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Consent Judgment

v

Brewster H. Jamieson,
Direct-Dii (907) 264
./(HYH".\‘UH’“'U‘I\"k'/’l?\l"” com

July 9. 2007

The Honorable Mark Rindner
Superior Court Judge

Alaska Court System

825 West Fourth Avenue, Room 638
Anchorage, Alaska 99501 -2004

Re: Citation of Supplemental Authority )
State of Alaska v. Eli Lilly and Company, Case No. 3AN-06-05630 ClI

Dear Judge Rindner:

This firm represents defendant Eli Lilly and Company (“Lilly”) in the above-
referenced matter. This letter is a citation of supplemental authority made pursuant to Civil
Rule 77(1). The supplemental authority referred to herein relates to Lilly’s Response to
Plaintiff’s 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.

Attached are the following:

1. Consent Judgment, Charles Foti, Attorney General ex rel. State of Louisiana
v. Janssen Pharmaceutica, Inc., et al., In the Twenty-Seventh Judicial District Court in and
for the Parish of St. Landry, State of Louisiana, Civil Docket Nos. 04-3967-D and 04-3977-
D, filed April 10, 2007.

2. Memorandum & Order; Motions for Summary Judgment, In re Zyprexa
Products Liability Litigation, United States District Court, Eastern District of New York,
Case Nos. 04-MD-11596, 05-CV-4115, 05-CV-2948, 06-CV-0021, 06-CV-6322, signed by
Judge Jack B. Weinstein on June 28, 2007.

Thank you for considering the above and the attached.

Very truly yours,

in POWELL LLC i
AEGHg rewster H. m\
Enclosures

g;g 5. m;%:rnieﬁ l};. 1Sanders. Esq. (w/enc.) (via fax and mail)

WWW.LANEPOWELL.COM LANE POWELL (ic

T. 907.277.951 SUITE 301
F. 907.276.2631

LAW OFFICES

ANCHORAGE, AK . OLYMPIA, WA
PORTLAND, OR . SEATTLE, WA
LONDON, ENGLAND

301 W. NORTHERN LIGHTS BLVD.
ANCHORAGE, ALASKA 99503-2648
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'
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IN THE T\VENT\'-SEVENTH JUDICIAL DISTRICT COURT
IN AND FOR THE PARISH OF ST. LANDRY
STATE OF LOUISIANA

CHARLES FOT], ATTORNEY GENERAL CIVIL DOCKET NO. 04-3967-D

EX REL. STATE OF LOUISIANA,
VERSUS

JANSSEN PHARMACEUTICA, INC, ETAL

CONSOLIDATED WITH 5
CHARLES FOTI, ATTORNEY GENERAL CIVIL DOCKET NO. 04-3:9;27’)7-D
EX REL. STATE OF LOUISIANA 2

(=]

VERSUS

JANSSEN PHARMACEUTICA, INC., ET AL

[}

CONSENT JUDGMENT

CONSENT JUDLS==
On February 26, 2007, Defendant’s Motion to Compel came for hearing before the
Court:
Present were: James B. Irwin, Monique M. Garsaud, Thomas F. Campion, Brian Ci
Anderson and James Guglielmo, Counsel for Defendant, Janssen
Pharmaceutica, Inc.
Patrick C. Morrow, Jeffrey M. Bassett, Kenneth W. Dejean, Michael
W. Perrin, Counsel for Plaintiff, State of Louisiana, Ex. Rel. Charles
Foti, Attomey General

Kimberly Sullivan, representative of State of Louisiana, Charles Foti,
Attorney General

After reviewing the briefs and hearing oral argument, but before issuing a ruling, the
Court deferred to the parties for a resolution. The parties propose the following resolution,

which the Court accepts and ORDERS accordingly:

Copies of Defendant’s i ies and requests and Plaintiff’s initial

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

motion. Those materiels, as well as three d ing Plaintiff’s Amended

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

into the

iary record pertinent to Defendant’s Motion to Compel.
Defendant’s Motion to Compel will be taken off the calendar without prejudice to

Defendant’s right to reinstate it at a later time if necessary.
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1o Defendant's discovery

Plaintiff will withdraw its previous resp and obj!

requests.
Within ninety (90) days from February 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 plaintiff’s possession, custody or control responsive 0

Defendant’s discovery requests.
tories and

Plaintiff’s written responses will contain plete answers to all i

indicate which documents are being produced in response 1o 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 documents responsive to the request, which

documents are in the possession, custody or control of Plaintiff, subject to their objections.
Plaintiff will submit allegedly privileged documents for in camera review.
Plaintiff will undertake a complete search for responsive documents consistent with its

ligation as an institutional party to litigati and, if it lacks possession, custody or control

of responsive documents, shall so state with a duty to supplement such response if responsive
documents are located at a h(cr time in accordance with Louisiana Code of Civil Procedure
Article 1428. If such a supplementation occurs, 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 that certain d and inft i q d are subject to the

P!

of patient medication i ion privacy laws. The Court finds that the claims

P

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

Defendant has access to (a) records ing the Medicaid-fi ed pi ipti of
Risperdal and other anti-psychotic medications that plaintiff contends are superior to
Risperdal, and (b) medical records of Medicaid patients who were prescribed Risperdal and
other anti-psychotic medications that Plaintiff contends are superior to Risperdal.

Accordingly, the Court directs Plaintiff to produce all such information pursuant to the
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Protective Order currently in place. The Court understands that the parties will attempt t0

er Order providing for the production of medical records and individual

negotiate 2 furthe
of persons who received Medicaid-financed anti-

discovery of a representative sample
(including Risperdal). If the parties are unable to agree on & stipulated
e Court

psychotic medications

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

will then issue an appropriate Order.

fylly submitted,

N _Move
PoXk C. Morrow (Bar No. 9748)
James P. Ryan (Bar No. 11560)
Jeffrey M. Bassett (Bar No. 2840)
MORROW, MORROW, RYAN & BASSETT
324 West Landry Street
Post Office Drawer 1787
Opelousas, LA 70570-1787
(337) 948-4483

Kenneth W, Dejean (Bar No. 04817)
417 West University Avenue
Lafayette, LA 70502

(337) 235-5294

Kenneth T. Fibich (Bar No. 6952600)

W. Mithael Leebron (Bar No, 12149000)
1401 McKinney, Ste. 18090

Houston, TX 77110

(713) 751-0025

Michael W. Perrin

440 Louisiana Avenue, Ste. 2100
Houston, TX 77002

(713) 425-7100

State of Louisiana; ex-rel. Charles C.
Agtorney General

Tames B. Irwin, T-A. (Bar No. 7172)

Quentin F. Urquhart, Jr. (Bar No. 14475)

Monique M. Garsaud (Bar No. 25393)

Camala E. Capodice (Bar No. 29117)

IRWIN FRITCHIE URQUHART & MOORE LLC
400 Poydras Street, Suite 2700

New Orleans, LA 70130

(504) 310-2100

 for Janssen Phar

Memo & Order



Of Counsel:
Thomas F. Campion
DRINKER BIDDLE & REATH LLP

500 Campus Drive
Florham Park, NJ 07932-1047

Brian C. Anderson
O'MELVENY & MYERS LLP
1625 Eye Street, N.W.
Washington, D.C. 20006-4001

£
THUS DONE AND SIGNED this [ o day of April 2007.

Y

TUDGE DONALD HEBERT
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Jack B. Weinstein
Senior United States District Judge
Eastern District of New York
225 Cadman Plaza East .
Brooklyn, N.Y. 11201 !

Tel: (718) 6132520
Fax: (718) 613-2527
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TO: ' Thomas Sobol, Hagens Berman Sobol Shapiro LLP ~617-482-3003 ,
Nina M. Gussack, Pepper Hamilton LLP ~215-981-4307

James Shaughnessey, Milberg Weiss ~212-868-1229
Peter Woodin, JAMS ~212-972-0027

DATE: June 28,2007 # OF PAGES WITH COVER: 15

In re Zyprexa Products Liability Litigation, 04-MD-01596

UFCW Local 1776, Eric Tayag, and Mid-West Nationa) v. Elj Lilly & Co., 05-CV-4115 & 05-CV-2948
1f you have any questions, please call Zainab Ahmad, Law Clerk, at 7] 8-613-2523. g
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UNITED STATES DISTRICT COURT

EASTERN DISTRICT OF NEW YORK .

FFK Gy v s MEMORANDUM & ORDER g
In re: ZYPREXA PRODUCTS LIABILITY MOTIONS FOR SUMMARY JUD
LITIGATION e

05-CV-4115

JFCW 776 AND PARTICIPATING
UPCW LOCAL 1 Covha

EMPLOYERS HEALTH AND WELFARE FUND,
ERIC TAYAG, and MID-WEST NATIONAL LIFE
INSURANCE COMPANY OF TENNESSEE, on
behalf of themselves and others similarly situated,

Plaintiffs,

VS.

ELI LILLY AND COMPANY,

Defendant

LOCAL 28 SHEET METAL WORKERS, on
behalf of themselves and others similarly situated, 06-CV-0021

Plaintiffs,

Vs,
ELI LILLY AND COMPANY,

Defendant

X .
SERGEANTS BENEVOLENT ASSOCIATION
HEALTH AND WELFARE FUND, on behalf of 06-CV-6322 i
themselves and others similarly situated,

Plaintiffs,

Vs
ELI LILLY AND COMPANY,

Defendant.

X
Jack B. WEINSTEIN, Senior United States District Judge:

TABLE OF CONTENTS

L. Introduction

1. Summary Judgment Law. v
III. Plaintiffs’ Motion for Partial Summary Judgment,
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V. Conclusion as to Plaintiffs’ Motion for Partial Summary Judgment..
V. Defendant’s Motion for Summary Judgment.
A. Injury and Causation.
B. Reliance
C. Consumer Protection Slamtf:s.
V1. Conclusion as to Defendant’s Motion for
VII. Daubert Motions...... 2
VIIL Interlocutory Appeal..

Summary Judgmen

1. Introduction

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., Inre Zyprexa Prods.
Liab. Litig., 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 class
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 of 2005
(Michael Pronto and Michael Vanello were later added as co-lead plaintiffs); Local 28 Sheet
Metal Workers in January of 2006; and Sergeants Benevolent Association Health and Welfare
Fund in November of 2006. Institutional plaintiffs in the instant cases are pension funds, labor
unions, and insurance companies who cover members’ health benefits and have 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 named 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 better served by less

st . it
expensive medications. The consequence, it1s contended, was pricing of the drug at more than

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

damages.
(Racketeer Influenced

Five causes of action are asserted: violation of 18 U.S.C. 1962(c)
and Corrupt Organization Act (RICO)); 18 US.C. 1962(d) (RICO); various state consumer
protection statutes; common law fraud; and unjust enrichment.

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
follows:

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 Scptember 1996 through the present. For purposes of the class definition,

im_iividuﬂls and entities purchased Zyprexa if they paid all or some of the purchase

price.

Subject matter 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 Faimess Act). Venue is placed in
the Eastern District of New 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 (RICO).

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

and Drug Administration (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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merchandising of drugs. See, e.g., James Surowiecki, 4 Drug on the Market, The New Yorker,

June 25, 2007, at 40 (“The U.S. has no rational system for ‘post market surveillance’ — the

evaluation of drugs after they’re approved. Instead, oversight is left toa motley collection of

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

T § susne W
expected to rise to the surface from among all these competing interests and random decisions. )

As Drs. Kesselheim and Avomn put it:

[C]ase studies [of major pharmaceutical litigations, including Zyprgxa] indicawltha(

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 performing these tasks, lawyers and their
clients often find themselves serving as drug safety researchers of last resort.
Asron S. Kesselheim & Jerry Avorn, The Role of Litigation in Defining Drug Risks, Journal of
the American Medical Association, January 17, 2007, at 308; see also, e.g., Janet L. Dolgin &
Joel Weintraub, Biomedical Research and the Law: The Pharmaceutical Industry and its
Relationship with Government, Academia, Physicians, and Consumers, 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 ha' i e 5 . !

e have been no changes in plaintiffs’ formularies which continue to include Zyprexa without
estricti i g : :
restrictions. Many treating physicians continue to rely on it after what is by now extensive
revelation of informati Z s
ation about Zyprexa's risks and benefits. Nevertheless, the utility of Zyprexa

docs not trump plaintiffs’ legal claims for fraud and overpricing.
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1. Summary Judgment Law

gment is appropriate only if “there is no genuine issue as 10 any material fact

Summary jud

[in which case] the moving party is entitled to a judgment as a matter of law.” Anderson V.

Liberty Lobby, Inc., 477 U.S. 242, 248, 106 S. Ct. 2505 (1986); see also Mitchell v.

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

facts that might affect 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 factua) issues to be tried.” Knightv. U.S. Fire Ins. Co., 804
F.2d 9, 11 (2d Cir. 1986). Critical is recognition of the jury’s fact-finding primacy:

Itis well established that credibility assessments, choices between conflicting versions

of the events, and the weighing of evidence arc matters 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 of Syracuse, 316 F.3d 324, 333 (2d Cir. 2003) (quotation marks omitted).
XL Plaintiffs’ Motion for Partial Summary Judgment

Plaintiffs’ motion for partial summary judgment is based upon the following proposed
findings: (1) third party payers (“TPPs”) are purchasers of prescription drugs, and pharmaceutical
benefit managers (“PBMs”) act as agents for TPPs; (2) PBMs exercise no effective influence on
the prescribing habits of physicians with regard to Zyprexa; (3) preemption is not applicable to or

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

medications or other atypical antipsychotic drugs; and (5) damages to the proposed class are at

p.@6715

000292




p.@7/15

1 718 260 2527

)

JUN-268-20087 98346 '

least $3.7 billion.

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

Determination 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

I1L.A.6.2; a separate ruling is not required. (4) Zyprexa may be found by a jury to be considered

preferable to other medications by knowledgeable prescribing physicians in specific cases, see i
at Part [ILB. (5) It is not clear that plaintiffs 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 of N J., 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 satisfy the
elements of any of their claims. Strength of proof is not the appropriate standard for a summary
judgment decision. See Part II, supra. While the case is close, plaintiffs have sufficiently
demonstrated for purposes of this motion that 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 third party payers have standing to sue for

economic damages; they have demonstrated a sufficient causal nexus between Lilly’s alleged
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fraud and their own claimed economic injuries. The Court of Appeals for the Second Circul

“and other courts have long recognized the right of [health care benefit providcrs] to recover

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

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

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

failure to satisfying proximate cause requirements in Laborers Loc. 17 Health & Benefits Fund v.

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

In Laborers Local 17, the tobacco companies’ alleged tort directly harmed only the
smokers, who suffered both 2 health injury (smoking-related illness) and an economic
injury (the purchase price of the fraudulently marketed cigarettes). The smokers’
health injuries, in turn, 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 the plaintiffs’ damages were entirely derivative of the
injuries to their insured. For ... without injury to the individual smokers, the
plaintiffs would not have incurred any increased costs.

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

As purchasers of Zyprexa — i.e., those who paid for the product in whole or in part out of
their personal funds — plaintiffs here allege a direct 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 Defendants’ wron i ir mi i

& gful action was their misrepresentation

of Rezulin's ;afety, and that this fraud directly caused economic loss to them as

purs;hascrs. since they would not have bought Defendants’ product, rather than

available cheaper alternatives, had they not been misled by Defendant’s

;:;;s:pr;sem?lions. Thus thg damages — the excess money Plaintiffs paid Defendants
e Rezulin that they claim they would not have purchased ‘but for’ Defendants’
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fraud — were in no way derivative of damages to 2 third party. \ ,:
¢
Desiano, 326 F.3d at 349 (quotation omitted). :: N

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 fraudulently-inflated prices, but it is not

decisive. Probative force of this and other evidence of fraud and overpricing — or their contrary

— present jury questions. Based on expert reports and available modes of economic analysis,
tner could determine that Zyprexa would have — or would not have — been sold for a
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 (E.D.N.Y. 2006).

The allegation of economic harm in Schwab was structured in a manner similar to the
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 allowed defendants to keep prices higher than they otherwise would
have; and plaintiffs paid more for ‘light’ cigarettes 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 1o be untrue; the misrepresentation
led doctors 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 have been; elevated demand allowed Lilly to keep prices higher than they
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otherwise would have been; and plaintiffs paid more for Zyprexa than they otherwise wou

have.

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

monopoly status provided by the patent laws to Lilly. In addition, the many competing modes of
treatment available — other atypical antipsychotic drugs, first generation antipsychotic drugs,
and non-pharmaceutical treatment — complicate the question of damages computation. While
the required economic analysis may be somewhat more sophisticated than that required in
Schwab, it appears to be within the competence of econometricians on both sides. See Blue
Cross & Blue Shield v. Philip Morris, 144 F.3d 211, 222-28 (2d Cir. 2003) (finding statistical
and aggregate proof appropriate and not in violation of right to jury and due process); Blue Cross
& Blue Shield of N.J. v. Philip Morris, 3 N.Y.3d 200, 204 (N.Y. 2004) (“aggregate proof on
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 at 1065 (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 Cir. 1977) (“When it is certain that
damages have 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 uncertainty, any damages
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 their own money for Zyprexa
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at the drug was properly prescribed, ! ..::

While it can be assumed for purposes of this motion th

i i ice the
payers may recover the difference between the price they paid for Zyprexa and the price they

.2d at
would have paid for Zyprexa but for Lilly’s alleged fraud. See, €.8 Schwab, 449 F. Supp 2d a

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

: " s e o
their allocation is in some respects simpler here than in Schwab since the institutional

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

B. Reliance

B. REUS~

Wherc, 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 RICO’s causation
requirements. See, &.g., Metromedia Co. v. Fugazy, 983 F.2d 350, 368 (2d Cir. 1992). But see
Anzav Ideal Steel Supply Corp., 126 S.Ct. 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 RICO suit predicated on mail and wire fraud — and concluding that
“[b)ecause reliance cannot be read into [the mail or wire fraud statutes], nor into RICO itself, it is
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 RICO context where a “sophisticated,
broad-based [scheme,] by [its] very nature . . . likely to be designed to distort the entire body of
public knowledge rather than to individually mislead millions of people[,]” is alleged. See
Schwab, 449 F. Supp. 2d at 1047; id. at 1115-17 (permitting generalized proof of reliance

including “surveys, expert evidence on marketplace principles, and extrapolated and statistic

10
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analysis of individuals and groups in the class”). Here, plaintiffs allege that Lilly intentionally

< gac s 3
engaged in 2 broad-based plan to misrepresent to the medical and scientific communities th

nature of Zyprexa's benefits and risks, and that the scheme was successful in distorting the

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

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

bacco Co., 94 F. Supp- 2d 316 (E.D.N.Y. 2000), and Schwab.

American To

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

decided in Schwab and Falise on the basis that there is no allegation that Lilly conspired with
other companies within the pharmaceutica] industry to distort the body of public knowledge
concerning Zyprexa's risks. This distinction is of no moment: Lilly is the monopolistic purveyor
of Zyprexa so there was no need for it to collaborate with any other manufacturer with respect to
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 Statutes

Since a decision on class certification has not yet been made, it is not appropriate to now
addre: i i
ss the elements of specific state consumer protection statutes. There have been holdings in

similar case: i i i
s that suits by insurance companies to recover economic damages arising from the

11
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actionable under some states” consumer

Ene

fraudulcndy-inﬂa(ed price of prescriplion drugs are not

4. Liab, Litig., 392 F- Supp. 24 597 (SDN.Y.

protection statutes. See, e.g., Inre Rezulin Pro

2005) (finding health care benefit providers could not recover from manufacturer for alleged

3 Ji
overpayment for the prescription drug Rezulin under consumer protection statutes of New York,

New Jersey, or Louisiana). I£ the class is certified, the substantive state law applicable under
choice of law rules — as well as RICO — will be considered in defining the class.

VI. Conclusion as to Defendant’s Motion for Summary Judgment

Though the question is 2 close one on the facts, defendant’s motion for summary
judgment is denied.

Allowing this and like suits to proceed may or may not increase the cost of
pharmaceuticals and the efficacy of medical treatment in this country, It does, however, furnish
backstop protection against under-regulated potentially dangerous activity by a market where
caveat emptor largely rules. Cf., Eric S. Lipton & David Barboza, As More 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 regulators and importers, as well 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 *10 (“Whatever the

advantages to available court procedures limiting the ‘piling on” phenomena in mass tort cases,
s

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

12
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Jimit individual lidgaﬁon-enforCEd remedies for fraud on consumers of phaxmaccuucals.
V]1. Daubert M otions
Plaintiffs move to exclude all or part ©

)., M.D,, Emst R. Bemdt, Ph.D, Patrizia Cavazzoni,

f the proposed testimony of defendant Lilly’s

p.'offcred experts, Charles M. Beasley,

M.D., Iain Cockburn, Ph.D., David W. Feigal, Jr., M.D,, William 3. Gilmer, M.D., Silvio E.

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

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

Zyprexa Prods. Liab. Litig., supr@ at Part IV. Each of the challenged experts meet Daubert
requirements Each is a distinguished scientist whose expertise probably will be helpful in
deciding relevant scientific and economic issues. Attacks on them by plaintiffs are primarily
based on assessments of credibility best left for the trier. In limine motions respecting particular
aspects of these and other experts’ proposed testimony will be considered when it becomes clear
what will be the detailed issues to be tried.

The court has evaluated plaintiffs’ expert reports submitted on their motion by registered
pharmacist Myron Winkelman; Doctor of Pharmacology Laura M. Plunkett; 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.

VIIL Interlocutory Appeal

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

may certify an order that is “not otherwise appealable” if the judge is “of the opinion that such

order involves [1] a controlling question of law [2] as to which there is a substantial ground fo!
T
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difference of opinion and [3) that an immediate appeal from the order may materially advance th

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

denying summary judgment is not appealable. See SiraV. Morton, 380 F.3d 57, 66 (2d Cir.
2004) (“It is settled law thata denial of summary judgment is ordinarily not a final 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 2 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 together by the appellate court. See Karen Schwartz et al., Some Problems
Dealing With Class Action Disputes, 163 F.R.D. 369, 385 (1995) (recommending that merits and

class certification be considered together).

SO ORDERED.

Jack B. Weinstein

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

TOTAL P.15
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LANE POWELL LLC

IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORAGE

hereby quashed.

r\ |
% STATE OF ALASKA, |
ot Plaintiff, ‘
S
V.
<-\§ Case No. 3AN-06-05630 CI
ELI LILLY AND COMPANY,
4 ORDER
= Defendant.
= @ The Court, upon consideration of Defendant Eli Lilly & Company’s Motion for
;| ® E Protective Order to Bar the Deposition of Sidney Taurel, and the State’s response thereto, and
ST &
E é Z | being otherwise fully apprised in the matter;
ER-
22 8
e The Court finds good cause for issuance of a protective order barring the
<c
2 | deposition of Sidney Taurel, and
s
é‘ci IT IS ORDERED that the Plaintiff’s notice of deposition of Sidney Taurel is
5

MAY 25 2007

ORDERED this day of ,2007.

The Honorable Mark Rindner
Judge of the Superior Court

1 certify that on May 25, 2007, a copy of the
foregoing was served by hand-delivery on:

Eric T. Sanders, Esq,, Feldman Orlansky & Sanders

fﬁ::m: Jm/}nchoragc_ Alaska 99501-5911
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORAGE

|

| STATE OF Al ASKA,

| Plaintiff,
‘5 v.

[
|
" Case No. 3AN-06-05630 CI

U ELI LILLY AND COMPANY.,

H Defendant. ORDER

\ THIS COURT having rev iewed the defendant’s Motion for Nonresident Attorney for

Permission to Appear and Participate, as W ¢ll 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

Suite 301

hile 907.276.2631

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

with Brewster H. Iamusoﬁ\

\ DATED this h day of June, 2007.
| /
z \ 75
8 *e /“'LL
= & | E -
= & The Honorable Mark Rindner
2 2
= copy of
Eric T. Sanders, Esq
hldn\.m Orlansky & Sanders
S S
B
whn 0038 IbW 'l
e
[ =]
(=]
o~
©
-—
5
=
eartify that en .. fu'?fi 4, Zozﬂ
f
il
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der) Jamreson
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mile 907.276.2631

STATE OF ALASKA,

Y.

ELI LILLY AND COMPANY,

IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORAGE

Plaintiff,

Case No. 3AN-06-05630 CI

Defendant. ORDER

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 _I_C(_ day of June, 2007.
Moie Ks—

The Honorable Mark Rindner
Judge of the Superior Court

1 certify that on June 15, 2007, a copy of
the foregoing was served by hand on:

Tune (4, 2007

certify that on ==
of the sbove was malled 1o each of the following &
thelr addresses of record:

Sanders  Jamieson

\%bd/

Administrative Assistant
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IN THE SUPERIOR COURT FOR THE STATE OF ALA§E(A

B\
THIRD JUDICIAL DISTRICT AT ANCHORAGE '_“\\\

STATE OF ALASKA,
Plaintiff,

i Case No. 3AN-06-05630 CI
ELI LILLY AND COMPANY

Defendant.

DEFENDANT ELI LILLY AND COMPANY’S REPLY
MEMORANDUM IN SUPPORT OF MOTION FOR
PROTECTIVE ORDER TO BAR THE
DEPOSITION OF SIDNEY TAUREL

DEPOSITION OF SIDRLY 22222

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 thoroughly 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.
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ARGUMENT

R UNLESS HE HAS UNIQUE
VAILABLE THROUGH LESS

REL’S DEPOSITION 1S IMPROPE
DGE OF RELEVANT FACTS UNA

MR. TAU
KNOWLE
INTRUSIVE DISCOVERY.

ard: Mr. Taurel’s

est the governing legal stand

The State offers no authority to cont

Jevant facts that is (2)

(1) unique knowledge of re

jon is improper unless he has

Ultra Clean Holding,

e discovery. See, €-8 Celerity, Inc. V.

unavailable from Jess intrusiv

NetRatings, Inc., 2007

*4 (N.D. Cal. 2007); WebSideStory, Inc. V.

Inc., 2007 WL 205067,

tail Acquisition, Inc. V- Sony Theatre Mgmt.

WL 1120567, *2 (S.D. Cal. 2007); Six West Re

Y. 2001). The State’s arguments regarding Lilly’s

Corp., 203 FR.D. 98, 102 (S.D.N
s legal standard, but also

alleged failure to show good cause are not only inconsistent with thi

urdensome discovery under Rule

overlook the fact that this Court’s discretion to limit b

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

discovery, “[t]lhe court may act upon its own initiative ... or pursuant to 2 motion under

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

153 P.3d 312, 317 (Alaska 2007) (“a conclusion that the burden of the

General Ins. Co.,

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

Mullin v. State, 2003 WL 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”).

Defendant Eli Lilly and Company’s Reply i
: / ply Memorandum in Support f
Motion for Protectn_re Order to Bar the Deposition of Sidney Tal:I':el s
State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI) P:

age 2 of 10
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TAUREL HAS UNIQUE

[I. THE STATE HAS NOT SHOWN THAT MR.
KNOWLEDGE OF RELEVANT FACTS UNAVAILABLE THROUGH LESS
INTRUSIVE DISCOVERY.
The State 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

cific facts. Indeed, in both of the two depositions the

relevant to discovery of Alaska-spe

the State has asked only about general liability issues with no

State has taken so far,

particular connection to Alaska.

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

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

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

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

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

State, 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 10.

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

Befiad

Eli Lilly and C y’s Repl i

! A ly Memorandum in Support of

gotlon for Protecnye Order to Bar the Deposition of Sidney Tal:::el 5
tate of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)

Page 3 of 10
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to the Policy and Strategy Committee and the Board’s Public Policy and Complian

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 Plaintiff’s Steering Committee in the Zyprexa MDL — 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. Taurel has unique personal
knowledge about any of the issues relevant to liability in this case, but simply that his
deposition should be permitted to “clarify[] 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 same facts and issues that have already been explored in
depositions of witnesses who were directly involved with, and knowledgeable about, those
issues. This is precisely the type of cumulative, unreasonably burdensome discovery that

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

Defendant Eli Lilly and Com
Motion for Protective Order
State of Alaska v. Eli Lilly an

pany’s Reply Memorandum in Support of
to Bar the Deposition of Sidney Taurel
d Company (Case No. 3AN-06-05630 (6))) P.
age 4 of 10
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(ED.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.”). 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
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
also Folwell v. Hernandez, 210 F.R.D. 169, 175 (M.D.N.C. 2002) (denying deposition of
CEO to inquire about corporate policies and stating that “[f]or these topics, plaintiffs must
use the Rule 30(b)(6) deposition method.”). The defendant in this case is Eli Lilly and
Company, not Mr. Taurel. Contrary to what the State implies in its memorandum, liability
does not turn on whether “Taurel knew or should have known” any particular facts, State’s
Memorandum at 16, but on the collective knowledge and actions of Lilly as a corporation —

facts that have already been thoroughly 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.

Defendant Eli Lilly and Com
Motion for Protective Order
State of Alaska v. Eli Lilly an

pany’s Reply Memorandum in Support of
to Bar the Deposition of Sidney Taurel
d Company (Case No. 3AN-06-05630 CI) P;
age 5 of 10
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The State’s own cases do not support its legal arguments, and are readily

distinguishable. For example, in WebSideStory, Inc. v. NetRatings, Inc., 2007 WL 1120567
(S.D. Cal. 2007), the court affirmed the general legal standard that “[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 different than those here, the court allowed the deposition of the

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

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

ite 301

7.276.263 1

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

had performed a market share analysis relevant to the plaintiff’s alleged damages. Even
given those facts, the court did not simply permit the deposition to proceed without

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

LANE POWELL 1

301 West Northes

satisfy some of [defendant]’s needs,” and limited the CEO’s deposition to areas where he
had “unique, first-hand knowledge.” /d., *5 (emphasis added).

Likewise, in Six West Retail Acquisition, Inc. v. Sony Theatre Mgmt. Corp., 203
ER.D. 98 (S.D.N.Y. 2001), the court recognized that “[u]nless it can be demonstrated that a
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). i i in Si:
). Unlike this case, however, in Six West there was “ample evidence

Defendant Eli Lill
Motion for Protec
State of Alaska v.

ly and Company’s Reply Memorandum in Su
: ort of
tive f)rder to Bar the Deposition of Sidney Ta‘:zll)'el
Eli Lilly and Company (Case No. 3AN-06-05630 Cn P.
age 6 of 10

000310




-
-

of [the CEO]’s hands-on involvement in” the transaction at issue and “unique knowledge on

a number of relevant issues,” justifying his deposition. /d., at 104-06.
In re Bridgestone/Firestone, Inc. Tires Prod. Liab. Litig., 205 F.R.D. 535 (S.D.
Ind. 2002) is similarly distinguishable. 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 ‘y

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

nile 907.276.2631

of this.”!

oulevard, Suite 301

9503-2648

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),

LANE POWELL LLC

Pepsi Cola Bottling Co. of Pittsburgh, Inc. v. Pepsico, Inc., 2002 WL 922082 (D. Kan.

301 West Northern Ligt

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

Telephone

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

! See In re Bridgestone/Firestone, Plaintiffs’ Res jecti

; ne; 5 N ponse to Ford Motor Company’s Ob
to Magistrate Judge’s Order Compelling Deposition of William Clay Foprd %rs 2({8?1&‘6
34136077 (detailing CEO’s public statements of involvement). o

% Compare, e.g., Van Den Eng, 2005 WL 3776352, *2-*3 (stati i i
. Van ng, 200 / 6352, *2-*3 (stating that “the C
gcfazrg ff;eotigr?hisa;iestriil:p}gagaa l_sp(;:cl;lal tesl‘"l for depositions gf apex exec?lltlir\tlés zggwtﬁ;i
1 rict have applied the usual protective order stand; ideri
Apex Official depositions™) (citing Horsewood and Pepsi Cola) with Ca:z?fix:ggr:}.c?’szgfrg?ﬁ

(continued . . .)

Defendant Eli Lilly and Company’s Re; i

! / ply Memorandum in Support of

Motion for Prulecnye Order to Bar the Deposition of Sidney Ta[:ul:'zl 5

State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 Cn
Page 7 of 10
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i ition of
distinguishable. In Horsewood, an employment case, the court permitted the deposi

the defendant’s vice president for human resources who participated in the implementation
and enforcement of employment policies at issue in the case. 1998 WL 526589 at *1, *7.
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 to consolidate and change the terms of its contractual relationship with the

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

Eng did not involve an apex executive at all, but rather, the defendant’s former CEO, who

... continued) .

Ins. ((‘o.. 2003 WL 21293757, *1 (D. Minn. 2003) (“courts frequently restrict efforts to
depose senior executives”): Oklahoma v. Tyson Foods, Inc., 2007 WL 649335, *3 (N.P.
Okla. 2007) (“The law governing depositions of ‘apex’ employees is well articulated....”);
Baine v. General Motors Corp., 141 F.R.D. 332, 334 (M.D. Ala. 1991) (*The legal authority
is fairly unequivocal in circumstances such as these ... the deposition would not be allowed
where the information could be had through interrogatories, deposition of a designated
spokesperson, or deposition testimony of other persons.”); Celerity, Inc. v. Ultra 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 im roper. This is especially so where the
information sought in the deposition can be obtained through less intrusive discovery
methods (such as interrogatories) or from depositions of lower-level employees with more
direct knowledge of the facts at issue.”); Porfer v. Eli Lilly and Co., 2007 WL 1630697, *3
(N.D. Ga. 2007) (“a plaintiff must show that the executive would have personal knowledge
of the events in question and a plaintiff has no other means of obtaining the information.”);
WebSideStory, Inc. v. Netratings, Inc., 2007 WL 1120567, *2 (S.D. Cal. 2007) (“[W]hen a
party seeks to take the deposition of an official at the highest level or “apex” of a corporation
the court may exercise its authority under the federal rules to limit discovery.”); Harris v,
Computer Assocs. Int’l, Inc., 204 F.R.D. 44, 46-47 (ED.N.Y. 2001) (“When a vice presideni
gan cqn_mb}gle nothing more than a lower level employee, good cause is not shown to take the
eposition.”); 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 sti i
] s stil
which reduces the burden on the execut%vc.”). haviEling Fs

Defendant Eli Lill
Motion for Protec|
State of Alaska v.

y.ﬂnd Company’s Reply Memorandum in Support of

!IY& Order to Bar the Deposition of Sidney Taurel

Eli Lilly and Company (Case No, 3AN-06-05630 CI) Page 8 of 10
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was no longer employed by the defendant and whose current occupation, if any, was

unknown. 2005 WL 3776352 at *2 & n.3.
None of these cases involved the deposition of a current CEO, as here. To the

level executives with more direct personal

extent they permitted depositions of lower-

knowledge than the CEO. they are consistent with Lilly’s position: numerous Lilly

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

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

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

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

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

Attorneys for Defendant

]‘ZEZPER{{/I\{MILTON LLP

ndrew R. Rogoff, admitted pro hac vice
3000 Two Logan Square, 18(3‘}:& Arch Streets
Philadelphia, PA 19103

(215) 981-4000

LANE POWELL LL!

J 1122
Andrea E. Girolamo-Welp, ASBA NG. 0221 1044

Defend

Eli Lilly and C Y i
1 ‘ y’s Reply Memorandum in Su
Motion for Protective Order to Bar the Deposition of Sidney Ta;l,l[l)'g{! i

State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)
Page 9 of 10

000313




LL LLC
s Boulevard, Suite 301

LANE POWE

301 West

2007, I caused a copy
onally served by Elite

| 009867.0038/161005.1

e 907.276.2631

Telephone 907.277.9

Defendant Eli Lilly and Company’s Reply Memorandum in Support of
Motion for Protective Order to Bar the Deposition of Sidney Taurel
State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)
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IN THE SUPERIOR COURT FOR THE STATE OF ALA A

THIRD JUDICIAL DIST RICT AT ANCHORAGE -\ 1 "9
=\

STATE OF ALASKA, \

Plaintiff, ‘

N~
‘ Case No. 3AN-06-05630 CI

ELI LILLY AND COMPANY, ‘
UNOPPOSED MOTION

Defendant. FOR EXTENSION OF TIME

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

*ﬁnc 17. 2007, to file its Reply Re Defendant Eli

for an extension of time until Tuesday,
Lilly and Company’s Motion for Protective Order to Bar the Deposition of Sidney Taurel.

Defendant’s counsel spoke with plaintiff’s counsel, who indicated that plaintiff
does not oppose this extension of time.

DATED this 15th day of June, 2007.
LANE POWELL LLC

Attorneys for Defendant
EAY
N
2
Q %//

Brewster H.J am(y@on ASBA No. 84TT122—
11 certify that on June 15, 2007, a copy of the
foregoing was served by hand on:

Eric T. Sanders, Esq
Feldman Orlansky & Sanders

500 L. Street, Suite 400
chorage, Alaska 99501-5

i1 Biggeptoht, C
\w)sm 00387156254.1

N
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IN THE SUPERIOR COURT FOR THE STATE OF AL./%SKQ _';-
THIRD JUDICIAL DISTRICT AT ANCHORAG]EE’,}\ 2

e
STATE OF ALASKA, g _A.\ .
Plaintiff, %
» Case No. 3AN-06-05630 CI\ 7
Ve )
: 7 AND COMPANY, MOTION OF NONRESIDENT
L e ATTORNEY FOR PERMISSION
Defendant. TO APPEAR AND PARTICIPATE

Pursuant to Alaska R. Civ. P. 81(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 of Alaska.

Applicant will be associated with Brewster H. Jamieson, ASBA No. 8411122, of
Lane Powell LLC, whose address is 301 West Northern Lights Boulevard, Suite 301,
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.

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.

LANE POWELL LLC
Attorney oydam
it b Bl By : /\%/\ ]
Eric . Sanders, Esq Brewster H. Jagtieson, ASBA No. 8411122

Feldman Orlansky & Sanders

500 L. Strect, Suitc
Anchorage, 99501-5911

Nénci L. Biggerstaf¥/CP%, PLS
009867.0038/160934.1

000316




Supreme Court of Pennsylvania

CERTIFICATE OF GOOD STANDING

Eric Jonathan Rothschild, Esq.

DATE OF ADMISSION

April 26, 1994

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

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

John W.|\Persgn, Jr., Esq.
Deputy, Pr honotary
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FELDMAN ORLANSKY
& SANDERS
500 L STREET
FOURTH FLOOR
ANCHORAGE, AK
99501
TEL: 907.272.3538
FAX: 907.274.0819

.

<
\\

IN THE SUPERIOR COURT FOR THE STATE OF AL\{\SKA
THIRD JUDICIAL DISTRICT AT ANCHORAGE_\
STATE OF ALASKA,
Plaintiff,
v Case No. 3AN-06-05630 CI
ELI LILLY AND COMPANY,

Defendant.

PLAINTIFE’S RESPONSE TO DEFENDANT’S
OUTLINE OF UNRESOLVED ISSUES REGARDING THE
SUPPLEMENTAL SCHEDULING ORDER AND PROTECTIVE ORDER
Plaintiff State of Alaska (“the State”) provides the following response to
Defendant Eli Lilly and Company’s (“Lilly”) Notice of Filing Defendant’s Supplemental
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
that it believes are simpler, more concise, and more consistent with the practices and

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

those disagreements.

Pla‘mlif.f‘ s Response to Defendant’s Outline of Unresolved Issues
Regarding the Supplemental Scheduling Order and Protective Order
State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)
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FELDMAN ORLANSKY
& SANDERS
500 L STREET
FOURTH FLOOR
ANCHORAGE, AK
99501
TEL: 907.272.3538
FAX: 907.274.0819

frustration of the State’s discovery.

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
Lilly repeatedly states that it has produced 15
million documents in the MDL proceedings to which the State has access, and that some
of the State’s counsel actually participated in that litigation. This may be accurate; but
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
there is overlap of issues between the two litigations, there will obviously be some
overlap in discovery. The State recognizes this and believes it is making a good faith
effort to accommodate Lilly in this regard. Nevertheless, the State has some well-
founded concerns it has attempted to address in its versions of the orders.

A. Nature of the Case

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

B. Discovery

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

duplicative discovery of documents previously produced in the MDL. However. Lilly’s

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

Lilly to object to discovery requests even where it has not previously produced all

documents responsive to the requests.

Plaintiff’s Response to Defendant’s Outline
1 of Unresolved Issues
gegardmg the Supplemental Scheduling Order and Protective Order
tate of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)
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FELDMAN ORLANSKY
& SANDERS
500 L STREET
FOURTH FLOOR
ANCHORAGE, AK
99501
TEL: 907.272.3538
FAX: 907.274.0819

N

The discovery process in the MDL was unusual in that while the Plaintiff’s

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

production of documents regarding particular subject matters, the MDL Specia

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 common law claims of negligent failure to warn, it is not the method of
discovery agreed to by the parties 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
of those 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 the State from probing areas of relevant inquiry in this

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

P]aimiijf"s Response to Defendant’s Outline of Unresolved Issues
Regarding the Supplemental Scheduling Order and Protective Order
State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)
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FELDMAN ORLANSKY
& SANDERS
500 L STREET
FOURTH FLOOR
ANCHORAGE, AK
99501
TEL: 907.272.3538
FAX: 907.274.0819

Who may be present at depositions (Lilly’s Paragraph 1I(C)(1) /
the State’s Paragraph F(1)).
The State has simply proposed the more practical version of essentially the same

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

depositions absent court order or agreement of the parties. Most if not all of these people
will have already signed the protective order prior to the deposition. The protective order
governs the circumstances under which and to whom disclosure of confidential
documents may be made. If it appears unauthorized disclosure of confidential
information is going to occur during the course of a deposition, then that situation may be
addressed as necessary if and when it arises. A sweeping exclusionary provision is
unnecessary.

Coordination of depositions and duplicative depositions (Lilly’s

Paragraphs II(C)(3) and (4) / the State’s Paragraphs E and

F(4)).

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 State’s version of
the order preserves Lilly’s right to object to any deposition it believes is improper under

the Alaska Rules of Civil Procedure. The State has issued three deposition notices to

Plaintiff’s Response to Defendant’s Outline of
i Unresolved Issu
gegmdmg the Suppl_cmemal Scheduling Order and Protective Oefder
tate of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)
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date. and Lilly has already objected to one without the aid of the superfluous language it

proposes in its version of the order.
II.  Protective Order

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

The State has no intention of breaching the terms 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
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
longer be considered confidential after such public disclosure. While Lilly suggests a
party could make the documents public and profit from doing so by having the
confidentiality designation rendered null, the Court has the power to hold accountable
any party who violates the protective order. That power would certainly serve to either
(a) discourage any such violations, or (b) punish any such violations so that there is no
advantage for the violating party resulting from its actions. Lilly’s proposed language
would defy reason by maintaining a fagade of confidentiality and burdening non-

offending parties with restrictions no longer justified by the circumstances.

Plainliff s Response to Defendant’s Outline of Unresolved Issues
Regarding the Supplemental Scheduling Order and Protective Order
State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)
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B. Use of Alaska-specific discovery materials outside of Alaska

(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 that may save some other party from duplicative effort.
Notwithstanding Lilly’s double standard, both versions of the protective order actually
provide for the sharing of confidential information outside of this case in Paragraph 6(f),
which allows disclosure to other attorneys in Zyprexa lawsuits, subject to the terms of the
protective order. Thus, the State’s proposed language is consistent with other provisions
of the protective order.

(64 Privilege logs (Paragraph 3 in each version)

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 it is unnecessary and the

Plaintiff’s Response to Defendant’s Outline of Unr

1 esolved Issues
Regarding the Supplemental Scheduling Order and Protective Order
State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)
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Alaska Rules of Civil Procedure provide a simple solution. All the State has 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

Paragraph 10(a) of both

confidential information to persons noticed for depositions.

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

Plaintiff’s Response to Defendant’s Outline of U

i nresolved Is:
Regarding the Supplemental Scheduling Order and Pro\eclivesuOcrsdcr
State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)
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versions of the Scheduling Order and P

Plaimif_ﬁ’s Response to Defendant’s Outline of Unresolved Issues
Regarding the Supplemental Scheduling Order and Protective Order
State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)

Conclusion
For the foregoing reasons, the State respectfully requests that the Court enter the

rotective Order submitted by it on June 7, 2007.

RESPECTFULLY SUBMITTED this lv‘lj_ day of June, 2007.

FELDMAN, ORLANSKY & SANDERS
Counsel for Plaintiff

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
(801) 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

Page 8 of 9
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Certificate of Service
ertify that a true and correct

copy of Plaintiff’s Response to Defendant’s
Outline of Unresolved Issues Regarding the
Supplemental Scheduling Order and
Protective Order was served by mail on:

Brewster H. Jamieson

Lane Powell LLC

301 West Northern Lights Boulevard, Suite 301
Anchorage, Alaska 99503-2648

(14 G /
By [/Zogy- ) [ ool
Date Ve 5 /o p

Plaintiff’s Response to Defendant” i
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FELDMAN ORLANSKY
& SANDERS
500 L STREET
FOURTH FLOOR
ANCHORAGE, AK
99501
TEL: 907.272.3538
FAX: 907.274.0819

%

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 LILLY AND COMPANY,

Defendant.

— e e e e N S

NOTICE OF PLEADING TO BE FILED UNDER SEAL

The Plaintiff’'s 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

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

RESPECTFULLY SUBMITTED this /_Z..day of June, 2007.

FELDMAN, ORLANSKY & SANDERS
Counsel for Plaintiff

BY ﬁ

Eric T. Sanders

Alaska Bar No. 7510085
500 L Street

Suite 400

Anchorage, AK 99501
(907) 272-3538

Notice of Pleading to be Filed Under Seal

State of Alaska v. E Lilly and Compan ase No. -00-! 0 CIV
y ai pany,
[ ( No. 3AN-06-563 CI
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FELDMAN ORLANSKY
& SANDERS
500 L STREET
FOURTH FLOOR
ANCHORAGE, AK
99501
TEL: 907.272.3538
FAX: 907.274.0819

GARRETSON & STEELE
Matthew L. Garretson
Joseph W. Steele

5664 South Green Street
Salt Lake City, UT 84123
(801) 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

I 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
301 West Northern Lights Boulevard, Suite 301

Anchoragg, Alaska 99503-2648
Q00

Date

Notice of Pleading to be Filed Under Seal

State of / i Lilly pany.
. e of Alaska v. Eli Lilly and Com any, Case No. 3AN-06-5630 CIV

age 2 of 2
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[N 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 CIV
Defendant.

S e e e o e

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.

& W
DATED this ¢/ day of ) UA% ,2007.

JUN g5 2007

BY THE COURT

M ls—

Mark Rindner
Superior Court Judge

LAW OFFICES
FELDMAN ORLANSKY :
& SANDERS Order Granting Extension to File Opposition to Motion
Fs(«))gkl;' S!l;:l:l‘j‘)lR gor Protective Order To Bar Deposition of Sidney Taurel cortify that
iy )Iald of Alaska v, Eli Lilly and Company, Case No. 3AN-06-5630/€yéve ch of the followin:
it Page 1 of 1 o e
TEL: 907.272.3538 Sander- Tarac
FAX: 907.274,0819 Sanders  Jamieson




LANE POWE

301 West Northern

LL LLC

e 907.276.2631

Telephone 907.277.951

IN THE SUPERIOR COURT FOR THE STATE OF m@gg@ B

4 Ty P
THIRD JUDICIAL DISTRICT AT ANCHORAGB/#WY 08 2 TRiey
8y, %W‘"‘"ﬂ /4
STATE OF ALASKA, P
Plaintiff,
- Case No. 3AN-06-05630 CI
ELI LILLY AND COMPANY,
ELI LILLY COMPANY’S
Defendant. 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
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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 information 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 t0
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 identified at a later date.

The following witnesses may be asked to testify about the State of Alaska’s

reimbursement policies relating to Zyprexa:

David Campana, Medicaid Pharmacy Program Manager
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

Jack Gilbertson, Former Commissioner
Dept. of Health and Social Services
[address unknown]

Bill Hogan, Deputy 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

Eli Lilly Company’s Preliminary Witness List
State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)
Page 2 of 5
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a 99503-2648
Facsimile 907.276.2631

Telephone 907.277.95

Karleen Jackson, C ommissioner

¢/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]|

Nathaniel Miles

¢/o Pepper Hamilton LLP
3000 Two Logan Square
18" & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

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

Kevin Walters

¢/o Pepper Hamilton LLP
3000 Two Logan Square
18" & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

Attorney-Client Privilege

Attorney-Client Privilege

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

Plaintiffs’ Complaint:

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

Eli Lilly Company’s Preliminary Witness List
State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI

Attorney-Client Privilege

000339
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Patricia Cavazzoni, M.D. Attorney-Client Privilege
c/o Pepper Hamilton LLP 3
3000 Two Logan Square ?
18" & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

(S

3. Steve Guyman Attorney-Client Privilege
¢/o Pepper Hamilton LLP
3000 Two Logan Square
18" & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

4. David Noesges Attorney-Client Privilege
c¢/o Pepper Hamilton LLP

3000 Two Logan Square

18" & Arch Streets

Philadelphia, PA 19103

(215) 981-4000

Boulevard, Suite 301

1 99503-2648

Telephone 907.277.9511 Facsimile 907.276.2631
w

Eric Schultz Attorney-Client Privilege
c/o Pepper Hamilton LLP

3000 Two Logan Square

18" & Arch Streets

Philadelphia, PA 19103

(215) 981-4000

LANE POWELL LLC

301 West Northern Li
Anchorage, A

6. Michelle Sharp Attorney-Client Privilege
¢/o Pepper Hamilton LLP
3000 Two Logan Square
18" & Arch Streets
Philadelphia, PA 19103
(215) 981-4000

Eli Lilly Company’s Preliminary Witness List
State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI
Page 4 of 5
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7. Gary Tollefson, M.D. Attorney-Client Privilege
¢/o Pepper Hamilton, LLP
3000 Two Logan Square
18th and Arch Streets
Philadelphia, PA 19103
(215) 981-4000

DATED this 8" day of June, 2007.
Attorneys for Defendant

PEPPER HAMILTON LLP

Andrew R. Rogoff, admitted pro hac vice
3000 Two Logan Square

18" & Arch Streets

Philadelphia, PA 19103

5 (215) 981-4000
%}%E LANE POWELL LLC

By
Brewster H. Jamieson, ASBA No. 8411 122
Andrea E. Gifolamo-Welp, ASBA No. 0211044
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| certify that on June 8, 2007, a copy of the
foregoing was served byhand on

An

Telephone 907.277.9511 Facsimile 907.276.2631

Eric T. Sanders, Esq

Feldman Orlansky & Sanders
500 L. Street, Suite 400
Anchorage, Alaska 99501-5911

oL

009867.0038/160895.1

301 West N

Eli Lilly Company’s Preliminary Witness List
State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)
Page Sof §
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORAGE

STATE OF ALASKA,

Plaintiff,

% Case No. 3AN-06-05630 CI

AR NOTICE OF FILING DEFENDANT’S

Defendant SUPPLEMENTAL SCHEDULING

’ ORDER, PROTECTIVE ORDER, AND

OUTLINE OF UNRESOLVED ISSUES
REGARDING THE ORDERS

COMES NOW Defendant Eli Lilly and Company (“Lilly”) and provides notice to
the Court that after a series of discussions, the parties were unable to reach agreement on a
handful of provisions contained in the Supplemental Scheduling Order and the Protective
Order. Lilly believes that its version of the orders (attached to this Notice) most accurately
reflect this Court’s directives on the items still at issue between the parties, as opposed to the
State’s version of the orders submitted to the Court on June 7, 2007.

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

As a global and preliminary request, Lilly again urges the Court to place a high

T ; i il 3 of
value on federal-state coordination, which it believes is critical to conserving the resources

all courts and all parties.

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)(1) and the thirty-interrogatory limit of
Rule 33(a). Lilly and plaintiff have simply placed the latter provision in different sections of
the Order. It does not matter to Lilly where it is placed.

B. Discovery

Recognizing that plaintiff may require Alaska-specific discovery that was not
requested in the MDL, Lilly includes a provision allowing for non-duplicative discovery
requests in paragraph II(A). Lilly also includes language that would authorize it to object to
duplicative discovery, which is appropriate in view of the fact that counsel for the State of
Alaska (i) participated in MDL discovery on behalf of certain personal injury plaintiffs, and
(ii) enjoys access to the MDL document depository. Lilly requests that the Court endorse

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

parameters of this action.

Notice of Filing Defendant’s S Sch ing Order,
Protective Order, and Outline o'frUnrcsDIVEd Issues Re: ing
i ! d
State of Alaska v. Eli Lilly and Company (Case No. 1:ANg-();-(l)g%3!(l)‘eC(l))rders

Page 2 of 5
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301 West Northern Li

Telephone 907.277.9511

907.276.2631

1. Plaintiff Objects to Paragraph I1(C)(1) of the Order.
Paragraph I1(C)(1) 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
endorse this provision.
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 II(C)(3) and II(C)(4) attempt to conserve
the parties’ resources, but not unduly restrict plaintiff from taking depositions that are non-
duplicative or Alaska-specific. Lilly requests that the Court endorse these provisions in the

interests of economy as tempered by balance and fairness.

II. PROTECTIVE ORDER

A. Use of Discovery Materials

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.N.Y. 2007). Lilly cannot fathom why

the State of Alaska believes it—or, as in the MDL, a party’s expert who had endorsed the

Notice of Filing Defendant’s S Scheduling O
0 der,
Protective Order, and Outline of Unresolved Issues Re; rdin
State of Alaska v. Eli Lilly and Company (Case No. 3A§g-?]2(l)2%.‘:3i:?)rders
Page 3 of 5
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E POWELL LLC

LAN

ohts Boulevard, Suite 301

301 West Northern Lig

ka 99503-2648
07.276.2631

ge, Alas|

Anchora,
Telephone 907.277.9511 Facsimile 9

ch of the order, and

¢ order—should be able to make documents public in brea

MDL protectiv
the order. Therefore,

then be able to take the position that the documents are not covered by

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

a-Specific Documents Outside of Alaska.

B. Use of Alaska-Sp

t hearing, this Court endorsed the utility of an Alaska-specific

Although, at the las

Protective Order, plaintiff again attempts t0 undermine that concept by seeking to eliminate

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

Alaska litigation. Paragraph 2 of the proposed order limits the use of documents produced in
this case to “this case”; plaintiff prefers to strike that phrase and insert “Zyprexa litigation,”
so that Alaska discovery can be used for any other litigalion——precisely the “second bite at
the apple” that this Court forbade. Therefore, Lilly requests that the Court endorse its version
of the Order and include the limitation to “this case.”

C. Privilege Logs.

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

];otice of Filing D: dant’s | Scheduling Order,
rotective Order, and Outline of Unresolved Issue: Re: iig
State of Alaska v. Eli Lilly and Company (Case No. s:MeNg_El;—!(l)r;%;gec?)rders

Page 4 of 5
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D. Coverage of Non-Party Witnesses.

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

(i) establishes a procedure by which non-party witnesses can be bound by the terms of the

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.

DATED this 8th day of June, 2007.

Attorneys for Defendant

PEPPER HAMILTON LLP

Andrew R. Rogoff, admitted pro hac vice
3090 Two Logan Square

18" & Arch Streets

Philadelphia, PA 19103

(215) 981-4000

LANE POWELL LLC

By
Brewster H. Jaiflieson, ASBA No. 8411122
Andrea E. Girolamo-Welp, ASBA No. 0211044

1 certify that on June 8, 2007, a copy of the
foregoing was served by handon:

Eric T. Sanders, Esq

Feldman Orlansky & Sanders
500 L. Str J

009867-0038/160898.1

Notice of Filing Defendant’s Suppl Scheduli
Protective Order, and Outline of Unresolved Iss
State of Alaska v. Eli Lilly and Company (Case N,

g Order,

ues Regarding the Orders

0. 3AN-06-05630 CI) Page 5 of
age S of 5
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LAW OFFICES
FELDMAN ORLANSKY
& SANDERS
500 L STREET
FOURTH FLOOR
ANCHORAGE, AK
99501
TEL: 907.272.3538
FAX: 907.274.0819

Y

[N 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 CIV
Defendant.

—

NOTICE OF FILING PLAINTIFF’S
PROPOSED SUPPLEMENTAL SCHEDULING ORDER

As discussed at the April 6, 2007 status hearing, the parties have been attempting
to agree on the terms 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 q/ day of June, 2007.

FELDMAN ORLANSKY & SANDERS
Counsel for Plaintiff

BY 6482///’

Eric T. Sanders
AK Bar No. 7510085

Notice of Filing Plaintiff’s Proposed Supplemental Scheduling Order

State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-5630 CIV) P, 1o0f2
age 1 of 2
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GARRETSON & STEELE
Matthew L. Garretson
Joseph W. Steele
Counsel for Plaintiff

RICHARDSON, PATRICK, WESTBROOK
& BRICKMAN, LLC

H. Blair Hahn

Counsel for Plaintiff

Certificate of Service

I hereby 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

301 West Northern Lights Boulevard, Suite 301
Anchorage, Alaska 99503-2648

By |[/t2o4
Date. 7"V (/2 /o2
7"

LAW OFFICES
FELDMAN ORLANSKY
& SANDERS
500 L STREET

FOTOI00R Notice of Filing Plaintiffs P
ANCHORAGE, AK “iling Plaintiff’s Proposed Supplemental Scheduling Ord
99501 State of Alaska v. Eli Li, > i
L ) Lilly and Company (Case No, 3AN-06-5630 CIV)

oir e
FAX: 907.274.0819 Page 2 of 2

000348




LAW OFFICES
FELDMAN ORLANSKY
& SANDERS
500 L STREET
FOURTH FLOOR
ANCHORAGE, AK
99501
TEL: 907.272.3538
FAX: 907.274.0819

¢ "

[N 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 CIV
Defendant.

NOTICE OF FILING PLAINTIFF’S
PROPOSED PROTECTIVE ORDER

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
Order for the Court’s consideration.

DATED this ﬁ/day of June, 2007.

FELDMAN ORLANSKY & SANDERS
Counsel for Plaintiff

i

Eric T. Sanders
AK Bar No. 7510085

Notice of Filing Plaintiff’s Proposed Protective Order

State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-5630 CIV) P 1of2
age 1 of 2
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LAW OFFICES
FELDMAN ORLANSKY
& SANDERS
500 L STREET
FOURTH FLOOR
ANCHORAGE, AK
99501
TEL: 907.272.3538
FAX: 907.274.0819

’ L

GARRETSON & STEELE
Matthew L. Garretson
Joseph W. Steele
Counsel for Plaintiff

RICHARDSON, PATRICK, WESTBROOK
& BRICKMAN, LLC

H. Blair Hahn

Counsel for Plaintiff

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

301 West Northern Lights Boulevard, Suite 301
Anchorage, Alaska 99503-2648

By//:gaqy—g &é&w@

Date L/¥ /o//‘? 0z

Notice of Filing Plaintiff’s Proposed Protective Order

State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-5630 CLV) P
age 2 of 2
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORAGE

STATE OF ALASKA, }:;
Plaintiff,

v [
V.
Case No. 3AN-06-05630 CI
ELI LILLY AND COMPANY,
‘ NONOPPOSITION TO PLAINTIFF’S
Defendant. | MOTION FOR EXTENSION OF TIME

COMES NOW, defendant, by and through counsel, and files its nonopposition to
plaintiff’s Motion for Extension of Time to File Opposition to Motion for Protective Order to
Bar the Deposition of Sidney Taurel, dated June 5,2007.

DATED this 6th day of June, 2007.

LANE POWELL LLC
Attorngys)for Defendant

1 certify that on June 6, 2007, a copy of
the foregoing was served by mail on

Eric T. Sanders, Esq
Feldman Orlansky & Sanders
500 L. Street, Syjte 400
Anchorage, ka 99501-59]

Ndnti L. Big
009867.0038;
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LAW OFFICES
FELOMAN ORLANSKY
& SANDERS
500 L STREET
FOURTH FLOOR
ANCHORAGE, AK
99501
TEL: 907.272.3538
FAX: 907.274.0819

[N 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 CIV
Defendant.

MOTION FOR EXTENSION OF TIME

TO FILE OPPOSITION TO MOTION FOR PROTECTIVE

ORDER TO BAR THE DEPOSITION OF SIDNEY TAUREL
Plaintiff, State of Alaska, by and through its counsel, Feldman Orlansky &
Sanders, requests that this Court grant it a three-day extension to Friday, June 8, 2007, to
file its opposition to Eli Lilly’s Motion for Protective Order to Bar the Deposition of
Sidney Taurel. This extension is needed because Eric Sanders was required to be in
Washington DC betweer) May 29 and June 1, 2007, on an unrelated legal matter.

DATED this { day of June, 2007.

FELDMAN ORLANSKY & SANDERS
Counsel for Plaintiff

-0k

Eric T. Sanders
AK Bar No. 7510085

Motion .for Extension of Time to File Opposition
To Motion for Protective Order to Bar De;
Page 1 of 2

lio State of Alaska v. Eli Lill d C
position of Sidney Taurel Case No. 3A§fl(;’6!~56%,8[gln\)/}
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GARRETSON & STEELE
Matthew L. Garretson
Joseph W. Steele
Counsel for Plaintiff’

RICHARDSON, PATRICK, WESTBROOK
& BRICKMAN, LLC

H. Blair Hahn

Counsel for Plaintiff’

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
/\mhorazc Alaska 99503-2648

LAW OFFICES
ELDMAN ORLANSKY
& SANDERS
500 L STREET
FOURTH FLOOR MO'. f l‘
ANCHORAGE, AK 1on for Extension of Time to File Opposition
oras o e State of Alaska v. Eli Lilly and Compan
Dot ation ar Deposition of Sidney Taurel e
77200 oot Case No. 3AN-06-5630 CIV
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RIOR COURT FOR THE STATE OF ALASKA

AT ANCHORAGE

|

IN THE SUPE

State of Alaska o~ |
Plaintiff/Petitioner “
|

VS.

g ASE NO. 3AN-06-05630CI

Defendant/Respondent. . C

CALENDARING NOTICE
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORAGE

STATE OF ALASKA,

Plaintiff, \

3

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

Defendant. ORDER

Defendant Eli Lilly and Company’s request for oral argument is GRANTED. Oral
argument on Plaintiff’s Motion for Rule of Law Concerning Its Claims and Proofs is set for
-
Ju {\( | Z. 2007, at 3! 30 amipm. Each party is granted 20 _minutes.

s :
ORDERED this |> _day of TJune 2007

7) )
Tants. ?‘ww—-f;' |
The Honorable Mark Rindner
Judge of the Superior Court

1 certify that on MayS]_ 2007, a copy of the
foregoing was served by mail on

Eric T. Sanders, Esq

Feldman Orlansky & Sanders

500 L. Street, Suite 400
Anchorgge, ;-\llskﬂ 99501-5911

009867.0038/160789.1

June l,ze0T .

certify that on ——
of the above was mailed to each of the following &
their addresses of record:

Sanders Jamreson

Administrative Assistant
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STATE OF ALASKA,

Vi

ELI LILLY AND COMPANY,

IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

JUDICIAL DISTRICT AT ANCHORAGE 1

Plaintiff,

Case No. 3AN-06-05630 CI

DEFENDANT’S REQUEST

Defendant. FOR ORAL ARGUMENT

Proofs.

| certify that on May i( . 2007, a copy of the
foregoing was served by mail on

Eric T. Sanders, Esq
Feldman Orlansky & Sanders
500 L. Street, Suite 400

COMES NOW, defendant Eli Lilly and Company, by and through counsel, and

requests oral argument on Plaintiff’s Motion for Rule of Law Concerning Its Claims and

w
DATED this 74" day of May, 2007.

LANE POWELL LLC
Attorneys for Defendam

Byﬁ @/ Lﬂ% }@%&

Brewstér H. Jamieson, ASBA No-$411122
Andrea E. Girolamo-Welp, ASBA No. 0211044

/\n?ﬁm?: \ldskd 9‘);0] lel
0098674038/160788.1




STATE OF ALASKA, T

Vs

ELI LILLY AND COMPANY,

IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORAGE

STATE OF ALASKA, THIRD DISTRIC

MAY 25 2007

gipeTralCours
Case No. 3AN-06y0 3830 CL 0w

Plaintiff,

Defendant.

¢ 907.276.2631

vard, Suite 301

DEFENDANT ELI LILLY AND COMPANY’S MOTION FOR
PROTECTIVE ORDER TO BAR THE DEPOSITION OF
SIDNEY TAUREL AND MEMORANDUM IN SUPPORT

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,
Sidney Taurel. Lilly’s memorandum in support follows.

INTRODUCTION

Sidney Taurel, Chairman and Chief Executive Officer of Indianapolis-based Eli Lilly

and Company, does not possess unique information about any facts relevant to this case. The

State of Alaska, however, demands that Mr. Taurel appear for a deposition, but refuses to

identify one valid example of such unique knowledge that would justify such a deposition.

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

000357
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hether to pursue Mr. Taurel’s deposition.

knowledge of relevant facts before deciding W

Accordingly, Lilly seeks a protective order under Rule 26(c) of the Alaska Rules of Civil

Procedure to bar the deposition of Mr. Taurel.
FACTUAL BACKGROUND

Mr. Taurel serves as chief executive of Lilly, a pharmaceutical company with
worldwide operations, approximately 41,500 employees, and revenues last year of about
$15.69 billion. See Affidavit of James B. Lootens, § 4, attached hereto as Exhibit A
[hereafter. “Lootens Aff.”]. 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. /d. There is much more to Lilly than
Zyprexa and this litigation.

Mr. Taurel has been Lilly’s CEO since July 1998, and Chairman of the Board of
Directors since January 1999. Lootens Aff., § 2. As Lilly’s Chairman and CEO, Mr. Taurel
oversees all aspects of Lilly’s operations. Id., § 5. His duties do not focus on Zyprexa. Id.
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. /d., 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

Defendant Eli ‘L_illy and Company’s Motion for Protective Order to
Bar the Deposition of Sidney Taurel and Memorandum in Support

State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 Cr)

Page 2 of 14
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through less intrusive methods of discovery and from other witnesses. Exhibit B. Lilly’s

counsel therefore requested that the State pursue other, less burdensome avenues of
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....” Id.
Accordingly, the State’s counsel stated, “[w]e will notice Mr. Taurel’s deposition for a time
of our convenience.” Id. 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
DEPOSITIONS OF TOP-LEVEL EXECUTIVES ARE IMPROPER 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 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

Defendant Eli _L‘illy and Company’s Motion for Protective Order to
Bar the Deposition of Sidney Taurel and Memorandum in Support

State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)

Page 3 of 14
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back to me and say, we want to take this witness, Judge, and here’s why
we don’t think it should be coordinated.

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....” Jd. (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

Transcript of Hearing on April 6, 2007, at pp. 31-33, attached hereto as Exhibit D

Defendant Eli 'L'illy and Company’s Motion for Protective Order to
Bar the Deposition of Sidney Taurel and Memorandum in Support

State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)
Page 4 of 14
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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 GEICO. 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
outweigheg its likely benefit would have been within the court's
discretion.”

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

(b)(2)). See also, e.g., Mullin v.
 (h g that trial court did not abuse its
tricting discovery where “there were other

Defendant Eli Lilly and Company’ i i
L y’s Motion for Protective Order t
Bar the Deposition of Sidney Taurel and Memorandum in Snppor;)
State of Alaska v. Eli Litly and Company (Case No. 3AN-06-05630 CI)
Page 5 of 14
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possesses unique personal knowledge of relevant facts that cannot be discovered through less

intrusive methods. In Celerity, Inc. v. Ultra Clean Holding, Inc., 2007 WL 205067 (N.D.

Cal. 2007), the court recently summarized this case law:

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 maEer 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 obtained through
less intrusive discovery methods (such as interrogatories) or from
depositions of lower-level employees 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 Mutual Ins. Co. v. Superior Court, 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,

) Celerity, 2007 WL 205067, *3 (emphasis added; citations & quotation 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 precludin deposition of
CEO); Salter v. Upjohn Co., 593 F.2d 649, 650-51 (5th Cir. 1979) (a%ﬁrming order
precluding deposition of CEO unless Froponent could demonstrate that the information
sought was unavailable from lower-level employees); Evans v. Allstate Ins. Co., 216 FR.D.
515, 519 (N.D. Okla. 2003) (Ere_cluding depositions of Allstate executives where the
mfonnaixon sought could “be obtained from other sources without de osing these ‘apex’
qfﬁcers ); Harris v. Computer Assocs. Int’l, Inc., 204 F.R.D. 44, 46-47 (EDD.N.Y. 2001)
(“When a vice president can contribute nothing more than a lower level emp.lo).'eé good
cause is not shown to take the deposition.”); Baine v. General Motors Corp., 141 FR. D 332

334 (M.D. Ala. 1991); Mul: @) i
a0y ofChryslez CE:z);ey v. Chrysler Corp., 106 F.R.D. 364 (D.R.I. 1985) (precluding

Defendant Eli _L_illy and Company’s Motion for Protective Order to
Bar the Deposition of Sidney Taurel and Memorandum in Support

State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)

Page 6 of 14
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absent a reasonable indication of the officer’s personal knowledge of the case and ab

i i * Similz { . Petroleum
exhaustion of less intrusive discovery methods. Id. Similarly, in Crown Cent.

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.” /d. Other state appellate courts have reached
similar conclusions.*

In short, the proponent of an executive’s deposition must show more than that the
executive merely has some knowledge of relevant facts. Rather, the executive’s knowledge
of relevant facts must be both (1) “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 Motor Co. v. Messina, 71 S.W.3d 602, 607 (Mo. 2002) (“A protectiv

should issue if annoyance, oppression, and undue burden atgd expense)ognwell)gh the nie%r(%g;
discovery. For top-level employee depositions, the court should consider: whether other
methods of discovery have been pursued; the proponent’s need for discovery by top-level
depositions; and the’.burdqn, cxpense, annoyance and oppression to the organization and the
E))rop_osed deponent.”); Shields v. Morgan Financial, Inc., 125 P.3d 164, 169 (Wash. A
2005) (holding under Washington’s Rule 26 that “a protective order barring the de; osiiionpgf
[defendant]’s high level corporate executives was appropriate™). 3

Defendant Eli 'L'ill_v and Company’s Motion for Protective Order to
Bar the Deposition of Sidney Taurel and Memorandum in Support

State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI

Page 7 of 14
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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.

[I. THE STATE CANNOT ESTABLISH THAT MR. TAUREL HAS UNIQUE
KNOWLEDGE OF RELEVANT FACTS UNAVAILABLE THROUGH LESS
INTRUSIVE DISCOVERY.

The State has neither shown that Mr. Taurel is likely to have any unique knowledge of
facts relevant to the parties’ claims and defenses here, nor that the information it seeks to
obtain from Mr. Taurel cannot be gotten through less intrusive methods of discovery, such as
interrogatories and depositions of others. The State’s entire justification for seeking Mr.
Taurel’s deposition is set forth in an e-mail to Lilly’s counsel, as follows:

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
Board of Directors and what was not provided to them. Moreover,
since 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 other members of the Policy and Strategy Committee
that he was informed of in July of 2002, it is necessary and
appropriate for plaintiffs to depose Mr. Taurel for that reason as

well. Exhibit B.

With respect to Mr. Taurel’s role on the Policy and Strategy Committee, the State has

identified two specific areas of inquiry that it would like to raise with Mr. Taurel. neither of

Defendant Eli Eilly and Company’s Motion for Protective Order to
Bar the Deposition of Sidney Taurel and Memorandum in Support

State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 (61}

Page 8 of 14
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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.” Id. 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. Id. Assuming
for the sake of argument that this information 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 information could be had through interrogatories, deposition of a

designated spokesperson, or deposition testimony of other persons.” Baine v. General

Motors Corp., 141 FR.D. 332, 334 (M.D. Ala. 1991). Information that Mr. Taurel obtained

Defendant Eli .yilly and Company’s Motion for Protective Order to
Bar the Deposition of Sidney Taurel and Memorandum in Support

State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)
Page 9 of 14

000365




L LLC

-

LANE POW

ard, Suite 301

ile 907.276.2631

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; Thomas v. IBM, 48 F.3d 478, 483 (10th Cir.
1995) (affirming order precluding deposition of chairman of IBM’s board of directors even
though he had drafted a policy relevant to the plaintiff’s 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. /d. 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

Defendant Eli Lilly and C
Bar the Deposition of Sidney Ta

y’s Motion for Protective Order to
urel and Memorandum in Support

State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 (01))
Page 10 of 14
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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,” 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 1, 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

> See In re Zyprexa Products Liability Liticati
2005) (establ{;hing Zypré}fale]l)JLl).’W Litigation, MDL 1596, 314 F., Supp. 2d 1380 (J.P.M.L.

Defendant Eli 'L'illy and Company’s Motion for Protective Order to
Bar the Deposition of Sidney Taurel and Memorandum in Support

State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI
Page 11 of 14
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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:

e 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. Taurel. Mr. Lechleiter has been a member of
Lilly’s Policy and Strategy Committee since 1998.

e Vice President and Chief Medical Officer, Alan Breier, M.D. 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.

e 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.

o Chief Scientific Officer for Global Product Safety, Charles Beasley,
M.D.

e Manager of U.S. Regulatory Affairs, Michele Sharp. From 1999
through 2005, Ms. Sharp had direct responsibility for the Zyprexa
label and package insert.

e Former Marketing Director for the Zyprexa Product Team, Denice
Torres.

The 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 .L.illy and Company’s Motion for Protective Order to
Bar the Deposition of Sidney Taurel and Memorandum in Support

State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)
Page 12 of 14
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iduals, and others, report through the chain

knowledge of those issues. Although these indiv

of command to Mr. Taurel, 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. /d. 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. /d., § 7. Thus, any relevant information that Mr.
Taurel 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. Taurel’s deposition will
reveal any significant new information relevant to the parties’ claims and defenses in this
case, which deals specifically with the sale of Zyprexa 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. Taurel 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.

gefendant Eli 'L'illy and Company’s Motion for Protective Order to
ar the Deposition of Sidney Taurel and Memorandum in Support

State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CI)
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CONCLUSION

For the foregoing reasons, Lilly respectfully requests that the Court issue a protective

order barring the deposition of Sidney Taurel.

DATED this 25th day of May, 2007.
Attorneys for Defendant

PEPPER HAMILTON LLP
Andre\\ R. Rogoff, admitted pro hac vice
90 Two Lozan Square
& Arch Streets
Phlladelphla, PA 19103
(215) 981-4000

LANE POWELL LLC

I certify that on May 25, 2007, a copy of the
foregoing was served by hand-delivery, on

Er ers, Esq., Feldman Ortansky & Sanders B
'Vll”l Street, Suitg 400, Anchorage, Alaska 99501-5911

y_ b
Brewster H. J4mieson, ASB 411122
Andrea E. Giyolamo-Welp, ASBA No. 0211044

009867.0038/160759.1
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT

STATE OF ALASKA,

Plaintiff,

VS.
ELI LILLY AND COMPANY,
Defendant.
i g Case No. 3AN-06-5630CIV

AFFIDAVIT OF JAMES B. LOOTENS IN SUPPORT OF MOTION
FOR PROTECTIVE ORDER TO BAR THE DEPOSITION OF
SIDNEY TAUREL

L. James B. Lootens, being duly sworn, state as follows:

Y I am Secretary of Eli Lilly and Company (“Lilly”), and make this affidavit
based on my own personal knowledge and my investigation of the facts stated herein.

2. Sidney Taurel is the Chairman of the Board of Directors and Chief
Executive Officer (“CEO”) of Lilly. He has been Lilly’s CEO since July 1998, and has been
Chairman of Lilly’s Board of Directors since January 1999.

3 In addition to Mr. Taurel’s responsibilities at Lilly, he serves on the boards
of directors of IBM Corporation and of the McGraw-Hill Companies, Inc.

4. Lilly is a pharmaceutical company with worldwide operations,

approximately 41,500 employees, and revenues last year of about $15.69 billion. Lilly conducts

000371

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
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5 As Lilly’s Chairman 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. Taurel’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 to
matters that require expertise in medicine or clinical research, he relies on the professional

judgment of Lilly employees who have particular expertise in those areas.

L =

J:l(n}\ B. Looténs

SWORN TO AND SUBSCRIBED
BEFORE ME, NOTARY, this
23 day of May, 2007
i ¢ Sherean
Notary Public
Marie A. Thomas, Notary Public
Resident of Marion County
My Commission Expires:
February 10, 2009

EXHIBIT
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Page 1 of 2
Alaska AG Action

Lehner, George A.
e
From: David Suggs [dsuggs@anglobal.net]
Sent: Monday, April 30, 2007 11:24 AM
To: Lehner, George A

Subject: RE: Alaska AG Action

George —

As CEO and Chairman of Lilly's Policy and Strategy Committ?edwhic? maetttet(r)sc:iit]s:y:fez(g;ﬁ{s;ftsat;ei;y
i it i i i | knowledge of m
issues it is obvious that Mr. Taurel has unique personal K i o
isi i d consumers about the risks of the

aation and the decisions Lilly made to not warn physicians an
Iclilrlggholn addition, as Chairman of the Board, he would have \;mquetknowleddgi atsvtlc;:v:gtt ;fgsged ¥

3 e B a
i tion regarding Zyprexa was passed on to the Board of Directors ana wi
;:f:r:\malv;oreo?er, singce ).'John Lechleiter testified he was unable to recgll whgther Mr. Taurel was s\;]en
presént at a particular meeting of the Policy and Strategy Comr_nmee in April of 2002 and testified he
was unable to recall whether he passed certain safety information on to Mr. Taurel and qther
members of the Policy and Strategy Committee that he was informed of in July of 2002, it is
necessary and appropriate for plaintiffs to depose Mr. Taurel for that reason as well.

We will notice Mr. Taurel’s deposition for a time at our convenience.

@pepperlaw.com])

Sent: Thursday, April 26, 2007 5:30 PM
To: dsuggs@attglobal.net
Subject: Alaska AG Action

David -

You have asked us to consider providing a date for the deposition of Sidney Taurel in connection with the on-going
discovery in the 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).

Unless you canvﬁrst gstabhsh 2 high likelihood of "unique personal knowledge by the high corporate official, unavailable
(rom less intrusive discovery, including interrogatories and the depositions of lower-level employees," we do not see a
basis for this deposition. /d. at "4. See also Gibson v. GEICO General Ins. Co., 153 P.3d 312 (Alaska 2007) (affirming
protective order barring depositions of witnesses where "the relevant information the [witnesses] had was obtainable from
other sources and ... the burden of the discovery outweighed its likely benefit")

Accordingly, we request that you pursue other, less burdensome avenues of discove i i

\CCOI¢ > : e ry (consistent with the Court's
dnrechpp on the nature of the discovery to be conducted in this case) at this time, rather than seeking Mr. Taurel's
depqs:tlon. I{ you nevertheless believes there is a basis for taking Mr. Taurel's deposition now, then, please set out in
detail the unique knowledge that Mr. Taurel possesses and the reasons why it is necessary to take ﬁis deposition at this

512412007 T
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Alaska AG Action

point.

George

George A. Lehner
Pepper Hamilton LLP

600 14th Strcet N.W.
Washington D.C. 20005-2004
Tele: 202-220-1416

Fax: 202-220-1665
lehnerg@pepperlaw.com

Page 2 of 2

This email is for the 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. uy

he information

contained 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
please respond to the sender to this effect.

52412007
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in future then
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LAW OFFICES
FELDMAN ORLANSKY &

FoURTH FLOOR
ANCHORAGE, AK 99501
TeL: 907.272.3538
FAX: 907.274.0819

ELI LILLY AND COMPANY,

IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHOR‘AFEECEIVED |

MAY 2 2007 i
STATE OF ALASKA, LANE POWELL LLG i
Plaintiff,
vs. Case No. 3AN-06-5630 CIv

Defendant.

NOTICE OF VIDEQTAPED DEPOSITION

PLEASE TAKE NOTICE that pursuant to Rules 26, 30 and 30.1 of the Alaska \
Rules of Civil Procedure, Plaintiff will take the deposition upon oral examination of ‘
SIDNEY TAUREL on June 1, 2007, at 9:00 A.M. at a place to be determined in
Indianapolis, Indiana. The deposition will be taken before a Notary Public or some other

person authorized by Rule 28 of the Alaska Rules of Civil Procedure to administer oaths and

it will be recorded stenographically and videotaped.

/

/

Notice of Videotaped Deposition — Sidney Taurel
Page 1 of 2

State of Alaska v. Eli Lilly and Company

Case No. 3AN-06-5630 Civil
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LAW OFFICES
FELDMAN ORLANSKY &|
SANDERS
500 L STREET
FOURTH FLOOR
ANCHORAGE, AK 99501
TeL:907272.3538
FAX:907.274.0819

DATED this 2~ day of May, 2007.
FELDMAN ORLANSKY & SANDERS
Counsel for Plaintiff

By,
Eric T. Sanders
AK Bar No. 7510085

GARRETSON & STEELE
Matthew L. Garretson
Joseph W. Steele

Counsel for Plaintiff

RICHARDSON, PATRICK,
WESTBROOK & BRICKMAN, LLC

H. Blair Hahn

Counsel for Plaintiff

Certificate of Service

1 hereby certify that a true and correct

copy the foregoing Notice of Videotaped
Deposition (Sidney Taurel) was served by mail
/ messenger / facsimile on:

Brewster H. Jamieson

Lane Powell LLC

301 West Northern Lights Boulevard, Suite 301
Anchorage, Alaska 99503-2648

By
Date 5/2 /0>
7

Notice of Videotaped Dep&sition — Sidney Taurel

Page 2 of 2 State of Alaska v. Eli Lilly and Company

Case No. 3AN-06-5630 Civil
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TE OF ALASKA
ANCHORAGE

Northern Lights Realtime & Reporting,

(907) 337-2221
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2 For Plaintiff:

For Defendant:

3 or Defendant
Telephonically:

A—P—P-E—A-R-A—N—C-E—S

FELDMAN ORLANSKY & SANDERS
500 L Street, Suite 400
Anchorage, Alaska 99501-5911
BY: ERIC T. SANDERS

(907) 272-3538

LANE POWELL LLC
301 West Northern Lights Boulevard

Suite 301

Anchorage, Alaska 99503-2648
BY: ANDREA E. GIROLAMO-WELP
(907) 264-3322

MR. ANDREW ROGOFF
MR. ERIC ROTHSCHILD

Northern Lights Realtime & Reporting Iﬂc
4

(907) 337-2221

EXHIBIT __L
PAGE & OF g
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Page 3

THE COURT: Please be seated.

We're on the record in Case No. 3AN-06-5630

civil, State of Alaska versus Eli Lilly and
Company. Representing the plaintiff is Mr.
Sanders. Present in the courtroom for the
defendant is Ms. --

MS. GIROLAMO-WELP:

Girolamo-Welp.

THE COURT: Girolamo-Welp.

Sorry. And I understand Mr. Rogoff is on the
telephone for the defendant and maybe somebody
else?

MR. ROGOFF: Yes, Your Honor.
Eric Rothschild is with me, one of my
colleagues.

THE COURT: Mr. Rothschild is
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 T
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

Northern Lights Realtime & Reporting, Inc

(907) 337-2221 EXHIBIT
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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

put part of what I'm going to
everything efficient and

t of the MDL or not,

that, Mr. Sanders,
do here is try to make
whether or not you're par
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 ity-but T.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.

page 30

Northern Lights Realtime & Reporting, Inc
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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
Then the rubber meets the

chew me out, okay.

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
by requiring you to do these things. And what
I'm saying is, don't -- don't parade -- assume
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 MDL. 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,

Northern Lights Realtime & Reportinggyiﬂ;-“
(907) 337-2221 EXHIBIT D
PAGE_S oOF _§
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Page 32

is what are all these other ones and why

. though,
I mean, once you

C shouldn't they be coordinated?

start getting into a lot of depositions, I'm

trying to avoid having deponents be deposed five

2 times.

E MR. SANDERS: I don't know if

7 it's a problem or not because I don't have any
: idea what's going on in MDL. I've never done
? any work in the MDL. For all I know there's a

S deposition being taken today in the MDL. I have

no --
12 THE COURT: But don't you have
s co-counsel -- I mean, I've got -- I just signed
14 orders for about six or seven plaintiff's

15 attorneys that are co-counseling this case with
20 you, and I assume a few of them have something

2 to do with MDL.

18 MR. SANDERS: To be honest with
= you, I have enough work to do without being

Gl involved in the MDL, and I am not involved in

= the MDL. So, I mean, if you want to say to me
22 today -- I'll live with your orders, Judge, if

your position is, Sanders, whether you like it
Oor not you're getting involved in the MDD ST,

live with your order. My position is, I don't

Northern Lights Realtime g Reporting, Inc

(207) 337-2221 EXHIBIT _ D
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want to be involved in it; I'm going to resist

put if you make me do it, I guess

~

it, you know,
1'11 do it. I don't want to do it.
. THE COURT: What I'm ordering is

w

you've got ten depositions that you can notice
o up without coordination. I assume, until it's
il proven otherwise, that as to those ten witnesses
8 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,
12 and I'm not going to get a lot of stuff about
19 people questioning people about things they've
14 said in other -- when the deposition was taken
0 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
=0 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.

MR. SANDERS: Well, let me just

Northern Lights Realtime & Reporting, Inc ik

(SO Y 337-2221 EXHIBIT _ D
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page 34

anging your initial order in this

say you're ch
I just want to make sur

o2 e that

case by your -
e we were entitled -— we

that's clear. Becaus

are entitled today to take ten depositions, any

ten we want -
THE COURT: Right.

MR. SANDERS: —— in this case.
THE COURT: Right.
MR. SANDERS: No limits on what

we can ask, no question about what the scope of

the depositions are; Wwe get
THE COURT: Right, other than I

have expressed more than once about a concern

have that people not use these things

this case as a stalking horse to get second

= =TS e

bites of the apple for the MDL case.

MR. SANDERS: Not for the MDL,
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 1lst. Do I have to worry about MDL lawyers

come in and saying, wait a minute, we want to

Northern Lights Realtime & Reporting, Inc
(907) 337-2221 EXHIBIT
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Filed 01/22/2007 Page 10of4

FILED
IN CLERK'S OFFICE
U.S. DISTRICT COURT, ED.N.Y.
UNITED STATES DISTRICT COURT * 03
EASTERN DISTRICT OF NEW YORK JAN 2 2 2007 +

_Case 1:04-md-01596-JBV _RLM Document 1086

BROOKLYN OFFICE
N
In re: ZYPREXA MEMORANDUM O

J TION COOPERATION BETWEEN
PRODUCTS LIABILITY LITIGA AT ANDETATS

JUDGES

THIS DOCUMENT RELATES TO:

ALL ACTIONS 04-MD-1596 (JBW)

X
JACK B. WEINSTEIN, Senior United States District Judge:

: All state judges handling “Zyprexa-diabetes” cases
. Plaintiffs’ Attorneys’ Fees in “Zyprexa-diabetes” Cases

To
Re

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-diabetes” cases are pending in state courts.

2. Federal MDL 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 state cases . See In re Zyprexa Prods. Liab. Litig., No. 04-MD-1596, 2006 WL
3495667 *3 (E.D.N.Y. Dec. 5, 2006) (“All materials obtained by PSC I and PSC Il 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
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PAGE__ | OF _H _




_RLM  Document 1086  Filed 01&./2007 page 2 of 4

, Case 1:04-md-01596-JB

ffs’ attorneys have taken advantage of the federal

this court”). Many of the state plainti

depository in preparing their state cases.

3. Plaintiffs’ steering committees are presently being compensated for their work in

ugh mechanisms that to date do not

nts and conducting depositions thro!
See id. at *8 (“The issue of

assembling docume
s work on state plaintiffs or their attorneys.

impose any costs for thi
that benefits all cases, state and

assessing state cases with the costs of a discovery process

federal, should, in the first instance, be left to state court judges.”).

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 «Zyprexa-diabetes” cases.

5. Because of the enormous savings in transaction costs due to work by the plaintiffs’

asons, I have limited the fees available to plaintiffs’

Liab. Litig., 424 F. Supp. 2d 488

steering committees, and for other re:

attorneys in federal MDL cases. See In re Zyprexa Prods.

(E.D.N.Y. 2006) (“Limiting fees is particularly appropriate in the instant litigation since much of

the discovery work the attorneys would normally 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.”). I

believe that those fee limits should, if possible, be applied in the state cases for a number of

reasons:

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.

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

(8
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government. See In re Zyprexa Prods. Liab. Litig., No. 04-MD-1596,
2006 WL 3501263 (E.D.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.
Liab. 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 attorncys.

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.

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.

7.1 believe that the relevant fee decisions have been furnished to you, but in case you do
not have copies on hand I am attaching them 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 MDL court in
this case can limit fees in some, if not all, cases pending in state courts. In re Zyprexa, 2006 WL

3495667 at *13-15. A cooperative arrangement among state and federal judges limiting fees
would be desirable.

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

E £
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e 1:04-md-01 596—JB$—RLM Document 1086

. Cas!

were limited to 20% in certain small, lump-sum claims. Id.

9. 1believe thata reasonable solution t0 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

the concerned state and federal judges.
10. Evidentiary hearings at {he state and national level may be desirable.

11. 1 should very much appreciate your views. I would be happy to visit with you by a

telephone conference, at your convenience.

12. This memorandum is being filed and docketed so that judges, parties, and attorneys

can respond.

Hon. Jack B. Weinstein

Dated: January 18, 2007
Brooklyn, New York

0 D U 3 8 8 EXHIBIT
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1AY 22 2007

LAW OFFICES

FELDMAN ORLANSKY
& SANDERS

500 L STREET

FOURTH FLOOR

ANCHORAGE, AK

99501

TEL: 907.272.3538

FAX: 907.274.0819

IN 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 CIV

Defendant.

—

ORDER GRANTING EXTENSION OF TIME
IT IS HEREBY ORDERED that plaintiff’'s Motion for Extension of Time is
GRANTED. Plaintiff shall have until Friday, May 25, 2007, to file its Reply to Eli
Lilly’s Response to Plaintiff’s Motion Concerning Claims and Proofs.

DATED this 35{ day of /f’UZ ,2007.

BY THE COURT

Mhae K

Mark Rindner
Superior Court Judge

7/‘V/¢zw/ 24, 2007

rders  Jamieson
}());g:rl(]orra?ling Extension of Time State of Alaska v. Eli Lilly and Company
Case No. 3AN-06-5630 CIV

000389
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LAW OFFICES
FELDMAN ORLANSKY
& SANDERS
500 L STREET
FOURTH FLOOR
ANCHORAGE, AK
99501
TEL: 907.272.3538
FAX: 907.274.0819

i

IN 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 CIV
Defendant.

UNOPPOSED MOTION FOR EXTENSION OF TIME
Plaintiff, State of Alaska, by and through counsel, hereby requests an extension of
time until Friday, May 25, 2007, to file its Reply to Eli Lilly’s Response to Plaintiff’s
Motion Concerning Claims and Proofs. The parties have conferred and defendant’s
counsel does not object to this extension.
DATED this Aldéy of May, 2007.

FELDMAN ORLANSKY & SANDERS
Attorneys for Plaintiff

il

Eric T. Sanders
AK Bar No. 7510085

U ; ek
P:goﬁp]])zs;;i Motion for Extension State of Alaska v. Eli Lilly and Company
Case No. 3AN-06-5630 Civil
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LAW OFFICES
FELDMAN ORLANSKY
& SANDERS
500 L STREET
FOURTH FLOOR
ANCHORAGE, AK
99501
TEL: 907.272.3538

FAX: 907.274.0819

GARRETSON & STEELE
Matthew L. Garretson
Joseph W. Steele
Counsel for Plaintiff

RICHARDSON, PATRICK, WESTBROOK
& BRICKMAN, LLC

H. Blair Hahn

Counsel for Plaintiff

Certificate of Service

I hereby certify that a true and correct

copy of Unopposed Motion for Extension
was served by messenger on:

Brewster H. Jamieson

Lane Powell LLC

301 West Northern Lights Boulevard, Suite 301
Anchorage, Alaska 99503-2648

Unopposed Motion for Extension

Page 2 of 2 State of Alaska v. Eli Lilly and Company
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LAW OFFICES
FELDMAN ORLANSKY &
SANDERS
500 L STREET

FOURTH FLOOR
ANCHORAGE, AK 99501
TEL: 9072723538
FAX:907.274.0819

>

IN THE SUPERIOR COURT FOR THE STATE OF ALAS,KAQ\

THIRD JUDICIAL DISTRICT AT ANCHORAGE-
STATE OF ALASKA, oz <
Plaintiff,

Case No. 3AN-06-05630 CI

V.
ELI LILLY AND COMPANY,

)
)
)
)
)
)
)
)
Defendant. )
)

PLAINTIFE’S PRELIMINARY WITNESS LIST

Pursuant to the Court’s Standard Pre-trial Scheduling Order entered in this action,
Plaintiff hereby advises it may call the following witnesses to testify at the trial in this
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
discovery has just begun in this matter. Retained expert witnesses will be identified at a
later date.

1 Robert W. Baker, M.D.

c/o Eli Lilly and Company
Lilly Corporate Center

Indianapolis, IN 46285
(317) 276-2000

Plaintiff’s Preliminary Witness List
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LAW OFFICES
FELDMAN ORLANSKY &
SANDERS
500 L STREET

FOURTH FLOOR
ANCHORAGE, AK 99501
TEL:907.272.3538
FAX:907.274.0819

Dr. Baker 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 Plaintiff’s Complaint.

2. Michael Edwin Bandick
Former employee of Eli Lilly and Company

1/k/a: Carmel, IN

Mr. Bandick 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 Plaintiff’s Complaint.

3, Charles M. Beasley, M.D.
¢/o Eli Lilly and Company
Lilly Corporate Center
Indianapolis, IN 46285
(317) 276-2000

Dr. Beasley 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 Plaintiff’s Complaint.

4. Alan Breier, M.D.
c/o Eli Lilly and Company
Lilly Corporate Center
Indianapolis, IN 46285
(317) 276-2000

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 Plaintiff's Complaint.

3. 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
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£y and DATED this _({__ day of May, 2007

FELDMAN, ORI ANSKY & SANDI RS
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H. Blair Hahn

Christiaan A. Marcum

P.O. Box 1007

Mt. Pleasant, SC 29465
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T'he State May Not Recover Restitution

I'he State Has Not Set Forth How Restitution
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I. INTRODUCTION ‘
1996, it has been prescribed by .\L\\kul
|

to treat their serious mental illnesses,

State of Alaska has paid for those |

Zvprexa's manufacturer, Eli Lilly and |

tive. and that fraudulent representations and

to prescribe Zyprexa to Medicaid beneficiaries,
to recover the costs incurred to treat these patients

ned portion of the cost of the medication itself

the State continues to pay for Zyprexa, without

:xplain why it takes one position as a matter of
ture in this litigation
Alaska and the State’s “litigation facts” extends
necessary to determine whether the State’s
misconduct are actionable include: what prescribing
hat additional or independent sources they obtain information
medication; how long patients took the medication;
t other medications the patients were taking before, during, and after the time they were
king Zyprexa; how they fared; whether patients suffer from one of the medical conditions that

s i 2t 3 G Pt sat ot S e :
the State alleges is caused by Zyprexa; what other risk factors for each individual might explain

Eli Lilly’s Response to Plaintiff"s Motion € oncerning Claims and P

State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 C1 ,"M‘

Page 1 of 41

000404




11

POWELIL

ANE

data and
how this

State fails to

ment of proximate

iIts casc

the State must

» caused physicians 10 wrile |

ind (3) the use of Zyprexa by |

that the State must pay o

case. Statistics will not

ving medication. Statistics |

Statistics do not prn\c}

|
explanation for how it will use |

roper marketing caused inappropriate

|

cal evidence to show that use of
emiological evidence is reliable to show

Eli Lilly's Response to Plaintif’s Motios Concerning Claims and Proofs
Sete of Alashe v. EXi Lilly and Company (Case No. IAN-06-05630 C1) Page 2 of 41
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uct liability case requires proof of specific |

wssertion that a court should discard llns‘

i . aggregated under the banner |

srodu
oduc <

les sufficient basis for the Court |
|

»f proof provides s

Its demand for damages based |
|

L reasons
the Medicaid recipients) enjoys no legal support, |

I'he State’s common law tort claims fail

Alaska’s Unfair Trade Practices Act has

ne

ription drug transactions, which are separately

POWELL

tanding under the Act to seek the money damages

LANE

II. BACKGROUND

to a class of medications known as *

Description of Zyprexa \
‘atypical” nr‘

The federal Food and Drug Administration (“FDA™)

on September 30, 1996, after review of Lilly’s New Drug

llv's Zvprexa Backgrounder (¥ o der” p -
d Zypr - Backgrounder ( Backgrounder™), which was filed with the Court on
or 6, 2006, as Exhit y Lillv's Scheduling s iy
)06, xhi to Lilly’s Scheduling and Planning Conference Memorandum

ENi Lilly's Response to Plaintiff’s Motion Concerning Claims and Proofs

State of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CT)
Page 3 of 41
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 Zyprexa was sale and effective for|

r reviewing additional data

effective lor maintenance

acute mania associated with |

combination with lithium or \lel\mlc“
|

sodes and mixed manic and depressive

1004).5 Since its introduction 1o the |
1 20 million people worldwide

FDA for the treatment of \L’l\l/\"‘hlk‘l\l:l\
|

ireatment for both conditions In addition to|

prescribe Zyprexa for any other “off-label”
|

LANE POWELI

|
erve their patients, consistent with nnrmul\

sched to Backgrounder)
ackgrounder)
hed to Backgrounder)
d to Backgrounder)
letter. (Attached to Backgrounder).
See, e.g., Expert Consensus Guideline Serics Optimizing Pharmacologic Treatment of

Psychotic Disorders, J. Clin Psychiatry, vol. 64 3
s ) ry, vol. 64, supp. 12, pp. 21-94 (2003) (attached as

Eli Lilly's Response to Plaintifls Motion Con:
\ 0 : pncerning Claims and P
State of Alaska v. Eli Lilly and Company (Case No. 3!\\4)4:4)24‘:;(;‘3 I’;rlm“
Page 4 of 41

000407

Ppperdix




Henne)

lied upon by the

{ Medicaid, support

¢ symptoms, dementia
isorders

illy failed to disclose side |

|
But from the time Zyprexa was first

rs that weight gain was a commonly \
' |
has also always listed four |

ketosis, and diabetic

POWELI

1 pauer

LANF

|
nts, and it provides the FDA with xcuul‘u\

ting experience with Zyprexa {

L
l
\

ccasions. See, e.g., James M. Beck &
Informed Consent: Debunking Myths &
(1998). (Attached to Backgrounder)

1.5.0, 4.5.Y (attached as Exhibit B)

1 (10/02/96)

(Attached to Backgrounder)
See Zyprexa package insert (10/02/96). (Attached to Backgrounder)
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1 D. Aviles, President of N.Y.C. Health & Hosp. Corp.,

s. Feb. 3, 2007, at A14
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rage of Zyprexa Prescriptions Under AI8323 22222

ts Medicaid program
Alaska, receive money
assistance that the
with federally
(1990). Alaska
medical services and
(i) exclude coverage for
ignate the medication as
xception process, such as by ‘
1 limitations.
f “off-label” prescriptions,
|
uch prescriptions to treal
and Medicaid regulations
|
Medicaid Drug Rebate Statute, A‘

|
for safety and effectiveness as ;|\

26, 32; Plaintiff's Memorandum Describing Its
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|
ally accepted indication

identified in any of the three
(1) the American an]u(.\ll

rmacopeia-Drug Information, ‘

* such uses for a cov ered |
|
more of these compendia are deemed |

1 A |
red under the Medicaid program

|

1
\unmnn‘i
|

the Medicaid compendia. | inally, a state may \‘

»f these compendia

variety of misrepresentations that supposedly |

|
y |
for Zyprexa, the State has yet to 1mpos¢ ;|‘

|
|

ate Medicaid Directors, Release #141 (May 4, |
ns.hhs.gov/DeficitReductionAct/Downloads relld] 'pdl‘.‘

te Medicaid Directors (June 19, 1996), available at|

w.cms hhs.gov/ nios \':n::'.w»lwm P,d‘l' Letter from Sally K. Richardson
Medicaid tor . 1994), available at http://www.cms.hhs.gov/smdl

See Pl’s Resp. to Def’s First Set of Interrog. Nos. l.c., 2.c. (“There are no rules
prescription of Zyprexa except the general requi t
cpsiioa I 3 4 ral requireme

that it be ‘medically necessary.’”) (attached as Exhibit C) : : o+
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The Causes of Action Pleaded |

|
|
\

und violations of the Unfair “

y variety of wrongdoing under several

yresentation &

incipally claims that

ka Medicaid patients have suffered
require further and more extensive
wre and Services For these

ly responsible party of these services
| continue to sufier additional financial
cipients who consumed prescriptions
ctively harmful. In addition, the

criptions for uses which were not

Hisled numerous actors about the safety and

e. the FDA, physicians, patients, and the public in\

-
-
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addition, the State alleges that Lilly promoted

ted effort to boost sales. Compl. § 12 20. The

F ’ |

arising from the marketing and sale of the prescription

and will continue to suffer as the payor of health benefits for

» Medicaid program. Compl. §6

The Complaint requests four distinct N lief:
I equests four distinct forms of relief

Payment of Zyprexa-related ge : > { i
ym Zyprexa-related damages for past, present, and future medical

expenses of recipients of the Alaska Medicaid program

El Lilly's Response to Plaintiff’s Motion Concernin;
D g Claims 3 P
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ht in subrogation Of

it seek injuncuve

B. The Pleading Required by the Court

R 2007. the Court recognized that the

ow causation gets proven I'he State|
|
|
roush ageregate statistical evidence|

|
vised the Court that to rebut this claim, it|

-
=
7z
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covered in Alaska and the|
|

m Zyprexa use. To resolve these divergent |
|

ion for rule of law to articulate its |

|
meet such burdens without nuh\uln.xll/ud\‘
|
|

would dismiss the case if it found the State’s

Ily, the Court stated that it would use the motion as a

rmissible discovery
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fiscovery, and both parties served and |
|

“as begun to take depositions of Lilly
State refused to identify the|
Pl.'s Resp. to Del.’s First Set of|
—

to respond to discovery requests from|

Josis, length of time On Zyprexa, and |

) 2 |

pients, on relevancy grounds. /d., Nos. | 1,13 |
fentify physicians who wrote Zyprexa

have been written but for Lilly's .xllc_\:cd\‘
contention “that Lilly’s wrongful unuhu‘l\
|

\

xa prescriptions writien by Alaska |

. refused to identify what physicians were

it false or misleading statement was made 1o |

The State’'s Methodology for Proving Its Claims

State’s Memorandum

Describing Its Claims and Proofs (“Memorandum™)

t it seeks * es proximately caused to the State by Lilly's introduction of the

PL’s Resp. to Interrog. (attached

. hed as Exhibit C); see also Pl.’s Resp. to Def.’s First Set of
Req. for Produc. of Docs Nos. 5, 6, 8 (attached as Exhibit D).

Eli Lilly’s Response to Plaintifl’s Motion Concernin .
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it disclaims any interest m\‘
|

sought includes the|

recovery

that resulted from

related illnesses
. |
tive marketing Id. The \mxc“

" id. |

[

n price, and certainly ‘

tions of a defective medication,’
of the prescriptio

1edy l

|

ion that sets forth an abbrev jated version ul’g
Memorandum at 2-5. It describes ml
|

d Zyprexa and the various ways I ||I).
acy to physicians and the FDA Id. The

ressive overpromotion of

-
=z

Z
-

it will demonstrate the causal connection
nduct and the doctors’ behavior in prescribing

. State discards any suggestion that Lilly made

istical evidence, derived from its Medicaid d:lluhusc,‘
to beneficiaries, through experts who will compare the

iatabase to what it refe t “Lar ”
database to what it refers to as “similar, properly controlled groups.” /d. at 7.

»se experts will then use these comparative statistics to “show the extent to which diabetes

Eli Lilly’s Response to Plaintif"s Motion Concerning Claims and Proofs
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IV. ARGUMENT
I'he Evidence Proffered by Alaska Is Not Sufficient (o Prove Its Claims
{ of proximate causation

hip between Lilly's

from a publication
). Green, D. Michael |
MANUAL ON

Memorandum at 13 (Strict

Failure to Warn), 23

o Shanks v. The

rdo v. GCI Comm

wrage Chrysler Ctr,, Inc. v.

Reeves v. Alyeska Pipeline
esentation)

requirement for its UTP claim.

El Lilly"s Response to Plaintiff"s Motion Concerning Claims and Proofs
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or (ii) the development of one Case |

through statistical |

on,
illy’s misconduct

|
this is permissible because |
|

many individual Zyprexa users, but ‘

Memorandum at 6. But if the |

of Zyprexa, this occurred only |

hecause

scriptions for individual Medicaid recipients as

because those prescriptions caused medical
.y otherwise would not have experienced

d evidence about the patients, the State must explain

ets of causation. First, it must demonstrate

to be written that otherwise would not have

—

>
z
-

that the exposure to Zyprexa from these “extra”
to Medicaid recipients that the State is paying for.

The State Has Not Explained How It Will Prove That Lilly’s
Marketing Caused Zyprexa Prescriptions to Be Written for Alaska
Medicaid Recipients That Otherwise Would Not Have Been Written

The State does not explain how it can prove that improper marketing caused
ions to be written that otherwise would not have been using only statistical evidence,
> State’s case, whether or not it can prove that Zyprexa caused
injuries to Medicaid recipients

| Eli Lilly's Response to Plaintif’s Motion Concerning Claims and Proofs
| State of Alaska v. Eii Lilly and Company (Case No. 3SAN-06-05630 CT)

Page 14 of 41
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presentation or unlawful marketing Case

plaintiff demonstrate what information |

of information affected the |
|

her sources
¢ or her treatment decision. See, €.8
|
183.84 (D.N.J. 2004); Flynn v. Am Home
App. 2001). “[(I]n absence of evidence |

plaintiff’s clams for failure to

presentations,

97-2155, 1998 U.S. Dist

jt take the place of an oral or written exchange

r individual reliance. Thus, in the class action context,

based on the individual's “knowledge,

susceptible to aggregate class treatment Poulos v.

665 (9th Cir. 2004): see also, e.¢., Sikes v. Teleline, Inc.,

2002) (reversing certification where there was no basis for

General Motors Corp., 133 F.3d 388, 398 (6th Cir.

1998) (denying certification where a claim “requires proof of what statements were made to a
particular person, how the person interpreted these statements and whether the person
ably relied on those statements to his detriment.”); Rodriguez v. McKinney, 156 F.R.D.

, 116 (E.D. Pa. 1994) (reliance should not be
16 (E.D. Pa. 1994) (reliance should not be presumed where there are “various factors”

Eli Lilly's Response to Plaintif"s Motion Concerning Claims and Proofs

State of Alaska . Eli Lilly and Company (Case No. 3SAN-06-05630 CT)
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No statistica |

Lilly caused

physicians 10 write |

irther complicated by the fact that |

hanged over ume, as the State|
Backgrounder

ting communications changed over ume ‘

|

city of information and communications makes |

|
d prescribing behavior an unreliable endeavor

1253 (2d Cir. 2002) (“fraud claims based on

not susceptible to generalized proof™).

The State’s Statistical Evidence Cannot Establish That Exposure to \
Zyprexa From the “F xtra” Prescriptions Written as a Result of \

-
z
s
-

Lilly’s Marketing ( aused Diabetes-Related Tlinesses in Alaska
Medicaid Recipients

i State must carry is proof that Zyprexa €xposure |
|

) ]

10 were prescribed Zyprexa because of Lilly's|

The State proposes to prove this through epidemiological

incidence of particular medical injuries experienced by Medicaid

beneficiaries who used Zyprexa compared to an unspecified control group.

ES Lilly’s Response to Plaintifl's Motion Concerning Claims 2 P
State of Alaska v. Eli Lilly and Company (Case No. _\A\-I)(H)Slﬂ“;‘? |l,"m"
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Zyprexa because of

7yprexa Users must be

ow it will identify that
that a prescription

al evidence enjoys no
pidemiological evidence has been
incorrectly states that 15|

have consistently held that ¢

\ to recover damages in a product
|
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clements of proof by aggregaing |

{ above, the injuries giving rse to the

712 (5th Cir. 1990) (holding that the m.nmm;'\
» required element of individualized causation); |
268 (2d Cir. 2002); Sterling v. Velsic ol Chem
[Gleneralized prools will not suffice to prove

wsmission Co., 467 F. Supp. 2d 676, |
4 F. Supp. 1441, 1485 (D.V.1. 1994)
| can cause [the injury] (general causation), but

1 this case (specific causation) )

E3i Lilly's Respoase to Plaintif’'s Motion Concerning Claims and Proofs
ate of Alaska v. Eli Lilly and Company (Case No. 3AN-06-05630 CT) Page 18 of 41
€ 18 of

Rppendix




=

=

z
-

Even assuming that
s a causal
were caused by

d to what extent the

ht, body mass

s was diagnosed

r been permitted to, di place these

publication that the State relies upon |
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|

See Michael D. Green, D.|

|

miology, in REFERENCE |

|

)00) (“Epidemiologic methods cannot |

. |
ed science cannot affirmatively prove |
|

v relied upon by the State asks “What |
|

g Specific Causation?” /d. at 381-86. The answer:

ssed by epidemiology.” /d. at 382. The best
|

|
|

at whether an agent is capable of causing
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53 S.W.2d 706, 715 (Tex. 1997) (finding |

of an individual's injury Or|

|
nor 1 based on

ignored for claims DascC
|
in the class certification context ‘
1990): Georgine v. Amchem Prod., |
|
to certify a class in order to protect the |
than attempt to solve “a major social |
; insufficient proof of specific causation an
th epidemiological evidence, a more

|
in this case. Its words ring true here

-
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-

nds to make fits of social problems when I
v of the siren call of the numerical display 893
ed by the State in this case can not establish that

scriptions, or that those extra prescriptions caused |
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R. Walker, Restoring
Spec

818 F.2d 145, 165 (2d Cir. 1987); Vern

g the Individual Plaintiff to Tort Law by Rejecting "Junk Logic" About
ific Causation, 56 ALA. L. REV. 381, 383 (2004) ;
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29, 233-34,
1. 799 (2000)

In 185 F.3d

2d 666, 120 S. Ct. 789
171 F.3d 912, 921 (3d
1998 U.S. Dist. LEXIS

1d Benefit Fund v. Philip |
199 F.3d 788 (5" Cir
818 N.E.2d 1140, 1143
Philip Morris, Inc

Sept. 26, 2000)
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540913, at *14 (Md. Cir. Ct

1997) (applying common
the State sought

2 its indirect

ate chose not to
bringing a

s¢ with the

13 (Alaska

667 P.2d 1239, 1:

ights than were held by the|
|

Alaska 1953) |

I

695, 697 (D
rinst the plaintiff, with the

The State must elect whether it |
damages claim is too remote from Ihci

|
which case its evidentiary proposal is |

401, 406 (lowa 1998); Maryland v. Philip
May 21, 1997);

N.W.2d 490, 495 (Minn. 1996) (ruling where state of

€
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Loss Doctrine Because the Sta
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The State’
Economic <
Property Damage Nor |

uffered or will sufler

edly suffered by
not recover

onal injury

rn Power & Eng’'g v }

hitney Canada, Inc.

purely economic loss by a|
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|
non-economic loss from it. And

ANE

Id that “plaintiffs cannot rely on |
economic injury.” See

840 (N.D. Ill. 2002). Accordingly,

Alaska's Unfair Trade Practices and Consumer Protection Act Does Not
Apply to Prescription Medication Transactions

The Unfair Trade Practices Acts Do Not Apply to Prescription
Medication Transactions

ces and Consumer Protection Act (UTP) prohibits
nd 1 r dece . 3
ipetition and uniair or deceptive acts or practices in the conduct of
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r protection statutes, the Court should |
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» medications, and neither should Alaska’s

, before Alaska's UTP became law,

Lic

n medication advertising as it relates to

lity to the FDA. See id.;21 US.C. § 3

-
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-

FTC acts” because they were modeled on

AME purpose Victor E. Schwartz & Cary

mer Protection Acts, 54 KAN. L. REV. 1, ](‘i

requires courts to give “due consideration and great

1 of the FTCA when determining what constitutes an unfair trade

1345.05(B)2) (2007);
17.46(cX 1) (2006): Idah

Texas Bus. & Com. Code §
jaho Code § 48-604(2) (2007)

; La. Rev. Stat. Ann. §§ 51:1401-1425

§ 10-1-391(b) (2007); Miss. Code Ann. § 75-24-3(c) (2007); Vi, Stat.

(2007); Ga. Code A

Ann. tit. 9, § 2453(b) (2007); W. Va. Code § 46-A-6-103 (2007)
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applies to an act or
stered by the state, by a regulatory
tory authority of the
: the act or transaction

ed unlawful in AS 45.50.471
where the alleged unlawful

sgulatory scheme, whether

[
|
l‘
reme Court has applied a simple test to dcudc{

50.481(a)(1): “[W]here the business is |

ind practices are prohibited therein,” lhc|

, 609 P.2d 520, 528 (Alaska 1980)
proved pharmaceutical such as Zyprexa are exempt under
t: 1) the FDA reg the industry, and 2) the alleged
off-label promotion and making false claims regarding

by FDA regt

EN Lilly's Res;

ponse to Plaintif"s Motion Cone E
e frhoes otion Concerning Claims and P,

roofs
v. Eli Lilly and ¢ ompany (Case No. 3AN-06-05630 ¢ I ;

Page 26 of 41




LiL

LANE POWELI

The FDA maintains a regulatory framework that is both
ongoing and careful as required under Alaska Statute
).481
§§ 301-399 (2007), provides

ndustry, and satisfies the first

L 620

t by the FDA occurs before and after

for Drug Evaluation and Resecarch

pharmaceutical products. See

Human Services, FDA and the Drug |

re Safe and Effective, FS 02-5

2002/402_drug.html. More important,

roval, requiring strict adherence by |
Ctr. for Drug Evaluation and

1 and Human Services, Post Drug l/)p/u\u./"

" |
http://www.fda.gov/cder/handbook ‘

|
nge for Zyprexa and other second generation
|

e ongoing regulatory oversight of prescription

>ee discussion at
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air practices at issue
FDA regulations prohibit the alleged unfair practices it issu
in this litigation

+t forth in the ( umN.nnl‘

ices S¢

In the Complaint,
[
|

-d in. One allegation

ns of Alaska's Food and Drug |

{ and Drug Act deal with labeling
As shown in the chart attached as |

 cited by the State are regulated by the

prohibited by those regulations

\
|
|

both advertising and labeling. |

\

general and one specific T'he }'L‘Hk‘l.ll‘

device or cosmetic is false if it is false or \

specific provision applies to advertising of

rovision, none of the enumerated illnesses
AS 17.20.170

uirements. AS 17.20.90. However, Zyprexa, as

by a medical professional, is exempt from lhc!
(5)r

pursuant to section 100 of the Act, which sets

Moreover, some of the sub-parts of section 90 do

1g does not contain particular ingredients, such as

20.090(4), (11)(A). Finally, Zyprexa does not contain
id

acid, cincohophen, pituitary, thyroid, or their

Z) and

20.100
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of these reasons, the State’s UTP cause
|

No Authority Exists Under the UTP That Allows the Attorney
General to Recover Money Damages for Medical Treatment
Expense

that, if it proves violations of the Act, it *may

31 of the Act. Memorandum at 23

The Attorney General derives his

ce1 M
injunctive relief, and section 551, which

» believe that a person has used, is using, or is
mlawful in AS 45.50.471, and that proceedings
general may bring an action in the name of the
e use of the act or practice.”

\\‘5 50.501, if the court finds that a person is using or has
- declared t.:‘.l‘w;\l;ll]h.\ AS 45.50.471, the attorney general, upon
petiti recover, on behalf of the state, a civil penalty of ess the
1o reco ate, 2 not less tha
$1,000 and n e than $25,000 for each violation.” AS 45 5‘).55]?‘7) 3 "
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injured private parties in this |

) (emphasis added)

|
|
|

of money or property as a result of another
by AS 45.50.471 may bring a civil action to
s the actual damages or $500, whichever
relief it considers necessary and proper.”
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iniunctive relief under

dtitution. as discussed below) can be |
|

nction is not simply a procedural |
|

- |
illogic at the core of the State's casc¢|
n precedent for other relief constitutes ;|‘

cquences to the defendant should flow \
|

|

Here, quite the contrary, the |

|

recipients should continue when lhun"
|

|

|

to the State in this lawsuit pursuant to |
proof necessary to satisfy such a claim. |
defendant is engaged in trade or unnlncl‘cc,‘

and not that there was actual injury or causation

dard from O Neill, which described the proof
claim for damages. Under Alaska case

hich expressly applies only to “[a] person

ta i
1, wi L
31(a) (emphasis added), must show

leged injuries resulted from the defendant’s

, 19 P.3d 1229, 1235 (Alaska 2001); Western Star Trucks, Inc. v.
101 P.3d 1047, 1048 (Alaska 2004) (approving recovery under

I'P where reliance is established)
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r mental health conditions, and that

restriction
he State May Not Recover Restitution
because, “without the |

¢ would have been less direct cost 10

very limited indications for which it
|

s not ]*:\-'.Mc for the restitution remedy |
|
it arises by '.:n;‘\l\.lllui\ from section |

|
|
|
|

iudgments that are necessary 10
ey or property real or personal,

. of an act or practice declared to

oation, Inc., the Alaska Supreme n\ull

|
rt has available broad equitable remedies \n\

Inc., 609 P.2d at 524 (emphasis

\

|
of section 501(b) demonstrates that it 1s not |
|
Jone cause of action or remedies, but rather t’url
. order when the State has brought a proper action for
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Absent a proper action for injunctive relief under section
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| State of Alaske v. Eli Lilly and Company (Case No. 3AN-06-05630 CT)

. no erounds for seeking Of awarding

jed tion. such a remedy would |

~aded restitution,
evidence that Zyprexa was not |

- the State’s theory of the case, 1t}

i the Alaska citizens that used it

y or property has been lost, there |
) ) |

|
tive Corp. v {fognak Joint lu:lul(‘,l‘

itution in general terms as “When a party |
[

, benefit, [and] the party should repay

ent an allegation that a medication failed

|
\

i, the patient “has receiv ed the benefit of his
|

|
|
\,
|
|

costs.” Williams v. Purdue Pharma Co., 297 F.
. medication has not failed to perform for the
not unjustly benefited from the sale of the
have consistently rejected the sufficiency of a “deception
er. Inc., 381 F. Supp. 2d 364, 381 (D.NLJ. 2004). The

jescribed such a plaintiff’s inadequate injury by stating
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« this: Wyeth sold Duract]

enough warnings on

were injured by

Such claims, the court |

r this reason as well, the State’s

The State Has Not Set Forth How Restitution Damages or Civil
Penalties Will Be Determined

w an award of restitution Of civil ;\\'n.ilum\
hould be stricken

Discovery by Lilly

Evidence, Lilly 1s Entitled to Build and Present a Defense Using
Non-Statistical Evidence

to prove its complex case with a package o

|

|

|

Even if the State May Present Its Case Using Only Statistical \
l\\)

handicap Lilly’s defense by barring Lilly \
|
actual experiences of Zyprexa prescribers and |

v the State grow out of individual prescribing

1t experiences, Lilly seeks to rebut the State’s claims with lhu“

ple comprising the State’s statistical package. Much to the

requires the use of the discovery tools provided by Rules 26, 33

and 34 of the Alaska Rules of Civil Procedure
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of the State's designated experts on
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physician would expect

s written discovery requests

laska prescribers ind Zyprexa patients ‘

sly abandon this lawsuit if the Court |

ribers and patients

|
¢ State to present its case by statistics,

of direct evidence offends Rules 26, 33 |
|

|

|

rable by Lilly is whether it ™is l'k'lL'\.lHll
|

Alaska R. Civ. P. 26(b)(1). To be

|
sle at trial.” but only “reasonably calculated lnl

|
ld [R]elevancy at trial and relevancy thrl
relevancy for purposes of discovery is

Court, Third Judicial Dist., 721 P.2d

See P1.'s Resp. to Def.'s First Set of Interrog. Nos. 10-13, 16-17, 24 (attached as Exhibit C);
d N - 2 . ¥ i
ee also P1.’s Resp. to Def.’s First Set of Req. for Produc. Nos. 5-8 (attached as Exhibit D).
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its intended method of proving
r its pretrial discovery
ral Rule 26(b)(1).

of damages data in order to

¢ computation of damages. By
Defendant] seeks to enable its
theory of damages While
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Similarly, defendants, in

limited by the documents

2006 WL 508087, at *7 (I D.N.Y. Mar. 1, 2006)
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individualized, professional decisions (such as

medicine) are at issuc,

rebuttal evidence can include |
to approximate the actual determinative

Penk v. Oregon State Bd. of Higher Ed., 816
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individual medical records and |

information that each prescriber
»s with other medicines balancing
{ physicians to prescribe Zyprexa Only ‘

on can one determine when patients
such as the patient’s use of other

imily history

vidence necessary 1o test the accuracy

l
\

discovery of individual WC\\II‘\L‘I“\
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on faith. the State’s assurances that its |

|
wplete compilation of the experiences of |

Medicaid patients who took Zyprexa c.ul\

|
id not take Zyprexa. Lilly is entitled ln\‘

C

|

‘ - |
ormation in the State’s Medicaid database h_\~

| sources, including the physicians who actually wrote the

se, and the medical records and histories of the patients
abase purports to record
Eli Lilly's Response to Plaintif’'s Motion Concerning Claims and Proofs

State of Alaska . Eli Lilly and Company (Case No. 3AN-06-05630 CI) Page 37 of 41
0




POWELL Y

LANF

EN Lilly's Response 1o Plaintifl"s Motion

Siate of Alaska v. £ Litly

Lilly's Discovery of Prescriber and Patient Information

oncerning Claims and Proofs
and Company (Case No. SAN-06-05630 ( nH

¢ issues, but the

but the State refused

rintion t }
cription that the

o

t D). The
ol a protective
Nos. 10-14, 24;

(Eg, Pl's
32-35). Lilly is

ration of the State’s

it will produce |




POWELI

LANE

consider

nethod of proving

tualized consideration of

group ol
factors,
hlood-sugar

TOUp are necessary

whether the State's

medication should have or
I'his determination |

§ prior responses 1o

medical history
treat “off-label”
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Lilly needs full discovery of facts |
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|
[
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|
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ces” or drug review boards. Lilly is entitled to
ave yielded conclusions that are contrary to

EN Lilty’s Response to Plaintif's Motion € oncerning Claims and P,

roofs
Siate of Alaska v. Eli Lilly and C ompany (Case No. 3AN-06-05630 C1)

Page 40 of 41




POWELI

LANE

V. CONCLUSION

LANE POWEI

X

By_JJAldaasd,
Hfewster H

Andrea | (r..ml.m,n-\\clp. ASBA No. 0211044

EN Litty's Response 1o Plaintifl's M

stion Concerning Claims and Proofs
State of Alasks v. Eli Litly and ( ampa;

ny (Case No, IAN-06-05630 € )]

riber discovery, these

ial and defend against the

ty to obtain

the Court enter an
not prove

¢ Court dismiss the

discovery of

ILTON LLP

fT, admitted pro hac vice

L LI

0/ 4 /L”\— N

Jampson, ASBA No. B3TH22

Page 41

DNk
gl

y




APPENDIX 1

i | Corresponding FDA Regulation

[ Alleged Unlawful Practice

|
efendant represented that Zyprexa had
characteristics, uses, benefits, and/or qualities
} that it did not have, in violation to [sic] AS
| 45.50.471(b)(4).

I

“A drug is drug or device shall be deemed to
| be misbranded if its labeling is false or
misleading in any particular” 21 U.S. (&7
§ 352(a) (2007); see also 21 U.S.C. § 352(n)
(2007); 21 C.F.R. § 202.1(e)(3)(i)- (m) (2007);
21 C.F.R. § 202. I(e)(6)(|) -(xx) (2007).

|
| Defendant represented that Zyprexa was of a

particular standard, quality, and grade suitable
‘ for consumption when in fact it was not, in
violation of AS 45.50.471(b)(6).

“An advertisement does not satisfy the
requirement that it present a ‘true statement’ of
information in brief summary relating to side
effects, contraindications, and effectiveness if
it is false or misleading with respect to side
effects, contraindications, or effectiveness.” 21
| C.F.R. § 202.1(e)(5)(i) (2007); see also 21
J C.F.R. § 202.1(e)(5)(ii), (iii) (2007).

| Defendant advertised Zyprexa with an intent
| not to sell it as advertised, in violation of AS
45.50.471(b)(8).

| “An advertisement for a prescription drug is
false, lacking in fair balance, or otherwise

| misleading, or otherwise violative of section
502(n) of the act, among other reasons, if it

| uses 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 label.” 21

| C.F.R. § 202.1(e)(6)(xi) (2007); see also 21

’ C.F.R. § 202.1(e)(6)(i)-(x), (xii)-(xx) (2007).

| Defendant used misrepresentations or

| omissions of material facts with the intent that

) others rely on the misrepresentations or
omissions in connection with the sale of

‘ Zyprexa, in violation of AS 45.50.471(b)(12).

|
|

“If any part or theme of the advertisement
would make the advertisement false or
misleading by reason of the omission of
appropriate qualification or pertinent
information, that part or theme shall include
th appropriate qualification or pertinent
information .... 21 C.F.R. § 202. 1(e)(3)(1)
(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.
§ 202.1(e)(5)(i)-(iii) (2007); 21 C.F.R.

§ 202.1(e)(6)(i)-(xx) (2007); 21 C.E.R.

§ 202.1(e)(7)(i)-(xiii) (2007).

R e |
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| Alleged Unlawful Practice

| “A drug or device is misbranded if its labeling

| is false or misleading in any particular.” AS
| 17.20.090(1).

| <A drug or device is misbranded if a word,

| statement, or other information required by or
| under authority of this chapter to appear on the
| label is not prominently placed ....” AS

| 17.20.090(3).

%

Corresponding FDA Regulation

“A drug or device shall be deemed to be ;
misbranded if its labeling is false or misleading
in any particular.” 21 U.S.C. § 352(a) (2007);
see also 21 C.F.R. § 201.6 (2007).

“A drug or device shall be deemed to be
misbranded if any word, statement, or other
information required by or under authority of
this Act to appear on the label or labeling is not
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
labeling bears adequate directions for use.” AS
| 17.20.090(6)(A).

“A drug or device shall be deemed to be
misbranded unless its labeling bears adequate
directions for use.” 21 U.S.C. § 352(f)(1)
(2007); see also 21 C.F.R. 201.5(a)-(g)(2007).

[ “A drug or device is misbranded unless its
labeling bears adequate warnings against use in
those pathological conditions or by children

| where its use may be dangerous to health ....”

| AS 17.20.090(6)(B).

\

“A drug or device shall be deemed to be
misbranded unless its labeling bears such
adequate warnings against use in those
pathological conditions or by children where
its use may be dangerous to health ....” 21
U.S.C. § 352(f)(2) (2007).

| “A drug or device is misbranded if it purports
to be a drug of which is recognized in an

‘ official compendium, unless it is packaged and
labeled as prescribed in the compendium ....”

AS 17.20.090(7).

“A drug or device shall be deemed to be
misbranded if it purports to be a drug the name
of which is recognized in an official
compendium, unless it is packaged and labeled
as prescribed therein...” 21 U.S.C. § 352(g)
(2007).

|

!

‘\ “A drug or device is misbranded if it has been

l’ found by the commissioner to be a drug liable
to deterioration, unless it is packaged in the
form and manner and its label bears a

| statement of precautions the department by

| regulation requires as necessary for the
protection of public health ....” AS
17.20.090(8).

“A drug or device shall be deemed to be
misbranded if it has been found by the
Secretary to be a drug liable to deterioration,
unless it is packaged in such form and manner,
and its label bears a statement of such
precautions.” 21 U.S.C. § 352(h) (2007).




Alleged Unlawful Practice

[ <A drug or device is misbranded if it is a drug
and its container is made, formed, or filled so
as to be misleading or if it is an imitation of
another drug; or it is offered for sale under the

| name of another drug.” AS 17.20.090(9).

[ “A drug or device is misbranded if it is

i dangerous to health when used in the dosage,
or with the frequency or duration prescribed,

| recommended, or suggested in its labeling.”
AS 17.20.090(10).

fla S e
“An advertisement of a food, drug, device, or
cosmetic is false if it is false or misleading in

| any particular.” AS 17.20.160.

Corresponding FDA Regulation

\ “A drug or device shall be deemed to l_1c i
misbranded if it is a drug and its container is so
made, formed, or filled as to be misleading, or
(2)ifitisan imitation of another dn}g: orifit

| is offered for sale under the name of another

l drug.” 21 US.C. § 352(i) (2007).

[ <A drug or device shall be deemed to be

| misbranded if it is dangerous to health when

| used in the dosage, or manner or with the
frequency or duration prescribed,
recommended, or suggested in the labeling

‘ thereof.” 21 U.S.C. § 352(j) (2007).

I
“An advertisement for a prescription drug is
false, lacking in fair balance, or otherwise

| misleading, or otherwise violative of section
l 502(n) of the act, among other reasons, if it:
‘ contains a representation or suggestion, not

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. § 202.1(e)(6)(i) (2007); see also 21
C.F.R. § 202.1(e)(6)(ii)~(xx) (2007); 21 C.F.R.
§ 202.1(e)(7)(1)-(xiii) (2007).

| “A drug or device is misbranded if it is a drug

| or device sold at retail and its label as

| originally packed bears a statement that it is to

| be dispensed or sold only by or on the
prescription of a physician, dentist, or

| veterinarian, unless it is sold on a written

‘ prescription signed by a member of the
medical, dental, or veterinary profession

| licensed by law to administer the drug or
device, and its label as dispensed bears the
name and place of business of the seller, the
serial number and date of the prescription, and
the name of the member of the medical, dental,

l or veterinary profession, and the prescription

| shall not be refilled except on the written

| authorization of the prescribing physician,

@151, or veterinarian.” AS 17.20.090(1 ‘l)(B)4

x approved or permitted for use in the labeling,
|
|

“A pharmacist may dispense directly a

controlled substance listed in Schedule II,

which is a prescription drug as determined
under the Federal Food, Drug, and Cosmetic
Act, only pursuant to a written prescription
signed by the practitioner ....” 21 C.F.R.
§ 1306.11(a) (2007); “The drug label bears:
[t]he statement ‘RX Only.”” 21 C.F.R.
?_01 .100(b)(1) (2007); “All labeling described
in paragraph (d) of this section bears
conspicuously the name and place of business
ofth_e manufacturer, packer, or distributor, as
required for the label of the drug under
§201.1.” 21 C.F.R. § 201.100(e) (2007); see
also 21 US.C. § 353(b)(2) (2007).
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Association's Praciice Guideline for the Treatment of Pa
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opinions of the experts and do not necessarily re
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ogic Treatment of Psychotic Disorders

us Survey were identified from several sources: recent research publi-
isers for ps}c‘honc disorders, the Task Force for the Amencan Psychiatrc
tients with Schizophrenia, those who have worked on other schiz-
s Expent Consensus Surveys on psychotic disorders. Of the 50 experts 10
7 (94%) replied. The recommendations in the guidelines reflect the aggregate
flect the opinion of each individual on each quesuon
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Introduction: Methods, Co
M.D., Stefan Leucht, M.D., Daniel Carpenter, Ph.D., John P. Docherty, M.D.

John M. Kane,

ABSTRACT

Objectives. A growing number of atypical antipsychotics are
available for clinicians to choose from in the treatment of psy-
chotic disorders. However, a number of important questions
concerning medication selection, dosing and dose equivalence,
and the t of inad response, compliance prob-
Jems, and relapse have not been adequately addressed by clini-
cal trials. To aid clinical decision-making, a consensus survey of
e pharmacologic treatment of psychotic dis-
ken to address questions not definitively

expert opinion on th
orders was undertal
answered in the research literature.

Method. Based on 2 literature review, a writlen survey was
developed with 60 questions and 994 options. Approximately
half of the options were scored using 3 modified version of the
RAND 9-point scale for rating the appropriateness of medical
decisions. For the other options, the experts were asked to write
in answers (e.g., average doses) or check a box to indicate their
preferred answer. The survey was sent to 50 national experts on
the pharmacologic {reatment of psychotic disorders, 47 (94%) of
whom completed it In analyzing the responses to items rated on
the 9-point scale, consensus on each option was defined as a non-

Optimizing Pharmal&ogic Treatment of Psychotic Disorders

mmentary, and Summary

considered after failure to respond to two atypical antipsy-
chotics. Clozapine was also the antipsychotic of choice for
patients with suicidal behavior. When switching oral antipsy-
chotics, the experis considered cross-titration the preferred
strategy. When switching to an injectable antipsychotic, the
experts stressed the importance of continuing the oral antipsy-
chotic until therapeutic levels of the injectable agent are
achieved.

The experis considered psychosocial interventions the first
choice strategy for partially compliant patients, with pharma-
cologic interventions the first choice for patients with clear evi-
dence of noncompliance. However, because it can be difficult to

istinguish partially liant from liant patients, the
editors ded bining p: ial and pharmaco-
logic interventions to improve compliance whenever possible.
When patients relapse because of compliance problems or if
there is any doubt about i the experts ded
the use of @ long-acting injectable antipsychotic and would
select an injectable atypical when this option becomes available.
The experts would also consider using an injectable atypical
antipsychotic (when available) in many clinical situations that
do not involve compliance problems.

The experts stressed the importance of monitoring for health

random distribution of scores by chi-square “gs (.Gt
est. We assigned a categorical rank (first line/preferred choice,
<econd line/alternate choice, third line/usually inappropriate) to
each option based on the 95% confidence interval around the
mean rating. Guideline tables indicating preferred treatment
strategies were then developed for key clinical situations.

Results. The expert panel reached consensus on 88% of the
options rated on the 9-point scale. The experts overwhelmingly
endorsed the atypical antipsychotics for the treatment of psy-
chotic disorders. Risperidone was the top choice for first-episode
and multi-cpisode patients, with the other newer atypicals rated
first line or high second line depending on the clinical situation.
Clozapine and a long-acting injectable stypical (when available)
were other high second line options for multi-episode patients.
The experts’ dosing recommendations agreed closely with the
package inserts for the drugs, and their estimates of dose equiv-
alence among the antipsychotics followed a linear pattern.

The experts considered 36 weeks an adequate antipsychotic
trial, but would wait a little Jonger (4-10 weeks) before making
2 major change in treatment regimen if there is a partial
response, The experts recommended trying to improve response
by increasing the dose of atypical and depot antipsychotics
before switching fo a different agent; there was Jess agreement
about the dose of s before
switching, probably because of concern about side effects at
higher doses. If it is decided to swilch because of inadequate
response, risperidone was the experts’ first choice to switch to,
Do matter what drug was initially tried. Although there was
some disparity in the experts’

probl pecially obesity, diabetes, cardiovascular prob-
lems, HIV risk iors, medical i of
abuse, heavy smoking and its effects, hypertension, and amen-
orrhea—in patients being treated with antipsychotics.

Although many patients are prescribed adjunctive treat-
ments, multiple antipsychotics, and combinations of different
classes of drugs (e.g., antipsychotics plus mood stabilizers or
antidepressants) in an effort to enhance response, the experts
gave little support to any of these strategies, with the exception
of antidepressants for patients with dysphoria/depression, anti-
depressants or ECT for patients with suicidal behavior, and
mood stabilizers for patients with aggression/violence.

When asked about indicators of remission and recovery, the
experts idered acute imp! in psychotic
the most important indicator of remission, whereas they con-
sidered more sustained improvement in multiple outcome
:l_nmli_n! (eg. na i functi peer rela-
ionships, independent living) important in assessing recovery.

Conclusions. The experts reached a high level of consensus on
many of the key treatment questions in the survey. Within the
limits of expert opinion and with the expectation that future
research data will take precedence, these guidelines provide
direction for addressing common clinical dilemmas that arise in
the pharmacologic treatment of psychotic disorders. They can
be usgl to inform clinicians and educate patients regarding the
rdnuvf: merits of a variety of interventions. Clinicians s)lgonld
_keep in mind that no guidelines can address the complexiti
involved in the care of each individual patient and l:‘nvl soll:‘l

how m‘lny agents to try before switching (o clozapine, the
experts’ responses suggest that switching to clozapine should be

J Clin Psychiatry 2003;64 (suppl 12)

dlinical judgment based on clinical experi
applying these recommendations. 37 Serendin

(J Clin Psychiatry 2003;64[suppl 12]:1-100)
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Expert Consensus Guideline Set o 9

WHY ARE NEW GUIDELINES ON THE USE OF The Rating Scale

ANTIPSYCHOTICS NEEDED? For approximately halfl the options in the survey, we asked
raters to evaluate appropriatencss using 2 9-point scale slightly
modified from a format developed by the RAND Corporation for
widespread use for several years. it is important 10 provide guide- ascenaining EXpert CONSENSUS. '* For the other questions, we ask\:d
lines reflecting this expencnce. In addition, despite considerable respondents to Wrile in answers (¢.g., target dose of a drug). We
activity in clinical rials, clinicians continue to struggle with a asked the expents o draw on their knowledge of the research lit-
numbc’: of very important practical issues conceming the treat- erature (we did not pIOV!d: alur..muv: review) and their best c‘lm-
ment of psychotic disorders that are not adequately addressed by ical judgment in making their rz‘ungs. but not to consider
clinical trial data. We were interesied in determining how the financial cost. We presented the rating scale to the experts with
atypical antipsychotics are perceived by experts in the field with the anchors shown in figure 1. Figure 2 shows an excerpt from
regard to questions such as drug choice, use in different clinical Survey Question 26 as an example of our question format.
situations, dose equivalencies, duration of adequate trials, and
preferences for switching. We were also very interested in the best
strategics for managing poor of partial response 1o treatment. We
therefore asked the experts about the number of trials of different
types of agenis that they would recommend before going to cloza- Inappropriate
pine and the role of adenc1|‘-: phannacplogu u:avn;nl sq’awg!:s = E 1y approp this is your of
in enhancing response in @ number cfdlﬂ'cr:nf domains. S:ng the choice
first long-acting formulation of 2 newer atypical antipsychotic is
expected to be marketed in the near future, we wanted to deter-
mine what role the experts believe this new formulation will play
in the treatment of patients with psychotic disorders. We also Equivocal: a second line treatment you would
asked what role psychosocial interventions play in improving imes use (e.g., pati ily p orif
compliance and promoting betier functional outcomes. Finally, first line treatment is ineffective, unavailable, or
given increasing cxpectations for treatment outcomes, we were unsuitable)
particularly interested in how experts in the field concepualize Usually inappropriate: a treatment you would
and evaluate remission and recovery in their patients. rarely use

Now that the new generaton of antipsychotics has been in

Figure 1. The Rating Scale

Extremely 123 456 789  Exuemely
_—
Appropriate

Usually appropriate: a first line treatment you
would often use

Extremely inappropriate: a treatment you would
never use

METHOD OF DEVELOPING
EXPERT CONSENSUS GUIDELINES

The contribution of expert consensus (o practice guidcline ~ Composition of the Expert Panel
development continucs to evolve throughout medicine, alongside We identified 50 leading American experts in the treatment of
the "gold standard” of meta-analysis of clinical trials and other schizophrenia. The expens were identified from several sources:
experimental data. The sheer number of possible combinations recent research publications and funded grants, the DSM-I\}
:nddi,;q::l?c: u;'::?::blc Utmm‘m for many dlsc.ascs r:;k:; adv!s?rs for ps_yct!o(ic disorfier?, the Task I-?orc.e for the

: 0 | d P tio P s Practice Guideline for the
;“?:g. on clmlca.l u?al da?. A method for describing expert Treatment of Patients With Schizophrenia," those who worked
g:p; - ina jumlxl:uv:. el xibl‘e manhn: (‘: ::lp fill sorm:o;:;: ::d 1}: a:i.:;lc:; ':):xr:co:es Re;ean:h Team (PORT guidelines),"
method has been applied to 2 varicty of psychiatric disorders.**  chotic disul:ders.“ &/cv;::'id:dpc:é?)gs;:snfr::::s$;z;
mpt?n:d taking 2 or more hours to complete the survey. 'l:his
project was supported by an unrestricted grant from Janssen
thnacm.mm. L.P. However, the experts were kept blind to the
sponsorship for this project while they completed the survey to
reduce the chance of possible bias.

We received responses from 47 of the 50 experts (94%) to
whom the survey was seat. All of the respondents held an MD
degree and | also held an MPH and 1 a PharmD degree. Of the
respondents, 6 (13%) were female and 41 (87%) male. Their
mean age was 52 years, with 2 mean of 24 years mpracucc or
;e}s;mﬂl:;:o% reported spending at least half their work time and

% 2 a quarter of their work time sceing patients. The
majority of the expents worked in an academic clinical or

Creating the Surveys

‘We first created a skeleton algorithm based on a literature
n:vf:w. We sought to identify key decision points in the use of
antipsychotics to treat psychotic disorders as well as a list of fea-
sible options for intervention. We highlighted impontant clinical
questions that had not yet been adequately addressed or defini-
tively answered in the literature."* A written questionnaire was
d:vc}opfd with 60 guestions and 994 options. We asked about
!nedmnon selection, dosing, and dose equivalence, compliance
issues, the most appropriate way to use long-acting atypical
antipsychotics when they become available, and how best to
define the concepts of remission and recovery in schizophrenia.

J Clin Psychiatry 2003;64 (suppl 12)
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| Figure 2 Sample Survey Question

1126 Rate the appropriatencss of each of the following types

| of antipsychouc medications for a paticnt with suicidal
behavior. Give your highest ratngs to the medications
you consider most appropriate for this problem.

Oral formulations

123 456

123 456

123 456

456

456

456

456

456

456

1) Aripiprazole
2) Clozapine
3) Olanzapine

[

4) Quetiapine
5) Risperidone
6) Ziprasidone

7) High-potency conv entional

8) Mid-potency conventional

DWW W W W

9) Low-potency conventional
Injectable formulations
456
456

10)Long-acting injectable atypical 123
11)Long-acting depot conventional 123

research setting, while 19% were in private practice and 17% in
the public sector. Of the 47 respondents, 98% had participated in
2 research project involving antipsychotics during the past 5
years, 87% had held a federal (NIMH or NIH) research grant as
2 principal investigator, and 96% had been principal investigator
for an industry-sponsored grant. Respondents had received
grants, speaking fees, and funding for studics from a wide vari-
ety of sources. The pharmaceutical companics from whom at
Jeast 30% of respondents reported receiving support included Eli
Lilly (83% of respondents), Janssen (77%), Pfizer (72%),
Bristol-Myers Squibb (57%), AstraZeneca (57%), Abbott (30%),
and Novartis (32%).

Data Analysis for Options Scored on the Rating Scale

For each option, we first defined the preseace or absence of
consensus as a distribution unlikely to occur by chance by per-
forming 2 x°* test (p < 0.05) of the distribution of scores across
the 3 ranges of appropriatencss (1-3, 4-6, 7-9). Next we calcu-
lated the mean and 95% interval (C.1). A i
rating of first, second, or third line was designated based on the
Jowest category in which the C.1. fell, with boundaries of 6.5 or
greater for first line, and 3.5 up 10 6.5 for second line. Within first
line, we designated an item as “reatment of choice™ if at least
50% of the experts rated it as 9.

Data Analysis for Write-In Options

For many questions conceming dosing, we asked respondents
to write in their answers. This kind of question typically pro-
duces 2 number of extreme outlier responses. In analyzing the
rmllu of this type of question in this survey, we subjected these
write-in responses to 2 Winsorizing(1) process,” which involved

J Clin Psychiatry 2003;64 (suppl 12)
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replacing the highest and lowest responses 10 & given question
with the next highest and next lowest responses. respectively
Practically speaking. Winsorizing has an impact o0 & distribunon
only if there is a single exureme outlier in either direction from
lhe’mcnn: in such situations. that extreme value is replaced with
the next most extreme value Our rationale for using this process
was that a single extreme outlier might have interpreted the ques-
tion differently than his or her peers—but that two extreme out-
liers would be less likely to have done so. Using the Winsorized
data, means and standard deviations were calculated for each
dosing question. The aggregate dosing values given in the guide-
lines are based on those means and standard deviations adjusted
based on available pill strengths to the nearest available dosage
for each drug.

Displaying the Survey Results

The results of the section of Question 26 asking about choice
of antipsychotics for a patient with suicidal behavior (figure 2)
are presented graphically in figure 3. The C.Ls for cach treatment
option are shown as horizontal bars and the numerical values are
given in the table on the right.

The Ratings
Il Treatment of choice

Bl Fisst line
Bl Sccond line
Third line
:] No consensus

First line treatments are those strategies that came out on (op
when the experts’ responses to the survey were statistically
aggregated. These are options that the panel feels are usually
appropriate as initial treatment for a given situation, Treatment of
choice, when it appears, is an cspecially strong first line recom-
mendation (having been rated as “9” by at least half the experts).
In choosing between several first line recommendations, or
deciding whether 10 usc a first line treatment at all, clinicians
should consider the overall clinical sitvation, including the
patient’s prior response to treatment, side effects, general med-
ical problems, and patient preferences.

Second line treatments arc reasonable choices for patients
who cannot tolerate or do not respond to the first line choices. A
second line choice might also be used for initial treatment if the
first line options are deemed unsuitable for a particular patient
(c.g.. because of poor previous response, inconvenient dosing
regimen, particularly annoying side effects, general medical con-
traindication, potential drug interaction, or if the experts do not
agrec ona first line treatment). For some questions, second line
ratings dominated, especially when the experts did not reach an:
consensus on first line options. In such cases, to diﬂ'a:nlinli
irfwng the alternatives, we label those items whose C.L.s overl:
with the first line category as *“high second line.” i
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Figure 3. Graphic Results of Survey Que:

26

appropriate

Complicating problems.
with a psychotic disorder

Third Line

Oral clozapine |
Oral risperidone
Oral olanzapine |

Oral ziprasidone

Oral aripiprazole |
Oral quetiapine i
Long-acting injectable atypical |
Long-acting depot conventional injectable |
Oral mid-potency conventional
Oral high-potency conventional

|
l
|

Oral low-potency conventional

<tion 26 (Section on Suicidal Behavior)

Rate the appropriateness of each of the f
who has suicidal behavior. Give your

95% CONFIDENCE INTERVALS

| | |
Suicidal behavior | 1 e N—

ollowing types of antipsychotic medications for a patient
highest ratings to the medications you consider most

Trof Ist 2nd 3rd

SecondLine  FirstLine Avg(SD) Chc Line Line Line

0

6 3% 0
6 33 4
51 8
35 3
4

41

6.8(0.9)
6.1(1.2)
6.2(1.6)
6.1(1.2)
6.0(1.4)
5.8(1.8)
4.6(1.8)
4.0(1.8)
39(1.9)
3.8(1.8)

41

62

51
13
3
el
51
45

1

2
3
o
o
3
0
0
0
0
%

%

Third line treatments are usually inappropriate or used only
when preferred alternatives have not been effective.

No consensus. For cach item in the survey, we used a x* test
10 determine whether the experts’ responses were randomly dis-
tributed across the 3 categories, which suggests a lack of con-
sensus. These items are indicated by an unshaded bar in the
survey results.

Statistical differences between treatments. While we did not
perform tests of significance for most treatments, the reader can
readily sec whether C.Ls overlap (roughly indicating no signifi-
cant difference between options by r-test). The wider the gap
between C.Ls, the smaller the P value would be (i.c., the more
significant the difference). In some questions there are striking
and important differences within levels, which we occasionally
point out. Often, however, differences within levels are not sig-
nificant from a statistical perspective. Also, there are sometimes
no statistical differences between choices at the bottom of first
linc and those at the top of second line.

From Survey Results to Guidelines

After the survey results were analyzed and ratings assigned,
the next step was to tum these recommendations into user-
friendly guidelines. We generally present three levels of recom-
mendations: first line, high second line (options for which the
confidence interval bar crosses or touches the boundary with first
linc), and other second line. For some guidelines, we present just
preferred (first line) options and also consider (second line)
options. Whenever the guideline lists more than one option in a
rating level, we list the options in the order of their mean scores.

As an example, the full results of the question presented above
are shown on pages 7576 and are used in Guideline 10A. For a
patient with suicidal behavior, clozapine was rated the treatment
of choice. High second line options were oral risperidone, olan-
zapine, and ziprasidone.

Degree of Consensus

Of the 474 options rated on the 9-point scale, consensus was
reached on 418 options (88%) as defined by the X’ test. When
there was no first line recommendation, we chose the highest-
rated second line option as the “preferred” treatment and indi-
cated this in the guideline.

RESULTS AND COMMENTARY

In the following sections, we summarize the key recommen-
dations from the guidelines and consider how the experts’ rec-
ommendations relate to the available research literature. The
complete set of data from the survey is presented on pages
52-94. The guidelines derived from the data are presented on
pages 21-51.

Initial Medication Selection

Ani i wide range of medi is available for the
tr:a.lmcm of schizophrenia. While the growing number of
options increases the chances of a positive treatment outcome for
patients, clinicians are faced with ever more complex choices in
trying to select the best medication for each specific patient.
R dati in current (b state that, with the
all available have similar
efficacy when given at optimum doses.® However, at least con-

exception of cl
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cerning the traditional conventional antipsychotics, this state-
ot may have becn biased by the use of small studies without
enough power to detect modest to moderate differences in treat-
ts. Furthermore, there are important differences in

nxn

ment effe
side-effect profiles that may influence treatment choices

We asked the experts to rate the appropiatencss of all of the
currently available antipsychotic medications for first-episode
pan:nu‘ind for patients who had had multiple previous episodes
of psychosis, dep ding on their p ymp logy.
Note that in this survey we asked only about oral and long-act-
ing injectable formulations of antipsychotics. In the discussion
of the results that follows, unless otherwise specified, all med-
ications mentioned refer to the oral formulations.

For a first-episode patient with predominantly positive symp-
toms, the experts considered risperidone to be the treatment of
choice. Other recommended medications for this clinical situa-
tion were aripiprazol prasid and quetiap
(although the first two werc rated first line and the second two
high second linc, these four options clustered together and all
were rated first line by approximately two thirds of the experts).

Optimizing Pharm:u. Treatment of Psychotic Disorders

a long-acting atypical antipsychotic, and clozapine. All these
options tended to cluster together. with only small differences in
their confidence intervals. A long-acting depot conventional
antipsychotic was a lower rated second line option.

For a multi-episode patient with both prominent positive and
negative symptoms, the experts preferred risperidone. followed
by anpiprazole. Other first linc options were ziprasidone and
olanzapine. High second line choices were a long-acting atypical
antipsychotic, quetiapine. and clozapine. Again, ratings for most
of these options tended to cluster together with only small dif-
ferences in their confidence intervals. Other lower rated second
line options were a long-acting depot conventional antipsychotic
and an oral high-potency conventional.

The experts were clearly more willing to consider using cloza-
pine or a long-acting injectable antipsychotic in a patient with a
history of previous psychotic episodes. The experts did not rec-
ommend the use of mid- or low-potency conventional antipsy-
chotics and gave only very limited support to the use of oral
high-potency conventionals.

Adequate Dose of Antipsychotics

For a first-episode patient with p ly negative
symptoms, the experts recommended one of the newer oral atyp-
ical antipsych Risp and aripiprazole received first
line ratings, and the other three were rated high second line;
however, all of the options clustered together with only small dif-
ferences in their confidence intervals.

The experts' dosing recommendations generally agree closely
with recommended doses given in the package labeling. For
pinc and ine, their for highest
acute dose were somewhat higher than the highest doses for
which safety data from clinical trials are available (20 mg of

For a first-episode patient with both pro positive and
negative symptoms, the experts preferred risperidone. Other rec-
ommended medications for this clinical situation arc aripipra-
zole, ziprasi ine, and i (again these four
options clustered together with only small differences in their
confidence intcrvals).

AU the time of the survey, a long-acting injectable atypical
antipsychotic was not available in the United States, although it
was available in several other countries. We therefore asked the
experts to tell us how they would use such a formulation if it were
available. As 2 group, the experts varied in their ratings of usin;
a long-acting injectable atypical antip for a fi isode

and 800 mg of quetiapine). The panel would gener-
ally use higher doses for a patient who had had multiple episodes
of psy is than for a first-cpisode patient. The ded
dose ranges for maintenance treatment were also slightly lower
than for acute treatment.

Use of Therapeutic Drug Monitoring

We asked the experts for which antipsychotics plasma level
assays were available to them and whether and how they used
such levels to adjust dosing. Over 50% of the experts reported
that plasma levels were available to them only for clozapine,

P
patient to such an extent that there was no consensus on this item

(with approximately 2 quarter of the experts rating it first line and
approximately a third of the experts giving it third linc ratings).
The experts did not recommend the use of cither oral or depot
i ipsychotics for 2 first-cpisode patient (conven-

tional antipsychotics received third line ratings in every case).
For a multi-episode patient with predominantly positive
symploms, the experts considered risperidone treatment of
choice. Other recommended first line medications for this clini-
a.d smunon were aripiprazole, ziprasidone, olanzapine, and que-
tiapine and a long-acting atypical antipsychotic. Clozapine was
rated high second line. Other lower rated second line options
were a long-acting conventional antipsychotic (depot) and an

oral high-potency conventional.

For 2 mgh'-c;imde patient with predominantly negative
» h de ipi and 2j i were rated
first line; high second line choices were olanzapine, quetiapine,

J Clin Psychiatry 2003;64 (suppl 12)

P and halop d: Clozapine was the agent
for which the experts considered plasma levels most clinically
useful. Over half of the expens use plasma levels of clozapine
and haloperidol to monitor i 88% use clozapine lev-
¢ls 1o adjust dose, primarily if there has been an inadequate
response or side effects are a problem; 50% of the experts use
plasma levels of oral haloperidol and peridol d 0
adjust dose Jevels if the patient has an inadequate response or
problematic side effects.

Dose Equivalence

Dose equival of different anti i i
unt but tricky issue. For the convcmim:al lnlipsyc::(i:sn lc:';’gn
estimates can be derived from their different zfﬁni.u'es for
@pa@m receptors.” For the newer atypical antipsychotics, the
Issue is more complicated, because their effectiveness scems to
b'e related not only to dopamine but also to other receptors,
cially serotonin receptors. We therefore asked the exp;:il’:o'
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write in doses of coaventional and atypical antipsychotics that
they would consider equivalent to & range of haloperidol doses.
The poal was to obtain a better sense of the cquivalency betw “nA
the D]dtr conventional antipsychotics and the new generation of
atypical antipsychotics. We also asked the experts 1o write in
doses of conventional and atypical antipsychotics that they
would consider equivalent to 2 range of risperidone doscs. The
goal here was to obtain a better sense of the equivalency of
doses among the new generation of atypical antipsychotics. In
general, the experts” responses followed 2 very linear patiern,
indicating that it would probably be possible to use linear for-
mulas to calculate dose equivalency. It is interesting to note that,
in every case, the dose the expents considered equivalent to 30
mg of haloperidol is higher than the highest acute dose the
experts indicated they would usually use (se¢ Guideline 2). In
addition, the doses the experts considered equivalent to 10 mg
of risperidone were closest to those they considered equivalent
10 20 mg of baloperidol (as would be expected since they indi-
cated that they considered 10.5 mg of risperidone 1o be equiva-
lent to 20 mg of haloperidol).

Dose Adjustment

Data indicate that there is a relationship between certain patient
characteristics and necessary dose adjustments. For example,
smoking can reduce the plasma levels of some antipsychotic
drugs™ and therc is a constantly increasing literature on the
effects of genetic polymorphisms involving cytochrome P450
enzymes and the metabolism of psychotropic drugs.® It has also
been shown that elderly patients are more sensitive to the side
effects of antipsychotic drugs.™ However, the clinical relevance
of individual factors is not always clear. We therefore asked the
experts which factors they would consider in adjusting the acute
antipsychotic dose. The experts considered the use of concomi-
tant medications, the patient’s age, and the presence of hepatic
disease the most important factors to consider in adjusting the
acute antipsychotic dose. The priority given 1o the use of con-
comitant ications reflects our ing k ige of drug-
drug interactions and their potential consequences. Other
important factors to consider are the presence of cardiovascular or
renal discase, whether or not the patient smokes, and the patient’s
weight. There was no consensus about the importance of the
patient’s sex, with 30% of the expens saying they would nearly
always consider the patient’s sex in dose adjustment and 23%
saying they would rarely or never consider it. It is surprising that
many of the experts (45%) would only sometimes consider the
patient’s weight in adjusting the dose. This may reflect the fact
that clinicians tend not to pay adequate attention to the weight of
patients with schizophrenia and what impact it may have on blood
levels of psychotropic drugs following specific doses.

Dose Selection for Special Populations

Dose selection for children and adolescents. A majority of
v.hc' experts would not generally use the following medications in
children wi!h'a psychotic disorder who are 12 years of age or
younger: ipi clozapine, chl ine, fluph ine,

perphenazine, thioridazine, thiothixcne, trifluoperazine.
fluphenazine decanoate, and haloperidol decanoate. A majority
of the experts would not generally use the following medications
in an adolescent (13-18 years old) with a psychotic disorder:
chiorp . thioridazine, tnflu-
operazine. The doses recommended for pediatric patients were
generally much lower than those given for adult patients (see
E}uxdclinc 2), while the doses recommended for adolescents were
only somewhat lower than those recommended for adults. These
results underscore the need for more data on optimum dosing for
children and adolescents.

ine, per

Dose selection for elderly patients. The experts generally rec-
ommended using lower doses in elderly patients than in younger
adults. This probably reflects previous recommendations and
concerns about slower metabolism and greater sensitivity to
adverse effects in older patients.™ Older patients are also more
likely to have comorbid medical conditions and to be taking mul-
tiple medications, increasing the risk for adverse effects and
drug-drug interactions. The experts generally recommended
using much lower doses in elderly patients with dementia than in
those with a psychotic disorder. The majority of the experts
would not generally use the following medications in an elderly
patient with a psychotic disorder or with dementia: chlorpro-
mazine, idazine, thiothi ifl 70% would
also avoid haloperidol or fluphenazine decanoate in clderly
patients with dementia.

Tand R

to Treat:

Adequate treatment trial. The time-course of the antipsy-
chotic effect is poorly understood.” It has recently been shown
that, in general, antipsychotic drugs do not have a delayed onset
of action, but rather that their clinical effects begin to appear in
the first week of treatment.” Patients then continue to improve
over longer periods of time. We asked the experts about the
appropriate duration of an antipsychotic trial, If a patient is hay-
ing little o no response to the initial or to the second antipsy-
chotic that was prescribed, the experts recommended waiting a
minimum of 3 weeks and a maximum of 6 weeks before making
a major cl.nangc in treatment regimen. By a major change in treat-
ment regimen, we mean either a significant dose increase or
switching to a different agent. If the patient is showing a partial
mpgnse 1o treatment, the experts would extend the duration of
the trial somewhat to 4-10 weeks for the initial antipsychotic and
5-11 weeks for the second antipsychotic prescribed. Note that
the experts would wait longer if the patient is having a partial
response, especially in the second trial, Although the differences
in lhc recommendations were not dramatic, they are interesting
particularly given the lack of data from controlled trials addms:
ing these issues. It should also be noted that the results are simj-
lar to the recommendations given in the 1996 Expert Consensus

it

LT
,* which recom.

10

gic strategy.
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When to switch antipsychotics. For cach antipsychotic, we
asked the expents whether they would increase the dose or
switch to another agent if a multi-cpisode patient was having an
inadequate response 1o the average target dose of the medication
(see Guideline 2 for recommended target doses). Over 90% of
the experts would first increase the dose of clozapine and olan-
zapine before switching, going as high as 850 mg/day of cloza-
pine and 40 mg of olanzapine. Over 80% would increase the
dose of quetiapine and risperidone before switching, going as
high as 950 mg/day of quetiapine and 10 mg/day of risperidone.
Approximately 60% or more of the expents would also increase
the dose of aripiprazole, ziprasidone, and the decanoate formu-
lations of fluphenazine and haloperidol. The expens were
divided fairly evenly as to whether increasing the dose or
switching is the best strategy if a patient is having an inadequate
response to the recommended target dose of one of the conven-
tional oral antipsychotics, except for thioridazine, where 67%
would switch to another agent. The experts may be less willing

Optimizing Pharmévecogic Treatment of Psychotic Disorders

chotic does not require tapering before discontinuation. In switch-
ing 1o any of the oral atypicals except clozapine, the experts rec-
or;\m:nd:d using cross-titration (gradually tapering the dose of the
first antipsychotic while gradually increasing the dose of the sec-
ond) or overlap and taper (continuing the same dose of the first
antipsychotic while gradually increasing the second to a therapeu-
tic level and then tapering the first). Of the 1wo strategies, cross-
litration was rated first line by a higher percentage of the experts.
In switching to clozapine, the experts’ preferred strategy is cross-
titration, probably reflecting the need for relatively slow titration
of clozapine. They would also consider using overlap and taper in
switching to clozapine (high second line).

Even fewer evidence-based data are available to determine the
optimum method for switching to a long-acting injectable
antipsychotic; we therefore asked the experts about strategies for
this situation. In switching to a depot conventional antipsychotic,
the experts recommended either continuing the oral antipsy-
chotic at the same dose until therapeutic drug levels of the

injectable antip ic are achieved and then gradually tapering

10 increase the dose of the oral
because of concern about side effects, especially extrapyramidal
side effects (EPS) and tardive dyskinesia (TD), at higher doses

Switching antipsychotics: selecting the next agent and dose.
We asked the experts to indicate the first and second antipsy-
chotics they would try if there was an inadequate response to the
initial medication. Guideline 7B lists those agents that were writ-
ten in by 10% or more of the experts in response to Question 15.

the oral antipsychotic or else beginning to taper the oral antipsy-
chotic gradually after giving the first injection, with a larger per-
centage of the expents favoring the first strategy. Some experts
would consider discontinuing the oral antipsychotic immediately
once therapeutic levels of the injectable antipsychotic are
achieved. The experts recommendations for switching to a long-
acting atypical antipsychotic were similar, except that there was
stronger support for continuing the oral antipsychotic at the same

It should be noted that, after trials of two atypical 3
30% or more of the experts would switch to clozapine; this was

recommended as a first line strategy in this situation by 70% of
the expents in Question 18. The discrepancy between the
responses given in Questions 15 and 18 probably reflects differ-
ences in the way the question was posed as well as the lack of
cenainty in the field as to the most appropriate place for clozap-
inc in the treatment algorithm. The editors note that they would
endorse the response given in question 18, where il

dose until th ic drug levels of the injectable antipsychotic
are achieved and then gradually tapering the oral antipsychotic
compared with the other options. It should be noted the experts
definitely did not recommend stopping the oral antipsychotic
when the first long-acting injection is given, since this would
leave the patient without adequate antipsychotic coverage during
the switchover and potentially increase the risk of relapse,

three quarters of the experts recommended switching to clozap-
ine after inadequate response to two atypical antipsychotics. For
paticnts who had started with a conventional antipsychotic, the
experts were more likely to try two other atypical antipsychotics
before moving to clozapine.

The recommended target doses for the second and third
antipsychotics the experts would try were mostly consistent with
the acute target doses shown in Guideline 2, although there was
a tendency to consider using doses at the higher end of the range,
especially for the third medication tried.

Switching strategies. Some recent studies compared different
straegies for switching from one antipsychotic drug to another,®*
These studies did not usually show dramatic differences in out-
comes between different strategies. However, only 2 small number
of n_nu‘psycholic: have been examined and there might be prag-
malic reasons 10 prefer one strategy over another. We therefore
asked the experts what strategy they would use in switching to
cach of the oral atypical antipsychotics, assuming the first antipsy-

J Clin Psychiatry 2003;64 (suppl 12)

Strategies for enhancing a partial response. We asked the
cx;.xns about the appropriateness of a number of strategies to try
fo improve response in a patient who is having a partial but still
inadequate response (c.g., a patient with some persisting positive
syn;ploms). The experts gave only limited Support 10 any of the
options and rated many of them third line. This probably reflects
the lack of strong empirical data in the literature. For example,
although mood stabili; are freqe y used in bination
with antipsychotic drugs,” a recent meta-analysis found no ben-
efits of carbamazepine augmentation in patients with schizo-
phrenia™ Most of the trials in this field are underpowered, A
noteworthy exception is a recent trial of valproate augrn:ntar}on
that c‘lcz?rly showed a more rapid onset of action; however, the
superiority vanished over time» .

The experts considered adding a second oral atypical a low
second line treatment for those patients who failed to

deqy y to an oral i i r'espon_d
is striking given the wid p use of AT!“s
in the field. This practice, which continu i
portive data from clinical trials or gnidani?;ﬂ?;:‘;:{:;;ﬁ

n
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Jso increases the poteatial side-

adds to the cost of treatment. It al
suggest that those

effect burden for patients. since studies
patients who are taking multiple antipsychotics are generally
receiving @ higher dose equivalence than patients receiving only
one drug.™

Use of clozapine. Clozapine is indicated for treatment-refrac-
tory sch:zophmma." However, clinicians vary in how they define
wreatment-refractory illness and there are no universally accepted
criteria for treat in schizop We there-
fore asked the expens in what clinical situations they would be
most likely to consider & switch to clozapine. The experts con-
sidered 2 l‘nal of clozapine a strategy of choice for a patient who
has failed 10 respond to adequate trials of one Or more conven-
tional antipsychotics and Two atypical antipsychotics. They
would also consider it a straicgy of choice for a patient who had
failed to respond to trials of one or more conventionals and all of
the atypicals. However, 13% of the experts rated this option third
Jine, probably reflecting the fecling that there would be no
advantage in conducting trials of all of the other five atypicals
before considering clozapine. The expents also considered a trial
of clozapine 2 first line option for patients who have failed to
respond to trials of two or three atypicals or trials of one or more
conventionals and one atypical. Although some experts would
consider clozapine for patients who have not responded to two
conventionals or one atypical, there was much less support for
these options. When it is appropriate to swilch to clozapine
remains an area of controversy and there are few data to inform
clinical practice. We may in fact be doing our patients a disser-
vice by trying multiple drugs before going to clozapine (see dis-
cussion on swilching antipsychotics above).

Managing Relapse

Unfortunately, drug rescarch often stops after determining
whether an antipsychotic is efficacious in reducing positive
symptoms. Hardly any data are available concerning sequential
treatment steps, including strategies for managing relapse. Thus,
expert opinions are relevant here.

Relapse when taking an oral antipsychotic. When relapse
occurs in a patient whom the clinician believes to be i

recommendation was 10 switch 10 a long-acting injectable atypi-
cal if available, They would also consider a long-acung conven-
tional antipsychotic (high second line). If the clinician is unsure
of the level of compliance. the experts would also consider
adding a long-acting atypical 10 the oral antipsychouc.

Relapse on a long-acting injectable antipsychotic. 1f a patient
relapses when receiving a long-acting conventional antipsy-
chotic, the experts' first line recommendation was to switch 1o 2
Jong-acting injectable atypical antipsychotic. They would also
consider increasing the dose or the frequency of injections of the
long-acting conventional (high second line options).

If a patient relapses when receiving a long-acting injectable
atypical antipsychotic, the expents’ first line recommendation
was to increase the dose of the injectable antipsychotic. They
would also strongly consider adding the oral form of the
injectable antipsychotic to iry 1o boost response (very high sec-
ond line). The experts did not recommend switching to a con-
ventional depot antipsychotic (third line rating).

Dose Adjustment in Stable Patients

If the patient is being treated with an atypical antipsychotic or
with fluphenazine or haloperidol decanoate, the majority of the
experts would continue maintenance treatment with the same
dose that was effective acutely, although over 40% would lower
the dose of olanzapine or risperidone. A majority of the experts
said they would lower the dose of an oral conventional antipsy-
chotic for maintenance treatment; however, the percentages were
very close, with 40% or more of the experts recommending con-
tinuing the acute dose of the conventional antipsychotic. The
unceraintics shown in this area are consistent with a lack of
information conceming optimum doses for maintcnance treat-
ment with both i and atypical i

P!

Managing Complicating Problems g
Choosing antipsychotics for patients with tomyll‘ﬂ.llin-g- prob-

lems. There has been increasing interest in the efficacy of the dif-

ferent atypical antipsychotics for symptoms and problems that

are frequentl; iated with schi ia (e.g., cognitive dys-

function, depression, substance abuse) and often lead to signifi-

with medication based on all available evidence (e.g., family
report, plasma levels), the experts recommended (high second
line ratings) either switching to  different oral antipsychotic or
increasing the dose of the current medication. The only study the
editors are aware of is an inconclusive small pilot trial that did
not find a diff between i the dose of i
and maintaining the same dose in 32 relapsed patients.* Another
second line option the experts would consider is switching to a
long-acting injectable antipsychotic, This probably reflects con-
cems that the patient may not actually be compliant, since stud-
ies have found that clinicians are often incomrect in their
assessment of patients’ compliance.”

m the clinician is unsure of the level of compliance or
there is clear evidence of noncompliance, the experts® first line

12

cant p For the most part, the experts'
recommendations reflect findings in the literature. The experts
considered clozapine the treatment of choice for patients who
present with suicidal behavior. Clozapine was also the top choice
for aggression and violence. Other highly rated options for
aggression and violence were risperidone (rated first line), olan-
upin‘:. and a long-acting injectable atypical (both rated high sec-
ond line). These recommendations reflect studics that have found
f:loupine 10 be more effective than other ayailable antipsychotics
in reducing rates of suicide™ and moderating aggressive behav-
l?l.:' ';'hem is a new indication for clozapine for “reducing the
risk of recurrent suicidal behavior i i i i i

g s -: ior in patients with schizophrenia

There were no first line recommendations for the
lems we asked about—dysphoria/depression, :ognilivem:hrel;:

J Clin Psychiatry 2003;64 (suppl 12)

Exhibit A
Page 12 of 100

000459




and substance abuse—for which all of the oral atypical antipsy-
chotics as well as 3 Jong-acting injectable atypical received sec-
ond line ratings. The experts would also consider 2 Jong-acting
depot conventional for a patient with substance abuse problems.
The lack of first line consensus on these items probably reflects
the fact that, although an increasing number of swudies have
Jooked at the cffects of the atypical antipsychotics on mood."*!
cognition,” and substance use,” there are few empirical data
definitive enough to guide cliical practice. A good example arc
the studies on cognition by Kern et al.** and Green et al *1Inan
initial trial using high haloperidol doses (15 mg/day in the fixed
dose phase), these researchers found that risperidone Was SUpe-
rior on several domains of cognition, " but they could not confirm
this in a subsequent trial using relatively low haloperidol doses
(mean § mg/day).“ Itisintcresung that the experts would not rec-
ommend oral conventional antipsychotics for patients with any of
the problems we asked about, except aggression/violence, for
which conventional orals were second line options.

It is possible that these complicating problems may be caused
o exacesbated by noncompliance. Therefore, it is not surprising
that a long-acting atypical antipsychotic was a prominent alter-
naive, especially for aggression/violence and substance-abuse
problems.

Selecting adjunctive freatments for patients with complicat-
ing problems. When we asked about a number of adjunctive
medications that are commonly used in clinical practice 1o treat
a variety of complicating problems in patients with schizophre-
nia, the experts as & group had few strong recommendations,
probably refecting the lack of decisive empirical data in this
area. The only first line recommendation was a selective sero-
tonin reuptake inhibitor (SSRI) for dysphoria/depression. The
first line ratings given o the SSRIs probably reflect 2 concem to
choose an antidepressant associated with few side effects.
Venlafaxine was 2 very high second line for dysphoria/depres-
sion. The support given 10 the use of antidepressants probably
reflects studies suggesting that antidepressants may be helpful
for patients with comorbid depression, although the literature is
conflicting in this arca. For aggression and violence, valproate
and lithium received high second line ratings. For suicidal behay-
jor, the same two antidepressants recommended  for
dysphoria/depression received high second line ratings, with
ECT another high second line option. The question of how to
treat persisting negative symptoms has long been a difficult issue
in the field. Although there was no consensus on any of the
adjunctive treatments that were rated second line for negative
symptoms, it should be noted that approximately a quarter of the
cx_pcm or more rated the following options first line: a gluta-
minergic agent, an SSRI, another antipsychotic, or venlafaxine.

Obesity. There is increasing concern about long-term medical
pmb!e_ms in patients with schizophrenia, especially obesity and its
complications. It has been reported that over one-third of the
adults in the United States are obese.” Obesity is a threat to health
2nd longevity and has been associated with a number of diseases

J Clin Psychiatry 2003;64 (suppl 12)
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such as hypenension, type 11 diabetes, coronary heart disease, and
stroke. Moreover, obesity is @ common concomitant of schizo-
phrenia,* and individuals with schizophrenia appear 10 be at
increased risk for cenain obesity-related conditions such as Lype
1 diabetes and cardiovascular disease.® Many psychotropic med-
ications can contribure to weight gain® and clinicians face diffi-
cult clinical dilemmas when a patient with clinically significant
obesity (BM1 = 30) responds well toa medication that is likely t©
be contributing to the patient's weight problem. If a patient with
clinically significant obesity has responded to an antipsychotic
other than clozapine, the experts recommended a trial of a differ-
ent antipsychotic with less weight gain liability combined with
nutritional and exercise counseling if possible. They would also
consider (high second linc) continuing the same antipsychotic and
providing nutritional and exercise counseling to try (0 help the
patient lose weight. However, reflecting the fact that most patients
receiving clozapine have already failed to respond to other agents,
the experts would continue clozapine in this situation and try 10
address the weight problem with nutritional and exercise counsel-
ing. Although the experts gave 2 high second line rating to lower-
ing the dose of clozapine in this situation, clinical studies have
found that weight gain docs not appear o be a dose-related effect.
It is interesting that the experts gave second line ratings to the
addition of topiramate. Although there have been case reports of
weight loss with this agent in schizophrenia, there are no con-
trolled studies supporting this practice. The experts did not rec-
ommend the use of weight loss medications (orlistat, sibutramine)
or surgical treatment of obesity in this population.

Monitoring for comorbid conditions and risk factors. Many
patients with schizophrenia rely on their psychiatric care
provider for general medical care. With the improving outcomes
being achieved with the newer atypical antipsychotics, more
antention is being focused on short- and long-term health and
wellness in this population. We asked the experts which condi-
tions and risk factors they felt it was most important to monitor.
We also asked which ones it was feasible to monitor in a psychi-
atric treatment setting. The experts strongly felt that it was
important to monitor for all the conditions we asked about, with
obesity and diabetes considered the most important (rated 9 by
60% and 56% of the experts, respectively). Amenorrhea was
included among these iti because many antip i
can lead to an increase in prolactin levels and associated prob-
Tems.® The experts’ ratings of feasibility reflect the relative dif-
ficulty of the assessments involved (e.g., it is relatively simple to
monitor weight, blood pressure, and amenorrhea, but much
harder to evaluate osteoporosis).

»All.huugh we did not ask about obtaining lipid profiles, the
rdl(‘nrs note that clinicians should obtain lipid levels on a reéular
§a§|s, bt.'A:ause some antipsychotics are associated with hyper-
llpld‘lea. Al the Mount Sinai Conference on the Health
Mmulori,xg {:f Patients with Schizophrenia, held in 2002, 2 grou
°_‘ psychiatric and medical experts met to evaluate v.he‘exisn‘np
!nc‘nmre‘ and develop recommendations for improving the medg
jcal < - s . 2

monitoring of patients with schizophrenia who are managed
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in outpatient SCWINgS. A publicaton outlining the r:.:ommcnd:-
tions generated at this conference is in preparation ' The con-
f:r:n‘;: concluded that, as part of routine care, 8 lipid panel
should be obtained if a recent pancl is not available. Given that
individuals with schizophrenia, as 3 £TOUP, are considered to be
at high risk for coronary heart discase, lipid screening should be
carried out at least once every 5 years and more often when there
is evidence of lipid levels that approach those that would lead to
treatment.®! The conference also recommended that clinicians
should be aware of, and monitor regularly for, symptoms of
increased prolactin. If clinically indicated, prolactin should be
measured, and, if clevated. 2 work-up for the cause of the eleva-
tion should be initiated Consideration should also be given 0
switching 10 3 prolactin-spanng medication—if the symptoms
disappear and prolactin Jevels fall to normal, 20 endocrine work-
up cap then be avoided.” Recommendations on other complical-
ing conditions. such as cardiac problems (QTec prolongation and
myocarditis), cataracls, and EPS will also be included in the
Mount Sinai guideline when it is published.

Compliance (Adherence)

Noacompl is a frequent p in psy dis-
orders.” Studies have shown that continuous antipsychotic med-
jcation provides significantly better protection from psychotic
relapse than no antipsychotic maintenance therapy® or so-called
intermitient treatment.* Although it is clear that, below a certain
degree of compliance, patients arc at sisk to relapse, thresholds
have not been established. This is partly because the impact of
partial compliance is difficult to study: schizophrenic relapses

¢

{hey would also consider pill counts. obtaining blood fevels. and
using self-rating scales. They did not consider routine use of
urine tests appropriate

When to intervene for compliance problems. The experts
would usually intervenc if a patient is MIsSINg approximately
50% of prescribed medication (91% would usually intervene)
and were unanimous about the need to intervene if @ patient is
missing more than 80% of medication. The majority of the
experts (52%) would usually intervenc when a patient is missing
appvoxunalcly 20% of medication. There was less agreement
about whether to intervenc if a patient is only missing occasional
doses (13% would usually intervene., 39% would sometimes
intervene, and 48% would generally not intervene).

Strategies for addressing compliance problems. We asked the
experis sbout the appropriatencss of three different types of
strategies that have been used to address compliance problems:

o Pharmacologic interventions (€.g.. switching to a long-act-

ing medication)

© Psychosocial interventions (€.g.. patient cducation, compli-

ance thevapy [focused cognitive-behavioral therapy target-
ing compliance issues])

o Programmatic interventions (€.g., intensive case manage-

ment, assertive community treatment)

The experts gave first line ratings to all three types of inter-
ventions. The editors note that clinicians should gencrally employ

usually do not occur immediately after stopping medication but
rather after a delay of several weeks to months (or even years).*

Levels of compliance. We provided the expens with the fol-
lowing of i to usc as bel rks in
answering a series of questions about the assessment and man-
agement of compliance problems:

« Compliant: misses < 20% of medication

e Partially compliant: misses 20%—80% of medication

 Noncompliant: misses > 80% of medications

We also asked the experts to tell us how they would define Jev-
els of compliance. On average, the expert pancl would set 2
higher threshold for compliance, as shown below, and would
consider a patient who missed more than 65% of his or her med-
ication noncompliant:

o Compliant: misses < 25% of medication

 Partially compliant: misses 25%—65% of medication

© Noncompliant: misses > 65% of medications

3 Not surprisingly, the experts reported that their patients show
higher levels of compliance than are gencrally reported in the lit-
erature.

Aulem'.n( zn»myh'nnu. The experts considered asking the
carcgiver or patient first line strategies for assessing compliance;

14

a ination of strategies tailored to the specific needs of the
patient. The experts gave the highest ratings to psychosocial inter-
ventions for patients who are partially compliant, probably
reflecting findings that such interventions can improve compli-
ance levels. Psychopharmacologic interventions received the
highest ratings for noncompliant patients, probably reflecting the
fact that patients who are not taking their medication are at the
highest risk for relapse and it is especially important to try to get
the patient back on medication as quickly as possible.

Psychosocial interventions lo improve compliance. Among
psychosocial interventions for improving compliance, the
cxpf_m gave the highest ratings to patient/family education,

: ing, and pli therapy. Their ratings
agree wu.h research findings conceming the efficacy of these
strategies in improving compliance. Cochranc reviews*” and
other meta-analyses™ have found & reduction in relapse rates
associated with family interventions and psychoeducation
Compliance therapy is a new strategy for promoting medicaﬁol;
compliance that has shown positive cffects in one trial.”
Fmdings concerning the efficacy of group and i .

ndividual psy-

in imp g are 1|
n « qp as shown b;
the lower ratings given to these options. ¢

Prngmmrfla{'ic interventions lo improve compliance. Amon;
programmatic interventions, the experts recommended lssem'vi
community treatment (ACT), ensuring continuity of treatment

J Clin Psychiatry 2003;64 (suppl 12)
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ettings. and intensive case manage- how easy it is 10 tolerate receiving medication n this way
5. Studies have shown that the kind of assistance Although lack of patient autonomy 1S another po(cnual concem
gnificantly improve compli- that is sometimes mentioncd, patient surveys do not support this
as being a major factor. # Although the experts said that they con-

provider across treatment S
menl service:
provided by ACT programs can sl
ance levels.® Lack of continuity in care providers can lead 10
serious compliance problems, since p
on an ineffective of difficult-to-tolerate treatment regimen Of
may nol receive continuing medication coverage after discharge
} ment is considered to be effective by the uations in which diate discs of a long-acting
experts, the scientific data are conflicting A Cochrane review antipsychotic was 2 medical necessity. Even in neuroleptic
showed that, with this intervention, more people remain in con- malignant syndrome, there is no evidence that mortality rates are
tact with psychiatric services. but readmission rates increased o higher among patients receiving along-acting injectable antipsy-
The experts also considered supervised residential services, par- chotic than in those receiving an oral medication (assuming the
tial hospitalization, rehabilitation services, and involuntary out- condition is identified and appropriately treated).*

patient commitment useful options for improving compliance.

atients may be continued sidered inability to stop medication immediately should side
effects become a problem somewhat important as 2 potential dis-
advantage, the editors were hard pressed (o find examples of sit-

Although case managel

Factors favoring the use of long-acting injectables. In decid-
Pharmacologic strategies for addressing compliance prob- ing whether 10 use a long-acting injectable antipsychotic, 96% of
lems. The experts strongly agreed that the first line pharmaco- the expents considered the availability of an atypical antipsy-
logic strategy for addressing compliance problems is to switch chotic in such a formulation very imporant. This doubtless
the patient to a long-acting injectable atypical antipsychotic once reflects concems about the side effects associated with the con-
this option is available (first line for partially compliant patients ventional depot antipsychotics. Other factors that the experts
and treatment of choice for noncompliant patients). High second considered very important in deciding o use 2 long-acting
line options were 1o swilch to a long-acting depot conventional injectable are good patient acceptance of the injection, evidence
or 2dd 2 long-acting injectable atypical. Although the advantages that the rate of relapses and side effects will be lower than with
of long-acting injectable medication—assured compliance and oral cquivalents, better quality of life for patients, and ease of
diate awar of pli obvious, they are administration.
difficult to prove in randomized, double-blind trials. This is
partly because patients who are willing to participate in such tri- Indications for switching 1o a long-acting injectable atypical
als may per se be :omphzfu * Despite I(his. meta-analyses that antipsychotic. We asked the experts about the appropriateness of
e e e s T ki
bl +-2on wag.ma"c m‘,‘]; ey ::: olved is old an able, in 4 variety of clxn,cal situations. The experts considered a
patients ar: random- long-acting atypical antipsychotic the treatment of choice for a
ized to depot or oral medication and then followed in an open patient who is taking an oral atypical and requests the long-acting
fashion are ncz.dcd o !un}!ex cxamim this issue. An?m:t high formulation, for a patient who relapses because of noncompliance
second line option for a patient who is partially compliant was to with an oral atypical antipsychotic, and for a patient who is expe-
;0[::‘“:“‘,:: s‘an?e pl |' y nr;f intensify p: i riencing EPS on a depot conventional antipsychotic. The cxpcp:.s
nterventions to improve compliance. However, the ex| did i -acting inj i i W
not recommend this strategy for a patient who is PC:“ f: f‘ildmd . :OHE 35!—“‘8 Iﬂ)“ﬂ_blc a&y}::”ca: g;:::::n’h; ias:::::l
ically relapsin, i i i
Use of Long-Acting lnie:h.ble Antipsychotics insigyh( orpdcn?al0 "0?l:]:’nf:s‘:o;:'::";’::;{E:ﬂﬂ::lowl;h ]m“ o
:znz_ﬁg, T:ek:xpcns mnndmdbzehc greatest benefit of long- antipsychotic who is relapsing for reasons l.h:are ur:cI:xypl;ai
acting injecta P to be assured medication deliv-  for 2 patient with a hi i i A
eny. thcr important .idvnnlagcs are the ability to know in:e::::i::g“:h:lml‘?: ::5;1";3“5:"::‘:6 0: V}Olenl e
1mmed}nle\)‘ when a patient misses medication and the fact that acting injectable atypicals that g e ks
the patient continues to have some medication in his or her sys- tients with i £0cs well beyond trowment of
tem even after a missed dose. Additional advantages are the rianc indi 5 wrphufu Pr?blfms e T ol
il nsk e ekt s e | e a:;:to;; :,:f;;::::dtl:'mhlx)' Of all the situations we
and the ability to know that relapse, if it occurs, is not the result ally consider a I ing i 'w = cﬂfpens Workd noteent,
of compliance problems. 1 atypi e acHaE ‘myemblc ?ryp:ul are a patient taking
gn oral atypical or conventional who is stable and not experienc-
ing EPS or a patient who has been newly diagnosed with schiz
phr‘;ma and has had no previous antipsychotic treatment. o
antipsychotic. The mnjorhynn: s;:c:xm ;ﬂsm}wlable ary?icaj
sm‘lch if there is concern about TD in ap;atiexxn::o f\cﬁmml.y
encing EPS on a depot or oral conventional anti “‘um'
ipsychotic (96%

}.’ounn'al disadvantages. The experts considered lack of
paticat acceptance the most important potential disadvantage of
long-acting injectable antipsychotics. To some extent, this
response probably reflects an assumption that patients will not
accept the idea of continuing injections. However, once they try
2 long-acting medication, many paticnts are surprised 1o find

J Clin Psychiatry 2003;64 (suppl 12)
15

000462 Exhibit A
Page 15 of 100




Expert Consensus Luid

tively). Even if the patient 1s not expe-

and 73% first line, respec
s would consider switching

riencing EPS. many of the cxpert
from a depot or oral conventional if there 1s concern about TD
(49% and 38% first line, respectively). The editors were unsure
on what basis 8 clinician would decide that there was in fact no

or minimal nisk of TD.

Beginning injections while hospilalized. We asked the experts
about the appropriateness of beginning treatment with 3 long-act-
ing injectable atypical while the patient 15 hospitalized, given
sh.onc; lengths of hospital stays. This strategy was rated high sec-
ond line by the cxpert panel. in order to ensure continuing med-
jcation coverage when the patient 1S discharged and to facilitate
acceptance of an injectable medication in outpatient treatment.
The experts also noted that this strategy may be helpful because
patients are most vulnerable to relapse soon after discharge.

Motivating patients lo return for repeat injections. The
experts consider the influence of family/caregivers and physi-
cisn/treatment team 10 be most imporiant in motivating patients
to return for repeat injections.

Defining Remission and Recovery

With improving outcomes, research studies are now wying to
evaluate the cffectiveness of different antipsychotics not only in
producing remission of symptoms but in promoting long-term
recovery in patients with schizophrenia However, as yet there is
no general consensus on how best to define these terms. We
therefore esked the experts 1o rate the appropriateness of 2 num-
ber of factors as indicators of remission and recovery. There was
strong agreement that the level of positive symptoms is the sin-
gle most important indicator of remission. High second line indi-
cators were levels of cognitive/disorganized, negative, and
depressive symptoms, reflecting studies showing that these asso-
ciated symptoms contribute in a substantial way to the functional
disability associated with schizophrenia. ™ In defining recov-
ery, however, the experts gave almost equal weight to all of the
indicators we asked about, indicating that recovery is a concept
involving improvement in multiple domains.

Rank ordering of symptomatic indicators. When the experts
were asked to rank four key indicators of remission and recovery,
their responses agreed very closely with the responses described
above: 89% considered level of positive symptoms the most
important indicator of remission, followed by cognitive/disorga-
nized, negative, and depressive symptoms, all three of which
were ranked similarly. However, there was less agreement on the
‘most important indicator of recovery, with 41% considering level
of pgilivc symptoms most important, 33% giving the highest
ranking 10 level of cognitive/disorganized symptoms, and 28%
ranking level of negative symptoms as most important,

Rank ordering of functional outcomes. When asked to rank

three ﬁ{n{:ﬁunul outcomes as indicators of remission, the experts
were divided, with 45% considering independent living, 32%

16
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occupational/education functioning. and 20% peer relationships
the most important functional indicator of remission. This divi-
<ion among the panel may reflect the fact that one is unlikely 1©
see major changes in any of these arcas in the shorter ime frame
usually used to measure remission (sce Guideline 21). However,
when asked about the same functional outcomes as indicators of
recovery. the majority (64%) felt that occupauonaVcducannnnl
functioning was the most important functional outcome in recov-
ery, followed by peer relationships (rated most important by
20%) and independent living (rated most important by 18%)
When asked about the most appropriate way of defining func-
tional improvement in their patients, 86% of the experts consid-
ered relative rather than absolute change in the paticnt the most
appropriate indicator.

Severity and duration of symptoms as indicators of remission
and recovery. We asked the experts what levels of symptom
severity were most appropriate (o usc in defining remission and
recovery. Their ratings are summarized in the bar charts in
Guideline 21. The majority of the experts would consider a
patient in remission who had mild levels of positive, cogni-

ized, negative, and deps ymp! (62%,
69%, 62%, and 73% of the experts, respectively). However, a
third of the experts felt that no positive symptoms should be pre-
sent for a patient 1o be considered in remission.

When asked about indicators for recovery, the experts said that
they would look for greater reduction in positive symptoms, with
a majority (62%) saying that there should be no positive symp-
toms present for a patient to be considered in recovery. In terms
of negative symptoms, 62% of the pancl would consider a patient
in recovery who had mild negative symptoms while 33% would
look for no negative symptoms. The panel was more evenly split
as to whether a patient could have mild cognitive or depressive
symptoms and still be considered in recovery.

In terms of duration of symptoms, the experts said that the

pi in P ic indi should be maintai
for at least 3 months for a patient to be considered in remission
and for a year or more for a patient to be considered in recovery.
The expents said that sonal. indi

P! in

patio living, peer
relationships) needs to be maintained for somewhat longer,
15-17 months, for the patient to be considered in recovery.

SUMMARY OF KEY RECOMMENDATIONS

'n_m experts overwhelmingly endorsed the atypical antipsy-
chotics for the reatment of psychotic disorders. Risperidone was
their top choice for first-episode and multi-episode patients, with
the olh.ev newer atypicals rated first line or high second line
fie{p:ndmg on the clinical situation. Clozapine and a long-actin|
m)e»cuble atypical (when available) were other high second lini
opnons. for multi-episode patients. The expernts’ dosing recom-
mendations agreed closely with the package inserts for the drugs.
The experts recommended using much lower doses for pedinu'ié
patieats and somewhat lower doses for adolescent and elderly

J Clin Psychiatry 2003;64 (suppl 12)
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patients. They also stressed the imporiance of considering con-
comitant medications and the presence of comorbid medical con-
ditions (hepatic, renal, of cardiovascular disease) in selecting the
most appropriate dose The experts’ estimates of dose equiva-
Jence among the different antipsychotics followed a linear pat-
tern, SUggesting that lincar formulas could be used to calculate
dose equivalency. X

The expents considered 3-6 weeks an adequate antipsychotic
1rial, but would wait a little longer (4-10 weeks) before making
2 major change in treatment regimen if there is 2 partial response.
The experts recommended trying 1o improve response by
increasing the dose of stypical and depol antipsychotics before
swuch'mg. 10 a different agent; there was Jess agreement about
increasing the dose of conventional antipsychotics before switch-
ing, probably because of concen about side effects higher
doses. If it is decided 10 switch because of inadequate response,
risperidone was the experts’ first choice to switch 1o, no matier
what drug was initially tricd. Although there was some disparity
in the experts’ recommendations concerning how many agents 1o
try before switching 10 clozapine, the experts’ reSponses suggest
that switching to clozapine should be considered after failure to
respond 10 two atypical antipsychotics Clozapine was also the
antipsychotic of choice for patients with suicidal behavior. When
switching oral antipsychotics, the experts considered cross titra-
tion the preferred strategy. When switching to an injectable
antipsychotic, the expers stressed the importance of continuing
the oral antipsychotic until therapeutic levels of the injectable
agent arc achieved.

The expents considered psychosocial interventions the first
choice strategy for partially compliant patients, with pharmaco-
logic interventions the first choice for patients with clear evi-
dence of noncompliance. However, because it can be difficult to
distinguish partially compliant from noncompliant patients, the
editors rec ded bi psy | and ph
logic interventions to improve compliance whenever possible.
When patients relapse because of compliance problems or if
there is any doubt about compliance, the expents recommended
the use of a long-acting injectable antipsychotic and would select
an injectable atypical when this option becomes available. The
expents would also consider using an injectable atypical antipsy-
chotic (when available) in many clinical situations that do not
involve compliance problems.

The expents stressed the importance of monitoring for health
problems—especially obesity, diabetes, cardiovascular prob-
lems, HIV risk behaviors, medical complications of substance
abuse, heavy smoking and its effects, hypertension, and amenor-
rhea—in patients being treated with antipsychotics.

Although many patients arc p by fjuncti

Optimizing Pharmav'.,gnc Treatment of Psychotic Disorders

When asked about indicators of remission and recovery, the
experns considered acute improvement in psychouc sympioms
the most important indicator of remission, whereas they consid-
ered more sustained improvement in multiple outcome domains

1 h

{e.g., occup! peer
independent living) important in assessing recovery

LIMITATIONS AND ADVANTAGES OF
EXPERT CONSENSUS GUIDELINES

These guidelines can be viewed as an expert consultation, t©
be weighed in conjunction with other information and in the con-
text of each individual paticni-physician relationship. The rec-
ommendations do not replace clinical judgment, which must be
wailored to the particular needs of each patient and clinical situa-
tion. We describe groups of patients and make suggestions
intended to apply to the average patient in each group. However.
individual patients will differ greatly in their treatment prefer-
ences and capacities, history of response to previous treatments,
family history of treatment response, and tolerance for different
side effects. Therefore, the experts’ first line recommendations
centainly will not be appropriate in all circumstances.

We remind readers of several other limitations of these guide-
lines:

1. The guidelines are based on a synthesis of the opinions of a
large group of experts. From question 10 question, some of the
individual experts would differ with the consensus view.

. 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
that expert opinion at any given time can be very wrong.
Accumulating research will ultimately reveal better and
clearer answers. For example, the Clinical Antipsychotic
Trials of Intervention Effectiveness (CATIE) study, a multi-
site investigation sponsored by the National Institute of Mental
Health, is currently underway to determine the long-term
cffects and usefulness of a number of antipsychotic medica-
tions.™ The study will enroll 1600 patients with schizophrenia
for whom a medication change may be indicated for reasons of
lx@M eﬂ'\f:acy‘m m.lmbility, It will evaluate the atypical

P

and

and the conventional antipsychotics per-

p p i for up to 18 months of
treatment. 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 information and on reassessment of
expert opinion to keep them up-to-date.

. The guidelines are i

and

multiple antipsychotics, and combinations of different classes of
drugs (e.g., antip: ics plus mood il or anti
sants) in an effort to enhance response, the experts gave little
support to any of these strategies, with the exception of antide-
pressants for patients with ia/depressil idep

; _ by the ph

cal u!d\lslry, which could possibly introduce biases, Because

:I’an this, we have nl::de every step in guideline development
s 2

= “sp rTL repol all results, and taken little or no editor-

. These guidelines are g

or F.C!‘ for patients with suicidal behavior, and mood stabilizers
for paticnts with aggression/violence.

J Clin Psychiatry 2003;64 (suppl 12)

p ive but not exh
!)ecausa_ of the nature of our method, we omit some inl::esl:
ing topics on which we did not query the expert panel
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Despite the limitanions. these guidelines represent significant
advance because of their specificity, case of use, and the credi-
bility that comes from achieving a very high response rate from

a large sample of the leading experts in the field
FINAL WORD

Advances in public health do not always require technological
breakthroughs or long periods of waiting for new data.
Immediate gains can be made by increasing the speed with
which best practices are implemented. Guidelines offer a rapid
means for communicating a distillate of expert opinion. When
reaching a clinical decision point, practitioners and patients can
use guidelines to gencrate a menu of reasonable choices and then
select the option that is judged best for each individual. This
process drives the next round of expert opinion and the next
round of empirical studies.
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Expert Consensus Guideline Series ‘

@

Guideline Organization and Key Terms

Guideline Organization
1. Medication Selection. Dosing, and Dose Equivalence
1. Compliance
111. Long-Acting Injectable Anupsy chotics
IV. Defining Remission and Recovery

Terminology Used in the Ratings

First line is used 10 designate (reatment strategies that came
out on top when the experts’ responses (0 the survey were sia-
tistically aggregated. These are options that the panel feels are
usually sppropriatc as initial treatments for a given situation
Treatment of choice indicates an especially strong first line
recommendation: an option that reccived the highest rating of
“g" (extremely appropriate) from at least S0% of the experis.

Second line is used to indicate treatments that are reason-
able choices for patients who cannot \olerate or do not respond
1o the first line choices. “High second line™ refers to options
for which the confidence intervals overlap with the first line
category.

Third line is used to indicate options that are usvally inap-
propriate or used only when preferred alternatives have not
been effective.

Definitions of Terms Used in the Survey

Psychotic disorders. The term “psychotic disorder” in the
survey refers to one of the disorders that appears in the DSM-
IV-TR section on “Schi and Other Psychoti
Disorders™; schizophrenia, schizophreniform disorder,
schizoaffective disorder, delusional disorder, and brief psy-
chotic disorder.

Phases of reatment

o Acute treatment: goal is t© resolve the symptoms and
signs of a current psychotic episode

© Maintenance treatment: goal is 1o prevent development of
a new psychotic episode (a recurrence).

Levels of compliance (adherence)
We asked about the following Jevels of treatment compli-
ance:

o Compliant: only misses occasional doses (¢.g., < 20% of
prescribed medication)

o Partially compliant: misses more than occasional doses
(e.g., misses 20%-80% of medication)

o Noncompliant: misses > 80% of medication

Antipsychotics
d

We p psychotics alphab

Y lly within ques-
tions and told respondents to opt out of answering questions
about any medication with which they were unfamiliar by
drawing a line through that single Tine item. We asked about
the following specific antipsychotics in this survey.

o Conventional Antipsychotics:
 High potency (¢.g., haloperidol [Haldol}, fluphenazine
[Prolixin])
o Medium potency (€.8. thiothixene (Navane], per-
[Trilafon), tri zine [ ine))
« Low potency (e.g. chlorpromazine [Thorazine], thior-
idazine [Mellaril})
° (\(yp:cnl Antipsychotics: aripiprazole (Abilify), clozap-
ine (Clozaril), olanzapine (Zyprexa), risperidone
(Risperdal), quetiapine (Seroquel), ziprasidone (Geodon)

J Clin Psychiatry 2003;64 (suppl 12)
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‘ Optinizing Pharm’-ug’.: Treatment of Psychotic Disorders

MEDICATION SELECTION, DOSING, AND DOSE
EQUIVALENCE

Guideline 1: Selecting Initial Pharmacologic Treatment
Questions -3

for a Psychotic Disorder

1A. First-Episode Patient
y positive sympioms. the experts consider oral risperidone the treatment of

For a first-episode patient with predominantly
choice. Other recommended medications for this clinical situation are aripiprazole, olanzapine, ziprasidone, and queti-
apine (although the first two were rated first line and the second two high second line, these options clustered together

and all were rated first line by appmxxmalcl_\ two-thirds of the experts).

isode patient with prtdominnnrly negative symploms. the experts recommend one of the newer oral atypi-
eived first line ratings, and the other three were rated high second
only small differences in their confidence intervals.

For a first-ep!
cal antipsychotics. Risperidone and aripiprazole rec
line: however, all the options clustered together with

For a first-episode patient with both prominent positive
Other recommended medications for this clinical situation are aripiprazole, ziprasi

e and negative symploms, the experts prefer oral risperidonc.
(again these four options clustered together with only small differences in their confidence intervals).

d and q p

The experts as a group varied in their ratings of using a long-acting injectable atypical antipsychotic for a first-episode
patient to such an extent that there was no consensus on this item (with approximately a quarter of the experts rating it
first line and approximately a third giving it third line ratings). The experts did not recommend the use of either oral or
depot conventional antipsychotics for a first-cpisode patient (conventional antipsychotics received third line ratings in
every case)

(bold italics = treatment of choice)
Presentation First Line* High Second Line Other Second Line

Predominantly positive Risperidone Ziprasidone Long-acting injectable atypicalt
psychopalholagy i o
Aripiprazole Quetiapine

Olanzapine

Predominantly negafive [ Risperidone Ziprasidone Long-acting injectable atypical

psychopathology 3
Aripiprazole Olanzapine

| "

| Quetiapine

Both prominent positive Risperidone :

l and negative pc Olanzipiiic Long-acting injectable atypical
Aripiprazole | Quetiapine

symptomatology
Ziprasidone

*In this survey, we asked only about oral and long-acting injectable form! i f fi
D et ; 2 '3 . g,‘ ble formulations of antipsychotics. Unless otherwise specified, all

tAt the time of this - ini .
tALn e mmﬂ(sdu:;ey. :n:::f a;ui x:xdycimblc atypical antipsychotic was not available in the United States, although it
available. ) ey. we asked the experts 10 rate how they would use such a formmshiion oA wert

J Clin Psychiatry 2003;64 (suppl 12)
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« a multi-gpisode patient

neganiv

multi-episode patient
” . Ot
wed by c. U

ce intervals.) Other

The experts are C

of pre

Olanzapine

Long-ac
atypical
y negative Olanzapine acting conventional
hopsthology Aripi 1 Quetiapine
Long-acting injectable
atypical

Clozapine

Aripiprazo
2 tiapi

Zincasidone ‘ Quetiapine
| Otanzapine | Clozapine

J Clin Psychiatry 2003;54 (suppl 12)
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’ Optimizing Pharn.'.n)ogxc Treatment of Psychotic Disorders

Guideline 2: Adequate Dose of Antipsychotics"“"“‘“““

We asked the experts 10 write-in doses of conventiona y

ent treatment situations We used the mean and standard deviat!
rounded 10 currently available pill strengths The cxperts’ dosing recomme ily agree closely with
mended doses given 1 the package labeling. For olanzapine and quetiapine, their recommendations for highest acute
dose are 5omcx;hal higher than the highest doses for which safety data from clinical trials are available (20 mg of olan-
4 800 mg of quetiapinc). The panel would generally use higher doses for 2 patient who had had multiple epi-
The recommended dosc ranges for mainienance treatment are also

ey would recommend in differ-
1o generale real-world doses
recom-

zapine an
sodes of psychosis than for a first-episode patient

slightly lower than for acute treatment.
| | First-episode patient | Multi-episode patient

| i T

i | Acute \ Maintenance | Acute | Maintenance Highest final
| treatment | treatment treatment “ treatment acute dose

| Medication | (mg/day)* E (mg/day) | (mg/day)* | (mg/day) | (mg/day)
Atypicals |

Aripiprazole | 10-20 10-20 15-30 15-20 30
400-600 | 300-550

|
|
Clozapine | 300-500 250-500 |
| Olanzapine | 10-20 | 10-20 | 15-25 | 12.5-22.5 401
350-700 300-600 500-800 400-750

| iy
| Quetiapine

|
o[ 250 | 2045 | aess |

140-180 120-180

v
a

o
v
=]

Fluphenazine
decanoale
(mg/2-3 wk) 12.5-37.5 6.25-37.5 12.5-62.5 12.5-50.0

Haloperidol
decanoate
(mg/4 wk) 50-200 50-200 100-250 100-200

*In beginning treatment with an oral antipsychotic for which titration

expents recommend cither starting with a low dose and increasi
increasing the
2 moderate dose. The experts do not recommend starting wi i

250

ids not required or with a long-acting injectable antipsychotic, the
Easing B jose based on level of response and side effects, or startin, with
a relatively high dose and then decreasing it if possible. ™" g

+Safety of doses of ol i iapi
ety of olanzapine > 20 mg/day and of quetiapine > 800 mg/day have not been evaluated in clinical trials.

#The package labeling for thioridazine inclus ho!
s x des a black box wamnil i i wn to prolong the QT
=, ; : des @ | 0 ing stating that this agent “has beel
interval in 2 dose related manner, and drugs with this potential, including thioridazine, have been o5 ¥ 10iproks
v , including thiorid: i i : 5
5 Sk e 2 Slsi e , have been associated with torsades de pointes-
type anhythmias aad sudden death. Due (o its poicatial fol possibl p ythmic effects, thioridazi

should be reserved for use in the treatment of schizophreni

5 f phrenic patients who fai

treatment with other antipsychotic drugs.” 5 il g an acceptable response 10 adequate cou f
rses of

J Clin Psychiatry 2003;64 (suppl 12)
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Expert Consensus Guideline Series &

. . Question 5
herapeutic Drug Monitoring (Using Plasma Levels)
s reported that plasma level assays were available to them only for clozapin€, h‘alopcndol. and
the agent for which the experts considered plasma Jevels most clinically useful.
Is of clozapine and haloperidol 10 monitor compliance: 88% of the experts use
y if there has been an inadequate response oF side effects are @ problem. 50% of

f haloperidol (oral of decanoate) to adjust dose levels if the patient has an inadequate

Guideline 3: T
Over 50% of the expe
haloperidol decano3tc
Over half the experts use

clozapine levels 10 adjust

the experts us¢ plasma Jevels o
response of problematic side effects.

CGuideline 4: Duration of an Adequate Trial™* "

1f a patient is having Jittle or no response 10 the initial or to the second antipsychotic that is tried, the experts recommend
wailing & minimum of 3 weeks and 3 maximum of 6 weeks before making a major change in treatment regimen. If the
patient is showing 2 the experts would extend the duration of the trial somewhat, waiting
4-10 weeks before making @ ¢ ¢ initial antipsychotic and 5—11 weeks for the second antipsychotic. A major
change in treatment regimen could mean cither a significant dose increase or switching t0 3 different agent. Note that the
experts would wait longer if the patient i having a partia 3 jally in the second trial. Although the differ-
ences were not dramatic, they are interesting, particularly given the lack of data from controlled trials addressing these
issues. These results are similar to those from the 1996 Expert Consensus Guidelines on the Treatment of Schizophre-
nia,* which recommended wailing 3-8 weeks if there is n0 response and 5-12 weeks if there is a partial response before

switching to another pharmncologlc strategy-

4A. Inadequate Response to Initial Antipsychotic

number of  Maxi number of
weeks to wait weeks to wait

Little or no response 10 treatment 1

Partial response 10 treatment

4B. Inadequate Response to Second Antipsychotic

number of i number of
weeks to wait weeks to wait

Little or no response 1o treatment

| Partial response to treatment

* McEvoy JP, Weiden PJ, Smith TE, et al. Th i
oy st ¢ expent consensus guideline series: wreatment of schizophrenia. J Clin Psychiatry

] Clin Psychiatry 2003;64 (suppl 12)
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{ Psychotic Disorders

’ Optimizing Pharmac=.ogic Treatmenl o

Guideline 5: Dose Equivalency

5A. To Haloperidol™*’

We asked the experts to wrie-in doses 0
10 a range of haloperidol doses. We use:
doses rounded to currently available pill strengths. The
older conventional antipsychotics and the new generation

f conventional and atypical antipsychotics that they would consider equivalent
d the mean and standard deviations of their responses to generate real-world
goal was 1o obtain a better sense of the equivalency between the
of atypical antipsychotics. In general, the experts’ responses
followed a very linear pattern. indicating that it would probably be possible to use linear formulas to calculate dose
equivalency. It is interesting {0 note that, in every case, the dose the experts consider equivalent to 30 mg of haloperidol
igher than the 1 acute he experts indicated they would usually use (see Guideline 2)

Haloperidol | 1mg Smg | 10 mg 20 mg | |
[ Hegewey -2 1 =
Atypicals { |
.
Aripiprazole
| Clozapine
i Olanzapine
| Quetiapine |
Risperidone |
| 40 [ o 140 180 240
Chlorpromazine 60 250 500 900 1300
Fluphenazine 1 5 10 20 30
Perphenazine 4 16 32 64 88
Thioridazine 50 200 450 750 1000
Thiothixene 3 T 25 40 60
Trifluoperazine 3 12 25 40
55
Fluphenazine 6.25 1
decanoate® = & 20 B
(mg/2-3 wk)
Haloperidol 25 |
i i 100 150 250 300
| (mgawk) |

*For fluphenazine decanoate and haloj
i peridol decanoate, the experts i
il m it Ut he ekpens wese asked to indicate the dosage they consider equivalent to that

J Clin Psychiatry 2003;64 (suppl 12)
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eline Sm.;-’

Expert Consensus Guidel

= A < guertes §
5B. To Risperidone
We asked the experts 1@ write-in doses of conventional and atypical antipsychotics that they would consider equivalent

10 a range of risperidone doses. We used the mean £ the standard deviation of their responses 10 generate real-world
doses rounded 10 currently available pill strengths. The goal here was 10 obtain a better sense of the equivalency of doses
among the new generation of atypical antipsychotics Again, the experts’ responses generally followed a very linear
pattern, indicating that it would probably be possible to use linear formulas 1o calculate dose equivalency. It is interesting
< the experts consider equivalent to 10 mg of risperidone are closest 10 those they consider equiva-

to nole that the dose:
hey considered 10.5 mg of risperidone 1o be

lent to 20 mg of haloperidol (as would be expected since they indicated that U
equivalent to 20 mg of haloperidol, see Guideline SA)

Risperidone |

Haloperidol

Thioridazine

Thiothi

Trifluoperazine

Fluphenazine
decanoate® 2
(mg/2-3 wk)
Haloperidol
decanoate® 100
(mg/4 wk)

150

|
1

*For fluphenazine decanoate and haloperi
e deca D peridol decanoate, the experts i
that dose of oral risperidone being given daily on an ongoing bf:xs, weaelasked o i the dosmge e S

J Clin Psychiatry 2003;64 (suppl 12)
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’ Optimizing Pharmacologic Treatment of Psychotic Disorders

Guideline 6: Dose Adjustment

6A. Factors to Consider in Dose Adjuslmenl"""""
The expents considered the use of concomitant medications. the
onsider in adjusting the acute antipsychotic
of drug-drug interacho

patient's age, and the presence of hepatic disease the
dose. The priority given to the use of concomitant
ns and their potential consequences. Other impor-
diovascular or renal discase, whether or not the patient smokes, and the
patient’s weight. There was no consensus about the importance of the patient’s sex, with 30% of the experts saying they
would nearly always consider the patient's sex in dose adjustment and 23% saying they would rarely or never consider
it. It is surprising that many of the experts (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 influenced
by the patent’s weight, despite the fact that (given the highly lipophilic nature of these compounds) blood levels may
ultimately be influenced by body mass. It may also reflect the pharmaceutical industry's desire to simplify dosage de-

termination in the treatment of psychiatric disorders.

most important factors 10 ©
medications reflects our expanding knowledge
tant factors to consider are the presence of car

Always consider Sometimes consider

i
[ - 3 = c
Use of concomitant medications Presence of cardiovascular discase®

‘ Patient’s age Presence of renal disease

|
| Presence of hepatic disease Whether or not the patient smokes

| Patient’s weight

Patient’s sex

*Very high second line

J Clin Psychiatry 2003;64 (suppl 12)
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pline Series L .

6B. Dose Selection for Special Populations ™" %

Idren and Adolescents. A maj

Dose Selection for Chil jority of the experts would not generally use the following medica-

tions in children with a psychotic disorder who are 12 years of age or younger aripiprazole, clozapine. chlorpromazine,
fluphenazine, perphenazing, thioridazine, thiothixene, trifluoperazine. fluphenazine decanoate, and haloperidol de-
canoate. A majority of the experts would not generally use the following medications 1n an adolescent (13-18 years old)
with 2 psycho’uc disorder: chlorpromazine, perphenazine, thioridazine, thiothixene, trifluoperazine. 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 than those recommended for adults. These results under-

score the need for more data on optimum dosing for children and adolescents.

Dose Selection for Elderly Parients. The experts generally recommend using lower doses in elderly patients than in
younger adults. This probably reflects concems about slower metabolism and greater sensitivity to adverse effects in
older patients. Older patients are also more likely to have comorbid medical conditions and to be taking multiple medi-
cations, increasing the risk for adverse effects and drug-drug interactions. The experts generally recommend using much
Jower doses in elderly patients with dementia than in those with a psychotic disorder. The majority of the experts would
not generally use the following medications in an clderly patient with a psychotic disorder or with dementia: chlorpro-
ne, trifluoperazine; 70% would also avoid haloperidol or fluphenazine decanoate in eld-

mazine, thioridazine, thiothixe:

erly patients with dementia.
T T
| Elderly Patients with

|

| Medication
|

|
Adolescents with a
psychotic disorder
| (mg/day)

Dementia with behavioral
disturbance and/or psychosis
(mg/day)

! Children with a
psychotic disorder
| (mg/day)

Psychotic
disorder
(mg/day)

—
‘\ Atypicals

Aripiprazole

Clozapine

(10-15)*
(100-350)*

4
10-20
225-450

10-15
175-375

|

5-10

10-15

5-15

|

Quetiapine
| Risperidone

Ziprasidone

150-400

225-450

1.0-2.0

\
250-550 |
2.5-4.0 |

1.5-35

80-140

80-140

Conventionals

Chlorpromazine

(150-200)*

(225-375)*

(150-300)*

(75-150)*

Fluphenazine

(1.5-5.0*

2.5-100

2.5-1.5

1.0-5.0

Haloperidol

1.0-4.0

2.0-9.0

2.0-6.0

1.0-35

(6-12)*

(12-22)*

6-24

2-14

Thioridazine

(100-250)*

(225-325)*

(150-300)*

(50-125)*

Thiothixene

4-7*

(4-20)*

(2-20)*

a-1m*

Trifluoperazine

(2-10)*

(6-15)*

(4-15)*

(3-10)*

Fluphenazine
decanoate

(6.25-12.5
mg/2-3 wk)*

12.5-25.0
mg/2-3 wk

6.25-25.0
mg/2-3 wk

(6.25-12.5
mg/2-3 wk)*

Haloperidol
decanoate |

(15-50
mg/4 wk)*

50-150
mg/4 wk

25-100
mg/4 wk

(15-100
mg/d wk)* 1

'A majority of the experts would not generally use this medication in this population.

tAlthough with current formulations it w iff thi
| lations it would be difficult to 15 mg of i s low mean suggests tha
the experts would be very cautious in dosing if it is decided to use thi icati e i
is medication in children or eld: i e :
rly patients with dementi
ntia.
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‘ Optimizing )‘havn\:;\_l'oglf Treatment of Psychotic Disorders

Guideline 7: Strategies When There Is an Inadequate Response

7A. When to Switch Antipsychotics™* " .

For each antipsychotic, we asked the experts whether they would increase the dose or switch (o_znolher agent ifa rr_\‘ul{u-
episode pahcnl. was having an inadequate responsc 10 the average target dose of the mcdwa_uon (see Guideline 2 for
recommended target doses). Over 90% of the experts would first increase the dose of clozapine am_j olanzapine before
switching, going as high as 850 mg/day of clozapine and 40 mg/day of olanzapine. Ov;r 80% would increase the dose of
quetiapine and risperidonc before switching, going as high as 1100 mg/day of quetiapine gnd 10 mg/day of risperidone.
Approximately 60% or more of the experts would also increase the dose of aripiprazole, ziprasidone, and the decanoate
formul of flup! and haloperidol. The experts arc divided fairly evenly as to whether increasing the dose or
switching is the best strategy if a patient is having an inadequate response 0 the recommended target dose of one of the

conventional oral antipsychotics, except for thioridazine, where 67% would switch to another agent. The experts may be
Jess willing to increase the dose of the conventional oral medications because of concern about side effects, especially

EPS and TD, at higher doses.
Inadequate response

|
| to adequate dose of | Strategy
| IR e

e i

| Atypicals Increase dose Target dose | Switch medications
(% of experts) ‘ (mg/day) (% of experts)

Aripiprazole % - 30-35 32%
Clozapine % 600-850 7%
Ol 7 25-40 7%
Quetiapine 650-1100
Risperidone X B: 6-10

Ziprasidone 160-220

Conventionals

Chlorpromazine 550-1300
mhenalmc 10-30
| Haloperidol [ 10-30
Perphenazine 24-64

Thioridazine [ : 500300
Thiothixene | 25-50

Trifluoperazine 20-55

Fluphenazine
decanoate 37.5-62.5 mg/2-3 wk

Haloperidol decanoate 125-325 mg/4 wk

J Clin Psychiatry 200364 (suppl 12)
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7B. Switching Antipsychotics: Selecting the Next Agent™™"" i
We asked the expens 10 indicate the first and second antipsychotics they would try after an inadequate response 1o the
initial medicaton. The table lists those agents written in by 10% or more of the experts in Question 15. Note that, after
(rials of two atypical antipsychotics, 30% or more of the experts would switch to clozaping; this was recommended as a
first line strategy in this situation by 70% of the experts in Question 18. The discrepancy between the responses in
Questions 15 and 18 probably reflects differences in the way the question was posed as well as lack of cerainty in the
field as to the most appropnate place for clozapinc in the treatment algorithm. The editors would endorse the response
given in question 18, where approximately three quarters of the experts recommend switching 10 clozapine after inade-
quate response 10 WO atypical antipsychotics (see Guideline 7G). For patients who had started with 8 conventional
antipsychotic, the experts are ‘more likely to try two other atypical antipsychotics before moving on 10 clozapine

Second medication you would

First medication you
(%) switch to (

would switch to®

Inadeguate response t0:

Clozapine (39%)
Olanzapine (25%)
Risperidone  (19%)

| Aripiprazole | Risperidone  (54%)
| \ Olanzapine (19%)
| | Ziprasidone (16%)

Clozapine

Olanzapine (23%)
Quetiapine (17%)
Aripiprazole (13%)
Risperidone (13%)
Ziprasidone (10%)

Clozapine (43%)
Aripiprazole (21%)
Quetiapine (12%)
Risperidone (10%)

Olanzapine (38%)
Clozapine (31%)
Aripiprazole (14%)

Risperidone  (34%)
Aripiprazole (25%)

\

‘ Ziprasidone (12%)

Risperidone  (64%)
Olanzapine (14%)
Aripiprazole (12%)

Quetiapine

Risperidone ine
A(J)ﬁlapzapmu (50%) Clozapine (35%)
‘ / Cplnprazolc (19%) Aripiprazole (25%)
ozapine (12%) iapi
Quetiapine (10%) R Tl
1 Ziprasidone (10%)
Ziprasidone isperi
Risperidone (44%) i
Sps Clozaj
Agplpruglc (21%) Olanmzli:: 8;::;
lam?ap!nc (21%) Aripiprazole (16%)
. Quetiapine (10%) Risperidone (13%)
H A e
lorpromazine l Risperidone (64%) Olanzapine (35%)
Ol i D
t anzapine (18%) Clozapine (19%)
ng(iapine (14%)
App.pr@le (11%)
Rfspcndone (11%)
e : : Ziprasidone (11%)
azine Risperidone (62%) i
i (6%) Olanzapine (29%)
Aripiprazole (11%) Shomapi L(I%)
Qucliapinc (15%)
lepfcridonc (15%)
Arlnpnprazolc (12%)
Ziprasidone (12%)
30
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7B. continued

Second medication you would

First medication you %
(%) switch to (%)

Inadequate response 10: would switch to*

Risperidone  (59%) Olanzapine (28

Olanzapine (18%) | Clozapine (19%)

Aripiprazole (13%) Quetiapine (14%)
Risperidone  (14%)
Ziprasidone (14%)
Aripiprazole (11%)

[ Haloperidol

| Risperidone (62%) Olanzapine (29%)

fEme Olzncupmc (14%) Clozapine (18%)

‘ Aripiprazole (11%) Quetiapine (15%)

Ziprasidone (11%) Risperidone (15%)

| Aripiprazole (12%)

| | Ziprasidone (12%)
I

Thioridazine | Risperidone  (68%) Olanzapine (29%)
%

| 1 Olanzapine (14%) Clozapine (18%)

| Aripiprazole (15%)
Risperidone (15%)
Quetiapine (12%)
Ziprasidone (12%)

Thiothixene Risperidone (64%) Olanzapine (30%)
Olanzapine (14%) Clozapine (18%)
Aripiprazole (11%) Risperidone (15%)
Aripiprazole (12%)
Quetiapine  (12%)
Ziprasidone (12%)

Trifluoperazine Risperidone (61%) Olanzapine (27%)
Olanzapine (17%) Clozapine (18%)
Aripiprazole (11%) Risperidone (15%)
Ziprasidone (15%)
Aripiprazole (12%)
Quetiapine (12%)
bon;-acung injectable Clozapine (27%) Clozapine (40%)
atypical Risperidone (24%) Olanzapine (17%)
Haloperidol decanoate (15%) Aripiprazole (10%)
Ziprasidone (10%)

Injectable fluphenazine Long-acting injectable atypical (38%)

Clozapi
decanoate Risperidone (24%) ring, (41%)

Olanzapine (21%)

Injectable haloperidol Long-acting injectable atypical (39%)

Clozapi
decanoate Risperidone  (22%) lozapine (45%)

Olanzapine (15%)

*1f the patient did not respond to the initial anti] i i
ati : : ipsychotic you tried and you have switched to another anti it
mend waiting 3-6 weeks before making a major change in treatment regimen (¢.g., swilching to yet an;n;l:zsnychuuc. S e

Lipsycho(oic_) x'[)lhc patient is

having little or no response (o treatment, and waiting S—11 weeks if the patient is having a pantial response (o treatment.
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2 > Question 15
7C. Switching Antipsychotics: Target Doses s
The recommended target doses for the second and third antipsychotics the expents would try are, for the most part,
consistent with the acute target doses shown in Guideline 2, although there is 3 tendency 1o consider using doses at the

higher end of the range. especially for the third medication tried.

[
Dosing of first switch | Dosing of second switch
g (mg/day) | (mg/day)

L_l’_/__//‘
l Atypicals |

P N
|  Aripiprazole | 20-30 |
| crozapine [ 350-450 |
e L

Olanzapine
Quetiapine

Risperidone
Ziprasidone

Long-acting injectable
atypical (risperidone)

Conventionals

Fluphenazine
Haloperidol
Fluphenazine decanoale 6.25-62.5 mg/2-3 wk 75 mg/2-3 wk*

Haloperidol decanoale l 100-250 mg/4 wk 100-450 mg/4 wk

*Only one write in.
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*

g +  Querties 16
itchi i vchotics
7] Switching Strategies for Oral Antipsy ; -~ o
g Pfffirﬂd rts what sugax‘zv they would use in switching t0 each of the oral atypical annpsyholrs, assunlnr::icc y
\;: fsxtd l| ;:\‘P:onc does not r‘clquuc’ tapering before discontinuation. In switching to a;\yhof &.hc oral 'M))p:;ui \\h,fc
i g s ( he dose of the first antipsychotic W
c 5~ (gradually tapering the
clozapine. experts recommend using Cross utration (g Y ! 2
Llu?pxlr]\\ vx:::c;m?xcg the dose of the second) or overlap and taper (continuing the same dose of the hrslI antipsy cm:nx.
g’:n::{adugll\ -mcrtasme the second to & therapeutic level and then tapering the ﬁl:“ For each drug. dn:IE:,rngc-ms;
. ’ e ; fi c Bl 1S 1eCOmmCe! < -
% Cross-! first line. In switching 10 clozapine, the expel
of the experts considered cross tration : i ;
lalf:au((m pmb‘:bl\ reflecting the need 1o institule clozapine treatment gradually and not to :‘nlhdra\\] the przx::)\:zdm:i;
3 ¥ ‘ 1
¢ ' Iso consider using overlap and taper in switching to clozapin:
cation abruptly of prematurely. They would a 2 i
s:c‘und Im:‘)] The expents do not recommend strategies that involve stopping the first antipsychotic before beginning the

second.

| When switching to: First Line | High Second Line

T

=1 r

| Oral atypical antipsy chotic Cross-titration
other than clozapine

| |

| Overlap and taper

; Clozapine | Cross-titration | Overlap and taper

Question 17

7E. Preferred Switching Strategies for Injectable Antipsychotics
In switching to a depot conventional antipsychotic, the experts recommend either continuing the oral antipsychotic at the
same dose until therapeutic drug levels of the injectable antipsychotic are achieved and then gradually tapering the oral
antipsychotic or else beginning 1o taper the oral antipsychotic gradually after giving the first injection, with a larger
percentage of the experts favoring the first strategy. Some experts would consider discontinuing the oral antipsychotic
immediately once therapeutic levels of the injectable antipsychotic are achieved.

The expents’ recommendations for switching to a Jong-acting atypical antipsychotic are similar, except that there is
stronger support for continuing the oral antipsychotic at the same dose until therapeutic drug levels of the injectable
antipsychotic are achieved and then gradually tapering the oral antipsychotic compared with the other options.

1t should be noted that the experts definitely do not recommend stopping the oral antipsychotic when the first long-acting
injection is given, since this would leave the patient without adequate antipsychotic coverage during the switchover and

potentially increase the risk of relapse.

When switching to: First Line High Second Line

Other Second Line

Depot conventional Continue oral antipsychotic at
same dose until patient achieves
therapeutic blood levels of the
injectable antipsychotic and then
gradually taper the oral
antipsychotic

Taper the oral antipsychotic
gradually after giving the first
long-acting injection

Continue oral antipsychotic al same dose
until patient achieves therapeutic blood
levels of the injectable antipsychotic and
then immediately discontinue the oral
antipsychotic

| Long-acting

ng A Continue oral antipsychotic at
injectable atypical

same dose until patient achicves
therapeutic blood levels of the
injectable antipsychotic and then
gradually taper the oral
antipsychotic

Taper the oral antipsychotic gradually after
giving the first long-acting injection

Continue oral antipsychotic at same dose
uniil patient achieves therapeutic blood
levels of the injectable antipsychotic and
then immediately discontinue the oral
antipsychotic

J Clin Psychiatry 2003;64 (suppl 12)
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< Quertion 13
i e et o l}espo?:fr of strategies to try lo improve response in a patient who 15
s about the appropriateness of a num! of s gies Y s
e ”k,d o :l‘g-c?cull inadequate response (¢.2.. 3 patient with some persisting positive symptoms). ThcL experts g\»\fl
n-‘“mls z pndmz Jwr- to any of the options and rated many of them third line. pmbabl_\' reflecting the lack of empirica

imited support 10 = ons & )

First Line | High Second Line cond Line

.1 If partial response (0:

R A
“or | Add » long-acting injectable atypical antipsychotc
| e e Add an oral atypical antipsychotic
Add valproate
| Add a benzodiazepine e n Tb
| il | | | Add » long-scting injectable atypical antipsychotic
e | Add valproate

Add an oral atypical antipsychotic
| Add a benzodiazepine

| Add lithium

| Add ECT

| Depot conventional | Add an oral atypical antipsychotic

| Add valproate

Question 18

7G. When to Switch to Clozapine
Clozapine is indicated for actory However, clinicians vary in how they define treatment-
refractory illness and there arc no universally accepted criteria for treatment-refractor iness in schi ia. We there-
fore asked the experts in what clinical situations they would be most likely to consider a switch to clozapine. ‘The experts
consider a trial of clozapine a strategy of choice for a patient who has failed to respond to adequate trials of one or more
conventional antipsychotics and two atypical antipsychotics. They would also consider it a strategy of choice for a
patient who had failed to respond to trials of one or more jonals and all the atypicals. H r, 13% of the
experts rated this option third line, probably because there would be no advantage in trying all the other five atypical
antipsychotics before going to clozapine. The experts also consider a trial of clozapine a first line option for patients who
have failed to respond to trials of two or three atypicals or trials of one or more conventionals and one atypical. Although
some experts would consider clozapine for patients who have not responded to two conventionals or one atypical, there
was much less support for these options. When it is most appropriate to switch to clozapine remains an area of contro-
versy with few data to inform clinical practice. We may in fact be doing our patients a disservice by trying multiple
drugs before going to clozapine.

(bold italics = indications receiving the highest rating from at least 50% of the experts)

First Line High Second Line | Other Second Line

Trials of one or more conventional antipsychotics Trials of two conventional antipsychotics
and two atypical antipsychotics
atyp psy Trial of onc atypical antipsychotic

Trials of one or more conventional antipsychotics
and all of the other atypical antipsychotics

Trials of three atypical antipsychotics
Trials of two atypical antipsychotics

Trials of one or more conventional antipsychotics
and one atypical antipsychotic

J Clin Psychiatry 2003;64 (suppl 12)
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Guideline 8: Pharmacologic Strategies for Managing Relapse

" o Questions 20-22

8A. Relapse When Taking an Oral Antipsychotic™" ‘

If a patient relapses whom the clinician believes 15 compliant with medication basgd on all available evidence (e.2 ‘
family report, plasma Jevels), the expens recommend (high second line ratings) either switching 10 different ora
annp;\:houc or increasing the dose of the current medication Another second line option the experts would :?nsndcf is
switching to a long-acting injectable antipsychotic This probably reflects concerns that lh_c patient lma) not actually be
compliant, since studics have found that clinicians are often incorrect in their assessment of patients compliance. It may
also'y:ﬂm concems about absorption problems with the oral formulations.

When the clinician is unsure of the level of compliance o there is clear evidence of noncompliance, the experts” first
line recommendation is 1©© switch to a long-acting injectable atypical. They would also copsndcr a long-acting conven-
tional depot antipsychotic (high second line). If the clinician is unsure of the level of compliance, the experts would also
consider adding @ long-acting atypical 1o the oral antipsychotic.

T
‘i Relapse | First Line | High Second Line \ Other Second Line
i

| Despite compliance ‘ | Switch to a different oral

| \ antipsychotic

| S e
| Switch to long-acting injectable
| 7 atypical antipsychotic
|
Add an adjunciive agent
Increase the dose of the | g ’
current antipsychotic | Add 2 long-acting injectable
- | atypical antipsychotic
| Add another oral antipsychotic

Switch to long-acting
conventional depot
When unsure of level of Switch to long-acting Switch to long-acting Swich (0 a different oral
compliance injectable atypical conventional depot anlipsychotic
antipsychotic* Add a long-acting conventional
depot

Add a long-acting
injectable atypical
antipsychotic Add an adjunctive agent

T

‘When noncompliant Switch to long-acting Switch to long-acting Switch to a different oral
injectable atypical conventional depot antipsychotic
antipsychotic

<A1 the time of this survey, a long-acting injectable atypical antipsychoric was nol av

available in several other countries. In the survey

available.

silable in the United States, although it was
we asked the experts to rale how they would use such a formulation if it were

] Clin Psychiatry 2003;64 (suppi 12)
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Quetions 23. 54

ng-Acting Injectable Antipsychotic
antipsychotic (depot). the experts’ first line recommen-

8B. Relapse on a Lo
They would also consider increasing the dose or the

If 2 patient relapses when receiving @ long-acting conventional
dation is to switch 0 a long-acting injectable aty pical antipsychotic
frequency of injections of the long-acting conventional (high second line options).

If 3 patient relapses when receiving a long-acting injectable atypical antipsychotic, the experts’ first line recommenda-
f the injectable antipsychotic. They would also strongly consider adding the oral form of the

tion is 10 increase the dose ©
high second line) The experts do not recommend switching to a

injectable antipsychotic 10 try to boost response (very
conventional depot antipsychotic (third line rating)

High Second Line Other Second Line

Current Treatment First Line
Long-acting depot ‘ Switch to long-acting | Increase the dose of the | Add an oral antipsychotic
‘ conventional | InJC‘Clab‘C atypical long-acting | Obuain plasma levels
antipsychotic antipsychotic* | conventional | -
‘ [ antipsychotic | Add an adjunctive agent
| | | switch 10 a different oral
| Increase the frequency of |  antipsychotic
| | injections of the long- |
‘ ‘ 1= : | Switch to a different
cling co! | )
| et | depot agent if
| antipsychotic | not previously tried
2 | }ncrcasc the dose of the Add the oral form of the | Add an adjunctive agent o
atypical antipsychotic | Aor§g~acung injectable long-acting injectable | Obtain plasma levels
| atypical atypical
Add a different oral antipsychotic

antipsychotic

|
‘ Switch to a different oral
|

a:q;ﬂ:;gu::a;icn:;s:‘L;\::z;} an:f‘ng~a|c(|nriinjwable atypical antipsychotic was not available in the United States, although it was
ul es. In 1 survey we ask v i i i
avllshie Y ed the experts to rate how they would use such a formulation if it were
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ose Adjustment in Stable Patients™**" "
th an atypical antipsychotics or with fluphenazine of haloperidol decanoate the ma]on;)
of the expens W ould continue mainicnance treatment with the same dose that was effective acutely, although over 40%
would Jower the dose of olanzapine or asperidone. A majonty of the expents said they would lm‘\cr lhidosc of an _oml
conventional antipsychotic for maintenance treatment; however, the percentages are very close, with 40% or more of the
experts recommending continuing the acute dose of the conyentional antipsychotic. The uncertainties shown in this area
are consistent with a lack of information conceming optimum doses for maintenance treatment with both conventional

and atypical antipsychotics

Guideline 9: D!

If the panient is being treated with

i i we sk SRR DS —— )

to continue at acute dose during {  Target maintenance i

Medications
dose if it is decided to

| maintenance treatment _______——————— |
| % of experts | lower dose*
| endorsing this strategy

Medications | (mg/day)

(015t

lanzap 59%
| Olanzapine 2 Clozapine | (225-375)t
N 0
Il i v : Olsnzapine | (7.5-15.0)
| Risperidone | 51 =
{ e Quetiapine (250-500)1
Ziprasidone . 2
2 — Risperidone (2.5-4.0)1
Fluphenazine decanoate 59% =
i - - Ziprasidone (60-120)t
Haloperidol decanoate | 58%
Conventionals
Chlorpromazine 175-425
Fluphenazine 3.5-10
Haloperidol 3-8
Perphenazine 8-24
Thioridazine 150-350
Thiothixene 7-20
Trifluoperazine 5-20
Fluphenazine decanoate
(mg/2-3 wk) (6.25-25)t
Haloperidol decanoate
(mg/d wk) (50-125)t

*The experts recommend waitin,

g at least 6 months and prefe
bly a year after a patient has become stabl i)
dose of the antipsychotic. ™" ehelor kncika i

+The majority of the expens would
¢ not lower the it
medication during maintenance treatment. et ling
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< Guideline Series

Guideline 10:

10A. Selecting Antipsyc
The expents consider clozapine the tre:
with a new indication for clozapine
choice for aggression and violence. Other highly
Jine), olanzapine, and a long-acting injectable atypical

hotics for Patients With Col
atment of choice for patien
for “reducing the risk of
rated options for aggression and
(both rated high second line).

Managing Complicating Problems

mplicating Problems®™"""*
ts who present with suicidal behavior. This is consistent
ecurrent suicidal behavior.” Clozapine is also the top
violence are risperidone (rated frst
There were no first line recommen-

dations for the other problems we asked about—dysph
which all of the oral atypical antipsychotics as we
experts would also consider 2 long-acting depot conven!
consensus on these items probably re!
effects of atypical antipsychotics on m
dramatic to influence clinical practice. It
chotics for patients with any of the prob
orals were second line options It is possible 1
compliance. Therefore, it is not surprising that 2 long-acting
cially for aggression/violence and substance-abuse problems.

(bold italics = treatments of choice)

Complicating problem | First Line*

A &

Aggression/violence ‘ Clozapine
| Risperidone |
\ \
|
|

W ! e
Suicidal behavior Clozapine

Dysphoria/depression

) P
1l as 2 long-acting injectable atypi
tional for a patient with su
flects the fact that, although an increasing numl
0od, cognition, and substance
is interesting that the expernts would not recommend
lems that we asked about, except aggression/violence,
hat these complicating problems may

| High Second Lin

cognitive problems. and substance abuse—for
cal received second line ratings. The
bstance abuse. The lack of first line
ber of studies have looked at the
use, the data arc not yet sufficiently consistent or
oral conventional antipsy-
for which conventional
be caused or exacerbated by non-
atypical antipsychotic was a prominent alternative, espe-

Other Second

Olanzapine Quetiapine
Long-acting injectable Ziprasidone
Aripiprazole

atypical
Long-acting depot conventional

Conventional

Risperidone Aripiprazole
Olanzapine Quetiapine
Ziprasidone Long-acting injectable atypical

Long-acting depot conventional

Olanzapine Quetiapine

Clozapine Long-acting injectable atypical
Aripiprazole
Risperidone
Ziprasidone

Cognitive problems

|

| Clozapine

Risperidone Quetiapine

Aripiprazole Long-acting injectable atypical
Olanzapine

Ziprasidone

i
|
Substa: ]‘
iﬁ stance abuse ‘1

Clozapine Quetiapine

Risperidone Ziprasidone

Long-acting injectable Long-acting depol conventional
atypical

Aripiprazole

Olanzapine

*In this survey, we asked only about oral and X

medications listed in the tables refer to the oral (om.:ulalion.

ing injectable

of . Unless otherwise specified, all

psy
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10B. Selecting Adjunctive Treatments for Patients With Complicating Problems®™**"* o

When we asked about a number of adjunctive medications that are commonly used in clinical practice to treal a varicty i
of complicating problems in patients with schizophrenia, the experts as a group had few strong rccommendations, proba.
bly reflecting the lack of decisive empirical data in this area. The only first line recommendation was a selective seroto-
nin reuptake inhibitor (SSRI) for dysphoria/depression, reflecting studies showing that anud:prcss.mls can be helpful I'ol |
patients with comorbid depression. Venlafaxine was a very high second line for dysphoria/dep . For !
and violence, valproate and lithium received high second line ratings. For suicidal behavior, the same two anndcprcs !
sants ded for dysphor pression received high second line ratings, with ECT another high second line

option. The guestion of how 1o treat persisting negative symptoms has long been a difficult issue in the field. Although

there was no consensus on any of the adjunctive treatments which were rated second line for negative symptoms, it

should be noted that approximately a quarter of the experts or more rated the following options first line: a glutaminergic

agent, an SSRI, another antipsychotic, or venlafaxine.

‘ Complicating problem First Line High Second Line Other Second Line

' Aggression/violence Valproate Carbamazepine

’ ;

Lithium Beta-blocker
Benzodiazepine
Gabapentin
ECT

!

| Suicidal behavior Selective serotonin Minazapine

’v | reuptake inhibitor Lithivm

Lamotrigine

Topiramate

(SSRI)

i Electroconvulsive therapy
| (ECT)
} | Venlafaxine

Valproate
Bupropion
Nefazodone

Lamotrigine

Mirnazapine

| PR |
‘ Dysphoria/depression ’[SSRJ Venlafaxine ECT

|

| Bupropion
‘ Nefazodone
‘ Lithium
Tricyclic antidepressant
l Valproate
Lamotrigine
Trazodone

Persisting negative

symptoms A glutamatergic agent (e.g.,

glycine, cyclo-serine)
SSRI

Another antipsychotic

Venlafaxine

A stimulant

J Clin Psychiatry 2003;64 (suppl 12)
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- +4 Questions 31.32
10C. Strategies for a Patient With Clinically Significant Obesity”
There is increasing concern about long-term medical problems in patients with schuoph_rcma. especially obesity and its
complications. Many antipsychotics can contribute to weight gain and clinicians face difficult clinical dilemmas when a
patient with clinically significant obesity (BMI 2 30) responds well 10 a medication that is likely to be contributing to the
patient’s weight problem. If a patient with clinically significant obesity has responded to an ?mnpsychonc other than
clozapine, the experts recommend a tnial of a different antipsychotic with less weight gain liability combined with nutri-
tional and exercise counseling if possible. They would also consider (high second line) continuing the same antipsy-
chotic and providing nutritional and exercise counseling to try to help the patient lose weight. However, reflecting the
fact that most patients receiving clozapine have already failed to respond to other agents, the experts would continue
clozapine in this situation and try to address the weight problem with nutritional and exercise counseling. Although the
experts gave a high second line rating to lowering the dose of clozapine in this situation, clinical studies have found that
weight gain does not appear 1o be a dose-related effect. It is interesting that the experts gave second line ratings to the
addition of topiramate. Although there have been case reports of weight loss with this agent in schizophrenia, there are
no controlled studies supporting this practice. The experts did not recommend the use of weight loss medications

(orlistat, sibutramine) or surgical treatment of obesity in this population.

Clinical presentation | First Line High Second Line

Other Second Line

Patient who has responded | Switch to a different | Switch to a different
well to an antipsychotic antipsychotic with less | antipsychotic with less
other than clozapine weight gain liability and | weight gain liability

provide nutritional and

exercise counseling

| Continue treatment with
the same antipsychotic
| atthe same dose and

| Lower the dose of the current

| antipsychotic and provide
nutritional and exercise
counseling

Add topiramate and provide
| nutritional and exercise
counseling

|

{ provide nutritional and

‘_. | ! exercise counseling
Patient with treatment Continue treatment with |

resistant illness who has clozapine at the same

responded well to dose and provide

clozapine nutritional and exercise

| | counseling

Lower the clozapine dose
and provide nutritional
and exercise counseling

K
|
i
1

40

Switch 10 2 different
anipsychotic with less weight
gain liability and provide
nutitional and exercise
counseling

Add topiramate and provide
nutritional and exercise
counscling
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for Comorbid Conditions and Risk Factors™"""
hizophrenia rely o0 their psychiatric care provider for general medical care. With the improving
outcomes being achieved with the wer atypical antipsychotics. more attention 1s being focused on shoq- and long-term
health and wellness in this population We asked the experns which conditions and risk factors they felt it was most
important 10 monitor. We also asked which ones it was feasible to monitor in & psychiatnc treatment SeluNg The experts
felt that it was jmportant to monitor for all the conditions we asked about, with obesity and _dmbclc_s considered the most
important (rated 9 by 60% and $6% of the expents, respectively). The experts’ ratings of feasibility reflect the relative
difficulty of the asscssments involved (€8 it is relatively simple monitor weight and blood pressure, but much harder
10 evaluate OSIEOPOTOSIS) Although we did not ask about obtaining lipid profiles, the editors note that clinicians should
also obtain lipid Jevels on a regular basis, because some antipsychotics are associated with hyperlipidemia. A recent
expert conference concluded that, as part of routine care, 2 lipid panel should be obtained if one is not available Given
that individuals with schizophrenia, as 2 group, are considered to be at high risk for coronary heart disease, lipid screen-
ing should be carried out at least once every 5 years and more often when there is evidence of lipid Jevels that nppmach
those that would Jead to treatment.* The same conference also recommended that clinicians should be aware of, and
monitor regularly for, symptoms of increased prolactin If clinically indicated, prolactin should be measured, and. if
clevated, a work-up for the cause of the clevation should be initiated Consideration should also be given 10 switching 0
a prolactin-spanng medication—if the symptoms disappear and prolactin levels fall to normal, an endocrine work-up can
then be avoided Recommendations on other complicating conditions, such as cardiac problems (QTc prolongation and
myocarditis), cataracts, and EPS w il also be included in the Mount Sinai guideline when it is published.

10D. Monitoring

Many patients with ¢

(bold italics = conditions receiving the highest raing from at least 50% of the experts)
e B e S

sl e

| Conditions and risk | First Line Second Line

| factors to monitor for

|
|

o o) i SR =
| Most important Obesity Galactorrhea
Diabetes Osteoporosis
Cardiovascular problems
HIV risk behavior
Medical complications of substance
abuse
| Heavy smoking
| Hypertension
Most feasible for | Obesity >
psychiatric treatment
team to monitor

HIV risk behavior
Hypertension Medical complications of substance
abuse

Amenorrhea ‘1
Diabetes \ Osteoporosis
Heavy smoking
| Galactorrhea \‘
|

Cardiovascular problems

*Marder SR, Essock SM,

Miller AL, et al. The M
J Psychiatry eabaiie) e Mount Sinai Conference on the Health Monitoring of Patien!

ts with Schizophrenia. Am
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Expert Consensus Guideling S
1. COMPLIANCE \ADHERENCE)

Guideline 11: Levels of Compliance

11A. Defining Levels of Compliance”™™" .
We pronded the cxperts W ith the definitions of compliance given below 10 ‘us: as benchmarks in answering @ senes of
questions about the assessment and management of comp s We also asked them © Altll us how they would
define levels of compliance. On average, the expert panel W ould set a higher threshold for c_nmphan:c. as shown below,
and would consider 3 patient who missed more than 65% of his or her medication noncompliant.

Level of compliance ‘ Definitions provided in the survey Average of experts’ preferred definitions

"‘ Misses < 20% of medication | Misses < 25% of medication
Partially compliant | Misses 20%—80% of medication

Compliant
Misses 25%—65% of medication

|
|

Noncompliant \ Misses > 80% of medication Misses > 65% of medication

Questions 34 & 35

11B. Reported Extent of Compliance

Not surprisingly, the experts report that their patients show higher levels of compliance than are generally reported in the
literature.

Level of compliance Levels reported in | Experts’ estimate of compliance
the literature Jevels in their patients

Compliant (misses < 20% of medication)

Partially compliant (misses 20%-80% of medication)

Noncompliant (misses > 80% of medication)

Question 37

Guideline 12: Assessing Compliance
The experts consider asking the caregiver or patient first line for i li

Cep e g ; they would also con-
sider pill counts, obtaining blood 1 i _rati i id ; :
appmﬁﬁm' ining evels, and using self-rating scales. They did not consider routine use of urine tests

Preferred strategies Also consider
Asking relative or caregiver | Pill counts
Asking patient \ Blood levels

\ Self-rating scale for compliance

J Clin Psychiatry 2003;64 (suppl 12)
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G
The expers wel
would usually i
vene). The majonty
medication. Ther
would u

(bold italics

Optimizing Pharmacologic Treatment of Psychotic Disorders

Problems"““"“ 38
s missing more th
bed medication ©
At is Missing 3
nly missing 0cc

an 80% of medicauon. They
1% would usually inter-
ppmum;ucl_v 20% of
asional doses (13%

When to Intervene for Compliance
mous about the need to intervenc if a patient 1
ssing :pprouma\cl} 50% of prescrt
would also usually intervene when a patie

1 whether 10 interven® if a patient 15 ©
and 48% would generally not intervenc)

uideline 13¢
re unant
tervene if a patient 1 mi
of the experts (52%)
¢ was less agreement aboul
39% would sometimes intervenc.

sually intervenc,
gave the highest rating to 1

— over 50% of the experts

ntervention)

1

|

| Sometimes intervene
s

| Usually intervene
I i ——
than 80% | Patient missing occasional dose:

| patient missing more

|

on doses or has |

of medicati
ompletely

stopped rmedication ¢ |
|

|

Patient missing approum:u:ly |
|

50% of medication
|

Patienl missing appronmalcly |
20% of medication® |

*High second line

Guideline 14: Strategies for Addressing Compliance Problems

14A. Selecting Initial Strategies™"" L
We asked the experns about the approprialeness of three differen! used to address
compliance problems:

ologic interventions (e.g., switching 1

t types of strategies that have been

+Pharmac 0 a long-acting medication)

'Psychosocxal interventions (e.g., pauent educatiof
geting compliance issues])

n, compliance therapy [focused cognilivc-bchavmrnl therapy tar-

+Programmatic interventions (e.g., intensive case management, assertive community treatment)

The experts gave first line ratings to all three U inte i i ini
v gs 10 @ ypes of interventions. The editors note that clinicians should
:mp]:y 4 combination of strategies wailored 1o the specific needs of the patient. The experts gave the highest ic‘?:rznlz
z:ﬁci;;:z‘\a: L:::\r;]c‘::::s‘ forlpa;cniwl;lo are partially compliant, probably reflecting findings that such imcrv:n%ions
v evels. Psychopl armacologic interventions received the hij i i
. h . ghest ratings for nonc -
tients, propably reflecting the fact that patients who are not taking their medication are at the hi:hcsl mr;oc:m;;mm R
it is especially important to try to get the patient back on medication as quickly as possible Telapec anc

(bold italics = intervention of choice)

\ P % " 2 i
| referred interventions to improve compliance

Clinical presentation

Partially compliant Psychosocial interventions

|
| Pharmacologic interventions

Programmatic interventions

Noncompliant . Pharmacologic interventions

Programmatic interventions

Psychosocial interventions

J Clin Psychiatry 2003;64 (suppl 12)
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9

Expert Consensus Guideline Series

g . Questions 21
14B. Psychosocial and Programmatic Interventions to Improve Compliance 3 S
Among ps\:;hosocm] interventions for improving compliance, the experts gave |_hc h:ghcsl r?m;gs 10 p: S 2]
education, “medication monitoring, and compliance therapy Their ratings agree with research fin dmg;cf)gcz,] i thA
efficacy of these strategies in improving compliance Findings concerning the efficacy of group and individual psyc
therapy in improving compliance arc equivocal, as shown by the lower ratings given (0 these options.
Among programmatic interventions the experts recommend assertive community wreatment (ACT), cnsur:jngv conun;ny
of treatment provider across (reatment settings, and intensive casc management services. These recommendations reflect
findings in the literature that intensive case management, in particular the kind of assistance provided by ACT programs,
can significanily improve compliance levels. Lack_ of continuity in care providers can lead t0 _scrmus compliance prob
Jems, since patients may be continved on an ineffective or difficult-to-tolerate treatment regimen or may not receive
uing medication coverage after discharge. The experts also ccr_\sxd:rcd supcn'|§cd r:s:dpmnal ;cr\wccs. partial
rehabilitation se uscful options for improving compliance.

| Programmatic
- ]
T referred b Also consider

| Supervised residential

Psychosocial interventions

Preferred Also consider
Patient education Symptom and side effect Assertive community

Family education and
support Individual or group Continuity of primary Partial hospitalization
‘ psychotherapy clinician across services
treatment modalities
Compliance therapy (e.g., inpatient,
(focused cognitive- outpatient, and Involuntary outpatient
behavioral therapy dential prog i
targeting compliance
issues)

Medication monitoring

monitoring | treatment (ACT) ‘ services
|

Rehabilitation services

Intensive services (¢.g.,
contact 1-5 times
weekly or more
frequently as needed)

J Clin Psychiatry 2003;64 (suppl 12)
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{ &

zing Pharmacologic Treatment of Psychotic Disorders

ic S i ddressing Compliance Problems™**" ** =

14C. Pham\acologlc Strategies for Al ressmg_ ompli . ) {
There was Srong agreement among the expens that the first line pmrmnco\ogu strategy fior addressing u@pi(;nixu
problems is 0 _w:nch the patient 10 2 long-acting :n)t:‘:blt atypical antipsychotic once this opnon_ 18 :{\;u\:blc (mlS lnsi
line for parually compliant p s and treatment of choice for noncomphiant p:.\:lcnlsr High sc;»onu line options are (€
switch 10 2 long-acting depot conventional or add & long-acting injectable atypical. ‘Another high second line option for a
patient who is partially compliant is 10 continue the same pharmacotherapy and intensify ps_\choswul interventions 10
improve compliance However, the expents do not recommend this strategy for a patient who is noncompliant

(bold italics = treatment

:
| Clinical pn:senmlion First Line High Second Line
| e

| Other Second Line .

== - ——
Partially compliant Switch to a long-acung Switch to a long-acting | Smlc‘h 0 ihd\:l:r‘;m‘ :ul )
| == - i | R | antipsychotic that has not
atypical antipsychotic conventional depot previously been uscd

antipsychotic

Regular monitoring of plasma
Add a long-acting injectable [ levels
atypical antipsychotic | Add a tong-acting conventional

No change in depot antipsychotic

phannncolhcmpy, intensify
hosocial treatment

=S SURUUEINL SR et
Noncompliant Switch to a long-acting | Switch to a long-acuing Add a long-acting conventional
| atypical antipsychotic | conventional depot depot antipsycholic
l | antipsychotic Regular monitoring of plasma
| . levels
Add a long-acting injectable

atypical antipsychotic Switch to a different oral

antipsychotic that has not
previously been used

At the time of this survey. & long-acting injectable atypical antipsychotic was ot available in the United States, although it was
svailable in scveral other countries. In the survey we asked the experts 10 rate how they would use such a formulation if it were
available.

J Clin Psychiatry 2003;64 (suppl 12)
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INJECTABLE ANTIPSYCHOTICS

111. LONG-ACTING

. . . . Question 45
g Injectable Antipsychotics™
ting injectable antipsychotic to be assured medication delivery.
d atient misses medication and the fact that the

Guideline 15: Benefits of Long-Actin
benefit of a long-ac
< ability to know immediately when a p
or her system even after
ation, and the ability to know that relapse, if it oceurs, 1S n

The expens consider the greatest

a missed dose. Additional advantages are the
ot the

Other imporant advantages are th
patient continues 10 have some medication 1n his
reduced risk of relapse associated with continuous medic:
result of compliance problems

e highest rating {rom at least 50% of the experts)

(bold italics = benefits receiving thi

—
|
|

Most important Somewhat important
Assured medication delivery | Regular contact with patient

Knowing immediately when medication is missed | Convenience for patient

| Reduced risk of relapse Ability to use lower effective dose

ontinuing medication coverage after a missed dose

v
¢
E|

ed despite adequate pharmacotherapy

| Knowing that relapse has occ

Guideline 16: Potential Disadvantages of Long-Acting Injectable

Antipsychotics ™" **
The experts consider lack of patient acceptance the most important potential disadvantage of long-acting injectable
antipsychotics. To some extent, this response probably reflects an assumption that patients will not accept the idea of
continuing injections. However, once they try a long-acting medication, many patients are surprised to find how easy it
is 10 tolerate receiving medication in this way. Although lack of patient autonomy is another potential concern that is
sometimes mentioned, patient surveys do not support this as being a major factor. Although the experts said that they
considered inability 1o stop medication immediately should side effects become a problem somewhat important as a
potential disadvantage, the editors were hard pressed to find examples of ions in which i i inuati
of an antipsychotic in a long-acting formulation was a medical necessity. Even in neuroleptic malignant syndrome, there
is no evidence that mortality rates are higher among patients receiving a long-acting injectable antipsychotic than in
those receiving an oral medication (assuming that the condition is identified and appropriately treated).

Somewhat important Not too important

| Most important

k of patient acceptance Logistical issues Reimbursement issues

| Inability to stop y should qi ly blished benefit

| side effects become a problem

| |

Negative physician perceptions

Stigma associated with injections or depot
clinics

Inadequately appreciated benefit

Local effects of repeated injections

J Clin Psychiatry 2003;64 (suppl 12)
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Opuimizing Pharmacologic Treatment of Psychotic Disorders

Guideline 17: Factors Favoring Use of Long-Acting Injectable

Antipsychotics™ ¥
In deciding whethe? {0 use a long-acting inject?
arypical antipsychotic In suc
with the conventional depot antipsychotics.
long-acting injectable are good patient acceptance
be lower than with oral equivalents, better quality 0

ble antipsychotic.
h a formulation very important This probably reflects concemns
Other factors that the experts consider
of the injection, evidence that the rate of relapses and side effects will
f life for their patients, and ease of administration.

96% of the expens consider the availability of an
about side effects associated
very important in deciding 1o use @

(bold itatics = factors receiving the highest raung from at least 50% of the experts)

Most important

hotic in a long-

Availability of an atypical antipsy
acting injectable formulation

Good patient acceptance of injection

Demonstrated fewer relapses/ospital admissions than
oral equivalent

Fewer side effects than oral medications

Better quality of life/patients say they feel better

Easy administration of injection |

J Clin Psychiatry 2003;64 (suppl 12)

| Litle dose

| Somewhat important

Longer int en injections

| Demonstrated superior efficacy to oral equivalent

| Easy preparation of injection

\itration required with long-acting injectable
formulation

Easy dose conversion from oral cquivalent

Easy dose conversion from other oral antipsychotic
agent

a7
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Expert Consensus Gu

Guideline 18: Indications for Switching From an Oral Antipsychotic to a Long-
3 . . . Questions 48 & 49

Acting Injectable Atypical 5 e
3 - ctable atypical antipsychotic in a vanety o

e ask s about the appropnateness of using a long-acting inje y ) ! ;
“l nﬁ:ﬁ?xx‘x:;:r:!\c;zh‘c experts consider a long-acting atypical antipsychotic the treatment of choice for a patient who is
(La‘\m-e -“ oral ax; pical and requests the long-acting formulation, for a patient who relapses because of nuncomphancc
with an éural a‘\-p}cal antipsychotic, and for a patient who is experiencing EPS on a depot conventional anupsychouc.rThc
i g i or a

¢ consider a long-acting injectable atypical first line for a patient in ir y p

;:rcn\ \:ho is chronically relapsing on an oral conventional, for a patient with lack of insight or denial of l‘llncss,vfor a
patient taking an oral atypical antipsychotic who is relapsing for reasons that are unclear, and for a patient with a history
of agnrcs_“\; or \wl:nl’ behavior. It is interesting that the experts perceive a role for the use of Iong»acungv xnj§cl§blc
::I\p;-;als that goes well beyond treatment of patients with compliance problems (see the many other second line indica-
tions listed below). OF all the situations that we asked about, the only ones in which the experts would not generally
cunénde} a long-acting injectable atypical are a patient taking an oral atypical or conventional who is stable and not
C\p;n:n;m: EPS or a patient who has been newly diagnosed with schizophrenia and has had no previous antipsychotic

treatment.

Further recommendations: We asked the experts how concern about the potential for TD would affect their decision to
switch to an injectable atypical antipsychotic. The majority of the experts would definitely switch if there is concern
about TD in a patient who is experiencing EPS on a depol or oral conventional antipsychotic (96% and 73% first line,
respectively). Even if the patient is not experiencing EPS, many of the experts would consider switching from a depot or
oral conventional if there is concern about TD (49% and 38% first line, rcspcc(i\'c”ly) The editors were unsure on what

basis a clinician would decide that there was in fact no or minimal risk of TD. ™=
We asked the experts about the appropriateness of beginning treatment with a long-acting injectable atypical while

the patient is hospitalized, given shorter lengths of hospital stays. This strategy was rated high second line by the expert
panel, in order to ensure continuing medication coverage when the patient is discharged and to facilitate acceptance of an
injectable medication in outpatient treatment. The experts also noted that this strategy may be helpful because patients
are most vulnerable to relapse soon after discharge, ™™= *4 "

(bold italics = indications receiving the highest rating from at least 50% of the experts)

[ First Line High Second Line Other Second Line

Patient taking an oral atypical History of or potential for suicidal | Other severe psychosocial stressor

antipsychotic who requests a long-acting behavior Early episode schizophrenia
antipsychotic
Homelessness Patient taking a depot conventional

Patient taking an oral atypical N antipsychotic who is stablc and is

antipsychotic who is experiencing relapse Coy:\:;:z::‘:ubsmncc abuse not experiencing serous EPS

because he or she stopped taking P Bipolar mania with psychosis

dicati <

medication Lack of social supports Dementia with psychosis

Patient taking a depot conventional Elderly patient taking an oral Elderly paticnt taking an oral
C ipsychotic who ic who is

antipsychotic who is stable but
having troublesome side cffects

1
forgets to take medication

experiencing EPS
Involuntary outpatient commitment Patient taking an oral A patient with treatmen.refractory
: conventional antipsychotic wh illness who is taking clozapine
Patient taking an oral conventional o psychotic who and having troublesome side
is stable but experiencing EPS cffects

antipsychotic who is chronically relapsing
Persistent lack of insight/denial of illness

Patient taking an oral atypical antipsychotic
who is experiencing relapse for reasons
that are unclear

History of or potential for aggressive or
violent behavior

]

48
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Optimizing Pharmacologic Treatment of Psychotic Disorders
Question 51

for Repeat Injections

otivating Patients to Return
treatment eam to be most |mporl3nl in motivating

Guideline 19: Factors M

he influence of family/caregivers and physician/

The experts consider U

patients 10 ret
e
Somewhat important
A

| Most important
| Urging/insistence of family or caregivers | Invol y outp: tc nt
Contact with treatment team

Urging of ph)slcmn'ucalmcm team

| | Decreased risk of relapse
{
| Not having to remember 1o take oral medication

| |
| Convenience

| Better efficacy

J Clin Psychiatry 2003;64 (suppl 12)
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EMISSION AND RECOVERY

IV. DEFINING R

rs of Remission and Recovery™"” =
are now trying to evaluate the effectiveness of different antipsychotics not
r.'omo‘img‘ long-term recovery in patients with schizophrenia. However,
rms. We therefore asked the experts to rale the appro-
ission and recovery. There was strong agreement that the level of
of remission. High second line indicators are levels of cogni-
reflecting studies that show that these associated symptoms
y associated W ith schizophrenia. In defining recovery, however.
asked about, indicating that recovery is a concept

Guideline 20: Indicato

OULCOMES, research studies
toms but in

ow best to define these e

proving ©
oducing remission of syn
nsensus on
ndicators of rem

e 1S N0 gcn:r.ﬂ col
of a number of factor:
qoms is the single mo:
negative, and depressive symptoms,
intial way 1o the functional disabilit
1 equal weight to all of the indicators that we
ultiple domains

rs: When the experts were asked to rank order four key indicators of remission
es agreed very closely with those presented in the table below: 89% considered level of
P dicator of remission, followed by cogmhvddisorgamlcd symptoms, negative
three of which were ranked similarly. However, there was less agreement on
with 41% considering level of positive symploms most important, 33% giving
isorganized symptoms. and 28% ranking level of negative symptoms as most

st important indicator

a

tive/disorgan
contribute in @ substan
the experts gave almos!
involving improvement in mi

Rank ordering of symplomafic indicato)

and recovery, their respons

S ms the most imporiant 10
sive symptoms, all
icator of recovery.
Jevel of cognitive/d

ive symplo
symptoms, and depres:
the most important ind
the highest ranking 1©
imponant >~

Rank ordering of functional outcomes When asked to rank order three functional outcomes as indicators of remission,
the experts were divided, with 45% considering independent living, 32% occupational/education functioning, and 20%
peer relationships the most important functional indicator of remission. This division among the panel may reflect the
fact that one is unlikely to see major changes in any of thesc areas in the shorter time frame that is usually used 1o meas-
n (see Guideline 21) However, when asked about the same functional outcomes as indicators of recovery,
onal/educational functioning was the most important functional outcome in recov-
considered most important by 20%) and independent living (considered most im-
st appropriate way of defining functional improvement in their patients, 86%
hange in the patient the most appropnate indicator, ™" 4%

ure remissiol
the majority (64%) felt that occupati
ery, followed by peer relationships (
portant by 18%) When asked about the mo:
d relative rather than absolute ¢

of the experts consider
ating from at least 50% of the experts)

(bold italics = indicators receiving the highest

| Remission Recovery
| = o
| First Line High second line | Other second tine

First

| i e e e
Meaningful peer Occupauonauwuca\ional functioning

Level of positive Level of cognitive/ |
symptoms |  disorganized | relationships

| symptoms Ability to live
| | independently

Meaningful peer relationships

Level of negative symptoms

| Level of negative
| Occupational/educationsl = s
Ability 10 live independently

: SYRPpIDmS | functioning
| | Level of depressive iti

| Le

e l‘ 1 vel of positive symptoms
‘ | Level of cognitive/disorganized symptoms

| Level of depressive symptoms
50
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Optimizing Pharmacologic Treatment of psychotic Disorders

Guideline 21: Severity and Duration of Symptoms as Indicators of Remission
and Reco\.cr'\v\)nullam 59 & 60

Is of symptor

1s below

cognitive/disorganized, negative. ani

a third of the expens felt o

0 use in defining remission and recovery

The majority of the experts W ould consider a patient in remission
d depressive symptoms (62%, 69%, 62%. and 73%
hat no posilive symptoms should be present for a

m sevenity were most appropriate X

We asked the experts what leve
ratings are presented

int

Their
who had mild jevels of posity
of the expens. respectively). F
ot 10 be considered in remission.

ors for recovery, with 2 majority (62%) saying that there
f negative sympltoms, 62% of the
33% would look for no negative
¢ symptoms

The cxperts’ ratings <hifted to the left when asked about indicat

m‘muld'bc no posilive symptoms for & patient to be considered in recovery In terms Ol
onsider a patient in recovery who had mild negative symptoms while
1. The pancl was more evenly split as 1o W hether a patient could have mild cognitive or depressiv

pancl would ©
symptom
will be considered in recovery

| said that the improvement in symplomatic indicators should be maintained for
for a year or more for a patic
P Vvocational ng, P
15-17 months, for the patient to be consid-

symploms. The expert panc
nt 10 be considered in remission and nt to be considered in
ement in functional indicators (0CC ioning, ind d

d for somewhat longer,

Duration of
at Jeast 3 months for 2 patie
recovery. The experts believe that improv
ent living, peer relationships) necds 10 be maintaine
ered in recovery

{ symptoms as indicators of remission and recovery

S ————

S

verity o

Remission Recovery

s

i

P
i

i

N

L (I e B ;
S 7 S pe s a e B —
“;g§§§§§§f5§§ §§@§@&@§§§§
B e i 2 =B 8 38T 88% $8 §
sz 8 123 B8 §13¢ vﬁzzgzv“ia:
i2°z=z-z-=ic=§ E t2E $35 £8 §
| : § 22§ 273 $§ 58538 :2¢ g
| S 2 = = b 3 §
| posive  Cogaitivel  Negativ i
{ Negative Depressive Positive Cogniti' i
| sympoms disorganized / . e Negattve S0 :
| e symploms  symptoms P : ized p e
| 'mptoms %
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|
\

1

psychotic disorder

First-episode [ |

Oral risperidone | | \ B sson 57 10 0o 0

Oral asipiprazole | | | . 3an 29 no» 7

Oral olanzapine | | i~ 210) 26 T1 1106

Oral ziprasidone | \ = goqn 19 T2 2 6

oral qucuapme1 | = l 68(15) 13 64 34 2

Long-acting injectable atypical e | | a6y 2 20 9 30

Oral high-potency conventional | j i \ 3719 2 11 30 60

Oral mid-potency conventional =) 3420) 0 9 26 66
Long-scting depot conventional injectable | | Vom0 4 (2570
Oral low-potency conventional f:]\ 2006 0 0 26 74

Oral clozapine IEI:]J 2707 4

' 4

Expert Survey Results and Guideline References

acologic treatment for a patient

appropriateness of each of the following as initial pharm
) has had previous episodes ofa

ection. Please rate the
g a first episode of psychosis of 2

Medication sel
ve psychopathology who is 1) havin|

with predominantly positi

2nd 3nd
Line Line

Trof Ist
Che Line

ERVALS

9S% CONFIDENCE INT
First Line

ThirdLine  Second Line Avg(SD)

Multi-episode

Oral risperidone 3308 S0 100 0 0

Oral aripiprazole 78(10) 31 8 12 0

Oral ziprasidone 7306 27 T 20 2

Oral olanzapine 7207 23 15 20 S

Long-acting injectable atypical 2107 23 61 3N 3
Oral quetiapine 70015) 18 66 34 0

Oral clozapine 62(15) 7 42 53 S

Long-scting depot conventional injectable 58(18) 5 36 51 7
Oral high-potency conveational 4508 2 14 61 25
Oral mid-potency conventional 40019) 0 11 55 34
Oral low-potency conventionsl 3506) 0 2 52 45
% % % %

52
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Medication selection. Please r2te the 2pp

2 with wzdcmmam\. negative psychi

psychotic disorder

op

95% CONF!

T
First-episode |
Oral risperidone

Oral asipiprazole
1 Oral ziprasidone |
Oral olanzapine |
Oral quetiapine |
ting injectable atypical |
Oral clozapine |
|
|

Oral mid-potency conventional |

Long-a¢
Oral high-potency conventional

| Long-acting depot conventional injectable |

| Oral low-potency conventional |
[Sfategnoke [
‘1 Oral risperidone |
“ Oral aripiprazole

Oral ziprasidone
\ Oral olanzapine

Oral quetiapine

Long-acting injectable atypical

Oral clozapine

Long-acting depot conventional injectable
Oral high-potency conventional

Oral mid-potency conventional

Oral low-potency conventional

J Clin Psychiatry 2003;64 (suppl 12)

ropriateness of eac
athology who 1§ 1) having 2

Optimizing Pham‘uguc Treatment of Psychotic Disorders

cologic treatment for 3 patient

g as initial pharma
pisodes of a

h of the followin
psychosis or 2) has had previous &

first episode of

3rd
Line

Trof Ist 20d

DENCE INTERVALS
Che Line Line

First Line Avg(SD)

Second Line

Third Line

[
| . | s08) 6

= | 7200 30

| i 69(21) 24

} == 68(23) 27
= | 6709 16

[ l 4323 3

[ \ | 3009 2
\ 30001 2

:‘, | 208 0
o8 2801 0
Eull i 24(13) 0

7.6(14) 33
7.5(L.7) 35
73(1.8) 29
7.1(2.0) 26
: 6.9(1.8) 19
E 6402) 18
6.1(21) 14
4120 2
35S0 2
[:] 33(19) 0
i :] 28(1.5) 0
9 % % % %
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Expert Consensis Guidelin

Medication selection- Please T
prominent

3 with both
tic disorder

previous episodes of a psychotic &

CONFIDENCE INTERVALS
Second Line

Third Line
.
| First-episode

| Oral risperidone
|
Oral anipiprazole

Oral ziprasidone |
Oral olanzapine |
Oral quetiapine !
Long-acting injectable aty pical
Oral high-potency conventional |
Oral mid-potency conventional |
Oral clozapine |
Oral low-potency conventional |
Long-acting depot conventional injectable |
Seiiipisoie Iy [
Oral risperidone
Oral aripiprazole
Oral ziprasidone
Oral olanzapine
Long-cting injectable atypical
Oral quetiapine
Oral clozapine
Long-acting depot conventional injectable
Oral high-potency conventional
Oral mid-potency conventional

Oral low-potency conventional

propriateness ol each of the following as In

ative symptomatology who is 1) having 2

000501

First Line

itial rhavma:olog:c treatment for 3 patient
first episode of psychosis or 2) has had

Trof st 2nd 3nd

Che Line Line Line
1

Avg(SD)

84(0.7)
7.2(1.8)
7.001.8)
69(2.2)
69(1.5)
4.6(24)
34(1.9)
32(1.9)
3.101.8)
2.7(1.5)
27007

8.2(0.8)
7.6(1.3)
73(1.5)
72(1.8)
6.9(1.6)
6.9(1.5)
63(1.6)
49(1.8)
4.1(1.8)
38(2.0)
32(1.7)
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A . .egu Treatment of Psychotic Disorders

Optimizing Pharmaei

r each antipsychotic to ensure an

rget dose you would use fo
re not familiar with a medication.

ase write in the average daily ta

of a psychotic disorder in each clinical situation. 1f you a

Dosing of antipsychotics. Ple
4 adequate trial for the treatment

draw a line through that L//_’//
Multi-episode patient |

| First-episode patient
| Acute treatment Maintenance tre t Acute treatm A e treatment
| (mg/day) (mg/day) (mg/day) (mg/day)
| Avg (SD) Avg (SD) Avg (SD) Avg (SD)
Atypicals (oral) i
| Aripiprazole | 170 (44) 162 (35) 218 (6.1 193 (49)
| CIOupme{ 3938 (107.6) 3643 (1102) 4900 (106.9) 4433 (119.5)
| Olanzapine | 158 43) 138 @1 203 (5.) 180 (4.9)
| Quetiapine 5244 (168.8) 465.6 (151.8) 6444 (152.3) 5822 (153.4)
| Risperidone 39 (1.2) 5 (12 5.1 (1.2) 44 (1.0)
[ Ziprasidone 1314 (30.3) 1181 (342) 1559 (18.6) 1445 (27.9)
Conventionals
Chlorpromazine 4384 (225.2) 379.1 (229.2) 6012 (215.9) 501.2 (238.2)
Fluphenazine 93 (6.0) 73 (4.8) 144 (84) 110 (4.4)
Haloperidol 82 (53) 62 (4.5 128 (6.7 98 (3.9)
[ Perphenazine 239 (15.1) 208 (15.5) 326 (157) 27.6 (15.6)
‘ Thioridazine 397.1 (163.6) 3171 (174.4) 4862 (147.1) 419.6 (158.7)
Thiothixene 184 (13.7) 154 (13.6) 248 (13.1) 207 (13.0)
Trifluoperazine 162 (11.6) 128 (10.4) 29 (12.0) 18.7 (10.4)
Fluph:nm:';;czcj\;c::; 243 (13.5) 212 (127 381 (27.1) 298 (12.8)
Halopcndnl(t:“c;l:(:;c) 1270 (72.8) 1029 (71.0) 1724 (70.4) 1458 (63.7) J
) Clin Psychiatry 2003:64 (suppl 12)
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Use of therapeutic drug monilt
5 each of the following agent!

| Are plat
of this agent available

|
|
|
|

Clozapine |
| Haloperidol
\_ Haloperidol decanoate
| Fluphenazine
| Risperidone
Fluphenazine decanoale

Olaszapine

Chlorpromazine

Quetiapine

Perphenazine
Ziprasidone
Thioridazine
Thiothixene

Trifluoperazine

Aripiprazole

a medication, draw 2

oring of antipsychotic
whether an

1o you?

s and 2) if 50,
ine through that row.

sma level assays

5. Please indicate 1) whether
d how you use plasma lewe

e e et LS

1€ yes, do you use these

levels to monitor

compliance?

Yes

20 (57%)
7 Q%)
6 (27%)
7 (29%)
4 (19%)
6 (25%)
4 (21%)
2 (12%)
1 O%)
2 (13%)
2 (14%)

2 (14%)

(8%)
2 (13%)

41%)
(43%)
(13%)
(13%)
M%)
(81%)
75%)
(719%)
(88%)
93%)
(88%)
(86%)
(86%)
(92%)
(88%)

1f yes, do you use these
Jevels to adjust dose?

Yes No

Fe (%)
I8 (88%) S (12%)
15 (0%) 15 (S0%)
12 (50%) 12 (S0%)
3 (18%) 14 (82%)
3 (14%) 18 (86%)
4 @%) 11 (13%)
4 Q1%) 15 (19%)
2 (14%) 12 (86%)
1(8%) 11 (92%)
©%) 9 (100%)
©0%) 12 (100%)
1 (%) 8 (89%)
2 (20%) 8 (80%)
1 (11%) 8 (89%)
0 (0%) 11 (100%)

000503

plasma level assays are available to you for

els to ad;

just the dose. If you are not familiar

11 you use plasma levels to adjust dose. |
how do you use them? |
If response 1€ side effects
Routinely _ inadequate a problem

n n n

0 17 12
] 14 9
1 4 2
0 4 4
0 s 2
0
0
0
0
0
0
0
0
0
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Optimizing Phavmalw«ognc Treatment of Psychotic Disorders

se of each of the following agents you would use in an average

highest final acute do
aw a line through that row.

Jiar with a medication. dr

Highest final acute dose. What is the
6 healthy young adult?® If you are not famil

Sl o i S
Highest final acute dose ]

| (mg/day)
| Avg (SD) |
At)plalsmnh i | |
| Asipipeazote | 09 (5.4 |
Clouapine| 8533 (147.1) \
‘ Olanzapine 82 49 |
| Quetispine| 9685 (2619) |
“ Rup:ndon:i 106 @D ‘
| Ziprasidone | 1823 (430
| Conventionals
| Chlorpromazine 9727 (303.7)
{ F\uphcnwn:l 277 (150)

(aLn
QL
6500 (149.1)
422 (17.6)
(17.2)
(18.9)
(81.5)

Haloperidol

| Perphenazine
Thioridazine

Thiothixene

Trifluoperazine

|
|
|
1 Fluphenazine decanoate (mg/2-3 wk)
l 2439

Haloperidol decanoate (mg/4 wk)

J Clin Psychiatry 2003;64 (suppl 12)
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of antipsychotics. Please write

of the dos!

h

= Dost equivalency

{ consider ea
of doses between t

ivalent to each es of haloperidol lists
antipsychotic

der

equivalency
ot familiar with 2

Olanzapine |

Quetiapine

Rispenidone |

Ziprasidone |

Conventionals

Chlorpromazine

Fluphenazine |

Perphenazine |

| Thioridazine | 6.7 2184
Triothixene | (15) 125 (54)
| Trifluoperazine | 30 (14) 18 (53)
| Fuphenazine decanoate | 55 (3.0 157 (13)
| (mgR2-3 \m‘,‘
| 286 (22.7) 833 (43.0)

Haloperidol decanoate
(mg/d wk)

sl

in the doses (Mg
ed below. In
s and the new

Hal

the

of each of
general

loperidol 10 mg

Avg (SD)

(1234)
0.8)
(13.0)
(135.0)
107)
(103)
(132)

29.1

1440 (62.4)

this questior

e
1aloperidol

antipsychotics that you would

following
\, we are trying to geta feeling for the
ical antipsychotics. 1f you are

tion of atyp

operidol 30 mg
Avg (SD)

20mg Hal
D)

]

A D
31 (145) 315 (1.6
6707 (153.7) §97.3 (196.5)
310 (117 433 (194)
9025 (336.6) 12348 (520.4)
104 (4.1) 148 (5.2)
183.0 (51.7) 2369 (91.8)
8863 (213.3) 13105 (369.5)
195 (.7 305 27
61.8 (20.8) 86.5 (29.9)
7426 (207.5) 9804 (365.2)
430 (174) 59.1 (24.5)
424 (214) 543 (19.9)
527 (25.8) 758 (39.5)
2450 (77.5) 3284 (109.9)

N
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. Optimizing Phan&!ugu Treatment of Psychotic Disorders

rite in the doses (mg) of each of the following antipsychotics that you would
done listed below. In this question, we are trying to get a feeling for the
ou are not familiar with 2 medication, draw 2 line through

{ antipsychotics. Please
to each of the doses o nispen

8 Dose equivalency ©
neration of antipsycholics. 1w

consider equivalent

mong the new

equivalency of doses 2!
that row /’/
Risperidone 1 mg  Risperidone 2 mg Risperidone 4 mg  Risperidone 6 mg Risperidone 8 mg |
| awe oD Avg (SD) Avg (SD) Avg (SD) Avg (SD) |
Atypicals (oral) ‘
Aripiprazole | 49 (1.8) 9.7 (26) (54) 25.1 (5.5) 314 (7.6) ‘
| Clozapine | 822 (354) 1687 (60.3) 3402 (%0.1) 4990 (109.5) 6900 (148.6) \
Olanzapine | a1 (1.8) 80 27 144 (3.49) 204 (4.8) 284 (6.6)
| Quetiapine | 1005 (398) 213 (733) 4390 (144.7) 6044 (148.1) 8191 (187.2)
Ziprasidone | 37.1 (182) 699 (259 1153 (342 1582 (427) 197.3 (55.4)
| Conventionals |
| Chlorpromazine | 814 (255) 1744 (53.6) 3613 (136.6) 5538 (169.9) 789.5 (249.1)
Fluphenazine 18 (12) 42 (23) 8.1 (42) 115 (4.8) 167 (1.3)
Haloperidol 16 (05) 37 (1.2) 73 (26) 115 (43) 168 (6.7)
‘ Perphenazine | 60 (2.0) 130 (63) 252 (12.5) 392 (16.8) 540 (19.2)
| Thioridaz 650 (32 2 ‘
‘ iori ume\ -0 @21 1425 (64.2) 3083 (131.2) 4686 (154.9) 6559 (1862)
{ Thiothixene 38 (14) 84 (4.1) 168 (8.1) 257 (11.5) 337 (124)
Trifiuoperazine 42 @) 86 (4.1) 171 (6.8) 245 (9.5 347 (142)
{ Fluphenazine decanoate 68 (34) 124 (59) 239 (1 ;
‘ e 9 (11.1) 386 (20.7) 58.7 (40.9)
| Halo (
aloperidol decanoate | 294 (14.5) 589 (27.0 2
oy i) 21.0) 1126 (50.2) 169.9 (73.5) 2262 (89.8)
J Clin Psychiatry 2003;64 (suppl 12)
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ideline Scnm. l

Expert Consensus Guil

riateness of adjusting acute antipsychotic dose based on the following factors
1 9 to those factors that you would nearly always consider in selecting antipsychotic dose; 2 rating
and a rating of 1, 2, or 3 to those factors you would rarely or never

Acute dose adjustment. Please rate the approp

Please give a rating of 7.8,0
of 4, 5, or 6 to those factors you would sometimes consider;
consider.

95% Cowmmcglm’envus Trof st 2nd 3rd
Third Line Second Line FirstLine  Avg(SD) Che Line Line Line
Use of concomitant medications (¢.£- 2801 43
ressants, mood stabilizers, cardiovascular |
the potential for drug-drug |
interactions ‘ 1 |
| 71(1.5) 34

Patient's age
74(14) 20

antidep?
medications) with

presence of hepatic disease |

. 68017 17
| so@1) 13
580.4) 2
57019 2
5109 2

%

Presence of cardiovascular discase
Presence of rcnal disease |

Whether or not the patient smokes |
Paticnt’s weight |

Patient’s s¢:

1 0 Titrating the first oral antipsychotic used. Please rate the appropriateness of the following strategies for beginning
treatment with an oral antipsychotic for which titration is not required.
95% CONFIDENCE INTERVALS Trof st 2nd 3rd
Third Line Second Line FirstLine  Avg(SD) Chc Line Line Line
Start with a low dose and then increase it based
7.0(2.
on level of response and side effects o) e N
Start with 2 moderate dosc 6.6(1.9) IS 57

Stan with a relatively high dose, then decrease
, then 372
dose if possible R

% % % %
Titrating the first long-acting injectable anti i
7 psychotic used. Please rate the aj i i
1 1 beginning treatment with a long-acting injectable antipsychotic. wopristenias ol R .

95% CONFIDENCE INTERVALS
C s Trof Ist 2nd
Third Line  Second Line FirstLine  Avg(SD) Chc Line Line Ii':e

Start with a low dose and then increase it based
on level of response and side effects 65(1.9) 17 51 9

Start with a moderate dose 65(1.8) 9
.5(1. 59

Start with a relatively high dose, then decrease
dose if possible PO
]

% % % %

J Clin Psychiatry 2003;64 (suppl 12)
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|I I Treatment of Psychotic Disorders

Optimizing Pharmacoiogic

for each antipsychotic
is medication to treat
line through that

rite in the average daily target dose you would use

f you would not generally use th
 familiar with a medication, draw 3

for special populations. Please W

Dose selection
1 jor the acute treatment of each of the following types ol patients. I
this type of patient. please place an X in the appropriate boxes 1f you are no!
Tov
| Psychotic disorders in CHILDREN Psychotic disorders in ADOLESCENTS
(13-18 years old)

(12 years and under)
Average daily target |

| Average daily target
| Would not generally use dose (mg/day) Would not generally use dose (mg/day)
| n (%) Avg (SD) % Avg (SD)
| Atypicals (oral) ] |
Aripiprazole 12 (60%) 119 @26 10 31%) 149 27 l
| Clozapin® ‘ 15 (58%) 2239 (120.7) 9 (23%) 3400 (109.4)
| Olanzapine 5 (19%) 76 (23) 2 (5%) 129 (3.6)
| Quetiapine 4 (16%) 2726 (1199 4 (10%) 4100 (157.6)
1 Rispendone 1 (@%) 17 (0.5 1 Q%) 31 (08)
9 (38%) 760 (30.4) 7 (18%) 111.6 (28.9)

Ziprasidone

Conventionals
Chlorpromazine %) 1804 (24.9) (61%) 3045 (71.3)
Fluphenazine (58%) 31 (1.6) (49%) 62 (3.1
Haloperidol (44%) 26 (1.5 (42%) 56 (3.1
Perphenazine (54%) 94 (3.9) (50%) 172 (53)
Thioridazine (83%) 178.1 (85.6) (67%) 2719 (44.6)

(63%) 55 (20) (57%) 122 (8.2)
56 (3.0) (57%) 11.3 (5:1)
(371%) 189 (9.0)

Thiothixene
Trifluoperazine (63%)

Fluphenazine decanoale (64%) 76 (3.1)

(mg/2-3 wk)
Haloperidol decanoate (60%) 333 (1
bt 33 (18.6) (36%) 959 (59.5)

J Clin Psychiatry 2003;64 (suppl 12)
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n for special populations. continued

1 2 Dose selectio

Elderly patients (65 years Elderiy patients (65 years and older) with
| psychotic disorders (e.g. schizophrenia, dementia who have a behavioral disturbance
| schizoalTective disorder) and/or psychosis

Average daily target Average daily target

and older) with

| Would not generally use dose (mg/day) Would not generally use dose (mg/day)
| n (%) Avg (SD) n (%) Avg (SD)

| Atypicals (oral)
| A.nppr;mk‘ 6 (15%) 32 @ 9 (33%) s @D
‘ TS 6 (13%) 2684 (967) 2 @% 1139 (63.1)
\ Olanzapine | 1 G%) 108 (4.5 7 (18%) 75 (34)
e 3 0% 3432 (1162) 7 (15%) 1944 (111.6)
| Rnpcndon:\ 0 (0% 26 (1.0) 0 0% 18 (1.0)
‘ Ziprasidone | N @s%) 1034 GL7) 13 (7% 750 (292)
Conventionals l
Chlorpromazine 21 (60%) 259 (5.1) 24 (13%) 1014 (356)
\\ Fluphenazine 1 GI%) 50 @28 13 (39%) 34 26
] Haloperidol 9 (24%) 40 @2 8 (23%) 23 (13)
\ Perphenazine 14 (38%) 143 93 15 (43%) 84 (6.1)
Thioridazine 21 (69%) 2239 (81.5) 24 (13%) 903 (@23)
i Thiothixene 18 (53%) 109 (8.7) 18 (56%) 63 (50)
Trifluoperazine 18 (53%) 97 (5.4) 18 (56%) 59 @)
Fluphenazine decanoate 12 (35%) 150 (.1 23 (12%) 90 (36)
(mg/2-3 wk)
Haloperidol decanoate 12 (33%) 688 (432) 23 (70%) 531 (353)
(mg/d wK)

1 3 Duration of a.dnauak trial. Please indicate the average minimum and maximum number of weeks you would wait before

making aA r_na;ur ch?nge in treatment regimen in a patient with a psychotic disorder 1) who is having an inadequate

response to the initial antipsychotic tried and 2) who is having an inadequate response to the second antipsychotic tried,

donending on whether the patient is having little or no response or @ parti fent i :
partial response. Assume that the pati ivi

level that you consider optimal. et i v A

Minimum number of Maximum number of
mtepuide vesgiousé 0 weeks to wail weeks to wait
Avg (SD) Avg (SD)
INTTIAL ANTIPSYCHOTIC
Little or no response 26(13) 5.5(2.6)
Partial response 44(1.7) 99(5.1)
SECOND ANTIPSYCHOTIC 1
Little or no response 28(1.3) 58(26)
Partial response 4.7(2.2) 11.2(8.0)

J Clin Psychiatry 2003;64 (suppl 12)
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Optimizing Pharmacol ogic Treatment of P!

Assume that a m!
indicated you would use for acute treatment
otic. If you

if there is an inadequate response.

o target dose of the medication you
d increase the dose or switch to another antipsych

Trestment strategy
response to the avera
please indicate ¥
age daily

14

each medication,
se, please indicate to

hether you woul
target dose you would g

what av 0. If you

that row

1d_1f you would CREASE|

nse to this medication, wou'
dose, what dose would

["if inadequate respo!
¢ or switch to a different

you increase dost

| antipsychotic? (check one) you go 1o
re! T, Average daily target dose

Increase dose Switch medications e (mg,-de’,';g

n (%) Avg (SD)

(%)

|
|

[Atypicals (oral) 1

| Aripiprazole | 26 (68%) 12 (12%) 308 @7

| Clozapine | 39 (93%) 3 (1%) 7231 (1366)
Ohmupm:\ 42 (93%) 3 0% 310 (7.6)
Quetiapine 3 (84%) 7 (16%) 8730 (2084)
Risperidone 38 (84%) 7 (16%) 8.1 @1)
Ziprasidone 2 (57%) 18 (43%) 1950 (34.0)

| Conventionals

] Chlorpromazine 23 (56%) 18 (44%) 943.5 (389.4)

i Fluphenazine n (55%) 18 (45%) 219 (11.6)

\ Haloperidol 2 (52%) 20 (48%) 208 (7.6)

‘ Perphenazine 19 (51%) 18 (49%) 46.1 (163)
Thioridazine 13 (33%) 26 (67%) 673.1 (156.3)
‘Thiothixene 18 (49%) 19 (51%) 38.9 (13.6)

Trifluoperazine 20 (53%) 18 (47%) 383 (173)

“ F‘nlrhcnwr‘:;;f_n;ft; 25 (64%) 14 (36%) 50.7 (16.8)

|

\1 Halopcndol(d“:‘cg/a:c;n;t; 27 (64%) 15 (36%) 2333 (103.5)

J Clin Psychiatry 2003;64 (suppl 12)
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<ychotic Disorders
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in Question 4. For
would increase the
aw a line through
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Switching m\iosy(houcs
psychotic

15

decided to switc
medication you
daily target dose you woul

row

the current anti
h to a different anti
would try next if there was

1d initially use for eac

psychotic. For each

an inadequat

u would

First medical
witch 1o

Inadequate response &

risperidone
olanzapine
i ziprasidone

quetiapine
haloperidol

Oral anpiprazole

if there is an inadequate respo
and you have raised the dose as
medication, ple
e response 0 the first one
not fami

h medication. If you are

nse. Assumne that the patient ha:
high as you feel is safe or
ase indicate to which drug yo

-

T Onlclozapirc | nsperidone 11 olanzapine 7 (3%)
| aripiprazole 8 (259 quetiapine 5 (17%)
| | olanzapine 3 (9%) anpiprazole 4 (13%)
siprasidone 2 (6%) risperidone 4 (13%)
| | add risperidone 2 (6%) ziprasidone 3 (10%)
| | adamovigneloter adjuncive 1 3%) ECT 2 (1%)
| | 2dd valproate 1 (3%) addECT 1| (3%)
| \ haloperidal 1 (3%) add lamotriginelother adjunctive 1 3%)
Jong-acting injectable atypical 1 (3%) clozapine 1 (3%)
| NEVER 1 (3%) combinations 1 (3%)
L quetiapine 1 _acting injectable atypical 1 (3%)
Oral olanzapine | risperidone 25 (60%) clozapine
aripiprazole 5 (12%) aripiprazole 9 (21%)
ziprasidone 5 (12%) quetiapine 5 (12%)
clozapine 3 (1%) risperidone 4 (10%)
quetiapine 3 (1%) olanzapine 2 (5%)
haloperidal 1 (2%) ziprasidone 2 (5%)
\ Jamouiginelother adjuncive 1 (2%)
: g-acting injectable atypical 1
Oral quetiapine nsperidone 27 (64%) olanzapine 16
olanzapine 6 (14%) clozapine 13 (31%)
anplpr_uok 5 (12%) aripiprazole 6 (14%)
| zlpms\do_ne 3 (1%) ziprasidone 3 (7%)
\ | clozapine 1 2%) risperidone 2 (5%)
haloperidal 1
c p-acting injectable atypical |
olanzapine 1 clozapine 14 (35%)
\ ‘ aripiprazole 8 (19%) aripiprazole 10 (25%)
| clozapine 5 (12%) quetiapine 5 (13%)
_" quetispine 4 (10%) olanzapine 3 (8%)
z ziprasidone 4 (10%) ziprasidone 3 (8%)
g‘ add lamotigind/other adjunctive 1 (3%)
| addvalproate 1 (3%)
Ay haloperidal 1 3%
| long-acting injectable atypical 1 3%)
NEVER 1 (3%)

s had an inadequate response o
the patient can tolerate and you have
u would first switch and what
d to. Please also write in the average

you switche
raw a fine through that

liar with a medication, d

Second medication you
(%)

would ch to n
Clozapine 14 (39%)
olanzapine 9 (25%)
risperidone 7 (19%)
quetiapine 3 (8%)
ziprasidone 2 (6%)
aripiprazale 1_(3%)

J Clin Psychiatry 2003;64 (suppl 12)
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15

Switching antipsychotics if there is an inadequate r

First medication you would

Optimizing Phavmaggn: Treatment of Psychotic Disorders

esponse, continued

Second medication you

J Clin Psychiatry 2003;64 (suppl 12)

Inadequate response (02 switch to n (%) would switch to n_(%)
Oral iprasidone nsperidone 17 (44%) clozapine 13 (34%)
‘ anpiprazole 8 (21%) olanzapine 11 (29%)
olanzapine 8 (21%) aripiprazole 6 (16%)
quetiapine 4 (10%) risperidone 5 (13%)
| clozapine 1 (3%) quetiapine 2 (5%)
| haloperidal 1 (3%) long-acting injectable atypical 1 (3%
\ Oral chlorpromazine risperidone 25 (64%) olanzapine 13 (35%)
olanzapine 7 (18%) clozapine 7 (19%)
| aripiprazole 3 (8%) quetiapine 5 (14%)
I | ziprasidone 3 (8%) aripiprazole 4 (11%)
| quetiapine 1 (3%) risperidone 4 (11%)
| ziprasidone 4 (11%)
Oral fluphenazine | risperidone 23 (62%) olanzapine 10 (29%)
| olanzapine 6 (16%) clozapine 6 (18%)
| aripiprazole 4 (11%) quetiapine 5 (15%)
l | ziprasidone 3 (8%) risperidone 5 (15%)
| quetiapine 1 (3%) aripiprazole 4 (12%)
ziprasidone 4
Oral halupcndolll risperidone 23 (59%) olanzapine 10 822!::
[ olanzapine 7 (18%) clozapine 7 (19%)
‘ aripiprazole 5 (13%) quetiapine 5 (14%)
| Llp@lﬂom 3 (8%) risperidone 5 (14%)
[ quetiapine 1 (3%) ziprasidone 5 (14%)
aripips
Oral perphen;\zm:i risperidone 23 (62%) ola:‘zra‘;‘i)r: |; g;:;
| olanzapine 5 (14%) clozapine 6 (18%)
| rp;:r;ml: 4 (11%) quetiapine 5 (15%)
— et
aipiprazole 4 (12%)
Oral thioridazine risperidone 25 (68%) ulmld?m L
olanzapine 5 (14%) °:l::P""= g
pine 6 (18%)
mplp?vfn): 3 (8%) aripiprazole 5 (15%)
quetiapine 2 (5%) risperidone 5 (15%)
ziprasidone 2 (5%) quetiapine 4 (12%)
Oral thiothixene risperidone 23 —dprasidone_4_(12%)
oot R o100
asipiprazole 4 (11%) Slotpine SRR (L ®)
e risperidone 5 (15%)
ziprasidone 3 (8%) aripy 1
quetiapine 1 (3%) PIpIDle L 4 (12%)
quetiapine 4 (12%)
Oral wifluoperazine riperidone 22 (61%) Zprasidone 4 _(12%)
olanzapine 6 (17%) e %)
aripiprazole 4 (11%) Clozapine 6 (18%)
ziprasidone 3 (8%) 35"“ ridone 5. (15%)
quetizpine 1 (3%) prasidone 5 (15%)
aripiprazole 4 (12%)
—quetiapine 4 (12%) |
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Expert Consensit

ics if there is an inadequate response continued

1 5 Switching antipsychot!
First medication you would Second medication you

Inadequate response 107 <wilch 1o n (% would switch (o
| clozapine

olanzapine
anipiprazole
ziprasidone

add valproate
fluphenazine decanoate
NEVER

quetiapine

risperidone

clozapine
nisperidone
haloperidol decanoate
aripiprazole
ziprasidone
haloperidol
quetiapine
olanzapine

ng imjectable
auypical |

clozapine

Tnjectable fluphenazine Jong-acting injectable atypical
olanzapine

decanoate | risperidone
anipiprazole risperidone

olanzapine ( ziprasidone

ziprasidone F aripiprazole

haloperidol decanoate 59 quetiapine

quetiapine (5% haloperidol

clozapine (3% haloperidol decanoate

typical
clozapine
olanzapine
risperidone

Tnjectable haloperidol | long-acting injectble atypical 1
decanoate | risperidone
| aripiprazole

aripiprazole
quetiapine
fluphenazine
ﬂuphcn;\zmc dccano:.\lc
i tabl i

ziprasidone
fluphenazine decanoate
quetiapine
clozapine

8
3
olanzapine 3 ziprasidone
3
2
2
1

Target doses when switching antipsychotics

Atypicals
Aripiprazole
Clozapine Y 4 4193 (65.9)
Olanzapine 210 (- 201 (6.0)
Quetapine . % 670.0 (135.9)
Risperidone 5 (L 64 (1.8
Ziprasidone L A 1512 (30.0)
Long-acting injectable atypical ) - 500 *
Conventionals
Fluphenazine 500 *
Haloperidol A 150 (7.1)
Fluphcnu.in:dacnnoal:(mgflawk) s 750 *

Haloperidol decanoate (mg/d wk) X : 2750 (176.8)

*Only one write-in.

J Clin Psychiatry 2003;64 (suppl 12)
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tic (after adequate dose and duration of treatment] has produced an
Assume that the first antipsychotic does
switching to each of the

Switching strategies. Suppose the initial antipsycho
1 6 inadequate response and you have decided to switch toa different antipsychotic.
re discontinuation. Please rate the appropriateness of the following strategies for
Give your highest rating to the strategy you consider most appropriate
95% CONFIDENCE INTERVALS
Third Line  Second Line FirstLine  Avg(SD)

not require tapering befo
(olla\nnganupsycholics
Trof st 2nd 3rd

Che Line Line Line

f switching to aripiprazole [
Cross-titration® gradually taper dose of first
1 antipsychotic while gradually increasing dose of
second antipsychotic |
|

Overlap and taper: continue the same dose of the
first antipsychotic while gradually bringing the
second up to therapeutic level, then taper the
first antipsychotic | |
Stop the old/start the new: discontinue the first ; ) 44(2.6)
antipsychotc abruptly and then begin second |
antipsychotic immediately |
Taper and stop the firsUthen titrate the second: 2.5(1.5)
taper and stop the first antipsychotic over
several days and then start second antipsychotic
and increase dose slowly while monitoring for
side effects

1f switching to clozapine
|
Cross-titration: gradually taper dose of first

antipsychotic while gradually increasing dose of
second antipsychotic

7.5(1.7)

Overlap and taper: continue the same dose of the

first antipsychotic while gradually bringing the 63(2.5)
second up to therapeutic level, then taper the
first antipsychotic

Stop the old/start the new: discontinue the first
antipsychotic abruptly and then begin second =00
antipsychotic immediately

Taper and stop the first/then titrate the second:

taper and stop the first antipsychotic over 220
several days and then start second antipsychotic
and increase dose slowly while monitoring for
side effects

1
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Switching strategies, conli inued

16

1f switching to olanzapine {
Cross-ttration: gradually taper dose of first \
sychotic while gradually increasing dose of |

antip!
second antipsychotic |

Overlap and taper. continue the same dose of the

first antipsychotic while gradually bringing the |
second up 10 therapeutic level, then taper the
first antipsychotic

Stop the old/start the new: discontinue the first
antipsychotic abruptly and then begin second
antipsychotic immediately

Taper and stop the firstthen titrate the second:
taper and stop the first antipsychotic over
several days and then start second antipsychotic
wly while monitoring for

and increase dose slo
side effects

1f switching to quetiapine
Cross-titration: gradually taper dose of first
hotic while gradually i ing dose of
second antipsychotic

Overlap and taper. continue the same dose of the
first antipsychotic while gradually bringing the
second up to therapeutic level, then taper the
first antipsychotic

Stop the old/start the new: discontinue the first
antipsychotic abruptly and then begin sccond
antipsychotic immediately

Taper and stop the first/then titrate the second:
taper and stop the first antipsychotic over
several days and then start second antipsychotic
and increase dose slowly while monitoring for
side effects

95% CONFIDENCE INTERVALS

Third Line

Second Line First Line

Avg(SD)

2.6(1.6)

7.0(1.9)

63(22)

3.4(2.0)

23(1.5)

Trof st 2nd 3rd
Che Line Line Line

000515
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Optimizing Pharmaufl‘ogic Treatment of Psychotic Disorders

strategies, continued

1 6 Switching
95% COHF!DENCEXNTER\‘»\LS Trof st 2nd 3rd
Third Line Second Line FirstLine  Avg(SD) Che Line Line Line

If switching 10 risperidone 1
Cross-itration: gradually taper dose of first | 6522 23 12
antipsychotic while gradually increasing dose of
| second antipsychotic
Overlap and taper: continue the same dose of the ‘l 6.0(2.4)
first antipsychotic while gradually bringing the l
second up 10 therapeutic level. then taper the |
first antipsychotic
Stop the old/start the new: discontinue the first | 4.1(2.9)
antipsychotic abruptly and then begin second
antipsychotic immediately
Taper and stop the first/then titrate the second: 27(1.7)
taper and SIOP the first antipsychotic over
several days and then start secon i
and increase dose slowly while monitoring for
side effects

|
|
|

If switching to ziprasidone
Cross-titration: gradually taper dose of first 6.9(2.0)
ic while gradually i ing dose of
second antipsychotic

Overlap and taper: continue the same dose of the 6.0(2.2)
first antipsychotic while gradually bringing the
second up to therapeutic level, then taper the
first antipsychotic

Stop the old/start the new: discontinue the first 3.8(2.2)

antipsychotic ebruptly and then begin second 7

antipsychotic immediately
Taper and stop the firsuthen titrate the second:

taper and stop the first antipsychotic over 2ot
several days and then start second antipsychotic
and increase dose slowly while monitoring for
side effects

J Clin Psychiatry 2003;64 (suppl 12)
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after adequate dose and duration of treatment) has produced an
sychotic Please rate the appropriate-
highest rating to the strategy you

Switching strategies- Suppose the initial antipsychotic ( v
1 7 inadequate response and you have decided to switchtoa long-acting injectable antip:
ness of the following strategies for switching to each of the following antipsychotics. Give your
consider most appropriate.
95% CONFIDENCE INTERVALS Trof st 2nd 3rd
Third Line Second Line First Line Avg(SD) Che Line Line Linc
I{ switching to conventional depot l

Continue oral antipsychotic at same dose until

atient achieves therapeutic blood levels of the
injectable antipsychotic and then gradually taper
oral antipsychotic

Taper the oral antipsychotc gradually (e.g. over |
2-4 weeks) after giving the first long-acting |
injection

Continue oral antipsychotic at same dose until
patient achieves therapeutic blood levels of the
injectable antipsychotic and then immediately
discontinue oral antipsychotic

Stop the oral antipsychotic when you give the
first long-acting injection

1f switching to long-acting atypical
Continue oral antipsychotic at same dose until
patient achieves therapeutic blood levels of the

injectable antipsychotic and then gradually taper
oral antipsychotic

71(23)

Taper the oral antipsychotic gradually (e.g., over 5.6(2.8)

2.4 weeks) after giving the first long-acting
injection

Continue oral antipsychotic at same. dose until 5.0(2.2)
patient achieves therapeutic blood levels of the
injectable antipsychotic and then immediately
discontinue oral antipsychotic

Stop the oral antipsychotic when you give the 2.5(1.9)

first long-acting injection e
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Optimizing Pharmac{ogic Tri

Use of clozapine- Although clozapine is usually not used as 2 first line medication, il can sometimes help patients when
1 8 other medications have failed. Please rate the appropriateness of switching to clozapine if the patient has not responded to
following treatments Assume the patient is medication adherent and is not abusing substances. Give the

adequate trials of the
t after which you would be most likely to switch to clozapine.

highest rating to the decision poin
95% CONFIDENCEINTER\'ALS Trof st 2nd 3rd

Third Line Second Line First Line  Avg(SD) Che Line Line Line

Trials of one or more conventional | 7.9(1.7)

sychotics and two atypical antipsychotics ‘

Trials of three atypical antipsychotics |

Trials of one or more conventional

antipsychotics and all of the other atypical
antipsychotcs

antip
7.7(1.8)

7.6(2.5)

7.2(1.8)
7.1(1.8)

Trials of two atypical antipsychotics

Trials of one or more conventionzl

antipsychotics and one atypical antipsychotic
Trials of two conventional antipsychotics | 47(2.5)

Trial of ane atypical antipsychotic | 1323)

Trial of one conventional antipsychotic 3.2(2.0)

1 9 Slangits »when there is partial response. Please rate the appropriateness of each of the following strategies for a patient
who is having a partial but still inadequate response (some isting positive ) to each of the following types
of antipsychotics (we are not asking about cross-titration while switching here).

X 95% CONFIDENCE INTERVALS Trof Ist 2nd
Partial but inadequate response to: Third Line Second Line FirstLine  Avg(SD) Chc Line Line

Oral conyentional

Add a long-acting injectable atypical 5.5(2.2)
antipsychotic if available .04

Add an oral atypical antipsychotic 5.1(2.7)
Add valproate 5.0(2.0)

Add 2 benzodiazepine 4.1(1.9)

Add clectroconvulsive therapy (ECT) 4.1(2.1)
Add lithium 4.0(1.8)

Add a long-acting mny‘en‘uonal depot 3.72.1)

ip: ic (¢.8-

Add an antidepressant 3.6(1.9)
Add carbamazepine 3> 1 (1A7

Add an oral conventional antipsychotic .E 4

y 1.8(1.0)

J Clin Psychiatry 2003;64 (supp! 12)
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1 9 Strategies wh

Partial but inadequate respo
Oral atypical |
Add a long-acting injectable arypical |
antipsychotic if available |

Add valproate “
Add an oral atypical antipsychotic
Add a benzodiazepine
Add lithium |
Add an oral conventional antipsychotic
Add clectroconvulsive therapy (ECT)
Add an antidepressant
Add a long-acung conventional depot
antipsychotic (¢.g., haloperidol decanoate) |
Add carbamazepine
Depot conventional
Add an oral atypical antipsychotic
Add valproate
Add a benzodiazepine
Add lithium
Add electroconvulsive therapy (ECT)

Add a long-acting injectable atypical
antipsychotic if available

Add an oral conventional antipsychotic
Add an antidepressant
Add carbamazepine

en thereis partial response,

continued

95% CONFIDENCE INTERVALS

Third Line

Second Line First Line

Trof st 2nd

Avg(SD) Chc Line

5021
46(2.7)
422.1)
4.101.8)
4.1(23)
4.12.1)
37@2.1D
35(1.9)

3.1(1.8)

5.8(23)
49(2.0)
4122)
4.0(1.8)
39(2.1)
3.8(2:6)

3.6(2.3)
3.5(2.0)
3.0(1.8)

000519
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Optimizing Pharma&og:c Treatment of Psychotic Disorders

nce. Please rate the appropriateness of each of the following pharmacologic

trategies after relapse despite complia . t =
20 fmleggxes for a patient who relapses despite compliance with an oral antipsychotic regimen (based on all available
uch as family report, plasma levels, elc.).
95% CONFIDENCE INTERVALS
Third Line Second Line First Line Avg(SD) Che Line

information, s
Trof Ist 2nd 3rd

Line Line

Switch to a different oral antipsychotic

Increase the dose of the current antipsychotic

Swilch 102 Jong-acting injectable atypical
antipsychotc if available \

Add an adjunctive agentio the antipsychotic | 5.4(1.9)
Add a long-acting injectable atypical 1 | 1 49(2.1)

antipsychotic if available
43(2.1)

42(2.0)

Add another oral antipsychotic

Switch to a long-acting conventional depot
antipsychotic (c.g., haloperidol decanoate)

Add a long-acting conventional depol 3.2(1.8)
antipsychotic (-8 haloperidol decanoate)

2 1 Strategies after relapse when you are unsure of level of compliance. Please rate the appropriateness of each of the
following pharmacologic strategies for a patient who relapses while taking an oral antipsychotic and you are not sure how
5 o il

compliant the patient was. Psychosocial and programmatic interver ions for imp ¢ are addressed in Questions 39—
42.

95% CONFIDENCE INTERVALS Trof Ist 2nd 3rd
Third Line Second Line FirstLine  Avg(SD) Chc Line Line Line
Switch to a long-acting injectable atypical 1.7(1.2)
antipsychotic if available

Switch to a long-acting conventional depot 6.1(1.6) 46
antipsycholic (€-g., haloperidol decanoate)

Add a long-acting injectable atypical 6.0(2.0) 42
antipsychotic if available

Switch to a different oral antipsychotic 5.4(22) 37

Add a long-acting conventional depot 4.6(2.0) 2
p c (¢.g.. haloperidol
Add an adjunctive agent to the antipsychotic 42200 0 20

Add another oral antipsychotic 33200 0, 4l 370052
1 8 9 % % % %

2 Smlzg'ies after n!apse in 2 noncompliant patient. Please rate the appropriateness of each of the following pharmacologic
slrateg:e_s f.or a patne(m who relapses and there is clear evidence of noncompliance with an oral antipsychotic. Psychosocial
and programmatic interventions for improving compliance are addressed in Questions 39-42. < 53

95% CONFIDENCE INTERVALS
% C e Trof Ist 2nd 3rd
Third Line Second Line FirstLine  Avg(SD) Chc Line Line Line
Switch to 2 long-acting injectable atypical - 8.24
antipsychotic if available A g ]
Switch to a long-acting conventional depot
ipsychotic (¢.g., i

Switch to a different oral antipsychotic

65(18) 4 % 9

4523) 2 2 3
% % % %

J Clin Psychiatry 2003;64 (suppl 12)
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a long-acting CON\’ENTIONAL DEPOT antipsychotic. Please rate the

Strategies after relapse in 2 patient receiving
< for a patient who relapses while receiving 3 long-acting

2 3 appropriateness of each of the following pharma:ulog\c strategie

conventional depot antipsychotic
95% CONFIDENCE INTERVALS Trof Ist 20d 3rd
Third Line Second Line First Line Avg(SD) Che Linc Line Line
Switch to a long-acting injectable apical | B 79(1.0) 26
antipsychotic if available

Increase the dose of the long-acting 67(1.8) 13

conventional depot antipsychotic the patient is |
6020 6

Increase the frequency

acting conventional depot antipsychotic the

patient is receiving
5.8(1.8)

5.6(2.3)
5420
46(22

4.6(2.0)

T
l
receiving | \
of injections of the long- \
Add an oral antipsychotic \

Obtain plasma Jevels of the antipsychotic

Add an adjunctive agent

Switch to a different oral antipsychotic

Switch to a different conventional depot agent if
not previously tried
% % %o

24 Lowering the :!ose in a stable patient. I-tor each medication, please indicate whether you would attempt to lower the dose
of the medication after se\'er.al mt.:nths I.r Q\e patient is stable. 1f you would do so, please write in the average daily target
dose you would ‘use. Ass‘Jrnt the patient is rscex.vmg the average target dose of the medication you indicated you would use for
acute treatment in Question 4. If you are not familiar with a medication, draw a line through that row.
Would you lower the dose after several
months il table patient?
nths in a stable patient 1 yes, what average daily target
Yes No) dose would you use? (mg/day)
n (%) n (%) Avg (SD)
Atypicals (oral)
e
plpraz?l: (22%) @7
Clozapine (34%) 66.7)
Olanzapine (41%) 3.4)
Quetiapine (29%) (131.6)
Risperidone (49%) (©. 3)v
Ziprasidone (28%) 3-
Conventionals Qi
Chlorpromazine (59%) an2
Fluphenazine (57%) @ 7' ;
Haloperidol (60%) » (2' 3))
Perphenazine (52%) : 7.
Thioridazine (53%) ((“:5) 5
5)
5.4
Q@.n
9.6)
(43.2)

Thiothixene (54%)
Trifluoperazine (52%)

Fluphenazine decanoate (mg2-3 wk) 41%)
peridol decanoate (mg/4 wK) (43%)

J Clin Psychiatry 2003;64 (suppl 12)
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strategies. If have decided to Jower the dose of the antipsychotic In 2 stable patient, how long would you
en stable for the following ime periods.

Dose lowering i L
2 wait? Rate the appropriateness of lowering the dose after the patient has be
95% CONFIDENCE INTERVALS
Third Line Second Line Farst Line

Trof st 2nd 3rd
Avg(SD) Che Line Line Line

6.6(2.3)

6.0(22)

5.5(23)

382D 8

24(1.2) 0

1.7(0.9) 0
%

1 year |
9 months |
6 months |
3 months |

| month |

|
2weeks| [ |
9

Complicating problems. Rate the appropriateness of each of the following types of antipsychotic medications for a patient
2 6 witha psycholic disorder who has the following complicating problems. Give your highest ratings to the medications you

consider most appropriate for 2 patient with this problem. Adjunctive treatment strategies are asked about in Questions 27-30.

95% CONFIDENCE INTERVALS Trof Ist 2nd 3rd
Third Line Second Line First Line Avg(SD) Che Line Line Line

Aggression/violence |
Oral clozapine 8.1(1.1)
Oral risperidone | 7.2(1.2)
Oral olanzapine BEA 6.9(1.4)
Long-acting injectable atypical 6.4(1.8)
Oral quetiapine 5.9(1.6)
Oral ziprasidone 5.8(1.6)
Oral aripiprazole 57017
Long-acting depot conventional injectable 5.5(1.8)
Oral high-potency conventional 52(2.0)
Oral low-potency conventional 5.1(1.9)
Oral mid-potency conventional 4.8(2.0)

Suicidal behavior

Oral clozapine 8.3(1.1)
Oral risperidone 6.8(09)
Oral olanzapine 67(1.2)
Oral ziprasidone 6201.6)
Oral aripiprazole 61(12)
Oral quetiapine 6001.4)
Long-acting injectable atypical 58(1.8)
Long-acting depot conventional injectable 46( \'S)
4.0(1.8)
39(1.9)

3.8(1.8)

Oral mid-potency conventional
Oral high-potency conyentional

Oral low-potency conventional

J Clin Psychiatry 2003;64 (suppl 12)
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2 6 Complicating problems, continued

95% CONF]DENCEL\'TERVALS Trof st 2nd 3rd
Third Line Second Line First Line Avg(SD) Che Line Line Line

Dysphoria/depression | |

| | 69(1.5)
69(1.4)
67(1.5)
66(1.3)
6.4(1.9)

Oral quetiapine | 60(1.5)
| | | 5806

Long-acung injectable atypical |
| 39(19)
l 3.6(1.7)
35(1.7)
32(1.8)

Oral olanzapine
Oral clozapine

Oral aripiprazole |

Oral risperidone

Oral ziprasidone .

Long-acting depot conventional injectable
Oral low-potency conventional
Oral mid-potency conveational
Oral high-potency conventional
Cognitive problems

Oral risperidone 6.8(1.3)

Oral aripiprazole 6.7(1.4)

Oral olanzapine 6.5(1.6)
Oral ziprasidone A 63(1.5)
Oral clozapine 5 62(1.5)
Oral quetiapine 59(1.4)

Long-acting injectable atypical 5.8(1.8)
Long-acting depot conventional injectable 4.0(1.9)
Oral high-potency conventional 33(1.7)
Oral mid-potency conventional 3.3(1.6)
Oral low-potency conventional 3.0(1.6)

Substance abuse

Oral clozapine 6.8(1.7)
Oral risperidone 6.4(1.5)
Long-acting injectable atypical 6.2(1.7)
Oral aripiprazole 6.1(1.5)
Oral olanzapine 600.7)
Oral quetiapine 5.8(1.6)
Oral ziprasidone 5.8(1.7)
Long-acting depot conventional injectable 5.1(2.0)
Oral high-potency conventional 38Q.1)
Oral mid-potency conventional 3720

Oral low-potency conventional
1

37019)

J Clin Psychiatry 2003;64 (suppl 12)
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Adjunctive treatment for aggressionviolence. A patient with 2 psychotic disorder is beif\g lr'ealted wi‘th ar:kad‘e:\:ula:;ld;sos\cJ
27 of the most appropriate antipsychotic, but continues to display Pjoblzms with ugyressl‘on/mfnfnc;r’g]a dgnc g g
believe requires adjunctive medication treatment The patient has no significant extrapyramidal side effects ( an )
substance abuse. Please rate the appropriateness of the following adjunctive treatments
Trof 1st 20d 3rd
Avg(SD) Che Line Line Line
69(16) 13 T 7
6.0(1.8) 4 44 11
5.5(1.6) 3 11
5.5@2.1) 43 36 20
sa@1 7 3 4 21

4.6(2.1) 39

95% CONFIDENCE INTERVALS
Third Line Second Line First Line

Valproate |

Lithium

|
|
Carbamazepine i .|
A beta-blocker \ {
A benzodiazepine |
Gabapentin | ‘
ECT | as@n
‘ 4.4(20) 42
42(20) 43
3701.7) 51
3.6(1.9)
3.2(1.7)
9

Lamotngine |
Topiramate ‘
Buspirone |
Trazodone

Diphenylhydantoin

Adjunctive treatment for suicidal behavior. A patient with a psychotic disorder is being treated with an adequate dose of
2 8 the most appropriate antipsychotic, but continues to display suicidal behavior to a degree that you believe requires
adjunctive medication treatment. The patient has no significant EPS and no history of substance abuse. Please rate the
appropriateness of the following adjunctive treatments.

95% CONFIDENCE INTERVALS Trof 1st 2nd 3rd
Third Line Second Line FirstLine  Avg(SD) Chc Line Line Line

Selective serotonin reuptake inhibitor 70016) 18 7 24 A4
ECT 64(20) 16 58 36 7
Venlafaxine 64(18) 11 S3 38 9
Minazapine 54(19) 2 36 43 21
Lithium 512 2 31 40 29
Valproate 50(18) 0 24 42 33
Bupropion 5021) 5 33 40 28
2. 32 30008
Lamotrigine 46(20) 0 18 45 36
Trazodone 4020) 0 13 42 44
2
0
0
0
0
%

Nefazodone 5.02.1)

A tricyclic antidepressant 40(1.9) 5 50 45
43 S0
4 47
39 61

31 69
% %

Carbamazepine 38(19)
A benzodiazepine 36(1.9)

Buspirone 32015)

A stimulant (c.g., methylphenidate) |

3.0(1.7)

J Clin Psychiatry 2003;64 (suppl 12)
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Adjunctive treatment for dysphoria/depﬁssion. A patient with 2 psychotic diso

29 of the most appropriate

adjunctive medication treatme

appropriateness of the {ollowing adjunctive treatments

antipsychotic,

95% CONFIDENCE
Third Line Second Line

Selective serotonin reuptake inhibitor |
Venlafasine |
ECT|
Minazapine \
Bupropion \
Nefazodone |
Lithiom |
A tricyclic antidepressant |
Valproate \
Lamotrigine |
Trazodone |
Carbamazepine \
A benzodiazepine
A stimulant (€. mcthylphemdal:)

Buspirone

000525

but continues to display dy.sphoria/depression toa
nt. The patient has no significant EPS and no history of sul

INTERVALS
First Line

.

rder is being treated with an adequate dose

degree that you believe requires
bstance abuse. Please rate the

2nd 3rd
Line Line

Trof 1st
Avg(SD) Che Line
15(1.4)
6.9(1.6)
5.9(2.0)
5.8(1.8)
57(1.9)
5.7(2.0)
5020
43(2.0)
4.8(1.8)
4.7(2.1)
43(0)
3.7(1.8)
3.6(2.0)
3.5Q.0)
3.3(1.5)

[

0
0
0
2
0
0
0
0
0
Jo
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Adjunctive ive symptoms. A patient with a psychotic disorder is being treated with an
3 0 adequate dose of the most appropriate antipsychotic. The positive symptoms are well controlled, but the patient continues
1o display significant persisting negative symptoms 10 2 degree that you believe requires adjunctive medication treatment. The
nificant EPS and no history of substance abuse. Please rate the appropriateness of the following adjunctive

treatment for persisting negal

patient has no sig!
lrealmmu
95% CONFIDENCE INTERVALS Trof Ist 2nd 3rd
Third Line Second Line First Line Avg(SD) Che Line Line Line
@0 3
5023) 4
4.6(2.6)
\ 4521
| 4.4(23)
‘ 4.0(2.0)
3.9(1.9)
Valproate | 38(1.9)
Lithium | 16(19)
Nefazodone | | 36(19)

A gluamatergic agent (e.g., glycine, lo-serine) “

|
Selective serotonin reuptake inhibitor | |
Another antipsychotic } | \l

Venlafaxine

A stimulant (.8 methylphenidate)
Bupropion

Mirtazapine i
|

Lamotigine | 3520
A tricyclic antidepressant | 3.4(1.8)
ECT 3321
A benzodiazepine 3201.8)
Trazodone 3107
Buspirone 3.00.7)
Carbamazepine 2.9(1.6)

4
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ith a psychotic disorder has responded well to treatment with an antipsychotic other than clozapine
ateness of the following treatment strategies.

Obesity. A patient Wi
3 1 but has clinically significant obesity (BMI2 30). Please rate the appropri:
95% CONFIDENCE INTERVALS Trof 1st 2nd 3rd

Third Line Second Line FirstLine  Avg(SD) Che Line Line Line
| 7.7(01.7)

Switch 1o a different antipsychotic with less ‘
weight gain liability and provide nutritional and
exercise counseling
Switch to a different antipsychotic with less 6.9(1.7)
weight gain liability |
Continue treatment with the same antipsychotic \ 6121
at the same dose and provide nutritional and |
exercise counseling
Lower the dose of the current antipsychotic and l 4.8(20)
provide nutritional and exercise counseling
Add 1opiramate (Topamax) to the treatment 4.3(2.0)
regimen and provide nutritional and exercise
counseling
Add orlistat (Xenecal) the treatment regimen 3.8(1.8)
and provide nutritional and exercise counseling

Add sibutramine (Meridia) to the treatment 3.72(1.6)

regimen and provide nutritional and exercise
counseling

No intervention; continue treatment with the 3.0(1.7)

same antipsychotic

Refer for surgical treatment of obesity 2.1(14)
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Optimizing Pharma‘:};\agic Tre

disorder has responded well to treatment with clozapine but has

ent with 2 treatment-resistant psychotic
following treatment strategies.

Obesity. A pati A

3 clinically significant obesity (BM1230). Please rate the appropriateness of the
95% CONFIDENCE INTERVALS

Third Line Second Line First Line

Trof st 2nd 3rd
Avg(SD) Chc Line Line Line

ment with clozapine at the same |
|

vmvld: nutritional and exercise |
counseling |

Continue treat
dose and
|

Lower the clozapine dose and provide
uritional and exercise counseling |

Switch 1o a different antipsychotic with less |
y and provide nutritional and |
exercise counseling

| weight gain liabilic

(Topamax) to the Lreatment |
de nutritional and exercise
counseling

Add topiramate
regimen and provi
cal) to the treatment regimen 4.0(1.8)

Add orlistat (Xene
and provide nutritional and exercise counseling
| 4.0(1.7)

Add sibutramine (Meridia) to the wreatment
regimen and provide nutritional and exercise
counseling

Switch to a different antipsychotic with less | 39(1.9)
weight gain liability
No intervention; continue treatment with 3.8(2.1)

clozapine

Refer for surgical treatment of obesity 2.4(1.6)

J Clin Psychiatry 2003;64 (suppl 12)
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cal conditions. We are interested in knowing 1) how important you believe it is to routinely monitor for

Comorbid medi
3 3 the following comorbid medical conditions and risk factors in a patient being treated with an antipsychotic medication
and 2) how feasible you believe it is for the psychiatric treatment team to routinely monitor for these conditions and risk factors,

given real-world limitations.
Trof st 2nd 3rd

Avg(SD) Chc Line Line Line

95% CONFIDENCE INTERVALS
Thrd Line Second Line First Line

|
Obesity 1

Importance
85(0.7)

8.4(0.9)
7.8(1.4)
7.7(1.6)
7.6(1.2)
7.6(1.5)

Hypertension | 7401.7)

Amenorthea | | 7.001.6)
6.8(1.4)

6.0(1.7)

Diabetes |

Cardiovascular problems ‘

HIV risk behavior |

Medical complications of substance abuse |

Heavy smoking ‘

Galactorrhea
Osteoporosis

Feasibility
Obesity 8.6(0.7)
Hypertension 8.0(1.2)
Amenorrhea 8.0(1.4)
Diabetes 79(1.2)
Heavy smoking 78(1.7)
Galactorrhea 7.7(1.3)
Cardiovascular problems 7.2(1.4)
HIV risk behavior 6.6(1.8)

Medical complications of substance abuse 6.4(1.9)

NV OoON SO NOO

Osteoporosis 4.9(L.7)
] 9(1.
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Optimizing Pharmadeogic Treatment of Psychotic Disorders

owing definiuons of compliance Jevels in this survey:
. <20% of prescribed medication)
20%—80% of medication)

We are using the foll
« Compliant: only ‘misses occasional doses (22
« Partially compliant: misses more than occasional doses (€2
* Noncomplians; misses > 80% of medicaicn

ried in the literature. Please indicate what proportion of patients with schizophrenia you
tially compliant, and noncompliant, using the definitions given above, based on your reading

3 4 Levels of compliance Tepo!

believe to be compliant, parl
of the treatment literature.

- ance: Percentage of patient population
Level of compliance: Avg (SD)

Compliant | 28.0(11.8)
Partially compliant 46.4 (14.4)
Noncompliant | 262 (9.8)
35 Levels of compliance in your patients. We are interested in finding out what proportion of your patients with
schizophrenia are compliant, partially compliant, and noncompliant according to the definitions given above.

Perc f pati
Level of compliance: ercentage of patient population
Compliant | 43.1 (20.6)
panially compliant | 38,7 (17.4)
Noncompliant 192(11.7)

whether you agree with the itions of compliance we suggest d above.

3 6 Defining levels of compliance. We would like to know how you categorize compliance in your practice—in other words,

s Patient mis: 2 c i
Level of compliance: ( misses what percentage of medication?

Compliant | 10.9 (7.2) t0 25.5 (14.6)
Pantially compliant 27.4 (16.4) 10 64.7 (19.9)
Noncompliant 67.6(19.3) 10 100 (0)

Assessing compliance. Please rate the ap] i i i
c propriateness of the following strategies for assessing mi licati i
3 7 Give your highest ratings to the strategies you consider most appropriate. W melihon S

95% CONFIDENCE INTERVALS T
: : ; rof 1st 2nd 3
Third Line Second Line FirstLine  Avg(SD) Chc Line Linc Li’:c
\ m 780.) 30 91 9 0
=8 76(15) 43 78 20 2
Pill
ill counts [sus] 6.5(1.5) 52 Akt o7l

Blood level:
evels 6.1(2.1) 48 15

Asking relative or caregiver

Asking patient

Urine test
1

Self-rating scale for compliance B \
56(1.9) 37 17

40(2.0) 1 4
% %

J Clin Psychiatry 2003;64 (suppl 12)
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priateness of intervening in the jollowing clinical
rvene; a rating of 4, 5, o 6 to those

3 8 When to intervene for compliance problems. Please rate the approl
hich you would generally not

situations. Give 2 rating of 7, 8, or g 1o those situations in which you would usually inte

situations in which you would sometimes intervene; and a rating of 1. 2, or 3 to those situations in Wi

intervene.

Trof Ist 2nd 31
Avg(SD) Chc Line Line Line

B so0s &
E‘ 8805 80

|
W | soun 4

\ 6.0(1.8) 4

95% CONFIDENCE INTERVALS
Third Line Second Line First Line
Patient has stopped medication completely ‘
Patient missing more than 80% of medication |
doses |
Patient Missing approximately 50% of
medication doses
Patient missing approximately 20% of
medication doses

Paticnt missing occasional doses

3 9 Addressing partial compliance. Please rate the appropriateness of the following strategies for addressing compliance
problems in a patient who is partially compliant. Give your highest ratings to the strategy or strategies you would try first
(ties permitted).
95% CONFIDENCE INTERVALS Trof st 2nd 3rd
Third Line Second Line FirstLine  Avg(SD) Che Line Line Line
Psychosocial interventions (e-g., patient 8.0(1.3)
education, compliance therapy)
Pharmacologic interventions (€.g.. switching to 7.4(1.5)
a long-acting medication)

Programmatic interventions (e.g., intensive case 7.3(1.2)
management, assertive community treatment)

40 Addressing noncompliance. Please rate the appropriateness of the i ies for addressi liance
- zr)cblems in a patient who is noncompliant. Give your highest ratings to the strategy or strategies you would try first (ties
permitted).

95% (_ZoNr-mENcE INTERVALS Trof 1st 2nd 3rd
Third Line  Second Line FirstLine  Avg(SD) Chc Linc Line Line

Pharmacologic interventions (e.g., switching 10
-8 B 8.0(1.3
a long-acting medication) K

Programmatic interventions (¢.g.. intensive case -
management, assertive community treatment) s

Psychosocial interventions (e.g., patient -
education, compliance therapy) e,

J Clin Psychiatry 2003;64 (suppl 12)

000531 Exhibit A
Page 84 of 100




Optimizing Pharme-logic Treatment of Psychotic

Psychosocial services to improve compliance. Please rate the import

patient with compliance problems.

41

95% CONFIDENCE INTERVALS

Third Line cond Line First Line
Patient education |
Family education and support |
Medication monitonng (c.g.. dispensing doses, |
supervising use of a weekly pill box, or directly |
observing doses) ‘I
Compliance therapy (focused cognitive- |

behavioral therapy targeting compliance issues)

Symptom and side effect monitoring (e.g.. daily
checklist) |

Group psychotherapy |
Individual psychotherapy

42 Prog tic i to improve compli Please rate the importance
interventions for a patient with compliance problems.
95% CONFIDENCE INTERVALS
Third Line Second Line First Line

Assertive community treatment services

Continuity of primary clinician across treatment
modalities (e.g., inpatient, outpatient, and
residential programs)

Inensive services (e.g., contact 1-5 times
weekly or more frequently as needed)

Supervised residential services
Partial hospitalization services
Rehabilitation services

Involuntary outpatient commitment

J Clin Psychiatry 2003;64 (suppl 12)

Disorders

ance of the following psychosocnal services for a

2nd  3rd
Line Line

Trof Ist

7.3(1.D

6.1(1.5)

54(1.9)
5.4(1.8)

0
2
%

of the following programmatic

Trof Ist
Che Line

2nd 3rd

Avg(SD) Line Line
7.2(1.3)

72(1.7)

7.0(1.5)

6.7(1.9)
6.0(1.7)
5.9(1.6)
5.8(1.9)

8

Exhibit A

Page 85 of 100




Expert Consensus Guideline Series ,

tegies for partial compliance. Please rate the appropriate

Phxnm(olngic stral
43 strategies ii there 18 evidence that the patient 1S only
pznodlcal\v denies having 2 mental illness or needing treatment an

pamal\y compl
d has had no EPS.

ERVALS
First Line

NFIDENCE INT
Second Line

95% Co
Third Line

g-acting atypical antipsychotic if{

Switch to a lon:
available |

Switchto 2 long-acting conventional depot
haloperidol decanoate) \

antipsychotic (e.g-
Add a long-2acting injectable arypical |
antipsychotic if available |

No change in phannacomempy: intensify
psychosocial treatment

Switch to a different ora! antipsychotic that has
not previously been used

Regulay monitoring of plasma Jevels of
medication

Add a long-acting conventional depot
antipsychotic (€8 haloperidol decanoate)

Add another oral antipsychotic

1

Phi gi ies for Please rate each of
patient who repeatedly fails to take an oral antipsychotic as prescri

44

chronic psychotic disorder. The patient periodically denies having a mental illness or needing treatment and has

E INTERVALS
First Line

95% CONFIDENC
Third Line Second Line

Switch to a long-acting atypical antipsychotic if
available

Switchtoa long-acting conventional depot
antipsychotic (&£ haloperidol decanoate)

Add a long-acting injeciable atypical
antipsychotic if available

‘Add a long-acting conventional depot
antipsychotic (€8 haloperidol decanoate)

Regular monitoring of plasma levels of
medication

Switch to a different oral antipsychotic that has
not previously been used

No change in pharmacotherapy; intensify
psychosocial treatment

Add another oral antipsychotic

ness of each of the jollowing pharmacologic
liant with an oral antipsychotic- The patient

2nd
Line

Trof 1st 3rd

Avg(SD) Che Line

| 80013

6.2(1.8)

53(1.8)

49(2.0)

i
l
\
\ 6.0(24)
\
\
|

the following pharmacologic strategies for an unstable
bed and who suffers repeated exacerbations ofa

had no EPS.

Ist 2nd
Line Line

3rd
Line

Trof

Avg(SD) Che
8.5(1.1) 69
7.0(1.9)
6.6(23)
5.0(2.4)
4.4(25)
43@2.1)

40(22)

3.0(1.8)
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Benefits of Jong-acting injectable antipsychotics. Which of the following do you consider to be the greatest bcncﬁis of
45 using jong-acting injectable anhpsychouu? Please give 2 rating of 7,8, 0r9t0 those you consider the greatest benefits: 2
4.5, or 6 to those you consider somewhat important; anda 1. 2, or 3 to those that you consider not too important

95% CONFlDENCE\NTER\'ALS Trof Ist 2nd 3rd
Third Line Second Line First Line Avg(SD) Che Line Line Line
| | 8.501.0)

| | |
Knowing immediately when medication is | | 78(1.2)
missed |

Reduced risk of relapse | | 18015
| 75(1.2)

Assured medication delivery

Some continuing medication coverage aftera |
missed dose |

Knowing that relapse has occurred despite | 7.001.7)

sdequate pharmacomcmpy
64(1.7)

59@2.1)

Regular contact with patient
Convenience for patient

Ability to use lower effective dose | 5.7(2.2)

46 Potential disadvantages of long-acting injectable antipsychotics. Which of the following do you consider potential
disadvantages to using long-acting injectable antipsychotics? Please give 2 rating of 7, 8, or 9 to those you consider the
most important disadvantages; a4, 5, or 6 to those you consider somewhat important; and a 1, 2, or 3 to those that you consider
not too important.

95% CONFIDENCE INTERVALS Trof Ist 2nd 3rd
Third Line Second Line FirstLine  Avg(SD) Chc Line Line Line

Lack of patient acceplance 72(1.9)
Logistical issues 5701.7)

Inability to stop medication immediately should 5.6(1.9)
side effects become a problem o

Negative physician perceptions 55(2.1)

Stigma associated with injections or depot 5.5(1.9)
clinics il

Inadequately appreciated benefit 5.5(24)
Local effects of repeated injections 48(L7)
Reimbursement issues 40022)
Inadequately established benefit 3.1(1.6)

J Clin Psychiatry 2003;64 (suppl 12)
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Expert Consens

Factors favoring use of long-acting injectable antipsycl

or 9 to those that would be most important &

that would be somewhat jmportant; and 2 1,2, or 3 to those that you consi

hotics. To which

47 the most importance in deciding whether or not to use 2 long-acting injectable an!
o you in deciding to use 3 long-acting injectable; a 4, 5, or 6 to those characteristics

ider not very important.

95% CONFIDENCE INTERVALS

Third Line

‘Availability of an atypical antipsychotic in n'\
Jong-acting injectable formulation |

Good patient accepiance of injection {
|

Demonstrated fewer relapses/ospital |
admissions than oral equivalent |

Fewer side effects than oral medications

Better quality of life/paticats say they feel better
Easy administration of injection

Longer interval between injections {
Demonstrated superior efficacy ©© oral ‘\
equivalent l

Little dose titration required ith long-acting

Easy preparation of injection
injectable formulation l

Easy dose conversion from oral equivalent

Easy dose conversion from other oral
antipsychotic agent

Second Line First Line

of the following characteristics would you attach
tipsychotic? Please give 2 rating of 7, 8.

Trof Ist 2nd 3rd
Avg(SD) Che Line Line Line

‘ 84(09) 59 9% 4 0

"~

| 80013 43 91 7

78(1.4) 37 85 N2
g5(1), 37 78 33 48
7421) 48 T2 20 9
72.1(14) IS 74 24 2
69(1.6) 13 70 28 2

69(2.1) 24 65 24 11

s7an 15 6 35 4
620.7) 2 50 43 7

58(1.7) 2 43 48 9
s5(1.8) 0 39 48 13

000535
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¢

Use of 2 long-acting injectable atypical antipsychotic. Please rate the 2ppropriaté ong-acting injectable

4 8 atypical antipsychotic in each of the following clinical situations.
95% CONFIDENCE INTERVALS Trof st 2nd 3rd
Third Line Second Line FistLine Avg(SD) Chc Line Line Line

Patient taking an oral arypical antipsychotic who | | 85(08)

requests a long-acting antipsychotic ‘
Paticnt taking an oral atypical antipsychotic who = 8.1(1.2)
is upcn:ncing relapse because be or she
stopped taking medication

8.1(1.2)

Patient taking an depot conveational
antipsychotic who is stable but experiencing
EPS

7707
75(1.4)

Involuntary outpatient commitment

Patient taking an oral conventional antipsychotic
who is chronically relapsing
7.2(2.0)

72(13)

Persistent lack of insighv/denial of illness

Paticnt taking an oral atypical antipsychotic who
is experiencing relapse for reasons that are
unclear

History of or potentiai for aggressive or violent 7.1(1L.7)
behavior

History of or potential for suicidal behavior 6.6(2.0)
Homelessness 64(2.1)

Comorbid substance abuse problems 6.3(2.0)
Lack of social supports 63(2.0)
Elderly patient taking an oral conventional 6.1(1.8)
antipsychotic who forgets to take medication W
Patient taking an oral conventional antipsychotic 59(2.0)
who s stable but experiencing EPS -
Other severe psychosocial stressor 5.4(2.1)
Patient 12king an depot conventional 2 52021
antipsychotic who is stable and s not S
experiencing serious EPS
Elderly patient taking an oral conventional 4
antipsychotic who is having roublesome side A£G
effects
AA patient with treatment-refractory iliness who
is taking clozapine and having troublesome side A
effects
Patient taking an oral conventional antipsychotic
whao is stable and not experiencing serious EPS Al

Pangm taking an oral atypical antipsychotic who
is stable and is not experiencing serious EPS 268G
A new patieat who was just confirmed with a
diagnosis of schizophrenia and who has had no
previous antipsychotic treatment

3.7(1.9)

J Clin Psychiatry 2003;64 (suppl 12)
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able atypical antipsychotic. Please rate the appropriateness of using a long-acting injectable

Use of 2 Jong-acting inject o i
49 atypical antipsychotic to treat a patient with each of the following conditions.
' Trof Ist 2nd 3rd

95% CONFIDENCE INTERVALS
Avg(SD) Chc Line Line

Third Line  Second Line First Line

Early cpisode schizophrenia ]
[

5000 2
372 2
371 0
33(1.8) 0
320 0

Bipolar mania with psychosis |
Dementia with psychosis
Substance abuse

Bipolar mania without psychosis |

Treatment-resistant depression |

Dementia without psychosis |

Risk of tardive dyskinesia. Please rate the appropriateness of switching toa long-acting injectable atypical antipsychotic
in each of the following situations because of concern about the potential for tardive dyskinesia.
95% CONFIDENCE INTERVALS Trof Ist 2nd 3rd
Third Line Second Line First Line Avg(SD) Chc Line Line Line
Patient waking a depot conventional | 33(09) 53 96
antipsychotic who is experiencing EPS

T
Patient taking an oral conventional antipsychotic . | 12016) 24 73
who is experiencing EPS ]

Patient taking a depot conventional 600 7 49
antipsychotic who is not experiencing EPS
Patient taking an oral conventional antipsychotic o4 56(20) 7 38
3 4 S 6

who is nol experiencing EPS

78 % %

5 1 Factors motivating patients to return for injections. In your clinical experience, what are the most important factors in
motivating patients to come into the clinic for repeat injections of a long-acting injectable antipsychotic? Please give a
rating of 7, 8, or 9 to those you consider most important; a 4, 5, or 6 to those you consider somewhat important;anda 1,2, or 3 to
those that you consider not too important. '
95% CONFIDENCE INTERVALS Trof Ist 2nd 3rd
Third Line Second Line FirstLine  Avg(SD) Chc Line Line Line
Urging/ y of family or caregi 72(13) 9 8 13 2
Urging of physician/treatment tcam 70012) 7 73 24 2

Involuntary outpatient commitment 69(2.1) 17 69 21 10
Contact with treatment team 6.7(1.4) 6 29
Decreased risk of relapse 6. 7(1‘5) 33 .
.7(1. 0

Not having to remember 1o tzke oral
medications el <

Convenience |
5.8(1.8) 56

55
%

Better effic:
= i 55(1.7)

J Clin Psychiatry 2003;64 (suppl 12)
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¢ in the acute treatment setting. Given shorter lengths of hospital

ong-acting injectable atypical antipsychoti
with a long-acting injectable atypical antipsychotic while 2

Use of 2 |
2 stays, please rate the appropriateness of beginning treatment v
patient is hospitalized.
Trof Ist 2nd 3rd
Avg(SD) Chc Line Line Line

6701.8) 11 65

95% CONFIDENCE INTERY ALS
Third Line Second Line First Linc

Give first dose of long-acting injectable atypical |
antipsychotic while patient is hospitalized for
acute symploms

5 Reasons to begin injections during hospitalization. If you would begin treatment with a long-acting injectable atypical
3 antipsychotic while a patient is hospitalized, rate the relative importance of the following reasons for doing so.

95% CONFIDENCE INTERVALS Trof Ist 2nd 3rd
Third Line Second Line First Line  Avg(SD) Line Line
nuing medication coverage when 7.1013)

To ensure cont
the patient is discharged

7.2(1.4)

|

|

To facilitate acceptance of a long-acing |
injectable antipsychotic in subsequent outpatient l
treatment ‘
9

Because patients are most vulnerable (o relapse 6.4(1.8)

soon after discharge from the hospital

54 Strategies for r:lapse in a patient receiving a long-acting injectable atypical antipsychotic. Please rate the

appropriateness of each of the following strategies for a patient who rela) vhil ivil ing inj

i pses while receivin, long-

atypical antipsychotic. S
95% CONFIDENCE INTERVALS Trof Ist 2nd 3rd
‘Third Line Second Line FirstLine  Avg(SD) Chc Line Line Line

Increase the dose of the long-acting injectable
- 7.2(1.
arypical antipsychotic Ak S

Add the oral form of the long-acting injectable
atypical the patient is receiving g %

Add an adjunctive agent 53(2.2)
Obtain plasma levels of the antipsychotic 1 5-3(210) s
32 51

4822
Switch to a different oral antipsychotic 4 6EZ : %
6(2.1) 40

Add a different oral antipsychotic

Switch to a conventional depot agent
| 3.5(1.8) 36

J Clin Psychiatry 2003;64 (suppl 12)
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you would define remission and recovery in your patients with

Ve are interested in how
ollowing as an indicator 1) of remission and 2) of recovery.®

Defining remission and recovery. W

5 5 schizophrenia. Please rate the appropriateness of each of the It
95% CONFIDENCE INTERVALS Trof Ist 2nd 3rd
Third Line Second Line FirstLine  Avg(SD) Che Line Line Line
Remission ‘\ |

Level of positive sympioms I 8.3(1.0)

Level of cognitive/disorganized symploms | 1 6.8(1.3)

Level of negative sympioms ‘4 | 6.8(1.5)
Level of depressive symptoms i | | 64(1.3)
56(1.7)
5.6(1.9)
5.6(1.7)

Meaningful peer relationships
Ability to live independently
Occupauunakuczunnal functioning

Recovery

OccupaucnaVaduca\ion:\! functioning | 8.1(1.0)

£.0(1.0)
8.0(1.0)
79(1.1)
7.8(1.6)
1701.0)

Meaningful peer relationships

Level of negative symptoms

Ability to live independently

Level of positive symptoms

Level of cugniuve]dxsorgaﬂiud symptoms

Level of depressive symptoms 7207

+Some items inthe list are adspicd from the operational definition of recovery presented in Libermen RP. Kopelowicz A. Ventura J, Gutkind D.
Operntional eritera and factors related to ecovery from schizophrenia.Intcmational Review of Psychiatry 2002;14:256-272.
Oreupationalieducational functioning: .., being cmployed in the comperitive scctor; successfully attending school; if retirement age, actively
pasticipating in recreational, family, or volunteer activitis. ;.
P bility 1o live independently: €.8. living on one's own without day-{o-day supervision; sble o iniiate activities and schedule one’s time

ly; parti ively in i activities.
Meaningfol peet relaionships: 8. an intcraction such a5 a social event or recreational actvity wilh 3 peer outside the family on a regular basis

5 6 Rank order of symptoms. How important are the following pi as il of ission and recovery? Although
: we uahvzg this construct may vary somewhat from one patient to another, we would like you to rank each type of symptom
in terms cff the importance you believe 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. s

2 4
(%) (%) n (%)

Remission
Level of positive symptoms (89%) (4%) %
Level of cognitive/disorganized symptoms (9%) (39%) 28;
Level of negative symptoms 2%) (35%) (33%)
Level of depressive symptoms (0%) (24%) T
1 < (35%)
Level of positive symptoms (41%) (22%)
Level of cognitive/disorganized symptoms (33%) (35%) e
(13%)

(15%)
(57%)

Level of negative symptoms (28%) (33%)
Level of depressive symptoms (0%) (17%)

J Clin Psychiatry 200364 (suppl 12)
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of functional indicators. How important are the following functional outcomes as indicators of remission and

Rank order : !
5 7 recovery? Although we realize this construct may vary somewhat from one patient to another, we would like you to rank
each functional outcome area in terms of the importance you believe it has in defining remission and recovery in the average

patient with schizophrenia. See Question 55 for 2 more complete description of these areas. Rank the following from 1 to 3 (no
ties), with 1 = most important.

Avg

Remission
23%) (32%) 1.86

Independent living
(36%) (32%) 2.00

Occupanonallaiucanonal functioning
Peer relationships 19 (43%) (36%) 2.16

Recovery
Occupational/educational functioning
Independent living (18%) 19
(20%) 15 (34%) 20 (45%) 225

(64%) 10 (23%) (14%) 1.50
(43%) 17 (39%) 2.20

Peer relationships

58 Defining functional improvement. Which of the following do you consider the most appropriate way of defining

functional improvement in your patients?

n (%)

Relative change for the patient 38 (86%)
Absolute change 6 (14%)

5 Symptom severity and duration. We are interested in what level of symptom severity you use to define remission and

recovery. Please check the level you consider most appropriate in each category and indicate how long this level of
symptoms needs to be present before you would consider the patient in remission and in recovery.

No symptoms = score of 1 on the relevant items on the Brief Psychiatric Rating Scale (1-7 scale)

Mild symploms = score of 2 or 3
Moderate = score of 4

No symptoms Mild symptoms Moderate symptoms How long must the
symptoms be at this
n_(%) n_(%) level? (Avg months)

Remission

Positive (33%) 32

Cognitive/disorganized (13%) o 32
Negative %)

Depressive (18%)

Recovery )

35

Positive (62%)
Cognitive/disorganized (44%)
Negative (33%)

Depressive (42%)

J Clin Psychiatry 2003;64 (suppl 12)
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60 Duration of improvement in functional areas. How long must significant improvement in the following functional areas

be maintained for 2 patient to be considered in recovery? Please write in the minimum period (months or years) you
¢ improvement maintained before you would consider the patient in Tecovery-

would want to see th
Duration of improvement to be |
considered in recovery
(months)
Employment
Independent living
Peer relationships

J Clin Psychiatry 2003;64 (suppl 12)
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Commentary

Expert Consensus Guidelines for Optimizing
t of Psychotic

Pharmacologic Treatmen

John M. Kane, M.D.

he clinical trials literature provides guidance con-
cerning 2 relatively small portion of the decision-

face in practice The Expert

15

making process clinicians
Consensus Guidelines employ 2 quanliﬁcd methodology
for measuring expert opinion as & means of filling the gap
in areas where the clinical wrial literature is scant, conflict-
ing. or unclear. A key goal of the Expert Consensus Guide-
lines for Optimizing Pharmacologic Treatment of Psy-
chotic Disorders was \© address issues that have become
increasingly complicated in the face of a growing class of
antipsychotics, such as dosage, titration, sequencing of
medications, and integration of new treatments into the
existing armamentarium. The Guidelines were developed
based on responses 10 2 written questionnaire that was
completed by leading American experts on the treatment
of psychotic disorders. This commentary reviews key
points discussed in the Guidelines and highlights interest-
ing responses 10 the survey.

TREATMENT SELECTION AND DOSAGE

The experts overwhelmingly endorsed the atypical
antipsychotics for the wreatment of psychotic disorders.
Risperidone was the top choice for first-episode and multi-
episode patients, with the other newer atypicals rated
first-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 1A and
1B). The experts’ dosing recommendations were relatively
consistent with the package labeling for the drugs, al-

iatry, The Zucker Hillside
and Leucht);
ische Klinik, Technische Universitat Minchen,
(Dr. Leucht); and Comprehensive
.Y (Dr. Carpenter)

msensus Guidelin
Op[_imizing Pharmacologic Treatment of Psychotic Dii’of;eﬁ‘;"
ich was held June 6, 2003, and supported by an unrestricted

e ranonding author and reprints: Daniel Carpenter,

Ph.D., Comprehensive Neuroscience, 21 Bloomingdal
White Plains, NY 10605 (e-mail: d:ammler@c:v’s’#:il.’c’:;ln).d'
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: Stefan Leucht, M

Disorders

D.;and Daniel Carpenter, Ph.D.

though the experts indicated that, for olanzapine and que-
tiapine, they would use somewhat higher doses than those
recommended by the manufacturer for acute usage
(Guideline 2)-

The responses concerning mainienance treatment and
dose adjustments Were especially interesting. In some
cases, the experts recommended a lower dose for mainte-
nance treatment 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 treatment with conventional
antipsychotics, 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 felt less compelled to reduce dosage
(Guideline 2). The experts’ estimates of dose equivalency
among the different antipsychotics were also relatively
consistent with the labeling for the drugs and followed a
linear pattern (Guidelines SA and 5B).

With regard to dose adjustments when there is an inad-
equate response, many experts recommended increasing
the dose, despite the fact that few data suggest that a dose
increase is likely to enhance response. If there is an inad-
equale response, over 90% of the experis would increase
the dose of clozapine and olanzapine, over 80% would
increase the dose of guetiapine and risperidone, and ap-
proximately 60% would increase the dose of aripiprazole,

iprasid and the ions of fluphena-
Zine and haloperidol before switching to a different agent
(Guideline 7).

for

TRIAL LENGTH

Drug trial duration is an important issue: we still have
few valid data concerning the length of an adequate trial
of antipsychotics. The experts indicated that an adequate
wial duration in patients who are showing litle or no
response to initial antipsychotic treatment would be 3 to
6 weeks. If a patient had a partial response, the expers
would be likely to wait somewhat longer—4 to 10

weeks—before considering another antipsychoti
ment (Guideline 4). PSR
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SWITCHING STRATEGIES

Most expers recommended increasing the dose of a
medication before switching 1@ another treatment s
decided 10 switchto 2 different antipsychotic. the experts
were consisient 10t recommending cross-titration when
switching between the oral antipsychotics

Cros;-ulr.\uon was a first-line recommendation when
switching t© clozapine and a high second-line option,
along with overlap and taper. when switching 10 another
oml-alyplcal antipsychotic (Guideline 7D)- Whenever
passibleA cross-titration is prcferab\e 1o rapid discon-
tinuation of rapid initiation Some patients may have
withdrawal effects that could be subtle or could be mis-
diagnosed. and clinicians should try o be cautious and
discontinue any psy:hmmpic drug slowly. In switching
to a long-acting injectable antipsychotic. the experts rec-
ommended continuing treatment with the oral antipsy-
chotic. either at the same dose or at a gradually rapered
dose. until therapeutic levels of the injectable agent are
reached, to ensure continuous medication coverage.

USE OF THERAPEUTIC DRUG MONITORING

Monitoring of plasméa levels is used fairly common
with clozapine and haloperidol, but not with the other
antipsychotics. When asked for which antipsychotics
plasma levels were available to the respondents and how
they used such levels 0 adjust dosing, over 50% of re-
spondents said that plasma levels for clozapine, haloperi-
dol, and haloperidol decanoate were available to them,
and over 50% used these Jevels to monitor compliance;
88% of the experts used plasma levels of clozapine and
over 50% used levels of haloperidol to adjust dose levels
in patients with inadequate responsc of prohlemalic side
effects (Guideline 3).

RELAPSE

Unfortunately, drug research often stops after deter-
mining whether an antipsychetic is efficacious in re-
ducing acute positive symptoms. Few data are available
2 ing sequential steps, including manage-
ment of relapse. Given the lack of available data concern-
ing managing relapse, the opinions of experts are highly
relevant. However, clinicians often seem uncertain when
deciding how to treal someonc who relapses despite
taking medication.

Concern remains as 10 how adequately clinicians can
determine the level of a patient's compliance prior 10 re-
lapse. Although the experts” responses clearly indicate
that they believe long-acting injectable antipsychotics
hitle an important role in the management of relapse, the
editors note that such agents may come to play an even

more in long-t
P role in long Long-

9%

rs

acung injeciable atypical antipsychotics were recom-
mcnx;cd as a low second-line opuion when treating a com-
pliant patient who relapses. However. for pauents about
whose compliance clinicians are unsure of of who are
noncompliant. the expens consider switching 10 2 long-
acting ai)'picnl antipsychotic as 2 firsi-line treaument rec-
ommendation (Guideline 8)

SWITCHING ANTIPSYCHOT!CS

Few data address aliernatives when switching anti-
psychotics Although the experts certainly confirm the
value of clozapine, there was some disparity in how many
different medications from which classes they would try
before switching 2 patient 10 clozapine. There still may
be too much hesitancy 10 use clozapine. The most appro-
priate point at which to switch 1@ clozapine remains con-
troversial, and clinicians may want 1o consider fewer trials
of other agents before switching patients to clozapine.

Risperidone was overwhelmingly listed as the top drug
that clinicians would switch to after an inadequate re-
sponse (Guideline 7B). Clozapine and olanzapine were
listed as top choices when trying 2 second medication.

MONITORING FOR COMORBID CONDITIONS
AND RISK FACTORS

Obesity is commonly associated with schizophrenia.'
and patients with schizophrenia also appear 0 have an
increased risk of diabetes. Given the fact that many anti-
psychotics can contribute to weight gain® and considering
the lipophilic nature of many antipsychotics, clinicians
should pay close attention 1o weight gain and lipid levels
in patients with schizophrenia being treated with antipsy-
chotics. Obesity and diabetes were considered the most
important conditions ©© monitor for, followed by cardio-
vascular problems, HIV risk behavior, substance abuse.
smoking, hypertension, and amenorrhea.

NONCOMPLIANCE

Clinicians rated the compliance levels of their own
patients as substantially higher (43%) than that of patients
reported in the literature (28%) (Guideline 11B). Itis typi-
cal for us s clinicians to assume that our patients are more
compliant than other patients, but these results show how
casily clinicians can o i li

, . p in their pa-
tients. Compliance was defined as when a patient misses

fewer than 20% of his or her medication doses, although
the respondents preferred using 2 definition of missin
less than 25% (Guideline 11A). &
For patients who are perceived to be partially compli-
ant, the experts consider psychosocial interventions the
ﬁrls( choice. For patients who show evidence of noncom-
pliance, the experts consider pharmacologic interventions

J Clin Psychiatry 2003;64 (suppl 12)
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the first choice Preferred psyc: osocial interventions W ere ;\DJLvNCT[\rg TREATMENT
defined as patient educauo family educaton and support.

medication monitonng. and compliance therapy. which Adjunctive reatment is an interesting 1opic because SO
enitive-behav joral therapy target- many patients W ith psychouc disorders receive adjunctive

consisted of focused cog : :
es. Symptom and side effect monitor- \reatments, However. the expert panel did not recommend

unctive treatments as first-line for complicating
con 1 xception of selecuve serotonin reup-

ing compliance issul
ing and indiV idual and group ps)choll\crap) were also
listed as options 1© be considered (Guideline 14B). The
first-line pharmaco\og\: strategy for partially compliant take inhibitors for dysphona of depression
and noncompliant pauients was switching 10 2 long-acting )
atypical antipsychoti® (Guideline 14C) 1t would be our CONCLUSION
preference 10 combine both ps):hosocxal and pharmaco-
logic interventions whenever possiblc‘ no matter what the Since the clinical (rials literature can answer only some
level of compliance- of the questions involved in the clinical decision-making
process, Expert Consensus Guidelines can play an impor-
AGGRESSION. VIOLENCE, tant role in filling in the gaps in the literature. The Guide-
AND SUBSTANCE ABUSE lines also reveal expert opinions that are sometimes sur-
prising concerning, for example, dosing and plasma
Aggression. violence. and substance abuse can compli- levels, mainienance (reatment, obesity. compliance. and
cate the course of mental illness. Although the experts the use of adjunctive treatment. ‘We hope that the treatment
seemed to assume that those complications were not due 10 (cccmmendalions presenlcd in these Guidelines. which
noncompliance, this is an assumption that physicians should are based on an aggregate of expert opinion, when used in
not necessarily make. Given the very strong possibility that combination with the most up-to-date empirical data from
partial compliance may be contributing 1© the emergence of clinical trials, will enable clinicians 10 provide the best
aggressive of violent behavior, we would have liked to se¢ (reatment possible for their patients.
long-acting injectable drugs play more of arole in the man-
agement of these problems, even though long-acuing inject-
able atypical antipsychotics and olanzapine were only rated
as high second-line opuons for aggression and violence. 3
C\oznp\.n: and risperidone w?re fh: first-line choices for ’ Qﬁ’,";ifi.ﬁ“ﬁ:@.ﬁﬂﬁﬁ"ﬁﬁ'fﬁ ;vm:.‘iffﬁ':;?:nlm
aggression and violence (Guideline 10A). Valproate and J Clin Psychiatry 1999;60:215-220
Jithium were rated high <econd-line as adjunctive 2. Allison DB. Mentore JL, Heo M. ctal. Antipsychotic-induced weight
for aggression and violence (Guideline 10B). s\:-;;m%r rescarch sybest. A § Pyerary Lt
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. All of the following were recommended as
first-line treatments for first-episode patients
with predominantly positive symptoms except:
a. Risperidone
b. Olanzapine
c. Clozapine
d. Aripiprazole

. For a first-episode patient with predominantly
negative symptoms, the experts recommended
use of oral conventional antipsychotics.

a. True
b. False

. In a patient with a history of previous psychotic
episodes, the experts did not recommend the use
of ____antipsychotics and gave only very limited
support to the use of _____ antipsychotics.
a. Mid- or Jow-potency ; oral high-potency
conventional

b. Oral atypical; mid- or low-potency conventional
c. Oral high-potency conventional; injectable atypical

d. Depot I; mid- or |

potency 1
. Clinicians recommended using slightly lower doses
of antipsychotics during acute treatment than during
maintenance treatment.
a. True
b. False

. Over 50% of experts responded that they had plasma
levels available to them only for:

a. Risperidone, ziprasidone, and haloperidol

b. Clozapine, quetiapine, and aripiprazole

c. Clozapine, haloperidol, and haloperidol decanoate
d. Aripiprazole, risperidone, and haloperidol decanoate

. Adequate trial duration for a patient with little or
no response to an initial antipsychotic was listed as:
a. 41010 weeks
b. 1102 weeks
c. 3106 weeks
d. 51011 weeks

. Among clinicians, _____ would only sometimes
consider a patient’s weight in adjusting the dosage.
a. 75%

b. 45%

c. 15%

d. 89%

- Before switching the antipsychotic, over 90%
of experts said they would first increase doses
of and 2

a. Clozapine and olanzapine

b. Quetiapine and risperidone

¢. Aripiprazole and ziprasidone

d. Fluphenazine d and hal
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G CME POSTTEST

Optimizing Pharmaculugic Treatnent of Peychotic Disorders

13. In selecting adjunctive treatment for patients

9. All of the following were listed as the first medications
that would be swilched to after an inadequate response
to another medication excepl:

a. Risperidone
b. Olanzapine
¢. Ziprasidone
d. Perphenazine

. Overlap and taper Was listed as a first-line
recommendation When switching to clozapine
from another oral antipsychotic agent.

a. True
b. False

. To manage relapse when the clinician has reason
{0 believe the patient has been noncompliant with
an oral antipsychotic regimen, the first-line
recommendation is to:
a. Switch to a long-acung conventional depot
b. Switch to a long-acting injectable atypical antipsychotic
¢. Switch to a different oral antipsychotic
d. Add an adjunctive agent

. In treating complicating problems such as
aggression and violence, all of the following
were listed as first-line and high second-line
recommendations except:

4. Haloperidol

b. Risperidone

c. A long-acting injectzble atypical antipsychotic
d. Clozapine

J Clin Psychiatry 2003;64 (suppl 12)

with complicating problems, physicians had
no first-line treatment recommendations
except ___for depression:

2. Electroconvulsive therapy

b. Glutamatergic agent

¢. Selective serotonin reuptake inhibitor

d. Another antipsychotic

. When asked to rate compliance (missing < 20% of

medication doses), physicians often rated their own
patients’ compliance as substantially higher than that
of patients reported in literature.

a. True

b. False

5. Programmalic interventions were listed as

{he intervention of choice when treating
noncompliant patients.

a. True

b. False

. Preferred programmatic or psychosocial

interventions to improve compliance included
all of the following except:

a. Patient education

b. Family education and support
¢. Supervised residential services
d. Medication monitoring
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DRUGDEX-EV 1728

MICROMEDEX
DRUGDEX® Evaluations

Database updated February 2007

OLANZAPINE

OLANZAL AT

Overview

0.0 Overview

1) Class
a) This drug is a member of the following class(es):
Antipsychotic
Thienobenzodiazepine
2) Dosing Information
a) Adult
1) Agitation - Bipolar 1 disorder - Mania e
‘initial, 10 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 r.do.smg,‘ three
10 mg doses given 2 to 4 hours apart (monitor for orthostatic hypotension prior to the administration of

Schizophrenia

a) initial, 10 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 safety of doses above 20
mg/day has not been evaluated in clinical trials

4) Bipolar disorder, acute - Bipolar disorder, manic episode
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 once a day (target dose of 10 mg/day within several days); may increase/decrease
dosage by 5 mg/day at intervals of at least 1 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

© 2007 Thomson/West. No Claim to Orig. U.S. Govt. Works.
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ts have not been established

r without psychotic features

1.1 Drug Properties

forms can be obtained by referring to the Tradename List

on specific products and dosage
B) Synonyms
Olanzapine
C) Physicochemical Properties
1) Molecular Weight
a) 312.44 (Prod Info Zyprexa(R), 2004)
2) Solubility
a) Pr ally insoluble in water (Prod Info Z xa(R), 2004)
1.2 Storage and Stability

A) Or
1) Store ntrolle
prexa(R) Zydis(R), Zyr
B) Ex us Formulation - Oral route
ne is practically insoluble in water. A 1-milligram per milliliter (mg/mL) suspension prepared
tric mixture base (containing syrup, carboxymethylcellulose and parabens)
ays when stored in a refrigerator and protected from light (Harvey et al,
dministration is advised as olanzapine may be irritating to the eye and can
breaking or crushing olanzapine tablets it is recommended to wear gloves

nperature, 20 to 25 degrees C (68 to 77 degrees F) (Prod Info Zyprexa(R),
R) IntraMuscular Olanzapine, 2004a). Protect from light and moisture

crushed tablet
k_-:m‘f\“:\'.*‘. han ‘\ b‘L ore and after exposure (Personal Communication, 2001).
13 Adult Dosage
1.3.1 Normal Dosage
13.1.A Intramuscular route
13.1.A.1 Agitation - Manic bipolar I disorder - Schizophrenia

© 2007 Thomson/West. No Claim to Orig. U.S. Govt. Works.
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aking olanzapine 40 mg day.

4) D(2) receptor occupancy W

as measured at 88% m a single patient t
yns, including olanzaping, in the elderly is

B) REVIEW ARTICLES
on and abnormal gait

1) A review of the s effects of antipsychotic medicatic

population is the high incidence of sedati

this
nts (Masand, 2000)

1¢ are available
and weight gain 1s
&amp; Meltzer, 2000)
ollefson &amp; Kuntz,

The management of these side effects,
discussed (Zarate, 2000).

ects related 10 olanzaj

of the adverse el
sth, increased appetite,

jews
al trials is also available (Conley
views on have been published (T 1999; Falsetti,
1699: Bever &amp; Perry, 1998a; Kando et al, 1997a) 4
4) The pharmacologic properties and therapeutic efficacy of olanzapine in the management of psychoses
od (Fulton &amp; Goa, 1997)
indepth overview of the efficacy of olanzapine in clinical trials has been published (Beasley et al,
1997).

6) A review of clinical trails evalua yzapine dosing is available (Nemeroff, 1997).
7) A study reviewir of olanzapine has been published (Beasley et al, 1997a)
8) The use of atypical antipsychotic medications in adults (Markowitz et al. 1999; Brown et al, 1999), older
1998: Toren et al, 1998) has been

1999), and children (Malone et al, 1999; Lewis,

adults (Chan et al,
reviewed

9) The mechanisms of neuroleptic-induced extr 1 and their
as reviewed (Glazer, 2000).

atment of drug-induced psychosis in P

apyramidal symptoms and tardive dyskinesis

relationship to atypical antipsychotic agents W
10) A review of atypical antipsychotics in the trea
was completed (Friedman &amp; Factor 2000).

arkinson's disease

Therapeutic Uses

5.A Adverse reaction to cannabis - Induced psychotic disorder

1) Overview
FDA Appro! Adult, no; Pediatric, no
Efficacy ult, Evidence favors efficacy
Recommendation: Adult, Class ITb
Strength of Evidence: Adult, Category B
See Drug Consult reference: RECOMMENDATION AND EVIDENCE RATINGS
2) Summary
As effective as b
3) Adult
a) Olanzapine was as effective as haloperidol in the treatment of cannabis-induced psychotic disorder
(Berk et al, 1999). In a double-blind study, patients with a psychotic episode associated with cannabis
use were randomized to receive either olanzapine 10 milligrams (n=15) or haloperidol 10 mg (n: IS)‘
After 4 weeks there was a significant improvement in both groups as cumparcdv»lz(rx ‘baseline measured on
the l‘lfu“l }’g\;- atric Rating Scale (p=0.0002 for olanzapine, p=0.0001 for haloperidol). lhcré was no
;1” it::ml difference between the 2 groups. Olanzapine was associated with fewer extrapyramidal side

4.5.B Agitation - Manic bipolar I disorder - Schizophrenia

FDA Labeled Indication
1) Overview
FDA Approval: Adult, yes; Pediatric, no
Effic Adult, Effective
Rccnmmendauon, Adult, Class Ila
. Suangmf;f Evidence: Adult, Category B
See Drug Consult reference: RECOMMENDATION AND EVIDENCE RATINGS
g h
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is indicated for the treatment of AGITATION ASSOCIATED WITH
ar olanzapine is indicated e

R )R BIPOLAR I MANIA

s \kk : i for th ent of acute agitation in patients with schizophrenia or

h

tively reduced symptoms of agitation in patients with schizophrenia or
The primary efficacy measure in these trials
. Scale (PANSS) Excited Component from
¢ PANSS Excited Component score was 184
~sting mostly moderate levels of agitation The
g criteria for schizophrenia (n=270) Four fixed
5 mg. 5 mg. 7.5 mg and 10 mg) were evaluated and all doses were
th placebo on the PANSS Excited Component at 2 hours post-
wrger and more consistent for the 5 mg, 7.5 mg, and 10 mg doses
agitated inpatients with schizophrenia (n 311), received a fixed 10
or placebo. Again, olanzapine was statistically superior to placebo
at 2 hours post-injection. In  the third trial, agitated inpatients with
or mixed episode with or without psychotic features) (n 201),
Anza, dose of 10 mg or placebo. Olanzapine was significantly
mpared with placebo on the primary outcome measure. Examination of population subsets
race, and gender did not show any differential responsiveness on the basis of these sub-
a(R) IntraMuscular, 2004)

b) Rapid initial dose escalation (RIDE) of olanzapine was effective in the treatment of acute agitation in
patients with schizophrenia or bipolar rder. In a randomized, double-blind, multicenter study,
d patients (n=148) received either RIDE therapy (olanzapine 20 to 40 milligrams
(mg)/day for 2 days, then 20 to 30 mg/day for 2 days) or &quot;usual clinical practice&quot; (UCP)
therapy (olar 10 mg/day plus lorazepam as needed) for 4 days of blinded treatment before
entering an open-label phase in which all patients received olanzapine 51020 mg/day for 3 days. Both
the RIDE and UCP therapies produced significant mean reductions in the Positive and Negative
rome Scale-Excited Component (PANSS-EC) score from baseline to 24 hours (mean reduction, -
01 and respectively, p less than 0.001, both values). However, patients in the RIDE group
showed greater improvements in agitation those in the UCP group on days 2, 3, and 4 as measured by
b in PANSS-EC scores (p=0.03, p=0.08, p=0.001, respectively). Adverse events were
groups with jache, somnolence, dizziness, nervousness, and insomnia being reported

d (Baker et al, 2003)

.5.C Alzheimer's disease - Psychotic disorder

1) Overview
FDA Approval: Adult, no; Pediatric, no
Efficacy: Adult, Evidence favors effica
Recommendation: Adult, Class ITb
Strength of Evidence: Adult, Category B
See Drug Consult reference: RECOMMENDATION AND EVIDENCE RATINGS

pine doses of 5 or 10 1
symptoms associated with A

Somnolence and gait disturbances increz 2
lence and gait dis es increased in olanzapine-treated patients
3) Adult . 4 .

g daily were safe and effective in decreasing behavioral and psychotic
mer’s disease in elderly patients ’

2) Low doses of olanzap
1o placebo in the treatmen
elderly patients.

e (? milligrams (mg) or 10 mg daily (QD)) were safe and significantly superior
: t of behavioral and psychotic symptoms associated with Alzheimer's disea

n a 6-week, multicenter, double-blind, plac i

- - enter, - , placebo-controlled trial, 206 nursing
residents were randomized to receive a fixed daily dose of olanzapine i

Efficacy was measured using the sum of scores for agitation,

5, 10, or 15 mg or placebo.
items (&quot;Core Total&quot;) of the

. aggression, hallucinations, and delusion
leuropsychiatric Inventory-Nursing Home scoring system and
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assess patient-related caregiver distress. Core Totals \\cxg-
receiving 5 mg and 10 m; doses, while Occupational Disruptiveness

5 mg doses. Somnolence occurred significantly

Occupational Disruptiveness Sco e, 10
in patient
sced in those receiving /

vine than placebo. Gait disturbances were more common in those

lan X 2 !n‘q;l‘r:\\u‘\ of significant cognitive impairment, increased

signt
scores were S
more often

e icholinergic cffects in n\.mmpnwlrm\ul patients were similar

rapyramidal symptoms, and cer
ot putian open extension of this trial with

1 ent cet ¢f 2000 an 18-month,

& Y'h e P\J»} > H.»:Hi{i"ﬂi‘\k;\\\ “;::‘fxlr:\}w:n;n\ crvnnlx'\‘u:n‘l to decrease, with the final average (»'nrc
"I“ . F?t’f'\*kl\‘;?‘(\f: ,1:<:1 :r:‘ 6 from 7.9 at the start of the open trial (p=0.002) N%‘-ITI_\‘ hull'ntv(h:
ts Lhn-\\ ed 1 50% or greater additional reduction in Core Total score Measures of cngmuu .‘l.ll\LI

ih\v\\ ed no change. 1 evels of akathisia continued to improve (p 0.018); c\lmp_\mjnld:ll sy mpl]“!“f-dm,
parkinsonian symptoms did not increase. Although weight did not change significantly Iu?‘ lIlL [:lvl‘tIE
ove some individuals had significant weight gain (average, 4.3 kilograms) or weight loss (.1\&\\\5_&».
4.4 kilograms). Sommolence and accidental injury continued to be the most common «Id\'&‘l‘\'L‘ events.
Five milligrams was the modal dose (the dose prescribed for a patient for the most number of days) for

two-thirds of the patients during the open trial (Street et al, 2001),
4.5.D Anorexia nervosa

1) Overview
FDA Approval: Adult, no; Pediatric, no
Efficacy: Adult, Evidence is inconc lusive
Recommendation: Adult, Class IIb
Strength of Evidence: Adult, Category B
See Drug Consult reference: RE COMMENDATION AND EVIDENCE RA TINGS
2) Summary
Effective treatment in small, open-label trial in patients with anorexia nervosa
Effective in 1 case report of anorexia nervosa with obsessiv e-compulsive symptoms
See Drug Consult reference ANOREXIA NERVOSA - DRUG THERAPY
3) Adult
a) Weight gain occurred in patients with anorexia nervosa when treated with olanzapine. In a small,
open-label trial, patients with anorexia nervosa (restricting or binge/purge subtype) without
schizophrenia, schizoaffective disorder or bipolar disorder received olanzapine 10 milligrams (mg) once
daily for 10 weeks (n=18). Patients attended weekly group psychoeducational sessions. Of the 14
patients that completed the study, 10 patients had a mean weight gain of 8.75 pounds and 4 patients lost
an average of 2.25 pounds. Of these patients, those that gained weight had significantly different mean
weights at day 1 as compared to both week 5 and week 10 (p=0.0195 and p=0.0092, respectively). Three
patients attained their ideal body weight. The most common adverse event was sedation. Controlled
studies are needed to substantiate these findings (Powers et al, 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 olanzapine 5 mg daily.
Because it takes a few weeks before a full antipsychotic effect is achieved, patients should be encouraged
to continue with olanzapine therapy within the first 2 months (Jensen &amp; Mejlhede, 2000).
¢) A 49-year-old woman with anorexia nervosa and obsessive- compulsive symptoms
olanzapine therapy (Hansen, 1999)
food

improved with
The woman's obsessive-compulsive problems were mainly fear of
contamination, preoccupation W ith nutritional issues, confusion, and seriously disturbed body
image. She had no insight into her problems and was depressed. She weighed 31.2 kilograms when she
was started on olal ine 5 milligrams daily. Over the following mnnlhs.‘her c(mfusionuclcarcd and }n:r
insight changed markedly. Approximately 6 months later her weight had increased to 53.1 kg.

4.5.E Anxiety - Dementia
1) Overview

FDA Approval: Adult, no; Pediatric, no
Efficacy: Adult, Evidence favors efficacy
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’ Page

tion: Aduit, Class 1Ib
Adult, Category B
RECOMMENDATI( N

Recommer
Strength of E vidence
See Drug Consult referct

AND EVIDENCE RATINGS

2) Sum:
Reduced anxic 1a patients
3) Adult ) )

‘ ) O . anxiety in elderly paticnts with Alzheimer's-type dementia
a Olar g 9 4 ‘ 4
ndepende: hallucinations. treatment-caused somnolence, or benzodiazepine use
independ hallucing i

V‘ 120) from a larger, randomized, double-

performed on 8 subset of patients (n

zapine (3 dosages) versus placebo for 6 weeks for the

The subgroup (mean age 83
or higher on the
Anxiety scores of

A post hoc analysis was

d the efficacy of olanz
on due to Alzheimers discase
defined as a score of 2

gressic

sis and agitation/a
years) was selected for exi biting clinically significant anxiety, >
anxiety item of the Neuropsychiatric Inventory Nursing Home instrument (NPI/NH)

1 5 milligrams (mg) per day more than scores of
0.034). Improvement in anxiety with olanzapine 5 mg/day remained
ntrolling for improvement in hallucinations. With higher doses of
nificantly different from that
at occurred significantly more frequently with
al potential anticholinergic
peripheral
than with

oved SiIg fica Y
patients recciving improved ignificantly
ats receiving placebo (P

pa
statistically superior even aiter co
(10 and 15 mg/day), improv ement in anxiet
as the only adverse effect th
one of the individual peripheral or centra
wpine than with placebo. However,
with olanzapine 15 mg/d
lanzapine and placebo treatments in

y scores was not s

lacebo. Somnolence ¥
yine than with placebc

73

adverse events occurred more § quently with ol
anticholinergic effects collectively occurred more frequently
6%, p=0.008). There was no difference between 0O

al symptoms (Mintzer et al, 2001)

placebo (26% vs

the occurrence of extrapyramid:

4.5.F Bipolar disorder, Maintenance

FDA Labeled Indication
1) Overview

FDA Approval: Adult, yes; Pediatric, no

Efficacy: Adult, Effective

Recommendation: Adult, Class Ila

Strength of Evidence: Adult, Category B

See Drug Consult reference RECOMMENDATION AND EVIDENCE RATINGS

2) Summary
Indicated for maintenance monotherapy in bipolar patients who have responded to initial treatment

p

with olar

3) Adult
a) Continuation olar
patients with bipolar
with a mixed or o
milligrams (mg)/day for approximately two w ecks) received either continuation of olanzapine at their
same dose (v ) or placebo (n=136) for observation of relapse. Response during the initial phase of
the study was defined as a decrease in the Young Mania Rating Scale (Y-MRS) total score to 12 or less
;md_ a »dccr ase in the Hamilton Depression Rating Scale (HAM-D) score to 8 or | Relapse \mx
defined as an increase of the Y-MRS or HAM-D total score to 15 or greater, or hospitalization for L‘Ilhl,"r
m‘;:na (vrddtpr;ssl(-n, Patients treated with olanzapine showed a significantly longer time to relapse as
compare Zives ce P f ( 7 ca(R’
lnlraiiuxu\i\;:r 3,.1.:;2‘;:“ %f‘y\u‘;;fla“b“ (Prod Info Zyprexa(R), Zyprexa(R) Zydis(R), Zyprexa(R)

therapy was more effective than placebo in delaying the time to relapse in
In a randomized, double- blind, placebo-controlled trial, bipolar patients
who responded to initial, open-label olanzapine therapy (5 to 20

epist
7

4.5.G Bipolar disorder, manic episode

FDA Labeled Indication
1) Overview
L?rk Approval: Adult, yes; Pediatric, no
icacy: Adult, Effective; Pediatric, Evidence is inc
3 5 E s inconclusive
Recommendation: Adult, Class [1a; Pediatric, Class Ila r
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Adult, Category B; Pediatric, Category B

et DATION AND VIDENCE RATINC

See Drug Consult reference RECOMMEN
2) Summary
Indicated for the tre2
The combination of
acute manic episodes associated with bipolar disorder
3) Adult
) MONOTHERAPY
1) In a small open- study, olanzag =% :
treatment of m\'.'}'::wb- with bipolar_disorder (BPD) Twenty-three, severely ill, BPD patients (10 men)
f poor response or intolerance 0 therapeutic concentrations of lithium, valproate or
were enrolled in this long-term study (mean 303 days). The Clinical Global
ss (CGI-BP) was used to assess olanzapine effectiveness. The

anic or mixed episodes assoc jated with bipolar 1 disorder

with ym or valproate 18 indicated for the short-term treatment of

was found to be somewhat effective as an adjunctive

sssions Scale for use m bipolar illne:
‘11:1;{‘:«\‘\? \uhzik.xltc di,rm\cdrh\ 0.9 (p less than 0.006), the mania ~uh\cnl_c by J 6 (p less “‘ilf‘
0.001), and the general score decreased by 1 3 (p less than 0.0003). Ten of the 23 patients had a
decrease of at least 2 ponts on the CGI-BP at endpoint, but only 2 patients were rated as in remission.
There were 6 dropouts 1n the study, 2 due to adverse effects, 2 due to lack of response, 1 because of
overdose, and one lost to follow-up. The mean final dose of olanzapine was 8.2 milligrams (mg) per
day with 16 patients taking lithium, 8 taking carbamazepine, 3 receiving valproate and one each mllmp
gabapentin and | rigine concurrently. The most common adverse events were somnolence (17%)
and weight gain (13%). No new cases of tardive dyskinesia were reported during the study (Vieta et
al, 2001)
2) Olanzapine was more effective than placebo in the treatment of patients with acute bipolar mania.
n a randomized, double-blind, parallel study, 1 15 patients were assigned to receive olanzapine 5 to 20
milligrams (mg) daily (QD) (n=55) or placebo (n=60) for 4 weeks. Olanzapine-treated patients
demonstrated significantly er mean improvement in symptoms over placebo, as determined by the
total Young-Mania Rating Scale (YMRS). Improvement was clinically evident within the first week
of treatment and was maintained throughout the study. Significantly more olanzapine-treated patients
demonstrated a 50% or more decrease in total YMRS score from baseline (65% v 18 43%, p=0.02)
and euthymia as measured by a total YMRS score of 12 or higher at endpoint) (61% versus 36%,
p=0.01). The incidence of extrapyramidal symptoms was similar between olanzapine- and placebo-
treated patients. However, weight gain, treatment-emergent somnolence, and elevations in aspartate
aminotransferase (AST) and alanine aminotransferase (ALT) occurred significantly more often in
olanzapine-treated patients ( Tohen et al, 2000).
3) Olanzapine exhibited superior efficacy over placebo in the treatment of acute mania (Tohen et al,
1999: Prod Info Zyprexa(R), 2000a). In a double-blind study, patients with manic or mixed episodes
associated with bipolar disorder were randomized to receive either olanzapine 10 milligrams (mg)
(n=70) or placebo (n=69). The olanzapine dose could be adjusted between a range of 510 20 mg
daily. At the end of 3 weeks the mean modal dose of olanzapine was 14.9 mg daily. The olanzapine
-_,'ruup.had a significantly greater improvement in total scores on the Young Mania Rating Scale at
week 3 (p less than 0.02). O pine was well-tolerated with no drop-outs due to adverse effects.
4) In 2 case reports, olanzapine effectively augmented mood stabilizers in 2 patients with nonpsychotic
bipolar mixed mood states (Ketter et al. 1998). The first was a 34-year-old male with bipolar I
disorder that entered a nonpsychotic mixed mood state after increased occupational and familial stre
He had previously been euthymic on lithium and divalproex Olanzapine 10 milligrams (mg) was
::l;!::cx :(:;\rlr\ef;kaadm::tx::f‘ 1:::1:1:‘(»?. lhn;)pux]nc:1\ jlcpl \xcl_l for lhe_ﬁrst time in over 2 weeks. He
T SS10 s symp ”mf y the next moming »\'4i-)'car-old woman with bipolar
; ate 10 a mixed mood state after previously taking divalproex, lorazepam, and
yroxine. Olanzapine 10 mg was added at bedtime and she slept well for the first time in 10 days
Her mood was also improved by the next moming. Both of these patients ha 1 2
ik the aulioss Adimit imay ha‘;c e ‘C:.h 0[“‘ o{l these patients haq rapid improvements
el i smbnhzu;(m :;:c:l of improved sleep with olanzapine or may
b) COMBINATION THERAPY E
1) In patients with bij J ed episodes
\alpml:nc. addition ofp“{?\:nrzl::\r::; (;;cr::::d- "pf;?”df-\ who do ot respond acequalelyiio LCHTIER
placebo-controlled trial, patients with b CN efficsoy,of freatment, 1n 8 pudiomized, o inGs
? S ipolar_disorder who had responded inadequately to 2 or more

© 2007 Thomson/West. No Claim to Orig. U.S. Govt. Works.

N : Exhibit B
000554 Page 7 of 11




L}

oung Mania Rating Scale (YMRS))

core of 16 or more on the Y
229) or placebo

). 15 or 20 milligrams/day)(n
treatment, but the olanzapin¢ .
improved by 40%

od during the course of group showed a
2000 from baseline, while the monotherapy group

» YMRS that improved more with cotherapy were irritability, speech,
ggressive behavior Sixty-eigh e ¢
vﬁ\pr.v\cmcnl in YMRS score), compared to 45% of the
as 18 days with cotherapy and 28 days with

and disruptive ht percent of the cotherapy
roup Were respc nders (50% or gre
aathore S (5=0.01), Median time to response W
:‘\ :::n:‘«,\\ "‘ ‘-‘ ,h :h: ¢ rapy gnv\‘l]» showed significantly greater \u\ph\\\'ulﬂrl .u\-
n did those in the monotherapy group (p less than 0 001). Among patients
episode with moderate to severe depression, the mean decrease in the Ilanullnn‘
baseline to 6 weeks was 10.3 for cotherapy and 1.6 for monotherapy (p less
ported adverse events in the cotherapy group were “““““""““*
C ppetite, tremor and speech disorder. No statistically significant
bserved in extrapyramidal symptoms (Tohen ct al, 2002a)
and lithium or v (e was cffective in the treatment of
lar er with manic or mixed episodes In two 6-week,
als, patients (n=175, n=169) on lithium or valproate therapy with
lled manic or oms and with a score of 16 or higher on the Young Mania Rating
MRS) rec ither olar 1] yse range of 5 to 20 milligrams (mg) once daily, starting
n with their original lithium (in a therapeutic rang of 0.6
mEq/L) or valproate (in a therapeutic range of 50
>S meg/ml) therapy. In both trials, olanzapine in combination
effective than either lithium or valproate alone in reducing the
(Prod Info Zyprexa(R), prexa(R) Zydis(R), Zyprexa(R) IntraMuscular
4) Pediatric
a) MONOTHERAPY
ne monotherapy effectively treated symptoms of psychosis, depression, and mania in a
youths diagnosed with pediatric bipolar disorder (BPD). In this open-label, 8-week study,
5 to 14 years old, discontinued their current BPD treatments and were started on olanzapine
) per day anzapine was increased by 2.5 mg/day every 3 days to a maximum
1 dose at endpoint was 9.6 +/- 4.3 mg per day). Lorazepam (up to 4 mg/day)
mg/day) were allowed as needed for rescue medication and for
ms respectively. Patients taking guanfacine or clonidine for attention deficit
« (ADHD) were allowed to continue their medications, but could not adjust the
atric symptoms were assessed at baseline and once weekly using the
(YMRS), the Clinical Global Impressions Severity Scale (CGI-S), the Brief
Psychiatr i Scale (BPRS), and the Children's Depression Rating Scale (CDRS).
Extrapyramidal symptoms were assessed on the same schedule using the Simpson-Argus Scale, the
Bames Akathisia Scale, and the Abnormal Involuntary Movement Scale (AIMS). Significant
improvement from baseline to endpoint was noted on YMRS (62%, p less than 0.001), CGI-S (38%, p
less than 0 ”‘r!' ). and BPRS (62%, p less than 0.001). The most frequently reported adverse effects
were increased appetite (n=14), somnolence (n=10), abdominal pain (n=7) and weight gain (n=7).
llhv.l'rc was no significant difference in extrapyramidal symptoms during the study, although 2 patients
e s i o vl iy et et
e unAu an .\Id!lhlltd]ly .‘snng ant increases in alanine transferase (ALT)
p s. One patient dropped out of the study after 6 weeks due to worsening of
depressive symptoms (Frazier et al, 2001).

4.5.H Borderline personality disorder

1) Overview
H)"\ Approval: Adult, no; Pediatric, no
Efficacy: Adult, Evidence is inconclusive
Recommendation: Adult, Class IIb
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jon produced significantly

«« MADRS) as compared with placebo (p
n the mean MADRS score at
therapy as compared with

rate of response (defined as at
at least 4 wee ks of study) was
with placebo (39% vs 30.4%,
antly higher in the olanzapine
respectively: p less than 0.001)
no statistically significant
Adverse events were

swever, the olanzapine-fluoxetine

450 Depression, Treatment-resistant

Jepressants

f depression while under medical treatment responded very
xisting regimen. In a case series of 10 patients, 4 patients, all
judged 10 be non-responders after 1 week of olanzapine
nditions and were receiving venlafaxing, desipraming,
» epilim and 1 taking lithium. Each rec eived olanzapine
r 5 mg ecach night. Daily rating scores kept by the patients
by day 4, and 8 by day 6. Anxiety and insomnia scores, in
in the first 24 hours. Depressed mood showed lincar
ts emerged with what they described as a &quot;high.&quot;
y. it is uncertain whether the improvement with

ism, leading to mild mania (Parker, 2002)
n treated with olanzapine combined
-ment than cither agent alone across a variety of
years) were randomized into 3
¢ plus placebo or olanzapine plus fluoxetine. The
igrams (mg) and 13.5 mg for the monotherapy and
The mean modal dose of fluoxetine was 52 mg QD for both the
Patients receiving combination therapy experienced greater
-Asberg Depression Rating Scale scores than with either
Depression scale scores than olanzapine treatment alone. The
at least 50% improvement in Montgomery-Asberg Depression Rating
) up was significantly greater those receiving olanzapine alone
ted alone or in combination. Adverse effects included
it gain, headache, dry mouth, and nervousness. Increased

significantly re often in patients treated with olanzapine

P Drug-induced psychosis - Methamphetamine adverse reaction

1) Overview
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45 Pervasive dev clopmental disorder

1) Overview
FDA Approval Adult, no; Pediatric, no
Efficacy: Adult, E vidence is inconclusive; Pediatnic
Recommendation Adult, Class ITb; Pediatric, Class b

e: Adult, Category B: Pediatric, Category B

, Evidence 18 inconclusive

Strength of E videno

It reference: RE k-l MMENDATION AND EVIDENCE RATINGS

See Drug Consu

2) Summary ) :
Some improvement in one small open-label study in patients with autism or pervast

¢ dev elopmental

disorder not otherwise specified

Only 3 of 12 pediatric patients benefited in

3) Adult i S
a) In a 12-week open-label pilot study of eight children, adolescents, and adults with pervasive

developmental disorders, six patients treated with olanzapine were rated as n\}xch improved or very much
improved on the Clinical Global Impression Scale. Patients ranged in age from > to 42 years and E“Cl
DSM-IV criteria for pervasive developmental disorder (autistic disorder, N=5; not «{lhcr\\'lsc specified,
N=3). Mean olanzapine doses Were 8 milligrams per day Significant changes from baseline \?'cn;
observed on the Vineland Maladaptive Behavior Scale, Rivto-Freeman Real-life Rating Scale, Self-
Injurious Behavior Questionnaire, and portions of the Clinician-Rated Visual Analog Scale (all p less
ack of efficacy, six patients experienced weight

a small open-label trial

than 0.001). One patient dropped out at week 9 due to |
gain, and three patients reported sedation (Potenza et al, 1999)
4) Pediatric
a) A retrospective chart review demonstrated that olanzapine therapy (2.5 to 15 milligrams per day
(mg/d)) was effective in reducing hyperactivity, aggression, and hallucinations n only 3 of 12 pediatric
patients (aged 5 to 17 years) with developmenta disabilities or psychotic disorders. Teachers or parents
determined efficacy reporting improv ement 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 olanzapine after a mean duration of 50 days due to adverse effects (6), lack of
positive effects (5), and exacerbated target symptoms or & combination of these issues (2). The most
frequent side effects were an increased appetite and sedation Slurred speech, tremulousness, drooling,
icidal id n were also reported (Demb &amp; Roychoudhury, 2000). In another short-term
y, 2 of 4 children discontinued olanzapine due to weight gain despite a positive response (0 therapy,
while adult responders continued therapy without incident, suggesting that different age groups may
exhibit diverse responses to olanzapine treatment (Potenza &amp; McDougle, 2001).
week open-label pilot study of eight children, adolescents, and adults with pervasive
develop disc six patients treated with olanzapine were rated as much improved or very
much improved on the Clinical Global Impression Scale. Patients ranged in age from 5 to 42 years and
met DSM-IV criteria for pervasive developmental disorder (autistic disorder, N=5; not otherwise
pecified, N=3). Mean ol doses were 8 milligrams per day Significant changes from baseline
':crv: observed on the Vineland Maladaptive Behavior Scale, Rivto-Freeman Real-life Rating ale,
elf-Injurious Behavior Questionnaire, and portions of the Clinician-Rated Visual Analog Scale (all p
less than 0.001). One patient dropped out at W eek 9 due to lack of efficacy, six patients experienced
weight gain, and three patients reported sedation (Potenza et al, 1999).

4.5.7Z Posttraumatic stress disorder

1) Overview
FDA Approval: Adult, no; Pediatric, no
Efficacy: Adult, Evidence is inconclusive
Recommendation: Adult, Class ITb
Strength of Evidence: Adult, Category C

See Drug Consult reference: RECOMMENDATIC J A - VTDENCE ey
2) Summary: MENDATION AND EVIDENCE RATINGS

Improved all types of symptoms of PTSD in combat veterans
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45.AD Schizophrenic prodrome

tric, no
clusive

Category B 3 I
RI\H\(\H\I‘\IIH\ AND EVIDENCE RATINGS

t schizophrenic prodromal syndrome

study suggest that olanzapine may be effective in the treatment Of pxl(ll&?tl;
sdromal symptoms of schiz phrenia. Ina randomized, dnu‘hlc-hl.xmL pl;lcchxmummlvu;,.
1dy, patients with prodromal syndrome received olanzapine 5 10 15 milligrams “f‘!!)“di)

an dose, 8 mg/day) or placebo (n 29) for 8§ weeks. Results of the study were u\u\nn‘d“uu

yses. Ina mixed effects analysis of the data, olanzapine-treated patients hfn\ ed a Mgn{lu.’u?l

rovement from baseline to endpoint in total score for the Scale of l’rm_lrunml Symptoms (SOF .\‘)
(treatment x time interaction), as compared with placebo (p less than 0.005). However, when a last
Jbservation carried forward (LOC F) analysis was done, the trend favored olanzapine but did llﬂl‘rcih’h
tatistical ificance. Significantly more patients taking olanzapine experienced a weight gain of more
of their h:!\clmc‘h-ul\ weight as compared with placebo (56.7% vs 3.4%, respectively, p less

n 0.001). Larger. ‘uvns‘;rru-rm studies are needed in order to establish clinical efficacy (Woods et al,

2003)
4.5.AE Senile dementia of the Lewy body type

1) Overview
FDA Approval: Adult, no; Pediatric, no
Efficacy: Adult, Evidence is inconclusive
Recommendation: Adult, Class ITb
Strength of Evidence: Adult, Category B
See Drug Consult reference: REC OMMENDATION AND [ VIDENCE RATINGS

« in low doses (5 milligrams/day) but not at high doses (15 mg/day)

at low doses significantly reduced delusions and hallucinations in patients with dementia

y (DLB). The patients with DLB (n=29) were a subset of patients with Alzheimer's

fiscase being treated for psychosis with various doses of olanzapine in a randomized, double- blind,
placebo-controlled trial. Within the DLB subset, 10 patients were treated with placebo, 5 with
milligrams (mg) per day, 7 with olanzapine 10 mg/day, and 7 with olanzapine 15 mg/day.

In comparison to scores with placebo treatment, final scores on the delusions subscale of the
Neuropsychiatry Inventory-Nursing Home (NPUNH) after 12

weeks of olanzapine treatment were
significan!

ntly better for the 5 mg group (p=0.009) and the 10 mg group (p=0.018) but not for the 15 mg
scores on the hallucinations subscale were significantly better for the 5 mg group only.

did not cause any significant exacerbation of symptoms of parkinsonism or any decrease in

ition. The 5-mg dose also diminished disruptiveness of patients (Cummings et al, 2002).

ne (2.5 to 7.5 milligrams daily) showed little advantage over conventional neuroleptics in 8
gnosed with Dementia with Lewy bodies (DLB). Only 2 patients demonstrated clear
improvement in psychotic and behavioral symptoms. Three patients gained only minimal clinical

benefit and the remaining 3 patients could not tolerate olanzapine, even at the lowest dose. The data

patients  di:

sts that benzodiazepines, anti

-t pressants, and sociopsychological methods should be considered
brior to ¢

for treatment of DLB (Walker et al, 1999).

AF Severe major depression with psychotic features

o
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA
THIRD JUDICIAL DISTRICT AT ANCE JORAGE RECEIVED

APR .2 4 2007

STATE OF / ASKA,
STATE OF Al L{ﬁ/hj £y
E POWELL LLC

Plaintiff,
A
ELI LILLY AND COMPANY,

Defendant

)

)

)

)

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

)

)

)

)

PLAINTIFE’S RESPONSES TO DEFENDANT’S
FIRST SET OF INTE RROGATORIES

Pursuant to Rule 33 of the Alaska Rules of Civil Procedure, Plaintiff provides the
following Responses to Defendant’s First Set of Interrogatories. Plaintiff specifically reserves the

right to supplement and amend these responses as provided by the applicable rules of procedure.

INTERROGATORIES

LIAR ¥ D ANASSAS Ee B

INTERROGATORY NO. 1: Identify each Medicaid State Plan in effect for the State of

Alaska since 1996, and for each plan:
state whether pharmacy benefits are offered as part of the coverage;

state whether pharmacy benefits are offered for Zyprexa prescriptions;

B 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:

http://www.hss state ak us/commissioner/medicaidstateplan/default.htm. The State will produce

000559 Exhibit C
Page 1 of 21




copies of all responsive plans in its possession as Soon as possible. Upon information and belief,

the following has been true from 1996 to the present:
Pharmacy benefits are offered.

Pharmacy benefits are offered for Zyprexa prescriptions.

c Zyprexa benefits are available for “medically necessary” prescriptions. To

be “medically necessary,” a prescription must comply with FDA approved uses or be for a use

found within standard medical or pharmaceutical compendia.

INTERROGATORY NO. 2: Identify each formulary and/or Preferred Drug List(PDL)in

effect for the State of Alaska’s Medicaid State Plan since 1996, and for each formulary and/or PDL:
state whether Zyprexa is on the formulary and/or PDL;
b. describe in detail any rules and/or restrictions on the formulary and/or PDL
relating to Zyprexa; and
c state whether any other atypical antipsychotic is on the formulary and/or PDL.
ANSWER: 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. Th
PDL does not include any atypical antipsychotic medications.
Zyprexa is on the formulary but it is not on the PDL.
b. There are no rules, regulations and/or restrictions on the prescription of
Zyprexa except the general requirement that the prescription be “medically necessary.”
Other atypical antipsychotic medications are on the formulary but there

are no atypical antipsychotics on the PDL.

INTERROGATORY NO. 3: Did you ever modify the formulary and/or PDL for any

antipsychotic drug? If so, explain why.
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ANSWER: Neither the PDL nor the formulary has ever been modified for any

antipsychotic drug

INTERROGATORY NO. 4: Identify the Alaska employees or representatives who

communicated with Lilly about Zyprexa since 1996
ANSWER: David Campana, Lynda Walsh, and Tom Porter, M.D.

INTERROGATORY NO. 5: Identify each employee of Alaska that had supervisory or

management responsibility for any of the pharmacy benefits offered to Medicaid recipients, or any
role in selecting drugs for the formulary and/or PDL, since 1996. For all employees identified in
response to this interrogatory, identify all documents they considered regarding Zyprexa.
ANSWER: Upon information and belief, the individuals most knowledgeable about the
selection of drugs for the formulary are David Campana and Tom Porter, M.D. Plaintiff objects
to the request to identify all documents these individuals “considered” regarding Zyprexa on the

grounds that it is overbroad, vague and burdensome.

INTERROGATORY NO. 6: Identify each of Alaska’s committees, including its P&T

Committees, and its constituent members, that have had supervisory or management responsibility
for any of the pharmacy benefits offered to Medicaid recipients, or any role in selecting drugs for the
formulary and/or PDL, since 1996. For all committees and members identified in response to this
interrogatory, identify all documents they considered regarding Zyprexa.

ANSWER: Upon information 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 formulary or PDL

INTERROGATORY NO. 7: Did Alaska retain a PBM to assist in the development or

administration of its Medicaid pharmacy benefit? If the answer is yes, identify the PBM(s), the
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Alaska employees with any supervisory or management responsibility for the relationship between

Alaska and Alaska’s PBM(s) since 1996, and the individuals at Alaska’s PBM(s) with whom Alaska

communicated regarding Zyprexa since 1996, and any documents exchanged with the PBM(s)

regarding Zyprexa since 1996

ANSWER: The State of Alaska has engaged the services of a PBM, First Health
Services, Corporation. First Health’s serv ices have been limited to administrating the pharmacy
program. It has had no responsibility for selecting drugs to include on the formulary or PDL.
David Campana and Lynda Walsh are the State’s employees with responsibility for
communicating with First Health. Plaintiff objects to the interrogatory to the extent it requests
Plaintiff to identify any documents exchanged with the PBM(s) regarding Zyprexa since 1996

on the grounds that the request is overbroad, vague, and burdensome.

INTERROGATORY NO. 8: Identify any false or misleading statements alleged to have

been made to Alaska by Lilly.

ANSWER: The State reserves the right to supplement this response as discovery
progresses in this case. The following is a general description of the types of false or misleading
statements made by Lilly regarding Zyprexa. As discovery has only begun in this case, it is
neither intended to be exhaustive nor exclusive.

Lilly’s false and misleading statements regarding Zyprexa span a decade beginning with
the launch of the drug in 1996 and continuing through the FDA mandated label change for all
atypical antipsychotics in 2003.

In 1995, a prelaunch analysis by Lilly of data from its HGAJ study of Zyprexa showed a
statistically significant increased incidence of high blood glucose in Zyprexa patients as

compared to patients using Haldol. This analysis has never been disclosed to prescribing
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physicians. In October 1996, Lilly began its Zyprexa marketing campaign by characterizing

ic” instead of an adverse eV y espite Lilly’s
weight gain on Zyprexa as “therapeutic instead of an adverse event. By 1998, despite Lilly

3 5 £ 2 ot 0 Jeree evel > o o "“h[ “i“
knowledge of significant numbers of post-marketing adverse event reports related to weight g

and h)‘pcrgl_\'ccmim 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 atypical antipsychotics, weight gain and
diabetes, but declined to notify physicians or the public of their concerns.

In 1999, Lilly knew there was a reasonable association between Zyprexa and treatment-
emergent hyperglycemia, yet it refused to provide any such information to physicians or the
public because it would be damaging to Zyprexa. In early 2000, however, Lilly’s Global Product
Labeling Committee was reviewing information in consideration of a labeling change regarding
hyperglycemia. The information indicated that analyses of Lilly’s clinical trial data showed an
incidence of treatment-emergent hyperglycemia in Zyprexa patients that was 3 % times higher
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
change without prior FDA approval claiming there was no significant difference in treatment-
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 the rates of
treatment-emergent hyperglycemia, noting that the changed label inappropriately implied that

Zyprexa was safe.

In 2000, while trumpeting the supposedly superior efficacy of Zyprexa and falsely stating

that it carried no significant risk of treatment-emergent hyperglycemia, Lilly additionally began a
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nationwide campaign to promote Zyprexa to primary care physicians for non indicated or off

label uses. Lilly not only falsely promoted Zyprexa as safe and effective, it promoted it for a

wide array of intentionally broad and vague mental disorders. At the same time, outside Lilly
consultants were warning the company to “come clean” on the hyperglycemia issue, yet Lilly
failed to do so. Instead, in 2001 Lilly tripled its direct-to-physician promotion of Zyprexa using
a “sell sheet” which featured its tortured clinical trial data analysis and a “comparable rates”
message claiming Zyprexa patients had rates of hyperglycemia and diabetes comparable to those
treated with other antipsychotics. Internally, however, Lilly acknowledged that appropriate
analysis of clinical trial data showed that Zyprexa treatment resulted in statistically significant
mean increases in random glucose compared with both placebo and other antipsychotics.

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
eliminate diabetes concerns from the risk-benefit equation. Further, Lilly advanced the position
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 if confronted with it, to use the “comparable rates” story.

In July 2003, Lilly intensified its efforts to influence the public that Zyprexa did not
cause diabetes and that if diabetes occurred with Zyprexa use it did so at “comparable rates” with
other antipsychotics. While admitting internally that weight gain caused by Zyprexa could be a

substantial contributing factor pushing some patients into diabetes, Lilly falsely represented to

the public that there was no causal link, that weight gain was manageable, and that diabetes

occurred at “comparable rates” across all antipsychotics. Even after the September 2003 label

change mandated by the FDA, Lilly continued to trumpet its “comparable rates” message, even
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though subsequent pronouncements by the ADA Consensus Conference and the Veterans

Healthcare Administration clearly demonstrated that the consensus of the medical community
most knowledgeable on this issue was that use of Zyprexa resulted in more weight gain and a

higher risk of diabetes than most other atypical antipsychotics.

NTERROGATORY NO. 9: Identify any false or misleading statements alleged to have

INTERROGATORY NO. 2
been made to Alaska’s PBM(s) by Lilly.
ANSWER: See response to Interrogatory No. 8 above

INTERROGATORY NO. 10: Identify every on-label Zyprexa prescription that you

reimbursed or paid for as a result of Lilly’s alleged wrongful conduct.

ANSWER: The State objects to this interrogatory to the extent it seeks information
and/or documents, the disclosure of which would violate the privacy or confidentiality rights of
non-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. Subject to and without
waiving this objection, upon the execution of a proper confidentiality agreement, Alaska will
provide in electronic form data which does not identify individuals from which Alaska is
extracting the comparative data which will substantiate its claim.

INTERROGATORY NO. 11: For each Zyprexa prescription identified in response to

Interrogatory No. 10:
a. identify the patient;
b. identify the age of the patient;
identify the patient’s diagnosis for which Zyprexa was prescribed;
identify the period of time the patient took Zyprexa;

state whether the patient is still being prescribed Zyprexa;
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£ state what treatment, if any, you contend the patient would have received if

f
the Zyprexa prescription you allege was the result of Lilly’s wrongful conduct was not prescribed;

g identify the prescriber;

h state whether the prescriber continues to prescribe Zyprexa;

state whether you contend that Zyprexa was not efficacious for the patient;
j state whether you contend that Zyprexa caused a physical injury(ies) to the
patient, and if so, what injury( ies) were caused; and
k. state the dollar amount Alaska is seeking to recover from Lilly for that
prescription.

ANSWER: See response to Interrogatory No. 10 above. The State further objects to this
interrogatory 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. As the State noted
in its Memorandum Describing its Claims and Proofs, because the State seeks compensation for
increased costs within a population, its burden is to establish generic causation in that population
(i.¢., the rate by which Alaska Medicaid recipients who took Zyprexa show an increased incidence of
diabetes compared to the background rate of the disease in matched controls). The State does not
need to prove specific causation in any particular individual.

Subject to and without waiving these objections, the State will provide in electronic form the

data described in Interrogatory No. 10 above. Further, to the extent this interrogatory seeks

information related to the State’s damages, this response will be supplemented and made as part of

the expert disclosures and accompanying reports related to its proof of damages in this case.

INTERROGATORY NO. 12:

Identify every off-label Zyprexa prescription you

reimbursed or paid for as a result of Lilly’s alleged wrongful conduct.
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ANSWER: See response to Interrogatory No. 10 above. Subject to and without waiving
this objection, the State will provide in electronic form the data described in Interrogatory No. 10
above
LL”M{_\_EQ_B For each Zyprexa prescription identified in response 10
Interrogatory No. 12
identify the patient;
identify the age of the patient;
identify the patient’s diagnosis for which Zyprexa was prescribed;
identify the period of time the patient took Zyprexa;
state whether the patient is still being prescribed Zyprexa;
state what treatment, if any, you contend the patient would have received if
the Zyprexa prescription you allege was the result of Lilly’s wrongful conduct was not prescribed;
identify the prescriber;
state whether the prescriber continues to prescribe Zyprexa;
state whether you contend that Zyprexa was not efficacious for the patient;
j state whether you contend that Zyprexa caused a physical injury(ies) to the
patient, and if so, what injury(ies) were caused; and
k state the dollar amount Alaska is seeking to recover from Lilly for that

prescription.

ANSWER: See responses to Interrogatory Nos. 10 and 11 above. Subject to and without

waiving these objections, the State will provide in electronic form the data described in Interrogatory

No. 10 above. Furthe is inte = .
ther, to the extent this interrogatory seeks information related to the State’s
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jamages, this response will be supplemented and made as part of the expert disclosures and

accompanying repors related to its proof of damages in this case.

INTERROGATORY NO. 14: Describe in detail how Lilly’s alleged wrongful conduct
/‘—-—‘_" - > v

esponse 10

 you to reimburse or pay for each of the Zyprexa prescriptions identified in r

caused
Interroga s 10 and 12

ANSWER: Lilly’s wrongful conduct, the general nature of which is described in
response to Interrogatory No. 8 above, caused the State to pay for numerous Zyprexa
prescriptions when there were safer, equally efficacious treatments available which could have
been used if the physicians and the public had known the true risks and benefits of Zyprexa.
Additionally, Lilly’s wrongful conduct desc ribed generally in Interrogatory No. 8 caused the
State to pay for numerous prescriptions of Zyprexa that were not medically necessary.

INTERROGATORY NO. 15: Identify every person whose alleged deception by Lilly

caused your reimbursement or payment for a Zyprexa prescription identified in response to
Interrogatories 10 and 12

ANSWER: The State objects to this interrogatory in that it is vague, ambiguous, and
unintelligible. To the extent this interrogatory seeks the identities of specific Lilly employees or
representatives who made misrepresentations; the State reserves the right to respond as discovery
progresses.

INTERROGATORY NO. 16: Identify each physician that 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 some or all of his/her

patients.

ANSWER: See responses to Interrogatory Nos. 10 and 11 above.
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esponse 0 Interrogatory

INTERROGATORY NO. 17: For each physician identified in

No. 16, identify any false or misleading statements made to him or her by Lilly.

ANSWER: See responses 10 Interrogatory Nos. 10 and 11 above.

Ao

NTERROGATORY NO. 18: Do you contend that the price to you of Zyprexa would have

Il ¢

been lower but for Lilly’s alleged wrongful conduct? If so, identify each fact that forms the basis of

that contention, identify the amount at which you contend Zyprexa should have been priced, and set
forth your methodology and data for calculating the difference in price.

ANSWER: 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
discovery of admissible evidence, and is vague and ambiguous. The State contends it paid for
unnecessary Zyprexa prescriptions, regardless of price, because it was deceptively and illegally
marketed.

INTERROGATORY NO. 19: Do you contend that Lilly’s alleged wrongful conduct

increased the number of on-label Zyprexa prescriptions you reimbursed or paid for? If so, identify
each fact that supports that contention.

ANSWER: Yes, the State alleges that Lilly’s wrongful conduct increased the number of
on-label Zyprexa prescriptions. Had Lilly appropriately warned the State, physicians and the
public about the true efficacy and side effects of Zyprexa, there would have been fewer
prescriptions. The State 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

wi ific fac iscov
ith more specific facts as discovery progresses, see generally the facts discussed in response to
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Interrogatory No. 8 above Additionally, the number of prescriptions has declined since the FDA

mandated label change.

l\'TERRO(;:\TOR\' NO. 20: Please quantify the number of additional on-label

prescriptions you contend were caused by Lilly’s alleged wrongful conduct and set forth your
methodology and data for calculating the increased number of on-label Zyprexa prescriptions and the
excess dollar amount that you reimbursed or paid as a result of Lilly's alleged wrongful conduct.
ANSWER: The State’s response 10 this interrogatory will be part of its expert
disclosures and accompanying reports related to its proof of damages in this case.
INTERROGATORY NO. 21: Do you contend that Lilly’s alleged wrongful conduct
increased the number of off-label Zyprexa prescriptions you reimbursed or paid for? If so, identify
each fact that supports that contention
ANSWER: Yes, the State of Alaska maintains that Lilly’s wrongful conduct increased
the number of off-label Zyprexa prescriptions. The State intends to provide proof, as described
in its Memorandum Describing Claims and Proofs, that Lilly promoted Zyprexa for numerous
non-indicated or off-label uses which resulted in prescriptions which were not medically
necessary. While the State reserves the right to supplement this response with more specific
facts as discovery progresses, see generally the facts discussed in response to Interrogatory No.

8, above.

INTERROGATORY NO. 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 of on-label Zyprexa prescriptions and the

excess dollar amount that you reimbursed or paid as a result of Lilly’s alleged wrongful conduct
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The State’s response 0 this interrogatory will be supplemented and made as

part of its expert disclosures and accompanying reports related to its proof of damages in this
case.

INTERROGATORY NO. 23: Identify all payments for medical treatment of injuries you
allege were caused by Zyprexa for which you seek damages in this matter.

ANSWER: The State’s response to this interrogatory will be supplemented and made as
part of its expert disclosures and accompanying reports related to its proof of damages in this
case

INTERROGATORY NO. 24: For each payment identified in response to Interrogatory No.

identify the patient;

identify the age of the patient;

identify the patient’s diagnosis for which Zyprexa was prescribed;

identify the period of time the patient took Zyprexa;

state whether the patient is still being prescribed Zyprexa;

f. state what treatment, if any, you contend the patient would have received if

the Zyprexa prescription you allege was the result of Lilly’s wrongful conduct was not prescribed;

identify the prescriber;

state whether the prescriber continues to prescribe Zyprexa;

identify any misrepresentations you allege caused the physician to prescribe

Zyprexa;

identify the injury you allege was caused by Zyprexa for which you seek

Exhibit C
Page 13 of 21




Py ®

identify the physician that diagnosed the injury;
identify all physicians that treated the injury; and
at Alaska is claiming against Lilly in damages.

m. state the dollar amount th

ANSWER: See responses to Interrogatory Nos. 10 and 11 above.

INTERROGATORY NO. 25: Identify any communications since 1996 by Alaska to

Medicaid recipients concerning Zyprexa.
ANSWER: The State has no documents or communications responsive to this request.

INTERROGATORY NO. 26: Identify any communications since 1996 by Alaska to

physicians conceming Zyprexa.

ANSWER: 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
discovery of admissible evidence, and is vague and ambiguous. Subject to and without waiving
these objections, the State has no documents or communications responsive to this request.

INTERROGATORY NO. 27: Identify any Drug Utilization Reviews and/or Drug Class

Reviews done by Alaska since 1996 concerning Zyprexa

ANSWER: The State did a review of atypical antipsychotic medications in
approximately 2005 with respect to their propensity to cause diabetes. The minutes of this
review meeting are being produced with the State’s responses to Lilly’s Requests for Production.

INTERROGATORY NO. 28: Identify any algorithms or protocols adopted by Alaska for

treatment of schizophrenia, bipolar disorder, and/or any other algorithms or protocols that include

Zyprexa.

ANSWER: The State of Alaska has used a protocol for the use of atypical antipsychotic

medications, although it does not specifically address Zyprexa. This protocol was developed by
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a contractor,

a grant from Eli Lilly. Itis generally known as the BPMS program and is run by

CNS.
INTERROGATORY NO. 29: Identify any studies or analyses performed by Alaska to
NTE 3 ] y an)

assess the effect on overall costs to the state of prescribing atypical anti-psychotics to mental health

patients

ANSWER: The State objects to this interrogatory in that it is vague and ambiguous.

Subject to and without waiving this objection, and assuming this interrogatory is limited to the

Medicaid program, cost reports were prepared in response to a request from the Anchorage Daily

News in approximately 2005. These reports are produced in the State’s responses to Lilly’s

Requests for Production.

INTERROGATORY NO. 30: Identify all employees of Alaska with knowledge of the

events alleged in the Complaint.

ANSWER: David Campana, Lynda Welch and Tom Porter, M.D.

INTERROGATORY NO. 31: Identify any lawsuits filed by plaintiff against any

manufacturer of atypical anti-psychotics other than Lilly.

ANSWER: The State objects to this interrogatory 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. Subject to and without waiving these objections, the State has

filed no other such lawsuits.

INTERROGATORY NO. 32: Identify all Alaska Medicaid recipients who have filed

lawsuits or otherwise asserted claims against Lilly on their own behalf in connection with their

ingestion of Zyprexa.

e
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/ER: The State objects to this interrogatory to the extent it seeks information

and/or documents, the disclosure of which would violate the privacy or confidentiality rights of

non-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 interrogatory 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.

INTERROGATORY NO. 33: Did you ever take any steps to reduce the amount you were

paying or reimbursing for any anti-psychotic drug? If the answer is anything but an unqualified
“no,” describe in detail what steps you took

ANSWER: 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 BPMS 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 of Zyprexa? 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 a co-payment of $2.00 as being more reasonable given the finances of Alaska

Medicaid recipients.

INTERROGATORY NO. 35: Has Alaska involuntarily medicated any Alaska citizens

wi 2 san o .
ith Zyprexa? Ifthe answer is yes, please state when such involuntary medications have occurred,
8
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the conditions for which Zyprexa was prescribed, and identify any court filings relating to the

involuntary medications
ANSWER: See response to Interrogatory No. 10 above. The State further objects to this

interrogatory in that it seeks information that is irrelevant to the claims and defenses of the
narties, is not reasonably calculated to lead to the discovery of admissible evidence.

INTERROGATORY NO. 36: State when you first became aware that:

a Lilly advertised and sold Zyprexa for non-approved or “off-label” uses as
alleged in paragraph 12 of the Complaint, and what actions, if any, you took upon discovering those
facts

b Beginning in 1998, scientific journals began to publish studies that established
a causal association between using Zyprexa and developing or exacerbating diabetes mellitus and
development of dangerously 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 facts.

In April 2002, the British Medicines Control Agency warned about the risk of
diabetes for patients prescribed Zyprexa, of diabetes, hyperglycemia, diabetic ketoacidosis, diabetic
coma, and one death among and required Lilly to warn consumers about the risk of diabetes and
diabetic ketoacidosis, and further required Lilly to instruct patients who were using Zyprexa to
monitor their blood sugar levels, as alleged in paragraph 15 of the Complaint, and what actions, if
any, you took upon discovering those facts.

d. In April 2002, the Japanese Health and Welfare Ministry issued emergency

safety information regarding the risk of diabetes, diabetic ketoacidosis, and diabetic coma for users

of Zyprexa, as alleged in paragraph 16 of the Complaint, and what actions, if any

you took upon

discovering those facts.
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g Alaska, about the

e Lilly had failed to wamn consumers in this country, includin|

serious risks of diabetes, hyperglycemia, diabetic ketoacidosis, and other serious conditions
associated with the use of Zyprexa, as alleged in paragraph 17 of the Complaint, and what actions, if
any, you took upon discovering those facts.

£ 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
instructed 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 1990s, Lilly’s strategy has 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 of Zyprexa for off-label uses, including geriatric dementia,
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 that purposefully disguised the risks
associated with Zyprexa use, including serious illness and death, as alleged in paragraph 22 of the
Complaint, and what actions, if any, you took upon discovering those facts.

Lilly in making Zyprexa available to Medicaid patients, knowingly
misrepresented to the State of Alaska that Zyprexa was safe and effective, as alleged in paragraph 25
of the Complaint, and what actions, if any, you took upon discovering those facts.

ANSWER: The general answer to all subparts is that when the State of Alaska became

aware of Lilly’s misrepresentations, it filed a lawsuit. This general awareness took place in the

summer of 2005.
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However, Lilly took affirmative actions to hide the true nature of Zyprexa and its side

effiects from the State. For example in 2002, Lilly’s representative Kevin Walters met with

David Campana to discuss Lilly products. He focused upon diabetic products. With respect to

atypical medications, he introduced the BPMS system but did not disclose the evidence

connecting Zyprexa with diabetes. In approximately the same time period, Alaska joined a

group of other States, led by Missouri, to negotiate manufacturer rebates. At no time did Lilly or

its representatives disclose the connection between Zypre:
Lilly consistently concealed important safety information regarding Zyprexa from
plaintiff, physicians and the public. When such information surfaced in the popular or scientific
press, Lilly took steps to blunt the information or spin available data to its purposes, primarily
further concealing the risks of Zyprexa. Thus, Lilly falsely maintained that weight gain due to
Zyprexa was manageable for most patients, that there was no association between Zyprexa and
hyperglycemia, and that even if hyperglycemia occurred in patients taking Zyprexa, it occurred

at rates comparable to other antipsychotics.

INTERROGATORY NO. 37: Identify all witnesses you intend to call to testify at the trial

of this matter.
ANSWER: The State will designate witness at the time called for under the pre-trial

order.

INTERROGATORY NO. 38: Identify all expert witnesses you intend to call to testify at

the trial of this matter.

ANSWER: The State will designate expert witness, provide reports and make those

experts available for deposition in accordance with the pre-trial report
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Respectfilly SUBMITTED and DATED this 2 day of April, 2007

FELDMAN, ORLANSKY & SANDERS
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CERTIFICATE OF SERVICE

Plaintiff, State of Alaska, hereby certifies that it has caused to be served upon the below

listed individuals copies of Plaintiff’s Answers to Defendants First set of Interrogatories by

placing copies of same in a Federal Express envelope, postage prepaid, on April 23, 2007.

Respectfully submitted,
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Eric T. Sanders

Feldman, Orlansky & Sanders
500 L Street, Suite 400
Anchorage, AK 99501

(907) 272-3538

COUNSEL FOR PLAINTIFF
Defendant’s Counsel

Brewster Jamieson

Lane Powell

301 West Northern Lights Blvd, Ste 301
Anchorage, AK 99503-2648

Andrew Rogoff

Pepper Hamilton

3000 Two Logan Square
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IN THE SUPERIOR COURT FOR THE STATE OF ALASKA

THIRD JUDICIAL DISTRICT AT ANCHORAGE
STATE OF ALASKA
Plaintiff,
v
ELI LILLY AND COMPANY,

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

PLAINTIFF’S RESPONSES TO DEFENDANT’S FIRST SET OF REQUESTS FOR

RECEIVED .
APR 2 ¢ 2007

By Fés Ex
LANE POWELL LLe

PRODUCTION OF DOCUMENTS

applicable rules of procedure

REQUESTS FOR PRODUCTION

heads and/or employees of each such department

RESPONSE: See ZYP-AK-00001-00002.

of Alaska since 1996

RESPONS

000580

Pursuant to Rule 34 of the Alaska Rules of Civil Procedure, Plaintiff provides the
following Responses to Defendant’s First Set of Requests for Production of Documents. Plaintiff

specifically reserves the right to supplement and amend these responses as provided by the

REQUEST FOR PRODUCTION NO. 1: Any charts that identify the State of Alaska’s
Department of Health and Social Services organizational structure from 1996 to the present,

including but not limited to, charts that set forth the organization of the various departments and the

REQUEST FOR PRODUCTION NO. 2: Each Medicaid State Plan in effect for the State

: See the website referred to in the State’s response to Interrogatory No. 1.

The State will produce copies of all Medicaid Plans in its possession as soon as possible.
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REQUEST FOR PRODUCTION NO. 3: Each formulary and/or Preferred Drug List

(PDL) in effect for the State of Alaska’s Medicaid State Plan since 1996.

RESPONSE: See ZYP- AK-00003-00166. The State will supplement this response with

additional documents as soon as possible.

REQUEST FOR PRODUCTION NO. 4: Any manuals provided to Medicaid providers

from 1996 to the present that relate to Zyprexa or reimbursement for prcscriminn drugs.

RESPONSE: The pharmacy provider manual is found on the Medicaid website and can
be located at http://Alaska.fhsc.com. See also ZYP-AK-00167-00892. The State will supplement
this response with additional documents as soon as possible.

MWMMO_S Any documents demonstrating payments Alaska
made for Zyprexa since 1996 for which Alaska seeks reimbursement from Lilly in this litigation,
including the documents that reflect the amount that Alaska has paid, to whom it made payments,
and for whose prescription it has made payments.

RESPONSE: The State objects to this request to the extent it seeks information and/or
documents, the disclosure of which would violate the privacy or confidentiality rights of non-
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.

Subject to and without waiving these objections, the State will provide in electronic form
the data described in the State’s response to Interrogatory No. 10. Further, to the extent this

request secks information related to the State’s damages, this response will be supplemented and

0 ( Exhibit D
ks Page 2 of 11




f closures & ceOmpH » reports related to its sroof of damages
made as part of the expert disclosures and accompanying repe r I

in this case
REQUEST FOR PRODUCTION NO. 6: All medical records from the birth of the patient

to the present for any patient whose Zyprexa prescription(s) were

paid for by Alaska, and which

Alaska secks reimbursement for in this litigation

o Request for Production No. 5 above. As the State noted

: See response t

in its Memorandum Describing its Claims and Proofs, because the State seeks compensation for

increased costs within 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 rate of the disease In matched controls). The

State does not need to prove specific causation in any particular individual.

REQUEST FOR PRODUCTION NO. 7: Any documents demonstrating payments Alaska

made for treatment of injuries allegedly caused by Zyprexa for which Alaska seeks reimbursement
from Lilly in this litigation, including the documents that reflect the amount that Alaska had paid, to
whom it made payments, and for whose treatment it has made payments.

RESPONSE: See response to Request for Production No. 5 above.

REQUEST FOR PRODUCTION NO. 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

which Alaska seeks reimbursement in this litigation.

RESPONSE:

See responses to Requests for Production Nos. 5 and 6 above.

REQUEST FOR PRODUCTION NO. 9: Any documents reflecting communications or

transactions relating to Zyprexa between Alaska and Alaska’s PBM(s) including (a) agreements, (b)

3 000582 Rl r
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pharmacy benefit design records, (¢) drug utilization reviews, (d) formulary management programs,

(e) records relating to mental health disease management, and (f) communications to physicians.
RESPONSE: The State will produce the minutes of a Drug Utilization Review

concerning 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

State has no other documents responsive to this request.

REQUEST FOR PRODUCTION NO. 10: Any documents reflecting the agreements

conceming Zyprexa between Alaska and Alaska’s PBM(s) (including those related to rebate sharing
arrangement).
RESPONSE: The State has no documents responsive to this request.

REQUEST FOR PRODUCTION NO. 11: Any formularies and/or Preferred Drug Lists

(PDLs) relating to Zyprexa.
RESPONSE: See response to Request for Production No. 3 above.

REQUEST FOR PRODUCTION NO. 12: Any documents concerning Zyprexa 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 to Medicaid recipients, or any role in selecting drugs for the formulary and/or PDL.
RESPONSE: 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.

REQUEST FOR PRODUCTION NO. 13: Any documents concerning clinical summaries

of Zyprexa performed by Alaska, or Alaska’s PBM(s).

000583 Exhibit D
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RESPONSE: See response to Request for Production No. 12 above. Subjed

without waiving this objection, see response to Request for Production No. 9 above.

REQUEST FOR PRODUCT TON NO. 14: Any documents concerning Alaska’s:

or proposed changes to, any formulary or PDL relating to Zyprexa.
RESPONSE: The State has no documents responsive to this request.

REQUEST FOR PRODUCTION NO. 15: Any documents concerning Alaska’s decision

to include or not to include Zyprexa on its formulary, or PDL, to place restrictions on Zyprexa, or
any other decision concerning the formulary or PDL status of Zyprexa.
RESPONSE: The State has no documents responsive to this request.

REQUEST FOR PRODUCTION NO. 16: Any documents reflecting misrepresentations

by Lilly to Alaska.

RESPONSE: The State has in its possession documents produced by Lilly in the MDL
collection. Discovery in this case has just begun, thus the list of documents provided is neither
intended to be all-inclusive nor exhaustive, but merely illustrative of the types of documents the
State intends to use to prove its claims. The State reserves its right to supplement this response
as discovery progresses. See generally the documents produced by Lilly in the MDL and listed
on ZYP-AK-00893-00970.

REQUEST FOR PRODUCTION NO. 17: Any documents reflecting misrepresentations

by Lilly to Alaska’s PBMs.

RESPONSE: See response to Request for Production No. 16 above.

REQUEST FOR PRODUCTION NO. 18: Any documents reflecting misrepresentations

by Lilly to physicians that prescribed to Alaska Medicaid recipients.

RESPONSE: See response to Request for Production No. 16 above.

000584 Exhibit D
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REQUEST FOR PRODUCTI ON NO. 19: Any documents reflecting misrepresentations

by Lilly to Alaska’s Medicaid recipients .

RESPONSE: See response to Request for Production No. 16 above.

REQUEST FOR PRODUCTION NO. 20: Any documents conceming communications or

transactions between Alaska and any consultant related to pharmacy benefits for Alaska’s Medicaid

recipients.

RESPONSE: The State objects to this request 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 of admissible evidence, and is overly broad. Subject to and without waiving these
objections, the State has no documents responsive to this request.

REQUEST FOR PRODUCTION NO. 21: Any documents concerning transactions or

communications between Alaska or Alaska’s PBMs and Lilly regarding Zyprexa.

RESPONSE: The State has no documents responsive to this request.

REQUEST FOR PRODUCTION NO. 22: Any documents concerning communications

between Alaska and physicians regarding Zyprexa.
RESPONSE: The State has no documents responsive to this request.

REQUEST FOR PRODUCTION NO. 23: Any documents concerning communications by

Alaska to Medicaid recipients regarding Zyprexa.

RESPONSE: The State has no documents responsive to this request.

REQUEST FOR PRODUCTION NO. 24: Any documents concerning transactions or

communications between Alaska and any anti-psychotic manufacturer other than Lilly regarding

Zyprexa.

RESPONSE: The State has no documents responsive to this request.
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REQUEST FOR PRODUCTION NO. 25: Any documents concerning the pricing of

Zyprexa
RESPONSE: Such documents are contained in the pharmacy benefits manual. See the

administrative code, Medicaid website and pharmacy benefits manual provided in response to

Request for Production No. 4 above.

REQUEST FOR PRODUCTION NO. 26: Any documents concerning communications to

any other states relating to Zyprexa.

RESPONSE: The State 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. The State further objects that this request seeks information
which is beyond the scope of permissible discovery and which is protected from disclosure by
the attorney-client privilege and/or the attorney work product doctrine.

REQUEST FOR PRODUCTION NO. 27: Any Drug Utilization Reviews and/or Drug

Class Reviews by Alaska concerning Zyprexa.
RESPONSE: See response to Request for Production No. 9 above.

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.

RESPONSE: The only protocol in use in Alaska is the BPMS program provided by a

grant from Eli Lilly.

REQUEST FOR PRODUCTION NO. 29: Any documents concerning any involuntary

medications by Alaska using Zyprexa.

- " o Exhibit D
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RESPONSE: The State objects t0 this request to the extent it seeks information and/or
SPONSE: S

documents, the disclosure of which would violate the privacy or confidentiality rights of non-

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.

REQUEST FOR PRODUCTION NO. 30: Any documents concerning lawsuits filed by

Alaska against any manufacturer of atypical anti-psychotics other than Lilly.

RESPONSE: The State has no documents responsive to this request.

REQUEST FOR PRODUCTION NO. 31: Any studies or analyses performed by Alaska to

assess the effect of prescribing atypical antipsychotics to mental health patients on overall costs to
the state

RESPONSE: See ZYP-AK-00971-00984.

REQUEST FOR PRODUCTION NO. 32: Any documents provided to or developed by

your C\F‘Cﬂ witnesses

RESPONSE: The State objects to this request in that it seeks information which is
beyond the scope of permissible discovery and which is protected from disclosure by the attorney-
client privilege and/or the attoey 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. 33: Any documents provided to the Garretson Law

Firm for the purpose of developing liability or damages models.

RESPONSE: See response to Request for Production No. 32 above.
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REQUEST FOR PRODUCTION NO. 34: Any liability or damages models developed by

the Garretson Law Firm for this matter.

response to Request for Production No. 32 above.

RESPONSE: See

REQUEST FOR PRODUCTION NO. 35: Any claims profiles or damages profiles

concerning Alaska Medicaid recipients, and any documents used to develop those profiles.

RESPONSE: See response to Request for Production No. 7 above.

REQUEST FOR PRODUCTION NO. 36: Any documents identified in, or consulted in

preparing, your response to Defendant’s First Set of Interrogatories.
RESPONSE: See documents provided with the State’s responses to these Requests for
Production

REQUEST FOR PRODUCTION NO. 37: Any documents that you intend to rely upon to

prove your claims in this matter.

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 MDL litigation.

Respectfully SUBMITTED and DATED this Z}'gjday of April, 2007

FELDMAN, ORLANSKY & SANDERS
Counsel for Plaintiff

“"*/Lé%-

Eric T. Sanders

Alaska Bar No. 7510085
500 L Street

Suite 400

Anchorage, AK 99501
(907) 272-3538
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GARRETSON & STEELE
Matthew L. Garretson
Joseph W. Steele

5664 South Green Street
Salt Lake City, UT 84123
(801) 266-0999

Counsel for Plaintiff

RICHARDSON, PATRICK, WESTBROOK
& BRICKMAN, LLC

H. Blair Hahn

Christiaan A. Marcum

P.0. Box 1007

Mt. Pleasant, SC 29465

(843) 727-6500

Counsel for Plaintiff
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CERTIFICATE OF SERVICE
Plaintiff, State of Alaska, hereby certifies that it has caused to be served upon the below

listed individuals copies of Plaintifi"s Responses t0 Defendants Request for Production by

placing copies of same in a Federal Express envelope, postage prepaid, on April 23, 2007.

Respectfully submitted,

Eric T. Sanders

Feldman, Orlansky & Sanders
500 L Street, Suite 400
Anchorage, AK 99501

(907) 272-3538

COUNSEL FOR PLAINTIFF

Defendant’s Counsel
Brewster Jamieson
Lane Pov
301 West Northern Lights Blvd, Ste 301
Anchorage, AK §

ew Rogoff

r Hamilton
Philadelphia, PA 19103-2799

Dated: April 23, 2007
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