald
w Private Pay u Privata Pay
» Insurance & Managed = Insurance
Care ) = Capitation
= Capltation = Maximum stay indefinite

HMaximum stay 100 days

{Avg stay 60 days)
« DRUGS INCLUDED

{Avg stay 1.5 years)
» DRUGS BILED
SEPARATELY

Medicare vs Medicaid

Medicare
« Administered fedenally
- Persons 63+ or

disabled

« Rx meds not included

w/few exceptions

SHNF

« PartA-
hospitalizations and

+ Part B - MD vishs,

Medicaid

« Administered by
states w/lederal
matching funds

. Medically “Indigent”

. Rx meds Included
(volunkarlly)

« Hospitalizations, NF,

MD yisits

State & Federal expenditures for NF = $54 biliion In 2001

2002
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. The Quest for Medicare PPS

S262/pt/dey

Medicare PPS vs Cost Based

/Q PPS Cost Based
¢ X | Bembuenent  Reimbursemen:
= pil
= Requires 5 MDS * S Rato F:
evniuptions - + Cwarhwod mark-up
{adm,14,30,60,90 days) » Encoumges mom spanding
= Relg czn change wies s Boourages more mode patkenks
HDS (RUGS) a Room for fluf
» Encoureges lmcs spending
w» Encournges kess acule
patiants

v Flun? has "gare with the
wind”

Minimum Data Set (MDS)

= Over 500 wemns assessed

a 22 Categortes

» 10 pages

= All NF patients
« On admission, quarterly, significant change

= Drives Medicare payment (PPS)

» Drives Quality Indicators

- Dri\;es Medicaid payment-some states (Case
Mix

. REDACTED
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HCFA Regulation Update 1999

= Added “Drugs Potentially
Inappropriate in the Elderly” to
“unnecessary drug” regulation

= Expanded medication administration
requlrements

= Required assessment and treatment
of pain

= Focused attention on dialysis
patients

= Quality Indicators

2002
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Quality Indicators

n 24 Items
= Calculated from data elements that are Included
on the Minimum Data Set (MD5).
= Five of the 24 indicators are based upon Section
0 of the MD5. These five indicators are:
prevalence of symptoms of dapression
* without antidepressant therapy
» prevalence of residents who take 9 or more
Iffarent medications
« prevalence of antipsychotic use in the absence
of psychotic or related conditions
» prevalence of antlanxiety /ivypnotic use
-Elmlmof € use more than two
mes in last

0 24 Quality Indicators

Neww fractures 13, Weight lass 7 4
Falls 14, Tube feeding
. Behavior symptoms affecting 15. Dehyciration
otham 16. Pexifpsl
Symptoms of dapression 127, Dextikye in ate hass ADLE
. Symptoms of depressted mood 18, Dextlbm in ROM
without troat ment 19. Anti-psychatic use, in
. Usa oF 9 or more medicat bsance of paychatc o " V- iHU
—==| 7. Cognitive Impairment retated conditions X
. Bliedder or bowsl incomtinance  20. Anfi-anxiety/Mypnotls wse
. Ir;:'mtlnence without a tolteting 21, Hypnotic usa more than N AN S5, %
n Y .

1x | wadk

"' A
W] thh WM

12.Urinary toc infections 24, Stoge 1-4 pressure ukcer

10. Indwelling cathetars 22. Daily physical restraims Qj Q
11,Fecal Impection 23. Uttle or no activity '1«1 -
3 b

7

Lorazeparn and Divalproex in AA
Nursing Facililiss

= 146 patient charts reviewed

= 81 patients (55.5%) received
lorazepam; 65 patients (44.5%)
received divalproex

= 37 patients (56.9%) treated with
divaiproex showed improvement

» 25 patients {30.99) treated with

recdULAZERB SR G AL IM provement

. REDACTED
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Residents Experiencing Weight
Gain or Loss

[oL pam O Dhalptoex|
Proschen O il Gor Vi Rt CHe Bao TRGATAT14

Residents
Experiencing Falls

i 8

Farcant of reskiemm
- g w -
*® 2

#

=] ¥] O Divaiproax

Francivmen (3 wt of, Corr Thaw Mo Cn Bp 20000016219,

Sentinel Events- facility is
flagged if only 1 resident

triggers M

= Fecal impaction
= Dehydration
w Acquired pressure ulcers

2002
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Additional considerations

a Hospice care
» Plan of care must include directives for
« Pain management (blg JCAHO issual)
» Other uncomfortable symptom management
» Drugs & supplies must be provided as
needed for palliation & management of
terminal illness & related conditions
« Dopression, Anxiety

Attachment 9 to Agreed Statement of Facts
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Additional Considerations

= Dialysis services

+ Medication must be given at times for
maximumn effect

Additional New Investigative
Protocols

= Unintended welght loss (diuretics, laxatives,
cardiovascular
meds}

= Dining & food services

® Do not give meds at meals unless pattent requests
or necssary for optimal medication effect

= Pain meds given prior to meals to altow eating In
comfort

* Do not use meal foods as med vehicles

= Nursing services, sufficient staffing

2002
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Nursing Staff Averages

Piott GA Ml SCA WY
Avg o texta ] 00 97 77 M
Avg # RN ITE 9 6 12 8 9
Awg # LPN FT 12 19 18 7% 14
Awy # CKAFTE 33 @ 42 53 2%
Avg # Tatnl Nsg
Seoff FTE 54 65 63 137 48
Rvg & Nsg FTE/
Resident 0.7 06 07 18 OB

Besirc:  HOFR CBSCAR dato 1009
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Filed 05/07/12 Page 39 6f-182 opsgeit217

F329 Unnecessary Drug
» Each resldent’s drug regimen must be free

from unnecessary drugs. An unnecessary
drug is any drug when used ...

» Without diagnosis or reason to support

drug use
« Without adequate monitoring
e In the presence of side effects or

hich ind he do 1d
consequences which indicate the dose shou
be reduced or discontinued

» In the presence of duplicate therepy or
excessive dose

* For @xcesslve duration

Medications Potentially
Inappropriate in the Elderly

= Beers,M MD, Bxplict Criterta for
Determining Potentially Inappropriate
Medication Use by the Eiderly, Arch Intemn
Med/Voi 157, July 28, 1997
+High Potential for Severe ADR ...
F329, Unnecessary Drugs

+ High Potentlal for Less Severe ADR ...

F428/429, Drug Regimen Review

2002
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(jo 5(060/\,0

The Problem

Cholinergic System | Antichollnergic

Effects Effects

« Salivation » Dry Mouth

e Lacrimation +Dry Eyes

« Urination e Urinary

o Defecation Retention

SLUD = Constipatfon

F329 - Potential for Severe ADR

= Pentazocln® (Talwin) » Digoxin > 0.125mg/day

= Long-Acting ** {Lanoxin)
Benzodiazepines {velium,« Methyldopa ** (Aldomet)
Calmane, et o} = Chlorpropamide (Dabanmsa}

= Amltriptyline (Bavil} G
il i - I Amtispasmedics (Levain)

: Barbiturates {Phenobarb)
in when tanefit
:'ruher trl:un risk & *OK for seizures
. « Doxepin (Sinequan) 1 Meperiding ** {Damerol)
» Meprobamate (Equaniy = Tidopidine (except for ASA

intalerant post CWA
» Disopyramide (Norpacs)  IMtOS pts)

F329 - Drug/Disease

Combinations
» BPH » Arrhythmias
* Anticholinergi
an‘tinpas::\:?i; o Trlc_ydic
» Anticholinergic Antidepressants
antiparkinson rmexis.
« GI pntispesmodic
= Anticholinergic
antideprescants

. REDACTED
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F329 - Drug/Disease

Combinations
= COPD = SEIZURES/
« Long Acting EPILEPSY
Bervznadlazepines « Metockhpramida
w Short Acting Benzes
ars O PRM for
arxiety
» Barbiturates = BLOOD
- Hipnota/Secatves CLOTTING
DISORDERS
- PUD: GERDr ’ dip-yri'.l:::::m'
GASTRITIS ticlopidina
= NSAIDS

F429 - Potential for Less Severe
- ADRs

= Phenyibutazone

» Trimethobenzamide
(Tigan)

= Indometnadcin {Indoctn)

» Dipyridamole
(Permantine)

= Reserpine {serposl)

« Diphenhydramine
(Benadryl)

= Ergot Alkaloids
{Hydergine)

= Muscle Relaxants
(Soma, Flexerl, Rabexin)

= Antihistamines pstarit,
Admrax, Antheart, et )

F429 - Drug/Disease

Combinations
= Diabetes s SEIZURES/
. ::w - Hf sterted EPII_.EPSY_
| M I
iplislialo] = BPH
+ Aspirim > 12Smgiony * Enlax ush by periodic,
+ PoRBSSIUM mepplerRents per 3months for « 7
{untess beneft outselghs deys)
ewriy » [noomtinence meds
Yoty
] mﬁ@ p?inéw obher
peigrie et 2 s
REDACTED
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¥ M o~
N\
5v (o7 o «/\'K@”
J"' V‘ {*
\J“‘ CF

Relevance of ADR Regulations RLJ

= Average NF of 105 beds A
« 24 ADR events/yr

* 8 "near misses”/yr

L
w 350,000 ADRs/yr for US NF's ]
= Nearly S0% of ADRs are preventable \\YJ] / M

= 80% of “near misses” assoclated with o <
warfarin -

F
« Cost of ADR's was $4 Billion In 1996. .U,W gl.fj L]\(./

— o

S?“Cyvﬁ?

Causes of Preventable ADR

= Ordering Errors
» Wrong dose
= Harmful interactions

= Wrong druq choice
= Monitoring Errors

= [nadequate {ab monitoring
+ Failure or delay in responding to §/s of
drug toxicity

Most common ADR causes:

= Medications « Preventable ADR:
* Psychoactive meds: » Neuropsychiatric
» Antl-peychotic evernts

« Anti-depressant
a Secinthee
* Anti-coagulants

. REDACTED
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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 {o treat a
specific condition as diagnosed &
documented in the clinical record

Attachment 9 to Agreed Statement of Facts
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Allowable APD"“conditions”

= Schizophrenia » Acute psychotic

s Schiro-affective episodes
disorder = Brief reactive

= Delusional disorder psychasis

« Psychotic mood = Schizophreniform
disorders disorder
* mania u Atyplcﬂl psyd'losis

» depression w/psychotic » Tourette’s disorder
features = Huntington’s disorder

Allowable APD “Conditions”

= QOrganic Mental Syndromes — OMS (delidum,

dementla, amnestic/cognitive disorders) w/
associated psychotic 8/or agitated behavior,
which:

= are guantitatively & objectively documented
= persistent

« not caused by preventable reasons, and ...
« which are causing resident to:

s presant & damger {o salf or others

» gonkinuously scream, yell, or pace if these behaviors
causn functonal impairment

» exmuma ychotic symptoms which couse resident
distress ar E ctional .;.p:rm

2002
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F331 APD Dose Reductions

= Must be gradual
= Must be attempted twice in one year
= Is “clinically contraindicated” IF:
= resident has a specific condition (1-10), has &

hx of recurmence of psychotic symptoms, is
stable w/o significant side effects

* resident has OMS, but had return of symptoms
after 2 attempted dosa reductions

o MD has justified why continued use of drug
and dose are clinically appropriate

F331 APD Dose Reductions

= Must be gradual
a Must be atempted twice In one year
= Is “clinically contraindicated™ IF:
« resident has a specific condltion {1-10), has a

hx of recurrence of psychotic symptoms, is
stable w/o significant side effects

= resident has OMS, but had return of symptoms
after 2 attempted dose reductions

* MD has justified why continued use of drug
and dose are clinically appropriate

Divalproex For
Agitation In Dementia

» Flfity-six patients randomtzed {28 divalproex,
28 placebo)

» Mean dose at Wesk 6§ = 826 mg/d; mean
serum concentration = 45.4 pg/ml

= Imprevement in BPRS ngitation score;
divalproex vs placebo (ANCOVA: P=0.05)

w Change in CGI showed trend for improvement
{ANCOVA P=0.06)

« The average dose and serum levels were low
compared with reports in younger subjects

yrntdiy s follow-us. study, indicated

2002
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Clinical Global Impression:
Therapeutic Effect

% of pattents
EEREE

Divalproex in Elderly
Mania/Dementia

173 mndomized patients (87 received
divalproex, 85 received placebo

» Divalproax group had a statisticelly significant
decrease from baseline on CMAI scors,

compared to placebo (p=0.035)

a 47 patients in divalproex group withdrew
prematurely dua to somnolenca {related to
aggressive dosing and titretion schedule)}

s Somnolance generally rated as mild ta moderata

Further study of divalproex at a slower titratlon

and daily doses below 15 mg/kg for agitation is

warranted

Tariot Pelut ol Cory Thar [ 7] i, |47

Divaliproex in Elderly

Mania/Dementia
Coher-Mansfield Agitation mventory (Total Scores)

S

——Divaiprosx Sodlum ~0—Placebo!

(Ea272)

(SE=Z.65)

Mean Chargw from Basafim
ghaGiboansmtuny

940,05 for groap dif ooty

Tarint Pl ar ol m‘hhﬂlgmaﬂlﬂ.

2002
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. Divalprosx Alonia or In Combination
with 2 Neurolaotic
Results
Divalproex Alone mrl‘m‘:d te

Narayan M. B Nebson IC. | Ciin Prycivatry. 1997-58:351-4.

The Depakote Advantage

F329 Sedative/Hypnotic Drugs

= Overused {unless not paid for by
Medicaid)
« High potential for side-effects
« Sedatlon
= Confusion
+« Amnesia
» Anticholinergic
« Falls
= Dose reduction required after 10 days of
continuous use

. REDACTED
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F329 Anti-anxiety Drugs

= Overused

= High potentlal fur side effects

= PRN vs Routine

s Dose reduction required after 4
months of continuous use

= Generalized anxiety vs Organic
Mental Syndromes

F329 Anti-anxiety Drugs

» Overused

s 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 S 4
» Difficult to diagnosis depression
« Co-existing diseases (dementia)
= AD drug selectlon is based on

» Safery profile
= Drug interactions
« Cost

2002
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LTC Key Decision
Makers

Administrator

w Physician

_
Dispensin

Pharmacis

Certified

Director of Nurses
Nurse Dietician Physician’s

Assistant Assistant
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Objectives

Upen completion of this section, the attendee will
be able to:

* Define LTC pharmacy

= List the health care practitioners who make up
the LTC pharmacy team

« Identify services offered by tha LTC pharmacy

* List the key decision-makers encountersd in
the LTC industry

* Recognize 3 different communication
techniques to use when presenting Information
to the physician

Types Of LTC Customers

Nursing facilttles = Small hospitals

« ICF, SNF, ICE-MR, NF, RH _ guponationt surda,
Assisted fiving facllities "~ contors ipls
« ALF, PCH, RCT, board &

care, CCRC » NORC's
Sub-acute facllities = Employer groups
Hospices s ?
Group homes »

Comectional facilities

What's the Quickest Way to
Reach All These LTC
Customers??

s Long Term Care
Pharmacists

2002
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LTC Pharmacy

» Consultant only 32%
= Consultant/Provider 61%

a Raetnil 17%

a Imstntdonsl Rx I

a Nursing Howm Rx 19

a Hispkal Rx 5%

a Mo Reporsa 25%:
= Provider only 3%

Provider vs Consultant Activities

s Provider:
« Purchasing and distribution of drugs,
« Bllling,
« Clinical review and therapy changes

» Consultant:
= On-slte clinical review of patieat
» Therapy racommendations,
« Evaluation of facllity compliance with
regulations

What LTC Pharmacists Want ...

= Better understanding of disease
states

= Knowledge of new pharmacological
entities

= Improved communication skills

= Assistance with documentation of

services

2002
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LTC Pharmacy Team

/*: Consultant pharmacist
» Pharmacist manager
’< _Pharmacists
Techniclans

IV Nurses

Education Coordinators
Inventory techs

Med records techs
Bliling clerks

@ (L (d‘:y g Deflvery personnel

£
Ancillary Staff b

= Medical Records Techniclan
» Corrorts MARJPOF
» Morts pharmacisl when T5 drug B "un-comested”

« Billing Clerk
* Interacts with family membars
+ Transfers inguiries o pharmacist when fmiy Guestions

why 8 TS drug appears on bill
. = Driver

= Dedivors and cheda-in arder with nursa

* Comminicates TS msues with necommendation to
contact pharmacst for fyll asdonation

LTC Pharmacy Technician

= Inventory Tech
» Controls ordering

» Order Entry Tech
« Discovers order for incormect product.
s Alarts pharmacist to call MD for substhtution

= Dispensing Tech
* Catches fabels for incomect product
* Reminds pharmacist to call for swhch
» Placas alert/monltoring Iabals on product

. REDACTED
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Medication Distribution Systems/

= Packaging

* Unit dose

= 24hr, 7day, I0day
cycles

= Bingo card
= 30/31 day

+ Compliance
packaging
» Customizable cycle

Medication Distribution Systems

« Labeling

+ Only resldent name, and medication
name required

+ Most use modified retafl prescription
label format

» Piggy back/peel off for re-ordering

= Label placement for ease-of-use

» Bar-coding

Medication Distribution Systems

» Unit Dose & Punch Card Packaging

= Improves nursing staff efficlency &
accuracy

= Multiple Dispensing/Month
» Limit quantities of controlled substances
= Limit quantities of large/bulky tems
= Timely Delivery
s 24 hour on-call
= Emergency back-up 24hr/7day

2002
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Equipment

» Medication carts

* $2000 ea x 3/NF
s Treatment carts

* $1000 8o x 1/NF
« Fax machines

s 1 per stotion £250 e
= Computars ?

« Intammet accoss

» Direct on-lipe s
» Software 7

= MDS, arder/ recept

Attachment 9 to Agreed Statement of Facts
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F426 Pharmacy Services

a The facility must provide routine &
emergency drugs and biologicals to Its
residents or obtain them under an
agreement ..,

* A drug, whether prescribed an a routine,
emergency, or as needed basis, must be
provided in a timealy manner. If failure to
provide a prescribed drug In a timely manner
causes the resident discomfort or andangers
his or her haalth and safety, then this
requirement is not met.

Delivery

= Dally Mon-Fri
= Andt Sefurday 95%
v A Sunday 5%
a2 Same day delivery
w Muliply daliveries/dmy
s Courler vs employee
drivers
» Coat

2002
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Emergency Boxes

a First dose box
o After hours re-admissions
» Antiblotics

e True emergencies
« Cardlac
« Resplratory
« Behavlor

« Limitations on contents
In some states

Medical Records

= Medical records
« POF - 30day physiclan order summary

+ MAR - 30day medication administration
record

« TX record - treatment record
« ADL record - nursing assistant documentation
# Phone orders
* QfA reports

= In-house vs pharmacy production

Medical Supplies

» Medical supplies
= OTC drugs
* Wound care
s Kutritionals
= Urnlogicals
« DME

2002
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LTC Pharmacist

Consultant  Provider

Problem solvers 4eem——— s Probiem solwers
Clinical Skills +————— & Clinical Skills
Adminlstrative Skills,— , Administrative Skiils
Organizetional Skills

Communication Skilse—— , Communication Skills
PerBuasive ¢——e—————_ pearsiocive

Self Motivated

Intuitive

LTC Pharmacists

» Consultant Pharmacist’s Qath

« "I take responsibiitty for my patient's
medication-refated needs and am held
accountable for this commitment.”

s "] ensure my patient's medications are
the most aporopriate, mast effective
available, safest possible, and are used
correctly.”

« "I ldentify, prevent, and resolve
medication-related problems that may
interfere with goais of therapy.”

Consultant Pharmacist

= F 428 The drug regimen of each patient in
a nursing home must be reviewed at least
once a month by a licensed pharmacist.

s F 429 The pharmacist must report any
irregularities to the attending physician
and the director of nursing and ...

» F 430 .. these reports must be acted
upon,

2002
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Consultant Pharmacist

» Clinicat component
+ Therapeutic drug review
» Economic drug review
» Improve patient care
s Improve functional ability of patient
s Suggestions to physiclan, nurses,
administration, support staff

Conauiting i the business of selling solutions

Clinical Activities

= Drug regimen review (DRR)

= Resident assessment and care planning
= Drug utilization review (DUR)

s Drug use evaluation (DUE)

= Therapeutic drug monitering

I » Fadlity staff education and tralning

» Formulary development and management
= Mutritional support services
= Gerlatric research

Compliance Activities

= Puolicy and procedure development
» Commilttee participation
» Medication administration observation

» Medication storage, accountabllity,
destruction

= Participation In state survey process
= Quality assurance {QA)
« Infection control

. REDACTED
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Therapeutic Drug Review

= "Any symptom in an elderly
patient should be considered a
drug side effect until proved
otherwise”

Smire: ) Gurea ¥ Monsne, S MonEme, ) Ao, Brown Uniwamety
\meg-terme Care Quality Latter, 1995
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Medication Therapy Management
Services

Diagnosls appropriate
Duplicete therapy

Dosage appropriste

Length of therapy

s Outcome appropriate

» Adverse reactions

s Improve functional abiiny

s Improve quality of jife

Assessment of Drug Related
Needs

= Initial Clinical Review of Medication

Order

» Best drug for condition
s Anticonvulsant vs Antipsychotic

= Best drug In category
« Depakete vs Carbamazepine, Gabapentn

= Best route
e Liquid, tab/cap, topical

+ Medicald / Insurance formulary

coverage

sTlered co-pays, POLs

2002
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Economic Drug Review

» Product expense
* Depakate vs Typrexa, Aispardal,
Sersqual, Geodon
» Preparation expense
* Abilly o crugh tabiet
» Prepadoged punch cards
e Outcome expense
» Traatment failure, traetment
durstion
= Adverse reaction expense
« CYPI50 wva ROT

Attachment 9 to Agreed Statement of Facts
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Consultant Pharmacist
Recommended Changes

Acceptance frequency by type of

recommendation
s Discontinue drug B2%
» Change dosage/route  73%
s Switch agents 65%
= Add drug 38%

Soutce: SMG, TCF edershlg sureey

NF Resident Drug Use

PRN

9.30 medication B4l
orders/resident @
iooe 8

Bayrce: Tobé,DL.ol ), The Consulten? Pharmacis. 2000

2002
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0
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LTC Facility Personnel -

= Mursing Facdllity Administrator

o Licensed by board of examiners of nursing
home ad ministretors

= Requires supervisory experience in nursing
facllities

= Requires CE i
+ Responsgible for the operation of facllity R 4
= Financial, regulatory, ¢
« Planning of services :
« Compliance with stete and federal requlations
« Coordination of staff

LTC Facility Personnel

= Director of Nurses (DON)
+ Registered Murse (RN}
= Supefvisory position managing
nursing staff
= Certified nursing assistont (CNA)
u Licwrenarl proctics] nurses (LPN)
= Ragistered nurses (RN}
» Responsibie for patient care
¢ Responsible for financlal performance
of nursing department

LTC Facility Personnel @ i

= Charge Nurse
» RN or LPH

« Resgonsible for care of up to 50 residents
= Med administration

» Documantation, progress notes, -
evaluations and assessments bt
» Physician orders b

= Ordering and receiving mesds and "q- .
supplles Yt

* Supearvises cartified nureing assistants

2002

REDACTED
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LTC Facility Personne!

n Certified Nursing Assistant (CNA)
» High ackocl diploma or GED
« CortFication by eommination at facility or tracde
schoot

» Porforms diract resident cara & essishanes with
ADLs

= Bwching, g eating, mcbilty,

* Requires 24w of CE yearly

The CAA is the most knovriesigoshio about thee
\dant’s txh f and

| statg
m

LTC Facility Personnel

s Nurse Practitioner &
Physiclan‘s Assistant
* Physician extender
» Higher access
» Frequant drug therapy changes
» Authority varies by state

* Operates under “physician
protocol”

Attachment 9 to Agreed Statement of Facts
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N

LTC Facility Personnel

= Medical Director
* Usually attending MD for majority
of remidents (> 40%)
; * Cversees activities of other
{ attending MD's
- Provides educational and clinical
o i1 support to patients & healthcarm
|
# |
¥ [

providers
* > 45% ara Medical Directors at 3
or more facllities

REDACTED |
2002
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Attending Physician

= Respansible for:
+ Patient's totel program of care

» Madical, nutritonsl, psychasocal
» Madical assesament
+ Dimaxna prewantion / trestwent
+ Chartlng progress nobes each visit
* Acting on the Corsultant Pharmecist s
rexnIm merietions
s Works cooperativaly with
Intardisciplinary team
» Must visit patient at [east every 30
days

Attachment 9 to Agreed Statement of Facts
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Communication

Communication: LTC

Pharmacist

Consultant Dispensing
s Clinice! informatson on all = Cinical information

entities in dess » Raimbursement

» Efficecy information

= Metabollam s Medicaid formulary

+ Adroinistration = Prior approvsl

= ADA profile a MACH competitors

a Diferentinbion of products

» Cutcomes datn

= Sampla "commant™
Ienguaga

» Managed care farmulary
= Packenirg cpthans
s Gooxd bsitess proctices

REDACTED
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. Communication: Physician ?( \0}?&/ -~
= Part of the teamn (aithough may not . F

realiza it) 3(‘9’ ¢ JJ\

e

= Responds to clinical & financial ]

Information T
» Ask dont t=il ,\f H MJ ( -\
* Have you considered...? AR ¥ )< .
48" i

= What do you think about...? v
» Would you please....? 25 - 1’0

= Define conditions leading to request L)J\'(\ N

» Ask for definita actions 2 X

» Support statements with refarences

¢ %
Communication: Director of ¢ @‘7‘ 0
Nursing SN .._)

= Improving
resident care

= Time savings for
nursing staf?

= Improving
. accuracy of
nursing staff

» Decumantation
+ Adminkstration

Communication: Administrator Q@

= Cost effective
solutions

» Regulatory
comptiance

= Public relations
= Patient care

= Some ADMs are
RNS

. REDACTED
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Communication: Charge Nurse

» Patlent care
= Time savings

Case Study f.f

= B7yo, Caucasian femaie > _U'/
s Dlagnosis: Alzheimer’s Disease w/psychotic 3 A
agitation, CHF, Depression, Ostecarthritis, ”
« Labs/Vital Signs — WNL e &
s MMSE - 10 — G)‘r
» Drugs: Q
« hricept 10mg gd for Alzheimer's

» Cedaxa 20mg po gd for Depression
= Eratapril 10mg po BID for CHF

= Viowk 25mg po qd for Cstedarthritis

= Risperdal 1mg po BID for psychotic agitetion

s Alprazolam 0.25mg po T1D for anxiaty

Problem: Increasingly agitated with recent
episode of hitting roommate. Nurse has asked to
increase Risperdal dose,

Sample Comment: Physician

. REDACTED
18
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Sample Comment:
Administrator

5. &

[

Sample Comment: DON

CONGRATULATIONS !!

2002

REDACTED
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o Meeting with ADM (approx 15min)
. « Role of ADM
What ADM expects from LTC Pharmacy and Consultant
Reimbursement Issues
Reguiatory Issues
Challenges

o Meeting with DON (approx 15min)
e Role of DON
What DON expects from LTC Phamacy and Consultant
Staffing Issues
Patient Care Issues
Regulatory Issues
Challenges

e Medication Administration (approx 30min)
» Med Room and Med Cart Check (approx 15min)

o Chart Reviews (approx 15-30 min)
« Inappropriate medication

e Beer's Criteria
. ¢ HCFA Regs

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)

REDACTED Page 2 of 2
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LTC Challenges

Page 77 of 182
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Two-Level Strategy to Manage
Drug Costs
= FACILITY = PATIENT
s Pricing strategies « Pre-admission
» Dawelop formulary costing
» Preferrad and non- * New admilssion
preferred drug review
n Pexibility required « On-going dinical
= Physician practice and cost monitoring
patterns » “Episode of care”
+ Practices to reduce case review
med errors and DRPs

Attachment 9 to Agreed Statement of Facts

Filed 05/07/12 Page 81 6f-182 opsgeits=259

$25,300/yr $109,300/yr
= Nursing home care = Nursing home care
$44,100/yr $190,600/yr
Scmrne: L 1 et

= Adult day care = Adult day care
= Home health aide u Home health alde $260/visit

= Assisted living facllity , Aasixted living faciiity

Forecast Of The Future

2000 2030
§50/day  $12,981hm  4220/day $56,100/yr
$61/visit $15,7437yr $68,000/yr

Pharmacy Reimbursement /%
e ;b\\.}aac&y"ﬂ- /

p‘\,\d“: 0}0\'0/ 1)"{
| SN |94
{f\ \ i ne TR S 2 :
|
w4

A‘]Ca,ﬁvdlu.% D(‘Cdﬁ—-

Uhale L\TA._ Cosl b)(/\tﬂ'ép

2002

Oty LTC j Y
Y Ay
Lah mc&a& e "D\sc;c»c\s e (Em?r'\wﬁ
| LA VoM : v Rﬁ(""
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Medicaid
STATE |INGREDIENT DISFENSING |LTC ADD-
REIMBURSEMENT |FEE ON
Dinos | WAC + 8%/12%  |$4.17 No
frinnesets {AWP - 9% $3.65 Yes $0.30
Tanness=a | AWP — 13% (MFN) |$2,50 No
North | AWP ~ 10% $5.60(G) ™
Carcine $4.00(B)
Rhode | WAC + 5% $3.40 (OF)  |No
stard $2,85(LTC)
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2 Disapu~Tre o/

Medicaid

s No additlonal reimbursement for
extra) services (delivery, packaging,
etc...

w PA study $2.87/rx for LTC services

» Pilot projects for reimbursing for
MTMS

= Washington

}&dbakes

= Wisconsin
» Mississippi
oo = ((PoRP=A)
—~ [P fﬂm)%uﬂ)
Medicaid
PO~ Crelorie fideud
= Capitation Op -0+\¢(f\)mafuu]t (NTLQVU" q?eu‘ll(-cla)ﬁ
= South Carolina $7.00/day
o New York

» Limits therapeutic choices
= Promotes 2nd class medicine

» No input/control in patient
selection

oe? (6P ot ) -(:(TP 5 )
rﬁfsmeé-(P\’bC'\_
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Attachment 9 to Agreed Statement of Facts

2002

Filed 05/07/12 Page 84 6f182 P §eits=262
Insurance
» Pays even worse
than Medicaid and
Medicare
= AWP - 308 +
1.50
.~Somebodys
gettin’ rich ... and
it aint the
providerl!
“Helping keep our customers in business in
one of our major chaflenges”
« Profits were Medicare based
= Couldn’t stop the spending in time
for PPS
= Heavy debt to earnings ratio
Verdict
BANKRUPTCY
Litigation
REDACTED
7
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Consolidation

= Predators
» Large providers buy up the

competition

= Driving
» Pricing

« Services
= Contracting LTC RX

LTC Pharmacy Ownership

LTC Pharmmacy Market Share:
Nursing Facility Beds

% of NF_ 8 NF beds ¥ Toeal beds

« REDACTED 29% 493,684 729,500
» | REDACTED 16% 274,134 310,000
= | REDACTED 10.5% 178,206 250,000
= | REDACTED -~ 9% 153,400 153,400
« | REDACTED 4%  B5,788 65,500
" REDACTED 2.5% 45,000 45,000
a Evarycne else 29% 489,788 7

Soare: ASCP dats on ks, baced on 1.5 mil W bade 2007

2002
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Total Pharmacy | TC Market
Share

= Institutlonal LTC

= Retall drug store
50%

Attachment 9 to Agreed Statement of Facts
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CONGRATULATIONS !

2002
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Therapeutic
Interchange
and Market Share

=

Abbott Laboratories
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Objectives

Upow campletion of Lhis seesion, the cttwrces sould be able ta:

» Identify 5 steps for a successful
therapeutic interchange program

= List 4 considerations for selecting a
preferred product for therapeutic switch

= Describe 3 methods of notifying physiclans
of a preferred product

» Define *Opportunity for Profit™ and its role
in monitoring for successful therapeutic
switch programs

Attachment 9 to Agreed Statement of Facts

Filed 05/07/12 Page 89 6f-182 opseit 267

Advantages of Controlling
Market Share

= Contracting
= Rebates
= Reduced Inventory Investment

= Control of Variables in Disease
Management

Contracting & Rebates

» Price discounts
limited by federally
mandated rebates

= Discounts are
acceptable for
volume purchasing

s Rebates are
acoeptable if
market share goals
are atained

2002
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Cost of Drug Therapy

» Total drup cost = (PL+DLC) x U +DRP

» PC = product cost

+« DC = distribution cost

«J = utilization

« DRP= drug related problems

Poirtas Py, LN, Tutal ey Cpat i Yha
Fhamnmacisl, May 1008

Ambulatory Care Total Drug Cost

PC+DCxU = $84 billion
Saurco; IMS, 1994

DRP
$76.6 billion
el "

1:1
Soureo; Bootman L, € 8l
Arch I Mad 1995

(Without Consultant RPh Irvolvement)
Nursing Homes: Total Drug Cost =

(PC+DC) xuU = $2 billion
e e 905

DRP
$7.6 billion

14

Scarts MLyt Bootmisr ar &, T Hoath Caea Cot of Drag: Rvkzind
Werbichy ) Meriait w Nursng Pacutived. Ach inem Med, 157, 101987

2002
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The most expensive drug is
the one that doesn’t work!

Control of Variables in Disease
Management

= Choose the best therapeutic alernative
« metociopramide vs csapride
w eacholapram vs fh
» quetinping v risperidone

= Outcome data is easy to obtain and manage
= only 1 sat of &E
= only 1 set of oucome endpoints

= Formulary choices can compliment one
another to obtain better outtomes
= escinlopram(no cP450) & quetiapine {cP450 3544)

Disadvantages of Controlling
Market Share

* Alienate physicians
~ * Intate nurses (with
5 repetitive order
changes)
* Safe-harbor regulations
* Labor intensive

2002

REDACTED
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enchmar 2000 it
£ al et al. 1994 BagresTin
fiott et al. 1395 1 agitntion (9)
farayan et al. 1997 agitabion <
[porsteinsson exval: oy
| T A

Summary of Valproic Acid and
Divalproate Efficacy in
~Dgitation and Aggression_

{jgf(’.f}'l Dmﬂf l’lfr‘mﬁians

REDACTED ‘ —‘
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Depakoiz DR and EF Adversz

Evaris

= il ?.'{','
H— e 0 oY ()
e Ti% 4T ™ L]
Claashett T4 A% hrr 3 i
o s 1 e ™
Aebmimibla AFR  BDW L] L)
LS i 1M s il
T 41% 1M " L)
Dt LMK 4 e -
gz TA%E 10,8 2N -]
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-Dapaioiz DH and ER Advarse
Evernits
mos Tl T i uw
w Lo ) e 10%
m— 2 B ¥ R
e Ao MR e, % 1%
Sy TP . ] i} Foie ] ]

Divalproex Sodium
Side Effocts

= More Common

= Sedation

« Gestrointestinal distress {less sevara then with other
forms of valproate)

Tremors {mosthy et higher doses )

Aaxio {usvally doss relasted)

Waight galn

+ Thrombocytopenia {usually mild and dose releted)

« Rare

= Hapatoroxicky
*  Pancreatitis

2002
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4dritisration

Attachment 9 to Agreed Statement of Facts

Filed 05/07/12 Page 99 6f182 op i 77

Dosing Considerations

» 30% of NH residents
require come dosage
form adjustment for
admipistration

» 1999 new HCFA regs
re-define medication
ermor to require
adherence to
manufacturars
specifications (F 332,
F1zy)

Depakote
Dosing Information

O ot tavepman
Dosage Form fiarm)

Capruiys (250 mg) x

Sytop (230 mg/3 mlL) X

Do b yuindt -t Sy
tmbiuts

{125 myg, 150 mg,
g )

Borinkie cupsies
(123 mg) x

Extuzdud-ryiesss 500
mg tablets; QD Dosing x

ConRipsd o

2002

REDACTED
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Contract Evaluation

= Market share goals realistic ?
= Single Item rmarket share 7
+ Bundled with other items 7
= How often are rebates checks

provided?
» Does contract have a ramp-
up period?
Depakote ER ADVANTAGE
s Depakote ER 500mg =« Depakote DR 500mg
= AWP $1.77 » AWP $1.85
=ACQ $141 s ACQ %148
s SPREADS 0.36 » SPREAD$0.37

| Pricing chow: it TactHous smdd dowrt ot reflact ectua] epmract price or

Opportunity for Profit

- "When the preferred product offers a
greater spread between acguisition cost
and selling price inciuding rebate than
other products in that therapeutic
category”

1+ OFP = (pr AWP - ACQ - Rebatoa) - (OF AWP - ACTZ -
Anbntec)
OFF = Opportunky for Profic
PP = Prefemed Product
OF o Ocheer Producty in thempewtic ceso

. REDACTED
13
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. 5-Step Method for Successful
Therapeutic Interchange

Merirrring

Notification

e Consultant DRR Recommendation

s Informative Mailing
« Physicians
» Indroductory Letter

» Patient LbYing Letter
» Faciltty
L ] Al tni i 1i d _=x-' Imm'

= Copy of Physician's Lefter

Consultant Pharmacist

= Determine appropriate patients por
to neotification

= Set up monitoring parameters {GDS,
B/P, MMSE, SOB, Dyspepsla, CBC,
etc...)

= Provide inservice education to staff &
physicians

= Monitor patient for response to
therapeutic interchange

. REDACTED ‘ “
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Preferred Product List

- Collaborative practice
agreement
35 states olflevw
Each ctate’s requirements
fallcwences may difar
Facility policy
-Signed by:
Mexical O rector
DOMN

ADM
Consultam Pharmecist
Atterding MD
Assures compliance
Reduces time
- Captures re-admits

Attachment 9 to Agreed Statement of Facts
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Therapeutic Substitution
Formulary

» Improves GM significantly

= Reduces time necessary for
formulary maintenance

= Can be used with or without
Collaborative Practice Leglslation

= Captures new orders and re-admit
orders automatically

Tl e

fisiml Dl

R ikd
Prvtro dabe STASS, Lo, 120

TROCtie

ooy '

Ryt vy
Exigpat arts Empulots LT -gl..&:p
Fasiary win- P ot 2 T | bt BT
it Prapuinr [ iy 34 o Skl oy
B b e o o T ek iy
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5-Step Method for Successful
Therapeutic Interchange

Implementation

= Conversion |etter faxed to pharmacy

* Target data for switch

* Order change “when current supply is used”
= Consultant drug regimen review
= Notlly faclity of order change

* Reaminder memo

¢ Conversion letter (signed)
= ¢opy letter for chart
= wrtte talephone order
a CHANGE MaR 1!

2002

REDACTED ‘ |
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Monitoring
= Incorporate monitoring parameters for

therapeutic switch Int¢ order

» Usually 1abs or vital signs
» B/P, Dryspepsia, H/H, Behavior Monitering, IR,
l!-msgv cos ?

= Have facility report any values outside of
acceptable range to MD angd Consultant
Pharmacist

= Act on Information to maintaln optimal
patient care

Monitoring
= Monthly tracking
* By facility
« By pharmacy
+ By consuRant

= Prescriptions vs DOT vs Dollars vs Units

s Rx's from dispensing system

+ Pharmacist’s Interventions

e Itant Cor t:
Monitoring

= Audit wholesaler
purchases vs
rebate data

= Audit market share
vs rebate datz

s Provide feedback
to clinical and
dispensing staff

w Take Action 11}

. REDACTED

2002 19

Page 107 of 182



Attachment 9 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-11  Filed 05/07/12 Page 108°0f 182°'Payéid#: 286

REDACTED

Page 108 of 182



Attachment 9 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-11  Filed 05/07/12 Page 109%%F $82°°'payeigss 287

Atypical Antipsychotics
s ot
Vit e

P PTYLEY b1

f ?f‘i"vﬁj s"e o“"l‘l:wi""":ﬂ"‘F 1’# s’é ,p‘:@* ”‘bum
+

Proton Pump Inhibitors

T

:ﬂ:f EF_?f-

I All Otheer Bretehy)

Success Tips

» Products are thergfeuticallv equivalent
or selected product Is superior

» Product offers a cost savings to payor

= Pharmacists and Physicians have
trusting relationship

» High acceptance rate for pharmacist
recommendations

= Good tracking methods

= Primary concern for Optimal
Patient Care

2002

REDACTED

21

Page 109 of 182



Attachment 9 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-11  Filed 05/07/12 Page 110%F$8220patyeiess 288

CONGRATULATIONS !

. REDACTED
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L TC Partnering
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e o
N

o
LG X

Objectives e {'},OVJ -
Upom complation of this section the atterdes will ba abie o ? —U;k \Eﬁﬂ/ .Db'
= Identify areas where Abbott Pharmaceuticals ¥
can :gist LTC pharmacies in the \ A‘:) 2{1& \’
g performance of their services. (P &{)})\
i » List the primary Factors affecting LTC N '
/ \‘ pharmacy decisions regarding G\\‘l :
\ pharmaceuticals. Al BX 3
w» Create a plan for marketing Abbott = '\ = = )
?\ Laboratories’ products to the LTC industry. Lo’ hJ\>< N & -
&\Vo X al v o= (\r’_& 2.
: @@J Qﬁ ) JJQ/
R B )
P 7 & g N iy
AS Partnering h W
\¢
2‘ Consuitant Pharmacists @0
= Emphasis on the clinical aspects of
Q pharmaceuticals
= Differentiation of product Ly
= Qutcomes data ¢ \‘U
/ VA
X A\
Aevh ,
bg’ Q\r AY
3 v
r% Partnering
Provider pharmacists
~ % = Information concerning good
N, business strategles and policies
= Profitability of product
= Coverage by payors
A = And outcomes data X
N :
N
> S

REDACTED ‘
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OJ
\u 9
K 9} N
R0

Partnering

» Value added services
« CE programming for LTC employees
« CE programming for LTC customers

» Phase I1I/IV studies

= Co-marketing
() !“

/9\

Partnering

LTC Pharmacy and Abbott
Laboratories working
together to bring optimat
patient outcoames to the
LTC patient

2002

REDACTED
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Thinking Outside the Box
Exercise

1. Split into groups of 3 or 4. Discuss specific partrering options and value-added services.
List below:

2, Outline your individual action plan for account calls and market development.

REDACTED | 2002
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i 4

Numerks identifer

MINIMUM DATA SET (MDS) — VERSION 2.0
FOR NURSING HOME RESIDENT ASSESSMENT AND CARE SCREENING

BASIC ASSESSMENT TRACKING FORM

SECTICON AA. IDENTIFICATION INFORMATION
RESIDENT

1.

9. QGMWOFPEHSONSWHO COMPLETED A PORTION CFTHE
GASSESGMENTORWGW

NAME® Ieerﬂfythatm & accempanying Information accurately refieets rogident assessment or track-
ing Information for this restderﬂ and that | collected qr coardinated coflection of this informe-
MFW) b. (Midd's Iritial) ¢, (Last) d, Jr/S1) ﬂnnmhadateaapec@ﬂed?oﬂwbesiofnmmwbd ga, this Information waa collected in
2.| GENDER® 2. Fomale | licable Medicare and Madicald requlramamn.lundars!a.nd that this
Informetion is asabaulstoremuﬂngﬂlatrmldentsmhaappmpﬂmmqualﬂy
a.arﬁ'n-lnm care, and as a baals for payment from federal funds. | further understand that payment of
= | | | | | | I | I | such federal funds and continued participation In the government-tunded health care
‘E mgmiamdmonsdmmeaocumcyandtrummm esa of this information, and that | may
parsonaliy subject to or may subject my o to substantial criminal, civil, andfor
4.| Race® 1Ammnmcﬂanfmrmw mmc 68 for submitting falsa | onlatsoeamlymmmnaumnmuw
ETHNICITY | 2. Aslan/Parifie [slarder mtnl aubmitmisinformaﬂonbyhlshdlltyoni‘ttabehalf.
( 3. Black, nct of Hispanic origin 5 oy e
= |8  SOCIAL & Soclal Securlty Number
v [T [ J-[]-[TTT] :
MEIJICAHEQ
[cNI.IMBEBh_Pm" b, Medicars mumber (or comparahie railroad irsurance number)
vy [ [ T[] [ [ []]] :
gs. FACILITY | & State No. d
et (] ] HEREREE
—T1 1 1| [F
. Federa! Na : [ |
2
T.| MEDICAD
-E NO.[ %+ L
ﬂ"l‘l
i P CCTTI I I IT1] |
rocipient) @ h
C B. nséggws [Note—Othar codes do not 2pply to s fomn] K
> a.Prm-uryrmm assnasmaerd
% 1z m(raqmedhydwwl L
a. Slg'dnmmdwmh BSSOGEMOt
4. Signifeant comoctian of piorfull assessment 4 QUALITY INDICATORS E
10. S &memmwmmmm - Incidanee of new fractures
0. E OF - Prevalence of falls

b. Mhm
ms%
4. Modierrn 50 dayr

50 day agsossrent =
& JMM

mumm«um -

Am

8 Otherslate assasamant
7. Modicary 14 day assessment
& Qithar Macicarns roquirad assessmont

; [- - Signifies “angwem® that could iImpact Cf Rems enitfied by 8 mumber
In a blue box (e.g- E)):

n-Hmnh'Bﬂ-N)h'Mﬂmﬁeﬂlajﬂﬁmhw
{  mema shadedth GREEN are Includad in the Mdicars PPS RLIO-1 Grouper.
R n recormmendad thal thess Rere be vertfed for acouracy,
{RLIG-M kay dewelopad in coopetation with Survey Salufians, Inc, Collmrbus, Chib)
® = Kay Herna for compierized reskient tracking
[]=wmen box bank, rust enter number or lettar @
[e_]=When lafter in box. chedk if congfion appiies
Fam4 CPOOSEH (Row. 000 Racerigt Freoree SED-PASE, (NC. | 810-430-0504

Prevatence of behavioral symptoms effecting othera
Prevalanee of saymptoms of depreesion

Frevalence of symptoms of dapmesion without
antidepresaant therapy

Use of 9 or more differert medications

Incidence of cognitive impairment

Prevalence of bladder or bowel incontinence
Prevalence of occaslonal or frequent bladder or !
bowel incontinence without a tolleting plan
Prevalence of Indwelling catheters

EEEEEE coon comoo
1 ]

] = Prevalence of fecal impaction
- Prevalence of urinary tract infectiona
- Pravalence of welght loss
- Prevalence of iube feeding
~ - Prevalence of dehydration
@ - Prevalence of bedfast residents
EEd - incldence of decline In lale loss ADLa
) - Incidence of decline In ROM
{E) - Prevalence of antipsychotic use, in the absence of
paychotic and related conditions
- Prevalence of antianxlety/hypnotic usa
- Prevalance of hypnotic use more than two times in [ast wesk
- Pravalencs of daily physical raatraints
- Prevalence of Iittle or no actlvity
™ - Prevalence of stage 1 - 4 pressure ulcers

\ M - ldentifles Gis thet are associated with a eentinegl health event. J

GENERAL INSTRUCTIONS

&;ﬂmmﬁmmwmmwﬁruw
ipston, Wicamt Change, Stats or care required assesamots,
ar Guartorly Roviows, ofc.}
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RAesldent Mumeric Idemifier,

MINIMUM DATA SET (MDS) — VERSION 2.0
FOR NURSING HOME RESIDENT ASSESSMENT AND CARE SCREENING

BACKGROUND (FACE SHEET) INFORMATION AT ADMISSION

AB. DEMOGRAPHIC INFORMATION SECTION AC. CUSTOMARY ROUTINE -

Data the stay Note — Does not indlude readmission /f record was 1. |CUSTOMARY | {Chack apmply. ¥ efl indormazion UINKINCWN, check last b
dosedafm Mmmwmmmmm ROUTINE ::YG.E::IFF':;ILYE\"::;S ooyl

|_|_—| I_J_I |_|_ | {ggﬁg & Stays up fate at nighl (e.g., after § pm)

b. Naps reguiarly during day (at fezs! 1 hour)

:
8

2| ADMITTED éﬁmwmmmmmmum nursing € Goas out 1+ days a week :
FROM Privats home/ homa health services home, d Sty with hobiles, reading, oo foed dally Rutne !
(AT ENTRY) 3whumgmhomwsmemrnm “mm’; &hm%dﬁmahmormmw :
5, Acute care hospital ==mﬂmluﬂh € Moves indapendertly [ndoors (with appliarces, i usad) :
&WW.M%DW 8 Uss of tnbaceo products at least dafly -
7. Refabiltaton hosptal from encther| |, NONE OF ABOVE ;]
3| LVED |0.No m EATING PATTERNS
(p‘?a'.‘gP.'Em i L Distinct food preferences
p
ENTRY) | 2 fn oter facihy J. Eats betwasn meals all or most gays
4.| 2P CODE % Usa af aleohalie beverage(s) &t loast waekly |
e L1 e

PRIMARY
RESIDENCE ADL PATTERNS
§.| RESIDEN- | {Chack all settings nasidortt ved in during 5 years prior o date of bedciothes much
TIAL | artiry given i Ko ABT above) m;in of dey
HISTORY n Wakems % toiet all or most rights
YEARS | @& Prior stay Bt ths nursing home

5 o. Hes imagular bowel movament pattem
PRIOATO | b. Sty in other ruring home
ENTRY p- Showerns for bathing

~P[r]e FP]

:
8
:
ji];ssr-rj-p pl’?‘la— I"-rrv-l' PP [P[R[FIP|F

€. Othet residential and care home, assisted fving,
rosk taciy—board . Bathing In PM
o MH/psychiatic sefiing .
a MA/DD setting INVOLYEMENT RATTERNS
1. NONE QF ABOVE a. Dally conact with retativesvcioss friends
8. (I;lEcEll}g!AE_ L Usually aftercts chunch, termpla, synagogua (ofe.) !i
TIONG) u. Firda strength bn faith
Put r’ . Dally animal companion/presence ¢
hetween two w. Irvolved In group activites
occupationa) = NONE OF ABOVE
.| EBUCATION | 1. Mo schexiing 5. Techrical school
"1 E (Hignest | 2 ot gmaatots & Somecolors ¥. UNKNOWN—Residertarily unble to provide irformation
Lavid 3.9-1!@'&@ 7. Bachelor's
Compiated) | 4. B. Graduate degree
8 LANGUAGE (cwa for comect responss) SECTION AD. FACE SHEET SIGNATURES
a Lenguage
0. English 1. Spanish 3. Fremch 3 Other SIGNATURES OF PERSONS COMPLETING FACE GHEET:
b Hjothn aoncty a Signature of AN Assessment Coorinator Date
. MENTAL | Does residarts RECORD inclicate whw retarmiation,
HEALTH | mental iiness, or developmental disabiity p
HISTORY | 0.No 1. Yes | cartify that the accompanying information accuratsly reflacts resident assessment or track-

ing inforvation for this nasidant and that | collected ar coondinated cellection cf this Informa-
ticn on the dates specified. To the best of my knewledge, this infarmation waa collocted h
accordanca with icable Medicars and Medicald requirements, | undarstand that this
information is used as a basls for ensuring that residents recelve appropriate and qmmy
care, and as a basis for paymant from federal funds. | further unde that

10.| CONDITIONS | {Check aif conditions that are reigad o MR/DD status thal were
RELATEDTO | manifested before age 22, and are liksly to continue indsfinital)

STATUS | & Noteppicabie—no MRDD (Skip to AB11}

" B D::'s g such federal funds and continued particlpation in the gmmmarﬂ funded health cara
- Fyndromn gemgramslsoondmonedonmsaecumsymmmrulnm this information, andihmmay
c Autism personally subjec! to or may subject my organization to aubstantial eriminal, eivil, andfar
d. Epllepay adminletrative penaities for submitting falss i n. | also cartify that | am authorized to
& (iher argani; concfton retated to MA/DD Submit his infarmation by this facity on 1t benal.
f. MA/DD with no orgenic condition b. Signatures and Tiie Sections Cate
11 DATE
GROUND L Date
WECRUA —[ - T =
d
COMPLETED Morth Day Year
% Data
L Dats i
g Data
" |=When beox blank, mus! entar mavibet ar letter
2 | =Whan sttsr In bow, check f oondifion applies )]

MDS 2.0 September, 2000
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Raa

bdar

{ i

MNumeric ldantfler

MINIMUM DATA SET (MDS) — VERSION 2.0
FOR NURSING HOME RESIDENT ASSESSMENT AND CARE SCREENING
FULL ASSESSMENT FORM

(Status in last 7 days, unless other time frame indicated)

3. MEMORY/ Lu? alf fot resicent was rormlly ghie (o recat! during
SECTION A. IDENTIFICATION AND BACKGRQOUND INFORMATION ABILITY | o o ot season = d. That hevet hmnm‘ m
1 REDENT b. Location of ownroom [b.___| & NONE OF ABOVE are recalied .|
b, (Miridle Inltal) . Suffnames/faces &
2.| ROOM 4. {mmmmwwm
NUMBER ‘:Ijj]j SKILLS FOR | 0. INDEPENDENT—dachions
DALLY ‘
3| AssSEss. | & Lastdayof MDS obsarvetion period DECISION-
REPERENCE HAKa
el L - -LTTT]
Morth Year 5. INDICATORS (Gadswwmmmmr Jmm
) b, Original (0) or comectad copy of tarm (enter number of comrection) OF reduiines comversations with fainfly who have direct
s (o] DATEOF | Data of reentry from most recent ioa hosplaln ELIA residant’s behavior aver this time}
lest 90 deys (or since lest asseasment or lesa than 50 days) Osdnvbornotpm
THINKINGF Behavior present, not of racent onset
| ’ |---| |—| | I | | AWARENESS ZBemeMWbst?daysappeamd?ﬁammmmﬂuﬂm
Dey = funciioring (e.g., new onset or worsening)
ISTRACTED—{e.g., cifficulty paying attertion;
5 1. Newar married 3. Widowed 5. Divorced &mgd} I ol 5e goe
BTATUS | 2 Mared 4 Saparatod .
b. QUPEBHI&PL?NODI'I: ALTERED PEFICE?;DN &Z Awmmssr;J?F
6. MEDICAL 0.7, moves fps or 10 SCmBons
moow | [ [ [ [T T TTTTTT] e b s e s ks 9
. c. EPISODES OF DISORGANIZED SPEECH—{e.g., epsach la
7. CURRENT | (Bltng Ofte o inccate; check afl that epply in fast 30 dys) - et i e, & b K
FORNH | & Medakdpordem o | . VA perdem t . PERIODS OF RESTLESSNE - 0., fidgeting or picking at akin,
STAY | b Medcareperdiem | | g Seffor lemiy pays for 8l per diem SGihing, napKing erz; oquent e e ver oM e
€. Medicars ancillary — h. Medicaid resident fabilty or & movernes of callng oul) 1, 17+
part A e Madicare co-payrmant
a PERIODS OF LETHARGY—{an , suggishnass; staring into
& ‘wm d Lm‘:’.ﬂ?}’“ space; dicLt o aruss: Mrie bady moverment) £, 17+
CHAM 1. MENTAL FUNCTION VARIES OVER THE COURSE OF THE
R e PUS per e |a. }- Othar per diam DAY—(e.g.. somstimes better, sometimes werse; It}
8. nE%sgNs a.nmmmaurmm mwmmﬁﬂmmt) 117
1. Admission assasament {requined by day 14) Rasident's cognitive status, skills, or abfittes hawe changed as
ASSESS- | 2 Annual assessment
e i g‘?"" - hdlmlm wﬁ]mdmmm{mmmmnw -
. icant cormection asagssmei
J 5, Qﬂ'z.rleﬂywm 0. No change 1. Improved 2. Detericrated I, 77+
thigisa | 6. Discharged—rstum not anticipated
7. Dischamed—matum
m 8. Diad\argedpdnrm ng initial assessment apptance, i used)
oo ) e— Y
Sli.:'l'%l‘l EOFABDVgn L 2}HRSJNSPECMLSHLWTONSSNLY—WWhasmad]m -
sulseat of
MDS Rems ‘wm“m’m““m 2. Y P Diabsaos of usetul hearing. 4
need bo ;
2 Medicare 30
compioted) | 2 42 {Check a!f that apply during fast 7 days)
4"“907”’“90 assessment . Hearing ald, present and used
Mocicare 90 day assessment b. Hearing ald, preser and riet used requiarty
g: assassmant .10”5%“” . techniques used (e.g., i reading)
; % ummmgmm:m (Check afl used by restdert fo make needs ke
9. RESPONSI- | (Check aff that apply) . Durebie power atomeyfinancial & Spesch d. Signsigestures/’sounds
LEGAL | & Lowel guardan ; Vg 9 o 8. Communication board
LEGAL L P &, Family menmber responsbie . Eqrass or needs [,
b, Other begal aversight b . American sign languags 1. Other
c. Durahia o f. Patiant responstble tor safl L or Brallls o Q.NONEOFABOVE
@m |c ¢ NONE OF ABOVE B 4.| MAKING (Emmmmm—mm
10| ADVANCGED | (For those floms with supporing documentation in he medical ecord, SELF | 0. UNDERSTOOD
DIRECTIVES | chock alf that UNDER- | 1. MYWWMWNWW
0. Living wil f. Fooding restrictions 2 UNDERSTOOD—abily s Imited to makir conorete -
b. Do nat resuscitate  |by g Madication restrictions
c. Do not hospitalze s, h. Ctther traatment restrictions Wmm 4
d 5. SPEECH | (Codeforspoech in the last 7 days)
OMEASRSPEECH—duMMMed rda
wol
M SECTION B. COGNITIVE PATTERNS 2. N SPEECH—absance of spoken words
1.| COMATOSE | {(Persistart vagaiative stata/no discomibie consdmumness) ABILITY ndarstanding vertal information comerm—towsver
(3' i 4. 5] 1.Yes  (#yes,ekip fo Socton G) - *| AONDes” ;UWEHWDS o
2.| MEMORY | (Recallof what was leamed or known) il 1':.:smuvu~o£nsm~os—maymssmmeparvmma«
aSthmanK—mmdﬂmmturecaﬂaﬂarSmlnm mﬂssg
0. Mamory OK 1. Memory pblem 2 i3 2 gm MESUNDEHS?NDS—stadaquawwtosnmpia
communication
b. Long-term memory Ok—seerma/appears to recall long past 3. RARELY/NEVER UNDERSTANDS 2, 4 .
0. Memory OK. 1, Memory problem 2 :
7.| CHANGE IN mwm hear information has
[)=Whsn box bisnk, must enter number o letier 17%- referioa RAl manual  (3) | | COMMUNI- | changod as o status of 96 dye ago {or since last
- clarificaiion CATION | asseasmert i gss than 90 -
[a}=Whan tettar n bax, cheack if condiion appiies T - N1a + Ntb+Nic < 1amd Bl =0 HEARING { 0. Nochance 11920kdiBe2es 17
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Resider Numers [dertifier
5.| CHANGE [N | Resident's behavior status hes as to gtatus of 80
SECTION 0. VISION PATTERNS BENAMIORAL s(orsw:’m Imm,
1.| VESION | (Abity to see in adequale fight and with giasses ¥ used) SYMPTOMS | 0. 1. Improved 9 2 Deteriorated 1, 27*
omsomrs—seasmmindummmrpmnm O . 0SOCI2 0

1, rﬁfﬂﬂoﬂ.k:sﬁgo—sees large prnk, but nol regular prirt in newspapers’

2. MODERATELY IMFPAIRED—imited vision; not able to see
rewspaper headlines, but can identity objects. 3

3. HIGHLY -’MHMF?ED—Ob]ect identification in guestion. bt eves
appear o follow ohjects.

4, SEVERELY n'MF!ﬁJHED—m vision or sees. only light, colors, or
shapes; gyas do not appear ta follow objects

2| wvisual |a. Side vision problems—decreased penpheral vision (e.g. leaves

LIMITATIONS! |  !ood on one side of tray, ditficulty fraveling, bumps into pacple and

IDIFFCULTIES| objects, misjudges placement of chair when seating self). 3 -

h. Experlences ary of following: sees halts o rings arourd lights;
sees flashea of light; sees “curtains® cver ayes " _

©. NONE OF ABOVE
Glasses; comact lenses; magnifying glass
0. No 1.\%59 jin

& At eass interacting with others

h. At eass doing pianned or stucturod activities

INVOLVE- | ¢ At aase doing seff-inftiated activites

. Establishes own goals 7

e. Pursuas Invedvarment In (Ko of faciy {e.4., n-aakaaﬂmeps
imnvoived in a.dMﬁB.raapondsposmw rﬂvac'dvﬂﬁas:
asatsts gl ous sErvices)

£ Ancepts witationa imo most group activiles

g. NONE OF ABOVE

2 |UNSETTLED]| A Covert’open conflict with or repeated criticism of staff 7

b. Unhappy with rommmata 7

SHIPS €. Unhappy with rasrdents other than roommate 7

d. Openly expresses conflictfanger with lamilyfriends 7

a Ahsance of personal comtact with famtilyAnends

{. Recent koss of ciosa lemily memberfriend

g Does not adpus! easlly b changs in outires

h. IYONE OF ABOYE

3. |PAST ROLES!| a. Strong idenification with past roles and |ife stalus 7
b Expresses sadness/angerempty feeling ower lost roleststalus 7

¢ RAesident pemoives that daily routine (custormary routine, activities)
is very difterent fram prigr patiern in the community 7

-
E
[+]
M

0. Indicatar m):n exihibited in last 30 days

0 1. indicator of this type exhibited up to five days a weok

AN!IE'I"I' 2. Incicater of this lype extibited daty or almost daily (6, 7 days a
L]

SAD MOOD | VERBAL EXPRESSIONS

OF DISTRESS
& Reskdart mads negative & NONE OF ABOVE
gitemnents—e.g., it
{Ela-Elp=12) mm'gm ECTION G. PHYSICAL FUNCTIONING AND STRUCTURAL PRCBLEMS
8 dead: Whats the use; 1.| (A) ADL SELF-PERFORMANCE—{Cade fbr resiasnf's PERFORMANCE OVER ALL
having lved 50 SHIFTS during tast 7 dys—Not inchuding setup)
I 0. INDEPENDENT—No halp o cversight —CFR— Helploversight provided orfy 1 or 2
17* b.mvacrm—egﬂ timea durng tast 7 deye
. ° oo | gy )
Fo=13 71 dmetas o7 reatonshin s O G e e e e el o oy s Smavpe
. Flepsiitve provided ondy 1 or 2 times during last 7 days
E&Sﬂ"ﬂ out for help, @: LIMITED ASSISTANCE._Resident ighly involved in aciviy; reccived prysical help
haip ma") n guided maneuvering of limbs or othér ronweight bearing assistance E or mare fimes|
o Porsiatent angar with saf —OR—More halp proviged only 1 ar 2 imes duning tast 7 days 1
or others—e.g., easly 3) 2. EXTENSIVE ASSISTANCE—While resident perormed part of ackivity, over last 7-gay
annoyad, anger period, hedp of tollowing type(s) provrded 3 or mors Gmes: "
In sl -= Weight-bearing suppart '
muw? I Sad, pained, wanted tacial — Full staff perkarmance during part {out not all) of last 7 days
received furrwed - o : -
0. 5at : brows & - 4. TOTAL DEPENDEMNCE—Full slaff performance of activty during entire 7 days.
* & natting, | &m ;?m m. Cryiryg, tearfulness 8. ACTIVITY DID NOT OCCUR during entiva 7 days
uss fo 4
Expnossions . Repetittve physical (B} ADL SUPPOST Pmnmmummmmm @ @
wamm Wﬁ-m )z;snm SHIFTS Ingt 7 days; code regenilems of residonts -
fears—e.q)., fear of being fidgeting, 4,5 perrnance
laft
i with others :;nsso; mﬂ;ﬂm . ? Nuwﬁmwpryﬁwlhdpmshﬂ
Wiidrawal from aitivites 2 m]psmwm 8. ADL aciivity et did rot
v temible ls about W&Mh 3, Twow pamsors phyeical asst ocour during entire 7 daya
1o happen—a.g., belioves haing with famiiyirdends (G
haorshelsal%ntndla. . Racuced soclal a How resthent moves to and from hng posttion, tumes side to side,
harva @ heart attack intoraction MOBLITY | g positions body whiainbed 1,234 =54 2348= :s
2. moop | One or mora Indicator of depressed, sad or amdous mood wers b.| TRANGFER | oW residert moves between sunaces—iofrom: bed,
FERSIS- gitered by attempts to “cheer up”, console, or powon{ExoLUDEm'ombmﬂnﬁet}
TERCE mhmﬁumﬁ?m e 1234 = ﬁmﬁ --

0.Namood 1. Indicators present 2. indicators prasent,
indlcators easily altered. & nat easily altered. &

3| CHANGE | Resident's mood status has changed as compared to stahus of 90

e WALKIN | How resident walke between locations in
ROOM hishermom 1,234 = 54

N MO0D ug {or since lest assessrrant f less than 90 days) d mn How resicient walks n eomdor enunit 1,234 = 54
Q. 1. Improved 2. Deterorated 1. {7 — =
a.! LOCOMO- | How residem moves batween locations in fis/her room
4 Bmﬂ%% g mnmmlm%hlast H7d‘“ TION aqmmmmfmm‘uhm,
@1 Beha\rmrofmlstypemrradﬂoadaysin last 7 days ONUNIT | oncoinehalr 1234 =354
[ 2. Bahavior of this type occurmed 4 to 6 days, but less than daily .| Loco tncations
(@ 3. Behavor of this type occurred dally RN | e i aritem, o poaeaan, (“Fm
{B) Bohavioral symptom siterabiiity In ing{ 7 days OFFUNIT | anly one finar, how moves o and fram
?Ammrmm?"nm was eagly atered @ ® the HmMrsefLsumwmymmm1234 irl
¢ DRESSING mmpmm.mmmwwmdm
i 5 fa o Wi D (oLl PUmoss, ESamrgly clothing, including donning/rameving prosthesis 12,34 = 54
nx;ﬁMAH.lSNEBE]-M\HOHA;SYMP‘%MS 8 h.| EATING wmmm dakﬂl} mnasmm
B8 Wers tineatened, screarmed at, cursed 1 ]
& PHYSICALLY ABUSIVE BEHAVIORAL SYMPTONS paererm o 134~ 34 :
{others ware ht, shoved, sceiched, sexyally abused) 9 ) i.| TOILET USE I-hwraddaﬂm buetmn(urmbedpaﬂ.mm b
d.SCX:MI..LY INAPPROPRIATEDISARUPTIVE BEHAVIORAL tramferu\l'oﬁ d-aTm manages ostomy
SYMPTUMS(rmdacﬂmlphsm sereaming, adjus‘lsduﬂm 1
sefl-abusie acts, sl hehavior or dizrghing i public,
mmmmm nenmagad through athers’ {.| PERSONAL | How residarm nduding
belongings) & B HYGIENE mrmmm hing malen.p -. _
e, RESISTS CARE (resistad taking madicetions/ injections, ADL s, i 3
assistance, of eating) 9 (15 1834

7 - vefer fo o R nuittiicd for arification @ Page ﬁ&z&w 2000
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Resident Numeric [dentfier
2| BATHING |How resident takes full-body bathVshewer, sporgs bath, and 3. [APPLIANCES | & Any scheduled tolieting 1. Did not mwﬂa. :
transters vout of tutvahower (EXCLUDE washing of back and AND h_;zmm,g plan " ;
hair} Code for moat In seit-performance and support PROGRAMS program g- Pads/briafs used 6 {
) %A‘IHINGSE.F—P FOFRMANCE codes appesr belaw (%) (B €. Extarnal {condom) catheter 6 h. Enamas/imgation
0. independem—No heip provided o incwgliog cathaer 6 L
1. Supervision—Oversight help any 14 . Intermittent catheter 6 a }. NONE OF ABOVE I
2. Physical help limited o transfer only -S4 Dty Ly :
3. Physical hek n part of bathing actidty &4 i
4. Total dependence %4 2. Deterorated [
8. Activity itssf did not oceur during entire 7 daya - i
{Bathing support codes are as dofinad in em 1, code B zbove) MmﬂmﬂmmamwwmmADLmdg\mm :
.| TESTFOR {M@mmmmmm‘?m rrmdand siah.m,medi@tmaﬂnen‘ls.nwslngmnltmhg.arﬂskd . (Do not list :
BALANCE | 0, Mairtained position as required in test jnaciive dimosse)
P ; Unsteady, but able o rabalance seif without physical support 1.| DISEASES | (¥ none apply, CHECK to NONE OF ABOVE bay
traind . Partial pl suppont during test
mantafy or stands {sits) but does not foliow directions for tesi ENDOCHINEMETABOLIC/ ¢ HamipiagiaHemiparesls v
3. Not abla to attermpt test without physical help HUTRITIOMAL i Mufiipte sclarosia =
a. Balance whis standing 2 Dighotes mehus x.ParapImI? x
b. Balance while stting—posttion, trunk comrol  27* :I”:E‘“ oldis E :Parlﬂmsdlaeass :
4. | AUNCTIONAL | (Code for imitations during Iast 7 days that imerfered with dally functions YR el v
LIMITATION IN| or placed residsrit at risk of Inj HEARTICIRCULATION as. Saizure discrsr an
RANGE OF | (A) RANGE OF MOTION (B) VOLUNTARTY MOVEMENT d. Artarioadiantic bh. Tenslent lschemke
MOTION .D.Mulh'rdtaﬂon 0 Moloas disease (ASHD) attack (TIA) b,
() 1. Lirritafion on ona side 1. Patial loss 8, Cardiar dyarhythrmias cc. Trawmets bab ey [
™ _gzmnna-nmmmmm 2. Filkes @) ®) 1. Cangastive heari kilure PSYCHIATRIGAMOOD
Nock g Deep voin thrombosia okl Ardety disorder ™
b. Am—inciuding shoulder or elbow :mm @8, Depression 17+ e,
€ Hand—Inchuding wiist or fingar [} L. Hypotension I7= . Manic depression (bipolas
“-LBD—'?W'EWP‘"W&S% ] Peripherslvascubar disezse 18] diseasa) .
& Fog—l Luﬂrqa.nkraur
3 k. Ofter candigvascular g8 Schiznphrenta .
1. Othar Imitation or toss_m disease PULMONARY
B mg_r (Check off that apply during [ast 7 days} MUBCULOSKELETAL hh Asthrma
LOCOM 2. Cane’walker/crutch a, d. Whaeichalr primary mods L Arhritia L Emphysema/COPD
TION  ( }, whealed sef b o locomonion m.Hip kecture BENSORY
e Otherporson wheeled 1o | 8. NONE OF ABOVE n ““"?(9-9-- f. Catamcts 3 I
0, i Dilabetic retinopathy
. | MODES OF (E‘Maﬂﬂ:;myduﬁwhu?m p. Pathoiogical bons racture L Glaucoma 3 @
dtrme 16 ) . d. Lifted mechanically NEURCLOGICAL mum. Marlar degensmtion  (mm
b. Bed rlls wsed for bed . Transter aid {e.g, side board, G Azhsimor's disease g
mchdity or ranstar b. trapazs, cane, walker, brace) r. Aphasia nr Allergtes o,
¢. Lifted marualy |=. 1. NONE OF ABOVE _ & Carehml palgy oo, Anaia oo |
2 t Cerebrovascular accidert Pp- Cancer -
ssgﬁssﬁm mm%mépwmbmlmmmuumuu7 {stroke) o Renal tallre g
- 50 col riomn them Dermentia ottar than
Ay ggm apw u- Demoriia cther trar k. NONECFABOVE  [n,
8. Ls ADL mgwwﬁgdﬁsmmmmumnmm 2. |INFECTIONS | (# none apply, CHECK the NONE GF ABOVE box)
TION | B Direct case staff balieve resider is capabln of increased = 8. Anfhiols nasistan intacton ﬁw i I
POTENTIAL |  independence in at leasi soma ADLs 54 b {eg., MesthicIln resistant Seqmly o
i 4 -9 W
© Residen abla to perlorm take/actiily tut s wary slow & b, Clasiridum dFfcds (c. &R) [ I] 1&‘?“““; L
d. DMference [n ADL Seff-Perforrmance or ADL Suppart, compartng c Lnctiviis . Urinary act infection
momings o evenngs d d_mmm : In lam 30 cays {4 gFP| 1
& NONE OF ABOVE . & Preumona . k. Viral hepatitis k
.| CHANGE IN | Residenta ADL seli-performance staius has as 1. Respiatory imaction 1. | L. Wound mtecfion L
ADL to stats of 90 days age {or since last assessment if legs than 00 days) m. NONE OF ABOVE m
FUNCTION | . o change 1. Improved 2 Deteriorated - 3] onEn |= .
CURRENT | p, .
SECTION H. CONTINENCE IN LAST 14 DAYS T g’l;rl\:l?_nég % o
.| CONTINENCE SELF-CONTROL CATEGORIES & -
{Code for resident's PERFORMANCE OVER ALL SHIFTS} AND 1000 | o, .
CODES =
0. CONTINENT—Comyptala comtral finchudas use of indwelling uninary catheter or
ostomy devics that does ot keak urine or stoolf O f ONDITIO
1. USLALLY CONTINENT—BLADDER, incomtinernt epi onca a woek o less; 5 B
BOWEL, fess fhan episodes 1 cI;RDBI.EH chu:kaﬂ present in laat ¥ days uniess other time frame
) 2. OCCASIONALLY INCONTINENT—BLADDER, 2 or mone times a week but not 1. DizzinessVartige 11,1794
dally; BOWEL, once a wook gmmOKBMRSOFFLUID g Edoma 3
. ; . Fevar 14
[ 3. FREQUENTLY INCONTINENT—BLADDER, tended to be incomtnen dally, tut 2. Weight gain ar loas of 3or h
@ some cormral presert {g.g.. on day shift); BOWEL, 2-3 imes a week Frore pounds within g 7 I Hafcinations 27+ b
4. INCONTINENT—Had inadequatp control BLADDER, muttipls daily epsodes: day period. 14 L : iy :
‘BOWELaH[oralrmstlaﬂ)uHheﬁme Lt b. InabiTly to lia fist due to b Recurmant licng aspiations
ghortness of breath inlestWdayn 17+ K
(3 Bcgwmﬂ' Comml of bowe! movernant, with appliance or bowsl continence ¢ Dehydrated: cutpt I. Shortness of breath L
NENCE | programs, femployed 1,234=16 EEER excéeds nput. 14 m.Syncope (faintng) 17+ | .
BLADDER | Conirol of urinary biadder d. Insufficion fuic did NOT n.Unstsadygatt 17+ in.
CONT}- | soak trough undarpants), with appliances {e.g., fol consume allaimoat al ©. Vomitng o
NENCE | programs, femployed 2.34=106 liquids provided during p- WONE OF ABOVE
2| BOWEL |a Bowel eimination patiem laot 3 days. 74
ELIMINATION|  regular—at least one . |cDiartea OTHER
PATTERN movement evary three days d- Fecalimpaction 77+ EER) 8. Delusinng
h. Constipation #7+ & NONE OF ABOVE

17% - refer to 8 RAI manwal for clarification [ - Ha or H3b not checked

MDS 20 September, 2000
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Readent . _. . . _. Numeric Iderfier
2 sw.::%ms (Code the highest level of paln prasent in the kast 7 days) SECTION M. SKIN CONDITION
e & INTERSITY of pain . Record the numibar of uicers at e&ch uicor stage—regaruless of
Shoe o o0 i hl:!’; Cogae- wm)mfuﬂwmj
B e pai (etig [0 o) 2 Moderate pain oyl Stagel. A AN, . SO /I S
i G a i n area 855 a n
;::mmwy 3»1'""'95“2;9"981“'8 si-(ﬁhaidussnoldbappealwrmpressurehdmd.
ciatng b Stzga 2. A partia) thickness loss of skin iayers that preserts
3.| PAINSITE | (i pain presont, check allf sites that apply in last 7 days) clinically as an abrasion, bligter, orsmihwuainr
A Back pain a f. Incigional pain 1 ¢, Stage 3. A full thickness of sidn i lost, the subcumEREoLS
b. Bone paln b. @ Joint pein (other than hip) |8 m%madmm ar without
& Chesat paln while daing k. Soft teen patn §
el acivities - {og. los o) o d. Staga 4. Ammmmmargdmmmmwm 5
& Headacha d. L Stomach pain ]
2 {For each of uler, coda for the highest stane In the last 7
. Hip pain o | Othor £8ig 1y hips U o0 1 m Mo, Oons; St898e 1. 2.3, 4
2 i i ln
4.| ACCIDENTS (?:hmﬂ e_n;% Kecture ‘m lat 334% 12 &Pmmg:du%m l‘eagune pressure reauting
7% £ daye ?‘ o 1224 = 16| b-Stasis ucer—open (eston caused by pocr droulaton in the lower
17 d. Other radiure in axvemties
b. Fell in past 31-180 b st 180 daye ) 3
days 1717+ @. NONE OF ABOVE ] 3. I'DS’TOR":'E%‘ Aesidant had an ulcer that was resolved or cured n LAST 80 DAYS
Sif STASILITY | o Gonciitons/diseases mke residanfs cognitve, ADL, mood or ULCERS | 0.No 1¥es 16
CONDIIONS! m"""mdﬁ‘"“b'“m‘ fhuciuing, precarous, or 4 [OTHER SKIN| ( Chack ail that oppty diring o5t 7 daye)
. Residart enperiencing an acule episods or a fare-up ol a OR LESIONS| & Abmasions, bruises B
recumen or chronic problem PRESENT | b, Burrs (second or third degree) b
¢, End-ginga diseass, 6 of lewar months to e £ Open lesions ofher han uicers, rmshes, cuts {¢.g,, carcer besions) (=
d. NONE OF ABOVE d. Rashes—o.g., iMBririgo, eczpma, dnag resh, eal rash, herpes 2oster |4
SECTION K. ORAL/NUTRITIONAL STATUS ©. Skin desensitized t pain or pressum 16 s
1. Skin team or aun (other than sumgery) 1.
1| ORAL | & Chewingpoblem a g. Surgical wounds o
PROBLEMS! |, Swallowing problem 17 b h. NONE OF ABIVE h
& Mouth pain 15 o 5| SKN {Check ali that apply during Isst 7 days) i
d. NONE OF ABOVE < TREAE | @ Pressue refieving devicels) for chalr a |
2| WelGHT | Fecord a) height i rches ard b,) waightin pourds. Base weigh o MENTS | |, prossure refieving devicals) ot bed b}
QUG ([P ce s e 0 e et it e & Tumingepcatenng g -
WEIGHT | s ©9 o Nutriton or hydration Intervention 1 manage ekin probiems Py
a.HT{in.)E I:.WT(I:b.]| @, Ukcer care e
1. Sumyics) wound cane 1.
3.] wEGHT |aWsighticss—5 % or mor iniast 30 deye; or 10 % or more @ Application ¢f dressings (with or withcut topical medications) other
CHANGE tn last 180 days i than 1o teet o
1.%% 5
Cediv L . Application ¢f cinmentaimedications (ofher than In lest) n
h. Welght gain—5 % or more in iast 30 days; ar 10 % or mome L Othes preverative of protective &40 cam (ofher than 1o feet)
In tas? 180 days NONE OF ABOVE L]
0.No 1.Yes L. NONE OF -
4| NuUTRE | a. Complains about e taste ©. Leaves 25% or mara of food el FoOT Check alf thet apply during last 7 days,
TIOMAL of many fonds 12 [N unealen at most meals 42 |2 PROBLEMS ¢ i’ /
PROBLEMS AND CARE | & Fesident has cne or more foat problemns—e.g., cons, callouses,
hHegulamrr;peﬁM oL NONE OF ABOVE _ burors, hammer toes, overlapping toes, pain, stnectural problems |,
compiaints of unger [ b tntecfion of the foo—e,g., cellutie, puniem dminage b
6| NUTRL [ (Check il that apply inlest 7 days} et ¢ Open lesicra on tha toot -
APPAPASH| & Parmertv 1224 [o |  bowonmeas d. Nofiveallicsss trimmed curing et 90 days d
b.Feocingibs 1224 DR | o por ey stanized #. Received prevertative or protective foot care (e.g., used special
¢. Mechanically aflered diet 748 | * buftesp ulersl], g Ehoes, nserts, pads, ioe separaiors) [a.
d. Syringe (oral feeding) 2 M b f. Appiication of dressings (with ar withaut topical medications) L
e, Therapeukc did 12 mﬂ Blpmﬂlad.ldgm g WONE OF ABOVE B
SN 1. NONE OF ABOVE O : PUR PA i
. | PARENTERAL! Soction L i meithor chekoy 1. THE Check appropriate ime periods over iast 7 days)
OR ENTERAL 18k o Ly ket PWANE i(?laddrumkaallnmmmﬂmﬁs..mpsmmremnwhmr
INTAKE & Cuorde the proporiion ¢of tted calories the residen recalved fucugh per time period) in the:
o tubm feedings in the et 7 daya : o=
3 5% 75% a. Moming @ 108 [
11%(025% 4, 7% o 100% B, ARsmoon d.NONEOFABOVE - d i
2. 26% to B9
b Code e awerage fatd intaks par day by IV o tubs I last 7 days [N (ﬁmﬁdwﬂlsmmddpmSMonO)
0. Nene 3. 1001 to 1500 oc/day 2.] AVERAGE (mmmmmmmm«mLm}
1.1 1o 500 cofdey 4. 1501 Io 2000 cr/dey TIME 0. Most—mors than 2. Litte—less than
SECTION L. ORAL/DENTAL STATUS ) dihe oty b g
: a.|PREFERRED| (Check all settings in whl‘dl&dwtmammm
a. Debris (soft, easily movaide subsiances) presen in mouth prior o ACTWITY | g Own soom
odliders going o bed atngnt 75 SETVINGS | |y pgjarsviy room u . Outsids faciity
PREVENTION| b. Has demures or rernovabie bridpe ¢ Inside NHfiof untt [ &. NONE OF ABOVE a
¢. Somefall natural ket lost—does not have or dogs not use 4.| GENERAL | (Check alt PREFERENCES whether or niot activity is curently
dentures (or partial plales) 15 ACTIVITY | avalabis o resident)
d. Broken, Inass, or cancus teeth 15 PENEFCE; & Carde/other games |a. ﬁ Tripstshapping B
N . . b. Crafisfarts 'Y Yaking/whealng cultdoors |
£. Inflamed gums {gingiva); swollen or blaedin s, oral abcasses; {adapted o k
ulcars ur?asheég 15 R ma!denﬂtt's - Exowriseiaports e II: wamh:gw L
curre o, Music d Gadening or pants ]
d ‘deriu 8 f :
t E;“g'ﬂmi?mdff’” res or dially mouth care—ty resident | abliitias) o. Alcatingfwritng  [a. k. Taking or corvarsing <
f. Spiiuakeigious L. Helping others L
& NONE OF ABOVE h’- acthides LS m. NONE OF ABOVE m.
F7v - refer 1o 1t RAS mennal for larfication @="Two tems required to trigger ® -Nta+Nib+Mc<1and B1 =0 MDS 20 Septerber,
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{

Realdant Numeric |dordiflar
i EFERS | Coda for resident preferences in routings .
Bl G GE i | 0-No change 1. S&ighﬁ-.m’ange T4 2 Maprchange zaa || ¥ DEMCES e the Mafieng coca foleot 7 )
ROALY e | 2 Type of activites In which resident is currenty involved RESTRAINTS 12 ﬂ”ﬂ?ﬁ““dﬂb
. Exigmt of residont vonoment In actvites mj:e ally
SECTION O. MEDICATIONS Bed .

2 — Full bed mils on all open eides of bed
h — Other types of slida ralle used (a.g., half mi, one Sida)
e Tnmk gt 1,2=If119 2=I6

v NL&&E&E&:F (Record the number of difererd medications used in the el 7

dnys; eniar 0" F nare used)

TIonS d Limb restraimt. 1,2= 18
2| MNEW (Rasitent currertly receiving medications that wers inftiated during . Chairprevents dsing  12=18 R
b ol o S 5.| HOSPITAL nmmrdmmmmmmmmm

STAY(S) avernight stay in last 80 daye {or since last assessment I leas than

90 days). (Ener 0 no admissions)

6.|EMERGENCY| Recond mumber of imes resident visited EF without an evemight stay

ROOM&R) in last 80 days {or since last assessment if less than 90 days).
VISIT {Enter0¥f no

3.|INJECTIONS | (Record the number of DAYS Injactions of recedvad during
the last 7 days; erar "0 if none wlma} AR

ol Dars | (Focord the number of DAYS during Iaat 7 days; enier 0" Friat
RECEIVED MMI’WMWUMFMMM

a Artipsychatic 1-7= w7+
b Atandety 17= 17, #27%
£ Antidzpressan 1-7= 11,8 7

visiis)
7. PHYSICIAN | I the LAST 14 DAYS {or since admission if less than 14 & -
VISITS or

haw many days has the {or authorized

%mﬂnwm {Entor ¢ if none)

B.| PHYSICIAN lnmLABTMMYStm";ﬁ::MnHImmu In
how many phwsiclan {or aithorized or

ORDERS mundw@%mm“mmmm

mmm(&mwm

ESPEMMWWPWBNWW

the lant 14 days 5.| ABNORMAL redder;‘td mgbmmmmmmmmso
MENTS, L W o LAB VAL UES aya(orm missian)
DURES, AND| THEATMENTS PROGRAMS 0. No 1, Yo
B :W e I SECTION Q.
Cialysts program
& IV mexdication e n. Alzhaimers/dermentia
d. ImBekafoutput d Spacial cane urit
8. Moot acute & Hospies care
medical conditen e, B Pedlairic unt
t Ostomycam f. 4. Resphs care 0. Mo 1.Yes
B8 Coeypen tharapy I r. Training n sidly requtred o
retum (o the communhy &.Stay projacted to be of a short duration— discharge
. Ragfaicn |:" (2.0. taking medications, mwm{mmmaﬂmmm&emM)
L Suctioning L housse wl
(ﬁ. | Trachaastomy care 3 tramspartation, ) 1.Within 30 days 3. Dischampe status
o k. Transh=ons L3 a NONE OF ABCVE
h 2| oveRalL | Resident's overall seit sufficiency has changed significantly as
CHANGE N | compared to stetus of 80 days 8o (or since last assessmant if less
b. THERAPIES - Racord the nurmber of and totef minutes aech of the CARE NEEDS| than 90 days)
foliowing tharaplas was administered {for at loas! 15mfnmgsam3in X
the fasf 7 calordar days (Emer 0 /f none or less than 15 min.
[Nete—count only post edmisslon theraples)
{A} = # of days administered for 15 minutes or more
{B) = total # of minutes provided In last 7 days DAYS MIN
i ® | "TioN™N | & Resident 0.No 1.¥e8
& Speach - lanquane pathology and auriotogy a ASSESS- | b Famly: oMo 1. Yes 2 No tamily
sarvcen MENT | o sinificantather: 0. Mo 1.Yes  2Nome
b Occupetonl i repy B, Z SIGNATURE OF PEHSON COORDINATING THE ASSESSMENT:
¢. Pryalcal thempy o
. Respimiory therapy "
e.Paychological therapy (by any licensad maental @ Signature of AN Assessmaent Coordinator {5ign on above )
T St | e = [T -1 -1 111
2| INTERVEN- | (Check all Intervertions o used [n last 7 as oo
TIWON matier whom recelved)

PROGHAMS
FOR MOOD, | & Specia! bataviar symptom evallation crogram a
DEH/WION, | b Evaluaton by a loensed mental haalth specialst In lest 80 days b,
LOSS & Qroup thampy o
d. Residert-spacific delerts changes In the envirorment to adoress
moodoshavior paltems—ae.q., providing bureal bn which to ummage |g
@, Raorientation—e.g., cuslng 2.
f. NONE OF ABOVE t
3.| NURSING | Record the NUMBER OF DAY'S sach of the foliowing rohabilfation or
REHABILITA- | restorative fechniquss or practices was provided io the reaidant for

TION/ more than ar equal to 15 minutes par day in the leet 7 days
RESTOR- | (Entar 0 if nore or lesa than 15 min. dally)

ATIVE CARE
B Range of motion (passive) t. Walking
b Aange o molion (ective} g-Dressing or grooming
& Splint or brace assistance I Eaftn or swalktsiry
{shach TRAINING AND SKILL L. Amputation/prostheats carm
e PRACTICE IN: | Commmumication
d. Bed mubily ke Other

o Transter -

% = One of these bree iterms, plus at lsast
one cther item required to tigger

17* - refer to a RAI mammal for clarificakion

MDS 2.0 September, 2000
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¢ € $ ? ¢
Rexaldert Numeric domifler

SECTIONT THERAPY SUPPLEMENT FOR MEDICARE PPS
1.| SPECIAL | e RECREATION THERAPY—Entsr number of deys and lotal mihutes
TREAT- of recreatian thempy adminigiered (for at ieast 15 minutes a day) in
Hw the tast 7 dayw (Enter 0 # rons) DAYS NN

DURES

(&) = # of days administered for 15 minutes ar mors |- @
(B) = total # of minutes provided In last 7 days

Sldp unlsss this 15 a Madicare 5 day or Madicare readmission’
refirm assessmont.

b, ORDERED THERAPIES—Has physlolan ardared any of

¥ nat ardared, oidp to Hem 2

o. Through day 15, provide an estimete of the number of daya
whon at leasl 1 therapy senvioe can ba mpected to have bean .

o Through day 15, provids an estimath of thé number of
herapy minutes {acroes tha themptes) thad can be
apecdtvdiobedelvernd? . . . -

IALKING foarn 2 ¥ ADL solf-performance score for TRANSFER
* M?IE%MOST (@t 88,12 or 3 AND 8t isant one of e fallowing aro

SELF
SUFACIENT | - Rasirlert recaivad physica) therapy imvoiving galt reining (P1.b.c)
+ Physical therapy was ardesed for thi resident volving gait
training (T.1.b)
» Residant mceived ruvsing rehabTation for walking (P
= Physical therapy trvolving walking hes been disoortimued within
fhe past 180 deys

Skip to e 3 ¥ residern did not walk [n iast 7 deys
’mmuommnmmmm

WHEN THE RESIDENT WALNED THE FARTHNEST
WITHOUT SITTING DOWN. (NCLUDE WALKING DURING
RENABILITATION

& Furthest distenca walked without dowm during this
episode, s "

0. 150+ feet 3. 10-25 faet
1.51-146 fest 4, Less than 10 feet
2. 26-50 feat

b Time walked withcar sitting down during s episoda.
2. 1-2 minutes 3 11-15mirutes
1. 34 minuies 4, 1630 mirunes
2. 510 mirunes 5 3+ mirutes

¢. Self-Parformance ln walldng dumng this eplsods.

0. INDEFENDENT—No help or oversigi

1. SUPERYISION—Oversight, ancouragement or cueing
provided

2 LIMITED ASSISTANCE—Resident highly mvolved in wallking;
raceived In of imbs
o physical guided manewvering of

3. EXTENSIVYE ASSISTANCE—Residont received weight

beariy asakinnce whis walking

oL Wil associated with this code
Hnnu?ﬂuwg wih qiant}-b(

0. Ko eetup or physical hedp from stafl

1.

o

@ Paralled bare used by residant In assoclation with thia eptsods.
0.No 1.¥en

*| e [T =[]

MIXS 20 Septernber,
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i (

Mumeric Iderifler

SECTION U. MEDICATIONS — CASE MIX DEWMO

List &l medications that the resident recedved during ths last 7 days. Indude scheduled medications thet are used
regulerty, but legs than weekly.

1. Medication Hams and Dose Ordered. Record the name of the medication and dose ordered.
2 Route of Administration (RA). Code the Route of Administretion using the following list

1 = by mouth (PO} 5 = subcutaneous (SQ) 8 = inhalation
2 =sub lingual (SL) 6 = rectal (R) 8 = anteral tube
3 = intramuscular {IM) 7 = topical 10 = other

4 = imtravenous (IV)
3. Freqyuency. Code the number of times per day, week, or month the medication ks administered using the following list

PR = {PRAN} as necessary 20 = (BID) two times daily QO = avery other day

TH = (QH) every hour (includes avery 12 hrs) 4W = 4 timea each wesk

2H = (Cr2H} every two hours 3D = (TID) three times daity EW = five imes each weok

IH = (Q3H) every three hours 4D = (QID) four times daily EW = 3ix imes each week

4H = {Q4H) avery four hours 5D = five times daily 1M = (Q) month) ance every manth
6H = (Q6H) every six hours 1W = (Q week) ance each wk 2M = twice every month

BH = (Q8H) every eight hours 2W = two fimes every week C = continuous

1D = (QD or HS) once daily 3W = three times every wesk 0 = other

4, Amount Administared (AA). Record the number of tablets, capsules, supposttorias, or liquid {any route) per dose
administered to the resident. Code 889 for topicals, eye drops, inhalants and oral medications that need to be dissoived
in water.

5. PAN-number of days (PRN-n). I the frequency code for the medication is “PHF, record the number of times during
the last 7 deys each PRN medication was given. Code STAT medtcations as PRNs given once.

6. NOC Codes, Enter the National Drug Code for each medication given. Be sure to enter the comect NDC oode for
the drug name, strength, and torm. The NDC code must match the drug dispensed by the pharmacy.

1. Medication Name and Dose Ordered , 43.AA | 5.PRN-n| 6.NDC Codes

@ MDS 20 Saptermber, 2000
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Numerte [dentifier

SECTION V. RESIDENT ASSESSMENT PROTOCOL SUMMARY '

Rasidont's Name: Medical Record Na.: i

1. Check if RAP is triggered.
2 Foreach triggered RAF, usa the RAP guldsiines Yo identify areas needing further assassmaent. Documant relewart assessment information regarding
tha residenf's status.
» Dascribe;
— Nature of the condifon (may includs presence of lack of objective data and subjective complaints).
— Complications and risk factors thet affect your decision to proceed to care planning
~— Factors that must be considared in developing individualized care plan intervertons.
— Need for referrals/further evaluation by appropriats heatth professionals.
+ Documentation should support your decislon-making regarding whether 10 proceed with a care plan far a triggered RAP and the typef{s) of care plan
interventions that are appropriate for a particular resident.
. Dmmen‘tahmmayappearaJWBrammumerecmd(eg progress hotes, consults, flowsheets, etc.).
Indicate under the Location of RAP Agsess: xumentation column where information related to the RAP assessment can be found.
4. For each triggered RAP, u'!dlcateﬁwtheranswmplan care plan revision, or comtinuation of curment care plan |9 necessary to address the problem(s)
ldenﬂﬂedlnywrassessmsmTl'leGareF'lamhgDeasmncolumnmusltampletedwﬂun?daysofmplsﬂngmeﬂm(MDSandHAPs)

@

Care Plann
{a) Check | Locatlon and Date of !

A RAP PROBLEM AREA It triggered | RAP Assessment Documentation W"‘
1. DELIRIUM
2 COGNITIVE LOSS I
3. VISUAL FUNCTION ( ]
4 COMMUNICATION [ I
5. ADL FUNCTIONAL/

RERABILITATION POTENTIAL D i
§. URINARY INCONTINENCE AND l

INDWELLING CATHETER

7. PSYCHOSOCIAL WELL-BEING

oy
p—

& MOOD 5TATE

9. BEHAVIORAL SYMPTOMS

10. ACTVITIES

11.FALLS

12. NUTRITIONAL STATUS

13. FEEDING TUBES

14. DEHYDRATIONFLUID MAINTENANCE

15. DENTAL CARE

558800000

16. PRESSURE ULCERS

17. PSYCHOTROPIC DRUG USE

NERERERERNRANANNTN

Ry | N

18. PHYEICAL RESTRAINTS

B-1 Signature of AN Coord for RAP Assess P 2[~JmI_IDLI“| I‘rblarl I
. Signature inator for ment Process

3. Signature of Person Completing Care Ptanning Decision 4. Mo Day Year

© MDS 2.0 Septesmiber, 2000
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Sample Exhibit 269
Ran Date: ' Report 2 Repont bepd:
1711999 2:53:52 pm Facility Quality Indicator Profile MELPR w1231
. i Data Submitted By:
Farility: Facility Login ID: 1/5/1999
REDACTED _ T44
' Comparison
#in #in Farility Groop  Percentile
Domalw/Quality Indicator Nam Demom  Percent Percent Rank
Accidents
1. Incidence of new fractures 1 159 0.6 0.9 27
2, Prevalence of falls 47 177 26.6 204 2
Figr/imotipnal Batterng
3. Prevalence of behavioral symptoma affecting others 29 1 164 19.9
High risk 24 100 24.0 250 6
Lowrrisk 5 77 6.5 7.4 51
4. Prevalence of symptoms of depression 19 17 10.7 20.7
3. Prevalence of symptoms of depression without 5 177 28 10.0 0
antidepressant therapy
Clinical Management
6. Use of 9 or mare different medicatians 52 177 46.3 34.6 100
Cognitive Patterns
7. Incidence of cognitive impairment 6 47 128 9.1 89

8. Prevalence of bladder or bowel incontinenes 60 163 368 3%6 13

Highrisk 19 37 51.4 476 62
Low risk 41 126 325 363 14
9. Prevalmee of occasional or frequent bledder ar bowel 22 64 44 22.6 81
incontinence without toileting pian
10. Prevalence of indwelling catheter 10 177 5.6 74 14
11. Prevalence of fecal impaction 1 7 0.6 08 3t
Infection Control
12. Prevalence of urinary tract infections 32 177 18.1 9.7 100
Nufrition/Eati
13. Prevalence of weight loss 29 177 16.4 10.6 100
14. Prevalence of tube feeding 5 177 28 27 70
15. Prevalence of dehydration 0 177 0.0 05 50

Desipned and Implemented Yy the Center for Health Systeros Research and Amalysis. U, W, - Madison
for the HCFA Standard Avtomation System Aralytic Reporting Systexm (beta-test)

. Sarvey Procedures far LTC Fecilities-Exhibits &7
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Sample Exhibit 269 (continued)
Ruu Date: Report 2 Repart Period:
1711999 2:53:52 pm Facillty Qua!ity Indicator Profile 17171998 1o 12/31/1998
® | —
o Facility Login ID: 151999
REDACTED T44
Comparison
#In it in Facility Group  Percentile
Domain/Quality Indicainr Nom Demom  Pervent  Percent Rank
Physica) Fonctioning
16. Prevalence of bedfast residemts H 177 62 1 100
17. Incidence of decline in late lass ADLs 18 108 16.7 17.5 61
18. Incidence of decline in ROM T2 120 60.0 143 95
Raychotyopic Drng Use
19. Prevalence of antipsychotic use, in the absence of pgychotic 19 169 12 11.2 61
of related conditions
High risk 5 22 .7 29.9 50
Lowrisk 14 147 9.5 7.4 T
20. Prevalence of antianxiety/hypnotic use 37 169 219 152 100
21. Prevalence of lynotic use more then two times in last 12 177 6.8 26 100
week
Quality of Life
. 22. Prevalence of daily phywical restraints 7 177 4.0 3.7 13
23, Provalence of little or no astivity 64 177 362 18.0 93
Skin Care
" 24, Prevalence of stage 1-4 pressure ulcers 17 177 9.6 7.5 82
High risk 68 1.8 115 7
Lowrisk 9 109 83 4.0 100

Designed and Implemented by the Cemter for Health Systems Research and Amaltysis. U.W. - Madizon
for the HCFA Standard Automation System Amlytic Reporting System (beta-test)

® -

Sorvey Procedures for LTC Facilities-Exhibits
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REDACTED
Glossa
Actlvities of Daily Living (ADLs)

Functions required to be able to live independently, which include: Eating, Bathing, Grooming,
Transferring, Tofleting, and Transferring.

Acute Care
Care for a person with a single episode of a short-term illness or with an exacerbation of a
chronic condition,

Administrator

Person responsible for the overall operation of a health care facility. A term most associated
with hospitals and nursing homes, May be called the Program Director in community based
facilities.

Adult Foster Home (AFH)

Private residence where up to 5 non-retated elderily or disabled people may live in order to
recetve room, board, and personal care. Care provider must live in the residence full time.
Care providers are not required to be medically licensed or certffied.

. Alzheimer’s Unit

Provides medical and custodia! care for individuals suffering from Atzheimer’s disease.

American Association of Homes and Services for the Aged (AAHSA)
An organization representing nursing homes and assisted living facilities. Membership is
primarity made up of not-for-profit facilities.

American Health Care Association (AHCA)
An organization representing nursing homes. Membership is primarily made up of for-profit
facilities.

American Soclety of Consultant Pharmacists (ASCP)
An organization representing pharmacists who provide prescription services and consulting
services to the long-term care industry.

American Medica! Directors Association (AMDA)
The organization representing physicians who are medical directors of nursing homes.

American Geriatrics Society (AGS)

An organization comprised of any healthcare professional who is engaged in providing care
and/or services to the long-term care environment. Inctudes physicians, nurses, social
workers, and pharmacists.

Ancillary Services

Hospital services other than room, board, and professional services. They may include x-ray,
. laboratory, or anesthesia. '

7 REDACTED ' Page 10of 7
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Assisted Living Facility (ALF)

. Facility with over 5 residents who live in individual apartments or room. Meals, organized
activities, medication management, and some assistance with dressing and personal care
provided by hired staff. Care staff not required to be licensed or certified. Minimal
supervision by RN or non at all  Social model.

Assisted Living Federation of America (ALFA)
An organization representing assisted living facilities.

Balanced Budget Act (BBA) of 1997

A Congressional act that introduced Medicare + Choice, an option that was intended to reduce
Medicare costs, The act allows beneficlaries who have Medicare A & B to choose risk-based
HMO plans, fee-for-service plans, or Medical Savings Accounts.

Beds
Term used to describe the capacity of a facility. Used in hospitals and nursing homes. Not an
acceptable term in community based facllities. (See units)

Beneficiary
A person designated by an insuring organization as eligible to receive insurance benefits.

Bingo Card
A form of modified untt dose packaging, also referred to as blister pack or punch card.

Bundling

A contractual arrangement in which a seller provides several products at a discount. The
. products may be related, possibly 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, outlines the criteria for
terminating specifted imterventions, and documents the resident's progress in meeting goals
and objectives.

Care Staff
A loosely used term to refer to the staff providing physical care in all levels of care. May or
may not be licensed or certified.

Case Manager

An experienced professional {e.g., nurse, doctor, or social worker} who works with pattents,
providers, and insurers to coordinate all services necessary to provide the patient with a plan
of medically necessary and appropriate health care.

Client
Current term often used in place of the term patient, especially in community based care
facilities, and facilities for the mentally retarded or developmentally disabled.

Closed Formulary
A formulary that restricts prescriptions exclusively to the approved drug list. Emphasis may be
placed on generic substttutions and step therapy protocols.

REDACTED Page 20f 7
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Center for Medicare and Medicaid Services (CMS)

A Federat Agency under the Department of Health and Human Services (HHS), which
administers the Medicare program and oversees the states’ management of the Medicaid
program. (Formerly Health Care Finance Administration-HCFA)

Certifled Medication Assistant (CMA)

A person who has worked for a specifted period of time as a CAN then completed and passed a
standardized program in basic medication administration. May not administer injections or IVs.
Not recognized in all the states.

Certified Nursing Assistant {CNA)
A person who has compieted and passed a standardized certification program in basic care.
Provides assistance with activities of daily lving (ADLs).

Community
See Facility.

Community Based Care
Term used for facilities other than hospitals and nursing homes. Includes ALF, AFH, RCF,

Delegation
Allows non-licensed non-certified staff to perform some duties traditionally done by licensed
nurses. Requires teaching and supervision by an RN,

Diagnosis Related Groups (DRGs)

A systemn of classification for inpatient hospital services based on principle diagnosts, secondary
diagnosis, surgical procedures, age, sex, and presence of complications. This system of
classification is used as a financing mechanism to reimburse hospital and selected other
providers for services rendered.

Director of Nursing
The person who s responsible for all nursing care provided. Required in hospitals and nursing
homes. Must be a registered nurse. Also know as a Director of Nursing Services (DNS).

Disease Management

An information based process that provides an integrated, multi-disciplinary approach to the
prevention, dlagnosis, management, and treatment of various diseases. The goal is to optimize
the clinical and economic outcome of care for a specific disease state of diagnosis.

Drug Regimen Review (DRR)

A review of the record of each patient in the long-term care facility to identify drug therapy
problems or irregularities. DRRs are conducted by consultant pharmacists, and must be made
in writing. {Also known as Drug Utilization Review-DUR).

- Factlity

The building or environment where residents live. A more acceptable term replacing the word
institution. Now being replaced by the term Cammunity.

Fee-for-Service Plan

A method of reimbursement in which providers are paid a “reasonable or customary” fee for a
unit of service, Included are comprehensive first-dollar coverage, arrangements with
deductibles and co-payments, or plans wsing utilization reviews and mandatory second
opinions.

REDACTED Page 3of 7
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Formulary
. An exclustve list of drugs for which a third-party payer will provide reimbursement. A
formulary usually includes lower-priced entries in a multiple source category, and will often

exciude higher-priced, branded products.

Health Care Coordinator

A loosely defined term often wsed in community based facilities to refer to the person
responsible for overseeing the care provided to the residents. This person may or may not. be
licensed or certified.

Hospke : '

A facility or program engaged in providing palliative and supportive care of the terminally ill,
and licensed, certified or otherwise pursuant to the law of jurisdiction in which services are
received.

Intermediate Care Facllity (ICF)
See Nursing Facility (NF)

Long-Term Care

Assistance and care of persons with chronic disabilities who require help with the activities of
datly living or who suffer from cognitive impairment. Long-term care’s goal is to help people
with disabiltties be as independent as possible; thus it is focused more on caring than on
curing.

Long-Term Care Provider

Any organization that provides long-term health care, The description applies equally to a
single nursing home or home health agency, a nursing home chain, or a large integrated system
. that contains a combination of long-term care services, including sub-acute care, skilled
nursing care, and home care.

Managed Care

A system of healthcare deltvery that influences utilization and cost of services and measure
performance. The goal is a system that delivers value by giving people access to high-quality,
cost-effective healthcare. A systemic approach, which seeks to ensure the provision of the
right heatthcare at the right time, place, and cost. (Also know as Managed Costs)

Medicaid

A federal program, partially funded by individual states, that provides medical benefits to
certain low-income individuals. Each state under broad federal guidelines, determines what
benefits are covered, who f eligible and how much providers will be paid.

Medical Director

A physician who assumes some administrative responsibilities in hospitals and nursing homes.
Not required in community based facilities. s paid for his role as medical director and must
sign documents and attend quarterly meetings.

Medical Model
Refers to physician centered philosophy of care found in hospitals and nursing homes. All care
is provided under the direct orders of a physician.

Medical Savings Account

A method of reimbursement in which the beneficiary is allotted a fixed amount of money to
spend on health care. Allows the beneficlary to control the selection of providers and

. therapfes.

REDACTED Page 4 of 7
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Medicare

. A federally funded program that uses tax dollars to reimburse providers for health care services
rendered to the elderly, ages 65 and over. The major benefits of this legislation include
physician services, hospital care, home care, and extended care facility coverage for a defined
period of time. This program & voluntary and is financed through Soclat Security deductions
from employee-employer payrolls. 1t is handled through nation trust funds. Part A covers
hospital and skilled nursing facility costs. Part ¥, for which there is a monthly premium, covers
physician services and certain cutpatient procedures. While it is governed at the federal levet,
claims are processed through insurance companies that serve as fiscal intermediaries.

Medicare + Choice

An option introduced by the Balanced Budget Act of 1997 that was inteded to reduce Medicare
costs. The act allows beneficiaries who have Medicare parts A & B to choose risk-based HMO
plans, fee-for-service plans, or Medical Savings Accounts.

Minimum Data Set {MDS5)

A CMS assessment tool containing more than 100 ttems that s filled out by nursing staff when a
patient is admitted to a nursing facility. [t is completed quarterly and upon a significant
change in the resident’s condition. K captures a patient’s medical condition, functional status,
sensory and physical impairment, nutrition, psychosocial status, dental status, activity level
and rehabilitation potential. !t Is based both on staff cbservation and on previous written
reports filed on the patient.

Morbidity (morbidity rate)
1. An actuariat determination of the incidence and severity of sickness and accidents in a
wett-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 period.

. Open Formulary

A formulary that allows physicians to prescribe as they see fit, whether or not the drug is on
the approved list.

Outcome
The resutt of a certain course of therapy, measured 1n terms of health impact and costs.

Patient
Consumer of health care. Term still used in some medical modet facilities. Not an acceptable
term in community based facilities (see Resident or Client).

Pharmacy and Therapeutics Committee (P&T)

An organized panel of consulting physicians, attending physicians, pharmacists, the director of
nursing, and the long-term care administrator, who function as an advisory panel to the facility
or plan regarding the safe and effective use of prescription medications.

Pharmacy Provider
A company that contracts to supply pharmacy services to 2 health care provider.

Prior Authorizatlon {PA)
The process of obtaining approval to reimburse for a service or medication.

‘Program Director
A loosely defined term referving to the person resporsible for the overall operations of a
community based facllity. (See Administrator).

REDACTED Page 50f7
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Prospective Payment System (PPS)

The system for payment of Medicare Skilled Nursing Facility care. Pays for a day of care on an
all-inclustve basts. The case mix adjusted payment includes all routine, pharmaceutical
ancillary and capital related costs for each skilled day of care.

Residentlal Care Facility (RCF)

Facility with over S residents. Meals, organtzed activities, medication management, and some
assistance with dressing and personal care provided by hired staff, Care staff not required to
be licensed or certified. Minimal supervision or none by RN.

Resident
Person who lives in a health care fadcility. Term used in nursing homes and community based
facilities. (See Patlent or Client).

Resource Utilization Group (RUGS)

The classification system that is being used as part of the Prospective Payment System (PPS)
for Skilled Nursing Facility care (SNF). The RUGs lll classification system is based upon nursing
and therapy resource use across 44 different patient categories.

Restricted Formulary
A formulary that restricts the number of drug choices in a particular class. May have lower co-
pays for preferred products and higher co-pays for mon-preferred drugs.

Retirement Facility
Facility providing individual apartment living with organized activities, meals, security, and
limited or no health care services. No licensed nursing services.

Skilled Nursing Facility (SNF)
Facility providing skilled nursing care for elderly, disabled, and chronically fll patients.

Step Therapy
A procedure that requires physicians to use less expensive therapies in patient treatment
before going on to more extensive interventions.

Social Model
Refers to client certered health care. Client directs his/her own health care and maintains the
right to remain autonomous., Opposite of Medical Model.

Sub Acute Facility

Merges the intensity of hospital based services with the operation of a nursing facility to reduce
the cost of caring for seriously ill patients., The goal of sub-acute care is to stabilize patients
requiring cardiac care, pain management, extensive wound care or other types of labar
intensive care so they can be moved to a less care-intensive facility.

Therapeutic Interchange or Substitution

The dispensing by a pharmacist of a therapeutically equivalent product without event-specific
approval of the physician. This practice is common in hospftals and/or formulary- based
programs for a limited number of selected rugs. Approval is generally provided by the P&T
Committee. This practice will become more common in the iong-term care facilities as PPS fs
enacted, :

Third Party Payer

A public or private organization that pays for or underwrites coverage for healthcare expense4s
or another entity, usually an employer (i.e. Blue Cross, Blue Shield; Medicare; Medicaid;
commercial insurers).

REDACTED Page 6 of 7
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. Transttional Care Unit (TCU)

Provides high level skilled nursing care for more acutely ill patients transitioning from hospital

setting. Also know as a “step-down unit™.

Units

Apartments. Current term used to describe the capacity of an assisted living facility. (See

Beds).

] REDACTED .
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issue F-Tag

Medication Change Notification

Labeling of Medications
Medication Errors
Sienificant Medication Errors
Medication Pass Observation
Medication Storage
Parenteral/Enteral Nutrition
Phamacy Services

QAA Committee
Sedative/Hypnotic Agents
Self-administration of Drugs
Side Effect Documentation

Unnecessary Drugs

"} REDACTED | ———] |

F157
F431
F332
F331
F331
F432
F328
F425
F520
F329
F176
F272
F329

Page 2 of 2
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n Updat

Rapivzed frogn Aschives of bripved Mediciey
ity 28, 733}, Vokmne 157
Copipnr 1597, Asericen biedicel Agscocistion

Explicit Criteria for Determining Potentially
Inappropriate Medication Use by the Elderly

Mark H. Beers, MD

his study updates and expands explicit criteria defining potentially inappropriate medit
cation use by the elderly. Additional goals were to address whether adverse cutcomes
were likely to be clinically severe and 1o incorporate clinica] information on diagnoses
when available. These criteria are meant o serve epidemiological studies, drug utiliza-
tion review systems, health care providers, and educational eforts. Consensus from a panel of 6 na-
tionally recognized experts on the appropriate use of medication in the elderly was sought. The ex-
pert panel agreed on the validity of 28 criteria describing the potentially inappropriate use of medi-
cation by general populations of the elderly as well as 35 criteria defining potentally inappropriate
medication nse in older persons known 10 have any of 15 common medical conditions. Updated,
expanded, and more generally applicable criteria are now avatlable 10 help identify inappropriate
use of medications in elderly populations. These criteria define medications that should generally
be avoided in the ambulatory elderly, doses or frequencies of administrations that should generally

eral common conditions.

notbe exceeded, and medications that should be avoided in older persons known to have any of sev-

Arch Intern Med. 1997,157:1531-1536

; ln 1991, ruczrl:hus‘ at the University of

‘sickest eMderly

California, Los Angeles.published the
first explicit critena idenuifying i m-
priate medication us¢ in nursing
residents, Thus, lhn;ﬂzcﬂn w::;
designed to apply to o frailest
populadons, Those crite-
ria were meani to serve researchers
cvaluating the quality of prescribing,
drug utilizarion review systems, and edu-
cational elforts. They were designed 1o
evaluaie medication use in the sbsence of
¢linical information on diagnoses
‘because of the relative Imaceuracy of such
information in nursing homme records.
The criteria have now been used as the

. basis [or scveral research smdies. ¢

At the time they were created. the art-
teria Billed g vold in pharmacoepidemio-
rmethods.* However, oven when they

were [irst published, the authors cau-
namdﬂnmpd:nnguﬂapmwwld

be needed. The growing need forsuch cri-

Fm&mmqmm.mwmqung
Prosidential Clzy, Philadelphia, Pa.

mhhasldmthurapphaﬂmhwm&m
they were never intended 10 be nsed. For

ally, the original criteria kave been modi-
fied by most who have nsed thermn Some
have selected a subset of the criteria that
they believed identified the most serions

-prescribing problems, since the criteria did

not rate the potential severity of out- .
comes. Sinze the creation of the criteria, new
medications have come 1o the marker-
piace that were notconsidered during the
original Process gnd new 33~
entifiz information has become available
about the efleces and side efferrs of many
medications in older populations, Fmnally,
the availability of clinieal information in
drug utilization review and resezrch data-
bases has tnereased 50 that dccurate infor-
mation ot concarent diagnosis ks some-
times gvaibsble For all these rexsoms the
criteria must be reevahrated.
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Tablz 1. Fixa) Criteris: Indepsadant of Dimgmozes® @ :
. B -
Semmary of Prascrihing Comeem Appizabis Medicrions} . Roverity

Fropemypiema shouid peneraty be svoided by 0w widerly. B oliery iow Propoxyphens aad combirtion progocty o
mw“mpmnnﬂmalm S

mummmmmm Indometiaxcin [indocin, lederks 57 s
B st ceniral dervous system side effects 2nd Shoukd, Dereion, be ‘ .
Fvoided In the siderly.

PrwsiySutazons may mmwﬁmum Phenylxtaone [Eotaroldin) &
not be ted in eiderly patients, 7 N

- Pantaomeing I 3 nemotic sralgesic that cxmas Mon Ganiral Rervoos System Peatxmcing (Tabwin) Yas
Cihwr ot drugs, Addftionally, & is & mixed aonist and smeagonist. For . - - e it ae e
both ramans, Bs usa should penarally be avelded in the eldery. : - .

Tshmethobermynids s one of the lexst effactive Dtiemnetic dmgs, yet & oo Triensthobeyzamida [Tigan) S
?wummmnmnnwuh o

Most muscie reizzaty and stispasmedic trogs v Poorly doieratsd Methocarhamal (Robzdn). exisaprodel (Sama), . o
whmwumwmmu . Gxytartynin (Oftropan). chicczoraznne :

waakness. Adtionally, Swir efiectiveness 2t dees Wierate] by the siderly {Pacziiex), etaxaions (Skataxin). and
is qoastionable, Whezaver posails; they shepkd not be wiad by the siderly. Cyciobwnzzpsins [Poes) .
Berdixrepive irypnotic ks 21 extremely loog hatt-ity in e siderly (chwn Forazepas (Daimang) Yy
mn).mwmumumum
frachres” Madiom- or shorl-acting bemodirrephars ot proferabie. -+ .
munmmnmmmh Amiriptyling (Eovl). chiorEarenoxdde- Yoz
Dy the atidepressac of chokcs fos the sderty. - Knriplyiine {Lizbirol, s
() .
muummmmmmnm Dzzpin (Sineguan) e
e antidepresant of cholca for the soeny. ... .

Meprobarnate Js & highly sciclive and sadeting ardolytic. Avckd in siderY * Meprotadhats (M, Equel) Yas¥
patierts, Those wring meprakrials for proiooged periods sy be addcnd | : mcengly
ﬂwmhhmm--. 5-—-\. i m

hmdknudmhmnhmm _ Lorzrepam {Atham), 3 mr coarsyam [Sared, o
WWMMnﬂnmmmmmm BO myy: siprarien fteney), 2 or e
wxcaad the following soogesiad saxioorms ’ Mﬁwmmxsm

. WV, F-’-.:p-.._’. f-" MM =
g mmmmmwmhhmm Crlorgpepméda {Lixium). )

) mmmwmuwhud& chiordoeprxide-onliriplylios {Limbitral),
ummumhmnm T . clkinken-chiordiepoxide [Librax), s
B2 becrsiinupine js acuired. .. . 2,00 0 dzrepary {Valcm) . _

Diszpyramide, o¢ all antirriythmic frogs, ks B ozt polent st Disopyraririe (Norpac, dorpaca CR) ™
Inciropa snel therefore 2mry Indoce heart Balire In the skierly, B 15 alm |
mmmmmmm ) ) i

T shouldbemsed. . - . - bl 3 r : - i

mummmammunmm _ Digoxia {Langsio) Yeul
nnumdmzsmwwumwm ‘ _ _ PRcantly

WMMMMhhMIh Dipyridymola (Prrramiing) &
mmwmummwmmm - . -
poasidia, B 3 It Tia:iderly shopkd be wvoided. ™" T % ¥y -

Metthyidopa may cause beadyerdia 2od exacarbate deprastion in the sideriy. ety (Aot} metyitony Yt
mmnwnmm Iyochiorottaride (Alioel) Pecently

wmmlﬁhhmm Ftpirn Semusd) mserpion Mo
irepatence, stdxtion, end erthostatie bypabenion. Sxler dtermthes axist. rypdrorhinenihirrids

Chiorpropamide tars 2 projonped hall-Ofy in e aiderly st 2 e Chicrpropantide (Diabinets) ) Yo
proionged i Saricess bypogiycsmia, Adiacally, it is the ooy ool ) -
bypophycemic spant that czusas SIADIL Kwuld in the slgerly. - -

Sashointastingl andispramodic drogs nmmmm Dicyciornios (Betyf}: byotoyaming {Levsin, - Yoz
produce substantfal v effects b the siderly. AddToslly, Yeir Lirvsingx); proparthaling (Pro-Baothinel .
altactiveness at doses toiarated by the skderly I oowstioraiie. AJ Thess Dattadorszs allcanics (Dormatal and others);
sirugs & bext avokiad i e aklerly, sspechaly ior rg-ermien. | - id didnian-chiondioeporide (Litvax)

Al pbnprescription and fay prescription mttittsmines kove potnl . Exzmples bxiui xingie and combimation | )

: m MM;:M.‘“:; {Cobw-TAmetrm}, dpherbydraming
without one] thesy I :
(Benadryl), hydrmayzies (Vezard, Atrng,
e B . Eyprobuptading (Prtactiv], prosutizios
g MLM:_M)

= . -, ) r . ‘w
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. whymmnnmnauhmﬂmwmmmﬂwm

Tabla 2. Final Criteria Considarizg Dlageos=ss .

——— . E——

Disexse end Condition Brugt Alert .:::,

ot ooy Nexytivn Iinszaps. My wessen bext taary, . e
: Drogs with high sodium contest (soch 29 uummmnumuqm '

chrate, phosphets. salcyhes, and sullate)

R p-Biockars (lnited to pecpie with Cabetes thﬂmhmmm )
. ki) el trypogiycemics o ineali} receiving treatent.

. Corticoternids (Remited to recently Stoted e} hiy worsen dabwtic commt. [
Rypertetion Diet plix; amphetzmines Ly vtz binod presuz, Yas
Quroic chatroctivy - p-Blockery May worsen resplratory fonetion in persons with chronk: L)

plmomydiems - - . vinstroce Pty Gense, :
“Sattlive/ypactics . wwmummmm Yo -
. um-m“mmm ]
At - " prifocion hmmmhmmm ™
ey ESADy - - N hmwmmum Y-
. . . Depii [32% mg) hixy mciterhats ucir daease, gustris, o GBI, |
55 Polarsiom sopplements () My cmse gasiic iritation with $ymptoms shodr $0 oicey o
Selpares or mpliemy Ciczapics, Torazine, thicxidoine, sad Lowsr sines Eweshord bo
R R, chiorprotiipre . .

'oov -7, Meieckoptamide Aoy worien periphenyl rteriad blood fiow and preciphzts - Vs
Ritwyd-cietng Aepbin | iy cary bieeding Jn Dioge esing acficoagraiants. s

mitrdtothossreceving . - Lo )

e NSADS ) sy Caemy bigeding bt Sow iy acftagndanty. =

- ipyriiamole 2nd Bekopiding Moy o biveding In thase txing acticasguiume, =

abeirecling | persors with BPHL
Gastrolntestinal anifspasmodic draga AntcilraTgic Srogs Fuy MR icorstion sod teres -

2 " " olbrction in persee with BPH.
Moscls petnanh N wmnwmum ]

- LA ohsiraction in pesax wih BPHL. |

Nareoli: drags fincinding propeeypiume) Sarcolic trops ooy apatr tricoration s capse Mo

L= obstroclion I peryes with BPH.
Fawrcts, txytagynin u::mnmmhmm N
% Daftenechol Anticholioerpic bhdder ptoamts ryy earss obetrction in ]

S ot tion In persors with EPHL
Inczotinency oBockar er-Biciers sty T extertal Dhadcier sphirctey o iy Mo
Constipstion ~ = Anchoknerpic dnsp’ WA worsan corstipation. m

; Rarcotic drogs Wi warsm combipadion. [

: “Iricycic antidepressnt draga Mgy worsen coxestipation, i

-Syecopo or fally fp-Siockan Tagative chroaoumpe 30 Incirope. Moy precinias syneops N

3 In srxrpdibie persans. p

Long-acting benmxirepite drugs Mgy comtiribuns in Bt Yo

Farrtaytimizs Tricycic antidepressant drags Ry bwjars prhyenin. Y it
sarnd
meeniy}

ot . Decongestants Ry Cross & WO Insomnia, [

Theoptwlicn hkpy Chcy O worsw) kg, o

Detigraming, $S5As, methyiphenidate, and Mzy cans or worss imtomsia, Mo

MARS * ’ i
phomisy - Mzy e or wovsen imsomala o

-nuwmmmmmmmq

drogf ramcactorers de 8ot nckids ngage kietcal o D statements presanted haren.
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Reprintad Aom e Archives of Ivtermel kcdione

Celaber 1L 1997 Woldms 1'5

- ORIGINAL INVESTIGATION -

Cogymant 1557,

The Health Care Cost of Drug-Related Morbidity
and Mortality in Nursing Facilities

Background: Preventable drug-related morbidity and

mortality withinnursing [acilites represent a serious prob--

lem urgently requiring expert medical attention. The health
care costs of drug-related problems can be both immense

"and avoidable. However, the tesearch to date has been nar-
row in scope, focusing on the drug costs ayoided and fail-"’

ing to consider the wider range of possible negative out-

-comes and potential drug-related problems,

Ol_liedivel: To develop a model of therapeutic out- .

comes resulting from drug therapy within nursing facili-
ties, to estimate the magnitude of the cost of drug-
related morbidity and mortality within nursing facilities

in the United States, and to assess the impact of phar-.
macist-conducted, federally mandated, monthly, retro- -
spective review of nursing [acility residents’ drug regi-

mens in reducing the cost of drug-related morbl.duy and
martality.

Methods: Using decmon analysis techniques, a prob—
ability pathway model was developed to estimate the cost
af drug-related problems within nursing facilities. An ex-

pert panel consisting of consultant pharmacists and phy-

J. Lyle Bootman, PhD; LTC Dondld L Harrison, PhD; Emily Cox, PhAD

- sicians with practice experience in nursing facilides and

geriatric care was surveyed to determine conditional prob-
abilities of therapeutic outcomes attributabie to drug

“ therzpy. Health care utilizadon and associated costs de-

rived from negative therapeutic outcomes were esti-
'mated

‘Results: Baselme estimates mdu:ate that the costof drug-
. related morbidity and mortaliry with the services of con-

sultant pharmacists was $4 btllion compared with $7.6

- billion without the services of consultant pharmaciais,

Conclusions: Drug-related morbiaily and mortality in

" nursing facilities represent a serious economic prob-

lem. Far every doliar spent on drugs in nursing facili-

ties, $1:33 in health care resources are consumed in the

treatment of drug-related problems. With the current fed-
erally mandated drug regimen review, it is estimated that

. consuliant pharmacists help to reduce health care re-

sources attributed to drug-related problems in nursmg

. facﬂmcs by $3.6 billion.

Arch Irl'tem Med, 1997;157:2089-2096

T

* From the Department of
Pharmacy Practice and Science,

College of Pharmacy, The
Uriveersity of Arizona, Tucson
(Drs Bootman and Cox), and

_the Clinical Investigation

Regulatary Office, Fort Sami
Houston, Tex
(Dr Harrison).

EDICATIONS ARE pre-
scribed to nursing
facility residents for
the treatment of dis-
ease with the intent
of achlmng an optimal therapeutic out-

" come. In the past, optimal therapeutic out-

come has'B¥en delined as “the right dmg
for the right patient, at the right time.”

- More recently, optmal therapeutic out-

come implies the absence of drug-related
problems (DRPs).? A DRP is defined as'an
evehit or circumstance involving a pa-
tient's drug treatment that actually or po-
tentially imsasleres with the achievement
of an optimal outcome.? Eight categories
of DRPs have been identified (Table 1)}

Unresolved and/or unrecognized DRPs
may muanifest as drug-related morbidity and,
illeft untreated, may eventually lead to drug-
related mortality, Although it is recog-

ARCH INTERN MEDVYOL 137, OCT 13, 1997

2089

nized that some drug-related morbidity and

" moruality is due to patient peculiarity and

is thefefore unavoidable, there is consider-
able evidence that a large proportion of drug-
relaced morbidity is preventable.*”

Preventable drug-related morbidiry
within nursing facilities may be the re-
sulc of 2 number of factors, including in-
apprnpri.ate prescribing by the pbysician
“'or inappropriate monitering by the
pharmacist.? Viewing the cause of drug-
related morbidity and mortality within this
context, Manasse’® suggests that it be con-
sidered a “disease”™ whose clinical, epide-
miological, and economic impact should
be measured. Thus, drug-related morbid-
ity and monuality within nursing facilities
can be assessed using cost-ol-iliness meth-
ods, providing a baseline measurement
against which new interventions may be
evaluated 3

-4
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physician visits. The direct cos: of drug-relaied marbidity
and marality within nursing facilities, both with and with-
out the services of a consultant pharmacist, was estimated
by multiplying the number of health services used a5 a re-
sult of negauve therapeutic outcomes by the estimated unic
cost of each service. All calculations were based on 41 mil-
lion nursing facility physician encounters, which conser-
vatively assumes 2 initial physician encounters per month
for each of the 1.7 million nursing lacility residens. This

- estimate was based on consultations with clinical faculry,
consultant pharmacists, and physicians practicing in nurs-
ing facilities.

COST DEFINITIONS _—

The rising cost, frequency, and duration of nursing facil-
ity care is a major concern to third-party payers ol health
care. Therelore, the perspective taken in the study was
that of a third-party payer and every attemnpt was made to
cbtain values reflecting this perspective. Monetary values
were idenuified from previous published reports and avail-
able statistical reporis (Table 2). A vaiue of $27.01 was
usec! as the average prescription cest.'” The cost of both
an initial and subsequent nursing facility physician visit
was conservatively estimated at $561.00. This valug repre-
senis the national average allowed by Medicare for reim-
bursement ta physicians.® The cost of an ED visit was
"taken from a review of recent articles reporting an average
cost of ED visit of $360.00;''4* The cost of a hospital
admission ($5415.00) was estimated from the American
Hospital Associatipn’s 1992 hospital smtistics,”* multipiy-
ing the average length of stay by the adjusted total
expense per inpatient day and adjusted for inflation to
1993 dollars. Additionally, this method of calculation has

been used in previous estimations of the cost of drug--

related hospital admissions.!* The average cost of an
allied health care professional visit (eg, dietitian, physicl
therapist) was estimated as $75.00 based on a survey of
iocal charges. For the purposes of this research, the aver-
#ge cost of a consubiant pharmacist’s services was based
on a fee of $10.00 per heaith ‘@ré encounter. it should be
noted that consultant pharmacisis are not reimbursed per
patient encounter, However, failure to include some eco-
nomic valuc of pharmacist services assumes that no cost
is associated with such services, thus biasing our towal cost
estimates, The average cost per laboratory and radiology
pracedure ($100.00) was also estimated using the 1993
HealthCare Consulianes’ Physicians’ Fee Guide.™ For esti-
mating the costs associated with the outcome of death, it

was assumed that deaths were preceded by a hospital *

- STATISTICAL ANALYSIS

-Student ¢ test was used to test for differences across prob-

admission.'"** The indirect costs of lost productivity oc
intangible costs were not inclinded in this analvsis because
of the perspeciive taken and the average age of the popu-
lazion.

The ultimate outcome or resclution of drug-related
morbidity and morality may require a series of health care
encounters. Thus, the costs associated with the final path-
way must reflect all previous healih care encounters. For
example. addidonal prescripuon therapy would imply a pre-
ceding prescriber contact, As such, the cost of managing a
treatment failure due to a DRP may include the cost of an
inifial physician visit, an initial preseription for the ollend-
ing drug, and then a revisit by the physician (which may
or may not lead (o an additional prescription, an ED visit,
or 3 laboratory or radiology procedure). Allernatively, a new
medical problem may require hospitalization for manage-
ment, which inctudes not oniy the cost of the hospita! stay
but also the initial physician visit and prescription along
with 2 revisit by the physician and an ED visit, e

Descriptive statistics were caiculzated for alf items with the
results used in estimating the probabilities 2associated with
the various points of the pathway probability model. The

ability estimates berween the 2 groups ol panel experts (con-
suliant pharmacists and physicians). Panel responses were
1abulated and statistical analyses performed using com-
puter soltware {Microsoft EXCEL. version 7.0, Microsolt
Corp. Redmond, Wash).

SENSITIVITY ANALYSES

The cosi-ol-iliness model was evaluated [or its sensitivity
10 key components of the model based on } sensitivicy anaty-
ses. These sensitivity analyses were chosen because of their
polential impact on the decision process, and the analyses
target the key probability estimates of the decision pro- .
cess. The first 2 sensitivity analyses accounted for pos-
sible differences in the distribution of residents among the
various outcomes provided by the 2 groups of expert panet
members. Specifically, the [irst 2 sensitivity anaiyses used
the differcnt estimates of outcomes provided by physician
and pharmarist pane! members. The thitd sensitivity analy-
sis increased the proportion of physician visits resulting in
the initiation of drug therapy to 60%. We believed that this
was 2 reasonable assumption, given the estimates pro-
vided by our panel members and information from the medi-

£

ail literature ! - :

-

cant economic consequences of preventable drug-
related rrorbidity and mortality in nursing facilities.
However, given the current emphasis on cost contain-
ment within the health care system, itis necessary to jus-
tify the economic outlay demanded by such services.
The pharmacy and medical literature is repiete with

the results of research pertaining to the impact of con- -

suflant pharmacists on inappropriate medication use€'in
nursing facilities, " Although the contribution of these
studies is recognized, most have been narrow in scope
(ie, measuring only drug costs avoided), failing to con-
sider the range of possible negative outcomes (therapeu-

tic failure, new medical problem, or a combination of the
2} and the range of potential DRPs.™ An analysis of the
direct costs of illness associated with drug-related mor-
bidity and mortality in nursing facilities requires that a
wide range of possible negative outcomes and potential
DRPs be incorporated.

Preventable drug-related morbidity and mortality
represent a dire medical problem that urgencdy requires
expert attention.® The extent to which negative thera-
peutic outcomes can be minimized within nursing fa-
cilities would then represent the value of that expertat-
tention. This study uses cost-ol-illness methods to estimate

ARCH INTERN MEQrvOL 137, QCT L), 1907

b1 101
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Tahie 2. Cosl of Heallh Care Resourse Utilization*
Coxt, &
' Additional Laboratary Allied !
Health Health Addittons] Hospltal  or Radlolagy Hualth Care
OQutcome Care Visit  Preseriplion Care Visit Prescriplion ED Yisdl  Adniscion  Procedorz  Professional Visit  Tatal
No addiional treatmernt 6100 .21 &.m
Practitioner vist B1.06 7ol £1.00 23, s . . 143.m
Agtiional treztment 6100 nm 61.00 7o i wan vy i 175,02
EQ visht ; 61.00 - am £1.00 360.00 509
Hospital admission 61.00 mm 67.00 36000 541500 - . E24.m
Addttional Eabocatory 51.00 7m i ® e 100.00 s 188.01 .
or _diciogy T
procedure . - : . :
Death : 5100 - zm 61.00 o~ 36000 41500 o - 5924.M
Allted health gre B1.00 b2l 61.00 P 75.00 224.01
professional visit S R )
Cptimal outcome 61.00 - om - v §8.0%
No drug thegy i 5'[.[.'0 FaSy S Wi T 51.00

=When calculating Lhe cost of heatth care resource utiizatian with the services of consulant pharmacists, 3 $10 initial consultation fen was assumed and included. ED

indicales amem department; effipses, no casts were ncumed it pamcuhrswum

DT

to occur in 4% to 7% ol'__ca;.es involving negative thera-
peutic patcomes. Finaily, deaths autributed to negative
therapeutic outcomes were estimated to occur in 2% 10
4% of nursing facility residents.

COST OF DRUG-RELATED
MORBIDITY AND MORTALITY

Using the estimaied 4} million annual nursing facility
encounters, the baseline estimate of the cost of drug-
related morbidity and mortality without the services ol
consultant pharmacists is 37,6 billion (53.2 billion, treat-
ment failure; 52,3 billion, new medical problem;and 32.1
billion, both treatment Tailuré and new medical prob-
lem) (Table 6). With consultant pharmacists provid-

. ing the, lederally mandated rétrospective review of each
. nursing facility resident’s drug regimen, the estimated cost

of drug-retated morbidity and mortality is 54 billion (5.6
billion, treatment failurc; $1.3 billion. new medical prob-
lem; and 51.1 billion, both treatment failure and new
medical problem).

With the services of consultant phnr’macssts there
will be an estimated 9.6 million optimal therapeutic out-
comes compared with 6.7 million without consultant
pharmacists. Conversely, with the services of consubi-

ant pharmacists, it is estimated that 6.4 million subep-.

timal outcomes (2.7 million, treatment faiture; 2.4 mail-
lion, new medical problem; and 1.3 million, both
treatment failure and new medical problem) occur com-
pared with 9.3 million (4.2 millf8h, treatment failure; 3
million, new medical problem; and ll miltion, both trea-
ment failure and new medical problem) without the ser-
vices of consulant pharmacists.

SENSITIVITY ANALYSES

Tublc 6 provides a comparison of the cost-ol-illess cs-
vmates derived (rom the 3 sensttivite analyses. as well
as the baseline estimarte, The first 2 sensitivity analyses
evaluated the sensitivity ol the imodel o possible diller-

Tahle 3. Expert Farel Demographics

Resparctes, Mean (SD)

{
Statistic Pharmacist - Faysician Totaf -
No, of nursing 5.00(544) - 161{124) 342{422)
taciliies

No. of total nursing §92.00 {515.5?1 21580 (221803} 417.30(495.72)
faciity beds

Yearspraclicmg in -~ 10.80{6.17)
nursing taciity

No, gt nursing
facility visits
per month

Time devohed
10 nursing
faclities, % -

Health care
encounters
resuling n
Unig herapy
initiation, %

985 (489} 1038 (553)

150(161) © 979{BEY)  5.40(7.45)
SE.00 (.67 4462 (3085) 50.71(36.29)

55IQTEN WW030)  350(22)

ences in the outcomes provided by the 2 expert panel
groups. As Table 6-depic1s some variation in the cost-
of-illness estimates exists between physicians and phar-
macists and between physicians’ and pharmacists’ esti-
mates and bascline. However, all 3 estimates provide
similar or identical values [or the diflerence in costs with
and withuw consultant pharmacists (33.6, $3.4, and $3.6
billion). Based on the outcorne estimates provided by phy-
sician panel members. the estimated cost of drug-
related morbidity and moriality is $3.3-billion (S1.4 bil-
lion, trecaument failure: $ 1.2 billion, new medical problem:
and 50.7 hillion. both reatment failure and new medi-
cal problem) with the services of consultant pharma-
cists. Withowt consultant pharmacist services in nurs-
ing facilities, the estimated cost of drug-related morbidity
and moriality is $6.7 billien (S2.8 billion. treatment fail-
ure: $2.2 hillion. new medical problem: and $1.7 bil-
lion, buth treatinent failure ane new medical problem).

ARC 1IN VERN MEIWVVOL 1A ¢ T 1Y us?

W)
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ing to the initiation of therapy increases the estimated
cost of drug-refated morbidicy and mortality. Specili-
cally, the estimated cost of dreg-related morbidity and
mortality is $6 billion {52.4 billion, treazment failure; 52
billion, new medical problem; and 51.6 billion, both treat-
ment failure and new medical problem) with the ser-
vices of consultant pharmacists, Without consuitant phar-
macist services in nursing facilities, the estimated cost
of drug-related merbidity and mortality is $11.5 billion
(54.8 billion, reatment failure; $3.5 billion, new medi-
cal problem; and $3.2 billion, both treatment failure and
new medical problem).

digim COMMENT s

The cost estimates presented in this study of drug-
related morbidity and mor:ality in nursing facilities
represent a significant economic outlzy of cur naticn’s
health care resources. The cost estimates of drug-
related morbidity and mortality with the services of
consultant pharmacists range from a low of $3.3 bil-
lion to 2 high of $6.0 billion. Without consultant
pharmacists’ services, cost estimates range from $6.7
billion to $11.5 billion. ’

The difference betweeri the 2 baseline estimates, 3.6
" billion, represents the drug-related mnrblduy and mor-
tality costs that may be avoided with the services of con-
sultant pharmacists through retrospective drug regi-
men reviews. This represents a 54% reduction in the cost
of drug-related morbidity and mortality within nursing
facilities, which is remarkably similar to the impact of
pharmacei:t:cal care on the cost of drug-related morbid-
ity and mortality in the ambulatory 5emng estimated by
Johnson and Bootman.***

To put these costs into perspective, however, the
costs of DRPs should be compared with the total
expenditure for drug products within leng-term care
nursing factlities. 1t is estimated that approximately
$3 billion is spent annually for drug therapy in nurs-
ing facilities.” indicating that the estimated health care
cost of drug-related morbidity and mortality exceeds
the eoriginal outlay [or drugs by $1 billicn. In other
words, for every dollar spent on drugs in nursing
facilities, $1.33 is consumed in the treatment of drug-
related morebidity and mettality. This ratio is higher
than that reported by Johnson and Bootman™!! for the
ambulatory setting (1:1). This higher ratjo can be
explained by a number of factors. First, nursing facil-
ity residents consume, on average, a greater number of
prescription medications, thus increasing the potential
for DRPs. Additionally, in contrasi to their ambulatory
counterparts, nursing facility residents are placed
at higher risk of DRPs because of the physiclogical
elfects of aging that alter the ability to metabolize cer-
uin drug products. Finally, anuther factor leading to
the greater cost of drug-related morbidity and mortal-
ity is that once a DRP has*occurred in the nursing
home patient, there is a greater intensity of care
required to treat the DRP, This could be the result of a
more severc reaction experienced by the [rail elderly
or the higher costs of care that occur within the insti-
tutional setting,
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The resulits of the 3 sensitivity analyses demon-
strated that the cost-of-illness estimates were relatively
insensitive o variations in the estimates of the distribu-
tion of residents among the various cutcomes used in this .
research. Estimates provided by physicians and pharma-
cists varied litcle from each other as well as from the over-
ali estimate. However, variations in the number of phy-
sician visits resulting in the initiation of drug therapy had
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-
sulting in drug therapy brought about a 50% increase ih
the cost-of-illness estimate. Finally, because the scope of
this research was broad, the costs estimated are signifi-
cantly higher than those in previcus repors. '™t

. There are significant limitations and assumptions
invelved in this research. Most imperiantly, this
research is limited by the lack of empirical data con-
cerning the clinical outcomes associated with drug
therapy in the nursing facility setting. These data are
essential in determining the true health care cost of
DRPs in nursing facilities. Additional research is needed
to provide these data. However, the use of clinical
experts. to gather data is considered acceptable 23

"Overall, the impact of this possible limitation is reduced

because of the following: when the probabilities of
negative therapeutic outcomes and DRPs were com-
pared between groups of panel members (physicians
and pharmacisis), the responses were very consistent
and no significant differences were detected; and the
expert panel did not provide responses biased toward
the consultant pharmacist alternative since the prob-
abilities derived from the expert panel demonstrated
only a modest effect lor consultant pharmacisis on the
propertion of optimal therapeutic outcomes atwained.

Additional limitations are that the model used 1o as-
sess the 2 alternatives was conceptual and the probabili-
ties attached to the cutcomes as well as costs were esti-
mations, Therefore, the resules of this research represent
estitnations of the true costs of drug-related morbidity
and mertality. However, the estimares were provided by
a panel el experienced practitioners, including both phar-
macists and physicians, with diverse backgrounds prac-
ticing throughout-the country.

In conclusion, this research represents a signifi-
cant advancement in the economic analysis of the cost
ol drug-related morbidity and mornuality in nursing
facilities and the impact of consultant pharmacists in
reducing these costs. Previous autempts to evaiuate the
health-care cost of DRPs have been narrow in scope
{ie, measuring only the drug costs aveided), failing 1o
consider the range of possible negative outcomes
(therapeutic failure, new medical probiem, or a combi-
nation of the 2) and potential DRPs. This research rep-
rescnts an improvement over previous research
endeavors in that it simultanecusly incorporates clini-
cal and economic elfects of drug therapy in the nurs-
ing [acility scuing.

The sericus nuture of the provtsmn of drug therapy
in nursing facilities is highlighted by the resuits of this
analysis. Under the current federally mandated drug regi-
men review, the cost of drug-relaied morhidity and mor-
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program is the key to 2 soceensfol program. Clear
cixty and mreet, end the dtrect care
utoff, as well s an organized mnd well-plazned
procem, s emsential for 2 sucernful program,
‘While some phiysicians may cbject to progrems
mch s this becyose of concern over
mutherity or patheot differences that they believe -
pharmacists may not be shle to determine, ™ our
experience b that this b not the e, thiy

sctting. Although patiests in the data snupling did
0ot have dunges in blood based an MAR

recondings, identified CHF symptoss,
or ACE tmhibitor dose sdjostments within the first

three weeks after the conversion, the program
carmot sy whether the dinical outcomes
cbeerved were smocizied with the coxrversion.
Further resexrch will be needed to aoew the
bmpact of thiy program oo clinicsl snd economic
OIS

‘While the fotare of lonp-term care plaracy
mmury significantly change under s prospective pay-
ment ryctem, yaraged care, or sy rebmborse-
ment modd, the role of the 0 azxare

defindte outoemes that

hl}l'mespﬂm *s quality of Rfe” will not change.
This s how the corsultant plarmecs of the next
grams and treatment that sere both
clizical effectivencs md cost efficency to both

the patieats and the pxyens.
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The Pharmacy Benefit in the Year 2001:
Experts See l_?roblems and Discuss Solutions

Robert McCarthy, PhD, Valerle Oltarsh, MPH, CSW

miﬂenémmhasma:ndgmé.“b’whada
- the appointment of a

ial election and we've had the Supreme Cowrt “legitimize”

Now&r&emthathﬂham:WﬂlﬁuebeaMedxamdmghemﬁt?“ﬁﬂmy—

thing be dane to abate the ever-increasing pharmacy spend? Is Big Pharma superseding the FIMO in the “Big Book

" of Consumer

nmeuuio&ummwaghadudmmduedbympamldaqmtpmgnmmm

Jere now are their predictions of things to watch—and to watch out for—during the coming year

- Joseph M. Sinopoli, RPh
Pharmacy Contracts Director
Harvard Pilgrim Healtheare
Boston

More Tlers, More Therapeutic Substitution,
More Red Ink?

I'mnﬁ-a.ldlseeam.m\gumduf 1 increases at

managed care organizations. At the same time—and I'm .

sure payers aren’t going to be happy to hear this—too mary
_hmmopmtmgmtlmadandmmntmtodom

forverylong. -

- I'sa question of survival MODs in the red that have to
. increase premiums are being confronted by MCOs in the
1 bilack that see an opportumity to low-ball premitims. While
~ the object of those in the black is plain old economic piracy,

_ the effect may be deleterions acnoss the i . Obvicam-
" 1y, those MCOs in the red will be in worse shape if they lose
members and dients—but those currently in the black who
. play that game may find themselves squeezed between
higher medical evsts 2nd lower revemien.

- Were also seeing some pharmacy-risk arrangements
- "being removed from physician-provider contracts. Physi-
dan groups are increasingly unwilling to go at-risk for
cost and utilization. This meams risk travels pp-
stream tn the managed care organizations, whose pharma-
cy spend then goes up. We'realreacty looking, as we did last
year, at a pharmacy benefit cost increase of between 15%
and 18%. '

bumt; the reimbursements have been inadequate. Plans

ﬂaynlgmﬂmhmmeswﬂlbenm@ymof

the cost of pharmaceuticals. Here's a hint to the pharma-
ceuticnl companies: when introducing new products or
when repricing old ones, please consider lower average
whalesale prices (AWPs)—especially if your drugisina
cmwdedﬂmpeuhcdmlmAWPsmybewha:n
hhstogety:fm'drug

and eo forth.

In addition, I expect drug companies to increase their
spending tm outcomes studies and pharmacoeconomics. In
crder tosell into a crowded therapeutic dass, increase share,
and increase profits, the pharmaceiitical companies will
have to supply data. -

We're going to see znore MCOs going to “legal” thera-
peuticsubstihztion; that is, increased effarts to drive utiliza-
tion toward specific drug dass members in an effort to save
dallars, whether via rebates ar lower AWFs. Look for a Iot
mare switching and a lot more working with physicians to
prescribe the preferred product than ever before.
~ We'll see a fourth tier in formularies. There will be de-
dhctibles before you even get to the aopays. You'Tl see big-
covered. I the plan member wamis noncovered drugs, he or
she st pay the entire cost. TheteTl be tcre NDC Iockouts
with drugs not covered. I¥'s touchy, it gets to member satis-
ﬁchm—-h:tﬂmhg.bugmqmahvemxmﬂhngﬂnphnv
macy spend.

Ihuewﬂlbemvayguod,‘hnvuymmw
hotech products, I think managed care arganizations will

mm,ammmuwwmmmmmﬁmumwwﬁgu&mm;

Jarmary 3007 BRS BREHT TRIRS 25
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Special Report

: suﬂ:easﬂle“wmstm”cépamﬂeluadem&elhﬂ- -

ed States,

. Frumapmd:calpmﬂufmv,ldm’tseeanymmv—
: ablemurfedaalachmpmganymal&weatb'bm'
m.dmtry'l‘hememgrm .

asusual for the

won't change that, and given how

new president will be, real radiczl change is ':mplausiblg
With regard to the pharmacy benefit, the continured

- thrust frommeanaged care organizations will center on try-
ing to control pharmacy costs by means of a multitier for- -
. mulary strategy. Already 30% to 35% of managed care lives
- have a multitier

in place, and by next year, those
ﬁgnmwiﬂheweﬂmm Iﬂ'ln'lkwe’lla]soseempay

. amounts increasing, with copay differentials increasing
> across the tiers in addition to the mare
. dﬁe:mhalhehmhm;dandgmmcmpya.rmmtm

_ amy of those strategies have had rmuch impact on the phar--

expecied increased

~maceutical industry; they’ve impacted the consumer, who
hasnohropta:lbahsarbﬂmmaeasedm
Wﬂahomsmmgemdammaaﬂuedmpuhur
r&mpamcmmmpmmﬁbmrmm
il definitely see scme cost-control action. With Priloser

' ﬁmgnﬁpataﬂ,wecznexpedbseeanmhaﬂkmmd

CDsstru@mgbswﬂ:hpahﬂdsbn version and
AstraZeneca swnch&mepahentsmePLh

" act, the MCO strategy now is to switch FF! patients to

Prilosec, take a hit in the hart term, and when Prilosec goes
u&patnbbdnmﬂmﬁmmﬂmb&mgaﬂh

) poductmm.wh&ﬂuy&m&wﬂlhevuyhg.ﬂml
think the managed care view is that there is a lot of nap-
pnpnateusedﬂuseage:ﬂsThaemPahaﬂsardcmdi-

hmsfurwlnleSAIDaandevenOICswulddnthepb 2
just as well and for far Jess cost. ;
\'ﬁ&tmgardb&ephaxmacyspmd.mmtcéwhatﬂm

companies sy i trues it’'s mostly being driv-
byuﬁhmhmmtpnmng.lhmdlmyhastﬂdﬂemﬂh
on that issue, which is an stake to put in the

. ground. But i you look from the payers’ point of view, phar- .

macy costs have been increasing by 15% to 18% for several

look; let’s really do something? That's ancthermatter
And yet I would think that pharmacy costs increasing at

time, other things might occur to change the equation.

Debi L. Reissman, PharmD
Maraged Care Consultant

Rxperis
troine, Calif

wmmmmmm

W&Gﬂmmmm 3
manufachurers is lkely tore-

Bad press far
main becnme of.the increasimgly prevalent perception that
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Nursing home ADESs:
Largely preventable

here are about 20,000 faﬁlur
Life-threatening adverse drug
events amang the 350,000 ADEs
that take place at the nation’s mursing
homes annually, according to a re-
search team that called its estimates
“likely to be conservative.” The re-
searchers said half of all the ADEs are
pmvumble,n'chdmg&?%af&aemost
serious ones.
They based their conclusions on a
study of 2,916 residents of 18 Massa-

: ml?,lInUS.mmng
age resident uses six different medica-
has.uﬂm%hhmume.

R Tim Webster, exeautive director of
ﬁnAmaﬁcan‘Societyamemﬂizm
Pharmacists (ASCP), called the study
"’vah:able"mdamd&ntn"

problems

national health policy
e It's acxe for the elder-
1y, wherever they reside.

;'I}ussmdyponm

just a small list of so-called bad drugs in

the elderly that we need to be con-
m::u:labm:l’.!t’sﬁtwhnhmlged
drugs,” Gmﬂﬂdr'lui:mu we
have identified some .
that tocausemmm
than We're not saying le
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Corporatization: Is it good
for consulttant pharmacy?

here ance there used tobea  seen from consolidation is stress on

lot of mom and pop consul-  staff,” cbserved Lyrm Williars, RPh.,

tant pharmacists, today cor-  v.p. of Leaming Solutions in Boulder,
paratization heough consolidation is  Colo,, a fixm that provides education--
the order of the day. It’'s a “fait al services to pharmacists and other
accompli,” in the words of R. Tim health-care personnel in long-term
== Webster, 5cD., executive directar of care (LTC).

: theAmencanSonetyomesultant_ “Staff is being asked to do more
Pharmacists (ASCF). The question is, with less because the financial
What impact is it having on pharma-  resources for pharmacy have been
- cists and on nursing homes and decreased,” she gaid “It takes a lot of
- patient care? _ financial resources for those compa-

_ Themwuvaﬁesmaxdhgon nies to buy out pharmacies and the
- who is asked. Some say it has LTC facilities, and a rumnber of them
cost some pharmacists their jobs and  have gone bankrupt because they've
Eepmmmmﬂtmg gotten themselves into too much debt
pharmacists to do more with less. just when reimbursement from
Others claim there are several bene- Medicare has decreased.”
fits, such as the greater information One of the reascns for that, acoording
resources that the Jarge companies bWﬁsﬁa’,was&uhnp]enu:hﬁmin
can provide and some of the initia- 1998 of a prospective payment system
tives that they undertake. (FPS) for rursing home care provided

And while a lot of small companies  under Medicare. “When payment far
have been gobbled up by the large  drugs is wrapped in an allnclusive >
concemns, other small and medium- diunﬂm’spaidtnﬂ-nmrsingtadg t
sized pharmacies are finding a niche  that focuses people’s attention on man- -
and gaining business by responding  aging the cost of that service :
0 local conditions and offering same  nent so the facility can live within the -~
of the gervices that the big companies constraints of the finite per diem pay-
donot. ment,” he said “That has Jed pharma-

“There are quite a number of small- nﬂsm&nsnmmmstm
er, independently owned local or m

pharmacies that are getting Chiewho &mﬁ\emmpa-
their footing in the market, and they nies and homes should have
> are growing quickly because of their  foreseen the of PPS is Gene
ial drive. And that's true’ Memali Jr, RFh, v.p. of
not only with regard to nursing tical care for The Medicine Center
homes but in assisted living and in Pharmacies, a group of independent
the ambulatory elderly market as pharmacies in New England. ::;(
said.

well,” noted Webster, Nanetheless, he companies were not prep
added, it is true that the nursing properly for PPS,” Memoli
home segment of the industry isnow  “They knew it was coming and they
dominated by large, publicly held were generating huge profits before
corporations, both in terms of the PPS, but they didn’t put anything:
rumnber of facilities and the mumber asldefunt.Sowlmxtl'uLﬂ\eyguth:t
. Now, they look at every

dECmsdxdahmmahd;n’smdzm; ﬂ-nmgﬁmmamfgempachve_

cf n s mﬁ;-lzz-ttA:d];n:\t- their pharmadies,
Joseph Bren mhnvmg on P mtummmsmg
Based In Chicago, the suthor writes frequently macists and on the way they practice, ﬂle'i_fmﬂjloadsofﬁecqumﬂmphu-
onphammacy-reiated imom,  © 53y Observers. mariste.

*One of the big impacts that [ have Memoliisalsoctiﬁcaloi’&nelmp
28  DRUG TOFICS FOR CONSULTANT PHARMACISTS NOVEMBER 2000 W CrUODICE e
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Wanted: Consultants In

geriatric health care

onsultant pharmacists are in
demand. A shortage of geria-
specialize in t:h.”’e}lldr::rly it
patients,
hasledtnarmdforo&aerhealﬂ'tpm-
fessionals with expertise in geriatrics.
“There is a shortage [ofgenatn-
cians], and it’s severe,” confirmed
Kathleen DiGangi of the American
Geriatrics Society’s Foundation for
Health in Aging. Currently, there are
about 9,500 certified geriatricians in -
the United States, and that's less than
half the number necessary to meet

&nenmdsnfttweldu-lypop\ﬂa‘hm
“There’s going to be an unprece-

dzvﬁ;ﬁty good relationships
with p|
B oft, who provides chart-

review and drug-regimen review ser-

vices to local long-term care fadilities,

He estimated that 80% to 90%

of the physidans he consults with
appredate his help.

‘While knowledge of geriatric phar-

tants, there are other issues they need
to be farniliar with as well. Clark point-

lems in a nonthreatening way. Most
of our members have generally

macotherapy is essential for eonsul--

dented need for pharmacists with **®T
knowledge of [geriatric pharmacyl” :
s2id Jon Bermthoft, RPh, a a:lnsu.lliz:nt
pharmacist and owner of Se
Plaza in w
According to Tom Clark, R-Ph., g
M.H.5., director of professional mawtiuci=
affairs at the American Society of E

s0se0 ¥

Consultant Pharmacists (ASCP), o &5
older adults have a decreased abili- yomp =
ty to metabolize and excrete drugs. )
Liver and Xidney functions are often
impaired, and altered bind-
ing and volume of distribution
(becoming more hydrophyllic) ma
also ocair. All of these d?;nges l‘.afl
lead to increased s'usc?ﬁbmty to
drug interactions and adverse reac-
tions. He explained that pharmacists
fresh out of school, as well as estab-
lished pharmacists looking for a
career , will maost likely need
additional training before entering
consultant pharmacy.

Excellent communication skills,
problem-solving skills, and nowl-
edge of geriatric pharmacotherapy

the Minimum Data Set, or MDS, a
comprehensive assessment instru-
ment that has been in use for about
10 years. The MDS “has become

increasingly more important,” gaid
Bernhoft.
The MDS is a tool upon which

are for any consultant phar-  reimbursement is based, and an inac-

macist, said Clark. Being able to com-  curate MDS can result in Medicare

municate effectively is especially crit-

n].l’nemted.because%?d-h}kmrgi By
takesamd tng'et[the Jillene Magill-Lewis, RPh

elderly] the care that Baned in Washington Staie, the anthor writes
aid Cmmﬂtant pharmacists "h.ave frecquently on health-related mubjects,
to be able to present issues and prob-

30 DRUG TOPICS FOR CONSULTANT PHARMAZISTS NOVEMEER 2000

Tror . o] have
"N -
e

£ disorders. The
54 small number of pharmacists to

48 of these educational pro
= extremely valuable,

fraud, Clark cautioned, As if all that

werentenoughhemd mdepen-
dent consultant pharmacists have to
become proficient in marketing, con-
tracts, pricing, and time manage-
mam.l:orhmt:ly,ﬁ\u'eareaeveral
good references avadlable, and many
cn be obtained through ASCP. The.
organization also offers an on-line
review course to prepare for the
Commission for Certification in Geri-
atric Pharmacy’s cerfification exarmn

use&mhﬂeCahgg&wmmy

macist or CG.P, Clark said there are
mwmeﬁmm ists who
for certification

ASCP has developed several
traineeships for umsul]tanisseehng

=+ further education in
-+»§ These include wound care, Alz
<+ ] heimer's/dementia, Patkinson’s dis-

ease, and psychiatric and behavioral
i ips allow a

receive five dayy of intensive traiming
at selected medical centers. While all

are
gaid, “the
best way forsmnmmlﬁmlhuw

i tncmsult]:smhmkupmﬂim-

ms;;?d:ng -5 Hemrmﬂm shad-
ed six o 12
owing an established comsultant.

Susan Klem, B.S., CG.P., regiomal
clinical director, Great Lakes and
Great Plains Region, for Ornnicare,
echoed Clark’s views. She added
that some universities also have
geriatric certification programs,
including one that Omnicare helped
create at Ferris State University in
Big Rapids, Mich.

Kiemn believes some are
satisfied if patients are ptable, and
they may be retuctant o make thera-
Py changes purely for improved
quality of life. 'Ihs age bms w
vplies alder ad
a certain age, m
“We have ﬁuple getting mamed at
100 years

www. drugtopica.com
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Studies: Crisi i Car
@ ~tudies: Crisis Looms in Long-Term Care

s more Americans grow older, ?E&E?EEEE%QH&
physicians’ services, will drop. At the same time, however, expenditures for long-term care will
- increase sharply, according to a recent study.

The study and other recent research into ~ Lubitz of the federal Health Care Financing  care costs are paid out of pocket by patients
the issue of long-term care shows thar  Administradon (HCFA), in Washington, . "reflects the absence of an insurance sys-
America Is heading for a crists as the popr-  D.C, used damn from Medicare snd nation-  tem, public or private, that spreads the
kation ages. Providing health care for older @l muveys © estimate expenditures on gnﬂ#&ﬂﬁbﬂ-ﬁﬂ.gnﬂﬂu
Ameticans will become more costlyand the health eare acconding to age ar dearh. Feder &ys. “In irs place is a system that pro--
burden will fall on all health care providers Spending increases with the age ar  tects people only if they are impoverished ®
and public policy expens o develop solv-  death because of steep increases in nurs The average anmual cost of musing home
tions to the problem, experts say. ing home care, and the costs of long-term  care is more than $40,000, resulting in a

Americans who are 50 yoars and older  care ar the end of life are less likely tobe  substantial financial burden for people who
are responsible for abour 58% of all health  covered by Medicare ar private insurance  nted to purchase guch care,” the sapn.”
care spending, 61% af all over-thecounter  them are the costs of acute care, Spillman Feder and others believe the financial
drug spending, and 74% of all prescription  and Lubitz report. The rom! expendiore  dilemma implied in these figures should
drog expenditures, says Ken Dychtwald, for all health care services from age 65 be addressed through a series of public
the president and CEO of AGE Wave umtil dearh is $164,505, in 1996 dollars,  policy initiatives, including increased

LLC, s company in Emeryville, Calif,, that Eﬂﬂu.ﬂoi—nvﬂmgnmuﬂﬁnmmﬁnp public suppart of the financing of long-

advises corporatioms cn age-related trends, - ,
. the suthor of Age Power, How The 212 “Long-term care matters to many Amerlcans of all.
e .wxnwnawwﬁwhﬁpﬁ@p G ages and affects spending by public programs.

Whar's more, baby boome are demand- L@ glslatlve support Is needed to enhance public
ing consumets. They will present in phar- w
i il e e, i, Rkt financing of this service. .
discase, orthopedic impairments, diabetes, —Judith Feder, Georgetown Unlversity
digestive disorders, and adult cancer, :
among other conditions, Dychrwald says.  dearh rises substanrially with longevity, term care- *1 don’t believe these issucs
He believes the health care system is ill  from $31,181 for people whodiear 65 0 can be addressed through private long-
prepared to deal with the coming more than $200,000 for those who die at  tesm care Insurance,” she sxys, “because
cnalaughe. Out of the 126 medical schools  age 90 or oldex .  the people who need financial protection
in the United States, only three have "Our simulations show that increased  the most often cannot afford ar even sub-
departments of geriatrics, and less than 2% longevity after the sge of 65 may have 8 acxibe to this type of insumance.”
of physicians graduating this year have  =mall effect on expendinmes for acute care,  Many financial planners believe thar
taken a yotation in geristric care, he says. i present tends continue, but will have 8 Americans should save money during their
Amang all Americans, 13% are current-  larger effect on expendinures for long-term  wiaking years o pay for long-term e if
Iy over the age of 65, Within 30 years, 20%  care and, consequently, on sl health care. needed. But Feder counters that the pur-
will be over age 65, accosding to popularion - spending for the eldedy,” says Spillman. poee of Insurance is o pay for expensive
yrojections from the US. Census Buresu. The pamems identified in the snady  amd unpredicrable costs. “Thar’s whar long-
. Health care for those in the last two years could result in a greater financial burden  verm care is, and thars whry this is a public
of life is particulady coedy, according to @ for elderly people and their families a5 policy isue,” the =y, o
study, “Longevity Has brplications for  well as for Medicaid programs as the pop- Many sepiors peeding kmg-term care
Tealth Care Financing,” published in The  ularion ages, says Judith Feder, desn of  today do not have the money w pay for it,
. » England Joumal of Medicine, May 11 policy scudies at Georgetown University  a public policy dilemma that could bave
—choms Brenda C. Spillman of the Urtban ~ in ' Washingron, D.C. . camstrophic tmplications for millices of
Inginge, in Washington, D.C., and James ~ The fact thar nesdy a third of long-term Americans s cur socisty sges, smays Feder

Tas Quarrry Inoscaron, Praxuact Resouncs/Serrnasas aoco 13
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b et o ﬂhﬂd ~-HEALTH CARE POLI CYovi

Upn&u&&nﬂnzmnﬁ. research asso- En&gﬂng she maps “It  rvequire five years or more. *Public disan-
“xtr at the institute, describe an “imperarive  would be begter to use that money toprovide  sion all t00 often asgimes that a need for
. > change (in public apport fr longtetm care to people who need help the most” long-term care is an- inevitable part of
care} to ssame adecuate services ot mn Long-term care should be financed in - aging and that saving is therefore the
. aeptable cost.” Their findings also wete  the same manner as acute cave, relyingon  right straregy to address it” says Feder,
published i Health Affairs, May 1. insurance to spread risk, she says. “With costs so varied and unpredictable,
Using public money to supplement pri- . Although 39% of people age 65 snd over  savings will be insdequate gnd ineffi-
vate insmance is not the answer, soys Feder  will need some nursing home care before  cient. Insurance makes more sense ”
*Realistically, subsidring private insmance  they die, almost half will require lessthan  —Reporned and written by Mardn Sipkaf, in
uﬁrn_ﬂﬁﬂnunﬂrﬂ&bﬂuugﬂuu. qﬂﬁ.&ﬂuﬂt?_nng fifth will Onaurna?.

mﬁuma Om.ma Emmm moH wcvrn m.menﬁm Om E;O

xpanded public financing of long-term care would enmil 2 mandatory, not opticmal. In addition, a public program is likely

majar shift in how the costs of LTC would be shared by soci- 1o include en income redistribution compenent, im which pre-
ery, say3 David Kenmell, a researcher with Lewin-VHI Inc, 2 mium cosis are income related, while benefirs for all eligible
healrh care research organization in Fairfre, Va. Kennell has  recipients would be equal.”
snudied the issue of long-tarm care for the federa] Department ~ The advantapes of public financing for long-tetm care includs
‘| of Health and Human Services in Washington, D.C. “In eval-  the following, according to Kermell and others
wnting public nsurance models, it Is important to essess ot~ Universal access. All persons who needed long-term care
only who benefirs, but who pays,” Kennell says. “The distribu- gfaﬁgaggﬁoﬁﬂﬁls&n abil-
tion of the cost burden will depend upon the specific taxes and © ity to pay. Persons with long-standing chronic conditions
financing mechanisms used 1o generate the revenue needed 10 tﬂmn_uonvnmﬂ:&mnnnunoﬂun simply because they were
pay for public benefits.” tminsurable, and discriminatory policics against poor patients

Abour 50% of all long-term care costs are bome privately by would be minimized.

. ..mﬁn&iﬂrﬂmﬁﬁnnﬁﬂﬂﬁﬂ&.mﬁﬂﬂruﬂag Equity. All persaifis would be entitled to the mme standard
., thens for mursing home care, Kennell says. The remaining 50%  benefir, regardless'of their ecanomic posttion. Under the amrenr
of formal long-term care costs is bome by the public secrr, in EE%E@HE&&EEE
| paricular the Medicaid program, which pays 38% of the cost.  ter qualiry of care than Medicaid parients do, experts says-

Medicaid costs are paid out of federal and state general revernre,  Wealthier individuals could still purchase edditional services not
primarily income taxes. covered under the public program, but the basic standard of care -

A social insurance approach, modeled on Social Seaunity and  would be aised for everyone: Also, since the program would be
Medicare, would finance benefis for beneficiaries from payroll  federally financed, current differences in access and quality
taxes on aarent workers. Under social insimnce, woders would  among srates would diminish.
pay into the system during their working years, end draw benefis~ Protection agzinst catastrophic costs. Since all petsons would be
_from the system when they need long-term care as they age. “Like  covered under a public program, all individuals would be protect-
Social Seaurity and Medicare, a social insurance approach ed from the risk of being impoverished by catastrophic long-term
financing long-term care would be built .HBE_EEE care costs. This protection would be provided 1o all elderdy indi-
successive generations of workens,” Kermell says. vichnals, noc just those who can affoed to buy insance privately.

Broader-based financing mechanions also have been proposed = Dedicated financing. Since a public long-term eare program
to finance 8 public msumnce program for long-term care, Kennell  would be financed by taxes devoted exchusively to the purpose of
xrys. Increased taxes on uneamed income and increases in payroll  financing long-term cate, the financial stability of the program
taxes would distribute costs more evenly across all age groups,  would be increased,
since individuals over age 55 hold the vast majority of the nations  Broad-based insurunce, All taxpayers or workezs would be
financial assets and eam the majority of uneamad income, he says.  required to pay taxes to finance the system. This universal insur-
Also, the government might consider tding the Social Seamity  snce risk pool would mem that the coss of long-term care
benefits of beneficiaries who have high incomes, be adds. would be spread across a broad growup of usess.

) ike private insurance, & public insurance program would — Administrative efficiency. Compared with private insurance
reduce the costs to mast individuals who nesded long-term care  systemns, public programs, such 8s Social Security and Medicare,
services and increase costs to those who paid i the system, but 585&3#&55%8&%8.
. % never used benefirs,” Kermell sy, “Unlike private‘insurance,  the gmount of premiums paid. T
-bowever, participation in the insurance tisk pool ould be ,..._ﬁ —M5

L
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. Exhibit 1 | OO Analysis and >uu3mo_:

Estimated Distribution of Average $TUDY OBJECTIVES

Total Cost of Providing Respiratory o= .o ?Q:Eagmﬂ %ﬁﬁ

Therapy and Infusion Drugs in the mated the cost structure of providing respinmtory and infi-

. . i sicn drug therapies in the hame setting and the financil

Home to Medicare and Medicaid impact of sdopting proposed reductions in Mediczre Fart B
Patients, by Compary Size b e Aol
. . _ reimbursement changes on Medicare and Medicaid patients

!ro receive drug mﬂumlu in the home.

o Data were obtained from 12 providers of bome medical -
tory and infusion therapies, who completed o written survey
instrument and 1 telephone interview, The sample is believed
o be genenlly repressatative of home pharmaceutical com-
paiies nationally Sarmpled companies ange in size from les
than §1 million to $1 bilkon sroual bt revente and serve
Medicare and Medicaid patients in all geographic regions
throughonut the United States. .

The sample was stratified by size of companies’ vohrme of
business. Small firms were defined as those with Jess than $5

" prillion total snnual revenus large firms were those with 530

: ‘%Egﬁggﬁgﬂﬂmgmﬂu

T were inbetween.

.,’
I

SURVEY DESIGN

The cost survey, designed in giﬂrgg.
Eﬂﬂﬂﬁﬁﬁﬂgﬁnﬂé&mﬂg .
: . Ty as it pertains t0 the provision of respirmtory and infusion
Lege  Medium.  Small i therapirs in the home setting to Medicare and Medicaid
Q) M CostTt ranmicy Pt . patients A chief financial officer (or designee) from each par

@ Jwernge Cost of Patient Servces ticipating company completed the mailin cost survey and par-
© Aversge NonPutient Coats ticipated in a0 extenstve follow-up telephone imerview :

S5y 85883888

: fessional services that acoompany the provision of drug the *
provide ongeing professional ﬂ.inur.ann_i_Bnﬁ_a apies in the home (such a3 pharmacy, patient management,
patient care under curTent payroent armangements. delbivery, and others) and other corporate costs. Revenve and

The Department of Heahh and Human Services  cost dsta.were provided by surveyed compenies and then - .
" " - snnounced on May 3], 2000 that ft is moving adminicrative  propartionately allocated to the business unh providing rs
ly to reduce Medicare payments for select dnig thempies For -~ pirstory and infusion services to patients whose care ks cowe
Medicire Part B claims, DHHS intends 1o pay the Sverage  ered by Medicare or Medicaid Estimates of AWP reductions -
wholesale catalog price” compiled by the Department of . were derived for approximately 50 drug categorics Ested in -
2 Justice and recommended for sate Medicaid programs. First Data Bank's compilation of drugs that would be affect- .
R Ahhough First Data Bank (FDB) recalculited wholesale dnig.  ed by new pricing data (ss of June 2, 2000), as commumicst.
m prices for nearly 400 national drug codes, the method used  ed in » Department of Justice letter to Seare Medicaid direc-
2 by FDB has not been made publicly available Resulting  tors In addition to finendial dats, the survey and follow-up
. ®  Medicare drug payment changes are scheduled to become  telephome interviews posed open-ended questions concern- |
L dfective October 1 2000. ing the provider's assessment of the business inopect of pro-
- The Lewin Group has completed s analysis of dsta o} posed AWP reductions in the Mediare and Medicaid seceors
2 Jected From'mail and telepheme surveysof providers Thefal for those drug thenpies under review. Finally, participents
% lowing isa report of what was learned through this effart .ﬁﬂ&&gﬁﬁg&%gﬁgm. :

ey T e Page 157 ﬁ”_.mN
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Exhibit 3
Estimated Initial Hnanc:al Impact of AWP Reduct:ons for Resp:ratory
and lnfus:on Drug Therapies to Medicare and Medicaid Patients at
Home by individual Company

Projected Annual Profit or Loss
Eﬁ"&ﬁémﬁmﬁi

-....t, l"z';i-.r

able forthe
provision of home respirgtory snd & usiom drug thera
pies to Medicare snd Medicaid patients should the pro-
posed AWP rechuctions be imrplemented The estimated
mitia] financtal boss to companies o< 2 result of proposed
rediuctions ranges fram 2 percent to 214 percent (Exhibic
3} If bad debxt costs are exctuded from financial boss esti-
mates, cnly two companies expect to show any profic
from Medicare and Medicaid services aftir AWP reduc-
vions (Exhibit 4). Note in both Exhibits 3 and 4, sampled
companies are srrayed in order of expected ks, not by
size of company.

* The companies projecting the grestest porcentage ksses -

ave those that are the largest and which have operations
in many strees. Two-thirds of the hargest companies and
threequarters of mid-sized companies expect to experi.
ener a 50+ paoent ke on studied services should pro-
posed AWP reductions be adopred for the Medicare and

= Muost of the companies with the greatest projected negs-
tive impact are those which serve s high proportion (*75
'putmt]ofMedmpnuumhdmnspnmymd/w
infusion service syens.

IMPACT OK MEDICARE AND

MEDICAID BENEFICIARIES.

® Medicare and Medicaid henefiriatie actes tn respirato-
ry and infusicn drug therapies s expected to diminich -
should AWP reductions be sdopted. Forens indicate they
will reduce exposure in cevtain public sector markets
Companies repart that they will be foreed w curtafl
accepting new Medicare and Medicaid patients. Several
cmnpumsmtheymﬂmtthel\ddmmd

h is important for.public policymakers to grasp the
respiratary and infusion services to Medicne and Medicaid

" patients in the home. Companies in this study's sxovple serve

Medicald patients in 31 states. Due to revesue losses from
Madicaid AWF reductions for respiratory and infosion drug

occeptance of pew Medicaid refermals, not accepting
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’ﬂﬂd elderly health

members. Med Care. 1997,35:1119-1131,

R MLMW&.WLM&
for presciption drups &8 & hunclion of cou-

SKHM. 195.?1'1&-1”

agnostt andd sefvice-tpecific analyses in 3 mndom-
] controlled trial, Sarma Monic Cakf: RAND: 1986
17, mu.wummmn;f
copayment on drug use in 2 Medicaid population.
quiry. 198522356403,
18, Soumerzi 5B, Avern J, Ros-Degnan D, Gorl-
maker $. Payment restrictions for preseription drup
under Medicaic: effects on therapy, cosy, and equity.
N Engl } Med, 1987:317.550-556,
19, Soumeral 5B, Mclaughin T2, Ross-Degnan D, Cas-
tariy (5, Boldinl P. Effects of bmiting Medicald drug-
reenbrunnement benefits on the use of prychotrop:
agents and ante mental heatth serviers by patierds with
schitophrenia. N Engl J Medf, 195433 1:550-655.
20 Soumerai SB. Roxs-Degnan D, Avomn J, Mclaugh.
Tin TJ. Choodnovsiddy L. Eifects of Medicaid drug-
Emits on acmission to hogpital and RuTsing
ilﬂnﬂ.NEngJJMed 1951 22810731077,
TL Book R Warm JE Rogen WH, ¢t al Does free
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I5IXG COSTS OF MEDICATIONS

and inequities in access 10
medication have spafked

calls for drug policy relorm

in the United States and Canada.'?
One of the most conientions issues is
the introduction of cosi-sharing to
control drug expenditures. Cost-
sharing is iniended 10 deter the use of
drug therapies that do litile 1o improve
health.™ But cost-eflectiveness rests
on the assumption that individuals

" w1l have the capacin: to pay for essen-

tial drugs and tha1 they will make
rational choices about which drugs to
usc and abandon. Otherwise, the use

of easential drugs will be curtailed to

control drug expenditures and shorn-
term savings in the drug budget may
r oflset by downstream costs in the

JAMA, JOON 2B 421479

Contaxt Rising costs of medications and Inequities in access have sparked calls for
drug policy reform in the l'.)wnh; Statss and Cm;da. Contrel of l::n.lg m&“ﬂ
prescription cont-sharing erly persons and peor persons Is a contentious
mmu_mmmm%mmmhmmmbmm : .
Objectives To determine (1) the impact of introducing presciption drug cost-
sharing on use of essertial and less essential drugs among elderly persons and welfare
recipients and (2) rates of department (ED) visits and serious adverse events
associated with reductions in drug use before and after policy implementation.

Design and Setting Interrupted time-serles analysis of data from 32 months be-

- fore and 17 months after introduction of a prescription coinsurance and deductible

cosi-sharing palicy in Quebec In 1996, Separate 10-month prepolicy control and post-
policy cohart shudies were conducted to estimate the impact of the drug reform on
adverse events. ' )

_Particlpants A random sampie of 93950 eldetly persons and 55333 adult welfare

medication recipients.

Main Outcome Measures Mean daily number of essential and less essential drugs
used per menth, ED visits, and serious adverse events (hospltalization, nursing home
admission, and mortality} before and after poficy Introduction, -

Resulty After cost-sharing was introduced, use of essential drugs decreased by 9.12%
(35% confidence interval [C1), B.7%-5.6%} In eldesdy persons and by 14.42% (95%
Q, 133%-15.6%) in welfare recipients; use of less essential drugs decreased by 15.14%
(95% Cl, 14.4%-159%) and 22.39% (95% Cl, 20.9%-23.9°%), respectively. The rate
(per 10000 person-months) of serious adverse events associated with reductions in
use of essential drugs increased from 5.8 in the prepolicy control cohart t0 12.6 n the
postpalicy cohort in elderly persons (a netincrease of 6.8 [85% O, 5.6-8.0]) and from
14.7 to 27.6 in welfare recipients (a net Increase of 12.9 [95% Cl, 10.2-13.5]). Emer-
gency department visit rates related to reductions In the use of essential drugs also
increased by 142 (95% CI, B.5-19.9) per 10000 person-months in persens
(prepolicy control cohort, 32.9; pestpolicy cohont, 47.1) and by 54.2 (95% (1, 33.5- .
74.8) among welfare recipients (prepalicy control cohort, 63.6; postpolicy cohort, 123.8).
These increases were primarily due to an increzse in the proportion of recipients who
reduced their use of essential drugs. Reductions in the use of iess essential drugs were
not associated with an inoease in risk of advene events or ED vistls,
Conclusions In our study, increased cost-sharing for presaiption drugs in elderly per-
sons and welfare recipients was followed by reductions in use of essential drugs and a
higher rate of serious adverse evenits and ED visits associated with these reductions.

bt i B

Autivor ANiaSeec Ml Uiniversity, Departrend of
Myedenne aad Deparimen of Epidemiciogy snd Bio-
siatnich, Moretrdal, Quebee. | "
Comresponding Authot snd Rapriats: Robyn
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ies were conducted in comparable 10-
nonth periods before (Augas 1993 1o
1996) and after {Augus: 1996-1997)
policy implementation (FIGURE 1). The
prepolicy control smdy provided an es-
timate of the expecied rate of adverse
gvents due o reductons in drug use
prior w policy implementation. The es-
rfimaton of an expecied rate was tm-
ponant because even when drugs are
free, individuals will experience ad-
verse drug events due 10 injudicions re-
ductions in needed therapy, because of
forgetfulness, adverse effects, or mis-
perceptions about the importance of
drug reatment.” The difference in the
rate in the prepolicy conuol study vs
the postpolicy study was used 1o esti-
mate the impact of the drug reflorm on
adverse evenis. This approach had sev-
eral advantages. First it voided biases
relaed to ecological fallacy™ because
changes In drug use were linked at the
level of the individuial with the occur-
rence of adverse events and ED visis
Second, it provided a means of isolai-
ing the effect of the drug poliey from
other health care policies that were
mplemented in the same 4-year pe-
tiod that may have reduced the rate of
* ED visits and hospitalizations. unre-
lated to prescriptiontdrug use (hospi-
1al closures and realiocation of service
jocations). Finatly. the prepolicy and
posipolicy cohort study approach veri-
fied 1he assumption that the primary
impact of cost-sharing would be 10
.increase the prevalence of reductions
of drug use rather than changing the
“biological risk ™ associated with ration-
ing orstopping therapy. Thus, the stud-
jes were designed to estimate both the
risk and the population auributable
fraction or 1he share of adverse evenis
and ED visits due to reductions in drug
use. in the prepolicy and postpolicy

For this analysis. study populations
were limited 10 regular recipients of es-
sentia] or Jess essential drugs. defined
as persons who had a supply of the re-
spective medication in each of the 12
months prior to the follow-up period
or new users with a minimum of 6

. onths of continuous use.

ADVERSE OUTCOMES OF PRESCRIFTION DRUG COST-SHARING

Data Sources

Four provindal health databases, valt-
dated in previons research % were
linked by unlque encrypted health

numbers. The heneficiary demo- -

graphic database provided data on drug
phan eligibility, death, and benefidary
characteristics, The prescription claims
dawabase, which includes the drug,
quantity, date, and duraton for each
prescripdon dispensed from commu-
niry-based pharmacies, was used 10

measure medicadon use. The physt-

clan claims database, which inctudes the
date, type, and locadon of service de-
livery (cg. inpatient, emergency, clinic),
was used to measure ED visits and bos-
pitalization-institutionaltzaton. The
hospitalization database was used to
validate claims-based measures of hos-
pitalization-instirutionalization.

Prescription Drug Use
The number of drugs avallable each day
was czlculzied from prescription elaims
records using methods developed 10
convert the date, drug, 2nd duration of
prescriptions dispensed ino a drug-
by-day maurix.” In each of the 53
months of the time scries, 8 matrix of
monthly mean daily drog nse was then
constructed for each beneficiary (forall
drugs and separately for essenual and
less essential drugs). The firm 3 months
of the time series amd of eoverage for
newly eligible recipients were ex-
cluded to avold anificially lower val-
ues for drug use In the first few wonths
of available prescription information
The month immediately prior 1o policy
tmplemeniation 2lso was excluded be-
cause ol passible preseripton siockpll-
ing. Jeaving 49 months for analysis.
For the prepolicy and postpolicy co-
hon studies. reductious in drug use
were measured first by estimating an ex-
pecied daily drug use for each person.

-The resulting experted values were then

compared with observed use in the 10-
month {ollow-up period. The ex-
pected use value was estimated as the
level predicted for the last bascline
month by a linesr irend [it 10 each per-
son's mean monthly daily drug nse in-
the baseline vear, This method conser-

T ——————
Figure 1. Time Sevies and Prepolicy Control
and Postpolicy Cohort Design
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would remsin constant rather than in-
crease during follow-up. In addition it
was assumed that the impact of reduc-
tions in drog use would cumulate over
time. Therefore, time-dependenty mea-
sures were used to summarize differ-
ences between expected and observed
use during the follow-up period. Time-
dependent measures of drug nse also
ided a means of adjusting for un-
tsual drug consumption patterns trig-
gered by the fearures of the drug policy.
Far instance, the deductible and maxi-
mum ceilings Institoted a patiern
redncrions in one month may
be compensated for by increases in the
next when drugs were free for those per-
sons reaching the spending celling, Cu-
mulative mean monthly increases (ob-
served > expecicd) and reductions
- (observed < expecied) in drug use were
" calculated as the sum (from the first [ol-
low-up month) of the manthly differ-
ence inobserved and expecied drug use
divided by the number of follow-up
months, For example, an Individual
who had an expected value of 3 drugs
per month and who filled prescrip-
tions for 3 drugs in the first 2 months
of follow-up and 8 in ihe third month
would have a mean cumulstive redue-

JAMA, Jarmuary 74731, 2001Vl 283, Ko. 4 42D
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showed 8 9.12% (95% 1, 8.7%-9.6%)
reduction in the number of essental
drags used per day (0.17 drgss 95% Q1
0.16-0.18). Absolute and relative recuc-
sions were higher wellare recipl-

: smeng
ents (14.4%; 93% (1, 133%-13.6% and

sheolute reducton: 0.21;93% (1, 0.19-
0.23 essenrial drugs per day).

Relarive reductions were greater in
the use of less essentlal drugs by
eldesly persons and welfare recipi-
eats (13.14%; 95% Cl, 14.4%-15.9%
and 22.39%: 95% Cl, 20.9%-23.9%,
respectively) than for essential drugs
(FIGURE 3), However, because fewer
Jess essential drugs were nsed per
day, the absolute size of the redue-
tion was smaller for less essential
drugs (elderly persons, 0.10 and wel-
fare recipients, 0.15) than for cssen-
tial drugs {elderly persons, 0.17 and
wellare recipients, 0.21). Also, there
was 2 significant decrease in the
slope of less essental drog use over
time in the postpolicy period (policy/
time interaction) for the eklerly per-
sens (B=-0.009; P<.001) and for the
welfare recipients (&-—0.008:

" P.001).

As expected, in both the prtpohq
and postpolicy smd:p, there was a 5ig-

nificantly higher rag of adverse cvenus

deD\uumthoscmdmdualswho
reduced their use of essential drugs vs
those who did not (TABLE 3). Dose-

ADVERSE OUTCOMES OF FRESCRIFTION DRUG COST-SHARING

response relationships were evident  drmgs/d), and major reductions (=1
berween the magninude of the reduc-  droge/d) were 256, 272, and 385 per
tion snd the rates of both outcomes. 10000 person~montha, respectively,
For example, in the prepalicy conwrol  Reduction of 1 medication would be
study, the raies of adverse events in  equivalent to stopping 1 drug or
those with no reduction (0.1 drugs’ rationing 2 drugs w half the
d}, minor reduction (>0.1 to 0.5 wuse. Risks associaied with reductions
Tablae 2. Characterisicy of the of Essential and Less Essential Drugs in the
Prepolicy Yenr (August 1995-July 199§) .
Excarty Persons Achit Waltare Rncipients
' Lass 2 . Lass :
Essential Exsantial Essantial Essential
Total No. of medication recipients 83850 5533
Mackcation reciwernts, No. {9) . 70601 [75.5) 38065 140.5) - 25820 46.7) 14538 RE.Y)
Female, % B1.4 B8R B0.9 81.7
Age, mesn (51, y 731 5.6 7.4 (5.6) 4340126 4470115
Flan type for ecication by .-
rcoms-indexed caling, No. (%) . .
200y AMIET) 23ETEF) 25520000 148381100}
55004y 26157 30.5) 14544 383
57504y 40633 {57.4) 20734 (54.5)
Dx?mudpum meen {50, No )
ot 3103 3480 2403 2.8Mm.9)
Escsartial 17 4.3 1548 12 {4.1) 1013}
Less essantial 03 (1.6 0.5 [1.6) 03 0.5 0.5{1.5)
Monthly dnug costs, s
Tﬂlgw i, B? T Bg A 75 &332 6 ey
Essermal ' 43 154) 42 NEN 39 184} BT
Less pssemial a8 7 20 T ARS B 31
Heafth sarvica usa, mean (50)
Emerpency ceparmant viss/mo 0.1 08 0t 0.0 o2t 0.2 N1.4)
Hospitakend per yasr, & 219 a2 P 303

VO ARt vl SUuSyect I an armus maxmo of SX0.
1mmmnmmmunm1umqwm

Figure 2, Observed and Predicied Usk of Essential Madication in the Prepolicy and Postpolicy Periods ]
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ADVERSE OUTCOMES OF PRESCRIFTION DRUG COST-SHARING

likely 10 be related to the cost-sharing
policy. Prescription datms files do not
indicate what drugs were nuken, only
medication purchased Although pre.
scription refill rates provide a reason-
ably accurate measure of medication
compliance, 24 reductions in drug nse
could have been overestimated If indi.
viduals received free samples or pur.

- chased equivalent over-the-countey

preparadans (eg, aspirin) after policy
implementatdon. However, these indi-
viduals would be Balsely classified s hav-
ing reduced medicarion nse, and as & re-
sult. the risk associated with reductions
in drug use in the postpolicy studies
would be underestimated

Indications for therapy were un-
known. Drugs classified as less essen-
tial may have been required therapy for
some individuals {eg, benzodiaz-
epines for panic disorder), whereas
some cssential therapeutic drugs may
have heen prescribed withour ad-
equaie clinical indication {eg, dturet-
ics for transhrory elevation in blood
pressure). This misclassification would
likely jead to an underestimation
of both the potential benefits of redue-
ing the use oflm essental drugs and
the risks of JFucing essential drug
therapy.

Our study suggests that the primary
mechanism by which cost-sharing
affected the rate of adverse events was by
increasing the proportion of people who
made reductions in the use of cssential
drugs. We cannot confirm that reduc-
1ions in essential dmg use led 1o 2 dete-
rioration in health status, but we believe
that this is a plausihle explanation for sev-
enal reasons. Firsy, there was a dose-

response relstionship between the mag- -

nitude of the reduction in the nse of
essential drugs and the risk of adverse

cvents and ED visits. Second. reduc-

tigns were associated with an increase
in 1he risk of adverse events in the
prepolicy and postpolicy period, a phe-
nomenon that would be expected i
reductions represented medication non-
compliance. Finally, the nsknsadned
with redurtion was 10 essential
drugs, for which thiere s clinical rrial evi-
dence of efficacy. . _

438 1AMA, Jaomry 431, 2001—-Vol 383, No 4

The challenge for insuters has been
to craft health care policles that pro-
vide adesuate access to drug therxpy
while simultaneously exercising fis-
cally responsible control over the drug
trudget. Consumer cosi-sharing has
been the princtpal method of fiscal con-
trol becmse 1t assumes that pegple will
value what they pay for and as a re-
sult, they will reduce their use of no-
necessary medicatiom when they srere-
guired to eontribute a pordon of the
payment* While this reasoning may
a2pply to many consumer goods, cost-
sharing has beent shown to have unin-
ténded efects in health care, such as in-
creasing hospital admissions Witao-4
Consumers may not have the informa-
tion needed 1o make wise decisions
about necessary weamment. We estl-
mate that for elderly persons alone, the
drug pelicy reform in Queber may re-
sult in 7000 additiona] adverse events

“per milion armmally. In light of the sub-

stntial invpact that drug policy can have
oo the population’s health, there Is a

need 1o redress the relative scaredty of :

scientific data on the outeemes of policy
interventions. Our results suggest that
more swingent cost-sharing pharma-
crudeal cost coniainment policies in
other parts of Canada®™ and the Unired
Sues™ may conaibute w avoidzble ill-
nesses,

Azthor Contribtions: Dr T participated B

Deryopllw sudy oncept snd desipn.
and brderpuaiation of data, dretting of meme
nﬁl.uhﬂlmdmhmh

oblained

Dr Hurley particiaated in acquisition of dats s erit-
il revision of marsuseript for wbﬁa&dm
tent, ared statirtienl

wﬁﬁr{ﬁmdum' n:i
shudy supetvision.

Dr Latimer participated in anatysis and interpretation
of data, oritical revision of the mardscrigt for impor-
tant irtedectual coment, and provided statictical ex-

pertine,
Dr Perreault n and de-
gl pie el s

support.
Dr Larmochedle participeted in anafyss snd interpreta-
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Definition of Drug-Induced Cognitive Impairment in the Elderly

Donna M. Lisi, PharmD, BCPS, BCPP, CGP, FASCP

Medscape Pharmacctherapy 2(1), 2000. ® 2000 Medscape Portals, Inc

introduction

Drug-induced cognitive impairment can generally be categorized into 2 types: deliium and dementia. Drug-induced delirium
rafars to the development of an acute confusional state, whereas drug-induced dementia implies & more chronic alteration in
mental function.!} Drug-induced cognitive impairment is the most common reversible cause of confusion.l it can be either
dose releted or, in some cases of delifium, it may be idiosyncratic. Cognitive impairment secondary to nonpsychoactive
medications may be more |ikely to result from an idiosyncratic mechanism. Compared with drug-induced delirium, less ia
known about the prevalence of drug-induced dementia.[!]

Nearly every drug class can cause either drug-induced delirium or dementia in clder persons. The elderly may be espedally
prone to developing drug-induced cognitive impairment due to age-related changes in drug pharmacokinetics {eg, reduced
oxidative metabolism, reduced renal function) and phermacodynamics. The elderly may also be at greater risk of drug-
induced confusion than younger people because of decreased functional reserve 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
ege group; dementia is 2 major predisposing risk fector for the development of drug-induced cagnitive impairment.
Polypharmacy, involving both prescription and over-the-counter medications, is also very common among the elderly and
increases the risk of cognitive impairment Electrolyte imbalances, which occur frequently in older persons, can predispose to
cognitive changes.

Delirium

Diagnostic criteria for delirium in the Diegrostic and Statistical Manual of Mental Disorders, fourth edition (DSM-IV), ere
divided into 5 categories based on the possible etiology of the syndrome, ie, whether it is thought to be attnbutable to: e
general medical condition, substance intoxication, substance withdrewal, multiple etiologies, or not otherwise specified. For
“Substance Intoxication Delirium," the criterie state that there is evidence from the history, physical examination, or ieboretory
findings of either distutbances in conaciousness with reduced ability to focus, sustain, or shift attention OR that thereis e
change in cognition or the development of a perceptual disturbence that is not better accounted for by a preexisting,
esteblished, or evolving dementia AND that these symptoms develop during the substance imtoxication AND that medication
use is etiologically related to the disturbance. For "Subetance Withdrawel Delirium,” the symptomatology must 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 of the 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 Speciﬂed.“m

Critena used lo define drug-induced delirum in one study profocol included the following: the drug in question had central
nervous system {CNS} effacts; a toxic level was documsnted, or there was improvement with dose reduction or cessetion;
and the time course of mental status change coincided with the period of drug usea. This definition excluded the presence of

alcohol and drug withdrawal. )

Other terms that have been used synonymously with deliium are transient cognitive impairment, acute brain failure,
exogenous psychosis, oxic confusional state, toxic deliflous reaction, toxic encephalopathy, toxic psychoais, eenila delinium,
acute brain syndrome, pseudosenility, clouded states, neurctoxicity, reversible dementa, intansive care unit psychosis,
postsurgery psychiatric syndrome, metabolic encephalopathy, psychosis associated with organic brain syndrome,

postoperative delirium, and postoperative encaphalopathy. (-9}
Delirium, which is also Known 8s an acute 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 peychomotor activity, and abnormal sleep-wake cycie.l'®] According to DSM-1V, the essential feature of
delifum is a disturbance of consciousness that is accompanied by @ change in cognition thet cannot be better accounted for
by a preexisting or evolving dementia. This disturbance in consciousness results in altered awareness of the environment
and the inability to focus, sustain, or ahift attention appropfiately. This change in consciousness is associated with cognitive
abnommalities (which may include memory impairment, disorientation, or language disturbance such as inabi!ity to name
objects or to write) or the development of perceptual disturbance (which may include misinterpretations, illusions, or
haliucinations). Additional characteristic features of delirium are its development over a brief period of ime and that it has e
fluctuating course. Disturbances in orisntation and thinking as well as bizarre psychomotor behavior are possible. These
behaviors may manifest as stupor or as severe agitation with the patiant trying to pull out intrevenous catheters or trying to
{eave the facility.

Delirium is estimated to occur in 14% to 56% of hospitalized elderly patients.!*9] About 15% of elderly have deliium upon
edmission to the hospital.®! About 10% to 30% of hospitalized medical and surgical patients are experiencing deliflum et any
given time, 111 and 26% to 55% of eldery who are asymptomatic on admission develop confusion during their hospital
course.P! Once delirium develops; it is associated with a 10% to 75% mortality rate, although desth may be related more to
advanced age and severity of illness than to deliium par se. Unfortunately, 32% to 80% of delirous patients are not
diagnosed properly. |n the elderly, this may be an especially important problem since symptoms may falsely be atisibuted to
dementia or senescence and because they may manitest as the hypoactive form of delinum, which ia characterized by
lsthargy and decreased activity. Patients may also demonstrate a mixed form of delirium having elements of both the hyper-
and hypoactive states. This mixed state may be the most common presentation of defirium.{'912%4] Francis and assaciates!!]
found that less than half of the delifious oider patients in their study demonstrated disruptive behaviors, hallucinations, or
delusions. Rather, somatic features such as incontinence were the problems most frequently associated with the onset of
delirium.

Another problem thst may occur in the eldefy is the persistence of symptoms even once the underlying condition is
addreased end the patient is digcharged from the hospital. About one fifth of patients may have residuat symptoms of the
dalirium present even 6 months postdischarge. ['%) The risk for elderly patisnts of either dying or of being transferred to 2n
institutional care setting may be especieily high following the first 6 months after discharge from the hoapital. Patients who
succumb to thess outcomes demonstrate more cognitive and functional impairment. Cognitive impairment may outiast the
acute syndrome. Up to 55% of those who experience delirum may have permanent cognitive impairment, which may be a
harbinger for the onset of dementia.!’ Delirium may serve ae a marker of future cognitive and functional impairment"a] The
likelihood of devaloping delirium appears to be inversely reiated to & patient's physiological reserve capacity.

Delirium occurs in 25% to 40% of all patients with cancer and up to 85% of patiants who are in the terminal phase of the
disease. This alteration in mental status may be attributeble to both the underlying condition as well as to the cancer
treatment utilized. Yet, there is a paucity of data on the cognitive side effects of cancer reatmants used among older adults.
[=]

Surgical patients may be espsecially at risk for developing cognitive impairmant. Postoperative dsliium in the eldery occurs in
10% to 81% of those aged 65 or older. Orthopaedic patients are more likely to experience delirium than those undergoing
general surgery. Delirium develops in 44% to 55% of hip surgery patients vs 10% to 14% of generel surgery patierts. Even
patients undefgoing cataract surgery are at risk. {n the coronary and intensive care units, between 2% and 30% of patients
experience delirum.[13.16]

Medications are the most common reversible cause of deliium. |tis estimated that medications contribute to 22% to 39% of
all cases of delinum.[*® A recent study involving older hospitalized edults found that the most likely primary cause of dalirium
in their study population was medication usa.['7]

Dementia

According to DSM-IV, multiple cognitive deficits that accur with dementia only in the context of substance use are diagnosed
65 "Substance Intoxication” or "Substance Withdrawal * If the dementia resulis from the parsisting effects of a substance (ie,
a drug of ebuse, a medication, of toxic exposure), "Substance-Induced Persisting Dementla” is diagnosed. Cther causes of
dementia (eg, “Dementia Due to a Generel Medical Condition™) should afways be considered, even in e parson with

substance dependence.!

3 The essential feature of dementia is the development of multipie cognitive deficits that incdude memory impairment and at
. least 1 of the following cognitive disturbences; aphasia, apraxia, agnosia, or a disturbance in executive functioning. The
cognitive deficits must be sufficiently severe to cause impairment in occupational or social functioning and must represent a
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decfine from a previously higher level of functioning. ]

Dementia is a chronic, insidious, progressive, and often permanent form of cagnitive impeirment that i_ncludes impaired
thinking, memory, and leaming abilities and difficulties in daily functioning, problem solving, and emotional controi (Table 1).

%] Dementia occurs at age 60 in about 1% of the population: however, this increases to greater than 30% by age 85.0'8) Starr

and Whalley!1% make the following distinction: "Drug-induced dementies reversed by withdrawat of the offending drug are
probably best thought of within the epectrum of delirous states, while dementias thet are drug-related and 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.

Drug-nduced dementia may be a cause of cognitive impairment in about 12% of patients with a suspected dementia. In the
elderly, this is distinguished from ege-related cognitive impairment, where the dectine in mental function is considered a part
of the normal aging process. The reletive odds of a drug-induced dementie increase as the number of medications consumed
rimes. The relative odds range from 1.0 with the use of 0-1 drugs to 9.3 with the use of 4-5 medicines.l'82% Medication side
effects eccounted for 5% of reversible dementias in patients aged 60 or older in one study‘lz'] The prevalence of drug-
induced dementia in the general population is unknown [)

Drugs may impair cognition indirectly by metabolic effects, such as hypogiycemia, by altergtions of immunologic factors within
the CNS, and by actions that interfere with synaptic transmission. Classes of drugs most often associated with the

development of drug-induced dementia include benzodiezepines, entinypertensives, and anticholinergic agiemts.m’l

DSM-1V also recognizes research critena for “Mild Neurocognitive Disorder." This condition is defined by the presence of 2 or
more of the following impairments in cognitive functioning, usually lasting for a period of at least 2 woeks: memory impairment
as idenified by a reduced ability to learn or recall information; disturbance in executive functioning (ie, planning, organizing,
sequencing, ebstracting); disturbance in attention or spaed of informeation 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 Digorder," including medication-related side effects. "Substance-Related
Disorders” include discrdems releted to the taking of drugs of abuse (including alcohol}, the side effects of a medication, and a
toxic exposure. Medications that cause substance-reiated disordems include, but are not limited to, anesthetics and
anelgesics, anticholinergic agents, anticonvulsants, antihistamines, entihypertensive end cardiovascular medications,
antimicrebiel medications, antiparkinsonian medications, chemotherapeutic agents, corticosteroids, gastrointestinal
medications, muscle relaxants, nonsteroidel enti-inflammatory medications, other over-thecounter medications,
antidepressant medications, and disulfirem. Within this dessification is "Substance Intoxication." This diagnosis requires the
development of a reversible substance-specific syndrome caused by the recent ingestion or exposure of a substance end
requires that the clinically significant maladaptive behavioral or psychological changes associeted with the intoxication (eg,
belligerence, mood lebility, cognitive impairment, impaired judgment, impaired social or accupetionel functioning) are
atiributable to the direct physiologic effects of the substance on the CNS. In "Substance-Induced Persisting Amnestic
Disorder,” memory disturbence must not occur exclusively during the course of e delifum or a dementia, and it must persist

beyond the usual duration of substancs intoxication or withdrawal B!

Delirium may be superimposed on dementia. Approximately 22% of ambulatory demented elderly have concomitant defifium.

22 For any patient with a diagnosis of dementia who auddenly develops B change in mental status, delinum should be ruled

out. The manifestation of delirium in a patiert with dementia may be atypical. Even in demented patients, cognitive function

may temporarily improve if an offending agent is removed. Delinum and dementia may be 2 places along a spectrum ie, if

galin'um is not reversed, it may evolve into dementia. Further, depression may mimic either dementia or the early stages of
Blifum.

Risk Factors for Drug-induced Cognltive Impairment

Major risk factors that have been identified es predisposing to delirium include a diagnesis of dementia or other
neuropsychological disorders, advanced ege, end sepsis. Cther predisposing factors include hy poalbuminemis,
hospitelization, postoperative status, myocardial infarction, congestive heert failure, ecute blood loss, stroke invoiving
subcortical regions, severe chronic illnesses, total knee arthroplasly, cardiac and noncardiac thoracic surgical procedures,
aortic aneurysm surgery, functional impeirment, high blood urea nitrogen/serum creatinine ratio {azotemia), proteinuria,
lymphocytosis, HIV disease, sengory impairment, untreated pain, fluid and electrolyte imbalances, acid-base disturbances,
infection, hypoxia/ hypercarbie, Parkinson's diseasa, depreseion, abnormal glucose levels, acute urinary retention, nutritional
deficiencies (vitamin B,,, folate}, collagen diseases, blood dyscrasias, constipation/diarthea, hype- er hyperthermia,

unfamiliar environment/ isolation, sleep deprivation, malignencies, aicohol or substance abuse, psychosocial factors or acute
stress, disorders caused by hypersensitivily, injury by physical agents, male gender, fracture present on admission, family
history of mental iliness, history of serious brain frauma, and, of course, medications (eg, anticholinergic agents, psychotropic

drugs).[¢:5.88.10.11,1315.17.22.24.25] open muttiple causes and risk factors for the development of cognitive impairment are
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present.

it is not known what causes delifum; however, among the thecries proposed are: a reduction of cerebral oxidative
metabolism, CNS dopamine and enderphin hyperfunction; brain acetyicheline-dopamine-serctonin-glutamate imbatances;
increased CNS cortigol activity; damaged neuronal enzyme systems; decreased synthesis and function of neurotransmitters,
namely acetylcholine; incréased central noradrenergic activity; dysfunction of beta-endorphinergic neurons; disturbances of
the normal ionic paseage through excitable membranes; gross changes in the electrolyte and water content, osmolelity, end
pH of the internal milieu; presence of false naurctransmittars; impaired syrthesis of macromolecules needed for renewal of
the structural and functional integnty of neurons; mismatch of metabolic supply and demand; involvement of cytokines; and
neuronal loss.®71 These proposed mechanisms point to a number of ways in which drugs may be invelved in inducing
deliriurn by affecting the function, supply, or use of substrates of CNS neurctransmitters or neuropeptides. Cerebrospinal fluid
{CSF) somatostatin-like immunoreactivity and CSF beta endorphin-ike immunoreactivity were found to be lower in deliricus

v8 nondelirious patients, and theee changes persisted even 1 year after the initiating avent B-24.25}

In the elderly, polypharmacy may predispose patients to developing drug-induced delinum. However, there is a lack of data
on this subject, because reports citing multiple causative egents are often not published. In the late 1970s, summensi2®! tried
to estimate the riek of developing drug-induced delirium based on the propeneity of a drug either to have amticholinergic
effects OR to be associated with the onset of altered mental status AND itz daily effective dose. The relative risk of
developing delirium when 3 or more medications are added during the hospital course may increase 3-fold. 7]

Drugs Associated With Cognitive impairmant

Teking a thorough drug history is one of the first steps that should be pefformed when assessing en oldes patient with
changes in cognitive function. This history should include prescription drugs, over-the-counter medications, illicit substances,
aleohol uee, herbs, vitamins, nutreceuticals, homeopathic products, and naturopathic remedies, including the use of home
remedies as well as other forms of complementary or glternative 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. 241
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 of
nentoxic or therapeutic levels of a drug. Further, there may be intraclass differences in the propensity to induce cognitive
impairment.

Numerous drugs have been identified in The Medical Lefter on Drugs and Therapeutics as causing a multitude of psychiatric
gymptoms, including hellucinations, fearfulness, insomnia, paranoia, depression, delusions, bizarre behavior, agitation,
anxjety, penic attacks, manic symptoms, hypomania, depemonalization, psychosis, schizophrenic relapse, aggressivenesg,
nightmares, vivid dreams, excitement, disinhikition, rage, hostility, mutiem, hypersexuality, suicidality, crying, hyperactivity,
euphoria, dysphoria, lethargy, seizures, Tourette-like syndrome, obsessiveness, fear of imminent death, illusions, emotional
lability, sensory distortions, impulsivity, and irritability, which can impact on mental capacity. Further, there are 2 number of
medications that may be linked to causing cognitive impairment by inducing delirium, confusion, disorientation, memory loss,
amnesia, stupor, coma, or encephalopathy. Among these drugs are: acyclovir, anticholinergics and etropine, anticonvulsants,
tricyclic antidepressants, asparaginase, baclofen, barbiturates, benzodiazepines, beta-blockers, buspirone, caffeine,
chlorambueil, chioroguine, donidine, clozapine, cytarabine, digitalis glycosides, disulfiram, dronabinol, ganciclovir, histamine-
2 amtagoenists, ifosfamide, interleukin-2, ketamine, levodopa, maprotiline, mefloquine, methyldopa, methylphenidate,
metrizamide, metronidazole, pergolide, phenylpropanotamine, pilocarpine, propafenone, guinidine, salicylates, seligiline,
sulfonamides, trazodone, and trimethoprim-sulfamethoxazole. Often these medications produce more than 1 type of
psychiatric symptom. 2]

A simple mnemonic to help remember the drugs or drug clesses thet are associeted with acute changes in mentel status in
the elderly is ACUTE CHANGE IN MS (Table 2).F0

Many of these drugs have already been recognized as being potentiatly inappropriate for use in the elderly. In 1991, Beers
and colleaguesm] published explicit criteria for detarmining inappropriate medication use in nursing home residents. These
criteria were derived by expert consensus using the Delphi method. The risk-benefit profile of spacific agents within various
drug classes, inciuding sedative-hypnotics, artidepressants, antipsychotics, antihypertensives, nonsteroidal anti-inflammatory
agents, oral hypoglycemics, analgesics, dementia treatments, platelet inhibitors, H,-blockers, antibiotics, decongestants, iron,
muscle relaxants, gestrointestinal antispasmodics, end antiemetics, were examined. Many of the drugs were cited beceuse of
potential CNS adyerse effects.1] This Jiat was Jater updated in 1897 to include drug-isease combinetions thet may elso be
ineppropriate for use by the elderly 2 In 1999, the Health Care Financing Administration drafted new nursing facility survey
procedures and interpretative guidelines based on these 2 articles. Under these new guidelines, which wert into sffect on
July 1, 1999, drugs thet were considered to have a high potential for severe CNS adverse outcomes were pentazocine, long-
ecting benzodiazepines, amitriptyline, doxepin, meprobamate, disopyramide, digoxin, methyldopa, chiorpropamide (if
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hypoglycemia results), gastrointestinal antispasmodic drugs, and barbiturates {Table 3}.

Other drugs that were considered to be potentially inapproptiate, but were thought to produce less severe adverse outcomes,
were identified. Among the medications that may produce adverse CNS effects are indomethacin, reserpine, _
diphenhydramine, muscle relaxants, sedating antihietamines, and timethobenzamide (which can cause extrapyramidal
effects). Lastly, drugs were identified that may exacerbate insomnia. This list of medications included decongestants,
theophylline, desipramine, selective seratonin reuptake inhibitors {SSRIs), methylphenidete, monoamine oxidase inhibitors,

and beta-agonists. >}
Anesthetics

Both anesthetics and preoperative medications such as anticholinergic agents used to dry up secretions or sedative ]
premedication {barbiturate or benzodiazepine) have been associated with the developmant of delirium postoperahvely._Smce
it is thought that the residual effects 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 eiderty [16] The

type of anesthesia (ie, general ve spinal) does not seem to affect the occurrence rate of postoperative defirium.[14)
Antibiotics/Anti-infectives

Although sepsis is one of the main risk factors for delirium, antiotice and anti-infective agents may also prodice changes in
mentai status. Among the agents that have been associated with deliium are eminoglycosides (eg, gentamicin, tobramycin,
streptomycin), penicillins, cephalosporins, sulfonamides, and fluoroquinolones {eg, ciprofioxacin, ofioxacin).l'%34] ynhibition of
GABA may be involved in fiugroquinolone- and penicillin-induced delirium. Penicillin can induce psychosis and
encephalopathy. Risk factors for drug-induced delirium include renal impaiment, increased permeatility of the bicod-brain
barrier, high antibiotic dosage, intrathecal or intravenous administration of antibiotics, prior psychiatrie illness, severe medical
iiness, slow acetylator status, and advanced age. Qverall, however, this class of drugs has & low risk of inducing cognitive
changes. 18] Other anti-infectives that have baan associated with drug-induced cognitive impairment are erythromycin,
darithromycin, ketoconazole, smphotericin B, isoniazid, ifampin, quinacrine, chioroquine, quinine,
trimethoprim/suifamethoxazole, amantadine, acyclovir, and zidovudine. 227 Trimethoprim-sulfamethoxaezole can cause acute
psychosis and a catatonic depressive-fike reaction. B0

Anticholinergic Agents

This class includes drugs with known anticholinergic properties such as the first-generation, sedating amihistamines {eg,
diphenhydramine, hydroxyzine, chiorpheniramine, meclizine), antispasmodics (eg, belladonna, diphenoxylate, dinidium,
dicyclomine, hyoscyamine)}, oxybutynin, trazodone, ipratropium bromide, tricyclic antidepressants (which are discussed
separately under antidepressants}, phenothiazines (eg, thioridazine, prochiorperazine, promethazine, chiorpromazine,
fluphenazine), muscle relaxants (cyclobenzaprine, orphenadrine), mydriatics {atropine, homatropine, tropicamide},
diphenoxylate/atropine, antiparkinsonian agents (g, benziropine, tihexyphenidyl), and antiarrhythmics (eg, disopyramide,
quinidine, procainemide}. Further, other drugs which may have pogsible anticholinergic effects include codeine, colchicine,
warfarin, digoxin, furosemide, haloperidol, isosorbide dinitrete, meperidine, nifedipine, cimetidine, ranitidine, prednisolone,
quinidine, and theophylline ['93%37] Mmany drug dasses starting with the prefix “ant” have anticholinergic properties {eg,
antihistamines, antidepressants, antipsychotics, antispesmodics, antiparkinsonian drugs, and some antihypertensives) and
may help alert the practitioner to drugs that may be a source of confusion in their patients. 8]

Anticholinergic agents have been causally linked to the development of memory impairment in healthy subjects. Memory
impairment may be aesociated with besal forebrain cholinergic pathways, wherees changes in consciousness seen in
deliium may be attributable to alterations in pontine cholinergic pathways projecting into the frontal cortex and brain stem.

Acetylcholine is also involved with attention, the sleep-wake cycle, and other aspects of cognitive functioning B.13)

In a study that was published in 1983, approximately 60% of nursing home resident® and 23% of ambulatory patients were
recoiving drugs with anticholinergic properties. In 5ome cases, petients may have received 3 or more anticholinergic

medications concurrently. P81

Tune and others8l examined the anticholinergic effects of drugs commonly prescribed for the elderly as a polential means
for assessing risk of deliium (Tabe 4). Using a standard concentration of 10" M of 25 compounds and en anticholinergic
radioreceptor assay, they assessed these substances against an internal standard of aropine. Atropine equivalents
represented in nanograms per milliiter of equivelent amounts of atropine were compared to the test drug. Of the 25 drugs
tested, 14 produced detecteble anticholinergic effects with 10 of these 14 medications, resulting in anticholinergic levels that
have been associated with significant deficts in memory and attention in normal elderly.
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effects such as delirium, disorientation, and memory impairment in the eldefly owing to their hi_ghly an_ticholinergic properties.
The most comman and specific feature of tricyclic-induced cognitive impairment in the elderly is impaired short-term recall

memory,ml Other types of impairment include reduced reaction time, impaired retrieval from secondary memory, and
. impaired informetion processing.I'] §

Confusion or agitation deveioped in approximately 5% of eldetly depsessed patients who received either amitriptyline or
imipramine.®1 The former agant has been associated with impaired cognitive peformance. Preskomn and Jerkovich®2 found
that 6% of patients administered tricyclics experiencad CNS toxicity. Tricydlic antidepressants can also induce a Creutzfeldt-
Jakob-like dementia.[®]

The wee of tricyciic antidepressants has failen out of favor for usa among patients in this ege group because of their side-
effact profile and the aveilability of newer, sefer dasses of antidepressants. Howaver, if tricyclic antidepressants are to be
used in the elderly, 2 agants have been preferred because of their more favorable risk-to-benafit ratio. These drugs are
nortriptyline and desipramine. Kutcher and ShulmanP?! describe the first case report of desipramine-induced delirium in an
elderly woman with a subtherapeutic serum desipramine concentration, This 68-year-old woman had initially been started on
25 mg of desipramine. After 1 waek her dose was increased to 50 mg. Within 3 days of the dosage increesa, this woman
started experiencing bouts of confusion, domonstrated inattentiveness and hypoaleriness, and had disorganized speech. Her
serum desipramine level, which was drawn 13 hours after her last dose, was 112 nmol/L {therapeutic range: 500-1000
nmol/L). The drug was discontinued and 3 days later, she was back at her baseline menta| state.

In ganeral, risk factors for drug-inducad deliium are high tricydlic antidepressant plasma concentration, advanced age, and
fernale gender.[18)

Trazodone, a nontricy clic antidepressant, ia also associated with impaired cognition. '] corfusion is one of the most common
side effects of nefazodone, a compound structurally related to trazodone. P9

Fortunatoly, newer medications that are devoid of anticholinergic properties, such as S5Rls and reversible inhikitors of
monoamine oxidase { not yet available in the United States) may actually improve cognitive function as witnessed by
improved vigilance, attention, memeory, and psychomotor performance in some studies. This effect may be unrelated to their
antidepressant properties. P Yet when these drugs are combined with ather medications, caution may be advieed. 4
. Whereaa the reversible monoamine axidase inhibitors may have less effects on cognition, older monoemine oxidaze
inhibitors such as tranylcypromine have been essacigted with adverse CNS effects. 2! Fiuoxstine has been associated with
the development of acule organic brain syndrome,[55] Caution is also advocated in the face of antidepressant-induced
electrolyte imbalances (eg, SSRIl-induced hyponatremia). In the case of $5Rls, one also needs to be concerned about the
development of serctonin syndrome, which is characterized by delirium, autonomic instability, hyperrefiexia, ankle clonus,

tremor, diarrhea, and rigidity. 1% Serotonin syndrome may occur when SSRIs are combined with tramadol. P01

Antiparkinsonian Agents

Approximately 20% to 30% of patients with Parkingon's disease have a concomitant dementie.!'] As with patients with ather
neuropsychiatric conditions, Parkinson's patients may be especially prons to the development of drug-induced cognitive
impairment Cne of the drugs that is most often associated with changes in mental status is levodopa. About 5% of patients
develop delirium from the use of thia drug, 5:57) afthough cognitive symptoms may occur in up to 60% of patients.P% vet, not
all mentel status changes are delirium; patients may expenence isolated hallucinations while maintaining a clear state of
consciousness, and this would not be considered delirium. Early clues to possible worsening cognitive function may include
abnormel dreaming and sleep disturbances.P If these signs occeur, lowering trie dose of medication may be heipfut. A
reletive excess of dopamine has been propesed as a possible cause of delirium.[1%) Risk factors for drug-induced confusion
include increasing age, dementia, and high doses of anfiparkinsonien drugs.!!l As mentioned earlier, anticholinergic drugs
used in Parkinson's disease can ceuse cognitive impaimmant. If dementia is present, Parkingon's patients on anticholinergic
agents may be more than twice as likely to develop delifium compared with nondemented Parkinson's paﬁents.“"a]
Amantadine's adverse cognitive effects may ba dose dependent. The dose needs to be reduced in the elderly because of
decreased rena! function. High-potency dopamine agoniets, such es pergolide, may be associated with higher rates of
delirium than levadopa, with altered menta) funclion occurring in 11% to 33% of patients. Bromocriptine cen induce mental
status changes even when used in low doses. Drug-induced deliium is also common with selegiline. Pgychiatric side effects
to these medications may become more common as tha diseaae progresses. If these medications were to be ranked by their
potential to cause cognitive changes, anticholinergic Parkinson's drugs would have the highest propensity, whereas

: bromocriptine, levodopa, and sefegiline would be assaciated with medium degree of risk.['8 If a petient develops drug-
induced cognitive impairment while on multiple antiparkinsontan agents, it may be beneficial to slowly withdraw the
anticholinergics, selegiline, and amantadine before removing othar agents from the regimen,m
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Antipsychotics

As with cther psychoactive medications, the risk of developing drug-induced cognitive impairment may be dose related.

. However, age may als¢ be a significant riak factor for the development of this condition. Many traditional entipsychotics

At possess anticholinergic properties (eg, thioridazine, chlorpromazine, trifluoperazine), which may partly explain the

predisposition of this class of drugs to the development of delirium and accelerated cognitive dectine. One of the newer
atypicals, clozapine, is also highly anticholinergic. Other atypicals that are devoid of significant anticholinergic effects, such as
risperidone, appear less likely to cause drug-induced delirium. Such drugs s thioridazine and ¢hlorpromazine may have a
medium potential to induce cognitive changes, whereas risperidone has a low risk of such an event The possibility of
newroleptic malignant syndrome should also ba ruled out in patients in whom delirium develops shortly after the
administration of an antipgychotic. Neuroleptic malignant syndrome is characterized by delirium, fever, autonomic
dysfunction, extrapyramidal syndrome, and recent history of antipsychotic use.®18] One flaw in some of the studies on
delifum and major tranquilizer use is that they fail to distinguish whether antipsychotics were the cause of delirium or were
used to treat the delirium.

Cardiac Medications/Antihypertensives

This category includes the entiarrhythmica {eg, digoxin, amiodarone, lidacaina, disopyremide, procainamide, quinidine,
flecainide, maxiletine, propafenone, tocainide), dipyridamole, and antihypertensives such as beta-blockers (eg, propranolol},
methyidopa, clonidine, reserpine, calcium channe! Bockers, and angiotensin-convesting enzyme inhibitors (ACEls). F-19.18] |t
is important to keep in mind that hypertension iteelf is a risk factor for vascular dementia and that aggressive lowering of
blood pressure mey alac have a deleterious effect on cognition. Uncontrolled blood pressura and plasma lipids may lead to
vascular dementia.

Among the aniihypertensives that higtorically have been associated with significant adverse CNS effects (both delifum and
dementia) is methyldopa. This drug produces cognitive impairment and decreased visual motor ;:leri’-::rmanczna.[41 Methyldopa
acts like a falae neurctransmitler being converted to alpha-methyl-noradrenaline. In genaral, cenirally acting
antihypertensivea such as clonidine and guanabenz are associated with more adverse cognitive effects. Reserpine
imeversibly damages noradrenetgic storage granules, thereby inducing altered mental function. "9 Dipyridamole has been
associated with decreesed Mini-Mental Status Examination scores. 3 CNS effect may be the first and only manifestation of

. digoxin toxicity and may be even more common than cardiac effects.®9 Both defiium and dementia can be signs of digoxin
toxicity.

Cognitive changes can occur even in the presence of therapeutic digoxin fevels 1811 Amiodarone's long haif-life may promote
prolonged confusion. Diuratics can cause fluid and/or acid-beee imbalances, which can result in confusion, especially in the
postoperative patient. CNS toxicity is common with lidoceine. Beta-blockers can be essociated with pseudodementia. The
incidance of neuropsychiatric toxicity ranges from 1% to over 20% R0l Although controversigl, less lipophilic beta-bockers
may be preferred over highly hydrophilic agents as & way to reduce possible CNS adverse effects. Topical beta-blockers

used for glaucoma have also been essociated with the development of delirium. 2!

For drugs such as ACEls, calcium channei blockers, and amiodarone, drug-induced deliium may represent an idiosyncratic
event The risk of cognitive impairmant remeins low for such drugs as diuretics and ACEls. Other druga, induding quinidine,
digoxin, rll;e:grldOpa, alpha-blockers, postganglionic blockers, and beta-blockers, may have a medium risk of inducing such

changea. !¢

Chemotherapeutic Agents

Drugs, either alone or when combined with othes treatment modalities in cancer in the preaence of a compromised host, cen
cause adverse CNS effects. For example, cognitive impairment induced by methotraxata ie enhanced whan thia drug is
administered to a patient undergoing cranial radigtion, Among the chemotherapeutic agents that have been identified as
cauging dalirium are carmustine, vincristine, vintlastine, L-esparaginase, ifosfamide, intrethecal procarbazine, high-dosa
cytosine arabinoside, methotrexate, S-fluorouracil, hexamathylmelamine, atoposide, nitrogen mustard, lomustine,
dacarbazine, and cytarabine.[z'sl Adiunctive agants such as antiemetica, cyclosporin, biologic respense modifiers (imterferon,
inferleukins) and corticostercids ara ceusally refated to the production of mental status changes. Interleuking {eg, IL-2) may
preduce drug-induced dementia by incressing the blood-brain barriar's permeability to neurotoxine; by activating
inappropriate central neuropeptidergic systems that impair attention, registration and memeory; or by a direct neurotoxic effect.
Cyclosporin's adverse CNS effects may be atiributable to similar mechanisms, as it inhibits IL-1 and (L-2.1'®} The actual
propensity for aach drug to causa cognitivae impairment is unclear because these medications are often used in combination

. as part of treatment protocate. 21

http://www.medscape.com/viewarticle/408593 print 5/6/2002

Page 171 of 182



Attachment 9 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-11  Filed 05/07/12 Page 1726t 182 Pl 350,

Corticosteroids

Cne of the proposed theories of what causes delinum is increased CNS cortiscd levels. Exogenously administered
corticosteroids may produce a similar effect. Corticosteroids can induce both delirium and chronic cognitive impairment aa
well 25 psychosis. Use of high-doge steroids (> 80 mg/day of pradnisone), long duration of use, or the abrupt discantinuation
of these hormonal egents can induce mental status changes. Even brief exposure to high doses of stercids can reversibly
affect neuranal activity in the hippocampus, the area of the brain associeted with memory; with continued use, permanent

injury eccurs. Overall, there is a medium risk of cognitive-induced impairment sacondary o this class of drugs.l'® in addition
to high dose, female gender and concomitant neuropsychietric disease are predisposing risk factors for drug-induced mental

status changes.P?!
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 Wort to the development of menia.®2] In another report, 2 patients daveloped
encephalopathy and neuropathy following the ingestion of a Chinese herbal broth that contained pt:nc!a::;:lhy[lin.[e"‘l Melatonin
use may be associated with the development of confusion. 48] Most recently, the FDA has wamed of the potential
neuratoxic effects of GHB or gamma-butyrolactone, & substance whosa uses include eleep induction, release of growth
hormone, enhancement of sexual activity and athlatic parformance, relief of depregsion, and prolongation of 1ife.[57]

H2 Antagonists

All histamine-2 {(H2) receptor antagonists heve been associated with acute CNS toxicity, including defirum 11988 The drug
that has received the most attention as being associated with medication-induced delinum is cimetidine. Cimetidine is thought
to possess anticholinergic properties. Whether or not this explains it, s association with the development of delifium is
unclear. However, cimetidine-induced delirium has been reversed with the use of physcn;ljgﬁﬂne.l1 9 Camty and Korek®
found that there was no difference emong the H2-blockars in their propensity to cause CNS changea. Among hospitalized
patients, about 1% to 2% develop drug-induced cognitive changes compared with 15% to 80% of intensive care unit patients.
[16] Advanced age and impaired renal function may be risk factors for the drug-induced CNS changes. Nonatheless, the
overall risk of H2-antagonist-induced cognitiva impairment is tow.

Hypoglycemic Agents

Inaulin and oral hypoglycemic agents may cause both reversible and irreversible brain damage secondary to hypoglycemia,
which may result in cognitive loss.[T1}

Lithium

Lithium may impair memory and psychometor performance, li is also associated with the development of delirium. Lithium
has e high risk of inducing cognitive impairment. |t may induce a Creutzfeidt- Jakob-like dementia. Its abitity to produce
dementia may be related to its inhibition of protein kinese C, which results in interference of regulatory processes of neuronal
growth and differentiation. Lithium's toxicity is potentiated by drugs such as thiazide diuretic and nonstaroidal anti-
inflammatory agents, which interact with this drug to produce higher lithium levels.[1:2-18.72.73]

Marcotic Analgesics

It is important to recognize that untraeted pain itself can cause deliium. However, narcotics can also induce this condition,
especiaily among postoperativa patients. Narcotics are among the primary causes of delium in the postoperative patient.
The risk of drug-induced deliium may be highest with meperidine. In one study, among individual narcotic agents studied,
only meperidine was significanlly associated with the development of deliium (odds ratio 2.7) among postoperative patients
agad 50 or oldar €] Meperidine has long been recognized as a drug that should not be given to older persons because this
age group undergoes an aga-related dacline in renai function, which altows for accumulation of normeperidine, & neurotoxic
substance. The deliium induced by meperidine has been characterized by fluctuations in ievels of ewareness, confusion,
disoriantation, illusions, visuel and audtory hallucinations, persecutory delusions, and seizures. Further, both mependine and
normeperidine have anticholinargic proparties. This drug was originally developad as an antispasmodic altemnative to stropine
during the 1930s. Meperidine's toxicity may be more pronounced when thic drug is combined with the enzyme inhibitor
cimetidine or with other drugs possessing anticholinergic activity. 74! Francis and colleagues®! and Schor and others!¢ also
found a correlation between the use of narcotics and the development of delirium. The route of administration {eg,
intramuscular v& patient-controlled analgasia) may elso influence the risk of developing drug-induced delifium. Epidural and
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intramuscular administration may be more problematic than patient-controlled analge'.-sia,[11 Even framadol has been
essociated with drug-induced confusion B

. Nonsteroidal Anti-infltammatory Agents (Including Sallcylates)

Aspirin use may pose a probtem in the elderly because older patients may not even consider this substance a medication.
This age group is moare prone to having pains and aches and s therefore more likely to uee this drug. Delirium is the major
manifestation of ealicylate toxicity. Confusion can also oceur at therapeutic doses. Acetaminophen, while safe in usual doses,
may also cause cognitive impairment in an ovardose situation. Drug-induced cognitive effects from nonsteroidal anti-
inflammeatory agents range from delirium with indomethacin (medium risk for cognitive changes) and sulindac to disturbances

in memory and concentration with naproxen and ibuprofen (low rigk for cognitive changes).t'® However, in light of recant
date that nonstercidal arti-inflammatery agents may be protective against the development of Alzheimer's disease, the role of
these agents in inducing cognitive impairment needs to be clarified. It may be that high doses (not therapeutic doses) of

nonatercidal anti-inflammatory agents heve an adverse effect on cognition. [}
Over-the-Counter Products

The elderly consume a large amount of over-the-counter medications. These medications, which are often less expensive
than prescription drugs, may be uged by older aduits in an attempt to eave money and to help maintain their independence.
Howaever, these medications, espedially coughicold products, sleep aids, and antinausea agents, comtein potent
antichalinergic substances that can induce delirium in older persons. Oral decongestants such as phenylpropanolamine and
pesudoephedrine can also ¢ause delirium in the elderly. Mental status changes associated with the use of decongestants

may occur with low doses and topical edministration. P91
Promotility Agents

Metoclopramide heas been essodated with the development of drug-induced delifum. 7= This drug crosses the blood-brain
berrier and effects both dopaminergic and cholinergic systems. Cisapride, a newer promatility agent, may have fewer CNS
effects; however, it is sescciated with very serious drug interactions, so caution is advised when using this agent

. Proton Pump inhibitors

Omeprazole may be associeted with neuropsychiatric adverse effects, espacially in older patients and in patients with liver
disease B0-701

Sedative-Hypnotics

Thia class of drugs indudes banzodiazepines such as flurazepam and diazepam, barbiturates, meprobamate, chloral
tiydrate, and sedating artihistamines, which are found in over-the-counter sieep aids. Long-acting benzodiazepines, such as
flurazepam, especially if uged in high dosas, are the most likely drugs to cause or exacerbate dementla. Shorter-acting drugs,

such as diazepam or temazepam, have a medium risk of causing drug-induced cognitive impairment.m] CNS toxicity is often
doae 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.[48! Anather etudy found that 11% of older patients admitted o a
generai hospital developed cognitive impairment following benzodiazepine use.[771 Benzodiazepines have peen gssociated

with impaired leamning of verbal and visual information,!'! immediate and delayed mamory, and psychomotos performance. 8]
The psychomotor and cognitive impairment may be persistent with long-term use of benzodiazepines. Anterograda amnesis
occurs mare commonly with higher potency and shorter-acting benzodiazepines, thereby limifing the usefulness of these

medications.[1]

Barbiturates cen cause chronic cognitive impairment, which may mimic Alzheimer's disease. The sedation produced by
sedative-hypnotics may lower the eldarly person’s threshold for developing drug-induced delirium or dementia.l'® Even
newer agents such as zolpsdem are associated with adverse cognitive effects similar to those seen with triazolem. Zolpidemn

produces memory impairment thet corresponds to its peak blood concentretion. 7@l

. Theophylline
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Although theophylline may be associated with drug-induced cognitive impairment, il is unlikely to occur when this drug is
used in usual doges.I'] Most adverse cognitive effects ("theophylline madness”) occur in an overdose situation. If overdose
occurs, one must be very watchful for seizures, which may soon develop if they are not present already.m]

.' Urinary Antispasmodics

These drugs {(eg, oxybutyrin, flavoxate) induce delirium either vie their anticholinergic effects or by causing urinary retention
{'cystocerebral syndrome"}. This fetter condition is thought 1o be related to an increase in adrenergic tone, which leads o
increased peripheral and CNS catecholamine levels. Risk factors for this condition include benign prostatic hypertrophy,

dementia, end diabstes associated with autonomic dysfunction.®%
Withdrawal Effects

Delirium associated with the withdrawal of centrally active psychotropics such as benzodiazepines, barbiturates, or aicohol
may be ettributable to understimulation of the inhibitory neurotransmitier GABA, which leads to aymptoms of hyperactivity.[m
in the surgical patient, withdrawal from alcohol resulting in defirium may not manifest untit 12-48 hours after surgery ['8 In the

elderly, mortality aseociated with alcohol withdrawel-induced defirium tremens may be as high as 27%.18% 1t is important to
keep in mind that aithough the discontinuation of anticholinergic drugs is encouraged, rapid withdrawai of these agents may

resuit in cholinergic rebound. This has been noted with dozapine, among other drum,[m]

Strategies to Prevent Drug-Induced Cognitive Impairment in the Elderly

Perhaps the single most important step one can take to minimize the risk of drug-induced cognitive impairment is to
edminister the least possible number of medications to older patients, thereby avoiding the problem of polypharmacy. Proper
dose adjustments based on age and renal or hepatic function are alse necessary. Eldetly 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 suspicion
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 ia importent to be familiar with the known risk factors for cognitive impairment. Whenever possible, every attempt
shoulid be made to avoid high-risk medications such as sedative-hypnotics and drugs with anticholinergic effects, as wall as
. other drugs thet may readily croas the blood-brain barnier.

Pain needs to bo adequately controlied. In patients experiencing miid pain symptoms, drugs such as acetaminephen or the
cyclooxygenese-2 nonsteroidal anti-inflammatory agents may be tried inetead of narcotics. If a patient has elreedy been
receiving a psychoactive medication for a fong time and discontinuation is desired, a gradual dose reduction should be
employed, because abrupl cessation may lead to withdrawal symptome and delinum. Maintaining adequate nutritionat and
fluid status ie also heipful. Caution is especially advised in patients with dementia whenever a new medication is prescribed.

_ It may be helpful 1o obtain a baseline mental status examination in all elderly petients so that subtle changes can be identified
early, Should a problem arise, ascertaining the likelihood that a drug may be associated with cognitive impairment may help
determine which drug or drugs to eliminate first from the regimen.

Tables

Table 1. Differential Diagnosis of Delidum and Dementia

[ Feature " Dalirium Dementla __]
Onset Abrupt, acute {sometimes subacute) with an Gradual, chronic, insidious
identifiable date
Course Fluctuates during day with worsening of symptoms || Consistent pattern—no diumnal

at night variation; may develop sundowning
in {ater stages of disease

Duration Hours to weeks/months in elderly (some permanent || Progressive, continuous
residual effects may remain)
Interaction with || Reduced awareness In early stages, no problem with
a environment Flucluating alertness awareness
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Geropsychiatric drugs: includes any drug that works in the brain and that can cause confusion {eg, tricydic
antidepressants, SSRIs, benzodiazepines, antipsychotics, enticholinergics)

ENT drugs: ear, nose, and throat; agents taken for ailments of the respiratory and sinus paseageways {eg,
decongestants, antihistamines, expactoranta, antitussives)

Table 3. Drugs Identified In HCFA's Revised Nursing Home Guidelines That Have CNS Adverse
Effects

|| Drugs Adverse Effects l
|| Pentazocine Confusion, hallucinations, dizziness, lightheadedness, euphoria, and sedation I
|1 Long-acting Seadation, drowsiness, ataxia, fetigue, confusion, weakness, dizziness, vertigo,
benzodiazepines syncope, psychological changes
Amitriptyline Anticholinergic and sedating properties, which can resutt in confusion, delirium,
flor hallucinations
Doxepin Anticholinergic and sedating properties, which can resutt in confusion, defirium,
or haltucinations
Meprobamate " Highly addictive and sedating, which can result in drowsiness and ataxia |
Disopyramide Strongly antichdlinergic properties, which can result in confusion, delinum, and
hallucinations

EDigoxin Toxic signs include headache, fatigue, malaise, drowsiness, and depression I
Fsﬂethyrdopa May exacerbate depression |

! Chicrpropamide Hypogtycemia, which can result in altered mental state (confusion, amnesia,
coma)
Gl antispesmodics o Highly anticholinergic properties, which can resuit in confusion, defirium, or
hallucinations

Barbiurates Highly addictive and sedative, resuiting in drowsiness, lethargy, depression,
severe CNS depression

indomethacin Headache, dizziness, vertigo, somnolence, depression, fatigue I

[Reserpine Depression, sedation I
'Diphenhydramine Highly antichalinergic, which can result in confusion, delirium, or hallucinations -l

Muscle relaxants Anticholinergic properties, which can result in sedation, weakness, confusion,
delirum, or hallucinations

Artihistamines Anticholinergic properties, which can resutt in confusion, delirium, or
hallucinations

“Irimethobe‘nzamide Extrapyramidal side eflects II

Adapted from Health Care Financing Administration.

Table 4. Anticholinergic Drug Level

Sl

Anticholinergic Druy Level
{ng/mL of atropine equivalents)
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Collaborative Practice Agreements by State

STATE CDTM | Year | S,R,G* | | STATE CDTM | Year | S,R,G*
Alabama No i < - | Missourd No
Alaska No . | Montana No
Arizona YES 2000 |5 . 1 Nebraska YES 5
Arkansas YES < - '| Nevada YES S
California YES 1995 | S C.oo| New No
" - | Hampshire
Colorado No -~ | New lersey | No
Connhecticut No .1 New Mexico | YES 1978 | S
Delaware No .. | New York No
DC No | North Yes 1999 S
- -] Carolina
Fiorida YES S .| North YES S
- .| Dakota
Georgia YES 2000 |S Ohio YES 1999 [ S
Hawaii YES S .| Oktahoma No
Idaho YES 1998 | R | Oregon YES 1998 | R
Ilinois No ... | Pennsylvania | No
Indiana YES S - .-.| Rhode island | Ne
lowa YES 1996 |G South YES 1998 [ S
.| Carolina
Kansas YES 1996 | S | South YES S
. " 1 Dakota
. Kentucky YES 1982 |5 .- | Tennessee No
Louisiana YES 1993 | S -4 Texas YES 1997 | S
Maine No ) C -1 Utah No
Maryland No -~ | Yermont YES R
Massachusetts | No | Virginia YES 1999 | S
Michigan YES 1994 | S -] Washington | YES 1991 | §
Minnesota YES 1999 |5 - West¥irginia | No
Mississippi YES S Wisconsin No
Wyoming YES R
CDTM - Coliaborative Drug Therapy Management (also known as Collaborative Practice)
§ - Statute
R - Regulation
G - Guideline

*

November 2000 - ASHP
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ASCP ANALYSIS OF MEDICAID PHARMACY AWP CHANGES

State Ingredlent Reimbursement _ Dispensing Fee 2002 Changes LTC Add-on
Alabama WAC+H9.2% $5.40 No

Alaska AWP-5% $3.45 - $11.46 No
Arizona Managed Care: AHGCCCS Program Discount Card Legislation No
Arkansas AWP-10.6% $5.51 Proposal (AWP-14%-B; AWP-25% or FUL-G, [No
California AWP-5% $3.80 No
Colorado AWP-11% $4.08 No
Connecticut AVWP-13% $4.10 No
Delaware AWP-12% $3.85 No

Florida AWP-13.2% $3.15-§4.23 Yes - $.50
Georgla AWP-10% (MFN} $4.63 Pharm Study - Commissloner not supportiveNo

Hewsil AWP-10.5% $4.67 No

ldaho AWP-11% $4.54 PA after 4 drugs Yes -$1.00
Jinnols WAC+8%M2% $4.17 No

Indiana AWP-10% $4.00 Rule-AWP-13%, disp. fee $3.00/Pharm Study|No

lowa AWP-10% $4.13-56.42 No

Kansasg AWP-10% $4.82 No
Kentucky AWP-10% $4.81 2‘;:;:’&1"“““"‘1 2%, exempt from dISp. |y 4,02 for manu un
L ouisiana AWP-15%/16.5% (tiered) $5.77 Na

Maine AWP-10% (MFN} $3.35 (extra foss for compounding) No
Maryland WAC+10% or AWP-10% {lowast of to fit §$4.21 Proposal AWP-13% Yes - $1.40
Massachusetls WACH10% (MFN} $3.00 No
Michigan AWP-13.5% (5+ stores=AWP-15.1%) $3.77 ling Drug Formulary P m No
Minnesota AWP-8% $3.68 AWP-14%, Disp. Fee $4.18 Yes - $0.30
Mississippt AWP-10% $4.91 Lowest State, Bud. Proposal - $2.50 No
Missouri WACH 0% $4.08 'Yes - $0.15
Montana AWP-10% $2.00 - $4.20 Minug 2.6% from Medloald No
Nebraska AWP-8.71% $2.84 - 35.05 No

Nevada AWP-10% $4.84 No

New Hampshire____ |AWP-12% $2.50 No

MPN = Wost Favored Nation

OP = Ovipatlent

LTC = Long-Term Care

B=Brand page ga: ﬂxw

G = Gartoio
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If mood episodes have occurred concurrently with delusions, their
total duration has been brief relative to the duration of the
delusional periods.

The disturbance is not due to the direct physiological effects of a
substance or general medical condition,

Criteria for Major Depressive Episode

A

B.
C.

Page 70

Five (or more) or the following symptoms have been present during
the same 2-week period and represent a change from previous
functioning; at least one of the symptoms is either (1) depressed
mood or (2) loss of interest or pleasure.

(1) Depressed mood most of the day, nearly every day, as
indicated by either subjective report (e.g., feels sad or empty)
or observation made by others (e.g., appears tearful).

(2) Markedly diminished interest or pleasure in all, or almost all,
activities nearly every day (as indicated by either subjective
account or observation made by others).

(3) Significant weight loss when not dieting or weight gain (e.g., a
change of more than 5% of body weight in a month) or a
decrease or increase in appetite, nearly every day.

(4) Insomnia or hypersomnia nearly every day.

(5) Psychomotar agitation or retardation nearly every day
(observable by others, not merely subjective feelings of
restlessness or being slowed down).

(6) Fatigue or loss of energy nearly every day.

(7) Feelings of worthlessness or excessive or inappropriate guiit
(which may be delusional) nearly every day (not merely self-
reproach or guilt about being sick).

(8) Diminished ability to think or concentrate or indecisiveness
nearly every day (either by subjective account or as observed
by others)

(9) Recurrent thoughts of death (not just fear of dying) recurrent
suicidal ideation without a specific pfan, or a suicide attempt or
a specific plan for committing suicide.

The symptoms do no meet criteria for a Mixed Episode.

The symptoms cause clinically significant distress or impairment in

social, occupational, or other important areas of functioning.

to Agre

D.  The symptoms are not due to the direct physiological effects of a
substance (e.g., drug of abuse, a medication) or a general medical
condition (e.g., hypothyroidism)

E. The symptoms are not better accounted for by bereavement (ie.,
after the loss of a loved one, the symptoms persist for long than 2
months or are characterized by marked functional impairment,
morbid preoccupation with worthlessness, suicidal ideation,
psychotic symptoms, or psychomotor retardation).

Criteria for Manic Episode

A. Adistinct period of abnormally and persistently elevated, expansive,
or irritable mood, lasting at least one week (or any duration if
hospitalization is necessary).

B.  During the period of mood disturbance, three (or more) of the
following symptoms have persisted (four if the mood is only
irritable) and have been present to a significant degree:

1) inflated self-esteem or grandiosity

2)  decreased need for sleep (e.g., feels rested after only 3 hours
of sleep)

3)  more talkative than usual or pressure to keep talking

4)  flight of ideas or subjective experience that thoughts are racing

5)  distractibility (i.e., attention too easily drawn to unimportant or
irrelevant external stimuli)

6) increase in goal-directed activity (either socially or sexually) or
psychomotor agitation

7)  excessive involvement in pleasurable activities that have a high
potential for painful consequences (e.g., engaging in unre-
strained buying sprees, sexual indiscretions, or foolish
business investments)

C. The symptoms do not meet criteria for a mixed episode.
D. The mood disturhance is sufficiently severe to cause marked

impairment in occupational functioning or in usual social activities or
felationships with others, or to necessitate hospitalization to prevent
harm to self or others, or there are psychotic features.

E.  The symptoms are not due to the physiological effects of a

substance (e.g., a drug of abuse, a medication, or other treatment)
or a general medical condition. (e.g., hyperthyroidism).
Page 71
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Diagnostic Criteria for 300.02 Generalized Anxiety Disorder

A. Excessive-anxiety and worry (apprehensive expectation), occurring
more days than not for at least 6 months, about a number of events
or activities (such as work or school performance).

B.  The person finds it difficult to control the worry.

C. The anxiety and worry are associated with three (or more) of the
following six symptoms (with at least some symptoms present for
more days than not for the past 6 months).

1)  Restlessness or feeling keyed up or on edge

Being easily fatigued

Difficulty concentrating or mind going blank

Irritability

Muscle tension

Sleep disturbance (difficulty falling/staying asleep, or

unsatisfying sleep)

D. The focus of the anxiety and worry is not confined to an Axis | dis-
order, e.g., the anxiety or worry is not about having a Panic Attack,
being embarrassed in public, being contaminated, being away from
home or close relatives, gaining weight, having mulitiple physical
complaints, or having a serious illness, and the anxiety and worry do
not occur exclusively during Pasttraumatic Stress Disorder.

E.  The anxiety, worry, or physical symptoms cause clinically significant
distress or impairment in social, occupational, or other important
areas of functioning.

F. The disturbance is not due to the direct physiologic effects of a
substance, or general medical condition and does not occur
exclusively during a Mood Disorder, Psychotic Disorder, or a
Pervasive Developmental Disorder.

Q)N
—_—

Diagnostic Criteria for 307.42 fnsomnia Related to ...[indicate the

Axis | or Axis Il Disorder]

A, The predominant complaint is difficulty initiating or maintaining
sleep or non-restorative sleep, for at least 1 month that is
associated with daytime fatigue or impaired daytime functioning.

B. The sleep disturbance (or daytime sequelae) causes clinically
significant distress or impairment in social, occupational, or other
important areas of functioning.

Page 72
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C. The insomnia is judged to be related to another Axis | or Axis 11 dis-
order (e.g., Major Depressive Disorder, Generalized Anxiety Disorder,
Adjustment Disorder with Anxiety), but is sufficiently severe to
warrant independent clinical attention.

D. The disturbance is not better accounted for by another Sleep
disorder (e.g., Narcolepsy, Breathing-Related Sieep Disorder, a
Parasomnia).

E. The disturbance is not due to the direct physiological effects of a
substance (e.g., a drug of abuse, a medication) or a general medical
condition.

DSM-HIIR criteria for dementia states, "The essential feature of Dementia
is impairment in short- and long- term memory, associated with impair-
ment in abstract thinking, impaired judgment, other disturbances of
higher cortical function, or personality change. The disturbance is
severe enough to interfere significantly with work or usual social activi-
ties or relationships with others. The diagnosis of Dementia is not made

if these symptoms occur... in Delirium...”
Reprinted with permission from the Diagnostic and Statistical Manual of Mental Disorders,
Fourth Edition. Text Revision.™ © 2000 American Psychiatric Association. ANl rights reserved.

According to the recent practice parameter by the American Academy of
Neurology, the DSM-IIIR definition and the DSM-1V definition are identi-
cal, and should be used routinely. (Knopman DS et al. Neurology
2001;56:1142-53).

Criteria for Diagnosis of Probable Alzheimer's Disease From The

National Institute of Neurological and Communicative Disorders and

Stroke and the Aizheimer's Disease and Related Disorders

Associations (NINCDS & ADRDA)

«  Dementia established by clinical examination, and documented by a
standard test of cognitive function (e.g., Mini-Mental State
Examination, Blessed Dementia Scale, etc.), and confirmed by
neuropsychological tests

«  Significant deficiencies in two or more areas of cognition, for
example, word comprehension and task-completion ability

«  Progressive deterioration of memory and other cognitive functions.

Page 73
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constipation, fever, infection. For a more complete description
of behavioral monitoring charts and how they can assist in the
differential diagnosis of behavioral symptoms see the RAP on
behavior problems (soon to be known as behavioral
symptoms); and
b.  Which are persistent, and
c.  Which are not caused by preventable reasons; and
d.  Which are causing the residents to:
(1) Present a danger to himself/herself or to others,
{2) Continuously scream, yell, or pace if these specific
behaviors cause impairment in functional capacity (to
evaluate functional capacity, see S483.25. a) through k)
and MDS sections B through P; MDS 2.0 sections B
through P), or
(3) Experience psychotic symptoms (hallucinations,
paranoia, delusions) not exhibited as dangerous
behaviors or as screaming, yelling, or pacing but which
cause the resident distress or impairment in functional
capacity; or
12. Short-term (7 days) symptomatic treatment of hiccups, nausea,
vomiting, or pruritus. Residents with nausea and vomiting
secondary to cancer or cancer chemotherapy can be treated for
longer periods of time. .

Antipsychotics should not be used if one or more of the following is/are
the only indication;

» Wandering « Unsocialibility

« Poor self care « Indifference to surroundings

+ Restlessness « Fidgeting

¢ Impaired memory * Nervousness

» Anxiety ¢ Uncooperativeness

+ Depression (without psychotic ¢ Agitated behaviors which do not
features) represent danger to the resident

» [nsomnia or to others

Page 76

Guidelines: 5483.25(1)(2)(ii)

Residents must, uness clinically contraindicated, have gradual dose
reductions of the antipsychotic drug. The gradual dose reduction
should be under close supervision. If the gradual dose reduction is
causing an adverse effect on the resident and the gradual dose reduction
is discontinued, documentation of this decision and the reasons for it
should be included in the clinical record. Gradual dose reductions con-
sist of tapering the resident’s daily dose to determine if the resident’s
symptoms can be controlled by a lower dose or 1o determine if the dose
can be eliminated together.

Section F331

(1) Residents who use antipsychotic drugs receive gradual dose reduc-
tions, and behavioral interventions, unless clinically contraindicated, in
an effort to discontinue these drugs.

"Behavioral intervention” means modification of the resident's behavior
or the resident’s environment, including staff approaches to care, to the
largest degree possible to accommodate the resident’s behavioral symp-
toms.

“Clinically contraindicated” means that a resident NEED NOT UNDERGO a
*gradual dose reduction® or *behavioral intervention® If;

1. The resident has a "specific condition” (as listed under one through
ten on page P-185 and has a history of recurrence of psychotic
symptoms (e.g., delusions, hallucinations), which have been
stabilized with a maintenance dose of an antipsychotic drug without
incurring significant side effects);

2. The resident has organic mental syndrome (now called "Delirium,
Dementia, and Amnestic and other Cognitive Disorders” by DSM-1V)
and has had a gradual dose reduction attempted twice in one year
and that attempt resulted in the return of symptoms for which the

Page 77
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drug was prescribed to a degree that a cessation in the gradual dose
reduction, or a return to previous dose reduction was necessary; or

3. The resident's physician provides & justification why the continued
use of the drug and the dose of the drug is clinically appropriate.
This justification should include: (a) a diagnosis, but not simply a
diagnostic label or code, but the description of symptoms; (b) a
discussion of the differential psychiatric and medical diagnosis (e.9.,
why the resident's behavioral symptom is thought to be a resultofa |
dementia with associated psychosis and/or agitated behaviors, and
not the result of an unrecognized painful medical condition of a
psychosocial or environmental stressor); (c) a description of the
justification for the choice of a particular treatment, or treatments;
and (d) a discussion of why the present dose is necessary to
manage the symptoms of the resident. This information need not
necessarily be in the physician’s progress notes, but must be a part
of the resident’s clinical record.

Procedures: §483.25(1)(2)(i) and (ii)

In determining whether an antipsychotic drug is without a specific con-
dition or that gradual dose reduction and behavioral interventions have
not been performed. allow the facility an opportunity to justify why using
the drug outside of the quidelines is in the best interest of the resident.

The facility can refer to a prescriber's (or appropriately trained health
professional’s) justification as a valid justification for the use of a drug.
{t may not justify the use of a drug, its dose, its duration, solely on the
basis that "it was ordered" without supportive information.

I the survey team determines that there is a deficiency in the use of
antipsychotics, cite the facility under either the unnecessary drug regula-
tion or the antipsychotic drug regutation, but not both quality care tags.

=)
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APPENDIX E. GERIATRIC DEPRESSION SCALE

GERIATRIC DEPRESSION SCALE — SHORT FORM

1.
2.

e

© N

.
12.
13.
14.
15.

Are you basically satisfied with your life? OYes ONo*
Have you dropped many of your activities and interests?
OYes*ONo
Do you feel that your life is empty? OYes* ONo
Do you often get bored? OYes*ONo
Are you in good spirits most of the time? OYes ONo*
Are you afraid that something bad is going to happen to you?
OYes* ONo
Do you feel happy most of the time? OYes ONo*
Do you often feel helpless? OYes*ONo
Do you prefer to stay at home rather than going
out and doing new things? OYes* ONo
. Do you feel you have more problems with
memory than most people? OYes* ONo
Do you think it is wonderful to be alive now? QOYes ONo*
Do you feel pretty worthless the way you are now? OYes™ ONo
Do you feel full of energy? OYes ONo*
Do you feel that your situation is helpless? OYes* ONo
Do you think that most people are better
off than you are? OYes* ONo

* Each starred answer counts 1 point.
Scores of more than 5 points is suggestive of depression and warrant
follow-up.

Source: Sheikh JI, Yesavage JA. Int Psychogeriatrics 1991, 3: 23-28.
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APPENDIX G. RESOURCES

Administration on Aging

Public Affairs Office

Department of Health and Human Services
330 Independence Ave. SW.

Washington, DC 20201

(202) 401-4543

www.aoa.dhhs.gov

Family Caregiver Alliance
690 Market Street, Ste. 600
San Francisco, GA 94104
(415) 434-3388
www.caregiver.org

The National Institute of Neurological Disorders and Stroke
31 Center Drive, MSC 2540

Bldg. 31, Room 8A-06

National Institutes of Health

Bethesda, MD 20892-2540

(301) 496-5751; (800) 352-9424 (recording)
www.ninds.nih.gov/index htm

Alzneimer's Disease Education and Referral (ADEAR) Genter,
National Institute on Aging

P.0. Box 8250

Silver Spring, MD 20907-8250

(301) 495-3311; (800} 438-4380

www.alzheimers.org

National Family Caregivers Association
(800) 896-3650
www.nfcacares.org

Alzheimer’s Association
919 Michigan Avenue, Ste. 1100
Chicago, IL 60611-1676

“ (800) 272-3900

www.alz.org
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National Eldercare Locator
(800) 677-1116
www.a0a.dhhs.gov/elderpage/iocator.html

National Genter on Elder Abuse (NCEA)
1225 | Street, N.W., Ste. 725
Washington, DG20005

202-898-2586
www.elderabusecenter.org

American Association of Retired Persons (AARP)
601 E St., NW

Washington, DC 20043

800-424-3410

WWW.aarp.org

National Association of State Units on Aging (NASUA)
1225 | Street NW, Suite 725

Washington, DC 20005

(202) 898-2578

WWW.Nasua.org

International Psychogeriatric Association (IPA)
950 Frontage Road, Ste 2820

Northfield, IL 60093

(847) 784-1701

www.ipa-oniine.org

American Geriatrics Society
The Empire State Building
350 Fifth Ave., Ste. 801
New York, NY 10118

(212) 308-1414
www.americangeriatrics.org
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POST-TEST REVIEW

To receive 2.0 credit hours in Category 1 of the Physician’s Recognition
Award of the American Medical Association, please review this mono-
graph carefully and answer the questions that follow. Answer ALL the
questions. Complete the enrollment form and mail to ACCESS Medical
Group, Department of Continuing Medical Education 3395 North
Arlington Heights Road, Arlington Heights, Hilinois 60004. Your correct-
ed test, a copy of the answers, and a certificate of credit will be returned
to you. Should you have any questions, call 847-392-2227.

To eam credit, a minimum score of 70% must be obtained. This test
may be submitted only ence for credit consideration and must be
received by April 30, 2004. All test results are strictly confidential and
intended for self-assessment only.

Medical Outcomes Management, inc. is approved by the American
Council on Pharmaceutical Education (AGPE) as a provider of continuing
pharmaceutical education. Pharmacists who complete their their exam
with a passing grade of 70% will receive 0.2 CEUs (2.0 contact hours)
within 4-6 weeks of receipt. Credit will be awarded for submissions
received through April 30, 2004 (ACPE #078-999-01-001-H01).

After completing the CME quiz and adding your personal information,
please photocopy the answer sheet and evaluation form, and return it to
Medical Qutcomes Management, Inc, 132 Central Street, Suite 106,
Foxborough, MA 02035. Credit can be awarded for submissions received
through April 30, 2001. Thank you for participating in this program.

CME Post-Test
1. Which of the following accounts for the most cases of irreversible
dementia in North America?
a.  Alzheimer's dementia
b.  Vascular dementia
c. Lewy body dementia
d. Parkinson’s disease

Page 86

Attachment 10 to Agreed Statement of Facts
Q. 5fVEDbom =Yl ptbHES/] 08

Risk factors for dementia include:
a. APOF4 gene

b. Down’s syndrome

. increasing age

d. head trauma

e. all of the above

Dedirium differs from dementia in all of the following characteristics
except:

acute onset

fluctuating course

disorganized thinking

altered consciousness

none of the abave

P ae o

Worsening cognition and behavior are found in nursing facility
residents with dementia when they experience a superimposed
delirium. Which of the foliowing are possible causes of delirium?
a. infection

hypoxia

dehydration

antipsychotic medications

all of the above

rooo

Many of the problems faced by family caregivers in caring for
individuals with dementia affect professional caregivers as well.
a. true '

b. false

Which of the following behaviors are commonly observed in
residents with dementia?

verbal aggression

physical aggression

sexually inappropriate behavior

all of the above '

none of the above

aand b only

o a0 owm
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Underlying medical conditions should always be managed prior to
initiating long-term medication therapy for dementia-related
behavioral symptoms.

a.  true

b. false

Which of the following statements is true regarding behavioral

symptoms related to dementia?

a. nonmedication methods of management should always be tried
and can be very effective in minimizing behavioral symptoms.

b. medication should always be tried first, as this will many times
alleviate the symptoms.

¢. acombination of nonmedication approaches and medication is
usually not very helpful.

d. the living environment has little impact on the behavior of
persons with dementia.

Which of the following non-medication interventions have been found to
be useful in residents with dementia and behavioral symptoms?
exercise program

reduce excess stimulation

eliminate caffeine and alcohol

toileting schedule

all of the above

man o

When evaluating an agitated individual, it is critical to thoroughly describe
the behavioral symptoms, so that appropriate treatment can be chosen.
a. true

b. false

The cholinesterase inhibitors are approved by the FDA for:

a.  vascular dementia

b.  mild to moderate dementia

c.  only severe dementia

d.  delirum associated with medical conditions
¢. All dementia
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. The atypical antipsychotics risperidone, quetiapine, and olanzapine,

have what advantages over traditional antipsychotics?;
lower sedation

no extrapyramidal effects

more effective in treating psychotic disorders

all of the above

none of the above

capowm

Possible side effects of benzodiazepines that may limit use in
treating aggressive behavior include:

confusion

ataxia

sedation

memaory disturbance

all of the above

Poapom

The class of antidepressants considered the safest for use in the
elderly is:

a.  selective serotonin reuptake inhibitors

b. tricyclic antidepressants

c.  monamine oxidase inhibitors

d. heterocyclic antidepressants

For depressed residents with agitation but without psychotic
symptoms, which of the following is an appropriate medication
option for treatment (in addition to nonmedication interventions);
a. SSRIs

b.  haloperidol

¢. lorazepam

d. olanzapine

For a resident presenting with symptoms of mild anger, aggression
aimed at other residents, and verbat aggression, possible long-term
medication management may include;

a.  IM haloperidol

divalproex

buspirone

sertraline

b, e, ord

none of the above

~raoo
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From: -
/lake/ppd/abbott;nsf; =% (@abbott.com;smtp
To: o
~  llake/ppd/abbott@abbott; T
/lake/ppd/abbott@abbott; =
/lake/ppd/abbott@abbott; =~ T
/lake/ppd/abbott@abbott; =
/lake/ppd/abbott@abbott;
/lake/ppd/abbott@abbott;
/lake/ppd/abbott@abbott; =
/lake/ppd/abbott@abbott
Cc:
Bce:
Subject: CME Dissemination Pieces Top Line & Quizzes
Date: Tue May 07 2002 09:06:50 EDT

Attachments:  Pocket Guide Quiz.doc
Top Line Review Pocket Guide.doc
Tune Video Quiz.doc
Top Line Review Tune Video.doc

As you all know, from now on we will be able to distribute CME approved materials instead of BRC to
LTC clinicians. This will allow for more face time with our targets and deliver an effective message. For
us to be able to do this we need to become familial with these pieces and show that we are able to
present a credible case on why clinicians need to go through these pieces. Below are the quizzes that
we are required fo complete in order to distribute these CME materials. Please follow the instructions

below and copy me with your emails to ™ If we don't comply with this simple requirement, these
privileges will be taken away and we will go back to BRC.

REDACTED

|
05/01/2002 10:53 AM

To; /LAKE/PPD/ABBOTT@ABBOTT, /LAKE/PPD/ABBOTT@ABBOTT,
/LAKE/PPD/ABBOTT@ABBOTT,

/LAKE/PPD/ABBOTT@ABBOTT, /LAKE/PPD/ABBOTT@ABBOTT, ©F

"~ JLAKE/PPD/ABBOTT@ABBOTT,  °  JLAKE/PPD/ABBOTT@ABBOTT, = |

- JLAKE/PPD/ABBOTT@ABBOTT,  ©°"  |LAKE/PPD/ABBOTT@ABBOTT, = |
ILAKE/PPD/ABBOTT@ABBOTT

ce: [LAKE/PPD/ABBOTT@ABBOTT, 'LAKE/PPD/ABBOTT@ABBOTT

Subject:CME Dissemination Pieces Top Line & Quizzes
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REDACTED - Long Term Care Pharmacy
Provider "LTCPP"

February 9, 2004

‘ REDACTED - Abbott's Long Term Care - National Account Manager "LTC-NAM"

Abbott Laboratories, Inc.
REDACTED - LTC-NAM|

National Account Manager
REDACTED |

REDACTED - LTC-NAM|
Dear

As we continue to partner together for the benefit of our nation's elderly, we find the
need to request the support of our stronger partners in order to offer high quality
educational programs to our colleagues, patients, and customers.

REDACTED-TTCPPls second quarter focus will be on behavior management in long-term
care. Therefore the purpose of this letter is to request funding for a restricted medical
education grant in the amount of $16,250. This grant will be used to fund a targeted
national educational mailer to the top 4000 prescribers of atypical antipsychotic and the
top 1000 prescribers of benzodiazepine medications in long-term care. The value of this
mailer will be to educate physicians on the benefits of using alternative methods to
control difficult behaviors. The budget of this program includes:

e Data query and mamipulation .........ccoeviereiieeeeierenueressiseneeseessesseesressessnnes $1562.50 s
¢ Sequential addressing and materials SOItINE .....c.c.ccocevvueeirerierererenersernneeane $625.00
o Labor; Copying; Material duplication and assembly .........ccccceceevevereeenuennne $5625.00
o US Postage, 1080 €nVEIOPES.....cuoruiiiiiniiinirieeieniicrree et cseeeeee st e $6250.00
o Oversight & Planning .........cceoiiiiniciinnicencninicicenetsretessesessesteesesessnens $2187.50

I'm sure that Abbott Laboratories will find significant value and merit in supporting
these efforts.

We thank you for this opportunity to partner with Abbott Laboratories.

Sincerely,
REDACTED - LTCPP's National Director of
Clinical Program Development "LTCPP-
NDCPD"

National Director of Clinical Program Development
REDACTED - LTCPP]

REDACTED | ext. REDACTEDl
REDACTED'LTCPP'NDCFL@REDACTED - LTCPPl Com
REDACTED - LTCPl s tax ID is REDACTED).
Please make funds payable toREPACTEP-HCPH and mail to:
REDACTED - LTCPP}
Attn; TR TR
REDACTED |
|

Abbott Grant Req mailer 2-04
Page 1 of 24
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REDACTED - LTCPP|
EDUCATIONAL GRANT ORIGINATION SHEET

DATE ON CHECK: : 2-5-0 of

PHARMA OR COMPANY SPONSOR: LQ,],, [') ot L&b?

TARGETED DISEASE OR TOPIC: M(}a Im,w} - ﬁ;) lA{m—H FSL//( /y[ﬁ& / 55/] 20

EXPECTED CLOSE DATE:* 2.505
*Default will be 12 months from opening '

GRANT NUMBER:

GL ACCOUNT: REDACTED

9
ORIGINAL GRANT AMOUNT: | (2 50

“~
ORIGINATING PHARMACY OR DEPARTMENT: C} (hu (/?Q/

REDACTED - LTCPP-NDCPD

g

CONTACT PERSON/ PHONE #:

MANAGING DEPARTMENT: (Circle One)

AMBULATORY CONSULTING  HOSPITALS IV /HCP

* Authorized Signer below must match with the Department
REDACTED - LTCPP-NDCPD

APPROVAL:__ __

g 20

Last Updated: 1/10/02 by LPF

e
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. :
AIIOTT LABORATORIES 200 Abbott Park Road « P.0. Box 177 - Abbott Pari IL. emﬁa-smae (847) 937-8053 Remitiance Advice |
INVOICE DATE | P.O. NO. DESCRIPTION INVOICE AMOUNT DISCOUNT MET AMOUNT |
GRANTREDACTED [02/19/04 418 OUT - DEV EDU MAT 2/13)/04 16,250.00 .00 16,250.00 |

CHECK# |REDACTED (CHECK DATE 03/05/04  VENDOR# | REDACTED REDACTED-LTCP CHECK AMOUNT $ 16,250.00

REDACTED
[
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\9———————~ To Remove Documeni Fold and Tear Along This Perforation ——
{ 1 SECUI CHEGK BACKGROUND AREA CHANGES COLOR GRADUALLY FROM TOP TO BDTTOM
3 3 REDA TED

Ty

WAcHOVIA EANK N.Aa 7
Wm‘stun-Salein, NC 27150 4

\\\

GHECK NUMBER

~CHECK AMOUNT e

IR Al REDACTED L SR 1 $ |*xx****16,250.00| )
o S LT
o DODOODE m.asg Nor VAL AFTER  owTHS
TO THE R,EE_)A.C_IED " REDACTED - LTCPP-NDCPD . ABBOTT LABORATORIES -

ORDER OF ‘ REDACTED R . REDACTED

ANTLERAUD PROTECTIGH - PATENTS 5197.785: 5,340,159

THE ORIGINAL DOCUMENT HAS A REFLECTIVE WATERMARK ON THE BACK.

ABBOTT a 200 Abboft Park Road
LABORATORIES AubottPark IL. 600646164

.

REDACTED - LTCPP
A1 | [\ TEDACTED- [TCRP-NDCPD)

| REDACTED
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‘ January 2004

Dear Health Care Professional:

As you are aware, FEPACTED-TTCPA| has developed a geriatric-specific drug formulary. We would like to
share some important information about our Select Formulary with you. Our preferred
pharmaceutical products are selected through a three-tier evaluation process that begins with review
by an expert external national Pharmacy and Therapeutics (P&T) Committee. Based on the P&T
Committee’s evaluation and further analysis of pharmacoeconomic and cost data, REPACTED-TTCPR
selects the most appropriate products for elderly residents to include within the Select Formulary.

Depakote and its derivatives have FDA approval for a variety of indications including bipolar
disorder, seizure disorders, and migraine headache prophylaxis. In addition to these uses, Depakote
and Depakote-ER are being used with increasing frequency to treat/manage agitation anger, and
hostility associated with dementia in the elderly. For elderly residents requiring therapy for a
dementia related behavior disorder, De éJakote ER® has been granted preferred status on the
REDACTED-TTCPPl's formulary. Depakote ER® is a logical cost-effective choice for treating elderly patients
with these challenging behavioral symptoms.

Depakote ER® should be considered for patients with dementia related behaviors including:

¢ Initial therapy for patients with agitation anger, and hostility symptoms

e Adjunctive therapy for patients partially responsive to an atypical antipsychotic
(antipsychotic can be tapered to a lower dose or eliminated after stabilization of behaviors)

o Replacement therapy for patients receiving benzodiazepines

‘ o Depakote ER® can be dosed once daily and has improved side effects profiles vs the original
Depakote DR (delayed release) with significant decreases in sedation and gastrointestinal
complaints.

e Depakote ER® 500mg costs less than equivalent doses of the original Depakote DR (delayed
release) with additional pharmacoeconomic savings in decreased med-asses and increased
quality of life.

e Use of Depakote ER®instead of atypical antipsychotics and benzodiaiepinés can also
positively impact the nursing facilities Quality Indicator Report.

Physician prescribing in compliance with the formulary can maintain or improve resident outcomes
while containing costs. This also will minimize the number of calls and interventions from nursing
and pharmacy to change prescriptions to formulary-preferred drugs. We appreciate your support of
these formulary preferences for our long-term care patients.

Enclosed you will find complete prescribing information that will be helpful.

If you have any questions, please contact the EPACTED-TTCP consultant pharmacist in the facility where
you practice.

Sincerely,
REDACTED - LTCPP-NDCPD

' ~ National Director of Clinical Program Development
Chair, P&T Liaison Committee

Disclaimer: Information contained in this letter is for general guidelines only. Prescribing and dosing should be based on individual patient conditions.
Portions of the accompanying literature have been supported by an unrestricted educational grant from Abbott Laboratories.
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REDACTED - LTCPP
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REDACTED - LTCPP

REDACTED - LTCPP

REDA
CTED

LTCPP

REDACTED - LTCPP
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‘ REDACTED - LTCPP-Clinical Project Manager
"L TCPP-CPM"

. REDACTED - LTCPP-NDCPD]
From: | -

Sent:  Wednesday, January 21, 2004 10:41 AM
To: ‘ REDACTED - LTCPP-CPM

Subject: FW: Abbott Mailing Content

REDACTED - LTCPP-CPM

Items included in the Depakote-ER mailer:

Cover Letter

Depakote-ER Package Insert (Mail Marketing will have to reprint)

Consultant Pharmacist Journal: Tom Snader article (get permission and/or reprints from ASCP
starting at 10,000. Check for a price break at 5000 and over)

e Depakote-ER Monograph (Mail Marketing will have to reprint)

® should be finalizing the data analysis today, then ™ ] and I will determine the total quantity for
the mailed pieces.

Thanks,
REDACTED - LTCPP-NDCPD

----- Original Message-----
From: REDACTED - LTC-NAM@abbott_com [malltoREDACTED - LTC-NAM@abbott_com]
Sent: Tuesday, January 20, 2004 9:10 PM

T w REDACTED - LTCPP-NDCPD
[+ H

Subject: RE: Mailing Content

H' REDACTED - LTCPP-NDCPD
I

I bet she knows some good words. Well when le is gone she won't have him to cuss. | have a transition
conference call with her and ™| next Fri.

Will have to work on the PI. Don't know if we have a 2 pg one..what if we don't? | would rather come up with a
publication/reprint that was a little more independent and less an Abbott marketing piece. | am still thinking of
Snader's Sept Depakote ER article in the Cons Pharmacist...can you get that fairly quickly to make a Feb

mailing...! just think whatever we send needs to have some meat. If needed I can talk to REDACTED)] about it.

Any word on the # Docs for the mailing? That and a budget and | can get things rolling for a check.

Did ¥ have numbers on the # of letters sent by the CPs for new Depakote patients?..I have to believe fFPACTH)
asked.

Weather better for golf than fishing. A lot of wind. Nice this afternoon. All the conditions were good but fish hard to
find. One small Mako shark. Nasty little 3 footer. We are hoping for a nice full day of fishing tomorrow.

‘ Call me if we need to discuss this or other. | have my cell REDACTED |
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Attachment 12 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-14 Filed 05/07/12 Page 15-9f-240Paepeidits 438

Page 2 of 4

REDACTED - LTC-NAMl

LTC National Account Manager
Abbott Laboratories
Phone: REDACTED |

Fax: REDACTED | “
REDACTED - LTC-NAM|@ abbott.com

‘REDACTED - LTCPP-NDCPD|@REDA°TED' LTCPP|.com>

01/20/2004 02:18 PM

To: REDACTED - LTC-NAMl@ abbott.com™ <REDACTED - LTC-NAM|@ abbott.com>

ce:
Subject: RE: Mailing Content

Well ®%°™¥ was still complaining on the growth contract issue and cussed you once or twice, but other
than that all went OK.

The PI you sent is the 27 page version. I need the 1 or 2 page version.
"Improving Quality of Life: Use of Mood Stabilizers in Senior Care" is an Abbott publication. I'll
send it to you when you return.

e I'll add the Depakote Monograph in place of the sprinkle sheet.
e Med-asses corrected to Med-passes. (that would have been VERY embarrassing!, thanks)

Here's to Good Fishing!
|REDACTED - LTCPP-NDCPD - -

----- Original Message-——--
From;: REDACTED - LTC-NAM@abbott.com [mailtoREDACTED - LTC-NAMi@abbott.com]
Sent: Tuesday, January 20, 2004 11:27 AM

T » REDACTED - LTCPP-NDCPD)
0:

Subject: Mailing Content

‘REDACTED - LTCPP-NDCPD

| will be fishing in the warm waters of the FL keys all this week. Call me on my cell anytime you need to
REDACTED |. Let me know as soon as you have a Doc list and a budget.
See thoughts and questions below in red.

Thanks for all your support. (Please put in a good word for me and Depakote at the vendor meetings this
week)

REDACTED - LTC7N1M

REDACTED - LTC-NAMl

LTC National Account Manager
Abbott Laboratories

Phone: REDACTED |

Fax: REDACTED |

REDACTED - LTC-NAM| @ abbott.com

'REDACTED - LTCPP-NDCPD|@REDACTED'LTCPPl.com>
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01/14/2004 03:39 PM To:  REDACTED-LTC-NAM|@ abbott.com™ <REDACTED -LTCNAW|@ abbott.coms
‘ \cScu:bject: RE: LTCPP Depakote data request
Mr Depakote:

If you can interrupt your ice (foolish) fishing for a moment,

Here's the letter I will include in the mailer along with the PI and need your thoughts on an
appropriate study to include as well.

I have a publication from the CNS/LTC entitled:

Special Report: "Improving Quality of Life: Use of Mood Stabilizers in Senior Care" that I can
fax if needed or I'm open to suggestions. I do not have this and would like to read it. (This is not
one of those Abbott sponsored publications is it?) Will try and find a fax machine in FL if I need
to.

So far Items included in the mailer are:

o Cover Letter Looks excellent! One typo on bullet point w/ med-Passes

o PI Attached

o Clinical Study or review publication (TBD)

- o Depakote Sprinkle Administration sheet that has the chart of Depakote benefits listed vs. = -
‘ VPA on the reverse side Good idea...or maybe we send the REPACTED-TTCP| Depakote ER

monograph...that might help us more with new RXs. That would also have the conversion
table (Docs might well keep the piece in their office as a reference to) OR we can send them
both.
Do you have an e-copy of the 1 page Depakote-ER PI? Attached below

Thanks for the support!

|REDACTED - LTCPP-NDCPD

----- Original Message-----

From: REDACTED - LTC-NAM@abbott.com [mailtoREDACTED - LTC-NAM@abbott.com]
Sent: Tuesday, January 13, 2004 2:27 PM

To: REDACTED |; REDACTED| REDACTED | REDACTED
Cc: REDACTED - Abbotts LTC Dir. of Sales'; HtUAutU-LTW-NWUF REDACTED|; REDACTED |
Subject: LTCPP Depakote data request

Hi Everyone,

| had a chance to put the together the analysis and comparisons that were requested during our
meeting on December 18th.
n Slide #1 shows the kgs/bed for each of the LTCPPs. 3/4 LTCPPs have virtually identical
amounts of Depakote used per serviced bed. One LTCPP falls slightly below the others. This
. information would suggest that the opportunity for Depakote growth is similar for all major
' : LTCPPs
m Slide #2 illustrates the average annual growth rates for the LTCPPs. Two LTCPPs had
higher rates of growth in 2002 than in 2003 and the other two LTCPPs had higher
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growth rates in 2003 vs 2002. REDACTED'LTCPFTS growth in 2002 was significantly greater
than in 2003, and | believe this was due primarily to the successful conversion of VPA
to Depakote to Depakote ER. The average rate of growth through Q3 2003 for the
other LTCPPs averaged 9%. | did receive some information for Q4 2003 for LTCPP
"C" and the growth rate was 15% for the quarter and this is reflected in Slide #3

= Slide #3 indicates the growth of the LTCPPs by quarter. Slide #4 shows the rate

of ER conversion by quarter through Q3 2003

Depakote growth continues to be steady across the LTC channel. Abbott is fully
committed to our partnership with REDACTED'LTCF’F’| with regards to Depakote.
Significant opportunity remains for Depakote's use in LTC and | believe that if
we execute our planned strategy our successes will continue in 2004 and
beyond.

I will be working at all levels to help ensure the success of the Depakote
Initiatives.

Please feel free to contact me with any questions on the information

Regards,

REDACTED - LTC7N1M

REDACTED - LTC-NAMl

LTC National Account Manager

Abbott Laboratories

Phone: REDACTED | -
Fax: REDACTED |

REDACTED - LTC-NAMl@ abbott.com

Notice:

This message may contain confidential information intended for the
recipient only. If you are not the intended recipient, please destroy this
message. Do not read, copy, or forward. Please notify the sender at the
address listed in this mail message of the error to prevent further
communication.

REDACTED |
]
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. REDACTED - LTCPP-CPM|

REDACTED - LTCPP-NDCPD]
From: | -

Sent:  Tuesday, January 06, 2004 2:50 PM

To: REDACTED - LTC-NAMl@ abbott.com
Ce: REDACTED - LTCPP-CPMl

Subject: RE: REDACTED'LTC’°'°| mailing-follow up questions

REDACTED - LTC—NAM|

Happy New Year! Are you sober yet?

The mailer can be done as soon as the materials are developed and drop shipped to the printer. That
entails:

e Data pull to determine the scope of the project (assume 10,000 joint prescribers of benzos and
aytpicals) A

e Just a PDF of the Depakote PI will do. The printer will reproduce the qty. we need.

o Getting enough reprints for the project will be the time limiting factor if we need to obtain and pay
for publishing rights then print 10,000.

e Assuming all goes smoothly, Feb. 1 is a good date for the release.

=" and I will begin working on the mailer and™ " | will be our primary point person.

. We'll work with.  REDACTED | (our account executive in Texas) on the Daybreak project. His
contact numbers are attached below.

Thanks Depakote Man!
PS. What happened to Michigan??

----- Original Message-----
From: REDACTED - LTC-NAM@abbott.com [mailtoREDACTED - LTC-NAM@abbott.com]

Sernit: Monday, January 05, 2004 7:16 PM
TO: REDACTED - LTCPP-NDCPD}
Subject: HtUAb't“'LTCP"| mailing-follow up questions

Thanks REDA°TE"| for the examples.

¢ | would like to put together a proposed budget for the mailing ASAP. How does this work? |
guess we need to target the top high prescibers of benzodiapines and atypicals. How many
would that be would you guess? | would guess that in addition to your cover/positioning letter
you would need the Depakote ER package insert. Would you also include a clinical reprint as
well to reinforce the cover/positioning letter?
o How long does it take to set up and complete a mailing? | would like to get it done
ASAP

m On an unrelated note, we definately want to sponsor the April program for
, REDACTED)] with the customer (" REDACTED | you mentioned when we
‘/ met in Tampa. Who do | work with to get the program set up? | know that | can
run the program funding through you.

1/6/2004 Page 18 of 24
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Thanks

REDACTED - LTC-NAM

L1C National Account Manager
Abbott Laboratories

Phone: REDACTED]

Fax: REDACTED

REDACIED - LI L,'-N/-\Ml@ abbott.com

"REDACTED - LTCPP-NDCPD|@REDACTED . LTCF’F’l.com>

To: REDACTED-LTONAM(Eqnamnﬁﬁﬁﬁﬁﬁﬂﬂﬁﬂ

cc:

Subject: REDACTED‘LTCP"l mailer - examples

12/19/2003 01:58 PM

mmﬁﬁmmﬂ -
As we discussed:
<REDACTEM mailer cover letter FINAL.doc>>

<< REDACTED |.pdf>>

REDACTED - LTCPP-NDCPDl
REDACTED - LTCPPl

National Dir.of Clinical Program Development

REDACTEDl | ext REDACTE

CONFIDENTIALITY NOTICE:

> This email and any files transmitted with it are
confidential and intended

> solely for the use of the individual or entity to whom
they are addressed.

> If you have received this email in error please notify
me, delete the

> mesgsage and all attachments.

>

>

Notice: :

This message may contain confidential information intended
for the recipient only. If you are not the intended
recipient, please destroy this message. Do not read,
copy, or forward. Please notify the sender at the address
listed in this mail message of the error to prevent
further communication.

REDACTED |
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REDACTED - LTCPP-CPM

From: m
Sent:  Tuesday, February 03, 2004 9:12 AM
To: REDACTED - LTCPP-CPMl

Subject: RE: permission to reprint article

REDACTED - LTCPP-CI’

Just follow the guidelines as indicated, especially inclusion of the tag line with each reprinted article.
* 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.

From: REDACTED - LTCPP-CPM

Sent: Friday, January 30, 2004 10:42 AM
TO: REDACTED - LTCPP-NDCPD] )
Subject: FW: permission to reprint article

|REDACTED - LTCPP-NDCPD

I understand permission was granted to reprint the article, however can you be specific as to what | need to
do with [ at Mail Marketing with this?

REDACTED - LTCPP-CPM

Clinical Project Manager

REDACTED - LTCPP

From: REDACTED |@ascp.com]

Sent: Thursday, January 29, 2004 4:48 PM
To: REDACTED - LTCPP-CPM|

Subject: Re: permission to reprint article

REDACTED - LTCPPer
1

Sorry for the delay in responding to your request. We are granting you
permission to reprint the article. Please see the terms below.

American Society of Consultant Pharmacists
Reprint Permission Terms

I am pleased to grant your recent reguest for permission to reprint the
article(s) listed below from The Consultant Pharmacist

September 2003 issue of the Consultant Pharmacist on: Divalproex Sodium Use in the Elderly: A New
Formulation Offers New Opportunities. This article was written by Thomas C. Snader, PharmD.
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Re: permission to reprint article

REDACTED |

American Society of Consultant Pharmacists =~ REDACTED
REDACTED |

America's Senior Care Pharmacists (tm)

From; "REDACTED -LTCPP-CP" <CMC4211 @ TPRCTE T ooy
Date: Wed, 21 Jan 2004 10:49:44 -0500

To: REDACTED |
Subject: permission to reprint article

REDACTED)
t

I am requesting permission to reprint an article in the September 2003 issue of the
Consultant Pharmacist on: Divalproex Sodium Use in the Elderly: A New Formulation Offers
New Opportunities. This article was written by Thomas C. Snader, PharmD. The purpose is
to copy this article and sent it out in a mailer to our pharmacists.

‘ Thank you. . i

REDACTED - LTCPP-CPMl

Clinical Project Manager

REDACTED - LTCPP

Notice:

This message may contain confidential information intended for the recipient only. If
you are not the intended recipient, please destroy this message. Do not read, copy, or
forward. Please notify the sender at the address listed in this mail message of the
error to prevent further communication.

. REDACTED]
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REDACTED - LTCPP

January 2004

Dear Health Care Professional:

As you are aware, FPCT0 T has developed a geriatric-specific drug formulary. We would like to
share some important information about our Select Formulary with you. Our preferred
pharmaceutical products are selected through a three-tier evaluation process that begins with review
by an expert external national Pharmacy and Therapeutics (P&T) Committee. Based on the P&T
Committee’s evaluation and further analysis of pharmacoeconomic and cost data, TFP"CTEP-tTc
selects the most appropriate products for elderly residents to include within the Select Formulary,

Depakote and its derivatives have FDA approval for a variety of indications including bipolar
disorder, seizure disorders, and migraine headache prophylaxis. In addition to these uses, Depakote
and Depakote-ER are being used with increasing frequency to treat/manage agltatlon, anger, and
hostility associated with dementia in the elderly. F or elderly residents requiring therapy for a
dementia related behavior disorder, De é)akote ER® has been granted preferred status on the
PharMerica's formulary. Depakote ER" is a logical cost-effective choice for treating elderly patients
with these challenging behavioral symptoms.

2t i o
A

it o s

Depakeote ER® should be considered for patients with dementia related behaviors including:

e Initial therapy for patients with agitation anger, and hostility symptoms

¢ Adjunctive therapy for patients partially responsive to an atypical antipsychotic
(antipsychotic can be tapered to a lower dose or eliminated after stabilization of behaviors)

¢ Replacement therapy for patients receiving benzodiazepines

g e s

o Depakote ER® can be dosed once daily and has improved side effects profiles vs the original
Depakote DR (delayed release) with significant decreases in sedation and gastrointestinal
complaints.

e Depakote ER® 500mg costs less than equivalent doses of the original Depakote DR (delayed J
release) with additional pharmacoeconomic savings in decreased med-passes and increased ]
quality of life.

¢ Use of Depakote ER®instead of atypical antipsychotics and behzodjazepines can also
positively impact the nursing facilities Quality Indicator Report.

Physician prescribing in compliance with the formulary can maintain or improve resident outcomes
while containing costs. This also will minimize the number of calls and interventions from nursing
and pharmacy to change prescriptions to formulary-preferred drugs. We appreciate your support of
these formulary preferences for our long-term care patients.

Enclosed you will find comaplete prescribing information that will be helpful.

If you have any questions, please contact the "™ " consultant pharmacist in the facility where
you practice.

Sincerely,
REDACTED - LTCPP-NDCPD

National Director of Clinical Program Development
Chair, P&T Liaison Committee

Disclaimer: Information cortained in this letter is for general guidelines only, Prescribing and dosing should be based on individual patient conditions,
Portions of the accompanying literature have been supported by an unrestricted educatfonal grant from Abbott Laboratories.
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From: _REDACT] -

ED }lake/ppd/abbott;nsf REDACTED |@abbott.com;smtp
To: . REDACTED |lake/ppd/abbott@abbott;

REDACTED  |ake/ppd/abboti@abbott; REDACTE]
RED Jlake/ppd/abbott@abbott; REDACTED
REDAC}Iake/ppd/abbott@abbott; REDACTED |[/lake/ppd/abbott;
REDACTED }lake/ppd/abbott@abbott; REDACTED

REDACTE |lake/ppd/abbott
Cc: REDACTED Jlake/ppd/abbott@abbott;

" REDACTED |/lake/ppd/abbott; REDAC
REDAC |/lake/ppd/abbott@abbott; REDACTED |/lake/ppd/abbott;
REDACTED |/lake/ppd/abbott;  REDACTED }/lake/ppd/abbott;

REDACTED |lake/ppd/abbott; REDACTE

REDACT}lake/ppd/abbott; REDACTED I_\/Iake/ppollabbott;
TED

REDACTED Jlake/ppd/abbott; REDACT |

REDAC /lake/ppd/abboitt
Bec:
Subject: REDACTED | Depakote ER Mailing to Prescribers
Date: Sun Mar 21 2004 17:23:59 EST

Attachments:  Top 5000 PrescribersAtypicals&BenzosQ4-03.xIs

Managers,

This past week REDACTED | sent out a targeted Depakote ER mailing to the top 4,000 prescribers of
_atypicals and top 1000 prescribers of benzodiazepines within REDACTED | facilities. This was based on
" Q4 2003 data and was measured in days of therapy for the two drug categories for the time period.
They did not break out the physicians by drug class, but | think it is probably safe to assume that the
higher days of therapy is more likely related to atypical use. | would expect that many of the higher
ranking physicians are probably already LTC targets, but the rankings may give some additional insight
as to their prescribing prowess in a particular area.

The purpose of the mailing is to help increase the overall use of Depakote ER vs the atypicals and
benzodiazepines for patients with dementia related behaviors as well as boost the percentage of
patients being converted from DR to ER.

The mailing included 3 items:

A cover letter from REDACTED | (National Director of Clinical Programs)

REDACTED | Depakote ER monograph (includes conversion guidelines)

The Consultant Pharmacist Article by Tom Snader (Sept 2003) : Divalproex Sodium Use in the Elderly:
A New Formulation Offers New Opportunities

The cover letter strongly positions Depakote ER vs the atypicals, emphasizes the excellent side effect
profile of Depakote ER, and also references the advantages to the facilities in terms of reduced med
passes. It also discusses how the use of Depakote ER instead of the atypicals and the benzodiazepines
can positively impact the nursing facilities' Quality Indicator Report. 1 am working to provide this letter to
the consultant pharmacists for them to able to give to prescribers and other caregivers in situations
where it would be helpful.

Please feel free to share this information with your respective teams to make them aware of physicians
in their territories who have received the mailing. | have sorted it by state to make it more useful to you.
Again, this is data only from REDACTED | facilities. A physician may have Rxs going to additional

LTCPPs. Any feedback from the field on how physicians are responding to the mailing would be greatly
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appreciated. Please let me know if you have any questions on the mailing.
Thanks (as always) for your strong support of the REDACTED |Depakote Initiative!

REDAC|

REDACTED |
LTC National Account Manager
Abbott Laboratories
Phone: REDACTED |
Fax: REDACTED |
REDACTED  |@abbott.com
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Depakote LTC Strategic Plan Background

e 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

— 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.

— DOC: Department of Corrections Facilities
» Bipolar and Agitation/Aggression prevalent, 21% and 31% respectively
» Once daily Depakote ER advantages: tolerability and med passes.

— SNF: Skilled Nursing Facilities
» Bipolar and Epilepsy prevalent, 13% and 10% respectively.

Q32003 HPR Salesforce Analysis
— Incremental revenue can be achieved through optimization

Confidential October 27, 2003 Page 1
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LTC Similarities with Managed Care

Managed Care Market Place Long Term Care Market Place

National and Regional MCOs

National and RegichJ%ITEID_TC MCOs
Corrections Only:

REDACTED . .
and (30% of all inmate lives)

National and M LTC.PP
Regional PBMs Contracts National (5) and

i Regional (3,067)
Formularies

National Account National Initiatives

Managers (NMCEs 7)

Abbott LTC National Account
Managers (3)

Regional Account Managers (4) Reional Regional Account Managers
Implement National Initiatives

Implement Regional Initiatives

Field Reps (MCEs
and MCSs, 84)

Field Reps (LTC Acct Managers)

Local: Facilities and Caregivers 8K SNF, 8.5K DOC, 7K MRDD

Implement National Initiatives

Implement Regional Initiatives P;;SErTitéers Affiliated

Physicians Affiliateg
with MCOs

Sources:LTC Scenario Data Pull, October 2002; REDACTED  +*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.

Confidential October 27, 2003 Page 2
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Depakote LTC Optimization Strategic Objectives

 Provide incremental revenue and margin
— Incremental revenue of $120.3 million over 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 LTC
— Marketing and IIS support of SNF, DOC and MRDD

— RAMSs to pull through national programs to local level and support
regional and independent pharmacy providers

— Sales representatives to cover highest value facilities/caregivers

Confidential October 27, 2003 Page 3
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Depakote LTC Optimization Can: Provide Incremental
Revenue and Margin

Growth Above Plan

2004 2005 2006 2007

Years

@ Net Sales Above LRP @ Incremental Margin

Targeted investment in LTC can increase sales by $120.3
million, with incremental margin of $62.9 million over the LRP.

» Note: 2004 Reflects the plan numbers. Year 2005-2008 are LRP numbers.
Confidential October 27, 2003 Page 4
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Three strategic LTC investments are required to deliver
incremental revenue of $120 MM.

2004 2005 2006 2007 2008 TOTAL
Sales & Marketing Optimization
Sales Force Optimization
Increase field based reps from 55 to 79,
add 3 DM
. 8RAMs 1RM Investment  $7.7MM $8.1MM $8.2MM $8.3MM $2.5MM $34.8MM
Marketing Expansion
» Add 2 additional staff and
Increase the promotional budget Investment  $3.2MM $3.2MM $3.2MM $3.2MM $1.0MM $13.8MM
by 2.8 MM
(Total 38 FTE)
New Sales $14.5 $29.4 $29.9 $31.1 $8.6 $112.6
Clinical Data Investment
Fund relevant DOC, MRDD and SNF 1IS
Investment  $1.0MM $0.5MM $0 $0 $0 $1.5MM
New Sales $0 $1.3 $2.8 $2.5 $1.1 $7.7

Total Incremental Sales $14 5
Total Incremental Investment $11_9
Total Incremental Margin $1.6
Confidential

$30.7 $32.7 $33.6

$11.8
$17.1

October 27, 2003

$11.4
$19.4

$11.5
$19.2

$9.7 $120.3
$35  $50.1
$56  $62.9
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Sales Force Optimization Analysis: Target Addition of
24 LTC Sales Representatives

Incremental Sales Margin vs. Sales Force Expansion

2500 -~

2 5 .
§7§ 8 2000 PI’OfIt
[} ~ e
25 2 acoo Maximizing
£% ¢ Position
% (0] 2 1000 -

T (%]
56 &
[3) ‘q-') N s00 -
£=

° 3= 2o = 56 ea
oo Incremental LTC Sales Reps

NPV of LTC Optimization

50
e B OB B
16 24 32

8

NPV $
Millions

Incremental Sales Representatives

Inflection Point in Investment Decision: Change in Investment vs Change in Profit
(Totals for 2004-2008)

jk

From 16 to 24 Reps From 24 to 32 Reps

,600
,L 400
, 200
,O0O0O
, 800
,600
,L 400
, 200
,O0O0O

HOD)
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B Change in investment B 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/
Per Day of Per Year Per Year
Therapy (Price Adjusted to
WAC)
$10.69 - . 176 FTEs /263 Reps $2.8 MM | $2.8 MM

$2.60 Abbott Today: 55 FTES/Reps ~———$2.4MM | $9-9 MM
$5.08 REDACTED : 80 FTE / 160 Reps ——3$20MM | $4.2MM
5 NAMs / RAMs unknown
$2.60 —  Abbott Proposed Expansion: 79 FTEs/Reps ——$19MM | $7.8 MM
3 NAMs / 8 RAMs
$7.77 e REDACTED  : 188 FTE/280 Reps — $1.8MM | $2.5 MM

8 NAMs and 10 RAMs for REDACTED gione

Sources: . REDACTED | 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.
Confidential October 27, 2003 Page 8
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Depakote LTC Optimizaton: Expanding focus from SNF to: DOC, MRDD
and SNF.

Corrections Skilled Nursing Mentally Retarded
Facilities Developmentally Disabled
_ REDACTEDbREDACTED REDACTED REDACTED Only REDACTED
National and = REDACTED and REPACTER 15y has a national £
& Control control 30% of 35% of SNF beds push to cover =
" ontro inmate Jiyes MRDDA
o
SR
- Regional Low oderat Low g
Independent High Moderate High <
0P
# of Facilities %
8,500 18,000 7,000 wn
State, County, Nursing Home Institutions & Py,
Municipal Jails Group Homes %
and Prisons wn
Prevalence 1.Bipolar (21%) 1.A9itation & Aggression Dissemination(38%) \ Epilepsy (25%)
o . 2.Bipolar (13%) o .
2.Agitation & Aggression i 2.Agitation & Aggression
Dissemination (31%) 3.Epilepsy (10%) Dissemination (22%)
Value Per Patient $870 per patient/yr $405 per patient/yr $485 per patient/yr

Sources:  REDACTED , Abbott field Interviews, N primary market research conducted for Abbott in June 2003.
Confidential Octo 7, 2003 Page 9



Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16  Filed 05/07/12 Page 12 of 117 Pageid#-2&7bhottLaboratories

Depakote LTC Optimization Can: Reduce Promotional
Risk

LTC W/O Optimization LTC Optimization

Largely SNFs SNFs MRDD  Corrections

% of Population in

Each Setting =
0

Estimate % of Where Depakote $'s Currently
Come From

Possible Targeted % of Depakote

70% AAI W/ Dementia 15% 3% 8% =)

(7))

H D

AAI W/ Dementia AAIl Without Dementia 3

o

Psychosis =

>S5

i Epilepsy -SU

AAIl Without Dementia —Te— 3

Psychosis %_

Epilepsy Bipolar Disorder >
Bipolar Disorder

Sources: Current sales by condition from Abbott qualitative analysis. Optimizes sales by condition from s supplied primary data (QA). Presented

results have been rounded from final o C e findings.
Confidential October 27, 2003 Page 10



Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 13 of 117 Pageid#-2&2bhottLaboratories

New LTC field resources will provide greater coverage within
relevant LTC market segments.

Proposed LTC Field Organization Realigned Account Responsibilities

LTC SD

1 Existing

afional Account Managers tNAMs)
» Support national VPs of LTCPPs
WAYES « Establish contracts

3 Existing « Monitor contract performance

» Launch major programming/initiatives
» Monitor national sales trends and practices

LTC DMs LTC RAMs* : LTC Regional Account Managers (RAMSs)
7 Existing, 3 New 0 Existing, 8New » Support regional VPs at the National LTCPPs
» Develop regional initiatives & assure implementation of national
initiatives

» Maintain relationships with major independents
 Call on State & large county DOCs and their pharmacies
* Maintain key state-level association relationships

LTC Specialists
Reps  Call on target pharmacies and outlets

55 Existing, 24 New = 79 Total * Detail relevant prescribers
» Educate key influencers and care givers

Confidential October 27, 2003 Page 11



Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 14 of 117 Pageid#-2&3 oot Laboratories

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 to highest
opportunity channels within LTC

» SNF
» MRDD
» DOC

— Establish LTC IS Funding for Channel Specific Studies
» 2004
» 2005

— Expand pull through organization
» NAM National Account Management
» RAM Regional Account Management
» LTC Sales Representative Account based selling

Confidential October 27, 2003 Page 12



Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 15 of 117 Pageid#-2&4 oot Laboratories

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
— $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 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
clinical trial data into the SNF market place

e Margin calculations include a 6% reduction for cost of goods sold, freight and
other miscellaneous PPD distribution allocations

Confidential October 27, 2003 Page 13



Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 16 of 117 Pageid#- &g oot Laboratories

New LTC Clinical Data Will Drive Additional LTC Growth

2003 2004 2005 2006 2007 2008

. Total Revenue $0.0 $1.3 $2.8 $25 | $1.1

Assuming 75% probability of success: |force)
Total Cost $1.0 $0.5

Detail by strategic component:  Study description:
As monotherapy, Study Revenue
demonstrate efficacy, (Current sales $43 | $62 | $.56 $.25
superior tolerability, and IS Study 1: Depakote force)
cost-effectiveness vs. ER in MRDD $0.33 $0.25
atypicals, VPA or other Study Cost
AEDs. _ Study Revenue
demonstrate efficacy and ER in DOC force)
safety.
..................................................................................................... Study Cost L L3033 L5020
As adjunctive therapy, [IS Study 3: Study Revenue
demonstrate efficacy & Depakote ER as (Current sales $.43 | $1.09 $.99 $.44
safety in patients whose adjunctive to force)
symptoms are inadequately| atypicals in elderly
controlled by atypicals agitation Study Cost $0.33

Confidential October 27, 2003 Page 14



Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 17 of 117 Pageid#-2&@ ot Laboratories

KOLs advise that clinical data specific to each Sector is needed to
best impact Depakote business in the DOC and MRDD Markets.

e 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
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

e For the MRDD Sector:

— The MRDD patient population is unique and represents a group that can have severe
handicaps

— ldentification 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

Source: Abbott Conducted Qualitative Research with Key Opinion Leaders, Summer 2003

Confidential October 27, 2003 Page 15



Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 18 of 117 Pageid#-2&7:Lbott Laboratories

Proposed IIS LTC Study Descriptions in Correctional Facilities

. Conditions Assessed:
— Agitated/Aggressive/Impulsive behaviors with or without head injuries
— (perREDACTED)BipoIar 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. REDACTED |, 5ted 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 REDACTED 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

Source: Abbott Conducted Qualitative Research with Key Opinion Leaders, Summer 2003

Confidential October 27, 2003 Page 16



Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 19 of 117 Pageid#-2&g oot Laboratories

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 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:
— See primary assessment
. Treatment Arms:

— Depakote ER vs placebo or Loading dose Depakote ER vs. Non-Loading Dose DepakoteER (per
DR REDACTED

— Depakote ER Vs. valproic acid
— Depakote ER Vs. an antipsychotic (Zyprexa: could show results and differences in side effect profiles)

Source: Abbott Conducted Qualitative Research with Key Opinion Leaders, Summer 2003

Confidential October 27, 2003 Page 17



Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 20 of 117 Pageid#-2&gbbott Laboratories

Proposed IIS LTC Clinical Study Descriptions in MRDD

v CoTdTtioNS asSesseu.
— Agitated/Aggressive/lImpulsive behaviors with or without seizures
. Type of Study:
—  Prospective (per MD respondents)
— Retrospective ok (perREDACTED pharmacist)
. Primary Assessment:
— Efficacy
» decrease frequency and severity of behaviors; patients “less triggered” by stressors
» decrease frequency and severity of seizures
. Primary endpoints:
— 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
in 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
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)

— AP therapy Vs. AP plus Depakote ER
— Depakote ER Vs. another AED

Source: Abbott Conducted Qualitative Research with Key Opinion Leaders, Summer 2003
Confidential October 27, 2003 Page 18



Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 21 of 117 Pageid#-27@Pbot Laboratories

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:

— MQ97-738: Depakote in Elderly Mania — Showed efficacy?, but discontinued in 1999 because of excessive
somnolence
» 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
experiences

— The adjunctive market is large: Geriatric psychiatry advisors estimate 50-70% of patients require polypharmacy
for management of aggression

— Adjunctive Depakote works: Existing data? shows that Depakote + atypical combination is effective in patients
unresponsive 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

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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Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 22 of 117 Pageid#-27-1\Pbott Laboratories

Proposed IIS LTC Clinical Study Descriptions in Elderly Agitation

. Conditions assessed:
— Agitated/Aggressive/lImpulsive 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
» hostility
» degree of cooperativeness
» excitement
. Primary endpoints:
— PANSS Excited Component
. Time period for study:
— 12 months
. 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

Source: Abbott Conducted Qualitative Research with MLs and Key Opinion Leaders, Fall 2002.

Confidential October 27, 2003 Page 20



Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16  Filed 05/07/12 Page 23 of 117 Pageid#-272\bott Laboratories

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

e Generatein 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 1IS 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
« 2007: $32.7 MM incremental sales: $19.2 MM incremental margin

Confidential October 27, 2003 Page 21



Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16  Filed 05/07/12 Page 24 of 117 Pageid#! 273 \bbott Laboratories

Targeted investments in LTC can increase sales over current LRP
projections by $120 in five years.

Growth Above Plan and LRP*

$ (000,000)
|_\
o

Years

@ Net Sales Above LRP B Incremental Investment B Incremental Margin

* 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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Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 25 of 117 Pageid#-2 74 Pbott Laboratories

Outline

 Executive Summary of LTC Strategy

e Strategic Investment Proposal Framework
 Targeted LTC Channels

e Sales Force Optimization Summary

« Summary of Financial Analysis

Confidential October 27, 2003 Page 23



Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 26 of 117 Pageid#:2 75 \Pbott Laboratories

Depakote LTC Optimization Can: Reduce Promotional
Risk

P
© : :
y ol Skilled Nursin
o Facilities
- Nursing Home

Messaging Priorities

» Agitation & Aggression

_ Skilled Nursing Mentally Retarded

- Corrections Facilities Developmentally Disabled
@)
=
M
N
E State, County and Ingtitutions\&
— nicipal Jails and Gyoup Homes
= Prisons
o]

.Agitation & Aggression Dissemination(389
2.Bipolar (13%)
3.Epilepsy (10%)

1.Bipolar (21%)

2.Agitation & Aggression
Dissemination (31%)

Messaging
Priorities

.Epilepsy (25%)

2.Agitation & Aggression
Dissemination (22%)
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Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16  Filed 05/07/12 Page 27 of 117 Pageid#-2 7@ RottLaboratories

LTC Optimization Provides Incremental Revenue

$180 ¢

2004 2005 2006 2007

B LRP Sales Forecast B Incremental Revenue B With LTC Optimization
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Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16  Filed 05/07/12 Page 28 of 117 Pageid#!-277:bbott Laboratories

Where does the growth come from?

Change in Revenues
Over 2004 Plan, 2005-2008 LRP*

$307Mm  32TMMg32.7 MM

$5.0

$9.7 MM
$1.0

Other $14.5 MM
(ALF, psych)
MRDD
Corrections
SNF

2004

2005

2006

2007

2008

*Note: The 2005-2008 LRP will be updated in December 2003.
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Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 29 of 117 Pageid#-2 7@ oot Laboratories

New LTC Clinical Data Will Drive Additional LTC Growth

2003 2004 2005 2006 2007 2008

. Total Revenue $0.0 $1.3 $2.8 $25 | $1.1

Assuming 75% probability of success: |force)
Total Cost $1.0 $0.5

Detail by strategic component:  Study description:
As monotherapy, Study Revenue
demonstrate efficacy, (Current sales $43 | $62 | $.56 $.25
superior tolerability, and IS Study 1: Depakote force)
cost-effectiveness vs. ER in MRDD $0.33 $0.25
atypicals, VPA or other Study Cost
AEDs. _ Study Revenue
demonstrate efficacy and ER in DOC force)
safety.
..................................................................................................... Study Cost L L3033 L5020
As adjunctive therapy, [IS Study 3: Study Revenue
demonstrate efficacy & Depakote ER as (Current sales $.43 | $1.09 $.99 $.44
safety in patients whose adjunctive to force)
symptoms are inadequately| atypicals in elderly
controlled by atypicals agitation Study Cost $0.33
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Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16  Filed 05/07/12 Page 30 of 117 Pageid#-2ygbbottLaboratories

Adding 24 additional representatives reaches the inflection point
between incremental investment and incremental margin

Confidential

$ (000)

Inflection Point in Investment Decision:

[Total Incremental Contribution Margin-Total Incremental Expense]=Delta

13,000
12,900
12,800
12,700
12,600
12,500
12,400
12,300
12,200
12,100
12,000

Delta

Total Incremental Margin minus
Total Incremental Expense for
2004-2008

B 16

W24

O 32
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Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16  Filed 05/07/12 Page 31 of 117 Pageid#-28@ b botLaboratories

Where does the LTC growth come from (2003-2004)?

Change in Revenues
Over 2003 Actual

Total $ 18.5 MM

Other $3.1 MM
(ALF, psych)

Corrections

MRDD

SNF

*Note: The 2005-2008 LRP will be updated in December 2003.
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Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16  Filed 05/07/12 Page 32 of 117 Pageid#-ag7bbott Laboratories

Incremental Revenue Compared to Incremental Expenses

$40,000
$30,000 -+
$20,000 - B Plus 8 Net Rev
B Plus 8 Incremental Expense
@ Plus 16 Net Rev
$10,000 n B Plus 16 Incremental Expense

B Plus 24 Net Rev
O Plus 24 Incremental Expense
B Plus 32 Net Rev
@ Plus 32 Incremental Expense

$0

($10,000) 1

($20,000) . . . . .
2004 2005 2006 2007 2008

Confidential October 27, 2003 Page 30



Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 33 of 117 Pageid#-2g2\Pbott Laboratories

Confidential

2004 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 $8,308
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 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

October 27, 2003
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Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16  Filed 05/07/12 Page 34 of 117 Pageid#-2g3\bbott Laboratories

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)

$80,000
70.000
$60,000
$50,000
$40,000
$30,000
$20,000
$10,000
$0 . .

Plus 8
Incremental
Expense
Plus 8
Incremental
Margin
Plus 16
Incremental
Expense
Plus 16
Incremental
Margin
Plus 24
Incremental
Expense
Plus 24
Incremental
Margin
Plus 32
Incremental
Expense
Plus 32
Incremental
Margin

@ 2004 W 2005 W 2006 002007 O 2008
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Case 1:12-cr-00026-SGW Document 5-16  Filed 05/07/12 Page 35 of 117 Pageid#-284bbott Laboratories

Sales Force Optimization: Target Addition of 24 LTC

Sales Representatives

Incremental Sales Margin vs. Sales Force Expansion

2500

I3
s Profit
i Targeted increase in sales Maximizing
0n = . e
§ 8 1500 Representatives Position
5 2 :
zZ 0 .
~ 9 4500 - .
=] .
2 o [
c @ n
E 8 500 - ‘
8
£ =
IS T I R A
o ° ‘ ‘
g 8 16 24 32 40 48 56 64
- Incremental LTC Sales Reps
2005 Net Revenue per Sales Rep
2.5
s 2]
o 1.5 -
s 1 B Rev enue per Sales Rep (2005)
=
& 0.5
0 A
55+0 55+8 55+16 55+24 55+32
LTC Representatives
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Case 1:12-cr-00026-SGW Document 5-16  Filed 05/07/12 Page 36 of 117 Pageid#-2gg\bbott Laboratories

Incremental Margin Improves Over All Scenarios

70+

60

504

B Incremental Sales
Force Investment
(2004-2007)

B Incremental Margin
(2004-2007) Over LRP
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Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 37 of 117 Pageid#-28@ oot Laboratories

Sales Force Optimization: Target Addition of 24 LTC
Sales Representatives

Salesforce Sizing Impact on Margin

1
~
o

T
[e2]
o

T
[
o

+ 40

+— 30

Incremental Margin (Millions $)

T 20

+ 10

== |ncremental Sales Force Investment (2004-2007) —— Incremental Margin (2004-2007) Over LRP |
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Case 1:12-cr-00026-SGW Document 5-16  Filed 05/07/12 Page 38 of 117 Pageid#-2g7bbott Laboratories

Where does the growth come from?

Change in Revenues

Over 2003 Actual

Change in Revenues

Over 2004 Plan, 2005-2008 LRP*

Total

Other
(ALF, psych)

MRDD

Corrections

SNF

$18.5 MM

$3.1 MM

$30.7 MM

$5.0

$14.5 MM

2004 2005

$32.7MM  §32.7 MM

$1.0

2006

$9.7 MM

2007 2008

*Note: The 2005-2008 LRP will be updated in December 2003.
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Case 1:12-cr-00026-SGW Document 5-16  Filed 05/07/12 Page 39 of 117 Pageid#-2ggbbott Laboratories

Sales Force Optimization: Target Addition of 24 LTC
Sales Representatives

Net Revenue Forecast
—~ 40
= 30
o W 2005
o 10 1
= 0

8 16 24 32

Additional sales Reps
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Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 40 of 117 Pageid#-2ggbott Laboratories

Three strategic LTC investments are need to ensure delivery of
$120 MM in projected new revenues over the next five years.

2007 2005 2008 2007 2008 FOATLE
LTC 2004 Buy-Up Needs
Sales Force Optimization
New Sales  $9.7MM $24.2MM $24.2MM $24.2MM $7.3MM $89.6MM
* Increase field based
resources from 55to 77  Investment $7.7MM $8.1MM $8.2MM $8.3MM $2.5MM $34.8MM
Marketing Expansion
» Add 2 additional staff
New Sal
and Increase the ew Sales  $4.8MM $5.2MM $5.7MM $5.9MM $1.3MM $23.0MM
promotional _bg(jget by Investment  $3.2MM $3.2MM $3.2MM $3.2MM $1.0MM $13.8MM
2.8 MM and initiate
corrections contracting
Clinical Data Investment
* Fund relevant NewSales  $0 $1.3MM $2.8MM $2.5MM $1.1MM $7.7MM
Corrections, MRDD and
SNF investigator Investment  $1.0MM $0.5MM $0 $0 $0 $1.5MM

initiated studies

TOTAL Sales $145MM $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 $11.5MM $3.5MM $50.1 MM
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Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 41 of 117 Pageid#-2g@ oot Laboratories

Proposed 2004 LTC Promotional Budget Allocations

Major Promotional Key Category "03 Actual 2004 Proposed
Categories Elements Spend (000’s) Spend (000's) 2004 Key Category Components*
Sales Force Reprints, Sales Aids, and $ 580 $ 700 2 LTC sales aids, 2-4 slim jim like pieces and
Support NAM War Chest increased NAM war chest funds to cover
corrections
Meetings and Conventions, Meeting $1.1 $1.7 Reduced SNF meetings, additional
Events Symposia, Advisory Board ' ' Corrections and MRDD Meetings, 2 advisory
meetings per market segment
“Key Ph ic C in the DOC: Why Branded
CME Programs $ 400 $ 1.0 is g)elztter!e}’r,n‘ﬂ‘lgff?eerz%rt]igrldlicagr?ggiitn;sychiaetric and bei/]avriirr]ale
disturbances in the mentally retarded and developmentally
delayed”, “Increased Patient Compliance with QD Dosing.”
Grants Funds for institutes/3rd Added support to advocacy organizations to
. $ 300 $ 700 ) : :
parties to support product produce patient/care giver materials relevant
research / foster general to Corrections, MRDD and SNF
company goodwill environments.
Consultant One on one meetings with $ O $ 675 4 corrections RCMs, 4 MRDD RCMS and 7
Meetings key prescribers/influencers SNF DCMs
Agency Fees PR and Advertising Fees $ O $ 20 Use external PR support to publicize new
findings
Market Focus Groups, Studies $ 225 $ 400 ATU and positioning research for new
Research strategy
Syndicated and proprietary Annual LTC physician level data, new DNA
Data Purchases data purchases $ 0 $ 300 product and list purchases for Corrections
and MRDD
TOTAL $26 $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 -
$900 A
$800 -
$700 A
$600 -
$500 A
$400 A
$300 A
$200 A
$100 A

$ MM

2004 2005 2006 2007 2008
Years
B Depakote LRP B Incremental LTC Sales

* 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. 1S DepaRote opumizing s non-tield resources? I not, what Is the

profit maximizing number of reps and what accounts should they be targeting?

1

Substantially different market definitions * LTC Pharmacy Provider
required that each sales force needed Outlets (N)
to be analyzed separately . REDACTEDpjata

= = = ==
B OEE

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.
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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 Estimated Attainable New LTC Sales
LTC Sales Over Plan/LRP
e Primary Market Research Abbott Internal Analysis
2004 2007
$4.2 MM

Other $2.3 MM _$2.8 MM

MRDD

Corrections -
I

Total Low Total High
Estimate All Estimate All $14.5 MM $32.7 MM

Factors Affecting Segment Growth Estimates

Corrections Low base, need to stem VPA growth
MRDD Small patient base ,more fragmented LTCPP coverage
SNF Higher current base , strong existing relationships
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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
(Exisung)

SNF Sector
Product Manager
(Existing)

LTC Marketing Responsibilities by Channel Increases Efficiency & Effectiveness
 Disease knowledge
» Channel operations
» Channel specific CME planning and execution
» Channel specific meetings and events planning and execution

Neuroscience Promotional Resources
Net Net
Mkt. FTEs Promo $'s Revenue Mkt. FTEs Promo $'s Revenue
Psych ‘03 9 $15 MM $350 MM Neuro ‘03 4 $10 MM $350 MM
LTC ‘03 1.5 $2.6 MM $130 MM
LTC Proposed 3.5 $5.5 MM $150 MM
Confidential October 27, 2003
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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 Optimization

 Marketing Expansion

e Clinical Investments

Confidential October 27, 2003 Page 44



Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 47 of 117 Pageid#- 2@\ oot Laboratories

LTC Market Complexities

Market Characteristics

 Patients have greater incidence
and prevalence of CNS disorders
than the general population

* Degree of unmet medical needs in
LTC increases physicians
discretionary use of Rx products

*Heavy LTC Prescribers and
influencers are usually low-decile
writes in retail

* Government regulates initiation and
continued use of Rx products in
some LTC settings

. . REDACTED REDACTED
Source: Abbott interviews, ,

Confidential

Long Term Care

October 27, 2003

Channel Characteristics

* Long Term Care Pharmacy
Providers (LTCPP) fill the majority
of LTC Rxs

* LTCPP closed-door services are
more involved and expensive
than retail services, e.g.
consultations

«LTCPP have contractual
arrangements with manufacturers

e LTCPP measurements and
metrics are much more limited
than retail.

*LTC, as a percent of all
pharmaceutical sales, has grown
from 8% to 13% in the past five
years
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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. SNF nursing staff
Patient Psych. / Med. Directar) - - Sends Rx to LTC Pharmaceutical
pharmacy provider companies

Writes prescription
\ Sell drugs to pharmacy
84% of providers (can be via

Consultant pharmacist Rx GPOs)

Ensures match between diagnosis
and therapy

Advises physicians on appropriate
therapies where necessary \

Key:
y Fills prescriptions for SNF;provides

SNF nursing staff ’
Process by which < | 121" Pharmacy services (0 SN
Administer drugs to patient

drugs reach patients Obtains reimbursement for drugs

Process by which
drugs are paid for
—

LTC Pharmacy Provider

Regulatory Body: CMS

Key mﬂut?nces on (formerly HCFA) Medicaid / Insurers
prescriptions i .
Regllj"';te Slt\:]FS, err]n‘orcmglt . Reimburse pharmacy
regulations through consultan providers for cost of drugs
pharmacists

Similarly complex process flows exist in other LTC setting segments.

Sources: Abbott Neuroscience LTC Business Review, REDACTED
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The LTC market is undergoing growth and change. Depakote LTC,
while growing, lags the rest of the market.

Marketissues

 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:
»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 —

_EEBQSTTEE 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
» Depakoteis in adead heat with other AEDs as a medication choice for addressing neurology needs in LTC
* Depakote has produced much less LTC data than its competitors

* Depakote has one of the smaller LTC sales force in the industry
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Abbot’s LTC History

Where We've Been Where We Are

e Neuroscience sales force * Neuroscience sales force

Confidential

launched in 1998 with 28 LTC
Specialists and 1 National
Account Manager (NAM)

Launched clinical trials — Elderly
Mania - in hopes of obtaining an
indication for treating aggression
and agitation in the elderly

Sales and marketing efforts
100% focused on treating
elderly patients in skilled nursing
facilities (SNFs)

Source: Abbott interviews and historical documentation of channel efforts.

October 27, 2003

currently supports 55 LTC
Specialists; 3 NAMs — last
expansion took place in 2001

e Conducting retrospective
analysis and investigator
Initiated studies to produce LTC
data

« Sales and marketing efforts
focused:

—75% SNFs
-15% MRDD
—-10% ALFs and Other
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LTC’s Past Contribution To Sales
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Depakote Gross Sales by
Channel

1200000

1000000 ///0
800000

600000

200000

O T T T T T

1997 1998 1999 2000 2001 2002

—&— Total Depakote CAGR: 15% -®— Retail CAGR: 15%
- LTC CAGR: 24% —— Other CAGR: 11%

REDA(
Source:
Confidential

Total Annual TRxs

12000

10000

8000

6000

4000

2000

Total RXs

X 3

1997 1998 1999 2000 2001 2002

—e—Total Depakote CAGR: 8.8% —#®- Retail CAGR: 7.0%
-B-LTC CAGR: 19.4% —x— Mail Order CAGR: 8.7%

™ Retail & Provider Perspectives. Abbott analysis of DDD LTC sales and LRP LTC Sales.
October 27, 2003
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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.

Depakote as Compared to Other Products Used in Select LTC Settings

Efficacy Safety Tolerability Overall Appeal
SNFs + + + +
Lack of regulation concerns
aids rating
ALFs + - + +
Prescribers lack experience
MRDD + - + +
Facilities
Prescribers lack experience
+ + + + + + +

Correctional

Facilities Cost and broad spectrum
utility aids rating

+++ = Superior rating or an attribute
+ = Average rating for an attribute
=  negative product attribute

_ . REDACTED
-- = Highly negative product attribute Source: Synthesized from

supplied primary data (QA).
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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

| | Mentally Retarded
I Skilled Nursing I Assisted Living Develo);)mentally Correctional
I Facilities (SNFs) I Facilities (ALFs) Delayed Facilities Facilities
[ | (MRDD)
Current I I . 1mm residents or 24 % * 450,000residents or 9 « 2 MM residents or 39
Population | | of all LTC Patients % of all LTC Patients % of all LTC Patients
I I - #of beds increasing «  #of beds s flat «  #of beds is moderately
| | rapidly increasing
Est. 2007 | | - . , - .
Population | : . million residents e 525,000 residents e 2.3 million residents
Current | I < Medicaid/SSI - 10% * Medicaid/SSI - 98% e Government 100%
Payor Mix f
Y : L. private pay — 88%  Private pay — 2%
I : e LTC insurance — 2%
Current I
LTCPP |
Penetration | I - 20% e 15% 40%
| 1
. I |
Prescriber I I e PCPs ¢« PCPs e PCPs
Priorities I I * Neurologists e Psychiatrists
| |
L 1
Historic Abbott Market
Definition

Sources: Abbott Primary Market Research. REDACTED NCAL Facts and Trends 2001; ALFA Overview of the Assisted Living Industry 2001; REDACTED
Abbott Neuroscience Population estimates have been rounded. Business Review, National Center for Health Statistics, Health United States 2001 .
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Current LTC secondary data sources limit the ability to understand
future sales activity and segment contributions.

Currently Available Current Data Limitations

Secondary LTC Data Elements

Rx: NPA Provider * National accounting of Rxs for total » Lacks Rx by Sector

Perspective ( —Buy Sub Cat N1 — Nursing Home « Lacks Rx by Diagnosis

n) Pharmacy Providers * Projects for REDACTED (which Abbott buys indecently)

DDD $(REDACTED Sell Out) » Depakote $ for total N1s Nursing * Lacks Depakote $ by Sector - can not tie outlet dollars
Home Pharmacy Providers to facilities

» Depakote $'s by Outlet for total LTC * Lack Depakote $ by Diagnosis
- Does not include REPACTED g
« Can not tie Prescriber relationships to N1 outlets

« Can not define dollars by competitor (DDD groups
competitors)

Unavailable But Useful Secondary LTC Data

» Lists of MRDD facilities and the dollar volumes they carry

» Complete lists of correctional facilities and the dollar volumes they carry

* 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

* Any way to factor data by diagnosis

» Share of voice metric in LTC
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Abbott had to conduct primary market research to size the market’s
potential.

Current LTC Data Limitations

o Actual REDACTED 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.

« Numerous REPACTED 5ccounts 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.

The only way to precisely understand where today’s Depakote LTC DDD dollar
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.

Note: Market research sample and methodology details are found in the appendix.
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LTC Primary Market Research May 2003: Design and

Objectives
Physician Sample Study Objectives
# of Physicians Completing « What is the size of the LTC
Study by Facility Type market?
Total Completed 248

What is the prevalence of

Correctional Facility 49 Depakote’s use in different LTC
PCP 4 facilities across select
Psxchiatrist 45 neuroscience conditions?
MRDD 48 « How is the Depakote brand
PCP 44 currently being used in select LTC
Neurologlst 24 environments to treat select
Assisted Living Facility 65 neuroscience related conditions?
PCP 65 « What can Abbott do to increase

Skilled Nursin Facility 66 its usage?
PCP 66

¢ 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 Advantages Value to Abbott
Business
»

Skilled Nursing

Assisted Living

MRDD

Corrections

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 Average Weighted Average Medicaid and
Number of X Daily WAC Length Of _  Pharmacy
Patients on Dose in Per MG Therapy Provider
Each Brand MGs In Days Rebates
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Total Universe of
Residents/Inmates

5 MM
| |
| | | |
Residents Residents Residents Inmates in
in SNF in ALF in MRDD Cor Fac
1.5 MM 1.3 MM 470,000 2 MM
28% 24% 9% 39%

Bipolar Disorder

Bipolar Disorder Bipolar Disorder

13% 15% 14%
3]
—;% || AAlw/Dementia AAIl w/ Dementia AAIl w/ Dementia
=S 26% 22% 19%
B
£ 2|| AAI w/out Dementia | AAl w/out Dementia AAIl w/out Dementia
.‘Ié 12% 12% 13%
Psychosis Psychosis Psychosis
14% 12% 10%
Epilepsy Epilepsy Epilepsy
10% 11% 25%
Sources: REDACTED

of condition data sourced from physician reported,

Confidential

Bipolar Disorder
21%

AAl w/ Dementia
7%

| AAI w/out Dementia

24%

Psychosis
13%

Epilepsy
7%

, State of the States in Developmental Disabilities Report and Bureau of Justice Statistics. Prevalence

N supplied primary data (QA).
October 27, 2003
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Additional Prevalence Proof for Neuroscience Conditions in the
LTC Marketplace

SNF ALF MRDD CORR
2ndary REDACTED | ary REDACTED ™| ary REDACTED |5 - ary REDACTED
Res Res Res Res
Bipolar 10%(1) |13% 15% 17% 20% (6) | 21%
AAI 26% 22% 15% 7%
W/Dementia
AAI W/O 12% 12% 17% 24%
Dementia
Psychosis 6% to |14% 12% 14% 10% (7) | 13%
10% (2) &(8)
Epilepsy 6% (3) |10% 11% 14% to | 25% 7%
8% to 24% (5)
15% 45% to
(4) 67% (5)
Confidential October 27, 2003
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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’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
Nursing 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
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.

7 600,000 to 1 million people i%ql%d 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. REDACTED geyere Mental lliness in Prisoners.
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Depakote’'s RX Share Summary By Condition

— Res'deg)t(,sd'“ SNF Residents in ALF Rx'd [~ Residents in MRDDRx'd —| Inmates in Cor Fac Rx'd |
(77% of ALF (76% of MRDD (73% of Cor. Fac.
(81% of SNF . -
: Residents) Residents) Inmates)
Residents)

Bipolar Disorder Bipolar Disorder Bipolar Disorder Bipolar Disorder

10% 9% 12% 13%

AAIl w/ Dementia AAIl w/ Dementia AAl w/ Dementia AAIl w/ Dementia

7.% 5.% 5% 11%

AAIl w/out Dementia AAIl w/out Dementia AAIl w/out Dementia AAIl w/out Dementia

6% 5% 6% 15%
Psychosis Psychosis Psychosis Psychosis
6% 5% 6% 7%
= Epilepsy - Epilepsy Epilepsy = Epilepsy
12% 13% 18% 18%

Total Depakote Patients
Overall Share
8%

Total Depakote Patients
Overall Share
7%

Total Depakote Patients
Overall Share
9%

Total Depakote Patients
Overall Share
13%

REDACTED

Sources: Facility population counts provided by Abbott. Prevalence of condition data sourced from physician reported, supplied primary data (QA).
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Depakote Average Daily Dose (in mg) Summary

Patients in SNF

Patients in ALF

Bipolar Disorder

Depakote DR = 750
Depakote ER = 700

Bipolar Disorder

Depakote DR = 875
Depakote ER = 775

AAIl w/ Dementia

Depakote DR = 615
Depakote ER = 600

AAIl w/ Dementia

Depakote DR = 685
Depakote ER = 650

AAIl w/out Dementia

Depakote DR = 600
Depakote ER = 650

AAIl w/out Dementia

Depakote DR =7
Depakote ER = 758

Psychosis

Depakote DR = 850
Depakote ER = 850

Psychosis

Depakote DR = 683
Depakote ER = 754

Epilepsy

Depakote DR = 825
Depakote ER = 800

Epilepsy

Depakote DR = 656
Depakote ER = 796

Confidential

Sources: Facility population counts provided by Abbott. Prevalence of condition data sourced from

Patients in MRDD

Bipolar Disorder

Depakote DR = 728
Depakote ER = 762

AAIl w/ Dementia

Depakote DR = 626
Depakote ER = 632

AAl w/out Dementia

Depakote DR = 617
Depakote ER = 595

Psychosis

Depakote DR = 509
Depakote ER =561

Epilepsy

Depakote DR = 1,002
Depakote ER = 976

REDACTED

October 27, 2003

Patients in Cor Fac

Bipolar Disorder

Depakote DR = 1448
Depakote ER = 1430

AAl w/ Dementia

Depakote DR = 829
Depakote ER = 704

AAl w/out Dementia

Depakote DR = 1368
Depakote ER = 1235

Psychosis

Depakote DR = 1136
Depakote ER = 1050

Epilepsy

Depakote DR = 1542
Depakote ER = 1594

primary data (QA).
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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

Bipolar Disorder

Depakote DR =144
Depakote ER = 250

AAIl w/ Dementia

Depakote DR =196
Depakote ER = 204

AAl w/ Dementia

Depakote DR = 137
Depakote ER =175

AAIl w/out Dementia

Depakote DR = 181
Depakote ER = 175

AAIl w/out Dementia

Depakote DR = 150
Depakote ER =192

Psychosis

Depakote DR = 229
Depakote ER = 231

Psychosis

Depakote DR = 139
Depakote ER = 136

Epilepsy

Depakote DR = 304
Depakote ER = 290

Epilepsy

Depakote DR = 236
Depakote ER = 281

Source: Length of Therapy data sourced from

Confidential

REDACTED

primary data (Q7/9).

Bipolar Disorder

Depakote DR = 201
Depakote ER = 224

AAl w/ Dementia

Depakote DR = 188
Depakote ER = 211

AAIl w/out Dementia

Depakote DR = 143
Depakote ER = 176

Psychosis

Depakote DR = 205
Depakote ER = 199

Epilepsy

Depakote DR = 247
Depakote ER =279

October 27, 2003

Bipolar Disorder

Depakote DR = 315
Depakote ER = 279

AAIl w/ Dementia

Depakote DR = 281
Depakote ER = 170

AAIl w/out Dementia

Depakote DR = 254
Depakote ER = 222

Psychosis

Depakote DR = 259
Depakote ER =208

Epilepsy

Depakote DR = 326
Depakote ER = 301
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Primary research suggested that potential Depakote LTC net sales
could be $55-$85MM above current net sales.

SNFs ALFs MRDD Corrections TOTAL
% of Population in
Each Setting

39% 100%

% of Depakote $'s Coming From...

AAIl Without
Dementia

3%

4%
7%

8%

AAIl W/ Dementia

Psychosis
Epilepsy

Bipolar Disorder

Total Market Value of $460 $275 $150 $960 $2
Setting MM MM MM MM B
Total Net Potential $30 $18 $15 $120M $185
Market Value for MM MM MM M MM
Depakote

Current Net* LTC $130- 100
Depakote Sales Sources; FEACTE? supplied primary data (QA). Presented results have been rounded from final N findings. * MM

Confidential Depakote LTC Net sales are estimated as Med|6%|% [)%l?azt?,sflf&,mt precisely allocated back to the channel. Page 63
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LTC is seeking to optimize corrections, SNF and MRDD sales and

marketing efforts through 2008.

LTC Segment Evaluation Grid

A 4

Cost advantages over
antipsychotics

Source: Abbott marketing analysis.

Confidential
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LTC Market Financial Promotional LTCPP’s Ability [Competitive Overall
Segment Potential Alignment to Impact Advantages Segment Value
Business to Abbott
Skilled Nursing [Moderate |Moderate High Moderate
$25-30 MM 54% PI aligned Antipsychotic
annually regulations give slight
advantage
Assisted Living |Moderate |Moderate Low Low
$15-40 MM 66% Pl aligned Antipshycotics and
annually cholinestrate
inhibitors dominate
Low High Moderate High Moderate
MRDD . . . High strategic fit with
$15-20 MM 86% Pl aligned Antlpsychotn_: Bipolar and Epilepsy.
annually regulations give
advantage
Corrections High Moderate Moderate High
$120-135 MM [60% PI aligned
annually
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LTC Strategy Execution Drivers

Corrections MRDD SNFs
Depakote Eligible Patient |Y% or X MM inmates have |[Y% or X MM residents Y% or X MM residents
Population conditions that could be |have conditions that have conditions that
treated with Depakote could be treated with could be treated with
Depakote Depakote
# of Institutions 8,400 state, county and 7,100 large and small 18,000 Nursing Homes
city jails and prison facilities 1.9 Million Beds
Depakote $'s per patient, |$870 a year $485 a year $405 a year
per year*
LTCPP Coverage Three national MCOs and |National LTCPP Four national LTCPP
their LTCPPs provide consolidation is in its provide drugs to 35% of
drugs to 30% of the infancy all SNF beds
market
»
Depakote Messages 1. Bipolar 1. Epilepsy 1. Agitation &
2. Agitation & 2. Agitation & Aggression
Aggression Aggression 2. Bipolar
3. Epilepsey
»
Promotional Mix (In order |1. CME 1. Sales rep coverage 1. NAM/RAM coverage
of importance) 2. RAM coverage 2. CME 2. Sales rep coverage
3. Contracting 3. CME
L »
Source: FEATER 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
Marketing Personnel
Marketing Budget

Contracting Expansion

Internal Support Needs

Clinical Data Expansion
Geriatric IIS
Corrections IS
MRDD IIS
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Competitive Field Sales Force Landscape

LIC ISKS

REDACTED | o repe.an T

‘Hospital’ reps are ‘Hospital
and Long-Term Care’ Reps
and report through the same
structure as the CNS reps.

R E DACTE D 188 FTEs* Office/Institution:
Elder Care: 58 DMs, 580 Reps.
4 Regional Directors, 16 Institutional account

28 DMs, 280 Reps managers, 10 strategic
Long Term Care: account managers reporting

3 Regional Directors, through public sector &
22 managers institutional business

Director.

176 FTEs* 13 District Managers,
R E DACTE D 21 District Managers, 118 ISRs

263 LTC Reps

7 DMs, 55 LTC Sales 9 ISR District Managers, 79
E Representatives ISRs

* 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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Abbott’s Unique LTC Sales Focus

rargers snown are maividuals - not accounts or Insutatons

55LTC Reps
Account Management Sales 300 NSR/PSR Reps
flowing through LTCPP, Office based specialist
including PCPs, Geri Psychs, LTC sales focused on
Consultant Pharmacists and NSR/PSR psyhciatrists and
Nurses 2.375 00 neurologists
3,407 Targets 22,777 Targets
16,172 | ’
267
79 ISR Reps 6
Institutional sales flowing
through GPOs or IMS non
nursing home providers ISR
9,697 Targets 5.098 Note: Collaboration

between SR and ISR reps
is motivated by SR
incentive plan: SRs are
Zip aligned and are

Breakdown of Institutions
Hospital or Affiliated 78%
Clinic/Pharmacy

Psych/MH Centeror 7% 4267 responsible for all Kg sales
Affiliated Pharmacy 26 in their territories, and so
. must work closely with
0
Correctios| 4% \ ISRs to maximize new
MRDD 2% starts in institutions that
generate spillover.

LTC Facility or LTCPP 2%

Note: ISRs alone are
Other 9% responsible for Depacon
sales
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Depakote LTC generates more days of therapy per rep than any major
competitors.

Sales Representative Resourcing vs. Days of Therapy Output
200 1,000
916 >
Q180 + +900 8
= S
lj; 160 + 678 + 800 L
2 140 T 1700
i @)
5 120 T + 600 K
S 100 + +500 >
S 389 =)
o 80 + 400 o
<
% c0 | \ 267 237 1 300 t
) o
= 40 + + 200 n
£ 9
€ 20+ +100 A
o ©
5 0 : : : : 0 =
- Depakote / ER Depakote / ER Seroquel Zyprexa Risperdal E
2004 Proposed <
(Abbott) (Abbott) ( R EDACTED ) (REDACTE[)) (REDACTED)
Sales/FTE: $2.38MM $1.76 MM $1.98MM $2.87MM $1.84MM
C—ILTC FTEs =& Therapy Days/FTE

Sources: REDACTED  REPACTED -\ rmercial 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

Target Physicians’ Perceived Frequency of Rep Visits

% of Physicians Reporting Each Frequency Key Supporting Points

100%

2505 2% 18% 15% * 16% of Abbott LTC targets
80% surveyed indicated that Abbott
0% reps could be more valuable by
50% 439% 40% visiting more frequently
- * One in five Abbott LTC targets
40%

are satisfied with Abbott reps

* One in ten Abbott LTC targets
can’'t remember the last time they
saw an Abbott rep

20% -

0% -

Abbott REDACTED e e

B >2x/Mo B 2x/Mo O Monthly O Quarterly

*Denotes statistical sianificance relative to Abbott, p<=0.05
Source: REDACTED ABT Custom Study, May 2003
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Recent History of LTC Sales Force Sizing Analyses and
Recommendations

. April 2001;: REDACTED recommends increasing LTC sales force from
54 representatives to 98 representatives

REDACTED

 March 2002: explores the concept of blending the ISR and LTC sales
forces

REDACTED

. October 2002; REPACTED yayises RED%QTaEI[\)/sis, keeping LTC sales force
separate from ISR sales force. recommends expanding the LTC
sales force to 80 representatives

REDACTED

o 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 and
number of reps need to address the most profitable targets.
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LTC Market:
Sales Analysis
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Overview

e 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:

» 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 segments

— Note that, as with the original analysis, the optimal frequency for REDACTED
outlets was capped at 2 times their historical LTC call level.

» This is due to the historical frequency being significantly below the Non-
REDACTED qtlets and that both REPACTED 5nq Non-REPACTED qytiets were
used to derive the response curve.
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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.

$25,000
$19,561
. $20,000
)
c
2
— $15,000
=3
¥ $9,780
& $10,000
Is)
- $5,000
’ $2,688
$0 . .
Total Sales Gain Sales Gain Next 12 Detailing Cost
Months
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Outlets Added: Add 16 Incremental LTC Reps

The added targets would be selected from the Current LTC Non-Targets.

120

100

100

80
68

60

40 30 ”

Number of Outlets

20

VH /M VH/L H/H H/M H/L
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.

$30,000

$24,209

$25,000

$20,000

$15,000
$12,104

$10,000

Dollars (Millions)

$5,000 $3,984

$0 . .
Total Sales Gain Sales Gain Next 12 Detailing Cost
Months
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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 REDACTED o tlets.

120
105
100 .

100
wn
—
£
=\
@)
Y
S 60
D 48
g N
=) 40 30 8 ”7
Z i 21 5

20 A 17

1 H 4
0 T = T T T T T T [ ] T T
VH/M VH/L H/H H/M H/L VH/M VH/L VH/H VH/M VH/L
Current LTC Non-Targets Current LTC Targets REDACTED
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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.

$35,000

$30,000 528,607

$25,000

$20,000
$14,303

i d
H
o1
()
o
o

$10,000

Dollars (Millions)

$5,376

$5,000

$0 . .
Total Sales Gain Sales Gain Next 12 Detailing Cost
Months
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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 REDACTED o tlets.

120 112
105 ]
100 0

100
wn
)
2
s 80
@)
Y
S 60
3 @

40
£ 40—
pa 28 27 25
20 A
1 4
O T T — T T T T T T T T |_| T T
WH/M WH/L H/H H/M H/L M/M VH/M VH/L WVH/H VH/M VH/L
Current LTC Non-Targets Current LTC REDACTED
Targets
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Proposed LTC Account Manager Optimization

National Clinical Director

National VP of Clinical & Operations

National Level

National VP of Purchasing
National VP of IT

National Account Managers

Regional VPs
Regional Clinical Directors Regional Level

Regional Consultant Coordinators

Local Consultant Coordinators

DMs/Reps

Consultant Pharmacists

Local Level

Dispensing Pharmacists

Patient LTCPP or MCO
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Example of Western Area (AZ, CA, OR, WA) LTC RAM
Responsibilities

National Pharmacy Accounts Nursing Home Chains

- REDACTED Regional Office . .
2 REDACTED Regional Clinical Reg'ona'(gg;\'- REDACTED

Coordinators _ _
- REDACTED Regional Clinical Director * Regional Director -

. REDACTED Regional VP (WA)
- REDACTED consultant Coordinators (4)
. REDACTED Rogional Pharmacy Manager

REDACTED

Department of Corrections

(CA) « CADOC System
- REDACTED pivisional Sr. Consultant
(CA) Developmental Disability Nurse

Association Chapters
Independent Pharmacy Accounts * CAand WA DDNA Chapters

. REDACTED pharmacy (van Nuys, CA)  Other
. REDACTED pharmacy (San Diego, CA) ., REDACTED (In-patient psych —

. ORI;QEDACTED Pharmacy (Portland,  REDACTED supplies drug)
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Required LTC Representative Skill Set

Account Management Skills
— Account Planning Abilities
— Influence Mapping Expertise
— Needs Identification Skills
— Program Design and Delivery Skills
* Personal Promotion Skills
— Integrity selling skills
— Objection handling abilities for both specialists and generalists
 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
* Product Understanding
— Bipolar Expertise (acute and maintenance)
— Epilepsy Expertise
— Agitation and Aggression Expertise
— Co morbid ConditionEexpertise

Confidential October 27, 2003 Page 82



Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 85 of 117 Pageid#:534 oot Laboratories

LTC New Hire & Existing Filed Sales Representative ‘04 Training
Plan

New Hire ISTC Post-ISTC
Hire for Jan 1, 2004 start date Full Depakote certification RFT training
>
Pre-ISTC assignments: Epilepsy, New SNF Training* LTC Mentor program (30, 90
Migraine, Bipolar, MR/DD, DOC and 120 days)
and SNF modules
|
New DOC Training* Integrity Selling Follow-up
teleconferences
>
New MR/DD Training* Field-Based Preceptorships
R 4

Account-Based Selling

Advanced Account-Based
Selling*

Integrity Selling

A 4

ISTC —Based LTC
Preceptiorship

\ /

*Includes existing reps
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Required LTC Field Sales Support: Data

Data Set Vendors Business Uses Annual Cost*

REDACTED

LTC Exponent » Provide prescriber level data for a portion of the LTC $150,000
market

* Refine targeting

* Refine Q & | requirements for LTC sales organization

REDACTED

DNA MD View » Provide prescriber level data for a portion of the LTC $100,000
(Flat File) market (largely REDACTED)

* Refine targeting

* Refine Q & | requirements for LTC sales organization
Pharmacist, Various * Provide facility identification data $ 50,000
ﬁinS?SFaCi"ty * Provide organizational affiliations for key prescriber

and influencers

» Assist with direct marketing needs and event
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

How Valuable are Samples/Vouchers to You and Your Patients?
(% of Physicians mentioning valuable or very valuable unaided)

94% 93% 98%

75%

Samples
)

49% 47% m Vouchers

% agreeing LTC Neurology Psychiatry

Abbott provides > 59% 78% 2504
sufficient samples
Source: REDACTED REDACTED ABT custom Study, May 2003

*Based 2004 LTC per rep request on:
—Abbott’'s 2003 SR and ISR experience
—Competitive information
= Assumed that required vouchers will be funded through Depakote common funds.
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LTC Optimization Supports

Sales Force Optimization
Representative Increase
Management Increases

Key Supports

Clinical Data Expansion
Corrections IS
MRDD IIS
Agitation, Aggression IIS
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LTC marketing has developed setting and disease state positioning to
ensure fulfillment of LTC’s new strategy.

Correctional Mentally Retarded Skilled Nursing

Facilities Developmentally Delayed Facilities (SNFs)
Facilities (MRDD)

* Hold corrections only RCMs * Hold MRDD only RCMs
* Tailor Stahl programming and DLNs » Enhance and expand MRDD Penry
to corrections programming
* Attend key corrections meetings » Deliver case-based special populations

» Contract with corrections MCOs SIS Ul IS Bl NI,

Universal Institutional Positioning

* 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
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Proposed 2004 LTC Promotional Budget Allocations

Major Promotional Key Category "03 Actual 2004 Proposed
Categories Elements Spend (000’s) Spend (000's) 2004 Key Category Components*
Sales Force Reprints, Sales Aids, and $ 580 $ 700 2 LTC sales aids, 2-4 slim jim like pieces and
Support NAM War Chest increased NAM war chest funds to cover
corrections
Meetings and Conventions, Meeting $1.1 $1.7 Reduced SNF meetings, additional
Events Symposia, Advisory Board ' ' Corrections and MRDD Meetings, 2 advisory
meetings per market segment
“Key Ph ic C in the DOC: Why Branded
CME Programs $ 400 $ 1.0 is g)elztter!e}’r,n‘ﬂ‘lgff?eerz%rt]igrldlicagr?ggiitn;sychiaetric and bei/]avriirr]ale
disturbances in the mentally retarded and developmentally
delayed”, “Increased Patient Compliance with QD Dosing.”
Grants Funds for institutes/3rd Added support to advocacy organizations to
. $ 300 $ 700 ) : :
parties to support product produce patient/care giver materials relevant
research / foster general to Corrections, MRDD and SNF
company goodwill environments.
Consultant One on one meetings with $ O $ 675 4 corrections RCMs, 4 MRDD RCMS and 7
Meetings key prescribers/influencers SNF DCMs
Agency Fees PR and Advertising Fees $ O $ 20 Use external PR support to publicize new
findings
Market Focus Groups, Studies $ 225 $ 400 ATU and positioning research for new
Research strategy
Syndicated and proprietary Annual LTC physician level data, new DNA
Data Purchases data purchases $ 0 $ 300 product and list purchases for Corrections
and MRDD
TOTAL $26 $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.

2004 Content Development Tactics for Corrections

REDACTED REDACTED

Materials (with or without an  association such as National Committee on Correctional Healthcare and separately with the major MCOs ,
association tie in)

Care giver/Patient Education  Recognition and Appropriate Treatment of Bipolar Disorder/Behavioral Disorders in the Correctional Setting - tg be done with National DOC

Understanding Bipolar Disorder and How if Affects You
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 Setting
Message/Sales Aid Testing
Message Recall Study
ATU

Investigator Initiated . . . . . . . I
9 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

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).

Advisory Board
Meetings

Lummpuu MTOOUIT Tacties 101 currectons

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. ltis 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.)

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
Presence

5-6 “National” meetings, booth size medium if Depakote only; Large if coordinated with HIV

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)

Reprints

8-10 dissemination quality reprints

Data Needs

List of MHC/Pharmacy providers servicing DOC: National and Regional

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

Note: Promotional items would BePBEeina REAIMPRSEHSAViIde activities. Pharmacy counting trays and formulary items would be the only unique LTC

adrtifidestial
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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”

“The role of extended release medications in the treatment of the MRDD patient”
Some content development in association with DDRCs (Developmental Disability Research Centers)?

Direct Marketing
Programs

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

Market 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

“The use of divalproex in reducing frequency and severity of agitated / aggressive / impulsive behaviors in MRDD patients with or without
seizures.”

Training Needs

Confidential

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)

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 2 annual advisory board meetings
National Meeting American Association on Mental Retardation (AAMR) Annual Meeting June 1-4, 2004 (Philadelphia, PA): “Enhancing Quality of Life for the
Symposia Mentally Retarded and Developmentally Disabled”

Developmental Disabilities Nurses Association (DDNA) annual meeting April 24-26, 2004 (Charlotte, NC): “Identifying Seizures in the
Developmentally Disabled”

Meeting Booth Presence 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 4 Regional Consulting Meetings, 20-25 attendees each
Consulting Meetings

Sales Aid 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 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

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

“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 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

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

“The use of divalproex as adjunctive treatment in reducing frequency and severity of agitated / aggressive / impulsive behaviors in
elderly patients with dementia.”

Training Needs

Confidential

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 2 annual advisory board meetings

National Meeting AMDA: March 4-7, Phoenix AZ. “Making the Desert Bloom: Creating Excellence in LTC Medicine”
Symposia 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

Meeting Booth Presence Large: AMDA
Large: ASCP
Large: AAGP
Large: US Geri Congress
Medium: NADONA or GNP

Regional/District 7-14 District Consulting Meetings, 20-25 attendees each
Consulting Meetings

Sales Aid 2 molecule sales aids per year with relevant slim jims, dosing cards and flash cards
Reprints 6-8 dissemination quality reprints
Journal Ads American Journal of Geriatric Psychiatry

More mainstream journals as well: J Clin Psych, e.g.

Data Needs Prescriber-level data for all 50 states

Facility utilization data for account-based targeting

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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Competitor’s Current Contracting Includes Corrections and SNF
focused LTCPP’s.

SNF ALF MRDD CORR Total Contracts: 7
Total Mkt $ $460 $275 $150 $960
% Served by 100% 20%  15% 40% 53%
Large or
Medium Sized
LTCPPs:
0, 0,
11% | [11% 10
“LTC” Mkt $'s
Controlled by
Large or
Medium Sized $460 $55 $23 $384 Segments Contracted for Zyprexa (est)
LTCPPs Total Contracts (est): 12
% Medicaid (est.) 65-80% 20% 50-65% 0%
57%
29%
Source: Abbott analysis. 11% | 5%
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Contracting with dominant LTC pharmacy providers has been an
effective tool for competing in the LTC market.

REDACTED REDACTED

Zyprexa ( ) & Risperdal ( ) Depakote
Contract Driver: Maintaining market share Contract Driver: Net kilogram growth
. T"®sand s contracts with LTC pharmacy - Abbott contracts with LTC pharmacy providers
providers give rebates for maintaining market give rebates for growing kilogram sales
share for Risperdal and Zyprexa within the — Abbott’s current contractees provide pharmacy

) i f t 54% of SNF
atyplcal market basket services for about 54% of S beds

 These contracts do not place Depakote in direct » Contracts also oblige pharmacy providers to
competition with atypicals participate in Abbott’s pull-through programs
— Medical education on appropriate use of Depakote

. These contracts are moderately easy to fulfill * Contract structure was altered this year to make
: . : contracts more competitive
— Many providers earned several million dollars in i .
rebates last year — Earlier contracts required 10% kg growth for 2% rebate
, ) REDACTED , and were so difficult to fulfill that LTCPPs did not bother
— Abbott’s review of the 2002 data which we trying

purchase suggests that: — Competitive contracts required as a loss-avoidance

» Risperdal received $4 million in rebates on mechanism:
nearly $40 million in sales to REDACTED ~ eg." " (now owned by REPACTED) instituted a therapeutic
» Zyprexa received $3 million in rebates on $60 interchange program replacing Depakote with generic

FPTEAS valproic acid, losing Abbott 24% of its Depakote business;
million in sales to REDACTED competitive contracts necessary to avoid a repeat
occurrence
— Under new contract terms, most contractees have
driven double-digit kilogram growth in 2002 vs. 2001
and are driving ER conversion
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Select Contracting Will Further Solidify Influence in LTC

Care LTCPP Orgs | Recom- Rationale
Setting| Type (Beds)| mendation o i
Skilled Very Large 5 Continue  Large numbers of beds tightly | ¢ Moderate $$ opportunity/bed
Nursing National or (0.81MM)| contracting controlled by few organizations
Facilities | Regional LTCPPs « Demonstrated performance on

Abbott contracts
* High strategic fit
* High barriers to exit

Mid-Sized 6 Do not « Have consultant pharmacists / | « Moderate $$ opportunity/bed

Independent (42 K) | contract processes through which to « Moderate number of beds

Phar_macy control drug usage * Moderate to low probability of

Providers » Contracting experience with profitability

atypicals - Likely acquisition candidates

Corrections| Large LTCPP or 3 Initiate » Large numbers of beds tightly | ¢ Conversion to VPA already

MCOs focused (0.6 MM)| contracting controlled by few organizations| underway

on corrections « High $ opportunity/bed

 High probability of profitability
* High strategic fit
» Synergies with HIV franchise

* No Medicaid
MRDD Very Large 5 Continue * Same as above
National or (50 K) | contracting « High $ Opportunity/bed
ReGIONal LTCPPS | oo
Independent PPs 5 Do not  High opportunity per bed * Few beds / fragmented
focusing on (12K) | contract « No consultants / poor control
MRDD

Confidential Source: Abbott marketing analysis. October 27, 2003 Page 97



Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 100 of 117 Pageid#:=>544pPott Laboratories

Incremental sales exceed rebates paid under current
Depakote LTC contracts...

Adj Sales |Incremental | Contract Adj Sales | Incremental Contract
Growth Sales Rebates Growth Sales Rebates
1Q01-1Q02 4Q01-4Q02
REDACTED 12.8% | $955,192 | $394,185 || 17.5% | $1,401,927 | $508,544
REDACTED 18.8% $521,444 | $216,023 16.9% $545,656 | $204,674
REDACTED | 15.3% $420,345 | $172,933 13.6% $422,192 | $151,477
FHEDHEUIED 35.1% $245,342 | $98,121 25.1% $217,765 $82,139
REDACTED -6.0% ($50,266) $0 6.8% $53,987 $0
REDACTED 28.3% $143,853 | $58,093 27.7% $180,164 $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
In 4Q02, Abbott paid an average of $0.36 for each incremental sales dollar

Based on Pricing Department Figures

Confidential
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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

Confidential

Example: Skilled Nursing and Assisted Living (Blended)

“Test Group”
Subset of current contractees

Organization Beds
REDACTED 198,000
REDACTED _ REDACTED 24’000
REDACTED _REDACTED 9,100

Source: REDACTED and REDACTED ihternal records.

“Control Group”
Subset of potential contractees

Organization Beds

REDACTED 7,000
REDACTED 4,200
REDACTED 12,600
REDACTED 1,350

Source: Providers through third-party (REDACTED survey.
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Incremental Value of Contracting: Analysis

Historical: New Contract:

Adjusted Sales Growth per Bed Sales Growth vs. Profitability*
13% 3.0%
o 2.0% /
T 1.0%
-
.,z_, 0.0% T T T T
% 0% [/
< -2.0% //.
D -3.0% P
4% %4.0% ——
.E =
No data o
-6.0%
avallable
01-02 5% 7% 9% 11% 13%
Contracted Non-Contracted Adjusted Sales Growth
|l 1Q01-1Q02 m 1Q02—1Q03| |—l— Base Case is No Growth —@— Base Case is 4% growthl

» 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 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.

* Assumes that contract drives ER% from 12.5% to 20% (benchmark: REDACTED 18.5%) and that Medicaid % of business = 60%
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Incremental Value of Contracting: Comment

MRDD and Corrections Focused Pharmacies

» Data are limited for both “test” and “control” groups for MRDD facilities and correctional facilities.
However, assessments may still be made:

« MRDD-Focused Pharmacies:

. REDACTED (just 421 beds), focusing on MRDD:
- Kg 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.

* 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
these markets.
- Taken together, REDACTED REDACTED, REDACTED ( REDACTED )andREDACTED showed flat
Depakote sales (not price adjusted)
- Limited data on selected smaller non-contractees suggest that Depakote use is
declining in their correctional facilities.
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Department of Corrections Contracting Makes Sound Economic
Sense for Abbott

Cormrections Comntractmyg mitatiom Ratoal

* DOC lives are valuable to Abbott
— Dollar value per inmate treated is 2x that of treated SNF residents
— No Medicaid = high level of profitability
— Great potential for ER penetration due to med pass reduction

e Current DOC business is at risk

— 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 tactic

— Contracting with 3 managed care organizations captures over 30% of 2.1 million (est.) DOC lives

( REDACTED , REDACTED , REDACTED )

— HIV is already pursuing contracts with these same three MCOs

— No 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

— Contracting can be further supported by psychotropic appropriate use programming similar to what is
currently being done in the state of Massachusetts
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Corrections: Expected Case with Contracting

A COTTtTaCt T CoTToTattoTT Wit arm A progranT wittormarooTd
Depakote declines in these three key accounts.

Depakote Net Sales _ ‘Rationale / Assumptions
$3.00 e e RESCTED * Interviews indicate interest in reducing use of
O Base Case B [m] [m] . . .

$2.50 expensive atypicals, particularly Zyprexa
g « Combining education with contract rebates will make it
g $200 more palatable to switch to Depakote and Depakote
8 4150 | ER, rather than VPA
3 » Switching from Zyprexa to Depakote ER where
g $1.00 1 appropriate could save accounts approximately $7 per

$0.50 - patient per day, estimated to be over $5 million

between these three accounts.
$0.00 ' ' ' ' ! » Recent examples of effective two-pronged strategies:
2003 2004 2005 2006 2007 2008 Em— _ _
. of Kansas City: Overall AIF Rxs declined 10%,
D Kote Net M _ while Biaxin market share and volume increased.
$3.00 epaxote Ne arglnm . REDACTED" Appleton, WI: Biaxin share grew from
OBase Case W' O OREPACTED 3.8% prior to program launch (4Q97) to 9.3% at the
__ %250 end of the year of launch and 15.2% one year later.
% Volume more than doubled during this time.
& %200 REDACTED .
2 . S generic valproate product may dampen the
g ¥150 7 effects of a contract, but will not preclude growth (as in
2 $100 A Cenestin / Premarin case, discussed on p.11)
? $0.50 1 » Assumes purchasers for the DOC will continue to pay
' WAC for Depakote and Depakote ER
$0.00 ' ' ' ' ! « Assumes Medicaid will not become a factor in the
2003 2004 2005 2006 2007 2008 . .
DOC market in the forecast period
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Contracting in the DOC NPV is $3.2 MM through 2008

$5.0

$4.5
~ $4.0
$3.5
$3.0
$2.5
$2.0
$1.5
$1.0
$0.5
$0.0

Incremental NPV ($M

Relative to Base Case

$4.3

$3.5

Low

Moderate

High
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LTC Optimization Resource Needs

o Marketing Expansion
Sales Force Optimization
_ Marketing Personnel
Representative Increase _
Marketing Budget
Management Increases _ _
Contracting Expansion
Key Supports
Internal Support Needs
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In SNFs alone, atypicals have much more clinical data than Depakote
— especially open label and retrospective studies.

Published dementia studies since 1996 Details of controlled studies:

| Risperdal studies
— n=625 & n=344 vs. placebo; n=58 vs. Haldol

— Endpoints: psychiatric and behavioral symptoms;
extrapyramidal side-effects

Zyprexa studies
O Controlled _ — n=137 & n=206 vs. placebo
0 Open-label or retrospective — Endpoints: symptoms of agitation and psychosis

Seroquel study

Risperdal | 3 | 12

Zyprexa | 2 | 7

Seroquel |1

Depakote | 2

0 5 10 15 20 — n=378 vs. placebo and Haldol
Number of studies — Endpoints: symptoms of agitation and psychosis;
tolerability

» This includes all studies for which abstracts are
available on Medline or selected databases, except
studies of single cases

Depakote studies

— n=172 vs. placebo, discontinued (M97-738); n=56
vs. placebo

— Endpoints: symptoms of mania (M97-738);
symptoms of agitation (both studies)

— May include studies that were not sponsored by
pharmaceutical companies

— Each study is counted only once, even if multiple
publications have resulted

» Controlled studies: blinded and randomized, vs.
placebo or comparator

* Open-label / Retrospective studies: includes
chart reviews

Sources: \EPACTED - REDACTED | REDACTED REDACTED
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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.

e 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
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

e For the MRDD Sector:

— The MRDD patient population is unique and represents a group that can have severe
handicaps

— ldentification 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

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:

_ pr REDACTED
— DR. REDACTED

— DR. REDACTED
REDACTED
REDACTED
— DR. REDACTED

« MRDD Experts:

-~ pRREDACTED

— DR. REDACTED

—  REDACTED | rRph (Chief of
REDACTED \irDD program in lllinois,
5000+ beds)

_ 'REDACTED ', RN (Co-Chief of
REDACTED \irDD program in lllinois,
5000+ beds)

Influence Clinical Data Would Have

on Prescribing Choices:

* Respondents rated the influence of
clinical data as a 9 on a ten-point
scale (n=6)

— “On a ten point scale where 10
means extremely influencial to
my prescribing choices and 1
means not at all influencial to
my prescribing choices , how
would you rate clinical data in
terms of its influence?”

* Respondents cited peer and
Opinion Leader recommendations,
articles in peer reviewed journals,
and quality CME programs as
preferred vehicles to access
product information.

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
— (perREDACTED)BipoIar 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. REDACTED |, 5ted 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 REDACTED 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

Source: Abbott Conducted Qualitative Research with Key Opinion Leaders, Summer 2003

Confidential October 27, 2003 Page 110



Attachment 14 to Agreed Statement of Facts

Case 1:12-cr-00026-SGW Document 5-16 Filed 05/07/12 Page 113 of 117 Pageid#:=>562°P0t Laboratories

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 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
e Patient Inclusion Criteria:
— See primary assessment
e Treatment Arms:

— Depakote ER vs placeho or Loading dose Depakote ER vs. Non-Loading Dose
DepakoteER (per DR. REDACTED)

— Depakote ER Vs. valproic acid

— Depakote ER Vs. an antipsychotic (Zyprexa: could show results and differences in side
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

v CoTdTtioNS asSesseu.
— Agitated/Aggressive/lImpulsive behaviors with or without seizures
. Type of Study:
—  Prospective (per MD respondents)
— Retrospective ok (perREDACTED pharmacist)
. Primary Assessment:
— Efficacy
» decrease frequency and severity of behaviors; patients “less triggered” by stressors
» decrease frequency and severity of seizures
. Primary endpoints:
— 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
in 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
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)

— 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:

— MQ97-738: Depakote in Elderly Mania — Showed efficacy?, but discontinued in 1999 because of excessive
somnolence
» 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
experiences

— The adjunctive market is large: Geriatric psychiatry advisors estimate 50-70% of patients require polypharmacy
for management of aggression

— Adjunctive Depakote works: Existing data? shows that Depakote + atypical combination is effective in patients
unresponsive 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

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
» hostility
» degree of cooperativeness
» excitement
 Primary endpoints:
— PANSS Excited Component
« Time period for study:
— 12 months
 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

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 Change in Revenues
Over 2003 Plan Over 2004 Plan, 2005-2008 LRP*
Total $18.5 MM
531 MM $307mMm  © 32 MM g327 MM
Other :
(ALF, psych) =0
MRDD
Corrections $14.5 MM
$9.7 MM
$1.0
SNF
2004 2005 2006 2007 2008

*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 REDACTED ip Boca
Raton, FL.. Abbott attendees included:

Development
Development
gulatory Affairs
Development
Development
Statistics

Questions, regarding Depakote ER in acute mania and schizophrenia, were forwarded to
Dr. REDAC i1 advance (see Attachment). The discussion focused on the regulatory issues
facinTg‘:Bepakote ER for a claim in acute mania and a claim in schizophrenia. For acute
mania, Dr. BEDAC concluded that, given the approval for Depakote DR in mania and a
prior negative study 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.

Comments

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.

e We will not fully understand why the prior Depakote ER in acute mania trial failed;
there 1s 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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depression) is usually unknown. REDAC 4id cite an example of a unipolar depression
submission, which was salvaged trom 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.

e 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.

e “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.

e REDACTED g relatively more willing to negotiate than REDACTED (due to roles
e )

Schizophrenia

e 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.

e Much of REDACIED - arguments regarding the difference of this model with epilepsy
(ie the adjunctive framework) are somewhat unclear.

e What is it that would justify the use of adjunctive treatment vs. increasing the dose of
an anti-psychotic (AP)?

¢ Due to uncertainty re DA’s comments, another
with the FDA (wit is warranted. Including
s even an option. The proposal tor a new meetlng might inclu
having ditficulty understanding the FDA’s recommendation.”

¢ A lengthy discussion on schizophrenia and the potential motivations of FDA
personnel started on a more optimistic note and ended more pessimistically.
Specifics of the conversation aside tated that he began the conversation with
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the belief that Depakote’s use in schizophrenia was already well-recognized and
study 010 served to reflect existing practice beliefs (similar to the bipolar pivotals for
Depakote DR). He ended the conversation with the perspective that study 010 served
to create, for the first time, a new use for Depakote (generating excitement in the
community, but not necessarily reflecting an existing entrenched practice). The
former perspective led REDAC 16 cite a 25% likelihood of negotiating a strategy in
which a single additionaT%r‘E'udy (for some type of “acute add-on” claim) might be
successful, while the latter perspective led =™ to cite a 10% likelihood of success.

o Comments under the earlier perspective (that Depakote in schizophrenia, as
demonstrated by study 010, is already established practice) included:
o Build buy-in from opinion leaders in support of new discussions with FDA (gg’g

o The arguments provided by “?;"““ are not consistent with his logic historically.

The division, however, “jealousITy guards the protocol-specified primary.”

o Definitions of onset have been historically problematic (REPACT hag never liked

it REDAC REDAC EHP
the definitions of onset as recommended by \ et al).

o While we have agreed with the FDA that stucff/: 010 does not support combination
use (as defined strictly the combination being superior to each agent alone), we
could still argue for study 010°s applicability to add-on (including the idea that,
although patients may have undergone a pharmacokinetic washout, there was not
an effective pharamacodynamic washout and Study 010, therefore, was an add-on
study).

o One option is to repeat study 010, conduct it anyway we wish (including AUC
endpoints, no washout) and submit an NDA for “acute add-on.” If the NDA is
not accepted, go up the FDA ladder. This proposal should be adequate for
efficacy, but safety (especially safety-efficacy balance) will be the contentious
1ssue.

o An inside-FDA political issue may relate to the dynamics between REDACTED
and REDACTED 1y this case, REDAC may be deferring to REDA \who may not be
flexible. ek CTER

O

. RE%C had raised several questions regarding how Depakote should be used in
scﬁizophrenia (when would one choose to increase the dose of an atypical vs. adding
Depakote, which patient types, which atypicals, what is the definition of being
maximized on an atypical, etc), none of which could be adequately answered at this
time.

¢ Durability of treatment could be addressed with discontinuation designs (randomized
withdrawal of responders).

¢ An “adjunctive” claim begs the question of what kinds of patients should be treated
with Depakote and where in the course of their treatment should they receive
Depakote?

o Strictly speaking, “combination” refers to fixed combination studies (21CFR300.5),
and 18 a concept being stretched to fit the curren<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>