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UNITED STATES DISTRICT COURT
MIDDLE DISTRICT OF FLORIDA

ORLANDO DIVISION

IN RE: SEROQUEL PRODUCTS
LIABILITY LITIGATION

This document relates to:

ALL CASES

MDL DOCKET NO.

6:06-MDL-1769-ACC-DAB

DECLARATION OF WILLIAM C. WIRSIllNG, M.D.

1. My name is William C. Wirshing, M.D. I am competent to make this

declaration and the facts stated herein are within my personal knowledge and are true and

correct.

2. I graduated in 1978 from the College of Engineering at the University of

California at Berkeley with highest honors (cumulative G.P.A. 3.93) and a Bachelors of

Science degree in Electrical Engineering and Computer Science (minor in bioelectric

systems). I received my M.D. from the University of California at Los Angeles in 1982,

graduating with a 3.97 G.P.A. and receiving the Sandoz Awared for "Excellence in the

Behavioral Sciences." I remained at UCLA for both my rotating internship, during which I

focused on internal medicine, neurology, and pediatrics and for my three-year residency

training in psychiatry. My final year of residency was at the West Los Angeles Veterans

Affairs Medical Center. Over the next two years, I was a Post Doctoral Research Scholar at

UCLA, a fellowship position through the National Institute of Mental Health during which I

learned and applied clinical research techniques for the study of persons with severe

schizophrenia.
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3. I am the Vice-President in charge of research and continuing medical

education for Exodus Inc. in Culver City, California and also Clinical Director of Exodus

Real Recovery in Agoura Hills, California. In my clinical psychiatric practice, I see

approximately 325 new patients in a typical month; supervise nearly a dozen psychology

doctoral candidates; and teach over a dozen nursing, social·work, and nurse practitioner

students.

4. Over the decades between 1986 and 2006, both my clinical work and research

focus remained on the treatment of persons with schizophrenia. I was the Chief of the

Schizophrenia Treatment Unit at the VA Medical Center during the vast bulk of this epoch,

and was also the Co-Chief of the Schizophrenia Outpatient Research Clinic during the last

ten years. I have attached my curriculum vitae and the report I submitted to counsel for

Plaintiffs in this litigation as Exhibits A and B respectively, and I incorporate those

documents by reference herein.

5. In my 25-plus years of clinical and research experience, I have had countless,

significant, and frequent opportunities to read, review, and apply to my clinical practice with

patients the information contained on FDA-approved prescription medicine labels/package

inserts. I am particularly familiar with the warnings and other labeling information

accompanying a class of antipsychotic medications commonly referred to as second

generation antipsychotics such as risperidone ("Risperdal"), olanzapine ("Zyprexa"),

ziprasidone ("Geodon"), aripiprazole ("Abilify"), and quetiapine (Seroquel).

6. With particular respect to Seroquel's 1997-to-present label concerning weight

gain, it is my opinion that, rather than adequately "warn" about the 23%-33% or higher risk
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of statistically significant weight gam that AstraZeneca observed in clinical trials of

Seroquel, the company obscured and buried the weight gain data and, more importantly, the

effect of the data by putting it in the "adverse reaction" section of the labeL AstraZeneca has

never "warned" about weight gain because the necessary information concerning weight gain

is not clearly stated in the ''warnings'' section of the labeL As a practicing clinician, it is

unclear, ambiguous, and misleading to prescribing doctors for the single most prominent

serious toxic characteristic of this drug (statistically significant weight gain) not to be

included in the "warnings" section of the label where a prescribing physician would expect to

find such information. The "adverse reactions" section on the package insert is near the end

of the labeling, very often several dozen paragraphs following the "warnings" section, and is

akin to a laundry list. In practice, it is quite simply not given the same attention or priority

by prescribers as the "warnings" and "precautions" sections near the beginning of the label.

Therefore, the warning given regarding weight gain is inadequate. As shown by the true and

correct copy of the Physicians' Desk Reference section on Seroquel from 2004, attached as

Exhibit C, the highlighted weight gain information is dwarfed by the overwhelming balance

of other information about the drug.

7. The 1997-to-present Seroquellabel is also unclear, inaccurate, and misleading

because weight gains of the magnitude that Seroquel causes, according to its own label and

the company's data, are impressively large and impact an amazingly large and consistent

percentage of patients. The serious and frequently deadly health consequences associated

with weight gain (namely hyperglycemia and diabetes mellitus, and complications therefrom)

necessitated adequate warning. Such warning should have appeared in the "warnings" not
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"adverse reactions" section of the label. Placement of the weight gain clinical trials data in

the "adverse reactions" section inadequately conveys to prescribing physicians the severity of

the health consequences associated with a 23%-33% or more weight increase associated with

Seroquel treatment, further rendering the inclusion of such data in the adverse reactions

section inadequate. Additionally, the label fails to describe any of the health consequences

for which weight gain creates an increased risk-i.e., hyperglycemia and diabetes mellitus,

among other serious and potentially lethal health concerns including increases in total

cholesterol and triglycerides in the blood, secondary risks for cardiovascular disease,

increased rates of degenerative osteoarthritis, and even increased risks for certain

malignancies (e.g., colon cancer). To put it another way, the labeling fails to state a "cause

and effect" relationship between the statistically significant weight gain accompanying .

Seroquel use and the increase in glucose dysregulation that was also revealed by

AstraZeneca's clinical trials and company data that I have reviewed.

8. Regarding AstraZeneca's marketing materials during this same period with

respect to weight gain, as well as sales representatives' direct messages (discussions) to

physicians, the materials that I have reviewed, including Doctor Brecher's 2000 article and

Doctor Nasrallah's 2002 article, informed doctors that Seroquel did not cause weight gain or

had favorable weight profiles. Sales materials profiling patient experiences with Seroque1 by

a Doctor Reinstein, which I have reviewed, implied that weight loss along with improvement

of diabetes was a beneficial side effect of Seroquel. Further, despite information identifying

weight gain as a dose-dependent side effect, AstraZeneca has repeatedly stated in its

sponsored literature and marketing material that I reviewed (e.g., the Brecher and Nasrallah
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articles) that there is no dose-dependent relationship between Seroquel and weight gain Other

marketing messages included claims that Seroquel is "weight neutral" or causes "minimal

weight gain," further obscuring and diluting the severity of any mention of clinically

significant weight gain in the label's adverse reaction section. At best, such promotional

messages further render the so-called "adverse reaction" regarding seriously hazardous

weight gain unclear and ambiguous because on the one hand, the label and company data

revealed that 23%-33% or more of Seroquel users will experience clinically significant

weight gain, but the sales message was that the drug is "weight neutral" causes "minimal

weight gain" or has a "favorable weight profile." These sales messages not only contradicted

what AstraZeneca knew about weight gain and Seroquel, from my review of Seroque1

clinical trial data and company documents, they actually contradicted Seroque1's own

approved label, undermining the clarity, accuracy, and unambiguousness ofthe label.

9. With respect to the pre-2004 label concerning hyperglycemia and diabetes

mellitus, it is my opinion that AstraZeneca obscured and buried any mention of

hyperglycemia and diabetes in the pre-2004 label by simply mentioning those words and

characterizing the conditions as "infrequent" in the adverse reactions section of the label.

AstraZeneca further obscures and confuses the issue by also listing "hypoglycemia" and

"weight loss" as "infrequent" adverse reactions. This is simply no warning at all as to the

true frequency and severity of those side effects suffered by Seroquel users. Documents I

have reviewed showed that the company knew, prior to Seroquel's launch, that statistically

significant weight gain increases by Seroquel users, would seriously impact patienthealth in

terms of glucose dysregulation. Moreover, at least by 2000, documents I· reviewed showed
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that the company's medical safety director had concluded that Seroquel can cause impaired

glucose dysregulation including diabetes.

10. The pre-20041abel is inadequate to warn prescribing physicians of the nature,

severity, and frequency of the risk of hyperglycemia and diabetes mellitus associated with

Seroquel, and for the above reasons is unclear, inaccurate, and ambiguous. It does not

convey in a meaningful way the toxic potential of the,drug and is confusing.

11. In addition, AstraZeneca's marketing materials and sales representatives'

direct message "discussions" to physicians during this time further undermined any attempt

by AstraZeneca to warn of hyperglycemia and diabetes mellitus in the pre-2004 label. For

example, Dr. Nasrallah's 2002 paper cites a now discredited study by Dr. Reinstein

suggesting that Seroquel patients lost weight and had their diabetes cured after taking

Seroquel for ten weeks.

12. With respect to the 2004-2007 label for Seroquel regarding hyperglycemia

and diabetes mellitus, the so-called "class label" warning section on hyperglycemia and

diabetes is inadequate, unclear, and ambiguous because it is laced with generalities,

disclaimers, and distracting verbiage. Specifically, it fails to accurately and clearly state the

measured increases in new onset diabetes that are specific to Seroquel, which were

significantly greater based on clinical trials and company documents that I have reviewed as

compared to certain other second generation antipsychotics that also bear the class label

warning.

13. Moreover, the class label neglects to accurately describe the level of

Seroquel's risk of those side effects, which was extraordinary according to the clinical trials

6



and company documents that I have reviewed and as compared to second generation

antipsychotics such as aripiprazole and ziprasidone, which studies show do not cause

Clinically significant weight gain and hyperglycemia/diabetes. Instead, the 2004-2007 label

describes merely that hyperglycemia and related serious complications "has been reported"

without any data whatsoever quantifying the rate of incidents and severity of such risks and

complications, or identifying which second generation antipsychotics were the subject of

such "reports." The label language then further waters down the "warning" by indicating

that measurement of glucose abnormalities is complicated by factors such as an increased

rate in diabetes among the schizophrenic or general populations. This warning is far from a

model of clarity and unambiguousness given the conclusions that the company and other

foreign regulatory bodies reached that a reasonable association between Seroquel and

hyperglycemia/diabetes (if not a causal association as well) .had already been established

before and during the time period this label was in effect.

14. In addition, AstraZeneca's marketing materials and sales representatives'

direct message "discussions" to physicians during this time further undermined and diluted

the warning. For example, company documents reveal that physicians were still receiving

correspondence from the company referencing the Reinstein study concluding that Seroquel

may cause weight loss and reverse diabetes in sizeable numbers of patients. Other internal

company communication revealed that the Brecher article was still being disseminated. The

FDA also reprimanded AstraZeneca in 2006 for failing to disclose in promotional material·

the increased risk of hyperglycemia and diabetes mellitus in patients treated with Seroquel,

resulting in the promotional material being "misleading" and "undermin[ing] the warning."
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15. Based on clinical experience, the so-called class label warning is inadequate to

communicate the true nature and severity of the hyperglycemia/diabetes mellitus risk

associated with Seroquel alone to physicians prescribing Seroquel to their patients.

16. Additionally, based on documents I have reviewed, language associated with

the class label warning was a product of negotiations between AstraZeneca and the FDA.

For example, with respect to the January 2004 "Dear Doctor" letter relative to the "class

label" warning sent by AstraZeneca, earlier correspondence between the FDA and

AstraZeneca revealed that AstraZeneca desired to characterize the new "warning" as simply

being "about hyperglycemia and diabetes in patients taking these medications," but the FDA

stated that it "preferred" the statement "describing increased risk of hyperglycemia and

diabetes in patients taking these medications." From the correspondence I reviewed, it

appears as though AstraZeneca determined not to further press the issue with the FDA.

17. With respect to the label change that occurred in 2007 regarding the

hyperglycemia and diabetes mellitus warning contained on Seroquel, while it directs one to

new language in the "adverse events" section, it is my opinion that the 2007 label change is

still inadequate because it fails to clearly, accurately, and unambiguously describe the

alarming rate at which Seroquel users in long-term clinical trials contracted diabetes, and the

necessary warning language that a prescribing physician would expect to see relative to that

very significant risk is not contained in the "warnings" section. Instead mere cross-reference

is made to clinical trials data the "adverse reactions" section. The "adverse reactions"

section does not mention the word "diabetes," but examination of the data reveals that

Seroquel patients in long-term clinical trials were over twice as likely to suffer diabetes than
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patients taking placebo. Company documents that I have reviewed show that AstraZeneca

has characterized the risk of diabetes-level blood glucose abnormalities associated with

Seroquel as "common." The label is facially unclear, inaccurate, and misleading because the

frequency and severity of the diabetes risk is not mentioned in the "warnings" section but

instead is buried in the "adverse reactions" section, and because what is truly diabetes-level

blood sugar is characterized merely as "hyperglycemia" and "increased blood sugar"-i.e.,

fasting blood glucose measurements (those taken 8 hours after a meal) that are ~ 126 mg/dL

or non-fasting blood glucose measurements ~ 200 mg/dL is frank diabetes, not merely

hyperglycemia. The label is also inadequate because it fails to clearly and unambiguously

warn of a "cause and effect" relationship between Seroquel use and diabetes-level blood

glucose abnormalities.

18. The FDA is not satisfied with AstraZeneca's most recent Seroquel label

change, as indicated in the June 2008 correspondence I have reviewed from the FDA to

AstraZeneca. The FDA requested that the updated label be changed to add the additional

information that "[t]he mean change in glucose from baseline was +5.0 mg/dl for

SEROQUEL and -0.05 mg/dl for placebo," indicating that the FDA desires for AstraZeneca

to reveal that there was more than a 5-fold increase in blood glucose levels between those

subjects taking Seroquel and those taking placebo. The FDA also asked that AstraZeneca

add the statement: "Because of limitations in the study design of these long-term trials as

well as lack of confirmed fasting glucose data, the effects of Seroquel on blood glucose may

be underestimated." In its letter, the FDA supported the additional statement above as

follows:
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Since the 2-week long-term placebo-controlled bipolar
maintenance trial studies were randomized withdrawal trials,
there is some bias in that only subjects who were able to
tolerate quetiapine in the open-label phase are then
randomized. If subjects did not tolerate quetiapine in the open
label phase, if they dropped out due to elevations in blood
glucose for example, they would not be randomized and the
overall effect of the drug on this parameter would be skewed.
Therefore, because of this design issue, the overall effect of
Seroquel on blood glucose could be underestimated.

Thus, the FDA wanted to provide clarity that the already negative blood glucose results

stated in the new label-based on studies that effectively prescreened participants who did

not well-tolerate Seroquel-actually may be even worse than the label reveals. AstraZeneca

has not made the labeling changes that the FDA has requested as of the date of execution of

this Declaration. AstraZeneca's evasive treatment and abstruseness with respect to this label

change further confirms my opinion that AstraZeneca has not been forthright with physicians

who prescribe Seroquel in the sense of "full disclosure" of pertinent, potentially life

threatening (or certainly life-altering) healthcare information such that physicians may fully

consider the risks and benefits and adequately advise and consult with their patients.

19. Overall, the inadequacy of Seroquel's labeling and accompanying

misstatements of the risks associated with its use make it prohibitively difficult for a

physician relying on such information to appreciate the true nature of Seroquel's risks and

discuss those risks with his or her patients.

20. Furthermore, in my opinion, AstraZeneca's warnings for Seroquel appear to

have been designed to obscure known risks associated with the drug, rather than to clearly,

accurately, and unambiguously communicate risks to prescribing physicians in a frank,
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explana.tory manner such thRt they would have ready access to such critical information in

treating their patients.

I sieclare under penalty ofperjury that the foregoing is true and correct.

lL....
Executed on thisthe~ day ofNo'Vember, 20Q8.

W1.llia.m. C. Wrr •
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CURRICULUM VITAE

WILLIAM C. WIRSHING, M.D.

Address

Work:

Home:

E-mail:

Birthdate

Birthplace

Education

Exodus Recovery Acute Treatment Center
3828 Delmas Terrace
Culver City, CA 90232

Tel (310) 253-9494

6433 Topanga Canyon Blvd. #429
Woodland Hills, CA 91303

Tel (310) 413-4200
Home Fax (818) 595-1367

WIRSHING@UCLA.EDU

11 June, 1956

Palo Alto, CA

1982 M.D. - UCLA

1978 B.S. Electrical Engineering & Computer Science, University of CA,
Berkeley

Internship, Residency, & Fellowship

1986-88

1983-86

1982-83

Licensure

Postdoctoral Research Fellowship in Schizophrenia Research, UCLA,
Department ofPsychology, Los Angeles, CA

Resident in Psychiatry, UCLA Neuropsychiatric Institute, Los Angeles,
CA

Intern in Medicine, UCLA Center for the Health Sciences & Wadsworth
VA Medical Center, Los Angeles, CA
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1983 California License No. G 50986, DEA No. FW0654447

Certification

1991 Added Qualification in Geriatric Psychiatry, American Board of
Psychiatry and Neurology (#000479)

1988 Diplomat, American Board ofPsychiatry and Neurology (#30125)

Academic AppointmentslPositions

2008-

2007-

1996-06

1993-06
Center,

1993-96

1987-06

1988-93

1986-93

1986-88

1986-88

1985-86

Awards & Honors

Medical Director Real Recovery. Agoura Hills, CA

Vice President in charge ofcontinuing medical education and research
Exodus Corp. Los Angeles, CA

Professor of Clinical Psychiatry, Department of Psychiatry and
Biobehavioral Sciences, UCLA School ofMedicine

Chief, Schizophrenia Treatment Umt, West Los Angeles VA Medical
Brentwood Division

Associate Professor of Clinical Psychiatry, Department of Psychiatry and
Biobehavioral Sciences, UCLA School ofMedicine

Director, Brentwood Movement Disorders Laboratory, West Los Angeles
VA Medical Center

Co-Chief, Schizophrenia Treatment Unit, West Los Angeles VA Medical
Center, Brentwood Division

Adjunct Assistant Professor of Psychiatry, Department of Psychiatry &
Biobehavioral Sciences, UCLA School ofMedicine

Postgraduate Research Scholar, Department of Psychology, UCLA

Co-Chief, Geropsychiatry Treatment Unit, West·Los Angeles Veterans
Administration Medical Center

Chief Resident, Geropsychiatry Treatment Unit, West Los Angeles
Veterans Administration Medical Center, Brentwood Division

2006 Nominated for Golden Apple Award for Clinical years by graduating class of
2006

CV-Wirsbing 2



2003 Award in Recognition ofDedication in Teaching Excellence from the Graduating
Class of2003, David Geffen School ofMedicine at UCLA

1999 Departmental Teaching Award, UCLA School of Medicine, Department of
Psychiatry & Biobehavioral Sciences

1999 Lucien B. Guze Golden Apple Award for Outstanding Teaching Class of2001,
UCLA School of Medicine

1998 Certificate ofExcellence, West Los Angeles Success 98 Award Program, West
Los Angeles Veterans Administration Medical Center

1996 Distinguished Educator Award, UCLA School of Medicine, Department of
Psychiatry & Biobehavioral Sciences

1994 Departmental Teaching Award, UCLA School of Medicine, Department of
Psychiatry & Biobehavioral Sciences

1993 UCLA Medical School. Class of 1995 - Outstanding Teacher Award

1991 Departmental Teaching Award, UCLA School ofMedicine, Department of
Psychiatry & Biobehavioral Sciences

1988 Travel scholarship to attend the 4th Biannual Workshop on Schizophrenia in
Badgastein, Austria.

1982 Sandoz Award for Excellence in the Behavioral Sciences

1982 Alpha Omega Alpha

1978 Tau Beta Pi (Engineering National Honor Society)

1978 Phi Beta Kappa

1978 B.S. Summa Cum Laude

Major Teaching Experience

2007-

2000-06

1995-06

Weekly Continuing Medical Education Lecture Exodus Urgent Care Center,
Culver City, CA.

Case Conference: Diagnostic Dilemmas - Psychiatry (#425 Sec. 5) This
weekly case conference focuses on differential diagnosis, with an
emphasis on the various etiologies of psychotic symptoms including
schizophrenia, substance-induced psychosis, malingering,and other
disorders.
Movement Disorders Seminar - Psychiatry (#446) a weekly, clinical based,
interactive seminar focusing on the examination and treatment of patients
with a broad range ofmovement disorders for psychiatry residents,
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1992-2004

1991-2002
1990-1992

1989-92

1988-1991

1988-06

1986-06

1986

1985-88

1985 .

neurobehavior fellows, medical students, and research staff (with DA
Wirshing; M.D., CS Saunders, M.D., and 1M Pierre, M.D.). (1.5 hrs/week)
Course director -Psychopathology (#201) for 2nd-year medical students.
(6 hrs/week)
Faculty sponsor - Student Research Program. (1-8 hrs/week)
Faculty advisor for biweekly seminar for psychiatry residents on critical
reading of the literature (with Joel Yager, MD, and Alison Doupe, MD,
PhD). (1 1/2 hrs/2 weeks)
Movement Disorders Seminar (psychiatry Course #453), a weekly forum
for psychiatry residents, neurobehavior fellows, and medical students (with
JL Cummings, MD). (1 hr/week)
Class OrganizerlLecturer of "Topics in Geropsychiatry", a weekly seminar
for psychiatry residents, medical students, and psychology interns. (1 1/2
hrs/week)
Ward teaching supervisor (psychiatry Course #403) for Ist- and 3rd-year
psychiatric residents and for 3rd- and 4th-year medical students on the
Schizophrenia Treatment Unit, BVAMC. (9 hrs/week)
Off-ward teaching supervisor (psychiatry Course #403) for Ist-, 2nd-, and
3rd-year psychiatric residents in the UCLA Residency Training Program.
(2-4 hrs/week)
Lecturer: "The Psychiatric Hospital in Historical Perspective" (with Dora
B Weiner, PhD), a class for undergraduates, College of Letters and
Sciences, UCLA.
Ward teaching supervisor for fIrst- and second-year psychiatric residents
and for fIrst-year geriatric medicine fellows on the Geropsychiatry Ward,
WLA/VAMC.
Lecturer: "The Historical Roots ofModem Medicine" (with Dora Weiner,
PhD), a class for undergraduates, College of Letters and Sciences, UCLA.

HospitalfUniversity Committees

2005-06.

2000-02

1999-03

1999-02

1998

1997- 00

1997- 01

Academic Advancement Committee Department ofPsychiatry and
Biobehavioral Sciences, UCLA School of Medicine

Academic Advancement Committee Department of Psychiatry and
Biobehavioral Sciences, UCLA School of Medicine

Medical Student Education Strategic Planning Committee

Human Subjects Protection Committee, Veterans Affairs

Neuroscience Sub Committee, UCLA School of Medicine

Facility Executive Committee

Voluntary Clinical Facility Academic Appointments and Adjustments
Committee
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1996-99

1995-98

1992-94

1992-96

1992-94

1991-93

1991

1990-93

1988-90

1988-03

Grants Awarded

Second Year Curricular Block Planning Committee, UCLA School of
Medicine

Academic Advancement Committee Department of Psychiatry and
Biobehavioral Sciences, UCLA School of Medicine

Ad Hoc Committee for Dementia, UCLA School of Medicine

Student Affairs Committee, UCLA School ofMedicine

Human Subjects Protection Committee, Veterans Affairs

Residency Fellowship Nominating Committee, UCLA

ChiefofPsychiatry Search Committee, Veterans Affairs

Residency Education Curriculum Committee, UCLA

Human Subjects Protection Committee, Veterans Affairs

Pharmacy and Therapeutics Committee, Veterans Affairs

2005-06

2005-06

2002-05

2000-02

2000-03

1998-00

"Management of Antipsychotic Medication Associated Obesity"
Co-Principal Investigator Donna A. Wirshing, M.D. PI
VA Merit Review

"Relapse Prevention: Long Acting Atypical Antipsychotics"
Co-Investigator, Donna A. Wirshing, M.D. PI
NIMH RO1 (Multicenter Collaborative)

Veterans Affairs Merit Review
"Cigarette Smoking by Schizophrenic Patients (phase II)"
Collaborator. Jarvik Murray, M.D., Ph.D. - P.I.

National Institute ofMental Health, MH41573-11A1
"Management for Risk ofRelapse in Schizophrenia"
Co-Investigator. Stephen R. Marder, M.D. - P.I.

National Institute of Mental Health, MH59750-01A1
"Treatment ofNegative Symptoms and Cognitive Impairments"
Co-Investigator. Stephen R. Marder, M.D. - P.I.

Veterans Affairs Merit Review
"BriefHospitalization for Schizophrenia: Strategies to Improve Treatment
Outcome"
Co-Investigator. Donna A. Wirshing, M.D. - P.I.
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I,

1997-02

1995-98

1995-99

1993-95

1993-96

1992-95

1990-92

1986-05

1988-90

1988-89

1987-88

Veterans Affairs Merit Review
"Quetiapine vs. Haloperidol Decanoate for the Long-Term Treatment of
Schizophrenia and Schizo-Affective Disorder"
Co-Investigator. StephenR. Marder, M.D. - P.L

National Institute of Health, 1R01-DA09570-01A1
"Dopaminergic Modulation ofNicotine Reinforcement"
Co-Investigator. Murray E. Jarvik, MD, PhD - P.L

Nationalmstitute of Health, 1R01-MH46484-01
"New Antipsychotics: Clinical Trials and Naturalistic Follow-up."
Co-Investigator. Stephen R Marder, MD - P.I.

Veterans Affairs Merit Review to examine cigarette smoking by schizophrenic
patients.
Co-Investigator. Murray E. Jarvik, MD, PhD - P.I.

Veterans Affairs Merit Review to examine the risks and benefits oftypical and
atypical antipsychotic drugs in the treatment of acute psychotic episodes.
P.I.

National Institute ofHealth: MH46484-03
"Clozapine - Treatment Response and Disability."
Co-Investigator.

NARSAD (National Alliance for Research on Schizophrenia and Depression)
Young Investigators Grant to develop a method ofquantifYing drug-induced
akathisia and to apply this method of determining the relative akathisic liability of
the atypical neuroleptic clozapine.

National Institute ofHealth: MH41573
"Management of Risk ofRelapse in Schizophrenia."
Co-Investigator. Stephen R Marder, MD and Robert P. Liberman, MD Co-P.Ls·

Veterans Affairs Merit Review to examine the feasibility of using a battery of
electromechanical instruments to prospectively follow patients with tardive
dyskinesia.
Co-Investigator. JL Cummings, MD, P.I.

NARSAD Young Investigators Grant to continue research on the instrumentation
of drug-induced movement disorders.

Biomedical Research Support Grant from the Department of Psychiatry, UCLA
School of Medicine, to develop a system to measure and analyze the movements
of the" human larynx.

Industry Sponsored
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Investigator Designed and Initiated

1999-03

2000-05

Janssen Pharmaceutica: Investigator designed protocol.
"BriefHospitalization for Schizophrenia: Strategies to Improve Treatment
Outcome"
Co-Investigator. Donna A. Wirshing, M.D. - P.I.

Eli Lilly, Inc.: Investigator designed protocol.
"Olanzapine vs. Risperidone in Treatment Refractory Schizophrenia"
Co-Investigator. Donna A. Wirshing, M.D. - P.I.

Industry Designed and Initiated

1998-99

1998-99

1997-00

1997-99

1997-99

1997-98

Merck & Company, Inc.
"A Double-Blind, Active and Placebo-Controlled, Safety Tolerability, and
Preliminary' Antipsychotic Activity Study of MK-0869 in Hospitalized
Schizophrenia Patients"
P.I. William C. Wirshing, M.D.

Hoechst Marion Roussel, Inc.
"A Multicenter, Placebo and Active Control, Double-Blind Randomized Study
ofthe Efficacy, Safety and Pharmacokinetics ofM100907 (10 and 20 mg/d
in Schizophrenic and Schizoaffective Patients."
Co-Investigator. Donna A Wirshing, M.D. - P.I

Organon 041002
"A Double Blind, Five-Armed, Fixed Dose, Active and Placebo Controlled
Dose-Finding Study With Sublingual ORG 5222 in Subjects With Acute
Phase Schizophrenia"
P.I. William C. Wirshing, M.D.

Otsuka America: 42,776
"An Open Label Follow-on Study on the Long-Term Safety ofAripiprazole
in Patients with Psychosis"
P.I. William C. Wirshing, M.D.

Otsuka America: 31-97-202
"A Phase ill Double-Blind Study of Aripiprazole and Risperidone in the
Treatment of Psychosis"
P.I. William C. Wirshing, M.D.

Janssen Pharmaceutica: RlS-USA-112
"A Multicenter, Randomized, Double Blind, Parallel Group Trial Comparing the
Safety and Efficacy ofRisperidone and 01anzapine in the Treatment ofPsychosis
in Patients with Schizophrenia and Schizoaffective Disorder." .
Co-Investigator. Donna A. Wirshing, M.D. - P.I.
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1997-99

1995-98 -

1995-98

1995-96

1995-96

1995-96

1993-97

1994-99

1993-94

Janssen Pharmaceutica: RIS-USA-l13
"A Multicenter, Randomized, Double Blind, Parallel Group Trial Comparing the
Safety and Efficacy ofRisperidone and Olanzapine in the Treatment ofPsychosis
in Patients with Schizophrenia and Schizoaffective Disorder."
Co-Investigator. Donna A. Wirshing, M.D. - P.I.

Hoechst Marion Roussel
"An Open-Label, Follow-Up, Multicenter, Long-Term Maintenance Study of
MDL 100, 907 in Patients with Schizophrenia."
Co-Investigator. Donna Ames, M.D. - P.I.

Otsuka: 31-95-201
"OPC-14597: An Open-Label Tolerability Study in Schizophrenic Patients."
P.I. William C. Wirshing, M.D.

Hoechst Marion Roussel: IND# 47,372
"A Randomized, Double-Blind, Placebo-Controlled, Parallel, Multiple Dose,
Multicenter Study to Determine the Safety, Tolerability, Pharmacokinetics, and
Biochemical Activity ofMDL 100,907 in Patients with Schizophrenia."
Co-Investigator. Donna Ames, M.D. - P.I.

Merck & Company, Inc.
"A Double-Blind, Placebo-Controlled, Safety, Tolerability and Preliminary
Antipsychotic Activity Study of L-745,870 in Hospitalized Schizophrenic
Patients"
P.I. William C. Wirshing, M.D.

Otsuka: 31-94-202
"A Dose Ranging Study of the Efficacy and Tolerability of OPC-14597 in Acutely

Relapsing Hospitalized Schizophrenic Patients."
P.I. William C. Wirshing, M.D.

Eli Lilly Incorporated: F1D-MC-HGAP
"Fixed Dose Olanzapine versus Placebo in the Treatment of Schizophrenia."
Co-Investigator. Donna Ames, M.D. - P.I.

Pfizer, Inc.: 128-116B
"A 52-Week, Open Extension Study Evaluating the Safety and Outcome of 40-80
mg BID of Oral Ziprasidone (CP-88,059-1) Daily in the Treatment of Subjects
Who Have Participated in Previous Ziprasidone Clinical Trials."
Co-Investigator. Donna Ames, M.D. - P.I.

RW. Johnson: M92-083
"Multi-Center, Randomized, Double-Blind, and Controlled, 4 Week, Multiple
Oral Rising Dose Study to Determine Safety Tolerability, Pharmokinetics and
Behavioral Activity ofRWJ-37796 in Male Schizophrenic Subjects Phase II."
P.I. William C. Wirshing, M.D.
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1992-98

1994-96

1992-94

1992-93

1992-93

1988-89

1990-91

Abbott Laboratories - Neuroscience Venture: M92-795
"An Open Label Assessment of the Long Term Safety of Sertindole in the
Treatment of Schizophrenic Patients."
Co-Investigator. Donna Ames, M.D. - P.I.

Pfizer, Inc.: 128-115
"Phase ill, Six Week, Double Blind, Multi-Center, Placebo Controlled Study
Evaluating the Efficacy and Safety ofThree Fixed Doses of Oral Ziprasidone (CP
88,051-1) and Haloperidol in the Acute Exacerbation of Schizophrenia and
Schizo-Affective Disorder."
Co-Investigator. Donna Ames, M.D. - P.I.

Glaxo, Inc.: S3B-201
"A Randomized, Double-Blind, Placebo-Controlled, Crossover Evaluation of the
Effects ofGR68755C on Serum Levels of Haloperidol in Patients with a
Diagnosis of Schizophrenia."
Co-Investigator. Stephen R. Marder, M.D. - P.I.

Abbott Laboratories - Neuroscience Venture: M92-762
"A Double-Blind, Placebo-Controlled Study of the Safety and Efficacy of
Sertindole in Schizophrenic Patients."
Co-Investigator. Stephen R Marder, M.D. - P.I.

Schering Plough Research Corporation: SCH39166
"Safety, Tolerance and Pilot Efficacy ofRising Multiple Doses of SCH39166: An
Open Label Trial."
Co-Investigator. Stephen R Marder, M.D. - P.I.

Astra Pharmaceuticals
."Raclopride in Schizophrenia: a Haloperidol-Controlled, Double-Blind, Dose
Finding Clinical Trial."
Co-Investigator. Theodore Van Putten, M.D. - P.I.

Sandoz Pharmaceuticals
"A Randomized, Double-Blind, Placebo-Controlled, Multi-Center, Multi-Stage,
Dose-Finding Study ofSDZ HDC 912 in DSM-ill-R Defined Hospitalized
Schizophrenic Patients."
Co-Investigator. Theodore Van Putten, M.D. - P.I.

Reviewer / Editor
Reviewer:

American Journal of Psychiatry
Archives of General Psychiatry
Biological Psychiatry
Brain Dysfunction
CNS Spectrums
Comprehensive Psychiatry

CV-Wirsmng 9



International Journal ofPsychiatry in Medicine
Journal of Clinical Psychiatry
Journal ofPsychiatric Research
Journal of Clinical Psychopharmacology
Neuropsychiatry, Neuropsychology, and Behavioral Neurology
Psychiatry Research
Psychopharmacology
Psychopharmacology Bulletin
Psychosomatics
Schizophrenia Bulletin

Invited Presentations
04/07 "Schizophrenia and Related Psychoses" Grand Rounds Northridge Hospital, Northridge

CA 15 Apr 2007
08/06 "Tailored Management of Schizophrenia in the Real World: A Naturalistic Approach"

Presented at Evansville State Hospital, Evansville, IN, 17 Aug 06
08/06 "The Metabolic Mayhem of Atypicals: The TD ofthe New Millennium" Grond Rounds

Antelope Valley Hospital 11 Aug 06.
08/06 "Use ofAtypical Antipsychotics in Bipolar lllness"l Aug 06 Honolulu, HI.
03/06 "Treatment of Agitation with Behavioral Interventions and Atypical Antipsychotics in

Schizophrenia" Presented at American Association for Geriatric Psychiatry, San Juan,
Puerto Rico, 11 Mar 06.

02/06 "Addressing Metabolic Disturbances with Antipsychotic Treatments" Presented at San
Francisco General Hospital, Dept ofPsychiatry, San Francisco, CA, 24 Feb 06

12/05 "Metabolic Impact ofAtypical Antipsychotics: The View from Two Decades of
Experience" Presented at Eden Medical Center, Castro Valley, CA 7 Dec 2005

11/05 "Clinical Management ofBehavioral and Psychological Symptoms in Dementia"
Presented at Salem Hospital, Salem, OR, 16 Nov 05

10/05 ''Marketing Atypical Antipsychotics and the Opacity of Adiposity" Presented at Grand
Rounds, Sepulveda VA, Los Angeles, CA, 26 Oct 05

07/05 "Treatment ofAgitation in Elderly Demented Patients" Presented at Grand Rounds,
Hawaii State Hospital, Kaneohe, HI, 12 Jul 05

07/05 "Metabolic Disturbances During Antipsychotic Treatmenf' Presented at Grand Rounds,
Castle Medical Center, Kailua, HI, 12 Jul05

04/05 "Metabolic Disturbances During Antipsychotic Treatment" Presented at Grand Rounds,
Battle Creek VA Med Center, Battle Creek, MI, 7 Apr 05

12/04 "Considerations in Long-Term Management of Schizophrenia" Presented at Grand
Rounds, Corcoran State Prison, Corcoran, CA 1 Dec 04

12/04 "Management of Associated Comorbidities of Schizophrenia" Presented at Grand
Rounds, Atascadero State Hospital, Atascadero, CA 1 Dec 04

09/04 "Pharamacological Treatment ofPsychosis and Agitation in Dementia of the Elderly"
Presented at Grand Rounds, Scripps Mercy Hospital, San Diego, CA, 7 Sep 04

08/04 "Metabolic Disorder" Presented at Grand Rounds, Kedren Hospital, Los Angeles, CA 16
Aug 04

06/04 "Atypical Antipsychotics in Special Populations" Presented at Grand Rounds Terrell
State Hospital, Terrell, TX, 21 Jun 04

06/04 "The Many Faces of 'Wartime' PTSD" Presented at Grand Rounds, Mountain Crest
Hospital, Fort Collins, CO, 15 Jun 04
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05/04 "Pharmacology Treatment ofPsychosis and Agitation in Dementia of the Elderly"
Presented at Grand Rounds, Utah State Hospital, Provost, UT, 20 Mau 04

05/04 "Psychiatric Research Ethics" Presented at Nlli Neuroscience Center, Bethesda, MD, 17
May 04

05/04 "Lab Science to Clinical Practice: Neurochemical Model of Antipsychotic Effects"
Presented at Grand Rounds, Metropolitan State Hospital, Norwalk, CA, 12 May 04

04/04 "New Indications for Antipsychotics for Bi-Polar Disorders" Presented at Grand Rounds,
Cedars Sinai, Los Angeles, CA, 29 Apr 04

03/04 "A Century after Bleuler, What Do We Really Know About Schizophrenia, Its Origin,
Cause, and Treatment?" Presented at WASP (WorId Association of Social Psychiatry),
1st Regional Congress of Social Psychiatry in Africa; Johannesburg, Gauteng, 24 Mar 04

03/04 "The Antipsychotics: Their Developmental History, Clinical Limitations, Major
Toxicities, and Anticipated Future." Presented at WASP (WorId Association of Social
Psychiatry), 1st Regional Congress of Social Psychiatry in Africa; Johannesburg,
Gauteng, 24 Mar 04

02/04 "Consideration in the Long-term Management of Schizophrenia" Presented at Grand
Rounds, Stanford University Hospital, Stanford, CA, 19 Feb 04

02/04 "The Marketing of Atypical Antipsychotic Drugs: A War for Our "Loyalties" Moves Into
its Guerilla Phase" Presented at Grand Rounds, Sepulveda VA Mental Health Center, Los
Angeles, CA, 11 Feb 04

02/04 "Drug Induced Metabolic Symptoms with Antipsychotic Paradigm Shift in an Approach
to Patient Care" Presented at Grand Rounds, Atascadero State Hospital, Atascadero, CA,
4 Feb 04

01/04 "Risperdal Consta" Presented at Grand Rounds, Indianapolis VA, Indianapolis, IN, 15
Jan 04

12/03 "Strategies for Controlling Psychotic Symptoms" Presented at Grand Rounds, Riverside
County Department ofMental Health, Hemet CA, 9 Dec 03

12/03 "The Side Effects of the Atypical Antipsychotics: Marketing Mischief, Metabolic
Mayhem, or Mechanistic Magic?" Presented at Grand Rounds, Castle Medical Center,
Kailua, ill, 2 Dec 03

11/03 "Monitoring Patients on Antipsychotic Drugs for Glucose Intolerance and Other Features
of the Metabolic Syndrome" Presented at Alexandria, VA, 19-20 Nov 03

11/03 "Antipsychotics: Overcoming Side Effect Treatment Barriers" Presented at Grand
Rounds, Long Beach VA Medical Center, Long Beach, CA, 12 Nov 03

11/03 "The Side Effects of the Atypical Antipsychotics: Marketing Mischief, Metabolic
Mayhem, or Mechanistic Magic?" Presented at Grand Rounds, Fresno, CA, 11 Nov 03

11/03 "A Broad Spectrum in Psychotropics" Presented at Grand Rounds, Golden Valley Health
Center-Comer of Hope, Modesto, CA, 6 Nov 03

10/03 "The Mechanistic Similarities and Distinctions Among Antipsychotics: A Treatment
Refractory Model" Presented at Grand Rounds, Hawaii State Hospital Auditorium, Oahu,
ill,24 Oct 03

10/03 "The Side Effects of the Atypical Antipsychotics: Marketing Mischief, Metabolic
Mayhem, or Mechanistic Magic?" Presented at Grand Rounds, San Francisco Clinic, San
Francisco, CA, 4 Oct 03

10/03 "Kaiser/Group Health Cooperative AP Advisory Board" Presented at San Francisco, CA,
4 Oct 03

10/03 "Improvement in Cognitive Function, Dosing and Titration" Presented at Grand Rounds,
Olive View Hospital, Sylmar, CA, 2 Oct 03
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09/03 "Strategies for Controlling Psychotic Symptoms" Presented at Grand Rounds, Seattle
Hospital, Seattle, WA, 11 Sep 03

08/03 ''Neurocognition and Schizophrenia Including Issues on Nicotine Receptors" Presented at
Grand Rounds, Ventura County Behavioral Health Inpatient Unit, Ventura, CA, 13 Aug
03

05103 "Switchover from Clozapine to Quetiapine: Mixed Results" Presented at Biological
Psychiatry, San Francisco, CA, 15 May 03

05103 "Effects ofNovel Antipsychotics on Glucose and Lipid Levels" Presented at Grand
Rounds, Eugene VA Clinic, Eugene, OR, 13 May 03

05103 "Effects ofNovel Antipsychotics on Glucose and Lipid Levels" Presented at Grand
Rounds, VA Medical Center, Portland, OR, 12 May 03

05103 "Atypical Antipsychotics: Marketing Mischiefor Metabolic Mayhem" Presented at Grand
Rounds, Harbor-UCLA Medical Center, Torrance, CA, 6 May 03

04/03 "Metabolic Consequences of Antipsychotic Therapy" Presented at Grand Rounds,
Atascadero State Hospital, Atascadero, CA, 30 Apr 03

03/03 "Metabolic Toxicities of Atypical Antipsychotic Agents: Speculations, Etiology, and
Treatment" Presented at Grand Rounds, RJ Donovan Correctional Facility, San Diego,
CA, 12 Mar 03

03/03 "Aripiprazole" Presented at Grand Rounds, Patton State Hospital, Patton, CA, 5 Mar 03
02/03 "Applied Neuropsychopharmacology: The Spectrum of Clinical Outcomes with Atypical

Antipsychotics" Presented at the CNS Advisory Summit, Scottsdale AZ, 22 Feb 03
02/03 "The Use ofAtypical Antipsychotics in Mood Disorders" Presented at Grand Rounds,

Region IV Parole Headquarters, Diamond Bar, CA, 21 Feb 03
01103 "Metabolic Side Effects of Atypical Antipsychotics" Presented at Grand Rounds, King

Drew Medical Center, Los Angeles, CA, 28 Jan 03
01/03 "TD - What if Anything is New?" Presented at Grand Rounds, VA Hospital, Neurology

Department, Los Angeles, CA, 24 Jan 03
01/03 "Metabolic Toxicities ofAtypical Antipsychotic Agents: Speculations, Etiology, and

Treatment" Presented at Grand Rounds, Sepulveda VA, Los Angeles, CA, 22 Jan 03
12-02 "Aripiprazole" Presented at Grand Rounds, Loma Linda University, Redlands, CA 20

Dec 02
12-02 "Aripiprazole" Presented at Grand Rounds, Arrowhead Regional Medical Center, Colton,

CA, 17 Dec 02
12-02 "Treatment Emergent Movement Disorders in Current Clinical Practice" Presented at

Grand Rounds, Queens Hospital, Honolulu, m, 13 Dyc 02
12-02 "Advancement in Treatment of Schizophrenia" Presented at Grand Rounds, TripIer VA

Army Hospital, Honolulu, m, 11 Dec 02
11-02 "Evolution of Antipsychotic Therapies: A Pathophysiologic Approach" Presented at

National Network ifPsychiatric Educators, Laguna Niguel, CA, 15 Nov 02.
10-02 "Side Effects Involving Newer Antipsychotic Medications Including Risk of

Cardiovascular Disease and Diabetes" Presented at Grand Rounds, Bakersfield Memorial
Hospital, Bakersfield CA, 24 Oct 02.

03-02 "The Atypical Antipsychotic Compounds: What is the Crucial Difference Among
Them?" Presented at Psychopharmacology Course, Stanford University, Stanford CA, 9
Mar 02.

03-02 "The Relative Metabolic Toxicities Among the Newer Antipsychotic Compounds."
Presented at Grand Rounds, Waco, TX, 7 Mar 02
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03-02 "The Relative Metabolic Toxicities Among the Newer Antipsychotic Compounds."
Presented at Grand Rounds, Dallas VA Medical Center, Dallas, TX, 7 Mar 02

11-01 "Aripiprazole: Is anything Really New in the Wold ofAntipsychotic Medications?"
Presented at Abilitat Investigators Meeting, Scottsdale, AZ, 29 Nov 01.

09-01 "The Past, Present, and (Near) Future ofAntipsychotic Medications: The Under
appreciated Role ofLuck!" Presented at The Annual Meeting of the Northern California
Psychiatric Society, Saratoga, CA, 19 Sep 01.

07-01 "The Metabolic Side Effects of the Newer Antipsychotic Compounds: The TD of the
New Millennium." Presented at Grand Rounds, UC Irvine, Irvine, CA, 17 Jul 01.

05-01 "The Toxicities ofthe So-Called 'Atypical Antipsychotics'--Foclls on Dyslipidemia"
Presented at Grand Rounds, Utah Neuropsychiatric Institute, Salt Lake City, Utah, 22
May 01.

04-01 "Prodromal Phase of Schizophrenia: Diagnosis and Treatment." Presented at W. Covina
Mental Health Office, W. Covina, CA, 19 April 01.

03-01 "Risperidone: A Clinical Research Update." Presented at Le Royal Meridien, Toronto,
Ontario, Canada, 31 Mar 01.

03-01 "Ziprasidone: A New Treatment Option for Schizophrenia." Presented at University Of
Tennessee, Memphis, TN, 9 Feb 01

03-01 "Ziprasidone: A New Treatment Option for Schizophrenia." Presented at University Of
Arkansas for Medical Science, Little Rock, AR, 8 Feb 01

02-01 "Use of Antipsychotic Drugs on Treatment Approach for Drug Induced Psychosis."
Presented at San Quentin State Prison, San Quentin, CA, 21 Feb 01.

01-01 "EPA and TD with Novel Antipsychotics." Presented at Lanterman State Hospital,
Pomona, CA, 25 Jan 01.

12-00 "Optimal Management ofPsychosis and Agitation in the Elderly." Presented at VA
Hospital, Seattle, WA, 15 Dec 00.

12-00 "Efficacy and Safety Data of the Atypical Antipsychotics." Presented at Atascadero State
Hospital, Atascadero, CA, 14 Dec 00.

12-00 "Optimal Management ofPsychosis and Agitation in the Elderly." Presented at Grand
Rounds, VA Hospital Outpatient Clinic, Roseburg, OR, 12 Dec 00.

12-00 "Optimal Management of Psychosis and Agitation in the Elderly" Presented at Grand
Rounds, USC Ingleside Hospital, Rosemead, CA, 8 Dec 00.

12-00 "Optimal Management ofPsychosis and Agitation in the Elderly." Presented at Grand
Rounds, University of Southern California, Los Angeles, CA, 6 Dec 00.

11-00 "Safety and Efficacy Among Atypicals; Treatment Refractory Schizophrenia." Presented
at Los Angeles County Jail, Los Angeles, CA, 30 Nov 00.

11-00 "Optimal Management ofPsychosis and Agitation in the Elderly." Presented at Olive
View Hospital, Sylmar, CA, 16 Nov 00.

11-00 "Long-Term Outcomes with Antipsychotic Medications: The limitations of Our Current
Technology." Presented at Ziprasidone National Consultants Forum, Scottsdale, AZ, 14
Nov 00..

11-00 "Optimal Management ofPsychosis and Agitation in the Elderly." Presented at USC
Ingleside Hospital, Rosemead, CA, 9 Nov 00.

10-00 ''Newer Antipsychotics: Approaches to Treatment Refractory Patients." Presented at
2000 MIRECC Retreat, Los Angeles, CA, 25 Oct 00.

10-00 "Weight Gain and Atypical Antipsychotic Medications: The TD ofthe New
Millennium?" Presented at MHC of Greater Manchester, Manchester, NH, 12 Oct 00.
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09-00 "Side Effects ofTypical and Atypical Antipsychotic Agents." Presented at the UCLA
Medical Plaza, Los Angeles, CA, 11 Sep 00.

09-00 "Safety and Efficacy Among Atypicals." Presented at Sacred Heart Hospital, Spokane,
·WA, 12 Sep 00

09-00 "Safety and Efficacy Among Atypicals." Presented at Skagit Valley Mental Health, Mt.
Vernon, WA, 13 Sep 00.

09-00 "Update on Atypical Antipsychotics." Presented at Porterville Developmental Center,
Porterville, CA, 14 Sep 00.

07-00 "Schizophrenia: Treatment with Risperdal." Presented at the Office of Mental Health,
New Orleans, LA, 25 Jul 00.

07-00 "Atypicals and Treatment Resistant Schizophrenia." Presented at Loma Linda Behavior
Medicine Center, Redlands, CA, 21 JuIOO.

06-00 "Movement Disorders." Presented at Palacio de Exposiciones y Congresos, Seville,
Spain, 16 Jun 00.

06-00 "Tools for Assessing Symptoms: Side Effect Scales." Presented at Palacio de
Exposiciones y Congresos, Seville, Spain, 17 Jun 00.

05-00 "Optimal Management of Psychosis and Agitation in the Elderly." Presented at UC
Irvine Medical Neuropsychology Center, Orange, CA, 30 May 00.

05-00 "Optimal Management ofPsychosis and Agitation in the Elderly." Presented at Dave &
Buster's, Orange, CA, 24 May 00.

05-00 "The Side Effects of Antipsychotic Compounds." Presented at Kaiser Permanente,
Fontana, CA, 17 May 00.

04-00 "Atypical Antipsychotics" Presented at Riverside County Inpatient, Riverside, CA, 27
Apr 00.

03-00 "The Novel Antipsychotics." Presented at Loma Linda University, Loma Linda, CA, 29
Mar 00.

03-00 "The Cardiovascular Liabilities of the Atypical Antipsychotics: The Next 'Big' Thing."
Presented at Grand Rounds, University ofHawaii, 24 Mar 00.

03-00 "The New Antipsychotic Compounds Really 'New'?" Presented at Grand Rounds, Contra
Costa County Regional Medical Center, Martinez, CA, 14 Mar 00.

03-00 "Treatment Refractory Schizophrenia: Is there a rational approach?" Presented at
American Psychiatric Association & Nevada Association of Psychiatric Physicians, Las
Vegas, NV, Sat, 4 Mar 00.

02-00 "The Use ofRisperidone in Acutely Psychotic Patients." Presented at Italian Society of
Psychopathology (V SOPSI Congress), Rome, Italy, 23 Feb 00.

02-00 "The Differential Toxicities Among the Atypical Antipsychotics." Presented at Grand
Rounds, Cedars Sinai Medical Center, Los Angeles, CA, 17 Feb 00.

12-99 Visiting Scholar-numerous presentations, Presented at University of Arkansas, Little
Rock, AR, 5-8 Dec 99

11-99 "The Novel Antipsychotic Medications." Presented at Anaheim, CA, 12 Nov 99.
11-99 "The Side Effects ofAntipsychotic Compounds." Presented at University ofKansas

Medical Center, Kansas City, MO, 5 Nov 99.
11-99 "Atypicals Antipsychotics: Efficacy and Side Effects." Presented at The American

Restaurant, Kansas City, MO, 4 Nov 99.
11-99 "Side Effects of Antipsychiatric Compounds." Presented at Colmery O'Neil V A M C,

Topeka, KS, 4 Nov 99.
11-99 "The Side Effects ofAntipsychotic Compounds." Presented at Western Missouri Mental

Health South Auditorium, Kansas City, MO, 4 Nov 99.
CV-Wirshing 14



10-99 "Is Clozaril still relevant?" Presented at Atascadero State Hospital, San Luis Obispo, CA,
14 Oct 99.

10-99 "Interested in Geriatric population & Economics of the drugs." Presented at Grand
Rounds, Lorna Linda University, Lorna Linda, CA, 8 Oct 99.

09-99 "Side Effects of Atypical Antipsychotics: What can we expect in the short and long
term?" Presented at Riverside, CA, 30 Sep 99.

09-99 ''New Treatment Options in the Acute Management of Psychosis." Presented at New
York, NY, 26 Sep 99.

08-99 "How to Choose the Correct Medication Regimen for the Treatment ofPsychotic
Manifestations." Presented at Lanterman Developmental Center, Pomona, CA, 26 Aug
99.

07-99 "Schizophrenia and Overview Movement Disorders." Presented at UCLA School of
Nursing,Westwood, CA, 26 Jul99.

07-99 ''New and Novel Antipsychotics." Presented at Fairview Developmental Center, Costa
Mesa, CA, 15 July 99.

06-99 "Schizophrenia-Current and New Treatment Trends." Presented at San Joaquin County
Mental Health Services, Sacramento, CA, 24 Jun 99.

05-99 "Research Experience with the Newer Neuroleptics-Grand Rounds." Presented at Kaiser,
San Francisco, CA, 25 May 99.

05-99 ''New Treatment Options in the Acute Management of Psychosis." Presented at Boston
Marriott Long Wharf, Boston, MA, 22 M;:Ly 99.

05-99 "The Neurophysiology of Schizophrenia: Focus on the action of the Novel
Antipsychotics." Presented at Kaiser, Woodland Hills, CA, 12 May 99.

04-99 "The New Generation of Antipsychotic Medications." Presented at Kaiser Sunset Family
Practice, Los Angeles, CA, 26 Apr 99.

04-99 "Relative Efficacies and Toxicities of Risperidone and Olanzapine." Presented at Leeds,
England, United Kingdom, 9 Apr 99.

04-99 "Relative Efficacies and Toxicities ofRisperidone and Olanzapine." Presented at
Southampton, England, United Kingdom, 8 Apr 99.

04-99 "The Neurophysiology of Schizophrenia: Focus on the Action ofthe Novel
Antipsychotics." Presented at The Schizophrenic Patient: Profiles, Diagnosis and
Treatment Conference, Lorna Linda University, Lorna Linda, CA, 7 Apr 99.

03-99 "Pharmacological Bases for the Putative Neurocognitive Enhancing Impact of Atypical
Antipsychotic Agents." Presented at Neurocognitive Impairment in Schizophrenic and
Alzheimer's Disorders: Therapeutic Approaches Workshop, International Academy for
Biomedical and Drug Research, Paris, FR, 12-13 Mar 99.

02-99 "Antipsychotic Toxicity in the Elderly." Presented at 9th Annual Geriatric Psychiatry
Conference, Dallas, TX, 13 Feb 99.

02-99 "Typical and Atypical Neuroleptics: A Geropsychiatric Perspective." Presented at 9th
Annual Geriatric Psychiatry Conference, Dallas, TX, 13 Feb 99.

02-99 "Somatic Treatments of Psychotic Disorders" Given with course entitled "Recovery from
Madness", Alex Kopelowicz, MD and Robert Liberman, MD--Course Chairs.

02-99 "The Comparative Toxicities ofthe New Antipsychotic Medications." Presented at
Harbor UCLA, Torrance, CA, 2 Feb 99.

01-99 "The Treatment of Schizophrenia at the Turn of the Millennium: What Have We .
Learned?" Presented to local lay chapter of the California Alliance for the Mentally ill,
UCLA Medical Plaza, Los Angeles, CA, 14 Jan 99.

CV-Wirshing 15



01-99 "Treatment Refractory Schizophrenia: The Role of the "New" Antipsychotic
Compounds" Presented at Grand Rounds, UCI Medical Center, Irvine, CA, 5 Jan 99.

11-98 "Treatment of Schizophrenia." Presented at Grand Rounds, UC Davis Medical Center,
Sacramento, CA, 11 Nov 98.

11-98 "Atypicals and Side Effects." Presented at Sutter Family Practice Residency Program,
Sacramento, CA, 11 Nov 98.

11-98 "Treatment ofRefractory Patients and Partial Response." Presented at Janssen-Cilag
SpA Laboratories, Beerse, Belgium, 6 Nov 98.

10-98 "The Role ofNovel Antipsychotics in the Control of the Acute Psychotic Symptoms."
Presented at the WPA Symposium, Guadalajara, :MX, 30 Oct 98.

10-98 "Efficacy ofRisperdal and the Atypical Antipsychotics." Presented at Grand Rounds,
Porterville State Hospital, Porterville, CA, 21 Oct 98.

10-98 "Treatment ofthe Refractory Patient." Presented at the Grand Geneva Resort
Symposium, Lake Geneva, IL, 3 Oct 98.

10-98 "Treatment Resistant Schizophrenia" Presented at the APA-IPS Symposium, Los
Angeles, CA, 2 Oct 98.

09-98 "Treatment Refractory Schizophrenia." Presented at Grand Rounds, Oregon Health
Sciences University Department of Psychiatry, 29 Sep 98.

09-98 "The Second Generation of'Anti-schizophrenic' Drugs." Presented at the 1998 William
Rondeau Memorial Lecture, Oregon Health Sciences University Department of
Psychiatry, 28 Sep 98.

09-98 "Movement Disorders in Psychiatry." Presented at VA Hines, IL, 23 Sep 98.
09-98 "The Role ofAtypical Antipsychotics." Presented at Napa State Hospital, CA, 19 Sep

98.
09-98 "Atypical Antipsychotics and Schizophrenia." Presented at Grand Rounds, Menlo Parle

VAMC, Menlo Parle, CA, 11 Sep 98.
08-98 ''New Treatment Options in Schizophrenia." Presented at ComCare, Phoenix, AZ, 18

Aug 98.
07-98 "Schizophrenia Overview and Movement Disorders." Presented at the Neuropsychiatric

Nurse Practitioner Program, UCLA School ofNursing, Los Angeles, CA, 27 Jul 98.
07-98 ''New Treatment Interventions for Psychotic Disorders." Presented at San Joaquin

County Mental Health Services, Stockton, CA, 16 Jul98.
07-98 "Strategies for Rapidly Controlling Acute Psychotic Symptoms." Presented at Napa State

Hospital, Napa, CA, 3 Jul98.
06-98 ''New Directions in Psychosis." Presented at Grand Rounds, San Francisco General

Hospital, San Francisco, CA, 26 Jun 98.
06-98 "The Clinical Choice: Is an Algorithm Possible?" Presented at Riverview Hospital,

Vancouver, BC, 12 Jun 98.
06-98 "Treatment of Refractory Psychosis: Is There a Rational Approach?" Presented at

Riverview Hospital, Vancouyer, BC, 12 Jun 98.
06-98 "Drug Treatment of Schizophrenia" Presented as course number 63 with faculty S

Marder, J Davis, P Janicak, at the 151st APA Annual Meeting in Toronto, Canada, 2 Jun
98.

05-98 ''New Atypical Antipsychotics: Similarities and Differences" Presented via satellite
program for Indio and Riverside County Mental Health Inpatient Treatment Facility,
Riverside, CA, 28 May 98.

05-98 ''New Advances in the Treatment of Schizophrenia" Presented by CME, Inc. at Sheraton
Gateway, Los Angeles, CA, 17 May 98.
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05-98 "Psychopharmacology Update: A Comparison of Current Antipsychotic Drugs"
Presented at Merritheu Memorial Hospital, Martinez, CA, 12 May 98.

05-98 "Management of Cognitive Disruption in Schizophrenia" Presented at University of
lllinois at Chicago Symposium in Bloomingdale, IL, 5 May 98.

05-98 "Neurocognition, Schizophrenia, and the Role of the Novel Antipsychotic Medications"
Presented at the Panhellenic Psychiatric Congress, Limnos, Greece, 2 May 98.

04-98 "Neurocognitive and Functional Assessment - Rationale for Ml 00907 Superiority"
Presented at second Neuropsychiatry Forum ofHoechst Marion Roussel in Bridgewater,
NJ, 24 Apr 98.

04-98 "Treatment Resistant Schizophrenia: Is there a Rational Approach?" Presented at Bergen
Pines County Hospital, Paramus, NJ, 23 Apr 98.

04-98 "Treatment Resistant Schizophrenia: Is there a Rational Approach?" Presented at
Rockland Psychiatric Center, Orangeburg, NY, 22 Apr 98.

04-98 "Update on Anti-psychotic Medications.'" Presented at Alaska Psychiatric Association's
5th Annual Spring Education Meeting, Anchorage, AK, 18 Apr 98.

03-98 "Psychopharmacology Update: A Comparison of Current Antipsychotic Drugs."
Presented at Washington State Psychiatric Association Spring Meeting in Vancouver,
BC, 28 Mar 98.

03-98 "Schizophrenia and Cognitive Function - Approaching the New Millennium" Presented at
National Schizophrenia Symposium, Scottsdale, AZ, 27 Mar 98.

03-98 "Challenge: Making the most of Therapy with Atypical Antipsychotics" Presented at
Eastern State Mental Hospital, Williamsburg, VA, 20 Mar 98.

03-98 "Past, Present and Future ofAntipsychotic Drugs" Presented for the Virginia State
Psychiatric Society, Richmond, VA, 21 Mar 98.

03-98 "Pharmacologic Impact on Neurocognitive Deficits in Schizophrenia:" Presented at
Grand Round, Long Beach VA Medical Center, 4 Mar 98.

02-98 ''Neurocognition in Schizophrenia: Magnitude, Functional Correlates and Pharmacologic
Responsivity" Presented at USC School of Medicine Grand Rounds, 10 Feb 98.

02-98 "Biological bases for Schizophrenia" Presented at the seminar course for undergraduates
Psychiatry 98P Professional Schools Seminar Program, UCLA, CA, 4 Feb 98.

11-97 "The New Generation ofAntipsychotic Medications: Similarities and Differences" 
Presented at V.A.Psychiatry Service Grand Rounds, Minneapolis, MI, 21 Nov 97.

11-97 "The New Generation of Antipsychotic Medications: Similarities and Differences" 
Presented at HCMC Psychiatry Grand Rounds, MI. 21 Nov 97.

11-97 "Neurocognition in Schizophrenia: Magnitude, Functional Correlates, and Pharmacologic
Responsivity" Presented at the Atascadero State Hospital, Atascadero, CA, 19 Nov 97.

11-97 "Pharmacologic Approach to Chronic and Treatment Refractory Schizophrenia"
Presented at the Vancouver BCPA Conference, in Vancouver, Canada, 15 Nov 97.

11-97 ''New Serotonin/Dopamine Antagonist" - Presented for the Lorna Linda Psychiatric
Residency Program, Lorna Linda, CA, 14 Nov 97

11-97 "The Role ofNew Generation Antipsychotics in Treatment-Resistant Schizophrenia"
Presented in Grand Rounds at The Chicago Medical School Department of Psychiatry and
Behavioral Sciences, Chicago, IL, 6 Nov 97. .

10-97 "Beyond Conventional Symptoms" - Presented in Riyadh, Saudi Arabia, 20 Oct 97.
10-97 ''Neurocognitive Changes in Schizophrenia" Clinical Pertinence and Impact of

Pharmacotherapy" - Presented in Grand Rounds at the University ofNebraska Medical
Center, Omaha, NE, 15 Oct 97.
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09-97 "Treatment Resistance in Psychosis"- Presented at the Annual Meeting ofthe Huron
Valley Medical Center in in Ypsilanti, MI, 24 Sep 97.

09-97 "Toxic Side Effects of Antipsychotic Medications - Focus on Neuromotor Syndromes"
Presented at The Fall 1997 Symposium of Charter Behavioral Health Systems ofNew
England, Nashua, New Hampshire, 20 Sep 97.

09-97 "Risperidone: Efficacy Beyond Conventional Symptoms" Presented at the 10th Annual
Meeting ofEuropean College of Neuropsychopharmacology, Vienna, Austria, 15 Sep 97.

09-97 "Schizophrenia, Neurocognition, and Antipsychotic Meds" Presented in Grand Rounds at
. Oregon Health Science University, 9 Sep 97.

09-97 "Past, Present and Future ofAntipsychotics" Presented at the Mendota Melital Health
Institute Conference Center, Madison, WI, 29 Aug 97.

06-97 "Efficacy: A Clinician's Evidence from Experience" Presented at the Risperdal:
Evidence from Experience Interactive Seminars in East Midlands, England, 19 Jun 97.

06-97 "Efficacy: A Clinician's Evidence from Experience" Presented at the Risperdal:
Evidence from Experience Interactive Seminars in East Kilbride, England, 18 Jun 97.

06-97 "Efficacy: A Clinician's Evidence from Experience" Presented at the Risperdal:
Evidence from Experience Interactive Seminars in Aberdeen, Scotland, 17 Jun 97.

06-97 "Antipsychotics: The Evidence from Experience" Presented at the Janssen Research
Foundation in Beerse, Belgium, 16 Jun 97.

06-97 "Atypical Neuroleptics: Newer Antipsychotics" Presented at the Northampton VA
Medical Center, Northampton, MA, 4 Jun 97.

05-97 "Beyond Conventional Symptoms: Focus on Risperidone" Presented in Grand Rounds at
Vanderbilt University Medical Center, Nashville, TN, 27 May 97.

05-97 "Psychopharmacology in the Geriatric Patient: Utility and Limitations" Presented at the
California Society of Internal Medicine annual meeting, San Diego, CA, 24 May 97.

05-97 "The Recognition and Management of Side Effects of Typical and Atypical Neuroleptics"
Presented as course number 54 with faculty SR Marder, J Davis, G Simpson, P Janicak at
the 150th APA Annual Meeting, San Diego, CA, 17-22 May 97.

05-97 "Overview ofTreatment ofPsychosis with New Atypical Antipsychotic Medications"
Presented at the Psychiatric Institute, Washington, DC, 16 May 97.

05-97 "Overview ofTreatment of Psychosis with New Atypical Antipsychotic Medications"
Presented at the Commission on Mental Health, Washington, DC, 15 May 97.

05-97 "Practical Applications in Atypical Antipsychotics: Clients with Movement Disorders"
Presented at Cambridge Hospital, Boston, MA, 14 May 97.

05-97 "The Newer Antipsychotics: Differences and Applications" Presented at.Butler Hospital,
Providence, RI, 13 May 97.

04-97 "Risperidone and Neurocognition". Presented at the Annual Meeting of the Dutch
Psychiatric Society, Amsterdam, Netherlands, 18 Apr 97.

04-97 "Clozapine vs. Haloperidol: Drug Intolerance in a Controlled Six Month Trial" Presented
at the International Congress on Schizophrenia Research, Colorado Springs, CO, 14 Apr
97.

. 04-97 "Antipsychotic Drug Side-Effects: Objective and Subjective". Presented at the
International Congress on Schizophrenia Research, Colorado Springs, CO, 14 Apr 97.

03-97 "An Update on Atypcial Antipsychotics". Presented in Hyannis, MA, 28 Mar 97.
03-97 "An Update on Atypical Antipsychotics". Presented in New Bedford, MA, 27 Mar 97.
03-97 "The Management ofAcute Exacerbations in Chronic Schizophrenia". Presented at

Evidence From Experience, Lisbon, Portugal, 21 Mar 97.
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03-97 "Beyond the Conventional Symptoms". Presented at Evidence From Experience, Lisbon,
Portugal, 21 Mar 97.

03-97 "The Efficacy ofRisperidone: The Evidence from the Controlled Clinical Experience".
Presented in Beijing, China, 17 Mar 97.

03-97 "The Efficacy ofRisperidone: The Evidence from the Controlled Clinical Experience".
Presented in Nanjing, China, 15 Mar 97.

03-97 "The Efficacy ofRisperidone: The Evidence from the Controlled Clinical Experience".
Presented in Shanghai, China, 14 Mar 97.

03-97 "The Efficacy of Risperidone: The Evidence from the Controlled Clinical Experience".
Presented in Wuhan, China, 12 Mar 97.

03-97 "The Efficacy of Risperidone: The Evidence from the Controlled Clinical Experience".
Presented in Guangzhou, China, 11 Mar 97.

01-97 "Rational Approach to Antipsychotic Medications and Patient Selection". Presented at
the Midwinter Program for Psychiatrists, Lake Tahoe, NY, 28 Jan 97.

01-97 "Current Therapy Options: Efficacy and Side Effects". Presented at the Reintegration:
Therapeutic Horizons for Psychotic Disorders Symposium in Salt Lake City, UT, 25 Jan
97.

01-97 "Issues in Diagnosis of Schizophrenia". Presented at the Reintegration: Therapeutic
Horizons for Psychotic Disorders Symposium in Salt Lake City, UT, 25 Jan 97.

12-96 "The New Generation ofAntipsychotic Medications: Similarities & Differences".
Presented to the Hawaii Psychiatric Medical Association, Waikiki, ill, 3 Dec 96.

12-96 "The New Generation of Antipsychotic Medications: Similarities & Differences".
Presented at Hawaii State Hospital, Kaneohe, ill, 2 Dec 96.

11-96 "Risperidone: The Controlled Clinical Experience". Presented in Newcastle, England.
11-96 "Risperidone: The Controlled Clinical Experience". Presented in Glasgow, Scotland.
11-96 "Risperidone: The Controlled Clinical Experience". Presented in Birmingham, England.
11-96 "Risperidone: The Controlled Clinical Experience". Presented in Manchester, England.
11-96 "Risperidone: The Controlled Clinical Experience". Presented at Kyoto Prefectural

University, Kyoto, Japan.
11-96 "Risperidone: The Controlled Clinical Experience". Presented at Hiroshima University,

Hiroshima, Japan.
11-96 "Treatment Resistant Schizophrenia: Is There a Rational Approach?" Presented in

Kurashiki (Okayama City), Japan.
08-96 "New Solutions to Treatment Resistant Schizophrenia". Presented at the 10th World

Congress of Psychiatry, Madrid, Spain, 23 Aug 96.
07-96 "Critical Issues in Psychoses: Dementia, First-Break Patients, Refractory Cases, and

Pharmacoeconornics of Schizophrenia". A CME presentation, Costa Mesa, CA.
06-96 "Critical Issues in Psychoses: Dementia, First-Brealc Patients, Refractory Cases, and

Pharmacoeconornics of Schizophrenia". A CME presentation, San Francisco, CA.
06-96 "The New Generation of Antipsychotic Medications: How Are They Different?". A

CME presentation, Staunton, VA.
05-96 "Treatment Resistant Schizophrenia" an industry-sponsored symposium presented at the

149th APA Annual Meeting, New York, NY, May 4-9, 1996.
05-96 "The Recognition and Management of Side Effects ofTypical and Atypical Neuroleptics"

Presented as course number 61 with faculty SR Marder, J Davis, G Simpson, P Janicalc at
the 149th APA Annual Meeting, New York, NY, May 4-9, 1996.

03-96 "Treatment Resistant Schizophrenia: Is There a Rational Approach?" Presented at
Evolving Attitudes Across the Spectrum of Schizophrenia, Amsterdam, Netherlands.
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03-96 "The Natural History of the 'Schizophrenias"'. Presented at Evolving Attitudes Across
the Spectrum of Schizophrenia, Amsterdam, Netherlands.

03-96 "Update on New Antipsychotic Medications". Presented at University of California,
Davis, Davis, CA.

03-96 "Special Populations with Psychoses: First Break Patients, Adolescents and Geriatric
Patients". A CME presentation, Long Beach, CA.

02-96 "Psychopharmacology in the Elderly: Cognition and Psychosis". Presented at the Area 7
Symposium, Las Vegas, NV.

02-96 "Side Effects ofAntipsychotics: Recognition and Treatment". Presented at Grand
Rounds, Stanford University Medical Center, Palo Alto, CA.

01-96 "The History and Current Status of Antipsychotic Drug Development". Presented at
Grand Rounds, The Palos Verdes Regional Psychiatric Hospital, Tucson, AZ.

01-96 "The Risk Benefit Profiles of the Serotonin-Dopamine Antagonists". Presented at the
University ofArizona, Tucson, AZ.

12-95 "Rational Approaches to Antipsychotic Pharmacotherapy". Presented at the Quarterly
Meeting of the County of San Diego Mental Health Services, San Diego, CA.

11-95 "Special Populations with Psychosis: Adolescents, Geriatrics, and First Break Patients".
A CME presentation, Seattle, WA.

11-95 "Special Populations with Psychosis: Adolescents, Geriatrics, and First Break Patients".
A CME presentation, San Francisco, CA.

10-95 "The New SerotoninlDopamine Antagonists: Are They Really Different?" presented to
the Hirosaki University Department ofNeuropsychiatry, Hirosaki University, Hirosaki,
Japan.

10-95 "The New SerotoninlDopamine Antagonists: Are They Really Different?" presented to
the Akita University School of Medicine Department ofPsychiatry, Akita University,
Akita, Japan.

10-95 "The New Serotonin/Dopamine Antagonists: Are They Really Different?" presented to
the Hokkaido University Department of Psychiatry, Hokkaido Ulrlversity, Hokkaido,
Japan.

10-95 "Polypharmacy in the Treatment ofPsychosis: Is There a Rational Approach?" presented
at the SinYang Park Hotel, KwangJu, Korea.

10-95 "Polypharmacy in the Treatment ofPsychosis: Is There a Rational Approach?" presented
at the KwangJu Severance Mental Hospital, KwangJu, Korea.

10-95 "Update on SerotoninlDopamine Antagonists: Are They Really Different?".presented to
the Meeting of the Korean Neuropsychiatric Association at the Seoul Education Culture
Center, Seoul, Korea.

09-95 "Pharmacologic Treatment of Depression" presented to the Quarterly Meeting of the
Hawaii Psychiatric Association, Honolulu, Hawaii.

09-95 "Anti-psychotic Medications & Patient Selection: Is There a RationC!1 Approach?"
presented to the Hawaii Medical Association at the University ofHawaii, Honolulu,
Hawaii.

08-95 "Side Effects of Antipsychotic Medications" presented at the Quarterly Meeting ofthe
Memphis Psychiatric Association, Memphis, TN.

07-95 "Polyphannacy: When is it Reasonable?" Grand Rounds, Alameda County Psychiatric
Hospital, Alameda, CA.

07-95 "Behavioral Skill Training in Schizophrenia: Utility and Limitation" Grand Rounds,
Atascadero State Hospital, Atascadero, CA.
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06-95 "Side Effects of Antipsychotic Medications" Grand Rounds, Loma Linda VA Hospital,
Loma Linda, CA.

06-95 "The Treatment ofPsychosis in the Elderly" Los Encinas Hospital Annual Symposium,
Pasadena, CA.

06-95 ''Update on the New Antipsychotic Medications" presented to the Annual Meeting of the
California Department of Corrections Psychiatrists, Diamond Bar, CA.

05-95 "How to do research without an NIMH grant" presented at the 148th Annual Meeting of
the American Psychiatric Association, Miami, FL, 20-25 May 95.

05-95 "The recognition and management of the side effects of typical and atypical neuroleptics"
presented as Course 69 with Director SR Marder, and Faculty J Davis, G Simpson, Philip
Janicek, and myself, at the 148th APA Annual Meeting, Miami, FL, 20-25 May 95.

05-95 "Behavioral Skills Training in Chronic Schizophrenia" presented at the Annual
Conference of Westem Reserve Psychiatric Hospital, Northfield, OH, 5 May 95.

03-95 "Dopaminergic Modulation of Cigarette Smoking" presented at the Society for Research
on Nicotine and Tobacco with Murray E Jarvik, MD, PhD and Nicholas H Caskey, PhD,
San Diego, CA.

03-95 "The Safety and Efficacy of Serotonin-Dopamine Antagonists" a Continuing Medical
Education presentation, St Louis, MO.

03-95 "The Safety and Efficacy ofSerotonin-Doparnine Antagonists" a Continuing Medical
Education presentation, Philadelphia, PA.

02-95 "The Next Generation ofAntipsychotic Medications" presented at Grand Rounds,
Veterans Affairs Hospital, Tuskegee, AL.

11-94 "Dosing Strategies with Antipsychotic Compounds: Conventional, SDAs, and Atypicals"
presented at the Fall Symposium ofNew Approaches to Treating Schizophrenia, Chicago,
IL, 12 Nov 94.

10-94 "Risperidone: Is It Really Different?" presented at the Fall Conference of the California
Alliance For the Mentally TIl, San Francisco, CA, 29 Oct 94.

05-94 "The recognition and management of the side effects of typical and atypical neuroleptics"
presented as Course 71 with Director SR Marder, and Faculty J Davis, G Simpson, Philip
Janicek, and myself, at the 147th APA Annual Meeting, Philadelphia, PA, 24 May 94.

05-94 "Dementia and Movement Disorders in the Elderly," presented as Course 6 with Director
JL Cummings, and Faculty WE Reichman, D Sultzer, and myself, at the l47th APA
Annual Meeting, Philadelphia, PA, 20 May 94.

04-94 "Risperidone, is it reaily different?" presented at a Stanford University sponsored
symposium on the treatment of schizophrenia Palo Alto, CA.

03-94 "The New Atypical Antipsychotics--Focus on Risperidone" presented to the Utah State
Alliance for the Mentally ill, Salt Lake City, Utah.

02-94 "The New Atypical Antipsychotics--Focus on Risperidone" presented to the Washington
State mental health workers (psychiatrists and pharmacists), Seattle, WA.

01-94 "The Real Cost ofNeuroleptic Treatments" presented to the California State Legislature,
Sacramento, CA.

01-94 "The Rational Use ofNeuroleptics" presented at the annual educational meeting ofthe
Los Angeles Chapter ofFamily Practioners, Santa Monica, CA.

10-93 "The Therapeutic Window--The Role of Subjective Experiences" presented at the
Quarterly Meeting ofthe Royal College ofPsychiatrists in London, England.

05-93 "Optimum Dosing in Maintenance Treatment." Marder SR, Van Putten T, Wirshing WC,
Lebell MB, McKenzie J, Johnston-Cronk K, presented at the l46th APA Annual
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Meeting, San Francisco, CA, 26 May 93. In: 1993 CME Syllabus & Proceedings
Summary, p. 238. (No. 87B)

05-93 "Combined Skills Training and Early Intervention." Marder SR, Wirshing WC, Van
Putten T, Eckman TA, Liberman RP, presented at the 146th APA Annual Meeting, San
Francisco, CA, 24 May 93. In: 1993 CME Syllabus & Proceedings Summary, p. 156.
(No. 28D)

05-93 "Clinical Use ofNeuroleptic Plasma Levels." presented at the 146th APA Annual
Meeting, San Francisco, CA, 25 May 93.

05-93 "Dementia and Movement Disorders in the Elderly," presented as Course 2 with Director
JL Cummings, and Faculty WE Reichman and myself, at the 146th APA Annual Meeting,
San Francisco, CA, 22 May 93.

01-93 "Hyperkinetic Syndromes in the Elderly" presented at the Geriatric Supercourse in
Marina del Rey, CA, 20 Jan 93.

11-92 "Clinical Consequences of Akinesia and Akathisia", presented as fIrst author with
T VanPutten and SR Marder at the Association of European Psychiatrists Congress,
Barcelona, Spain, 5 Nov 92.

10-92 "The New Atypical Antipsychotics", presented to the South Coast Chapter of the Alliance
for the Mentally Ill, Torrance, CA.

06-92 "Impact ofPublic Opinion and News Media on Psychopharmacology in the 1990's", with
Louis Jolyon West, MD, at the College of International Neuropsycho-pharmacology
Annual Meeting (CINP), 30 Jun 92, Nice, France.

05-92 "Drug-Induced Movement Disorders in the Elderly," presented at the 145th Annual
American Psychiatric Association Meeting, Washington, DC.

03-92 "Fluoxetine-Induced Suicidality: Science, Spurious, or Scientology?" presented at the
Daniel X. Freedman Journal Club, UCLA.

01-92 "The Placebo-Controlled Treatment of the Schizophrenic Prodrome," Biannual Winter
Workshop on Schizophrenia, Badgastein, Austria.

01-92 "Management of the Neuroleptic-Intolerant Patient," presented with D Ames and T Van
Putten at UCLA Grand Rounds, Los Angeles, CA.

01-92 "Akathisia with the New Atypical Neuroleptics," presented at Psychiatry Grand Rounds,
UCLA-Harbor Medical Center, Torrance, CA.

12-91 "Management of Risk ofRelapse in Schizophrenia," presented at the Annual Meeting of
the American College ofNeuropsychopharmacology, San Juan, Puerto Rico.

10-91 "Extrapyramidal Symptoms and the Atypical Antipsychotics," presented to the Southern .
California Chapter ofthe California Alliance for the Mentally Ill, Los Angeles.

06-91 "Neuroleptic-Induced Extrapyramidal Symptoms," presented at the Southern California
Psychiatric Society, West Hollywood, CA.

05-91 "Pharmacoldnetics of Long-Acting Neuroleptics," presented with SR Marder, TVan
Putten, J Hubbard, M Aravagiri, and KK. Midha, at the American Psychiatric Association
144th Annual Meeting, New Orleans, LA.

05-91 "Fluphenazine Dose in Chronic Schizophrenia," presented with SR Marder, T Van
Putten, M Lebell, J McKenzie, and K Johnston-Cronk:, at the American Psychiatric
Association Annual Meeting, New Orleans, LA.

05-91 "Early Prediction of Schizophrenic Relapse," presented with SR Marder, TVan Putt~n, M
Lebell, K Johnston-Cronk:, and J Mintz, at the American Psychiatric Association Annual
Meeting, New Orleans, LA.
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04-91 IIInstrumental Quantification of Akathisia,1I presented with T Van Putten, SR Marder, JL
Cummings, G Bartzokis, and MA Lee at the International Congress on Schizophrenia
Research, Tucson, AZ.

04-91 IIAntipsychotic Drugs of the Future: The Legacy of Clozapine, II presented at the Annual
Meeting of the Southcoast Alliance for the Mentally TIl, Fountain Valley, CA.

02-91 IIFree Radicals, Movements Disorders, and their Possible Interrelationship,1I presented to
the College ofPharmacy, Univetsity of Saskatchewan, Saskatoon, Canada.

11-90 IIPrimary and Secondary Effects of the Neuroleptics: An Historical Perspective. II
California Alliance for the Mentally TIl, Fall Conference, Ventura, CA.

11-90 IIAntipsychotic Drugs of the Future: The Legacy of Clozapine. II California Alliance for
the Mentally TIl, Fall Conference, Ventura, CA.

10-90 IIInstrumental Quantification of the Akathisic Liability of Clozapine. II 2nd Annual
NARSAD Scientific Symposium, Washington, DC.

06-90 IIInstrumental Quantification of the Akathisic Liability of Clozapine.1I Regional Meeting
ofNARSAD Supporters, Pasadena, CA.

02-90 IIInstrumentation of Drug-Induced Movement Disorders. 1I Neurology Grand Rounds,
West LA VAMC, Los Angeles, CA.

02-90 IIFunctional Versus Organic Psychoses. 1I Psychiatry Grand Rounds, UCLA Harbor
Medical Center, Torrance.

10-89 "Use of Quantitative Instruments in the Assessment ofNeuroleptic-Induced Movement
Disorders." Presented to regional representatives ofNARSAD.

04-89 IIManagement of Risk of Relapse in Schizophrenia. "The Annual Spring Scientific
Meeting of the Southern California Psychiatric Society, Hollywood, CA.

03-89 IIQuantitative Approaches to Drug-Induced Movement Syndromes.1I Medical Staff of
Camarillo State Medical Facility, Camarillo, CA.

01-89 IISocial Skills Training in the Chronic Schizophrenic: A Workshop. II 2nd Annual Winter
Conference of the American Assn. of Community Psychiatrists, Charleston, SC.

11-88 "Instrumentation of Drug-Induced Movement Disorders." Presented to California state
legislators, their aides, and advocates ofnational mental health groups (NAMI and
NARSAD).

08-88 "Classical Cases in Schizophreniall
, with JA Talbot, MD, Professor and Chair,

Department of Psychiatry, University of Maryland. Program produced with an
educational grant from Boehringer Ingelheirn Pharmaceuticals, Ridgefield, CT.

08-88 "Drug-Induced Extrapyramidal Syndromes in Psychiatric Patients. 1I Texas State Hospital
medical staff, Big Springs, TX.

06-88 IIRoie of Psychopharmacology in the Treatment of the Chronic Mental Patient."
Department of Corrections at the California Medical Facility in Vacaville, CA.

04-88 IIpsychosocial Rehabilitative Treatment of the Chronic Schizophrenic Patient. II Presented
to the staff ofthe Roseburg VA Medical Center, Roseburg, OR.

03-88 IIBehavioral Rehabilitation of the Chronic Mental Patient. 1I Workshop presented at the
First Annual Winter Conference of the American Society of Community Psychiatrists,
Colorado Springs, CO.

01-88 IIElectromechanical Characteristics of Tardive Dyskinesia.1I The Biannual Winter
Workshop on Schizophrenia, Badgastein, Austria.

10-87 IIMedication/Consent.1I Symposium with Drs. R Liberman, J Vaccaro, and J Kane,
presented at the 1987 Institute on Hospital and Community Psychiatry, Boston, MA.

09-87 "Medication Management and Patient Education." Annual Department ofMental Health
Conference at Michigan State University, East Lansing, MI.
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05-87 "Quantitative Assessment of Extrapyramidal Symptoms and Involuntary Movement,"
presented at a symposium on Acute and Chronic Extrapyramidal Symptoms and Tardive
Dyskinesia, at the Annual Meeting of the APA, Chicago, IL.

10-86 "The Affective Disorders Spectrum," presented to the Graduate School ofPsychology of
the California Lutheran College in Thousand Oaks, CA.

04-86 "Unique Issues of Older Adults with Chronic Mental Health Problems, Focus on
Schizophrenia." Mental Health and Aging Conference in Los Angeles, CA.

02-86 "The Geriatric Patient with Cardiac and Psychiatric Problems: Pharmacologic Concerns."
VA- Nursing Service for their Continuing Education Series in Los Angeles, CA.

10-85 "Psychopharmacologic Treatment of the Geriatric Population," presented to the
Psychology interns at the VA as part oftheir Continuing Education Series in Los Angeles,
CA.
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WitliamC.·Wirshfug. M.D;

Educationaland ProfessionaLBl.'u5kgr0l1nd

Educatiol1
I.~r~Q~ated hr1978 fromtbe CollegeofErigineeril)g at th~tThiv~rsitY()fCalitbrniaat
Berkel~y withl'Hglie$tl1onors (cwmJ1~tiveG;J).A. 3.93) and'a Bachelors ofScieriCe
degreein Electtical EngineeringandCo111putyf, .~cieIlqe (niUlorin biQelec1:ronicsystetns).
nill'iilgmy tel)ure th~re,JWas elected tomembership.inthe.Plli B¢taK.aPpaandTa11Bet,a
Pkltonor·.·sOcieties.• The..·fom1er.is.tra(li~()I1il11Y.Ie~er:ye~.o.I1lY fortnosc'pursuing a
~'ibeJ:a,1" educational·experience (e,~" Cbllegeofr,ettyfsand ScieMe)andtheJatt.eri$1:lte
equival~nteIlti.tyfoJ:$tuden~sinthe~cience4ntensivec"trriculum.oftheSchooLof·
Engineering.. Althou~h1 then befgaTI Jlle~Ucal sch991# tJQtAalmQstil11111ediately
fo1l0\villg mY undyrgraduatestudies,' rnyeducationwas. interrl1ptedwhen my y()~@~e.st
brotherdevelopedandthett succuplbedt() lJraincCli1cer dllring I11yfIrstand second years.
During,.$~verallengthYarran~~cl absences fromschOolin south(:m California•. I(1S@~ted
'mymother in caringformx br9ther~ndW{)rked@ an engineer iII Mountain View (i.e., ,.
"Siticqll Val1e.y;')C~ifornia through the be~inni11gofmy third year atUCtA. .

.tco~1+PletedmYunder~adllatemedicalsqh(k>1ingC'ontiIne",de.spitell1Y protracted
~bseri¢e$rromCampus)witlla3.97gPAand was giventhe Sandoz awardfor
."ExcellenceintheBehavibral Spi¢l1ce,s" ~t g+1iduiltipnin 1982.• In addition, I waseiected
tQ tM Alpha QmegaAlphaMedicaI Honor SocietYilt tI1e:endofnwthird year.. I
remained at UCLA for both illYrotating.intemshipduringWhich I focused onilltermll
medi¢ine;neurolog)'~andpediatriCsandforl11ytfuee;.year iesidenc;y triliningin ...
psychjatry.. My flt$lyear o(l'esideilcytrainingI was' theChiefResiderit in'
Geropsychiatry'atthe WestLosj\Iigele.s Vef<eransAffa.i1'$Me~icat Center. Overthefiext··
1:\V9yem-s, I was <t l'()$t poctoralResearch .ScholatatUCLA.,~lfellowsl1ipposition

through the National lristitute9fM~ntalH~althdllring wbic~ Ileame~and applied
.cliiIic~hres~archte~hniques.torthe.stlidyofpersonswitll.seYereschizpphrenia. My
mentotswer~ Professors 'VCli1 Pujfell, .Qoldstein,.andMarder.

(;J~icalll~.esearcll,#dTeachinsBaclcground
frernainedatboth tJCLA~dtheaffImm~<;lWe$fL()si\.ng¢les.Veterans Affairs Medical
Cent.etuntill~tein2006 ... Over the two decades betweel11986 at'ld2Q06 tl1Qllgl1, bpth my
c1inicalworkat'ldreS~arcb. focllsremaineg on the treatmentofperscms.with ..
schi=?ophrel)ia. I wastheCluefofthe Sch.izoplireniii'Treatrllentpnit.a.tthe VA Medical
C¢llterdlli'iqg thy va~ l:>Wk oftilis epoch, and Was also the C6-Chi~fbftheScbizopltrerii~
Otl!patientResearchClinic durin~the last ten yeaJ:s, Tbough11'Ose throu$hthe
ttaditioillllacademicranks at UC.LACli1devenreachedtheIevel offrill Profe:;sorover DVe
years'aheadbi"schedule",J neverJ9~tmy fascinatiOI1 •. withclinical.careandnevertraded·
i(f?illwreadministrative tasks as my career wCli1cleredthrOu@ti1edecades. Since .•... ..
leavingthe'1filditipllal rarik~ of~caderni~Iha.vebeenabletocontinue and eveIlex:paI)d
mY dm~linterestsin.dinicaLworka11d teacl:iing. ()ver tIl~l~tYearl hctyeh~enYice
Piesidegfiitchargeofr~searchandco~tinuingmedicaLeducationfor.Exodil$ IQc.in
CulyerCity, CAandalso. Clinical Directorof E}{()dus R~~ Recovery' in. Agoura Hills,
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CA.ln atypicaLIIloIith, 1now seeappfb~riiatel~~:25 fl~wp~tient~;liJ;lp~t-viseneadya.
d()z.¢,upsycnoIQgy dQct()I"alc~<:1idate~; ~dteachover a dozen nursing, soCial work, an<.i
m.trseptactitidliersttI(h::Iits.O"erth~c()u.rs~ ofinycareer, I. havetetkenCfrreofover
twenty ti:ye thousand patients; the vast:majority·ofwhichhave·suf£eredfrom one or
.anqtller psychbticilln¢§s,

A§ i$ll~l.1<'ilafnQng clirllcaLacadeIIlicians, my.patientcare1asksandfesearchillferests
dovetailedconsistehtJy and ha:v~ alwayst'M¢n pJ~~e. inCi se~il1gvvit:hI11edical.traineesat
~v~I"Ylevel ofexperieBse... Teacltingthesepetsons ovettheyeai'Sh@·heehtMthird111ajoi"
legiofmyvocationallife. UnUkeIno~t6flTIY aqCl<Iemicc()llea~es.J·never.thoughtof:·

·thes~:t~achiJ1gduties:.·as onObli~a~on.tobe .toletated·and \Vhere·.•p()ssi!Jl¢ .•shunt~q.tomy
YOUQgetcoll~agtle~; IilfCi94Ugenel'CillYl.wcmpie&thetopspot.ln mypersonafemotidriaI
ran!9ngofour.tradit1onaltasks CLe;,teacrnhg,rest;lafch,an.dpatieJ;lt ·C?Ie), .MYteacrnng
haslJeeri hOIJ,ot~d over the yearswithlieveraLawards from hothmy studentsa.nd .
co1t~agues, includjh~>2()06whenI was agaiIl.rjoI~iinate~foI' tl1~' GoldenApple Award by
tli¢m-ad.\iating 1l1ed,icaL15chQQlclass{thehighestteachingaccoladeirttheScll00LQf .
Medicine), I cun'ehtlygiyeover··12.5rol1tirie lectt1r~fjper y~aratIfiY various worksites,

Within the60I\t¢fCtoft4~se variOUS position~and responsibilities, Ihavebeellableto
expedence~stt1dy,atld·theIlteachotliers abquttl;1ecarep.fseriouslymenta11yill p~tients~
Whil¢111aye. ~e~llll1.ost consi$tellt1ycompelledbyandfasciriated withthe·.prQtot)'pic
psychoticillrtessschizophfeni~~p~rs9nswitll1?ipollll7illn~s.s(iie.,"manicdepressive
djsqrcier';Jhaye.taken.up a closesecondplace· over the xe~~s, IAkeat1yaqCidemici(l,~j1J
my area,J have sought and :received .gri1flis1:qcOI1tinuei11Y.studies ffildhave published hi
th~pel;rr~yieweci.1iterature(Withthesubsta:ntiill.·aidebfgiy.col1~aguesandassistao,ts--"
seemyatti1cI~edCV fortll~ cl~#lils). .1 peliev~ thCitI h~ve beenfo.rtunate in the extreme
to'118velwdtheseprofessi(:n18.1 opportunities. Theyhayep~rmitted~letpliv«~enviqble

worklifetl1~tlWctS ·nevefable to m~ter @dwastherefore neitherpredict(iblenor
routine~

ExpetieliceWitlilIidAsfry
'IJiese.su,ndry positibriSalS6hroughtfueiiifo ¢onhictWitlifl1~·P.llarmfl,ceutic;al industry that
¢QiiJ,oifIeritally·.!J¥c@1eiricreasinglyinte~esie4itl.tl1eJfeatIIlehtofpsychQtic. pets911$ .•·llt tlle·
.very onsetofmycareer in the .mi.cI 1980's; Tbis' tiinel11aI"Kt;l<lthe begipning ofthe second
.siWilparit·epoph·prpllarmacologictreatDlentofpsychoSis·...(Thefwj)t·Orie•..havil1g. begIilliin
UleearlyJ9S0'sbufWhich h~4plateCilledhy .UlelCite. 1960's)....t'1lisperiod· sawthe
{{¢.veIQpl1le.I1i,te.sting,~dsubsequentnlatketin$ ofwhat.canWt(Jbekno'@l as (the
"Se.co'ild Gene~ati(Jn" 91" "4typjc~"~tipsY()h()ticcompo,W1d~, . 'fhoughnottruly
rev()llltionCll)'orevennov~1 per·se{see.below),theydiacqnsHtlite'asi.gnifi{l:Mta4vance
ihril?fl)',tliciugh fl()t<'ill,tlliP¢cts Qvertheolder ~edications; This mutual interest in the
treatment ofpsychosis allowedm¢ tp"tese pot¢9tialmedicCitionsiIlmypatients.under
conlrpll¢d Pl'otocplcQncl!tionsfrom the.beginningoftheirdeyelopIl1el1,fhyincitistry,
Althol1gIi notevet)'tncdicationth"twet~stett9ye~'the years survived the gauntlet .0£
c.lihicilltesti~~,we Were able to testeverYll1ediccttioniliat aid receivethe>approval to
rili1l'~et by the Food and Drug Aciministration,
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1:.4e~IJPro:va.l process for medications is a1el1&thyolle·thathasbeqol11eillcreasing!y
burdened by regulationandreqgirypHmts oyer th.eye~s. As a consequence,itcall.take
years for a given compoundto 1110vefroin :firsttesung in patients to ftill1;11a~k:etillg
<lppr(rva1~Arri()ng the Il1ewcations that we testedandsrudied that went ontoreceive
e,tpprovalhave.,beeI1rlsperidone{apptoval,1994); 91an?apin~(19~6),zipr<midone(20Q(),
~piprazol¢(2002)'£lndquetiapine (1997), Tbee~lyartdprolongedmltury {)fthis ..
experie11tea11owedus to· develoPli clinical.knowlY,sIgeof 1:4erelil vvorl<]effects ofthese.
qrugs .t11at wasofteqf.lttheYe.ry~orefrontoftheentirefield .. As is 'usual with ..
Pharmacologicc()lhpOunds~ our ,l1ovel:w§c9verie.sa.ridqbservations generally involved
the (pxiq effects. rather than the therapeutic iinpaetsofthednigs.

In the.e.ar1ytomid 199(}'s weWere amol1gth,¢'v~ry fir~t tp rep()rfo~:thec~riol1s
m¢taQplic'effe.cts. mpm:ticu1ar; vvenotice.dthatmany ofour.patientsgail1ed weightwh¢n
fIrst beiunohthesedrugs~dat·.a ra(ethafWas~,(m oc<;asion.singplar.1nQl1rexperierice,
We:~l~(']lotedth~tthesepatie~tssool1began to. sUf'fet·the l.lsya.l do~stre.atn ....
cttnseql1encesofgaiilirigvyeight (e.g" glllcoseintolerance? frankdiabetes,and even
seyere.Ilyperg,lycemiawithresUltanthyperosillolaic6iUa).•.. A~is9itSt(l}11.a.ry jnthe
a9(ld~iiiicwqrld:We 4e.~criRed Q1Irexperience in1:hepeer reviewed.literilttir~agdre.P6fted
lfat any number ·ofscientific·meetings. ,In ad<iiti(ln. thQitgij, weworke.d with. industry· to
eXfen4,undef$tand,fP1dho?efull~find'Waystorelfiewatefhese··varioUs toxicities; TIle
increasiI1gIyhigheCbriOmicstilkes oftMfie.lgsometirrlesJeadthose inindustry to ..
c(lrrfUsetlwmessageJmct theniessenger.(atleaSt. frohlinyp¢rSpestiye). ASia ..
cOhseq~ence, ..·,()*relatioI1ships·.·wopld,..Qr At (east•..qolll?,so~ran(I .•blosS()iD suddenly?
<iependrngonJl1edetails ofour latest.report Asdne:ttlighte~p¢qt~ol!robservatiollsfln,d
cdr1cllffii9$were n.o(fu.freqllentIy challenged by onecol11pany·billy to be el11braced iind
promotedby.itscol11petitoT.

Idiclli6t have®y direcfdeaI.~l1gsvYithIri1perialG.helnicalIl1dustrles,as,Zeneca Was
.. caned prior to their name change., while they werlfdevelopingt4eir~tipsych01:iQ

c6mp~tIrid.~GJ204~39 .(CJgeti~Jlin~'s"I1fUlle'~priortoitsteceivinga f'otmal d~slgl1~tiol1I:iY
thellOtnenclatute .committee); ..I ..•was, ho\Vever,v¢ry,f(l11li1iarwith.tbe.p~blished·
prc§ljIljc;al?11dqlinicallityrature on the dru¥ 111 the 1980's and early.1990's,
Immediately after launch in tIle United sta,tesin .1:997,1 beg'llltplecture forthecQillpal1)'
andstaited negotia,tiollS ·vvith;±hemto perfomla higlidose .clhuqaI triaJinasllb'poPtllation
ofpeisoris:\¥ith.schi;z;QPl1r~Ili(l"'h()sesY11l]Jtomsw~retll1!esponsiveto other available
@tlpsychotic c0l11Pounds.. Wliileavariety ofregtl1atQrY,1~gaJ,·andl()gisti9,al
imped!ll1ents,ponspiredto ultilllatel)' thwartmy hopes for such a trial.ouril1terest ill and
experience with high dose treatl11ellt <lid restlltina:singlepupHcation (pierre,etal,·2005).
TqQntinl1~toJecture.andprovide.adhoccOhstiltatibnatthecprnpany'swql1est (tllelast
tirn¢WasAtigl1stof:Z008), thpug1ltl1~fi'eqllel1cy Qfthesejnt~ractions haSdiminislled
cOI1~iderably overtime. 1have; howeVer, kepttlw~~pprisedof 1;11y (;onGerus libol1tan<i
ol:>~~rV#tipnoftheirdrug,. includ.ingthislastspringwhenlserit thefu·aprepublicatiol1.
c()pyofal~tter thatwasrecentlypublish~Cl iritlleAmerican, JOU!11a1.ofPsychiatry
CMtlfPhY~ etai, 4008)...ThrQl1gflout this lengthy association. I would charritterize qur
relationship as mutually·respectfulandprof.essionaJlypordiZll. .... Illuotablecol1trnsl to
some oftheir corponite peers.in tJiephamlaceutical. indUstry, Astra Zy:Qe9ri uevertre(ited
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Irie.disInissivelyor disrespectfully simply becalJ~~Jwould describe an observed toxiCity
or·~xpressan unflattering·opinion about quetiapirle's>cHnic,Hcharacteristics.

History of Antipsychotic Drugs
Ttcan; J think;, belJel'suasivelyal'glle<l1hat the origins oft:I1e "moderrt"biologiCalthedries·
ofpsychiatry·can betraceddirectliJ()t4e.•serendipitous.di~b9"~ryof~ntipsychotic
Ille4ipatiQilsiIl the early 1950's. Durirlsthatepoch, .atrioof French physicians
.(psychiatristsJ)el~Yanq Del1iker andneurosuriwon.l-Ie.nri Laborit) determined that the
~xperil11entalRh6ne-P()ulenccornpoUl1d RP4609 (Le., chlorpro~n~ne or~'TllOrcpne")
:Hatia singulgr·powertoreduc,e psychoticsymptorns inchrorncallyand.severely ill
patientswithschizophrenia~ Schizophreniaisthepr()totypic.p~ychoHc illness.~hat
c{)iisi$t~l1tIyafflicts O~9percentofthepopulation,is life loiigand.iticurable,.mqsin
fanillles, andsenerallyh¥ itsorigillsin late adolescence orearlyaduIthood.... Itisfurther
the~~clusive<provinceofthehuinallanirnal-even bur closest pri!l1at~r~lativesdo 119t
deve1opscl1izop]p"eriia.H wopldbe difficulttp overst;itethen1agnitude ofthis
ph~nacolQgi~discovery,<;omil1gas itdidatatill1e whel1 wet wraps, hydrotherapy; and
:frontglJobottll11jesweretne only "effectiYe" palliative treatnients.. The pbanilacdlogiC
efficacy Qfchlorpromazine, though;Oal11e.withan.app~ei:ltlY9l:>lig(ltQry·@urot()xiclty
Ut~tqeyelop·ecLtlfierab()Qt two\Veeks of treatment. This neurotoxicity, wlrichcam¢ to he
ca(n~d.extrapyrarilidaIsYIl1PtQl11ScrEPS, included parkinsonisI1l(Le., slowed movements
@d··rnentation~aspedfictr~rnor~aIidmuscularrigidity),aka:thisia.(Le.,al1.intensely
dsYPhoilcsegse 9frystlessl1e~s),·alldqystonia(i.e.,sustained,UllcontroUable,and
functional1y·disruptivemuscularcolltyactions).. Whileflte$e aC4te~PScouldbedrarnati¢
·!W<i.:Q\,el'Whehllillg, they weretransitorY.andwouldeventualIy disappearoncellie
bff~lidingagentWas discontinued, .Ui:lforttmalely, there'l11iodevelopedaJater.
S9I11l~#rl1eSgr{)tesqpedisorderofexcessivemotorlIioVerneritthat was. terIlled tardive
·dyski~esia(1it~r~lIy "1~t¢:t>fldl11ovell1ent").Itwa$eyentuallyobserved·. that this tardive·
dy~Igl1csia (TD) would accrue with· eachpassiIlg ye~rofcU11lulativeexposuretothe
riiedicatiop.at~@tepfthree to fiveper~entofthe treated population per annUU1 ;. More
Qnlinou$stilLwasthe observation thatljnlikeacllteJ~PS,:roProvedto be lifel011s~d
irr¢versible in alarge number ofthose afflicted (circa 50%), even if thecausalagentwere
permanentlydisconJin"ll¢d. 1'he~~nel.lfotoxiciUesweresoconsistent; predictable,and'
t@fhp:rltli~ttheyeventu'l11ycah1etobe seen a.~rthe haIlrl1fU"kQfthi$¢lassQfl11edic~tiom)
wlIich were t~rxned"netlfoleptic$".(i .e.) "toseizethe neuron"). In otherwbrds~th¢s~
antipsychotic rnedications were. de.fillxcl qiJiteJitera.lly by.the toxicities they produced.

nl0ughtheseEPSW¢rethecIinicalban~ ofantipsycl~oticcompoullds, they were a
crLlcial]y'e~pI()itablechartlcteristic fOr dttig developel].Beca\lse tpere is noMirnal
modeLforschh~ophrelliaper Be, itis:not.possible to screenpotentia.l molecular ·candidatqs
fortllisproperty.Thereare, however~manyexcellent a,l1irna,1 l11odeisforEES andrelated
beh~iYioralto;{i9itjes.. It\¥as· thus possible tQsearch for potential antipsychotic
compoundS by simply screeningforextrapyramidallialJilityin oneoranotherofthese:
moci¢ls! It should come as nosu~risethenthatallantipsych6ticlIledicatioIlSshm:ed th.e
neurotoxic ·characteristic-itwas ~listoxicityQlata.llo\Ved·th.emto be discovered· intIle
Ql'$tplace.Arvid CadssonandcolleaguesdetailedtJ1emechanis~sthatwe belie~ed to
ililderIiethjs quality (i.e;, antipsychotic potential andneurotoxicliabiIity)jnthe early
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1960's. Ina series ofplever iirlillla1.e~perime11tSflnpbrilli@tdeductionshe;propo$edt1:lat
antip~YGhoticse~erte~botheffects by·binding tqandblqqldng cI()paIl1iPerec~ptQI:s(lUore
spcbificaHy.the1>2 I'tp.ccptor subtype} in the brain,•. ttisofh1storicaLriotetijathe shared
psychiatry;s JirstNobel Prize,forMediCine in2000fgrthese discoveries; .

AS miultrinatecbnsecWepcebftllisprqce$s,.therep~etodi~ica1. market an.array·of
oJtentimescliemic~lydissimilar compoundsthath~cl:eqtlipQtel1t iu#ip~Y91i0ticeffica¢y·

and weteuniforrIl1yriellfotox.ic;. rheydid~ofcourse,vary .in a nUhlber,ot*ec6udary
char~cteristic~l(e;~~'anticho'linergic potency~seda.t~y~poteptiaI, tel1Qf;l.lCY toindllce
6rthos~tichypot~11~ion,.etc;);puttheirplimatyefficaciesaIld·.coreto"idti¢s were
.effectively equiValent. .ItiSirhp6rtfu1(t()ii6tetb~fthe:s.~:4qp~e.recePtors.arelnlportant
riot oi;11ywnlofqrcotitn)laIld psychotic s¥tllptoms~btit they areaJs.o~I1J9i~t funwdiatilJg
rewardJeamiIlg, Thus, any <Ihtipsychotic ITl?lepWeth~t. plpckstbese: Hopamhie receptors
Will ~ttenuate @dpossibly destroyanafiimaI's «()i'aIJ¢rsoh's)apil~"ty.!q l1()frnWly..· .
experie:ncepl¢WiWe. IiicIit1icijpractic,ethes~:d.rugs.··a.re·notori()tlslydysPhot6ge:Picai1~
e?Cc~~c1illgly dfrficult to subjectively tolenite;

the sirt§tilat exceptiori to tl1ese·.geherali~~tiprts ab()l,lt~tipsYch()ticsis.the:comp()ui1d
pt<:>zapiiie.Thismolec~leis .a·.modified.structuralanijog;.ofthy tj'iqy¢.licffiltidepress@t
iiniJ?tamine(~ revoltltioriarily us¢ful~dp()",,~tful,antidepressantme:ditati()nthClt·'illlS· I1()

@tipsychotic:po\.ver. whatsoever).·andwas.·synthesiz¢(ll)YSan<i9z;·Ph~1aceuticals in
195~h1'hbtlgl1 its rqae:t to'l11Wk.etw~ torturously·long·andmarredbyanlltriber qf
Wlgicallytoxic detours,ittiltimatelyprovedits¢lfto ~eamqY4ifferel)t;~tipsy¢h()tic.. It
wm; eVentucillyshowuthatcIpzapine had greatetarttlpsycllotiC·powerthall.c()l1v~riti()n3J
neuroleptiCs (as the restofiheagtip$ycho#.c!1i#ketcClille;Jo.b~muned)and.atotdihary
?n!ipsY~h(jticq.ps~sitfail~dtP cflll~etheEPSthatcharClcteriz~~ itS Ggnventiollal ..
cotlhterparts. Clqzapine·tht::ni)~c[itnethypr()t.qtypi¢ '~atypical"aritipsychotic· in tf?~tit

a,!one'wa§ an~:m~neurolepticantipsychotici a.d~ig'cap~1)ll;l ofsep~~Cltingarltipsychotic
.~ffi,C~qy:ftqmti¢tirotqxiC li~pility.. 'Whileauumbero:foftenclevep tiJjd~0rl1eiinj~13.evetl, .
c()mpellin~expHulatioils·.ofhow clqzapine is;'a,bl~tQexeJ.tthel:\e· clinical behavIors have
l:>e~rjelap()l'i'ltt~d,n()ne have to date been proven.. In: additi6ri,tl19'tIghtpe gr01JP ofmore
recentlydev~lope(l fuidtii~~~teCl antipsyqh9tlcsXi.e., tisperiaone~olanzapirie~ q!ief1apine,·
·lOlJjpipraz;oIe;and.ziprazidone) haveclainiedJ<.i*~JiipJ9qJqZClP~q~bY1J~J,lrp~ngits
"at)tpic(lj"·Iabel,.noJJ¢ hl:ismatclu::d.c19zapine's alltipsychot1cpo\vefand·allateva.r:i~bly
.Il1Qreneurotoxic. TIns is norto say tllatas, a<'cI~§s"Jl1eYl1ave,~ailed toimprove,upotithe
:cbn:vehtipnal .. c()ll1pounds, butonlytbat they have notsucceeded iii truJyinhel'iting
elozapine~s]egacy;

Quetia.pines Deyeloprnenf
rnlpenal Cl1etllicalJl1dustries fusfeIaboratedwhatth.¢Y' 9P~if¥jqt¢cllCf2()4Q36. in the
eady 1989'$•. X( isa stJ.'ll~tur~lanalogofclozapine al1dtechrncallyc()n.sidered~l
dtbenzothiazepine. Its'receptot.(Le;.tlieprpt~iIia.c~olls,coI11PPrients on the lipia·rieutaI
ttl~mlJ,rallesof the central nervous system ICNS])fjindliigprpfI1eipdiga~est1:lat ithas
weak arid Msily reversi])learr111ityfortheclassi,cl)2receptor that CarIss~nidentif1e(lin
1963.·, It'l;llsobinds withWellk.to moderateintensJty to.a.\yid(;~pectn~nlo~othe~recePtots·
inth.¢GN~,butin a pattemthat is reallytmlikeanyotheraIitipsychQtiCcl:>I11Pouod,.

Wirshing ExpeltReprirtQuetiapIheLitigaHonPage? pfJO



itiClui:lingelQZCipine,l.l}Jqn whichit~ $t:nIcfilreispased. Theseotherbindi.ng
·characteristics..are.conceptUalized··toaCC()AAt.·f()fCJ.~etiftPirt.~'si()b$erved.·.()linicaleff~cts. In
briettheycon:f~r OIl qu~tjapin~:sedation, lowEPS liability, minimalifi}pact on
prolactiil,otthostatic hypoteriSiori,'(i.e., a fallulblpQd pr~ss~eWhe~. standin~),
(lUticl1QHn~rgic.t9}{icity(i.e., constipation,drymouUt,bluited visloJl,memory.·
distU1"bance$,..··~tl tachycardia); iWd.·wejg!ltgillIlJi~1Jility ...Allofthe~~tultimately ..obserVed
c4afl.wteri$tic$ would beexpecteclbasedbnly···otithenel.1romolectrlarcl1arClcteristicsof·
qti¢ticipille. . . .

Tli¢tlgh tlie.lolo\vl¢dM ()fqllet.iapiIle~sllniquereceptorhinding·ptofi1eaI1owed f6ftI1e
easypredictioh bfitspattem()ftq~.icit:y in htiI1l#llS"itsJ()w~n~lw~~kaffil1ityatthe·
witidI1])2recep~orp{)sea.a.challengefor ~rotoc{)ldesii¥ietsduriT1git~eatlyyear§ of ..
Clinical testiiig~ .. ]?OfaLl conveJiti()I1itl COl11P'oU]1cl$theappropriatedosetoachieve'optiImlI
antips)'choticactivityis exactly'thedosethatalsobeg41s topr()c1uc~F:P$; .With an· ..
'~~typicar'(irtlgth()tigh~theapprQpriated()~~w0uldb.e·an?nlal()Wllamountlower. Thus,
an. eail~ hurdleforquethipihe>wasdete.rnutiitlgj~t whereth¢ optima1{lntips)'c1lOtic dpse:
rmigewas.1ocate(L .Pltill1tlte.l~quetjapine:~sFDAtegistratiohtciaIsinvolvedmultiple
doses Cfive)ofguetiapin¢ ()v~ra:tell f9lclclQ~ingr@ge.C9ml?ared t()single dose ofthe
r~feI:enceConventionalneuroleptichalopetidoL .. Despitethe inethodolpgicasYIll.II1enYof
thj$4eSignth~t 11larkedly ftlvQ~eclq~eticlpine,it failed to beatitsco~ventionalc(}ll1patatof
a(allYdos~. In fact, the haloperidol armwasg~ner~l1y;slightIYl?ette.I-(~hOllghnot
sta(isti,cQ.l.ly·so)th~~Y()ftl1y.fivedos~s··()f~uetiapine.. 1'hispattenl<ofbeingmargiriatly
·equaltoorsli&htlyihferiotto coIllpal1ttor(Jrugs#as·beenreP{;la~eduunlerq\lS ti1l1esoVer
the..ye?tisoftesting:.WhenAZaitempte~toperform ameta-anal)fsis (he.,.combi!1in.g
milltipletrialslo ·aphieve gfeat~r~t~tistiC'l.l p()wer in an eff()rt loBhow a.smalleffectthat
is not appEl.rentinatl)' ,sirigle study) ohits'accnied .qa~aset,theydi$b()Y¢r<1d this very
P!1tt.¢~·.Thisd.i~f1Pp()iiji:iIlgreslllf proJ,11pted the'marketing personnel WithfuAZto "spin';
ilieseconc1usions DytQutirigthatq}letiajJiIle11'1d "ti@~rpal)sedefficapy" .. While.
{ephnip.aHyp.01Tect~om a st~tisticaIp()intofview'because no single study had shoWnthat
ahY,c9rrvepti(rR.~'90111paratpr.was:3tat~sticalJystiPeriQrtoqlletiapine; SllCh .hypeis clearly
disingellUous sophistry. .

Wh.en,col1sideredactossmany·ttialsinvolvillgschizppltrenic. sll]jjects;~lleti(lpin¢'.h<l$
lJeeIl,.g~Jll.0n.str<it¢d #)•..·l-Je(ll:>()llt.l0~20perceIltle$seffectiye·· than· standard.doses .bf
conventional medicatibhs. This ·W<lSSll()\Vlinl()~cle.[lflyjl1 fue C;linicfil AlJ,tips)'chqtic
Tric:il~i9fInterveIltion ••Bffeqti;eness(CATIE).'study.·thatwas·reportedInJate 2005.
Whfs,NJMHfl.l1ided trialcqrltpa.-ted.four .atYpi¢~lnwciications{quetiapine, ziprazidone,
rispeIii~qne, andola.nzapine)to:asingle· typi9~11l1e~iq~tio.l1 (p¢ml1enaz,irte)and.iqv()lved
14<?Q·.sttpje,¢ts tre~ted ..pver:~1.118 ..mon~lepoch, The.primatyoutcoroe variable was "time
todiscbhtinuation'{o-ftli¢assigneddrug. The ieSl.Ilt~r~ve(lJeclthat. quetiapine w~abolJt
20perC~l1tless effective than the cOilVenti6nalagerttperphenaz;ine·(4.6vs. 5.6 months)
alldilb0l.lt 50pefcerifle~~.effective thanolanzaphre (9.2mont11s). .

WhiJetl1~$elefftcac)'facts·.wereclisapPQintingand.clearfycontributedtoquetiapihe's

dismal market share whell.it was firsfapproyedJ9ruseiti1997, jtalso,sug~es,ted tome a
tWltPJizing p()~sibi1ity . 13ecausecoilventionaLanupsychotic medications were· all
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esseriticPlyeqlli;.efficaCipus,~dseemedt()'sll~easin~ieuodedyingdl1echariisniofabtiQri~
anydrogth~t lmd demonstrably ,less efficacy n1ightPo~siqly wprk tbrqUgh.Cldis$inliI~

m¢cl1mU$ll1' ThisP9liSibiIity W~l~ a.lIlaj()Tlnotivating,factodnmy;waritirigto p1lI'$ue;a
l1igher,thanstandarddose',experimeritalitrlaIWiththepo!npanyafterth~dI:l1gwas
lall1lched. 1 C()lltilllletopelieyet1wt qu~tiapin~ dpes; infact work throtlgl1,Jargely djslit1¢t
mechanisms. Unfortunately thi,~distitictiphttanslCitesi11t() slightly Jess pharmacologic
I?()werQnayeragethanconv~ntionalmedicatlons; Az has "crVerso14"quetia.pine;s .
efficacym their,I11a.r]{etip.g.en4eay()rsf()ryews~

QJj¢tlapihe's T9~iq Me.#ll501icPro[lle
The.clataset that.Zefiecahadc()ll1pil~d6n.qu¢f,i~pme.' pfiqrtg,'it$ llluijch ill 1997,clearly
JrIgi¢Cl.te~l~t"Clil1ical~YBigJ1ifiqantweightgainwasa.'C()rrrinoIlside. effect ,()fqttetiapine:
The data from Zerteca's,phase II/IIltrials4~I1lQ~tra.t~(ia¢l~ardose related impactdn
weighttha,t?ompellinglyworsened?ver time", tJ~ingthe FDA's4~finitiQnof,c.liniQaUY
pertihentw~ight gain (L~~,a 7% inctease);9uetiapfneroutinelyilnpacted over25percerit
gftlle tI"eat~dpQPulation (soineWhatlower'fotlo,v¢ra(}~~sofq1.t9tiapirie:a~ldsomewhat,
~ig4efWith lJ,igh~r.qu~tiapined()l)~s). ,The,aWrageshiftirtWeight:was6.2.1bs.6v¢fQle
firstsixmonthsoftteatment andllibsaftersixmonths.pftreatment. ThIs is
appn~~~te~Y·hcilf\va~'·between,theweight','gai~l'ind~cedbY,ri'speridone·'.an.d'()l~apiDe-""
quetiapine's major cOUlpetitorsatlatmch. '\V:eiglltgaips .ofthlsnla.gnitudeare.'
iI11pr~ssivelyJargeand impactan am~azingly:large(nid¢()lJ~i$t~ntpercentagYl)fpatlents.

]jespi~ef!1~sedat~ ~hiqhhavel5een ava.illi61e to thecolUpany sirtcehefbre lrillrich, .the
Jabetforquetiapine,has'ne~er,evel1tothepre~~Ilt day,<'w~e<:l~'Qftlllspredictableand'

,.,seti9tlS,tOx.icity~"",Instead,theJabelhaBIllerelJlistedirr'the adyer§e;ex;pep.¢nces.'$¢ctiPl1
thatq~etiapine is"so'~ethnes as.sociated v.itl1incre.Cl$~Siinbody weight".Etirtlier~their
l1l~ketiJ0gl111lterials9yerthe )'earshaveconsist~ntJY t()ut~Ctthlltqu~Bapi~le,i~.,,"weigbt
neutrai": 'Thisispalpa1.?Jy inappropri~te~Il4 il1~dequate at bestanddeceptively' , , ,. "
Inisle.adingatworst. Itis my opinion tli;:;tthis labelitlgd~tic.ieJ1cy>ctse$,'tothe legal
definitiorl'of.gr()ssnegJigenc~(Le." ;\viUfliLdlsregard{oxtlie safety'()r()th¢~~~') ;Jtis
unconscionable thataftermore th@.ad~c~ge'$ tiirit::that tht::iW£irIDngs sectionisstill
,silent,~ljputfuesingle.mostprominentsetioustoxiC',char~¢teri~ticp:rtJie90I1lpQUOd.,

TllereareRIllunbero.fWell-ldiownhealth¢()I1sequeti9~st(jil1pre~e~;in,adippsity;AIl1ong
theseare'incre(isedrisks for gll,1cpseintolerance artdeven, ihUikdiabetes,iJJ9r¢it$e$.In ",'
total cholesterol and ttiglyc~rides ihtlWblpQcl, '$ecpndaryrislq;for cardiOVascular disease1

i)~cte~eci r~tesofdegenerativeosteoarthtitis,andeveiliiicl'ea§edti~l{~ fQfcwi<lin , ',,' ',,' , ' ,
malignancies(e.g.,c.olpllcancer). the fact thatquetiapineuse resu1ts'jri,weiglI~ gain and
th~:t;~fprecau:ses,diabetesinsusceptiblep~tien.tsdaiiI1ot b~rationCllIY<1isPlited. 'Thiswas,
cQufitrtied ,bytheAPf\JAP1\ qpllsenSuscQl1:fetence on fueh1ethoolicto~icitics 6ftlle'
atypicalantipsychotics'·heldi~2004. That 99nfereilceQf inciependent<he.,ilon4i1dtistryJ,
experts (elfwhic~ Iprovidedthepresentation,011'themonltiJringprQtp¢(1)P()p.cludedtlmt
quetiapmeuse could re~ultin significaQi\Veightg£iin, increased rates ofdiabetes, and
p~tl1Qlpgipcl1anges irl1ipidprot11es. Aft110trgh the ctlrI'eI}(laqelcba.l1geiplpleplentedJn
2007 does·ditectdnetp a p~Wsecti()n ihJhe.a.dyerseeVeillssectiortthat docuwents, 10 a
clegree;someofthemeasuted increasesihh~WO~getdiCibetes,itremainsinadequateancl
mi$~ea,ding; Fir$tly,the"cla.ss labeling" warningsecti()ri ollend{)crinologic tQ}\i9itiesis
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laced\yitJi generalities, discl(linie~s, ancl(W~~actingv~rbiage.lt:tailsCdinpleteIyto state
'theIIleasuredincreases in .new.onset diab¢testhat. are. spec;ifj.c: Joqu~t~api~e .and that are
detailed hltheadverseexperience~. section....Seconcll¥, it fails. to makethe IgiOWTI

corl11ectionhetween.increasesin ~dip()sif:yand.sybsequentch(lIlgesin g;lucoseregulatiorr.
Itgiyest~emi~taken impressiontllflttherisksofdiabetesonly··apply toade9ide<ilynli~or

(circa240/0)p()ttion·oftre~t~dpatients wl1en.~inJac4nearlY.(meJhirdofpatieiitstreated
witl1,st(iud$'d dosesfo.f.as little.as.ayear·areatdecic.iccQyiriq:e?$egriskpf glucose
disre@lati6n~ The cpl.1}pany·persopnelh(iveopjned in depositions thaUhe details of
qlletiapine'smeasured risko:fdiabetes an<i·i~lat&tef!d()crin91ogic cti$turbanceswere
@k.l)Qwn until Jhere~mlts··oftheseJaterdonestl1dies werecompleted~Sl.ichihetori¢·is.

hltellectually and Clinically dishoriest~. itreqlJifeso1,1etoclel~ythe.clinicalfact that ....
jricteas.esinadip{)sitytll~t~re9ausedby qUeti~pine (and were knowri to .thec()ltlP~riy
before laUnchirt1997)wW result igpr~diyt@lejncreasejn endopdnologic,dys!1mctioit
Ili~~xiomati9 that increases in obesity witI result in subsequeIit igcre?Ses in
hyperglyce111ia;frankdJa))~tes, 11yperosmol~coma,and even death: due to endocrinologic
(!{)t11plicatiQns; To deliy otherwise,a.sAZofticial~c()ntint1etodo totll,epresentday, is .
negligehtIy itr¢spopsible.

Ad4iriolla1ly,.the labeLisivirtuallysllent.·Cor atleastit is deCidedly ~lncIear)about

quetiapirle's ability to iIletucem3,$::>iveghangesin cir(;ulatingJTi~lyceridesand tllereby
leadtosecQndaryand potenti~lly lethal.pal1cteatiti~ (i.e~, markedi11flan"l111ationofthe

.. pat1¢re~titi~) ..When·.a.persoll.gail1s ..~jgnific(llltadiposity) ..·there•.isa·predictaBle··.iIicrcasc'iri
tl1elevels.ofcirculatillgJipidpools:. (i.el.tfiglyceri4~s,·. ~D~, 4PL, .• et9.) because to body
rriustmanM~aJ~~erfl{)w Offutsfrom the. gut andto<ahdn-omthetissues;. Tl1ese
.changes', while potentiallioflo.t}g-teJ1n.·~Wriisalperti11~nce,areusuallY ofordinary
~~g11ltude. Qqe#apine,thou~h,alsoresultsin. massiveacllte ele"vatiqn$in· trig1ycerides

..thatcai1)oh·oc*asi<J.n,()verWhehnJhPbQq.y·sf~t mtm~ge~nentsystertrand cause secondary··
pan<~reatitis ...Thcprecise mechariisrriswh~reby this to~qity isniediated;hayeyettobe ....
~IU¢id.~t~4; hpwever,it is likely thatinterference witl10ne ofthe:early lIpid mtillag~lTIerit
enzymesdntheli\'et(~.g;.l.ipOproteiplipl:l~~A}callsesa··backup"Ofthe.triglycedde
tJ:ansportyehicle(i .e.,chylomicrmlS)fromthe·gut thatleads·t6. thehypertriglyceridemia.
Tills adgii.ion~I1letl3.bolic-liketo~id~is.~111l'elated to chan~es inWeight, tends to occur
duting the fil"s~.severalmOriths of tre~1rilellt,andj~mAI'}(eOlyn~()re:ticutelyserious than
the more.pede~~ian increa$<~sin.the sl.ll1cIrylipidpools tllat predictably follo~incr¢l3.l)eS
··inadiposity.TIlistoxicityh¢iclearly emerged c:l.uringtl1e postmarketingsurveiUance
periq..q, has beenreportedfrequently in the Case teport literature,· apd. w?S discussed at
lengtltat the consensus¢onfetemce ill 2004.

I

AddictivePotehWl.I
1'hesiIlgleIllost•.consistenttoxic.•.effectof.q~~~apineissed~tion, ·This.property· when
cQupl¢dwith:quetiapine~slow~PS profile has prompted.clinicians to.u~e the drug.
excessiveIyo:ff4abel fOl'S4chcOllditionsasianxie1yand insQIlUlia..Thesecharacterlstits
~sQr<liseaJeasonableconcetn thatquetiapine 1l1ayhaye someaddi9tivepotentiaL In
factdlitiidalexp~rie:n.ce.an4anUI11berofcasel'eportshavesuggested.thatcertainpatierits
will abuse, divert.forsale,and become physically depel1dent on.queqapine (Pierre, etal,
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2004"; Mtirphy etal, 2008). Despite these Ja.ctsthelabel has been virtually silent about
thisrealjty. .

orfLabelUse
Qtietiapineha~9Qrne todol11inate theatypic~lantips~chotic market primarily becauseit is
used·~xcessivelyofflabel (current estin1ates~ea.bout t\\'9thirds of thepres(;l"i}Jtion~ar~
off-I~b~l)..l~ oftheopinionthat primary among the reasons for thisdisproportionCite
offJaBel.useatethe facts that .quetiapineis sedatingCiIld.l1ighlysubjeqtively tolerable and
the.ih~CqUrClteclinicaLirnpressionthatitisalsocomparativelyfi·eeofconcerning
toxicities\al1c1devbidofabusepotemial. A secondary reasonisthat9uetiapine~sshate6f
theonhibeLmarket isrecluced because it is simply nota.sJlotent· aI1~tipsych()tica.s()tb.er
a:va.i.la.Pleprod~lcts. WIliIe prel)cripingaclmg:foroff label use is a common andofteh
Clinicallytea8bIiable prnctice,prQIIlotiIlg.a ch:ug' for offlabelusei~jlle!5al.AZw3$

.clellFlya",areof~eexeessiveofflabeluse ofquetiapirteovcrtheyears... Their()ffic:i~Is
·havestated repeatedly in.depmiitionsth~tAZend~avQre(ltoprovidelabel support of
m~s.(,'}4'pal)siyelYobserved" prescriptive habits.byinvestingheayiIy in confirmatory
sttIdi¢s~ .Th{)llgh- m~lysu~h stAdieswereperfo111led, 1consider the claim largely
dishonest.. Iftnl~\ thenit would have.beeniInperative for A,? to stlldytlle largest.and
Pl9~t b{i,~essive offl~~e1 USe, tq wit,insolllllia.Suchastudy would have been logistically
3l1cleconomically trivial toperr0r.tll, at least.iriqoIllP~~()n tothestttdiesdonein mood
igidp$yqhQsis based disorders. TIlcre is to date no evidence ofarty qualitY that
demonsttates·.·that q~¢tiapine .decreasl;)s.·.sle~pJatel1cy, in9l"e?S~s.total.sleep .. time,
llOn;n<tlize.ssleeparchitecrure,orimprovesdaytimeWakefU1i1ess; .. 11lereis,infact,~l1ple
eVideriCe.tl:i(itquetiapineiulpairssignificaIlt1y.daytimewakefuiness. Ibelieve·that AZ
knewthatany·feal .• detailed.sleepsfudy would ultiniately be i:U1 indictmentofclinical
Pl'fwt.icei:U1dWQ~ldpotentially.cutthe .totaLuseortheir productbyl110r¢.than haW ..It is
fttitberIAY opinion th?t .AJ.,.misch~racteriz~.dthetrlle t?xic.potentialortheirproductand
thatth1s behavior hasinpart prompted cliniciansto tlS~ theirproduct in~pprqpri~telyand.
¢)(c¢$sjv~!y off'J~beL .Jfdinicians .hadbeenCiware.ofthe.true,metabolictmdcities i:U1d
addictive Iial>ilities ofquetiapine th~ri I donotbelievl':tliatw~would hayetheamounfor
offl~l:>eI uSilg~weseetqday.. It is. myopinionthereforethatAZ has been engagediri
"ludireet"offJabeI marketing.. While theirb~h~viotlnay have in fact been technically
··wjthirl··thl;l."lett~roftheJaw", it was and.continues to be. irresponsible, improper~.CiIld
ethicallyindefensible. .

.. C()I:lcll1~iqris/$ul1ifllWY

A,Z'smarlcetingofquetiapine has cortsistehtlyexaggerated the true efficacy of the
'C:OriipCJlui4· . .

f\ZllasQeel1 awareqfihetrue m~t~bQlict0xicitiesofquetiapinesince before lalll1ch. in
1997; Despite thi~ they haveengagediri ~lnlarketin~campaign that hasnJinimized,
Ql?(usyate4, or frankly denied thesemetabolicteaIities. Their product ltibelh.liSbeen.
COnsistentlyaridcontipllc)Usly .illadeqliate inits warnings about thejmpact on Iipidtllid
glucqsernetabolism, hyperglycemia,. and diabetes. .Their labelcOl1tinuesto b~Wl1ony

inaciequat¢ to the point ofbeing.decidedly misleading in its wamingsabout weight gain.
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4~~9f1;illY~.th~c1JrreiJ1].ft.eVisinadequatere~ding~ine;Sability t0marked!Y"
di$:ropl!J.()rmal]ipidm.etabolisInanq. capse :ID.aSSiveh.~g1YCeri(t~and secondl¢Y
pancreatitis; .. .

The..curtent1abel·iB·inadequate.iD.l~ .desC.<iptionabo¢theabus~poten1:i~ofquetiapfue.
~$()U14 haveilil~tifiedand"W~'l)tthiS, ab'Os~)iabilitYbasedoIl the clinical
CharaeteristiC$.ofq~tiapIne,·andtbe.·~o1lS••?ndexces~v~()ffl$elUs~p~.,. F\Jij:her;
1he,iI"hicita¢~t.siWe ofthe excessiVe use o:ft:i1ett ptoduet fur t0uti11e;ins0nmia:forth~ .
.'p~t.de~ewithouteYeJrbavingjtlvesti~@.th~.effeCtsQft1i~ PfO.~.·9.~.~ley"'P,. is
·t:@.tam9rintt6passive·m.atketirigfor·ai1offlab~rfu.dication.This·OOu:re.toinyesti~

ha$'beencom oundedbthci:ririsistenoo that the fu(vebelili.Ved 'orisibl'binvestin:. ...•......... P.. Y ..•..........•.................. '., .. Y" . .teS,P .....y y '. ."~
.1i.eaVilyin/researchto·.establishQillabelsupport:fori:he ltrescri.ptiye.p¢.ternstheyknQW~o

exist

·fi:l'.'sb¢~Vi()I'.~ .. gL'Vcilprescn"bing.cliIlicians an~ateimpression"ofque1i1lpine~(3
t<)xic:pnxQle aJ:li(·.·a4ci1,ctiyepprep.t;ialWhi<m.l@3ropbeClphysi<;ians:oJ;theabilitycto. ril.ake
irif6miedriSklberiefil:,ma1~spriot to lltescnbfugquetiapi;ne toapa.tie,nt..·.'I'bi$ hasl¥ii1
p.a4t9JhE; e'J(P~V~'AAc1.iIlaI>Pr()w:i~(jtt"la1>el:OSl';pftheproductandtQinjW:y anti
dID:nageto patientswhowouldnothavc:::oth~eey~n*ivedthemediCation.

:MYopinibnsas·$tedmthiS~rtarebasedon;my~u.c#ti6~trJririihg,and.f#perience.
~d#WreYiewoftherelevmt literatnre,·ihtetna1As~Zenecadpcum~'~r.Pota1;e
qepQsitipns,'lTlclPy.pgg· titJqwnenW atlda;y~to a~nable degreeofmemeal
probability; Rismyunderstandmg that di~covvryi~(>ng()ingand Ithus ;reserVe myrig1lt
to,supp1.emiD.fOt bXpo'tirid iiponfuy Opi1iionsperi.dittgreviewo:£' additional.infoI1ll.¢iQn.

!yIYfee.s fOl'V(prk fu;tbiSlitiWiti6nate$500per':hour~

"i\listofrii;Y- testfu1onyfbrtb:e past 4 yearsisattaehed.
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PROD~CT INFORMATION. ASTRAZENECN685

. ~. -,ConsuIt2004 PDRe,suonlemenb; nnci,futuM.M"mnn,:; flU' rAulMnc

Queti'apine fu~~ ;·s a white to off-~hiu; cry~ta:J,line
POwder whicb is m.oilerately. aolubIe-in:water. . .•
SF;~OQi:T.EL.is ~upplie4 for. or;a1;,aljinin;stratio,!-.;;S 25 Wg
(Pe8:I'I»,·100 I,llg (ye)low), 20.0 D)-,g' (round"w;hite), end.300 mg
(e.epsule,s!>ape,d, Y'hil:!!)·taPlals.

" ..£'.,< .• ,f:.: till ':•..

, Continuer! t>!,."ext p"!ge...

. " '~~'._: ..;~; ~.! .. ~.:,.. .+P1;;i • • ! - .:J., . "'"
Df!J!i-Q~g.I.n~~.'!,!s: 1n;.1l#TY.,!=iY"'e·.inWbi!:jon <!at~

su~j;..fJ1!!tqqef;i.'!l!ine and 9 .!>fit,>;'@etakplite!1,~Dt!ld~v~
little inhibitory effect on in "ivo J1!~F!bolism:",e<,li!,~d by cy,
t,;chrom.'!l' .P4;ijo, l4.2. 2R!J,. ilC19, 2D6 .and 3"::4.,.. .

. Quel:!!'~\\ ~:raI c,I.~ceJis iJ!.~d ~y:t¥. .p~\ot:ype 0/-.
to~.e ..P,45Q ~1, lJ:!.ducer,. P!tl"':r.ti!!n, -'¥!~ d!,,?,~e<!:!>:r
th~·P.!'?to!:Y.P.e ~.!lw..P.4q~ 3M. ~!!i\or,.k.$,,!,nazole.

'",;t" ...., •.

Inactive ingredients are povidone, dibasic dica)clum phos
phate dihydrate, microcrystalline Cellulose, sodiUm starch
glycolate, lactose monohydrate, magoe.sium stearate, hy
dr;oxyp!'OpyJ ,ml'tby.!cellulose, polyethylene glycol and tita-
nium d~oxige. . . . :. : .
The )l5..mg ta!)le!=S conta,io·.red fer;rjg.oxide and yellow feJ;ric
oxide and the 100 mg tablets contain ,only :(ellow ferric.
oxide. . • . .

CLINICAL PHARMACOWGY
Pharm~COd'ynamics .
SEROQUEL is an antagonist at multiple neurotransmitter
receptora in the brain:' serotonin ·5HT1A and' 5HT.
('lCs..=717 & 148nM respectively), dopamiue D, and D.
(IC•••",1268 . ,& 329nM ·respectively),.' histamine H,
(ICs.=30nM), and.adrenergic IX, nud IX. receptors (IG...~4.
&·271nM,.rt!spectively). SEROQUEL has no apprecjable of_
fini~ at roolinergic muscarinie and beni:odiazepine 'racep
tors,(IC..,,>5000 nM). ,
The mechaniam.of action of SEROQUEL,·as with other an
tipsychotic drugs, is unknOwn. However" it has :been pro,'
posed that this drug's therapeutic aclivi~·inilclU,:ophreuia
is mediated tluough a Cl>mbiuation ofdopamine~ 2 (D.).
null serotonin~e 2.(51iIT.l' nutagQIilit"".Antagonism at re
ceptors IJther than'dopamine arid 5HT.:w~th·swi.uarrecep~
tor aIlinitie.s may explain some <If f;be .other .effects of
SE!l0QUEI" .' . .' , . • ., .. ,. : , '., ..
SEROQUEUs antag<inism.of, histlimiu~,a, receptors may
explain'the somnolence ob~ervedwith this drug" '. '. ', .
SERQ~UEUs antagonism of. adt;!O~rgic 0'1. receptors may
explain the orthostatichypoteusion oboerv"" with this drug.
;Phaf1T\acokineties. l"~':' I:' ., '. _. ',. : .. ' .

~ Quetiapiae fulnurate;aetivi~is priniatily duet.o tha,parent'
. dr,ug; 'rite m1J1l;iple,dPI'l' p~cokinetics pfquetinpme are

dose-I!rop.'ortiooal within the pr<Jposed clillical dose range"
and qul'tiapiJie ilccumulatiqn is'predietab!e upen multiple
dosjag.;Elimination pfql!etjllpine,ijl.inain!Yil!il1,hepa,tic m.e-' .
tabolism with a menu terminal ·half-Iife of ahout 6 hours'
within the proposed clinical dol'l"~: fiJieadycstate coli'
teP.~tio,'!F.Sl'li;~ !4~,!'ch-!eved,~M'! twp ~ays.of
~s}ng, Ql!ej;japiJie.i!'~I!1Ji}£e!y·toit!t¢~;yiithf;H\' metalr>
~lli;mpf iJ.r;ugs.."'~W?o~.l;>ycyl;o<:hip.'Ae f,450..e!'ZY\"!'''!?'' '.
Abs,,'P.1!o1]:. Q!'!1tiapi,ne~tei~'ra'pjf!lY aJ!""rb,e<!. after
,ral,.a~\r;atiOll.,f~ac)li,ng.p.6a]t.plasti!a. CJ'nte!ltratj~"".
.In, l"5.,,hours.- The. ~I!,! formt!la,tiq~is ,l.oO,'1\o~io!l-ypilable
r~a,liy~.to.sol'!#oi>t Th~bi!,!,v&Uihilli;y;ofq'.!!'iil;lpine is.",,,,
cw.any aJf~. ~:'!dn1i'.!j~g;at;i.pi.t\Vitk-.foq,!l;!l"!\!!oPmu.and
AUC values ,ncreased by 25% aiul15%, respe<;tiv~IY. !'

~s.tP~!-'!iio~"g't!'~l!jn~oi'i":';i.~.\,ly j;.
vtI:~y'J'Y!j:b,'i:,npP!!"'l!!J: ;vo!H-'!1e
. , ;I~:ijl"8,3.~ .. !!!,d,·tq..P.~fPJ;9
CM1'fi'';iflIU1: 111; lliPy, qU~.!'i!!:T.4id.
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them to your. doctor's attentio!l without delay as.t.hey can
occasional'y indicate the start of something more serious .
and even life-threatening. .
NOLVADEX may ca,use cataracts or changes to parts of the
eye known as the Cllmen or retina. NOLVADEX can increase
the chanCf' of needing cataract surgery, and can cause blood
clo.ts in the veins <If the eye. NOLyADEX can !esult in dif
ficulty in distingujshing different. coloI)'. [C you experienq>
'!J1y cbnnge.s in your vision, tell your doctor inunedi~te!y.

~e..,!?ide effec~fwhich may~ serious, inClu~e,certain liv.er
problems sucb as jaundice (whicb may be seen as yellowing
of the whites of the eyes) or hi'Pertrig1yceridemia{inereased
lovels orrats ill the blood) sometimes with pancrentitis (pain
or, tendernJ'Ss in the upper abdomen). Sf:<,>p taking
NOLVADEX and contac.t your doctor inun~diately ifyou de
velop angioedema (swelling of the face, lips, f:<,>ngoe. and.lor
throat) even ifyou have been taking NOLVADEX for a I.ong
time.. .
[Cyou are' u woman ~l'civipgNOLVADIDC for ~el\tment of
advanced breast can~r, and .you experience exc.ess~ve

naUSea, vomiting or ~hiz:sj;, tell yqur doctor !-'!>media!!'ly.
ThiS Diay ml!an that th.ere we cb'!Dges in tbe amount of<;aI
cium in your blood (hyper\'i!loemia). YO\lI 1I0ctor 'YiII evalu-
ate this. . " .
In patients with breast canceI; a tempor;;uy increase in the
size of the tumor may occur and' SQII;lctimes results in mus~'
cle acbes,lbone' p!!!n an.il; ..kin redoess.. This con.dij:;on may
occur.sh,ortly allier stm;ting NOWAPEX and !Jl!lY bp associ·'
ated with.a good respo'!.se.to tre.etmenl . ' :,. ,
Mat!yofth,ese side affects happen ouly.rarely. Howeyer, YOl\
should cont;lcj:, your doct9r. if y,ou think .you b,av~ any of
these or any other,problems with.yoUf .NOLVAP~ So!Jle.
side effects ofNOL'lADEX may become apparent soon after
sterting.t4e d.n!g, but others may fir;;t apPI"U' at any f;ime
dlll"ingtherapy',. .,.. ". . ., .

. ThiS ~UJIUD<ll'Y doe~ not incl!,de ~,p?ssible~1e.effects with
NQLVADEX. It is important to.tal!!: to yeqr·h¢alth..!=" prq-,
fessional about possible, side .elfects..!f you .want. to read
more, ask YO'1\":dpctor "r.ph~acis!:. to give,yOu. the:p,of.B;:
.sionallaJ>eliP.g.· ... . ,
How sb.o~!",1 ~ore ~OlVADEX7 ,,' . ' '" '"
NOLV4D~ 'tablets $.ould"be stored.,at.room tel:l,1J?Cratur;e
(68-77i'~). Keep in a W;eIl-elos.ed,. Iigjlt-resistnnt con~'1""
Keep'1lut.ofthe 1l!'!!'4 of children, . . .' .•
Do .not talc!' Y0lll:.~!ets. allier the.~!ratiOJi dillie ,on tJie
Cllntaine.;. 'Be8Ul:e tIi.at nuy.di:;carde<,l, tablets. a,. lJut.of the·
r~ of.cbi,1dren. . ., " . . . . ,
ThiS .!ealle.t proyides yOll with a suo:iJl>ary. o£ infoimation
about NOLV,ADEX. 1>I~cin!'j;.'1'~ some!iIJle.e.p.':i:S;;n!?~d 'for
us"!? other.,than, those listed. ,N9,!:,VAJl\j\l(:I:>.,,!!,~en~pJ;'l'-.
sCribed sP!lCificaJly for,yoy ."y yo!!'". do¢or, l?o,!,ot giv~ YeW,
mediciI!-e to anYe!'~.else, eyen if they haye 0\'; -\liu!,iliir coa:>di.-,
tion because it may harm them.· '. , .' . ".,.,' .,.
[Cyou haye.:JUlY q'o'.es!iQns or concerns. eoJ;!tacJ;YO"l'd~r. or•.
pha;->:n;aclst!.Y<lw,; p\um!!ac!st also "¥ a, !pog~~ .1~~~.alJq'1.~
NQLV#lflX writl;en for he'!1~~ ~.~rof~~jon'l!~.t'B>t.Y.Q'\.
can "J'k,to .r;ead. For mor~ information, about NQLV:AD~Jor
breast cancer, call 1-800-34 LIFE 4.
Printed in' USA.
'Co?,,!adin® is a ~e~tere~"t.~demark of Bristol:Myl;~'
Sqwbb Pharmaceuticals,· ...., ;, . :. '.'~ ,

,All other"trademarkli'are the.prope~of the' A.st,aZeoeca
group.· '" ::: :
© AstraZeneca 2002. , .... . .,
AStraZeneca'P.harnlaceuticals LP
Wibniogton, DE 19850:
64207..Q0 .' ,; .•
Rev05f02;·.· , .'.' ., " ...,' ,. ;

ShiJwn: in,PriJdud.1denti{iCation Guide., page 306 .
; . • ~': 'p,' f\' ;. 'l ,,", i ':. :~1·.. .:; .....,. I:" •

.p~tiDn o.r; non-pI1'Scription (over-the-co1U1ter) medi
caf;io/lS, partieularly if you· are taking warf..pn to thin
~'b100d. 4'

• You:. shq¢l! no~. becamp p,egnant when taking
NOLVADE1!ioql~ngthe .tym mo!!-ths after you stop tak
ingit as NOLVAPEX may Iuum your unborn child. Please
cOntact your doctor for birth control recommendations.

· NOLV:.fillEX does not prevent preganucy, even in the pres
ence of!D"nstru;U irregulari~.You shoq]d see your doctor
hnmediately ifyou think you may.have become pregaunt
~ sf;arting to take NOLVADEX..·. . "

What ~"ouldI avoid IIr do while taking NOlVADEJa
• You should,coa:>ta.ct your do~r.imme<ijatelyifyou notice

any.ofi,1;Ije. foUo\\jng SYIDptoms~Spme of these symptoms
may st!Iml!8t tWit yo.u a.re experiencing.a rare but serious
sil!!leffect.~\Vit.l! NOL¥ADIj:X (see ·What are the
possible side effects of NOlVADEJa")_ ..
.- new.b.reiwt·JwnP'i' .

,;'"-: vllginnl bleeding. .
- chimges in yqur men.stI't!al cycle
.,... changes in v;,lgip,;ll disl'ham i
-' pelvic pain or """""ure .,' . ., .

.-S"\Vellingo,,~dllI;le.ss inyqur calf .
· - U'nexp!aia:>ed bre;ithlessness (shortoe.ss. of In'enth)

-sndde!I:cI,te.st pain,: , ,
· ..,., ,,"ugWng !'P.blopd, , ....

.,.....c;haiiges. in your vjsion.. . . . .
[CYO:Us~ a pealth '!""!' professioiu!! whq is new to you (an

.'''l'!e~!'W .I'lQII\. 40ci0I; _'!l!0ther. doctor iQ the prat:!:!ce),
; tel!..hi!n 0, h~r t,hiltyou take',NOLVADEX or hlIve.pre'fi-
· .0.usIy~~ N:OLV:AD~ . . .' ..

· !.l!Il.caQ5e,.N'OLV,ApEX may .affect:how o.~er. medic~es

· wpr;1,t, alvrays I!'ll,yqlll" d..,ror if-you are~g IIDY oth,er
~pj:iqn ur non-p,escrlptiOI\ (o.ve,r-j;hei=OU9f:!'r) medi
cines. ~e s",,"1:o t?ll YOll': doctor ifyoJl m:e taking w'll'fa-
rio (Cqt1J!i1lJlin) tn..Qti'l yOl!1' blcoil.. . .., .

• You.,: AA01!.ld :~~t . beeom.e· .. pregnant )'(.h.pnx't!'king
NOLVWEX,orJ!ilrlAg the 2 ~PQtIw·after you stop tak;iIlg
.it bl>cau.se NOl,VADEX;,nw·y hlUJIl your, unborn.chiIq.,you
sboq]d """ ·your .da<;t.or. immediately. ifyou think,You may

:b,i.."e.J-!,!,e )!ri,gni.pt~s~g.ta~~Ot-vAiJEX.
J'1ea.s!'· talk w.itl?- YOW: (I0ct0r;. ~bo;ut bj,rtb ""ntro! r""".m

_ lD,eJ;i~tiD~•.Ify'o~,aretaking.,!lTOLVAj)E:J!: to ~e4J1ceyour
risk of~gb~ CaI)Cer, ap.d Yl'!1 ~.s!!J(Ua1ly actjve,
NOLV~ElC$oi.tldbe ~d.durjpgyour mepstriIal P.O
ri<><l.;IfyoJl have ~rreilu,lar.P!'ri!Jds"you-\l!>!}pldb,ave a!!~g-

. a~~ . y .l;e!;tb~(o,r~. ypu~tRrt ..NQLYAI1:fi:X.;
NO.' . . pregaiu!cy, ev~.in the pres-
en~of;~~,:. ..; "." ,., I

• Ifyou,~.taking·ffOr.VMJ~to ~u~ YO\U". fisk of ge~
ting'b~ """CI''''lYp.u s!!ou11! .1qlo:-y,.t'Ml ~9L'VADEX

...doi!s opt~,oJ!.b!'l'a!'~cnnte11!- While you·are taki,ng
NOLV~ElCap.d "'Iteryou stap l;aking NOLVADEX a,n4 in
kee'ping.wit4;yo\U" doctor'" ~endl!tion.you should
:I~av",~:o!'1·gyneColog;ealc!).e!:k;-ups whicli. sbpuld in
.;,pu,,"",Jn:e"!!t,~;l\l\l! ,!I1i!m'!1ogr;ams. If brpast 'CllD,cer
..~,q,.ere18 po~~thati~will,be d~tected. ~t '!J1
·eai:ly~ That is why it is important to !'Ontinue witJ>

.' l'1'fl11ler check-ups. . . . ,.J •,. '.' , '., .'

· Wha~j!.~t4"1',!ssible,si!l~!,ff,,~ of·NOlVAPt;X7 .' '.
Like ~Y Diedicjne", NPLYA,PEX -causes·side effects in
'!1'!!rl< Pl'#.ents.~The·ri\!,jori~ of tha !"iilp'.etfects I"""! yrith
·!'fPJ:.¥AJ;lliPPiave bjle,! .miId il)ld do ",ot usually caus~lbreast

Caa:>te~"i'llIia,nts to stop ta)dng 't!¥! ·ljIedication. .la:>. ",,,men
with breast.cancer. Withiln!~a1,from NOLVAPEX tl),erapy is
'!P.01!~': 5%..,.(l.pJ;>X<\1$;latelii~ .W~ of, women· who t,Qqk.'

· NQLVAD;E:X,tp ~~te.the. ch~!>.! of getting breast ,cantp'.
stopP!"! f:r1>liiD!el\.t l>.pcal\!!e qr-si$lM,ff!'Cts: .: '
Thal!Jl!lst .colpJ'i1!>l!- "ide,-e.lfectS. repo,rted.;vj~!J. NpLV4.QEX
.""".:ho~ !!<w.h"!5·y~:'dJs<:h1rrgtl or bl~lng; al!-d.m.!!n'
stF.wd ~gt!I;rri!i!"?.(~'!"e sjl1e..elfects.I!!i!Y .be jni!d 0, may

· ~ a si~ of~W.""l '!1e):joui; ,siil'! e!1"..,:t). W"'!''!l\. may exp!",,~
jel\.~hilW~!}iJl;,,!j1d.ni"l!!'h~,,(i!<;liingilr.peeling.sI<;i.n).!Jr :b.~,!q-.
acbes; or in.llR!'!Jilation.af ili.!!. ·1U9gs;..l"'I;U~ ID<& have the
sllJ!.le lJY1I!Pt9!1¥.'.!I"'pn'!.[lI1!o'!!a, .5jlch ail I)~t):l!esmt¥l~, '!!!i!
!'il\llW; :l!lJ:YI'eym;,W\ir loss, is :uncammon /Uld.is .)1liually mild;
Al'If.1',b..~t!1!'Qp'l"i,iiie_<i.If'lPt.of.N.o.LV..¢EXjB:;,;"jiJpd,c;!9t!Ii
th.,,;~ein~_,J3!P.Od!.~O!':S:.8\9..P,t!'~. ~O! otj>!qpd.,,*<l1\'!!f ce-JI!'l'•.
~~l1US:'l'!edi~ prob!~'!1'!; ;i!jsp,Mio/.·qr.·~ll\1th.' \yOIJle.o,~!\
~;!~9LY4JJIi;X:.afe, ",t.~.~!,!!.rjI;lrfor devl;'\PPH>g bl,ood
clotl; m the lungs anillegs. S.ome women may devl'lop ~ore

tlum 0 4a,b10fid ~\IJ;> ~1l'eQ;ifNQLVAJ::!~iJ;$>pped. WO'!1m
IiulY.~~ hav;e Cltmp!iCatipos fn!1Ii tice-j:iIig'the,clo~ '!Uc;h.as.
b'~eding\IW,!Jl~~ .fJ1e 1!100lL~o m#-;SY1!'ptoou; of!i
!ll"l'~:ql.o,~,.tl!ll,}JIDgS,!'lilY.Jnc!ude:~qdl!~ .!'hest.-pJ!!n,
sgQ~;qf.l!T.i~!'r ;<;"l1gbing,uP -I!1o<4 fi~ptoIl1!'.of ~.
b!09d clot 10·tb.elegs are pain. or, sweJIWg in; th,l!: ca!'<~".A .
b1m,clot,in,#.>e J¢gs 1mlY,''!19Ve ~ .tI;1e.l.Unm>,.lfY!le l'XPOr
ience~<\f~ sympf.o!"". "If.!! blood..qlot, 'C9nt;lCt y''!ur.
·dQ!;i;o~·I,!DJl!!\di$Iy., .'.;."" " .• " . -:. . :..... ' ..
N'Qr,V;~~.ia:>\'I'!'M..~itb.e,chaI).<;<\llft!tav4>g'!1 strek!li'~~ .
~ cal'S" seriotJ;"mellical p.i:obl~.~iljty,or d!?!-tJ>;. If,
Ydilli?'1,.~e ...qe."",,'y a~pJ:o.""',of.sf:r<\l!:e, ~c;h "'!' we8knes.s;
"...~!<Y,~-!,8ta11fil!g;oq:lUl,1lbn"'!.~,.""ntactyUurdoc- .

1:qpn!w!iiJiaf;elyj., ... " i '-. ..' .", ,', • ~'. .,.•:

NQLY~~ jper""!,,,,,, tl!~,4ance .of qlli!-!!geso~ in .
th.e~("Jld0Pi'etrl~ or ,boliy ofYP\U". ul:!!J'U'i ;whic;h.pill
~.li'm!lflS "';Il~.roul!!- incltlda c;aJl"'\I'. ~yQiJ. h;1v~ n9t.h;td a.

· hysterectomy (removal ofthe uterus), it·is imw.rtant for yop.
· to contact your doctor iinmediately',jfyon!eXP~1iencpany .
?"usnal.~'!l.discharge, vagi.nal bl~.or D!.ens,trual
o:regularities;",r pain orpressure in.the P.\'hi)l Gower; stom-,
~,}~~ !'lay b~ 8''¥ed !>ycbpnges tq l;Iie Ii~g (~!'?o
l,1le!:tjum) 08 body;of.;Yirur.,uj;erlis. It.is imporUw.t tp :pring

,.,'.'
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weeks of treatment and maintained without adaptation or
prog'iession during more chtonic therapy. Generally, these
changes were of no clinical siguificance and TSH was un·
changed in most patients, and levels of TBG were un
changed. In nearly all cases, cessation ofSEROQUEL treat
ment was associated with a reversal of the effects on total
and free T4, irrespective ofthe duration of treatment. About
0.4% (1012386) ofSEROQUEL patients did experience TIm
increases. Six of the patients with TSH increases needed reo
placement thYroid treatmenL
Cholesterol and Triglyceride Elevations: In a pool of 3- to
6·week placabo-cimtrolled trials, SEROQUEL-treated pa
tients had increases Crdm b....line in choJesterol and triglyc
eride of 11% wid 17%, respectively, complfred td slight de
creases for placebo patients. These' chailges were only
weakly ,related' to ,the ,increases in weight" observed in
SEROQUEL-treated patientS. .. . ' .
Hyperprolacliuemia: Althongh an eleiTation <>f prolactin
levels was not demonstrated in clinical trials with
SEROQUEL, increased pi:olw;tln levels were 'observed in rat
studies with this compound, and were associated with an
increase in mammary gland neoplasia in rats (see Carcino
genesis.) Tissue culture esperiments indicate that approxi·
mateJy one'third of human brelu;t cancers are prolactin de
pendent in vitro, a factor oC potential importance ,iC the
prescription ofth~sa drugs is contemplated in a patient with
previousJy detectsd breast cancel:. Although disturbances
such as galactorrhea. amenoIThea., gynecomastia, and impo
tence· have bellh repo'rted with prolactin-eleirating com
powids, the c\itlical significance ofelevated siiniin prollictin
Ieve!a is unknown for most patients. Neith;.t clinical stodies
nor'epidemiplogic studies conducted to date have abowli an
assoCiation, betWeen·cItronic,administration of this cl3ss·of
diugs and,tumorigenesiS in h$nans; ~e available evidence
is 'considered too liinited to be-'conclusive at·this time.
Tra!,saminase Elevations: ' Asy:IiJptom'atiC; transient·and
reversible.:eJevations, in 'serum 6:anSaminasea (primarily
AL1') !¥.ive l;>ee1i reported. The pi'op'!rtioijs of psti.nts with
trliilsaininai;e elevations of:> 3 times·,the' upper limits ofthe
normal re(e"!'nce tange in a pool <if :!'-'to' 6-wee1l:, placebo
controlled ,trilils were approxiiri~tely6% for SEROQUEL
compared to 1% for pJa:cebo. These hCJlatic enzyine eleva
tions usnally occuried WithiD:the first 3 weeks ofding treat
ment andpromptly returnea td pre-study levels with ongo-
ing treatment with SEROQUEL. . ,
Potenti~1 for Cognitive arid Motor Im'pairment: Somno
l.;D;;e waS:", coDimOnlyreported advetse' event' reported' in
patients treatedwitli'SEROQUEL especially during the 3-5
day period of initial dose-titration. Iii tlie 3- to 6-week

, placebo-<:\J'!,-trolled trlais, SOJIU!ol~ce was' reported in 18% of
patients 'on "SEROQUEL 'comps,red;to 11% <>f placabo pa
tients. Since SEI!-OQUE;L has the ,j>otenti,al to impair judg-,
menL, thinking, or motor ·s1rills, patients shoula be cau
tioned abont pel'fo'hniiig activities 'requiring mental
alertneSs; such:~'operating a motor vehicle (includiilg an
tomobiles) iJr operating'lu!zariIous inachinery until 'they are
reasolisbly eextain·that SEROQuEL therapy does not affect
them adverse1y. " '
Priapism: On.e case of prial'ism in a patient receiving
SEROQUEL haS been reported prior to market iriti'oduc-'
tioU: 'While a Causal relationsliip to UJ!C <if SEROQUEL has
nht'been established, other drugs 'with illpha-'adrenergic
blockillg effeCts have been,'reported to induce priapism: and
it is possibl~ that SER9QUEL may share this capacit:y. ·Se
vere priaplSDi mayr~ surgical intervention. .
Body temperature Regulation: Althdugh. not reported
with SEROQUEL, disruption riftlie bodys"ability to reduce'
core body temperature has ·been attn'bnted to antipsychotic
agents. Appropriate' cere is' advised when prescribing
SEROQUEL for"patients who wiII'be .experiencingeOndi
tions which mayContribute to an elev;;fion in core body tem
perature, e.g.; ex~rcising ~uonSly, eXposure to extreme
heat;receiving'concomitant in~c.ation'With anticholin,ergic
activity, or being sUbject to deIiYdration.' ' " '
Dysphagia: Esophageal dysmotility and, aspiration have
been associated' With antipsychotic drug' use. Aspiration'
pneuinbnUi is a i:on'uIinn CaUse' ofmoi:bidi.ty liJitl mortiility iJi.
elderly Patiei>.ts, in Par?Cnlat fuoSe 'with advancel! Alz1tei
mer's'dementia. SERQ(~UELimd ~therantips:ychoti.c drUgs
should be niled Cautiously in"p'atiei>.til· at risk for aspliatioU:
pneumonia.: " , . ~ .. '.:.:::; .
Suicide: The pos';ilfli'ity ~fa swcide atteinpt is inherent in
schizophrenia and close superVision of high risk. patients· ,
should: 'a~compahY:'~g :.ihe"'py.",. r:re.~piip~onS:' ,fo...
SER0QU'\ilL shb'uld'be'wii~nfor the smillest quantity of
tablets COris'istent,With good patient management'in order
to reduce theriskof;'~erorise.:' ,'.-, '" "",:,
Use,in Patients with"Coileomitarit'lIIness: Clinical exper
i!!Iice with,SEROQUEL in'patieuts with certem concomi-

.tant systeniic illuesses (see Renal Impairment 'arid Hepatic'
ImPli.\11Jlimt·widei' ~~pAr;,PHi\RMACQLO'GYt Sp",",
Cial,PiipUlatious)is'lifuited. . , n," '."

SEROQUEL h3s not' been evaluated·or uS..~to any'!ipprlJ!
ciabl. eXtl1Ut in patients With Ii. recenfhistory of myocardial
infarCtion or unstable beart disease. Patients with tliese die
~oses·were excluded froin' p~arketiii:gc1iili.ca\ Hudi.&;
Becailse of 'the' fisk 'of orthostatic liyjwtension' with
SEROQUEL, Caution, sbould'be obiierved in cardiac patients
(see Orthos'tatidlypotension). '
lnfonhBtiori for P,ilieills
Physician's are'advised to <lli;cuss the folWwfug issues with
.patients for whqm 'they prescribe SEROQUEL. '
Orthostatic Hypotension': Patients s!>ould be advised of
the riskoforthostatic hypotension; especially during tbe 3-.5

in the differen.tial diagnosis include central anticholinergic
toxicity, heat stroke, drug fever and primary central ner
vous system (CNS) pathology.
The management ofNMS should include: II immediate dis
continuation of antipsychotic drugs aDd other drugs not es
sential to concurrent therapy; 2} intensive syrilptomatic
treatment and medical monitoring; and 3) treatment of any
concomitant serious medical problems for whicb. spe~ific
treatments are available. There is no general agreement
about specific pharmacological treatment regimens for
NMS: ..
If a patient requires antipsychotic drog treatment after re
cOverY from NMS, the potential reintroduction of drug ther
apy should be carefully considered. The patient sbould be
carefully monitored siace recurrences 'of NMS have been
reported. '
Tardive DyskineSia
A syndrome of potentially irreversible, invoJuntary, dyski
netic movements may develop in patients treated with an
tipsychotic drugs. Althongh the preVJ!lence of the syndrome'
appears to be highest among the elderly, especially elderly

• women; it is impossible to reJy upon prevalence estimates to
predict, at'the inception oC ahtipsychotic treatment, which
patients are likely to develop lbe syndrome. Whether anti
J.1sychotic drug products differ in their potential to cause tar-
dive dyskinesia is unknown. '
The risk ofdeveloping tardive dyskiliesia and the likelihood
that it will became irreversible are believed to increase as'
the duration of treatment and the futal cumulative dose of
antipsychotic drugs administered to, 'the patient inCrease.
However, the Syndrome can develop, although mUch less
conimouly, after relatively brief treatment' periods at lovl
doses. "
There is no' li'b.own treatment for established cilses of tar
dive dyskinesia, although the synarOme may remit, j>at
tially orcompletely, if antipsychotic trea'trrient is with
drawn. AntipSychotic treatment, itself, however, may
suppress (or partiaiIy suppress) the signS'a,nd symptoms of
the syndrome 'and thereby may possibly mask theunderly
ing process. The effect that symptomatic suppression haS
upon the long-term course oCthe'syndrome is ~""!Il: '
Given these considerations, SEROQUEL sliould be pre
scribed in· a manner that is most'likely to ·minimiZe the oc
currence of tardive dyskinesia: ChnJilic antipsychotic treat:
m'ent 'should gene<a\ly be'reserved for patients who '!'ppear
to sulfer from Ii. chrotii<: illness' that (1) is kiidwn to reSpond
to antipsychotic drugs, ,and (2) for whom: "lternative,
equally effective, ·but potentiaIly Jess haJ:rilful tre;>tmentS
are not available or appropriate. ta patientS who do reqnire
chroIuC·treatoien't, the'smalieSt dose and the shortest dura
tion ··of treatment prodncing a satisflictory clinical response
sliouJd be sought. The need ToJ' continued treatment should
be ieassessed periodicalJy. '
Ifsigns and sjrmp~msofLardive djskiliesia' appear in a pa
tient on SEROQUEL, drug discontin\1lltioii should be con
sldered. Hmyever., S0I98 patients m<iy r~uire treatment'
with SEROQUEL despite' tlie presence of the syndrome. :

PRECAUTIQNS
Genernl .

. Orthostatic Hypaten.iorr. SEROQUEL may, induce ortho
static hypotension associa!:<!d ,with dizziness, tachycardia
and, in .some patients, syncope, especially during the iilitial
dose-titration period, probabJy reflecting its (l,-adrenergic·
antagonist properties. Syncope was reported ,in 1% (22/
2162) of the patients treated with SEROQUEL, C(Jmpared
with,O% (0/206) on pJacebo and about 0,5% (2/420) on l!ctive
control drugs. The risk of orthostatic hypotension'and syn~

cope may he 'minimized by limiting lbe initial dose to 25 mg
bid (See DOSAGE AND ADMINISTRATION). If hypo
tension """urn during titration to the target dose, a return
to the previous dose in the titration schedule.is appropriate..
SEROQt.JEL should be used with particularcauti<in'in pa
tients with known caniiovascular disease (history of myo
cardial infarction or ischemic heart disease; heart failure or.
conduction abnormalities), cerabrovasculs,r disease or eoD.'
ditions which would predispose patients to. hypotensiOli (de
hydration, hypovolemia and treatment with antihyperi;en
sive me<!icati?!";'!:, '. .' ,". . : _" ','
~torac.ts:, 'T\1e development of,e;t,tara$ was o,bserved in
asso'eJation w.ft:b·ftu~apin~";.reatrn~iri.chrpoic dog stu,d
ies (~Ani....al.'J;'o'!dco,l~i:Yr, i.~~,ctian~e;s·lia'!!' ~,1so b,,!,,n
observed in pa~en(s during:IOJ1g-term SERO,QUa treat
ment. hut'~ causal ~;IOtionshipto.seaOQui:t: use lias not
I)~!, ~abii~~,~,N'ev~~\iel~.ih~ ~~i~!1'rty,of le~il~ar
changl!li cannot be excluded at this time. Therefore. exam
ination' of tile len.s.by ~eth~ds _~dequate ti ~eteCf'~ra~
fannation, such as'slit lamp exam or other appropriately
sensitive methods, is recommeoded at initiation of 1rea,t...
ment 'or shortly thereafter, and at 6 month intervals during
chronic treatment. .
Seizures:' Duriiy: clinical trials, seizures Occurred in 0.8%
(1812387) of patients treated with SEROQUEL compa':re4 to
0,5%(11206) on placebo and 1% (41420) on active control
drugs. .As with other antipsychotics SEROQUELshould be
used cautiously, in patients with a history ofseizures or with
conditions thet potentially lower the seizure threshold, e.g.,
Alzheimer's dementia Conditions that lower the seizme
threshold may be more prevalent in a population of65 years
orolde:c. . ' ,
Hypot,hyroid'lSm: CJ.in\Cal trials With'SEROQUEL demon
strated a dose-related decrease in total and free thyiorlne
(T4) of approximately 20% 'at the higher end olthe thera
peutic dose range and was rriai:i.mal in the first tWo' to fOur'

Dose adjustment'of quetiapine will be nece~sary if it is co
administered with phenytoin or ketoconazole (See'Drug In
teraction. imiIer PRECAUTIONS and'DOSAGE.AND
IlDMINIS1.'RATION.)
Quetiapine oral clearance is not inhibited by the non-
specific enzyme inhibitor, cimetidine. , .
Quetiapine at doses of 750 mglday did not aJf<# the single. '
dose,pharmacokineti!'S Of antipyrine, lithium or lorezepam
(SCI' Dnlg Interaction. under PRECAUTIONS).
Clinical Efficacy.Data
The efficacy ofSEROQUEL in the treatment of schizophi-e
tiia'wus<lStablished in 3 short-term (6-week) controlled tri~

alsofinpatients with sclu"'zophreniii who met DSM m-R Cri
teria ,for sc1>izophrenia" Although a single li,xed dose
haloperidol arm was included as a comparative ~reatment

in one ofthe three trials, this single haloperidol dose group
was inadequate to provide a reliable and valid comparison
of.SEROQUEL and haloperidol. . '
Several iD..stroments were used 'for Jissessing psychiatric
signs wid,symptoms in these studies, among them the Brief
Psychiatric Rating Scale (BPRS), a multi-item inventory of
general psychopathology traditionally used to evaluate the
effects ofdrug treatment in schizophrenia. The BPRS psy
chosis cIliSUir (coneeptual,disorganization,'halluclnatory be
haVior, suspiciousness, and Ujllisual thought contentHs con
sidered a'particularly. useful subset for assessing actively
psychdtic schizophrenic patients.·'A second traditional as

.sassment, the Clinical Global Impression (CGI).. 'refl~cts the
imP""lsiOll of 'a skilled observer, fully familiar With the
IIJlilIljfeljtetions of achizophretlia, about ,the overall clinical

,,state of the patient. In lIlldition\ the Scale for Assessing
Ne/:lltive Symp~'(SANS),a more recently developed but
less well evaluated scale; was employed for assessirig nega-
1i~sympiomS." '.. " ',," ,
,The'resuliS-;o'C the trials follow: '
(1) In a 6-v;:eek,' plaCebo""';ntroIiO\l.trial (n=361) involving lj
fixed doses' ofSEROQUEL (75, 150;, 300, 600 and 750 mgt
day,on a'tid scIiedule), the 4 highest doses'ofSEROQUEL
were geiier8ny siiperior'tO placeb~ on. the BPRS toW scdre;'
the·BPRS pSychosis Cluster ima'the cm severity score, with
the DUliimal :elte~ seen ilt ,300 ingldily, a.n'd the effects of
dose!;' .of' 1~0 ~ 750 were generally indistinguishable.

.SEROQUEL, at-a'dose oC300 mglday"was,superior to pJa',
cebo on f.he SANS: .,' , . ' " " ',',
{2) In'a 6'WeeIr;'p'rac~lio-conti-oiIedmi¥(Ii';'286nn'Voivini.
titration of13E~QQ~Lin liigh (lip f:O .750 ~d?-y on -Ii. tid
scliedule) and low: (up to '250 mg/dilj OIl'a tid schedule)'
doseS, :oi:dy··th.d,lig!l aose l?ERO~UELgr;.up"(mean dos~,
500-mglday) WjLS'ge~erally superio~ hJ placebo on !;he BPJ;lS
total'sair'; the' BPM 'psyChosis cluster, the 'cm severity
sco"" and the SANS. " . ,
(3) 'm ;i 'u-week :ails" and 90S/' r'eili!nen 'cbmparisoD, 'trial
'{n=618),iriVo~gtwo,fu'e,fdose.s:i;f SEROQUEL (450 mir/
-dajiiD. bO!li:'bld"iuid'tid ~Chedules ana' 50 mw.day dn a bid'
sch"l!ul!'). 'ouly:~e'#~"i'ng'l<¥,ty'{~mg):\jd'~i1ed~e):dose

•.s,,~o(~ the:5~ mgldiiy.(25 mg bid)
olip''lin 'tlle' BPRS'total score, the BPRS

. " .' ',' ,.'. (',1' qGl ~erifi.iQre;'apd ih. tli~,!>A;NS.
E'9l.')?ir'loti!,n' of po~ii1~1f0p. su1>se~ (q,.~!!, 'gender, ana, a'g.e)
~!! n.of;l(!V~l\n.'y,ffiff~"ti;a,I.f~@P.?w,J:v"n"lls'q~ the baljis pf
~~C\','/l{~~,*;Yl!-!fian app~enHYg.:ea\er'effeCt;'iD. patients
iinder the ilf:l" of tlQ compared, to thos.e oldei' than 40. The
clin'it;aI SIgnill;;;in':e'6fUrn;' fuidi;,jds:~!'wit.>',' .

INDICATIONS·AND USAGE'

':SEROQuEt· 7iD.ili'caf<!d forthe irea't';'~ntoC Cliizo hI'enia.; . .• , •.• 1$. ;' ..:- .•." ' •• 1 '1.1 lit .~ ~ • p. .
Tlie effiCacY'of SEROQUEt fu:scliizophren,ia was "'ltsb
lished iIi shortrte'iJl!."(6:week) controlled' trials' of schizo
pm:.fu;c'j,;p'~tients'(See cL1NICAl.'i>HARl\i'N:::OLqGYl,.

, T.!J.~"effecj;iv:l'~?f SERQQtl:!'L in,.I9ng,te;:m ,~e" that is"
,for more ibaD. 6 V(eeks, has no~ bee'l systemati~l:'(ev:i\p.
ateA~~I!ed HU!.l~.. T!>.~refore, ~he ph}'lli.l;illp w)l!,' electS
to lli;esERbQUEr; for eXtended periods shou:id perioil,ic:illY
~,u;U;e .~e long-~rm ,usefu!p""'i af tM" ~.for Ui~ in
dividwiI:··a:tIent (See' DOSAGE AND ADMINISTRA-,,tJ!?~i,'.\1?·,:·., i'" ". '. '. . , '.,' '

CONtRAINDlCATIONS

SEJlO~li.JE~i;;,'!Ji>n~di"",tedin tn<hv;duais with·~ lqiqwn
~~tiyity.tOJ;J:rls m,~~.tiqn ~ any: ofi!?i,i!.gredients.

,WARNINGS
Neuroieptic Mar.gn·ailt Syndrome INMSI " ,
.~pot<in$illy filW sj:niptpm complei so<jiet.iriles referred to
~,'NenrOJepticMallgnaht S~di'ome <N:MS) has been re
.ported,in association with administration bf antipsychotic
drnils. TWo poSsible'c3SesofNMS [~3a'1'(0_1'li)J'haVe'been
reporte<l in' cljiliciU 'trials with SEROQUEI;.·Clinlc;il·mani

. fe'ataLi9i:ls Ot'JifMS ~'hypernr¢a, lIiUscl~'rigidity, liltered
mental.: stlitos:'and evideil'ce oFautoliolnic'irlstilbjlity (iI;eg'
ulm: pnIse or blood pressure, tae.hY\'lU'dia., diaphor<;sis, and
ctrrdia:crdy'!anyf;1uiiia). AiI<!iti~ilal SfgIiB may inclnde .ele
-outed~e phoSphokiiiaSe, myoglobinUria.(rliabdomyol-
ysis) and Bente renal fiillure.·· ,
The diagno,rt;.; evalnati~h'of patiei>.ts with thfu .y,.dro1'le is
co"nplieated: In' arriving' at :a diagnosis, 1t is i<;1portsnt to
exclude'eases where the cliilical presentation. iricludes both,
serious memca\ iliriess (e.g., pnelimoiiia;' systeniic ilifection,
etc.) and unfrelited or inadequately treateq extrapyramidal
signs and sYmptoinS '(EPS); Other important considerations

~:....,;,,- a.:.... '-.....~.~ .. _•...: ..._... _........, _
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AdVerE~Event

· (see Pharmacoldnetics onder CLINICAL PHARMACOL
OGY and DOSAGE AND ADMJNlSTRATlON).

ADVERSE REACTION'S
The premarketing development program for SEROQUEL
included over 2600 patients andlor normal snbjects exposed
to 1 or more doses of SEROQUEL. Of these 2600 suhjects.
approximately 2300 were patients who.participated in mul
tiple dose effectiveness ,trials, and their experience corre·
spOnded to approximately 865 patient-years. The conditions
and dnration of treatment with SERO,QUEL varied greatly
and included (in overlapping categories) open,label and
donble-blind phases of studies, inpatients and ontpatients.
fixed-dose 'and' dose-titration. studies. and .short-tonn or
longer-term exposure. Adverse reactions were assessed by
collecting adverea events, results of physical examinations,
vit<d .!gils, weights, laboratory analyses. ECGs, and Tesults
of ophthalmologic e.xaminatioos. .. .
!'dverse events during'erposure were obtained by, gelleral
mqoiry and recorded by clinical investigators using termi
no!ogy oftheir oWn choosing. Corisequently; it is not ppssible,

· to provide a meaningful estimate of the proportio!,·oLindi
vidwils eXper,iencing.adverse events without first· grouping,
similar'types of.events· into a smaller number of standard
ized. "",eat categories. ~ the tables ah~ tabulations that fol
low, .tandarilPO~T tei'minology has been,used to claa=-,
sify reported adverne events., . ",:.'!" . .

Thestated fn!:quencieu'of adverse events.~present the pro·
portion of indivilinals:,jVho'experienced;,nt least once, n
t'ren~ent-emergent adverse.. event:.of,th~ 'j:ype·lis1~d.. An

; event was coilsidetedtr~entemeigent, ifit 'occurred for
the first time or worsened while """"",,ng \:berapy following
tiaselpieevalnation..":".,.~.'i.:.. . - ., l~: .
Adv'erseFi~n!ls'Of:Jj;en£e.d in Sl'itir,t;Term..Confrolled ;rrials
Adverst;:!=vimts.~Ciat,!d'.Wi\!1 Dis\'Antinu~tiim.of Treat
ment in Short"Te.~/'Il\acePo..c9nt>;J>ned·Trials>.·,••.. .
Over;ill,,~&e wDS.litt1e!difference'in.the[inci<lence,.<>f dis
continuationd\le to adverse,events (.4%.for SEROQUELvs:
3%,for pla¢bp)·in. a ppoJ,nfmntrnl\edtrlals: E!D,weyer, :dis-'
contiiluafions tlwi to sOnWolence andihypiJteilsion were con":
sideJ;ed to be dnig·relnteq.,(see P.REOAUTIONS):. .

Somnolence - 0.8%. 0%

Hy':'0tension ." ,'J .. O.~;%...,.0%

Adyerse'Even1s Occurring at an Incidence of 10/0 or More:
Ariici....g SEROQI1El. Treated Patients r in Short-Term.

· Placebo-Conirolled Trials: Tn!!le 1 ennmeri\tes,.the inci
dell<;l>. rounded td. th~ nearest perttmt, of'treB'tment,emer-

tbat_occurred.dwj:ng alinte therapy: (np
.- ..m'!%! or more'of patientS

~te:awit,h SER . . rii'ljgip.g from 75 to'·7511
nigJdnjl'lWhere' :tliii'iiI'§Ience m' patientS tt'eated with

· sEiRo.QUEL wiu!lgreat'iJi- fhlUl the incidenCe'in placebo:'
, tteatea patienis;"'- r:::- ~ ';. " :', " '... : I: :

Thepr,¥,c,!;i,~~ should bil.'awar~ t;li1i.t ·the "~l:!'res in' the
fabie;;' itilu·tabtila1:il1n$·ClpJiiot be'iISed to prelficl; the ini:i;
dence of side 'lffecllt~rl:·tJie'1:otiri:ie·b1'usu;"t.,I1led;ciil p~acti~

· whOre p'atfen't ~cterisi:ici liM other filetors"diirer'rroi'il
· those tliat preV'aiIi\a in the' cliniCliJ tri<US."Si'iuilarlj, the cited

fre<'/llencil;!! cliifutiHiji' eomP'lired.'with'figmes olitained fr'om'
~t1:ier Ciuuqp :inVes~~tioriS·i.D:vl~l~fi:~ffe~nt'h6itnl~nts,
"..""". ',md irlve.tigators. The'cil:eil. 1i~1i'oivever, db 'pro:
VIde the prescribing physician with.some basis for estimat
iiig tliti'reliil:i,ve oontriputio.ri'Uf iinIg nn:itno~iittig i:actors to:
the sidlieffecl: ini:idence iii. atiail Stud'ed.·' .... ; ..
InJh~sr St~9i~s,t'i:he' .!DO on1y'..bOl;e.rv~d.·adve~~
events '~spc1ated 'Wl.'th''!he . OQ'1;JEL (iliclidence' or
5% ot' gH,ater) -mid'obserted -at a tatil 'on 'SEROQUEL 'at

· li.asi 'twiCe t!lJ~f'of.,p,h!cebil)Yi~te ~kSs (~O.%); posfura!
h~!",i~n;(1%)i'~.mlJu!!i P%)j.#,d djspe~si,!- \6'10).. ':

T,ll;le f.. Treattiient'E~ergent ,AdvtiriJ,;'El:penence .".,
. . ~adence iiI 3- to' 6-W<iek P1a:i:ebo.GOntr<ill~if···' .

~~!:!,.:.~ '·9j7::;~~,:.:.:.~~~~

Thyroid foDicular cell adenomas may have resulted from
chronic stimulation of the thY:"'id gland by thyroid stimu
lating hormone (TSH) r.sulting from enhanced metabolism
and clearance ofthyroxine by ro<!~nt IiveI: Changes in TSH,
thyroxine, and thyroxine clearance cons~ltent with this
mechanism were observed in subchrowc toxicity studies in
rat and mouse and in a l~year toxicity study in rat; however~
the results of these studies were npt definitive. The rele-.
vance of the increaseS in thyroid follicular ,,\,U adenomas to
human risk, through whatever mechanism, is unknown.
Antipsychotic drugs have been shown to chronically elevate
prolactin levels in rodents. Serum me~urements in 8 l.yr
toxicity study showed that qnetiapine inc;reased median
serum prolactin levels a maximum of 32- and 13-fold in
male and female rats, respectiyely. Increases in mammarY
neop.!asms have been foond in rodents after chronic admin
istration of other antipsychotic <!rugs and are considered to
be prolactin-mediated, The'rele"ance of this inc;reased inci..
dence of prolactin-mediated mammary gland tumorS in rats
to human, risk is unknown (see Hypi,rprol'!-etinemia ~
PRECAUTIONS, Generall.
Mutagenesis: _Th,e mntagenic pq~ntial of.quetiapine was.
tested in six in. vitro hacterial ge'!-E\ .'!1ut;.tiqn,!","ays and In
an in. aitro mamlIl;3.lian gene l:Du,ta~on~ .assay ,ip. Chmese
Hamster Ovary cells. However, sn!Jiciently.f!igh concentra
tions ·of qneti~pine IJlIly. not have. been Used, for ;ill ~r
strains. Quetiapine did prod!'ce a reprQduci1)!", jncrease in
mutations in onE\ Sqll7lo[U!lla typhimurium,f.est@.'~ in
the presence ofmeteholic activation..N,o,ey.idence 'If!'1~-,
genic potential was obtained.in an in viti!>· c\uoomosomal ab
erration assay.fu cnIt~!ihuman)ymp.~~..9~·~ tJi~:in"
vivo micronucleus ass~y in ~~. , ..•. ,. \ ..' '1;' '. I, '

Im"ainnent of..Fertility,:. ,.Q'!-,e~!!pine decr~ matillj{ and,
fertility in maIej?pragne-)Jawley.rap; a~9.!;al, do""" ofliO .and
150 mglkg.or Q.6 and ~,8 .ti:rpes the Jll!lXiIlInni.hum"" dose
on a mg/m2 baSis.. I,),ug,relatep..elf.ests i>;l<;lu~~ 4\~(!5 in.
interval to mate "'1\1 in;the.n\!l!l~r oli'IP~ required for.
successful i1npre~tion. ~. effects cOntinued to be Db-.
sel"{ed a'O~ll·!Jlr¥ki.·,e.ven ;;{fer ;".:tWo-~~ek Peridd :vnU;ont .

· treatment. The no..,lfect doSe.for, i1np;U,red.map.ng an~ I'e.:-;,
· tilityin male rats was.25 mglkg. or 0.3·times the miJXmllun

huoian do~e oU: a mriJ~2 b.as,!,. Jiuetiaplke .adv~J;Sel:r.,8.r
feeted matu;Ig:.;llld fertility, !Jl·r~!Jla1e SpI'l\tr'e-Dliwl~y"'u;
at an or!J,l dostof50 mglkli'" qi0.6 !:in\.!;(di~'D:fliirlinipn hu,
man dose.oll a;·.!Dgf,m2 basis. l)rug-1'!'la!:ed e!fE\i:);S incl\.tded
decreases in matings aild in matings resultingiti:-pre~<;y.
aqd an increase in the interval to mate. An !nc::ease"iii:ir
reg@areStrus Cycle~'w.;s~i;served~t doseS' oflO'and 50 iIif)
kg', or 0.1 aild '0.6 times the m;mirium' ... ' .- .
rng!m2 basis. The no-effeet dose in.finiaJe .
or 0.01 times the maximum'hum;;" d~se "n'a
PregnanCy . . ." ".:: .'.

Pregnancy Category C I '_ •

'!')ie. te~atogenic .p~~nf:i!il or'qn~fu!piJie was. ~i;n<i;ie<!.~ W";;.:
tat rats.and DutCli Belted rehbits dosed dnriiig tile period'of
oi-gboge~~!~~ ~o evi9enJe of a terata· . .. . .''t.J;B!i:d~
tseted in rats at doses of . "<!s.
the mwciinWh hnman dose'on a ril@.· its \it
25 to IjJO 'm~ Dr 0.6 ui' 2.4 times the maximlim hiuiiiin·
do"; uri a mgfm basis: There was, hbWever, 'aviderice ~f ~in-.

.bryo/fe~ toxicity. Delays. in skeletal ossification. were de-'
te<ited in 'r~t fettiS.~s at do~es of 5.0 ahd 200 mg/kg (0.6 anif
24 times the maxiidinn human'dose on a ing/m2'basis) and'
in rabbits at 50. and 100 ~g/kg (1.2 an~ 2.4'tinies the Dim
aiil!!, human ilose'on a nig'/m2baSis). Fefalliodt,yeight wa.'
redliCetr'in rat fef:t.jses at:2Offniglkg and rilbbit'fe~iii"ai
100 nigtkg (2.4·timoS'the'maximum hUm'''i dose on a mg/m2.

basis for both species). There was' ail iD'cr'iiBSe<1 incidetici! of
Ii ininor so!l:·tiksmf.an,6riialy (ca''lfalltiii'sal'fitixui'e) in rabbit
fetuses at a dose of 100 mglkt(2A times the liilI:l:iniuin liu
man dose on a mg/m2 basis). Evidence ofmnterrtnl toXicity'
(i.e., deci:eases in' body weight gain 'lindlor death) .vi':is ob
served at ·the bigh,.i1one in'the rat study ahd 'at all doses in'
the raboit study..In a peri!postoatal'reproductiV'e'study in,
rats, nndrug-related,"ffects were obserVe<! ntdoseS'of.l, 10,
ani!'20 mglkg·orO.Ol; '0.12, and 0.24 times the maximum
huinan dose ou a mglm~ basis. 'However, in' Ii. prelimin;,ry.
periJpostitatal!study,·there wei'e iD,cre'aSes:in fetal and pup .
death, and decrease~in.Jn~U~;weighf;at p,lglkg.;fll'o
3.0 . •.. blisis.

Th~re \mi no ...' ." ""-
naqt women aPd quetiapine .q.ould be uselJ.' d" eg"'
~aji.<iouly. if'the'po.tent1~.benefitJiliJtifie.·i:lie:Po. n.s:k
to the fetus: . . . ,. .. . .' . ,
labor and DeliverY: 'We effect!i:>fSEROQUEL on fabbriuui
deliVeiy'iill11imans'is'iiDknOivn. • ',.' 'l' ..... · :C',

· Njj~ri9 'Mollie';: SE:R:bQtrEt.:~"eJlde~.fi~·'iiiilk'o(
t;ftiai:W liliimals I!'~ii;i~' lactation:':'ii i;, iwt' kridVfu if.
SEROri '. hlinian irlilk: Ids ~m'mended!
. OQu'Er.;'~ho\ild riot briiaiid"OOl:

. iind'effeCt\'Veiie'ss:ofSEROQUEr:
in ~Cdia:tric'patieritsliavendfoeeaeStabUiJiietL ': ." ".
Geriiitri~· Use;'" 'Of tne 'aPprOximately 24db ~atiehtS in cliil.~.
iC3.l ~itihs with SEROQUEL, 8%'(i90i ;';ere'65 yeiihibfiIg...•
or over_ Iti general, there·was no indication.of ""y dj~~t
to~er:ability .of Sj!lI1QQl;JEj:. in .th.!'_ elded.Y·"C'!l!Ipared :to·
youilger .adll!ts..NevertJ1eleils, tl!~ .p.resE\n<;e 9q~stors. ¥ .
mjgl;t,<l.ec;reasl\ p'harm~a.o~e#.c'!=leari!Ul:!!. "'c;r'!.OSe ,t!!~
pliarmacodytiamia·fI'Sponse·to SERO~UEL,.or<:ause poorer
toieiitPce .91" 9rt1los~iS;~qqul~ .!~d to';;~si<!~,.;;tiOl\ :~f a
lower star,l:ing 40~~,s!o;ver ti!J:atiyn. and ",!,,\,j:uf!D~iiito~
<!~1)g'g.. 4lltial .dpsipg pep.od i'! t4~ E\lded;:., .Th~ ''l!CJl!l
plas,!,,,, clearance of SE~QQUEL;vasre<,lu!'O~.by.30~Ao
50%~eld,~rlf.pati,eljts wpelj !'O.J;IlIlared !in Y"UI!ger patie,:!!!,

day period of initial d.ose titration., and also at tImes of re
initiating treatment or increases in dose.
Interference with Cognitive and Motor Performance: Since
somnolence was a commonly reported adverse event associ~

ated <yith SEROQUEL treatment, patients should be ad
vised ofthe risk ofsomnolence, especially during the 3·5 day
period of initial dose titration. Patients should be cautioned
about performi~g any activity reqniring mental alertness.
such as operating a motor vehicle (including automo!!i1es) or
operating hazaf!lous nuu:hinery. until they are reasonably
certain that SEROQUEL therapy does not affect; them ad·
versely.
Pregnancy: P~tientsshould be advised to notify their phy
sician ifthey become pregnant or intend to become pregnant
during therapy. . .
Nursing: P;ltients shooid be advised not to breast feed if
they are taking SEROQUEL.
Concomitant Medication: As with pther medications, pa
tients shoul<l be advised 1:0 notify their physicians if they
are, taking, or plan to takEh any prescription or over-the-
coun~ drugs.
A.lcohol: .' Patients ~hould be '!.,!vised to ."",oid consuming al-

· coholic beverages while taking SEROQUEL. • •
Heat. ExPosu!e ~nd DehVdrati.on: Patients should be ad
visedre~ !,pprppriate care in avoiding overheating
and dehydration. . .
labor~rV Test!;. .
No specific laboratory telits are recommended.
Drug Interactions ..
The risks of using SEROQUEL in combination with other
drugs have not been eXtensively evaluated in systeniatic
studies: Given the'primary CNS effects ofSEROQUEL, cau··
tion sliould be used when it is taken in combinatibil with
other .centrally acting drugs:SEROQUEL potentiated the
cognitive' muf'motOr effects of alcohol in a clinical trial 'ili
subjects with· selected psychotic disorders, .and alcoholic
beverages Should be 'avolded while taking SEROQUEL. !.

· B'ecawie of; i~ ·potential for inducing bypot:Cn's:ion,
SEROQ'UEL-may enhance the effects of certain'antihyper- .
terlsive agents. . '
SE~OQ~Lmay antagoniztfthe effeCts of IlWodopa and do-
pamihe agonist;;;. . '. : ,
The Effect of Other Drugs o'n SEROQUEl:
Phenytoin: Coedministration of !Iuetiapine (250 nig' tid)

· and phenytoin (lOlr,mg tid) incrl'DSed the mean·oial, clear
ance ofquetiajiiJie·by5-fold.'Increased doses'ofSEROQUEL
.may be requIred !IJ.maintain control'of sYmptoms of schizd..
phreoia.i!i·}iatients·receivilig quetiapine.and phenytoin, or·
ot!'er hepatid eJ1ZY.llle indncei's.(e.g,,·carbam8zepin~, barbi
turates,.rifampin, l\IucocOrtitioids). Caution· shoUld' be taken
if phenytoin:.is:Withd.rS.Wil 'and replaced 'with 'a' Jion:indticer
(e.g., vaIpi:oate) (see DOSAGE AND ADMINISTRATION.)
Thiorida;tine: Thioridw;ine (200 mghid).inereas'ed the oral
clearance of qnetiapine.(300 mg tijd) by 6&%. '
Cimetidjne::. 'Administrafion of ,multiple daily doses of
cimetidihe ·(40O,.mg ti<! for 4 days) resulted'in a 20% de
crjilisein the'mean oral dearence ofquetiapine (150 mg tid).
Dosagelldjustment for qtietiapine is not reqoired,when it is
given Wit!> cimetidine. " '
P.45j1 ·3A ,!nhibitor,s:.: ·Coadministration -of ketoconazole
(20P IPg,once djlily for 4 ·days). 'a potent inluojtot,:nfcyto
cl;trome' P4PQ,3A; rC\luced oral c1earanc;e pf quetjapine by
84%, resulting in a s;l5%·ip.crease in maximum p\asma·con
C!'ntratioq of que!;japine. p"u:tion .is "indicalefl 'Yhen
SERQQ1JEI;. !s aL\ni!nisj;ered ¢th .1cetoi:on(lZOle and. other
~bitors nf l',Ytochrome P450 ,3A, (e,g., i~raconazole, flu-
co~I'l,' an<!,!"Y!'Jm>IPYcin). • . .. . ,
Ruqxetil!~, ~!"ip~mi.ne,:.I~ato~n~oJ. an~ flisperidC?n~: Co~
a~tio~ offluoxetin.e (60 mg pnce #Iy); j@pl1!JIline
(7~ mg ~id), h.a!p1!etidol,(7..5 mg, bid), or risperidon.e (3 mg
bi<!). wit!! qu.etjapip.e (300. '!!'C: bi'R.dil1. not alter the ~.~dY,
s~t:!! .Pt>."P"!'~J?!u!q""ofqnetjapine.. .... . '. .
Eff\let ofJlueti!'pine on Other D.l"'gs . _... .
~raz!!p.'1rR: ,,'!'he mean.~ral cl~c~ of lor~ppm'(2 mg,
s!Dll1I1.<lose) IN'!!' reiluce<j by 20% w.- the presence o(jI,uetia-
pine"!!~~ as ~O I/lg.lijli d!'sing. . ,.'
Uthitim: Conco'!'!tant .,.adm~tr!'tip!,.. pf quetiapine
(250.~.p~V1,ithU~ l!sd no effect.~!1 ~y.of.the s~a.ilY

sl:,!lt-e p!>arma~'lti~ PlU1l!!'e.t<:rrs of J!tI:\li;up... ." ',.
A,\\til'yrine; ., AdmjHi!;tra,tjon of mul.tip!e !!P:iIy.do",,!, np. to
7511. '!Jl¥.d"::r.(q'l:':_~~ ~che<).ule) ofqne~piDe,l:o,~~jeet;!;V;tIl
""!e<:f¢ P.":rAhof;ic ~orders.ha~n~ clinl~y~I~)''iJlt. eJf,~
,!!l' ~P cl~l!!'~ o~.antjpyrin.e or.~.~very.q'~,,,,,tj~
pynne .metaPoli~ 'f!iese fOSul!:, inlfic;U;e ~~t q!'~ti~'p'ip.e

dO!l!l. nQt ~~~:r .in<!}lce.hep.~*,.e~es ~s.P9!'¥.l!>l!,
to~ ~chrom: P450 mediate<! ~~~o\!Sw. of OJ!!;jpytj.t!e..' .'
g:~~og~ne~~s•.Mutagen~s •.I?'p'~i"!!e'!t '!f..~~'t::~ .).....;
in biio,mice nhd Wi ~er_e.li'!!'.,'If'!~.

tllre4.ji], i:'iie"cliet. ~. Diice at <loseS . aDd
1!i!l.~gflrg ~d tiU;'llts. hy.'gav'ag';·~t ,40s¢,s oPiUS, .lUiq.
~j)'Jng7kgr""twj\1I'~~:~~:d",!e~·ai-~.\lq1!iY~ent'toPJ.,.
O,~, L~•."'I~.:f:S ti\'!'i" ~': manmu.t:\' h,uman dos~ (IlPR'UW,'
<!a:r)"o,n.11 mi1#,~('!t!f"!'!l~,Ql,ll~, llI\d 3.Q~~ "the,
J1lIIDll!tlpl.human aose 'on a mg/m basIS. (l'llts). The.re were
s!'l'-til}.t:icf!i!Ji"~~:ih~ii,:';'es:jIlJi.YI:Pid gIafld'-.i·olJl~ui""
ai!!!'Wll;Ulj; in niBle :Jiii:ee'at doseS of250. and 750 ij;tj;JkgOr 1.5
'ID.>a.~!>~,.the'iDkim;i,mJii!i!i:~#.., oil'~ 'mi1m~ ,\i~i!l
aJlq.:.'!!:~":le.~ts ..l¢.a dose of,~~ .01" 3,,0. t~es tfe
maxunum. human' dose on'~''P1if!.l!2.baEi!s,,~lU:l'&1W!4.
adenocarcmomas were statistic8lly sigmfiCantly increased
in female rats at all doses tested (25, 75, and 250 'ingIkg or
0"8.9.9, an.,! 3.Q

2
tiines the 'A~um recom,mended human

dose <!n a mg/m basis). .,... . ; • '.'
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I Events for which the'SEROQUEL incidence was equal to
or less than placebo are not listed· in the table, but in
cluded the following: pain, infection, chest pain, hostility,
accidental"injury, hypertension, hypotension, naUsea, vom~
iting, diarrhea., myalgia. agitation. insomnia:, anxiety,
nervousness. akathisia, hypertonia.. tremor, depressio~

paresthesia, pharyngitis, dry skin, amblyopia.and urinarY'
tract infection.. .

E~lorations for in~ractions oa the basis of gender, age,
and race did not reveal any clinically meaningful differences
in the adverse event'occurrence on the basis ofthese demo-
graphic factorS. .
DoSe D.ependericy· of Adverse Events in stiortMTerin..
P1acebo-Controlled Trials·,···. :.,. . .'
Qose'f"elijted·Adverse Events:· SpohtaneOWlly ·.,licitod ad
verse event data from a study comparing five fixed doses of·
SEROQUEL (75 ing, 150 mg, aoo mg; 600 mg, and 750 mgl·
day) to placebo were explored for dose-relatedness of ad
verse events. Logistic regression aD.alyses revealed a posiM

tive doSe respoll4e{p,<0.05) for the following. adverse events:
dyspepsia;' abdomiiial pain, and weigb.t gain: ,. . .

·Extrapyramidal'Symptoms: Data"from one 6-week clinical
trial comparing'live'med doses of:SER0QUEL{75, 150,
300, 600, 750 mg/day) provided eVidence for· the lack of
tieahnent..,mergent extrapyramidal symptoms (EPS) and

· dose-relatedness for EPSitssociated··witb' SER0QUEL
treatinimt. :rbree'methodS wer..·,w;ed to·measure EPS:' (1)
Simpson-Angus tofuhscore "(mean change ·"from,baselinel
which ..v'aluates parkinsonism arid akathisia, (2) in!:idence
ofspOntaneous <:omplaints of EPS (akathisia, akinesia, cog;
wlieel rigiditY. extrapyramidal syndrome, hypertonia, hypo
kinesia,· neck rigiditY,; ;utd tremor); and (3) use .of anticho
linErgic mediCations ro'treat emergent EPS:

" SEROQUEL
Dose .
Groups Placebo 75mg 150mg 300mg 600mg 150J,ng

Parkinsonism -0,6 -1.0 _1.2 ·1.6 -1.8 -1.8
EPS
. incidence 16% . 6% 6% :4%. 8%6%" .
Anticholinergic ,; ...

Medications 14% '11%. '10% 8%" .12% 1~%

fu'three addltionai pla";'b~-contro!ledcl~ca:l~ ~i;;g
variable,doses ofSEROQUEL, there were no differences be,
tween the SEROQl!EL and plil/;eho.treatinent gro'ups in tlte
i1icidence of EPS, as assessed."by· Simpson-AIigus total.
scores, spontaneoWl complaints of EPS anp. the use of con
comitant anticholinergic me9i"?-ttons to trea~ EPS. ., :

· V'rtal Sign Changes: 'SEROQUEC"is assoclated\\(ith ortho
static hypotenSion'!s;;' PRECAUTION$k· ,: "';' - ..
W~ight Gai.n: .:rJ;te p';'po!'f;i~..,s of p'atients' !!,e.eting e
weight~ctit<¥io~of ;,,7% o~body weighfJvere'i01l!pared
in a pool of fOW:,a-· to 6,wejlk Pla,cpbo-colltron,ed cliniCal tri
Bls, reY.e;.)iitg a. ~H!j:i{ltically 'significantly greater. incidence
of ",eigut gain for 8,ij;ROQUEL (23%) compare!!, to. placeb<?
(6%1:.. ".,. . .: :., .:, .
YlborafOry C;:"~nges: An ass"",,!!,ent of the preplar)ieting
.xparience for,llEROQUEL suggesl:ecd that it is associated,
With ns.YJlllltQmati~ increaseS iJi SGPTand increB@S in both
total cholesterol'lind tnglycendes (see PRECAUTIO~S).
~ ~smen.t.0fJ.iematologi~p;,iamet,ers in short-~rm,
placeJx>.COntroUei:l. trials revealed no ·clinically important
differences betwe',. SE~OQb1;;~::ani!pi~bo. ..,.. ,.
ECG Changes: Between" group comparisons for pooled
placeJ..>q,<:ontro!.11"! "trials .revealed no sta,tistically signilicant
SEROQUEIIpla!",bo .d,i.lfer~nc,es i!t the P.r0l!0rtions of pa
tients experiencing potentially Unl?0rtant changes in EGG
parameters, including QT; QTh, and PR intervals. HoweVer,
the proportions ofpatielltsmeeting the criteria"for fuc1iycar-

· di;J. were oompitred'iii foUr 3- to 6-week plai:ebo-co"ntrolled
clfnil:aJ. maTh 'reveiiling .a. 1%. (41399) ~fidenCe fot
SEROQUEL Compared to 0.6% (11156) incidence.for plaCebO:
SEROQUEL use was ~ated with a mean increase iii
heart rate, ass~ssed by ECG, of 7 beats per !pinu~'com
pared' to a mean increase of 1 .heat per minute 'among
placebp·patients. Tbis"~ligbt tendency to tachY~'m:ay
be. relat;ed to SER,OQUEL's p~tential for ind~~ ,!li:!io-.
static .chllliges (see PRECAuTIONS). . .: . .... .' .
othef Adverse Eventfi"Observed During the Pre-Marketing
Evaluation of SEROaUEl . . .•
Follow~g is' a list or <:OSTART terms' ·~a~. tzfl.ect
treatment-emergent adverse events as defined m fue mtro
duction to the ADVERSE REACTIONS section- iijOtted by
patients treated yfifb SEROQlJEL,!it !llultii!i.' dose~
;;" 75 m.lt!day daring any phase of a trial witbiti ilia pram...'
ket~i"database'of approxilIllitely 2200 phtie,uts. All 'i-~
ported'~ventS are included. excel1t those already' listed in
Table 1.or e1sewhere.iii la.iieJ.inlt, 'tIlose ev"hlS for 'wliich a

. drag caUse was umotl!; and those event term~'which wen:
so gimioraJ as to be nninfonnative. "It iJ imPottaiit'w ~pil,a:
size· tliat, althongh the eventa reported. occurred diiiing
treatD!snt with SEROQUEL, they wet. 'iioi, ,ieeessaHly
caused byit.. . -,. .
Events '!fe fnrtbe~ categO~by.body aystem an<!.1isteil in
oidet'of'iiecIeitsirig treque'ricy a'?COrdirtg to the follawing

"

\ .

I

SeroqJel-Cont.

Special Senses
Ear pain 1% 0%

. definitions: frequent adverse events are those occurring in
at least 1/100 patients (ouly those not already listed in the
tabulated results from placebo-controned trials appear in
this listing); infrequent adverse events are those occurring
in V100 to 1/1000 patients; rare events are those occurring
in fewer than 1/1000 patients,
Nervous System: Frequent: hypertonia, dysarthria; Irrfre·
fluent: ahnormal dreams, dysldnesia, thinking abnormal,
tardive dysKinesia, vertigo, involuntary movements, confu
sion: amnesia, psychosis, haJlucinations, hyperkinesia. Ii~

bide increased*. urinary retention, incoordihation, paranoid
reaction, abnormal gait, myoclonus, delusions, manic reac~

tino.. apathy, ataxia, depersonalization, stupor, bruxism, cil.t~

atonic reaction, hemiplegia; Rare: aphasia, buccoglossal
syndrome, choreoathetosis, delirium, emotional lability, eu
phoria, libido decreased", neuralgia, stuttering, subdural
herriatoma. ' I

Body as a'Whole: Frequent: flu syndrome; Infrequent:
neck pain, pelvic pain*, ~iJ.iciae a'ttempt, malaise; photosen
sitivity reaction, chills, face edema, moniliasis; R'!re: abdo-
men enlarged. .
Digestive System.: Frequent: anorexia; Ifffrequent: inw

creased salivation, increased appetite, gamma glutnmyl
transpeptidase in~reas~ gingivitis, dysphagia, flatulence,
gaSfiOenteritis, gastritis;"hemorrhoids, stomatitis, thirst,
tooth 'canes: fecal incontinence, gastroesophageal reflux:,
gum' hemorrliage, mou'th ulce'ration, rectal hemorrhage,
tongue ed~ina; Rare: glossitis, hematemesis, intestinal olr
structio~ melena, pancreatitis. ' , '
Cardiollcfi.Cular System: Frequent:' palpitation; In/rew

. quetit vasodilatation, QT interval prolonged, migniine,
'bradycardia, cerebral ischemia, irregulai' pulse, T wilve ab
normality, liundle branch' hlock, cerehrovasctila:r accident,
deep 'thrombophiebitis,T wave illversion; Rare: angina pec
toris, atrial' fibrillatiori, J\.V·lilock first degiee~ congestive
heart failure, ST elevated, .tliromhophlebitis, T wave f1at
teping; ST abnon:ilality, i!i'~eq: QRS'duration,
Respiratory System: Frequeilt:· pharyng;!;is, rhinitis,
cough increased, dyspnea;' IRfrequen.t:· pneumonia, epi
staxis, asthma; Rar",'hiccup, lijperveiitilation.
Mirtab"Iic and lItutritional SYstem: Frequent: .p~riphera1
edema;'lnfrequent: ",Bight loss, alk.aline phospha1ll4e in·
creased; hyperlipemia," alC(lhol'intolerance, dehydration, hy·
pergljcemi"" crsatmitie increased, hypoglycetiiia; Rare: gly·
cosuria, gotlt, hand edema, hyPokalemia, wat~r
intoncatibn. ,," .,'
Skin·and·A~p.;rida!1esSystenr. Ft:equent: sweating;"lnh-e
quem: pruritpi, aCn~r eczema., contact dermatitis, ~aculo
pspulat rash; sebbrrhea, skin ulcer; Rare: exfoliative derma
titis, ~s~.rialJis,,jlqndiscolorati~!'-. .
Urogenital SyStem: Irrfrequent: dysmenorrhea", vagini-,
tis"'. urinm::Y incontinence, metrorrhagj.a*, impotence*I'oysw
uqa, vaginal monil!asis*, abnormal ej~culatiC!b;:, cYsti~St
Q.ri.nary frequ~nl;y. amenorrhe~*r female lacf..a:tion*, l~ukor

rhea"', va'giIial.liepf9rrhage*. vulyov~iti~~ orchitiS*; RarE::
gyUe<:omastili", noci;uria, polyuria, llCU~S kidney failure.
Speci~t Senses: Infrequent: conjun~tivitiS:l aOJ1ormal viw
sron, dI:Y: eyes, tinnitus, taste perversion, blepharitis, eye
pajD.;' Rare: abnormalig of ~ccommodation,deafness, glau-
coma..' ,
Musculoskeletal System: Infrequent: pathological frac-

· ture, myasthenia, twitching, arthralgia, arthritis, .leg
cramps, hOI\~.pain.. ... ' .
Hemic and lymphatic Syst"",:.frequent: le~kopenia; In
frequenti. [~uk~cytosis" anemi~ e~hy;mosis, eosinopmpa.,
hy,po<;hromic.an~mia:lymphedenopaUly,.cyan~sis;Rare: he
molySis, t1)ro'!'!lo..cy'topenia.
Endo","in,\"Syst~m: !n.(requ~'!t hypotbyr~idism, dia~tes

mellitus;. ila~e: hyperthyrojdism..·.
*alijus!"d .for gender :.
P0!il Ma.rketing ExPerience: ,Adverse events reported. since
market. intro.duction which were temporally related· to
SEROQUEL therapy include the following: rarelY "leukope
nia/neutropenia. Ifa patient develops a low white cell count

, consider I1iscontinuation of therapy. Possihle.risk factors for
leukopenia/neutropenia· include pre..existing low whita cell
count and history -of drug indui:eil leukopenia/neutropenia.

DRUGABQSIj{AND t.lF;PENDE;NPE , .
eont(olled SubstanCe Class; SEROQUEL is not a con,
tiOjled ~l.J,bs~";" ". " . . , : .'
Phy"ie,ioi !Inc;! Psvcholofli~ dependence: SER9QUE;L ha.s
not been systematically studied, in anirila1s or huma,ns, fo.'
its potel\tial for ahuse, to!eran"!' ~~ physi<;'!-l dep.el\dence:
w'lille ilie cli.liic81 trials did not, rtiytiv,J any tendency for:BIlY
ijrug.....kiDg oo~vior, th~ 'ob~a?ons w.~i). \1ot systeD,1~

· atic lind it iIi'not po~sible to..p'r~Cj; on i:b.e ba!;is 9ftbil; ljID-
· i):.ed eiP<rP~n':."_ tfie <.xtant tAr whicIi >i CNS,actiy.e dr:uj;~i11

· lie miS\1Ssd, diVet:ted., and/or abuseii once ma;t:1<e1l'~.Conse-.

, 'J.';'~ntiy, patients shoul~,~,!X;tlu~dcarefully for:JI..1)lStoiy
· ofilnig aJins~, and ~ucb patients.should be ~bserved ~19sely

(or signs'of m;sus'e or abu,;;e, o(?E:ROQ~):",'e.g., d~velop-.
lI}etit ~f tolera,i)ce, increaseS in dose, ilr1!g'seekjng b"s~~oi::

OVEliIiOSAGE
Human experience: ExPerience 'w1th·SEROQUEL (que'

· tiapine fumatate) "in" a~' overdosage wils limited 'iIl 'the
clinic81lrlal"database (6 reportBlwith estimated doses rang
ing':from 1200 ing fn 9600 mg and no fatalities. In· gener:il,

· reported 'S!gn;;iin:d syri,ptoms'were those res'ultiiig·fronl an
~'raf:ion of the 'drug's knoWn pharmacologiCal effects,
i.e..'drowsiness and sedation; tachyClirdia and hYP!itensiOli.·
One' Case, lnvolv'irig nit esthnaied. ove"rdose of 9600' mg; was'
associated with hypokaleDiia and first degree heart block..

Managemen~ of Overdosage: In case of acute overdosage,
establish and maintain an airway and ensure adequate OX~

ygenation lind ventilation. Gastric lavage (after intubation,
if patient is unconscious) and administration of activated
charcoal together with a laxative should be considered. The
possibility of obtundation. seizure or dystonic reaction of the
head and neck following overdose may create a risk of aspi
ration with induced emesis. Cardiovascular monitoring
should commence immediately and should include continu
ous electrocardiographic monitoring to detect possible ar
rhythmias. If antiarrhythmic therapy is administered, diso
pyramide, procainamide and quinidine carry a theoretical
hazard ofadditive QT·prolonging effects when administered
in petients with acute' o'verdosage ofSEROQUEL. Similarly
it is reasonable to expect that the alpha-adrenergic·blocking
properties of bretyliuin might he additive to' ·those of que-
tiapine, resulting in problematic hypotension.' ,
There Is no specific antidote to SEROQUEL. Therefore ap·
propriate supportive measures should be instituted. The
possibility of multiple drug involvement should be consid
ered. Hypotension and circulato:ry collapse shoul<J. he
treated with -appropriate measures such as intravenous flu
ids 'and/or sympathomimetic agents (epinephrine anddopa
mine shduld not be used, since beta stimulation may~worsen

hyPotension in th.. setting of quetiapine-ind"Ucetl alpha
blockade). In cases of severe extrapyramidli.l symptoms,
anticholinergic medication should be admiriiptered;· Close
medical supervision and monitoring should continue until
the patient recovers. .

DQ~GE A1'!D AIlM;INISTRATION
Usual. Dose:. SEROQUEL should generally be adJpinis
terM with an initial dose of 25. mg bid, with in.creases in
increments of 25·50 mg bid or tid on the second and third
d!<y, as tole..a~il" to a target ;dose rawe of.3OQ to 490 mg
dajly hy the fourth day, given bid or tid..Furth",",d~sagead
justments,.if inijicated, s\1ould gen!'%"a\ly occur at intervals
of'll~t Jess than 2 days, as ,staady state for SE;ROQUEL
would not .be a,chieved fo, approximately l.~ day~ in·the typ
ica:l patient. When dosage adjustments are necessary, dose
incr~1I!entsldecr~mentsof.~~!).mgbid. are re~Qljlmended.
Most efficacy data with SEROQUEL were obtain~dusing tid
regimells, hut in one !'Ontrolled trial ~2ii ..Ijlg hid was also
effectjv,e. :. . ..
EfficacY'in schizophrenia w!'s demonstrated in a dose r;mge
of 150 to 750 mgldliy in the clinical trials. supporting the
effectiveness ·.ofSEROQUEL. In a dos~ response study,
doses above 300. mglday 'were not demonstrated to be more
.effi,,?-cious than the 3QO mglday do~.e_ In other ~tudiss, how
ever, doses in. the range of 4()o-&OO mg/daY'lPpeare.d to be
J1.11Cded. The safety of doses above 800 mglday has not been
evalUated in cliniCal'trials. .' .
Dosing in Special Populations
Consideration should be given to "slower rate of dose titra·
tion and a lower .target dose in the elderly, and in, patients.
who are debilitated or who have a pre~~position to'hypo
tensive reactions (see CLINICAL PHARMACOLOGY).
When indiCateil, dose escalation should De performed with
caution in these patients.
Patients with hepatic impairment should be started on
25 mglday. The dose should be incrensed daily in increments
of 25-50 mglday to an effective dose, depending oil. ·the clin
ical response and tolerability of the patient.'
The elimination ofquetiapine was ennanced in the presence
of plienytoin. Higher maintenance doseS'of quetrapine may
be required wlieu it is coadininistered with phenytoin and
other enzyme inducers such as carhama:i:epine and pheno-'
barbital (See 'Drug Interactions under ·PRECAUTIONS).
Maintenance Treatment while there is nu body of evi
dence avaikhle to answer tlie question ofho\" long the" pa-'
tient treaten With SEROQUEL should remain on it, the ef
fectiveness nf maintenance treatment is well estahlished for'
many other drugs used to treat schizopbreiiia. .It is reeoDi
mended ·that responding patients 'be conj:imlell oj>.
SEROQUEL, hut at t1ie lowest dose needed to maintain r..,·
mission. Patients shoUld be periodicany reassessed to dete,
mine' the ..,eed for Iiiliintentincc'treatrtient. . . '.
Reinitiation 'ofTre~imt in Patients Previously Discontin:'
ued: Alfboug:h there are 11,0 dlita to specifically address
reinitiation' of'treatment, it. is recommended that when ti>-.
SWting 'piitjentswho'¥ve had. an jilterv"id of less thah one
weiik' off SEROQlmI.:,"titration of SEJRtJQUEL is nti~ re-'

· qui.fud and the ",ain:~tianCedose m'By 'be"r~i¢tiated. When
· re.startiiig· thei-ai>i <if 'patiente who ··l:iave·' heen off
S~OQUEL'for mtire 'Ullin' one week", th..·initial titration
schedule shoUld be folloived.··' . , : .. .

'Switetii'ng' Wni Oth....'\'(niipsychotics:· :ri.ere are;'o sys~
teifi'iitii;iilly coll~' d~ta to spticificallJ: address' s~t:c!ili>g
paGenta with. sc1iiZophre"';a frOm other antipsychotics to
SEROQUEL, or coiicernmg'concomitlint administration

· With other antip8ycliotics. While ';;Dmeiliatl; di~continuation
of the'previou.. antips;Ychotic'tniatment may h,; a:iceptable'
fOr sonil! 'patients wi~i>. ..cliizop~nla,more giadual discoll:
tinlliiti<iti"tJiay bii most appropriat<\ fot ~thers. In all 'cises:

· th'ti' period oC!Werlappirig itntipsychotic adrilinistrlition
sh'otild TJ~ hi.ui.ii:oized. When sWitchihg patienta with scbi'w
I1hrenia fi:om'depot nitiipsjchotics, ifmei:!jcally approprii;te,
ililtiate SER9QUE~therapy in place o(the·ne.xth~eduled

· injection.: 'The' need for con~ningexisting EPS medication
sliO\i1d.be reeva:l~tei:l peJ;illdi6.l,Iy. ..,. .

HOW Si!PPLJED "

25"mg'Tablets(NDO 0310.:0275) peach, roUnd; biconvex.:
film coated tahlets, identifiell with 'SEROQUEL' and '25'·0Ji.
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senting within 12 houra (mean = ? hours) alter the onsel: of
pain were randomized to either conventional therapy plus
TENORMlN (n = 8,037), or conventional therapy alone
(I! = 7,990). Piltie"ts with a heart rate of < 50 hpm or sys
tolic blood pressore < 100 mm Hg, or with other controin
dications.to beta blockade were excluded. Thirty-eight per
cent of each group were treated within 4 houra of onset of
pain. The mean time from onset of pain to entry was 5.0 :!:
2.7 hnurs in bot"b groups. Patients in the TENORMIN group
were t;o r~eiye TENOll,M1N LV. Injection 5-10 mg ~ven

over 5 minutes pInS TENORMIN Tablets 50 mg every 12
hours oraliy on the firSt stndy day (the first oral dose ad
ministared about 15 minutes 'aIler the IV dose) followed by
eithe;" TE!'I'0RMlN. Tablets ioo mg once .d~ily or
TENORM!N T.\\bl~ts 50 mg twice daily on days 2-7; The
groUps were siniilar in de1D\>graphic anq medical hisk.ty
characteristics and in electrocar<\.iographic evidence of
!Dyqcardial inf'll'Ction, bundle b~anchblock, and f4"st'degree
atrioventrit;Ular block at entn'. , .
During the I;reatment period (days 0-7), the 'Vascnlar mar-'
4Jjl;y rates were.3.89% in the TENORMIN group (313
deat\1s) and 4.57.% in the control group (365 deaths).· This
absolute difference..in:rates. 0.68%, i'l statisti<;aIly signifi-'
Cantat the P <i 0.05 level The absolute difference 'l:tanslates
into a proportional rodnction of 15% (3.89.4.57/4..57 = -0.15).·
The" 95% "~onfidence limits ·.are 1%-2·7%.. Most. ·of the'
differelICe "Il"as 'attributed to morta1it;Y in .days. 0-1
(TENORMIN -'121 deaths; ¢ontrol-.17.1 tleathp). :
Despite the large size oft"be ISiS-l trial., it.is iiotpbssible to.

. iden!Ji!'y <;1!\Brly s\lbgro\lps Qf.p~tients most lilfely or least
likely.~ :benefit from <larly. t;,x;eaq,;,ent with al'enolol..Go?d
cIi!1icaUudgLq.~nt s,!-ggests, however,.~ pati~nts w,"19. ara
r!epen!!ent p'n ;\lympathetiA stimnJatioll for 1IlB.il,lt,e~!;C of
adequiite <:ard!ac o!'tpnt and blo04 pl""SS'!'"e ·are not good
e:u:t~da.tes fo.r .~~~ IJloc1quI~. In<\eed, th~.trl!',1 protocol,:""
fleeted thatjndgment by ex<;luding patie!\ts with bl.~ pres
sure coJlSiste,?-tly.l:>e41)Y 1!l0 mm fig .~y~tqHc,.Tl!~ .9Vera!J.-e•.
suits. ~(the;.study';,m,,,.,l,lipa.tib!!,.with, the PD"sibiJity that.
patien~ with k9~derlin.~.blpod prassnre .~l~s .thllJ!' IgO .mm,
Hgsystplic), esp~ciallyifo.v.er 60 y.eyB of':'l1e, "'VJe~s l\kely
tq b,en~t..: ~t.' ,'I" ., " !. '. !" • ,:•••• I.; :~ ! :

'J;1)e mechanis,,!"·th\'qugh whic1;l.aten0101 improve!; ~~aL
i,Il P!\ti~,,1:§. ~lt!;t.~~fip.ite 9r,P,lispeeter!,!-C!!t", myocardial in..
f;l,ret!~ni!'~own"B!j is.tl1e·r;lI1'e,t:or..other,b!l!.a1l\'ll'l<.e1'" in.
the P.1l!'¥nfflJ:'CtiO!' set!ing.;(I,t#\I9.!~l. in ~dditio"ffi~\s effects,

. o~.sl¥"Y.i'yaI.,iltaj;,sl!Jl~ot.J:>.!U',clinical b~nefi\s inclilding,r~

<!\I'i"{1 freqne'!cy, o~ ve'!tiicllia!; premature· be;1,ts,.red4cAA
<:hest pain, and rednced enzyme ele,:,a,tj~!1'4'" .' •
A~e)~!"9.1 Geri;ltriP ·,f..hnrl"l)."cology: .•,in .general, ~ld.erly pa·
~ienli'!.l'1'!"Sent.\ligherl'tenolol plaSma leYe!s.~~t<1la1 cle!!,,
an<i:p'aJu,¥, ab.out 50% lqw;er th~ Younger_s!lbj.\'ct5. The
ha,lf.lit:", is .,!\arkedly .lopger ill the "lderly. f.O!"p!!"ed to
1.o.lII18\!.r sll,bje$..·Th~ .r~r!!'!~tion in atenolol.cleiu-aqce fole
lows the general trend thilt ,tha elimination Ilf I"'IWliy ex;'
cr~f~ i~ de~4l"1th.i!,preasing age. :", .

INDICATIONS AND USAGE
HyPertension: . TENORMIN ~. indicated in the manage.
metit'"of hyj;&teitsion."It may be used alone ot concomi
~t1y vrith othm; antibypertensi~eagents, paftiet1lariy'with
a·thiazide-tYPe din:retj·c,· . -'. '.' .':
Angina PeCtoris .£iue· to' CoronarY' "Atherosclerosis:
TE~ORMlN is in<!iCitted"for the loiig"term miJ,nagement of
pa6ents with-ang!nacpecloris. .. .,. . , .' ,
ACUte Myocanr.al'lnfaictilili: ;rENORMlN is indi",ted iii·
t1ie~ J;Iianage'!>eiit of hemodynamically' stab1e'patients witH:
deliilite or ailspeered acute myocardial infarction to reduce"
cardioful:lillir moriality.· Tieatilient can be initliited'as aoon'
as the patient's clinical condition allows. (See DOSAGE
AND ADMINISTRATION, .CONTRAlNDICATioNS; and'
WARNINGS;) Iri general, therk !S no basis for tJ''¥'ting p~!
tients like·tho·s;;·who were exi:luded from tbe iSIS-I' trial
(blood presSuje less than 'lQO ~.1'Ig aystolic, hean rate
less t"luili. 50 bpml or have other reasons w'avoid beta block
';de.;Aiiib~ .lbovl;, some subgroups (!'i::: elderly.paqep.ts
with Ilystolic 1110<1. pr~ssure below 120 mm FIg) seeiDed less
likely'tU benefit! .... . .' .. ,. J' .,

CQ~iC~~9~~. '. ./ ::,. .: ..•~.. i:

TENORMlNislcontraindicated in sinUs bradycardia, heart
block gteater.thail.'fin;t degreej'CB,t!diogenic sh6¢k, and oyerl<
cardiac failureASee WARNINGS.) . ,
TENORMlN.Js,eontraindicated in those patients with a his...
tory of hypersansitivity :to",.the:atenolol·or.any of the drug
product'!, romponents. " ,.;;

W~g~.:,.: ..·.. .- .
Ci\rdiac Failure: Sympathetic stiJ)lulatJ.oa is neee.ssilry in
suppoitjng·ci,-;;Uhitory t;"'ction iIi.'.~<iltgesti~elieart .f1,illtir~,
~q~ bl!1fl'ade "'11"rie~ ~e potentj'l,1 h.a.uii<!J. of.further de
pres~g mjticaidial.~on~""ctj.lif;y and precipit'ati(ig J,Il..ore sEi
ver<> fa';liire. Ii\. patieqts 'Whli '!l'ave conge"!'ive heiirt" fajlilre
conti"olleiiby digi~s aiJdlD:r.dilireties, 'J::ENO~!IlIN shonld
be' adniiPistered',,"utiously. Both digitaJ.is anifat!ipolol slow,
aV Conduction. . . '.. : . .

In.patien:t,s \Yit1;t ,;c~ ~Yocahna,i infarction, enidiacf~
whiqh is not promptly ana. effectively contri?!1ed by !lO mg <if
'intravenous furosemide or equiv~ent'thera:pyis a coiltrainw

dication~ beta-blocker treatraen~, ".. . ;
In Patients Without a History of "Cardiac Failure; Contin.
~f"I:~de~r~ssion of t"e .m:l:~t;ardi,!m.,.,:,"i~1J. be.t~-.block1n~
~el'tsJ'ver!I.penod ofR':''; =:" W. "o",e, ~es,,lel\~.~ car:.
<I,ac iiill.'ure.At 1:!'~. ~rst 'ilgn or. symptom of unpe!'ding car-.

Coilti~uea 'on l'(~x:t p'~ge ,
, '," ' .. ' ,

Pharmacokinetics and Metabolism: In _ absorption of
an oral dose is rapid ;utd consistent but inl"'mplete. ApProll
imately 50% of an oral dose is ahs?rbed from t1je gastroin
testinal tract, ~e J:em;ilnder being exqeted unchanged in
the feces. Peak blood levels are reached between two (2) anti
foor (4) hours after ingeStion. Unlike' propranolol or meta
prolol. but like nadolol, TENORMIN.undergoes littie or no
metabolism by the liver, and the absor!>t'd P.'1rtion is elilIli
natel!- pritnaJ:ily by renal excretion.. Over 85% of an intrave
nons dose is excreted in "!'ne within 24 9o'W' ""mpared
with ,!pp~ox!mataly50% for an oral dose. TEN9RMIN .alsq
differs 6;om propranolol jn that only a smap. am,ount (6%
16%) is bound to proteiJ;1S i,n the plasma. This kinetic PI:1'fiIe
results.· in relatively FOn~istent p'lasma,.drug leva1J; >with
aJlout a fonrfo)d inl.!'rpatient variation. ., .
Th.e elimination ~f-life of oral TEijORMIN is;!,pproxi
mately 6 to 7 hours, and there is no alteration of~e.kin~tic
pJ,"OljIa of th,e ~g by chronic adminit;f;rl)~OIL,Followi!tg in
travenous ,ad.m.iJ:!istration, pe'!k' .plaslI1'! lev<# a,>;e .reac1'~
witb,in 5 D!inutes. Decl,inflS.from peak leve).s.are "!'pid (5-; to
Ul{ol<l' during the .first 7 hours; ther<;\Il't&.•..plas~a levels
decay with. !' ~-1jt:e similar to tli-at of orally a4ministere,d
di:-JIg. Fllllowing,o"11 dos"!i ~f.50 mg ~r 100. mg, both. beta
blo¥ng.."",d ~t\byperten,siye~ffects parslst for at least 24
hours, Whe,! renal lWl.ctio!, is imp!,ire,d, elimigation of
TENORMIN is clqs.ely.relatad U!' tha gl~mer;ular filtration
rate; significarit, ..~:uJationoccurs ",hen the. creatinine
clear",!ce falls b~1.Ow 35 mUm.inlL73m~, (See DqSAGE
AND ADMINISTRATION.) .
P\Jarmacodvnamj= In standard~ or h\llIlan phar
macolngic;J1:tests, beta-adrenoree;eptpr block:illg .agtivi9' o(
T.E:N0RMj:,N has b""" delllqnstratl!d by:, (1). redu.tion in
rest!!tg' 'md exap:jse ljeart.rate an!! cardiac 9'!tp'!-t, (~) r~',
dnction of systolic and diastolic hlood pressure at rest and
OIl l'Urcis!,> (3) iJiliiQition ofWopf."terenol i,w,I.1,1Cj'<l,tachycar
dia, .'!'1d.(4) re!luC#on in rellex.orthost;ltiC ta<;11ycar4ia.. '.
A signifi!"",~ bet;l-blocking el!ect,of. TENORM):N".;tS \ll~~:

sureQ.!>Y,~eduq.io,!, of eX~11;~"tJ!chycar~a"i" .~l!P.ar!\nt
within.nn,e Qonr (qllQwing .qfl!!. ,a~tI:'!!ion qf a. siJlgl!,
dose. This effect is maximal at about 2 to 4 houra, and 'per,
si$. fitr at leB,l!t~;'hllol,1rB.M'¢ll\u,!,.re<!UI;ti~'!-.ip.exercise
¥~a.~ vritbi1t 5. minuteS ofi!:n, int,a.v~nons dosa:
!i'Qr Iloth,.orallj- ""q.intra1>;enous,ly ",.,J,miWsl.!'re<\ !4ug.,the
diJ.r!!ti~n, of:!,~"""i.~,dQs.~.~elated an!l.plso ~Ii ~ )i.!'e!U'
re.l!':~QI1Sh,ip :to :tIte 10gt¢t1un of plasma.~ORMINcon;
c~tjqn;<'J;h~.effecl;on.!"Ie.rJ'!se taehycgrdia of,a singl.. ~9
mg,in"""ye,!o!!". dO'1~,.js··largaly dis!iipa~ by l~ ho~,.

WMT"flRll.lJeta-blQckinZ;ilJ'tiYity Pof sing~e 0ra1 do'i~ of l/O mg
an);1;£\.l!Il.ljlg iii':@!, ev!i!e~f..beyo"d 24 ,bours fol!9,wjng ado.
1)iiniJ;~aj:io!L,!l:ow!!"er. ~ ..h,as bee.n sboW!!,·(qr,.all I:>eta
!?1~~~ •.1;he :anIiliyper;tensive ~ffect d,~as nq.t 'Ipp"!'"
tq,l!e rel.!'te!I W.p!;lsma.lO'lel. "'. " .. '," c·. '.-
In·norm'lls!l.!>j~:.tIjebeta, s~lecjiYity.ofTENq~qa,s
b~e,! sho~. by it;!; ,te<iuce!l .a1Ii.1ity to :r<;"'l,lrse .t\le beta,
m!Jdiated, v~~gelfect.ofi!iOPJ,"Oterenol as comp."!~d,t!!

.,qnival""t b~ta:bl\\cking{loses of ProPr;u1ol.ol 1l,l'1-Sthmaj:ic,
p"tient!;.'.1l dose of,Tl1!.NQR¥JN p!",duci.llg.!! gre;Jte~ eff"9t
OJ! resfiiP.g.b~ax;t ral.!'.thm P1"9pr;mo!q!~t.edin m'!ch less
i,n<;1;eage In akw;ay;res\stanp;., fp a·.pl.!'febll FOnl;rolled com
parison of approximately eqnipotent oral d~ses. 'of sev~ra,I
beta blw;kera, '!:ENQRMIN pJ1odn~ a ~iJ!ni!iP!1ltly slWiller
deqeas~·<lf·fEV, th,an.nonselectiyg,be\a .blockers such as
propraI!olo! and,,!lnlill;e tb,olle BgJ\Ilts,:!lid n~t iZ¥bit bro'":
-chodilatip!' ii!.-~popse to isopl'l)J:!jrenQl '., .. ' ,. ." ,"
~nsistent ,;vitA· ita .!\~g~tive.chr!>nott:op.!c .eA'ect dua 1;0 bets
bloc~d~of th~ S6-.i;lolj,e" TENOIW;IN,inqf"l!'es sin!-,~ cycle

. lengtP..:l!J1.d.sW-us.tW<!e recqve.ry tjnt!'- Conduction. in, j;he'(\.V •
node i'l alJjQ p)1!19Q:ge.d, !J'.I;;NQ~;i.s qeY9id.o(membrav,e,
st'!!>ilizUJg nctjyity,. @d increas!ng the d~se ;O/~lI ,peyond
that producing beta blockade does not 1).u1;ha~ ~eP.''¥'s.!!,y
ocardial ci>ntral'lility. Several studies have demonstrated a
m~d!,!:at.e (app~at-ely IP%) in<:re;lS~ in stro!!:e vol\Ulle at
rest'and during exercise. .
In p'n1;ro'!1.~c1jnica,l. triaJ,s,,'IENO~,rgivell as a single
d;ii1y oral'dose, was an en:~ve aiit\bYFil~ive agent pr~<
vi!ling ~;pour .re4.ucti~1!- -of. b\qpd presSJ.lJ;t'..TEN9RMIN
has~en $!li~ in co'll.hin;Itionlvith .~!!i"'?ide-type dinre~

i<;s> .ani!. tpe bloodp,res.sjU'll eff~ of- tl1e ~J,11hin.'!tion all!
a.jlproximaf;o!y !,dd,itive•. TEN9.-RMJJi! iJi.ll,1so c?ml?ati!?!e
wit!; D!ethyl<lop,,", hy4!;'j1a2ina; anti pr-azosin, ea<;b comb!na
tilll,l t:eaalj;ing in !! largm:.fall in blo04.pressur~~an.withthe
single,1'Il"Ilts, The,dOSjl'~ofTEI:'O~isnat"J,"O)V and
iJicreasillg~{los~ lieyqnd ~l!1I mg once dailY is not ass~i
a~~ ,'W~th'i!,q:eased, anWtypertepsive· e[eeL Th,e. m,eliha
nisnj.s ;n,.tl1e antihyperte!'Si:ve. eB:ectlJ ,of. beta.blocking'
Bg!'nts have:\lOl; bl;e!'.e!;taplisl\!\d. Sevep1,l, pos~ible mecl;ut~

Iiisms~e !>!'Sn PWpqseq lW-d:inc1nqe:. (~.! .ci>mp~titi~e an'.
tago!!ism of cateo1).olamines at l"1ripheqil (especil)l1y C8!
diac) .adren~rgicneuron s~; l"!idinil" 1;0 ,!!~cr.,..!>d cardiac
output, (2) a central effect leading to redticed s.YlIlpaAtetic
O!ltJlow t9 th.~ pel'il'hery, and (3) 'i\lPpf1'¥i~.n of rl'niJI. ac~v
ity. ').'he Tt\Snlt,s !'wm Iq'!g.Wrm libJdies h!Wa Q~t shom, any

.~J.!tion of th~. imtibype~nshre~fficacyof'l:ENORMIN
;yij;h prolongl!!!. UJ;e- :.':' ~., '. .' . 0,. .

By.bli)cking ~h~'P!'sitive c:hiQnoR"Ppic ,anr! inotropic effects of
catechol'!-l"ines, !",d,{>y, deg:easing. hlopd presSjU'll, atenolol
gerieraUy redl\Celi!;he oxygen req,*~n"ents.of thehe,art ;tt
any give!, .Ievel 'If.effort, making it '¥.I,eM for ",apy P'lp'ents
m. tl;~ ,long-tel'ljl manigl'ment of·'D!g!11!'. pectqJi!:;. On· the
ot;her M1td,. atenol.ol iI;lcrease .!!XYlt~n !:"lJ'i.i,re/Ilents .!>Y !n
creasing lell: ventricular fiber leilgtb and end.dia,stolic.prflS
SjU'll, p~c!J.larlyin pa.tiepts witl;.jJ.ea:ri;,rw.ore.,.. ". .
in a:ID,u!tic;m'ter t;Iin!~·trial (ISI;J-l) conr!Hcted ~,16,027,

patients with.susper:,\:edmy~al infarctiOl,l, p'atientl; plJ'::"
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t'!.", .' ~::l. " -'
DESCIlIPT'ION· ;. ,!.""
TENORMlN® (lifenolol),'a ~fut!tic, b~tai~selectivei (car
dtO\;i,j~e)ail.renorOO.ptorblot1i:lilg'agent, ";ay be chemi
c3nj de'Sffioea ali'behzeneaciJb\inide, 4.[2'-hYdroicY-3':I(l~
methylethyl) aminol propoxyl-. The' Diolecula" \md
st;'1<:fm;al ~opnnlas arl:i ; ,

one:s\de and plain on ~e other side, are supplied in bqttles
of 100 tablets and 1000 tabl~ts, and hospi!:al unit qose pack-
';llI'!' onoo tabiets.· .
100 mg Tablets (NDC 0310-02-71) yellow, round, biconvex
film coated tablets, identified .with 'SEROQUEU and '100'
on one sid'e and plain OIi the other side. are supplied. in
bottles of lOP tablets and hgsp\tal unit dose p~ckages ~f 100
table~. .. .., , .
200 .mil Taplet;: (NDC Q31.0-o272) white, round,. !>i.convex,
film coated talilets, identified with 'SEROQUEU Wid '200'
tin' one"sid~:and' piaU; on"the other side, are'supplied in
j,ottl~sof 100·tablets 'and 'hospital unit dose packages of 100
tabiets: .• '.: . ' ..
300 mg"Tablets (NnC 0310-0274) white, capstile-shaped, hi
convex, fil.m coated tablets, mtaglial:!)tl'.-w:it;1¥ ·SEROQlJ.{!lL!
on one side and -300' on the o~ber .side, are suppliep. in
bottles of Gil ui:blets arid hospitBI .;Iutdo~ packages of io.o
tablets. ". ' '. '.'
StClH; at""25'C (77'F); exci.rsiorls pennitted to 15-30'C (59-
86'F) [See USPJ, . ..' ;' , .'

~ro~COIfJq~ '.:~.•.' L . 'l

Quetiapine caused.ll dose-related increrI.se in pigment depo-
'!iti~~'ij> tli-Yroi~ gjmd in I1it.tO~Cjty$dieswb!,"!: JYe,~ ~4
.'Yr.e1f.s:~ 4~pon OT"llonger anq. JU a ~o~ 2 year~o
genicity ~'s~u~:r; Dose,.' ;were ),0-250 mg!!r.g i.!' rats,. 75·
750 mg1kl{in'niice; these i1oses'are0.1-3.0, aild 0.1-4.5 tImes
the maximuni recopunended human dose (on a mg1m' ba
sis). ll'5:p'~~elj!. Pigment deposition was shown to be lrre
versible iD.:iats. The identitY of the pigment conld not be
deb;rin~ea,'llnt was found t:o be .co-locali2ed with quetia
piD",~)i}.yroid gland !.~llii:UI.iu' ;'pithelial cells, Th~ func
tjollIj1 ~iftif:!:s AAd th~ r~levan~ o[th,is finding to hnman riak
ap3, unl;nOVfY;'ij' • '.. ~: it'" .', ~.
In ~Ogl; r""",.~~queUap!n,; for..6. or 12 months, but not for
1 JIIOntb, fu~ 1:riangull\f cataia"!" occurred at ths junction
of.po~riorsu~ in,the ouler COrUlX p,fthe lel\S at a dwe.
of 100 mgIkg, or 4 times the maxim1lDl;.r~.!,!",,,,!d~d'·IJ¥.
~ dose o~a mg1m' b!'Sis. TbiJ;:finding mBY"lJe dll!!.t<1 in
hibition of cholesterol :biosyn"thesis by ql.\etiapine. Q\letia
pine Caused'a dose reli.h.:l.rednction in piilsma cl.1ol"'"l'erol
leve)B in .rel?eat-dose dog and ,:"onkey st,!-dies; JlOwever,
there was no correlation between plasma cholesterol and
the "presence' of cataracts [n indiyidJU!l 'Q~~ ;rhi 'flipesr-,
ance of delta~8-chnlestan'olin plasma: is C<!D,sis~t.w\~ ~,

hibit;ion of !l" !ata stage.in,-cholesj:erol biosynth"'.i1!!-.i!!- .!;l;>.'¥'e
sP'!9f'S. There also was,""25% reQuction in choles~~I,'i'ln
tent, of the outer corte:r, of the lens ohserved ,in. a special

.mi~y in qui.~pine trea.i;ed femID.\l dogS: Drog-;el;i,~.~ta
rac!s have n~t been~n in any o~er species; how.ey£;.~ a
l-y8Ju' study in monkeys, a striated appearance of~!B.\lte

rio~ ;\ens ·su¢'ce was de~ iJ.>..2J7 femal",! el; 'a A.as.e 'of
225 .mg1kg.of5i tim?",~emaxi,J,n.um recommelld.eltP_
doSj' on a mgfm bBSlS. ( . .,..... • :
All trade':""l'ks are the property of tqeAs~"'L,group'
(9 M.f;raZenes.a 2002, 20,Q3 .
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Af.enoiol (~ basel has a.molecwar.weight. of 266.'tt i.'! ir
. re!J!tively polar hydrophilic """,pOund with awater'so!\Jllil!

itY of26.5 mgTmL at '37'C and "log partition.coellicielit (oc-,
tanollwater) of 0.23. It is freely solubl~ lnut'fiCI
(300 .mgfmL: at 25'C) and less soluhle in. ciil~rhfohn
(3"~gimLat is'C). . . '. '. . ... : .,...
TENORMlN is available as 25, 50 and 100 mg tabiets for
oratadnij,rlstration. .'. ;. '. .. ..
i:na~e liiliredients: . Magnesium stearsI.!', jhIC1'9CryStal
line oellulose, povidone, soc\iu.m:starch glycolate;·· .". .

~CAL,~H.All,1ltl4C;:OLOGY

TENORMIN is a beta,.selective (cardioselec!;ive) ·beta
lidrenergic receptor blopking agent without membrane i;ta:
bilizing or iiJtrinsi~ E;Y:JlipathomiJ:netic (partial agonist). ac:!
tlvitie,t;. This prefeient;ial effe<;t is not absolute; hO"'~1{er,
and at higher doses, TENORMIN inhibits beta",a1:lreJtor",
ceptors, chiefly located in the bronl'bial and· vS$cular.
mnsctilaturt¥;
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