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This is not the last volume of this fIle, and no documents
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This case has been consolidated. Add new papers to File
No. only.

Venue has been changed to .
All new fIlings should be forwarded to the Clerk of Court
at that location.

This case has been removed to U.S. District Court, File
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forwarded to U.S. District Court.
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Re: Citation of Supplemental Authority
S/Ote ofAlask11 \( Eli Lilly alld Compall)~ Case No. 3AN-06-05630 CI

Dear Judge Rindner:

This fim1 represents defendant Eli Lilly and Company ("Lilly") in the above
referenced maner. This letter is a citation of supplemental authority made pursuant to Clvtl
Rule 77(1). The supplemental authority referred to herein relates to Lilly's Response to
Plaintiffs Motion Concerning Claims and Proofs, pages 17-20 and 34-41, filed May 7, 2007.
Oral argument on the motion is scheduled for July 12,2007.
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Ii LANE POWELL
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I. Consent Judgment, Charles Fo/i, Alforney Gelleral ex rei. State ofLouisiana
v. Janssell Pharmaceulica, Inc., el aI., In the Twenty-Seventh Judicial District Court in and
for the Parish of SI. Landry, State of Louisiana, Civil Docket Nos. 04-3967-0 and 04-3977
D, filed April 10,2007.

2. Memorandum & Order; Motions for Summary Judgment, In re Zyprexa
Products Liability Litigalion, United States District Coun, Eastern District of New York,
Case Nos. 04-MD-11596, 05-CV-4J 15, 05-CV-2948, 06-CV-0021, 06.CV-6322, signed by
Judge Jack B. Weinstein on June 28, 2007.
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CONSENT JUDGMENT

On February 26, 2007,. Defendant's Motion to Compel came for hearing before the

Si
CIVIL DOCKET NO. 04-3~7-D

(;

IN THE TWENTY-SEVENTH JUDICIAL DISTRICT COURT
IN AND FOR THE pARISH OF ST. LANDRY

STATE OF LOUiSIANA

CIVIL DOCKET NO. 04-3967-D

VERSUS

JANSSEN PHARMACEUTICA, INC, ET AL

CONSOLJDATED WlTH

CHARLES FOTI, ATTORNEY GENERAL
EX REI. STATE OF LOUISIANA

VERSUS

JANSSEN pHARMACEUTICA, INC., ET AL

CHARLES Fon, ATTORNEY GENERAL
EX REI. STATE OF LOUISIANA,

Court:

Present were: James B. Irwin. Monique M. Ganaud, Thomas F. Campion, Brian ·C.
Anderson and James Guglielmo, Counsel for Defendant, Janssen

Pbannaceutica. Inc.

Patrick C. Morrow, Jeffrey M. Bassett, Kenneth W. Dejean, Michael
W. Perrin, Counsel for Plaintiff, State of Louisiana, Ex. Rei. Charles

Fori, AnOmey General

Kimberly Sullivan, representative of Slate of Louisiana, Charles Foti,

AttomeyGeneral

After reviewing the briefs and hearing oral argwncnt, but before issuing a ruling. the

Court defmed to the parties for a resolution. The parties propose the following resolution,

which the Court accepts and ORDERS accordingly:

Copies of Defendant's interrogatories and docwnent requests and Plaintiff's initial

responses and objections thereto were attached as Exhibit A through H to Defendant's

motion. Those materials. as well as three documents representing Plaintiff's Amended

Responses to Defendant's discovery requests (dated February 25, 2007) have been 'entered

into the evidentiary record pertinent to Defendant's Motion to CompeL

Defendant's Motion to Compel will be taken off the calendar without prejudice to

Defendll.DI's right to reinstate it at a laler time if necessary.
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•
Plaintiffwill withdraw its previous responses and objections to Defendant's discovery

requests.
Within ninetY (90) days from FebNary 26, 2007, plaintiff will serve written responses

to Defendant's discovery requests that are the subject of Defendant's Motion to Compel and

produce all documentS within plaintiffs possession, custody or control responsive to

Defendant's discovery requests.

Plaintiff's written responses will contain complete answers to all intenogatorics and

indicate which documents are being produced in response to Defendant's document requests.

Insofar as discovery requests from Defendant which are presently pending. should

Plaintiff object on the groundS of relevance or for other reasons (except attorney-client

privilege), Plaintiff shall nevertheless produce docwnents responsive to the request, which

documents arc in the possession, custody or control of Plaintiff, subject to their objections.

Plaintiff will submit allegedly privileged documents for i" camera review.

Plaintiff will undertake a complete search for responsive documents consistent with its

obligation as an institutional party to litigation and, if it lacks possession, custody or control

of responsive documents, shalf so state with a duty to supplement such response if responsive

documents are located at a later time in accordance with Louisiana Code of Civil procedure

Article 1428. If such a supplementation QCCun, Plaintiff will provide the Court and the

Defendant with a good faith explanation as to why such documents were not discovered and

produced after the initial complete search.

Plaintiff represents that certain docwnents and infonnation requested are subject to the

protection of patient medication infonnation privacy laws. The Court finds that the claims

and allegations contained in this action cannot fairly and properly be litigated unless

Defendant has access to (8) records concerning the Medicaid-financed prescriptions of

Rispc::rdal and other anti-psychotic medications that plaintiff contends are superior to

Rispc:rdal, and (b) medical records of Medicaid patients who WCT'C prescribed Risperdal and

other anti-psychotic medications that Plaintiff contends are superior to Risperdal.

Accordingly, the Court~ Plaintiff' to produce all such information pursuant to the
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Pa C. Morrow (Bar No. 9748)
Jarnes P. Ryan (Bar No. 1I~.60)
Jeffrey M. Bassett (Bar No. 2840)
MORROW, MORROW, RYAN & BASSETI'
324 West Landry Street
Post Office Drawer 1787
Opelousas, LA 70570-1787
(337) 948-4483

will then issue an appropriate Order.

psychotic medications (including Risperda]). If the parties arc Wlablc to agree on a stipulated

Order. they shall submit competing proposed Orders and briefs explaining same. The Court

discovery of a representative sample of persons who received Medicaid-financed anti~

Protective Order currently in place. The Court und~tands mat the parties will attempt to

negotiate. further oroer providing for the production of medical r<eonls and individual

Kenneth W. Dejean (Bar No. 04817)
417 West University Avenue
Laf.yette, LA 70502
(337) 215-5294

Kenneth T. Flbich (Bar NoAi9526oo)
w. Mi¢hacl Lccbron (l3lU'NQ. 12149000)
14QI McKinneY,.Ste. 18090
Houston, TX 77110
(713) 751-0025

Michael W. Perrin .
440 Louisiana Avenue, Sto, i100
Houstoh, TX 77002
(713)425-7100

lllDes . Irwin, T.A. (BarNo. 7172)
Quentin F. U,,!uhart, Jr. (BarNo. 1'1475)
MOO1que M. Garsaud (Bar"No. 25393)
Carnal. E. Capodice (BarNo. 29117)
IRWIN FRJTCHIE URQUHART & MOORE LLC
400 Poydras Street, Suite 2700
New Orleans, LA 70130
(504)310-2100

Attorneysfor JafUSen Pharmaceultca Inc.

Memo & Order
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OfCounsel:
Thomas F. Campion
DRINKER BIDDLE & REATH LLP
500 Campus Drive
Florham Pork, NJ 07932-1047

Brian C. Anderson
O'MELVENY & MYeRS LLP
1625 Eye S=I, N.W.
washington, D.C. 20006-4001

-t-"::-
THUS DONE AND SIGNED this.1!!.-- day of April 2007.

~c~

Memo & Order
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RE: In re Zyprexa ProduclS Liability LitigJtKm, 04.MD-OIS96

UFCW Local) 176, Eric Tayag, and Mid· West National v. Eli Lilly & Co., OS-CV.4 J J5 & 05.CV.2948
If you have any questions, pleue cill! Zainab A.hmad, Law Cler\.:, at 718-613-2523 .

.._--------. _. :~..;

- 617-482-3003
-215-981-4307
- 212-868-1229
- 212-972-0027

• OF PAGES WITH COYER: 15,
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Jack 8. Weinst~jn
Senior United St.tes Dis/rict judge

E';tern District of New York
225 C.dm.n Plua East
Brooklyn, ,N. Y. 11201

rei: (718) '6lJ~S20

FdX: (718) ,6L3-2527

Td: Thomas Sobol. Hagens BCrTJlan Sobol Shapiro lLP
Nina M. Gussack, Pepper Hamilton llP
James Shaughnessey, Milberg Weiss
Peter Woodin, JAMS

DATE: June 28. 2007
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UNITED STATES DISTRICT COURT
EASTERN DISTRICT OF NEW YORK____-----------X
In re: ZYPREXA PRODUCTS LIABILITY
LITIGATION
______________--x

UfCW LOCAL 1716 AND PARTICIPATING
EMPLOYERS HEALTH AND WELFARE FUND.
ERIC TAYAG. and MID-WEST NATIONAL LIFE
INSURANCE COMPANY OF TENNESSEE. on
behalf o(1hemstlves and othen similarl)' situlted,

PlainliffJi,

vs.
ELI LILLY AND COMPANY,

Defendant.___________________• ._X

LOCAL 28 SHEET METAL WORKERS. on
behalf o(themselves and others similuly situated,

Plaintiffs,

1 718 260 2527

MEMORANDUM 8t. ORDER
MOTIONS FORSUMMARY1UDGMENT

04-MD-IS96

OS-CY-4IIS
OS-CY-2948

06-CY-0021

DefondUlL
-·------------X

JACK B. WEINSTEIN, Senior United States District Judge:

TABLE OF CONTENTS
1. Introduction
II. S~m~ ,J~·d~~·~~i~~..·.·.·.·.·.·.· ·.·.·.·.·.·:: ·:..:.:..:...... . ········ · 2
III. Plomllffs Mallon for Partial Summ J d ·- · · - 5

ory u gment. . ..·· ·.. ·· .. ·· · - 5

vs.
ELI LILLY AND COMPANY.

Defendsnt._______. . x
SERGEANTS BENEYOLENT ASSOCIATION
HEALTH AND WELFARE FUND. on behalf of
themselves and olhers similarly situated,

Plaintiffs.

ELI LILLY AND COMPA~Y.

06-CY-6122
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IV Conclusion as to Plaintiffs' Motion for Partial Summary Judgment ,,""'" """"'::::::::',:::~
V,'Defendant's Motion for Summary Judgment...,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,""'" ""''',','.',',','",,,,,,, ,,,,,,,,,,,,,6

A, Injury and Causation.". ""'"'''''''''''''' """""""""""""""'" """""""""",10
B, Reliance"""", """"""""".".""""",,.,," """"""""""",11
C, Consumer Protection Statutes""",.""""",,""""""""""""""""""""'" 12

VI. Condusion as to Defendant's Motion for Summary Judgment""".",,"""""""" """",,"""'"
""""""""'" """"""""",13

VI1. Daubert Motions..... .... ,........................... 13
V1Jl, Interlocutory Appeal", ""'"'''''''''''''''' """""" """""",

1. Introduction

These are part of a series of cases based on injuries allegedly resulting from sale of the

drug Zyprexa. manufactured by Eli Lilly & Company ("Lilly"), See, e,g" In re Zyprexa Prods,

Liob. Wig., No, 04.MD-1596, 2007 WL 1678078 (E,D,N,Y, June 11,2007) (memorandum and

order on motions for summary judgment in individual personal injury claims),

In June of 2005, Mid-West National Life Insurance Company of Tennessee filed a c1as.

action suit against Lilly seeking economic damages, Similar suits were initiated by UFCW Local

1776 and Participating Employers Health and Welfare Fund, and Eric Tayag, in August on005

(Michael Pronto and Michael Vanella were later added as co-lead plaintiffs); Local 28 Sheet

Meral Workers in January of2006; and Sergeants Benevolent Association Health and Welfare

Fund in November of 2006, Institutional plaintiffs in the inSlant cases are pension funds, lahar

unions, and insurance companies who cover members' health benefits and bave paid for the drug

Zyprexa when it was prescribed by physicians for their individual members or clients, An

individual Zyprexa user who made co-payments is also narned as a plaintiff,

Plaintiffs claim overpayment through direct purchase of Zyprexa, They allege that over

an eleven-year period continuing to today Lilly withheld information, and disseminated

misinformation, about the safety and efficacy of Zyprexa, and promoted and marketed it for uses
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for which it was not indicated, and for patients who would have been bener served by less

., f th drug at more than it
expensive medications. The consequence, it is contended. was pncmg 0 e

would have sold for had the trUth been known. The resulting excess payments are claimed as

follows:

Class certification is sought on the ground that anyone who paid for Zyprexa was charged

more than they would have been in the absence of Lilly's fraud. The proposed class is defined as

protection statutes; common law fraud; and unjust enrichment.

and Corrupt Organization Act (RICO»; 18 U.S.C. 1962(d) (lUCO); various state consumer

damages.

Five causes of action are asserted: violation of 18 U.S.C. 1962(c) (Racketeer Influenced

All individuals and entities in the United States and its territories who, for purposes
other than resale, purchased, reimbursed, and/or paid for Zyprexa during the period
from September 1996 through the present. For purposes of the class definition,
individuals and entities purchased Zyprexa if they paid all or some of the purchase

price.

Subject maner jurisdiction is based upon 28 U.S.C. § 1331 (action arising under the laws

of the United States) and 18 U.S.C. §§ 1962 and 1964(c) (RICO). Plaintiffs also invoke

jurisdiction pursuant to 28 U.S.c. § 1332(d)(2) (Class Action Fairness Act). Venue is placed in

the Eastern District ofNew York pursuant to 28 U.S.C. § 1391(b) and (c) (requiring that a

substantial portion of the alleged improper conduct took place in the district where suit is

commenced) and 18 U.S.C. § 1965 (lUCO).

Under the present organization of the pharmaceutical industry, the official federal Food

and Drug Adminisuation (FDA), and the plaintiffs' bar, the courts are arguably in the strongest

position to effectively enforce appropriate standards protecting the public from fraudulent
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m«chandising of drugs. See, e.g., James Surowiecki, A Drug on the Market, The New Yorker,

June 25, 2007, at 40 ("Thc U.S. has no rational system for 'post market surveillance' - the

evaluation of drogs aft« they're approved. Instead, oversight is left to a motley collection of

altruists, academics, lawyers, self-publicists, and drug companies .... Somehow, the truth is

expected to rise to the surface from among all these competing interests and random decisions.").

AS Drs. Kesselheim and Avorn put it:

[C]ose studies [of major phannaceuticallitigations, including Zyprexa) indicate that
clinical trials and routine regulatory oversight as currently practiced often fail to
uncover important adverse effects for widely marketed products. In each instance,
the litigation process revealed new data on the incidence of adverse events, enabled
reassessments of drug risks through better evaluation of data, and influenced
corporate and regulatory behavior. In perfonning these tasks, lawyers and their
clients often find themselves serving as drog safety researchers of last resort.

Aaron S. Kesselheim & Jerry Avom, The Role oflitigation in Defining Drug RiJkr, Journal of

the American Medical Association, January 17, 2007, at 308; Jee aiJe. e.g., Janet L. Dolgin &

Joel Weintraub, Biomedical ReJearch and the Law: The PharmaceuticallndUJlry and itJ

RelO/ionship with Government, Academia, PhyJicians, and CenJumers, 35 Hofstra L. Rev. 681

(2006).

There is little doubt about the usefulness of Zyprexa for both on-label and some off-label

purposes. It assists many people with serious debilitating diseases. It has substantially increased

the quality of life of many thousands of people. Its salutary effect is evidenced by the fact that

there have been no change' I"ff ' ~ . .s m p amll S onnolanes which continue to include Zyprexa without

restrictions Many treati h'· .. ng p YSlCtanS contmue to rely on it after what is by now extensive

revelation of information about Z .'yprexa s nsks and benefits. Nevertheless, the utility of Zyprexa

docs not trump plaintiffs' legal claims for fraud and ov ..erpncmg.

4
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II. Summon Judgment Law

Swnmary judgment is appropriate only if''there is no genuine issue as to any material fact

[in which case) the moving party is entitled to ajudgment as a matter of law." Anderson v.

Liberty Lobby. Inc., 477 U.S. 242, 248,106 S. Ct. 2505 (1986); s" abo Mitchell v.

Washingtonville Central School Disrrict, 190 F.3d 1, 5 (2d Cir. 1999). "[O]nly disputes over

facts that might affe<:t the outcome of the suit under the governing law will properly preclude the

entry of summary judgment. Factual disputes that are irrelevant or unnecessary will not be

counted." Anderson, 477 U.S. at 248.

"In considering the motion, the court's responsibility is not to resolve disputed issues of

fact but to assess whether there are factual issues to be tried:' Knight v. US. Fire Ins. Co., 804

F.2d 9,11 (2d Cir. 1986). Critical is recognition oflhejury's fact-finding primacy:

It is well established that credibility assessments, choices between conflicting versions
of the events, and the weighing of evidence arc maners for the jury, not for the court
on a motion for summary judgment. If, as to the issue on which summary judgment
is sought, there is any evidence in the record from which a reasonable inference could
be drawn in favor of the opposing party, summary judgment is improper.

Curry v. City ofSyracuse, 316 F.3d 324, 333 (2d Cir. 2003) (quotation marks omitted).

Ill. Plaintiffs' Motion for Partial Summary Judgment

Plaintiffs' mOlion for partial summary judgment is based upon the following proposed

findings: (I) third party payers ("TPPs'') are purchasers of prescription drugs, and phannaceutical

benefit managers ("PBMs") act as agents for TPPs; (2) PBMs exercise no effective influence on

the prescribing habits of physicians with regard to Zyprcx.; (3) preemption is not applicable to or

an issue in this litigation; (4) Zyprcxa is not superior in efficacy to conventional antipsychotic

medications or other atypical antipsychotic drugs; and (5) damages to the proposed class are at
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least S3.7 billion.

The motion is without merit. (1) The relation ofTPPsto PBMs in the case is unclear. (2)

Delennination of how Lilly's actions influenced what physicians prescribed will require a trial.

(3) The court has already ruled that preemption does not apply, In re Zyprexa. supra, at Part

I1I.A.6.a; a separate ruling is not required. (4) Zyprexa may be found by a jury to be considered

preferable 10 other medications by knowledgeable prescribing physicians in specific cases, see id.

at Part m.B. (5) It is nOI clear that plainliffs can prove any damages, whether they attempt to

prove overpayment on a case-by-case basis for each insured or through statistical analysis. See

id.: Blue Cross & Blue Shield olNJ.. Inc. v. Philip Morris USA. Inc., 3 N.Y.3d 200 (N.Y. 2004)

(finding statistical proof acceptable); Empire Healthchoice, Inc. v. Philip Morris USA, Inc., 344

F.3d 211 (2d Cir. 2003)(same).

IV. Conclusion as to Plaintiffs' Motion for Partial Summary Judgment

Plaintiffs' motion for partial summary judgment is denied.

V. Defendant's Motion for Summary Judgment

Defendant moves for summary judgment on the ground that plaintiffs cannot satis!)' the

elemenlS ofany of their claims. Sir gth f f .en 0 proo IS nOI the appropriate standard for a summary

judgment decision. See Part II, supra. While the case is close, plaintiffs have sufficiently

demonstrated for purposes ofth· . h ..1S motion t at genUine Issues of material fact exist with respect to

their RICO and state substantive law claims.

A. Injury and Causation

AS purchasers of Zyprexa consumers and !hi d, r party payers have standing to sue for

economic damages' th h d, ey ave emonstrated a sufficienl causal nexus between Lilly's alleged

6
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Philip Morris, 191 F. 3d 229 (2d Cir. 1999).
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)

In Laborers Local 17, the tobacco companies' alleged tort directly harmed only the
smokers, who suffered both a health injury (smoking-related illness) and an economic
injury (the purchase price of the fraudulently marketed cigarenes). The smokers'
health injuries, in tum, caused economic losses to the insurance companies, who had
to reimburse patients for the cost of their smoking-related illnesses. That case was
therefore clearly one in which lhe plaintiffs' damages were entirely derivative of the
injuries to their insured. For ... without injury to the individual 'mokers. the
plam!lffs would not have incurred any increased costs.

Desiano, 326 F.3d at 349 (quotation and citation omitted).

failure to satisfying proximate cause requirements in Laborers Lac. 17 Health & Benefils Fund v.

practices." Desiano v. Warner.Lambert Co., 326 F.3d 339, 350 (2d Cir. 2003).

Boiled down, this is an overpricing claim. The alleged injury is direct: plaintiffs overpaid

from their own funds for Zyprexa because of Lilly's fraud. The case is distinguishable from a

RJCO suit by an insurance company dismissed by the Court of Appeals for the Second Circuit for

fraud and their own claimed economic injuries. The Court of Appeals for the Second Circuit

"and other courts have long recognized the right of (health care benefit providers] to recnver

from drug companies amounts that were overpaid due to illegal or deceptive marketing

As purchasers of Zyprexa - i.e., those who paid for the product in whole or in part out of

their personal funds - plainriffs here allege a direcl injury to themselves that is not dependent

on any physician's decision or injury suffered by those who ultimately ingested Zyprexa. This

case falls within the category of suits approved in Desiano:

Plaintiffs' claim is that the De~ d' f .of R 1" of en ants wrong ul aC!lon was their misrepresentation
pure~~:n s, ely;' and that this fraud directly caused economic loss to them as

avai1ablers.c~~~;/ :ite:a~:~e~O\~ve;ought Defendants' product. rather than
misrepresentations Thus thed~ ey not been mIsled by Defendant's
for the Rewlin tha; they elai th ages1 the excess money Plajntiff, paid Defendants

m ey wou d not have purchased 'but for' Defendants'

000294
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The allegation of economic harm in Schwab was structured in a manner similar to the

reasonably precise computable lesser amount than it was sold for were it not for Lilly's alleged

fraud. See Schwab v Philip Morris, 449 F. Supp. 2d 992, 1065 (ED.N.Y. 2006).

_ present jury questions. Based on expert reports and available modes of economic analysis, a

decisive. probative force of this and other evidence of fraud and overpricing - or their contrary

Desiano, 326 FJd at 349 (quotation omitted).

In attempting to distinguish Desiano, Lilly emphasizes the fact that third partY payer

plaintiffs continue to include Zyprexa in their approved formularies. This fact has evidentiary

relevance to the central claim of overpayment due to ftaudulently-inflated prices, but it is not

fraud _ were in nO way derivative of damages to a third party.

instant plaintiffs' allegations:

Plaintiffs here allege a simple and short chain of causation: defendants represented
that 'light' cigarettes provided health benefits that they knew these cigarettes did not
provide; plaintiffs believed the misrepresentation and so continued to buy 'light'
cigarettes in larger numbers than they would have absent the fraud: this kept demand
for 'light' cigarettes at a much higher level than it otherwise would have been'
elevated demand allO\,:ed defendants to keep prices higher than they otherwise would
have; and plamllffs paid more for 'light' cigarenes than they otherwise would have.

Id. at 1049.

Present plaintiffs allege that Lilly represented that Zyprexa was safer and more

efficacious than other available drugs; Lilly in fact knew this to be untrue; the misrepresentation

led doClors to continue to prescribe, and plaintiffs to continue to pay for, greater amounts of

Zyprexa than they would have absent the fraud; this kept demand for Zyprexa at a higher level

than it otherwise would h bave oen; elevated demand allowed Lilly to keep prices higher than they

000295



& Blue Shieldo/NJ. v. Philip Morris, 3 N.Y.3d 200, 204 (N.Y. 2004) ("aggregate proof on

1 718 250 2527

and aggregate proof appropriate and not in violation of right to jury and due process); Blue Cross

Cross & Blue Shieldv. Philip Morris, 344 F.3d 211, 222-28 (2d Cir. 2003) (finding statistical

Schwab, it appcars to be within the competence of econometricians on both sides. See Blue

thc rcquired economic analysis may be somewhat more sophisticated than that required in

and non-pharmaceutical ~atment- complicate the question of damages computation. While

The economic analysis may be more difficult in this case than in Schwab because ofthe

monopoly stalUS provided by the patent laws to Lilly. In addition, the many competing modes of

treatment available _ other atypical antipsychotic drugs, fIrst generation antipsychotic drugs,

have.

otherwise would bave been; and plaintiffs paid more for Zyprexa than they otherwise would

issues of causation and damages was legally sufficient").

Once fraud has been proven, the burden of proving specifics of damages by the claimant

is reduced. "Where injury is established, damages need not be demonstrated with precision."

Schwab, 449 F. Supp. 2d .tl065 (E.D.N.Y. 2006); see Blue Cross, 344 F.3d at 224-25; cf Lee v.

Joseph E. Seagram & Sons, Inc., 552 F.2d 447,456 (2d eir. 1977) ("When it is certain that

damages bave been caused by a breach of contract, and the only uncertainty is as to their amount,

there can rarely be good reason for refusing, on account of such unccrta!'nty d,any amages

whatever for the breach. A person violating his contract should not be permitted entirely to

escape liability because the amount of damages which he has caused is uncertain.'') (quotation

and citation omitted).

Both the individual and institutional plaintiffs have laid out thcir own money < Z.or yprexa.

9
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While it can be assumed for purposes of this motion that the drug was properly prescribed,

payers may recover the difference between the price they pald for Zyprexa and the price they

would have paid for Zyprexa but for Lilly's alleged fraud. See, e.g., Schwab, 449 F. Supp. 2d at

1065 (approving use of price impact model to calculate damages), The questions of damages and

their allocation is in some respects simpler here than in Schwab since the institutional and

individual claimants can probably trace their own payments through contemporaneous writings,

Where, as here, mail fraud and wire fraud are the alleged predicate acts forming the

racketeering activity, justified reliance on the fraud is necessary to satisfy RlCO' s causation

requirements. See, e.g., Merromedia Co. v. Fugary, 983 F.2d 350, 368 (2d Cir. 1992). Bur see

Anza y Ideal Steel Supply Corp., 126 S.C!. 1991,2008 (2006) (Thomas, J., concurring in part

and dissenting in part) (reaching a question not reached by the majority - whether reliance is

required in a civil RlCO suit predicated on mail and wire fraud - and concluding that

"[b)ecause reliance cannot be read into [the mail orwirefraudstatutes].norintoRlCOitself.itis

not an element of a civil RICO claim"),

Defendant argues that plaintiffs' use of aggregate proof, rather than individualized proof,

to establish reliance is impermissible. This assertion is without merit.

Statistical proof of reliance is appropriate in the RlCO context where a "sophisticated,

broad-based [scheme,) by [its) very nature. l'k I.. 1 e y to be designed to diston the entire body of

public knowledge rather than to individually mislead millions of people[,J" is alleged. See

Schwab, 449 F. Supp. 2d at 1047; id. at 1115-17 (p ., .ermllung generalized proof of reliance

including "surveys 'd, expen eVl ence on marketplace principles, and extrapolated and statistic

10
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Defendant urges the court to distinguish this case from the cigarette industry cases

of Zyprexa so there was no need for it to collaborate with any other manufacturer with respect to

concerning Zyprexa's risks, This distinction is of no moment: Lilly is the monopolistic purveyor

other eompanies within the pharmaceutical industry to distort the body of public knowledge

decided in Sclrwab and Falise on the basis that there is no allegation that Lilly conspired with

American Tobacco Co., 94 f, Supp, 2d 316 (E.D.N.Y. 2000), and Schwab,

an.lysis of individuals and groupS in the class"), Here, plaintiffs allege that Lilly intentionally

engaged in a broad-based plan to miSIepresent to the medieal and scientific communities the

nature ofZyprexa's benefIts and risks, and that the scheme was successful in distorting the

general body of knowledge about ZypreXll. These allegations, and the factual and expert proof

that plaintiffs rely on to prove them, meet the standard for reliance established in Falise v.

the dissemination of information about Zyprexa, While Lilly's competitors may have been

expected to lay bare Zyprexa's flaws in the vigorous merchandising of their own products, such

evidence would not be decisive on the question of reliance - rather, it would be for the trier to

consider when examining the question of whether Lilly's alleged fraud was in fact successful in

distorting scientific knowledge about Zyprexa. In addition, plaintiffs rely on evidence of

cooperation of non-Lilly-employed experts and co-opted paid doctors to support their RICO

theory,

C. Consumer Protection Stalutes

Since a decision on class certification has not yet been made, it is not appropriate to noW

address the elements of s 'fipecl c state consumer protection statutes. There have been holdings in

similar cases that suits by . .mswance comparues to recover economic damages arising from the

11
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Though the question is a close one on the facts, defendant's motion for swnmatY

ent

pharmaceuticals and the efficacy ofmedicallTeatment in this country. It does, however, furnish

judgment is denied.

Allowing this and like suits to proceed mayor may not increase the cost of

Vl. Conclus'on as to Defendant's M fo

t 'consumer
fraudulently-inflated price of prescription drugs are not actionable under some sta eS

protection statutes. See, e.g., In re Rezu/in Prods. Liob. Wig., 392 F. Supp. 2d 597 (S.D.N.Y.

2005) (fmding health care benefit providers could not recover from manufaclUIer for alleged

overpayment for the prescription drug Rezulin under consumer protection statutes ofNew York,

New Jersey, or Louisiana). If the class is certified, the substantive state law applicable under

choice of law rules _ as weJl as RlCO - will be considered in defining the class.

backstop protcction against under-regulated potentially dangerous activity by a market where

caveaf emptor largely rules. Cf, Eric S. Lipton & David Barboza, As Mare Toys are Recalled,

Trail Ends in China, N.Y. Times, June 20, 2007, at Al ("Combined with the recent scares in the

United States of Chinese-made pet food, and globally of Chinese-made pharmaceuticals and

toothpaste, the string of toy recalls is inspiring new demands for stepped-up enforcement of

safety by United States rell'llators and importers, as weJl as by the government and industry in

China.").

Arguably, suits such as the present one do more good than harm. See, e.g.. authorities

referred to in Part I, supra; In re Zyprexa Prods. Liab. Litig., 2007 WL at >\0 ("Whatever the

advantages to available coun procedures limiting the 'piling on' phenomena in mass tort cases

the process involves substantial transactional costs."). It is for the legislature, not this court, to

12
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limit individuallitig.tion-enforced remedies for fraud on cons
urners

of pharmaceuticals.

aspects of these and other experts' proposed testimony will be considered when it becomes clear

based on assessments of credibility best left for the trier. In limine motions respecting particular

deciding relevant scientific and economic issues. Attacks on them by plaintiffs are primarily

Gary Tollefson, M.D. The criteria for meeting Daubert requirements have been outlined in In re

Zyprexa Prods. Liab. Lirig.. supra at Part JV. Each of the challenged experts meet Daubert

requirements. Each is a distinguished scientist whose expertise probably will be helpful in

yll. Daube" Morions
Plaintiffs mOve to exclude all or part of the proposed testimony of defendant Lilly'S

proffered experts, Charles M. Beasley, Jr., M.D., Ernst R. Berndt, Ph.D., Patrizia Cavazzoni,

M.D., I.in Cockburn, Ph.D., David W. Feigal. Jr., M.D., William S. Gilmer. M.D., Silvio E.

lnZucchi. M.D.. David A. Kahn, M.D.. Jeffrey S. McCombs, Ph.D., Michael A. Silver, M,D., and

what will be the detailed issues to be tned.

The court has evaluated plaintiffs' expert reports submitted on their motion by registered

pharmacist Myron Winkelman; Doctor of Pharmacology Laura M. PlWlkett; Master of Science in

Pharmacology Terry D. Leach; Keith Bradbury; Marsha More, M.D.; Meredith Rosenthal, Ph.D.;

Jeffrey E. Harris, M.D., Ph.D.; John Abramson, M.D.; Steven Klotz, M.D.; and John L.

Gueriguian. M.D. All the plaintiffs' experts meet Daubert standards. See id.

VIII. Inte,.locutory Appeal

Section 1292(b) of title 18 of the United States Code provides that a district court judge

may cenify an order that is "not otherwise appealable" iftheJ'udge ,'s "ofth .. the opmlOo at such

order involves [I] a controlling question of law [2].s to which th· b .ere IS a su Slanual ground for

13
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difference of opinion and [3] that an immediate appeal from the order may materially advance the

ultimate termination of the litigation ...." 18 U.S.C. § 1292(b). Absent certification, an order

denying summary judgment is not appealable. See Sira v. Morron, 380 F.3d 57, 66 (2d Cir.

2004) ("It is seltled law thaI a denial of summary judgment is ordinarily not a fmal judgment

from which an appeal will lie.").

Section 1292(b)'s requirements are not met in this case, even though both the substantive

and procedural law relied upon by the parties are in a state of flux and not free from doubt. An

immediate appeal might save considerable costs in discovery. preparation for trial. and trial. But

an interlocutory appeal should await a decision on the critical question of class certification - an

issue not yet considered by the court. When that question is decided by this court, the Court of

Appeals can in its discretion decide the class certification issue under Rule 23(f) of the Federal

Rules of Civil Procedure. For this reason, upon deciding on class certification this court plans to

certify an interlocutory appeal under § 1292(b) so the class-procedural and substantive merits can

be considered logether by the appellate court. See Karen Schwartz et aI., Some Problems

Dealing With Class Action Disputes, 163 F.R.D. 369, 385 (1995) (recommending that merits and

class certilication be considered together).

SO ORDERED.

Date: June 28, 2007
Brooklyn, N.Y.

14
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRDJUDIClAL DISTRICT AT ANCHORAGE

~ STATE OF ALASKA,

R---Sl

Plaintiff,

deposition of Sidney Taurel, and

000302

Case No. 3AN-06-0S630 CI

Defendant.

The Court, upon consideration of Defendant Eli Lilly & Company's Motion for

Iccmfr that on May 25, 2007, a copy of the
foregOing was served by hand-dclivef)' on:

Eric T. Sanders, ~., Feldman Orlansky & Sanders
treet, SUIte 400. chorage, Alaska 99501·5911

The Honorable Mark Rindner
Judge of the Superior Court

The Court finds good cause for issuance of a protective order barring the

ORDERED this __ day of -', 2007.

IT IS ORDERED that the Plaintiffs notice of deposition of Sidney Taurel is

hereby quashed.

being otherwise fully apprised in the matter;

Protective Order to Bar the Deposition of Sidney Taurel, and the State's response thereto, and

ELI LILLY AND COMPANY,

v.,
-1
~11---------------'



rN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THrRD JUDICIAL DISTRJCT AT ANCHORAGE

STATE OF ALASKA.

PlaintiIT.

v.

ELI LILLY AND COMPA Y,
Case No. 3AN-06-05630 CI

Defendant.

The Honorable Mark Rindner

Icemfy thai on June 15.2007. a copy of
the foregomg was strved by mail on:

1--=!;:;!:?2n-~~",,/~--o00303 Adml.I.~,,1vo ....,..,.,

appear and participate as attorney for defendant in the above-captioned action in association

with Brewster H. JamiesQ~

DATED this~h day of June, 2007.

TIllS COURT having reviewed the defendant's Motion for Nonresident Attorney for

Pennission to Appear and Participate, as well as all responses thereto;

HEREBY ORDERS that Eric J. Rothschild of Pepper Hamilton LLP, 3000 Two

Logan Square, Philadelphia, Pennsylvania 19103-2799, phone number 215-981-4881, may



IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORAGE

STATE OF ALASKA,

Plaintiff,

v.
Case No. 3AN-06-05630 CI

ELI ULLY AND COMPANY,

Defendant.

THIS COURT, having upon considered defendant's Unopposed Motion for

Extension of Time to file its Reply Re Defendant Eli Lilly and Company's Motion for

Protective Order to Bar the Deposition of Sidney Taurel, all responses thereto, as well as

applicable law;

IT IS HEREBY ORDERED that defendant's motion is GRANTED.

DATED this Ja- day of June, 2007.

The Honorable Mark Rindner
Judge of the Superior Court

I ttttif)'that on June 15,2007, a copy of
the foregoing ....'lIS served by hand on:

~rtlfy tho! on JU!2.e,.j1,'?OO7..
of the eboY. w•• m,lIed to uch of 1M following ..
thtilr eddreue. of reconft

SAnders ..Jamt"""~V1

\~
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IN THE SUPERIOR COURT FOR THE STATE OF AL~~·~:'i;. ~.~~/ :.>'~
..: \. s::: '

THIRD
JUDICIAL DISTRICT AT ANCHORAGE '::;, .~:-. ~.,. v· ......

STATE OF ALASKA,

Plaintiff,

v.

ELI LILLY AND COMPANY,

Case No. 3AN-06-0S630 CI

Defendant.

DEFENDANT ELI LILLY AND COMPANY'S REPLY
MEMORANDUM IN SUPPORT OF MOTION FOR

PROTECTIVE ORDER TO BAR THE
DEPOSITION OF SIDNEY TAUREL

INTRODUCTION

The State makes no pretense that the deposition of Sidney Taurel is necessary to

develop Alaska-specific facts, nor does it identify any new information that Mr. Taurel, and

Mr. Taurel alone, can provide. Rather, it is apparent that the State's only goal in seeking to

depose Mr. Taurel is to rehash with him the same general liability issues and allegations that

have been thorougWy covered in earlier MDL depositions, in the hope of obtaining an

interesting sound bite. The State has failed to demonstrate any legitimate need for Mr.

Taurel's deposition, much less the unique personal knowledge that the case law requires.

000305
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ARGUMENT

MR TAUREL'S DEPOSITION IS iMPROPER UNLESS HE HAS UNIQUE
KNOWLEDGE OF RELEVANT FACTS UNAVAlLABLE THROUGH LESS

INTRUSIVE DISCOVERY.

Defe,ndant Eli Lilly and Company's Reply Memorandum in Su ort of
~ollOn ror Protecti~e Order to Bar the Deposition of Sidney T::"el

are ofAlaska ". Ell Lil/y and Company (Case No. 3AN-06-05630 CI)

discovery outweighed its likely benefit would have been within the court's discretion.");

Mullin v. State, 2003 WI.. 22208506, *4 (Alaska App. 2003) (holding that trial court did not

abuse its discretion under Rule 26(b)(2)(i) and (iii) by restricting discovery where "there

were other ways for [proponent] to prove the same thing").

paragraph (c)." Alaska R. Civ. P. 26(b)(2) (emphasis added); see also Gibson v. GEICO

General Ins. Co., 153 P.3d 312, 317 (Alaska 2007) ("a conclusion that the burden of the

discovery, "[t]he court may act upon its own initiative .. , QI pursuant to a motion under

26(b)(2) is not limited by the good cause standard of Rule 26(c). In limiting burdensome

overlook the fact that this Court's discretion to limit burdensome discovery under Rule

alleged failure to show good cause are not only inconsistent with this legal standard, but also

Corp., 203 F.R.D. 98, 102 (S.D.NY. 2001). The State's arguments regarding Lilly's

WI.. 1120567, *2 (S.D. Cal. 2007); Six West Retail Acquisition. Inc. v. Sony Theatre Mgmt.

Inc., 2007 WL 205067, *4 (N.D. Cal. 2007); WebSideS/ory. Inc. v. Ne/Ratings. Inc., 2007

The State offers no authority to contest the governing legal standard: Mr. Taurel's

deposition is improper unless he has (I) unique knowledge of relevant facts that is (2)

unavailable from less intrusive discovety. See, e.g., Celerity, Inc. v. Ultra Clean Holding.

I.
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This failure to identify a single Alaska-specific reason for Mr. Taurel's deposition

THE STATE HAS NOT SHOWN THAT MR. TAUREL HAS UNIQUE
KNOWLEDGE OF RELEVANT FACTS UNAVAILABLE THROUGH LESS

INTRUSIVE DISCOVERY.

Defe.ndant Eli Lilly. and Company's Reply Memorandum in Support of
MotIon for Protective Order to Bar the Deposition of Sidney Taurel
Slale ofAlaska v. Eli Lilly and Company (Case No. 3AN-06-05630 Cl)

Slate, however, prior discovery of the activities of Lilly's Policy and Strategy Committee

has already revealed "damning evidence" of Lilly's liability. State's Memorandum at JO.

Thus, by the State's own description of the evidence already discovered - which Lilly

obviously disputes - further discovery on these general liability issues would be cumulative.

The State also seeks to justify Mr. Taurel's deposition by his membership on

Lilly's Board of Directors and on Board committees, in particular the Board's Public Policy

and Compliance Committee. See State's Memorandum at 9-10. Although the State refers

deposition is his involvement with Lilly's Policy and Strategy Committee. According to the

been covered in the Zyprexa MDL. The State's primary basis for seeking Mr. Taurel's

issues with Mr. Taurel that have no particular connection to Alaska, that ground has already

is fatal to the State's argument. To the extent the State wants to explore general liability

particular connection to Alaska.

The Stale ignores the Court's admonition that its ten depositions in this case focus

on Alaska-specific issues, and makes no attempt to explain why Mr. Taurel's deposition is

relevanl to discovery of Alaska-specific facts. Indeed, in both of the two depositions the

State has taken so far, the State has asked only about general liability issues with no

u.



to the Policy and Strategy Committee and the Board's Public Policy and Compliance

Committee interchangeably, they are not the same committee. The Policy and Strategy

Committee is an internal corporate committee comprised of Lilly management, see Exhibit

A to State's Memorandum at 415-16, while the Public Policy and Compliance Committee is

a Board committee comprised of independent directors. See Exhibit C to State's

Memorandum. Moreover, the State has not explained how Board activities are relevant to

its case. The Plaintiffs Steering Committee in the Zyprexa MOL - of which the State's

counsel, Blair Hahn, is a member - found no need to depose Mr. Taurel or others about

Board activities. The State has no greater need for Mr. Taurel's deposition in this case, in

which discovery is focused on Alaska, than did the Plaintiff's Steering Committee in the

Zyprexa MDL, which was national in scope.

The gist of the State's argument IS not that Mr. Taure! has unique personal

knowledge about any of the issues relevant to liability in this case, but simply that his

deposition should be permitted to "clarilY[J the extent of Taurel's involvement or

knowledge of these issues. " State's Memorandum at 3. In other words, the State wants

to rehash with Mr. Taurel the some facts and issues that have already been explored in

depositions of witnesses who were directly involved with and knowled bl b h' gea e a out, t ose

issues. This is precisely the type of cumulative, unreasonably burdensome discovery that

courts do not permit. See, e.g., Harris v. Computer Assocs. I Int', Inc., 204 F.R.D. 44, 46-47

Page 4 of 10
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(E.D..Y. 2001) ("When a vice president can contribute nothing more than a lower level

employee, good cause is not shown to take the deposition."). Unique personal knowledge

unavailable from less intrusive discovery is an "essential component of the standard for an

apex deposition." Celerity, 2007 WL 205067, *4.

Thus, the fact that Mr. Taurel may have been present at discussions concerning

CEO to inquire about corporate policies and stating that "[f]or these topics, plaintiffs must

a/sa Falwell v. Hernandez, 210 F.RD. 169, 175 (M.D.N.C. 2002) (denying deposition of

Page 5 of 10
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use the Rule 30(b)(6) deposition method."). The defendant in this case is Eli Lilly and

does not turn on whether "Taurel knew or should have known" any particular facts, State's

Company, not Mr. Taurel. Contrary to what the State implies in its memorandum, liability

Zyprexa does not justify his deposition, particularly here, where the State has not even

attempted to determine by less burdensome discovery whether Mr. Taurel was present at the

particular meetings it wishes to question him about. See Lilly's Memorandum at 10; see

Memorandum at 16, but on the collective knowledge and actions of Lilly as a corporation _

facts that have already been thorougWy explored in the Zyprexa MDL. Accordingly,

notwithstanding the State's hope to obtain a sound bite from Mr. Taurel, there is nothing of

substance that his deposition will add to the extensive discovery on liability issues that has

already been conducted.

DefC.DdaDt Eli Ully and Company's Reply Memorandum in Su rt of
Mollon for Protective Order to Bar the Deposition of Sidney Ta~r;:J
SIal. ofAlaska" E/I Lilly and Company (Case No. 3AN-06-0S630 CI)



The State's own cases do not support its legal arguments, and are readily

distinguishable. For example, in WebSideStOlY. Inc. v. NetRatings. Inc., 2007 WL 1120567

(S.D. Cal. 2007), the court affimled the general legal standard thal "[w]hen a high-level

corporate executive lacks unique or superior knowledge of the facts in dispute, courts have

found that good cause exists to prohibit the deposition." 2007 WL 1120567 at *2. Under

circumstances very di fferent than those here, the court allowed the deposition of the

plaintiff's CEO, where the plaintiffs own Rule 26 disclosure had listed the CEO as a

had perfonned a market share analysis relevant to the plaintiffs alleged damages. Even

given those facts, the court did not simply permit the deposition to proceed without

Page 6 of 10
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satisfy some of [defendant]'s needs," and limited the CEO's deposition to areas where he

had "unique, first-hand knowledge." Id., *5 (emphasis added).

Likewise, in Six West Retail Acquisition. Inc. v. Sony Theatre Mgmt. Corp., 203

FRO. 98 (S.D.N.Y. 2001), the court recognized that "[u]nless it can be demonstrated that a

with the company throughout the relevant period, and was one of only two individuals who

corporate official has some unique knowledge of the issues in the case, it may be

appropriate to preclude a redundant deposition of [a] highly-placed executive." Id., at 102

(punctuations omitted). Unlike this case, however in Six West there was "am I 'd
' P e eVl ence

potential trial wimess, the CEO was one of only a few remaining employees who had been

restriction, but ordered the defendant to first complete a Rule 30(b)(6) deposition "that could

Defe.odsnt Eli Lilly and Company's Reply Memorandum in Su ort of
~Ollon for Protective Order to Bar the Deposition of Sidney Ta~r:el

ale ofAlaska )~ Eli Lilly and Company (Case No. 3AN-06-05630 CI)



of [the CEO]'s hands-on involvement in" the transaction at issue and "unique knowledge on

a number of relevant issues," justifying his deposition. Id., at 104-06.

In re Bridgestone/Firestone, Inc. Tires Prod. Uab. Lilig., 205 F.R.D. 535 (S.D.

Ind. 2002) is similarly distinguishahle. There, the plaintiffs were permitted to depose Ford's

Chairman and CEO, William Ford, Jr., only after producing considerable evidence of Mr.

Ford's "personal knowledge of and involvement in certain relevant matters" regarding

Ford's recall of Firestone tires. Id., at 536. In fact, Mr. Ford himself was on record publicly

acknowledging his significant involvement: "I've been behind the scenes on this. I've been

involved in every step of the way. I ended up not taking any vacation this summer because

ofthis.,,1

Finally, the State relies on several cases from the District of Kansas, none of which

supports its position. See Horsewood v. Kids "R" Us, 1998 WL 526589 (D. Kan. 1998),

Pepsi Cola BOl/ling Co. of Pil/sburgh, Inc. v. Pepsico, Inc., 2002 WL 922082 (D. Kan.

2002); Van Den Eng v. Coleman, 2005 WL 3776352 (D. Kan. 2005). The legal analysis in

these cases falls well outside the mainstream,2 and, in any event, they are factually

I See In re Bridgestone/Firestone Plaintiffs' R F d M ,. .
to Magistrate Judge's Order Co:npelling Dep~~tig~e~f Jill" o~f COFPct

n
) s ObJechons

34136077 (detailing CEO's public statements ofinvolvement)lam ay or, r., 2001 WL

2 Compare, e.g., Van Den Eng 2005 WL 3776352 '2 '3 (. ,~f any federal. case" applying a "special test" f, , d - . ~tatmgfthat 'the Court is unaware
cases from thiS district have a lied the u I or eposltlOns 0 apex execuhves and that

Apex Official depositions") (c}Ihg Horsew~~~ ~dtp~tlveCr1e)r stahndards when consideringpSI 0 a wit Cardenas v. Prudential
(continued ...)

Page 7 of 10
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Eng did not involve an apex executive at all, but rather, the defendant's former CEO, who

Page 8 of 10
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c

and enforcement of employment policies at issue in the case.

In Pepsi Cola, the court permitted the deposition of Pepsico's president and chief financial

officer and the vice-chairman of its board of directors, based on their involvement in

Pepsico's plan 10 consolidate and change the tenns of its contractual relationship with the

plaintiff and other Pepsi bottling companies. 2002 WL 922082 at *2-*3. Finally, Van Den

th urt pennitted the deposition ofdistinguishable. In Horsewood, an employment case, e co

h .. t d in the implementationthe defendant's vice president for human resources w 0 partlclpa e

1998 WL 526589 at *1, *7.

(... continued) . fli
Ins. Co., 2003 WL 21293757, *1 (D. Minn. 2003) ("courts frequently restnct ';. orts to
depose senior executives"); Oklahoma v.. Tyson food~, Inc., 2007. WL 649335, 3 (N.,!?:
Okla. 2007) ("The law govermng depositIons of apex employees IS ",:~ll articulated .... ),
Baine v. General Motors Corp., 141 F.R.D. 332, 334 (M.D. Ala. 1991) ( The legal authonty
is fairly unequivocal in circumstances such as these ... the depOSItIOn \Y0uld not be allowed
where the information could be had through mterrogatones, deposItion of a destgnated
spokesperson, or deposition testimony of other persons."); Celerity, Inc. v. Ullra Clean
Holding, Inc., 2007 WL 205067 (N.D. Cal. 2007) ('"Where a hIgh-level deCISion maker
removed from the daily subjects of the litigation has no unique personal knowledge of the
facts at issue, a deposition of the official is improper. This is especially so where the
information sought in the deposition can be obtamed through less intrusive discovery
~e[hods (such as interrogatories) or from depositions of lower-level employees with more
dIrect knowledge of the facts at issue."); Porler v. Eli Lilly and Co., 2007 WL 1630697, *3
(N.D. Ga. 2007) ("a plaintiff must show that the executive would have personal knowled~e
of the events in question and a plaintiff has no other means of obtaining the information.' ).
WebSideStory. Inc. v. Nelratings, Inc., 2007 WL 1120567, *2 (S.D. Cal. 2007) ("[W]hen ~
party seeks to take th.e deposition of an official at the highest level or "apex" of a corporation,
the court may exercl~e Its authonty under the federal rules to limit dIscovery."); Harris v.
Compuler Assocs. Inll, Inc., 204 F.R.D. 44, 46-47 (E.D.N.Y. 2001) ("When a vice president
can c~ntnb~te nothing more than a lower level employee, good cause is not shown to take the
depOSItion. ); Folwell v. Hernandez, 210 F.R.D. 169,174 (M.D.N.C. 2002) ("Even when an
executIve does have personal knowledge about a case, the court still may fashion a remedy
whIch reduces the burden on the executIve.").

Defendant Eli Lilly and Company's Reply Memorandum in Support or
Motion for Protective Order to Bar the Deposition of Sidney Taurel
Stall! ofAlaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)



was no longer employed by the defendant and whose current occupation, if any, was

CONCLUSION

Page 9 of 10
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None of these cases involved the deposition of a current CEO, as here. To the

Defendant Eli Lilly and Com an ' R I
Motion for Protective Order ~o la: thep y Me~orandum in Support of
Stale ofAlaska l' Eli Lill dee DepOSItion of Sidney Taurel

. yan ompany (Case No. 3AN-06-0S630 CI)

PEPPER HAMILTON LLP
Andrew R. Rogoff, admitte~ro hac vice
3000 Two ~ogan Square, 18 & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

L

Attorneys for Defendant

For the reasons stated above and in Lilly's initial Memorandum, Lilly respectfully

requests that the Court issue a protective order barring the deposition of Sidney Taurel.

DATED this 19th day of June, 2007.

relies on supports its attempt to take the deposition of Mr. Taurel.

gained from deposing Lilly's highest-ranking executive, and nothing in the cases the State

Officer, and other lower-level executives. The State has identified no new information to be

including its President and Chief Operating Officer, its Vice President and Chief Medical

executives with greater personal involvement in the events at issue have been deposed,

knowledge than the CEO, they are consistent with Lilly's position: numerouS Lilly

extent they permitted depositions of lower-level executives with more direct personal

unknown. 2005 WL 3776352 at "2 & n.3.
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I certify that ~>n Junt~personalll! served by Elite
of the forego!ng to uc
Courier Service on:

¥~~~a~~~s)..~ Sanders
500 L treet SUlle 400 •
Anchorage, Alaska 99501-,911
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Defendant Eli Lilly and Company's Reply Memorandum in Support of
Motion for Protective Order to Bar the Deposition of Sidney Taurel
Slate ofAlaska I'. Eli Li//y and Company (Case No. 3AN-06-05630 CI)
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IN THE SUPERIOR COURT FOR THE STATE OF4~~J; r~';
THIRD JUDICIAL DISTRICT AT ANCHORAGE ',:, '~. ~

~. ... ..

STATE OF ALASKA, ' -'

000315

UNOPPOSED MOTION
FOR EXTENSION OF TIME

Case No. 3AN-06-05630 CI

Plaintiff,

Defendant.

Defendant Eli Lilly and Company, by and through counsel, hereby moves the court

for an extension of time until TueSday,1une 17, 2007, to file its Reply Re Defendant Eli

Lilly and Company's Motion for Protective Order to Bar the Deposition of Sidney Taure!.

Defendant's counsel spoke with plaintiffs counsel, who indicated that plaintiff

does not oppose this extension of time.

DATED this 15th day of June, 2007.

LANE POWELL LLC
Attorney or Defendant

ELI LILLY AND COMPANY,

v.



Defendant.

IN THE SUPERIOR COURT FOR THE STATE OF AL~SKA ~ --~
.,.L. ~ to-. ~:::;..,-\

THIRD JUDICIAL DISTRICT AT ANCHORAG~~~. r~ .-~~
STATE OF ALASKA, :; :'-0.' •. ::.s;.

Plaintiff, <. oJ v>
Case No. 3AN-06-05630 <i .~ .':J

v.

ELI LILLY AND COMPANY, MOTION OF NONRESIDENT
ATTORNEY FOR PERMISSION
TO APPEAR AND PARTICIPATE

Pursuant to Civil Rule 81 (a)(2)(D), proof of payment of the fee required to be paid to

the Alaska Bar Association is also attached.

DATED this 15th day of June, 2007.

Pursuant to Alaska R. Civ. P. 8 I(a)(2), defendant moves to permit Eric J. Rothschild

of Pepper Hamilton LLP, 3000 Two Logan Square, Philadelphia, Pennsylvania 19103-2799,

phone number 215-981-4881, to appear and participate as attorney for defendant in the

above-captioned action. Mr. Rothschild, as shown by the attached certificate, is a member in

good standing of the Bar of the Commonwealth of Pennsylvania and is not otherwise

disqualified from practicing law in the State ofAlaska.

Applicant will be associated with Brewster H. Jamieson, ASBA No. 8411122, of

Lane Powell LLC, whose address is 30 I West Northern Lights Boulevard, Suite 30 I,

Anchorage, Alaska 99503-2648, phone number 907-277-9511, and who is authorized to

practice in this court and the courts of this state. Brewster H. Jamieson consents to this

association.

122
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c

I ccnify th.1l on Junt: 15, 2007, a copy or
the foregomg ....-as served by mail on:



Supreme Court of Pennsylvania

The above named attorney was duly admitted to the bar of the Commonwealth of
Pennsylvania, and is now a qualified member in good standing.

0003/7

Witness my hand and official seal
Dated: June 14, 2007

DATE OF ADMISSION

April 26, 1994

o

Eric Jonathan Rothschild, Esq.

1

CERTIFICATE OF GOOD STANDING

c
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[N THE SUPERIOR COURT FOR THE STATE OF

THIRD JUDICIAL DISTRICT AT ANCHORAG'S,

Scheduling Order, Protective Order, and Outline of Unresolved Issues Regarding the

Orders, filed June 8, 2007. On June 7, 2007, the State filed versions of these two orders

0003 I 9 Page I of9

)
)
)
)
) Case No. 3AN-06-05630 CI
)
)
)
)
)

those disagreements.

Plaintiff State of Alaska ("the State") provides the following response to

Plaintiff's Response to Defendant's Outline of Unresolved Issues
Regarding the Supplemental Scheduling Order and Protective Order
Stale ojAlaska v. Eli Lilly and Company (Case No. 3AN-06-QS630 CO

PLAINTIFF'S RESPONSE TO DEFENDANT'S
OUTLINE OF UNRESOLVED ISSUES REGARDING THE

SUPPLEMENTAL SCHEDULING ORDER AND PROTECTIVE ORDER

procedures of this Court. While Lilly has accurately listed the areas of disagreement

between the parties regarding each order, it has not fairly characterized the substance of

that it believes are simpler, more concise, and more consistent with the practices and

Defendant Eli Lilly and Company's ("Lilly") Notice of Filing Defendant's Supplemental

Defendant.

ELI LILLY AND COMPANY,

Plaintiff,

v.

STATE OF ALASKA,

FELDMAN ORLANSKY
& SANDERS

SOOLSTWrr
FouRnl FLOOR

ANcHoRAGE. AK
99lO1

TEL: 9ff1.2n.3538
FAX: 907.214.0819



A. Nature of the Case

Page2of9
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Plainti~s Response to Defendant's Outline of Unresolved Issues
~egardJng the Supplemental Scheduling Order and Protective 0 d

late ofAlaska v. Eli Lilly ond Company (Case No. 3AN-06-05;3~rCI)

documents responsive to the requests.

founded concerns it has attempted to address in its versions of the orders.

As noted above, the State is attempting to accommodate Lilly's desire to avoid

duplicative discovery of documents previously produced in the MOL H L'U '. owever, 1 y s

provision regarding duplicative discovery is on its face much broader in scope, allowing

Lilly to object to discovery requests h' heven were It as not previously produced all

B. Discovery

The State does not believe there is any disagreement of substance here.

million documents in the MDL proceedings to which the State has access, and that some

effort to acconunodate Lilly in this regard. Nevertheless, the State has some well-

overlap in discovery. The State recognizes this and believes it is making a good faith

there is overlap of issues between the two litigations, there will obviously be some

the Court has previously recognized that this is a separate case with its own unique

discovery needs, legal theories of liability, and elements of damages. That said, because

of the State's counsel actually participated in that litigation. Tllis may be accurate; but

l. Scheduling Order

The State has no problem with certain aspects of Lilly's requests for federal-state

coordination. However, as to other critical aspects, Lilly's idea of coordination is

frustratiol/ of the State's discovery. Lilly repeatedly states that it has produced 15

FELDMAN ORLANSKY

de SANDERS
SOOlSTllEEr

FouRTli FLooR
ANCHORAGE, AK

99S01
TEL: cxn.272.3.538
FAX: cxn.274.0819



"

11 the MDL was unusual in that while the PlaintiffsThe discovery process

Steering Committee ("PSC") issued requests for production to Lilly calling for the

production of documents regarding particular subject matters, the MDL Special

Discovery Master issued a case management order ("CMO 9") (attached as Exhibit A)

which only required Lilly to produce responsive documents from about 60 specified

officers' and employees' custodial files. In addition, Lilly produced certain electronic

databases. While this method of production may have satisfied the needs of the PSC in

the MDL discovery proceedings regarding individual personal injury cases based

primarily on conul1on law claims of negligent failure to warn, it is not the method of

discovery agreed to by the pmties in this case. Further discovery of other categories of

documents, or documents from the files of other witnesses, will no doubt be necessary

here because discovery in the MDL did not focus on the use of Zyprexa in Medicaid

programs in general or Alaska's program in particular. Nor did the MDL discovery focus

on Lilly's marketing of Zyprexa in Alaska. However, Lilly's proposed language would

allow it to object to the State's discovery requests if it deems those requests duplicative

oftJlOse made during the MDL proceedings even though Lilly may not have produced all

responsive documents to a similar request made in the MDL.

The State's version of the scheduling order protects Lilly from truly duplicative

discovery, but does not prohibit tbe State from probing areas of relevant inquiry in this

case which may not have been uncovered duriog the MDL proceedings.

FEWMAN ORUt.NSKY

& SANDERS

SOOLSTR£Er
Foo1m. FLooR

ANCUOlAGf, AX

9950'
TEl.:9ff1.m.3S38
FAX: 9ff1.274.0819

PlaintiC:s Response to Defendant's OUIline of Unresolved Issues
Regardmg Ihe Supplemen'a! Scheduling Order and Proleclive Order
State ofAlaska v. Eli Lilly and Company (Case No. 3AN-06-0S630 CI)

000321
Page 3 of9
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unnecessary.

addressed as necessary if and when it arises. A sweeping exclusionary provision is

infonuation is going to occur during the course of a deposition, then that situation may be

Page 4 or9000322

Plainti~s Response to Defendant's Outline of Unresolved Issues
Regardmg the Supplemenlal Scheduling Order and Protective 0 d
Slale ofAlaska v. Eli Lilly and Company (Case No. 3AN.06-0S:3;r

C1
)

provision. The persons referred to in both versions are the only ones allowed to attend

The State's version of the scheduling order contains provisions dealing with both

coordination and duplicative depositions. The State believes the provisions on these

subjects in its version of the order comport more closely with the Court's previous

recognition of the State's discovery needs in this case. The State has agreed to use its

best efforts at coordination where required by the Court Further the Stat ' . f. ., e s versIOn 0

the order preserves Lilly's right to object to any deposition it bel' "leves IS Improper under

the Alaska Rules of Civil Procedure. The State has iss d thr d . . .ue ee epoSltlOn notIces to

2. Coordination of depositions and duplicative depositions (Lilly's
Paragraphs I1(C)(3) and (4) I the State's Paragraphs E and
F(4».

depositions absent court order or agreement of the parties. Most if not all of these people

govems the circumstances under which and to whom disclosure of confidential

will have already signed the protective order prior to the deposition. The protective order

1. Who may be present at depositions (Lilly's Paragraph I1(C)(I) I
the State's Paragraph F(I».

The State has simply proposed the more practical version of essentially the same

documents may be made. If it appears unauthorized disclosure of confidential

FELDMAN ORLANSKY

&,SANDERS
SOO L ST1l£ET

FooIml FLootl
ANCHoRAGE, AK

99501
TEL: 907.272.3538
FAX: 907.274.0819



date, and Lilly has already objected to one without the aid of the superfluous language it

proposes in its version of the order.

confidentiality designation rendered null, the Court has the power to hold accountable

000323 Page50f9

any party who violates the protective order. That power would certainly serve to either

party could make the documents public and profit from doing so by having the

advantage for the violating party resulting from its actions. Lilly's proposed language

would defy reason by maintaining a fa~ade of confidentiality and burdening non

offending parties with restrictions no longer justified by the circumstances.

(a) discourage any such violations, or (b) punish any such violations so that there is no

longer be considered confidential after such public disclosure. While Lilly suggests a

reality that documents covered by this confidentiality order or one in another lawsuit may

become public and that, without regard to how they became public, they can then no

11. Protective Order

A. Use of Discovery Materials (paragraph 2 in each version)

The State has no intention of breaching the tenns of any protective order in place

in this litigation. Nor does the State have any intention of aiding and abetting the breach

of any such orders. Nevertheless, the State's version of the protective order reflects the

Plainti~s Response to Defendant'S Outline of Unresolved Issues
Regardmg lhe Supplemental Scheduling Order and Protective Orde
State ojAlaska v. Eli Lilly and Company (Case No. 3AN-06-05630 rCI)

FELDMAN ORl.ANSKY

& SANDERS

SOOLSTRm"
FouRTH A.ooR

AJiCHORAGE. AK
99SOI

TEL:907.2n.3S38
FAX: 907.274.0819



B. Use of Alaska-specific discovery materials outside of Alaska

of the protective order.

Page 6 of9000324

C. Privilege logs (paragraph 3 in each version)

protective order. Thus, the State's proposed language is consistent with other provisions

which allows disclosure to other attorneys in Zyprexa lawsuits, subject to the terms of the

provide for the sharing of confidential infoffilation outside of this case in Paragraph 6(f),

(paragraph 2 in each version)

Lilly's version of the protective order reflects Lilly's anti-coordination position

when coordination potentially benefits someone else. Lilly is happy for the State to have

the benefit of the MDL discovery and wants it to coordinate its depositions with other

litigants because it saves Lilly the trouble of duplicative effort. However, Lilly is

unwilling to allow the State's discovery in this litigation to be used in other Zyprexa

litigation because Illat may save some other party from duplicative effort.

Notwithstanding Lilly's double standard, both versions of the protective order actually

Plaimi~s Response to Defendant's Outline of Unresolved Issues
Regardmg the Supplemental Scheduling Order and Protective Orde
Sune ofAlaska v. Eli Lilly and Company (Case No. 3AN-06-05630~l)

Contrary to Lilly's statement that the PSC had no trouble challenging redactions

and documents withheld on claims of privilege in the MDL proceedings, those challenges

were made exceedingly difficult by the nature of the privilege log produced by Lilly. It

was not done by bates range or document number, but rather by witness. While the PSC

"muddled through," it was only through the Herculean efforts of attorneys devoted to that

particular task. The same should not be required here when 't .
I IS unnecessary and the

FELDMAN ORLANSKY

& SANDERS
SOO L STREET

FoURTIt FLOOR
A1'4CHORAGE.AK_I

l'a.: 907.2n.3S38
FAX: 907..274.ll319



Alaska Rules of Civil Procedure provide a simple solution. All the State bas asked in its

version of the protective order is that Lilly produce a log which complies with the

provisions of Rule 26(b)(5) of the Alaska Rules. The State's version of the protective

order tracks the language of Rule 26(b)(5) almost verbatim, and Lilly has articulated no

reason why the parties should not be expected to comply with that rule in this case.

D. Coverage of non-party witnesses (paragraph 10(a) in each version)

Paragraph 6(g) of both versions of the protective order allows the disclosure of

confidential information to persons noticed for depositions. Paragraph 10(a) of both

versions of the protective order provides further that a deponent may be shown

confidential infonnation as long as the deponent already knows of the information or "if

the provisions of paragraph 6 are complied with." The additional language proposed by

Lilly in its version of Paragraph 10(a) is unnecessary and burdensome to parties noticing

depositions of witnesses outside of their control. The protective order must already be

signed by a party or witness prior to disclosure of the confidential information. Lilly's

proposed language adds nothing to this requirement except for an unnecessary and undue

burden upon a party noticing a deposition. If during the course of a deposition it appears

confidential information may be disclosed to a deponent who has not signed the

protective order, that issue can be addressed as necessary.

FELDMAN OR ......NSKY

& SANDERS
SOOLSnEET

FouRnI FLooR
AI<CliORAGE. AI(-,

TEt.:9U1.2n.3S38
FAX:9U1.274.0819

Plainti~s Response to Defendant's Outline of Unresolved Issues
Regardmg the Supplemental Scheduling Order and Protective Orde
Stale ojAlaska v. Eli Lilly and Company (Case No. 3AN-06-05630 rCI)
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•

Ill. Conclusion

For the foregoing reasons, the State respectfully requests that the COUJ1 enter the

versions of the Scheduling Order and Protective Order submitted by it on June 7, 2007.
/

RESPECTFULLY SUBMITTED this12 day of June, 2007.

FELDMAN, ORLANSKY & SANDERS
Counsel for Plainti ff

BY_-;:~:-:-,,-:;;-:;;--...,--- _
Eric T. Sanders
Alaska Bar No. 7510085

GARRETSON & STEELE
Matthew L. Garretson
Joseph W. Steele
5664 South Green Street
Salt Lake City, UT 84123
(80 I) 266-0999
Counsel for Plaintiff

RICHARDSON, PATRICK,
WESTBROOK & BRICKMAN LLC
H. Blair Hahn '
Christiaan A. Marcum
P.O. Box 1007
Mt. Pleasant, SC 29465
(843) 727-6500
Counsel for Plaintiff

FELDMAN OR......NSKY

& SANDERS
SOOLSTREET

RlUR1lI FtooIl
ANCHoRAGE, AK

99S01
TEL: !iQ7.272.3538
FAX: 907.274.0819

Plaintiff's Respons t D" d '
Regarding the Sup;lc~e:ta~nS:~t S ~utline of Unresolved Issues
Slale ofAlaska v Eli L"/l deeduhng Order and Protective Order

. I yon ampany (Case No. 3AN·06·05630 CI)
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FB.DMAN ORLANSKY

&:SA1"oEJlS
500 L ST1l£ET

FouRlll FLOOR

ANOfORAGE, AK

9950'
TEL: 907.2n.1538
FAX: 907.274.0819

Certificate of Service
I hereby certify that a true and correct ,
copy of Plaintiff's Response to Defen~ant s
Outline of Unresolved Issues Regardmg the
SuppleDlental Scheduling Order a?d
Protective Order was served by DlaIl on:

Brewster H. Jamieson
Lane Powell LLC .
301 West Northern Lights Boulevard, SUite 301
Anchorage, Alaska 99503-2648

~:"t2m-&~

Plaintiff's Response to Defendant's Outline of Unresolved Issues
Regardiog the Supplemental Scheduling Order and Protective Order
State afA/askn v. Eli Lilly and Campany (Case No. 3AN-06-0S630 CI)
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IN et:eI1K'S OFFice
U.S. DISTRICT COURT, E.O.N.Y.

* MAR 15 2005 *

conferences \....ith the parties an Sp ial Discovery Master Pe H. Woodin on these and related

.BRooKLYN OFFICE

Exhibit A, Page 1 of 6
SOA Response 10 lilly's Outline 01

S Unre~oIved Issues Re Supplemental
cheduhng Order and Protective Order

Case No. 3AN·Q6.05630 CI

MDL No. 1596 (lBW) (AS C)

Roben p.r. ker
Charle M: I ez.sley
David ilo !l

~""I

CA • ~ NAGl>MENT ORDEli! 0,9

ffioc.ument P dti: lion Schedule nud Sc I . DenositioDS)

issues, most recenlly on March .2. 5, IT IS HEREBY ORD ~D:
'. i

boc Alent Production Scbe " e

1. As of the da o~ ~is Order, Lilly has prod j d approximately 2.4 million

pages of documents in 'his MD pJJJiceeding. Addi,ionally, L' "has produced two relational

e1wroDlc databases (Regulator A 'vities Planning and Tra< ng (RAPT), and IMPACT)

which total approximately 40 1\ 'Bs data. ,j
2. Among the ,cu~~enlS produced to date, Li' has produced hardcopy

documents and emalis (total in! p. pxirnately 775,000 docun ; nt pages) associated with the

following medjcal, regulatory . m keting individuals: i
I
I
I

~
Ii

consultations betwcen the Plain ff teering Committee CPS ) and Eli Lilly and Company

("Lilly"), :md having consider. th 'lfillen Subullssions oflh banies, and following

THlS DOCUMENT APPLIES 0:
ALL CASES

In order to facilitate 'he rd y conduct of discovery ir ,he abovo-referenccd MDL
I

proceeding in light ofthe Court rd' ed trial date of Decembee I ,2005, md following

In re: ZYPREXA PRODUCT ,
LIABILITY LlTIGATI< iN

UN1TED STATES D1STRlCT at, T
EASTERN DISTRICT OF NEV Y ~.. ... ·__ ··x
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ElChibil A, Page 2 of 6
SOA Response to Lilly's Oulline of

Unre~olved Issues Re Supplemenlal
Schedulmg Order and Protective Order

Case No. 3AN·06·05630 Cl

000329

-eight (48) individuals

-2-

Document"lJS58'BfiIl ~i'~/2005 Page 2 of ~GE ~

r II
associated with these in~ viduals will be completed by

11

"Ily will complete produ .on of hardcopy documents,

'ated with the following

Melanie
Patrizia
Michael
Jared G.
Michael

Glyn Par"
Timothy
Michelle
Mauricio
Vincent
Robert

c

3.

Production of the electronic doc

March 15,2005.

design.ted by the PSC:



The production of additional ele lro" c databases and other ele onic data sources has been the

Exhibit A, Page 3 of 6
SOA Response 10 Lilly's Outline of

Unresolved Issues Re Supplemental
Scheduling Order and ProtecUve Order

Case No. 3AN-06-05630 CI

000330

thereafter whether the deadline

et this April 15'h deadline,

-3-

,
"""'''ENBF\j'' o%J"l~/2005 Page 3 of ~GE e4

Document 'r:>:> ~
I

efore April I, 2005
, tern (Clintrace): efore April 25, 2005

c

5.

4. !fLilly det _

right to oppo.se any such motion

before March 21, 2005, a.'1d the

ffiZy be extended.

subject of continuing discussion. y . unsel for the parties, and., thing in this Order sh.all impair

the PSC's righl to move to COm I t production of additional cctronic data sources, or Lilly's

cau.c;e shown, 10 Special Disco\'

Lilly', counsel, on or before M
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ests to modify usual deposition

1. Any dispute concerning the

to Special Discovery Master

5, all documents concerning the

s I through 13 ha"e been

to the PSC on a monthly basis

,tion Wave.

9. Lilly will pro uC." on or before August \ 2I .
labeling ofZyprexa in Great Br air lind Japan.

Deoosir; s II '

10. Depositions tiU I~ conducted in accordanc

Procedure and [he Local Rules th United States District C

Y k I.or '. AU counsel are expected 0 Fornmodate reasonable r .'

procedures because of the speci I n idS of an individual depo

extenl of accommodation that n y ~ necessary may be brou

Woodin for an immediate rulin

-4-

8 P'·! I. r1\'llege log for ocumenl Production Wa

produced \0 the PSc. Hereafter pri lIege logs will be produc
I

covering subsequent Production "Na bs.
I

Producti n ForeiPlt LabeliD"

Redactio:l Prh'i)e2:e Loas

7. Redaction \0 fo 1D0cument Production Wi es I through 17 and for the
I

IND/NDA production have beer pr toeed to the PSC. Herea ,redaction logs will be

, .
identificd and/or produced and \" ic are responsive to the PS First Request for Production of

Documents. Except for docume ts nceming the labeling of 'rex> in Great Britain and

Japan (see below), Lilly will co pie I its document productiolll n or before June 15,2005

produced to the PSC within two we. ,s of eacb Document Pro

i
6. Lilly will con Illu ~o produce other d.ocume .. responsive to the PSC's

discovery requests on a bi-week 'rc ~ng basis. By no laterth March 18, 2005, Lilly will

1
identify those documents and at r £ctronic data sources that at have not previously been
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Special ,l covery Master

I
1
I

e the depositions of pI ltiffs immediately. Beginning

, ns who may have prescribed

Document"¥5ifNB~ ~~/2005 Page 50flff'GE e6

11. Lilly may be

ZypreX3 10 or atben,vise treated; di ijual plaintiffs whose cas ere originally filed in the

Esstem District of New York. . Ill' ,aybegin to lake the dep1 tions of prescribing and treating

physicians for olher plaintiffs be' ,~g May 1,2005.
! I

I

April J, 2005, Lilly mal' begin t I

DaleC: New York, New York.
March 10, 2005
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The Plaintiffs Memorandum in Opposition to Defendant Eli Lilly and Company's

Motion for Protective Order to Bar the Deposition of Sidney Taurel and the exhibits

attached thereto, filed on June 8, 2007, contain CONFIDENTIAL information. Thus, the

<1'.

Case No. 3AN-06-05630 CI

NOTICE OF PLEADING TO BE FILED UNDER SEAL

IN THE SUPERIOR COURT FOR THE STATE OF AL~.,SI0 ::,

THIRD JUDICIAL DISTRICT AT ANCHORAGE

FELDMAN, ORLANSKY & SANDERS
Counsel for Plaintiff

BY~C1~~~=-- _
Eric T. Sanders
Alaska Bar No. 7510085
500 L Street
Suite 400
Anchorage, AK 9950 I
(907) 272-3538

RESPECTFULLY SUBMITTED this {Way of June, 2007.

Defendant.

Plaintiff,

STATE OF ALASKA,

parties request that the pleading be filed under seal in the attached envelope.

ELI LILLY AND COMPANY,

v.

FELDMAN ORLANSKY

& SANDERS
SOO L ST1<EET

FOURnJ FLOOR
ANQlORAGE. AX.

99S01
TEL: 9(Jl.2n.3S38
FAX: 907.274.08L9

Notice of Pleading 10 be Filed Under Seal
Stale of Alaska v. Eli Lilly and Company, Case No. 3AN-06-5630 CIY
Page I of2
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GARRETSON & STEELE
Matthew L. GalTetson
Joseph W. Steele
5664 South Green Street
Salt Lake City, UT 84123
(80 I) 266-0999
Counsel for Plaintiff

RICHARDSON, PATRICK,
WESTBROOK & BRICKMAN, LLC
H. Blair Hahn
Christiaan A. Marcum
P.O. Box 1007
Mt. Pleasant, SC 29465
(843) 727-6500
Counsel for Plaintiff

Certificate of Service
t hereby certify that a true and correct
copy of the Notice of Pleading to be
Filed Under Seal was served by
messenger on:

Brewster H. Jamieson
Lane Powell LLC
30 I West Nortbern Lights Boulevard, Suite 30 I
Anchora , Alask 99 03-2648

ODQ

FELDMAN ORLANSKY

& SANDERS

SOOLSTREET
FouRrn FLooR

ANCHORAGE. AK

99501
TEL: 907.272.3538
FAX: 907.274.0819

otice of Pleading to be Filed Under Seal
Stale of Alaska v. Eli Lilly and Company Case No 3AN-06 5630 CIV
Page 2 of2 '.-
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LAW OFFICES
FElDMAN ORLANSKY

&'SANDERS
5OOlSTRU,.

FoURnl FLooR
ANCHORAGE, AX

99S01
Ta: 9J7.272.3538
FAX; 907.274.0819

TN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORAGE

STATE OF ALASKA,

Plaintiff,

vs.

ELI LILLY AND COMPANY,
Case No. 3AN-06-5630 CIY

Defendant.

ORDER GRANTING EXTENSION
TO FILE OPPOSITION TO MOTION FOR PROTECTIVE

ORDER TO BAR DEPOSITION OF SIDNEY TAUREL

IT IS ORDERED that the Motion for Extension of Time to File Opposition to

Motion for Protective Order to Bar Deposition of Sidney Taurel is GRANTED. Plaintiff

shall have until Friday, June 8, 2007, to file its opposition to the Motion for Protective

Order.
~

DATEDthjs~dayofJ~ ,2007.

BY THE COURT

Order Granting Extension to File Opposition to MOlion
For Prolective Order To Bar Deposition of Sidney Taurel 'fy h ..JiJJ.1." J? 2fJOI
State ofAlaska v. Eli Lilly and Company Case No 3AN 06 563~~ at on II d.k_~.__
Page t of I ,. - - their /Iddr:a:8:/I;f~:e:rd:O .aen of lh. following II

Bonde./'"6 JOm,'e:.50r1
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IN THE SUPERIOR COURT FOR THE STATE OF~~9cc,~
. "'''lll!<!1l!t-r

TIITRD JUDICIAL DISTRICT AT ANCHORAGBJ,y Os itj
8;. ........... ",. '01

STATE OF ALASKA, ~

Plaintiff,

v.

ELI LILLY AND COMPANY,

Defendant.

Case-No. 3AN-06-05630 CI

ELI LILLY COMPANY'S
PRELIMINARY WITNESS LIST

Pursuant to the Court's Standard Pre-trial Scheduling Order entered in this action,

Defendant Eli Lilly and Company ("Lilly") hereby submits its Preliminary Witness List.

Lilly's ability to identify witnesses to testify at trial is limited by uncertainty about the scope

and nature of evidence that will be heard in this case, and the State's refusal to identify

witnesses with knowledge about facts relevant to its lawsuit.

In its pending Motion Concerning Claims and Proofs, the State argues that it can

prove that misrepresentations and off-label promotion by Lilly caused doctors to write

prescriptions that they otherwise would not have, without ever identifying the physicians who

experienced the alleged misconduct, or the Lilly employees who allegedly perpetrated it.

The State also argues that it can prove that the use of Zyprexa caused diabetes and other

injuries without identifying any patients who are suffering from these conditions, or

producing their medical records so that their treatment history, time of diagnosis,

confounding risk factors, and other relevant information can be ascertained. The State does

not intend to present such individualized evidence itself, and has taken the position that Lilly

is not entitled to discovery of this information to develop its defense. Accordingly, at this

000337



time, Lilly is not able to identify the patients, physicians, or persons who communicated with

physicians who might be called to testifY in this matter.

In addition, the State's failure to provide infonnation about any communications

between Lilly and the State of Alaska giving rise to the State's causes of action hampers

Lilly's ability to identifY witnesses who may testifY at trial.

Subject to these limitations, Lilly advises it may call the following witnesses to

testifY at the trial in this matter. All current and former Lilly employees should be contacted

through counsel. Lilly reserves the right to supplement and amend this list in accordance

with the applicable Alaska Rules of Civil Procedure, as discovery has just begun in this

matter. Retained expert witnesses will be identi fied at a later date.

The following witnesses may be asked to testifY about the State of Alaska's

reimbursement policies relating to Zyprexa:

1. David Campana, Medicaid Pharmacy Program Manager
c/o State of Alaska's Dept. of Health and Social Services
Division of Health Care Services
450 I Business Park Blvd., Suite 24
Anchorage, AK 99503

2. Jack Gilbertson, Former Commissioner
Dept. of Health and Social Services
laddress unknown]

3. Bill Hogan, Deputy Commissioner
c/o State of Alaska's Dept. of Health and Social Services
DIvIsIOn of Health Care Services
450 I Business Park Blvd., Suite 24
Anchorage, AK 99503

Eli Lilly Company's Preliminary Witness List
Slate ojAlaska v. Ell Lilly and Company (Case No. 3AN-06-0S630 Cl)

000338
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4.

5.

Karleen Jackson, Commissioner . '
c/o State of Alaska's Dept. of Health and Social Services

Division of Health Care Services
4501 Business Park Blvd., Suite 24
Anchorage, AK 99503

Bob Labbe, Former Deputy Commissioner
Dept. of Health and Social Services
[address unknown]

The following witnesses may be asked to testify in response to allegations in

Karen Perdue, Former Commissioner
Dept. of Health and Social Services
[address unknown]

Attorney-Client Privilege

Attorney-Client Privilege

Kevin Walters
c/o Pepper Hamilton LLP
3000 Two Logan Square
18th & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

Nathaniel Miles
c/o Pepper Hamilton LLP
3000 Two Logan Square
18th & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

8.

7.

6.

Plaintiffs' Complaint:

1. Robert Baker, M.D.
c/o Pepper Hamilton LLP
3000 Two Logan Square
18th & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

Attorney-Client Privilege

Eli Lilly Company's Preliminary Witness List
Stale ofAlaska v. Eli Lilly alld Compolly (Case No. 3AN-06-05630 Cl)
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2. Patricia Cavazzoni, M.D.
c/o Pepper Hamilton LLP
3000 Two Logan Square
181!> & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

3. Steve Guyman
c/o Pepper Hamilton LLP
3000 Two Logan Square
181!> & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

4. David Noesges
c/o Pepper Hamilton LLP
3000 Two Logan Square
181!> & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

5. Eric Schultz
c/o Pepper Hamilton LLP
3000 Two Logan Square
181!> & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

6. Michelle Sharp
c/o Pepper Hamilton LLP
3000 Two Logan Square
181!> & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

Attorney-Client Privilege

Attorney-Client Privilege

Attorney-Client Privilege

Attorney-Client Privilege

Attorney-Client Privilege

Eli Lilly Company's Preliminary Witness List
Slale ofAIQ.'Ika ". Eli Lilly and Company (Case No. 3AN-Q6.{)S630 Cl)

000340
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Attorney-Client Privilege

By-J~~~f/!!,~:::;:;;:;~-~.,.....~
Brewster H. mieson, ASBA No. 8411122
Andrea E. Gi olamo-Welp, ASBANo. 0211044

7. Gary Tollefson, M.D.
clo Pepper Hamilton, LLP
3000 Two Logan Square
18th and Arch Streets
Philadelphia, PA 19103
(215) 981-4000

DATED this 8th day of June, 2007.

Attorneys for Defendant

PEPPER HAMILTON LLP
Andrew R. Rogoff, admitted pro hac vice
3000 Two Logan Square
18th & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

LANEP

Eli Lilly Company's Preliminary Witness List
Stale OfAlaska ,~ E/I LiJly a"d Compally (Case No. 3AN·06-05630 Cl)

009867jl0381160895.1

~:~~?~~h~~~n~~eed 8b;~~ ~~py of the

~d~~C:~~k;& Sanders
500 L Street, Suile 400
Anchorage, Alaska 99501-5911



the Court that after a series of discussions, the parties were unable to reach agreement on a

COMES NOW Defendant Eli Lilly and Company ("Lilly") and provides notice to

NOTICE OF FILING DEFENDANT'S
SUPPLEMENTAL SCHEDULING

ORDER, PROTECTIVE ORDER, AND
OUTLINE OF UNRESOLVED ISSUES

REGARDING THE ORDERS

!~ F!lftJ/n
TlO,r-iLo~ rrta,Ccu.-...... 7ItiiiJ

0t3
'lI$-"I, 0 7TItcr

'llot 81001
~~

Case No. 3AN-06-05630 CI

Plaintiff,

Defendant.

TN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORAGE

STATE OF ALASKA,

State's version of the orders submitted to the Court on June 7, 2007.

reflect this Court's directives on the items still at issue between the parties, as opposed to the

handful of provisions contained in the Supplemental Scheduling Order and the Protective

ELI LILLY AND COMPANY,

v.

Order. Lilly believes that its version of the orders (attached to this Notice) most accurately

Lilly outlines below the areas that the parties were unable to resolve between

themselves with respect to the two orders and why it believes that Lilly's version should be

adopted by this Court. Finally, in light of the contents of this Notice and its attachments,

Lilly respectfully requests that the Court enter its versions of the Supplemental Scheduling

Order and Protective Order.
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I. SCHEDULING ORDER

. . th Court to place a highAs a global and preliminary request, Lilly agaIn urges e

value on federal-state coordination, which it believes is critical to conserving the resources of

B. Discoverv

the Order. It does not matter to Lilly where it is placed.

Page 2 of 5

000343

requested in the MOL, Lilly includes a provision allowing for non-duplicative discovery

requests in paragraph H(A). Lilly also includes language that would authorize it to object to

Recognizing that plaintiff may require Alaska-specific discovery that was not

A. Nature of the Case

Because of the magnitude and complexity of the case, Lilly suggests that the case

be characterized as "non-routine." The parties agree, however, to exempt the case from the

initial disclosure requirements of Rule 26(a)(I) and the thirty-interrogatory limit of

Rule 33(a). Lilly and plaintiff have simply placed the latter provision in different sections of

Alaska (i) participated in MOL discovery on behalf of certain personal injury plaintiffs, and

duplicative discovery, which is appropriate in view of the fact that counsel for the State of

all courts and all parties.

these provisions with respect to discovery as they comport with the Alaska-specific

parameters of this action.

(ii) enjoys access to the MOL document depository. Lilly requests that the Court endorse

Notice of Filing Defendant's Supplemental Scheduling Order:
Protective On:fer, and Outline of Unresolved Issues Regarding the Orde
Stale ofAlaska ~~ Eli Lilly aud CompallY (Case No. 3AN-06-QS630 CI) rs



duplicative or Alaska-specific. Lilly requests that the Court endorse these provisions in the

endorse this provision.

Page 3 of5
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Lilly drafted paragraph 2 of this Order to exempt from coverage any documents

that had become public "without a breach of the terms of this Order," a phrase that plaintiff

demands be deleted. In the MDL, Lilly has already suffered a breach of the protective order

through the actions of a plaintiff's expert and an Anchorage lawyer. See In re Zyprexa

Products Liability Litigation, 474 F.Supp.2d 385 (E D NY 2007) L'll. . .. . 1 Ycannot fathom why

the State of Alaska believes it--or as in the MDL a party' h' ,s expert w 0 had endorsed the

A. Use of Discovery Materials

n. PROTECTIVE ORDER

1. Plaintiff Objects to Paragraph II(C)(l) of the Order.

Paragraph U(C)( I) excludes persons who had not signed the Protective Order from

attending those parts of a deposition in which documents covered by that Order are being

used. This provision comports with common sense and carries out the spirit of the Protective

Order; to do otherwise would eviscerate the Protective Order. Lilly requests that the Court

2. Plaintiff Objects to the (i) Coordination-of-Depositions Provision in
Paragraph II(C)(3) and the (ii) Prohibition Without Good Cause of
Duplicative Depositions in Paragraph II(C)(4).

The provisions contained in paragraphs I1(C)(3) and I1(C)(4) attempt to conserve

the parties' resources, but not unduly restrict plaintiff from taking depositions that are non-

interests of economy as tempered by balance and fairness.

Notice ~r Filing Defendant's Supplemental Scheduling 0 d
Protectrve Order, and Outline or Unresolved Issues Re ard~r, tl
Stote ofAlaska ". Eli Lilly and Company (Case No. 3AN~O~~i3~~~rders



C. Privilege Logs.

of the Order and include the limitation to "this case."

Page 4 015
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Although, at the last hearing, this Court endorsed the utility of an Alaska-specific

Notice ~f Filing Defendant's Supplemental Schedulin 0 d
Protecllve Order, and Outline of Unresolved I g r ~r,
State ofAlaska ". Eli Lilly a"d Compo"y (Case~~~;~~~~~~i~~~~rders

Plaintiff next objects to the use of a procedure described in paragraph 3 that has

worked well for years in the MDL, imposing additional requirements on privilege logs that

are not required by the MDL court. Suffice it to say that, on the basis of logs provided by

Lilly in the MDL, plaintiffs have had no difficulty challenging certain redactions by Lilly

and, indeed, prevailing on certain such claims. Therefore, Lilly requests that the Court

endorse the use of a separate log in the circumstances described in that paragraph.

the apple" that this Court forbade. Therefore, Lilly requests that the Court endorse its version

so that Alaska discovery can be used for any other litigation-precisely the "second bite at

this case to "this case"; plaintiff prefers to stTike that phrase and insert "Zyprexa litigation,"

Alaska litigation. Paragraph 2 of the proposed order limits the use of documents produced in

the restriction of the use of confidential documents produced in the Alaska litigation to the

Protective Order, plaintiff again attempts to undermine that concept by seeking to eliminate

Lilly requests that this language be included in the Protective Order.

B. Use of Alaska-Specific Documents Outside of Alaska.

MDL protective order-should be able to make documents public in breach of the order, and

then be able to take the position that the documents are not covered by the order. Therefore,



D. Coverage of Non-Party Witnesses.

Finally, plaintiff seeks to excise virtually all of paragraph 10(a), which

Attorneys for Defendant

DATED this 8th day of June, 2007.

PEPPER HAMILTON LLP
Andrew R. Rogoff, admitted pro hac vice
30~0 Two Logan Square
18 & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

LANE POWELL LLC

BY·Rf.~~~8z,;~;;;;;:;:'IT-",""",=-~Brewster H. Ja ieson, ASBA No. 11122
Andrea E. Gtrolamo-Welp, ASBA No. 0211044

Protective Order, and (ii) was the subject of a ruling by the MDL court after the parties failed

to agree on that provision. The provision in Lilly's version of the Protective Order tracks the

language approved by the MDL court.

(i) establishes a procedure by which non-party witnesses can be bound by the terms of the

I ccnify thai on June 8, 2007, a copy of the
foregomg WIIS scrycd b} ha.M on:

Eric T. Sanders. Esq.
Feldman Orlaosk)' & Sanders
500 L. SLIccl, Suite 400

~
ragC~~I:lSk::501'5911

_~~ lI1eh b=:

Notice of Filing Defendant' S I
Protective Order. and OutJiSne~':Jemental Scheduling Order,
State ofAlaska l'. 'Eli Lilly alld Com:~~~O(I~:dseISNsues3ARNegaording the Orders

r J O. - 6-0S630 Cl)

000346
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA~\

THIRD JUDICIAL DISTRICT AT ANCHORAGE

As discussed at the April 6, 2007 status hearing, the parties have been attempting

NOTICE OF FILING PLAINTIFF'S
PROPOSED SUPPLEMENTAL SCHEDULING ORDER

STATE OF ALASKA,

Plaintiff,

vs.

ELI LILLY AND COMPANY,

Defendant.

)
)
)
)
)
)
)
)
)
)

Case No. 3AN-06-5630 CIV

to agree on the tenns of a supplemental scheduling order that the Court can issue.

Because it is apparent that the parties cannot reach an agreement on this subject, the

plaintiff is now submitting its proposed supplemental scheduling order for the Court's

consideration.

DATED this r:r day of June, 2007.

FELDMAN ORLANSKY & SANDERS
Counsel for Plaintiff

BY~V~",;;=;- _
Eric 1. Sanders
AKBarNo.7510085

LAWQFFICES
FELDMAN QRL\NSKY

& SANDERS
SOOLSnl.EET

FOURTIlFl.OOR
ANCHORAGE. AK

99501
TEL: 907.272.3538
FAX: 907.274.0819

''9

Notice of Filing Plaintiffs Proposed Supplemental Scheduling Order
State ofAlasko v. Ell Lilly and Company (Case No. 3AN-06-5630 CN)

000347
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GARRETSON & STEELE
Matthew L. Garretson
Joseph W. Steele
Counsel for Plaintiff

RICHARDSON, PATRlCK, WESTBROOK
& BRlCKMAN, LLC

H. Blair Hahn
Counsel for Plaintiff

Certi ficate of Service
1hereby certify that a true and correct
copy of Notice of Filing Plaintiff's
Proposed Supplemental Scheduling
Order, and Supplemental Scheduling
Order was served by messenger on:

Brewster H. Jamieson
Lane Powell LLC
30 I West Northern Lights Boulevard, Suite 30 I
Anchorage, Alaska 99503-2648

o
BYj'!~~
Date}? 707

( /

LAWOFFlCES
FEl..DMANOIU.AN$KY

& SANDERS
500 L S11<E£T

FoURTlI FLOOR

ANCHORAGE. AK
mol

TEL: 907.272.3538
FAX: 907.274.0819

Notice of Filing Plaintiff's Proposed Supplemental Scheduling 0 d
State ofAlaska v. Eli Lilly and Compnny (Case No. 3AN-06-563~ ~~)

Page 2 of2

B c
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IN THE SUPERIOR COURT FOR THE STATE OF A.LASl0"'.

THlRD JUDICIAL DISTRICT AT ANCHORAGE

The parties acknowledge that the Court should issue an order to protect

confidential material that may be produced in this case, but are unable to agree on the

terms of that order. Accordingly, the plaintiff is now submitting its proposed Protective

--

Case No. 3AN-06-5630 CIV

f/fV
Eric T. Sanders
AK Bar No. 7510085

BY
----,:;:f";r'-;;-:~------

)
)
)
)
)
)
)
)
)
)

NOTICE OF FILING PLAINTIFF'S
PROPOSED PROTECTIVE ORDER

FELDMAN ORLANSKY & SANDERS
Counsel for Plaintiff

vs.

Defendant.

Plaintiff,

ELI LILLY AND COMPANY,

STATE OF ALASKA,

Order for the Court's consideration.

DATED this "1day of June, 2007.

LAWOFACES
FELDMAN OR1.ANSKY

&SANDERS

500 L S11lEET
FouRllJ FLOOR

ANcHoRAGE. AK

"""'I
TEL: 901.272.3538
FAX: 907.274.0819

Notice of Filing Plaintiffs Proposed Protective Order
Slale ofAlaska v. Eli Lilly and Company (Case No. 3AN-06-5630 CN)

Page I of2
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GARRETSON & STEELE
Matthew L. Garretson
Joseph W. Steele
Coullselfor Plaintiff

RICHARDSON, PATRICK, WESTBROOK
& BRICKMAN, LLC

H. Blair Hahn
Coullselfor Plailltiff

Certificate of Service
I hereby certify that a true and correct
copy of Notice of Filing Plaintiff's
Proposed Protective Order, and
Protective Order was served by
messenger on:

Brewster H. Jamieson
Lane Powell LLC
30 I West Northern Lights Boulevard, Suite 30 I
Anchorage, Alaska 99503-2648

LAWOrnCES
FELDMAN ORLANSKY

&. SANDERS
50llLSTREET

Fouarn FLooR
AHCUORAGE. AK

99501
TEL: 907.272.3538
FAX: 907.274.0819

NOIicc of Filing Plaintiffs Proposed Protective Order
State ojAlaska v. Eli Lilly and Company (Case No. 3AN-Q6-5630 CIV)
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NONOPPOSlTION TO PLAINTIFF'S
MOTION FOR EXTENSION OF TIME

ELI LILLY AND COMPANY,

Defendant.

000351

Case No. 3AN-06-05630 CI

IN THE SUPERIOR COURT FOR THE STATE OF ALASp'

THIRD JUDICIAL DISTRICT AT ANCHORAGE

v.

Plaintiff,

STATE OF ALASKA,

g ~ COMES NOW, defendant, by and through counsel, and files its nonopposition to
o ;e
j .. ~ plaintiff's Motion for Extension of Time to File Opposition to Motion for Protective Order to~ "E~~ g

j ] ~ ~ Bar the Deposition of Sidney Taurel, dated June 5, 2007.d ~ ~.~
:>.:1':l.L.o-g, E - DATED this 6th day of June, 2007.
c..:.:i <..~

~ ~ ~~
<5~"
.Jzg~

H<: CJ

= I
M ~ 11122



Plaintiff, State of Alaska, by and through its counsel, Feldman Orlansky &

Sanders, requests thattllis Court grant it a three-day extension to Friday, June 8, 2007, to

Case No. 3AN-06-5630 CIV

)
)
)
)
)
)
)
)
)
)

FELDMAN ORLANSKY & SANDERS
Counsel/or Plaintiff

By~l~V-;---_
Eric T. Sanders
AK BarNo. 7510085

Defendant.

vs.

MOTION FOR EXTENSION OF TIME
TO FILE OPPOSITION TO MOTION FOR PROTECTIVE

ORDER TO BAR THE DEPOSITION OF SIDNEY TAUREL

Plaintiff,

~
C' '..-:

IN THE SUPERIOR COURT FOR THE STATE OF Al;\ASKA '-;
~r\

THIRD JUDICIAL DISTRICT AT ANCHORAGE\ ~

Washington DC betwee~ May 29 and June I, 2007, on an unrelated legal matter.

DATED this~ day of June, 2007.

ELI LILLY AND COMPANY,

file its opposition to Eli Lilly's Motion for Protective Order to Bar the Deposition of

Sidney Taure!. This extension is needed because Eric Sanders was required to be in

Motion for Extension of Time to File Opposition S '. .
To Motion for Protective Order to Bar Deposition of Sidney Tau efate

ofA/mC'ka v. Eft LzI/y and Company
Page I of 2 r ase No. 3AN-06-5630 CIV

STATE OF ALASKA,

LAWOFACES
fELDMAN ORLANSKY

& SANDERS

500 LSrREET
FOUR111 FLOOR

ANCHORAGE. AK

99S01
TEL: 907.272.3538
FAX: 907.274.0819
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LAWOFFlCES
UoMAN ORlANSKY

&SANDERS
500 LSTRF..ET

FOURll-l FLOOR
NCIIORAGE. AX,."',

[Et, 907.272.3538
:AX: 907.274.0819

GARRETSON & STEELE
Matthew L. Garretson
Joseph W. Steele
COllllseljor Plailltif!

RICHARDSON, PATRICK, WESTBROOK
& BRICKMAN, LLC

H. Blair Hahn
COllllseljor Plailltif!

Certificate of Service
I hereby certify that a true and correct
copy of Motion for Extension of Time to
File Opposition to Motion for Protective
Order to Bar Deposition of Sidney Taurel
was served by messenger on:

Brewster H. Jamieson
Lane Powell LLC
301 West Northern Lights Boulevard, Suite 301
Anchorage, Alaska 99503-2648

~By . _,..f!-
Date tf{j;f:

Motion .for Extension of Time to File Opposition
To Motion for Prolective Order to Bar Depositio f S·dn T State ofAlaska v. Eli Lilly and Company
Page 2 of2 no I ey aurel Case No. 3AN-06-5630 CN
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA
AT ANCHORAGE

State of Alaska
Plaintiff/petitioner

FILE COpy

This case is scheduled for:

000354

Mark Rindner
Superior Court Judge

CALENDARING NOTICE

Defendant/Respondent. CASE NO. 3AN-06-0S630CI

Date: 06/22/2007

Time: 4:00 pm

Event: Status Hearing: Superior Court

Judge: Mark Rindner

Court: 825 W 4th Ave, Anchorage, Alaska 99501

Location: Courtroom 403, Anchorage Courthouse

Hearing/Event information for this case is also available online at
http://www.courtrecords.alaska.gov!.

6/1/2007

Effective Date

Secretary/Clerk: LShaw

1certify that on 6/1/2007, a
copy of this order was mailed to:
Brewster HJamieson
Eric T Sanders

vs.

Eli Lilly & Co



000355
Admlnl1trative Asslstllnt

certify thet on JUr1_~.1.f.°V1 •..
of the above wn mailed to eech of the following a:

theIr addresses of recordl
Sanders To.nI1l·e.~OV)

Case No. 3AN-06-05630 CI

Plaintiff,

Defendant.

Defendant Eli Lilly and Company's request for oral argument is GRANTED. Oral

The Honorable Mark Rindner
Judge of the Superior Court

I oenif)'lhal on M3}.Qq 2007. a copy of the
foregOing was serve~il on:

Eric T. Sanders, Esq.
Fddman OrIansl-y & Sanders
500 L Streel, Suite 400
An~aska 99501-5911

~Mb--

IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORAGE

argument on Plaintiffs Motion for Rule of Law Concerning Its Claims and Proofs is set for

Jul~ l2.. ,2007, at 3: 30 amtpm. Each party is granted 3Q.... minutes.

5t- Y
ORDERED this L day of --J U V1 e- ,2007.

ELI LILLY AND COMPANY,

v.

STATE OF ALASKA,



Proofs.

DEFENDANT'S REQUEST
FOR ORAL ARGUMENT

Case No. 3AN-06-05630 CI

Plaintiff,

Defendant.

THIRD JUDICIAL D1STRlCT AT ANCHORAGE

~ s
~ ~~ ...-.

IN THE SUPERlOR COURT FOR THE STATE OF ALAS~

\
~~

'0-

LANE POWELL LLC
Attorneys for Defendant

000355

DATED this l~ayofMay,2007.

COMES NOW, defendant Eli Lilly and Company, by and through counsel, and

v.

STATE OF ALASKA,

ELI LILLY AND COMPANY,

requests oral argument on Plaintiffs Motion for Rule of Law Concerning Its Claims and

I certify lhm onMay~ 2007, a copy of the
foregomg was served by mail on:



IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORAGE

INTRODUCTION

Filed in theTnal Courts _
STA~OFPJ.JSAA,THIRD OISTRIC

MAY 25 2U07
~Ql!),'-lhoT""CoU\S

Case No. 3AN-OiyJJ.::lA3Q CI """'"

Plaintiff,

Defendant.

000357

DEFENDANT ELI LILLY AND COMPANY'S MOTION FOR
PROTECTIVE ORDER TO BAR THE DEPOSITION OF
SIDNEY TAUREL AND MEMORANDUM IN SUPPORT

ELl LILLY AND CO ANY,

Sidney Taurel, Chairman and Chief Executive Officer of Indianapolis-based Eli Lilly

State of Alaska, however, demands that Mr. Taurel appear for a deposition, but refuses to

v.

Defendant Eli Lilly and Company ("Lilly") hereby moves for a protective order, pursuant

to Alaska Civil Rule 26(c), barring the deposition of its Chairman and Chief Executive Officer,

identilY one valid example of such unique knowledge that wouldjustilY such a deposition.

and Company, does not possess unique information about any facts relevant to this case. The

Sidney Taure!. Lilly's memorandum in support follows.

STATE OF ALASKA,

At the most recent hearing in this matter, the Court several times instructed plaintiff to

confine its discovery to Alaska-specific issues. The State ignored that directive, and it

refused Lilly's request that it complete less burdensome discovery of individuals with direct

A B



knowledge of relevant facts before deciding whether to pursue Mr. Taurel's deposition.

Accordingly, Lilly seeks a protective order under Rule 26(c) of the Alaska Rules of Civil

Procedure to bar the deposition of Mr. Taure!.

FACTUAL BACKGROUND

Page 2 of 14

000358

Defendant Eli Lilly and Company's Motion for Protective Order to
Bar the Deposition of Sidney Taurcl and Memorandum ill Support

Stale ofAlaska v. Eli Lilly and Compolly (Case No. 3AN-06-0S630 CI)

In addition to his responsibilities at Lilly, Mr. Taurel serves on the boards of directors of IBM

Corporation and of the McGraw-Hill Companies, Inc. Id., 13.

After the State told Lilly that it wanted to take Mr. Taurel's deposition, Lilly informed

the State that the deposition would be unnecessary and improper unless the State had some

basis for believing that Mr. Taurel possesses unique knowledge of relevant facts unavailable

Mr. Taurel serves as chief executive of Lilly, a pharmaceutical company with

$15.69 billion. See Affidavit of James B. Lootens, '1 4, attached hereto as Exhibit A

worldwide operations, approximately 41,500 employees, and revenues last year of about

M [hereafter, "Lootens Aff."]. Lilly conducts clinical research in more than 50 countries,
g ~
~ ~
~ ~ ::! performs research and development in nine countries, manufachlres medicines in 13

~-E~g
oJ ~ 8 ~ countries, and markets products in 143 countries. Id. There is much more to Lilly than
:3 g~.~
~co r:.:
~ '" .;; .. Zyprexa and this litigation.
o E>E =c.,...J<<n

lol 5 1i;~ Mr. Taurel has been Lilly's CEO since July 1998, and Chairman of the Board of
z.:::e~
<"§~r--:

..J ~ ~ ~ Directors since January 1999. Lootens Afr., ~ 2. As Lilly's Chairman and CEO, Mr. Taurel
~ g
o fr oversees all aspects of Lilly's operations. 1d.,1 5. His duties do not focus on Zyprexa. Id.
t') ~



h 'tt Exhibit B. Lilly's
through less intrusive methods of discovery and from ot er WI lesses.

th S Other, less burdensome avenues ofcounsel therefore requested that e tate pursue

discovery, before seeking Mr. Taurel's deposition. /d.

By electronic mail on April 30, 2007, the State asserted that "it is obvious that Mr.

Taurel has unique personal knowledge of matters that are critical to this litigation ...." /d.

Accordingly, the State's counsel stated, "[w]e will notice Mr. Taurel's deposition for a time

of our convenience." /d. On May 2, 2007, the State served a notice of deposition setting Mr.

Taurel's deposition for June 1,2007, in Indianapolis, Indiana. Exhibit C. The parties agreed

to postpone Mr. Taurel's deposition until the Court rules on this motion.

ARGUMENT

I. DEPOSITIONS OF TOP-LEVEL EXECUTIVES ARE lMPROPER UNLESS
THE EXECUTIVE HAS UNIQUE KNOWLEDGE OF RELEVANT FACTS
UNAVAILABLE FROM LESS INTRUSIVE DISCOVERY.

This Court has emphasized that the parties should focus their discovery on Alaska-

specific issues, especially in view of the massive discovery that has been completed across

the country in other Zyprexa-related matters. As the Court stated during the most recent

hearing:

I've given you ten depositions ... and they're limited to Alaska stuff
[y]ou're going to focus on the Alaska issues that wouldn't have be~~
covered in t?e MDL and you've got ten depositions to do that. Beyond
that, depOSItIons need to be coordinated with the MDL unless you come

Defendant Eli Lilly and Company's Motion for Protective Order to
Bar the Deposition of Sidney Taurel and Memorandum in Support

Stale afAlaska" Eli Lilly and Compony (Case No. 3AN-06-0S630 CI)
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back to me and say, we want to t~ke thi~ witness, Judge, and here's why
we don't think it should be coordmated.

Just as this Court has instructed the parties to concentrate on state-specific concerns, the

Alaska Rules of Civil Procedure further empower it to bar discovery from Lilly's top

executive and order the State instead to seek discovery from Lilly's lower-level employees

with direct knowledge of the relevant facts.

Indeed, Rule 26 requires the Court to limit unreasonably burdensome and harassing

discovery. Rule 26(b)(2) provides that "use of the discovery methods otherwise permitted

under these rules shall be limited by the court if ... (i) the discovery sought is unreasonably

cumulative or duplicative, or is obtainable from some other source that is more convenient,

less burdensome, or less expensive; ... or (iii) the burden or expense of the proposed

discovery outweighs its likely benefit ..." Id. (emphasis added). Rule 26(c) provides for

entry of a protective order "[u]pon motion by a party ... from whom discovery is sought ...

and for good cause shown." Alaska R. Civ. P. 26(c). The Court has "broad discretion to

determine the scope and extent of discovery and to craft protective orders." DeNardo v. Box,

147 P.3d 672,676 (Alaska 2006).

The Court may bar depositions of witnesses with limited first-hand knowledge, where

the burdensomeness of the depositions outweighs their likely benefit, as the Alaska Supreme

I Transcript of Hearing On April 6, 2007, at pp. 31-33, attached hereto as Exhibit D.

Defendant Eli Lilly and Company's Motion for Protective Order to
Bar the Deposition of Sidney Taurel and Memorandum in Support

State ofAlaska l'. Eli Lilly alld Compo"y (Case No. 3AN-06-0S630 Cn
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Court recently affirmed in Gibson v. GEICO General Ins. Co., 153 P.3d 312 (Alaska 2007).

In Gibson, the trial court entered a protective order barring the depositions of two individuals

who lacked first-hand knowledge of the determinative facts. The Alaska Supreme Court held

that the trial court acted within its discretion by prohibiting two such depositions:

Civil Rule 26(b)(2) permits the court to limit the scope of
discovery pursuant to a motion for a protective order like the one
brought by GElCO. Discovery may be limited because evidence is
"unreasonably cumulative or duplicative, or. . obtainable from
some other source that is more convenient, less burdensome, or
less expensive" or because "the burden or expense of the proposed
discovery outweighs its likely benefit, taking into account ... the
importance of the proposed discovery in resolving the issues."
Even if deposing the claims adjustors might have led to some
information on damages, the likely benefit of such information
seems small given the availability of medical records and
testimony. Gibson does not assert that the adjustors possessed
personal knowledge about her damages. Since the relevant
information the adjusters had was obtainable from other sources
and the bulk of their testimony was likely to be tangential to the
issue of damages, a conclusion that the burden of the discovery
outweIghed Its lIkely benefit would have been within the court's
discretion.2

Although Alaska courts have not yet had the opportunity to apply this Rule 26 analysis

to the proposed deposition of a top-level executive, courts elsewhere applying similar rules

have overwhelmingly concluded that such a deposition is improper unless the executive

2 Gibson, 153 P.3d 312 316-17 (quoting Ala k R C' P 26(
State, 2003 WL 22208506, *4 (Alaska A s2a . IV.: b)(2)). See also, e.g., Mullin v.
dIscovery under Rule 26(b)(2)(i) and C·)Pb 003). (holdmg that tnal court dId not abuse its
ways for [proponent] to prove the same ~hin;{estrictmg dIscovery where "there were other

Defendant Eli .~iIIy and Company's Motion for Protective Order to
Bar the DepOSItion of Sidney Taurel and Memorandum in Support

SIDle ofA/aska l'. Eli Lilly and Company (Case No. 3AN-06-{)S630 CI)
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. e personal knowledge of relevant facts that cannot be discovered through lesspossesses uOlqu

. . thods In Celerity Inc v. Ultra Clean Holding, Inc., 2007 WL 205067 (N.D.
mtnlSlVe me. .'

Cal. 2007), the court recently summarized this case law:

Virtually every court that has addressed depo,~itio~,~oticesdirected
at an official at the highest level or apex of corporate
management has observed that such discovery creates a
tremendous potential for abuse or harassment. Where a high-level
decision maker removed from the daily subjects of the l!tlgatlOn
has no unigue personal knowledge of the facts at Issue. a
deposition of the official is imprope~ .. ThIS IS espeCIally so where
the information sought in the depOSitIon c!ill be obtamed through
less intrusive discovery methods (such as mterrog~tones) or from
depositions of lower-level emplovees wIth more dIrect knowledge
of the facts at issue.

Recognition of the need to police harassing deposition practices aimed at top-level employees

extends to state courts as well. For example, in Liberty MUlua/lns. Co. v. Superior Courl, 13

Cal. Rptr. 2d 363, 365 (Cal. App. 1992), the California Court of Appeals held that "it

amounts to an abuse of discretion to withhold a protective order when a plaintiff seeks to

depose a corporate president, or corporate officer at the apex of the corporate hierarchy,

3 Celerity, 2007 WL 205067, *3 (emphasis added; citations & guotation marks omitted). See
also, e.g., Thomas v. IBM, 48 F.3d 478, 483 (10th Cir. 1995) (affirming order precluding
deposition of chairman of IBM's board of directors); Lewelling v. Farmers Ins. Co. of
Columbus, Inc., 879 F.2d 212, 218 (6th Cir. 1989) (affirming order precluding deposition of
CEO); Salter v. Upjohn Co., 593 F.2d 649, 650-51 (5th Cir. 1979) (affirming order
precluding deposition of CEO unless rroponent could demonstrate that the information
sought was unavailable from lower-Ieve employees); Evans v. Allslale Ins. Co., 216 F.R.D.
515, 519 (N.D. Okla. 2003) (precludin.g depositions of Allstate executives where the
information sought could "be obtained from other sources without deposing these 'apex'
~flicers"); Harris v. Computer Assocs. Inl'/, Inc., 204 F.R.D. 44, 46-47 (E.D.N.Y. 2001)
( When a vice president can contribute nothing more than a lower level employee, good
cause IS not shown to take the depOSItion."); Baine v. General Molars Corp., 141 F.R.D. 332,
334 (1\1.0. Ala. 1991); Mulvey v. Chrysler Corp., 106 F.R.D. 364 (D.R.!. 1985) (precluding
depOSItion of Chrysler CEO).

Defendant Eli Lilly and Company's Motion for Protective Order to
Bar the Deposition of Sidney Taurel and Memorandum in Support
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absent a reasonable indication of the officer's personal knowledge of the case and absent

exhaustion of less intrusive discovery methods." Id. Similarly, in Crown Cent. Petroleum

Corp. v. Garcia, 904 S.W.2d 125, 128 (Tex. 1995), the Texas Supreme Court held that "[i]f

the party seeking the deposition cannot show that the official has any unique or superior

personal knowledge of discoverable information, the trial court should grant the motion for

protective order and first require the party seeking the deposition to attempt to obtain the

discovery through less intrusive methods." Id. Other state appellate courts have reached

similar conclusions'

[n short, the proponent of an executive's deposition must show more than that the

executive merely has some knowledge of relevant facts. Rather, the exeeutive's knowledge

of relevant facts must be both (I) "unique," i.e., non-cumulative, and (2) unavailable from

less intrusive discovery. "This is an essential component of the standard for an apex

deposition - unique personal knowledge by the high corporate official, unavailable from less

intrusive discovery, including interrogatories and the depositions of lower-level employees."

, E.g, Ford Molar Co. v. Messina 71 S W 3d 602 607 (M 2002" .
should issue if annoyance oppressi~n and u~due b'd d o. ) ( A rroteellve order
discovery. For top-level 'employee depositions th~r e~~~n hex'ldnse oudtwetgh the need for
methods of discovery have been ur d. h' , s ou con~t er: whether other
depositions; and the burden ex e~se s~~n~ tae proponent S need for dlseovery by top-level
proposed deponent.'')" Shields eMtl p. nee an/d joppreSslOn to the organizatIOn and the
2005) (holding under Washin o~'s {gan manf.lO, nc.,.125 P.3d 164, 169 (Wash. A
[defendant]'s high level corpo~ate exe~~~i~e6stwhaats aa proteellv~,)order barring the depositionPgr

ppropnate .

~efetnl1da~t Eli .~iIIy and Company's Motion for Protective Order to
ar e eposltlOn of Sidney Taurel and Memorandum in Support
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Celerity, 2007 WL 205067, *4. Further, as with any deposition, the overall "likely benefit"

of the deposition must outweigh its burdensomeness. Gibson, 153 P.3d 312, 317.

Taurel's deposition is set forth in an e-mail to Lilly's counsel, as follows:

interrogatories and depositions of others. The State's entire justification for seeking Mr.

The State has neither shown that Mr. Taurel is likely to have any unique knowledge of

THE STATE CANNOT ESTABLISH THAT MR. TAUREL HAS UNIQUE
KNOWLEDGE OF RELEVANT FACTS UNAVAILABLE THROUGH LESS

INTRUSIVE DISCOVERY.

As CEO and Chairman of Lilly's Policy and Strategy Committee
which met to discuss Zyprexa safety issues it is obvious that Mr.
Taurel has unique personal knowledge of matters that are critical
to this litigation and the decisions Lilly made to not warn
physicians and consumers about the risks of the drug. In addition,
as Chairman of the Board, he would have unique knowledge as to
what safety information regarding Zyprexa was passed on to the
~oard of Directors and what was not provided to them. Moreover,
smce John Lechleiter testified he was unable to recall whether Mr.
Taurel was even present at a particular meeting of the Policy and
Strategy Committee in April of 2002 and testified he was unable to
recall whether he passed certain safety information on to Mr.
Taurel and o!?er members of the Policy and Strategy Committee
that he. was mformed of in July of 2002, it is necessary and
appropnate for plaintiffs to depose Mr. Taurel for that reason as
well. Exhibit B.

facts relevant to the parties' claims and defenses here, nor that the information it seeks to

obtain from Mr. Taure! cannot be gotten through less intrusive methods of discovery, such as

Il.

With respect to Mr. Taurel's role on the Policy and Strategy Com'tt th S hml ee, e tate as

identified two specific areas of inquiry that it would like to' . h Mr .raise WIt . Taurel, neither of

~erendantEli .L.iIIy and Company's Motion for Protective Order to
ar the DepoSItion of Sidney Taur"el and Memorandum in Support

State ofAlaska v. Eli Lilly and Company (Case No. 3AN-06-0S630 CI)
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which justifies the burden of a deposition. First, the State claims it needs to depose Mr.

Taurel to learn "whether Mr. Taurel was even present at a particular meeting of the Policy

and Strategy Committee in April of 2002." ld. Second, the State claims that it needs to

depose Mr. Taurel to ask him whether John Lechleiter passed certain information to Mr.

Taurel and other members of the Policy and Strategy Committee in July 2002. ld. Assuming

for the sake of argument that this infonnation is relevant to the claims or defenses of the

parties, it is neither unique to Mr. Taurel (i.e., he is not the only possible source), nor is it the

type of information that cannot be sought by less intrusive methods of discovery.

Beyond these two specific questions, the State does not even attempt to explain what

unique knowledge of facts relevant to this Alaska litigation that it believes Mr. Taurel has

that no other Lilly employee has. Instead, the State simply asserts it is "obvious" that Mr.

Taurel has such knowledge, by virtue of the fact that he is Lilly's Chairman and CEO and

chair of its Policy and Strategy Committee. The State ignores its burden to demonstrate that

Mr. Taurel has unique knowledge, i.e., non-cumulative knowledge unavailable from other

sources. "[U]nique personal knowledge must be truly unique - the deposition [will] not be

allowed where the infonnation could be had through interrogatories, deposition of a

designated spokesperson, or deposition testimony of other persons." Baine v. General

Motors Corp., 141 F.R.D. 332, 334 (M.D. Ala. 1991). Information that Mr. Taurel obtained

Defendant Eli Lilly and Company's Motion for Protective Order to
Bar the Deposition of Sidney Taurel and Memorandum in Support

State ofAlaska ~'. Eli Lilly and Company (Case No. 3AN·06-05630 Cl)
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from others at Lilly is not unique to him, but cumulative of the knowledge of the individuals

from whom he obtained the information.

It is not enough for the State to argue merely that Mr. Taurel may have been present at

meetings where he may have participated in policy discussions regarding Zyprexa. Indeed,

the State has not even taken the trouble of confirming that Mr. Taurel actually was present at

the April 2002 meeting of the Policy and Strategy Committee before noticing his deposition

to ask him questions about that meeting. The fact that an executive helped formulate a policy

or draft a memorandum relevant to the litigation does not necessarily subject that executive to

deposition. See, e.g., Baine, 141 F.R.D. 332; Thamas v. IBM, 48 F.3d 478, 483 (lOth Cir.

1995) (affirming order precluding deposition of chairman of IBM's board of directors even

though he had drafted a policy relevant to the plaintiffs claim, where others had more direct

knowledge of the facts of the case). In Baine, for example, the plaintiff sought to depose the

head of General Motors' Buick Division, who had previously drafted a memorandum

describing his observations of the performance of a prototype of the vehicle restraint system

that allegedly failed in an accident. Id. at 333-34. Noting that "[t]he legal authority is fairly

unequivocal in circumstances such as these," the court precluded the executive's deposition

because the plaintiff had not shown that the executive possessed "any superior or unique

personal knowledge of the restraint system" or "that the information necessary cannot be had

from [other witnesses], interrogatories, or the corporate deposition." Id. at 334-35.

Odendanl Eli Lilly and Company's Motion for Protective Order to
Bar the Deposition of Sidney Taurcl and Memorandum in Support

Stale ofAlaska v. Eli Lilly and Company (Case No. 3AN-06-0S630 CI)
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Here, too, the State speculates that Mr. Taurel, and Mr. Taurel alone, possesses

significant, heretofore unknown facts about Zyprexa or Lilly's actions regarding Zyprexa, as

well as unique information about the sale of Zyprexa in Alaska specifically. Although

discovery in this action is at an early stage, extensive discovery has already been completed

in the Zyprexa MDL. To further the Zyprexa MDL's goal of efficient discovery,S Judge

Weinstein has ordered the Plaintiff's Steering Committee ("PSC") to make its collection of

documents, depositions and other Zyprexa MDL discovery materials "available free of

charge to litigants in state cases." See Memorandum on Cooperation Between Federal and

State Judges at I, MDL 1596-JBW (filed 1/22/2007) (attached hereto as Exhibit E).

Consequently, all of the Zyprexa MDL discovery is available to the State in this case and

need not be duplicated. Indeed, the State's counsel was present at, and took many of, these

depositions.

In the Zyprexa MDL, more than 15 million pages of documents have been produced,

and dozens of current and former Lilly employees have been deposed on a wide range of

topics, including employees intimately familiar with the development, safety, labeling, and

marketing of Zyprexa. Although the PSC at one point sought to depose Mr. Taurel, at Lilly's

request, it instead pursued depositions of Lilly employees with more direct knowledge of the

relevant facts. The PSC ultimately did not find it necessary to pursue Mr. Taurel's

2' OSOee4)ln( ret Zby.I'Prhexa PZroducts Liability Litigation, MDL 1596 314 F Supp 2des a IS 109 yprexa MDL). ' . . 1380 (J.P.M.L.
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State ofAlaska v. Eli Ully and Company (Case No. 3AN-06-05630 CI)
Page t 1 of 14

000367



The

deposition, and Mr. Taurel has never been deposed in connection with Zyprexa litigation.

The State has no greater need for Mr. Taurel's deposition in this case, which is limited to

Alaska, than the PSC did in the Zyprexa MDL, which is national in scope.

Lilly employees with more direct knowledge of relevant facts who were deposed in the

Zyprexa MDL include the following individuals, among many others:

• President and Chief Operating Officer, John Lechleiter, who is a
member of Lilly's Board of Directors and is Lilly's second-ranking
executive after Mr. Taure!. Mr. Lechleiter has been a member of
Lilly's Policy and Strategy Committee since 1998.

• Vice President and Chief Medical Officer, Alan Breier, MD. Dr.
Breier was head of the Zyprexa Product Team from 1999 to 2002,
and was responsible for medical and marketing aspects of the
Zyprexa product, including label modifications.

• Gary Tollefson, M.D. Dr. Tollefson was head of the Zyprexa
Product Team from 1994 until 1999, and was responsible for the
clinical development and commercial launch of Zyprexa and for
medical and marketing aspects of the Zyprexa product.

• Chief Scientific Officer for Global Product Safety, Charles Beasley,
MD.

• Manager of U.S. Regulatory Affairs, Michele Sharp. From 1999
through 2005, Ms. Sharp had direct responsibility for the Zyprexa
label and package insert.

• Former Marketing Director for the Zyprexa Product Team, Denice
Torres.

depositions of these individuals alone yielded thousands of pages of detailed

testimony covering the range of issues relevant to this litigation - including the development,

safety, labeling, marketing and distribution of Zyprexa - by individuals with direct

Defendant Eli Lilly and Company's Motion for Protective Order to
Bar the Deposition of Sidney Taurel and Memorandum in Support

State ofAlaska .~ Eli Lilly and Company (Case No. JAN-06-05630 el)
Page 12 of 14

000368



knowledge of those issues. Although these individuals, and others, report through the chain

of command to Mr. Tamel, the responsibilities of the CEO and Chairman do not include

direct involvement with clinical research, adverse event reporting or marketing for Zyprexa

or other medications. Lootens Aff. 6. Any specific knowledge Mr. Taurel may have with

respect to Zyprexa's development, clinical trials, and adverse event reporting would have

been relayed to him by others at Lilly. Id. Additionally, Mr. Taurel is not a medical doctor

or clinical researcher, and relies on the professional judgment of other Lilly employees who

have particular expertise in those areas. Id., ~ 7. Thus, any relevant information that Mr.

Tamel may be able to provide in a deposition could be - and, in fact, likely already has been

_ obtained from other sources. In view of the extensive discovery already conducted in the

Zyprexa MDL, it is not plausible for the State to speculate that Mr. Tamel's deposition will

reveal any significant new information relevant to the parties' claims and defenses in this

case, which deals specifically with the sale ofZyprexa in Alaska.

Absent a showing that there remains relevant information not covered by the broad

discovery in the Zyprexa MDL, which is known only to Mr. Tamel himself and which cannot

be obtained by less intrusive methods of discovery, the State cannot establish the unique

personal knowledge required to justify Mr. Taurel's deposition.

~erendant Eli .~iIIy and Company's Motion for Protective Order to
ar (he Deposition of Sidney Taurei and Memorandum in Support

Stale ofAlaska ~'. Eli Lilly and Company (Case No. 3AN-06-05630 el)
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CONCLUSION

For the foregoing reasons, Lilly respectfully requests that the Court issue a protective

order barring the deposition of Sidney Taure!.

DATED this 25th day of May, 2007.

Attorneys for Defendant

PEPPER HAMILTON LLP
Andrew R. Rogoff, admitted pro hac vice
30~0 Two Logan Square
18 & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

I ceMir)' that on May2S, 2007, a copy of the
forcgomg was served by hand-dclivcry, on:

Eric T. Sanders, Esq" Feldman Orlansky & Sanders
500 L. Street, Suit 400, oragc, Alaska 99501-5911

009867.00381160759.1
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT

4. Lilly is a pharmaceutical company with worldwide operations,
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3. In addition to Mr. Taure!'s responsibilities at Lilly, he serves on the boards

2. Sidney Taurel is the Chairman of the Board of Directors and Chief

AFFIDAVlT OF TAMES B. LOOTENS IN SUPPORT OF MOTION
FOR PROTECTIVE ORDER TO BAR THE DEPOSITION OF

SIDNEY TAUREL

I, James B. Lootens, being duly swom, state as follows:

I. I am Secretary of Eli Lilly and Company ("Lilly"), and make this affidavit

approximately 41,500 employees, and revenues last year of about $15.69 billion. Lilly conducts

clinical research in more than 50 countries, performs research and development in nine countries,

manufactures medicines in 13 countries, and markets products in 143 countries.

of directors of liM Corporation and of the McGraw-Hill Companies, Inc.

Chairman of Lilly's Board of Directors since January 1999.

Executive Officer ("CEO") of Lilly. He has been Lilly's CEO since July 1998, and has been

based on my own personal knowledge and my investigation of the facts stated herein.

Defendant.

ELI LILLY AND COMPANY,

vs.

Plaintiff,

STATE OF ALASKA,



5. As Lilly's Chainnan and CEO, Mr. Taurel is responsible for overseeing all

aspects of Lilly's operations, in the United States as well as internationally. Zyprexa is one of

many products manufactured and sold by Lilly, and Mr. Taure!'s duties and responsibilities are

not limited to or focused solely on issues related to Zyprexa.

6. Mr. Taurel's responsibilities as Lilly's Chairman and CEO do not include

direct involvement with clinical research, adverse event reporting or marketing for Zyprexa or

other medications. He has no unique knowledge with respect to clinical research, adverse event

reporting, safety, or marketing for Zyprexa, and he would not have personal knowledge about

these issues beyond the knowledge that has been relayed to him.

7. Mr. Taurel is not a medical doctor or clinical researcher. With respect 10

mailers that require expertise in medicine or clinical research, he relies on the professional

judgment of Lilly employees who have particular expertise in those areas.

SWORN TO AND SUBSCRffiED
BEFORE ME, NOTARY, this
~ day of M~, 2007
Orxwwa ~,~
Notary Public

Marie A Thomas, NotaIy PublIc
Resident of Marion County
My Commission &pires:
February 10, 2009
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Alaska AG Action
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From: David Suggs [dsuggs@atlgloba1.nelj

Senl: Monday, April 30, 2007 11 :24 AM

To: Lehner. George A.

Subject: RE: Alaska AG Action

~~dingly, we request that y~u pursue other, less burdensome avenues of discovery (consistent With the Court's
dlrecti~~ on the nature of the dIscovery to be conducted in this case) at this time, rather than seeking Mr. Taurel's
dep~Sltion. I!you nevertheless believes there is a basis for taking Mr. Taurel's deposition now, then, please set out in
detail the umque knowledge that Mr. Taurel possesses and the reasons why it is necessary to take his deposition at this

Unless you can first establish a high likelihood of nunique personal knowledge by the high corporate official, unavailable
from less intrusive discovery, including interrogatories and the depositions of lower-level employees," we do not see a
basis f~r this deposi~on. Id. a~ ~4. See a.lso Gibson v. GEfCO Generaf Ins. Co., 153 P.3d 312 (Alaska 2007) (affirming
protective order bamng depositIons of witnesses where nthe relevant information the [Witnesses] had was obtainable from
other sources and ... the burden of the discovery outweighed its likely benefifl

You have asked us to consider providing a date for the deposition of Sidney Taurel in connection with the oni1oing
discovery in lhe Alaska AG case. After considerable review, we do not believe It is appropriate for plaintiff to take Mr.
Taurel's deposition in this case. As you surely appreciate, Mr. Taurel, as Lilly's CEO, has an extensive schedule and
company-Wide responsibilities. But more importantly for this case, he does not have unique, first~hand knowledge of the
facts at issue in the Alaska AG action. It is our understanding that the law requires plaintiff to exhaust more direct and less
burdensome avenues of discovery before pursuing Mr. Taurel's deposition: ''Virtually every court that has addressed
deposition notices directed at an official at the highest level or 'apex' of corporate management has observed that such
discovery creates a tremendous potential for abuse or harassment. Where a high·level decision maker removed from the
daily subjects of the litigation has no unique personal knowledge of the facts at issue, a deposition of the official is
improper." Celerity, Inc. v. Ultra Clean Holding, Inc., 2007 WL 205067, "3 (N.D. Cal. 2007).

From: Lehner, George A. [maillo:lehnerg@pepperlaw.comj
senl: Thu~.y, April 26, 2007 5:30 PM
To: dsuggs@altglobal.net
Subject: Alaska AG Action

George -
. . d St t C mmittee which met to discuss Zyprexa safety

As CEO and Chairman of lilly's Polley an. ra e~~m~ knowledge of matters that are critical to this
issues it is obvIous that Mr. laurel has untque pe . . nd consumers about the risks of the
litigation andthe deci~~nsLilly ~~~e ~o~~~ ";,~:~~r~'~:v~s :niqUe knowledge as to what safety
drug. In·addltlon, as airman 0 e 'to the Board of Directors and what was not provided to
informa~on regardingc;j~~:~:~~Jt~~~:~t~~d he was unable to recall whether Mr. laurel was even
thr:~~nt a~r:opvae~ic~~ar meeting of the Policy and Strategy Committee in April of 2002 and testified he
~as unable to recall whether he passed certain safety information on to Mr. laurel and other
members of the Policy and Strategy Committee that he was Informed of ,n July of 2002, It IS
necessary and appropriate for plaintiffs to depose Mr. laurel for that reason as well.

We will notice Mr. laurel's deposition for a time at our convenience.
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George

Geo'ge A. Lehne,
Pepper Hamilton LLP

600 14th SucCi N.W.
Washington D.C. 20005-2004

Tele: 202-220-1416
Fax: 2-02·220-1665
lcbnug@pcppcrb.w .com

This email is forthe use of the intended recipient(s) only. If you have received this email in error, please notify
the sender immediately and then delete it. If you are not the intended recipient, you must not keep, use, disclose,
copy or distribute this email without the author's prior permission. We have taken precautions to minimize the
risk of transmitting software viruses, but we advise you to carry out your own virus checks on any attachment to
this message. We cannot accept liability for any loss or damage caused by software viruses. The information
conutined in this communication may be confidential and may be subject to the attorney-client privilege. If you
are the intended recipient and you do not wish to receive similar electronic messages from us in future then

please respond to the sender to this effect.
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NOTICE OF VIDEOTAPED DEPOSITION

PLEASE TAKE NOTICE that pursuant to Rules 26, 30 and 30.1 of the Alaska

SIDNEY TAUREL on June I, 2007, at 9:00 A.M. at a place to be determined in

LANE POWELL LLC)
)
)
)
) Case No. 3AN-06-5630 elv
)
)
)
)
)

IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCH°Ri)fl!CEIVED

MAY 2 Z007

vs.

Defendant.

Plaintiff,

it will be recorded stenographically and videotaped.

Indianapolis, Indiana. The deposition will be taken before a Notary Public or some other

person authorized by Rule 28 ofthe Alaska Rules ofCivil Procedure to administer oaths and

Rules of Civil Procedure, Plaintiff will take the deposition upon oral examination of

ELI LILLY AND COMPANY,

STATE OF ALASKA,

LAWOFFlCES
f'l;.L.ottu.N OR1.ANsKY &

SAND""
SOOLsnarr
FoornlFtooJ.

.\NCIJOI;AOI!, AK 99501
TE1..:901.272.353S
FAX:907114.0819

Notice of Videotaped Deposition - Sidney Taurel
Page 1 of2

o

Stale ojAlaska v. Eli Lilly and Company
Case No. 3AN-1l6-5630 Civil

000375 EXHIBIT ~
PAGE-----.L- OF .L



--------,-

Brewster H. Jamieson
Lane Powell LLC
301 West Northern Lights Boulevard, Suite 301
Anchorage, Alaska 99503-2648

DATED this V day ofMay, 2007.

FELDMAN ORLANSKY & SANDERS
Counseifor Plaintiff

RICHARDSON, PATRICK,
WESTBROOK & BRICKMAN, LLC

H. Blair Hahn
Counsel for Plaintiff

fk=---------Eric T. Sanders
AKBarNo.7510085

By

GARRETSON & STEELE
Matthew L. Garretson
Joseph W. Steele
Counsel for Plaintiff

Certificate of Service
I hereby certify that a true and correct
copy the foregoing Notice of Videotaped
Deposition (Sidney Taurel) was served by mail
I messenger I facsimile on:

LAW OFFICES
F'ELDMAlIIOR1.J,NSKY&'

SANDf'JlS
SOOLSnu!J!T

FOlIflwFl.OOA
ANCHORAOI!.,AK. 99501

Tf!L.:907.272.3S38
FAX: 907274.0819

Notice of Videotaped Dep~sition.~ Sidney Taurel
Page 2 of2 .•

State ojAI..,ka v. Eli Lilly and Company
Cas. No. 3AN-06-5630 Civil

000376 EXHIBIT~

PAGE-2:::. OF~
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Page 1

R THE STATE OF ALASKA
IN THE SUPERIOR COURTDFI~TRICT AT ANCHORAGE

THIRD JUDICIAL

ELI LILLY AND COMPANY,

April 6, 2007 - Pages 1 through 45

STATE OF ALASKA,

Plaintiff,

TRANSCRIPT OF PROCEEDINGS

Defendant.

vs.

I
I
I
I
I
I
I
I
I

--~~=---n;='I",rC]'CiV",iUI
I

Case No. 3AN-06-05630

6def1804·96a 1-4db7-8t67-ad6335a48e41

Northern Lights Realtime & Reporting,
(907) 337-2221

000377

Inc
EXHIBIT ~

PAGE_'_ OF .L
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EXHIBIT --....IL
PAGE....2:::.. OF...K...

6dllf1804-96a1-4db7-8f67-ad6335a48e41000378

MR. ANDREW ROGOFF
MR. ERIC ROTHSCHILD

LANE POWELL LLC
301 West Northern Lights Boulevard

suite 301
Anchorage, Alaska 99503-2648
BY: ANDREA E. GIROLAMO-WELP
(907) 264-3322

Northern L' ht19 s Realtime & Reporting Inc
(907) 337-2221 '

For Defendant
Telephonically:

For Defendant:

A_P_P_E_A_R_A_N_C_E_S

For Plaintiff: FELDMAN ORLAN SKY & SANDERS
500 L Street, suite 400
Anchorage, Alaska 99501-5911
BY: ERIC T. SANDERS
(907) 272-3538
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Page 3

Girolamo-Welp.

THE COURT: Girolamo-Welp.

10 Sorry. And I understand Mr. Rogoff is on the

11 telephone for the defendant and maybe somebody

12 else?

Inc
EXHIBIT 1)

PAGE-3.... OF Jf
6def1804-96a1~b7-8f67~d633S.48e41

000379

Northern Lights Realtime & Reporting,
(907) 337-2221

THE COURT: Mr. Rothschild is

MR. ROGOFF: Yes, Your Honor.

Eric Rothschild is with me, one of my

colleagues.

also there.

This is a status hearing that I

believe was requested by the defendant. What

are the issues that we need to deal with?

MR. ROGOFF: Your Honor, if I

may. This is Andrew Rogoff. I think it's

really something that both the parties, even if

we requested it technically, both the parties

would need Your Honor's assistance in this. You

20

THE COURT: Please be seated.

d · Case No. 3AN-06-5630We're on the recor In

1 k versus Eli Lilly andCivil, State of A as a

Company. Representing the plaintiff is Mr.

Sanders. Present in the courtroom for the

defendant is Ms. --

MS. GIROLAMO-WELP:

23
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EXHIBIT ~

PAGE-l OF -.L
6def1804-96a1-4db7-8167..d6335a48M1000380

Northern Lights Realtime & Reporting, Inc
(907) 337-2221

page 30

any problems with the coordination issues that

Mr. Rogoff has raised?
MR. SANDERS: Yes, I do.

Because, I mean, I'm not part of the MDL and so

if they notice up --
THE COURT: You keep on saying

that, Mr. Sanders, but part of what I'm going to

do here is try to make everything efficient and

whether or not you're part of the MDL or not,

there are issues of efficiency and

nonduplication. And a concern that I raised at

the very first hearing where you told me I

shouldn't worry about it, but I still do and

continue to worry about it every time these

issues come up, that this is an effort by

co-counsel and other plaintiff's things to get

second bites at the apple, and I'm going to

resist that as much as I'm going to resist them

limiting your depositions. And I don't

understand if you're going to be narrow and

focused and there's a limited number of

Alaska-specific things, that if you go beyond

that why you shouldn't coordinate with everybody

else on the same subject matters and the same

non-Alaska specific kinds of things.25
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that I'm going to be a problem, because I

haven't been a problem yet and I don't

anticipate I'm going to be. But I don't want to

have to worry about what's going on in MOL. I'm

going to worry about what's going on on behalf

of the State of Alaska, and that's my

THE COURT: Right, but I've given

you ten depositions that I'm -- you're correct

in terms of what I ruled before -- that are sort

of noncoordinated and you're free to pick your

ten witnesses and depose them and they're

limited to Alaska stuff. What I'm asking,

Page 31

MR. SANDERS: And, Your Honor, I

guess what I would say is that when you see me

in here and I'm being obstreperous and I'm

causing problems in this case, then you get to

chew me out, okay. Then the rubber meets the

road here. What I'm saying is, why am I being

forced to get in bed on a case I'm not involved

in unless I'm causing a problem? And what

you're saying is, well, I know you haven't

caused any problems yet, but I just want to make

sure you don't cause any problems in the future

assume

Inc

EXHIBIT ----.!2....
PAGE )" OF L

6def1804-96a1-4db7-8f67-.d6335a48e41

And what

Northern Lights Realtime & Reporting,
(907) 337-2221

by requiring you to do these things.

I'm saying is, don't -- don't parade
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orders for about six or seven plaintiff's

attorneys that are co-counseling this case with

you, and I assume a few of them have something

to do with MOL.

MR. SANOERS: I don't know if

it's a problem or not because I don't have any

idea what's going on in MOL. I've never done

any work in the MOL. For all I know there's a

deposition being taken today in the MOL. I have

EXHIBIT ---:12....-
PAGE---.!L- OF L

6d.f1804-9~1-4db7-8f67"'d633Sa48e41
000382

THE COURT: But don't you have

I mean, I've got -- I just signed

Northern Lights Realtime & Reporting, Inc
(907) 337-2221

no --

co-counsel

MR. SANOERS: To be honest with

you, I have enough work to do without being

involved in the MOL, and I am not involved in

the MOL. So, I mean, if you want to say to me

today -- I'll live with your orders, Judge, if

your position is, Sanders, whether you like it

or not you're getting involved in the MOL, I'll

live with your order. My position is, I don't

Page 32

though, is what are all these other ones and why

shouldn't they be coordinated? I mean, once you

start getting into a lot of depositions, I'm

trying to avoid having deponents be deposed five

times.
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Page 33

want to be involved in it; I'm going to resist

it, you know, but if you make me do it, I guess

I'll do it. I don't want to do it.

MR. SANDERS: Well, let me just

EXHIBIT D
PAGE-3....0F L

6den B04-96a1-4db7-8f67-ad6335a48e41

000383

Northern Lights Realtime & Reporting, Inc
(907) 337-2221

THE COURT: What I'm ordering is

you've got ten depositions that you can notice

up without coordination. I assume, until it's

proven otherwise, that as to those ten witnesses

you're going to focus on -- you're not going to

try to duplicate things and it's not going to be

second bites at the apple about things that have

previously been covered by people's depositions,

and I'm not going to get a lot of stuff about

people questioning people about things they've

said in other -- when the deposition was taken

in the MDL, since you don't care about the MDL,

so I assume you won't need their depositions for

that purpose, that you're going to focus on the

Alaska issues that wouldn't have been covered in

the MDL and you've got ten depositions to do

that. Beyond that, depositions need to be

coordinated with the MDL unless you come back to

me and say, we want to take this witness, Judge,

and here's why we don't think it should be

coordinated.
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THE COURT: Right.

MR. SANDERS: -- in this case.

THE COURT: Right.

MR. SANDERS: No limits on what

EXHIBIT t>
PAGEiOFL

6def1804-96a14db7-8f61...d6335a48e41000384

Northern Lights Realtime & Reporting, Inc
(907) 337-2221

we can ask, no question about what the scope of

the depositions are; we get --
THE COURT: Right, other than I

have expressed more than once about a concern

have that people not use these things -- use

this case as a stalking horse to get second

bites of the apple for the MOL case.

MR. SANDERS: Not for the MOL,

okay, that's -- okay, I understand that.

THE COURT: I'm going to --

that's my concern.

MR. SANDERS: Now, let me ask you

a question, though. I notice up a deposition of

a Lilly employee or a former Lilly employee for

June 1st. Do I have to worry about MOL lawyers

come in and saying, wait a minute, we want to

page 34

say you're changing your initial order in this

case by your -- I just want to make sure that

that's clear. Because we were entitled -- we

are entitled today to take ten depositions, any

ten we want --
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FILED
IN CtEAK'S OFFICl

U.S. OISTRICT (:'QURT. E.D.N.V.

_________________________________________________x

JACK B. WEINSTEIN, Senior United States District Judge:

To: All stale judges handling "Zyprexa-diabetes" cases
~: Plaintiffs' Attorneys' Fees in "Zyprcxa-diabetcs" Cases

EXHIBIT __£__
PAGE_'_ OF -!:L

000385

* JAN ~;2 2007 *

04-MD-1596 (JEW)

BROOKLYN OFFICE

MEMORANDUM ON
COOPERATIONBET~N
FEDERAL AND STATE
JUDGES

2. Federal MOL plaintiffs' steering committees have assembled large collections of

documents produced by Eli Lilly and conducted many depositions. These documents, deposition

exhibits, and deposition transcripts are maintained by the current plaintiffs' steering committee in

a depository in Mount Pleasant, South Carolina. In order to reduce transactional costs and the

burdens on state courts, I have ruled that these materials shall be made available free of charge to

litigants in stale cases. See In re Zyprexa Prads. Liab. Lirig., No. 04-MD-1596, 2006 WL

3495667 *3 (ED.N.Y. Dec. 5, 2006) ("All materials obtained by PSC I and PSC n in pretrial

discovery .... have been available free of charge to state and federal plaintiffs who agree to

adhere to the terms of the protective. case management, and other orders that have been issued by

1. Before me are hundreds of cases against Eli Lilly & Company involving claims of

diabetes-related injuries allegedly arising from the use of the antipsychotic drug Zyprexa. These

cases were transferred to my court for discovery and other pretrial purposes by the federal

Judicial Panel on Multidistrict Litigation from federal district courts in all of the states. Some of

those cases were removed from state courts. There are motions to remand pending in this court.

A number of "Zyprexa-diabetcs" cases are pending in state courts.

In Ie: ZYPREXA
PRODUCfS LIABlllTY LITIGATION

All. ACTIONS

THIS DOCUMENT RELATES TO:

____________________________________________x

UNITED STATES DISTRICf COURT
EASTERN DISTRICf OF NEW YORK______________________________________x



Case 1:04_md-01596-J!-RLM Document 1086
Filed 011/2007 Page 2 of 4

this court"). Many of the state plaintiffs' attorneys have taken advantage of the federal

depository in preparing their state cases.

B) As part of the process of settlement, extensive liens from Medicare and

Medicaid have been limited and controlled through national negotiations

in this court involving the cooperation of all fifty states and the federal

A) Much of the preparatory work in state cases has already been done on a

national basis, by the federal plaintiffs' steering committees, leaving less

justification for high fees in individual state cases.

EXH1BIT __£.__
PAGE.-C:. OF -!:I.-000386

2

5. Because of the enormous savings in transaction costs due to work by the plaintiffs'

steering committees, and for other reasons, ] have limited the fees available to plaintiffs'

attorneys in federal MOL cases. See In re Zyprexa Prods. Liab. Lirig., 424 F. Supp. 2d 488

(E,D.N.Y. 2(06) ("Limiting fees is particularly appropriate in the instant litigation since much of

the discovery work the attorneys would nonnally have done on a retail basis in individual cases

has been done at a reduced cost on a wholesale basis by the plaintiffs' steering committee.").

believe that those fee limits should, if possible, be applied in the state cases for a number of

reasons:

4. Some twenty thousand federal cases have been settled. The settlement agreements that

have been reached by Eli Lilly & Company and the federal plaintiffs' steering committees

include all or most of the state "Zyprcxa-diabetes" cases.

3. Plaintiffs' steering committees are presently being compensated for their work in

assembling documents and conducting depositions through mechanisms that to date do not

impose any costs for this work on state plaintiffs or their attorneys. See id. at "8 ("The issue of

assessing state cases with the costs of a discovery process that benefits all cases, state and

federal. should, in the fust instance, be left to state court judges.").



S• RLM Document 1086Case 1:04-md-01596-J 3rf1-
Filed 01~2007 Page 3 of 4

8. Fees have been capped at 35%, though they can be varied upward to a maximum of

37.5% and downward to 30% in individual cases on the basis of special circumstances. In re

Zyprexa, 424 F. Supp. 2d at 491. When individual matrices were provided by type of case, fees

6. Despite my strong sense that similar fee limitations in state and federal cases is a fair

and equitable result for all Zyprexa-diabetes plaintiffs and their attorneys, I have decided not to

impose any fee limitations in state cases. I leave this question to your esteemed discretion.

EXHIBIT E
PAGE-2.... OF ....!f...-000387

government. See In re Zyprexa Prods. Uab. Urig., No. 04-MD-I596,

2006 WL 3501263 (ED.N.Y. Dec. 4, 2006) ("In compliance with this

court's instrUctions ... all fifty states as well as the federal government

have resolved their Medicare and Medicaid liens."); In re Zyprexa Prods.

Uab. Litig., 451 F. Supp. 2d 458 (E.D.N.Y. 2006) (Memorandum Order &

Judgment Regarding Liens and Disbursement Procedures). These

negotiated lien settlements will probably accrue to the benefit of the state

plaintiffs without the need for individual negotiations by state attorneys.

C) The nature of the plaintiffs in these state and federal cases, who

allegedly are schizophrenics suffering from diabetes, places them in sad

and difficult situations. It is desirable that as much of the recovery as

practicable go to the plaintiffs themselves.

7. I believe that the relevant fee decisions have been furnished to you, but in case you do

not have copies on hand I am attaching lhem to this memorandum. You will note that in the

Memorandum & Order on Common Benefit Fund and Continuing Applicability of Orders of

Court and Special Masters of December 5, 2006, the suggestion is made that the MOL court in

this case can limit fees in some, if not all, cases pending in slate courts. In re Zyprexa. 2006 WL

3495667 at °13-15. A cooperative arrangement among state and federal judges limiting fees

would be desirable.
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were limited to 20% in certain small. lump-sum claims. [d.

EXHIBIT £
PAGE3- OF -!:L000388

4

Dated: January 18.2007
Brooklyn. New York

10. Evidentiary hearings at the state and national level may be desirable.

12. This memorandum is being filed and docketed so that judges. panies. and attomeys

can respond.

II. I should very much appreciate your views. I would be happy to visit with you by a

telephone conference. at your convenience.

9. I believe that a reasonable solution to the fee problem can be arranged for cases that

have been and will be settled by negotiation among counsel with the supervision and consent of

me concemed stale and federal judges.
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORAGE

STATE OF ALASKA,

000389

State ofAlaska v. Eli Lilly and Company
Case No. 3AN-06-S630 CIV

Case No. 3AN-06-5630 CIV

Mark Rindner
Superior Court Judge

vs.

Defendant.

Plaintiff,

ORDER GRANTING EXTENSION OF TIME

IT IS HEREBY ORDERED that plaintiff's Motion for Extension of Time is

art;fy ,h.. M MIlAA z.1r.2iJo"2
of the .boYe wu~t::Khof the lollowing
their eddrePe$ of record:

5avder5 Jaml e.sO/1

(jl~

ELI LILLY AND COMPANY,

Lilly's Response to Plaintiffs Motion Concerning Claims and Proofs.

DATED this M day of ~i1 '2007.

BY THE COURT

!jrl~~

GRANTED. Plaintiff shall have until Friday, May 25, 2007, to file its Reply to Eli

Order Granting Extension of Time
Page I of I

LAW OFFICES
FELDMAN ORLANSKY

& SANDERS

SOOLSnlEET
FOURntFLooR

A1'lCHORAGE.AK
99S01

TEL: 907 .2n.3538
FAX: 907.274.0819



Plaintiff,

UNOPPOSED MOTION FOR EXTENSION OF TIME

",,~,
, ...., ......
~ , . .--;.
,:-"'\~
.~_...

000390

State ofAtaska v. Eli Lilly and Company
Case No. 3AN-Q6-5630 Civil

•

Case No. 3AN-06-5630 CIV

BY_;::-fl.:::....!\",...-::.----""=- _
Eric T. Sanders
AK BarNo. 7510085

•

FELDMAN ORLANSKY & SANDERS
Attorneysfor Plaintiff

s
\~. {~

IN THE SUPERlOR COURT FOR THE STATE OF ALlj.SKA ~

THIRD JUDICIAL DISTRlCT AT ANCHORAGE \~ \ .~
"~'~ :..i

-'-

Defendant.

vs.

Plaintiff, State of Alaska, by and through counsel, bereby requests an extension of

ELI LILLY AND COMPANY,

time until Friday, May 25, 2007, to file its Rep'ly to Eli Lilly's Response to Plaintiffs

STATE OF ALASKA,

Motion Concerning Claims and Proofs. The parties have conferred and defendant's

Unopposed Malian for Extension
Page lof2

counsel does not object to this extension.

DATED this 2-2rray of May, 2007.

LAWOFFlCES
FELoMANORLANSKY

&SAl<OOlS
SOOLSTREET

FouRnl FLOOR
AN'CliORACiE. AK

99S01
TEL:.907.m.3538
FAX: 9f11.274.0819



• •
GARRETSON & STEELE
Matthew L. Garretson
Joseph W. Steele
Counsel for Plaintif!

RICHARDSON, PATRlCK, WESTBROOK
& BRlCKMAN, LLC

H. Blair Hahn
Counsel for Plaintif!

Certificate of Service
[ hereby certify that a true and correct
copy of Unopposed Motion for Extension
was served by messenger on:

000391

State ofAlaska v. Eli Lilly and Company
Case No. 3AN-06-5630 Civil

Brewster H. Jamieson
Lane Powell LLC
30 I West Northern Lights Boulevard, Suite 30 I
Anchorage, Alaska 99503-2648

~:,,4t~

Unopposed Motion for Extension
Page 2 of2

LAW OFFICES
FELDMAN ORI.ANSKY

&SANOERS
500 LSnEET

FouRTlI FLooR
ANCHORAGE, AK

99>0,
TEL: 907.272.3538
FAX; 907.274.0819



Defendant.

PLAT TIFF'S PRELIMINARY WITNESS LIST

•

000392

State ofAlaska v. Eli Lilly alld Compally
Case No. 3AN-06-50630 Civil

Plaintiff,

•

Robert W. Baker, M.D.
clo Eli Lilly and Company
Lilly Corporate Center
Indianapolis, IN 46285
(3 17) 276-2000

<J'

IN THE SUPERIOR COURT FOR THE STATE OF ALASKA0 <~~,

THIRD JUDICIAL DISTRlCT AT ANCHORAGE- C;;-~._ ~~ '. -(.:;:S
".., ';.'('

\Z- -'" .~ ~.;~
\ '-? '
~.
''() '"C;, '0)

Case No. 3AN-06-05630 CI .I-

I.

Pursuant to the Court's Standard Pre-trial Scheduling Order entered in this action,

v.

Plaintiff hereby advises it may call the following witnesses to testify at the trial in this

ELI LILLY AND COMPANY,

later dale.

matter. Plaintiff specifically reserves the right to supplement and or amend this list of

trial witnesses in accordance with the applicable Alaska Rules of Civil Procedure as

STATE OF ALASKA,

discovery has just begun in this matter. Retained expert witnesses will be identified at a

Plaintiff's Preliminary Witness List
Page I of7

LAWOFFK:ES
FEwMAN ORLANSKY &

SANDERS
SOOLSTREET

FouRllfFLooR
-\."ICHORAGE, AI( 99501

TEL: 907272]5]8
FAX: 907.274.0819



Dr. Baker may be asked to testify as to tJ,e acts and/or omissions of Eli Lilly and

Company as they relate to the matters alleged in Plaintiffs Complaint.

Company as they relate to the matters alleged in Plaintiffs Complaint.

Dr. Beasley may be asked to testify as to tJ,e acts and/or omissions of Eli Lilly and

000393

State ofAlaska v. Eli Lilly and Company
Case No. 3AN-06-50630 Civil

David Campana

c/o State of Alaska's Dept. of Health and Social Services
DIvIsIOn of Health Care Services
4501 Business Park Blvd., Suite 24
Anchorage, AK 99503

5.

4. Alan Breier, M.D.
c/o Eli Lilly and Company
Lilly Corporate Center
Indianapolis, IN 46285
(317) 276-2000

3. Charles M. Beasley, M.D.
c/o Eli Lilly and Company
Lilly Corporate Center
Indianapolis, IN 46285
(317) 276-2000

Mr. Bandick may be asked to testify as to the acts and/or omissions of Eli Lilly

2. Michael Edwin Bandick
Fonner employee of Eli Lilly and Company
Ilk/a: Cannel, IN

Plaintiff's Preliminary Witness List
Page 2 of7

Dr. Breier may be asked to testify as to the acts and/or omissions of Eli Lilly and

Company as they relate to the matters alleged in Plaintiffs Complaint.

and Company as they relate to the matters alleged in Plaintiffs Complaint.

LAWOfFJCES
fELDMA.'l OR.l.ANSKY &

SANDERS
5OOLSTRE£r

FOURTH FLooR
ANCHORAGE. AK 9950 I
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FAX: 907274.0819



Company as they relate 10 the mailers alleged 111 PlaintiIT' Complaint.

and Company as ,bey n:late to lhe mailers alleged in PlainliIT' omplall1t.

Slate ofA/aska v. Eli UI/y and Company
Case o. JA -06·50630 Civil
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ka' led,cald program and the drug

9. Jan:d G. Kerr, M.P.H.
Former cmploy'ee of Eli Lilly and Company
t1ca Lilly Co'l'Orale Cenler
IndJanapoli I 462 5
(317) 27£>.2000

Jack E. Jordan
Former emplo)ee of Ell LJlly and ompany
I • Bremen,l

Plamutrs Prehmlnary Wltnes uS!
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lr CleVlell may be asked to I ufy as 10 lile aclS andlor omissions of Eli Lilly and

7. Jerry D. Cle\\ell, Pharm D., MB ., B P
Former employee of Ell Lilly and ompany
t • Lilly CO'l'Onlle enler
Indlanapoh ,I 46285
(317) 27£>.2000

Dr Cll\azzoru may be ked to t IIf a 10 the aets andlor oml ions of Eli Lilly

lr. Jordan may be asked 10 I lifyas 10 lile aets andlor omissions of -Ii Lilly and

Company they relale 10 lile mailers alleged in PlaintiIT's Complaint.

\r

IJId Eh LJII) nd ompan} n:laungt

Z)l'""

6 P uma Ca'azzom. I.D
co Ell LJII IJId ompany
LIII) Co'l'O"'te enter
IndJanapol •1 2 5
( I ) 2 £>.2000



and Compan) as \hey relate 10 thc malletS alleged in Plaintiffs omplaint.
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Siale ofAlaslca v. Eli Lilly and Company
Case 0.3A ·06·50630 ivil

1 \he a b nd or ml»J n of Eh Loll and

ut

\he) rc:l te 1 \he mati all ed ,n PlaJOufi omplomt

pwnurr Prdumnary v.: I
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it, Krueger may be a ked 10 Icsufy as 10 thc aclS and/or omissions of Eli Lilly

II John Anthony Krueger
co Eh Ully and Company
Lolly Corporatc enler
Indlanapohs, I 462 5
(317) 276-2000

10

12. Kenneth C. Kwong, M.D., Ph. O.
F()flI'lef ernplo)'tt of Eh Ully and Company
l'le a Lilly Corporale enter
Ind,anapoh ,I 462 5
(317) 276-2000

Dr. K\\iong may be asked to lestify as to thc aclS and/or omis ions of Eli Lilly and

Compen) as they relate to \he mailers alleged in Plaintiffs Complaint.

13. John Chfford Lechleller, Ph.D.
co Eh LIlly and Company
LIlly Corporate enler
1ndlanapoh ,I 462 5
(317) 276-2000

Dr 1Il0n rna) be ked to t ufya 10 the aclS andior omission of Eli Lilly and

ompanyas tbe:) relate 10 \he mailers allegcd III Plallluffs omplalllt.



Dr. Poner may be asked to lestify as to interactions between the Siale of Alaska

Company as they relale 10 the mailers alleged in Plaintiff's Complain\.
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Stat. ofAlaska v. Eli Lilly ond Company
Case No. 3AN-06-50630 Civil

Pl,muffs Prelimmary Wlmes List
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and Eh Lilly and Company relaling 10 Alaska's Medicaid program and the drug Zyprexa.

17. Michelle harp
CiO Eli Lilly and Company
Lilly Corporate Center
Indianapolis, I 462 5
(317) 276-2000

16. TItomas J. Poner, M.D.
3600 Mathews Drive
Anchorage, AK 99516-3523

15. MatthC" Pike
Former employee of Eh Lilly and Company
I a Lilly CorporaIe Cenler
Indianapolis, I 46285
(317) 276-2000

11. Pike may be asked to testify as 10 the aclS and/or omissions of Eli Lilly and

1. lehlman ma) be a ked 10 teslify as 10 Ihe aclS and/or omissions of Eli Lilly

and Company as they relale 10 the mailers alleged in Plaintiff's Complain\.

~I tl'fy as 10 Ihe nelS nndior omis ion of Eli Lill
Or Lechlelter may be asl."" to t

and Compan> the) relate 10 the maners alleged in PlaintitT omplain\.

1.\. Cassandra Ichlman, IB
eo Eh LIlly and Company
Lill) Corporate Center
Indlanapoh , I 462 5
(31 ) 2 6-2000



is. Torre. may be: ked 10 Icsllfy as 10 the acts andlor omissions of Eli Lilly and

Wal h may be ked 10 I \lfy as 10 inleraclions belween the laIC of Alaska

and Eh LIII) and Company relaung 10 Alaska's Medicaid program and Ihe drug Zyprexa.

f Ell Lilly and

S,ate ofAlas,", v. Eli Ully and Company
Case 0.3A -06-50630 Civil
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10 the act> andior olm sion of Ell Lilly

I the

a1lcgal ln Plall1urr omplall1l.

ma be: all I uf

1r Tollef may be: ked 10 t uf

19. Oem Torres
Former emplo) of Ell lilly and ompany
ll;,a LIlly orporale Cenler
IndJanapoll . I 462
(317) 27(,.2000

20. L)llda Wal h
co tate of AI ka' Oepl. ofllealth and ocial Services
01" Ion of Health arc ervices
4501 BUSIl1CS Park Blvd., ulle 24
Anchorage, AJ( 99503

I. GM) ToUe
Fonner cmplo tt of Ell UII) nd mpnn
l a LlII) 0fll00I1 Cenler
IndJanapoll • I 462
( I ) 2 (,.2000

PlaJnutr. PrehfOllW) WIUI List
P &t 60f

Company as they relate 10 the matters alleged in Plall1lifT' omplain\.

and ompan) they relal 10 the matt rs alleged m PlamllrrS ompl31nl
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ORDER

day of~ 2007.

o. 3 ·06-05630 I

Defmdanl

PlaintIff,

mE WEeR! R CRT f R lilt

nnRD J '01 1.\1 01 rRl r

IT I 0 ORDERED this

11) 1-,2007

Dated: 10) I. 200

pan. by and through coun I of rCC rd, and lipulalc Ihal

clclmdanl shall ha\C an e t",moo of time unlil May 7, 2007,10 filc its responsc 10 Plaintilrs

1crnorandum Describing Its laim and Proof: .
rELOM RLA KY & A DERS
Attomcy for I'lainlirr

UJ UU Y :0 .1PA Y.
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D. The State Cannot Recover Money Damages, Restitution
or Civil Penalties Pursuanllo lIS UTP Claim 29

2. The ACIS and Pracliees at Issue in This Litigation
Are Exempt I ronl the UTP 26

I. The Unfair Trade Praeti es AclS Do Not Apply
to Prescription Medication Transactions · ····· .. ···· 23

Pagt II or iii
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a. The FDA maintains a regulatory framework
that is both ongoing and careful as required
under Alaska talule § 45.50.481 27

b. FDA regulations prohibit the alleged unfair
practices at issue in this litigation 28

'The tal " Slri 1 Product Li bilil) laims Are
Barred b) the Economic L Doctrine Bccnuse
the tate HIlS ulli red eith r Propeny Damage 23
'or pcr.;onallnjur) ..

'The t' InJuri Are Too Remote as a Matter of
LA\\ toAllo\\ th tat to Rcco,er nderllS
Common LA\\ Ca of ction 21

2. The tate May ot Recover Civil Penalties 3 I

3. The State May 01 Recover Restitution 32

4. The tate Has 01 Set Forth How Reslitution
Damages or Civil Penalties Will Be Delermined 34

I. 0 Authorit) ExislS Under the UTP That Allows
the Anomey General to Recover Money Damages
for Medical Treaunent Expense 29

laskn's nfair Trade Pro lices and Consumer protcction
A 1 Docs 01 Appl) to prescription Medication Trnnsnetions 23

2.

I.

C

Eli UUy', ResPODK lO Pbllltirr, 10l1on onttrnlnc ClalmJ and Pr (
S"""fAlMU.£lJUJIy""dc."""",y(C... '..3AN~ I)"S
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allegations of product defect and company misconduct are aelionable include: whal prescribing

bC)ond its reimbu=menl praclices. The facts necessary to detennine whether the Stale's

Inska

I. INTROOU 10

C'lll~ the lllllrl< I in 1996. il has been pres ribed b
Zypn:x8

10 bcncfi ion of I 's' Medicaid program 10 treat their serious menUlI i1lnes es.

doctors were told b) Lilly: from \\hat addilional or independenl sources they obtain infonnation

about Zyprcxa; "by they prescribed the medication; how long palients took the medicalion;

\\hat other medications the patients \\ere taking before, during, and aller the time they were

taking Z)'jlI'exa; 110\\ they fared; whether patients suffer from one of the medical condilions lhal

!he ulte alleges is caused by Zyprexa; what other risk factors for each individual might explain

Page I or 41
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The gap bet"een the aClual facts in Alaska and the Slale's "liligalion facts" extends

public poliC) and another. irreconcilable poslure in this Iiligation.

BUI lOOn). jusl as il did before thc I.\\suit. the Slate eonlinues to pay for Zyprexa, wilhoul

restrictions The tate has nol bothered to explain why il lakes one position tIS a mailer of

such hizophmti. and bipolar disorder. and the late of Alaska has paid for lhose

P'="plion> "ithoul restri lions. The tale has ued Z)prexa's manufa lurer, Eli Lilly and

Compan) r'LiIl)"~ .lIeglllg thaI Zyprexa i dcfective, and thai fraudulenl representations and

impmpc:r marlCling b) Lill) caused ph) ,icians 10 prescribe Zyprexa 10 Medicaid beneficiaries,

resulting In medical injuries. Thc Slate seeks 10 recover the costs incurred to lreal lhese palients

.lIegedl) injured b) Z) prex.. and some undefined portion of lhe cost of lhe medieali n ilself.



ult ".IO~ lIl'IX ' :d

r1 tI\.1t It \\111 n,'! 1'''' ent an~



it has demanded.

10 cbs.m the C3SC.

II. BACKGRO 0

ew Drug

Page30r41
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eplember 30, 1996, after review of Lilly's

~!JA'~Rn...poue to Pbiatirr. Modo. CoDcc:rnlac ClalmJ ud Proors
..... EJiUJJy""dC"""",,,,(c... '0.3 -%-05630 I)

6;~~I{~~rexa~:"'kgJOund~ ("Backgrounder"), which was filed with the Court on
• • as .blt A to LIlly's Sch duling and Planning Conference Memorandum.

The tale'S claIms also fail for independent reasons. Its demand for damages based

Zyprexa, or olanzapine, belongs to a class of medications known as "alypical" or

A. Oescriplion of ZyprexD

"second generation" antipS)chotics.1 The federal Food and Drug Administration ("FDA")

approved Zyprcxa for sale on

rqulated Moreover. the State docs nol have standing under the Aetlo seck the money damages

ne\er been. and should not be. applied to prescription drug transactions, which are separately

under the remoteness and economic loss dOClrines. Alaska's Unfair Trade Practices Ael has

no mailer ho\\ the tate proposes to pro\ e its case. 11,e States common law tort claims fail

on ph~ lcol Injuries suffered b) non·parties (the edicaid recipicnts) enjoys no legal support,

ofa mgle. indirecll~ alT<cted port)

~ deficienc; in the tateS offcr of proof provide sunicient basis for lI,e ourt

ion onl~ UgnI USlltion in • product liabilit) case requires proof f specific

Ie has identified no authorit~ for its assertion that a urt h uld discord this

requirancnt \\ hen the injun all<gedl~ caused b) the prodUCI are aggregated under the banner



000407
Page 4 of41

dOIng. the FD d tennined that 7)pre D was sDfe Dnd efTeclive C< r
In

these FDA.appro\td indications. ph)sicians ma) prescribe Zyprexa for any other "ofT-label"

u thnL in their medical judgment. will best serve lheir patienlS, consistent with nonnal

'Set FDA 9'30 96 approvalleuer. (Attached to Backgroundcr).

'Set FDA 11'900 approvalletler. (Allached to Backgroundcr).

'Se FDA 3 I 00 approvalleller. (Attached to Backgrounder).

'Set FDA 7, 10 03 appro\ a1leuer. (Attached to Backgrounder).

'Set FDA I 14 04 approvallCtler. (Attached to Backgrounder).

'Set, t.g, Expert Consensus Guideline eries' 0 timi" Ph .
P )cbolic Disorder.>. J. Clin. Psychialry vol 64 p ~;g arrnacolog.e Treaunent of
Exbibil A). ' . , supp. ,Pl'· 21-94 (2003) (auached as

Zyprexa continues to be appro\ ed b) the FDA for the treatment of schizophrenia

and bIpolar disorder. and is a well established treatment for both conditions' In addition to

n>arl-eL Z) pre," has been prescribed for more than 20 million people worldw idc.

epi~ assoeialed with bipolar I disorder (lanum') 2004)· ince ilS introducti n to the

(lui) 1003):' and mainlenance treatment of manic epi odes and mixed manic and depressive

b.polar I disorder as monolherap) (March 1000).' or in combination with lithium or valproate

treatment of hizophrenia ( o\emlxr 1000):' treatment of acute mania associated with

and lim at trial the FDA also appro\ ed I) pre,a as afe and efTective for maimenan e

-uutmen
t

of the maniC< lations of ps) hotic disorders:" ncr review ing additional data

Apr! 011 C,'D -) and addlti nlll infonnlltion pro\ided b) Lilly in respons to FD





nOi end '\l!h!he pplO" I of medication In

up ) !Iou .!h en) und rt I. !hrec-) car rcdc" of



made b~ it> 'di aid progrtlm.

l nder the red<nl 1edlCllid program. partICIpating \nt • uch





The Complaint requ ts four di tincI forms of relief:

emeat) of Zyprexa, including the tale, the FDA, physicians, patients, and the public in

Page 9 or 41

12,20. The

000412

E

, riel) of \\ rongdoing under severol
IthoUgh tM I Ie' Compl inl all g

[Ii UU) '.$ Respo-Jt to Ptai.lifrl MOlion Oftetruinc Clalmt Ind Pr [
'-of~.£JJUJIy<UUJ~(CueN.. JA~ I) 00'

Z)l'reu for off-label use as part of a concerted effort to boost sales. Compl.

Payment of Z)l'rexa-related damages for past, present, and future medical

expenses of recipients of the Alaska Medicaid progrtlm.

general. Compl.'~ 7, 20, 24-25, 43. In addition, Ihe State allege that Lilly promoted

tate ks "damages and penalti arising from the marketing and sale of Ihe prescription

drug Z)l'reu- that it suffered and will continue to suffer as the payor of health benefits for

benefi iari of the Alaska Medicaid program. Compl. 6.

Compl ~ 26. According to the omplaint, Lilly misled numerous actors aboulthe safely and

Ia I lneludlng produ Iiabili\), varielie ofmi representation and vi lali n oflhe Unfair

T.-de PraeU and Consumer Prot lion ct. it principally claim that:

a result of ing ling Zypre,a, laska Medicaid palients ha' e suffered
senOUS health effects. \\hieh nO\\ require further and more eXlensive
medIcal treatment and health-relaled eare and crvices. For these
mdi,iduals, the tate is the financially responsible party of these services.
The tate has thus suffered and \\ ill continue to uffer additional financial
I in the care of those Medicaid recipients who consumed preseriplions
\\hich \\ere ineffeclive, unsafe, and a tively harmful. In addition, the

tale has paid for Zyprexa prescriptions for uses which were not

appro,ed.



rell I

. ifan). thall"C>ulted from Z)prcxn use. To resolve lhese divergent

Page 100(41
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tate to file a moti n for rule or I.w 10 urtieul.te Its

r 11/)1'''' a I' npll n 1'3111 b) th t.le.

B) e ntrllSt. Lilly .dviscd the Court Ih.1 I rebut lhis c1uim. il

01 th \\ I.. 1ed,eaid progmm. nor d ' II eel. injuncli'c

dlsco'ery ",gurdlOg the prescriptions eovered in Alusku .nd Ihe

1\,1 pcnaIlI

R ,lUUon tor the:

B. Th PI ading R qulr d ,,, the nllr1

I th IOllial pretnal ollf...,nce on Jnnulll) 8. 2007. Ihe Coun re OgniLcd Ihul Ihe

ho\\ c.usntion gels proven. °n,e Slnte

LIII) \\<red the Complaint. den) ing the mnterial .lIeg.li n .

ted that II intended to pro,e c.u ullon through .ggreg.te sllltistieul evidence

ull)·, Rcspotit to P'ladtirrs MotlOII oactniac Claiau IDd Proob
_.,_.£JJUI11WC....,..",( ... ..J"'''~C1)

,chi Ie to rule on the scope of permi ibl discovery.

proposed tvlden e insum lenl. Finally, the Court stated that it \\ould use the motion as a

tv ldcnce. Th Court ad' i d th pani that il would di mi the euse if il found the Stale's

burdens of poof and describe ho\\ it intends 10 meet ueh burdens withoul individualiLed

I d not II
a th.t II is brouohl in ubrogallOn or

Olllpl PTa)cr ror Rehd 'The Comp IlInt e e

on bebalf 01 the: !>en Ii Ian



them. Id.. 'os. 15·17.

C. Th laIc's Methodology for Proving It Claims

.oaeascd the number of' on.label and oIT·label Z)'prexa prescriptions written by Alaska

Page II or41
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10 Lill~' docum nt rcque I . the tnle refused 10 idenlir Ihe
rcsponIn

wrongdoing. iii.. o. 16, despile Ihe latc's eonlenlion "Ihal Lilly's wrongful conduct

ph~ kiens. Id. os. 19.21. And the State has refused to idenlify whal physicians were

a1lcgedl~ dccehcd b) Lilly, or disclose whal false or misleading slalemenl was made 10

The laIC'S Memorandum Describing lIS Claims and Proofs ("Memorandum")

that il seeks -damag proximalely caused 10 the SIale by Lilly's introduclion of the

Upl.'s Resp. to Inlerrog. (altached as Exhibil C); see also Pl.'s Resp. 10 Def.'s Firsl et of
Req. for Produ . of Doc. os. 5, 6, 8 (allached as xhibil D).

presenplion Ihal the laIC alleges would nol have been wrillen bUI for Lilly's alleged

For the same reason. the laIC also refused to idenlify physicians who wrole Zyprexa

uld".dual thaI the tnte onlends were injured b~ Z prexa. PI.'s R p. 10 Def.·s Firsl elof

Inlem>!! 10, 12, 2~.1l The laIC funher refused to respond 10 disco cry requests from

LiII~ mg u h informalion as the age. diagnosis. lenglh of lime on Zyprexa, and

altcmath e treatmenlS for Alaska Medicaid recipients. on relevancy grounds. Id., Nos. II, 13.

The Court permitted the pani 10 begin di 0\ l). and both pllrties sen' d and

Th
laIc has begun 10 I ke depo iIi n of illy

~ 10 \\Tltt n di O\er) rcques .

I
Eli ull)' Rupouc to Ptaialiff. Motion GDcern n~ CblmJ and Proof
!MuofAlMfo•• EJII.JJI1""dCompon1( .... o.3AN~C1)

;:



actionable misrepresentations to the tate.

"

bct\\een its general allegations of misconduct and the doctor.;' behavior in prescribing

Page 120(41
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1edi aid populati n:' bUI il dis laim an inleresl in

I f1lO{1lIldum al 1-2. The re 0' cry soughl in ludes the
• ubrogauon. uon.

of medi al trealmenl for diabeles-relal d iIIne ses th t resulted from

[Ii uU)" Rupo.~ lO Pbintirrs Maliao oneenlng aaimJ snd Prool
$IlIk./AltiUb .. Ell Ullyand QHr1p4111 (C• .H No. JAN-06-OS6lO I) J

The tate proposes to use statistical evidence, derived from its Medicaid database,

10 pro' e thaI Zyprexa caused injury 10 beneficiaries, Ihrough experts who will eompare Ihe

records in the database 10 \\hat il refers 10 as "similar, properly controlled groups." Id. at 7.

These experts will then use these comparative statistics to "show the extent 10 which diabetes

tate alleg thai pre eription grew because of Lilly's "aggressive overpromotion of

Zyprexa to Medi aid recipients. olllbly, the lale discards any suggestion thaI Lilly made

Zyprexa." id al 5, bUI it ne'er explains how it will demonstrate the causal conneelion

allegedl) communieatcd Zyprcxas safelY and emcacy 10 physicians and the FDA. Id. '1 he

gcnernl lerms the manner in \\hieh Lilly markeled Zyprexa and the various ways Lilly

lhe same partisan facts alleged in the Complaint. Memorandum at 2-5. It describes in

n 'eT describes ho\\ il \\ill pro,e enlitlemenl to that remedy.

Th tale pro' ides a "Background" section thai sets forth an abbrcviated vcrsion of

mcIJ\1dua1 paucn . usc ofLypre' and i,jl penalti for decepli\e markeling. /d. TI,e tnte

10 passing thai il "paid for thoUSllJlds of pre riptions of a defeclivc medical ion." id.

116. bul ne'eT lal thai it i seeking reimbur.;emenl of the prescription pri e. and certainly

pr<5C'l1 and future

brin

dd u' dru Zypr'<-'\ll 101 the 1111



to \I

t~rc "II uJ~mt{1 h.: I c\nkn c 1

alWn" Id at 9·" It ~\1 0



In the absence of individualiled evidence aboullhe palienlS, Ihe Slate must explain

been written. econd. it must prove thai the exposure 10 Zyprexa from these "exira"

tati lical e\ idenee proves 1\\0 es ential facets of causalion. First, it musl demonslrate

Page 14 or 41
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edicaid program." Mcmomndum al 6. BUI if the

d the Ii) wriun f on P ripli n. or (ii) Ih d \c1opmenl of ne lISe

10 pro\e LiII)" mi ondu I through talisli 01
Instrad. the IDte P

gal dfect upon the stale'

cording to the tale, this i permi iblc be ausc

te' lalm does no! t in the ~pcricn of the many individual Z) prcxa users, bUI

10 illliJvidual ledicaid recipients that they olherwise would not have experienced.

ult of Lill)'s alleged miscondu t, and because Ihose prescriptions caused medical

[U Uti) 0, Rcspo• .w to PbiJltlrr, 10110. Con«mioc (alms and Proor:
:;,.u./A14u..... £IJLJIJy.lldC.'"(HUfy(C.H o.JAN....(t6...OS6JO I) S

we has ..,pcrienccd in rcascd Medicaid co ts becau e of Zyprexa, Ihis occurred only

prescriplions caused the medical injuries to Medicaid recipients Ihallhe Slate is paying ~ r.

I. The tate Ha 01 E pl.ined How II Will Prove Thai Lilly's
1arketiog au ed Zypre • Preseriplion 10 Be Wrillen for Alask.
1edicaid Recipients Th.1 Olhenvise Would Not Have Been Wrillen

The tate does nOI explain how it can prove thaI improper marketing caused

prescnptions 10 be written that otherwise would not have been using only slatistieal evidence.

This defi ien ) doom th tate's case, \\hether or nOI it can prove thaI Zyprexa caused

mjuri 10 Medicaid recipients.

thai wrongful marketing caused prescriplions 10 be written Ihal olherwise would nOI have

because mdivldual doclors wrote Z)'Prexa prescriplions for individual Medicaid re ipients as



199 ) (dco) ing certification" here a claim "requires proof ofwhat tatements were made to a

2 I F.3d 1350, 1361-64 (11th Cir. 2002) (reversing cenifiealion where there was no basis for

PagtlSof4'

uniCllod I indJ\;dual prescriber.;. \\ hal olher soure

· ntati n r unla\\ ful marke,ing ase
Tort II" Ihi ounU) 111 an) m' repre

I prescnption medication requires thaI Ihe plaintifT demon lra'e \\ hal inC< nnalion

of infonnalion afTe led Ihe

000418

pani ular penon. ho\\ the penon interpreted these stalements and whelher the pcrson

juslifiably reliod on Ihose statements to his dctriment."); Rodriguez v. McKi""ey, 156 F.R.D.

112, 116 (E.D. PI. 1994) (reliance hould nOI be presumed where there are "various faclOrs"

presumplion of reliance); Sprague v GtIleral Motors Corp.• 133 F.3d 388, 398 (6th Cir.

moti"ations and expectalions," il is nOl susceptible to aggregate class treatmenl. POlilos v.

A tali tical or economic model eannollake Ihe place of an oral or wrillen exchange

courts consistentl) hold Ihal. because reliance is based on the individual's "knowlcdge,

Caesars World, /"c., 379 F.3d 654, 665 (91h Cir. 2004); see also. e.g.. Sikes v. Teleli"e, I"c.,

bet\\"", 1\\0 people 10 pro.e fraud or individual reliance. Thus, in Ihe class action conleXI,

LOCI 13431,II'19( .0. Cal.Jul) 27, 1998).

prescriber' d«i ion. and 00\\ Ihe prescriber mad hi or her lrealmen, decision. ee. e.g..

H"'tikl ,. Pf~tr. Inc. 3 I F. upp. 2d 364. 383-84 (D. J. 2004); Fly"" v. Am. Home

Prods Corp. 627 .W.2d 342. 349-50 (Minn. I. App. 2001). "'I]n ab enee f evidence

that [the doctor] relied on defendant's mi repre entalions. plainliff's clams for failure 10

wam..mus' be dismi sed:' Hull/rna" v. Da"ek Med.• /"c., o. 97-2155, 1998 .S. Disl.
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ind1\ Idualized mi representations" are not u ccptiblc to "gcneralized proor').

Pagt 17 or 41

by Medicaid

I model can ever c unt
Ott LJ. 5 9. 5~ (.006).

In ,IS Complaint and M morandum. et a/50 Ba kgrounder.

IF

Furthmnon:. the nature of LiII) 's marketing ommunications changed ovcr limc.

1'1 • t.IpCSU) ofa ph)i ian' d i i n-muking proc

~ 31) is f \\hether rep=nlation b)' Lilly caused ph) ician 10 \\ ritC

the) otheT',i \\ould nOl ha,e i further complicated by the fa t lhat

il bl to both LiII) and ph)sicians changed 0 cr timc. as lhc tatc

. • g., 1emornndum 01 4. This heterogeneity of information and communications makcs

....U)"J RupoaSC' to Pblalirr, '01'0. Co-etr.inc ClItou .nd P (
Sl6JLt>/..-. Ell un, ""d Componl(Ca.. o.)AN~C,)roo

C\ idence of the incidence of particular medical injuries experienced

benefi iari \\ho used Zyprexa omparcd to an unspecified control group.

2. Tbe tate' tali tical Evidence annot Establisb That Exposure to
Z pre a From tbe uE tra" I'reseriptions Written as a Result of
Lilly' arketing aused Diabetes-Related lIInesses in Alaska

1edieaid RecipienlS

The second causation burden the State must carry is proof that Zyprexa cxposurc

caused injuri to Medicaid recipienlS \\ho were prescribed Zyprexa because of Lilly's

all ged improper marketing. The tate proposes to prove this through epidemiological

St. loon \' Pomewebber. Inc.• 306 F.3d 1247, 1253 (2d Cir. 2002) ("fraud claims based on

an) 3gg1l'gBte case for ho\\ markcting affected prescribing behavior an unrcliable endeavor.



The .tat cannOi .-ade these "ell llIblished elements of proof by aggregating

multiple all ed anon)mou>~ inJuri taled above, the injuries giving ri e to the

PaCl:: 18 or 41
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lie dl ""cd Z) pre a bcCaus of

peeific causalion 10 recovcr damagcs in 6 producl

,eal Iud)

ide. the lat' propo I to prove th I a prescription

Idem' I ."" tuJ) d llOI' n t(lt\ at th' ri ht pi c .

le,h.d ,pic:nt> "ho used 1. P a. bUI

10 llIbllsh "general ClIU allon." then incorrect I) statcs lhut its

, limIted 10 general causation. 'ourlS havc consistcntly hcld thM u

,n. the alleged hann t Z)l'rea u er.. must be

ed ml. 'onduet. but the tate h not e plained h w il "ill Identify lh t

idcnlllon

used rcc.p'C'O • ,nJuri lely lhrough epidemiological evidence enjoy nO

la" The tate aekno" ledges that epidemIological evidence has been

That

In re Flbr board Corp., 93 F2d 706. 712 (5th Cir. 1990) (holding that the plaintiffs'
of taUst,ca1 estim fail 10 address th required el m nl of individualized causation);
also AmorgianoS v AmIrak. 303 FJd 256, 268 (2d Cir. 2002); Sterling v. Velsicol Chem

Corp 55 F.2d II . 1200 (6th ir 1998); ("IGjeneralized proof, will not uffiee to prove
mdi,iduaJ dama ."); Barasich v. Columbia Gu/fTransmfssion Co., 467 F. upp. 2d 676,
694 ( . D. La. 2006); lI'ode-Greaur" Whitehall Lab., 874 F. upp. 1441, 1485 (D.V.\. 1994)
11P)1 intitTmust pro' no! onl) th I [Product] can cause [the injuryj (general causation), but
aI that the) did in tho case ( peeific causation).")



I :T1F1C EVIDEl'CE, 336 n. (2d cd. 2000) ("Epidemiologic methods e nnol

000422
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: "hether and to "hal exl III Ih
ofea h

R.fi renee Guid on Epidemiology. in RLFLRLN E

lei ted for the patienl. and "hen diabele w

Pia) in Providmg pccific CausalionT Id at 381-86. The answer:

and d bel _ "hcthcr or not the injun "ere

to 7.yprcxa: "hat other exposures and ri k faetors (" eight, bod m

"idu&lln uri ulT~ b) mdi\ldu I propl . E,en uming thai

bhshcd ,n th mcdi I htenlturc Ihot there i

that cpidem.olog) onl) idenllfics on "os acioli n:' r a rcloli nship bel"ecn tWO

the of Z) prexo.

Epidemiological e' idence cannol. nd hos ne,er been pcrmitled I . di pi e Ihese

peets of causation. Indeed. the ,ery publicntion Ihal Ihe laIC relics upon

but ,allOns an: nO! neee sanl) "causal" ,n nolure. See Michael D. Green, D.

Role Docs EpidcmJol

1t)his qUCSlJOO is 001 a question that is addressed by cpid miology." Id. at 382. The besl

thai cpldcrni logical ",idconcc can do is look t "herner an agent is capable of causing

deduct"el) pro"" eausa\lOIl, indccd. all empincall) bascod science cannol affirmolively prove

relation.-). An ,,"lire section of thi aUlhority relied upon by the laIC ask "Whol



U1bli h the oelU I cause of on individual' injury or

1996) (dcclining to certify a class in ordcr to proleet lhe

F.2d at 710. The "num rical di play" d ribed by the State in this case can not eSUIblish Ihal

n

Page 20 or 41
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.~ .2d 706. 715 (Tc.<. 1997) (finding

'0 It ne,er Ulblish th tan' we did u an injuf). Id. al 382.

1bc idea that pc<:ifie causation evid nce con be ignored for claims ba cd

hns been tried - and rejecled - in the closs certification e ntext.

Ikrrdl Do-.. phorm. Inc " Hawl r. 9

LilI) marketing conduct caused extra prescriptions, or that those extra prescriplions caused

patients to be injured.

"5.. also In rt "Agtnl Orangt:' Prods. Liob. Lilig., 818 F.2d 145, 165 (2d Cir. 1987); Vern
~ \\rfialkcer. Rtslormg lhe IndIVIdual P1ainliff la Tort Law by Rejecting "Junk Logic" Abo t
.,ptellC ousa/lon, 56 ALA. L. REv. 381, 383 (2004). u

In n Fibrtboard Corp., 893 F.2d 706. 712 (51h Cir. 1990); Georgi/It v. AlllcI,em Prod.,

~ t;J, • ~ ,alues" rather Ihon attcmpt to solve "a major social

.:)-::i~i'
.::; .i ~ ~ problem"). In Fibrtboard. the Court rcjected as insufficient proof of specific eausalion an

d~~~" ~ offer of proof that included tesl cas along with epidemiological cvidcnee, a more

o -i1j~ substanual pre>Cllultion thon proposed b) Alaska in lhis case. lis words ring true here:

z. ~ § -(TJhe prcci ion-like mesh of numbers tends to make fits of social problem when Irto ... lOwithel) doubt ueh fits. I remain wary of the siren call of the numerical display ... ." 893
~ ~



,

L ~ 10 O. 145 I. I d 2d 673. 120 S t 799 (2000).

P.&t210(41
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Wo hmK,on v Am Tobacco.\\ell pri, te pa)o

'Cf dln:..tl) ,,,m I ,II) lor the e

d Inn. \\hleh h

l h) partl ohltllated to pa) th

I Idenll.al to Iho c cl lorth 10 th.

h) numcwu \: It In '(It'I 1".1".(1 hug lion



"no mon: righlS Ihon \\ere held by Ihe

laIc v McKinnon, 667 P.2d 1239, 1243 ( la ka

.up 1. Jun 6. 199 )(apl'l) ing olUm n

Pagc: 22 or 41

\\hen: lhe " S ughl
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• lcd, ,d

of lh inJun:d pony. and mu , prove i, ase wilh 'he

1 96a(aX25X ). (B) (2007). llen:.lhe lal ho e n "0

lially Ihe same proof."). The lale muSI ele I whelher i,

in \\hi h ease ilS damages claim i too remole from lhe

third part) IoN eo users" ."

III I~. Il'1lIghl~ ,,,ard method for reeo,enng ,I:> indin:el

. lemorandum I 2 Thi i nO a eidenl. A pan)' bringing a

ben ficiari ' h ,m which case ilS evidenliary proposal is

arc a'ailable agaIn I lhe l ubrogee) againsllhe pillinliff, wi,h Ihe

or)""); Dlfrl.:s \. Alasm Air Trans. Inc.. 109 F. upI'. 695, 697 (D. Ala kll 1953)

t au.; 10>40 \ Philip Marris. Inc. 577 .W.2d 401, 406 (Iowa 1998); Maryland v. Philip
(Xf'u. nc. o. 96-12210 , 1997 WL 540913, al "14 (Md. ir. CI. M .

{m lOla \ Phllzp \{arris. Inc. 551 .W.2d 490 495 (M' 1996) ( I' ay 21, 1997),
l,Me'WU \\ ·nat I' 'm ,mn. ru mg where stale of

(£.D. T 199~' I' amu",. 8w set Ttms v. Am Tobacco Co., 14 F. Supp. 2d 956

defici<nL
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It h allegedl) ufTcred or \\ ill ufTer

,riCI Produ I Uabilil 1m re aarffd b ,h
Do<lrio B«au ,h ,a, H uITtred ei,h r

'or Pe ooallojul")

Prartic nod on urner Protection ACI Docs ot
ription 1edieation Tran action

TIl, II'"
D mit

P perl) 0 ma

rule b lIS strict liability ciaims.

for ZrJ>re) pr=npuons. and from pay 109 to treal injuri all gedl ufTcred by

In I ka. ho\\e,er, plaintifT may nol ree ,er

Corn Prods. Llab. Llltg, 212 F. upp. 2d 828. 840 .0. III. 2002). Accordingly,

han. 52P2d 113.1177-81 (Alaska 1993).

AI has nO'er recognized a sirici Iiabilil) claim for purely economic I s by (I

I.

A '$ nfair Trade PracLi and Consumer Prolection Act (UTP) prohibits

lu)nfair mMod> of competition and ~ . d .un Ir or ecepuve acts or praclices in the conducl of

~~~""'Ilift"'. 1otiol O8«nli... a.ha.a.d Proof
• _ ....c_(e-~o.) ~C1)

harm 10 proper1) belonging 10 other people to how a non-economic injury." Sec••.g.. III r.

pan) \\00 ncithc:r used the product al i ue nor ufTered any non-economic 10 s from it. And

cowu else\\ bere that baH onsldercd thc qucslion ha, e held that "plaintim connOI rely on

UI wict li.bllil) 10 thc b n e of an} propen) d mage or personal injury

fTcred ~ ~ pl.mutT 1 If. "Economic loss- doc nol uffice. Kodiak £1 c. Ass'll v

Dtla\\1ITurb",•. I1J(',694 P.2d 150.153(Ala ka 1984); sec also orth ",Powcr& £lIg'gv.

Cal 'PIllar TraclOf Co. 623 P2d 314. 329 (Alaska 1981); Prall & Whillle)' COllado, Illc. v.



Page 24 0(41

4 .50.4 I(I). • published d i ion b an I ka ourt ha e\ er

to product liobiht) I ims against p ription medieation m nufo mrers.

il\ ennan. Common-&nse Construction o/Consumer Protection Acts. 54 KA . L. REv. I, 16

00427

... e,ght-to the interpretalion or the FTCA when determining what eonstitutes an unfair trode

(2005). Alaska's UTP. enacted in 1970, requires courts to give "due consideration and great

See. e g, Ohio RC\. Code Ann. 1345.05(BX2) (2007); Texas Bus. & Com. Code §
I 46(e)(l) (2006); Idaho Code § 48-604(2) (2007); La. Rev. SLOt. Ann. §§ 51:1401-1425
(2007): Go. Code Ann. 10·1-391(b) (2007); Miss. Code Ann. § 75-24-3(e) (2007)' Vt Slat
Ann. Ill. 9, 2453(b) (2007); W. Va. ode § 46-A·6-103 (2007). • . .

LOte UTI' are commonly called "litlle FTC aets" because they were modeled on

the FTC Act. and designed to accomplish the same purpose." Victor E. Sehwartz & ary

safet) and emeat) and transferred this respon ibility 10 the FDA. See id.; 21 U.S.. § 352(n)

(200 ).

b) other III • practic

The FT A does not appl) to prescription medieation . and neither should Alaska's

UTP. The Drug Amendments. enacted in 1962, long before Alaska's UTP beeame law,

ehminated the riC's jurisdiction o\er prescription medieation advertising as it relates to

Fed 1T d mmi sion et ("FT "): (ii) the
f (i) a' d fermce to th ra ra e

f I
·' fthe UTI' to p eription medi ation manufacturers; and (iii) the

o an) app IC8Uon 0

lopment of othc:r LOt ' imilor c nsumer protection statutes. the urt sh uld

~ guided b) the federalllDll!og 10 Alasko's UTI' (the FT A. 15 .. . §§ 41-77 (2007» and

applied the



, 0 \till 1m / at n.'. t<09 P:<I .0.. •4. ~.

P cdenl 10 <I line the

Id I~. 4

01 \1 a' tIlt. It langU3:'. (\I' illl) lourt

pploL-d d,ITcrcnll~ In>m II I It" mod I 10 (1\\ er

deml\fl I Ic Ihal Ihe l riP

1 tl1n~...J unck landm~ lhal tiP do nnl appl~ In pre cnptlon medicatIOns I

Pre nlxn 01 pre t.:npllC.ln mcdic~lion arc not the

In odd,"on. Ihe

arc prnlC<led bl Ihc IDA ond 0' .lIlable Ion

the l IP 10 be used bl the SInIC 10 bnng produ I liabilil) claim,

on the IDA' Junsd. lion. The IlPC of laim broughl b) the Inlc hcre,

slIlIa/IOfIJ. Inc. 609 P2d al 525·26, \\ould, if pcrmiued,

on phnnna eoli I manu fa turers that it would

I.tlon of the Indu 11). Thot probl m \\oold only be exacerbated

h "".11 its o\\n ,an tion on manufoclurer liability.

~rJ0428



Imerprenng the Act. the Alaskn upreme Coun hns npplied a simple lest to decide

admm. erc:d b) laska or the federal gO\ emmenl

Page 26 or 41

. VTP i nOl im nded to nppl) 10 pres riplion medicationThe fi t lhal AI
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whether an act or praell e IS e\empl under A 45.50.481(nXI): "[Wlhere the business is

both regulated elsewhere and the unfair aelS and practices arc prohibited therein," lhe

2. Tb <I and Pra<t; at I u in This Litigation re Exempt From

Ihe P

\\nlletl \\lth lho>c tnlttSlI tlOns in mind lJfP section 45.50.481 stales:

,'Olhm~ in AS 4 - .50.4 71 - 45.50.561 applies 10 ... an ael or
tnlttSlI<tion ';gulnled under laws ndminislered b) Ihe slale. by n rcgulnlory
board or ommi Ion.. or officer a ting under latut0T) nUlhorily of Ihe

talC' or of lh l'n1led talCS. unles~ the la\\ regulating the nct or transocli n
d nol prohibit Ihe praeliees declared unlaw ful in AS 45.50.471.

A 45.50.4 1(1)( I). Tb,s prm ision pre\ ents a pan) from suing where Ihe alleged unlawful

o.cmpllon apphes. 0' 'ei/llnvestigQIIQIIS, Inc.. 609 P.2d 520, 528 (Alaska 1980).

The sal of an FDA-appro\ed pharmaceutical such as Zyprexa arc exempl under

the tCSl because both prongs are met: I) the FDA regulales the industry, and 2) the alleged

unll"ful prleti II i ue here - off-label promolion and making false claims regarding

sofet) and effiC3C) - are prohibited by FDA regulalions.

11M et,ons is rc:mfon:ed b) an "emplion in the statute thnl is so npt thnl it mighl ha e been

praetl II t ue nrc nlread) prohIbIted b) nn ongoing regulatory scheme, whelher



plwmacrot,cal com to !he market. Thc I OA's Ccntcr for Drug Evaluation and Research

("COER") regulate. da) to da). Ihe safet) and emency of phannaceutical prodUCIS. See.

Page 27 or 41
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L

ion at 3-4, supra.

Tb FD maintain a regulalor)' frumework thnl is bOfh
ong ing and careful a r quir d und r Insk. falufe
~5.5OA I

The federal Food. Drug, and osm ti ct. 21 U..C. §§ 301-399 (2007). provides

e g Food and Drug Admin .. Dept. of lIenlth and lIuman Services, FDA and Ihe Drug

Dc,elopmenl Process: 110\\ the Agene) Ensures 'I hal Drugs Arc Safe and Effective, FS 02-5

•

the nalional rqulatOf) fTllITle\\or!< for !he pharma eutical indu fl'). and satisfies the first

rron of the e emption: "ongoing. careful regulation:' Malalll/ska Maid, Inc. v. Slale. 620

P2d I 2. 186 ( Jask. 1980). rn'd on olher grol/nds. Rosen v. Slate Bd. of PI/b.

ACCOWlla~ .... 6 9 P.2d ~ g (Alaska 199~). Enforcement by the FDA occurs before and aficr

the COER contmues 10 monitor products post-npproval, requiring strict adherence by

(2002). O\'Oilable 01 hllp, \\w\\.fdn.go, fda",fealuresl2002/402_drug.htm1. More important,

manufacturers to reponing and labeling regulations. See Clf. for Drug Evaluation and

Research, Food and Drug Admin., Dept. of Health and lIuman Services, Post Drl/g Approval

Praa... In The CDER Handbook, available 01 hllp:llwww.fd. ovlcder and

Indeed, the 2003 label change for Zyprexa and o!her second generation

antips)dloti prO' ides a case in point of !he ongoing regulatory oversight of prescription

medicmes"

"Seedi



Page 28 0(41

000431

b.

U1t)'f Ra,o.w to Plai.lUr, 'lodoD CoDura DC Cblm.J.ad Proofs
'-of..-...EJJUIJy_Compu,(eu.No.JAN~ I)

'There arc t\\O false ad\eni ing sections, one general and one specific. TI,e general
pro\ ision late."An adverusement of a food. drug, device or cosmetic is false if il is false or
misleading 10 an) panicular." AS 17.20.160. The specific provision applies 10 advcnising of
products remed) ing illness enumerated" ilbin lbe provision, none of the enumerated illnesses
arc ones for \\ hich Z)'P....,a has ever been promoted. AS 17,20.170.

The Act also contains detailed labeling requirements. AS 17.20.90. However, Zyprexa, as
• drug sold onl)' on a prescription wrillen by a medical professional, is exempl from the
ncquircmeo found in ub-sections (2) and (5) pursuant to celion 100 of Ihe Act, which sets
forth certain exemptions. A 17.20.100. Moreover, some of lbe sub-pans of seelion 90 do
not pply to Z)'PreJUl because lbe drug does nol contain panicular ingredients, such as
cocaine, ha:oin or marijuana. A 17.20.090(4), (IIXA). Finally, Zyprexa does not conlain
-an! ~uanUl) of arninop)Tine, barbilUrie acid, cincohophen, piluitary, thyroid, or Iheir
denvlll!\ ." A 17.20.090(IIXA).

'The Alaska Food. Drug and Cosmetic ACl regulales bOlh advenising and labeling.

A I 20.005·.380.

ad\ en, 109 Ihat arc applicable 10 L) pre"H A sho" n in Ihe chan allached ns

ppcndi\ I. lbe th,nccn allegedl) ,mproper practices ciled by Ihe Slate arc regulated by Ihc

IDA. and the unln" ful practiccs a' issue nrc prohibiled by Ihose regulntions.

FD reguilltion prohibit the alleged unfair prnc:tices nt i ue

in thi litigation

.L nI"C','fic unla" ful practices ct forth in the mplaint
FDt\ rcgul tlons proh'bil YO ,'--

,,
' ~••L e ond prong of the exemption test. In Ih omplain'.

in • manner uffi ient 10 l't UI

I '11 cd in ne allegalion
the ~Ie forth fi\C unla" ful practices that 'I alleges -, ) engag .

claims that Lill) \lolated Ihe labeling and ad\enising provisions of Alaska's Food and Drug

Sine separale pan.' of the Alaska Food and Drug Ael deal wilh labeling
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0\ er prescription medicine tran a Ii ns, th

il demands in lhe omplainl-

authoril) from section 50l.)] \\hich provides for injunclive relief, and section 551,3< which

u..When the 8lIOmC) general has reason to believe lhat a person has used, is using, or is
aboullO '!'C an aet.or.practice declared unlawful in A ~5.50.471, and that procecdings
\\ould be.1II lhe pubhc IIItcrc51, lhe anomey $enenll. may bnng an aClion in the name of the
sw 'galllSl lhe JlCI'5Of! to restrain by InJunc/lon the usc of lhe act or practice."

45.5O.5OI(a) (emphasIS added).

"-In an action brou~1 under AS 45.50.501, if lhe coun finds lhal a person is using or has
used. an act or practIce declared unlawful by A 45.50.471, lhe allomey general upon

\ltOOOtlODandlO the court, may recover, on behalf of lhe state, a civil penalty ofnot less lhan
. not more than 25,000 for each violation." A 45.50.551 (b).

collect lhrcc times aClual damages" pursuant to scction 531 or the Act. Memorandum al 23.

000432

differenl remedies on lhe tate and privatc actors. The Anomey General derivcs his

This assertion ignores the latut0l) scheme, which confers different causcs of aClion and

D.

ofa lion musl be dismissed.

1. • 0 ulhorilY E'ists nder Ihe TP ThaI Allows Ihe Allorney
GtneMlI to Reco"er Money Damages for Medical Treatment
Expense

In its Memorandum. Ihe Stale asserts that, ifit proves violations oflhe Act, il "may

\en ifth' Coon e'tends the UTP to

DO uthorit) under the UTP to k the remedi

mone) damag for the I of medical treatmenl for M dicaid beneficiaries allegedly injured

b) Z)"J"'C reslllUtlon for the purchase pri e of Z) prexa prescriplions, and civil penalties. In

fact. the I Ie e'er) remed) e,ceplthe one provided by statute: injunctivc rclief. In

odd,tion, it fails to I forth an) method for calculating thc amount of moncy it would bc

entitled 10 III restitution or for ci\i1 penalties. For all oflhese reasons, thc taleS UTP causc



\ I') of

Page30or41

.. The lalut n "here

tal .

tUI ," "hich permi for Ih

•

Inc, 120 P.3d 1059, 1066 n24 (Alaska 2005) (describing all mcy general's

ligatIOns, Inc. 609 P.2d at 524 (emph i added); see abo OJclola v. F.S. Air

00433

upmne 0W1 ha> n:cognizccl thi di unction bet"een the remedie

I< from those 1\lilabl< 10 prhate litigants'

The AUomc) General i charged" Ith enforcemenl of '!' et: he may
adopt 1Olaprcti\e regulau,,", ubJ I to Ih .tn lure of l~

dm'Olstnti\e Procedure Act; he h"" broad inve lIgatory po"e 10
connection" Ith ferreting out the u ofd epth'e trode proetice : aod he i
=1'0" crcd to sed inJuncllw rtl/~f"hen he hllS reMon to believe "that a
penon has used. I USlOg or i .boul 10 u e an act or pmelice declared
unla\\ful 10 § 471 ... and .. [such) proceeding> \\ uld be in the public
101 1- A 45.50.501(0). Where injunctive relief i sOUghl, the court
has a,"ilable broad eqUitable remedi to redres violations of Ihe Act.

4550.50I(b). Pri\DtC Dnd lass a lions arc also aUlhoriled by the act
for rcro\ct) of I tual damag mculTed as a re ult of proscribed a ts and
pract.i includmg tn:ble damage for willful violali ns.

4550.531(a) and (b)

haptft" Ole statutorill authorized to seck tn:ble dam g .') (emphasis added).

autboritl to see ei\il pma!tles, before staling "li]n addition, injured private parties in this



bJm
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II' 01 Reeo' r i,-II P nalll

I te' cl im ~ r mon Ydamages undcr it
In I. the ourt should trike the

o lile extent that actual damages "ere available to the Stale in this lawsuit pursuant to
section 531. II has misrepresented the elements of proof necessary to satisfy such a claim.
The late claims that il must prme onl) that the defendanl is engaged in trade or commerce,
and commilled an unfair or deceptive act, and not that there was actual injury or causation.
McmonIIldum at 20. The laic derhcs that standard from O'Neill, which described the proof
reqUired for an Illjunclh", action by the Slate, not a claim for damages. Under Alaska case
18\\. a pany seeking damages under section 531, which expressly applics only to "[a) person
,,110 stiffen an ascertainable loss ofmoney or property as a resull of another pcrson's acl or
practice declared unla"fur' by the Act, AS 45.50.53I(a) (emphasis added), muSt show
causauon and reliance in order to tabli h alleged injuries resulted from the defendant's
~UCl. Garrison v. Dixon. 19 P.3d 1229, 1235 (Alaska 2001); Weslem Slar Trucks. Inc. v.
BIg Iron £quip Serv.• Inc., 101 P.3d 1047, 1048 (Alaska 2004) (approving recovery under
U11' "here reliance is established).

forma1ll)

.gam I 1I11). Requinng an injunction as a eondilion prccedenl for othcr relief constitutes a

pohC) judgment b) Ihe tate that anI monetar) conscqucnees to the defendant should now

onl) from heha' ior that the Statc has detem,ined m'LSI SlOp. Here, quite Ihe contrary, thc

late has decided that Zlprexa sales to Medicaid recipients should cOlllinue whcn their

uon 501

The requirement thai el\ II pcnallies (and restitution. as discussed below) can be

."ankd onl) aneilillf) 10. nOI separate from. an injunction is nOI simply a procedural

In lead. il underscores lhe fundamental illogic al lhe core of lhe Stale's casc

L Th
I . I if it achieves injun live

The Allomcl ~ra1 ma) rcco,cr ei' il pcna lies on)

45
.50.551(b). but it has nOI sought injunctive relief under

rehef under sectIon 50 I. A
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nditi ns. and that

01 Reeov .. R IHulio"

reeov~ of ilS p3) ment for Zypre: be ause, "without lhe

tale. To the e~lenl Ihal it i available, it arises by implicalion from secli n

tate:

\allons and other unfair aclS" b) Lilly ·'there "ould have been less direct COSII
O

the drug" ould havc been used only for the very limited indication for which it

vcd." Memorandum al 23. Alaska's UT1' does not provide for the restitution remedy

The court may make additional orders or judgmenlS lhal are necessary 10
restore 10 an)' person in interesl any money or pr perty, real or personal,
"hieh may have been acquired by means of an acl or praclice declared 10

be unla" ful b) A 45.50.47 \.

45.50. Ol(b) (emphasi added). In O'NeilllnvestigaliOl~ Inc., the Alaska upreme ourt

00435

As "ith civil pcnaIti ,th language of section 501(b) demonstrates Ihat it is not

•

meanl to prov ide authont) for a stand-alone cause of aelion or remedies, but ralher for

additional remedies that the court may order wh n Ihe Stale has broughl a proper aClion for

injunctIVe reli f Set id. 81 524. Absent a proper action for injun.clive relief under section

added).

redress violations of the AcL" O' till Investigalions. Inc., 609 P.2d al 524 (emphasis

..wed. "Wlrert InjUIICtiv", relief is sought. the court has available broad equitable remedics to

cklCf1IIIIlC th31 II the

...ch :5&I<''':ho',JJ conlin 10 be reimbutSCd b) lhe tat. w;thout restri tion.
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t

DOl~ brOUght here, then: are n gIOunds ~ r -king or 0\\ arding

In the prescription medication context, absent an allegation that a mediention fnHcd

h

upp. 2d 171. I 6 (D.D.C. 2003). If the medication has not failed to perform for the

mdi\ idual patient. the manufacturer has not unjustly benefited (rom the sale of the

medication. For this reason, courts ha"e con istently rejected the sufficiency of a "deception

plus payment" claim. Heindel v PflZtT, 'nc., 381 F. upp. 2d 364, 381 (D.NJ. 2004). The

Fifth Cireuit described such a plaintiffs inadequate injury by stating:

barg.ain and has no hasi to recover purchase COSIS." Williams v. Purdue Pharma Co., 297 F.

to perform as ad\ertised for the individual patient. the potient "has received the benefit of his

the source of the property or benefil.").

unJustl) recei\ • retoin or appropriates property or a benefit, [andl the party should repny

E,cn if the ttome} General had properly pleaded restitution, ueh a remedy \\ uld

the tote does nOl intend to olTer any evidene that Z prexa wllS n t

,e for the edicaid recipienlS \\ho used it. nd r the tates the ry of the ellSe. it

Id be reimbursed for prescriptions that benefited the Alaska citizens thot used il.

nde< AI a la\\, as elsewhere. \\ here no money or property hos been lost, there

are no &JOUnds for restitution. &e. e.g. Old Harbor alive Corp. v. Afognak Joint Vclllurc,

30 P.3d 101. 107 (AI kll 2001) (des ribing re titution in general terms a "When a party



;:;

(:
(

(5th . 2002) u h claim . the coun
Rn ,II) th-A.,'USI Labs. 2 3 F.3d 31 . 319 If. .

20 F tho uson "ell, the tate'
held, - anl\Ol tlrute an injut) 10 facI." Id 01 3 . or I re

~lUlIOll 111m fi i1s.

4. Tbo late Ha Not I Fortb How Reslilution Damages or ivil

POD.lti Will Bo Del rmiDed

The Ulle articul les no method for how an 8"ard of restitution or civil pcn.lties

hould be dClmnined. Thus, bolh of these remedies should be slricken.

E. Oi",o"erv by Lillv

J. E.-on iftbe tato 1a Pre enllls a e sing Only lalislic.1
E.-idoDco, Lilly 1 Enlilleil ID Build and Pre eDt a OefeDse sing

I 00 tatistical Evidence

The Ulte claim for itself a right to prove its complex case wilh a package of

st.aU tical C\;dtncc, and, at the sam time, seeks to handicap Lilly's defense by barring Lilly

from d' \CT) of direct C\;dence of the actual experiences of Zyprexa pre cribers and

pallen 10 Alaska- B use the claims made by the Ulte grow out of individual prescribing

dec" ions and IOdi\ idual palient experiences, Lilly seeks to rebul the Ulte's claims with the

neal-life experiences of the people compri ing Ihe tate's statistical package. Much to the

tal' consternation, this requires the use of the discovery tools provided by Rules 26, 33

UJIt's RapoIiJC: to PbhUltr. Modo_ 00«,,1I8& Cblau and Proof.l
.«AM4UoWUJ/f ..dC...".,.,( .....JAN~ I)

000437



thaI -,he court should nil" dcfendants I ITer" t tim

IW) ph) jc' "10 ontrlldt I the opinions of the tatc' d ignalcd e~pertS on

The t t for whether information is di eoverable by Lilly is whether il "is relevant

ubjcet maner involved in the pending aelion." Alaska R. Civ. P. 26(bXI). To be

•

000438

"Su PI: Rcsp.1O Def:s First Set oflntCTTOg. os. 10-13 16·17 24 (attachcd as Exh'b't C).
su auo PI 's Rcsp.1O Def.'s Firsl Set ofRcq. for Produc. ' os. 5-8 (attached as Exhibi: ~). '

lead 10 ch5cover) of admi ible cvideo e:' ref. 'TRlelevancy at trial and relevancy for

purposes of disco'cry "'" IWO dilTerenl maIlers," and relevancy for purposes of discovery is

,0 be construed liberally.- Doe v, AIDsIco Superior Court, Third Judicial OiSl., 721 P.2d

61 .620-21 (A1B>!<a 1986). Applying this slandard here, there are two reasons why Lilly is

ch5co,ernbl<. information -need nOl be admissible at trial," bUl only "reasonably calculated to

Ic:morandum 1 I te has ",fused 10 respond 10 Lill)'s wrin n dis very rcque IS

Z
. 31

pcc,li . indl\iduaJizcd information about AI ka prescribers and yprcxa pallents.

l, the laIC has Mllounccd in Court that il "ill simply aband n this lawsuit iflhe oun

tndi, iduaJizcd disco'er) aboul Z)1,,,,xa prescribers and patients.

Regardl of"hether the Coon permits the laIC 10 prcscnt its casc by stalistic ,

tate' elTon 10 block Lill)'s disco'cry and usc of dircet cvidcnce olTends Rules 26, 33

lrocn Ill) ..
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(Defendants arel entitled to relevanl discovery of damages dala in order 10
formulaic defendanls' o\\n theof) on the computation of ... damages. By
lhe interrogalories here in dispute. IDefendanl] seeks .. , to enable its
expert 10 pUI forth a distinel, competing theory of damages .... While
plamtiffs may disagree with ,he theory, there ;s no precedent which
permIts Ihe plamliffs (a refuse ta provide discovery based an their lack of
agreement with defendants' Iheary of damages. Similarly, defendanls, in
conducung damage dISCO' ef). arc nol limited by Ihe documents

on idercd b) plaintiffs' experts..

•

(emphasis added). Particularl} \\here highly individualized, professional decisions (such as

the decision \\hcther to prcscribl' medicine) are at issue, rebuttal evidence can include

-challengels toJ the ability of statistical evidence ... to approximale the aelual determinative

faetors- thaI go,emed the deci ions at i ue. Penk v. Oregon State Bd. of Higher Ed., 816

F.2d 45 .464 (9th Cir. 19 7). imilar1y, where the alleged injuries may bl' associated with

Fox v. Chemino\'a. Inc. 0.00-5145,2006 WL 508087, at '7 (E.D.N.Y. Mar. 1,2006)

another court taled. appl) ing the analogous federal Rule 26(b)( I),

I. l.lI) ~ui~ di 'er) of the fa ts e nlial to its llSe-in- hief. The lale

11\1) IlOI d. te 00\\ Loll) \\ill pre~ Its defen e or present its ense to lhe jury. Lilly may

,er and gather eviden e in upport of those defenses. consistent with Rule 26 and

rei ted d O'er) rul . Cont~ 10 \\ hat the State suggests. ils intended method of proving

usation or damage should no' hamper Lill)'s defense nor ils prelrial di eovery. As

in I

. of indi\ idual Z)'pre,a prcscribl'rs and p tients
cnulk<ll d 'er) of the aaual e penen



medication. obesity. diet. sedentar) lifesty Ie. and family history.

PageJ7of41

. n:course to individual medical ree rds and
I \rUe of di

•

Zypre"" prescribers and patients in Alaska, or that Medicaid palients who look Zyprexa can

properly be compared with Medicaid patients \\ho did nOllake Zyprexa. Lilly is cnlillcd to

the accuracy and reliability of the infonnation in the talC'S Medicaid database by

cbec ing those daUlagainst external soun:es, including the physicians who actually wrote thc

prescriplions identified in the dBUlbase, and the medical records and histories of the palicnts

"hose informalioo the daUlbase purports 10 record.

000440

1edicaid database represents an accurate and complele compilation of lhe expericnces of

nd. Lilly is enlilled to disco,er) of all evidence necessary to lesl the accuracy

and patient infonnation. Lilly need nol accept. on faith, the State'S assurances lhal ilS

and reliabililY of the State's data and theories, including discovery of individual prescribcr

~ e mmmg patlenl.specific med,cal infonnation can one delenninc when palients

developed d,abeles and idenlify confounding factor.;. such as the palient's u e of Olher

patienl h on I relevanl I LIII~' defense.

Here. Lilly i enUlled 10 build and present it defen e on the Ih ry thaI Ihe best

C\ldence for C\ 1U3ling the UtIe'S allegation i nol UtliSlieal modeling, bUI individualized

ldenlion of the numerous facton - including Ihe unique infonnation thaI each prescribcr

rehed on. patient>' unique medical hislori and experiences \\ith olher medicincs, balancing

of ide en: IS. and individual preferences - that led physician to prescribe Zyprcxa. nly



.l d m c

It Ii all the ""!ullcmcn,

lIem I "t Rule -02 and the f).,u rl-C",.n ,"ndard

1999). \\ nholt' full

1 .11) • It at denied I ,II) aeee

Pile J8 0(41

000441



P.&~39 or 41

000442

ounl for "helher anolher mediealion should have or

npti<>n of i 101 nded method of pro\ ing

th I ~UI'" IOdl\ Idualized nsidcrali n

on It'< alrcad) appamlt. 10 Iud109 th f< II "in :

110\\ \\111 Ihetale

oouId hi\e been pn:scribcd m lead of l>pn: a for an) gIVen palienl? l"hi delerminalion

be made \\ ithoul knO\\ ledge of, among olher Ihmgs, Ihal palienl' prior respon e 10

polenlial allcmaU\·CS medlcalions, and other aspcclS oflhe palienl's medical hislory.

For pauenlS \\ho '" ei\ed Zyprexa preseriplion 10 treal "ofT-lobel"

cond,u hO\\ \\ilI the We deterr",ne whether Zyprexa wos efTeelive and medically

appropriale? lbc we' posilion C8IIIlOl be thai 01/ "ofT-label" uses ofZyprexa arc medically

IJ\IPIXOPl'I . In fact. the tale conlinu to reimburse such uses wilhoul restrielion. The

ingu bct"cco allegedly medi ally inappropriale "ofT-label" u and Ihose

\\CfC mcdi Ilyappropri te i by con id Illlion of the individualized faclors

Co ph) i ian to determine that Z)P",xa w an appropriale treatmenl.

pic. bo" \nll the tale onll'Ol for p",di po ing fa 10 ,

III .' beight. \\elght. diet. ph> ical aell\ il} or hi 101"} of blood-sugar-

rei cd oondJuon? Detailed medIcal hislori of the indl\ idual in ea h group re ne e ary

"er Ih qu .llon and for I ill> 10 "hether Ihe Slale'S



0' er) required to prepare this case for trial.

these. Lill musl oblllin medical hisl ric and re ords

who are an luded in the tal' claim r in its ntrol

,nd"'dual anformntion aboul e eh ph) i ian who wr Ie an allegedly

To

Pagt 40 0(41
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O'er). which i reasonably caleulaled '0 lcad 10 admissible evidence.

3. Oi <OHry Regarding Lill's lIeged 1i represfnlations and the

lal ' R liance

For example. Lill) inlends 10 lake discovery regarding whal infonnalion the lale

In addition 10 prescriber and palienl infonnation, Lilly needs full dis overy of faels

had a'ailable to il regarding Zyprexa and alleged adverse events, and when lhe tale had

h information. imiJarl). Lilly's disco,ery will address whal efforlS, if any, Ihe tale hIlS

undertaken 10 rev iev' the rel8li'e benefits of Zyprexa and olher anlipsyeholie medications

through "p/wmacy and Iherapeuli eommiuees" or drug review boards. Lilly is entitled 10

know if the lll\C's OW1l medical review efforlS have yielded eonclu ions Ihal are contrary 10

here briefly. in compliance with the ourt's direelive lhallhe parties describe lhe types of

limitauons defense. and 10 demonstrale Ihe Slates failure 10 take any differenl aClion

r<garding lypre\ll after its alleged shorteolmngs were exposed, Lilly addresses this issue

rd ung to Ihe SlateS I.nowledge ahout /)prexa and the aelions il took based on Ihat

know ledge Lilly is enutled 10 take di eo,ef) direell) from Ihe Slate 10 support ilS sIalute of
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d" mber di o\el)', th e

"I)lhl) 10 ,,"'pare for In,,' nnd del' nd g in I the

AnomC) for Defendant

PEPPER JlAMILTO LLP
Andm\ R. RogolT. ndmincd pro hoc vice
3220 T" 0 LoRan Square
I & Arch S'"lrcets
Philadelphia. PA 19103
(2IS) 981-4000

:,~.
Ifter~ ~s:tl'lm:..
Andrea E. Girol 0- Welp, A BA No. 0211044

Id llOl pennit the I Ie 10 tnI I Lill) .

ulle' 'alms ",th rrcJudi e beenu e the I Ie of AI ka mny not prove

In Ihe altcmJllI\e. I ill) request an Order pcmlining il to Inke di overy of

o lTD IhIS 71h dB> of MB). 2007

Fo< the ~ om ",ason. Hi L.II) and C mpan) rcqu IS Ihat Ihe Ollrt enter nil

I m on the mdcpcndcnt kgal grounds et forth in Ihis memorandum.

indl\ K1ua1 pallCl1 . ph) lelam. and p opllon

the dl. CI) II nttd> In order 10 a<kqWllcl) prcparc' de~ ns .

pro mate use u 109 tall<lieal e\ iden e onl) I ,II) also rcque IS Ihat Ihe ourt dismi Ihe;::
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APPE DIX 1

Alleged Unlawful Practice
Corresponding FDA Regulation

Defendant represented that Zyprexa had
"A drug is drug or device shall be deemed to

characteristics, uses, benefits, and/or qualities be misbranded if its labeling is false or

that it did not have, in violation to [sic] AS misleading in any particular" 21 U.S.C.

45.50.47 I(b)(4). § 352(a) (2007); see also 21 U.S.C. § 352(n)
(2007); 21 C.F.R. § 202.1 (e)(3)(i)-(iii) (2007);
21 C.F.R. § 202. 1(e)(6)(i)-(xx) (2007).

Defendant represented thaI Zyprexa was of a "An advertisement does not satisfy the
particular standard, quality, and grade suitable requirement that it present a 'true statement' of

for consumption when in fact it was nOl, in infom13tion in brief summary relating to side

violation of AS 45.50.471(b)(6). effects, contraindications, and effectiveness if
it is false or misleading with respect to side
effects, contraindications, or effectiveness." 21
CF.R. § 202.1 (e)(5)(i) (2007); see also 21
C.F.R. § 202. I(e)(5)(ii), (iii) (2007).

Defendant advertised Zyprexa with an intent "An advertisement for a prescription drug is
not to sell it as advertised, in violation of AS false, lacking in fair balance, or otherwise
45.50.47 1(b)(8). misleading, or otherwise violative of section

502(n) of the act, among other reasons, ifit
uscs literature, quotations or references for the
purpose of recommending or suggesting
conditions of drug use that are not approved or
permitted in the drug package labe!." 21
C.F.R. § 202. I(e)(6)(xi) (2007); see also 21
C.F.R. § 202. I(e)(6)(i)-(x), (xii)-(xx) (2007).

Defendant used misrepresentations or "If any part or theme of the advertisement
omissions of material facts with the intent that would make the advertisement false or
others rely on the misrepresentations or misleading by reason of the omission of
omissions in connection with the sale of appropriate qualification or pertinent
Zyprexa, in violation of AS 45.50.471(b)(l2). information, that part or theme shall include

the appropriate qualification or pertinent
information .... 21 C.F.R. § 202. I(e)(3)(i)
(2007); see also 21 C.F.R. § 201.6 (2007); 21
C.F.R. § 202.1 (e)(3)(ii),(iii) (2007); 21 C.F.R.
§ 202. I(e)(5)(i)-(iii) (2007); 21 CF.R.
§ 202. I(e)(6)(i)-(xx) (2007); 21 C.F.R.
§ 202.I(e)(7)(i)-(xiii) (2007).

-1-
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Alleged Unlawful Practice
Corresponding FDA Regulation

"A drug or device is misbranded if its labeling "A drug or device shall be deemed to be .

is false or misleading in any particular." AS
misbranded if its labeling is false or mlSleadmg

17.20.090(1).
in any particular." 21 U.S.C. § 352(a) (2007);
see also 21 C.F.R. § 201.6 (2007).

uA drug or device is misbranded ifa word, "A drug or device shall be deemed to be

statement, or other information required by or misbranded if any word, statement, or other

under authority of this chapter to appear on the information required by or under authority of

label is not prominently placed ...." AS this Act to appear on the label or labeling is not

17.20.090(3). prominently placed thereon ...." 21 U.S.C.
§ 352(c) (2007); see also 21 C.F.R. § 201.15
(2007).

"A drug or device is misbranded unless its "A dmg or device shall be deemed to be

labeling bears adequate directions for use." AS misbranded unless its labeling bears adequate

l7.20.090(6)(A). directions for use." 21 U.S.C. § 352(1)(1)
(2007); see also 21 C.F.R. 20l.5(a)-(g)(2007).

"A drug or device is misbranded unless its "A drug or device shall be deemed to be
labeling bears adequate warnings against use in misbranded unless its labeling bears such
those pathological conditions or by children adequate warnings against use in those
where its use may be dangerous to health ...." pathological conditions or by children where
AS 17.20.090(6)(B). its use may be dangerous to health ...." 21

U.S.C. § 352(1)(2) (2007).

"A drug or device is misbranded if it purports "A dmg or device shall be deemed to be
to be a drug of which is recognized in an misbranded if it purports to be a drug the name
official compendium, unless it is packaged and of which is recogrtized in an official
labeled as prescribed in the compendium. " compendium, unless it is packaged and labeled
AS 17.20.090(7). as prescribed therein..." 21 U.S.c. § 352(g)

(2007).

"A drug or device is misbranded if it has been "A drug or device shall be deemed to be
fouod by the commissioner to be a drug liable misbranded if it has been found by the
to deterioration, unless it is packaged in the Secretary to be a drug liable to deterioration
form and manner and its label bears a unless it is packaged in such form and mann~r
statement of precautions the department by and its label bears a statement of such '
regulation requires as necessary for the precautions." 21 U.S.C. § 352(h) (2007).
protection of public health ...." AS
17.20.090(8).

-2-
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Alleged Unlawful Praetice
Corresponding FDA Regulation

"A drug or device is misbranded if it is a drug
"A drug or device shall be deemed to be .
misbranded ifit is a drug and its contamer IS so

and its container is made, formed, or filled so made, fomled, or filled as to be mlsleadll1g, or
as to be misleading or ifil is an imitation of (2) if it is an imitation of another drug; or If It
another drug; or it is offered for sale under the is offered for sale under the nanle of another
name of another drug." AS 17.20.090(9). drug." 21 U.S.C. § 352(i) (2007).

·'A drug or device is misbranded if it is
"A drug or device shall be deemed to be
misbranded if it is dangerous to health when

dangerous 10 health when used in the dosage, used in the dosage, or manner or WIth the
or with the frequency or durauon prescnbed, frequency or duration prescribed, .
recommended, or suggested in its labeling." recommended, or suggested in the labehng
AS 17.20.090(10). thereof." 21 U.S.C. § 352U) (2007).

"An advertisement of a foarl l drug, device, or "An advertisement for a prescription drug is

cosmetic is false if it is false or misleading in
false lacking in fair balance, or otherwise
misl~ading, or otherwise violative of se~ti?n

any particular." AS 17.20.160. 502(n) of the act, among other reasons, If It:
contains a representation or suggestion. "?t
approved or permitted for use in the labehng,
that a drug is better, more effective, useful In a
broader range of conditions or patients . .. ,
safer, has fewer, or less incidence of, or less
serious side effects or contraindications than
has been demonstrated by substantial evidence
or substantial clinical experience ...." 21
C.F.R. § 202. I (e)(6)(i) (2007); see also 21
C.F.R. § 202.1 (e)(6)(ii)-(xx) (2007); 21 C.F.R.
§ 202. I (e)(7)(i)-(xiii) (2007).

"A drug or device is misbranded ifit is a drug "A pharmacist may dispense directly a

or device sold at retail and its label as controlled substance listed in Schedule II,
originally packed bears a statement that it is to wbich is a prescription drug as determined
be dispensed or sold only by or on the under the Federal Food, Drug, and Cosmetic
prescription of a physician, dentist, or Act, only pursuant to a written prescription
veterinarian, unless it is sold on a written signed by the practitioner ...." 21 C.F.R.
prescription signed by a member of the § 1306.1 1(a) (2007); "The drug label bears:
medical, dental, or veterinary profession [t]he statement 'RX Only.'" 21 C.F.R.
licensed by law to administer the drug or 20 1.1 00(b)(1) (2007); "All labeling described
device, and its label as dispensed bears the in paragraph (d) oflhis section bears
name and place of business of the seller, the conspicuously the name and place of business
serial number and date of the prescription, and of the manufacturer, packer, or distributor, as
the name of the member of the medical, dental, required for the label of the drug under
or veterinary profession, and the prescription § 201.1." 21 C.F.R. § 20 1.1 00(e)(2007); see
shall not be refilled except on the written also 21 U.S.c. § 353(b)(2) (2007).
authorization of the prescribing physician,
dentist, or veterinarian." AS 17.20.090(11)(8).

-3-
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95 ;;;;;::C~:D~:d~r;.onsensus Guidelines for Optimizing Pharmacologic Treal.lTlenl

98 CME POStlest.

100 CME Registntion Form.

52 Expen Survey Results and Guideline References.

GUIDELINES

( Expen Con~n5US P.nel.
5 Introduction; Methods, Commentary. and Summary.

orn'lIZINC PHARMACOLOGIC TREATMENT or PSYCHOTIC DISORDERS

20 Guidelin~ Orglniution and Key Terms.

I. MEDICATION SELECTION, DOSINC. AND DOSE EQUIVALENCE
11 Guideline I: Selecting Initial Ptl\umacologic TrC:lument for a Psychotic Disorder.

B Guideline 2: Adequate Dose of Anlip5ycholic~.
24 Guideline 3: Therapeutic Drug Moniloring (U5ing Plasma Lcvch).

24 Guideline 4: Duralion of an Adequate Trial.

25 Guideline 5: Dose Equivalency.

27 Guideline 6: Dose Adjuslment.
29 Guideline 1: Stu.legies When There Is an Inlldequ:uc Response.

35 Guideline 8: Pharmacologic Stralegics for Managing Relapse.

]7 Guideline 9: Dose Adjuslment in Slable PatienlS.

38 Guideline 10: Managing Complicating Problems.

II. COMPLIANCE (ADHERENCE)
42 Guideline 11: Levels of Compliance.

41 Guideline 12: Asscssing Compliance.
43 Guideline 13: When to Intervene for Compliance Problems.

4) Guideline 14: Stralegies for Addressing Compliance Problems.

III. l.ONG-ACTING INJECTABLE ANTI PSYCHOTICS
46 Guideline 15: Bencfiu of Long-Acling Injectable Anlipsychotic:s.
46 GU~del~ne 16: Potenlial Disadvantages of Long-Acting Injectable Antipsychotics.

41 GU~dc1~ne 11: Faclors Favoring Use of Long-Acting Injeclable Antipsycholics.

48 GUideline 18: In~icltions for Switching From an Oral Antipsychotic to a Lo -A .
InJcctable Acypical. ng enng

49 Guideline 19: Factors Motivating Pllients to Return for Repea.llnjections.

IV. DEfiNING REMISSION AND RECOVERY
50 Guideline 20: Indicators of Remission and Recovery.
51 Guideline 21: Severity and Duration ofSymploms as Indicators of Remission and Recovery.
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nlS
, ,he DSM-IV adviselS ro, psyeho,ic disor<!elS, ,he Task Fo«e ro' ,he American Psychi..ric

AssOC"uon's Pro"i« Guiddin'forth' r"o,m,n' ofPa,ients wi,h Schi,oph"nio, Ihose who hove wo,ked on o,h" schit
oph«n" guidelines, and p.nicipanu in p<cvious E7.pen Consensus Surveys on psycho'ic dismd,". or th, so upens to
..itom .., sent ,he schitophtenia survey, 47 (94%) «plied. Th, recommend..ions in the guidelines «nec' ,h, aggreg

aIC

opimons or the upens and do no< necessarily «n", the opinion or each individual on each ques'ion.
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considemi afler rallure to respond 10 two ~lyplCllI a~t1ps)'
cholies, Clot.llpine was also Ihe llntipsychotlc of chol~ ror
patients with suicidal behavior, When switching oral anUp5Y
cholla, (he experts considere.d cross-III ration ,the prt.ferrtd
straltf;)', Wht.n switching 10 an injrctable llnllpsychollC:: the
uptrLS slressed Ihe imporLance of continui~g Ihe or.1 antipsy
chotic until therapeutic: lel'ds of the InJectable agenl are

ac~:e:~perts considered psychosocial intenentions the first
choice straleCJ' ror partially compliant patients, with phann~
cologie luternntions the firsl choice ror pa~ents wilb ~Iur eV1
denet or noncompliance.. However, bttausc It can be difficult to
distinguLsb par1Lally compliant from noncompliant plLlenls, the
editors r«ommended combining psychosodal and pharmaco
logic Inler-nntions 10 impro"e compliance whennu possible.
When patients rdapse Mcause of compUanct probleltl$ or if
thertls any doubt aboul compliance,lhe uputs rttommendtd
Ihe USf or a Iong.aeting injectable antipsychotic and would
stlec1an Injeclable atypical ,...hel1 this option becomes ayallable.
The experts ,...ould also consider using an Injectable atypical
antipsych011c (when available) in many clinical situations Iha1
do not involve compliance problems.

The uputs strustd the importance of monitoring ror health
problems-espe.c:ially obesity, dlabet.u, cardioyascular prob
lems, HlV risk behaviors, medical compllcatlons or substance
ablUe, ht.av)' smoking and its erTecU, hypertension, and amw,
orrhea-in patlenls being truted with antlpsychollcs.

Although many pallents art prucribtd adjunctJve trul
ments., multiple anlipsychotiC5, and comblnatioD5 of dltferent
classt:ll of drugs (e.g., antipsychottcs plus mood stabUlurs or
antidepressants) in an errort (0 enhance response, the experts
gavclitlle support 10 any or Ibm strategies, with the exception
of antidepressants ror patients 'lrith dysphorWdeprusion, uti
depressants or ECT ror patieotl with suiddai bthtvior, and
mood stabiliurs for patients with auruslonl'riole.nce.

Wbm asked about ladiCIlon of ftDIlsdolll and f'K'Oftf)', the
experts considered acute impro'+'tJDeat in psychotic: symploms
the most important indicator or rtmlssioa, wherus they COD
sidered more sustained impronmeDI III multJple outcomt
domabu (e.g., occupationalleducatioaal ruoctionlDC, petr reJa
t1oD5hips, independent lime) important in asswIng rttO't'tr')'.

Conc/usi.onJ, Tht experts ruched a high 1e.vd or constnsus 00
many or the key lrubnent questions In the survty. Within Iht
limiLs or expert opinion and with the upertltion thai tutu"
re.:search data will takt prtttdentt, tht:St. guldeUnes provide
dirtetloo ror addrt:SSlng common clinical dilemmas that arise In
the pharmacologic lmabnt.nt or psychotic: dborders. They am
be used to Inrorm clinicians and educa(e patie.nll regarding tht
relative mtrill ot • variety of interventions. C1lnkians should
~etp in mind that no guidelines can addrt:ss the complexides
LD."olvt'd in the care of each individual patient and thai sound
dlnk21 judgment based 00 cllnic:aJ upt:rie.nce shou)d be used in
applying the:se rtColJUDt:ndations..

(J elin PJ:JChiAlry 2003;64{JllJIpl J2):/-JOO)

RtsllllS. The trpt:r1 pand ruched consensus on 88'" or the
opUoos r.attd on lhe. ,.polnt scale. The uptrls ovcnt'helmingly
eDdorwd the alypteal anllpsychotics for the In:almtJlt or psy
cbotk disordt.n. Rbptridone was tbe.top dlolee. for finl~pisode

aDd multJ-r-pisode plti~ts, with the other ne",'er atypica15 nted
nm line or hlp seto",d liae. depending 0'" the clinical situation.
OozapiM. and alollg-acting lqjKla.ble alypical (when ayallable)
"err other high sc<:oad liM options for DlulU~plsode patients.
The uperts' dosing rtC'OmmUidalions aUtflJ closdy with the
pac.kagelnw1s for the dru&S, and lbeir estimatts or dose. cqulv
aJentt amoDg the ihltipsychollcs fonowtd .Iintar pattern.

nc upcrts c:onsidemi 3-6 wttks an adtquate antipsycbotic
Irla~ but would walt a littIe longer (4-10 ,neks) bdore making
a major mange ill treatmeol regimea It there is a par1lal
response. 1bt u:pt.11s re.commmdtd trying 10 lmprovcrtSponse.
by lnc.re.aslnc the dose or atypical 8Jld depot Intlpsychotia
Wore s1l'ikblnglo a dltfut",t agent; tbert was less agftemenl
about lncreaslna tbe dose or connntional antlpsychotla bdoft
nrilchine, probablr because or concern about side etfecls at
Maber doses. U it is dedded to swildl bt.aIu$t: of inadequate
re.sponse, rispe.ridooe was the experts' firsl choice t.o swltc.h to,
DO matter wbat drug "u ialtiaUy tritd. AlthouCb there. was
some disparity La the uptrts' recommmdaliOIll concerning
bow m8JIY agenll: 10 try before swilchlnl t.o clo18plne., the
experts' responses sagest that switching to clOt.lplnt sbould be.

ABSTRACT

MtlhtHl. Based on I llIenturr rrview, a wrillen sun,ey was
dtvdoptd with 60 questions and 994 options. Approrll'n.ately
balf of the options weft scored using a modifttd l'e.rslOll of the.
RAND '_poinl Kale for rallng the. appropriateness of mediCIl
dtcisions. for the olher options, the experts werr asked to write
in answers (e.g.. annge. dosts) or check a box to indiule tbe.ir
prrrerrtd an!lWU, The survey was Itnt 10 SO naLlona! uptrts on
the phannacologk treatmenl of psychotic disorders., 47 (94"'1 of
1"hom complettd it In analyzing the responses 10 Items nttd on
the. 9.poinl scale, consensus on Clcb option was defined as a non·
nndom distribution of scores by chi-squart "goodness-of-fil"
It$LWeassientdac.altgorical rank (firsl lincJprderrfll choice,
stCond Iintlallt.malt choice, third lintlusually inllppropriatt.) to
nch option based on the 9570 confidenct inlerval around the
mtlD nUng. GuldeUne lablts Indkating prt.Jerred Irtalment
stnttgits 1ferrthendeveloptd rorkey cllnicalsltuatiolU.

JCIin P"""~tIy 2003;&1 buppl12)

ObjKnns. A Crowing number of alypical antipsychotics art
available. for c1inic:lans to choose. from in the. trtatmenl of ~sy
chotk disorders. However, a number of Import:lnt ~ue.sllons
conctmlng medicaLlon selection, dosing lind dose e~ulvale.nce.,
and the II\Inagement of inadequate response, comphantt p~b
kms, and rtlapse have. not been ade.quatdy addres.sed by clinl
csJ lrials. To aid clinical dedston-maklng, I consensus sur;ey .of

pert . jon on the pharmacologic trutment of psychotIC dlS
~rde.n 0:.: undertaken 10 addn:ss questions nol dennitive.l)'

~ In the l"'tStarch lituature.



Figure 1. The Rating Scale
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Extre~e1y oil(l 23 456 789.. ~p;~~~te
Inappropnale

9 = Extremely appropriate:: this is your treatment of

choice

7-8 = Usually appropriate: a first line treatment you
wculd often usc

4-6 = Equivocal: a second line treatment you would
sometimes usc (e.g., patient/family preference or if
first line treatment is ineffective, unavailable, or
unsuitable)

2-3 = Usually inappropriate: a treatment yOU would
rarely use

I = Extremely inappropriate: a treatment you would
never use

Composition of the Expert Panel
We identified 50 leading American expertS in the Lreaunent of

schilOphrenia. The experts were identified from severo sources:
recent research publications and funded grants, the DSM-JV
advisors for psychotic disorders, the Task Force for the
American Psychiatric Association's Proctjce Guidefine for Ihe
TreatlMnJ of Panuus With Schizophrenia,l1 lhose who worked
on the Patient Outcomes Research Team (PORT guidelines),I'
and participant.! in previous open Consensus surveys on psy.
chotic disorders.u We provided a $500 honorarium. Panelists
reported taking 2 or more hours 10 complete the survey. This

project was supported by an unresbiCled granl from Janssen
Phannaceutica. LP. However, the apelU wen: 1r.ept blind to the
sponsorship for this project while they compleled the swvc:y 10
reduce the chance of possible bias.

We received responses from 41 of the 50 cxpens (9411J) to
whom the survey was senL All of the: respondents held an MD

degree and 1 also held an MPH and I a PharmD degree, or the
respondents, 6 (13%) were female and 41 (87%) male. Their
mean age was 52 years, with a mean of 24 years in practice or
research; 40% reponed spending at least half their wort time and

43~ ~ a quaner of their wort time seeing patients. The
maJOOl:y of the experts worked in an academic clinical or

The Rating Scale
For approumately h31f the oplio~s in the s~rve)', \lie ~sked,

I"3ICrs to evaluate approprialeness using a 9-potnt scale s~lghtl)
modified from a fonnat de\'e1oped by the RAND ~orporatlOn for
ascertaining apen consensus." For the other qucsllons, \lie asked
respondents to write in answers (e.g.. targel dose of a drug). We
asked. the upens to draw on Iheir knowledge of the r~arch ~Il
era-lUre (we did not provide alitel"3ture review) and then beSt ~hn
ical judgment in making their ratings, bul not to consl~er
financia.l cost. We prc.scmed the raling scale to the upens With
the anchors shown in figure I. Figure 2 shOWS. an exocrpl from
Survey Question 26 as an eAample of our question (onnaL

Crutiog th' Sun't)'s
We ftrS1 created a suleton algorithm bued on a literature

review. We sought to idc.ntify key decisioo poiots in the: use of
antipsychoba to treat psychotic disonius as weill! a list of fea
sible options for ioterVeDtion. We highlighted important clinical
questions that had DIM yet been adequately addreued or defini
tively answered ill me literature.U A wrinen questionnaire was
developed with 60 questions and 994 options. We wed about
medication selection. dosing, a.od dou equivaleocc, compliance
issues. the IDOSI appropriate way to use long-acting atypical
anlipsycbolia when they become available.. and how best 10
define the COQ(;CplS of remission and recovery in schizophrenia.

WHY ARE NEW GUIDELINES ON THE USE OF
M'TIPSYCHOTICS NEEDED?

METHOD OF DEVELOPING
EXPERT CONSENSUS GUIDELINES

Tbc contribution of expctl consensus to practice guideline
development continues to evolve throughout medicine, alongside
the "gold st.andard" of meta-analysis of e1inical trials and other
aperimental data. 'The sheer number of possible combinations
and sequences of available lfutnlenlS for many disuses makes
it difficult 10 provide comparative recommendations based
entirely on clinical trial data. IJ A method for describing upcrt
opinion in a quantitative, reliable manllU to help fiU some of the
glpl in evidence-based guidelines hilS been developed. This
method has been applied to a variety of psychialric disorders.~H

N \10' lhlt the new generation of antips)'cholics h~ bec~ in
~o cad U1C for several ye31'S. it is important to pro\,)(k guIde

;~Dd: s:nec:tiog this experience. 10 addil~ despite eonsi~bk
3Ctivily in clinical uial1., clinicians conllnuc to s~Ule With a
numbu of very important practical issues concerning the treaI

men! 01 psycbotic disorders that arc llOl adequatel~ ~ddre.ssed by
clinlcal trial w,ta. We wert- interesled in det~tlUng how ~
atypical u'llipsychotks are pe:rWved by uperu In the field. ":'Ith
regard to questions S\,K:h as .drug cho~ce. usc in diffettn~ cllmcal
situations, dose equivaiencteS, duratlOD of adequate ~als, and
preferences for switching. We ","Cre also very interested m the best
strategies for managing poor or panial response to ucatm:nL We
therefore asked the expens abotll me number of trial~ of different
types of agenlS lhal they would recommend befOfC gOing to cJo~
. and the role of adjunctive pharmacologic rrcaunc:nt suategles

rn~nhancing response in a number ofdifferen~ domai~. Sioo:~
flfst long-acting formulation of a ney,·er atypical antIpsychotiC IS
expected to be marketed in lhe near future. we wan.ted 10. deler
mine what role the experts believe this new fomulatlon will play
in the llUlmtnt of p3t1enlS with psychotic disoroers. We also
asked what role psychosocial interventions play in improving
complilllCC and promoting bener functional outcomes. Finally,
given increasing expectations for trea~nl outcomes, we w~re

particulllJly interesled in how expens In the field cooceptuahze
and evaluate remission and recovery in their patients.

£zpv'1 CoruDUUS Cuidelint 51



lacing the hlghc::st and lowesl responses to a !w~n queslion:fib the next highest and next lowesl responses. respe:"\·c:Iy.
praclically speaking. WiMOrizing has an imp3Ct on a dlstnbutlon
onl), if thc::te IS a single extreme outlier in either direction f~m
~ mean: in such situations. that eX!r'Cme value I.S tepl~ced With
the nc:J.t most extre:me value. Our ration:tle fOI uSing thiS process
was thai a single eltuerne oUllier might ha\'e inlerpreted the ques

lioll differently than his or her peers-but that twO eXI~me ~ut
liers would be less likc:l)' to have done so. Using the Wlnsonzed
dal.a, meanS and nandard deviations were ca~cula~ed For e.ach
dosing question. 1lte aggregate dosing values given In the: gUIde·
lines are based on those means and standard deviations adjusted
based on available pill suenglhs to the nearesl available dosage

for each drug.

Displaying the: Survey Ruulls .
The resultS of the section or Question 26 asking about chOIce

of arttipsyebotics for a patient with suicidal behayior {figure 2}

are presented graphically in ftgure 3. The c.l.s for each ueatment
option m shown as horizontal bars and the numerical values are

giycn in Ih~ lable on the right.
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OPtimizing Phanna

Stcond lillt tTtalmtnls are reasonable cboices for patienlS
who cannot tolerate or do not respond to the first line choices. A
second line choice might also be used for inilial treatment if the
firsl line options are deemed unsuitable for a particular patient
(e.g.. because or poor previous response. inconvenient dosing
regimen, panicularly annoying side effects. general medical con
traindication, potential drug interaction, Of if the experts do not
agree on a first line treatment), For some questions, second line
ratings dominated, especially when the experts did nol reach any
consensus On first line options. in such cases. to differentiate
~ong the alt~matiyes, we labellhose items whose C.I,s overlap
With the first hoe category as "'high second line."

FiNt lint /ftalmtnts are those strategies that came OUI on top
wben the experts' responses to the survey were statistically
aggregated. These are options thai the panel feels are usually
appropriate as initial treatment for a given siNation. TrealJnenl of
choice. wben it Ippears, is an especially strong fint line recom
mendation (having been rated as 'V by II least half the o.perts).

In choosing between several firsl line recommendations, or
deciding whether 10 use a rust line treatment at all, clinicians
should cons'der the overall clinical siNation, including the
patient's prior response to treauncnt, side effects, general med·
ictl problems, and patient preferences.

The: Ratings

.. Treaunenl of choice

• Firstline

• Second line

1m Third line

o No consensus

Dab. Analysis for Options Scored 00 the: Raling Scale:
For each option. we rll'St defmcd the prese.ncc or abseoce of

consensus IS a distribution unlikely to occur by chance by per
forming a t tcst (p < 0.05) of the distributioo of scores across
me 3 ranges of appropriateness (1-3. 4-6. 7-9). Next we calcu
lated the mean and 95" confidence interval (Cl.). A categorical
T2tinl of fust, second. or mird line WIS designaled based on the
lowest category in which !he CJ, fell. with boundaries of 6.5 or
~ter for firslline, and 3.5 up to 6..5 for seeond line, Within first
line, we designated an item as ''treatment of choice" if al least
50% of the expens l"llted it as 9.

Data AIWysis for Wrile-Io OptiODS
For many questions coDCeming dosing, we asked respondents

10 write in their answers. This kind of question typically pro
duces I numbet of atreme outlier responses. in analyzing the
resu.lu of this type of questioo io mis survey, we subjected lhese
write-in responsa: to I Winsorizing(1) proccss,lt which involved

J CUn Psychiaby 2003;ti4 ('upp\ 12)

research setting. while 19% were in private pRctice and 17% in
the public seelor. or Ihe 47 ~pondents. 98% had participated in
• research project involving anlipsyehotics during me past 5
yean:, 87% had held a federal (NIMH or NIH) research grant as
a princiPii investigllor, and 96% had been principal investigalor
for an indusuy-sponsored gran!. Respondents had reeeived
grtnts. speaking fees, and funding for studies from. wide vari
ety of sources. "The pharmaceutical companies from whom at
least 30'll of respondents reponed Itttiving support included Eli
Ully (83c.1. of respondents), JilJUSCn (77%), Pfizer (72%),
Bristol-Myers Squibb (57110). AstraZeneca (57"), Abbott (3O%),

mdNovutis(32").

Oral formulations
189

I) AripipTUole
12) 06

1) Cloupine
12) 456 789

3) Olanupine
12) 456 189

4) Queliapi.ne
12) 456 189

5) Risperidone
12) 06 189

6) Ziprasidone
12) 456 189

7) High-potency conventional 12) 456 189

8) Mid.potency conventional 12) 456 189

9) Low-poLency conventional 123 456 189

lnjKUble formulations

IO)Long-acting injectable ~typiC31 12) 456 189

Il)Long'1C1inl depOt conventional 123 456 189

26. (U1e lhe appropnateoess of each of Ih~ follo.wlnl.l~pcs
of anlipsychol1C mcdic:r.llOOS for a pallent Wllh. sUI~ldal
behavior. Gh'e )'our highc:sl r3lings I? Ihe medlcallons
you consider most appropriale fOt IhlS problem.

figutr 2. Simplt Sun/t)' Qutsl lon
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. it Results of SUI"\'t)' Question 26 ($tclton on Suicidll Behlvior)

SukidaJ bcNftor IlII 8.3(LI) 59 95 5
OraJdoupinc : 6.8(0.9) 2 .. 36

Qralrispcridonc
6.7(1.2) 2 62 J3

DraJo1anu.pinc

; 6.2(1.6) J 51 41
Oraltipmidonc

6.1(1.2) 0 J5 62
Oralaripiprazok

6.0(1.4) .1 51
Oralquc:liapine •- 5.8(1.8) .1 46 1)

Long.Ktin, injecWllc: atypical .. 4.6(1.8) 13 56 )1
Long.actin, depot conVUltiOnaJ inje~"\.lblc:

§ 4.0(1.8) 0 '9 ..
()n1 nUd-polUlCY con~ntional

3.9(1.9) 0 42 51
Oral high-potency convenuonal

),8(1.8) 0 5 50 "Oral low-potency conventional .. .. .. ..
1
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RESULTS AND COIIIIENTARY

IoitiaJ Mediation Selection
An increasingly wide Rnge of medications is 8V8Jlable for the

treatment of schizop~nia. While the glowing number of
options increases the cbances of I positive treatment outcome for
patienls., clinicians are faced with ever more complex choices in
trying to select Ibc best medication for each specific patient
Recommendations in current to;tboob state that. with the
exception or c1ozapine, all available antipsycbotics hive similar
etrtclC)' when given at optimum doses.JO However, It least con.

in the following sections, we summarize the key recommen
dations from the guidelines and consider bow the experts' rec·
ommendations relate 10 the available research lilCl'1.tute. 1lJe
complete set of data from the survey is presented on poiges
52-94. The guidelines derived from the data are presented on
pagC$21-SI.

Degne or Consensus
or the 474 options rated on the 9-point scale, consensus was

seached on 418 options (88%) as defined by the i tesl When
there was no fin! line recommendation, we chose the highest
nted second line option as the "preferred" treatment and indi
cated this in the guideline.

As an elliample. the full results of the question presented above
are shown on pages U-76 and are used in Guideline tOA. For a
patient with suicidal behavior, c10zapine was raled the treatment
of choice. High second line oplions were oral risperidone. olan
z.apine, and ziprasidone.

From SUI'\'t]' Ruults to Cu;delinu
After the survey results were anaIyud and ratinlS assigned,

the nat r.tqI was to tum these rccommendatioDs into user·
friendly autde1incs. We geoerally prescnl three levels of recom

mendations: fira line., high second line (options for which the
confidence intetvaI bar crosses or touches the boundary with fim
line), and ocher second line. For some guidelines, we present jusl
prefemd (fira line) options and also consider (secood line)
options. Wbencvc:r the luideline Iins more than one option in a
ratinalcvel, we list !he options in the order of their mean scores_

Statistical diJftrtncn bttw"n rrtaJmtnts. While we did oo!

perform tests of significance for mosl treatments, the reader caD
readily $CC whether c.l.s overlap (roughly indicating no signifi
cant difference between options by {-test)_ lbe wider the gap
betwcc.n c.u, the smaller the P value woukl be (i.e.. the more
Pcniflt&nt the difference). in some questions there are strikinl
and important differences within levels., whtch we occasionally
point oul Often, however, differences within levels are not sig
nificant from a swistical pcn:pective. Also, there are sometimes
no slatistical differeoces between choices al the bottom of fint
line aDd Iho$c. at the top of second line.

No conSltUUS. For each item in the survey. we used a Xl test
to determine whether the experts' responses were randomly dis
tributed aclOSS the 3 categories, which suggeslS a lack of con
sensus. These: items are indicated by an unshaded bar in the
surveyrc:suhs.

Third tint rrtaJmtnts are usually inappropriate or used only
when preferred alternatives have not been effective.



.::emln the tradllional cOfwentlorW anlJpsychoucs. this .stale.
ment ~~ ha\(: been bIased by the usc of small studies .wlmout
e!tOUch ~er 10 detect modesiiO moderale difftle~es In uea.l
ment effectS. Funhermore. thefe are imponanl dt~e~;s In
s\de.dfcci profiles thai ma,. mOurner trrJunenl choteel.

We uked the uperts 10 rale the appropriateness of all ~f the

currently avtilablc anlipsycbolic medications for. first-e~lsodr
pJuenlS and for pJlienlS y,-ho had hid mul~iple prevIOus episodes
of psychosis. depending on mcir predomlltilnt sympt:omalology.
Note that in this lun'ey we asked onl)' about oral and ~ong.~t
Ing injeaable formulations of ant;psyc~ics. In ~e discuSSion
of the mults that follows.. unle.u OtherwlSC specified. all med
kallaM mentioned refer to the onl fonnulations.

fof a[ITtHpisodt polient with prcdomintJntl, posiri~e SJITIJr

tOITlS. the experts considered risperidone to be ~e ~~une~t of
choice. Other recommended medications for this cltnJcal.sll~a

tion were: aripiprazole. obnzapine. lipn.sidone. and quelJapme
(although the first IWO were raled first line and thc second two
h;&h second line. these four options cluSler~ together and all
were rated fittlline by approximately two thirds of the experts).

For a fln(-tpisodt poriellt with prcdomintJnll, negati,t
slmproms, the experlS recommended one of the newer 0(21 alYP
ital anlipsychoties. Rispmdone and aripiprazole received first
line ratings, and the other three were rated high second line;
however. all of the options clustered together wilh only small dif
ferences inthcirconfidence intervals.

For a Flnt-episodr potknt with both prominent positivt and
negati,e symptoms, the expens preferred rispcridonc. Other rec
ommended medications for this clinical situation are aripipra
tolc, ziprasidone. olanupine, and quetillpine (aglln these four
options clustered logether with only small differences in their
confidence intervals).

AI the time of the survey, a long-acting injectable atypical
antipsyeboric was 001 available in the United States.. although it
was available in severn other c:ounmes. We therefore asked the
experts to tell us how they would usc such a fonnulalion if it were
IV1Ilable. As I group. the expens varied in their ratings of using
a long-acting injectable atypia.) antipsychotic for a ftrSl-episode
paOent to sud! an extentlhat thett was DO consensus on this item
(with approximately a quarter of the experts rating it first line and
approximately a third of the expens giving it third line nongs).
The: cxpau did not recommend the use of either oral or depot
conventional antipsychorics for a fim-episode patienl (conven
tional anOJlS)"Chotics received third line ratings in every case).

For a "ul.lti~pisodt p4&nJ with prtdomiltlJJtJ1J positi~e

1]"'1*-. the experts considered risperidone treatment of
choiee.. <>mer recommended fil'$llioe mediations for thu clini
cal situation were aripipruole, ziprasidonc., oIanupine., and que
tiapine and a long.acting atypical antipsychotic. aoupine wu
rated high sec:ood line. Other lower rated second line options
~ a IoItg-acting conventional antipsychotic (depoe) and an
oral hip..potency eooventional.

For a ",.lti~pisodt paliuJ wilh prrdomi1llJllJ" ntrtJtirt
.,apIDtfU, risperidone. aripipruok:, and ziprasidone were rated
fnt litle; bi&b ser.ood line ehoices were olanupine, quetiapine.
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a lon~-acting :uypical antipsychotic. and c1ozapin~. All Ih~~e
opllons lended to cluster to~ether. with only small dlfferenc.e.) 10

their confidence interv31s. A long-acting depol: conventional

anlipsychotlc "'8.5 a lower rated second line o~lion. . .
For a mufti.episode paJirnt .,i,1I both prominent pOSlJr..e and

nelati,e JJmptomJ. the expens prefeRed risperidone: followed
by aripiprazole. Other first line oplions wert lIPra:sldone and
olanzapme. High second line choices were a long-acung alyplcal
anlipsycboCic. quetiapine. and dozapine. Agai.n, ralings for ~Sl
of these options tended to duster together With only small dIf
ferences in theit confidence intervals. Other lower raled seco~
line opriOlU were a long-acting depot convenlional antipsychollc

and an 0l'1l1 high·potency conventional.
1lIe eJ:pttU were dearly more willing to consider using c1~U

pine 01 a long-acting injectable antipsychotic in a pati.enl With a
history of prtvious psycholic episodes. The experts did not rec
ommend the: usc of mid· or low-potency convcntional antipsy
chOlies and gave only very limiled suppon to the use of oral
high-potency conventionals.

Adequate Dose of Antipsychotic.s
Thc experts' dosing recommendations generally agree closely

with recommended doses given in the package labeling, For
olanzapine and quctiapine, their recommendalions for highest
acute dose wert somewhat higher than the highest doses for
which safety data from clinical trials arc avail:lblc (20 mg of
olanupine and 800 mg of quetiapine). The panel would gener
ally use higher doses for a patient who had had multiple episodes
of psychosis than for a first-episode patient. The recommended
dose ranges for maintenance lreatment were also slightly lower
than for acute ueaunent.

Use of Thetilpeutie Drug Monitorillg
We asked the experts for which antipsychotics plasma level

assays were available to them and whether and how they used
such levels 10 adjust dosing. Over .50% of the experts reported
lhat plasma levels were available to them only for c1018pine,
haloperidol. and haloperidol decanoate. Oozapinc was the agent
for which the experts considered plasma levels most clinically
useful. Over half of the experts use plasma levell of clozapine
and haloperidol (0 monilor compliance; 8RIlI use c10zapine lev
els to adjust dose. primarily if there has been an inadequate
response or side effects are a problem; .501lt of the CJtpertS usc
pluma levels of oral haloperidol and haloperidol decanoate to
adjust dose. levels if the patient has an inadequlle response Of

problematic side effects.

Dose EquNAKDCC

Dose equivalences of different antipsychotics arc an impor
l1n.t but tricky issue. For the conventional Inlipsyehocics, eenain
estimates can be derived from their different affinities for
~~ne recepton.n For the newer atypical antipsychotics,lhe
ISSue IS more complicated., because their effectiveness seerru to
be related no! only to dopamine but also to Olher rectpton espe_
cially serotonin receplO11i. We Ibelt:fore asked the ex~ to
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perphenume. thioridaz.ine. Ihiothixcne. lr;nUOpera.l.I~e.

nuphcnazirn= deun03te. and haloperidol decanoille. A maJonl)
of the upettS would not generally usc the following ~d~callons

in an adolescenl (13-18 years old) wilh a pS~dl<~uC duonkr:
chlorpromazine. J>(rphe.nazine. thioriduine.. thl~lhlxene. tonu·
opcruine. The doses recommended for pedlaltlC pall~n1S were

nualh' much lower than those given for adult pallents (see
~eujdcli~e 2). while the doses fttommended for adoleso;ents .....ere

only somewhat lower than those recommended ~or adults..These
results undencore the need for more data on optimum dOSing ror
childten and adolescents.

Dose selection for ddug poJimrs. The experu generally rec
ommended using lower doses in elderly palients than in younger
adults. This probably reOccts previous rccommendal.i~n~ and
concerns about slower metabolism and greater sensltJ\'lt)' to
advcrK. effects in older patieots.16 Older patients arc also more
likely to have comorbid medical conditions and to be taldng mul·
liple medications, increasing lhe risk for adverse effects and
drug·drug interaclions. The expens generally recommended
using much lower doses in elderly patients with dementia than in
those. with a psychotic disorder. The majorily of the expem
would not generally use the following medications in an elderly
patienl with a psychotic disorder or with dementia: chlorpro
maz.ine, thioridazine, Ihiothi.xenc. trinuoperazine; 70% would
also avoid haloperidol or nuphenaz.inc decanoate in dderly
patients with dementia.
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Inadequate Rtsponse to fuatment

Adequatl tTralment lrilJL The time-eourse of the antipsy
chotic effecl is poorly understood.v It has recently been shown
that. in general. antipsychotic drugs do not have a delayed onsel
of aClion, 001 rather that their clinical effects begin 10 appear in
the first week of tteatment.lI Patients then continue to improve
over longer periods of time. We ask.ed the expens about the
appropriate duntion of an antipsychotic trial. If. patient is hav
ing linle Of no response to the ittitial or to the second antipsy_
chotic that was prescribed, the e.xpens recommended waiting a
minimum of 3 weeks and a maximum of 6 weeJc.s before making
• major change in treatment ~gimen. By I major change in treat
ment regimen. we mean either a significant dose increase or
switching to a different agent If the paticnl is showing a partial

rcspon.sc to treatment, the experts would extend the duration of
the trial somewhat to4-IO weeks for the ittitial antipsychotic and
5-11 wcc:ks for the second antipsychotic prescribed. Note that
the e.xperts would wait longer if the: patient is having a partial
rcspon.sc, especially in the second trial. Although lht differences
in the. recommendations were 001 dramatic., they art interesting..
particularly given the tack of data from controlled trials addreu.
ing lbese issues. It should also be noted that the results are simi.
lar to the recommendations given in lhe 1996 Exptn COIUellSlLf
Gujdtlin~s on t1Ie Trr~nt of SchiJ.ophw.Uz,' which recom.
mended waiting J-,.g weeks if there is 00 response and S-12
wects if there is a partial response before SWitching to another
pharmacologic strategy.

Expi:rl Consouus CuideJinr S€ri

wnte ID doses of convenllonal illld :uyplcal iU1lipsy~otics thai
hey would eonstder equi\"3knt to a range of ~lopendoldoses.
~ goal ~'Uloobtain a bc:ltcr sense ollhe equI\..lency be~ .....een

tf)( okief convvuionaJ antipsychotiCS and the new !1enenu~n ?f
at lea] ump5\·chotics. We also asked tbe c:.ApcttS 10 wnte In

~ of c~ntional and atypical &nl~PSY~ics thaI ~
WOI;IId consider equlvalenl to a range of nspendone doses.

011 ~ was to obtain a betler sense of !he equivalc~' of
~ &mOO. the lIt\lo' genuation of atypical II1ti~hotJ(:S. In

raJ.. the e.tpens' responses followed a very hnear panem.
f'::cating thai. il would probably be ~ble to. use linear for·
mula.s tocakulale dose equivalency. Ills.lnLc:reStmg. to note thaI.
in r:vay cue. the dose lhc: e1pert5 consl~ equivalent 10 JO

f hal "dol is higher than the highest acute dose the

:~ ind=ed they would usually use (sec: Guideline 2). In
addition. the doses the expc:ru considered eq~ivalem to .10 mg
of risperidone ""e~ closest (a those they COnsl~ equlv~le~t

to 20 rna o( haJoperidol (as would be: upccte:d Since they ~.
caled thai they considered 10.5 mg of risperidone to be: equlV!'
lem to 20 mg of haloperidol).

Dost Adjustment
Ow indicate thaI there is. tdationship be!wfen cenain palient

chanctcriltics and necessary dose adjustments, For aample,
,moking can reduce the plasma levels of some antipsychotic
drugs'" and there is a constantly increasing lilcrature on the:
effects of genetic polymorphisffiS involving cytochrome P4S0
enzymes and the metabolism of psychotropic dnJgs.» It h;u also
been shown rnal elderly patients are marc sensitive to lhe side
effecu of antipsycholic drugs,- However. the clinical relevance:
of individual (actors is no! always clear. We therefore asked the:
expertS which faclors they would consider in adjusting the aCUle
antipsychotic dose. The expens considered tilt use of concomi.
UIJlI mecHcations. the patient's age, and the presence of hepatic
disease the most important f&CIors to consider in adjusting the
acute antipsycbotic dose. The priority given to the: use of con.
comitant mediations renc:cu our expanding knowledge o( drug.
d.rllg inlenctions and (heir potential consequences. Other
important fldOrl 10 consider art the presence of cardiovascular or
renal di'C&SC.. whcthc:r or not the patient smokes, and !he patient's
wdghl Thc:rt was DO consensus about the imponance of the
patient's sex, with 3O'lI of the cxpcns laying lhcy would nearly
always consider the palienfs sex in dose adjustment and 23'l1
saying lhey would rudy or never considct illl is surprising that
many of the. upcru (4S~) would only sometimes consider the
patienI', weight in adjusting the: dose, This may rdlect the fact
lb. clinicians ~od not to pay ldequa~ anc:ntion to the weight 0(

patic:nu with sdLiz.opbrenil and whal impact it may have on blood
I=b of psyd>ocropk drop following sp<ci6c dc=.

Dost StltctioD for SptebJ PopulJtions

Dolt srkcti4n lOT d.ildnll tuU! CiWluceltts. A majority of
the ClpcrtS would DOt gener&lly use the follO'Ning medications in
chilcIJe.n with a psychotic disordc:t who are J2 years of Ige or
younger. aripiprazole, cloupine. chlorprom.u.inc., fluphenazine.,

10
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SrrQJegies for ,nhandng a partial r,sponse. We asked the
expertS about Ihe appropriateness ofa number of slTJlegies 10 try

10 impr~ respon~ io a patielll who is having a partial hit still
inadequate response: (e,g.• a patient wi!h some persisting positive
symptoms). The expens gave only limited support 10 any of lhc
options and raled many of them third line. This probably reflects
the lack of strong empirical data in the litenlUle. For example.
allhough mood stabilizers are frequently used in combination
with antipsychotic drugs.)j a recent meta-analysis fOUnd no ben
efiLS of carbamaupine augmentation in palients wjch schizo
phn::nia.

u
Most of the trials in this field are underpowered, A

noteworthy exception is a retent trial of valproate augmentation
that clearly showed a more rapid onset of action; however, the
superiority vanished over time.n

The experts considered adding a second oral atypical a low
second line treatment for those patients who failed to respond
:u'eq~a.lely I~ an oral conventional or atypical antipsychotic. This
~s stnklng glve.n the widespread use of combined antipsychotics
In ~e field, TIus practice. which continua despite a lack of su
ponJve data from clinical trials 01 guidance from Qpert cpini:
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ChOlk docs not requite tapering before discon~Jnualion. In swllch·
. g 10 any of the oral al)'picais excelN c!oz3plne. lhe CA~ns rec
~nmml:nded using cross·titnuion (graduIJl}'lapering lhl: dose ofthl:
fi~l llnlipsycholk while gradually increasing lhe dose of lhe sec
ond) or overlap and taper (continuing the same dose of Ihe fi~l

antipsychotic while gladually incleasing the second 10 a, tl\(ra~u
lie level and lhen tapering Ihe firsl). or the 1.....0 Stralegles. cross
lilration was raled fi~lline by a higher pc:reenlagl: of the.expens,
In switching to clolllpine, the expens' preferred Slrategy I~ CfO,5S'

lilIlllion, probably renecting the need for relalively slow tltrall~n

of clol.apine. They would also consider using overlap and taper In

swilching to c10upine (high second line), . .
Even fewerevidence-bAse/:l dala are avaIlable 10 detennme lhe

oplimum melhod for switching 10 • long-acting injeclable
anlipsycholic; we therefore asked the upens aboul SI~legies ~or

Ihis situation. In switching 10 a depol convenlional AnUpsychollc,
the experts recommended eilher continuing the onl antipsy
chotic at lhe same dose unlil thel1lpeutic drug levels of the
injectable antipsychotic are achieved and then gndually upering
lhe 0111 anlipsycholk or else beginning to laper Ihe oral antipsy.
chotic ~raduany afler giving the firsl injeclion. with a larger per
ccntlge of the experts fa\'oring the firsl strategy, Some c:s:pens
would consider discontinuing Ihe oral antipsycholic immediately
once therapeulic levels of the injectable anlipsychotic are
achieved. The expens' recommendalions for switching to along.
aCling atypical antipsychotic were similar, excepl thai there was
stronger support for continuing the oral antipsychotic al the same
dose unlillherapeulic drug levels of lhe injectable antipsychotic
are achieved and then gradually taperin8 the oral anlipsychotic
compared with the Olher options, It should be noted the experts
definilely did not recommend stopping the oral antipsychotic
when lhe fi,sl long-aeling injection is given. since ibis would
leave the palienl withoul adequale antipsychotic coverage during
lhe sllfitchO\'er and poientially increase the risk of relapse.

S""iulriflg DnlipsJclrotics: stiecrin, the nul agenl and doft.
We asked the experu 10 indicate lhe firsl and second anlipsy_
chocics they would try if there was an inadequale response 10 Ihe
initial medication, Guideline 78 lists lhose agenu tIm were writ
ten in by 10';\ or more of the experts in response 10 Question 15.
I! should be noted that, afleT trials of two alypical antipsYCholics.
30'11 or mo~ of the expens would switch 10 clozapine; this was
recommended as a firsl line slrategy in this situation by 70% of
the expern in Question 18. The discrepancy between the
responses given in Queslions 15 lind 18 probably renects differ
ences in the way the queslion was posed as well as the lack of
certainty in the field IS 10 the most appropriate place for elOl.aP
inc in the trutmenl algorithm.1Oc editors note thai they would
endorK the response given in question 18. where approximately
three quancrs of the expens rcconunended swilching to dol.ap
inc after inadequale respon~ to two atypical antipsychotics. For
patients who had mned with a conventional antipsychotic, lhe
tApert5 were more likely 10 try two other atypical Anlipsychotics
before moving 10 clozapine.

Tbe recommt:Dded largel doses for the second lJld thild
&ntip!)'Chotics the elpctU would tty were mostly consistent with
the acute targd doses shown in Guideline 2. although there was
a tendency 10 consider using doses II the higher end of the range.
cspeciaJly fortbe third medication uied..

n'htn 10 J,.·iJch Qnripsycholics. For nch anlips)'eholic, ...."e
asked the upens .....hether lhe)' would l~ast the d~ or
switch 10 another ::lgenl if a multi<pisode pillenl was hl\.InS, an
inado:jultc t(sponse 10 lhc: I\'erage large! doK of Ihe me=I';
Set Guideline 2 for recommended largel doses). ~er

:he upens WQuld fir51 increase lhc: doSt: of eloUlplne and olan
U1pine belore swilehing. going as high as 850 mgl~ay of elOta·
pine: and 40 mg 01 olanz.apine. Over 8~ ~uld. Incrc~e the
dose 01 quetiapine and risperidone before SWllChln~. go~ng as
high as 950 mB!day 01 queliapine and 10 mglday ofns~ndone,

Approximalely 60% Of more of the ex-peltS would also Increase
lhc: dose 01 aripipnzolc. ziprasidone. and che dccAnOOte lonnu
lalions of nuphcnaLinc and haloperidol. The ellperu Wert
divided fairly C'I"enly as to whether increasing !he dose or
switching is the besl stralegy if 3 pllienl is hiving An inadequale
response to tIK m:ommended larget~ 0,1~ 01 the com'en
tiona! onl antipsychotiC'S., uctpt for thlondmne, where,6?%
would Swilch 10 anodlCr agenl 1k eJ.pett.s may be: less. Wll,hng
to increase the dost 01 the conventional onl medlCal1.ons
bcc.alUe ofeoncern abOl.ll side effectS. especially e.ttrapyranudal
side effeclS (EPS) and lardh1: dyskinesia (lD). al higher doses.

S"iJch[f1f str41tflts, Some recent studies compared differenl
stnIlegies for switching from one antipsychotic drug to another,ztJO
Thest: studies did not usually sbow dramatic differences in out
comes belween diffmnt strategies. However. only a small number
of antipsydlotics have been examined and there might be prag_
matic: reasons to prefer one strategy over another, We therefore
uked the txpcn$ what strategy lbey Ilfould use in switching to
eacbofthcoralatypicalltltipsyeho(ics, assuminglhe first Antipsy_
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Maoaglng CompliaUng Problt:ms .
Choosing GrllipS1chotics/orpaJunts wiJh complic~tin'i ,"rob

Itnts. There has heeD increasing interest in the efficacy oflhe dif·
ferent arypacal anripsychotics for sympooms and problems that
are frequently associated with schizophrenia (e.g.• cognitive dys
function, depression, substance abuse) and often kad (0 signifi
cant funcrional impaitment. For the most pan. the experu'
rc.commc:ndations reflect fmdings in the literature. "The expens
considered doupine the treatment of choice for patients who
presel'll with suicidal behavior. Clozapine was also the top ehoice
for aggression and violence. Other highly rated options for
aggression and violence were risperidone (raled first line), olan
upine, and a long·acting injectable atypical (both rated high sec
ond Une). These recommendations reflect studies that have found
cloupine to be more effective than other av.il.ble antipsycbotics
in reducing raw; of suicide" and moderating aggressive behav
i~r." There is • new indication for clozapine ror "reducing the
nsk. of recurrent suicidal behavior in patients with "hizophrenia
or schizoaffective disorder.-

Tbcre wen: no first line recommendations ror the: other pr0b
lems we asked aboul-:ly$pborialdepre$stoll, cognitive problems.

Dose Adjustment in Stable Patitnls
If the patient is being treated with an atypical antipsychotic or

with nuphenwne or haloperidol decanoate. Ihe majority of the
experts would continue maintenance lTcatment wilh the same
dose that was effective acmely, although over 40% would lower
the dose or ola.nupine Of risperidone. A majority or Ihe experts
said they would lower the dose of an oral conventional antipsy
chotic for maintenance tTe.llmenl; however. the percentages were
very dose, with 40% or more of the experts recommending con
tinuing the aeule dose of the conventional antipsychotic. The
uncenaintieS ~wn in this area are consistent with a lack of
infonnation concerning optimum doses for mail'ltenance treal·
menl wilh both conventional and atypical antipiychotics,

ret:ommendation was to SWitch 10 a long-aeung injetlable al~'Pi
cal ir a\'lI.ilable. They wOI.lld also consider a lon~-~c.ung. con en·
tiooal antipsychotic (high second line). If the chAlclan IS unsure
or tt\c level of compliance. the expens ~ould al~o conSider

adding a loog-actiog alypicallo Ihe oral annpsychotlc.

RtliJpu on a lon,-actin, injlCfOblt ontipsJcho~ic. Ir a p~tient
relapses when receiving a long-acting con\'enlJonDI ~ntlpsy
chotic. the e"pens' fint line recommendation W&$ to SWitch 10 a
long-acting injectable atypical antipsychotic. They would also
consider inc~uing the dose or the frequency of injections of the

long-acting conventional (high second line options!. ..
If a patient relapses when receiving a l~ng-aet1ftg lI'ljecta~le

a1ypica1 antipsychotic. Ihe t:1>peru' fint hne ~W)mm~nda(]on
was to increase !he dose of the injectable antipsychotic. !hey
would also strongly consider adding the oral fonn of the
injectable antipsychotic to tty to boost re.spo~ ('f~ry high sev
ond line). The experts did not recommend SWitching to a con

ventional depot antipsychotic (third tine ro1ring).

12

RlliJprt ...ht-II Ulkinl OJ! DnJ GtIlipslchoric. When relapse
occun in a patiel'll whom the clinician believes 10 be compliant
with medication based on all available evidence (e.g.• family
report. plasma levels). !he experts recommended (high second
line ruil'lgs) eilhtr switching to a different oral antipsychotic or
increasing the dose of lhe current medication. The only study the
editen are awut of is til inconclusive small pilot trial that did
no( find a difference ~wcen ~asing the dose of fluphenuine
and mainllining the same dose in 32 relapsed patients." Another
seeood line. option the expens would consider is switching (0 a
Ioag-acting injectable antipsychotic. This probably ~flects COD
ee:ms that the patient may DOl M:N.a1ly be compUanL, since wei
ies have found that cliniciaM are often incorrect in their
a.uessmc:m of petieDts' eomp1imc:e."

WbcD the c1iniciall is l,Inswc of the level of compliance or
1bc:re is dear evideace of noocompliaDce. the ex.peIU' fim lioe

Managing Rtbpse
Unfonunatt.ly, drug ~earch often SlopS aftel detennining

wbethet an antipsychotic is efficacious in reducing positive
symptoms. Hardly any dall ut available concerning sequential
treatrnt:Dt steps, indudinl strategies for managing relapse. Thus.
apett opiDtoM ut relevant hue.

:tdds 10 die cost of U(,ument. II also incrc:nc.s tht: poIenl1~1 :~
fleel burden for patients. sinte stud\eS SU~gesl tha

e atients who are tatlng multiple antipsyc~"es are g.enenll
y

~elVmg a higher dose equh'llcflCe than patients rt:CCIVIn& only

one drug.}I

USl of dOUJpitu. Clozapine is indicated fo~ treatment-rdrac
tory sc::hiwphrenia." Ho.....evcr. clinicians vary In how they define
trtauncnt-rcfntttol')' illness and Ihc.rc are no univers~lIY accepted

riteria for trcatment·rcfrtCloriness in schizophrenia.. We thert
~ort asked tht: ellpelU in wh~t clinical siN.ations they waul:::
mosl likely to consider a SWitch to c1ozapme. The ex~tU
kiered a trial of c10zapine it sualtgy of choice for a patlent who
~I$ f.iled to respond to adeqldlt trials of o~ or m~ conven·
tional anlipsychot»cs and (\\'0 Ilyptc:al anbpsyc~c.s.. They

ld also consider it it smlegy of choice for a panent who had
;~ to respond to trials of ont or~ conventionals a~ all.of
the atypicals.. However. 13" of tht: aperts rated this oplXln thud
linc:. probably ~Oectin& the feeling thai there would ~ no
advanuge: in conducting aials of all of the other ~ve at)'plc~ls
before considering c.loupin~ The CJl:perts also conslCiered • tnal
of c10zapine • first line option for patients who have failed to
respoDd 10 triab of tw(l or lhree atypicals or trials of one or more:
convcntionals and one atypical. Although some expertS would
consider clozapine for patients who have not responded to twO
cODventionals or one atypical. there was much less suppon for
these options. When il is appropriate to swilCh to clozapine
remains an area of controvelly and there ate few diU 10 infonn
clinical praetice. We may in fact be doing our patients a disscr
vtce by trying multiple drugs berOrt going to clozapine (see dis
cussion on swilching t11lipsychotics above).
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Moniloring lor comorbid condilWns ond risk laclon. Many
patients with schizophrenia rely on their psychiatric care
provider for general medical care. With the improving outcomes
being achieved with the newer atypical antipsychOCte5, mor~

anention is being focused on shon- and long-term health and
wellness in this population. We asked the experu which condi
tions and risk factors they felt it was most impofWIt to monitor.
We liso asked which ones it was feasible to monilor in a psychi
atric trear.mcnl setting. The experts suongly felt that it was
imponant to monitor for all the conditions we asked about. with
obesity and diabetes considered the most important (nted 9 by
60% and 56lh of the expens, respectively). Amenorrhea was
included among these conditions, because many antipsychotics
can lead to an increase in prolactin levels and associated prob·
lems." The experts' ratings of feasibility reflect the relative dif
ficulty of the assessments involved (e.g., it is relatively simple to
monitor weight, blood pressW"C. and amenonhea, bUI much
harder to evaluate osteoporosis).

Although we did not ask about obtaining lipid profiles, the
editors no\e that clinicians should obtain lipid levels on a regular
~~is, ~use some antipsychotics ase associated with hyper
lipIdemIa. At the Mount Sinai Confer~nce on the Health
Monitori?g ~fPatients with Schizophrenia, held in 2002, a group
~f psychltlI1c and medical expcrU mel to evaluate the e~isting

~Itcnture. ~ develop recommendations for improving the med
leal monnonDg of patients with schizophrenil who arc managed

ruch as hypeoension.type 11 diabetes. coronat)' hem dlse~. and
stroke. Moreover. obeSlly IS a common concomitant of schiZO

phrenia." and individuals with st.hil.ophrenl~ .appear to be at
Increased risk for cel1",in obesity·related condItions sueh as tY~
II diabetes and cardiovascular disease." Many psychotrOpIC ~e 
icalions can contribute to weighl gain

ll
and clinicians ~ace. dlffi

cull clinical dilemmas when a patient with clinically slg~lfiC:ll\t
obeSity (BMI" 30) responds well to a medication that is.lIkely.tO
be contributing to the patient'S weight problem. If a p~uenl wlI.h
clinically significant obeSity has responded to an .anllpsyc~OtlC
other than clozapinc. the experts recommended a tnal o~ a dlff~r
ent antipsychotic with less weighl gain liability combIned w1lh
nutritional and CJlCl'tise counseling if possible. They would also
consides (high second line) continuing the same antipsychotic and
providing nutritional and exelcise counseling to t1')' to hel~ the
patient lose weight. However. reflecting the fact that most patients
receiving cloupine have already failed 10 respond to olher agents.
the experts would continue c10upine in this situation and uy to
addsess the weigh( problem with nutritional and exercise counsel
ing. Although the CAperts gav~ I high second line taling t? lower
ing t~ dose of c10upine in this situation, clinical studies have
found that weight gain does not appear to be. dose-related effect.
II is interesting thaI the expens gave second line ratings to the

addition of topirarnate. Allhough there have been case reports of
weight loss with this agent in schiz.ophrenia. there ate no con
rrolled studies supponing this practice. The expeIU did nOI rec·
ommend the use of weighI loss medications (orlisult. sibuuamine)
or surgical treatmenl of obesity in this population.

J elin """""Uy 2003;M (,uppl12)

Obail]. There is increasing concern about long-term medical
poNems in paticnu 'Niih schiz.ophrcnia, especially obesity and its
complications. 11 has becIl reponed lha! over one-third of lhe
aduJu in the United SWC$ are obese.CI Obesity is a threat to health
and Ilqevity InC! tms bcc:a associa1cd with a number of diseases

StlteJin, adjunCli'l't trtannrnls for palitnls with complicat·
ing probltms. When we asked about a number of adjunctive
medications that are commonly used in clinical practice to ueat
a varie[)' of complicating problems in patients with schizoph~

ni•. the eApcTIS as a &rOUP had few strong recommendations.
probably renecting the lack of decisive empirical data in this
area. The only first Ii~ recommendation was a selective sero
toniD fWpeakC- inhibitor (SSRI) for dysphoria/depression. The
fmt line ralio&s given to the SSRls probably rcnecla concern to
cboosc an antidepressant auociatcd with few side effects.
Ventafaxine was a vtry high second line. for dysphoria/depteS
sioo. The support given to the usc of antidepreuants probably
reflects stUlfies suggesting thll antidepre.$WllS may be helpful
for patients with axnorbid depression. although the literaoue is
conJl)cting ill this area.. For aggression and violence. valproate
and lithium received high secood line ratings. For suicidal behav
ior, lht same tWO antidepressants recommended for
dysphoria/depression received high second line ratings. with
ECT anolher high second line option. The question of how to
lIeat penisting ncgtuve S)'TDptoms has long been a difficult issue
in the field. Although there was no consensus on any of the
adjunctive lIeatments that were rated second line for negative
symptoms, it should be noted that approximately a quarter of the
exp:ru or more rated the following options fll'st line: a gluta·
minellic ageflt. an SSRI, another antipsychotic. or venlafaxine.

J,nd SUbs11ll'lCC abuse-fOf which an of the oraI.atyplCal. anlips)'
cbOOCS IS wcllas • long-acnng InjeCtable atYPlCal ,ec:~lved ~.
ond line n.lings. TlIc: elpel1S .....ould also consider a long·actlng
depot conventional for a patient wIth subslance abuse probltms.
The IllCk of fint line consensus on these ittms probably. rtnects
the fael thal. .Ithough an increasing number .of studies h~;~
looked at the effects ofthc: atypical anupsychow:S on.~.
cognilion,o lI'ld subSlance use." the~ .aTt few tmplneal dlta
definitive enough to guide clinical pracllet. A good example are
the: studies on cognition by Kern d at" and Grecn ~ al.- In an
initial trial using high haloperidol doses (~5 mg/day In the filed
dose phase).~ researchers found that risperidonc. was supe·
rior on s~"ef1.1 domains of cognition:' but they could n?" conrum
this in • subsequent mal using relatively low halopendol doses
(mean 5 mgldly).-II is interesting that the CApeftS would not rtC

ommend oral conventional antips~hotics for patients wilh any of
the problems we asked about. except. aggr~ol\fviolence. for

which conventional cnls were second hne opnoos.
11 is possible that these complicating proble~ may be ca~~d

or enccrbated by noncompliance. Thetdo~. 11 IS not. surpnslng
thllilong.actingilypicalantipsychocicwas a prominent Ilter
native, espec:itlly for aggreuion!\'iolence and substance-abuse

problems.

Oplimiz.ing Phar ,logIC Treatmenl of ps)'thotie DIsorders
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PrDgramn:a~ itll~rnnlio1U to impro,~ eom JiG
prognurll~nallc IOterventions, the expens recom: nee. Arno.og

eommunlly treatment (AC11. ensuring COntinUi~~=:~

PSJchos~w~ int~rv~~tiDns to impro,~ complwtlet. Among
psychosocial lnte~entlons for improving compliance. the
expe.rts .gave ~ h~gheJl ratings 10 patient/family education.
medlcau~n momlonng. and compliance therapy. Their ratings
agree ~ith. ~earcb findings concerning the efficacy of these
strategies m Improving compliance. Cochrane rcview~ and
other mela.analyseS' have found I reduction in Jela

~:~;"«l with ra~i1y ;nlm,nHon' and p'Y'h~a~:'~
pI.lanet therapy 1$ a new suateg)' for promoting medication

com~tiance that. has shown positive effects in one trial"
FindlOgs concernmg the efficacy of group and indi .d I .
chotherapy in improving compliance are equivocal ~l ~a p~
the lower ratings given to these optiOI'lS. • S own y

~e expertS gave first line ratings to all three Iypes or inter
venlion~. The editors note that clinicians should generally employ
a comblOation of sO"llegies tailored 10 the specific needs of the
patient. The experts gave the highest I8lings to psychosocial inler
ventiD~S for ~atient5 who are panially compliant, probably
renecling findmgs that such interVentions can improve compli
~ leve~. psychopharmacologic interventions reCeived the
highest ralin~s for noncompliant patients. probably reflecting the

r~ that ,plaents who are not taking their medication art at the
highest. ns\ for relapse ~nd ~I is especially important to II)' 10 gel
the paaenl back on medicauon u quickly as possible.

Stn2ttgits for oJdrtssing comptiDna probltms. We asl::ed the
uperts aboul the approprialencu of three different types or
sU"lu:gies thai have been used 10 address compliance problems:

c Phannacologic interventions (e.g.. swilching 10 a long-acl

ing medicalion)
• Psychosocial interventions (e.g.. palienl cducalion, compli

ance therapy {focused cognitiv~-behavioral therapy targel

ing compliance issues»
o Programmatic interventions (e.g.. intensive case manage

menl, assertive community uealment)

Whtn to inltn'tnt for compfwnct probltms. The expens
would usually inlervene if a pallem is missing approxim8Iel)'
50% of prescribed medication (91 % would usually intCfvene)
and were unanimous aboul the need 10 inlervene if a plItienl is
missing more Ihan 80% of medication. The majority of the
experts (52%) would usually intervene when a paticnt is mining
approximalely 20% of medicalion. There was less agreement
about whether 10 inlervene if a patienl is only missing occasional
doses (13% would usually intervene. 39% would sometimes

inten'ene. and 4841> would generally not intervene).

lhey .....ould also consider pill counts. oblalOln! blood levels. and
using self-I'lting scales. The)' did nol conSider {Ouune use of

unne tests appropriate.

hi:. ~singIY. the expelU reponed thaI their patients show
g cvels of complllDCt than are gCDCrally reported in the lit·

entwC.

We also asked the expats 10 leU us how they would define lev
~ of compliance. On lven&e. the expen panel would set a
hlg~ thres~ (or compliance, as shown below. and would
~der I patient,who missed more than 65% of his or her med

»tanon noncompliant:
• Compliant misses <25% of medication
• Panially ~mpliant: misses 25lh-65% or medication
• Noncompliant: miues > 65111 of medications

LInts of complUJnct. We provided the expertS with the rol
lowing definitions of compliance 10 use as benchmut.s in
bSWering I series of questions about the usessment and man

agemenl of oompliancc problems:
• Compliant: misses < 20111 of medication
• Plttially compliant: misses~ of medication
• Noncompliant. misses > BOllI of med)caoons

Compliance (Adherenu)
Noncomplilnce is a frequent fhenomenon in psychiaDic dis-

ordt:TS.n Studies havt shown thaI continuous antipsychotic med·
ication provides significanlly bener protection from psychotic
relapse than no anlipsycholic maintenance themp)"l or so-called
intenniuenllreatmenLSO Allhough it is clear thal, below a cenain
degree or compliance. patients are at risk to relapse. lhrcsholds
have not been established. This is panly because lhe impact or
partial compliance is difficult 10 sludy: schiz.ophrenic relapses
usually do nOl occur immediately aher Slopping medicatioD but
rather IftU I delay of several weeks to months (or even years).!)

In outpauent se\ungs. A publicalion outlining lJl(: recommenda
tions generated at this conference IS in prepantion.

ll

The con
fercna: concluded lhal. as p&rI of routine we. a lipid panel
should be obtained if a recent panel is not I\'lilable. Given that

individuals with schizophrenia. as a group, art considered to be
It high rid:. for coronary heaJ1 diseue. lipid screening should be
carried out at least once every 5 yean and more ofleo when there
is evidence or lipid levels thai approach tho~e that would lead to
UUlmenL" The conrerencc also recommended that clinicians
should be aware or. and monitor regularly for. symptoms of
inat:ased prolactin_ If clinically indicated. prolactin should be

measured. and. if ekV21led. I .....ork·up for the cause of the eleva·
lion should be initialed. Consideration should also be given 10

switching 10 a prolactin-sparing medication-if the symplomS
disappear and prolactin le\'tls fall to nonnal. an endocrine work
up can then be avoided. ll Recommendations on other complical
ing conditions. such IS cardiac problems (QTc prolongalion Ind
myocarditis). cataDCu, and EPS will also be included in the

Mount Sinai guideline .....hen it is published.



Optimizing Pharma
gic Treatment of Psychotic Disorders

Fa~tofllaYoring tht uSt ollong-Q~ring injr-ctllblts. In decid
ing whelher 10 use a long-acting injectable anlipsyc~otic, 96.% of
the expens considered the availability of an atypical antIpsy
chotic in such a fonnulation veT)' imponanl. This doubtless
reflects concerns about the side effects associated with the con
ventional depot antipsychotics. Olhet faclors that lhe expens
considered very imporunl in dtGidina to use a long-acting
injeCiable arc good patient acceptance of the injection. eViden.ct
that the rate of rclapses and side effects will be lower than With
oral equivale:nts. bener quality of life for patients. and ease of

administration.

how cas)' it is to lolcr:m recei"ln! medicalion in. this way.
Although lack of patient autonomy is anolher potenllal conce,:"
Ihal is sometim~s mentioned. patiem surveys do nOl suppan thiS
as being a major faclOr." Although the expens.said that th~y c~n
sidertd inability to SlOp medication Immedlatc:l)' shoul.d Sl~~
effects bc:c.ome a problem somewhal imponant as a polenual dl.s.
ad\'Intage. the: editors were hard pressed 10 lind eumples of ~II
uarions in which immediale discontinualion of a long-actl~g

antipsychotic was :I medical necessity. Even in .neuroleptlc
malignanl syndrome. lhere is no evidence I.hat .m~nallt)' Tale.s are
higher among patients receiving a 10ng.acll~g l.nJectable a~tlpsy

chotic Ihan in toose receiving an oral medicatIOn (assummg the
condition is identified and appropriately ueated)."
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/ndicorions Jor swiJching to a long-acting injr-cf4b~ atypical
ontipsychotic. We asked lhe expet15 aboul Ihe appropriateness of
using a long-acting injectable atypical antipsychotic, when avail
able. in a variety of clinical situations. The expens considered a
long-acting atypical antipsychotic the treatment of choice for a
patienl who is talcing an oral atypical and requests the long-acting
fonnulation. for a patient who ~Iapses because of noncompliance
wilh an om atypical antipsychotic. and for a patient who is expe
riencing E.PS on a depot conventional antipsychotic. The experts
considered a long· acting injectable: atypical first line for a patient
in involunwy outpatient commitment, for a patienl who is chron·
ically relapsing on an oral conventional, for a patient with lack of
insighl or denial of illness. for a patient laking an oral atypical
antipsychotic who is relapsing for reasons thal are unclear, and
for a patienl wilh a history of aggressive or violent behavior. It is
interesting lhal the ex.ptrts perceived a role for the use of long
acting injeaabJe atypicals that goes well beyond IJeatment of
patients with compliance problems (see the many other second
line indications1isted in Guideline l8), Of all the silUarions we
asked about. the only ones in which the experts would not gener
ally consider a long-acting injectable atypical are a patient taking
an 01'21 atypical or conventional who is stable and not experienc
ing EPS OJ a patient who has been newly diagnosed with schizo..
phrenia and has had no previous antipsychotic treatment

We then asked the expens how concern about the potential (or
TO. would ~ect their decision 10 switch to an injectable atypical
an~psy~holJe. :ne majority of the experts would definitely
sWl~ch If there IS concern about TO in a patient who is experi
encing EPS on a depot or onl conventional anlipsychotic (96%

Un of Long·Actiog Injectable Anlips)'chotics
Belltjils. The ex:.ptIU considered the greattSt benefil of long

acting injecubk antipsychotics to be ISSU~ medication deliv
ery. Other imporunt advamage:s are lhe ability 10 know
immediately when a patient misses medication and lhc:: fact that
the patient continues 10 have some medication in his or her sys
tem even after a missed dose:. Additional advantages are the
reduced risk of relapse associated with continuous medication
and me ability to know thai relapse. if il occurs, is nol: the result
ofaxnpliance problems.

nmlkt xross ununcnl StlUngs. and intensive caSt m.anage.

~ent !otC"icts. Studies have sho.....n thai the ki.nd of asslStant.
e

idee! bv ACT prognms can significantly .Improve comph

:: levels:- Lack of continuity in care prtl\'ldcrs can le~ to
KOouS compliance problems. since palients may be c~nllnlled
on an lRdfecuve or dlf'ficull.tG-lolerale uealment re~lfl'len or

nol receive conlinum! medICation covenge aher dlSCharge.
~~~gh ca.se nanageffi(:nl is considttcd to be efftGlive by.the
elpens. lhe scientific data m ronflieting. A Coch~ .KYle.....
showed Ihll. wim this inlervenlion, mo~ ~ople Te~a1fl In co~;

laCt wilh psy<:hiatric services. but rt-admi~IOn ~tes 'n:reased.
The upens also considered supervised rcsldtnu.al serviceS. par
oal hospililiz.a1ion. rt-habililiuion services, an~ mvolunt~ OUI
patient commilmenl useful opIions fot improvmg comphance.

Pharmacologic ttrattritt for oddrnsmg compliance prob·

Ir-mt. The expens strongly agreed thai the firsl line. pharm~G
logic stnltegy for addrcssing compliance.proble~S IS to.swllch
Ihe: patiCnI 10 along·acting injectablc atypICal antlpsychoriconce:
this option is available (first line for partially. complia.nl palientS
and l1taunenl of choice for noncompliant pauenlS). HIgh second
line options were to switch to a long-acting depot: convenlional
or add a long-acting injc:clablc atypkal. Although the advantages
of long.acting injectable medication-assured compliance and
immediale a....'arenc:ss of noncompliance-are obvious, Ihcy are
difficull to pro\'e in randomized, double-blind trials. This is
partly bc:c.allse: patients .....ho are willing 10 participale in such tri
als may pu St be: complianl.t.l Despite: this, meta· analyses Ihat
included only long-tenns mals in outpalients showed superiority
of long-Icting agents; however. lhe dalabm involved is old and
small.o. .. Large pl'2gmahc Dials in whidl patients are IW1dom·
iud 10 depol or oral medicalion and then followed in an open
fashion arc needed 10 fuf1her examine Ihis issue. Anolhcr high
second line option for a pltient who is panially compliant was 10
continue the: same pharmacotherapy and inlensify psychosocial
intervcntioru 10 improve compliance. However. the experts did
not recommend Ihis strategy for a patient woo is noncompliant.

J Clin Psychiaby 2003;64 (suppI12)

Potential discuivcntDgn. The expc:.ns considered lack of
patient acx:eptancc: lhc:: most important potential disadvantage of
long·actin! injectable antipsychotics. To some extent, this
response probably renects an assumption mat palients will DOl
accept !be idea 01 cootinumg injections. HOVo'cver. once they try

a 'oog-acting medication. many patients are surprised 10 find
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The expens overwhelmingly endorsed the atypical antipsy
choties for the treatment of psychotic disorders. Risperidone was
their lop choice ror first-episode and multi-episode patienLS, with
the other newer atypicals rated first line or high second line
~~pending on the clinical situation. Clozapine and a long.acting
mJ~ble atypical (when available) were other high second line
opflons. for multi-episode patienLS. 1be experts' dosing recom
mendaoons agreed closely with the package insel15 for the drugs.
Th~ eJ;pcrt5 recommended using much lower doses for pediatric
pabenLS and somewhat lower doses for adolescent and elderly

occupauonal/education functioning. and '20% ~er relatlonsh}pS
tM: most Important functional indlcalor of remlsSI~n. T~IS dl\'l'
sion among the panel may reOect the fact lhal one IS unhkdy to
set major changes in any of these areas in the shoner time frame
usually use:d to measure remISSion (sce Guideline 2~). ~owevcr.

.....hen askcd about the same funclional OUlcomes as IndicatorS of
reco\'el)'. the majority (64%) fell that OCcup3tlonaVed~cational
functioning was the most impon.:l1\l (uncllonal outcome In recov
~r)'. followed by peer relationships (raled most imponanr by
10%) and independenl living (rated most imponant br 18%).
When asked about lhe most appropriate way of defining func
tional impro\'ement in their patients, 86% of Ihe expens consid·
ered relab\'e rather than absolute change in me patient the most

appropriate indicator.

StrtriJy and duration ojsymptoms as indicaton 0/ remission

and rtcorer]. We asked the apelU what levels of symptom
severity were most appropriate to use in defming remission and
recovelj'. Their ratings arc summarized in the bar charts in
Guideline 21. The majority of the expcru would consider a
patient in remission who had mild levels of positive, cogni
tiveJdisorganiz.ed. negalive. and depressivc symptoms (62%.
69%, 62%. and 13% of Ih~ experts, respeclively). However. 3
!hird of lhe cxpens fell that no positive symptoms should be pre·
scm for a patienlto be considered in remission.

When asked about indicators for recovery. the expcru said that
rhey would look for grcaler reduction in positive symptoms. with
a majorily (62%) saying that there should be no positive symp·
toms present for a patient 10 be considered in recovery. In tenns
of negalive s}'mptoms. 62% of the panel would consider a palient
in recovery who had mild negativc symptoms while 33% would
look for no negalive symptoms. The panel was more evenly splil
as to whether a palicnt could have mild c:ognith'e or depressive
symptoms and still be considered in recovery.

In tenns of duration of symptoms, the eJ.pens said that the
improvement in symplomatie indicalors should be maintained
for at leasl 3 months for a patient to be considerc:<l in remission
and for a year or more for a patient 10 be considered in recovery.
The expc:ns said thai improvement in functional indicato~

(occupationaVvocationai functioning, independenl living. peer
rdationships) needs to be maintained for somewhat longer,
1S-17 months, for the patient to be considered in recovery.

Ran! ordtri1rg oj/unctwruU oll/comu. When asked to rank
three functional outcomes as indJcators of remission, the expens
were divided, with 4SlJ, considering independent living. 32%

B~fifllljnf inj~ctiolU W"hiJ~ hospi/ofiud.. We asKed the apeJU
about the appropnateness ofbcglnmng lJutmc:nl wllh along-.act
Ing tnjecllbl~ ilyplCll whIle lhe ~\lenl IS hospitihl.~. given
shonei' lenglhs of hospital Slays. Tim stntety IUS ral.ed ~Igh sec·
ond line bv the expen panel. in order 10 ensure continuing med·
icatlon ~-enge when the pauenl is discharged ilnd 10 filciliLate
acceptance of an injeeuble medl~tion m outpatient ue:l.onent
1be e.\pens also noted thatlhis stntegy may be h~lpful because:
patients are moSI \'UllKrable to relapse soon after discharge,

Defining Remission and Reco\'eT)'
With improvlOg outcomes, research stLKIies ase now U)'mg to

evaluate the effectiveness of different anlipsychotlCS nOI only in
producing remission of symptoms bor in promoting long-tum
recovery in p.atleolS with schiz.ophrenia. Howeyer. as yet lhere is
no general consensus on how beSt 10 define thest terms. We
therefore asked the apesu 10 rate t~ appropriateness of a num
ber of faClors as indi~ators of remIssion and recovery, There .....as
strong agreement that the level of positive symptoms is the sin
gk most importanl indicator of remission. High second line indi
calors were levels of cognitivudisorganiz.erl, negative. and
depressive symptoms. reOa:ting studies showing that !hese ass0

ciated symptoms conU'ibutc in a substalUial way to the functional
disability associated with schil.ophrenia,'MI In defining reeov·
cry. however. the o.pens gave almost equal wc:ight to all of the

indicators we asked .bout. indicating that rc:rovery is a concept
involving improvement in multiple domains.

Rank ord~ring 0/ symptomatic indicaJon. When the experu
wue asked to rink four key indicators of remission and recovery.
their responses. agreed vcry closely with the responses described

above: 89% considered level of positive symptoms the most
importanl indicator of remission, followed by cognitiveldisorga
niud. negabve. and depressive symptoms, all three of which
were l'Inked similarly. However, there was less agreement on the
mosl important indicator of recovery, with 41 % considering level
of poslbve symptoms most important, 33% giving the highest
ranking to level of cognitiveldisorganiud symptoms, and 28%
ranking level of negative symptoms as most imponant

MoriroJinl poJitnts 10 return for reptat inj~ctionJ. The
experu consider the influence of familyfcan:givtrs and physi
Clanluealmenl learn to be: mOSl imponant in motivating patients
10reNm for repeat mjections.

16

:l.nd 73fl. frst hn~. respectlvel} l. E\'~n If tht patlenllS not u~
nenc.lng EPS. nan} of the opelU ",ould consider SWitching
from a depot 01 onl con'lenltOnallf thtrt IS contt'm aboul TO
(49% and 38'" first hne. respuu\'C'ly). Th~ edllors were unsur~
on ....·hal~s a chnician .....ould decide Ihal the/e .....as m fact no

or mlnlm.1 Oil.: of TO.

£rpnl Consmsus Cuidntm $nil!- •



Optimiting Pharnu :,gic Treatmenl of Ps)'chot1c Disordwi

L1~lITATIONS AND ADVANTAGES OF
EXPERT CONSENSUS GUIDELINES

When asked about indicators of remission and recovery, the:

expertS considered acute: improve~en~ in psychollC symplo~~
11)( mosl important indicator of remiSSion, .....hereas lhey cons~d
ered more sustained improvemenl in multiple OUlcome .dom~lOs
(e.g.. occupallOnalleducational funclioning, peer relallonshlpS.
independent living) imponanl in assessing recovery.
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These guidelines can be viewed as. an e;tpe." cons~IUltion, (0

be weighed in conjunction with other mfonnallon and In the con
lexl of each individual patient-physician relationship. The rec
ommendations do nee replace clinical judgmenl. which must be
tailored 10 the particular needs of each patient and clinical si.lua
tion. We describe groups or patients and make sugge5lJons
inlended to apply 10 the average patienl in each group. However,
individual palienu will differ greatly in their tn:alment prefer
ences and capacities, history of response to previous treatmenlS.
family history of treatment response. and tolerance for different
side effects. Thefefore, the eJ.pel1S' finl line recommendations
certainly will not be appropriate in all circumslances.

We remind readers of se"eral other limitations of these guide

lines:
I. The guidelines are based on a synthesis of the opinions of a

large group of ex.pcru. From queslion to question. some of the
individual expcru would differ with the consensus view.

2. We have relied on expert opinion precisely because we are
asking crucial questions that are. not yet well answered by the
literature. One thing that the history of medicine teaches us is
thai expert opinion al any given time can be very wrong.
Accumulating resean:h will ultimately reveal bener and
clearer answers. For example, the Clinical Antipsychotic
Trials of Intervention Effectiveness (CAnE) study, a multi
site investigation sponsored by the National lnstitute of Mental
Health. is currently underway to delermine the long-tenn
effects and usefulness of a number of antipsyehotic medica
tions.lOThc. study will enroll 1600 patients with schil.Ophrenla
for whom a medication change may be indicated for reasons of
limilCd efficacy or tolerability. II will eva.llLllte the atypical
antipsychoties cloupine, olanzapine. quetiapine, rispcridone,
and ziprasioone and the conventional antipsychotics per·
phenazine and fluphenuine decanoalC for up to 18 months of
acatrnent It is estimated that the study will be completed. in
the fall of 2004. We hope to revise the guidelines periodically
based on new research infonnation and on reassessment of
expert opinion to keep them up-to-date.

3. The guidelines are financially sponsored by the pharmaceuti
cal industry, which could possibly introduce biases. Because
of this, we have made every step in guideline dcvelopmenl
transparent, reported all results. and taken little or no editor
iallibetty.

4. These guidelines are comprehensive btll not e;thaustive'
because of the nature of our method, we omit some interest~
ing IOpia on which we did not query the expert panel.

1be lso stressed me Importance of considenn: ton
~:::I me:ic:tions and !he prc.seoce of comorbid medical con
dilioos rbepatic. renal. or cardiOlo"l.scular discISc} In sdecllng.thc:
most Jppropriate dose. The upcl1.s" cSlim"teS of dos~ equlva
lenct among the diffcKni anlipsychOlics followed a hn~r pal
tern, suggcsting that linear (Of11\ubs could be used to calculate

do~~;::::nsidered 3-6 weeks an adequate anlipsych~tic
llial, but would wait. lillie longer (4-10 w~ks) be~ore makmg
a major chan&c in treatment regimen if the.le IS a partial response,
The expertS recommended It}'ing to lmpr~vc: ,es~nse by
increasing ItIt dose: of atypical and depot anti psychotiCS before
swilchin& 10 a different agen!; meft was less .agreement a~ut
increasing tht dose of conventional atIlipsychotlCS befoft 5~IICh
ing. probably beause of concern about s~de cfTeclS al hIgher
dOsei. If it is decided 10 switch bc:cIUst of Inadequate rtsponse.
risperidooc was tht: expertS" finl choice to switch 10, no. m~er
whal. drug was initially tried. Ahhough there was some dlspmty
In the expens' recommendations eonceming how many agents to
trY before switching to doupine. the experts' responses suggest
that switching 10 doupine should be considered after failure to
respond 10 twO atypical antipsychotics. OOl.llpine WIS also the

llItipsycholic of choice for patients with suicidal behavior. w:'en
switching onl anripsychotics, the experts considered cross tltra
lion the prderred strategy. When switching to an injeclable
antipsychOlic, the expens mused the imponance of continuing
the oral antipsychotic unlilthenpeulit levels of the injectable

agent are achieved.
The experts considered psychosocial interventions the first

choice strategy for partially compHant patients, with phannaco
logic inlerventions the first choice for patients with dear evi·
dence of noncompliance. However, because it can be difficult to
distinguish panially compliant from noncompliant patients, the
editorl recommended combining psychosocial and pharmacOo
ktgic inlerventions to improve compliance whenever possible.
When patienlS relapse because of compliance problems or if
there is any doub( .boot compliance. the elpcru recommc:nded
the ux of along-actinr; injectable antipsychotic and would select
an injectable atypical when this option becomes available. The
a.peru would also consider using an injectable atypical antipsy
chotic (wben available) in many clinical situations that do nol
involve compliance problems..

The upcrts stressed the imponance of monitoring for health
problems-espec:ially obesity. diabetes, cardiovascular prob
lems, mv risk behaviors, medical complications of substance
abuse, heavy smoking and its effects. hypertension, and ameROr
rhca-in patients being acated with antipsychotics.

Although many patients are prescribed adjunctive ueaunents.
multiple antipsychotics, and combinations of different classes of
dntga (e.g.. antipsychotics plus mood stabiliurs or antidepres
$lQ1$) in an effon to enhance response, the experts gave liale
support to any of 1he5t strategies, with the exception of antide
presSlnU for patienlS with dysphoria/depression, antidepressants
or ECT foc patients with suicidal behavior. and mood stabilizers
fOf paticnu wilh q,gressionlviolence.

J Clin Psychiaby 2003;64 (suppI12)
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Desp't~ ltK' hmllDtlonS. these guidelines repreW1I1 sigmnanl
ad\UCt because or their specificity, usc of use. and lhe: crc:dl'
bilil}' thai COf1l(S from achieving a v~ high response rile from
a large sample of lhe leading expertS In the field.

FINAL WORD

Advances in public health do nOI always require Icchnological
breaklhroughs Of long periods of wailing for new da~a.

Immediate gains can be made by increasing the speed WI~

which best practices arc implemented. Guidelines ?f~er a rapId
means for communicating I diSlillatc of upel1 opinIon. When
reaching a clinical decision poin!.. practilioners and palients can
usc guidelines 10 generate a menu of reuonable ~bo~~ and Ih~n

selCCl the option thai is judged best for each uKhYldual. nils
process drhoes the next round of ape" opinion and the neAt
round of empirical studies.
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AntipsJchotics
We presented Mtipsychotic:s alphabetically within ques-

tions and told respondents to opt out of answering questions
about any medication with which they were unfamiliar by
dl'2wing a line through that single line item. We asked aboul

the following specific antipsychotics in this survey.

Phcuel of,realm~nt
o .~CUle matment: goal is to resoh'e the symptoms and

signs of a current psychOl:ic episode
o Maintenance Uelilnenl: &031 is to pre,'ent dC:"e\opmC:n1 of

a new psychotic episode (8 recuITCOCC:).

o Conventional Antipsychotics:
• High potency (e.g.• haloperidoIIHaldol). fluphen82.ine

(Prolixin)}
• Medium potency (e.g.• thiothixene {Navl1ne]. per

phenazinc [Trilafonl. trifluoperazine (Stcl82.ineJ)
• Low potency (e.g.. chlorpromazine (Thorazinel. thior·

idarineiMeliaril))
• ~typical Antipsychotics: aripiprazole (Abilify). c\ozap·

In~ (Clol.8ril). olanzapine (Zyprexa), risperidone
(Rlsperdal). quetiapine (Seroqucl), 'Zipnlsidone (Geodon)

uveu of complionu (adhertnce)
We asked aboul the following kvels of tR:atmcnt compli·

ance'
o Compliant: only misses occasional doses (e_g .. < 20% of

prescribed medication)
c Panially compliant: misses more than occasional doses

(e.g_. misses 20%-80% of medication)
lJ Noncompliant: misses> 80% of medication

Second lint is used 10 indicate trcatmenLS that are reason
able choices (Of patients who cannol tolerate or do not respond
10 the fint line choices. "High second Iine

fl

refers to options
for which the conlidence intcrvilS ()\o'crlBp with the first line

category.

Definitions of firms Used in the Survey
Psychoti£ disorders. The tenn "psychotic: disorder" in the

survey R:fcn to one of the disorders that appears in the DSM
IV-TR w:tion on ··Schiz.ophrenia and Other Psychotic
Disorders": schil.Ophrenia, schizophrenifonn disorder
scbilDlffective disorder. delusional disorder. and brid psy:

cholicdisorder.

Third lint is used to indicate options that are usually inap
propriate or u~d only when preferred alternatives hllve nOI

bttneffective.

Ttrminology Ustd in thf Ratings
Fin' Me is used 10 designate treatment strategies lhal came

0111 on top when lbe experts' responses to the survey were Sla

thticaUy Iureg_ted. 1bese are options thai the panel feels are
usually appropriate: as initial treatments for I given situ.tion.
TretJImtnl of choiet indicates an especially slrong first line
recommendation: an option that recei\'ed the highest raring of
""9" (extremely appropriate) from al least 50~ of the. u.pelU.

20

Cuiddinf Q11anw.tion
l. Medication Selection. Dosing. and Dose Equivalence

II. Compliance
111. Long-Acting Injectable Antipsycholiu
IV. Defining Remission and Reco~'tl}'



Guideline 1: Selecting Initial Pharmacologic Treatment
for a Ps)'chotic Disorder......

u
,->

1. 1I1EDlCATION SELECTION, DOSING, AND DOSE

EQUIVALENCE

21
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Lonl·lctillCinjccllbleltypieal

Lone-ICling inj~clable alypicil

l.oR&-actin& lIIJ~~'lbl~ Ilyp;~lit

OlhtrS~cood L!nl

000458

Olanz.apine

Quetiapine

Ziprasidone

Olanzapine

Queliapine

Ziprasidone

Quetiapine

High Second Line

Aripiprazole

Ziprasidone

Risperidone

Risperidone

Aripipraz.ole

Risperidone

Aripiprazole

Olanupine

first Line-

Both prominent positive
and negative
symptomatology

J Clio Psychiaby 2003;64 (suppI12)

Predominanlly negative
psychopathology

Predominantly positive
psychopathology

PTcsenL::ltion

-In this survey. we asked only about on.I and 10n . ..medicaliolU liltOd in lbc tables ~rer to lhe oral fon:~::. lnJeclable fonnulallons of antlpsychotlc$.. Unless otherwise specified. all

tAt !be time of this SUl'iey. iI long-acting injec\.lble a . al' .Iv~labIe io several olhe.r countries. In !he lurvey. we~~~ :uPsychotlc was nD' available in the United States. ahhoug,h il was
Iv.lilblt. uperu 10 rate how they would usc: such a fonnulation if it were

lAo First·Episode PatientFa< afin"'Pis'" pan'" wah p"dominantly positi" symp,ams. th' ,xperu consid" onli ri,peridon, 'h' "ea,ment of
ehoi... ()ther reeommend<d medi,ations fo' <his dini,al ,i,uation are aripip",ole. olanzapine. zipmsidone.•nd que'i
.pine (.lthoug

h
<he r,,,t ,wo "e" m"d fi"t line .nd <he ,..ond ,wo high ,..ond line. thes< option, e1uSlmd tog"her

and ,n wert rated first line by approxinutely lWcHhirds of Lhe expertS).
For a finr.,pis'" pari,n' wah p"daminanrly n,gari" symp/ams. ,he experu ",omm,nd on' of 'he newer oral 31ypi
e.1 an'ipsyd>oti". Risperidon, and ,,;pipmzole r=ivod firSl lin' ra,ings. and 'he o,h" ,h"e w"e rated high seeond
line; however. all the options clustered together with only small differences in their confidence intervals.

For a fin/.'pisod' pari,n' wi'h bo'h promin,n' positi" and n,gari" symproms. the experu pref" oml risperidone.
Other recommended medications for this clinical silUation are aripipraz.ole • 2.iprasidone. olanz.apine. and quctiapine

(again these fouf optiOns clustered together with only small differences in their confidence intervals).

_ experu as • group ,,nod in 'hd' rating, of using. long-."ing inj....bl< 31ypi,,1 .ntipsyeho'i, for' r'lSI-episode
P'"'~' '0 ,u,h an e~,ent <hat <h'" w." no .'on"",.us on ~hi' ilCm (with ,pproxim3ldy • quaner of the e'p,ns "'ing it
first 1me and a.pprOltlm~Ie1Y a I~lfd gIVing It thm1 hne mlings). The experts did not recommend !.he use of either omlor
~:~ ;~:,;enuon'l .nup,y,ho"" fm • fi",-episod, patie.. (,o""mion,1 ,n,ipsy,ho"" ,eoei,ed 'hird line ,,'ings in

(bold iuJli(s = treatmen! of choice)
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Long·acting inject>ble
at)'!rical

Quetiapine

Cloupine

Olanupine

Quctiapine

Long-acting injectable
atypical

Ooupine

High Secood Line

Ooupine
Rispuidon~

Aripipn.z.ole

Z;pnsidooe

Otanz.apine

Long.3Cting injecuble
st)'pical

Quetiapine

Risperidone

Aripipnzole

Z;pnridooe

lB. ~Iulli-EpisodePotienlFer • "",Iri-qiJadI pc!i<m _ ",""",,".t" ptnitiK "mpr."". Ihc upons consid<r o<al nsperidon< Ihc lteal.".,,1
at choo= Obct~ IUsI hnc m«fiauoos fIX llus cIlRoctI "'Ultion It< anpiprunle. ripnsioone. oIonupine.
and queu>P"'" and I long..em>! .l)-p;esl ..,.,psy<hoti< CIoupine .... ",ed high =on<! lone. Other lowe< "rod sceond
hoe opUons..-er< I __aetU1& "",veouooaI antipsyd>O<i< (depn<) and an onl high·pn<eoey eoovenlKmal.

Fer • ...Jri.<piJadl pc!i<m _ pnd"."inonl/] .<gan.. "mpln"". risperidone. aripiprazole. and zipnsidone wen:
"led r.... hD<; hip seeood hoe _ ~= olanapu><· quctiapine. I Iong.acting uyp;aI antipsycholic. and eloap""'.
01 should be ooIed tha< all rh= opUoos lended 10 d""" logelhc<. ~;th only small dirren:nees in lheir eoor><knc< tnler·

vals.) A km&...ae.tin& coovenQona1 antipsychotic: was a krvou Bled second line opOon.
Fer • .."Jri-qiJadl pc!i<nl _ both pramu",,' ptniti.. and • .,an.. sympr..... Ihc ..pens p«fe=d risp<ri<Ion<
fol\oo>'ed by uipi;>raZOle- QIha rust hoe options~= zipnsidone and nlannpine. High second line ehoices ...... I long'
Kring atypaJ antips)-dlOOe. quetiapiDe. and eIoupine. (Rati"!. fIX mosl nf th= op<ions tended 10 duste< logether
wicb only small differences ill their cooftdence inld'Vl1s.) ()UJer kJwer nled second line options were a long

4

acting depot

c:oave:nDonaJ anr.ipsyc:hOtiC and an on! bigb--potency cooventional.
lbc upctU arc clearly ID(tt ~;Iling EO considct \lSing cloupine Of • long-acting injecUbk antipsychotic in • patient
with • history of previous psyebotic episodes. "The upens did nol recommend the use of mid- or low·potency cORven
lJO(UlI antipsychotics and gave only \-ery limited support to the use of oral high-potenCY COD\'entiomls.

(bold imlia = ueauneot of chl:»tt)
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First-episode patient
Multi-episode patient

Acute Maintenance Acute Maintenance Highest final

treatment treatment treatment treatment acute dose

MediCAtion
(mglday)· (mgld.y) (mglday)· (mglday) (mglday)

Alyplcals

Aripiprazolc 1(}-20 1(}-20 15-30 15 20 30

Clotapine 30(}-500 25(}-500 4QO..WO 30(}-550 S50

Olanupine 10-20 ,(}-20 \5 25 '2.5-22.5 401

Queliapine 35(}-700 3Q0-600 50(}-SOO 40(}-750 9501

Risperidone 2.55.0 2.(}-4.5 4.0-<1.5 3.5 5.5 10.5

Ziprasidone 10(}-1 60 S(}-'60 \4f>-ISO 12(}-ISO ISO

Conventionals

Chlorpromazine 200-;;50 15(}-600 40(}-800 25(}-750 950

Auphenaz.ine 2.5-15.0 2.5-\2.5 5.(}-22.5 5.(}-15.0

Haloperidol 3.(}-13.5

25.0

1.5 '0.5 7.(}-IS.5 6.(}-13.5

Perphenuine

25.0

8-3S &-36 l&-4S 12-42 56

Thioridazinei 225-550 15(}-500 350-<150 250-550

Thiolhixene 5-30

650

2-30 10-40

Trinuoperazjne

10-35 40

5-30 2-20 10-35

Auphenazine

10-30 40

decanoate
(mgl2-3 wk) 12.5-37.5 6.25-37.5 12.5-62.5

Haloperidol

12.5-50.0 50.0_Ie
(mg/4wk) 5(}-200 5(}-200 ,O(}-250

-in beciMing~t with ~ on1 &ntipsychotic for which Ii

,0(}-200 250

Guideline 2: Adequate Dose of AntipsychotiCs""u.......
We asked me ....peru 10 wrile.ln do... of con"enllon.1 and al)'plcal .nlip,ychOlics thai Ihey would recommend In differ·
cnl l<auncn

l

silu"I0... Wc used the mean .nd st.ndard deviation, of their responses to gencra" re.l·world do,es
rounded to cumntly available pill 'UUlgths. The c,peru' dosing recommendallons g,nerally agree closely wilh rceom'
mended doses given In the pachg, I.beling. Fo' olanupln, and qu"l.pine. their recommcndal;on, fo' hlghes

l
acute

dose II< somewhat highe, Illan Ille h;ghes
l

doses for which "f"y data from clinical ,,;.1, are avail.ble (20 mg of olan·
uplne and &00 mg of quellapine). The panel would generally use higher doses for' pall

ent
who had had mu"lple ep;·

sodes of psychosis Ihan fOl • fir>l.eplsode palien\. The "commendod dose ranges for maln"n.n" I"almenl are also

slightly lo'o\'t.r than fOf acule ueaUnent.

,~



Guideline 3: Therapeutic Drug ~lonitoring (Using Plasma Levels)o.",•• ,
()ye, 5O'fc of ,he upen' tepon,d ,hat pl05ma I,vel ",_y' w,te ".ilabl, '0 ,h,m only fo' clo"pin,. halope"dol. and
halopesidol deca

noate
. Clollpin, W05 ,h, ag,n' for whi,h "le expe'" con.id,ted pla,ma I,vel, m051 e1inically useful.

Oves half"" experu use plasm. I,vel' of e10llpine and h.loperidol '0 moni,or ,ompli.nce: 88'"' of ,h' «pen, use
eloapine 1"e1. '0 .dju51 dose. primarily if ,he« ha' been an inadequ.., response 01' ,id' elf"" ate a plOblem. 50'"' of
\he experu use pl05m. lev,15 of haloperidol (oral 01' clecanoat,) '0 .dju" dose lev'ls if "" pati,n' has .n in.dequ.

te

response or problematic side effects-

Exhibit A
Page 24 of 100
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Minimum number of
weeks to walt

24

Partial response LO ueaunenl

• McEvoy JP, Weiden PJ. 5milb 1C, et aI The ex rt ..'1996:S1I",ppll2b):I-'S . po ",,,,ens", BU,d,I.., sen": "",m,," of ",hiwp"'""ia. J CIi" Psychi.try

4A. Inadequate Response to Initial Antipsychotic

4B. Inadequate Response to Second Antipsychotic
Minimum number or

weeks 10 wall

Linle Of no response to treatment

Partial response LO treatment

Unle or no response 10 treatment

Guideline 4: Duration of an Adequate Trial.....'.. "
If. pa'ien' i. h.ving Iitlle 01' no response to \he initial or to th, ."ond .ntip.ychotic thal i, tried. ,he expe'" ,,,omm

end

woJ,ing a minimum of 3 weeks and a maximum of 6 weeks befote making' majo, ,hang' in crcatrn,nt tegimen. If ,he
pati,n'is .howing a panial ,esponse '0 crcaunen. the expe'" would extend tbe duration of the trial .omewhat. waiting
4-10 weeks bef"" maksng a change for the initi.1 antipsycho'i' and 5-11 weeks fo' the ."ond antip,ychotic. A major
chang' in creaunen' tegimen could mean ei,her • ,ignifican' dose inaeas' or .witching '0 • dinesen' .g,n'_ Note ,hat th'
experu would wait longer if th, patien, ~ hoYing a pani.1 te'POns,. especi.lly in the ,,,ond trial. Although ,h, differ
~nees we« not dram.tiC. ,hey"" interes,ing. panicul",ly given th' lack of data from controll,d ,rial, add,es,ing these
,,~u:,. These resul" ate "m,I~~ to ,hose from.'h' 1996 up'''' Con""'"' Guidelines on Ih, T"olm,nl of Schi,oph,,·
n..,: ~h"h =amm,nded w"tmg :l-8 week' ,f th,te " no ",ponse and 5-12 weeks if there i, a panial response before

sWitching 10 another pharmacologIc strategy.
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OptimIzing Pharm3~giC Treatment of P~}'chotl( Disorders•

dose of onJ halopendol beillg Jivell daily on an ongoing basis.peru were asked 10 Indicate the dosage lhey consider equivalenl 10 lhal

5A. To H.loperido)--'We asked the expens to ",'fite.in doses of convenlion31 and atypical anlipsycholics thaI they would consider equivalent
10 • range: of haloperidol doses. We used the mean and standard deviations of their responses to generate: real-world
doses rounded 10 currently available pill slTengths. The goal was 10 obtain a beuer sense of the: equivalency between the
olda conventional anlips)~hotics and ttK new generation of al)'pica! antips)'chotics. In general. the: experts' responses
follo\\-ed • vel)' linear panem. indicating that it would probably be possible to use Iint=ar formulas to calculate dose
equIValency. It is interesting 10 note thaI. in every case. the: dose the experts consider equivalent to 30 mg of haloperidol
IS higher than the highest acule dose Ihe experts indicated they would usually use (sec Guideline 2).

Guideline 5: Dose Equivalency

Haloptridol Img 5mg IOmg lOmg 30mg

AtypicaLs

Aripiprazole 5 10 20 30 35

Clozapine 75 250 425 675 900

OIanupine 2.5 10 20 30 45

Qucliapine 100 325 600 900 1200

Risperidone 1.0 3.0 5.5 10.5 15.0

Ziprasidone 40 100 140 180 240

Conventionals

Chlorpromazine 60 250 500 900 1300

Fluphenazine I 5 10 20 30

Perphenazine 4 16 32 64 88

Thioridazine SO 200 450 750 1000

Thiolhixene 3 12 25 40 60

Trifluoperazine 3 12 25 40 55

Auphcnaz.ine 6.25 12.5 25
decancate-

SO 75

(mgl2-3 wk)

Haloperidol 25 100 150
decanoate-

250 300

(mg/4wk)

-For nuphenuine d.eeanoa.le and haloperidol deanolle. lhe u:
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26

that dose of oral mperidone being given daily on an ongOing~~ were asked 10 tndlcate the: dosage that they consider equiyalent to

58. To Risperidone
Ooo

..- 'We uked !he ",pens to wri...in doses of conveOlion,1 ,nd atypical ,n'ipsycho'ics Ihat they .'ould consider equi"lent
to a "nge of tisperido

ne
doses. We used 'he mean' the s"nd,rd dev""on of thet< responses '0 genera.. real·world

doses rounded 10 currently svailable pill Slrtngths. The: goal here was 10 obtain a bener sense: of the equivalenc)' of doses
among the new gene",ion of atypical ,ntipsychotics. Ag,in. ,he "perts' responses generally followed • very linear
p,nem. indicating ,hat it would prob'bly be possible '0 use linear formulu to .,I.ul'" dose equivalency. II is in ..resting
10 nole thai lhe doses the upens consider equivalenl 10 10 mg of risperidone are closest 10 those they consider equiva.
lent 10 20 mg of haloperidol (as would be expecled since they indicated thai they considered 10.5 mg of risperidone 10 be

equivalent to 20 mg of haloperidol. see Guideline SA).

Risptridone Img 2mg 4mg 6mg lOmg

Atypicals

Aripipruole 5 10 15 25 30

Clozapine 75 175 350 500 700

01anzapine 5 7.5 15 20 30

Queuapine 100 225 450 600 825

Ziprasidone 40 60 120 160 200

Conventionals

Chlorpromazine 80 175 350 550 800

Fluphenaz.ine I 5 7.5 12.5 15

Haloperidol 1.5 3.5 7.5 11.5 17

Perphenu.ine 6 12 24 40 54

Thioridazine 75 150 300 475 650

ThiOlhixene 4 8 17 25 35

TriOuoperazine 4 10 15 25 35

Fluphenazine 6.25 12.5 25 37.5

decanoatr:-

50

(mgl2-3 wk)

Haloperidol 25 50 100_.., 150 225

(mgl4wk)

-For fluphenJ.zjn~ ~IC and haloperidol decanoate. the



6A. factors to Consider in Dose AdjustmentO-U-'
l))e e~pe.l'lS considered Ole uSC of concomitant medications. the plnenes age. and the presence of hepatic disease the
mo51lmporlafll factors to consider in adjusting me acute antipsychotic dose. The priority given to the use of concomitant
medicauons renccu ow expanding knowledge of drug-drug inleraclions and their polenlial consequences. Other impor
ant r.CIOrs 10 consider arc the presence of cardiovascular or renal disease, whether or not the patient smokes. and the
patient's weight. 1berC': W1.S no consensuS aboul the importance of the palien!'s Sell. with 30% of the experu saying they
would ourl)' always consider the patient's SeA in dose adjustment and 23~ saying they would rarely or never consider
It. It is surprising that llWly of me u.perts (45~) would only sometimes consider the patient's weight in adjusting the
dose. This is consistent with the observation that the determination of psychiatric drug dosage is infrequently innuenced
by the paDen!'s weight. despite the fact mat (given the highly lipophilic nature of these compounds) blood levels may
ultimately be inOuenced by body mass. II may also reneet the pharmaceutical industry'S desire 10 simplify dosage de-

termination in the treatment of psychiatric disocrlers.

Guideline 6: Dose Adjustment

27
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• •Optimiting Pha.rmacologic Treatment of PsychotIC Disorders

Presence of cardiovascular disease*

Presence of renal disease

Whether or nOI the patient smokes

Patient's weight

Patient's sex

000474

Sometimes consider

•

J Clio Psychial1y 2003;64 (suppI12)

Use of concomitant medications

Patienfs age

Presence of hepatic disease

Always consider

.Very hIgh second hne
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tAlthough with current formulations it would be difficult I . . populanon.
the e:lpt;rts would be very cautious in dosing if it is decided c:aad:~~t~ m~ of.haloperidol decanoate this low meu IS ICallon In children or elderly ~tients wilh d:~:~~~~SlS that

28

Elderly Patients with

Children with a Adolescents with a Psychotic Dementia with behaviornl

psychotic disorder psychotic disorder disorder disturbance ancVor psychosis

Medication (mg/day) (mg/day) (mg/day) (mg/day)

Atyplcals

Atipiprazole (10-15)' 10-20 10-15 10-15

Cloz.apine (100-350)' 225-450 175-375 50-175

Olanzapine 5-10 '0-15 5-15 5-10

Quetiapine 15Q-400 250-550 2ll--450 75-300

Risperidone 1.0-2.0 2.5-4.0 1.5-3.5 1.0-3.0

Ziprasidone 40-100 80-140 80-140 40-100

Connntlonals

Chlcrpromaz.ine (150-200)' (225-375)' (150-300)' (75-150)'

Auphena:zine (1.5-5.0)' 2.5-10.0 2.5-7.5 1.0-5.0

Haloperidol 1.Q-4.0 2.0-9.0 2.0-<;.0 1.0-3.5

Perphenazine (6-12)' (12-22)' 6-24

Thiorid.u.ine (100-250)'

2-14

(225 325)' (150-300)' (50-125)'

Thiolhixene (4-7)' (4-20)' (2-20)' (I-II)'

Trinuoperuin:e (2-10)' (6-15)' (4-15)'

Auphenaz.ine (6.25-12.5 12.5-25.0

(3-10)'

deeanoate mgf2-3 wk)-
6.25-25.0 (6.25-12.5

mgl2-3 wk mgl2-3 wk

Haloperidol (15-50 50-150

mgn-3 wk)-

decanoate mg/4wk)'j mgl4 wk
25-100 (15 100

•A majority of !he e.\petU would nol generally use this medication in this

mg/4 wk mI'J4 wk)'j

68. Dose Selection for Special PopulationsQ,MJtM.'
Do" S,lurion for Child"n ond Mol,sc,nu. A majority of til< "pens would nm generally use the [ollow;ng medica
nons in children with a ps)'choiic disorder who are 12 years of Olge or younger: anplprazole. c1ozapme. chlorpromal.lne,
nuphenwne. perphenazine. thiondazine. thiothi",... rrinuoperatine. nuphenazine deeanoate. and haloperidol de·
canoate. A majority of the e:lpertS would not generally use the following medications in an adolescent (13-18 years old)
with a psychOl:ic disorder: chlorpromazine, perphenazine. thioridazine. thiolhi:lene, lrinuoperazine. The doses recom
mended for pediatric patients are generally much lower than those given for adult patients (see Guideline 2). while the
doses recommended for adolescents are only somewhat lower Ihan those recommended for adults. These results under

score the need for more data on optimum dosing for children and adolescents.
Dose Selection lor Eldert] Patients. 'The expertS generally recommend using lower doses in elderly patients lhan in
younger adults. This probably reflects concerns about slower melabolism and greater sensitivity to adverse effects in
older patients. Older patients are also more likely to have comorbid medical conditions and 10 be laking mulliple medi
calions. increasing lhe risk for adverse effects and drug-drug interactions. The experts generally recommend using much
lower doses in elderly patients with dementia thtln in those with a psychotic disorder. The majority of Ihe expens would
not generally use the following medications in an elderly patient with a psychotic disorder or with dementia: chlorpro
mazine. thioriduine. thiolhixene. trinuoperaz.ine; 70% would also avoid haloperidol or nuphenazine decanoate in eld-

erly patients with dementia.

E:J::ptrt ConstnSus Guidelirn SBId.
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7A. When to Switc.h Antipsychoticso..".. "
For each lnlipsycho

uc
• we asked the expertS whether they would increase the dose or switch 10 another agent if a multi·

episode patient was having an inadequale response 10 the average wgct dose of the medication (see Guideline 2 for
recommended target doses). O\"ef 90oll1 of the experts would first increase the dose of c10zapine and olanzapine before
5
w

i1thing. going as high as 850 mgJday of clotapinc: and 40 mglday of otanzapine. Over 80% would increase lhe dose of
quetiapinc: and risperidone before switching. going as high as 1100 mglday of quetiapine and 10 mg/day of risperidone.
Approximately 6()ll. or more of the expens would also increase the dose of aripiprazole. ziprasidone. and the decanoalc
formulations of nuphenuine and haloperidol. 'The experts are divided fairly evenly as to whelher increasing the dose or
swilChing is the beSt strategy if a patient is having an inadequate response to the recommended wget dose of one of the:
conventional oral antipsychotics. except for thioridazine. where 67% would switch to another agent. The experts may be
kss willing to increase the dose of the conventional oral medications because of concern about side effects. especi31ly

EPS and TO. at higher doses.

Inadequate respoRSC
to .dequate dose of Strategy

Atypicals Increase dose Target dose Switch medications

(%o(experts) (mg/day) (% of experts)

Aripiprnole 68% 3;)-35 32%

Clozapine 93% 600-850 1%

Olanupine 93% 25-40 1%

Quetiapine 84% 650-1100 16%

Risperidone 84% &-10 16%

Ziprasidone 57% 160-220 43%

Conventionals

ChIOfJlromazine 56% 550-1300 44%

Auphenu.ine 55% 10-30 45%

Haloperidol 52% 10-30 48%

Pe.rphenazine 51% 24-64 49%

Thioridazine 33% 500-800 67%

Thiothh.ene 49% 25-50 51%

Trinuoperazine 53% 20-55

Auphenazine

47%

decanoate
64% 37.5-02.5 mgl2-3 wk 36%

Haloperidol decanoate 64% 125-325 mg/4 wk 36%
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Second medication you would
switch to (CYo)('To)

30

First medication you

Inadtquatt response to: would switch to·

78. Switching AntipSychotics: S.I.ding th. N.xt Ag.nt..•.._ ..
We ..ked Ihc expens to indic"e lhe firsl and second antipsychotics they would U)' afler an inadequatC re,ponse 10 thc
initi.1 mcdiClltion. The ..ble li,ts lhose .gents wrinen in by 10% or more of lhe expens in Que"ion 15. Note IhOl. aflcr
tn,ls of tWO atypical ,ntipsycholics. 30% or mon: of Ihc expens would switeb 10 clo,"pin" this was recommended as a
ftrst line stnueg}' in this situ"ion by 70% of the expens in Question 18. The discrepancy belween Ihe rcsponses in
Queslions 15.nd 18 probably reflects differences in the w.y the queslion was posed as well as lack of certainty in the
fteld as 10 Ihc most appropn"e place fot do",pine in the uealmenl algorithm. The edilors would endorse the response
gi",n in queslion 18. where appro,imately three quanCr5 of the expens n:commend switehing 10 clo,"pine after inade·
quite ,esponse to twO atypical anlipsychotics (see Guideline 7G). Fo' p"ienlS who had st",ed wilh • convenlional
anlipsychotic. the expens '" more likely 10 try IWO other "yplcal anlipsychotics befon: moving on 10 do,"pine.

Aripipcuole
Risperidone (54%)

Clozapinc: (39%)

Olanupine (19%)
Olanz.apine (25%)

Ziprasidone (16%)
Risperidone (19%)

Cloz.apine
Risperidone (34%)

O1anzapine (23%)

Aripiprazole (25%)
Queliapine (17%)

Aripipnuole (13%)

Risperidone (13%)
Ziprasidone (10%)

Olanupine
Risperidone rOO%) Clo:z..apine (43%)

Aripiprazole (12%) Aripiprazole (21%)

Ziprasidone (12%) Qucliapine (12%)

Risperidone (10%)

Quetiapinc
Risperidone (64%) Olanzapine (38%)

Olam.apmc (14%) Clozapine (31%)

Aripiprazole (12%) Aripiprazole (14%)

Risperidone Olant..apine (50%) Cloz.apine (35%)

Aripiprazole (19%) Aripiprazole (25%)

Clozapine (12%) Quetiapine (13%)

Quetiapine (10%)
Ziprasidone (10%)

Ziprasidone Risperidone (44%)
Aripiprazole (21%)

Cloz.apioe (34%)

Olanz.apine (21%)

Olanzapine (29%)

Quetiapine (10%)

Aripipruole (16%)

ChIorpromuine

Risperidone (13%)

Risperidone (64%) Olanzapine (35%)

OJanzapine (18%) Clozapine (19%)
Quetiapine (14%)

Aripipruole (11%)
Risperidone (11%)

Auphenaz.ine Rispe.ridone

Ziprasidone (11%)

(62%) Olanzapine
Olanupine (16%)

(29%)

Aripiprazole (11%)
Cloz.apioe (18%)

Queriapine (15%)
Risperidone (15%)
Aripiprazole (12%)
Ziprasidone (12%)



-If the palic:nc did not respond 10 the initial anlipsycholic you tried and you have Sw11.Chcd [0 aoodlc:r anlipsyehotic. the experts recom
mend waiting 3-6 weeks berort making a fDljor ehange in treaunent regimen (e.g.. switching to yel another antipsycblKic) if the patient is
having link or DO response totreaDneI1l. and waiting 5--11 weeks if the paliern is having a partial response to lreattnenL-1I

(%)
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('lI)
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Inadequate responR 10: ~'ould SYlilch 10·
Olanzspine (28%)

Risperidone (59%)
C10zapine (19%)Haloperidol Olanzapine (18%)

Qutliapine (14%)
Aripiprazolc: (13%)

Risperidone (14%)

Ziprasidone (14%)

Aripiprazole (11%)

Rispc:ridone (62%) Olanupine (29%)

Cloz.apine (18%)Perphenaz.ine Olanz.apine (14%)
Queliapine (15%)

Aripiprazole (11%)
Risperidone (15%)

Ziprasidone (11%)
Aripipra2.ole (12%)

Ziprasidone (12%)

I Risperidone (68%) Olanzapine (29%)
Thioridazine

Olanzapine (14%1 Clozapine (18%)
Aripiprazole (15%)

Risperidone (15%)
Queliapine (12%)

Ziprasidone (12%)

Risperidone (64%) Olanwpine (30%)
Thiothixene

Olanzapine (14%) Clozapine (18%)

Aripiprazole (1\%) Risperidone (15%)
Aripipraz.ole (12%)

Quetiapine (12%)
Ziprasidone (12%)

Trinuoperazine Risperidone (61%) Olanupine (27%)

Olan:z.apine (\7%) Clozapine (18%)

Aripiprazole (11%) Rispcridone (15%)
Ziprasidone (15%)
Aripiprarole (12%)

Quetiapine (12%)

Lonj!,acting injectable Clozapine (27%) Clozapine (40%)

atypical Risperidone (24%) Olanzapine (17%)
Haloperidol decanoate (\5%) Aripiprazole (10%)

Ziprasidone (10%)

Injectable fluphenazine Long-acting injectable atypical (38%) Clo13pine (4\%)
d<anoa'e Risperidone (24%) Olan13pine (21%)

Injectable haloperidol Long-acting injectable atypical (39%) Clozapine (45%)
doc""".. Risperidone (22%) Olanz.apine (15%)

18. continued
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Dosing of Stcond s~ilch

(mg/d.y)
Dosing of first s\\ilCh

(lOg/day)

32

Atyplcals

Aripiprazole
21l-30 15-30

Cloz.apine
350-450 351l-SOO

Olanupine
15-30 15-25

Quetiapine
5S1l-750 5()(400

Risperidone
35-7 4.5-S

Ziprasidone '21l-160
12ll-ISO

Long-acting injeclable 375-50 mg/2 wk 50 mg/2 wk--
atypical (risperidone)

Com·enllonals

Fluphen.wne
50'

Haloperidol 10' 11l-20

Fluphenazine decanoale 6.2~2.5 109/2 3 wk 75 mgl2-3 wk·

Haloperidol decanoate 100-250 mgl4 wk 10Q-450 mgl4 wk

·Only one wole In.

7e. Switching Anlipsychotics: Target Doseso...,.. u
The: recommended target doses for Ihe second and third antlpsycholics the expenS would try are:. for the moSI pan.
cons,~cnl ~;th Ihc acule '''lle> doses shown tn Guideline 2.•lthough thO'e is • tendency 10 cons;dO' using doses" Ihe

hither end or the range. especially ror the: third medicalion tried.

E.qwrl ConsmsU5 Cuicklll1f Stries if)
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,IVlr11lhefittlklnl-aclililinjcclloli

COll(i~ue ~I antipsychotic al umc dose:
unlll pallenl adiievu tbaapelltic blood
k.vcl~orlhc.injcetablealltipsychodcand
~:p~;=te:IY discontinue: the 0r1.1

OtberSecondUoe

000480

Overlap and taper

O\'eriap and taper

High Second Une

Continue oral antipsychotic at
same do.se until patient achieves
therapeutic blood levels of the
injectable antipsycholic and !hen
gradually taper the oral
antipsychotic

Continue oral antipsychotic at
same dose unlil patient achieves
therapeutic blood levels of the
injectable antipsychotic and then
gradually taper !he oral
antipsychotic

Taper the oral antipsychotic
gradually afLCr giving the first
long-acting injection

High Second LineFirst Line

Depot convenlional

J Cfut Plychiaby 2003;64 (.uool12)

When swiu:hing 10:

Cloupine CroSs-lilr'3lion

0,,1 atypiCJ.1 antipsychotic
other than dozapine

Wh(.n $Witching 10: First Line

7£. Preferred Switching Strategies for Injectable Antipsychoticso.
u

u..l1

In Iwitching t~ a depot co~ventional antipsycholic, the expens recommend either continuing the oral 8mipsychotic at the
sa~ dose ~nlll therapeu~c ~g levels of Ihe injectable antipsychotic are achieved and then gradually Ulpering the oral
antlpsychotlc or else beginning. to taper the oral antipsycholic gradually afler giving the first injection, Wilh a lar er
=~gelof the ehcxpens f~vormg lhe nrs~ stralegy. Some expens would consider discontinuing lhe ornl an(iPSych:tic
I late yonce t rapeuuc levels of the mjectable antipsychotic are achieved.

:n~:~~~~~70nn~~~~~~:: :~~c~~~i~t;c~O:~Cn~~a~htien~a~~P~~~~a:~;~Sr~;r~lic ~e similar, except tha,t ~here is
antipsycholic are achieved and then gradually tl""'ring the or.1 an'· h· edpeut~c drug levels o,f the Injectabley_ IPSYC otiC compar wIth the other optIOns.

It should be noted that lhe experts definitely do not recommend stO in th al' .injeclion is given, since this would leave the patient withoUl ad pp g ,e or h a~llpsychotlc wh.en the first long-acting
potentially increase lhe risk. of relapse, equate anlJpsyc oOc coverage dunng the switchover and

7D. Preferred Switching Strategies for Oral AnlipSycholics··"-"
We asked the c:xpens what sttategy they would use In switching 10 each of the oral atypical antipsychotics. assuming that
1M: first antipsychotic does not requirc= tapering before discontinuation. In switching 10 any of the oral alyplcals except
c1oz.aplOe. the experts recommend using cross·lmation (gradually tapering the dose of the fU1t 8n1ips)'chotic while
gradually Increasing the dose of the second) or overlap and upe! (continuing the same dose of the first antipsychollc
whik gradually increasing the second to a therapeutic level and then tapering the on1). For each drug. a larger percent
age of the experts considered cross.utn.tion first line. In switching 10 clotapine. the expens recommend using croSS
titration. probably renecting the: need to inslitu~ c1oz.apine treatment gradually and not (0 withdraw the previous medi
cation abruptly or p~nuturely.They would also consider using overlap and laper in swilching 10 c10zapine (rated high
second line). 1llc e".pens do not recommend slralegies that involve Slopping the first antipsychotic ~fore beginning the

second.



o.o.~l'

7F. tntegies When There Is a ~artial ~espon~e r strategies to try to improve response in .. patient who is
We asked l~ expens ~bout the appropnatenes: a ~ nU~entr:ith some persisting positive s)'mploms). The experts .g~\·e
hnlOg a partial but stilluladequate response ( .g.. d pa f them third line. probably reOecting the lack of empirical
only hmlted support to an)' ~f the optIOns and rate many 0

data coocenung these strategIes.

7G. When to Switch to Clozapineo-Ilo·tl
Cloupine is indicated for ueatmenHefraclory schizophrenia. However. clinicians vary in how they define treatment
refractory illness and there are no universally accepted criteria for treatment-refractoriness in schizophrenia. We there
fore asked the experts in whal clinical situations they would be most likely to consider a switch to cloz.apine. The expellS
consider a trial of clozapine a strategy of choice for a patient who has failed 10 respond to adequate trials of one or more
conventional antipsychotics and IWO arypical antipsychotics. They would also consider it 3 strategy of choice for a
palient who had failed to respond to trials of one or more conventionals and all the 3typicals. However, 13% of Ihe
experu rated this option third line. probably because there would be no advantage in trying all Ihe other five atypical
antipsychotics before going to c1ozapine. The expens also consider a trial of c1oz.apine a first line option for patients who
have failed to respond to trials of two Of three atypicals or trials of one or more conventionals and one atypical. Although
some experts would consider c10zapine for patients who have not responded to (WO convenlionals or one atypical, there
was much less suppa" for these options. When it is moSI appropriate to switch to cioupine remains an area of contro
verry with few daU! to infonn clinical practice. We may in fact be doing our patients a disservice by trying multiple

drugs before going to c1oz.a.pine.

(bold ilalics =indications receiving the highest rating from alleasl 50% of the expens)

High Second Line Othu Sccoocl LLoe

Exhibit A
Page 34 of 100

Tn..Jsoft"'oeol\\lCnl>Onllal\tipsychoties

Tria.lofoDC:atypiealantipsycbotjc

J Clin Psychiatry 2003;64 (suppI12)

000481

Add Eel

Add a 1onC.aclJnllnJC~ubk alypinl illldptychohC

Add Yillpf1)ll~

Adoli an onl alyp,ulanlips)'choUC

Addabcntod'a1.cpinc

Addlilhium

AdoJanorall1ypiclJanlJpsyehol1c

Add ".lpIO'1C

AlSd alol'll.achnC tnJCeubl~ IIYPICII atlupsycbollC

Addll\oralIIYPKallnu~~hoIic

Addvllpf1)lte

"dd a bcntodi.u~pllle

OlbH SKOod Litle
First Lint High SKond L.int

Tri4ls ofonr or morr connntional antips)'chotia
and two atypical anripsychotics

Trials ofonr or morr con."tlllional antipsychotics
and aU of thr othtr atypical antipsychotics

Trials of t:hree atypical antipsycbotics

Trials of (wo atypical antipsychotics

Trials of one or more conventional antipsychotics
and one arypkal antipsychotic

Am Line

Oral atypical

Depot conventional

Oral conventional

U partial response: to:
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Switch 10 long-acting
conventional depot

Oplimlzing Phi1rmAgic Treatment of PSychotIC Disorders

Switch 10 long-acting
injectabJeatypical
antipsychotic

•

JClin psythiatry 2003;64 (suppl 12)

When noncompliant

Rtlapsr
First Lint

High Second Line
OlhrrSuondLint

Despite compliance
Switch 10 a different oral

S.... iu:hlolool_·clinlinlcctable

antipsychotic
.IYPlt1lanlip5yctlohC

Increase the dose of the
....ddln~Junc:livea'enl

current antipsychotic
....dd.IOflI·,l: lin linjecl.blc

.typk.l.ntipsycholic

Add InOlh~T or.lln1ipsychOlic

SwllchlolonS-·Clin&
cOlwcnl;on.tdcpol

When unsure or level or Switch to long-acung Switch 10 long-acting
Switch to. dirrcr~nl oral

compliance injectable atypical conventional depol
anlipsychotic

antipsychotic- Add a long-acting
Add alons·.ctin&COnV~nllonll

injectable atypical
d,,,,,,

antipsychotic
Add.n.<Jjunc!iVCII\Ul

SA. Relapse When Taking an Oral Antipsycholico.-·'...·I..U
If • polient ,eI.pses whom the c1inieian heli.,es is rompl;.nt wilh medic"ion b"ed on .11 ov.il.ble "',dence (e.g.•
family l<J'O". plas"'" kvels). the napens !<Commend (high seeond line ",ings) eithet switching 10 • dinetent 0,,1
..tipsyeholie Of inaeasing the dose of the current medication. Anothet second line oplion the e.'pens would considet is
switching to a long.acting injoe"blc antipsychotic. This prob.bly ",nects concerns th" Ihe p"ient m.y not aClu.lly be
compliant. sinC< studies hovc found thaI clinici.ns lU"C oftcn incorrecl in their .ssessment of patients' compli.nce. It may

also reneet concerns about absoll'tion problems with the oral fonnulations.
When the c1inici.n is unsu'" of the level of compli.nce 0' Ihete is c1w evidence of noncompliance. thc ..pens' r'lSt
line ,<commendation is 10 switch 10 a long.•cting injectable "ypical. They would .Iso considet a long·.cting conven'
lional depol .nlipsycholie (high second line). If the c1inici.n is unsu", of the levcl of compliance. thc ..pens would .Iso

consider adding lJ long' acting atypical 10 the on.! antipsychotic.

Guideline 8: Pharmacologic Strategies for j\lanaging Relapse
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Addadifrcrcnto,a.lanlipsycholic

SwilchtoJdlffercnlon.1
antip5ycholic

Add an Idjlll'ltI;VC 1'C:nI

OblainpliUmalevc:ls

Add an oral antipsycholic

Obtainpiumalc:vclJ

Add an adJul'lttive agc:nl

Swilth to a dirrcrelll o,a1
ilII\lpsychotie

Switchloadiffcn:II1
convenhonlldcpotlgcntif
nOlprcvlolidy lried

OlhHS«oDdLln~
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Add the oral ronn of the
long-acting injectable
3typicai

liIgh Second Line

Lncreasc: the: dose of the
long-acting
conventional
antipsychotic

Increase the frequency of
injections of the long
acLing conventional
antipsychotic

First Unc:

Increase the dose of Ihe
!ong-acting injectable
alypical

Switch to long-acting
injectable atypical
antipsychotic·

Long.acLing injeclable
alypical antipsychotic

36

Long-acting depot
conventional
antipsycholk

Current Tnatmc:nl

B. Relapse on a Long-Acting Injectable Antipsychoticl)oM'- u.s.
I!. pauent relapses when rc:eei\'ing a long-acting conventional anllpsychotic {dc:pol}. the ex\XrtS' first line recommen·
dation IS to SWitch to a long....cting Injectable atypical antipsychotic. They would also consider Increasmg the dose or the
frequency of lOjCCUOns of the long-acting conventional (high second line options).
If a patient relapses when receiving a long-acting injectable atypical antipsychotic. the e~IXns' first line recommenda
tion is to mcre&SC: the dose of the injectable: anupsychotic. They would also slrongl)' consider adding the: oral form of the
inJCClable antipsychotic to try to boost response (very high second line). The experts do not recommend switching to a

convenuonal depot antipsychotic (third line rating).
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150-350

7-20

8 24

(50-125)t

3.5-10

(6.25-25)t

3-8

5-20

(IO-15)t

(60-120)t

(2.5-4.0)t

(250-500lt

(225-375)t

(7.5-15.0)t

Targt:l maintenance
dose ir it is decided 10

lower dose
(mg/day)

000484

Trinuoperazine

Thiothixene

Haloperidol decanoate
(mg/4 wk)

Thioridazine

Haloperidol

Fluphenazine decanoate
(mgl2-J wk)

Fluphenazine

Perphcnazine

Chlorpromatine

Ziprasidone

Risperidone

Olanzapine

Queliapine

Aripiprazole

Cloz.apine

Conv(!ntionals

At)'plcals

Medications

~e:~~riZ~~g~X"~would not lower the dose of this
....nanee treatment.

% orexperls
endorsing Ihis strategy

Aripipruole 78%

Cloz.apine 66%

Olanz.apine 59%

Quetiapine 71%

Risperidone 51%

Ziprasidone 72%

Auphenazine decanoate 59%

Haloperidol decanoale 58%

Jelin Ps)dliatry 2003;64 (suppl12)

Mtdications 10 continue al acute dose during

maintenance trtalment

Cuideline 9: Dose Adjustment in Stable Patients·....'....
If 11K ~tlc.nl IS beang tn:ated with sn atypical anlipsycholic:s or with nuphenazine or haloperidol decanoale:, the majority
of t~ expe.ns would continue mainlcnance lreJlmenl wilh the same dose Ihat was effective acutely. allhough over 40t;:C
would IO'Aet the dose of olanzapine or nspendone. A maJonl), of the experts said they would lower the dose of 3n oral
con\'cnuonaJ anupsychoI.ic for mamtenance Irellmen!: however. the percenlages are very close. with 40% or more of the
eAperts recommending continUing the acute dose of the con\'Cnlional antipsychotic. The unccrtainues shown 10 this area
art: consistent with a lack or information concerning optimum doses for maintenance treatment wilh both con\'cnlion31

and aryplcal antips)'cbolics.
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Quelilpine

Lona-aelincin.lecllblcltypieal

Ou~lilpint.

Zipruidoll~

Aripipnzol~

LollC·lctin,ot.poIconvt.nliollll

Coovt.nlionll

Olb~rSecond Lin~
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Risperidone

Aripiprazole

Olanzapine

Ziprasidone

Clozapine

Olanzapine

Clo1.8pine

Aripiprazole

Risperidone

Ziprasidone

Risperidone

Olanzapine

Ziprnsidone

High Second Line

Olanzapine

Long-acting injectable
atypical

Clozapine

Risperidone

CWlapinr

Substance abuse

000485
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Cognitive problems

Dysphoria/depression

Clozapine

Risperidone

Long-acting injectable
alypical

Aripiprazole

-In ~_SW'V~. we: askeel only about oral and Ion -actin in' Olanzap~e

Suicidal behavior

Aggression/violence

Complicating problem

lOA. Selecting Antipsycholics lor Palienls With Complicating ProblemsQ'"~'''
The experu oons;d'" c1oup;ne mo " .."n«" of ohoko fo< p,,;onu ",ho proson1 wilh su;c1d.1 beh.v;or. This ;s oonsiSl<nl
w\lh • new ,"(healion for c1oz.apine for "reducing lhe risk of recurrent suicidal behavior." C10zapine is also the lOp
choice: for .&&ression and violence. Other highly rated options (or aggression and violence are risperidone (fated first
hne). olanupine. and • long-acting injcctllble atypical (both raled high second line). There were no first line recommen
dalions (or the other problems we asked aboul-dyspborialdcpression. cognitive problems. and substance abuse-fof
which all of the: oral atypical anti psychotics as well as II long-acting injectable atypical received second line ratings. The
experu WOtlkl also consider a long-acting depot conventional for a patient with substance abuse. The lack of first line
consensus on these items probably rencets the fact that, ahhough an increasing number of studies have looked at the
errects of atypical Intipsychotics on mood, cognition. and substance use, the data are nOI yet surflcienlly consistent or
dnma6c to innuence clinical practice.. 11 is interesting Ihat the eltpen.s would not recommend oral conventional antipsy
chotics for patients with any of the problems thai we asked about. except aggression/violence, for which conventional
orals were second line options. It is possible that these complicating problems may be caused or eltBcerbaled by non
compliance. 'Therefore. it is nol surprising that a long-acling atypical antipsychotic was a prominent alternative, espe-

cially for aggression/violence and substance-abuse problems.

(bold iLalic$ =tre8tmenlS of choice)

Guideline 10: Jlhnaging Complicating Problems



lOB. Selecting Adjunctive Treatments for Patients With Complicating ProblemsQ.......·t;-3\l

When we asked aboul a number of adjunctive medic8lions mal llrc commonly used in clinical praclice 10 Ireal a vanel)'
of complicating problems in patients with schizophrenia. the experts as a group had few strong recommendations. proba
bly rtnecting the lack of decisive t=mpirical data in Ihis area. The only firs! line recommendation was a selective serOlO·
nin rcuplake inhibitor (SSRl) for dysphoria/depression. renecling SlUdies showing thaI antidepressants can be helpful for
patients with comorbid depression. Venlafaxine was a very high second line for dysphoria/depression. For aggression
and vtolence. valproalc and lilhium received high second line ratings. For suicidal behavior. the same lWO antidepres·
sants recommended for dysphoria/depression received high second line ralings. with ECf another high second line
optton. The queslion of how 10 treal persisting negalive symptoms has long been 3. difficull issue in the field. Although
!.here was no consensus on any of the adjunctive treatments which were rated second line for negative symptoms. it
should be noted Ihat approximately a quarter of the experts or more rated the following options first line: a glutaminergic
agent. an SSRI, another antipsychotic. or \·enlafaxine.

JClio P.sychiaby 2003;64 (suppl 12)
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Minaupme

Lilhium

Minaupine

Bupropion

NefalOdone

ECT

Lilhium

ValprO.le

Bupropion

Ndl10d0ne

Carbamuepine

Bell·blocker

Olhu Suond Ullr

ECT

Lamolrilioc

Topiramlle

Bcn.wdinepinc

Gablpenl;n

Trityelieanlidc:pRuatli

"'alproale

Larnotr1Sinc

T""",-

A glulamalerl1.c "senl {e.g.•
c1ydne.eycl6-serinr)

SSRI

AnothcrarllipsycbolJc

Venlalulne

Astimulanl
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High Second Line

Valproate

Lithium

VenlafaAine

Selective serotonin
reuptake inhibitor
(SSRI)

Electroconvulsive therapy
(ECI)

Venlafaxine

000486

First Line

SSRI

•

Complicating problem

symptoms

Aggression/violence

Suicidal behavior

Dysphoria/depression

Persisting negative



£.xperl Consmsus CUltkliM Series

lOCo Strat.gi.s for a Pali.nt With Clinicall), Significant Ob.si!)'....'..·,,,·,,
There is It'ICreasmg concern about long-term medical problems in palients with schizophrenia. especially obesity and its
complications Many antipsycholics can contribute to weight gain and clinicians face difficult clinical dilemmas when 11

patient with c1imcally significant obesity (8MI ~ 30) responds well 10 11 medication lhat is likely to be contribuling to lhe
p;JIllenfs weight problem. Ir a patient with clinically significant obesity has responded to an antipsychotic olher than
c:Ioupine. the expens recommend a trial or a different antipsychotic with less weight gain liabilily combined with nutn·
tional and exercise counseling if possible. They would also consider (high second line) cominuing the same antipsy
chotic and prOVIding nutritional and e.lercise counseling to try to help the patienl lost weigh!. However. reflecting the
fact that most patients receiving c10zapine have already failed to respond to other agents. the e~pens would cominue
c10zapine in this siruation and try to address the weight problem with nutritional and e.lercise counseling. Although the
expertS gave a high second line rating to lowering the dose of c10zapine in this situation. clinical studies have found thai
weight g.a.in does nol appear to be a dose-related effect. It is interesting thai the experts gave second line ratings to the
addition of lopinamate. Although there have been case reports of weight loss with this agenl in schizophrenia. there are
no controlled studies supporting Ihis practice. The expens did nOI recommend the use of weight loss medications
(arlinat. sibuuamine) or surgicaltreatmenl of obesity in this population.

EXhibit A
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Lower lhe dOK of the currenl
"llip,ychoLic.nd p'ovidc
nulritionallnduerciK
coulUeHn&

Addlopi.lmaleandprovldt.
nutnlional and uueisc
coulI5cfinl

OthuSteond Lint

Add lopir1lmale and provide
nullitional and ucmse:
roulI5elin&

SWIIChto.dirrc:rt.nl
InflplychOlic with len wcilhl
lainliabihty and provide
nuuilionallnduereise
eoull5elinl
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High Second Line

Switch to a different
antipsychotic with less
weight gain liabilily

Continue treatment with
the same aruipsychotic
at the same dose and
provide nutritional and
exercise counseling

Lower the c10zapine dose
and provide nutritional
and e.lercise counseling

FiTSt Line

Switch 10. difrerenl
antipsychotic with less
weight gain liability and
provide nutritional and
exercise counseling

Continue treatment with
dozapine althe same
dose and provide
nutritional and e.lercise
counseling

Patient who has responded
well 10 an antipsychotic
other than doz.pine

Oinical presentation

Patient with treatmenl
resistant illness who has
responded well to
c10zapine

40
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Osteoporosis

HIV risk behavior

Medical complications of substance
abuse

Galactorrhea

Osteoporosis

Second Line

000488

Obesity

Diabdes

Cardiovascular problems

HIV risk behavior

Medical complications of substance
abuse

Heavy smoking

Hypertension

Amenorrhea

First Line
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Most feasible for
psychialr1c treaunenl
learn to monitor

Obuity

Hyputtnsion

Amenoll'hea

Diabetes

Heavy smoking

Galactorrhea

Cardiovascular problems

0Mardet' SR. Es.sock SM. Miller AL. et a1 The MOUn! Si .JPsycbiW)' (submitted) - nal Conference on the Health Monltonng of Pauen15 wilh Sctnzophrenia. Am

Most Important

Conditions and risk
(actors to monitor (or

10D. ~Ionitoring lor Comorbid Conditions and Risk Factors··..'n"
Many ",uenlS w"h ",h"OI"""" rely on the" psyehi ..ric core provide' fo' gcneral. medical care. With the imp,ovtng
outcomes bemg ""hk' cd ."h 'hc ne'''' atyp".1 anupsychoucs. more .nenuon" bemg focused on shon· and long·

term

he••

h

and .,ellness m thIS popul..ion. We asked the ",pens wh,ch condi'ions ond risk factolS 'hey felt it was mOSl
,mp""M' \0 moni'or. We .Iso asked wh"h ones" was feasible to monitor in. psychiatric tr<atmen' se"ing. The ",pens
felt tha' ,t was ,mponan

t
to moMor for.ll the c""diuons we asked .bout.•",h obesity and di.betes conside",d the moSl

,mpon>ant ("ted 9 by 6Wo and 56'» of the e.pens. ""peetively). The ",pens' ""ings of fea,ibility ",nect the ",Iative
d,ffoculty of the as"",me

nlS
involved (e.g.. il is ",tatively simple '0 monitor weighl and blood p",,,ure. but much M'd'"

10 ev.luatc osteoporosIS). Although we did nol "k .bout obtaining lipid profiles. ,he editors note ,hat clinicians should
.Iso obtatn lipid levels on • ",gul" b3si,. bee.use some an'ipsychotics ore "socia,ed with hype'lipidcmia. A ,eeent
",pen conference concl

aded
that. as P'" of ,ou,ine care.• lipid p.nel should be obtained if one is not avail.ble. Given

that indivodu.1s with schizophrenia. as • g'oop. ale considered to be at high risk fo' cmonat)' hean disease. lipid sc",en·
ing should be carried 0", a,least once every 5 years and more often when the'" is evidence of lipid levels that .pproach
theOSe 'hal would lead '0 H<atment. The sorne confe"'nce .Iso «commended that clinician, should be aw..-e or. and
monito' regul..-Iy fm. symptoms of inc,eased p,olac'in. If c1inic.lly indicated, pmlactin should be measu",d. and. if
elev.ted.• work'up fo' lhe cause of the c1evation should be initiated. Conside"'lion 'hould .1'0 be given '0 switching to
• prolactin.,parin

g
medication-if ,he symp'oms disappe"- and p,ol.ctin levels fall to normal. an endocline work·up c.n

then be .voided. Recommend..ions on othe< complic..ing conditions. such" c..-diac !"oblems (QTc p,olongation .nd
myoc"ditis). c.tan

clS
• and EPS will also be included in the Mount Sinai guideline when it is publi'hed.

(bold iralic! == condilions receiving the highest rating from at least 50% of the experts)
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43%

38'll>

19%
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Experts' estimate of compliance
levels in their patients

•

Misses < 25% of medication

Misses 25%-65% of medication

Misses> 65% of medication

A"~rage of experts' preferred definttlons

000489

Pill coonlS

Blood levels

Self-rating scale for compliance

Also consider-

42

Asking relali\'e or caregiver

Asking patient

p~rerrtd stntegies

Complianl (misses < 20% of medication) 28%

partially compliant (misses 20%-80% of medication) 46%

Noncompliant (misses> 80% of medication) 26%

Level of compliance Levels reported inthe literature

Compliant Misses < 20% of medication

partially compliant Misses 20'J>-8()CAl of medication

Noncompliant Misses > 80~ of medication

Guideline 12: Assessing Compliance""""""
ibe experts consider asking the caregiver or pati t fi r . .sider pill counts, obtaining blood levels, and USi~~ ~~~~~~gs':t~gles:r as;edssm

g
com,pliance; .they would also con-

'Wopri"e. a C>. ey' no' cons,der rOUllne use of urine lests

Lutl of compliance Definitions providrd in the survey

11B. Reported Extent of Complianceo-...·3U3!~:r~~u;..'slngly,the expe'" report that !heir patients shoW higher levels of compliance 'han are gene",lIy reponed in !he

ItA. Defining Levels or Compliance~·-)lWe provided \he exp<'" wl!h !he definitions of compll.nce given below to use as benchmarks in onswerlng • series of
ques

tKlnS

.boul,he assessment .nd man.g
ement

of compli.nee p<ablems . We .Iso asked !hem to lell us hoW !hey would
define levels of complianee. On ave",ge,the e,pen p.nel would set. higher ,~hold fo< compli.nee. as shown below,
and would consider a pa,'ent who missed more than 65'll> of his or her medication noncompll.nt.

Guideline 11: Levels of Compliance
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Patient missing occasion,,1 doses

Sometimes intt~'tnc

000490

Pharmacologic interventions

Programmatic interventions

Psychosocial interventions

Psychosod,JI interventions

Phannacologic interventions

Programmatic interventions

Preferred interventions to improve compliance
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Noocornpliant

Putially compliant

Clinical presen12tion

Patient missing mort (han 8(110
ofmtdiClJ/ioll dosts ar htu
slopped mtdication compfdtly

Patienl missing approximately
~ of medication

Patient missing approximately
20llb of medication-

14A. Selecting Initial Strategieso-.....·3U 40
We asked the experu aboul the appropri"eness of Ihree diffe"nt ,ypes of s""egies ,hal have been used '0 address

compliance problems;
'Pharmacologic intcrvcrllions (e.g .. switching to a long-acting medication)
'Psychosocial inlcrvcntions (e.g .• palient education. compliance therapy \focused cognitivc-behaviOral therapy tar·

geting compliance issues})
oProgrammatic interventions (e.g .• intensive case management. assertive community lreatment)

The experts gave fi,,1 line ratings 10 all liuee 'ypes of inle",entions. The edi'o" nOle 'hal clinicians should generally
employ a combination of strategies lailored 10 the specific needs of the palient. The experts gave the highest ratings 10
psychosocial in"",enlions fo' p31ien~ who are panially compH..I. p<obably reOecting findings 'hal such iOlmenlions
can improve compliance levels. Psychopharmacologic interventions received the highest ratings for noncompliant pa·
Uents. probably renecting the fact thaI patients who arc nOllaking Iheir medication are at the rughesl risk for relapse and

h is especially imponantlo try to get the patient back on medication as quickly as possible.

(bold iUJlics "" intervention of choice)

USUllll)' intt-rvene

Guideline 14: Strategies for Addressing Compliance Problems

· . 13' When to Intervene for Compliance Problems
o
,

u

",," .'GUldelm
e

. .'fa atienl is missing .00" ,han 80'10 of med'cano
n

. They
The CAperu were unanimous aboullh< ~e~d '0 mle"'i:;:~';1 S~ of prescribed medicalion (9\% would usually inter·
would usually in"",ene ,f a pal"n;;~;;",n~:~~:'usuall/in,er"ne when' palien' is missing appro,imately 20% of
"ene). The majori,y:f ~;:."'':''~, ,~~~whClher '0 inle",ene if a palienl is onl)" ~issing occasional doses (13';<

=;::::'':~I;::'~7erve~.)~ !would somelimes inle",ene. and '8'10 would generally no' m"",ene).

(bold iuUics = O'el" 50% of lhe CAperu gave Ih< highesl ra,ing '0 inle",enlio
n
)



148. Psychosocial and Programmatic lnt.",.nlions to Improv. Complianc.....*·· ....,
Among psychosoCial interventions for impro~'ing compliaoce. l,he e~perts gave l.he: highest ratin~s \0 patien~family
education. medicalion monitocing. and comphance therapy. Their faungs agree WIth research findmgs concernmg the
efficacy of these S1f2tegies in improving compliance. Findings concerning the efficacy of group and individual psycho
lhentpy In improving compliance are equivocal. as shown by the lower ratings given 10 these options.

Among prognmma
tic

interventions the experts recommend assenive community treatment (ACT), ensuring continuily
of IrelUnent prov)der across treatment settings. and intensive case management services. These recommendations renect
findings in the. literalUft tnat intensi,,'c cast nunagement, in panicular the kind of assistance provided by ACT programs.
can significantly improve compliancf: levels. Lack of continuity in cace providers can lead to serious compliance prob
lems. since patients may be continued on an ineffective or difficult-ta-tolerate treatment regimen or may not receive
continuing medication coverage after discharge. The experts also considered supervised residential services. partial
hospitAlization. rehabiliLalion services. and involuntary outpatient commitment useful options for impro\'ing compliance

Programmatic interventions

Also consider

Supervised residential
services

Partial hospitaliution
services

Rehabilitation services

Involuntary outpatient
commitment

Also consider Prdtrred

Symptom and side effect Assenive community
monitoring ucatmeOi (Acn

Individual or group Continuity of primary
psychotherapy clinician across

treatment modalities
(e.g.. inpatient.
outpatient. and
residential programs)

Intensive services (e.g.•
contact 1-5 times
weekly or more
frequently as needed)

psychosocial inlerventions

Patient education

Family education and

'"wort
Medication monitoring

Compliance therapy
(focused cognitive
behavioral therapy
targeting compliance
issues)

Prd'tlTed

000491
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SwilchloadifCcrcnlonl
anlipsychOliclhalhunOl
prcviolislybc:cnlJled

Add a lonl·aclinlconvcnlional
dcpotanhpsycholic

RCllllll' moniloonl or pluma
level'

Add I Ionl-ICU~l convcnlional
del'O'anllps)'chol'C

S...ilchIO~dIUu"nlonl
an'ipJy<hollCIM'hun~

prevlolulybc.enllKd

RCI\l1l1 monilonnlor plUlll1

\evels

OlhtrStCOlld Lief

Add a long-acting injectable
atypical antipsychotic

Switch 10 a long-acting
conventional depot
anlipsychotic

Switch to a long-acting
GO'pical antips)'choticNoncompliant

Pani.lly compliant Switch to I long-acting Switch 10 • long-acting
atypical antipsychotic- conventional depot

antipsychotic

Add a long-acting injeclllble
atypical antipsychotic

No ch:lngr. in
phannacothc:rapy; intensiry
psychosocial treatment

Oinlcal presentation Al'St Line High Stcond Lint

14C. Phannacologic SIrategies lor Addressing Compliance Problems"'''·' ", ..
Then: was ,oong .gn:cm,nl .mong the <-<pcn, Inll In, forS! hn' pn.nn"oIOgi' s"..,gy for .ddr<"ing compli.nce
p<Oblems lS 10 sw"ch the palien

llO
' Iong.acling Inj<cllbl' a1YPIClI.nlips)'chOlic 0"" Ihis oplion " ,,'il'ble (r'led f"S!

hoe for """.lIy compllanl pali,nlS .ad "alm,nl of choICe for .oneomph.nr plli,nlS), High second hne oplio
n

, are 10
,.;Ich 10 • Iong-acling depol convenlional or add. long-acting injeCllble IIl'pica\. Anolher high second line op"on for a
patieol who lS panially compliant is 10 conlinue the ..m' pnanna<Olnerapy and intensify psychosocial inlervenlions 10
imp""" compliance- Ho,"",'er, the ..pens do nol recommend thi' sll>teg)' for a pllienl wno is nonconrpliallt.

(bold ill11ics =lreatment of choice)
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Somewhallmportsmt

III. Lo 'G-ACTING INJECTABLE ANTiPSYCHOTICS

G "d [" 15" Benefits of Long·Acting Injectable Anlipsychotics...."..". .
Ul e Ine • hit benefit of a long-aeung mjectable antips)'chotic to be assured medicatIon dehvery.

TIle e.x.pens coMlder I (: grea es .. 10 know Immediately when a patient misses medication and the fact that the
~er important advantages are ~~:;:;~ In hiS or her system even after a missed dose. Additional advantages :ue the

~e;~C:~~~~::p~::~sS~:edwith continuous medication, and the ability 10 knoW thai relapse. if il occurs. is nol lhe

resuh of compliance problems.
(bold iJ.alic.s = benerllS receiving the highest raling from al leasl SO% of lhe experts)

Not too important

Reimbursemenl issues

Regular conlact wilh patienl

Convenience for palien!

Ability to use lower erfective dose

Inadequately appreciated benefit

Local effects of repeated injections

Logistical issues

Inability to stop medication inunedialely should Inadequately est.ablished benefit
side dfects become a problem

Negative physician perceptions

Stigma associated with injections or depot
clinics

Sofficwhat importantMost important

Lack of patienl acceptanee

Most important

Assured medkt1lion dtlil'tTJ

KnoWing Immediately "'then mcc1!cation 15 nussed

Reduced risk of relapse

Some continuing medication covengc after a missed dose

I{n(r.l.>ing that relapse has occurred despitc adequalc phannacotherapy

Guideline 16: Potential Disadvantages of Long-Acting Injeclable
Anlipsychotics...•...•..

"The expertS consider lack of patient acceptancc the most important potcntial disadvanlage of long-ncting injectable
amipsychotics. To some exlent, this response probably renects an assumption thai patients will not accept Ihe idea of
continuing injections. However. once they try a long-acting medication, many patients are surprised to find how easy it
is to tolerate receiving medication in this way. Although lack of patient aUlOnomy is another potential concern thai is
somelimes mentioned. patienl surveys do not support this as being a major factor. Although the expertS said that they
considered inability to stop medication immediately should side effects become a problem somewhol important as a
potential disadvantage. the editors were hard pressed 10 find examples of situations in which immediale discontinuation
of an antipsychotic in a long-acting fonnulalion was a medical necessity. Even in neuroleptic malignant syndrome, there
is no evidence that moruJity rates are higher among patients receiving a long-acting injectable antipsychotic than in
those receiving an oral medication (assuming thaI the condition is identified and appropriately treated).

46
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Longer interval between injections

Demonsuated superior dficacy to oral equivalent

Easy preparation of injection

Litlle dose titration required with lons·acting injectable

fonnulation
Easy dose conversion from oral equivalent

Easy dose conversion from other oral antips)'chotic

agent

Somewhat important

Most important

A•.ai14bilily ofon atypical antipsychotic in a long
acting injutiWlt!orm1daJion

Good patient aceepLanCt of injection
Demonstnted fewcr relapseslhospital admissions Ihan

Ol1llequivalent

Fewer sidc cffects Ihan oral medications

Belter quality of lifelpalients say Ihey fcel better

Easy adminislf3tion of injection

J CIIn Psychu"., 2003;64 Isuppll2)

Guideline 17: Factors Favoring Use of Long-Acting Injectable
Antipsychotics....

ri
.. "

In decidIng whelhe' lO use a long.a<ling inJeclable anlipsycholic. 96~ of the expcllS consider the .,ai1obilil)' of on
IIyp,..1anupsycno

tic
in such a fo,muillion "I)' impononl. This p,obably "necU concemS about side erfecu assoeioLed

w,th the con"nuona! depot antipsychotics. Olhe' faClors thaI the expcllS consider "r)' imponanl in deciding lO use a
long.a<ling mjectabl

e
are good paLienl acceplanee of the injection. evidence lhll the raLe of "I.pses .nd side effects will

be lower than with oral equivalents. ben" quality of life f"'lheir paLients. and ease of administration.

(bold iloti.cs =- factOlS receiving the highest rating from al leUt 5()l1. of the expertS)



•~rl Coruauus Cutdelinr $mts

Funhu ncomm~ndLJrions:We asked the experts how concern about the potential for TO would arrect their decision to
SWilCh to an injecLable atypical an!ipsychotic. The majority of the experts would definitely switch ir there is concern
about :0 in a patie~l who i~ eX~riencing ~PS c;>n a depot or oral convenlional antipsychotic (96% and 73% first line_
respectl'<ely): Eve~ If the ~allent IS not expc:nenclng EPS. many of lhe e~perts would consider switching rrom a depot or
or&! con\'.e~tl_onal If lhere I~ concern about TO (49% and 38% first line. respectively). The editors were unsure on what
bUls a chmclan would decIde that there was in fact no or minimal risk of TO. 0...-_

W~ as~ed the.e~~ns a~l the appropriateness of beginning treatment with a long-acting injcclable atypical while
1M pa~enl lS hospnahzed. gl~'en. shorter .Ien~ths of hospital stays. This strategy was rated high second line by me e~pert

p~J. In order .to ~nsu~e contln~lng medlcauon coverage when Ihe palienl is discharged and to racilitate acceptance of an
injeCtable medication In oUlpatlent lTeatm~nL The e~pe'ltS also nOled that this strategy may be hel ful becau .
are most wlnerable to relapse soon after discharge.0--11111 P se patients

(bold Ualics = indications receiving the highest rating rrom al leasl 50% of the experts)

OlhuStcoodUnt

Othc:r5evcrepsychosoc...Jslrcsror

Earlyepbodclchilophrenil

P'lientl.l.kinladcpotconvcnlional
&J1tipsycbollc whoil ulblc and is
noteJI:pcricncin.r; lelOUS EPS

Bipolarmanilwilhpsychosil

Demenli. with psYchosis

Eldcrlyplticnlu:k.in,anoraJ
ronvcnlionalanlipsychoticwhoi.
bavin,uoubJcsomcsidcc:ffccu

A ~tienl willr IIUlmcnt.lc(l'1oCIOry
Illness ~bo if Iltinl dou.pinc
and hl,v,nl Iloublcsomc side
eflccu
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History of or polenlial for suicidal
behavior

Homelessness

Comorbid substance abuse
problems

Lack or social supports

Elderly patient taking an oral
conventional antipsychotic who
forgets to take medication

Patient taking an oral
~onvenlional antipsychotic who
IS stable but experiencing EPS

High Second Line

000495

PWnt taking a depot conventional
antipsychotic who is stabk but
up~ri~ncingEPS

Involuntary outpatient commitment

Patient taking an 01111 conventional
antipsychotic who is chronically relapsing

Persistent lack or insight/denial of illness

Patient .taking 3;tl or:al atypicaJ antipsychotic
who lS expenencmg relapse for reasoru
that are unclear

Hjs~ory or or potential for aggressive or
\llolem behavior

FiT'S1 L1n~

PaJi~nl tlJking an oral atypical
antipsychotic who uql.l~sr.s Q long-acling
onripsJchotU

PoJiInl taking on oral atypical
antipsychotic who is up~ri~ncing relD.pu
b~aJuu h~ or sh~ slopp~d lolcing
medication

Guideline 18: Indications for Switching From an Oral Antipsychotic to a Long-
Acting Injectable Atypical...."··......•

We asked the' expens about the appropnalcness of using a long·aclIng injeclable atypical antipsychotic in a "anel)' of
c1mlcal Slluations. The expens consider a long-acting 31)'pical :mtips)'chOlic the treatment of choice (or a patient who is
laking an oral atypical and requests Ihe long-acting formulation. for a pallenl who relapses because of noncompliance
With an oral atypical antlps)'chOCIC. and (or a patient who IS experiencing EPS on a depot con\'entional antipsychotic. The
experts consider a long-acting injectable lIypical first line (or a patient in involuntary outpatient commitment. for a
pallcnl who is chronically relapsing on an oral conventional. for a patient with lack or insight or denial or illness. ror i!I

palienl taking an oral 8t)'pical antipsychotic who is relapsing ror reasons that are unclear. and ror a patient with a history
of aggressive or violent be:ha\lior. It is interesting that the experts perceive a role for the use or long-acting injectable
alypicals thaI goes well beyond Ireatmenl or patientS with compliance problems (see the many other second line indica
tions listed below)_ or all !he situations that we asked about. the only ones in which the e~perts would not generally
consider a long-acting injectable atypical are a patlen! taking an oral atypical or conventional who is stable and not
CJIOperiencing EPS or a patient who has been newly diagnosed with schizophrenia and has had no previous antipsychotic

treatment.
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Optimllin ll: Phllrmacologic Trelltmt:nt of PsychotIc Disorders

Involuntary outpatient commitment

ConlBCI wilh treatment team

Decreased risk of relapse

Not having to remember to lake oral medication

Convenience

Bettere((icacy

Somewhat important

•

JClin Psyc:hiltry 2003;64 (suppI12)

Urging!insistence of family or C8"0gi\'trS

Urging of physicianfnealmWlleam

Most important

Guideline 19: Factors ~totivating Patients to Return for Repeat Injections"""···"
The"peru consider ,he inO"",e of f.mily/emg;"" and physician/lre.lInenl team to be most imponant m motivating

patients 10 return for repeat Injet:tions.
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Occupational/educational funclioning

Meaningful peer relationships

Level of negalive symploms

Ability La live independently

Level of posiLive symptoms

Level of cognitive/disorganized symptoms

Level of depressive sympLoms
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Me&nJnr.fIl1p«r
Idauonshij»

Ability 10 live
independently

O«\IpaUOIUUeduc...ltonal
fllllCllonin.

OthufftondUnt
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First Lint High second lint

!.Ivd a/positive Level of cognitive!
sJmpwm5 disorganiz.ed

symptoms

Level of negative
symptoms

Level of depressive
symptoms

Remission

•
Guideline 20: Indicators of Remission and Recoveryo........
W,m ,mp"" ong outcomes.~h stod,es "e now' uyong '0 evalu"e !he effWive~ess of d.ffm

nt
an'ipsycho'ics no'

only tn produCIng «m."'on of symploms bul .n plOmoung long·,erm ,ecovery on pauenlS woth sch"opluen". However.
as yet ,_ 15 no general consensus on how beS' 10 define ,hese ,crms. We !he«forc askcd 'he expertS 10 "'I< ,hc app""
pn'l<n'" of • numbe< of rlC'OO> as ondIC"'" or «misston and «covery. The« was suong ag«eme

m
,ha' ,he level of

pos,u"e symplom
s

is !he single mosl impo~.n' indl,,'O< of «mi..ion High second line indlca,oo> a« levels of eog
ni

•
u'cld15organiud. neg

alive
. and deple5sl"e ,ymploms. reOec'ing studies ,ha' show ,h" ,hese a..oci"ed symp,oms

conmbul< on • ,ubstan'ial wal' '0 ,he runctional d"abifily assocl"cd wim schi1.oplucnia. In defming ,eeo"ry. however.
,he e>.pcrts gave almo" "lual weigh' '0 all or ,he indlc",o" Ih" we askcd aboul. indica,ing ,hal «co"ry Is a concepl

1n\'olvtOg impro"cment In multiple: domains.
R.n' onlering of symptomoric i.dicoJo": When 'he expens were ..ked '0 rank o,der fo", key IndicalOrs of «mi.. ion
and ,ccovery. me" responses agreed very closely wi,h ,hose p,esen'ed in ,he table below: 89% considered level of
posi..

ve
'l'mp'oms !he mos' impanant indic"o< of remi..ion. rollowed by cogni,lvcldi,o,ganizcd symp'oms. neg"l"

symploms. and dep=ive symp'oms. all,h«e of which were ..nked sim""ly. However. ,hm was less .greemen' on
,he most ,mpanant indica'o' of recovery. with 41 % considering ievel of posi'ive symp,om, most importan,. n% giving
the hlghc1t ranking to lC\'e1 of cognitiveJdisotg3nLz.ed symptoms. and 28~ r:mking level of negative symptoms as most

imporunt.<>- •
RGrlk ord~ring of!unctiofI.Q./ outcomes. When asked (0 rank order three r... nclional outcomes as indicalOrs of remission.
the experts we~ divided. wim 45% eo",id~,ing independent living. 32% occupa'ion.Ved,,"ion funClioning.•nd 20%
peer "I".on~h'ps ~he most ,mpo~.n' funCl,o~al indica'o, of remi~sion. This division among Ihe p.nel may "Oeet 'he
fact (hal.0~e IS unhkcl~ lo.see major changes In any of these areas In the shoner time frame that is usually used to meas
ure ren~n~lon (see: GUideline 21). H~wever. wh~n asked a~u~ me same functional outcomes as indicators of recovery,
Ihe mlJonty (64%) fell lha~ occ~pallonal/~ucatJOnal functiOning was the most important functional oUlcome in recov
ery. follo .....ed by peer rela~lonsrups (consIdered most. imponant by 20%) and independent living (considered most im
portant by 18~). \~hen asked .about the moSI appropnate way of derining functional improvement in their patients 86%
or me expens conSidered relative ralher than absolute change in the patienl the most approprialc indicator.O-O-J"I ... l&'

. (bold iUllics = indicators receiving me highesl raling from al least 50% of the experts)
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~
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Positive: Cognitive' Negative Depressive

","pi""" disorganized

Positive CognitiveJ Negative

"""
symptoms symptoms symptoms disorganized

Depressive

, oms
symptoms symptoms
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Rtmwion

Guideline 21: Se\'enty and Duration of Symptoms as Indicators of Remission
and Recoveryo.UI_. 51" 60

w" od ,he upc'" u-ha'lcvcls of S)mp.om sc,·,n'Y w,r' mos< ,ppropn'" '0 us, on d,fining ",mossion ,nd r"omy.
Then "I,ngs .,. pr<s<n"d in lh< bot " ..'" I><low The ""JOn'y of Ihe expertS would ,onsider , p"ien, in remission
whO h>d m.ld levels of pos>,i". COgnh,veld,so<g.m'od. neg'''''' ,nd depr<ssive symp.oms (62%. 69%. 62%. ,nd 73%
of ,t>< upe"'. ""pec",-ely). Howem.••hnd of the expe'" rell ,hll no pos"i" symplOmS shOuld I>< p",,,n' for,

pallent \0 be CORSldued In remtSSlOn.
The expertS' ""ng

s
,",fled '0 lh< left when "ked ,bOO' iOO,,"OO fOf ",covery. wilh • m.jori.y (62%) saying .h" .h,'"

should be no posi"" symp.oms lor' pl,,,n, '0 I>< considered on ""overy. In Ierros of n,g"ive symp,oms, 62% of 'he
panel would consider' plllcn. on recovery who h,d mild negative symp,oms while 3l% would look ror no n,gllive
symploms Th' panel ,." more evenly spli,,, '0 whethe< a pl,i,n, could h"e mild cogni'ive or depressive symp.oms

and still be considered in rttQvery.
Du,..on oj symp'oms. The expert plnel Slid "'" 'he improvem,n' in symplom"ic indicllO<5 should be main"inell lor
II I'''' 3 monlhs fOf a p.tien' 10 be conside"'" on ",mission and fo, a y'" 0' more lor a plli,n. '0 be consider,d in
recovery. The ex~ believe ""I implO""",n' i~ funelion.1 indic"o" (o<cup"ionaVvo<llional func,ioning. independ·
enl h"n•. pcer "Ia"onsh'ps) needs 10 I>< "",m..ned ror som,wh" longer, 15-17 mon'hs, 10' me pa.ienl '0 be consid·

c:rcd In recovery.



1 ",.'lotion "I"ll.n. PI~'" ",. tho ...".rill.n....f nch 01 Ii" {oll~;na" 'nlli.1 .h"",,coIOil
Ic

''''In.,,n' {o~ ••"Ienl
..Ih .,cdo...",nllypo"n", p'y<ho"lholoaY~-ho"II h.~na' ronl""'" oI.sy<ho'" " 2) h" ho' .",,"ou, ••"od" of.

psyc.hotlC disorder.
9Sll> CONfiDENCE JrHEIlVALS

Trol III 2nd }nl

Third Line sewndLinc First Line Avg{SD) Chc Line line Line

F\r5t-ep;.sodr
()n.l risperidone

a 8.5(0.7) 57 100 0 0

Qr1,laripipruole: - 1.}(1.7) 29 71 22 7

()raIollU\upinc

7.1(2.0) 2' 77 17 6

Oral ripmidone :: 6.9(1.7) /9 72 21 6

Qnl queliapine.
6.8(1.5) IJ 64 }4 2

Long-xling injcctable atypical CJ
4.6(2.2) 2 21 49 30

()ra.1 high-potency conventional

}.1(1.9) 2 11 30 60

Oral mid-potency conventional

3.4(2.0) 0 26 66

Long-acting depot conventional injectable

2.9(1.8) 0 26 70

Orallow,potency conventional 0
2.9(1.6) 0 26 14

Oralclol.llpine 0
2.1(1.7) 2 19 77

Multi-«pisode
OBirisperidone

IIlI 8.3(0.8) 50 100 0 0

Oral aripipraz.ole • 7.8(1.1) 3/ 88 12 0

Oralziprasidone - 1.3(1.6) 27 71 20 2

Oralolaru.apine • 7.2(1.7) 23 75 20

Long-acting injecLablcouypical

5

Ora1quetiapine

7.ltl.l) 23 67 }I 3

• 1.0(1.5) /8 66 }4 0

Oral clozapine
6.2{I.S) 7 42

Long-acting depot conventional injectable - 53 5

Oral higb-pot.ency conventional

5.8(1.8) 5 36 57 7-()raI mid-potency conventional

4.5(1.8) 2 14 61 25

ORIlow-potency conventional

4.0(1.9) 0 II 55 34

3.5(1.6) 0 2 52 45

% % % %

,
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Expert Survey Results and Guideline References
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2 ".8;a,;o...1.<1;0~ PI~ nIt tho ,,,,'00"'''.''' 01 ."h 01 "" loll~.g" i.ili,1 phum"ologi, ".atm••' lo~' p,o••,
",th p,<domlna.tly ••go"" p'l'ch"",thology who " " h>vUlg , nlS' .p,sod. 01 p.",has" 0' 21 h.. h,d p"v,ou••p,sod" 01 •

psycholicdisordu. 95110 CorHIOEI'ICE II'lTEJI .... "LS
Trot lSI 2nd 3",

Third Line S«ood Line FirslLine A\'&(SO) Ch. Line Line line

nrst-qtisode
OnIrisp<rid<>n' - 1.6(1.8) 16 81

OnlaripiPruole - 1.1(2.0} 10 11 14

Oral tiprasidone = 6.9(2.1) " 11 20

Onlo1anupmc
6.8(1.3) 27 11 18 11

Oral quetiapinc
6.1(1.9) /6 61 21 1

t.ong_actinginjc:ct.ablealypical CJ 4.3<2.3) 1 23 40 38

OBIdoupinc
3.0(1.9) 2 30 65

Oral higb-potency convenuonal
).0(1.7) 2 22 12

O~ mid-potency conventional
2.9(1.8) 0 22 12

Lonl-acting depot conventional injecu.ble 0
2.8(1.7) 0 l4 64

()nllow.potency conventional 0
2.4(\.3) 0 11 83

Mulri-episodc
Oral risperidone • 7.6(1.4) 11 84 '4

Onl aripipruole - 1.5(\.1) 15 83 13

Onl riprasidonc - 1.3(1.8) 29 14 21

Oral olanupine - 7.1(2.0) 26 12 23

Otalqueulpine
6.9(\.8) I. 61 26

Long_lKlinginjcet.ableatypical

Oral clOtapine

6.4(2.2) 18 55 J2 '3

Long.acting depol conventionaJ injectable

6.1(2.1) I' 48 40 12

0nI high-potency conventional

4.1(2.0) , 12 52 36

0nJ mid-potency eonventional

3.5(\.1) 2 5 38 51

()raIlow.potency conventional

3.3(\.9) 0 5 36 60

2.80..1) 0 0 29 11

'" '" '" '"

Jelin Psychgb)' 2003;64 (~uppl 12)
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3 ".8;a1l.. ,,1.<\;0•. Pi.... "te "" .pp"""~,,n'" of ."h of ,h. lollowing .. in;'i,1 ph,"''''Ologl' ,,,"m.
nt

fo. , ..t"nt~th both ,...,ino
nl

,...iti'" .nd ....ti" ,,-mpto~,olo2Y.;'0 " 11 h,,;ng , ",st .phod. of p,,<ho,i' 0' 2) h.. h,d

prtYJOUS tptSOdu oil ps)'Chotic dasonkr. 95" CO~FIDE~CE ItlTER""d.S
Trof '" 1nd 3",

ThudLlfl( Second Line Fin.\LII\(. Avg(SO) Chc Line: Line Line

firsHpisodt
()raI nspendonC • 8.4(0.1) 48 100 0

()ra1 anplplUOh: - 7.2{1.8) 17 13 18

Oral upruKione

1.0(1.8) 20 16 11

Oral olanupinc .- 6.9(2.1) 26 14 11 9

Oral qUdiapine

6.9('.5) Jj 67 30 2

l.,ong_.c1ing injecubk .typical
c=J

4.6(2.4) 3 24 38 38

OS'! high-potency conventional

3.4(1.9) 2 16 66

QraI mid-potency conventional

3.2(1.9) 0 13 68

Onl c10zapine

3.\(\.8) 2 30 66

()raIlow-potcncy convenuona.l 0
2.7(1.5) 0 16 '4

l...onI-aeun&depOl COJIvenliona! injcctable: 0
2.7(1.7) 0 30 10

Multi~pisodc
OrairisperidoroC • 8.2(0.8) 44 98 1

Oral aripiprazo1e • 1.6(1.3) 28 84 16

Oral ziprnidone • 7.3(1.5) 22 13 14

Oral olanupinc - 7.2(1.8) 24 16 18

Long-acting injecublc atypical

6.9(1.6) /3 68 30

Oralquetiapine
6.9(1.5) 13 64 33

Oralcloz.apine
6.3(1.6) 9 48

Long.acting depot conventional injectable

43- 4.9(1.8) 0 14 68 18

Oral high·poleflC)' conventional

0ra1 mid·polency conventiona.l

4.1(LS) 2 1 39 34

Qnl1low'poc.eney conventional

3.8(2.0) 0 , Sl 44

3.2(1.7) 0 0 44 '6.. .. .. ..
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OptlmitlOg Pharm~~lC Trulmtnl of Psychotic DIsorders••

Jelin Psychiltry 2003.,-64 lsuppl 12)

4
Dosin. of antipsychotic$. P~lSt ....nlt 10 tht 1Ir"f'rQ~ d~iI!I tQrgd ~ost ~u ~.,'Ould uSt ior each ant~p.s>'ch~tic to en~urt an
iackquate trill for tht: (ruLmenl of a psychotic disorder 10 nch CIlOlcal situation. H )'00 art not. famlhar WIth a medICation.

dn"" a lint through thlt 1'O'to'.

First.episodrpatiml
MuJli.rpisodepallrnl

Acul,treatmenl Maintenance treatmc.nl Acute treatment ~tainttnanct Irratmtnt

(mgfda,) (m&lday) (mglday) (mglday).,. (SO) '" (SO) .'.(SO) A', (SO)

AtlPk:als (oral)

Aripiprazolc 17.0 (4.4) 16.2 (3.5) 21.8 (6.1) 19.3 (4.9)

Ooupine 393.8 (107.6) 364.3 (110.2) 490.0 (106.9) 443.3 (119.S)

Olanupine 15.8 (4.J) 13.8 (4.1) 20.3 (S.I) 18.0 (4.9)

QueLiapine 524A (168.8) 465.6 (151.8) 644.4 (152.3) 582.2 (153.4)

Rispc.ridont 3.9 (1.2) 3.S (1.2) S.1 (1.2) 4.4 (1.0)

Zipn.sidonc 131.4 (30.3) 118.\ (34.2) 155.9 (18.6) 144.5 (21.9)

Connntionals

Chlorpromarine 438.4 (215.2) 379.1 (229.2) 601.2 (2IS.9) 501.2 (238.2)

Auphenaz.inc: 9.3 (6.0) 1.3 (4.8) 14.4 (8.4) 11.0 (4.4)

H'klperidol 8.2 (5.3) 6.2 (4.5) 12.8 (S.1) 9.8 (3.9)

pcrphenwnc 23.9 (15.1) 20.8 (1S5) 32.6 (15.7) 21.6 (IS.6)

Thioridu.inc 397.1 (163.6) 317.1 (174.4) 486.2 (147.1) 419.6 (IS8.1)

Thiothhtc:ne 18.4 (13.7) 15.4 (13.6) 24.8 (13.1) 20.7 (13.0)

Trinuoperul flC 16.2 (11.6) 12.8 (10.4) 22.9 (12.0) 18.7 (10.4)

Fluphenazine decanoatc 24.3 (13.5) 21.2 (12.7) 38.1 (27.1) 29.8

(mgl2-3 wk)

(12.8)

Haloperidol decanoa(C 127.0 m·') 107.9 (7\.0) 112.4 (70.4)

(mg/4wlc)

145.8 (63.7)



£.s:p£rl ecnsrnsu5 CUufl!'lifl~Seritse •
5 u.. or tb<"p'.ti, d",g monHoriogor .nli,.,<ho';'" PI.." ;nd,,," 11 wh'''''' ,105m,l,v.1 ....,. ". "'"Iabl' to "'0. fOl

u<h 0/"" follow;ng 'itO" and 2) ;r ",. wh.",,, .nd how you "'. ,;O5"'" 1".15 '0 ,d,u.' "'. do... If >,00. '" not I,m'"''

WIth ~ mtdlc.lltron. draw ~ line through that rO"".

Art" plasma lc..d usayl
Uyc:s. 6O YO\lU"lht.lC

.rtbisact.ll,a..aillble
knb10 mOIl1tor

Ifyu,doyOUUJ( lhtse
1fyoullSeplasmalevt:btOldj USldOJe.

lOyOU'!
tompli.lDC:t.'! leul.t:toldjUSl dou '!

how do you uU them?

Yu No Yu No Yu N.

U rdpo0St U sidt cfTecU

Routinely lnadequatc I problem

II (~) n (lft,) II (~) n (~) II (,.,J II''''
Cioupinc 4) (%'I.) 2 (....) 26 (Sft) \1(41"') )1("') ~ (12") 12 JJ '"H_

)) (77"'-) 10m"'} 'N ("'1 IS (4]"'1 U (SO'l-) IS(~)
11 12

H.tlop<:ndoI~~
27(64'1.1 U (36") 7(1:7"'} 19 (n~l 12(~) 12(SO"t)

,.

AvpbulWllC 160'r'io) U (61"') 6(1:7"') 16 (n.,.,) 3(11') 14 (82")

Ri,periOoat; 16(37'101 27(63") 1(29'Ao) 17 (71'4) 3 (WID1 II (86'k)

Flvphc:llllJllC dcanOalC 15 01'10) 26(63"'1 4(1~) 17 (II") 4(27'10) II (73,")

Ollaupinc: 15(3''') 21 (6~'Io) 6(25,") lias") 4(21"1 U(79")

ChlorpromwllC II (26'10) )1 (74'10) 4 (21'-) U (79'1o) 2(14") 12(16")

QIletiapiIIC 7 (16") )6(84'10) 2(12'10) 1~ (II") I (I") 11 (92")

PcrptKnu.mt 5(13") 3S(18") 1 (7") Il (93'101 0(0") 9 (100'll)

Zipmickone ~ (12"') 37 (U"') 2 (\3'i\» 14 (sa") o (O'll) 12(1~)

Thioriduioc 4 (lOS) 36 (90"') 2(14") 12(16') I (l1'l» 8 (19<;\)

Tbiolhi~elX 4 (10"') 36 (90'!\» 2(14'10) 12(86"') 2 (2OS) 8 (80s)

Trinl.lOperWlIC ) n"') 38 (93'1o) 1(8'10) 12 (92'10) 1(11'10) 8 (89'*')

Aripipn10lc 1 (2"') <10(98") 2 (13'lo) 1<1 (88") 0(0") II (100'11.)
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Optimizing PharmatOg;c Treatmtnl or Psychotic Olsordtn•
Hight:St final.cult dose

(mglday)
AYI (SOl

At)"plcals (oral)
Aripipruok 30.9 (S .• )

Ooupinc 853.3 (147.1)

Olanupine 43.2 (34.9)

Qucliapine 968~ ('261.5)

RispcridoflC 10.6 (4.1)

Z;pns;doo< 1813 (43.0)

Conl'e:nlionals
Chlorpr"OmUine 972.7 (303.1)

Aupbennine 27.7 (15.0)

Haloperidol 26.6 (11.7)

pefl)henazinc. 57.2 (21.1)

Thioridazine 650.0 (149.1)

ThiOthi;Jl;ene 42.2 (11.6)

Trifluoperazine 41.3 (11.2l

Auphcnuine deCanoate (mgl2-J wk) 54.3 (18.9)

Haloperidol decanoale (mg!4 wk) 243.9 (81.5)

6
H'lh'" fi••l K"I< d.... Wh" i. 'h' high'" roM' Kul< de...r ",h ollh' followiOl ,gmU yOU would uS< i. ,. "mg'

hullhy yount adult? II you ue nol familiu with iI mtdication. draw' lint through that fO\\'.
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7

0... "0'-.1..", .1 ..ti..,d><>OO. Pi.....,,1' on Ih' d.." Im81 of ..,h of th, follo.,n8 .nl,p»,ho"" Ih.lyoU would
""",do, ,qu .knl 10 ..do of tho do'" of haiop<ridoi h,t<d b<low. in thi, "".,lion.•., '" ,,)";n8 10 8" • l"h

n
8 fo< lh'

",,_-.I""" 01 ".... ...",...n I'" old" ,on"",oon.l .n"""hol'" .nd tl>< n'W 8,n"."OO 01 .~~i"" .nlip",hoh". If 'ou ."

not (arnlhar ";'Im a rnedlCJIllOO. dW'" I hnt through that rOW.

H.\o~ridol1m&
Haloptridol5 me

H.lo~ridolIOm&
Haloperidol 20 mg

H:alopcridol30 mg

Me (SO) A'~ ISO) Mg (SO) A>~ (SO) A\'& (SO)

At) pkals (oral)

AnPlptUOk
4.8 (2.) 119 (J.8) 20.7 (1.9) )1.1 l\4.S} n5 (11.6)

aoup"" 68.8 07.9) 2312 (80.0) 427.3 (134 9) 670.1 (153.7) 897.3 (196.5)

Olant.aplDt.
l4 (1.6) 102 (l.6) 18.1 (Sl) 31.0 (11.1) 43,3 (19.4)

Ql.lcuapinc 97.6 (66.6) 32.5.0 (I1S.7) 582.6 (185.\) 902.5 1336.6) \234.8 (520.4)

Rnpe-ndcme 09 (0 4) 32 (1.0) S.1 (1.8) IDA (4,1) 14.8 (S.2)

bpmidone 35.3 (24.6) 90.4 (lS.2) 141.\ (41A) \83,0 (51.1) n6.9 (91.8)

Cof!\·enlktnt.ll

ChlorptOmwnc 61.0 (29.6) 248.3 164.9) 49\.9 (123.4) 886,3 (213.3) 1310.5 1369.S)

Auphenwne \.I (0.2) 4.9 (03) 10.0 (0.8) 19.5 (1.7) 30.S (2.1)

Perphenui ne 4.5 (1.9) 11.5 (6.S) 3).3 (13.0) 6\.8 (20.81 86.5 (19.9)

Thlondninc 52.01 (16.1) 218.4 (557) 4)5.5 (135.0) 742.6 (207.5) 980.4 (365.1)

1l1lotlut.ene ).1 (U) ILl (5,4) 24.1 (10.7) 43.0 (\1.4) 59.1 (24.5)

TrinuopeBz.ine ).0 (1.4) 11.8 (5.3) 21..9 (1003) 42.4 (21.4) so (19.9)

Auphenuine dccanoa1e ,., (l.0) 15.7 (7.3) 29.1 (13.2) 52.7 (25.8) 75.8

(mg!2-]wk)

()9.5)

Hllopcridol dccanoate 28.6 (22.7) 83.3 (43.0) 144.0 (62.4) 245.0 (77.5)

(m£/4wk)

328.4 1109 .9>
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8
00.. ,.u....'nO' .1 "6",<1><>6,,. PI..., wn" ,n "" ~" (mil of ",h of th, loll""ing "t;.",ho';" that you ",ould
",",ul" ,"u,-.I<o1 I' mh 01 !h' do'" of ",..ndon< ">I,d """"'. In thl' ",,"on, .. '" 1",lng to g<t • f,,'lng 10' Ih,

"",,,,l,ney of do'" .mong !h' n,w go",,,,,on of ..I,.,ycho"'" \I )~u '" not f.mm" "i!h • m,dl,,,lon, d"w • "n< th,o.gh

lhatrow.
Rispc.ridOM I mg Risptridone 2 me RUptridont 4 mg Risptridonr 6 mg Risperidont 8 mg

A'"I (501 M, (SO) A', (SO) A" (SO) A"g (SO)

,\,llPk::ab(0r21)

Anpipruok: 4.9 (1.8) 9.1 ('.6) 11.2 (5.4) 21.1 (S.S) 31.4 (1.6)

aoapinc 82.' OS.4} 168.7 (60.l) 340.2 (90. I} 499.0 (109.5) 690.0 (148.6)

Olanu.pine 4.1 (1.8) 8.0 (2.11 14,4 (l.4) 20A (4.8) 28.4 (6.61

Quetilpine 1005 (39.8) 221.3 (73.3) 439.0 (144.7) 604.4 (1 48.1) 819.1 (187.2)

ZiprastdOtK 37.1 (I8~) 69.9 ('S.9) 115.3 (l4.2) 158.2 (427) 197.3 (SS.4)

Connntiolllals

OdOflKOmWl'IC 81.4 (21j) 114.4 (53.6) 361.3 (1l6.6) 553.8 (169.9) 789.5 (249.1)

AuphenwDC: 1.8 (1.2) 4.' ('.l) 8.1 (4.2) 11.5 (4.8) 16.7 (7.3)

Haloperidol 1.6 (0.5) 3.1 (1.2) 1.l (2.6) 11.5 (4.3) 16.8 (6.1)

pcrphenazine 6.0 (2.0) 13.0 (6.l) 'S' (12.5) 39.2 (16.8) 54.0 (19.2)

ll\londaz.ine 65.0 (32.\) 142.5 (64.2) J08.3 (131.2) 468.6 (154.9) 655.9 (186.')

ThiOlJU,lcne l.8 (1.4) 8.4 (4.1) 16.8 (8.1) 21.1 (11.5) 33.7 (12.4)

Trinuopc:rUine 4.2 (2.1) 8.6 (4.1) 17.\ (6.8) 14.5 (9.S) 34.1 (14.2)

Auphenuine decanoate 6.8 (3.4) 12.4 (S.9) 23.9 (11.1) 38.6 (20.1) 58.7

(mg!2-)wk)

(40.9)

HalopcridotdocanoaLe 29.4 (14.5) 58.9 (27.0) 112.6 (SO.,) 169.9 (13.S)

(mg/4wlt)

226.2 (89.8)
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6.5(1.8)

2.9(1.9)

6.5(1.9) 17 57 35

6.6(1.9) 15 57 36 6

3.7(2.0) 0 9 38 53

Trol 1st 2nd 3rd
Avg(SD) ehc Line Une Line

1.0(2.0) 28 62 30
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Trol 1st 2nd 3rd
Avg(SD) Chc Line Line Line

•
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95% CONFIDENCE INTERV"LS

Third Line Second Line First Line

Stan with a low dose and then increase it based
on level of response and side eITectS

Sun with a moder&le dose

Stan wilh a relatively higb dose, then decrease
dose if possible

60

Stan with a low dose and then increase it based
on level of response and side eITeelS

Swt with a moder.m: dose

Stan with a relatively high dose, then decrease
dose if possible

11
Titnlin, the first lon,-utin, injectable antips)'chotlc used Please r te .begiMing trealment with ill long-acling injectable anliPsych~tic. a the appropnatenus or the rollowing strategies ror

10
TU",ling th~ first on! a~tipsych~tic use~. Please rate the appropriateness of the following str.11tgies for beginning

lrulment with an oBI antipsychotic for whIch titration is not required.

95% CONFIDENCE I,.-TERVALS

Third Line Second Line FiDt Line

9Stil CONfiDENCE INTERVALS
rro/ 'SI 2n' 3td

ThirdUnc Second line Fil1lUne Avg(SD) Chc Line Line Lute

u~ of coocomiLant medications (e..I-. • 1.8(1.7) 4J 87

anudcpreuanu.. mood slabiliz.cn. cardiovascular
medICations) wllh the potcl'Ilial for dNg-drug

inten.cuons

Patient'sagc • 7.7(1.5) J4 87 11 2

rre.senceofbcpaticdiseaSe ,; 7.4(1.4) 20 76 22 2

Pttsencc of cardiovascular disease
6.8(1.7) 17 63 30 7

Prtlenct. of m1al diseuc • 6.0(2.1) IJ .. 4' 13

Whether or nOl: the patient smokes • 5.8(1.4) 2 26 6S 6

Patient'swc:ighl - 5.7(1.9) 2 38 45 17

Patient'sselt 0 5,1(1.9) 2 30 47 23

l 6
.. .. .. ..

9
."',. do.. "'ju,'m.n'. P,.... "" th< ."ropri......, oj ,djusting <cu" "ti",eho'le dos' bas,d on (h, following j"ton.
P..... gn~' ,,'mg of 7. 8. " 9 to tho.. be'o" !hal,"" .~ul' nml, ,tw,,, co",i'" in "I"tlng ,nti",<hotic 'OS" , "tlng

of •. S. 0' 6 10 tho" facto" you .~uld "m"u"os con,Id'r, ,n' , ,,'ing of I. 2. " 3 \0 tho" f,,'o<' ,~u .~uld ",.1, 0< nf'''

CQl'I$tdtr



61

Exhibit A
Page 61 of 100000508

•

JClin P$YChiatry 2003;54 (suppI12)

12
......Ioetio

n
r", .,..a~ popol.Ho",. Pk'" write in 'h' ",mil' d.ilg t.",1 do" )~u would us< for ,,,h .nllP.)<hotoc

lor thf .cul' ",,,.,,nl or "ch or 'ho following tYl'" or "H,nl>. If you would no' g,nmll, u" this m,di,"ion '0 ,,,it
thos typo of ",,,nt. pi"" pi'" on Xin 'ho 'POropn.t, bons. If you '" not fomilior with • m,dicaHon, draw, lin' 'hrough ,h.1

Ps)~lk disordus in ClIILDkIN
Psychotic disordcl"S in AOOl.ESCE....1'S

(11 ,.cars and undu)
(L3-18 )'cal"S old)

Aneragcdailytlrgtl
A"crage daily ,a~tl

Would not gtnrnlly use
dose: (mglday) Would nol gtntr2l1y UR

dose (mg/day)

n ('/0) A"~ (5D) n ('/0) A', (5D)

At)1Jicals (onl)

Aripipraz.ok 12 (60'10) 11.9 (2,6) 10 (31'1» 14.9 (2.7)

Clou,pinc 15 (58") 223.9 (120.7) 9 (23%1 340.0 (109.4)

OIanz.apine 5 (19"') 7.6 (2.3) 2 (5'/0) 12.9 (3.6)

Qucuapinc .(16") 272.6 (119.9) 4 (10"1» 410.0 (157.6)

Risperidone I (4~) 1.1 (0.5) I (2'lb) 3.1 (0.8)

Ziprasidone. 9 (lS'll) 76.0 (30.4) 7 (18%) 111.6 (28.9)

Con\'cnliofl215

CblorprornJ.Z,ine 11 (71%) 180.4 (24.9) 22 (61lj;;) 3045 (11.3)

Auphcnnine 14 (58'1;.) 3.1 (1.6) 11 (49%) 6.2 (3.7)

Haloperidol 11 (44"') 2.6 (LS) 15 (42%) 5.6 (3.7)

PefllhenWne 13 (54%) 9.4 (3.9) 18 (SO,,) 11.2 (5.3)

Thioridazine 20 (83%) 178.1 (85.6) 24 (67%) 271.9 (44.6)

Thiothi~c:ne '5 (63%) 5.5 (2.0) 20 (57%) 12.2 (8.2)

Trifluoperaz.ine
"

(63%) 5.6 (3.0) 20 (57%) 11.3 (5.1)

Auphenazine decanoate " (64~) 7.• (3.1) 13 (37%)

(mg!2-3 .....k)

18.9 (9,01

Haloperidol decanoJtc IS (60'10) 33.3 (18.6) 13 (36'/0)

(mg/4wk)

95.9 (59.5)



13 :::~;o. o~~~:::n::~p:;:.~~~~~:~;~:::,:g~:;~~~~h·:d':::i~~;:::'I~rW~:~ ;:~i;;u~~ ::~::~;:
response to lhe initild ontipsychotic tried and 2) who is having an inadequate ruponse to the second ontipsgchotic tritd,
dtpendina on whether tm: patient is having little or no responu or 0 pllrtiDI response. Assume that the patient is receiving ill d05e

level that you comider optimal.
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5~(2.6)

9.9(5.1)

5.8(2.6)

11.2(8.0)

000509

Muimum number of
weeks 10 wait

AnCSOl

2.6(1.J)

4.4 (1.7)

2.8(U)

4.7 (2.1)

Minimum number of
weeks to wait

Ayf1(SD'

I fon for s~cw popubtioo5 • continued
Do

SECO~1) A."(JlPSYCHOTtC

Linte or no response

Partial response

~"tTlAL AmU'SvCHDnC

Little or DO response

Panial response

Inadequate n:sponse to:

62

12
It st tC I

Elderly patients (65 )urs and older) with
Elderly palit-nU (65 ytars and ol~tr) with

dementia ~'ho ha\-e tl behavioral dlsturban«
psychotic disorders (e.g., schizophrenIa. and/or p:5Jchosis

schil.OarrKlin disordu)
Aytragt daily tarttt

AvrMilgf daily target

Would nol gentnUy use
dose (mgldly)

WoWl! not gtntrall)' 1151:
dose (m;lday)

" ("')
Avg (SO)

" I") Avg (SO)

AI)'P1als{orU) 9 1'3"') 11.5 (4.l)

Aripipruok 6 (IS") 13.2 (4.1)

6 OJ") 268.4 (96.7) 22 (41'10) 113.9 (6J.1)

Ooupine
1 13'10) 10.8 (4.5) 7 (18'10) 7~ (l.4)

OlanupiOC
J (1") 343.2 (116.2) 7 (15111) 194.4 (111.6)

Qucuapine
0 10'1» 2.6 (1.0) 0 (0'1» 1.8 (1.0)

Risperidone
II (28") \03.4 (l1.7) 13 (371l1) 15.0 (29.2)

Zipnsidone

Conytnt.lonals

Chlorpromazine 21 (60lJl) 225.9 (75.1) 24 (73'10) 101.4 (lS.6)

Auphenazine II (31") 5.0 (2.8) 13 (39") 3.4 (2.6)

Haloperidol 9 (24~) 4.0 (2.2) 8 (23"') 2.3 (13)

Pcrphenwne 14 (38") 143 (9.3) '5 (4JlJ&) 8.4 (6.1)

Thioridazine 24 (69..) 223.9 (81.5) 24 (73%) 9O.J (42.3)

Thiodli:ltcnc 18 (53%) 10.9 (8.7) 18 (56'10) 6.J (5.0)

Trifluoperulne 18 (53") 9.1 (SA) 18 (56'10) 5.9 (3.1)

Auphenuine decanoate 12 (35%) 15.0 (7.1) 23 (72") 9.0 (l.6)

(mgf2_3 wk)

Haloperidol decanoalt 12 (l3") 68.8 (43.2) 2J (70~) 53.\ (35.J)

(mgl4wk)

tJp<,t eons""'" Guide/iM SeT,,,·
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Ifinlldtqualf rtsporue 10 Ihis ~Oon, would
U )'OU "'ould INCREASE

rou incrt:and~ or switch to • dUftrltn1
dose, wbat dose would

lIIntipsychotid (cbeck one)
you go to

loclcsse dose
Switch medications

A l'e-r-age daily target dose
(mgfd8J)

n (")
n (")

Avg (SD)

Alypicals(oralj

AnpiprU°lc 26 (68") t2 (32") 30.8 (2.7)

aou.p1DC 3' (.3..) 3 (7") 723.1 (136.6)

OIanupinc 42 (.3..) 3 (7") 31.0 (7.6)

Quetilpinc 17 (84") 7 (16%) 873.0 (208.4)

Rispcridone 3. (84~) 7 (16") '.\ (2.0

Ziprasidone 24 (S7'll) 18 (43%) 195.0 (34.0)

Con,"cntionllls

Chlorprornarinc 23 (S6%) .8 (44'lll 943.5 (389.4)

Fluphenazine 22 (SS~) 18 (45") 21.9 (11.6)

Haloperidol 22 (52%) 20 (48") 20.8 (7.6)

pcrphenazinc
,. (51'1.) 18 (49%) 46.\ (16.3)

Thioriduine 13 (33") 26 (67%) 613.1 (156.3)

ThiodU"ene 18 (49%) " (5\%) 38.9 (13.6)

Trifluoperazine 20 (S3..) '8 (47%) 38.3 (17.3)

Auphenuine dcunoale 2S (64") 14 (36") SO.1

(mgl2-3 wk)

(16.8)

Haloperidot dccanoalC: 21 (64~) IS (36") 233.3

(mgl4wk)

(103.S)

•
1

" _'m'.' ,."..gy il .10'" is ,. i......" ......."'•. MUm< that , mulli·.pisod. pati.nl hM hod ,n on,d.ou."
't ,,,""'" to th..""ag< l>'1

tl
dos. oftht m.d,ution you indkatol you .~uld ust I.. acut. l".lm.

n
' in QutS"on 4. Fo,

<Xh mt<lia""" pl.... indiu'••~.th" you would inm... 'h. dos. 0' swit.h '0 .no,h" .n'ipsychotk. If )~U "ould incrust th.
6os<. pl"" ,nd"''' '0 .m',,,,,,g< doily ,,<at' dose you .~uld go. If you '" not I.milia< with , m.diation. draw' lin. 'h,ough

[hAlfO'o'l'.



~ (;QnSDUU' Guid,lin' Sui.. •

In.clequatc response to:

rin:l mtdication you lf1)uld
second mediation you

switch LO
. ('10

would s,-.;lch to • ''10

()nl aripipraz.01e
risperidonc 20 (54")

cloupine I' (3''')

olanupine:
, (199;,)

olanta-pine • \25")

liprasidonc 6 (16"')
risperidone

, (19")

quctiaplnC: 3 (8~)

qucliapine 3 (8")

haloperidol I (3")
uprasidone 2 (6")

ariDi r;uole I (3%)

()ralcloUpine
risperidone: II Cl<''')

olanz.apinc:
, (23")

aripipruole 8 (25")
qucliapine 5 (11")

olanupioe 3 ("')
aripipruole .(13'l.)

t.iprasidonc 2 (6")
risperidone • (13")

add rispe.ridonc 2 (6")
riprasidonc: 3 (10'10)

;dj~adjm:tivc I (3")
ECf 2 "..)

itdd Yllproate I (3")
add Ecr I (3")

haloperidal I (3")
add\al'r£(rigino'olhc'sadjuncli...e I (3")

long_actinginjectablc:alypieal I (3")
c1oz.apine I (3")

NEVER : ~;:)
combinations I (3")

lIuel,iapinc:
loo"-acLin in"cclableatyp;ca1 1;3"

Oral olanupine
risperidone 25 (60")

clozapine 18

aripiprazolc: 5 (12%)

(43")

aripiprazole 9 (21")

iiprasidone 5 (12%)
quelil1pine 5 (12")

doz.apine 3 "") risperidone 4 (10")

quetilpine 3 (79b)
olan:z.apine 2 (5")

haloperidal I (2")
z.iprasidone 2 (5")

lId:tlllmoOiginelOlheradjUldve : ~;:)

Oralquetiapine rispcridonc 21

lon".aclln in"ectable ~rvnical

(64")
olanz.apine 16 (38..)

olanupine 6 (14'Jc,)

aripipruole 5 (12")

c10upine 13 (31")

zip~idone 3 "")
aripiprazole 6 (14lJ;1)

c10upine I (2")

ziprasidone 3 (''')
risperidone 2 (''')

Ion -actin
haloperidal : ~;:~

OraIrisperidoflC olantapine

in'ectable;tvni.c:al

21 (SO") clcnapine 14

aripipruole 8 (I''')

(3)'')

ctoupint 5 (12")

aripiprazole '0 (25")

qtJeliapine • (10'10)

quetiapine 5 (13")

ziprasidone • (10'10)

olanzapine 3 (8")
zipmidone 3 (8")

...~oijuKti", I (3")
addvalproale I (3")

haloperidal I (3%)
long-acting injectable atypical I

~;:~NEVER I

15
s ...t<hina .ntipsY,hoti" if th<" i, .. in.d,,"" ".po.". As,um' lhallh. pati.nl ha, had an ioad'Qu." ,,,pon,, '0
th< ,",,,n' .nlip,,.hotk and you ha'" no.d ,he do.. " high" you r,,1 i, w. 0' th...ti.n, "n 101"," and ,~u h'"

"",ded to ""I,h to. diffet.nl.ntiP')'Chotk. Fo, ".h medi..,ion. pi..., indi.... '0 whkh d,ng ,~u would r.,,' ,wil,h and what
medoa'ion you would l1Y nu' if th<n •., an inad.Qual' ,,,pon" '0 th< r",1 one you OW>t<h.d '0. PI"" abo uTi" in 'h' avmg.
d>ily "<1<1 _ you W1lo

ld
initially"" fo, ",h medi..tion. If you an no' ramiliar wi'h a m.di"tion, dnn a lin. Ih,ough Iha'

row.
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000512

Opllmiz,ing Pharma.i\C Treatment of Psychotic: DIsorders•
15 S",'ilchina_n1ipsychCWics if lherr is an inadfllulI1e nsponse. conrmurd

Firsl mtdlCllion you would Strond rMdic:ation you
Inadtqualt response 10: swUm 10 n .. would switch 10 n (~)

OR! Upca5uion(: nsperidone 17 (44%) doupine " (34")

anpipcuolt S (11%) olanupine 11 (29")

olanupine B (21") aripipruole: 6 06..)

quell_pine 4 (10") rispendonc 5 (13")

cloupine : g:~
queli_pine 2 (5")

halooeridal Ion ·atlin in'ecUlble :>.rvnical I 3"

om chlocpromuinc rispcridone 25 (64") olanupine 13 (35")

ollnupine 7 (IS") clozapine 7 (19")

aripipruole 3 (8~) qUellapine 5 (14%)

zipruidonc 3 (S") aripipruole 4 (11")

quetiapine I (3") risperidone 4 (11")
tiorasidone 4 11..

om nuphenuine risperidone 23 (62") olanupine 10 (29")

olanupinc 6 (16") cloupine 6 (18llt)

aripipruole 4 (11%) queti.pille 5 (IS"')

z..iprasidonc 3 (8%) risperidone 5 OS"')
queli_pine I (3") aripipruole 4 (12%)

zi rasidone 4 12..

Oral haloperidol risperidone 23 (59") olanupine 10 (28")
olanupinc 7 (IS"') clozapine 7 (19")

aripipruole 5 (13") queli.pine 5 (14%)
ziprasidone 3 (S") risperidone 5 (I4%)
queliapine I (3"') ziprasidone 5 (14%)

an ~inraz.olc 4 "'"Oral perphelluine tisperidone 23 (62") olanzapine 10 (29"')
olanzapine 5 (14%) dozapine 6 (18"')

aripiprazole 4 (IJ'k) quetiapine 5 (lSll.)
zipmidone 4 (11") risperidooe 5 (IS"')
quetiapine I (3") aripipruole 4 (12..)

zi rasidone 4 12'"
0r2I thioridazioe risperidone 25 (68"') olanupine 10 (29"')

olanzapine 5 (14%) c10zapine 6 (IS")
aripipuole 3 (S") aripiprazote 5 (15")

queliapille 2 (5"') risperidone 5 (15")
tiprasidone 2 (5") quctiapine 4 (12")

Oral thiodluene rispetidone 23
ti:"rasidone 4 12..

(64") olanzapine 10 (-)
ollnzapine 5 (14")

ItipipruDle 4 (II"')
c10zapine 6 (IS"')

tiprasidone. 3 (S"')
risperidone 5 (15")

queliapine 1 (3")
I.ripiprazole 4 (12")

quetiapine 4
(:~:~

Oral trinuoperazine rispe.ridone 22 (61")
ti rasidone 4

olanzapine 6 (17"')
olanzapine 9 (27")

IJipipnzole 4 (II")
c10zapine 6 (IS")

ziprasidone 3 (S"')
risperidone 5 (15")

quetiapine I (3")
tiprasidone 5 (15")
lripiprazole 4 (12")

nuetia inc 4 12..
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Targt:t dost:S Yl'htn switching antipsychotiC!!i

Dosing of first switch Dosing of s«ond

(mglday) switch (mglda)')

A.g (5D) A.g (5D)

At,-pkals
Aripipruolc 27,8 ('3) 24.1 (7.6)

C\ozapine 400.0 (62.4) 419.3 (6'.9)

01anupine 21.0 (75) 20.1 (6.0)

Quetiapine 663.8 (H'U) 670.0 (135.9)

Risperidone ,5 (1.7) 6.' (1.8)

ZipRStdone 144.0 (229) 151.2 (30.0)

Long-xling injecuble atYPical 36.4 (11.8) 50.0

ConvcnUoaals
Auphc.na.zine 50.0

Haloperidol 10.0 15,0 (7.1)

Auphenuine dectnOllc (mgl2-3 wit) 31.3 (26.') 75.0

Haloperidol dccanoale (mg/4 wit) 166.7 (66.1) 275.0 (176.8)

"OnIy_wnlCllI.

15 5"'I<hl
n
canllp,,.'hol"''' Ih"'·" In."''''' ",pons<. ,,,,,,,md

First mcdl~lion fOU ,",auld S«'tI
nd

mwicalion )'OU

Inadequate response 10: S....ilcblO "
%)

would swllth to " I""

Long_lCnng lnJe<:t3ble
dOl.lpine 9 (27"')

c1oz.apine \2 \40"')

:lIypical
rispcridone 8 (24~)

olanUpine
, ("%)

haloperidol decanoale
, 11'%)

aripiprawle 3 (10%)

anpipnzole J (9"')
l.iprasidone 3 (10%)

tipnuidone 3 (9"')
add vslpro8u: I (3%)

haloperidol 2 (6"')
nuphenazine decanoate 1 (3%)

queli.pine 2 (6~)

NEVER I (3"')

olanupine 1 (3%)
qUeliapine I (3%)

ri~Deridone I ""
lnjcclAbit nuphenazine \ong_aetinginject.ablealypicsl 14 138%)

dOl.lpine I' (41~)

-" risperidonc 9 (24~)
olanz.apine 7 (21~)

aripipruolc 3 18%)
rispendont 3 (9%)

olanz,apinc 3 (8-')
ripruidone 3 (9"')

upruidooe J (8'1:-)
aripipnzole 2 (6%)

haloperidol dccanoate 2 ('%)
qucliapine 2 (6%)

quetiapinc 2 ('%)
haloperidol 1 (3%)

dozapinc I (3'i1)
haloperidol dccanollC 1 (3%)

lon2.-acline.in"eeu.bte atvnical 1 3%

Injc::c-Ulblehlloperidol
kJ..,g-iIC1ing injccuble atypical "

(39ll.)
clozapine " (4S~)

dc:eanoatt:
rispcridone 8 (22111)

olanzapine
, ("%)

aripipnz.ole 3 ('%)
risperidone 3 (9"')

olanupine 3 (8%)
7.ipruidone 3 (9%)

zipruidone 3 (8~)
aripipruole 2 (6%)

nuphenarine deanoale 2 (6%)
queliapine 2 (6%)

quetiapine 2 (6"')
nuphenazinc I (3%)

c107.llpine I (3%) nuphenl12.inc decanoale I (;:~
lona-actin in'cclnblcalvnical I
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6.3(2.5) 23 55 26 19

7.5(1.7) 36 85

2.5(1.5) 0 87

4.4(2.6} 7 24 31 44

6.1 (2.3) 20 50 36 14

6.7{2.2) 21 64 24 II

-••

••
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H switching to c10zapine

Cross-titration: gradually taper dose of rlrSt
antipsychotic while gradually increasing dose of

second antipsychotic

Overlap and taper: continue the same dose of me
fint antipsychotic wtUle gradually bringing the

second up to therapeutic level. lhen taper the
fint antipsychotic

Stop me oldlsta1t me new: discontinue me first r--
anlipsychotic abruptly and lhen begin second L-

antipsychotic immediately

Taper and stOp the first/then titrate me second: 0
taper and stOp me fltSl antipsychotic over

sev~l days and then start second antipsychotic
and Increase dose slowly while monitoring for

sideeffccu

If switching 10 aripiprazol t

Cross-tiuauon: gradually taper dose of rU'st

antipsydlOtic while gradually increasing dO$C of
s«ond antipsycho(ic

Ovenap and Iaper: continue the: same: dose of !he
firslllJltips~horicwhile: gr3dually bringing !he

second up to therapeutic levc:l.lhen taper lhe
first antipsychotic

Stop the oldlsW't the new: discontinue the: first
antipsychotic abruptly and then begin second

antipsychOtic immediately

Taper and SlOP the firsvlhen tiltate the second:
upel and stOP the rlrSl antipsychotic over

several days and then st3Jt second antipsychotic
and increase dose slowly while monitoring for

sicleeffcctS

16
s.;ldung .Inl.gi". su,po.. 1I" ini'i.1 .nti"ycho'ic ,.it" .d.,u." dose and duration of ",,'m.nll h~' "odu"d .n
inod"u.t. ".pons••nd yOU h"" d",d.d to "",tm to • d,rr".nt.nt".)<ho"c. As,um. !h.lth. "rat .nUpS)<hot" doe'

not "quO" t...dng b.ro" diICon,inu.lion. PIo..' ra" th. ""o"i...n,,' or th. loll",,;ng "ra,.gies [0' ",;lChing to each 01 !h.

following antipsycholics. Give your highesl raling to the strategy )'Ou consider mosl appropriate.
95% COIolFIDEtlCE IIoITE~VALS Trot 1st 2nd lrd
Third Line Second Line Fint Line Avg(SD) Che Lme Une Line
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16 S>Aitching slntegiu, continued
95% COl'lFIOENCE Il'lTEJl.\'ALS Trof 1st 2nd 3rd
Third Line Second Line Flrsl Line Avg(SD) Chc Line Line Line

Ir S>Aitehing 10 olanz.apine

Cross-iitraLion: gradually taper dose or flBt
anlipSycholic while gradually increasing dose or

second antipsychotic

Ovetlap and lllpet: continue the same: dose or lhe
first antipsychotic while gradually bringing lhe

second up to therapeutic leyel, then t.apeT the
first antipsychotic

StOP the old/start the new: discontinue the flf~t
antipsyt:hoUc abruptly and then begin second

antipsychotic inunediately

Taper and stOp the firstlthen tiuale the second: 0
taper and stop the fUSl antipsychotic over

sevel'1l1 days and men stan second antipsychotic
and increase d<»e slo..... ly while monitoring ror

sidedfects

IJ switching to queUapine

Cross.tilntion: gradually taper dose of first
antipsychotic while gradually increasing dose of

second antipsychotic

Overlap and Ulper: contiJlUC the same dose of lhe
first antipsychotic while gradually bringing the

second up to therapeutic level, then taper the
first antipsychOl.ic

Stop the old/start the new: discontinue \he first
antipsychotic abruptly and then begin second

antipsychotic immediately

Taper and stOP the first/then titnl.!e the second: 0
taper and stop the flfSl antipsychotic over

severo days and then start second antipsycbotic
and increaSe dose slowly while monitoring for

side effects

68

000515

6.7(2.2) 21 64 26 II

5.9(2.5) /6 51 27 22

4.1(2.3) 2 19 30 51

2.6(1.6) 0 17 78

7.0(1.9) 23 68 23

6.3(2.2) /5 60 26 15

3.4(20) 0 13 22 65

2.3(1.5) a 13 83

J elin Psychiatry 2003;64 (suppI12)
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16 S\oritching strategies. continued
95% COl'<FIDEl'<CE Il'<TERVAl.S Tr01 lsi 2nd )rd
Third Une Second Line Finl Line Avg(SO) Chc Line Line Line

If switching 10 risperidone

Cf'OiS-tiUttion: gradually taper~e of ftnt

antipsychotic while gradually iocreuing dose of
secood ;I.lIIipsycholic

Overlap and taper: continlJC the wne dose of the
first antipsychotic .....bile gradually bringing the

second up 10 therapeutic level. lhen lJptr the
first antipsychotic

SlOP the oldlswt the. new: discontinue the fU11
antipsychotic abruptly and then begm second

antipsychotic immediately

Taper and Slop !he firsthben tiuale me second:
taper and SlOp the flfSl antipsychotic oyer

seyc:ral days and men swt second antipsychotic
and increase dose slowly while monitoring for

sideerrCCIS

U Swllching 10 tiprasidone

Cross-titration: gndually taper dose of fltSt
antipsychotic while gradually increasing do~ of

second antipsychotic:

Overlap and taper: continue the same dose of lhe
fil1t anlipsychotic while gndually bringing the

second up to therapeutic level, then taper !he
first antipsychCKic:

Stop !he oJdlswt the new: discontinue the first
antipsycbotic abruptly and then begin second

antipsychotic immediately

Taper and Stop the fintltben tiU1lle the second:
taper and slOp the flrSl antipsychotic over

seYera] days and lben start second antipsychOlic
and increase dose slowly while monitoring for

sidecrrcclS

J Clin Psychiatry 2003..64 (suppl 12)

o
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6.9(2.2} 23 72 19

6.0(2.4} 19 49 32 19

4.1(2.4} 2 22 17 51

2.7(I.7} 0 15 79

6.9(2-0) 20 76 18

6.0(2.2) 13 48 33 20

3.8(2.2) 2 14 32 5S

2.5(1.5) 0 15 80

69
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000517

95cx, COI'HIOEt'lCE INTERVALS
Trof I.. 2nd 3,d

Third Line Second Line First Line Avg(SO) Chc Line Line Line

J. 6.5(2.4) 20 61 24 15.. 5.8(2.6) /5 >2 24 2.

iB 4.1(2.1) 2 17 5\ 32

0
2.9(1.9) 0 23 72

- 7.1(2.3) 30 68 20 II

c= 5.6(2.8) 23 47 26 28

c:=J 5.0(2.2) 2 25 50 25

U swilching to conventional depot

Continue oralan1ipsycho!:ic at samt dose until

patient achie\'cs therapeutic blood levels of me
injCCUble antipsychotic and then gradually taper

oral antipsychotic

Taper the on.lanlipsychoUC gradually (e.g.. over
2-4 weeks) after giving the first long-acting

injection

Continue oral antipsychotic at same dose until
patienl achieves IhcrapeUlic blood levels of the
injectable antipsychotic and then immediately

discontinue oral antipsychotic

SlOp the oral antipsychotic ....hen you give the
fintlong-acling injection

70

U switching to long-acting atypical

Continue oral antipsychotic al same dose until
patient achieves thelllpeutic blood levels of the

injectable antipsychotiC and then gradually taper
oral antipsychotic

Taper the oral antipsychotic gradually (e.g., over
2-4 weeks) after giving the first long-acting

injection

Continue oral antipsychotic al same dose until
patiem achieves therapeutic blood levels of the

injectable antipsy~hotic. and then immediately
dlscontmue oral antipsychotic

Stop the oral antipsychotic when you give the c=:=J
first long·acting injection

17
Switching sinlegi". SuppO" the initi.1 .ntipsyehotic I.it" .d.,u." do" and duution 01 ,,,.lm.nL) h.. p,oduced .n
in.d.,u." ,,,pon" .nd you h.'" decid.d '0 ....itch \0 • long·"ting inj.ct.bl••nlipsyeholie. PI,." u .. th••",opri...·

nw 01 the following slr.I.,i" 10' "';lehing 10 "eh 01 th. lollowing .ntipsyChotics. Gi", you' high", rating to th. "uI.g" yOU

consider most appropriate.
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71

7.7(1.8) 45 85 II

7.6(2.5) 70 77 II 13

7.2(1.8) 34 70 23 6

7.1(1.8) 30 70 28 2

4.7(2.5) /I 23 38 38

4.)(2.3) 6 Il 45 40

3.2(2.0) 2 9 26 65

% II> II> II>

7.9(1.1) 51 91

Tf 0/ lsi 2nd 3rd
Avg(SD) eke Line Line Line

Ell----

000518

Add a long-acting injectable atypical c::J 5.5{2.2) 7 3. 37

antipsychoticiravailable

2'

Add an oral atypical antipsychotic c::=J 5.1(2.7) /6 36 24 40

Add valproalC - 5.0(2.0) 2 21 5\ 28

Add a ben:z.odiaupine - 4.1(1.9) 0

Add electrOCOnvulsive therapy (ECIl

13 .7 40

Addlilhium

4.1(2.1) 2 13 51 36

. Add. !ong*i1cting conventional depcx

4.0(1.8) 2 4 55 40

anupsychotic (e.g., haloperidol deeanoar.e)

3.7(2.1) 0 6 36 57

Add an antideptt;ssant 3.6(1.9)

Add C2fbamaz.epine

0 II 28 62

Add an oral conventional anlipsycbotic 0
3.1(1.7) 0 32 64

2

1.8(1.0) 0 0 4 96

% % % %

JClin Psychub'y 2003;64. (suppI12)

Trials of one or more conventional

antipsychotics and tWO atypical antipsydlotics

Trials of three atypical antipsychoUcs

Trials of one or more conventional
antipsychotics and all of the other atypical

antipsycboUcs

Trials of '....0 al)-pical antipsychotics

Trials of one or mort conventional
antipsychotics and one alypical antip5yChotic

Trials of IWO conventional aJltipsychotics

Trial of one atypical antipsychotic

Trial or one conventional antipsychotic

Oralcanventional

Partial but inad uatt response 10:

19 SI"I~glU ~h,n th.~ " putI~ ~,pon... Pi.... ra" th' app"pri.I,n", oluch 01 th. lollowing ,'''I,gi" 10' a pati,nl
I . who,~ havrng a pa"..1but ,W ,"ad,."a', "'pons, hom, pmlsting posili" symp'onu) to ",h ollh. foJlowing """S

o antlpsychollCS (we art not askmg about cross-titration while swilching here).

~:: L7n~ N F ~~:o~dC~n~ NT E~;t AL,L",S Tr of 1st 2nd 3rdAvg(SD) Chc Line Line Line

18
U.. of do"pln,. AHhough clo",pin, is u,".lIy nol ~..d " • fi,st lin'. m,dicaHon.. il ~n somdim" h,lp paH,nl5 "h,n
olh" m,dicaMns hM f"I,d. PI.... <a" th' .ppropn."n", 01 s",tch..g '0 do..p..' ,llh' p.,,,nl has no' ,,,pond,d '0

.d,.",I' "I.ls ollh' follO"Ing " ..lm,nl5. Assum. 'h' p.H,nl is m,di"tion .dh",nl .nd is nOI .busing subst.n"'. Gi'" Ih'

hightit ratina. 10 the decision point after ........ ich you 'It'OUld bt most likely to switch to clozapine.
9S~ COl'lfIOENCE !lolTERVALS

Third Une Second lint: First Line



Expert consensus Guideline Seri~

Trot I" 2nd 3,d

Avg(SD) Chc Line Line Line

5.3(2.4) 9 39 35 26

5.0(2.1) 2 23 49 28

4.6(2.7) II 26 26 48

•.2Ill) 0 17 38 ,5

4.1(1.8) 2 59 37

•. 1(2.3) 4 20 JO 50

4.1(2.1) " 47 38

3.7(2.1) 11 28 62

3.51!.9) ,3 52

3.1(!.8) 0 30 65

5.8(2.3) 13 50 33 17

•.912.0) 2 22 50 28

4.1 (2.2) 0 16 38 47

4.01!.8) 2 7 53 .0

3.9(2.1) 0 13 43 .3

3.8(2.6) 5 20 25 55

3.6(2.3) 2 15 33 52

3.5(2.0) 0 11 26 64

3.01!.8) 2 • 29 67.. .. .. ..

CJ
CJ.--Add an oral conventional antipsychotic

Add clecttOConvulsive therapy (Eel)

Add an antidepressant

Add a !ong-acling conventional depot
antipsychotic (e.g.. haloperidol decanoate)

Add carbamaupine

Depot connnllonal

Add an oral alypical antipsychotic

Add valproate

Add a benzodiuepine

Add lithium

Add electroconvulsive tllerapy (ECD

Add a long·acting injecmble atypical
antipsychotic if available

Add an onl.1 conventional antipsychotic

Add an antidepressant

Add carbamuepine

Oral1typical
Add I long~acung injectable alypical

antipsychotic if anilable

Addvalproate

Add an oral atypical antipsychotic

Add a bcnwdiuepine

Add lithium

PlniaJ but ioad uale response to:

19 S,n'."" when thm i' p.rti.l "'pOn". continued
95% COtHIDEF'lCE ItHERVALS

Third Line Second Line First line

72 J elin P""hi'lry 2003:64 (.uppl 12)
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37
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65 26

37 46

22 41
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4.5 (2.) , 20 42

6.5{1.8) 4

8.2(0.9) 47 93

4.2(2.0) 0 20 39 41

3.7 (2.0) 0 It 37 52

Trof 1st 2nd 3rd
Avg(SD) Chi: Line Line Line

5.4(2.2)

4.6(2.0)

6.0(2.0) 9

6.1{1.6) 4

1.1(1.2) 36 82 18

Tr 01 1st 2nd 3rd
Avg(SD) Chc Line Line Line

5.4(1.9) , 36 40 24

4.9(2.1) • 24 44 31

4.3(2.1) 17 41 41

4.2(2.0) 7 57 37

1.2{t.8) 0 37 59

... ... ... ...

6.'7(2.1) 17 74 15 II

6.5(2.5) ,. 65 22 13

5.7(2.0) 4 38 47 16

Trol 1st 2nd )rd

A\'g(SD) Chr: Line Line Line

•

•

••

000520

4 5

•.-
D

r~

..,.o
CJ

D-q
95% CONFIDENCE INTERVALS
TIlird Line Second Line Firsl Line

Switch to a long-acting injoctabte atypical
antipsychotic if available

SWi.teb to a ~ong.acting conventional depoe
&nupsycbotic (e.g., haloperidol dceanoate)

SwilCb to a different onll antipsychotic

Switch to a long-acling injectable atypical
antips)'chotic if available

Switch to a long-acting conventional depot
anlipsychotic (e.g., haloperidol decan03te)

Add a long-acting injectable alypical
antipsychotic ifllvailable

Switch 10 a different oral antipsychotic

Add a long-acting conventional dcpot
antipsychotic (e.g., haloperidol decanoate)

Add an adjunctive agent to the antipsychotic

Add another oral antipsychotic

J Clin Psychiatry 2003;64 buppl 12)

Swilch 10 a different oraJ antipsychotic

lncfUSe the dose of !he ament antipsychotic

Swilch 10 a long-acring injectable atypical
antipsychotic if available

Add an adjunctive agenl (0 the antipsycholic

Add a long-acting injecuble atypical
anlips:)"Choticifavailable

Add :mother oral antipsychotic

Switch 10 a long-acting conventional depol:
antipsychotic (c.g.. haloperidol deea.noate)

Add a long-acting convenlional depot
anlipsychotic (e.g., haloperidol decanoate)

Optimizing Pharma~OgiC Treatment o( Psythotic DIsorders

% % % %

22 Stnte~ies dter re~pse in & noncompliant patient. PIUS( rate the appropriateness of each of the following pharmac.oto ic
,,"t,i'':' I.. , p'ti~nt who "I,p,,, and thm i, clear ",id."". of noncompH,nce with an 0,,1 antipsychotic. Psych..;ial

and programmatic mtel'Vtntions for ImprOVIng compliance are addresstd in Questions 39-42.

9S~ CONFIDENCE INTERVALS
Third Une Second Line Fim Line

21 ~.':;~~~'p~~;':":~;~:c :.~~;.; I;~' :;;:~ :~~';~p:":;i~:i:;;;~gP::':~::~ti~,~;,':.~;~~:t;::~,;ln::C,~,:1 hi:;
compliant the patient was. Psychosocial and programmatic inteMntions for improving compliance are addressed in Questions 39-

42.

. ft "I.p" d"pil. "mpll••". PI.." "I. ,h••",op';,I<nus 01 .ach 01 the lollowing ph"macolog
ic

20 ~:::,~;':: r:,'; poti.nt who ,01,,,,, d"pil. compli,n" wi,h ,. 0001 ,ntip,ychotic "gim.n (bal.d on ,II , .."I,bl.

information, such as family report, plasma 1~1s, etc.).
95~ CorHIOENCE INTERVALS
Third Une Second Line Finl Line
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6.7(1.8) JJ 70 21

6.0(2.0) 6 5' ,6 "
5.8(1.8) 4 42 42 16

5.6(2.3) II ,6 49 .5

5.4(2.0) 0 n 51 17

4.6(2.2) 2 24 ,9 J7

4.6(2.0) 0 19 49 n

'" '" '" '"

1.9{l.O) 26 96

Trof 1st 2nd 3rd

A\'g(SD) Chc Line Line Line

000521

•
.iII

•---o-

95'il CorHIOEHCE INTERVALS

Third Line Second Line First Une

74

Would you lower Ole dose after several
monlhs In 11 stable patient'? Uyc:s, what Bveragedaily largel

Yes No) dose would you use'? (mglday)

n (%) n (%) Avg (SD)

Atypicals (oral)
Aripipruole 9 (22%) ,2 (78"') 12.9 (2.7)

Cloupine .5 ()4%) 2' (66%) 303.3 (66.7)

Olanz.apine 19 (41%) 27 (59"') 11.5 (3.4)

Quetiapinc: " (29%) n (71%) ,80.8 (131.6)

Risperidone 22 (49%) n (51%)
,.I (0.')

Ziprasidone 12 (28%) " (72%) 85.5 (JU)

Conventionals

Ol.Iorprornazine 26 (59%) .8 (41"') 307.4 (122.2)

Auphcnazine 24 (57"') 18 (4J"') 5.9 (2.7)

Haloperidol 27 (60"') 18 (40%) 5.5 (2.3)

ptIpbenazine 22 (52"') 20 (48"') 16.4 (7.4)

Thioriduine n (5,"') 20 (47%) 260.9 ('05.5)

ThiodU~ene 22 (54"') 19 (46"') 12.5 (5.4)

Trinuopernine 22 (52"') 20 (48"') 12.4

Auphenazine dec.Inoal.e (mgl2-3 w'k)

(7.1)

16 (4'''') n (59"') 17.1

Haloperidol decanoate (mgl4 wk)

(9.6)

17 (4J"') n (58"') 84.5 (43.2)

Switch to I long-acting injectable atypiul
antipsychoUc if available

locrea5C the dose of the long-acting

conventional depot antiPSYChotic the patienl is
receiving

Increase the frequenCY of injections of the long-

acting conventional de~a~~~:;:~:;

Add :\0 oral antipsychOlic

Obtain pluma levels of the antipsychotic

Add an adjunctive agent

Swilch (0 a different oral antipsychotic

Switch 10 a different conventional depot agent if
not previously tried

24 ~~:~~:~~:~'.~,; ::::::t~~:::~'~;;:':I:~~i~~~'~I:I;~:o~n~:~~ :::~';I;:~::~i~",~::~::I~:i~~~::
do" you would u". A"um' th' "Ii.., is ""iving 'h' ..,,,g' ",got do" ollh' m,dl",lion you indi",tod yOU would us, I"
acute. tre.atment in Question 4. If you are not familiar with a medication, draw a line through that row.

. ,,.,1> " in • p.li,nl ""I"ng • 'ong."ling CONVENTIONAL OEPOT ..lip,,,,hoti'. PI",' "t< Ih'

23
Stnlr&I~S aft r ( Ph I the (ollowing pharmacologic strategies (or a patient who relapses ,,,,hile receh'ing a long-acting

appropnateness 0 eac 0

conventional depot antipsycholic.

Expert eonsensus Guideline Sen·es
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JClin PsYChiatry 2003;64 (suppI12)

26
Com,Hating ,,,,bl,,"" R.t, th' ""o"i.l,n,,' of ',:h ~f Ih' followln8 lyp<> of .nll.,>"holk m,diallo", for ...1I,nl
with ••,ychoh' duo'd" who h" 'h' follo"'ng com,h"hnS .robl,ms. Cov' you' h'Sh"t "t,ng, to th' m'dlatlo

ns
yOU

con,id" ".." ...ro.
n

•
t
• fm ...lIenl wi'h thl' "obl'm. Adjunctl" ",,'m,n' """gl"'" "k'd .bou' in Qu"lIon, 27-30.

95% CONFIDENCE INTER\'ALS Tro! 1st 2nd 3rd

Th'rd L" e S d L· Fi I L" A (SD) Ch L', .0 ,con m' '" m' .g c Ine Line Line

Aggrusion.Iliolcnce ~..Oral clozapine
8.1(1.1) 43 8. \I 0

Oral risperidone
7.2(1.2) /4 77 23 0

Oral olanupine ,; 6.9(1.4) 7 72 26 2

Long-acting injectable alypical
6.4(1.8) 5 60 33 8

Oral quetiapine • 5.'(1.6) 0 42 47 12

Oral z.iprasidone - 5.8(1.6) 5 33 58 to

Oral aripiprawlc - 5.7(\.7) 5 32 51 11

Long_acting depot conventional injcclable - 5.5(1.8) 0 34 4' 11

Oral high-potency conventional 0 5.2(2.0) 2 32 43 25

()nl\ low-potcncy conventional - 5.1(1.9) 0 28 51 21

Oral mid-potcncy conventional .- 4.8(2.0) 0 I'

Suicidal behavior

52 29

Oral clozapine EI 8.3(1.1) 59 95 5

~

0

Oral risperidone
6.8(0.9) 2 64

Oral olanzapine

36 0

Oral ziprasidone .r 6.7(1.2) 2 62 33 4

Oral aripiprawlc

6.2(1.6) J 51 41 8

Oral quctiapi.ne : 6.1(1.2) 0 35 62 3

Long-acting injc.cLable atypical

6.0(1.4) 0 41 51 1

Long-acting depot conventional injectable - 5.8(1.8) 3 4t 46 13

Qr.lI mid-potenCy conycntional

~
4.6(1.8) 0 t3 56 3\

Oral high-potency convcntional

4.0(1.8) 0 1 49 44

OralloW-polCocy conventional
[:

3.9(1.9) 0 7 42 5\

I 2 3 4

3.8(1.8) 0 5 50 45

5 6 7 8

"
,

I year

oo~~
\ 66(231

16 66 24 11

9 months

6.0(2.2) 5 55 32 13

6 months

5.5(2.3) 8 3' 42 18

3 months
\ 3.8(2.11

0 8 41 45

1 month

2.4(1.2} 0 0 '8 82

2 weeks

1.7(0.9) 0 0 3 .1

Do.. lo.."ing ,,,,t.g
in

. If h,,' d"id.d to 10"'" th' d... of th••nll.,>"holic in • ,lobi, ..Ii,nl. ho.. lon8 would yOU25 ...it? R,t< th' •..,o.n."n'" of low·",n8 ,h. do" .f'" ,h•••lIen' h" be,n ".bl, for Ih' follo".o8 11m' .,no<!s.
95~ CO~FIDE~CE INTEIl.\'ALS Tro! lSI 2nd 3rd
Th. d L-ne Second Line firS! Lin" Avg(SD) Chc Line Line Line
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26 Compli",ling .,obl.m,. continued 3<d

9.5~ COIHIDE~CE
I NTEIl"' ... LS

Tro/ '" ".
Third Line Second Line FintLint Avg{SD) Chc Line Line Line

O}"Sphorialdtpresslon
Oral olanz.apine

.. 6.9(1.5) 7 70 23

Oralcloz.apine i
6.9{L4) 9 65 33

Oralaripiprnole
6.7(1.5) IJ 58 37

Oral rispcridone
6.6(1.3) , 6' 36 ,

Oraltipr3Sidont
.. 6.4(1.9) /0 ,9 32 10

Oral quttiapine • 6.0(1.5) 2 42 44 14

Long-acting injectable alypical - 5.8(1.6) 0 40 48 13

Long-acling depcl convenlionaJ injeclable

3.9(1.9) 2 7 46 46

Oral low-potency conventional
3.6(1.7) 0 , 49 49

Oral mid-poIeTlCY conventional
3.5(1.7) 0 5 45 50

Oral high-potency conventional
3.2(1.8) 0 2 34 64

Cognitive problems
Oralrisperidone

6.8{1.3) , 67 30

Oral aripiprazole
6.7(1.4) 8 6\ 34 5

Oral olanzapine
6.5(1.6) 7 61 30 9

Oral ziprasidone
6.3(1.5) j 57 36 7

Oral cloz.apine
6.2(1.5) , 52 36 12

OraJquetiapine • 5.9(1.4) 0 40 5\ 9

Long-acling injeclablealypical - 5.8(1.8) 0 49 36 \5

Long-acting depot conventionaJ injecmble
4.0(1.9) 3 \0 50 40

Oral high-potency conventional
3.3(1.7) 0 5 42 53

Oral mid-potency conventional
3.3(\.6) 0 5 37 59

Qrallow-potency conventional
3.0(1.6) 0 2 37

Substllnce abuse

60

Oralcloz.apine
6.8(1.7) /. 63

Oral risperidone

33 5

Long-Kling injectable Ilypic.a.1

6.4(1.5) 3 60 33 8

Onlaripipr.uole

6.2(1.7) j 58 38 5

Oral olanzapine

6.\(\.5) 9 40 54 6

Oral qUCliapine

6.0(\.7) 5 44 46 \0- 5.8(\.6) 0 39 49 12

Oral tiprasidone -Long-acting depoI cobventional injectable

5.8(\.7) 3 43 45 13

Oral higb-poIency conventional - 5.1(2.0) 0 29 5\ 20

Oral mid-~ncy conventional :'i:-:';;'.

3.8{2.1) 0 9 4' 49

Oral low-potency conventiObal

3.7(2.0) 0 \0 40 50

3.7(\.9) 0 5 49 46

% % % %
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95% CONF10ENC.E INTERVALS rro! lSI 2nd 3"'

lbirdLine Second Line First Line Avg(SD) Chc line Une Line

Selective sermoNn reupUlke inhibilor

ECT

7.0(1.6) 18 71 2'

Venlafaxine

6.4(2.0) /6 58 36

Minaz.apille

6.4(1.8) /I 53 38

CJ 5.4(1.9) 1 36 43 21

Lithium c:=J
Valproate 0

5.1(2.1) 1 31 40 29

Bupropion c=:J
5.0(1.8) 0 24 42 33

Nefazodone CJ
5.0(2.1) 5 33 40 28

Lamotrigine CJ
5.0(2.1) 2 32 43 25

Trazodonc:

4.6(2.0) 0 18 '5 36

A Iricyc1ic anlidepressant

4.0(2.0) 0 13 42 44

Carbamuepine

'.0(1.9) 1 5 50 45

A benzodiu.epine

3.80.9) 0 43 50

Buspirone

3.6(1.9) 0 9 44 47

A stimulant (e.g., methylphenidate)

3.2(1.5) 0 0 39 61

1

3.0(1.7) 0 0 31 69
... ... ... ...

JClin Psychialry 2003;64 (suppI12) 77
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28 Adjun'"" lm1menl r" ,ui<id.1 b,h,,;o,. A ,41ienl with. ,,,,hotie di,o"," is being I".led with did 1
. .th, mo,t ."m,n.le .nli,sy,hotie. but wntinu" to di"I., ,u"id,1 b.h"io, 10 .n • e,u. e os~ °

.d)unel'" medication t,,,tm,nt. Th, ,.ti,nt hos no ,ignificonl EPS d h' • d,g", th.1 ,OU bel"", «,u""
"""d.l,ness olthdollowing .djuncti", I",lm,n~. .n no "to,\, 01 substan" .buse. PI,,,, "I, th,

27 ~~j:"~:l::;:::~:"~i~:~:~i~:~~::'i~:~i:~: ~:::I:y'~;~:~I~sd~~i:~d:~;'~;:~;;:I~:';'~~ :~::,::u:~:ld;:U
beli,," ",ui,,' .djun"i'" ""die.tion 1,..lm,nt. Th, ,.ti<o1 h" no significanl ",,,,,,,mid.1 sid' ,rreeLS (EPSI .nd no histo'\' 01

substance abuse, Please rate the appropriateness of the folloy,oing adjunctivt trtalmen15
95Cil CONFIDENCE INTERVALS fro! lit 2nd lrd
Third Line Second U e Firsl L' A (SD) Ch L' L' L'n , me '. , ," ,ne me

Valproatt ;r 6.9(1.6) IJ 71 27 2

Lithium
6,0(1.8) 9 44 44 11

Carbamal.Cpine • 5.5(1.6) 0 31 58 11

A bell-blocker CJ 5.5(2.1) 1 4J 36 10

A btnzodiaz.epine CJ 5.4(2.1) 7 35 44 21

GabapeOlin CJ 4.6(2.1) 1 10 " 39

ECT CJ 4.5(2.1) 1 20 39 41

Lamouigine .. 4.4(2.0) 5 14 44 .2

Topiramate

~
4.2(2.0) 5 17 40 43

Buspirone
3.7(1.1) 0 5 44 51

Trawdone
3.6(1.9) 0 7 31 61

Diphen)'lhydantoin
3.2(1.7) 0 5 26 70

I 2 3 4 5 6 1
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29 Adjund'" " ..tm,~1 roc d"phori>fd,.n"ion: Ap."'" wIth. ,s>"hot" diso,d" " being t,,,t,d with .n .d,qu,te dose
01 ,he mos,.",o.n'le .n"p",ho"~but ,ontonu" to dlS.l.y dy,phon,ld,p",,,.n to • d.g"e ,hot yOU bel.." "qui,es

.djunctive mediation 1f",menL The ..'i.nt '" no significan' EPS .nd no history 01 subst.nce .buse. ",," ,,'e the

approprialene~ of the roUowing adjunctive treatme
nu
95'i> CONFIDENCE INTER"'''LS

Trot 'SI 2nd 3rd

ThirdLioe Second Line FirslLine Avg(SD) Chc Line Line Line

Sdecti,'e serolonin reupUke inhibilOf • 15(\.4} 2' 82 \8

VenlZlfaxine • 6,9(1.6} 13 67 29

ECf

5.9(2.0) 7 40 47 13

Minnapine - 5.8(1.8) 2 45 43 12

Bupropion - 5.7(1.9)
, 41 45 14

Nefazodooc - 5.7 (2.0) 2 44 44 Il

Lilhium - 5.0(2.0) 0 20 58 22

A tricyclic anlidepressanl - 4.8(2.0) 0 20 56 24

VZllproate - 4.8(1.8} 0 20 55 25

Lamouigine CJ
4.1(Z.I} 2 25 41 34

Trazodone .. 4.3(2.0} 0 t4 52 34

Carbamnepine

3.1(1.8) 0 9 40 5l

Abenzod,iaupine

).6(2.0) 0 5 49 47

A stimulanl (e.g.. methylphenidate)

3.5(2.0) 0 9 36 56

Buspirone
3.)(1.5) 0 0 40 60

'To '" 'To 'To

U:ptrl Consensus CuideIineSerics
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30 Adjundl" 1...lm.ol 10' o",istiog n.g.I"" s,motoms. A p.ti.nl with. psychotic diwd" is b.log I,..t.d wilh .n
.d••u.l. do" 01 tho most.,,'..'"'' .ntipsychotic. Th. posllh. s,mptoms .re w.1I conlroll.

d
, but tho p.ti.nl conll

nu

"
10 dupl., ,Ignifocanl.",;,lin

g
nogolio< symptoms to • d.g,,' thaI 'OU 1><11"" re.uire, .djuncll

v
• modl",ion " ..'mont. Th.

"li.nl tw no signifo"n' EPS .nd no history of ,ub,,,,n" .bus<. pi.... ",. lh••po,oo,l.ton"S of tho following .djundl

v

,

treatmtnts 95% CONFIDE~CE I~TER\''''U
Trof 1st 2nd 3,d

Third Line Second Line Fi~l Line Avg(SD) Chc Line Line Line

A gluWMlUPC agent (e.g., glycine. cyelo-serine)
CJ 5.4{2.0) 5 32 45 23

Selective serotonin reupUke inhibitof CJ
5.0(2.3) 4 29 47 2'

Another anlipsychotic c:J
4.6{2.6) 1/ 21 33 40

Venlafuine CJ
4.5(2.1) 0 2' 47 29

A slimulanl (e.g.. melhylphenidale) CJ
4.4{2.3) 2 20 44 36

Bupropion
•.0(2.0) 0 16 39 45

Mirtaupine
3.9(\.9) 0 7 '5 48

Valproate
3.8(1.9) 0 9 44 41

Lithium
3.6(\.9) 0 44 5'

Nefazodone
3.6(1.9) 0 .5 48

Lamotrigine
3.5{2.1) 0 36 55

A tricyclit: antidepressant
J.4{1.8) 0 36 60

Ecr
3.3{2.1) 2 9 29 62

A benzodiazepine
3.2{J.8) 0 2 38 60

Truodone
3.1(1.1) 0 0 .2 58

Buspironc
3.0(\.7) 0 5 3D 66

Carbamazcpine
2.9(\.6) 0 2 29 69

'" .. '" '"
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95" CONFIDENCE INTERVALS
Trof I" '2nd 3,d

ThirdLi~
S~ondLint First Line Avg(SD) Ch, line Line Line

Switch \0 a different antipsychotic wilt! less l- 7.7(1.7) 43 83 II

weight gain liability and provide nutritional and
uercisecouns.cling

Switch 10 a different antipsychotic with less "r
6.9(1.7) 13 72 21

weight gain liabilily

Continue u~aunenl with \he same anlipsychOl.K:

6.1(2.1) IJ 51 30 19

al the same dose and provide nutritional and
exercise counseling

Lower the dose of me cumnt antipsychotic and - 4.8(2.0) 4 15 57 28

provide nutritional and exercise counseling

Add lopiramate (fopamax) to the ttealmCnl .- 4.3(2.0) 0 16 49 36

regimen and provide nutritional and exercise
counseling

bAdd orlistat (Xenecal) to me ueaunenl regimen
).8(l.8) 0 10 45 45

and provide nutritional and uercise counseling

Add sibutnmine (MeridiallO !he ueaunent [ 3.7(1.6) 0 45 50

regimen and provide nulritional and exercise
counseling

No inlervenlion; conlinue o-eatmenl with the C 3.0(1.1) J2

sameantips)'chotic

66

Refer fOT surgical treatment of obesity 0 2.1(1.4) 0 0 17 83

I 2
% " " %

31
Ob..;,y. A pati.nt wilh. ,sychotic di,o,d" t>a, ",pond.d ".11 to t",un.nt with on .ntipsy<h.ti, .th" tho. <I",.pi.o
bUllw dini"lly ,ignifi"ntobesity (8)11 >301. Pi.... rat. th. ""o,d...n", 01 th.lollowing ,,,atm.nt ,I<...gi...

80 ) Clin Psychi.try 2003;64 (",ppl 12)
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1ro/ 1st 2nd 3«l

A\'g(SO) Chc Line Line Line

'.5(1.61 )' 17 19

5.1(2.5) IJ '9 32 t9

4.6(1.1) 0 19 '5 36

4.5(2.2) 24 38 38

4.0(1.8) 0 12 48 40

4.0{!.7) 0 10 SO 40

3.9(1.9) 0 52 39

3.8(2.1) , 13 40 "
2.4(1.6) 0 2 24 ,.

% % % %

•

000528

o
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Continue ueatment with c\oz.apinc 31 the: same
dose and provide nutritional and uercisc

counseling

Lower the c10zapine dose and provide
nutritional and exercise counseling

Switch 10 a different antipsychotic .....;th len
weighl gain liability and provide nutritional and

exercise counseling

Add lopiramate (Topamaxl to the uealmenl

regimen and provide nutritional and e,;en:isc
counseling

Add orlistat (Xenecal) to the ue:mnenl regimen
and provide nutritional and exercise counsding

Add sibuuamine (Mendia) 10 the ueaunenl
regimen and provide nutritional and uercise

counseling

Switch to a different antipsychotic with less
weighl gain liability

No intervention; continue ucaonc:nt with
c1oz.apine

Refer for surgical ueaunent of obesity

32
Obe,IIy.' pati,nt wIth. t",lm,nt.,,,i,tont "",hoti, d;SO'd" ha' ""ond,d w,1I to t,,,tm,,t w·ith c/o,"p;n, but h..

dinleall, ,Igoif","l ob";1y (BMt .30). PI,,,. calC th, .p,<o,,,,,,n,,, 01 th, lollowing ""tm"t st",lCg"'·

95;' COt:FIDENCE l",rERVAl.S

Third Line: Second lint Fi~t Lim:
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95~ C01'lFIOENCE INTERVALS Trof 1st 2nd 3rd
Third line Second Line Firsl Line Avg(SD) Chc Line Line Line

33
C.m...id m.dic,] c.ndili.... w. ". in'm'led in knowing I) h",,· imparl.nt ,~u b,liev' il i, '0 routin,ly monilor for
th. foll.,w;ng comorbid m.dk.1 condilion, .nd risk f"lors in • p.ti,n' bting ",.led wilh an .ntipsycholic m.dication

and 2} how ,,,,ibl. y.u b.liev' il i, for the p,ychi.lrk 'r..'m.nl,..m 10 roulinel, m.nilor for these condilion, and ri,k f.clors.

given real-world limitaliorn.

Importance
Qbesily IIlI 8.5(0.7) 60 100 0 0

Diabetes III 8.4(0.9) 56 96 4 0

Cardiovascular problems • 7.8(1.4) 44 82 18 0

H1V risk behavior - 7.7(1.6) 36 89 7 4

Medical complications ofsubs~ abuse • 7.6(1.2) 2/ 86 '2 2

Heavy smoking • 7.6(1.5) 36 &4 13 2

Hypertension : 7.4(1.7) 40 71 27 2

Amenorrhea
7.0(1.6) 20 69 27 4

GalaclOrrhea iii 6.8(1.4) IJ 64 33 2

Osteoporosis .. 6.0(1.7) 4 47 42 II

Fusibility
Obesity IllI 8.6(0.7) 70 98 2 0

Hypenension II 8.0(1.2) 50 85 15 0

Amenorrhea • 8.0(1.4) 4/ 91 7 2

Diabeles • 7.9(1.2) 40 84 16 0

Hea\'ysmolting - 7.8(1.1) 48 83 13 4

Galactorrhea • 7.7(1.3)

Cardiovascular problems

37 89 9 2

HlV risk behavior :~
7.2(1.4) 24 70 30 0

Medical complications of $ubsurncc abuse .- 6.6(1.8) /7 59 33 9

Osteoporosis

6.4(1.4) 5 53 44 2- 4.9(1.1) 4 13 65

I 2 3 4 5 6 7 8

22

-
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000530

10.9 (1.2) to 25.5 (14.6)

27.4 (16.4) 1064.1 (19.9)

61.6 (19.3) 10 100 (0)

43.1 (20.6)

38.1(11.4)

19.2(11.1)

Patient misses what percentage of mcdication~
Av SO 10 Av SO)

Percenlage of patient population
Av SO

Percentage of patient population
AY SO

Complianl

Panially compliant

Noncompliant

Compliant

Panially compliar.l

Noncompliant

compliant

ParUatlyCOmpliani

Noncomplianl

J Clin Psychiatry 2003;64 (suppI12)

t..tvel of compliance:

37 A",,,ing compli.n",. PI,......" Ih, appmprial.n." r th r II· . .Gi", you' high"l "ling, 10 th. """gi" you c.,,,id,, ':>SI :p;m;~~~~. ,\""g,,, fo, """mg m.dialion compli.n".

~% CONFIDENCE INTERVALS Trof lSi 2 d 3d

irdLine Second Line FlJ'StLine Avg(SO)

n ,

Asking ~Ialive or caregiver

Chc Line Line Line

Asking patient
• 7.8(1.1) 30 91 9 0

PillcounlS .:.- 7.6(13) 43 78 20 2

8100dlevtls

65(1.5) 9 52 41 7

Self*raUng scale fot complianct

6.1(2.1) 20 48 37 15

UrincltSl h-
5.6(1.9) 7 37 46 17

I 2 3 4 5

4.0(2.0) 2 tJ 41 42

6 7 8 9

Lenl of compliance:

36
Defining levels of c~mp1iance. ~~ would like to know how yOu calegorize compliance in your practice--in other words,

whether yOu agree with the defimt,ons of compliance we suggested above.

Uvtl of compliance:

35
Lovob or complbo", in YO'" p."oob. W••" in"",I.d in finding oul what p«portio

n
of you' polients with

schitophrtnia are compliant. partially compliant. and noncompliant according to the definitions given above.

We arc using the following defInitions of compliance levels in Ihis survey:
• CompM"t: only misses oet:asional doseS (e.g.• < 20% of prescribed mdiication)
• pdr1wlly compliant: missc..s more than occasional doses (e.g.•2~80% of mcdicallo

n
)

• No"complilln': misses> 80% of medication

34
",,~b or <omplbn" "port.d in Ih. liI....I"". Pi.... india" whal p«porlion of pali.nts with schiwph"n" you
boli"" to b. compli.nl. parti.lI, compli.nL .nd noncompli.nl. u,ing Ih. d.finilio", gi"n abov•. bas.d on you' ".ding

of the trrdtmtnt lituDtun.
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Trof ,,, 2nd 3<'1
Avg(SD) Cite Line Line Line

3.0(1.3) 52 3) 17

7.5(1.3) 28 80 20

73(1.9) 37 76 17

... ... ~ %

J Cli" Psychiatry 2003;04 (,uppI12)

Trof I" 2nd ),d

Avg(SD) Chc Line Line Line

3.0(1.) 50 89 II

7.4(1.5) 30 76 22

7.3(1.2) 22 65 )5

'" '" '" ...

Trof 1>, 2nd ),d

Avg(SD) Chc Line Line Une

8.9(0.4) 89 '00

8.8(0.5) 80 100

3.011.1) 41 9'

6.0(1.8) 4 52 )5 13

4.21LO) 2 13 )9 48

'" '" ... '"

I
III

•

II

•-

II

••

000531

•
4 5-

95% CONPIDENCE INTERVALS
Third Line Second Line First Line

95% CONFIDENCE INTERVALS
Third Line Second Line First Line

95~ COtHIDEtlCE INTERVALS

Third Line Second Line Firsl Line

Pharmacologic interventions (e.g., switching lO

a long-acting medication)

Progn.mmatic interventions (e.g.. intensive cue
managemem. assertive communil)' tre:aonent)

Psychosocial interventiolU (c.g.. patient
educalion, compliance therapy)

Psychosocial interventions (e.g., patient
education, compliance therapy)

Pharmacologi<: interventions (e.g., switching to
a long·acting medication)

Programmatic interventions (e.g., intensive case
management. assertive community treatment)

Patient ba.s stopped medication complelely

Patient missing more: lban SO% of medication
do><>

Palienl missing apprOllim:lIel)' 50% of
medication doses

Patient missing approximalely 2()'l, of
medication doses

Patient missing occasional doses

40
Addrusing noncompliance. Please rate the appro riatenus of th f' .,,0bl.nui"P.ti••'whoi.n,ncompii,nt C' Ph' h .' ollowmg .t",.g", for .dd,,,,i.g com,Ii....

pm",ord). . '''' you< ,g.5I ,,'mg. '0 tho .1"logy or .,,,,.gi... you would 'ry firs' (Ii"

39 Add""ing ,.rt;;>] com,Ii••". PI",. "to 'h. ap,ro",.I<n". of tho followi.g "",.g'" fo' .dd"",i.g com,li....
fti" p":i:~~~m' ",,,••, who ',p'rli,lly compii,nt. C,'" yoU< h,gh,,' "ting, '0 tho ""togy 0' ,tr.,.gi" you would Iry firs'

38
Wh•• to i.to"'•• fo, "m,Ii.." ,robl.m•. PI.". "to ,h••",o,ri.ton... of ,.to"".i.g 'n ,h. ioll"",ing cli.ical
.,''''''0''. C"•• ",ing 017. 8. 0' 9'0 tho...il",tio.. 'n which you would u.",lIy i.,,,,,·ne;' TOting of '. 5. or 6 '0 'ho..

•i''''''o'' in which you would ",mot'm" i.to",.n" .nd. ,,'i.g oi 1. 2. or 3'0 Iho...itu.tio", i. which you would g..",I1,· .0'

inltrvtnt.
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7.3(1.1) 14 80 20

6.1(1.5) 9 37 57

5.4(1.9) 0 28 57 15

5.4(1.8) 2 30 48 22

'" .. .. ..

• 7.9(1.3) 48 87 13 0

• 1.9(1.0) JS 9' 9 0

• 1.9(1.3)" 86 14 0

•

000532

5 6

•CJ

95% CONFIDENCE INTERVALS
fro! 1st 2nd 3n1

Third Line Second Line First Line Avg(SD) Chc Line Line Line

• 7.2(1.3) IS 16 24- 7.2{1.7) 22 12 24

• 7.0(\.5) /I 10 26

..:• 6.1(1.9) 20 63 30 1

6.0(1.7) 7 46 46 9

• 5.9(1.6) 4 33 61 7- 5.8(1.9) 9 41 43 16

5 6 .. .. .. ..

Palienl education

Grouppsychoilierapy

Individual psychotherap)'

} C1in Psychiatry 2003;64 (suppI12)

Assertive community ueatmenl services

Continuity of primary clinician across uealmenl
modllities (e.g., inpatient, outpatient. and

residential programs)

!n\ensiveservices{e.g.,contaCll-Slimes
weekly or more frequenl.ly as needed)

Supervised residential services

Partial hospitaliulion servlCes

Rehabilitationset"Yices

Involunwy outpatient commilment

family education and suppon

Medicauon monitoring (e.g.. dispensing doses.
5upet"ising use: of It weekly piJI boll. or dir~ctly

observing doses)

Compliance therspy (focused cogniuve:.
behavioral therapY wgeung compli.ance issues)

Symptom and side effect monitoring (e.g., daily
checklist)

Ps,<ho>oei.
1

"M'" 10 imp"'" ,omph.n". PI"" ,,', Ih' Import.n" of th, following psy,hosocl., "",I'" fo, •

41 patient with compliant~ probl~ms. 95% C01'lFIDENCE I1'lTERVALS rroj 1st 2nd )rt1
Thirtl Line: Second Line: First Line: A\'g{SD) Chc Line: Line: Line:
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6.2(\.8) 4 52 J9

6.1(2.1) /6 49 Jl 18

6.0(2.4) /7 46 J9 \5

53(\.8) 0 29 49 22

4.9(2.0) 2 22 52 26

4.6(2.2) 0 26 JJ 41

3.2(1.1) 0 7 20 7J

'" % '" %

• 8.0(\.J) 44 9J

-

000533

oCJ

86

95'"
COI'HIOEt-lCE INTERVAL.S

rro! ISO 2nd Jrd

Third line Second Line FlrstUne Avg(SD) Chc Line Une Line

Switch to II long-acting atypical antipsychotic if
III 8.5(1.1) 69 96

available

Switch to a long-acting conventional dcpot - 7.0(\.9) 22 74 20

antipsychotic (e.g.. haloperidol decanoatc)

Add a long,acting injectable atypical •- 6.6(2.3) /8 60 11 \8

antipsychotic if available

Add a long-acting conventional depot c:=J 5.0(2-') 4 J7 JO JJ

antipsychotic (e.g.• haloperidol decan081c)

Regular monitoring of plasma leve's of c::=J 4.4(2.5) 7 20 J5 46

medication

Switch to a differenl oral antipsychotic thai has c::::J 4.J(2.\) 0 20 4\ J9

not previously been used

No cbange in ptwmllcother'aPY; intenSify b 0.0(2.2) 4 17 JJ 50

psycllosocial treatmcnt

Add anothet oral antipsychotic
,..- J.0(1.8) 0 4 29

I

67

% % % %

Add along-acting conventional depot
antipsychotic (e.g.• haloperidol decanoate)

Add anolner oral antipsychotic

Switch to along-acting conventional depot
aOlipsycbotic (e.g., haloperidol deeano

llu
:)

Add along-acting injectable alYpical
antipsychotic if available:

No change in pha.nnacothe~py:intensify
psychosocial r.reaanc::nt

Switch to a different oral antipsychotic that has
not previOUsly been used

Regular moniloring of plasma levels of
medicalion

Switch to a long-acting lltypicallll\UPS)'COOU
c

ifavailable.

"0\0 k ,."tegi" f" p.rti'] <omp""'''. PI",' "" 110••ppropri...
nmol

ea,h 01 110. i~lIoWingpharm"OIOg"

43
Ph

arm
. "f, 10 .• .d.n" that 110. p.t\enl i, only p.rti.lly ,omph.nt w,th .n oral .nlOP,y,ho

lO
'. Th. p....nl

slUlegle5 II t eft IS VI
periodically deni.. having. men,.1 illnm or needing "ealm.

nl
.nd tw h.d no EPS.95% CONFIDEt-lCe It-lTERV"LS Tro! \.st 1~d 3.rd

Third line sW)nd line Fin-IUne Avg(SO} Chc line line line

£Jpefl CollseruUS Guid2line Series



Optimizing Pharm •;,ogic Treatment of PsychOtic Disorders

87

Exhibit A
Page 87 of 100

1.8(1.5) 38 93

75(1.2) 22 80 20

7.0().1) 22 10 26

6.4(1.7) 9 51 35 9

5.9(2.\1 9 41 39 20

5.7(2.2) 1/ J? 41 22

... ... ... ...

II 8.5,\.0) 67 96

• 1.8(1.21 37 83 "

••..
~

000534

Reduced risk of relapse

Regulill" contacl with patient

Convenience for palienl

Assured medicalion delivery

Abilily to use lower effective dose

Knowing that relapse has occurred despite
adequ:u.e phannacolhenl.PY

J Clin Psychiatry 2003;64 (suppl121

Knowing immediately when mediealion is
missed

95 .. CONFIDENCE INTERVALS Troj I" 2nd 3,d

Third Line Second Line FtrstLine Avg(SD) Chc Line Line Line

Lack of patient a.cceplance - 7.2(1.9) 33 12 20

Logistical issues - 5.1(1.1) 2 4\ 41 17

Inability 10 SlOp medication immediately should - 5.6(1.9) 0 39 48 IJ

side eITec\5 becOme a problem

NegiUive physician perceptions CJ 5.5(2.1) 35 43 22

Stigma associated wilh injections or depot - 5.5(\.9) J? 43 20

clinics

hudequaICly appreciated bcnelit c:=:J 5.5(2.4) 7 46 30 2•

Local effects of repeated injections • 4.8(1.11 0 17 54 28

Reimbursement issues ~
4.0(2.2) 0 16 JI 53

Inadequately established benefil . .- 3.1 (1.6) 0 4 28 61

\
... ... .. ..

Some COl\linuil'lg medication coverage afler a
missed dose

4:6 ::~~~~,,:~·:~·~::;,,~:.~:~i~;ci~;'~~':':'~~';;~~':~;~~:' ~~~c: ~~i~'o:';~";i:~ 9d~0 ~~,:o,:'~d;::::;~:
most important disadvantilg

es
; a 4. 5. or 6 to those you consider somewhat important; and a 1,2, or 3 to those that you consider

not too important.

B.n,fil' of long.,ding inj.d.bl, ,nli",.cholics. Which of Ih. following do ,ou cOMid" '0 b' 'h' g"""1 b,n,fiu .oj4:5 ..'ng long.,cling Inj"Ubl, ,nli,.><holics? PI,.., giv.. "ling 0[7, B. 0' 9 10 th~" ,ou con'~d" th' grea'''1 b,n,"Is. ,
, 5 0,610 tho" >~U co",id" ..mewh,1 impo,t..l; .nd' 1. 2," 310 Iho" Ih" >~U "n"d" no' 100 'm,ort'n\.

• • 9Sllo COto/fIOEtoiCE INTERVA.LS Troj lSi 2nd lrd
Third Line Second Line Fu'St Line Avg(SD) Chc Line Line Line
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95% CONfiDENCE INTEItV"LS Trof lSI 2nd Jrd

ThirdUne Second Line FirstUne Avg(SD) Chr Line Line Line

AVlillbtlity of an atypical antipsychotic in a
IllI 8.4(0.9) 59 96

long-acting injectable fonnulation

Good patient acccplance of injection • 8.0(1.3) 43 91

Oemonsuated fewer rdapseslhospital • 1.8(1.4) 37 85 1J

admissions than oral equivalent

Fewer side effects man 0~1 medications • 7.5(1.1) 37 78 17

Bener qualilY of life/patients say they feci bcner - 1.4(2.1) 48 72 20 9

Easy adrninisn3tion of injection • 1.1(1.4) 15 74 24 2

Longer intervilll between injections • 6.9(1.6) JJ 70 28 2

Demonst~ted superior efficacy to 01111 .r 6.9(2.1) 24 65 24 11

equivalent

Easy prepUlItion of injection
6.7(1.7) 15 6' J5

Little dose liu-ation required ·)(jth long-acting
6.2(1.7) 2 50 43

injectable formulalion

Easy dose conversion from oral equivalent - 5.8(1.7) 43 48 9

Easy dose conversion from other oral - 5.5(1.8) 39 48

anlipsych()(icagent

13

% % % %

47
.""n f".•ring uS' .f I.ng.,ding injod,bl. ,nlip,y<hnli". Tn which of th. following cha,,,",i"'" ""uld ,,,u ,ttach
th. most impOrtance m deciding wh.lher or nol " use , long·"ling Injectabl. ,nlipsYcholic' PI",. g,v. , "ting of ;. 8.

0,9" those Ihat w.uld be most impOrtonl to you in deciding to uS' , long·'ding injectable; , 4. ;. 0' 6 to Ihose ch,,,c,,,i"'"

thlt ....'Quld be somewhat important; and a 1.2. or 3 to those that you consider not \/try importanl.
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[:=J 5.4(2.1) 39 41 20- 5.2(2.1) 29 51 20- 4.8(2.0) 7 18 59 23

0 4.7(1.9) 2 24 42 33

4.1(2.1) 2 1\ 44 44

3.8(2.1) 2 13 31 56

3.7(1.9) 0 47 44

" " " "

95'i- CONFIDEfolCE II'HERVALS
Tro! lsi 2nd 3",

Thitdline Second Line Aniline A\'g(SD) Chc Line Line' Line

lID 8.5(0.8) 64 100

III 8.1(1.2) 51 89 1\

Ill· 8.1(1.2) 51 91- 7.7(1.7) 3. 84 1\

• 7.5(1.4) 33 84 16- 7.2(2.0) 2. 82 9

• 7.2(1.3) /8 77 23- 7.1(1.7) 22 64 33

6.6(2.0) /, 59 J4

6.4(2.1) 1/ 64 25 "6.3(2.0) 1/ 58 33

6.3(2.0) 7 55 36

6.1(1.8) 1/ 47 44

5.9(2.0) 9 44 38 18

000536
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Involuntary outpatient commitmenl

Patient laking an oral conventional antipsychotic
who is chronically relapsing

Persistent lack of insight/denial of illness

Patient taking an oral atypical antipsycholic who
is elperienciog relapse for reasons that are

unclear

History of Of polential for ilggy-essive or violent
behavior

History of Of potential for suicidal behavior

Homelessness

Comorbid substance abuse problems

Lack of social supportS

Elderly palienl taking an oral conventional
antipsychotic who forgelS to take medication

Patient taking an oral conventional antipsychotic
who is stable but experiencing EPS

Other severe psychosocial stressor

Patient taking an depot conventional
antipsychotic who is stable and is oot

experiencing serious EPS

Elderly patient taking an oral conventional
antipsychotic who is having troublesome side

effects

A ~tient with trealIOent-refracl.ory illness who
is laking c1oz.apine and having uoublC$Omt side

effocts

Patien~ laking an tnl conventional antipsychotic
who lS stable and not experiencing serious EPS

Pa~nt laking an oral atypical antipsychotic who
lS stab{e and is nOl. experiencing serious EPS

A new patient who "'"ou JUSt confinned with a
diagnosis of schiw~~niaand who has had no

prtVKJUS antipsychotic tte3lJOellt

Patient taking an Of31 atypical antipsychotic who
requests a loog-acting antipsychotic

Patient lAking an oral atypical antipsychotic who
is e"pericncing relapse because be or she

SlOPped taking medication

Patient takiog an depot convcOIional
antipsychotic who is Slable but experiencing

EPS

48
Use of a long·acting ~njtctablt atypical a~liPs~~otic: Plt~.n ratt the appropriat
atypical antipsycholic In tach of the roll0'ft1ng chmcal situations.
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51
Facton motivating patients 10 return fOT injeclions. In your clinical experience, what are the most important factors in
motivating patients to come into the clinic for reptat injtctions of a long-acting injecl:abh: antipsychotic? Please give a

rating of7, 8, or 9 to those you consider most important; a 4, 5, or 6 to !hOSt you consider somewhat important; and a 1. 2, or 310

those that you consider not too importanL

%

18

1\

..
38 44

49 40

73 22

.. %
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5.6(2.0) 7

6.0(2.0) 7

7.2(\.6) 24

J Clin Psychiatry 2003;64 (suppI12)

Ell 8.3(0.9) 53 96

•
11\I..
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95ClJ CONfIDENCE INTERVALS Trof 1st 2nd 3rd
Th'dL"ne S dL' Fi L" A (SD) Ch L' U

90

Palient13king a depol conventional
anlipsychotic .....ho is nOI ellperiencing EPS

Palienl13k..ing an oral convenlional anlipsychotic
who is nOI ellperiencing EPS

"
, =>n '"' IUt '"'

,g , me ne Line

Urginglinsistency of family or caregivers • 7.2(1.3) 9 84 13 2

Urging of physicianlueaonent learn : 7.0(1.2) 7 73 24 2

InvolunW)' outpatient commitment I 6.9(2.1) 17 69 21 10

Contact with treatment team :- 6.7(\.') 9 69 29 2

Decreased risk of ~Iapse 6.7(1.5) 9 61 33 0

Not having to ~member to like oral • 6.3{1.8) 9 53 40 7
medications

Convenience - 5.8(1.8) 9 33 56 II

Benerefficacy - 5.5(1.7) 5 30 55 16
I 2 3 4 5 6 7

Paticnltaking a depol con\'cntional
anlipsychotic who is cllpcriencing EPS

Patienl taking an oral conventional antipsychotic
wno is experiencing EPS

5
Risk of tardive d)'skinuia, PI.tilSt rale the appropriateness of sWitchi~g lo a lon~-acting. inj~clable atypic.a.l antipsychoticoin each of the following situations beawt of concern about the potenllal for lardlvt dyskmesla.

95% CO!'lfIDE!'lCE INTERVALS Trof 1st 2nd 3rd
Third Line Second Line Fint Line Avg(SD) Chc Line Line Line

ThirdUnt Second '" '" '"

l=
5.4(2.0) 7 33 41 20

Early cpisode schizophrenia 5.2(1.8) 0 29 51 20

Bipolar mania ..... ilh ps)'coosis 5.0(2.0)
, 20 fIJ 20

Dementia with p5}'chosis 3,7(2,1) 2 16 25 59

Substance abuse

B
3.7(1.7) 0 9 32 59

Bipolar mania without psychosis 3.3(1.8) 0 4 31 64
Treatmenl-resistantdepression

Dementia wilhout psychosis
3.2(1.7) 0 2 21 71

3 • 5 6 7 8 9 % .. '" '"

. . bl . 1 r s 'Chotk. Pleast rate the appropriateness of using ill long-acting Injectable
Ust of a long-acting InJect3 t at)-PIQ an IP ~ , ..49 atypical antipsychotic to trul a patitnl with uch of tht following condltlons. _ ,

95% CO!'lfIDENCE I/'iTEit\'~lS TroJ '.St _~d 3rd
L F I L· f: Avg(SD) Chc Lmt Lme Line
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Tro! 1st 2.d 3",

Avg(SD) Chc Line Line Line

7.7(1.3) 28 93

1.2(1.4) /7 83 15

6.4(1.8) /3 50 4\

'" '" .. ..

r,.o! 1st 2nd 3rd
A\'g(SD) Chc Line Line Line

I 6.1(1.81 JJ 65 26

\-
J.-
T

000538

95% CONFIDENCE INTERV .... LS T,.o! \" 2.d 3"'

Third Line Second Line First Line Avg{SD) Chc Line Une Line

Increase the dose of the long.acting injectable • 7.2(U) /6 80 18

atypical antipsychotic

Add the oral ronn of the long-acting injectable • 6.8(1.6) /8 62

8t)'picallhc patient is receiving

36

Add an adjunctive agent CJ 5_3(2.2) 42

Obtain plasma levels of the antipsychotic

31 27- 5_3(2.0)

Add • dirrerent oral antipsychotic CJ
30 51 19

Switch to a dirrerent onal antipsychotic

4.8(2.2) 4 27 33 40

Switcb to a conventional depot agent c:'J
CJ 4.6(2.1) 0 20 40 40

\

3.5(1.8) 0 9 36 56.. .. ... ..

J Clin Psychiatry 2003;64 (suppl 12)

To ensure continuing medication coverage when
the patient is discharged

To facililate acceplance of along-acting
injectable antipsychotic in subscqueRl outpatient

UC8UT'1Cnt

Because patients are most vulnerable 10 relapse
soon afler discharge from the hospital

Give first dose or lOng-acting Injectable atypical
antipsychotic while pauent is hospilaliztd for

acute symploms

54 Strategi~s for rtlapse in a palien~ receiving a long-acting Injectable atypical antipsychotic. Please rale the
. ~pp.ropnate~ess of each of the followmg stralegies (or a patient who relapses while receiving a long·aclin! injectable

~typ1\:al antipsychotiC.

53
Reason.s to begin injections during hospibLi~tion. Uyou would begin treatment with a long-acting injectable atypical

antipsychotic ....'hile a patient is hospitalized, rate the relative imporUnce of the following rUSOns for doing so.

95% CONfIDENCE INTERVALS

Third Line Second Line First Une

52
Us< of. long-OCU.! ,.j.d.bl••".'a1 onUp,,.<hoU. ,. tho "01' 1",lm..1 , .....!- G'''' ,horl" I..!th, of hosp'tal
sa)'5. please rate the appropriatenm 01 beginning treatment with a long-acting injectable atypical anl1psychotic while a

patienl is hospitalit.ed.



-

Exhibit A
Page 92 of 100

) Clio Psychi.try 2003;64 ('UJlI>I12)

000539

92

J 2 3 4

n ('II>J n ('II» n ('11» n ('11» Avo

Remission

Level of positive symptoms 4\ (89'11» 2 (4") 2 (4'11» I (2'11» 1.17

Level of cog.nitivefdisorganiud symptoms 4 (9'11» 18 (39'11» \I (24%) 13 (28'11» 2.68

Levd of negative symptoms I (2'11» 16 (35'11» 14 (30'11» 15 (33'11» 2.89

Levd of depressive symptoms 0 (0'11» II (24%) 19 (41'11» 16 (35") 3.07

RKOvery

Level of positive symptoms 19 (41'11» 10 (22'11» 12 (26'11» 5 01'1.) 2.03

Level of cognitive/disorganized symptoms 15 (33'11» 16 (35'11» 9 (20'11» 6 (13") 2.09
Level of negative symptoms \3 (28'11» 15 (33'11» \I (24'11» 7 (15'11» 2.22

Level of dep~ssivesymptoms 0 (0'11» 8 (17") 12 (26'11» 26 (57'11» 3.36

56
Rank orier of symptoms. How important are the following symptoms as indicators of remission and recovel)'? Although

we. realize lhis construct may val)' somewhat from one: patienl to another, we would like you to r.lnk each lypt of symptom
in terms of the importance. )'OU be:IiC'lt it has in defining remission and recovery in the average patient with schizophrenia. Rank

the following from 1 to.4 (no ties), with 1 -= most important.

.Some ilen" in Ihe lilt ue .dlpled from tbe opcrllion.l derinilion of ~covery pru;enled in Libcnnan RP, Kopclowict. A. Venluul J. GUlldnd D.
Operation.

1
criteria and belol$ related 10 recovery from sehit.ophrcni.,llllemational Re~iew of Psychi.try 2002:14:256-272.

Occup.tionalledlKllion.1 funetionin,: e,lI .. bcinll employed in the eompclilive $eClOr, $ucccufully .\lendin! school: if relirement .ge. aclive.ly

putieip.un, in r=urion.l, family. or 'Iolunteer ICtivitic.li.
Ability 10 live indcpcndenlly: C.I .• livioa: on onc'l own .... ithout d.y.to-d.y supervision: .ble 10 initi.te .Clivities and schedule one'llime

indcpc:ll<kndy: puticip.tinll conttnletively in inttrumenul aetivhict.
Mc.lnlnlful peer relalioruhipl: e.&-. an interaetion luch as a soci.lcvent or recreation.1 activity with. peer OUl5idc the family on a rclu!u buil.

Third Line Second Line ,," ,"0 .\'g

Remission \ Ell 8,)(1.0) 6/ 95 5 0

Level of positive symptoms

= 6.8(1.3) 7 66 34 0

Le\'e1 of COgnilive/disorganiud symptoms 6.8(1.5) 16 6\ 34 5

Level of negalive symptoms 58 37 5• 6.4(1.5) 5
Level of depressive symplOms • 5.6(1.7) 2 30 58 12

Meaningful peer ~Ialion.ships

Ability to live independenlly - 5.6(1.9) 5 33 50 t7- 5.6(1.7) 2 33 56 12

OccupalionaVeduCilionai functioning

Rec1Ive~ • 8. I{1.0} 39 95 5 0
OecupalionaVeducalionai functioning

Meaningful peer ~Iation.ships • 8.0(1.0) 39 93 7 0

Level of negative symptoms • 8.0(1.0) 39 89 11 0

Ability 10 live independently • 1.9(1.1) 39 89 " 0

Level of positive !),mptoms IJ
1.8(1.6) 48 82 18 0

Level of cognitive/disorganized symptoms
7.7(1.0) 25 89 " 0

Level of depressive symptoms
7,2(1.1) 26 70 26 5

2 3 4 5 6 7 8 9 'II> 'II> 'II> 'II>

. . W e 'nterested in how)'Ou would define remission and reco\'ery in your palienls with

55
Oefiaint rtmiSs lon ;and reco\,el1. e ~r I f h of the following as an indicator 1) or remission and 21 of recover)',·
schizophrenia... Please rate the appropnatenw 0 eac ro lsi 2nd 3rd

9Stji, CONFIDENCE INTE~V~.L.S ,\ (SOl ~ht Line Line Line

£nlert ConstnSUs Guideline S~r;es
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Rc:1ativechangc:forlheparienl

Absolute change

59 Symptom sevenI)' Ind duntion. We are interested in what level of symptom severity you use to defi ..
reco~ry. Please check the level you consider most appropriate in each cate . . me rem~SSlon and

symptoms n«ds to be pres.ent before you would consider the patient in remission and in~~~v:~. mdlcate how long thiS level of

:~I:>;"~t:I::; ~c::r~fo~;~:~e relevant items on the Brief Psychiatric Rating Scale (l-7 scale)

Moderate:::: score of 4

No symptoms MUdsymploms Moderate symptoms How long musllhe

n (% . % . %
symptoms be al this

Remission
level? (Av mon~

Pcnitive IS (33") 28 (62")
Cognitive/disorganized

2 (''') 3.2
6 (13") 31 (69") 8 (18")

Negative 3 (7")
3.2

28 (62") I. (31")
Deprusive 8 (18%)

3.)

Recovel')'
)3 (13") • (9%) 3.1

Positive 28 (62%) IS
CognitiVe/disorganized

(33") 2 (''')
20 (....)

13.0
23 (51") 2 I''')

Negative IS (33")
13.2

28 (62") 2 (''')
Depressive 19 (42%)

12.8
23 (51") 3 (7") 12.0

57
Ranle ordu o( functional indioton. Hen.. important are the (allowing functional outcomes as indicators oi remission and

rtCO\--r:ry? Although we realize this construct rna)' vary solTltwhat from one patient to another. we would like you to rank

tach functional outcome aru in terms of the importance )'OU belitvt it has in defining remission and recovery in the average

patient ....'ith schizophrenia. See Ouestion 55 {or a more complete description of th~e area.s. Rank the following from 1 to 3 (no

tits), with 1 .. most i mportanL

I
, )

n ("j n (%) n (%) Av

Remission
Independent liVing 20 ('5") 10 (23") I' (n..) 1.86

OccupalionaUc:duealionai functioning 14 (32") 16 (36%) I' ()2%) 2.00

Peer"relalionships 9 (20'l0) 19 (4]%) 16 (36%) 2.16

Recovery

OccupationaVeducationai functioning 28 (64") 10 (23") 6 (I4'i1) I.~O

Independent living 8 (18") 19 (4]%) 17 (39%) 2.20

Peer relationships 9 (20'l0) IS (34%) 20 ('5") 2.2S

J Clin Psychiatry 2003;64 (suppl12)

93
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60
D."Ii,n ,I imp"""m.nl in I.n<lion>! ",u. How toni mUlt ,iinifi"n' impro".m..' in 'h. foliowini lunclional or,,,
1>< moinlained lor' ..Ii..' '0 '" considered in "co.-ry' PI"" write in 'h' minimum period ,mon'h' or "orsl you

\..ould want to )te the improvtment maintained before you would con~idtr Ihe palient in recovery.

Duration or improvement to be

consid~::~~~covtry

\

Employment

Independent living

Peer relationships

94

15.4

14.1

16.1

000541
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000542

TRIAL LENGTH

Drug. trial duration is an imponant issue: we still have
few \'~hd data. concerning the length of an adequate trial
o~ antlpsy~hou~s.The experts indicated that an adequate
Inal durauo~ .I~ pati~nts who are showing tittle or no
response to Initial. antipsychotic treatment would be 3 to
6 weeks. If ~ pauent had a partial response. the experts
would be likely to wait somewhat 10nger-4 to 10
weeks-before considering anomer antipsych t"
ment (Guideline 4). 0 IC lIeat·

1hough the cJtperts indicated that. for olanUlpine and que
tiapine. they would use somewhat higher doses than those
recommended by the manufacturer for acute usage

(Guideline 2).
The responses concerning maintenance treatment and

dose adju5Iments were especially interesting. In some
caseS. the expertS recommended a lower dose for mainte
nance trealment than for acute treatment, but in other
cases. they did not necessarily feel that the dose had to be
lowered. The experts were more inclined to use lower
doses during maintenance 1reatment with conventional
antipsychot1cS, probably because of concern about the risk.
of tardive dyskinesia. while with the newer generation
drugs. they were less concerned about tardive dyskinesia
and may have fell less compelled [0 reduce dosage
(Guideline 2). The experts' e!';limates of dose equivalency
among the different antipsycho1ics were also relatively
consistent wilh the labeling for the drugs and followed a

linear pattern (Guidelines SA and SB).
With tegard to dose adjusunents when there is an inad

equate response. many expens recommended increasing
the dose. despite the faci that few data suggest that a dose
increase is likely to enhance response. H there is an inad
equate response, over 90% of the experts would increase
the dose of c10zapine and olanl.apine, o\ler &0% would
incr~ase the dose of que~iapine and risperidone. and ap
p~o)tlT~ately 60% would Increase the dose of aripipraz.ole.
l.~prasldone. and .the decanoale formulations of nuphena
l.lne and halopendol before switching to a different agent

(Guideline 7).

Commentary

Expert Consensus Guidelines for O~ti~izing
Pharmacologic Treatment of Psychotic Disorders

John M. Kane, M.D.; Stefan Leucht, M.D.; and Daniel Carpenter, Ph.D.

JClin Psychiatry 2003;64 {suppl 12}

From (M /kpar(m61t ofpsychiatry. Th~ Zucker Hillside
Hospi,.ol. ~//!11 Oa~ !'I.Y. (Dr~. Kanlt and uuchtJ;
Psychlotrw:he Kim/ie, ltchnuche Uni~rsit4tMiinchen
MIlTlich. Gcmony (Dr. Uucht); and Comprrheruiw •
NftdOScimce. Inc... White Plains, N.Y. (Dr. Carpet'lter)
~.th~ te1econlUt11?, "£xput Consensus Cuidelines for

Opt.,mumg PhilTmocologiC TrUltmmt ofPS!lchotic DUord~rs••
which~ heldJune 6. 2003, and supported by an unre.strictl.d
I.ducotlr)f\al gra.nt from Janssen Pharmaceutica. L.P.

(Arrespondmg author and reprint.5: DanIel (Arperlt~r.
Ph.!!., Co~pr~hl.nsiV' Nl.uroscittrK~. 21 Bloomingdat~ R'aad
Whltl. Plams. NY J0605 (I.-mail: dcarpmter<iknsmaILcom).·

The expertS overwhelmingly endorsed the alypical
antips)'chotics for the l,tealment of psychotic disorders.
Rispendone was the tOP choice for firsl-episode and multi
episode patients. with the other newer atypicals raled
rtrSt-line or high second-line depending on the clinical
situation. Clozapine and a long-acting injectable atypical
antipsychotic (when available) were other high second
line options for multi-episode patients (Guidelines IA and
I B). The experts' dosing recommendations were relatively
consistent with the package labeling for the drugs. at-

TREATMENT SELECTION AND DOSAGE

T
he clinical trials literature: pro:ides guidance, ~on.
ceming a relatively small portion of the decISion

making process clinicians face in practice. The £xptrf
Constll.S

llS
Guiddint."S employ a quantified methodology

for measuring expert opinion as a meanS of filling the gap
in areas .....here the c1inical lfial literature is scant. connict
ing. or unclear. A key goal of the Expert COnlt'rtS

US
Glfidt·

lintS for Optimizing Pharmacologic Trtolmtnt 01 Psy
choric Disorders was to address issues that have become
increasingly complicated in the face of a growing class of
antipsychotics, such as dosage, tilralion, sequencing of
medications. and integration of new treatmentS into the
existing annamenunium. The Guidelim's were developed
based on responses to a wrinen questionnaire that was
compleled by leading. American expertS on the trealmenl
of psychotic disorders. This commenwy reviews key
points discussed ill lhe Guidelines and highlights interest

ing responses 10 the survey.



""Cling inj~r.:\able atypical antipsychOlics we~e recom
mended as a loW ~ccond-line flption wh;:n lfeaung a COIn·
plill

nt
pOJlient who relapses. Howe\'er. for patientS about

whose compliance clinician:, are un~ure of or who are
noncompliant. the expertS consider swi.lchin

g
to 3 long,'

acting :uypical antipsychOlic as a nrst-hoe treatmell
l

ree-

ommendalion (Guideline 8).

Few data addresS ahemalives when switching anti

psychotics. Although the expertS certainly confum the
value of c1ozapine, there was some disparity in how many
differenl medications from which classes they would tty
before switching a patient 10 c1ozapine. There still may
be tOO much hesitancy to use clozapine. The most appro
priale point at which to switch to clozapine remains con
uoversial. ,:md clinicians may wanl 10 consider fewer trials
of other agenlS before switching patients 10 clozapine.

Risperidone was overwhelmingly listed as Ihe lOp drug
that clinicians would SwilCh 10 after an inadequale re
sponse (Guideline 7B). Cloz.apine and olanz.apine were
listed as tOP choices when trying a second medication.

Exhibit A
Page 96 of 100

J Clin Psychiatry 2003;64 (suppl 12)

000543

SWITCHING ANTI PSYCHOTiCS

110NITORING FOR CO~IORBID CONDITiONS
AND RISK FACTORS

Clinicians rated the compliance levels of their own
patients as substantially higher {43%} than thai of patienu
reported in the literature (28%) (Guideline 1IB).lt is typi
cal for us as clinicians to assume that our patients are more
compliant than other patients. but these results show hoW
e.asHy clinici~s can overeSlimale compliance in their pa
tlents. Comphance was defmed as when a patienl misses
fewer than 20% of his or her medication doses. although
the respondents preferred using a definition of missing

less than 25% (Guideline IlA).
For patients who~ perceived to be panially compli

ant. the .experts constder psychosocial interventions the
fU:S l chOice. For patients who show evidence of noncom
pliance, the e"perts consider pharmacologic interventions

NONCOI1PLIANCE

Obesity is commonly associated with schiz.ophrenia,l
and patients willl schil.Ophrenia also appear to have an
increased risk of diabeles. Given the fact that many anti
psychoti'cs can contribute to weight gain

l
and considering

the lipophilic nature of many antipsychotics. clinicians
should pay close auention 10 weight gain and lipid levels
in patients with schizophrenia belng treated with antipsy
chotics. Obesity and diabetes were considered the most
important conditions to monitor for. followed by cardio
vascular problems. mv risk behavior, substance abuse.
smoking, hypenension, and amenorrhea.

RELAPSE

S\\1TCHING STRATECIES

USE OF TIlERAPEUTIC DRUG ~IONITORING

Unfonunltely. drug research often stOpS after deter·
mining whether an antipsychotic is efficacious in re
ducing acute positive symptoms. Few data are available
concerning sequenlial treatment steps. including manage
ment of relapse. Given Ihe lack of available daw concem
ing managing relapse. the opinions of experts are highly
relevtnL However, clinicians often seem uncenain when
deciding how to treal someone who relapses despite

taking medication.
Concern remains as to how adequately clinicians can

delermine the level of a patienl's compliance prior to re
lapse. Although the expens' responses clearly indicate
that they believe long-acling injectable anlipsychotics
ha~e an important role in me management of relapse, the
editorS note thai such agentS may come to play an even
more prominent role in long-tenn management. Long-

96

Monitoring of plasma levels is used fairly common
with c10upine and haloperidol. bUI nOI with the other
anlipsychotics. When asked for which antipsychotics
plasma levels were available to the respondents and how
they u5ed such levels to adjust dosing. over 50% of re
spondents said that plasma levels for clozapine. haloperi
dol. and haloperidol decanoate were available 10 them.
and over 50% used these levels to monitor compliance;
88% of the experts used plasma levels of cloz.apine and
over 50% used levels of haloperidol to adjust dose levels
in patients with inadequate response or problematic side

effects (Guideline 3).

Most expertS recommended increasing Ihe dose ~f .3

medlCillio
n

befon= !twitching \0 Bn~lher tfe~lmenl. If II IS
decided to switch \0 a dirrerenll1nUpsychot~c. I~e Cll.pert

S

~'ere consistent in recommending cross-tluauon when

sWitching. between the: ofal anlips)'chotics. .
Cross-liu'3tion was it first-line recommend~uon w~en

switching 10 c10npine and a high second·hoe opl1on.
along with o'icrl:lp and taper. wh:n ~witching 10 another
oral atypical anlipS)'chOI.ic (Guldehne 70)..Wh~never
possible. crOS5'litra~i~~ 1,5 prderable l~ rapid dIscon
tinuation or rapid Inl1I3110n. Some pall

crlls
may l'l:l~e

withdrawal effeelS lhal could be subtle Of could be mIS
diagnosed. and clinicians should try to be caulio~s ~nd
discontinue an)' psychotropic drug slowly. 1n switching
to a long-acting injecwble anlipsycholic. the expens rec'
ommended continuing treaunent with the oral antipsy
chotic. either at the same dose or at a gradually tapered
dose. until therapeutic levels of the injectable agent are
reached. to ensure continuous medication coverage.
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CONCLUSION

I. Allison DB. FOl'IuJoe KR. MOOllleOflIl H. el a1.~ disaibutiOll of
bodyma.~siOOo:J.;iln()f1g;ndividU3lSwith andwi'ho\llSchilophrclli~.

JOin Plychi:l.lry 1999;60:2lS-"llQ
2. Allholl DB. MCfI\o:c JL. Hco M. cl a1. Aflri!Y.'ycllOlie-\fldll«d weil!ht

~~~~I~:prchcMI\'C rc!oGU'Ch ~)'IlLhesi~.Am l P5yc!liatry 1999:tS6:

Since the clinical trials literature can answer only $ome
of the queslions involved in the clinical decision-making
process. £.rper1 C"nsensuS Guidelines can play an impor
laot role in nlling in lhe gaps in the literature. The Guide
lint'S also reveal ell.pert opinions thaI are sometime!. sur
prising concerning. for example. dosing. and plasma
levels.. maintenance Ire3trnent. obesity. compliance. and
the use of adjunctive uealment. We hope thallhe treatment
recommendations presented in these Guidelines. which
are based on an aggregate of expert opinion. when used in
combinalion wilh the most up_to_date empirical dala from
clinical trials. will enable clinicians to provide the best

treatment possible for their patients.

Adjunctive tr.:atment IS an interesting topi.c because !'oO

man)' patients with psychotic disorder~ receive aiJjuncti\'~
treatments. However. the expert panel did not recommend
any adjuncti\'e treatments as firsl-line for comphcal1l1g
conditions. with the ell.ceplion of s.elcctive serolO

nin
rcup

take inhibitors for dysphoria or depression.

J Clin Psychiatry 2003;64 (suppl 12)

the lint choice. Preferred psychOsocial inlerventions were
dell

ned
as patient education. family e.ducation and sup~rl.

medication monItoring. and comphance therap)'. which
con!uSled of fOCused cogniti\·e.beh:;l.vioral therapy target
ing compha.nce iS$ues. Symptom and side effect monitor
m" and individual snd group psychotherapy were alsO
li:aed as options to be considered (Guideline 148). The
flrst-line pharmacolOgic strategy for partially compliant
otnd noncompliant patients "'as switching to a long-;lCting
atypical antipSychotiC (Guideline t4C). 1\ would be our
preference to combine both pSyc~osocia\ and pharmaco
logic interventions whenever poSSible. no matter what me

level of compliance.

AGGRESSION, VIOLENCE.
AND SUBSTANCE ABUSE

Aggression. violence. and substance abuse csn compli
cate the course of mental illness. Although the e;l.pem
seemed to assume that those complicalions were not due 10

noncompliance, this is an assumption that physicians should
not necessarily make. Given the very strong possibility that
partial compliance may be conuibuting to the emergence of
aggressive or violent behavior. we would have liked to see
long-acting injectable drugs play more of a role in the man
agement of these problems. even though long-acting inject
lIble 11typical antipsychoticS and olanzapine were only r£lled
3.<; high second-line options for aggression and violence.
Cloz.apine and risperidone were the first-line choices for
aggression and violence (Guideline IDA). Valpro

ate
and

lithium were faled high second-line as adjunctive treatments

for aggression and violence (Guideline lOB).
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1. All or the rallowing were recommended as
lirst-line treatments ror lirst·episode patients
with predominantly positive symptoms tXCtpt:

a. Risperidone
b. Olanzapine
c. Cloupine
d. Aripiprarole

2. For a lirst-tpisode patient with predominantly
negative symptoms, the experts recommended
ust or oral con\'entional antipsychotics.

I. True
b. False

3. In a patient with a history or previous psychotic
episodes, the txperts did not recommend the use
or __ antipsychotics and gave only very limited
support to the usc or__ anlipsychotic.s.

a. ~~~:ri:-POlellCY ronvenlional: ora.! high·pottncy

b. OnIa!.ypicaJ; mid- or low-pott:ncy conventional
c. Onl high-potency conventional; injectable atypical
d. Depot conventional; mid- or low·potency con\tentiona!

4. Clinicians recommended using slightly lower dom

~a~~~~;:~eo:~~~~~~~acute treatment than during

a. True
b. False

98

5. Over 50% or experts responded that thfy had plasma
levels available (0 them only ror:
a. Risperidone. ziprasidone. and haloperidol
b. Clozapine. quetiapine, and aripipraz.ole
c. Cloz.apine, haloperidol, and haloperidol decanoate
d. Aripiprazole, risperidone. and haloperidol decanoate

6. Adequate trial duration ror a patient with lillie or
no response to an initial antipsychotic was listed as:
a. 4 to 10 weeks
b. 1 to 2 week5

c. 3 to 6 weeks
d. 5 10 II weeks

7. Amo.ng clinicians, __ would only sometimes
:~~~~r a patient's weight in adjusting Ihe dosage.

b.45%
c. 15%

d.89%

8. Bdore sWilc~ing the antipsycholic, oYer 90%
~~ exPtr~~:td they. would first increast doses

a. Oozapine and olanzapine
b. Quetiapine and risperidone

c. Aripiprawle and ziprasidone

do. Auphenazine decanoate and haloperidol decanoate

J Clin Psychiatry 2003;64 huppl 12)
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16. ~rererred. programmatic or psychosocial
interventions to improve compliance included
all of the following erupt:
a. Patient education
b. Family education and suppa"
c. Supervised residential services
d. Medication monitoring

IS. Programmatic interventions wue listed as
the intervention of choice when treating
noncompliant patienls.

a. True
b. False

14. When asked to rate compliance (missing < 20% of
mtdkation doses), physicians orten rated their own
patients' compliance as substantially higher than (hat
of patients reported in literature.

:I. True
b. False

13. In selecting adjunclh'e treatment for patients
"'jth complicating problems, physicians had
no Iirst·line trtatment retommendations
uetpf __ for depression:

a.. E1etlroCOnvulsive thtnpy

b. Glutam:l.lergic agent
c. Selective serotonin r(uptake inhibitor

d. Another antipsychotic

It. To manage relapse when the clinician has reason
10 bclicve the patient bas been noncompliant with
an OT81 antipsychotic itgimen. the first-line
recommendation is to:
:L Switch to a long-acting conventional depot
b. Switch to a long-acting injectable atypical amipsychotic

c. Switch to a different oral antipsychOlic

d. Add an adjunctive agent

J elin Psychi.ltry 2003;64 (suppl 12)

12. In treating complicating problems such as
aggression and ,·iolence,.all of the rollowing
were listed as Iirst.line and high second·line
recommendations rxcrpt:

I. Haloperidol
b. Risperidone
c. A long·acting injectable atypical antipsychotic

d. Clor.apine

10. Overlap and taper was listrd as a lirst·1ine
recommendation when switching 10 c10upine
from another oral antipsycholic agent.

a. True
b. False

cffi POSTTEST

9. All of the following wcrt listed as Ihe first medications
Ihat would be switched to after an inadequate response

10 anothcr medic3lion txCtpt:

:I. Risper100ne
b. Olanzapine
t. Ziprasidone
d. Perphenazine
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A. Enabled me to review differences among
atypical antipsychotics in terms of re:sponse
10 treatment. 0 Ye:s 0 No

B. Enabled me to discuss recommended dosing
guidelines for the atypical anlipsychotics.
o Yes 0 No

C. Enabled me to descritK several strategies for
managing antipsychotic-treated patients with
an inadequate response 10 f1rst~l;ne treatment.
o Yes 0 No
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J)Class
a) nlis drug is a member of the following class(es):

Antipsychotic
Thicnobenzodiazepine

2) Dosing Inronnation
a) Adult

1) Agitation· Bipolar I disorder - Mania
a) initial, 10 mg lNTRAMUSCULARLY; lower dose of 5 mg or 7.5 mg may be used if indicated. Usual

effective dosage range is 2.5 mg to 10 mg . .
b) subsequent doses may be given INTRAMUSCULARLY ~n doses up ,to 10 ~g. Maximal ~~SlOg,. three
10 mg doses given 2 to 4 hours apart (monitor for orthostatIc hypotensIOn poor to the admlnlstratton of

repeated doses)
2} Agitation - Schizoohrenia

a) initial, to mg INTRAMUSCULARLY; lower dose of 5 mg or 7.5 mg may be used if indicated. Usual

effective dosage range is 2.5 mg to 10 mg
b) subsequent doses may be given INTRAMUSCULARLY in doses up to 10 mg. Maximal dosing, three
10 mg doses given 2 to 4 hours apart (monitor for orthostatic hypotension prior to the administration of

repeated doses)
3) Bipolar disorder acute, Mixed or manic with or without psychotic features

a) (monotherapy) 10-15 mg ORALLY once a day; may increase/decrease dosage by 5 mg/day at
intervals of at least 1 day. Usual effective dosage range is 5-20 mg/day; the safe£}' of doses above 20
mg/day has not been evaluated in clinical trials

4) Bipolar disorder acute - Bipolar disorder manic eoisode
a) (in combination with lithium or valproate) 10 mg ORALLY once a day; usual effective dosage range
is 5-20 mg/day; the safety of doses above 20 mg/day has not been evaluated in clinical trials

5) Bipolar disorder Maintenance
a) (monotherapy) 5 to 20 mg ORALLY per day (after achieving a responder status for an average
duration of two weeks)

6) Schizophrenia
a) 5-10 mg ORALLY o~ce a day (target dose of 10 mg/day wilhin several days); may increase/decrease
dosage by 5 mg/day at mtervals of at least I week. Usual effective dosage range is 10-15 mg/day; the
safety of doses above 20 mg/day has not been evaluated in clinical trials

b) Pediatric

Page I
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MICROMEDEX
DRUGDEXlEl Evaluations

Database updated February 2007

Q 2007 Thomson/West. No Claim to Orig. U.S. Govt. Works.

OvctYiew
Dosing Information
Pham13cokinclics
Cautions
Clinical Applications
References

OLA1'1ZAPINE

0.0 Overview

DRUGDEX-EV 1728

V\e;tlaw.



Poge 2
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l.3.I.A.l Agitation - Manic bipolar I disorder - Schizophrenia

1.3.1 ~ormat Dosage

A) Oral route
1) Store al controlled room temperature, 20 to 2S degrees C (68 to 77 degrees F) (Prod Info Z rclto(R),
Zypre ~) Zydis(R), Zvnrexa(R) IntraMuscular Qlanl.apme. 2004a). Protect from light and moisture

B) Extemporaneous Fonnulation - Oral route
I)~ is practically insoluble in waler. A I-milligram per milliliter (mglmL) suspension prepared
from crushed tablets in a pediatric mixture base (coD18ining syrup, carboxymcthylcellulose and parabens)
was found to be: stable for 14 days when stored in a refrigerator and protected from light 01arvey et ai,
2000). Care in preparation and admimstration is advised as olanzapine may be irritating to the eye and can
cause conlaCl dennatltlS. When breaking or crushing olanzapine tablets it is recommended to wear gloves
and wash hands before and after exposure (Personal Communication, 2001).

1.3 Adult Dosage

1.2 Storlgt Ind (Ibilj!')'

1.1 Drug Properties

A) Infonnation on specific products llnd dosage fonns con be obtoined by referring to the Trndename LiSl

(Product Index)
B)Synonytns

Olanz.apme
C) Ph)' icochenucaJ Properties

I) Molecular Weight
0) 3) 2.44 (Prod Info ~.(R). 2(04)

2) Solubihty
.) Pracucally insoluble in water (Prod Info Zyprexn(R), 2004)

1.0 Do iDg Inrormation
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I) Overview
FDA Approval: Adult, no; Pediatric, no
Efficacy: Adult. Evidence favors efficacy
Recommendation: Adult. Class lib
Strength of Evidence: Adult, Category B

See Drug Consul< ..feronce: RECOMMENDATION AND EViDENCE RATINGS

2) Summary:
As efTective as~

3) Adull:
a)~ was as efTective as haloperidol' th f' .

:~::~~nl: ~~~~bl~d study, p:'ien~':i~~ae:;eho~~:~;~~~~ia~;I:~ e~~~a~i:
After~ weeks there \\"as a Signifi~~n~\:p::ern:~t li~ ::~Igrams (n=15) or~ 10 mg (n-15).
the Bner Psycbiatrie Rating Scale (p=:O 0002 fI ~ups as compared to basehne measured on
significant difTerence between the 2 g' O~r a~ p="O.OOOI for haloperidol). There was no
efTects. roups. an7..apme was associated with fewer extrapyramidal side

4.s.B Agitation -Manic: bipolar 1 disorder - Schizophrenia

FDA Labeled Indication
I)Ovemew

IDA Approval: Adult. yes; Pediatric, no
Efficacy: Adult, Effective
Recommendation: Adult, Class lIa

s~trengtb of Evidence: Adult, Category B
Drug Consul< ..feronce: RECOMMENDATION AND EVIDENCE RATINGS

C 2007 ThomsonlWesl. No Claim to Orig. U.S. Gov!. Works.
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4.5.A Adverse reaction to cannabis - Induced psychotic disorder

20 l1\li day..4) O(J) receptor occupancy \\"as musumtat 8·~ in a single patient taking nn . 1 40 rogldny.

B) REVIEW ARTICLESI) A ...,e'" of the side e!fcclS of anup yeholie mediealions, including Ian", inc in the elderly is
''\'lJlabk Of partIcular importanCC 10 this populotion I the high incidence of sedation Bnd abnormal gatl

~ Iuch can Ieod to falls and othe< aeeideolS (Masand. 2(00).
2) RC'1e'\' of the ad,'c:rse crr~ts related (0 In are available. The management of these side efTects.
mc:tudlDl sedatiOn. uemor. dry mouth, mcreased appetite. and weight gain is discussed (Zamte, 2000).

afet)' data from comparative clinical trials I also available (Conley &amp; Meltzer, 2000).
J) Comprchmsl\"e m~\\ 00 I m~ have been published (follefscn &amp; Kuntz, t999; Falscni,

1999: BeVCl'&amp: Perry. 199&&: Kando Cl ai, 1997a).
4) The ptwmac:ologic properties and lberapcutic efficacy of~ in the management of " -h :; s

are reviewed (Fulton &amp; Goa. 1997).
S) An lOdepth overview of the efficacy of in in clinical trials has been published (Beasley et nl,

1997).
6) A l"e\;ew ofclmicaltrail evaluating~ dosing is available (Nemeroff, 1997).
7) A study l'C\iewing the safety profile of~ has been publisbed (Beasley et aI, 19978).
8) The use of atypical antipsycbotic medications in adults (Markowitz ct ai, 1999; Brown et ai, 1999), older
~,~~~an el ai, 1999), and child... (Malone el ai, 1999; Lewis, 1998; To..n el ai, 1998) has been

9) The mechanisms of neuroleptic-induced extmpyramidal symptoms aod tardiv d. kinesia llnd their

relationship to atypical antipsychotic agents was reviewed (Glazer, 2000).
10) A review of atypical antipsychotics in the treatment of dru -induce S chosls 11\ PlIT 1: 's IS a'

was completed (Friedman &amp; Factor, 2000).

4.5 Therapeutic Usc
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l)Ovcrview
FDA Approval: Adult, no; Pediatric, no
EffICaCY: Adult, Evidence favon efficacy
Recommendation: Adult, Class Ilb
Su.ngth of EvidCllCC: Adul~ Category B

See Drug Consult ..ference: RECOMMENDAllON AND EVIDENCE RATINGS
2) SlIDlDWy:
~dosesof50r 10ms: dailyw r. d I't'. • •symptOmS associated with Alzhe mer' d ere sa.c an ellectl~e m decreasing behavioral and psychotic
Somnolence and ail dis I. S lsea.~ 10 elderl.y patients

3) Adult g turbances inCreased III olanzapme-treated patients

a) Low doses ofolanuDine (5 milligrnms (mg) or 10m d ·1 (Q ..
10 placebo in the treatment ofbehaviorai d h' g 31 Y D) were safe and Significantly superior
elderly patients. In a 6-week., mUlticen':r ~:b~tl~I~7Pt~ms associated with Alzheimer's disease in
residents were randomized to receive a rU:ed dait dID , P/c~b<rco.ntrolled trial, 206 nursing home
EfflCaCy was measured using the sum of scores r. y ~se.o Q 3nzapIDc 5, 10, or 15 mg or placebo

Items (&quOt;Core Total&quot;) of the NeuropsycO~iaa;;:~~o:~~ggr~iO~, hal1ucination~. and delusio~
ory Nursmg Home sconng system and

C 2007 TbomsonIWest. ND Claim to Orig. U.S. GoV!. Works.

3) Adult . . I .
a) lnnmWlCUlar t cffectl\.-ely reduced ymploms of agtlstJOn 10 patients WIth ~ . .tll I 1ll. or
~ lD 3 short-term. placcbo-controlled mals. The primary efficacy measure In these tnnls
...... the change 10 lhc: P Ill\"C: and 'ega'I\'C Syndrome ale (PANSS) Excited ol11poncnt from
baKh:oe 10 :2 bouts post-UlJccuon. The [Man basehne PA Excited Component sco:e ~llS 18.4
(lWlgc. 13 to 32) out of .. ma:umum !C~ of 35. 5uggcstmg mo tty moderate levels of agttallon. The
rust mal tncluded agitated mpatlents meetmg 0 M-IV cotena for schizophrenia (0,.270). Four fixed
mtramuscular~ doses (2.5 mg. .5 mg. 7.5 rng and 10 mg) were evaluated and all doses were
IpIflCaDtly ~ncr as compared With placebo on the PA 55 Excited Component al 2 hours post·

lIlJCCUOO However. lbe efTocl.... laficr and more consistent for the 5 mg. 7.5 mg. and 10 rng doses.
In .. 8CICOIld p1acebo-controlkd trial. agitated mpatients with schlzophrema (0 311), received n fixed 10
ma dose of unnmuscular QlanzaplOc or placebo. Again. Qlanz.1pmc; was statistically superior 10 placebo
on the PANS Excited Component Ilt 2 hours post·injecllon. In the third trial. agitated inpatient.'! wilh
Bipolar I Doorder (and acute maOic or mixed episode with or without psychotic fcatures) (n:.201),
~1\'tId one rued Intramuscular olanzamoe dose of 10 mg or placcbo.~ was significantly
bettO'" as compared with placebo 00 the primary outcomc measure. Examination of population subsets
such as age, race. and gender did not how any differeotilll responsiveness on the basis of these sub·

groupmgs (Prod Info ZWfC:<a(R) IntrnMuscular. 2004}.
b) Rapid initial dose escalation (RJDE) of olmW1J1l1le was effective in thc treatment of IIcute agitation in
patients with schlzophrema or blpola.r dl ...order. In a randomized, double-blind, multicenter study,
acutely agitated patients (n-148) received either RIDE thempy (olnn/rl'lpin.:; 20 to 40 milligmms
{mg} day for 2 days., then 20 to 30 mg/day for 2 days) or &quot;usuul clinical pmcticc&quot; (Uel)
therapy (olanl..ap~ 10 mg/day plus lornzc!)IlOl us needed) for 4 duys of blinded treatment before
entenng an open-label phase In which all patients received ohU17..'l >inc 5 to 20 mglday for 3 days. Both
the RIDE and UCP .therapies produced significant mean reductions in the Positive and Negative
Syndrome Scalc-Exclt~ Component (PANSS·EC) score from baseline to 24 hours (mean reduction, 
7.01 and -5.51, ~uvely. p.lcss .ma.n 0.001, ?<>th values). However, patients in the RIDE group
bo~ed greater. unpf'(wements In agitation those In the UCP group on days 2, 3, and 4 as measured by
~ changes III PANS.S-EC scores (p:"0.03, p=O.08, 1""'0.001, respectively). Adverse events wcre
tmllar 10 both groups With headache, somnolence. dizziness, nervousness, and insomnia being reported

tDO'l frequently reponed (Baker et ai, 2(03).

1)



Pnge 4

4.5.0 Moruia nt.n·osa

1) Overview

FDA Approval: Adult, no; Pediauic, no
Efficacy: Adull, Evidence favors efficacy

. . tlenHeiated caregiver distress. Core. TOUt~S were:
the ()ccupatlOOAl Disrupb'\-eness .score•.to assess pad 10 m doses while Occupational Dlsrupllveness
tgroflClDdy unpro\'t:d ID pauenlS ~wmg ~~: 5 mg i doses.' onmolence occurred signi.ficnntly

"'Ue sigmficantly reduced m me: than lacebo. Glill disturbances were more .commo~ In those
men often m patlClllS rcttJI.'mg ol:llll3~1 :mcies of significant cognitive implumlcnt. II1Cr.e3~ed
~''U\I bn2:a I 5 or 15 mg dall)'~i:h:n it effectS in olanzapine-treated patients \\:cre .stml!ar
cxtnlp)'l'amldal symptoms.~ cenual an :0> In an IS-month. open extension oflhls lOol With
to those ofplacebo-treated patIents ( treet et ai, 2 '. ed to decrease wilh the final average Core
lOS paum bt:b.lv1onlJ and psychotic symptoms conttn~ lh open trial (p=O.OO2). early half of me

Total score hanog decreased to 6 f~o::l ~~~i~~~oreCTotal score. Mensures.ofcognitive status
pabmlS sbov."Cd. 50'", or glUier ~lSl11 continued to improve (p=O.O 18); e:<trnpyrnmtdal symptoms and
showed no change. Level,S of~ Although weight did not change significantly for the group
parltin50ntan s,ymploms did not .me.ruse. . b . (ventge 4 3 kilograms) or weight loss (average,
o\'erall, some individuals had ::~~:.~~el~j~~I:o:tinuc:d 'to'be the most common adverse events.
4,4 kllognms). ~1~_1 d (the dose prescribed for a patient for the mosl number of days) for
FI\"C nulhgrams \l;as the muua ose .
two-ttl.lros of the pauents during the open mal (Street et ai, 2001).
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I)Ovemew
FDA Approval: Adult, no; Pediatric, no
Efficacy: Adult, Evidence is inconclusive
Recommendation: Adull, Class lib
Strength of Evidence: Adult, Category B

See Drug Consult referenee: RECOMME DAnON AND EVIDENCE RATfNGS

2) SU~:I~~ treatment in small, open.labeltriol in pOlients with anor Xill ~ C sa
Effective in I case repotl of anorexia ncr\'OAA with obsessive-compulsive symptoms

See Drug Consult reference: ANOREXIA NERVOSA - DRUG THERAPY

3) Adult .
a) Weight gain occurred in patients with anorexia ncrvo~a :w~en treated. with olnllz.aplllc. In a ~mnll,
open-label trial, patients with anorexia ncrvosll (reslncl~ng or bm~eJpurge. ~ublype) WIthout
schizophrenia $hizoaffective disorder or bipolar disorder receIVed olanzapmc 10 milligrams (mg) once
daily for 10 weeks (0=18). Patients attended weekly group psychoeducational sessions. O.f the 14
patients that completed the study, 10 patients had a mean weight gain of 8.75 pounds and 4 patlcnts lost
an average of 2.25 pounds. Of these patients, those thai gained weight ha.d significantly different mean
weights at day 1 os compared to both week 5 and week 10 (p=0.0195 and p=0.OO92, re.'ipectively). Three
patients auained their ideal body weight. The mOSI common adverse evenl was sedation. Controlled
studies are needed to substantiate these findings (Powers et ai, 2002).
b) Body weight, appetite, and self-image were restored with olanzapine 5 milligrams (mg) daily in 3
women. Patients with a 12 year or more history of anorexia nervosa gained 9 to 19 kilograms over
several months. At the time of publication, patients continued to receive olrmzapine 5 mg daily.
Because it takes a few weeks before a full amipsychotic effect is achieved, patients should be encouraged
10 continue with olanzapine therapy within the first 2 months (Jensen &amp; Mejlhede, 2000).
c:) A 49-year-old woman with anorexia nervosa and obsessive- compulsive symptoms improved with
olanzaome thentpy (Hansen, 1999). The woman's obsessive·compulsive problems were mainly fear of
food contamination, preoccupation with nuuitional issues, confusion, and seriously disturbed body
unage. She had no insight into her problems and was depressed. She weighed 3 I.2 kilograms when she
wu started on olanzapine 5 milligrams daily. Over the following months, her confusion cleared and her
insight changed ma:J'kedly. Approximately 6 months later her weight had increased to 53. I kg.

4.5.£ Anxiery - Dementia



4.S."~ Bipolar disorder, l\"l.int'enance

FDA Labeled Indication
I) Overview

FDA Approval: AdulL yes~ Pediatric, no
Efficacy: Adult. Effective
Recommendatioo: Adult. Class Ua
Strength of Evidencc: Adult. Category B

See Drug Consoh ..rerence: RECOMMENDATION AND EViDENCE RAnNGS

2) Summary:Ind

lh

icated for maintenance monotherapy in bipolar patients who havc responded to initial treatment

""~
3) Aduh:

0) ::ntin"."~on QlooM."ine therapy wos more effective than placebo in delaying the ,ime to relapse in
:'then: :ixedbIQolar d~sord~._~n a randomized, double- blind, placebo-controlled trial bipolar patients
milligrams ( :;;;u;"c ep'~~ who ...pended to initial, open-label olanzapine therapy (5 to 20

sanI< dose (:225)~r;=:%~~e~i;wo :ecks) received either continuation or olanza ine at their
\he study was dermed as a deerense in or 0 servaUon .or ..lapse. Response during the initial phose or
and a decrease in the Hamilton Dep th~ Yo~~ Mania Ratmg Scale (Y-MRS) lota1 score to 12 or less
defined as an inc:rease of the Y-MRS ress~ ung Scale (HAM-D) score to 8 or less. Relapse was
mania or depression. Patients treated°rwith jD t0t.a:1score to 15 o~ g~ater, or hospitalization for either
compared with patients given placebo (P':~ ~ne ~hoWed a slgmficantly longer time to relapse as
intraMuscular~ 2004b). n 0 ~(R), Zvnrexa(R) Zydis(Rl, Zvnrexa(Rl

R~UOQ:Adul~Classllb
tmlilh orE-= Adul~Category B
Dn>g C It ..rermce: RECOMM DAnON AND EVIDEN ERATING

2) \lIllD>U"l.
Rec;luad anxIety 10 elderly dem 1 patients

3) Adul~0) I Ill< unUll<llt ,.duced lUlX;elY io elderly patienlS with Alzlteimer's-type de 1entia
lIllIcpeodend or UI1p1O'.......t in hallueinotions. u<aunent-<8uscd somnolence, or benzodiazepine use.

post hoc onaI~ woo perfomncd on a subset or patienlS (n-120) rrom a lllJ1!er, randomized, double-
bhnd tnaI tbo1 ...-.Justed \he efficacy or~ (3 dosages) versus placebo ror 6 weeks ror the
uuUll<llt or and agi..tiol1lagg....ion due to IzIt n d s. The subgrouP (mean age g3
)urs) " selected ror exhibiting clinically significant alUiety, defined os a score or 2 or higher on the
lUlX1e1y i1C1ll or \he curopsycbiatric 100"C11lOry uning Home instrument (NPI/NH). AlUiety scores or
pallCnlS ..ce,ving~ 5 milligrams (mg) per dny improved significantly more than scores or
pauen" ..ceiving placebo ~.034). Improvement in lUlXiety witb olanzapin< 5 mglday remained
slatisUca.lly superior even after controlling for improvement in hallucinations. \Vim higher doses of
ob, i (10 and IS mg.rday). improvement in anxiety scores was nol significantly different from lhat
Wlrn placebo. Somnolence was the only adverse effect that occurred significantly more frequently with
~ ilian with placebo. None of the individual peripheral or central pOtential anticholinergic
adver.iC events occurred more frequently with~ than with placebo. However, peripheral
anticholinCfiic effects collectively occurred more frequently with Qlanzapine 15 mglday than with
placebo (26% Vfi 6%, JFO.008). There was no difference between olanz~pil1e and placebo treatments in

the occurrence ofextrapynunidal symptoms (Mintzer et ai, 2001).
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4.5.G Bipola.r disorder, manic episode

FDA Labeled Indication
I} Overview

FDA Approval: Adult, yes; Pediatric, no

i=~'.t, ~~tive; Pediatric, Evidence is inconclusive
uoo. ult, Class 1Ia; Pediatric, Class lIa

C 2007 Thomson/West. No Claim to Orig. U.S. Govt. Works.
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Exhibit B
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.-th ofE''lCl<n= Adul~Category B; Pediatric, Catcgory B G
So< Drug C-"It ~fercn=RECO IMENDA110 AND E \DENCE RA11

1)~~ the uuuncn
t
of ac:ute mantC or mIXed episodes associated with bipOlar I disorder

~c:....b::'uonof 01 I Wlth \!!!lli!!I1 or ,al te i ind.cated for ,he short·,eml t~atmen' of

IC\lte lC ~ associated .....Ith btpolar I dooroer

3) Adult.
a) MO 'OlllERAPY . d'" .1) 10 a small opeo-Iabel study, a was found '0 be somewbat effeen

ve
as .an a Junc I\C

uuuncn
t

of patients ,,;th ll!w
'ar

d,s<>IlIg (BPD) Twen'y·three, seve~ly .11, BPD patients (10 men)
",th • blStory of pOor response or mtolCf1lJ\oc to therapeutic concentrations of hth,um~ ~ I at or
~!l!Il!mlllK \l,-c:rc enrolled in this long-tenn study (mean 303 days). The Chmen! Globnl
ItnpresS.... Scale for use in bipOl... d\nes5 (CGI.BP) was used to assess Q\lln7.a11~ effectivencss. The
dcpr<55ion subscale decreased by 0.9 (p less than 0.(06), the mania subseale by \.6 (p less ,han
0.001), and the gcneml score dec~ascd by U (p less than 0.0003). Ten of ,he 23 pa'ients had a
~ of at least 2 points 00 the CGI-BP at endpoint, but only 2 patients wert rated as ,n renliSSlOn.
Th~ we~ 6 dropouts in the study, 2 due to advene effects, 2 due to lack of respOnse, I because of
overdo5e. and one 10 t to follow-uP. The mean final dose of Qlnn71lgll£ was 8,2 milligmms (mg) per
day with 16 patients taking !JJllli!!n, 8 taking ~rbama..ni!K. 3 ~ociving~ and one each taking
~ and lamotrigin. cuncuJl<1\tiy. The most cummon advcn;e events w~rc somnolence (17%)
and weight gain (13%), No new cases of a div kin .... 1' wert reported dunng the study (Vleta et

al,2ool).1) QlanzaplOc was morc effective than placebo in the treatment of patients with acute bipolar mnllia.
In a randomized, double-blind, paratld study. 115 patients were assigned to receive 2lillJ.?J!Qirul: 5 to 20
milligrams (mg) daily (QD) (n"55) or placebo (nlE60) for 4 weeks. Olanznpine-trented patients
demoostnlted significantly greater mean improvement in symptoms over placebo, as detennined by the
lotal Young-Mania Rating Scale (yMRS). Improvement was clinically evident within the first week
of treatment and was maintained throughout the study. Significantly more olanzapine-trented patients
demonstrated a 50% or more decrease in total YMRS score from baseline (65% versus 43%, p- 0.02)
and euthyroia as measured by a total YMRS score of 12 or higher at cndpoint) (61% versuS 36%,
p-O.Ol). The incidence of eXlrnpyramidal symptoms was similar between QlnnZ<1pine- and placebo
treated patients. However, weight gain, treatment-emergent somnolence, and elevations in aspartate
aminotransferase {AS11 and alanine aminotransferase {AL11 occurred significantly more often in

olanz.apine-treated patients (Tohen et ai, 2000).
3) Olanzapll1e exhibited superior efficacy over placebo in the treatment of acute mania (Tohen et ai,
1999;, Prod l~o ~a(R). 2oooa). In a double-blind study, patients with manic or mixed episodes
8SSOCt8ted With bipolar disorder were randomized to receive either~ to mit1igmms (mg)
(~70) or placebo (0=69). The olanzapine dose could be adjusted between a range of 5 to 20 mc
dally. At the ~d.of3 weeks the m~an modal dose of Qlanznpine was 14.9 mg daily. The ohlll1.8 in
group bad a slg.rnficantly greater .'mprO\'ement in total scores on the Young Mania Rating Scale at
week 3 (p less than 0.02). Olanzaptne was well-tolernted with no drop-outs due to adverse effects
4) In 2 case repOrts, olanzapine effectively augmented mood stabilizers in 2 pa'ients with nonpsychotic
b~tar miXed mood statC5 (Ketter et aI, 1998). The ftrst was a 34-year-old male with bipolar I
disorder that ~len:d a nonpsych~tic mixed. mood state after increased occupational and familial stress.
He bad p~~ly been. euth~c, on !!!h!Y!!1 and divalproex. 0lan1.agine 10 milligrams (mg) was
added at bedume and, ~t~ the 1O.'"al dose, the patient slept welt for the fmt time in over 2 weeks. He
~=mptc1C remISSion O~hlS symptoms by the next morning. A 47-year-old woman with bipolar

,escalated to, a miXed mood state after previously taking~ I raze m and
\f:o'mO;id,ne. o:::"O'ne ~mg was added at bedtime and she slept well for thc r.~"ime in lO'days
which the;;;,.a ad"nprov by the ncx"Mming. Both of these patients had rapid improvcmcn~
have actually~du~t:O~a:~;~~nS:b~~t:;:~,:;:t of improved sleep with OlanZ3pine or may

b) CO~mrNA110N llIERAPY .
1) In patients ,,;th bipolar manic or mixed isod h dvalproate addition of olanzapine increases ~f[j es w

f
0 0 not respond adequately to lithium or

ptacelxKontrol1ed trial, patients with bipolar d::~:e:w~~a:de~~~~d~drai~~~~:~~IY~~u~I~;b~~~~

o 2007 ThomsonIWest. No Claim to Orig. U.s. Govt. Works.
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.. of tbc"rap)' (It.. nwnwnl1ll. re of 16 or more on the YOUng Mama Rating cale (YMRS»

.-,'«1 o1h<r (lIc.~lble dose ronl" of 5, 10, 15 or 20 milhgnllns-day)(n-229) or placebo
(n 115). 8aIh ptlUPS uopro''«I dunng the eoune of lrealmenc but the lan1> '. group showed a
5 unrro\'mlC1lt 10 YMRS scare from basehne. while the monolhcrapy group m~pro~'~ by 4000

.003). PatbCUlar Hems of lhe Y 1R that Improved more \\;th thera were Imillblhty. speech.
tangua lhoughl dJ.5()l'(ier, and dl rupl1\-e.aggressrve behavior. Slxty-cigbt percent of lhe' hera
If'OUP ....-ere respondc:n (~. or g~ater Improvement in YMRS score), compared to 45% of l~lC
monlhel'py group (p-O.OI). iedian HOle 10 response W8.11i 18 days with them and 28 days wl~h
~)'. Patients In the CQthenw.-X group showed significantly greater improvement, III

~tOn 50CIfU than did those 10 the monoLherapy grouP. (p less thnn 0,001). ~mong pnl~enls
apenmcma

l
JIUXed epl$Odc: With moderate 10 SC\"el"C depreSSion. the mean decrease In the Hamilton

[}rqft:s5J\"e scale from basehne to 6 weeks was 10.3 for~ Ilnd 1.6 for monothempy (p less
than 0.001). The IIlO5I frequently reponed ad\'erse eveotS in the I group wcre somnolence,
dry mouth. "Clght gam. UlCreascd appetite. tremor. and speech disorder. No statistically significant
ehan&es from basebne were observed to e.'II:U'apyrarnidal symptoms (Toheo et al. 2oo2a).
2) Combmatloo therapy ",th~ and h1hI.!ml or \ I was effectivc io the treatment of
acute m:tn sr: m patIents With b..!fK\la£ disorder with manic or mixed cpisodc..... 10 two 6·weck.
randonuz,ed. placdxK:ootrolled tnals. patients (0"""175. 0 169) 00 IItl1lum or \ I thempy with
uncontrolled rname or nuxed ymptom and \\ith a score of 16 or higher 00 the Young Manin Rating
seale (V-MRS) rcct'tved either~ (dose range of 5 to 20 milligrams (mg) once daily, stnning
.t 10 m.g.day) or placebo. lR combm3110n with their origmol Il1hu,lI11 (in a thernpeutic range of 0.6
mlihequl\-aJents liter (mEq L) to 1.2 mEqll.) or val ale (in a therapeutic mnge of 50
mlcrog.rams.mllhlnCf (meg mL) to 125 mcg,mL) thempy. In both trials,olan1.I1 Inc in combination
With lithIUm or~ was more effective than either hlillUIll or valpro3le alone in reducing the
toul Y.MRS score (Prod Info 6:Prc'll:n(R). ~~(R) Zydis(R). Z.YlliY!!(R) IntraMuscular

a 10 .2004b).
4) Pechatnc:

a) MO OTIlERAPY
I) Qlan1..arJnC' monotherapy effectively treated symptoms of~ depression, and mania in a
group of 23 youths diagnosed ~th ~lalriC ~rdcr (BPD). In Ihis open-label, 8-week study,
23 youths. 5 to 14 years old, dlSCOlttlllUed theIr current BPD treaunents and were stnned on Qlollzapinc
2.5 mdhgnuns (oog) per clay.~ was increased by 2.5 mglday every 3 days to n I\lmtimum
dose of 20 mg,clay (mean dose at endpoint was 9.6 +/- 4.3 mg per day). omz am (up to 4 mglday)
and~ (up 10 2 mg/day) were allowed as needed for rescue medication and for
extrapyranudal ~ymptoms respectively. Patients takj~g gunnfaeme or cionidlllc for allcntlon deficit
hyperactnUY d1.S'rder (ADHD) w.ere allowed 10 eonllOue their medications, but could not adjust the
dose dunng the s~udy. Psychlatnc symptoms were assessed at baseline and once weekly using the
Young M.ama Raung Scale (YMRS). the Clinical Globallrnpressions Severity Scale (CGI-S) the Brief
~tnc Ranog Scale (BPRS), and the Children's Dep",ssion Rating Scale' (CDRS).
B traprr::.: symptoms were assessed on the same schedule using the Simpson·Argus Scale the
. ~,~ Scale: and the ~bnonnal ovolunt ov I lent Scale (AIMS). significant
~ ement rom basehne to endPOlOt was noted on YMRS (62%, p less thao 0.001), CGI-S (38%
:.:.~.ool), and BPR: (62%, p less than 0.001). The most frequently reponed adve",e effe~~
There was~i~~~t ~ii~~::~~~;~:~~ abdo~inalla~n (n

h
=7) and weight gain (0-7).

had treatment ent kathlsia sy~p. oms ~rmg t e study, although 2 patients
hemoglobin, =:an~~e~e;::~re. small ~ta~lsltcal1~ slgnific~nt dec~ases in hematocrit,

and prolactin levels. One patient dro:~t~:tll~;'~~fi~~nt I~creases In alan me transferase (ALT)
depressive symptoms (Frazier et ai, 2001). s dy after 6 weeks due to worsening of

4.5.0 Borderlint personalit)' disorder

I) Overview
FDA Approval: Adult, no; Pediatric no
Eff.caey:. Adult.., Evidence is inconciusive
Recommendation: Adul~ Clasa lib

C 2007 TbomsonIWest. No Claim to Orig. U.S. GoVt. Works.
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4.5.P Drug-iuduceel psychosiJ - !\.tetbampbetamine adverse reaction

I)(h-r:f\~

ro J"PfU'al Adult. no; Pechatnc. no
EfflCK"Y Adult. Evldcnc(' IOconc1uslve
R~cndat,on Adult. CI.. lib

tb ofE"denc:c Adult. Category B
S« Dlua Consult ",f=nc< RECOMMEND"no "ND EVIDENCE M TI G

2) W1UtW)
Indfcctl\'e as a smgle agent tn resistant dqH"(=~ion
P ably dTccu\'(' as aug:mentallon therapy .... Ith antldcprcssnnts

3)~d~ patlCllt expenencmg a recurrence of depresSion whIle under m~dictlltreatJ11~llt respon~ed very
qUKkly to addlllon of Olanl.8IlInc to their existmg re~lmcn In a case senes of 10 pallentS I 4 pauenls,.nll
of '" hom had UOI lar d ~~I\ln. were Judged to be nOIHesponders nfter I week or I 1lJne
treatment Of the 6 respondeni

l
5 had bipolar conditions and were receiving venlnrMlllC. deslpnuninc,

n lranll and ~. with 2 also laking c:plhm and I laking l1!!1u!!n. Each received rlllZ3 lin

augmmtahon of 2.5 mdhg,nuns (mg) or 5 mg each night. Daily rating scores kept by the putients
unpro\ed by 52"'e m the rtrst day, 73e, by day 4. and 8ge;. by day 6, Anxiety and insomnia scores, in
parucuw, sho.... cd DOtable Improvement tn the first 24 hours. Depressed mood sh wed linear
tmprO\"CfUt:Ot O\'ef the week. Two patients emerged with what they described as a &quot;high.&quot;
Because of 1M. bipolar nature of the illness of the maJonty. it is uncertain whether the improvement with

I nl ,,-as through an effect on a sWitching mcchttnism,leading to mild mania (Parker, 2002).
b) Pauents ""th tttatmenl-re:sLSWlt, nonpsychotic, Ullmolar deore"slQn treated with lan7.8 III combined
",th fioo\etme showed S1gwficamly greata Improvement than either agent alone across a variety of
rneasuru. In an .\\ttk. double·bhnd tudy, 28 patients (mean age 42 years) were randomized into 3
treatment groups: anza tne plus placebo, fluo~~lmC' plus placebo or olanzamne plus fluoxeune. The
mean modal do6e of~ was 12.5 mdhg""ms (mg) and 13,5 mg for the monolherapy and
combmed tbo'apy grou.ps, respecti\'ely. The mean modal dose of flu Im~ was 52 mg QD for both the
moootberapy and combinauon group. Patients receiving combination therapy experienced greater
unpro\'emcnts o\er baseline in Montgomery·Asberg Depression Rating Scale scores than with either
agent alone and to 1OU.I Hamilton Depression scale scores than olanz.apine treatment alone. The
proporuoo ofpauen responding (alleast SQ-/elmprovement in Monlgomery-Asberg Depression Rating
Sc:alc SCOtt) 1ft the combmatioo therapy group was significantly greater those receiving olan7..a in alone
(flO" '"C'fSUS o-~). Both drugs were well tolerated alone or in combination. Adverse effects included
JOmDOleou, mcreased appetite, asthenia, weight gain, headache, dry mouth, and nervousness. Increased
appetlle and \\'elght gain occurred ignificantly more often in patients treated with olanzapinc
(Sbc:hon.<l al. 2001)

.4 .0 Dtp ·on.. 1 rtatmt':DI-r i (ut



.. ,'ptr'"sjn df,>t1opmt.ntal di ordt.r

4.S.Z Po Itc.umatic stress disorder

I) Overview
FDA Approval: Adult, no; Pediatric, no
Efficacy: Adult, Evidence is inconclusive
Recommendation: Adult, Class IJb
SlrCngtb of Evidence: Adull, CalCgory C

See Drug Consull reference: RECOMMENDAnON AND EVIDENCE RAT~'GS
1) Summary: '"

Improved all typeS of symptoms of PTSD in combat veterans
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1)0-'«'- .
FDA ppro,..I: Adult. no; pmlAUlC. no .EfTlCIlCY= Adult., E,,;dence is tDCoocIUSl\--e: pediatric, Evidence is inconcluSive

R«(lGlJIlCIldation: Adull, C\as5IIb; Pediatric. Class lib
lmli

tb
of EVIdcD<e: Adull, Calego<Y B; Pedialric. Calegory B

See ONI consult refmno<: RECOM IENDAno, AND EVIDENCE RAn GS

1) ~"""""I10 ooe small open-label study in palionlS witb !!!!!W! or ,iv d v I m \lm

d noto~sespecified
Only) of 12 pedlatric patienlS bc:adited in a small open-label trial

3) Adult: I' It .a) In a 12-wedr. open-label pilOI ludy of eilhl children, adolescenlS, and .adu IS WII rv 'IV
lID e19!!!ll1"nlll! dl'9rdm, six patients uealed with~ were ruled ... much Improved or very much
\lnproved no the Clinical Global Impression Scale. PalienlS runged in age from 5 10 42 YClIn; and lOci
D M-IV criteria for 11<IY'"iv, deYclonmenml diWIJlg (Wi"l;c diso<!kL N~5; nol olherw,se specified,
~3). Mean~ doses were 8 milligrnnts per day. Significanl changes from baseline wcre

observed on the Vineland Maladaplive Behavior Scale, Rivto-Freeman Real-life Ra,ing Scale, Self
Injurious Behavior Questionnaire, and portions of the Clinician-Raled Visual Analog Scale (all pless
than 0.001). Doe patienl dropped oulal week 9 due 10 lack ofemcacy, six padenlS experienced weigh'

gain. and three patients reported sedation (potenzs et ai, 1999).

4) Pediatric:a) A relrospeclive chan review dcmonslrulcd Ihal~ thcrapy (2.5 In 15 milligrums per day
(mgld» was effective in reducing hyperuclivilY, aggression, and hallucinalions in only 3 of 12 pedia'ric
patit.nts (aged 5 to 11 years) with developmental disabilities or s '1 t' dis ·rs. Teachers or parents
detennined efficacy reporting improvement or worsening of symptoms. Ten of the 12 studied had
previously failed other psychotropic medications. Seven patients were mentally retarded. Eight of the 12
children discontinued olnnzapjl~ after a mean duration of 50 days due to adverse effects (6), lack of
po itive effects (5), and exacerbated target symptoms or 8 combination of these issues (2). The most
frequent side effects were an increased appetite and sedation. Slurred speech, tremulousness, drooling,
and ~lIlcidal ideation were also reported (Demb &amp; Roychoudhury, 2000). In another short-term
stu~y, 2 of 4 children discootinued olll11zspine due to weight gain despite a positive response to therapy,
while adult responders continued therapy without incident, suggesting that different age groups may
exhibit diverse responses to olanzanint treatment (Potenza &amp; McDougle, 2001).
b) in a 12-week open.label pilot study of eight children, adolescents, and adults with rvas'v
lk'velopmental dlSOrcien;, ~i:t patients treated with Qlanl..apine were rated as much improved or very
much Improved ~o ~e Chmcal G~oballmpressionScale. Patients ranged in age from 5 to 42 years and
met DSM-IV cntena for perva....\·c developmental disorder (autistic disorder. N=-S; not otherwise
specified. N"')). Mean ot~nzapine doses were 8 milligrams per day. Significant changes from baseline
""'ere ~'ed 00 ~e Vmel~d ~a18daptive ~eh8vior Seale, Rivto-Freeman Real-life Rating Scale,
Self.lnJunous BehaVlor Qu.esuonnaue, and portiOns of the Clinician·Rated Visual Analog Scale (all p
I~ than ?()()l). One patient dropped out at week 9 due to lack of efficacy, six patients experienced

....."Cighl gam, and three patients rtpOrted sedation (Potenzs et aI, 1999).



4.5.AF Severe major depression with psychotic features

Poge 67

4.S.AE cnile dementia of the Lcwy body t}'pc
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I) Q\~~e;~..1: Adult, 00; .p~iatric,"?
Eff)C8Cy: AdWl, E"ickoce 15 iJlCOOC.luslvc

R<C(lIDJO<lldauon: Adult. CI Ub
tmlIlb ofE,,;den<:c: Adul~ Category B AND EVIDENCE RATINGS

Sec DruB Coosult ,.f<f<llCC: RECOMMENDATlO

2) ;c.ffective in the tJUlDlent scluzophrenic prodromal syndrome

3) Adult: . m be effective in the treatment of patients
a) The ~1t5 of one: study suggest th:t ~ln a:ndomized. double-blind, placebo-controlt:<'.
~~penencmg prodro~ Sym~lOms of I 5 drom~ received aozn in 5 to 15 milligrams (mg) dally
mulucenter tudy, patients WIth prodroma (yn29) for 8 weeks. Results of the study were inco~istent
( 31; mean dose. mgldaY)f)i0r pla~ . f the data olanzapine-treated patients showed a signtficant
across analyses· In a mixed e eelS an~ Y~ls 0 tal score' for the Scale of prodromal Symptoms (SOPS)
Improv~t ~m. basel~e0;0 :d:~;~t:ith placebo (p less than 0.005). However, when a last
=.:~:=~16;::~ <i.OCF) analysis was done, the trend. favored~~ut did, not reach
statistical significance. Significantly more patients taking noza I expenencedoa weight ~am of mo~e
han 7% f lh ir baseline body weight as compared with placebo (56.7% vs 3.4Yo, respectively, pless
~O.oo~). ~er, longer.tenn studies are needed in order to establish clinical efficacy (Woods et ai,

2003).

1) Overview
FDA Approval: Adult. no; Pediatric, no
Efficacy: Adult. Evidence is inconclusive
Recommendation: Adult, Class lib
Strength of Evidcnce: Adult. Category B

ee Drug Consult ,.fe=ee: RECOMMENDATION AND EVIDENCE RATINGS

2) Summary:
Effective in low doses (5 millign.mslday) but not at high doses (15 mg/day)

3) Adult
a) Olnnzapine at low doses significantly reduced delusions and hallucinations in patients with d m IHi.
With Len bodies (DLB). The patients with OLB (n::E29) were a subset of patients with AIl.heimcr'~
~ being treated for~ with various doses of olanzn ine in a randomized, double· blind,
placebo-controlled trial. Within the OLB subset, 10 patients were treated with placebo, 5 with
olanzapine 5 milligrams (mg) per day, 7 wilh 0lan7..apine 10 mg/day, and 7 with 01a07.<1 in 15 mg/day.
In comparison 10 scores with placebo trcaunent, fmal scores on the delusions subscale of the
Ncuropsythiauy Inventory·Nursing Home (NPl/NH) after 12 weeks of~ treatment were
iznjfieantly !>ell... for tbe 5 mg group (p-O.OO9) and lbe 10 mg group (p=0.018) but no' for the 15 mg

group. Scores on the hallucinations subscale were significantly bener for the 5 mg group only.
~ did not cause any significant exacerbation of symptoms of arkinsonism or any decrease in
cognition. The s-mg dose also diminished disruptiveness of patients (Cummings et aI, 2002).
b) OlanzaplOe (2.5 to 7.5 milligrams daily) showed little advantage over conventional neuroleptics in 8
patients diagnosed wilh Dementia wilh Lewv bodies (OlB). Only 2 patients demonstrated clear
improvement in psychotic and behavioral symptoms. lbree patients gained only minimal clinical
benefit and the remaining 3 patients could not tolerate olanzapine even at the lowest dose. The data
suggestS thai benzodiazepines. antidepressants, and sociopsychological methods should be considered
pnor to olanzapioe for treatment ofOLB (Walker et ai, 1999).

4 \0 clairopbrr.nlc prodromt
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)
)
)
) Case No. 3AN-06-05630 CI

)
)
)
)
)

PLAINTIFF'S RESPONSES TO DEFENDANT'S
FIRST SET OF INTERROGATORIES

a. state whether pharmacy benefits are offered as part of the coverage;

b. statc whether pharmacy benefits are offered for Zyprexa prescriptions;

http://www hss state ak us! .. / ... . .. comnllSSlOner med,caldstateplanldefault.htm. The State will produce

INTERROGATORY NO.1: Identify each Medicaid State Plan in effect for the State of

Pursuant to Rule 33 of the Alaska Rules of Civil Procedure, Plaintiff provides the

TIlE UPERIOR COURT FOR THE STATE OF ALA KA

THIRD JUDICIAL DISTRICT AT ANCHORAGE RECEIVED

c. describe in detail any rules and/or restrictions relating to the pharmacy

benefits offered for Zyprexa

ANSWER: The current Medicaid plan in effect for the State is on the State Health

Department website and may be accessed at:

Alaska sioce 1996, and for each plan:

right to supplement and amend U,ese responses as provided by the applicable rules of procedure.

following Responses to Defendant's First Set of Interrogatories. Plaintiff specifically reserves the

ATE OF ALASKA,

Plaintiff,

Defendant.

EU LILLY AND COMPANY,

v.



relating to Zyprexa; and
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Pbannacy benefits are offered for Zyprexa prescriptions.

Zyprexa benefits are available for "medically necessary" prescriptions. To
c.

b.

a.

c. slate whether any other atypical antipsychotic is on the formulary and/or POL.

a. Zyprexa is on the formulary but it is not on the POL.

b. There are no rules, regulations and/or restrictions on the prescription of

Zyprexa except the general requirement that the prescription be "medically necessary."

c. Other atypical antipsychotic medications are on the formulary but there

are no atypical antipsychotics on the POL.

b. describe in detail any rules and/or restrictions on the formulary and/or POL

a. stale whether Zyprexa is on the formulary and/or POL;

INTERROGATORY O. 3: Did you ever modify the formulary and/or POL for any

anlipsychotic drug? If so, explain why.

A SWER: See response to Request for Production No.3. The State has had a

formulary since approximately 1995. The State has had a PDL since approximately 2004. The

POL does not include any atypical antipsychotic medications.

effect for the State ofAlaska's Medicaid Stale Plan since 1996, and for each formulary and/or POL:

be "medically necessary," a prescription mUSI comply with FDA approved uses or be for a use

found within standard medical or phannaceulical compendia.

copi of all responsive plans in its possession as soon as possible. Upon infonnation and belief,

the following has been true from 1996 10 the prescnl:

Pbannacy benefits are offered.



grounds that it is overbroad, vague and burdensome.
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either the POL nor the fonnulary has ever been modified for anyWER:

INTERROGATORY NO.6: Identify each of Alaska's committees, including its P&T

interrogatory, identify all documents they considered regarding Zyprexa.

ANSWER: Upon infonnation and belief, the State has not organized a P & T committee

since 1996 that had any management or supervisory role in the selection of pharmacy benefits

offered to Medicaid recipients or any role in selecting drugs for the fonnulary or POL.

INTERROGATORY O. 7: Did Alaska retain a PBM to assist in the development or

administratiOD Df its Medicaid pharmacy benefit? If the answer is yes, identify the PBM(s), the

for any ofthe pharmacy benefits offered to Medicaid recipients, or any role in selecting drugs for the

fonnuJary and/or POL, since 1996. For all committees and members identified in response to this

Conunillees, and its constituent members, that have had supervisory or management responsibility

to the request to identify all documents these individuals "considered" regarding Zyprexa on the

communicated with Lilly about Zyprexa since 1996.

management responsibility for any ofthc pharmacy benefits offered to Medicaid recipients, or any

role in selecting drugs for the fonnuJary and/or POL, since 1996. For all employecs identified in

response to this interrogatory, identify all documents they considered regarding Zyprexa.

ANSWER: Upon infonnation and belief, the individuals most knowledgeable about the

selection ofdrugs for the fonnulary are David Campana and Tom Porter, M.D. Plaintiff objects



been made 10 Alaska by Lilly.

on the grounds that the request is overbroad, vague, and burdensome.

Exhibit C
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In 1995, a prelaunch analysis by Lilly ofdata from its HGAJ study ofZyprexa showed a

statistically significant increased incidence of high blood glucose in Zyprexa patients as

compared to patients using HaJdol. This analysis has never been disclosed 10 prescribing

Lilly's false and misleading statements regarding Zyprexa span a decade beginning with

the launch oflbe drug in 1996 and continuing through the FDA mandated label change for all

atypical antipsychotics in 2003.

Plaintiff to identify any documents exchanged with the PBM(s) regarding Zyprexa since 1996

J TERROGATORY NO.8: Idenlify any false or misleading statements alleged to have

A SWER: The Slate reserves the right 10 supplemenl this response as discovery

progresses in this case. The following is a general description of lhe types of false or misleading

stalements made by Lilly regarding Zyprexa. As discovery has only begun in this case, it is

neither intended 10 be exhaustive nor exclusive.

David Campana and Lynda Walsh are the State's emplnyees with responsibility for

communicating with First Health. Plaintiff nbjects to the interrogatory tn the extent it requests

regarding Zyprexa since 1996.

A WER: The tate of Alaska has engaged the services of a PBM, First Health

Services, Corporation. First Health's services have been limited to administrating the pharmacy

program. It has had no responsibility for selecting drugs to include on the formulary or PDL.

Al aemplo) with any supervisory or managemenl responsibilily for the relationship between

Alaska and Alaska's PBM(s) since 1996, and the individuals al Alaska's PBM(s) ,vith whom Alaska

communicaled regarding Zyprexa since 1996, and any documents exchanged ,vith the PBM(s)



change without prior FDA approval claiming there was no significant difference in treatment-

incidence oftreatment-em.ergent hyperglycemia in Zyprexa patients that was 3 Y, times higher

Exhibit C
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In 2000 wbil ., e trumpeting the supposedly superior efficacy of Zyprexa and falsely stating

that it carried nO"fi . k f
SlgnI leant ns 0 treatment-emergent hyperglycemia, Lilly additionally began a

emergent hyperglycemia rates between Zyprexa and placebo. Lilly had its sales force actively

promote this tortured data nationwide. Five months later, in October 2000, FDA demanded that

Lilly remove the language from the label claiming there was no difference in tbe rates of

treatment-emergent hyperglycemia, noting thaI the changed label inappropriately implied that

Zyprexa was safe.

than in patients treated with placebo. Rather than providing this information to physicians,

however, Lilly engaged in a tortured reanalysis of the data and in May of 2000 issued a label

hyperglycemia. The infonnation indicated that analyses of Lilly's clinical trial data showed an

In 1999, Lilly knew there was a reasonable association between Zyprexa and treatment-

Labeling Committee was reviewing infonnation in consideration of a labeling change regarding

diabetes, but declined to notify physicians or the public of their concerns.

public because it would be damaging to Zyprexa. In early 2000, however, Lilly's Global Product

emergent hyperglycemia, yet it refused to provide any such infonnation to physicians or the

pb)'$i iBllS. In October 1996, Lilly began it Zyprexa marketing campaign by characterizing

weight gain on Zyprexa as ''therapeutic'' instead of an adverse event By 1998, despite Lilly's

knowledge ofsigoificaot numbers of post-marketing adverse event reports related to weight gain

and hyperglycemia, Lilly continued to refer to these adverse events as "infrequent" events seen

in clinical studies and made no mention of them in post-marketing reports. Also, by 1998 Lilly

employees were internally discussing the link between a\ypical antipsychotics, weight gain and



eliminate diabetes concerns from the risk-benefit equation. Further, Lilly advanced the position

mean inereases in random glucose compared with both placebo and other antipsychotics.
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that weight gain on Zyprexa was manageable for most patients even though it knew that position

was false. Lilly instructed its sales force to avoid the issue of hyperglycemia altogether if

possible, and ifconfronted with it, to use the "comparable rates" story.

10 July 2003, Lilly intensified its efforts to influence the public that Zyprexa did not

cause: diabetes and that ifdiabetes occurred with Zyprexa use it did so at "comparable rales" with

other antipsyehotics. While admitting internally that weight gain caused by Zyprexa could be a

substantial contributing factor pushing some patients into diabeles, Lilly falsely represented to

the public that there was no causal link, that weight gain was manageable, and thaI diabetes

occurred at "comparable rates" ac all . h·ross annpsyc ottes. Even after the September 2003 label

change mandated by the FDA, Lilly continued to trumpet its "comparable rates" message, even

message claiming Zyprexa patients had tates ofhyperglycemia and diabetes comparable to those

treated with other antipsychotics. Internally, however, Lilly acknowledged that appropriate

Regardless, in 2002 Lilly's position was that diabetes occurred at comparable rates across

antipsychotics. While it knew this position was false, it believed that advancing it would help

analysis ofclinical trial dara showed that Zyprexa treatment resulted in statistically significant

n3tionwide campaign to promote Zyprexa to primary care physicians for non-indicated or ofT

lab<! uses. Lilly not only falsely promoted Zyprexa as safe and effective, it promoted it for a

"ide array of intentionally broad and vague mental disorder.;. At the same time, outside Lilly

consultants were warning the company to "come clean" on the hyperglyeemia i sue, yet Lilly

failed to do so. Instead, in 200I Lilly tripled its direct-to-physician promotion of Zyprexa using

a "sell sheet" which fealtlred its tortured clinieal trial data analysis and a "comparable rates"



extracting the comparative data which will substantiate its claim.

been made to Alaska's PBM(s) by Lilly.
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identify the patient's diagnnsis fnr which Zyprexa was prescribed;

identify the period nftime the patientlnnk Zyprexa;

stale whether the patient is still being prescribed Zyprexa;

identify the age nfthe palient;

identify the patienl;

d.

e.

c.

b.

a.

lNTERROGATORY 0.11: For each Zyprexa prescription idenlified in response 10

Inlerrogatory No. 10:

A WER: See response to Interrogalory No.8 above.

INTERROGATORY O. 10: Identify evcry on-label Zyprexa prescription thaI you

WER: The State objects 10 this interrngatory tn the extenl il seeks information

provide in electronic form data which docs not identify individuals from which Alaska is

waiving this objection, upon the executinn ofa proper confidenliality agreement, Alaska will

constitutions as well as Federal and state statutes and regulations. Subject tn and WiUlOUI

nnn-parties including, but not limited to, those privacy rights guaranteed by the Federal and slate

and/or documents, the disclosure of which would violate the privacy or confidentiality rights of

reimbursed or paid for as a result of Lilly's alleged wrongful conducl.

though subsequent pronouncements by the ADA Consensus Conference nnd the Veterans

Healthcare Admini ttation clearly demnnstrated that the consensus of the medical community

lllOS1 knowledgeable on this issue was thai use of Zyprexa resulted in more weighl gain and a

higher risk of diabetcs than most other atypical antipsycbotics.

INTERROGATORY 0.9: Identify any falsc or misleading statemcnts alleged 10 have



need to prove specific causation in any particular individual.

diabetes compared to the background mte of the disease in matched controls). The Slatc does not
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slate whether you contend that Zyprexa caused a physical injury(ies) to lbe

i.

j.

Subject to and without waiving lbese objections, lbe State will provide in electronic form lbe

data described in Interrogatory No. 10 above. Furlher, to lbe extent lbis interrogatory seeks

information related to lbe State's damages, lbis response will be supplemented and made as part of

the expert disclosures and accompanying reports related to its proofofdamages in lbis case.

INTERROGATORY O. 12: Identify every off-label Zyprexa prescription you

reimbursed or paid for as a result of Lilly's alleged wrongful conduct.

in its Memorandum Describing its Claims and Proofs, because the State seeks compcnsation for

increased costs within a population, its burden is to establish gcneric causation in timt population

(i.e., the mte by which Alaska Medicaid recipients who took Zyprexa show an increased incidcnce of

interrogatory in that it seeks information that is irrelevant to lbe claims and defenses of the parties

patient, and if SO, what injury(ies) were caused; and

k. state the dollar amount Alaska is seeking to recover from Lilly for lbat

and is not reasonably calculated to lead to thc discovery ofadmissible evidence. As the Stale noted

prescription.

A WER: See response to Interrogatory No. 10 above. The State further objects to this

f. SUlle what tteabDent, if any, you contend the patient would have received if

the ZYP""'. prescription you allege was the result of Lilly's wrongful conduct was not prescribed;

g. identify the prescriber;

b. slate whether the prescriber continues to prescribe Zyprexa;

state whether you contend that Zyprexa was not efficacinus for lbe patient;



~: ee response to Interrogat ry o. 10 abovc. ubject to and without waiving

this obj tion, the tale "ill provide in electronic form the data described in IntclTOgatory No. \
0

prescription.

k. state the dollar amount Alaska is seeking 10 recover from Lilly for that

Exhibit C
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stale what treaUOcnl, if any, you conlend the patient would have received if

state whether the paticnl is still being prcscribed Zyprexa;

identify the period of time the patient took Zyprexa;

identify the age of the patient;

identify the patient's diagnosis for which Zyprexa was prescribed;

identify the patient;

f.

e.

d.

c.

b.

..

h. state whether the prescriber continues to prescribe Zyprexa;

1. stale whether you contend that Zyprexa was not efficacious for the patient;

g. identify the prescriber~

O. 13: For each Zyprexa prescription identified in response to
!!ll~~~~-'-=~

SWER: See responses to Interrogatory Nos. 10 and II above. Subject to and without

waiving these objections, the State will provide in electronic form the data described in Interrogatory

'0. 10 above. Further, to the extent this interrogatory seeks information related to th.e Slate's

j. state whether you contend thal Zyprexa caused a physical injury(ies) 10 lhe

patient, and if so, wblll injury(ies) were caused; and

the Zyprexa prescription you allege was the result of Lilly's wrongful conduct was not prcscribed;

InleITQgatory



•
upplemented and made as pnr1 of the expert diselosures and

caused u 10 reimburse or pay for eaeh of the Zyprexa prescriptions identified in response to

Interrogatories 10 and 12.

lJ'lTERROGATORY 0.15: Idcntify every person whose alleged deeeptinn by Lilly

Exhibit C
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ANSWER: See responses to Interrogatory Nos. 10 and 11 above.

AN WER: The State objects to this interrogatory in that it is vague, ambiguous, and

unintelligible. To the extent Otis interrogatory seeks the identities of specific Lilly employees or

representatives who made misrepresentations; the State reserves the right to respond as discovery

progresses.

tate to pay for numerous prescriptions of Zyprexa Omt were not medically neccssary.

INTERROGATORY O. 16: Identify each physician thaI has written a prescription for

Zyprexa the cost of which was reimbursed or paid for by Alaska, that you allege was deceived by

Lilly and that but for the deception would not have prescribed Zyprexa to snme nr all of his/her

patients.

caused your reimbursement or payment for a Zyprcxa prescription identi tied in response to

Additionally, Lilly's wrongful conduct described generally in Interrogatory No.8 caused the

prescriptions ....ilen there were safer, equally efficacious treatments available which could have

been used if the physicians and the public had known thc true risks and benefits of Zyprexa.

Intern>gBlOnes 10 and 12.

A ' WER: Lilly's wrongful conduct, the geneml nature of which is described in

response to Interrogatory '0. 8 above, caused the State to pay for numerous Zyprexa



O. 17: For eacb pbysician identified in response to Interrogatory
!!ll~~~"'-'-=~

0.16, identify any false or misleading sratcments made to bim or ber by Lilly.

marketed.
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A SWER: Yes, the State alleges that Lilly's wrongful conduct increased the number of

on.label Zyprexa prescriptions. Had Lilly appropriately warned the State, pbysicians and the

public about the true efficacy and side effects of Zyprexa, there would bave been fewer

prescriptions. The Stale intends to provide proof, as described in its Memorandum Describing

Claims and Proofs, that a reasonable physician would have instead prescribed equally efficacious

and safer alternatives to Zyprexa. While the State reserves the right to supplement this response

with more specific facts as discovery raJprogresses, see gene 11' the facts discussed in response to

INTElmOGATORY NO. 19: Do you contend that Lilly's alleged wrongful conduct

increased the number ofon-label Zyprexa prescriptions you reimbursed or paid for? Ifso, identify

eaeh fact that supports that conteotion.

unnecessary Zyprexa prescriptions, regardless of price, because it was deceptively and illegally

discovery of admissible evidence, and is vague and ambiguous. The State contends it paid for

been lower but for Lilly's alleged wrongful conduct? Uso, identify eacb fact that forms the basis of

that contention, identify the amount at which you contend Zyprexa should bave been priced, and set

forth your methodology and data for calculating the difference in price.

~: The State objects to this interrogatory in that it seeks information that is

irrelevant to the claims and defenses of the parties, is not reasonably calculated to lead to the



AddiU
'onally, the number of prescriptions has declined since tile FDA

Interrogatory '0. above.

mandated Iabe1 ehange.

ANSWER: Yes, the State of Alaska maintains that Lilly's wrongful conduct increased

facts as discovery progresses, see generally the facts discussed in response to Interrogatory No.

8,above.

necessary. While the State reserves the right to supplement this response with more specific

non-indicated or off-label uses wllich resulted in prescriptions which wcre not mcdically

in its Memorandum Describing Claims and Proofs, that Lilly promoted Zyprexa for numerous

the number ofofT-label Zyprexa prescriptions. The State intcnds to provide proof, as described

INTERROGATORY '0. 22: Please quantify the number of additional off-label

prescriptions you contend were caused by Lilly's alleged wrongful conduct and set forth your

methodology and data for calculating the increased number ofon-label Zyprexa prescriptions and the

excess dollar amount that you reimbursed or paid as a result of Lilly's alleged wrongful conduct.

each fact that supports that contention.

inerenSed the number ofoff-label Zyprexa prescriptions you reimbursed or paid for? If so, identify

O. 20: Please quantify the number of additional on-label
!!!!.~~~m..!.~~'

prescriptions you contend were caused by Lilly's alleged wrongful conduct and set forth your

methodology and data for calculating the increased number ofon-label Zyprexa prescriptions and thc

excess dollar amount that you reimbursed or paid as a result of Lilly's alleged wrongful conduct.

A OVER: The tate's response to this interrogatory will be part of its expert

disclosures and accompanying reports related to its proofofdamages in this case.

INTERROGATORY O. 21: Do you contend that Lilly's alleged wrongful conduct

12
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A WER: The Slate's ~ponse to this interrogatory will be supplemented and made as

pan of its expeI1 disclo= and accompanying reports related to its proof ofdamages in this

JNTERROG TORY 0.23: Identify all payments formedica1 treatment of injuries you

case.

stale whether the prescriber continues to prescribe Zyprexa;

identify any misrepresentations you allege caused the pbysician to prescribe

identify the patient's diagnosis for which Zyprexa was prescribed;

identify the period of time the patient took Zyprcxa;

identify the age of the patient;

identify the patient;

h.

e.

c.

d.

b.

a.

A SWER: The State's ~nsc to this interrogatory will be supplemented and made as

INTERROGATORY NO. 24: For each payment identified in response to Intcrrogatory No.

state whether the patient is still being prescribed Zyprcxa;

f. state what treatment, if any, you contend tbe patient would have received if

the Zyprexa prescription you allege was the result of Lilly's wrongful conduct was not prescribed;

g. identify the prescriber;

23:

pan of its expert disclosures and accompanying reports related to its proof of damages in this

allege "",., caused by zyprexa for wbicb you seek damages in this matter.

Zyprexa;

j. identify the inj allury you ege was caused by Zyprexa for which you seek

damages;

13
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•
I.

m.

identify the physician that diagnosed the injury;

identify all physicians that treated the injury; and

state the dollar amount that Alaska is claiming against Lilly in damages.

Reviews done by Alaska since 1996 concerning Zyprexa.

review meeting are being produced with the Stale's responses to Lilly's Requests for Production.

Exhibit C
Page 14 of 21000572

14

ANSWER: The State of Alaska bas used a protocol for the use ofatypical antipsychotic

medications, although it does not specifically address Zyprexa. This protocol was developed by

fNTERROGATORY O.2g: Identify any algorithms or protocols adopted by Alaska for

treatment ofschizophrenia, bipolar disorder, and/or any other algorithms or protocols that include

Zyprexa.

INTERROGATORY NO. 27: Ideotify any Drug Utilization Reviews and/or Drug Class

A WER: ee responses 10 Interrogatory Nos. 10 and II above.

INTERROGATOR 0.25: Identify any communications since 1996 by Alaska 10

SWER: The State did a review of atypical antipsychotic medications in

approximately 2005 with respect to their propensity 10 cause diabetes. The minutes of this

these objections, the State has no documents or communications responsive to this request.

discovery ofadmissible evidence, and is vague and ambiguous. Subject 10 and without waiving

physicians concerning Zyprexa.

A WER: The SIBle objects to this inlerrogatory in thaI it seeks information that is

irrelevanl to the claims and defenses of the parties, is not reasonably calculated to lead 10 the

Medicaid recipients concerning Zyprexa.

A ' WER: The SIBle bas no documeots or communicalions responsive to this request.

INTERROGATORY 0.26: Identify any communications since 1996 by Alaska to



events alleged in the Complaint.

Requests for Production.

Exhibit C
Page 15 of 21000573
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INTERROGATORY NO. 32: Identify all Alaska Medicaid recipients who have filed

lawsuits or otherwise asserted cl . . L'll .atmS agamst 1 y on thel! own behalf in connection with their

ingestion of Zyprexa.

A WER: The Stale objects to this interrogatory in that it seeks information that is

irrelevaotto the claims and defenses of the parties and is not reasonahly calculated to lead to the

discovery of admissible evidence. Subject to and without waiving these objections, the State has

filed DO other such lawsuits.

ubject to and without waiving this objection, and assuming this interrogatory is limited to the

~: David Campana, Lynda Welch and Tom Porter, M.D.

INTERROGATORY 0.29: Identify any studics or analyses performed by Alaska to

the effect on overall costs to the state ofprescribing atypical anti-psychotics to mental health

•

INTERROGATORY NO. 30: Identify all employees of Alaska with knowledge of the

INTERROGATORY NO. 31: Identify any lawsuits fUed by plaintiff against any

manufacturer of atypical anti-psychotics other than Lilly.

News in approximately 2005. These reports are produced in the State's responses to Lilly's

Medicaid program, cost reports were prepared in response to a request from the Anchorage Daily

patientS.

~: The tate objects to this interrogatory in that it is vague and ambiguous.

• grant from Eli Lilly. 11 is generally known as the BPMS progrnm and is run by a contractor,



" WER: The tate objeclS to this interrogatory to the extent it seeks information

and/or docwnents, the disclosure of which would violate the privacy or confidentiality rights of

non-panies including. but not limited to, those privacy rights guaranteed by the Federal and state

constitutions as well as Federal and state staMes and regulations. The State further objects to

this interrogatory in that it seeks information thaI is irrelevant to the claims and defenses of the

panies and is not reasonably calculated to lead to the discovery of admissible evidence.

INTERROG TORY 0.33: Did you ever take any steps to reduce the amount you were

paying or reimbunring for any anti-psychotic drug? If the answer is anything but an unqualified

"no," describe in detail what steps you took.

A WER: The State is and has been working on a formulary aimed at reducing the

amount paid for all pharmaceuticals, including atypical antipsychotics. The State participated in

the aPMS program sponsored by Lilly. Additionally, the State has investigated the possibility of

joining with other states to negotiate further rebates. Further, the State limits the prescription of

pharmaceuticals as set out in the answer to interrogatory 1(c).

INTERROGATORY NO. 34: Did Alaska impose the maximum allowable charges

pursuant to Alaska Stat. §47.07.042 or any predecessor statute for purchases ofZyprexa? If the

answer is anything but an unqualified "yes," explain the reason why not.

ANSWER: The maximum allowable charge is $3.00 per co-payment. The State has

chosen to impose. co-payment of $2.00 as being more reasonable given the finances of Alaska

Medicaid recipients.

INTERROGATORY O. 35: Has Alaska involuntarily medicated any Alaska citizens

with Zyprexa? If the answer is yes I h ., p ease state w en such mvoluntary medications have occurred,

16
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•
tho conditions for which Zyprexa was prescribed, and identitY any court filings relating to the

llI\ luatary medications.

~: ee response to Interrogatory No. 10 above. The State further objects to this

interrogatnr)' in that it seeks information that is irrelevant to the claims and defenses of the

parties, is not reasonably calculated to lead to the discovery ofadmissible evidence.

a. Lilly advertised and sold Zyprexa for non-approved or "off-label" uses as

alleged in paragraph 12 oflhe Complaint, and whalactions, ifany, you took upon discovering those

facts.

b. Beginning in 1998, scientificjournals began 10 publish studies thaI eslablished

a causal association between using Zyprexa and developing or exacerbating diabetes mellitus and

development ofdangerously high blood sugar levels, also known as hyperglycemia, as alleged in

paragraph 14 of the Complaint, and what actions, if any, you took upon discovering those facls.

c. In April 2002, the British Medicines Control Agency warned about the risk of

diabetes for patients prescribed Zyprexa, ofdiabetes, hyperglycemia, diabetic keloacidosis, diabetic

coma, and one death among and required Lilly to warn consumers aboul the risk of diabetes and

diabetic ketoacidosis, and further required Lilly to instruct patients who were using Zyprexa to

monitor lheir blood sugar levels, as alleged in paragraph 15 of the Complaint, and what actions, if

any, you took upon discovering those facls.

<l In April 2002, the Japanese Health and Welfare Ministry issued emergency

safely information regarding the risk ofdiabetes, diabetic ketoacidosis, and diabetic coma for users

ofZyprexa, as alleged in paragraph 16 of the Complaint, and what actions, if any, you took upon

discovering those facls.

17
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• •
Co

Lilly had failed to warn consumers in this country, including Alaska, about the

serious ri
of diabetes, hyperglycemia, diabetic kctoacidosis, and other serious conditions

iDled with the use ofZyprexa, as alleged in paragraph 17 ofthe Complaint, and what actions, if

any, )'00 took upon discovering those facts.

f. Lilly failed to warn consumers, including Alaska, its physicians, and Medicaid

recipients, of the dangerous and permanent health consequences caused by the use of Zyprexa, and

instnJcted its representatives to minimize and misrepresent the dangers of Zyprexa, as alleged in

paragraph 19 of the Complaint, and what actions, if any, you took upon discovering those facts.

g. Beginning in the I990s, Lilly's stmtegy bas been to aggressively market and

sell Zyprexa by willfully misleading potential users about serious dangers resulting from the use of

Zyprexa and that Lilly advertised the use ofZyprexa for off· label uses, including geriatric demcntia,

pediatric symptoms, and for general depression, as alleged in paragraph 20 of the Complaint, and

what actions, if any, you took upon discovering those facts.

h. Lilly engaged in an advertising program tbat purposefully disguised the risks

associated with Zyprexa use, including serious illness and death, as alleged in paragraph 22 of the

Complaint, and wbat actions, if any, you took upon discovering those facts.

i. Lilly in making Zyprexa available to Medicaid patients, knowingly

misrepresented to the State ofAlaska that Zyprexa was safe and effective, as alleged in paragraph 25

of the Complaint, and what actions, ifany, you took upon discovering those facts.

~: The general answer to all subparts is that when the State of Alaska became

aware of Lilly's misrepresentati 't filed Ions, 1 a awsuit. This general awareness took place in the

summer of2005.

18
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order.

the trial of this matter.

Exhibit C
Page 190f21000577

19

~: The Slale will designate expert witness, provide reports and make lbose

experts available for deposition in accordance with lbe pre-trial report.

=",-,,"""""=~~.!.l~O~. 3~8:: Identify all expert witnesses you intend to call to teslify at

ANSWER: The State will designate witness at the time called for under the pre-trial

I TERROGATORY NO. 37: Identify all witnesses you intend to caU to testify at lbe trial

of this matter.

al rales comparable 10 olber antipsychotics.

Lilly consistently concealed importanl safely informalion regarding Zyprexa from

Zyprexa was manageable for most palients, that there was no association between Zyprexa and

hyperglycemia, and that even if hyperglycemia occurred in patients taking Zyprexa, il occurred

its represenlalives disclose the connection between Zyprexa and diabetes.

press, Lilly took steps 10 blunt the informalion or spin available data 10 ils purposes, primarily

further concealing the risks of Zyprexa. Thus, Lilly falsely mainlained thaI weighl gain due 10

plaintiff, physicians and the puhlic. When such information surfaced in the popular or scientific

Ho vcr, Lilly look affinnntive ctions 10 hide the true oature of Zyprexa and its side

effec:lS from the lale. For example in 2002, Lilly's representative Kevin Wallers met with

David Campana 10 discuss Lilly products. He focused upoo diabetic products. With respect to

al)llical medications, be introduced the BPMS system but did not disclose the evidence

coonecting Zyprexa with diabeles. [n approximately the same time period, Alaska joined a

group ofother Slales, led by Missouri, 10 negotiate manufacturer rebates. Al no time did Lilly or



Respectfully VB. lIlTED and DATED this~~ay of April, 2007

FELDMAN, ORLAN KY & A DER
Coun \ for Plaintiff

BY~
Eric T. llI1ders
AlaskaBlIr 0.7510085
500 L treet
Suite 400
Anchorage, AK 99501
(907) 272-3538

GARRETSON & STEELE
Matthew L. GarrelSon
Joseph w. Steele
5664 South Grecn Street
Salt Lake City, UT 84123
(80 I) 266-0999
Counsel for Plaintiff

RICHARDSON, PATRICK, WESTBROOK
& BRICKMAN, LLC

H. Blair Hahn
Christialll1 A. Marcum
P.O. Box \007
Ml. PleBSllI1t, SC 29465
(843) 727-6500
Counsel for Plaintiff
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ERTIFI TE OF ERVI E

Defendant's Counsel

Respectfully submitted,

Andrew Rogoff
Pepper Hamilton
3000 Two Logan Square
Eighteenth and Arch Streets
Philadelphia, PA 19103-2799

Dated: April 23, 2007

Plaintiff, tate of Alaska. hereby certifies that it has caused to be served upon the below

Eric~
Feldman, Orlanslcy & Sanders
500 L Street, Suite 400
Anchorage, AI< 9950 I
(907) 272-3538

COUNSEL FOR PLAINTIFF

Brewster Jamieson
Lane Powell
301 West Northem Lights Blvd, Ste 301
Anchorage, AK 99503-2648

plllCing copies of same in a Federal Express envelope, postage prepaid, on April 23, 2007.

listed iodividuals copies ofPlaintiJrS AnsWers to Defendants First set oflntelTogatories by

21 000579 Exhibit C
Page 21 of 21



RESPO E: See ZVP·AK-OOOOI-OOOO2.
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)
)
)
)
) Case o. 3AN-06-05630 CI

)
)
)
)
)

Department of Health and Social Services organizational structure from 1996 to the presenl,

PursuanIIO Rule 34 of lbe Alaska Rules of Civil Procedure, Plaintiff provides Ihe

REQUESTS FQR PRQDUCTTO

THE UPERJOR COURT FOR THE TATE OF LA KA

1lfIRD JUDICIAL Dl TRICT AT A CHORAGE RECEIVED .

REQUEST FOR PRODUCTlO 0.2: Each Medicaid State Plan in effect for the Slate

ofAlaska since 1996.

REO EST FOR PRODUCflO O. 1: Any charts that identify the State of Alaska's

includiog but not limited to, charts that sel forth the organization ofthe various departments and the

heads and/or employees of each such department.

RESPOl'iSE: See the website referred to in the State's response to Interrogatory No. I.

1be State will produce copies of all Medicaid Plans in its possession as soon as possible.

PLAINTTFF'

applicable rules of procedure.

Defendant.

EU LILLY AND COMPANY.

v.

Plaintiff,

following Responses to Defendant's First Set of Requests for Production of Documents. Plaintiff

STATE OF ALA K.A,

specifically reserves the righl to supplement and amend these responses as provided by O,e



• •

(pOL) in efTceI for the
une of Alaska's Medicaid tale Plan since 1996.

ee ZYP_AK-OOOO3-OO166. The State will supplement this response with
R

RRO

and for whose prescription it has made payments.

Exhibit D
Page 2 of 110005812

Subject to and without waiving these objections, lbe State will provide in eleclronie form

the data described in the State's response to Interrogatory No. 10. Further, to the eXlentthis

request seeks information related to lbe State's damages, this response will be supplemented and

documents, the disclosure of which would violate the privacy or confidentiality rights of non-

RESPONSE: The State objects to uJis request to the extent it seeks information and/or

parties including, but not limited to, those privacy rights guaranteed by the Federal and state

constitutions as well as Federal and state statutes and regulations. The State further objects to

this request in that it seeks information that is irrelevant to the claims and defenses of the parties

and is not reasonably calculated to lead to the discovery of admissible evidence.

ineludiog the documents that reflect the anlount that Alaska has paid, to whom it made payments,

made for Zyprexa since 1996 for which Alaska seeks rcimbursement from Lilly in this litigation,

this response with additional documents as soon as possible.

REOUEST FOR PRODUcrION 0.5: Any documents dcmonstrating payments Alaska

from 1996 to the present that relate to Zyprexa or reimbursement for prescription drugs.

R PON E: The pharmacy provider manual is found on the Medicaid website and can

be located at hnp:lIAlaska.lhsc.com. See also ZYP_AK_00167-00892. The State will supplement

additional documents as soon as possible.



mthiscase.

Exhibit D
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RESPO SE: See responses to Requests for Production Nos. 5 and 6 above.

REO EST FOR PRODUcnON 0.9: Any documents renecting communications or

transactions relating to Zyprexa between Alaska and Alaska's PBM(s)' I d' ()mc u mg a agreements, (b)

RESPO E: See response to Request for Production No.5 above.

whom it made payments, and for whose treatment it has made payments.

REOUEST FOR PRODUCfIO 0.8: All medical records from birth of the patient to

the present for any patient whose treatment for medical injuries was paid for by Alaska, and for

whicb Alaska seeks reimbursement in this litigation.

REO EST FOR PRODUCfION NO.7: Any documents demonstrating payments Alaska

tate does not need to prove specific causation in any particular individual.

•

from Lilly in this litigation, including the documents that renect the amount that Alaska had paid, to

made fortreaunent ofinjuries allegedly caused by Zyprexa for which Alaska seeks reimbursement

Alaska secl<s reimbUI>CDlent for in this litigation.

RESPO E: ee response to Request for production No.5 above. As the State noted

in its Memorandum Describing its Claims and Proofs, bocause the State seeks compensation for

increased costs withia a population, its burden is to establish general causation in that population

(i.e., the rate by which Alaska Medicaid recipients who took Zyprexa show an increased

incidence of diabetes compared to the background rote of the disease in matched controls). The

made IS part of the expert di losures and accompanyiog reports related to its proof ofdamages



• •
pbannae .benefit d ign records, (c) drug utilization reviews, (d) formulary management prognuns,

(e) records relating to mental health disease management, and (I) communications to physicians.

RE PO . E: The tate will produce the minutes ofa Dntg Utilization Review

arrangement).

RESPO SE: Sec response to Request for Production No.3 above.

Exhibit D
Page 4 of 11
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REQUEST FOR PRODUCfIO Q 13==="'-'=!>..!.~o!.!!.~cll~!.£!!~· lJ: Any documents concerning clinical summaries

ofZyprexa performed by Alaska, or Alaska's PBM(s).

REOUEST FOR PRODUCfION O. 10: Any documents reflecting the agreements

RESPO SE: The State has no documents responsive to this request.

tate has no other documents responsive to this request.

REOUEST FOR PRODUCflO NO. 12: Any documents concerning Zyprcxa considered

by any Pharmacy & Therapeutics ("P&T') Committee, or similar committee or individual, or by

any individual with supervisory or management responsibility for any of the pharmacy benefits

offered 10 Medicaid recipients, or any role in selecting drugs for the formulary and/or PDL.

RESPO SE: The State objects to this request as vague, ambiguous, and unintelligible.

Subject to and without waiving this objection, upon information and belief, the State has no

documents responsive to this request.

REOUEST FOR PRODUCfION NO. 11: Any formularies and/or Preferred Dntg Lists

(PDLs) relating to Zyprexa.

concerning Zyprexa between Alaska and Alaska's PBM(s) (including those related to rebate sharing

conccming the connection between Zyprexa and diabetes. Because those minutes contain patient

health information, they cannot be produced until the entry of an appropriate protective order.

See responses to Request for Production Nos. 5 and 6 above. Upon information and belief, the



on ZYl'·AK-00893-00970.

RESPO SE: See response to Request for Production No. 16 above.

by Lilly to Alaska.

Exhibit D
Page 5 of 11
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E: ee response to Request for production o. 12 above. Subj
R PO

REQUEST FOR PRODUCTION 0.17: Any documents reflecting misrepresentations

by Lilly 10 Alaska's PBMs.

as discovery progresses. See generally the documents produced by Lilly in the MOL and listed

Slate intends 10 use to prove its claims. The State reserves its right to supplement this response

intended 10 be all-inclusive nor exhaustive, but merely illustrative of the types of documents the

REQUEST FOR PRODUCTION O. 18: Any documents reflecting misrepresentations

by Lilly to physicians that prescribed 10 Alaska Medicaid recipients.

RESPONSE: See response to Request for Production No. 16 above.

RESPONSE: The State bas in ils possession documents produced by Lilly in the MDL

REQUEST FOR PRODUCTION 0.16: Any documents reflecting misrepresentations

collection. Discovery in this case has just begun, thus the lisl of documents provided is neither

any other decision concerning the fonnulary or PDL slatus ofZyprexa.

RESPO E: The Slate bas no documents responsive 10 this request.

or proposed changes to, any fonnulary or PDL relating to Zyprexa.

RESPO. E: The Slate has no documents responsive to this request.

REQUEST FOR PRODUcnO '0.15: Any documenls conceming Alaska's decision

10 include or n0110 include Zyprexa on its fonnulary, or PDL, 10 place restrictions on Zyprexa, or

without waiving this objection, see response 10 Request for production No.9 above.

ERE~Q!!!.!2i!..J::!~~~~~~"-",,,0,",.=14: AnydocumentsconcemingAlaska'



RESPO SE: The State has no documents responsive to this request.

between Alaska and physicians regarding Zyprexa.

Exhibit D
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•
FOR PRQDUcnO O. 19: Any documents reflecting misrepresentations

RESPONSE: The State has no documents responsive to this request.

REQlI

REQUEST FOR PRODUcnON NO. 22: Any documents concerning communications

REQUEST FOR PRODUCfION NO. 21: Any documcnts concerning transactions or

RESPO SE: The State has no documents responsive to this request.

REQUEST FOR PRODUCfIO Q.23: Any documents concerning communications by

Alaska to Medicaid recipients regarding Zyprexa.

RESPO SE: The State has no documents responsive to this request.

REQUEST FOR PRODUCfIO NO. 24: Any documents concerning transactions or

communications between Alaska and any anti-psychotic manufacturer other than Lilly regarding

Zyprexa.

communications between Alaska or Alaska's PBMs and Lilly regarding Zyprexa.

RESPON E: The State objects to this request in that it seeks infonnation that is

im:levBDI to the claims and defenses of the parties, is not reasonably calculated to lead to the

discovery of admissible evidence, and is overly broad. Subject to and without waiving these

objections, the State has no documents responsive to this request.

recipienu.

b Lilly to Alaska's Medicaid recipients.

RESPO, E: ee response to Request for production No. 16 above.

JjRE~QlJ1..!:o1!...!~~~~~o.!..!","=",Q,,",=20: Any documents concerning communications or

\I'IIIlSOCIions be~""'" Alaska and any consultant related to pharmacy benefits for Alaska's Medicaid



RESPON E: See response to Request for Production No.9 above.

Exhibit D
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•
REQ

medications by Alaska using Zyprexa.

REQUEST FOR PRODUCTION NO. 29: An dY ocuments concerning any involuntary

RESPON E: The only protocol in use in Alaska is the BPMS program provided by a

grant from Eli LiUy.

REQUEST FOR PRODUCTION NO. 28: Any treatment algorithms or protocols

concerning Zyprexa, schizophrenia, or bipolar disorder recommended to physicians or required for

physicians by Alaska.

R PO E: The State objects to this request in that it seeks information thaI is

REQUEST FOR PRODUCTION NO. 27: Any Drug Utilization Reviews and/or Drug

the allomey-client privilege and/or the allomey work product doctrine.

CI.ass Reviews by Alaska concerning Zyprexa.

irrelevant to the claims and defenses of the parties and is nol reasonably calculated 10 lead to the

wbicb is beyond the scope of permissible discovery and which is protected from disclosure by

Request for Production o. 4 above.

REQUEST FOR PROD CflO 0.26: Any documents concerning communications to

any other states relating to Zyprexa.

discovery of admissible evidence. The State further objects that this request seeks information

Z)'!R-..a.

RESPQ, E: Such documents are contained in the pbannacy benefits manual. See the

administrative code, Medicaid website and pbannacy benefits manual provided in response 10



the state.

R PO SE: See ZYP-AK-0097 1-00984.

Exhibit D
Page 8 of 11000587

RESPO SE: The State objecrs to this request in that it seeks information which is

beyond the scope ofpermissible discovery and which is protected from disclosure by the allorney

elient privilege and/or the attorney work product doctrine. Subject to and without waiving this

objection, this response will be supplemented and any non-privileged materials made available as

part of the expert disclosures and accompanying reports in this case.

REQUEST FOR PRODUCTION NO. 32: Any documents provided to or developed by

your expert witnesses.

REO EST FOR PRODUCTION 0.31: Any sludies or analyses performed by Alaska lo

REO EST FOR PRODUCT10 0.30: Any documents coneerning lawsuits filed by

•

RESPONSE: The State bas no documenrs responsive to this request.

assess the effect ofprescribing atypical antipsyehoties to mental health patienrs on overall costs to

Alaska against80y manufacturer ofatypical anti-psyehoties other than Lilly.

is 001 reasonably calculated to lead to the discovery of admissible evidence.

R PO E: The tate objects to this request to the extent it seeks information and/or

docwneo the disclo ure ofwhicb would violate the privacy or confidentiality rightS of non

parties including, but not limited to, those privacy rights guaranteed by thc Federol and state

constitutions as well as Federal and state statutes and regulations. The State further objccts to this

request in thaI it seeks information that is irrelevant to the claims and defenses of the parties and



Production.

prove your claims in this matter.

Exhibit D
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BY ~
Eritr:S8IldefS
Alaska Bar No. 7510085
500 L Street
Suite 400
Anchorage, AK 9950I
(907) 272-3538

RESPO E: See documents provided with the State's responses to these Requests for

!RE~OlY!~L!~L!~o!.!!.!!.><"-">!lJ..llO~. ",,35: Any claims profiles or damages profiles

REOUEST FOR PRODUcrION NO. 37: Any documents that you intend to rely upon to

•
0.34: Any liability or damages models developed by

~L!mil.U~£m!!!-!.l.><.!-!.><'"'-.==

RESPO.· E: ee response to Request for production No. 32 above.

RESPONSE: As discovery has just begun in this case, the State reserves the right to

supplement this response as discovery progresses. Generally, the State may rely upon any

documents produced by any party or non-party in discovery in this matter, and any documents

produced by any party or non-party in the MOL litigation.

Respectfully SUBMITIED and DATED this '2:3r!day ofApril, 2007

FELDMAN, ORLANSKY & SANDERS
Counsel for Plaintiff

preparing, your response to Defendant's First Set of Interrogatories.

concerning Alaska Medicaid recipients, and any documents used to develop those profiles.

RE PO E: ee response 10 Request for Production No.7 above.

REOUEST FOR PRODUcrJO 0.36: Any documents identified in, or consulted in

the QalTetllOll Law Finn for this maner.



•

RJCHARDSON, PATRICK, WESTBROOK
& BRJcKMAN, LLC

H. Blair Hahn
CbriStilUUl A. Marcum
P.O. Box 1007
ML Pleasant, SC 29465
(843) 727-6500
Counsel for Plaintiff

GARRETSO & TEELE
Matthew L. Garretson
Joseph W. teete
5664 South Green Street

all Lake City, UT 84123
(80 I) 266·0999
Counsel for Plaintiff
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Eric T. Sanders <
Feldman, Orlansky & Sanders
500 L Street, Suite 400
Anchorage, AK 9950I
(907) 272-3538

COUNSEL FOR PLAINTIFF

Respectfully submittcd,

flIL-f%--

II

Plaintiff, tate of Alaska, hereby certifies that it has caused to be served upon the below

Andrew Rogoff
Pepper Hamilton
3000 Two Logan Square
Eighteenth and Arch Streets
Philadelphia, PA 19103-2799

Dated: April 23, 2007

Brewster Jamieson
Lane Powell
301 West ortbem Lights Blvd, Ste 301
Anchorage, AK 99503-2648

Defendant's Counsel

plllCing copies of same in a Federal Express envelope, postage prepaid, on April 23, 2007.

listed individuals copies of Plaintiff's Responses to Defendants Request for Production by


	Lilly File 02-001
	Lilly File 02-002
	Lilly File 02-003
	Lilly File 02-004
	Lilly File 02-005
	Lilly File 02-006
	Lilly File 02-007
	Lilly File 02-008
	Lilly File 02-009
	Lilly File 02-010
	Lilly File 02-011
	Lilly File 02-012
	Lilly File 02-013
	Lilly File 02-014
	Lilly File 02-015
	Lilly File 02-016
	Lilly File 02-017
	Lilly File 02-018
	Lilly File 02-019
	Lilly File 02-020
	Lilly File 02-021
	Lilly File 02-022
	Lilly File 02-023
	Lilly File 02-024
	Lilly File 02-025
	Lilly File 02-026
	Lilly File 02-027
	Lilly File 02-028
	Lilly File 02-029
	Lilly File 02-030
	Lilly File 02-031
	Lilly File 02-032
	Lilly File 02-033
	Lilly File 02-034
	Lilly File 02-035
	Lilly File 02-036
	Lilly File 02-037
	Lilly File 02-038
	Lilly File 02-039
	Lilly File 02-040
	Lilly File 02-041
	Lilly File 02-042
	Lilly File 02-043
	Lilly File 02-044
	Lilly File 02-045
	Lilly File 02-046
	Lilly File 02-047
	Lilly File 02-048
	Lilly File 02-049
	Lilly File 02-050
	Lilly File 02-051
	Lilly File 02-052
	Lilly File 02-053
	Lilly File 02-054
	Lilly File 02-055
	Lilly File 02-056
	Lilly File 02-057
	Lilly File 02-058
	Lilly File 02-059
	Lilly File 02-060
	Lilly File 02-061
	Lilly File 02-062
	Lilly File 02-063
	Lilly File 02-064
	Lilly File 02-065
	Lilly File 02-066
	Lilly File 02-067
	Lilly File 02-068
	Lilly File 02-069
	Lilly File 02-070
	Lilly File 02-071
	Lilly File 02-072
	Lilly File 02-073
	Lilly File 02-074
	Lilly File 02-075
	Lilly File 02-076
	Lilly File 02-077
	Lilly File 02-078
	Lilly File 02-079
	Lilly File 02-080
	Lilly File 02-081
	Lilly File 02-082
	Lilly File 02-083
	Lilly File 02-084
	Lilly File 02-085
	Lilly File 02-086
	Lilly File 02-087
	Lilly File 02-088
	Lilly File 02-089
	Lilly File 02-090
	Lilly File 02-091
	Lilly File 02-092
	Lilly File 02-093
	Lilly File 02-094
	Lilly File 02-095
	Lilly File 02-096
	Lilly File 02-097
	Lilly File 02-098
	Lilly File 02-099
	Lilly File 02-100
	Lilly File 02-101
	Lilly File 02-102
	Lilly File 02-103
	Lilly File 02-104
	Lilly File 02-105
	Lilly File 02-106
	Lilly File 02-107
	Lilly File 02-108
	Lilly File 02-109
	Lilly File 02-110
	Lilly File 02-111
	Lilly File 02-112
	Lilly File 02-113
	Lilly File 02-114
	Lilly File 02-115
	Lilly File 02-116
	Lilly File 02-117
	Lilly File 02-118
	Lilly File 02-119
	Lilly File 02-120
	Lilly File 02-121
	Lilly File 02-122
	Lilly File 02-123
	Lilly File 02-124
	Lilly File 02-125
	Lilly File 02-126
	Lilly File 02-127
	Lilly File 02-128
	Lilly File 02-129
	Lilly File 02-130
	Lilly File 02-131
	Lilly File 02-132
	Lilly File 02-133
	Lilly File 02-134
	Lilly File 02-135
	Lilly File 02-136
	Lilly File 02-137
	Lilly File 02-138
	Lilly File 02-139
	Lilly File 02-140
	Lilly File 02-141
	Lilly File 02-142
	Lilly File 02-143
	Lilly File 02-144
	Lilly File 02-145
	Lilly File 02-146
	Lilly File 02-147
	Lilly File 02-148
	Lilly File 02-149
	Lilly File 02-150
	Lilly File 02-151
	Lilly File 02-152
	Lilly File 02-153
	Lilly File 02-154
	Lilly File 02-155
	Lilly File 02-156
	Lilly File 02-157
	Lilly File 02-158
	Lilly File 02-159
	Lilly File 02-160
	Lilly File 02-161
	Lilly File 02-162
	Lilly File 02-163
	Lilly File 02-164
	Lilly File 02-165
	Lilly File 02-166
	Lilly File 02-167
	Lilly File 02-168
	Lilly File 02-169
	Lilly File 02-170
	Lilly File 02-171
	Lilly File 02-172
	Lilly File 02-173
	Lilly File 02-174
	Lilly File 02-175
	Lilly File 02-176
	Lilly File 02-177
	Lilly File 02-178
	Lilly File 02-179
	Lilly File 02-180
	Lilly File 02-181
	Lilly File 02-182
	Lilly File 02-183
	Lilly File 02-184
	Lilly File 02-185
	Lilly File 02-186
	Lilly File 02-187
	Lilly File 02-188
	Lilly File 02-189
	Lilly File 02-190
	Lilly File 02-191
	Lilly File 02-192
	Lilly File 02-193
	Lilly File 02-194
	Lilly File 02-195
	Lilly File 02-196
	Lilly File 02-197
	Lilly File 02-198
	Lilly File 02-199
	Lilly File 02-200
	Lilly File 02-201
	Lilly File 02-202
	Lilly File 02-203
	Lilly File 02-204
	Lilly File 02-205
	Lilly File 02-206
	Lilly File 02-207
	Lilly File 02-208
	Lilly File 02-209
	Lilly File 02-210
	Lilly File 02-211
	Lilly File 02-212
	Lilly File 02-213
	Lilly File 02-214
	Lilly File 02-215
	Lilly File 02-216
	Lilly File 02-217
	Lilly File 02-218
	Lilly File 02-219
	Lilly File 02-220
	Lilly File 02-221
	Lilly File 02-222
	Lilly File 02-223
	Lilly File 02-224
	Lilly File 02-225
	Lilly File 02-226
	Lilly File 02-227
	Lilly File 02-228
	Lilly File 02-229
	Lilly File 02-230
	Lilly File 02-231
	Lilly File 02-232
	Lilly File 02-233
	Lilly File 02-234
	Lilly File 02-235
	Lilly File 02-236
	Lilly File 02-237
	Lilly File 02-238
	Lilly File 02-239
	Lilly File 02-240
	Lilly File 02-241
	Lilly File 02-242
	Lilly File 02-243
	Lilly File 02-244
	Lilly File 02-245
	Lilly File 02-246
	Lilly File 02-247
	Lilly File 02-248
	Lilly File 02-249
	Lilly File 02-250
	Lilly File 02-251
	Lilly File 02-252
	Lilly File 02-253
	Lilly File 02-254
	Lilly File 02-255
	Lilly File 02-256
	Lilly File 02-257
	Lilly File 02-258
	Lilly File 02-259
	Lilly File 02-260
	Lilly File 02-261
	Lilly File 02-262
	Lilly File 02-263
	Lilly File 02-264
	Lilly File 02-265
	Lilly File 02-266
	Lilly File 02-267
	Lilly File 02-268
	Lilly File 02-269
	Lilly File 02-270
	Lilly File 02-271
	Lilly File 02-272
	Lilly File 02-273
	Lilly File 02-274
	Lilly File 02-275
	Lilly File 02-276
	Lilly File 02-277
	Lilly File 02-278
	Lilly File 02-279
	Lilly File 02-280
	Lilly File 02-281
	Lilly File 02-282
	Lilly File 02-283
	Lilly File 02-284
	Lilly File 02-285
	Lilly File 02-286
	Lilly File 02-287
	Lilly File 02-288
	Lilly File 02-289
	Lilly File 02-290
	Lilly File 02-291
	Lilly File 02-292
	Lilly File 02-293
	Lilly File 02-294
	Lilly File 02-295
	Lilly File 02-296
	Lilly File 02-297
	Lilly File 02-298
	Lilly File 02-299
	Lilly File 02-300
	Lilly File 02-301
	Lilly File 02-302
	Lilly File 02-303
	Lilly File 02-304
	Lilly File 02-305
	Lilly File 02-306
	Lilly File 02-307
	Lilly File 02-308
	Lilly File 02-309
	Lilly File 02-310
	Lilly File 02-311

