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UNITED STATES DISTRICT COURT
MIDDLE DISTRICT OF FLORIDA

ORLANDO DIVISION
IN RE: SEROQUEL PRODUCTS }
LIABILITY LITIGATION MDL DOCKET NO.

This document relates to: 6:06-MDL-1769-ACC-DAB

ALL CASES

DECLARATION OF WILLIAM C. WIRSHING, M.D.

1. My name is William C. Wirshing, M.D. 1 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.



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

: épproximately 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



of statistically significant weight gain 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 ancil
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 Seroquel label 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
withv weight gain (namely hyperglycemia and diabetes mellitus, and complications therefrom)

necessitated adequate warning. Such warning should have appeared in the “warnings” not



“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 periéd 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 Seroquel 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



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 Seroquel
clinical trial data and company documents, they actually contfadicted Seroquel’s own
approved label, undermining the clarity, accuracy, and unambiguousness of the 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 thqse 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 WEiIhiﬂg 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 patient health in

terms of glucose dySregulation. Moreover, at least by 2000, documents I reviewed showed



that the company’s medical safety director had concluded that Seroquel can cause impaired
glucose dysregulation including diabetes.

10.  The pre-2004 label 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 s%udy 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
diébetes is inadequate, unclear, and ambiguous because it is laced with generalities,
disclaimers, and distracting verbiage. Specifically, it fails to accurately and clearly state tﬁe
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



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 hyperglycémia/diabetes. Instead, the 2004-2007 labél
describes merely that hyperglycemia and related serious complicétions “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 gluc_:ose 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 Bfecher 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.”



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 hyperglycenﬁa 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 reaétions”
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



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 diébetes, 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 abnonnalities.‘

18.  The FDA is not satisfied with AstraZeneqa’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 “[tlhe 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:



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 sfudies 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,

10



m;plmry manner such that they would have ready access to such critical information in

treating their patients.

I declare under penalty of perjury that the foregoing is true and correct.

N
Executed on this the [ day of November, 2008.

M),

[

William C, Wmﬂﬁing,

11



CURRICULUM VITAE

WILLIAM C. WIRSHING, M.D.

Address
Work: Exodus Recovery Acute Treatment Center
3828 Delmas Terrace
Culver City, CA 90232
Tel (310) 253-9494
Home: 6433 Topanga Canyon Blvd. #429
Woodland Hills, CA 91303
Tel (310) 413-4200
Home Fax (818) 595-1367
E-mail: WIRSHING@UCLA.EDU
Birthdate 11 June, 1956
Birthplace Palo Alto, CA.
Education
1982 M.D.-UCLA
1978 B.S. Electrical Engineering & Computer Science, University of CA,

Berkeley :
Internship, Residency, & Fellowship

1986-88 Postdoctoral Research Fellowship in Schizophrenia Research, UCLA,
Department of Psychology, Los Angeles, CA

1983-86 Resident in Psychiatry, UCLA Neuropsychiatric Institute, Los Angeles,
CA

1982-83 Intern in Medicine, UCLA Center for the Health Sciences & Wadsworth
VA Medical Center, Los Angeles, CA

Licensure

CV—Wirshing 1



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 of Psychiatry and Neurology (#30125)
Academic Appointments/Positions
2008- Medical Director Real Recovery. Agoura Hills, CA

2007- Vice President in charge of continuing medical education and research
Exodus Corp. Los Angeles, CA

1996-06 Professor of Clinical Psychiatry, Department of Psychiatry and
Biobehavioral Sciences, UCLA School of Medicine

1993-06 Chief, Schizophrenia Treatment Unit, West Los Angeles VA Medical
Center, Brentwood Division

1993-96 Associate Professor of Clinical Psychiatry, Department of Psychiatry and
Biobehavioral Sciences, UCLA School of Medicine

1987-06 Director, Brentwood Movement Disorders Laboratory, West Los Angeles
VA Medical Center

1988-93 Co-Chief, Schizophrenia Treatment Unit, West Los Angeles VA Medical
Center, Brentwood Division

1986-93 Adjunct Assistant Professor of Psychiatry, Department of Psychiatry &
Biobehavioral Sciences, UCLA School of Medicine

1986-88 Postgraduate Research Scholar, Department of Psychology, UCLA

1986-88 Co-Chief, Geropsychiatry Treatment Unit, West-Los Angeles Veterans
Administration Medical Center

1985-86 Chief Resident, Geropsychiatry Treatment Unit, West Los Angeles
Veterans Administration Medical Center, Brentwood Division

Awards & Honors

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

CV—Wirshing 2



2003

1999

1999

1998

1996

1994

1993

1991

1988

1982
1982
1978
1978

1978

Award in Recognition of Dedication in Teaching Excellence from the Graduating
Class of 2003, David Geffen School of Medicine at UCLA

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

Lucien B. Guze Golden Apple Award for Outstanding Teaching Class of 2001,
UCLA School of Medicine

Certificate of Excellence, West Los Angeles Success 98 Award Program, West
Los Angeles Veterans Administration Medical Center

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

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

UCLA Medical School. Class of 1995 - Qutstanding Teacher Award

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

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

Sandoz Award for Excellence in the Behavioral Sciences
Alpha Omega Alpha

Tau Beta Pi (Engineering National Honor Society)

Phi Beta Kappa

B.S. Summa Cum Laude

Major Teaching Experience

2007-

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

2000-06 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.

1995-06 Movement Disorders Seminar - Psychiatry (#446) a weekly, clinical based,

interactive seminar focusing on the examination and treatment of patients
with a broad range of movement disorders for psychiatry residents,
CV-—Wirshing 3



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 JM 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) A
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 Organizer/Lecturer 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 1st- 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 1st-, 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 of Modern Medicine" (with Dora Weiner,
PhD), a class for undergraduates, College of Letters and Sciences, UCLA.

Hospital/University Committees

2005-06 .
2000-02

1999-03
1999-02
1998
1997- 00

1997- 01

Academic Advancement Committee Department of Psychiatry 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
Faculty Executive Committee

Voluntary Clinical Faculty Academic Appointments and Adjustments
Committee

CV—Wirshing 4



1996-99 Second Year Curricular Block Planning Committee, UCLA School of
Medicine

1995-98 Academic Advancement Committee Department of Psychiatry and
Biobehavioral Sciences, UCLA School of Medicine

1992-94 Ad Hoc Committee for Dementia, UCLA School of Medicine
1992-96 Student Affairs Committee, UCLA School of Medicine
1992-94 Human Subjects Protection Committee, Veterans Affairs
1991-93 Residency Fellowship Nominating Committee, UCLA

1991 Chief of Psychiatry Search Committee, Veterans Affairs
1990-93 Residency Education Curriculum Committee, UCLA
1988-90 Human Subjects Protection Committee, Veterans Affairs
1988-03 Pharmacy and Therapeutics Committee, Veterans Affairs

Grants Awarded

2005-06 “Manégement of Antipsychotic Medication Associated Obesity”
Co-Principal Investigator Donna A. Wirshing, M.D. PI
VA Merit Review

2005-06 “Relapse Prevention: Long Acting Atypical Antipsychotics”
Co-Investigator , Donna A. Wirshing, M.D. PI
NIMH RO1 (Multicenter Collaborative)

2002-05 Veterans Affairs Merit Review
“Cigarette Smoking by Schizophrenic Patients (Phase II)”
Collaborator. Jarvik Murray, M.D., Ph.D. - P.L.

2000-02 National Institute of Mental Health, MH41573-11A1
“Management for Risk of Relapse in Schizophrenia”
Co-Investigator. Stephen R. Marder, M.D. - P.L

2000-03  National Institute of Mental Health, MH59750-01A1
“Treatment of Negative Symptoms and Cognitive Impairments”
Co-Investigator. Stephen R. Marder, M.D. - P.L

1998-00 Veterans Affairs Merit Review

“Brief Hospitalization for Schizophrenia: Strategies to Improve Treatment

Outcome™
Co-Investigator. Donna A, Wirshing, M.D. - P.L
' CV—Wirshing 5



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. Stephen R. Marder, M.D. - P.I.

National Institute of Health, 1R01-DA09570-01A1
“Dopaminergic Modulation of Nicotine Reinforcement”
Co-Investigator. Murray E. Jarvik, MD, PhD - P.I.

National Institute 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 of typical and
atypical antipsychotic drugs in the treatment of acute psychotic episodes.
P.L

National Institute of Health: 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 of quantifying drug-induced
akathisia and to apply this method of determining the relative akathisic liability of
the atypical neuroleptic clozapine. '

National Institute of Health: MH41573
“Management of Risk of Relapse 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.1.

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

CV—Wirshing 6



Investigator Designed and Initiated

1999-03

2000-05

Janssen Pharmaceutica: Investigator designed protocol.

“Brief Hospitalization 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.L

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
of the Efficacy, Safety and Pharmacokinetics of M100907 (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 of Aripiprazole
in Patients with Psychosis”

P.I. William C. Wirshing, M.D.

Otsuka America: 31-97-202

“A Phase III Double-Blind Study of Aripiprazole and Risperidone in the
Treatment of Psychosis”

P.I William C. Wirshing, M.D.

Janssen Pharmaceutica: RIS-USA-112
“A Multicenter, Randomized, Double Blind, Parallel Group Trial Comparing the
Safety and Efficacy of Risperidone and Olanzapine in the Treatment of Psychosis
in Patients with Schizophrenia and Schizoaffective Disorder.”
Co-Investigator. Donna A. Wirshing, M.D. - P.L

CV—Wirshing 7



1997-99

1995-98 -

1995-98

1995-96
1995-96

1995-96

1993-97

1994-99

1993-94

Janssen Pharmaceutica: RIS-USA-113

“A Multicenter, Randomized, Double Blind, Parallel Group Trial Comparing the
Safety and Efficacy of Risperidone and Olanzapine in the Treatment of Psychosis
in Patients with Schizophrenia and Schizoaffective Disorder.”

Co-Investigator. Donna A. Wirshing, M.D. - P.L

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.L.

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 of MDL 100,907 in Patients with Schizophrenia.”
Co-Investigator. Donna Ames, M.D. - P.1.

Merck & Company, Inc.

“A Double-Blind, Placebo-Controlled, Safety, Tolerability and Preliminary
Antipsychotic Activity Study of 1-745,870 in Hospitalized Schizophrenic
Patients”

P.I. William C. Wirshing, M.D.

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

Relapsing Hospitalized Schizophrenic Patients.” :
P.1. 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.L.

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.IL

R.W. 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 of RWJ-37796 in Male Schizophrenic Subjects Phase I1.”

P.I. William C. Wirshing, M.D.
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1992-98 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.

1994-96 Pfizer, Inc.: 128-115
“Phase I, Six Week, Double Blind, Multi-Center, Placebo Controlled Study
Evaluating the Efficacy and Safety of Three 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.L.

1992-94 Glaxo, Inc.: S3B-201
“A Randomized, Double-Blind, Placebo-Controlled, Crossover Evaluation of the
Effects of GR68755C on Serum Levels of Haloperidol in Patients with a
Diagnosis of Schizophrenia.”
Co-Investigator. Stephen R. Marder, M.D. -P.L

1992-93 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.

1992-93 Schering Plough Research Corporation: SCH39166
“Safety, Tolerance and Pilot Efficacy of Rising Multiple Doses of SCH39166: An
Open Label Trial.”
Co-Investigator. Stephen R Marder, M.D. - P.L

1988-89 Astra Pharmaceuticals
-“Raclopride in Schizophrenia: a Haloperidol-Controlled, Double-Blind, Dose-
Finding Clinical Trial.”
Co-Investigator. Theodore Van Putten, M.D. - P.I.

1990-91 Sandoz Pharmaceuticals
“A Randomized, Double-Blind, Placebo-Controlled, Multi-Center, Multi-Stage,
Dose-Finding Study of SDZ HDC 912 in DSM-III-R Defined Hospitalized
Schizophrenic Patients.”
Co-Investigator. Theodore Van Putten, M.D. - P.L.

Reviewer / Editor
Reviewer:
American Journal of Psychiatry
Archives of General Psychiatry
Biological Psychiatry
Brain Dysfunction
CNS Spectrums
Comprehensive Psychiatry
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International Journal of Psychiatry in Medicine

Journal of Clinical Psychiatry

Journal of Psychiatric Research

Journal of Clinical Psychopharmacology

Neuropsychiatry, Neuropsychology, and Behavioral Neurology
Psychiatry Research

Psychopharmacology

Psychopharmacology Bulletin

Psychosomatics

Schizophrenia Bulletin

Invited Presentations

04/07
08/06
08/06
08/06
03/06
02/06
12/05
11/05
10/05
07/05
07/05
04/05
12/04
12/04
09/04
08/04
06/04

06/04

“Schizophrenia and Related Psychoses” Grand Rounds Northndge Hospital, Northridge
CA 15 Apr 2007
“Tailored Management of Schlzophrema in the Real World: A Naturalistic Approach”
Presented at Evansville State Hospital, Evansville, IN, 17 Aug 06 »
“The Metabolic Mayhem of Atypicals: The TD of the New Millennium” Grond Rounds
Antelope Valley Hospital 11 Aug 06.
“Use of Atypical Antipsychotics in Bipolar Illness”1 Aug 06 Honolulu HI.
“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.
“Addressing Metabolic Disturbances with Antipsychotic Treatments” Presented at San
Francisco General Hospital, Dept of Psychiatry, San Francisco, CA, 24 Feb 06
“Metabolic Impact of Atypical Antipsychotics: The View from Two Decades of
Experience” Presented at Eden Medical Center, Castro Valley, CA 7 Dec 2005
“Clinical Management of Behavioral and Psychological Symptoms in Dementia”
Presented at Salem Hospital, Salem, OR, 16 Nov 05
“Marketing Atypical Antipsychotics and the Opacity of Adiposity” Presented at Grand
Rounds, Sepulveda VA, Los Angeles, CA, 26 Oct 05
“Treatment of Agitation in Elderly Demented Patients” Presented at Grand Rounds,
Hawaii State Hospital, Kaneohe, HI, 12 Jul 05
“Metabolic Disturbances During Antipsychotic Treatment” Presented at Grand Rounds,
Castle Medical Center, Kailua, HI, 12 Jul 05
“Metabolic Disturbances During Antipsychotic Treatment” Presented at Grand Rounds,
Baitle Creek VA Med Center, Battle Creek, MI, 7 Apr 05
“Considerations in Long-Term Management of Schizophrenia” Presented at Grand
Rounds, Corcoran State Prison, Corcoran, CA 1 Dec 04
“Management of Associated Comorbidities of Schizophrenia” Presented at Grand
Rounds, Atascadero State Hospital, Atascadero, CA 1 Dec 04
“Pharamacological Treatment of Psychosis and Agitation in Dementia of the Elderly”
Presented at Grand Rounds, Scripps Mercy Hospital, San Diego, CA, 7 Sep 04
“Metabolic Disorder” Presented at Grand Rounds, Kedren Hospital, Los Angeles, CA 16
Aug 04
“Atypical Antipsychotics in Special Populations” Presented at Grand Rounds Terrell
State Hospital, Terrell, TX, 21 Jun 04
“The Many Faces of “Wartime’ PTSD” Presented at Grand Rounds, Mountain Crest
Hospital, Fort Collins, CO, 15 Jun 04

CV—Wirshing 10



05/04 “Pharmacology Treatment of Psychosis 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 NIH 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 Ongm,
Cause, and Treatment?” Presented at WASP (World 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 (World 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 g

12/03 “Strategies for Controlling Psychotic Symptoms” Presented at Grand Rounds, Riverside
County Department of Mental 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, HI, 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-Corner 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,
HI, 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

08/03

05/03
05/03
05/03
05/03
04/03
03/03
03/03
02/03
02/03
01/03
01/03
01/03
12-02
12-02
12-02
12-02
11-02

10-02

03-02

03-02

“Strategies for Controlling Psychotic Symptoms” Presented at Grand Rounds, Seattle
Hospital, Seattle, WA, 11 Sep 03

“Neurocognition and Schizophrenia Including Issues on Nicotine Receptors” Presented at
Grand Rounds, Ventura County Behavioral Health Inpatient Unit, Ventura, CA, 13 Aug
03

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

“Effects of Novel Antipsychotics on Glucose and Lipid Levels” Presented at Grand
Rounds, Eugene VA Clinic, Eugene, OR, 13 May 03

“Effects of Novel Antipsychotics on Glucose and Lipid Levels” Presented at Grand
Rounds, VA Medical Center, Portland, OR, 12 May 03

“Atypical Antipsychotics: Marketing Mischief or Metabolic Mayhem” Presented at Grand
Rounds, Harbor-UCLA Medical Center, Torrance, CA, 6 May 03

“Metabolic Consequences of Antipsychotic Therapy” Presented at Grand Rounds,
Atascadero State Hospital, Atascadero, CA, 30 Apr 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

“Aripiprazole” Presented at Grand Rounds, Patton State Hospital, Patton, CA, 5 Mar 03
“Applied Neuropsychopharmacology: The Spectrum of Clinical Outcomes with Atypical
Antipsychotics” Presented at the CNS Advisory Summit, Scottsdale AZ, 22 Feb 03

“The Use of Atypical Antipsychotics in Mood Disorders” Presented at Grand Rounds,
Region IV Parole Headquarters, Diamond Bar, CA, 21 Feb 03

“Metabolic Side Effects of Atypical Antipsychotics” Presented at Grand Rounds, King
Drew Medical Center, Los Angeles, CA, 28 Jan 03

“TD - What if Anything is New?” Presented at Grand Rounds, VA Hospital, Neurology
Department, Los Angeles, CA, 24 Jan 03

“Metabolic Toxicities of Atypical Antipsychotic Agents: Speculations, Etiology, and
Treatment” Presented at Grand Rounds, Sepulveda VA, Los Angeles, CA, 22 Jan 03
“Aripiprazole” Presented at Grand Rounds, Loma Linda University, Redlands, CA 20
Dec 02

“Aripiprazole” Presented at Grand Rounds, Arrowhead Regional Medical Center, Colton,
CA, 17 Dec 02

“Treatment Emergent Movement Disorders in Current Clinical Practice” Presented at
Grand Rounds, Queens Hospital, Honolulu, HI, 13 Dec 02

“Advancement in Treatment of Schizophrenia” Presented at Grand Rounds, Tripler VA
Army Hospital, Honolulu, HI, 11 Dec 02

“Evolution of Antipsychotic Therapies: A Pathophysiologic Approach” Presented at
National Network if Psychiatric Educators, Laguna Niguel, CA, 15 Nov 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.

“The Atypical Antipsychotic Compounds: What is the Crucial Difference Among
Them?” Presented at Psychopharmacology Course, Stanford University, Stanford CA, 9
Mar 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
11-01

09-01

07-01

05-01

04-01
03-01
03-01
03-01
02-01
01-01
12-00
12-00
12-00
12-00
12-00
11-00
11-00

11-00

11-00
10-00

10-00

“The Relative Metabolic Toxicities Among the Newer Antipsychotic Compounds.”
Presented at Grand Rounds, Dallas VA Medical Center, Dallas, TX, 7 Mar 02
“Aripiprazole: Is anything Really New in the Wold of Antipsychotic Medications?”
Presented at Abilitat Investigators Meeting, Scotisdale, AZ, 29 Nov 01.

“The Past, Present, and (Near) Future of Antipsychotic Medications: The Under-
appreciated Role of Luck!” Presented at The Annual Meeting of the Northern California
Psychiatric Society, Saratoga, CA, 19 Sep 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.

“The Toxicities of the So-Called ‘Atypical Antipsychotics’--Focus on Dyslipidemia.”
Presented at Grand Rounds, Utah Neuropsychiatric Institute, Salt Lake City, Utah, 22
May 01.

“Prodromal Phase of Schizophrenia: Diagnosis and Treatment.” Presented at W. Covma
Mental Health Office, W. Covina, CA, 19 April 01.

“Rigperidone: A Clinical Research Update.” Presented at Le Royal Meridien, Toronto,
Ontario, Canada, 31 Mar 01.

“Ziprasidone: A New Treatment Option for Schizophrenia.” Presented at Umvers1ty of
Tennessee, Memphis, TN, 9 Feb 01

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

“Use of Antipsychotic Drugs on Treatment Approach for Drug Induced Psychosis.”
Presented at San Quentin State Prison, San Quentin, CA, 21 Feb 01. :
“EPA and TD with Novel Antipsychotics.” Presented at Lanterman State Hospital,
Pomona, CA, 25 Jan 01.

“Optimal Management of Psychosis and Agitation in the Elderly.” Presented at VA
Hospital, Seattle, WA, 15 Dec 00.

“Efficacy and Safety Data of the Atypical Antipsychotics.” Presented at Atascadero State
Hospital, Atascadero, CA, 14 Dec 00.

“Optimal Management of Psychosis and Agitation in the Elderly.” Presented at Grand
Rounds, VA Hospital Qutpatient Clinic, Roseburg, OR, 12 Dec 00.

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

“Optimal Management of Psychosis and Agitation in the Elderly.” Presented at Grand
Rounds, University of Southern California, Los Angeles, CA, 6 Dec 00.

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

“Optimal Management of Psychosis and Agitation in the Elderly.” Presented at Olive
View Hospital, Sylmar, CA, 16 Nov 00.

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

“Optimal Management of Psychosis and Agitation in the Elderly.” Presented at USC
Ingleside Hospital, Rosemead, CA, 9 Nov 00.

“Newer Antipsychotics: Approaches to Treatment Refractory Patients.” Presented at
2000 MIRECC Retreat, Los Angeles, CA, 25 Oct 00.

“Weight Gain and Atypical Antipsychotic Medications: The TD of the New
Millennium?” Presented at MHC of Greater Manchester, Manchester, NH, 12 Oct 00.

CV—Wirshing 13



09-00
09-00
09-00
09-00
07-00
07-00
06-00
06-00
05-00
05-00
05-00
04-00
03-00
03-00
03-00

03-00

02-00
02-00
12-99

11-99
11-99

11-99
11-99

11-99

“Side Effects of Typical and Atypical Antipsychotic Agents.” Presented at the UCLA
Medical Plaza, Los Angeles, CA, 11 Sep 00.
“Safety and Efficacy Among Atypicals.” Presented at Sacred Heart Hospital, Spokane,

“WA, 12 Sep 00

“Safety and Efficacy Among Atypicals.” Presented at Skagit Valley Mental Health, Mt.
Vernon, WA, 13 Sep 00.
“Update on Atypical Antipsychotics.” Presented at Porterville Developmental Center,
Porterville, CA, 14 Sep 00.
“Schizophrenia: Treatment with Risperdal.” Presented at the Office of Mental Health,
New Orleans, LA, 25 Jul 00.
“Atypicals and Treatment Resistant Schizophrenia.” Presented at Loma Linda Behavior
Medicine Center, Redlands, CA, 21 Jul 00.
“Movement Disorders.” Presented at Palacio de Exposiciones y Congresos, Seville,
Spain, 16 Jun 00.
“Tools for Assessing Symptoms: Side Effect Scales.” Presented at Palacio de
Exposiciones y Congresos, Seville, Spain, 17 Jun 00.
“Optimal Management of Psychosis and Agitation in the Elderly ” Presented at UC
Irvine Medical Neuropsychology Center, Orange, CA, 30 May 00.
“Optimal Management of Psychosis and Agitation in the Elderly.” Presented at Dave &
Buster’s, Orange, CA, 24 May 00.
“The Side Effects of Antipsychotic Compounds.” Presented at Kaiser Permanente,
Fontana, CA, 17 May 00.
“Atypical Antipsychotics” Presented at Riverside County Inpatient, Riverside, CA, 27
Apr 00.
“The Novel Antipsychotics.” Presented at Loma Linda University, Loma Linda, CA, 29
Mar 00.
“The Cardiovascular Liabilities of the Atypical Antipsychotics: The Next ‘Big” Thing,”
Presented at Grand Rounds, University of Hawaii, 24 Mar 00.
“The New Antipsychotic Compounds Really ‘New’?” Presented at Grand Rounds, Contra
Costa County Regional Medical Center, Martinez, CA, 14 Mar 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.
“The Use of Risperidone in Acutely Psychotic Patients.” Presented at Italian Society of
Psychopathology (V SOPSI Congress), Rome, Italy, 23 Feb 00.
“The Differential Toxicities Among the Atypical Antipsychotics.” Presented at Grand
Rounds, Cedars Sinai Medical Center, Los Angeles, CA, 17 Feb 00.
Visiting Scholar-numerous presentations, Presented at University of Arkansas, Little
Rock, AR, 5-8 Dec 99
“The Novel Antipsychotic Medications.” Presented at Anaheim, CA, 12 Nov 99.
“The Side Effects of Antipsychotic Compounds.” Presented at University of Kansas
Medical Center, Kansas City, MO, 5 Nov 99.
“Atypicals Antipsychotics: Efficacy and Side Effects.” Presented at The American
Restaurant, Kansas City, MO, 4 Nov 99.
“Side Effects of Antipsychiatric Compounds.” Presented at Colmery O'Neil VA M C,
Topeka, KS, 4 Nov 99.
“The Side Effects of Antipsychotic Compounds.” Presented at Western Missouri Mental
Health South Auditorium, Kansas City, MO, 4 Nov 99.
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10-99

10-99

09-99

09-99

08-99

07-99

07-99

06-99

05-99

05-99

05-99

“Is Clozaril still relevant?” Presented at Atascadero State Hospital, San Luis Obispo, CA,
14 Oct 99.

“Interested in Geriatric population & Economics of the drugs.” Presented at Grand
Rounds, Loma Linda University, Loma Linda, CA, 8 Oct 99.

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

“New Treatment Options in the Acute Management of Psychosis.” Presented at New
York, NY, 26 Sep 99.

“How to Choose the Correct Medication Regimen for the Treatment of Psychotic
Manifestations.” Presented at Lanterman Developmental Center, Pomona, CA, 26 Aug
99.

“Schizophrenia and Overview Movement Disorders.” Presented at UCLA School of
Nursing, Westwood, CA, 26 Jul 99.

“New and Novel Antipsychotics.” Presented at Fairview Developmental Center, Costa
Mesa, CA, 15 July 99.

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

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

“New Treatment Options in the Acute Management of Psychosis.” Presented at Boston
Marriott Long Wharf, Boston, MA, 22 May 99.

“The Neurophysiology of Schizophrenia: Focus on the action of the Novel

. Antipsychotics.” Presented at Kaiser, Woodland Hills, CA, 12 May 99.

04-99

04-99

04-99

04-99

03-99

02-99

02-99

02-99

02-99

01-99

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

“Relative Efficacies and Toxicities of Risperidone and Olanzapine.” Presented at Leeds,
England, United Kingdom, 9 Apr 99.

“Relative Efficacies and Toxicities of Risperidone and Olanzapine.” Presented at
Southampton, England, United Kingdom, 8 Apr 99.

“The Neurophysiology of Schizophrenia: Focus on the Action of the Novel
Antipsychotics.” Presented at The Schizophrenic Patient: Profiles, Diagnosis and
Treatment Conference, Loma Linda University, Loma Linda, CA, 7 Apr 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.

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

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

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

“The Comparative Toxicities of the New Antipsychotic Medications.” Presented at
Harbor UCLA, Torrance, CA, 2 Feb 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 11,
UCLA Medical Plaza, Los Angeles, CA, 14 Jan 99.
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10-98
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07-98

07-98
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06-98

06-98

06-98

05-98
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“Treatment Refractory Schizophrenia: The Role of the “New” Antipsychotic
Compounds” Presented at Grand Rounds, UCI Medical Center, Irvine, CA, 5 Jan 99.
“Treatment of Schizophrenia.” Presented at Grand Rounds, UC Davis Medical Center,
Sacramento, CA, 11 Nov 98.
“Atypicals and Side Effects.” Presented at Sutter Family Practice Residency Program,
Sacramento, CA, 11 Nov 98.
“Treatment of Refractory Patients and Partial Response.” Presented at Janssen-Cilag
SpA Laboratories, Beerse, Belgium, 6 Nov 98.
“The Role of Novel Antipsychotics in the Control of the Acute Psychotic Symptoms.”
Presented at the WPA Symposium, Guadalajara, MX, 30 Oct 98.
“Efficacy of Risperdal and the Atypical Antipsychotics.” Presented at Grand Rounds,
Porterville State Hospital, Porterville, CA, 21 Oct 98.
“Treatment of the Refractory Patient.” Presented at the Grand Geneva Resort
Symposium, Lake Geneva, IL, 3 Oct 98.
“Treatment Resistant Schizophrenia” Presented at the APA-IPS Symposium, Los
Angeles, CA, 2 Oct 98.
“Treatment Refractory Schizophrenia.” Presented at Grand Rounds, Oregon Health
Sciences University Department of Psychiatry, 29 Sep 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. '
“Movement Disorders in Psychiatry.” Presented at VA Hines, IL, 23 Sep 98.
“The Role of Atypical Antipsychotics.” Presented at Napa State Hospital, CA, 19 Sep
98.
“Atypical Antipsychotics and Schizophrenia.” Presented at Grand Rounds, Menlo Park
VAMC, Menlo Park, CA, 11 Sep 98.
“New Treatment Options in Schizophrenia.” Presented at ComCare, Phoenix, AZ, 18
Aug 98.
“Schizophrenia Overview and Movement Disorders.” Presented at the Neuropsychiatric
Nurse Practitioner Program, UCLA School of Nursing, Los Angeles, CA, 27 Jul 98.
“New Treatment Interventions for Psychotic Disorders.” Presented at San Joaquin
County Mental Health Services, Stockton, CA, 16 Jul 98.
“Strategies for Rapidly Controlling Acute Psychotic Symptoms.” Presented at Napa State
Hospital, Napa, CA, 3 Jul 98.
“New Directions in Psychosis.” Presented at Grand Rounds, San Francisco General
Hospital, San Francisco, CA, 26 Jun 98.
“The Clinical Choice: Is an Algorithm Possible?” Presented at Riverview Hospital,
Vancouver, BC, 12 Jun 98.
“Treatment of Refractory Psychosis: Is There a Rational Approach?” Presented at
Riverview Hospital, Vancouver, BC, 12 Jun 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. ‘
“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.
“New Advances in the Treatment of Schizophrenia” Presented by CME, Inc. at Sheraton
Gateway, Los Angeles, CA, 17 May 98.
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“Psychopharmacology Update: A Comparison of Current Antipsychotic Drugs”
Presented at Merritheu Memorial Hospital, Martinez, CA, 12 May 98.

“Management of Cognitive Disruption in Schizophrenia” Presented at University of
Tlinois at Chicago Symposium in Bloomingdale, IL, 5 May 98,

“Neurocognition, Schizophrenia, and the Role of the Novel Antipsychotic Medications”
Presented at the Panhellenic Psychiatric Congress, Limnos, Greece, 2 May 98.
“Neurocognitive and Functional Assessment - Rationale for M100907 Superiority”
Presented at second Neuropsychiatry Forum of Hoechst Marion Roussel in Bridgewater,
NI, 24 Apr 98.

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

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

“Update on Anti-psychotic Medications.”™ Presented at Alaska Psychiatric Association’s
5th Annual Spring Education Meeting, Anchorage, AK, 18 Apr 98.
“Psychopharmacology Update: A Comparison of Current Antipsychotic Drugs.”
Presented at Washington State Psychiatric Association Spring Meeting in Vancouver,
BC, 28 Mar 98.

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

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

“Past, Present and Future of Antipsychotic Drugs” Presented for the Virginia State
Psychiatric Society, Richmond, VA, 21 Mar 98.

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

“Neurocognition in Schizophrenia: Magnitude, Functional Correlates and Pharmacologic
Responsivity” Presented at USC School of Medicine Grand Rounds, 10 Feb 98.
“Biological bases for Schizophrenia” Presented at the seminar course for undergraduates
Psychiatry 98P Professional Schools Seminar Program, UCLA, CA, 4 Feb 98.

“The New Generation of Antipsychotic Medications: Similarities and Differences” -
Presented at V.A.Psychiatry Service Grand Rounds, Minneapolis, MI, 21 Nov 97.

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

“Neurocognition in Schizophrenia: Magnitude, Functional Correlates, and Pharmacologic
Responsivity” Presented at the Atascadero State Hospital, Atascadero, CA, 19 Nov 97.
“Pharmacologic Approach to Chronic and Treatment Refractory Schizophrenia®
Presented at the Vancouver BCPA Conference, in Vancouver, Canada, 15 Nov 97.

“New Serotonin/Dopamine Antagonist™ - Presented for the Loma Linda Psychiatric
Residency Program, Loma Linda, CA, 14 Nov 97

“The Role of New 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. '

”Beyond Conventional Symptoms” - Presented in Riyadh, Saudi Arabia, 20 Oct 97.
“Neurocognitive Changes in Schizophrenia” Clinical Pertinence and Impact of
Pharmacotherapy” - Presented in Grand Rounds at the University of Nebraska Medical
Center, Omaha, NE, 15 Oct 97.

CV—Wirshing 17



09-97

09-97

09-97
09-97
09-97
06-97
06-97
06-97
06-97
06-97
05-97
05-97

05-97

05-97
05-97
05-97
05-97
04-97

04-97

- 04-97

03-97
03-97
03-97

“Treatment Resistance in Psychosis”- Presented at the Annual Meeting of the Huron
Valley Medical Center in in Ypsilanti, MI, 24 Sep 97.

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

“Risperidone: Efficacy Beyond Conventional Symptoms™ Presented at the 10th Annual
Meeting of European College of Neuropsychopharmacology, Vienna, Austria, 15 Sep 97.
“Schizophrenia, Neurocognition, and Antipsychotic Meds” Presented in Grand Rounds at

"Oregon Health Science University, 9 Sep 97.

“Past, Present and Future of Antipsychotics™” Presented at the Mendota Mental Health
Institute Conference Center, Madison, WL, 29 Aug 97.

“Efficacy: A Clinician’s Evidence from Experience” Presented at the Risperdal:
Evidence from Experience Interactive Seminars in East Midlands, England, 19 Jun 97.
“Efficacy: A Clinician’s Evidence from Experience” Presented at the Risperdal:
Evidence from Experience Interactive Seminars in East Kilbride, England, 18 Jun 97.
“Efficacy: A Clinician’s Evidence from Experience” Presented at the Risperdal:
Evidence from Experience Interactive Seminars in Aberdeen, Scotland, 17 Jun 97.
“Antipsychotics: The Evidence from Experience” Presented at the Janssen Research
Foundation in Beerse, Belgium, 16 Jun 97.

“Atypical Neuroleptics: Newer Antipsychotics” Presented at the Northampton VA
Medical Center, Northampton, MA, 4 Jun 97.

“Beyond Conventional Symptoms: Focus on Risperidone” Presented in Grand Rounds at
Vanderbilt University Medical Center, Nashville, TN, 27 May 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.
“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. '

“Overview of Treatment of Psychosis with New Atypical Antipsychotic Medications”
Presented at the Psychiatric Institute, Washington, DC, 16 May 97.

“Overview of Treatment of Psychosis with New Atypical Antipsychotic Medications™
Presented at the Commission on Mental Health, Washington, DC, 15 May 97.

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

“The Newer Antipsychotics: Differences and Applications” Presented at. Butler Hospital,
Providence, RI, 13 May 97.

“Risperidone and Neurocognition”. Presented at the Annual Meeting of the Dutch
Psychiatric Society, Amsterdam, Netherlands, 18 Apr 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.

“Antipsychotic Drug Side-Effects: Objective and Subjective”. Presented at the
International Congress on Schizophrenia Research, Colorado Springs, CO, 14 Apr 97.
“An Update on Atypcial Antipsychotics”. Presented in Hyannis, MA, 28 Mar 97.

“An Update on Atypical Antipsychotics”. Presented in New Bedford, MA, 27 Mar 97.
“The Management of Acute Exacerbations in Chronic Schizophrenia”. Presented at
Evidence From Experience, Lisbon, Portugal, 21 Mar 97.
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“Beyond the Conventional Symptoms”. Presented at Evidence From Experience, Lisbon,

Portugal, 21 Mar 97.

“The Efficacy of Risperidone: The Evidence from the Controlled Clinical Experience”.

Presented in Beijing, China, 17 Mar 97.

“The Efficacy of Risperidone: The Evidence from the Controlled Clinical Experience”.

Presented in Nanjing, China, 15 Mar 97.

“The Efficacy of Risperidone: The Evidence from the Controlled Clinical Experience”.

Presented in Shanghai, China, 14 Mar 97.

“The Efficacy of Risperidone: The Evidence from the Controlled Clinical Experience”.

Presented in Wuhan, China, 12 Mar 97.

“The Efficacy of Risperidone: The Evidence from the Controlled Clinical Experience”.

Presented in Guangzhou, China, 11 Mar 97.

“Rational Approach to Antipsychotic Medications and Patient Selection”. Presented at

the Midwinter Program for Psychiatrists, Lake Tahoe, NV, 28 Jan 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.

“Issues in Diagnosis of Schizophrenia”. Presented at the Reintegration: Therapeutic

Horizons for Psychotic Disorders Symposium in Salt Lake City, UT, 25 Jan 97.

“The New Generation of Antipsychotic Medications: Similarities & Differences”.

Presented to the Hawaii Psychiatric Medical Association, Waikiki, HI, 3 Dec 96.

“The New Generation of Antipsychotic Medications: Similarities & Differences™.

Presented at Hawaii State Hospital, Kaneohe, HI, 2 Dec 96.

“Risperidone: The Controlled Clinical Experience”. Presented in Newcastle, England.

“Risperidone: The Controlled Clinical Experience”. Presented in Glasgow, Scotland.

“Risperidone: The Controlled Clinical Experience”. Presented in Birmingham, England.

“Risperidone: The Controlled Clinical Experience”. Presented in Manchester, England.

“Risperidone: The Controlled Clinical Experience”. Presented at Kyoto Prefectural

University, Kyoto, Japan.

“Risperidone: The Controlled Clinical Experience”. Presented at Hiroshima University,

Hiroshima, Japan.

“Treatment Resistant Schizophrenia: Is There a Rational Approach?” Presented in

Kurashiki (Okayama City), Japan.

"New Solutions to Treatment Resistant Schizophrenia". Presented at the 10th World

Congress of Psychiatry, Madrid, Spain, 23 Aug 96.

“Critical Issues in Psychoses: Dementia, First-Break Patients, Refractory Cases, and

Pharmacoeconomics of Schizophrenia”. A CME presentation, Costa Mesa, CA.

“Critical Issues in Psychoses: Dementia, First-Break Patients, Refractory Cases, and

Pharmacoeconomics of Schizophrenia®. A CME presentation, San Francisco, CA.

“The New Generation of Antipsychotic Medications: How Are They Different?”. A

CME presentation, Staunton, VA.

“Treatment Resistant Schizophrenia” an industry-sponsored symposium presented at the

149th APA Annual Meeting, New York, NY, May 4-9, 1996.

“The Recognition and Management of Side Effects of Typical and Atypical Neuroleptics”

Presented as course number 61 with faculty SR Marder, J Davis, G Simpson, P Janicak at

the 149th APA Annual Meeting, New York, NY, May 4-9, 1996.

“Treatment Resistant Schizophrenia: Is There a Rational Approach?” Presented at

Evolving Attitudes Across the Spectrum of Schizophrenia, Amsterdam, Netherlands.
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“The Natural History of the ‘Schizophrenias’”. Presented at Evolving Att1tudes Across
the Spectrum of Schizophrenia, Amsterdam, Netherlands.

“Update on New Antipsychotic Medications”. Presented at University of California,
Davis, Davis, CA.

“Special Populations with Psychoses: First Break Patients, Adolescents and Geriatric
Patients”. A CME presentation, Long Beach, CA.

“Psychopharmacology in the Elderly: Cognition and Psychosis”. Presented at the Area 7
Symposium, Las Vegas, NV.

“Side Effects of Antipsychotics: Recognition and Treatment”. Presented at Grand
Rounds, Stanford University Medical Center, Palo Alto, CA.

“The History and Current Status of Antipsychotic Drug Development”. Presented at
Grand Rounds, The Palos Verdes Regional Psychiatric Hospital, Tucson, AZ.

“The Risk Benefit Profiles of the Serotonin-Dopamine Antagonists”. Presented at the
University of Arizona, Tucson, AZ.

“Rational Approaches to Antipsychotic Pharmacotherapy”. Presented at the Quarterly
Meeting of the County of San Diego Mental Health Services, San Diego, CA.

“Special Populations with Psychosis: Adolescents, Geriatrics, and First Break Patients™.
A CME presentation, Seattle, WA.

“Special Populations with Psychosis: Adolescents, Geriatrics, and First Break Patients”.
A CME presentation, San Francisco, CA.

“The New Serotonin/Dopamine Antagonists: Are They Really Different?” presented to
the Hirosaki University Department of Neuropsychiatry, Hirosaki University, Hirosaki,
Japan.

“The New Serotonin/Dopamine Antagonists: Are They Really Different?” presented to
the Akita University School of Medicine Department of Psychiatry, Akita University,
Akita, Japan.

“The New Serotonin/Dopamine Antagonists: Are They Really Different?” presented to
the Hokkaido University Department of Psychiatry, Hokkaido Umvers1ty, Hokkaido,
Japan.

“Polypharmacy in the Treatment of Psychosis: Is There a Ratwnal Approach?” presented
at the SinYang Park Hotel, Kwanglu, Korea.

“Polypharmacy in the Treatment of Psychosis: Is There a Rational Approach?” presented
at the KwangJu Severance Mental Hospital, KwangJu, Korea.

“Update on Serotonin/Dopamine Antagonists: Are They Really Different?” presented to
the Meeting of the Korean Neuropsychiatric Association at the Seoul Education Culture
Center, Seoul, Korea. _

“Pharmacologic Treatment of Depression” presented to the Quarterly Meeting of the
Hawaii Psychiatric Association, Honolulu, Hawaii.

“Anti-psychotic Medications & Patient Selection: Is There a Rational Approach?”
presented to the Hawaii Medical Association at the University of Hawaii, Honolulu,
Hawaii.

“Side Effects of Antipsychotic Medications” presented at the Quarterly Meeting of the
Memphis Psychiatric Association, Memphis, TN.

“Polypharmacy: When is it Reasonable?” Grand Rounds, Alameda County Psychiatric
Hospital, Alameda, CA.

“Behavioral Skill Training in Schizophrenia: Utility and Limitation” Grand Rounds,
Atascadero State Hospital, Atascadero, CA.
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“Side Effects of Antipsychotic Medications” Grand Rounds, Loma Linda VA Hospital,
Loma Linda, CA.

“The Treatment of Psychosis in the Elderly” Los Encinas Hospital Annual Symposium,
Pasadena, CA.

“Update on the New Antipsychotic Medications™ presented to the Annual Meeting of the
California Department of Corrections Psychiatrists, Diamond Bar, CA.

"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.

“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.
“Behavioral Skills Training in Chronic Schizophrenia” presented at the Annual
Conference of Western Reserve Psychiatric Hospital, Northfield, OH, 5 May 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.

“The Safety and Efficacy of Serotonin-Dopamine Antagonists™ a Continuing Medlcal
Education presentation, St. Louis, MO.

“The Safety and Efficacy of Serotonin-Dopamine Antagonists™ a Continuing Medical
Education presentation, Philadelphia, PA.

“The Next Generation of Antipsychotic Medications™ presented at Grand Rounds,
Veterans Affairs Hospital, Tuskegee, AL.

“Dosing Strategies with Antipsychotic Compounds: Conventional, SDAs, and Atypicals”
presented at the Fall Symposium of New Approaches to Treating Schizophrenia, Chicago,
IL, 12 Nov 94.

“Risperidone: Is It Really Different?” presented at the Fall Conference of the California
Alliance For the Mentally Ill, San Francisco, CA, 29 Oct 94.

“The recognition and management of the side effects of typical and atypical neuroleptms
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,
“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 147th APA
Annual Meeting, Philadelphia, PA, 20 May 94.

“Risperidone, is it really different?” presented at a Stanford University sponsored
symposium on the treatment of schizophrenia Palo Alto, CA.

“The New Atypical Antipsychotics--Focus on Risperidone™ presented to the Utah State
Alliance for the Mentally Ill, Salt Lake City, Utah.

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

“The Real Cost of Neuroleptic Treatments™ presented to the California State Legislature,
Sacramento, CA.

“The Rational Use of Neuroleptics” presented at the annual educational meeting of the
Los Angeles Chapter of Family Practioners, Santa Monica, CA.

“The Therapeutic Window--The Role of Subjective Experiences” presented at the
Quarterly Meeting of the Royal College of Psychiatrists in London, England.

“Optimum Dosing in Maintenance Treatment.” Marder SR, Van Putten T, Wirshing WC,
Lebell MB, McKenzie I, Johnston-Cronk K, presented at the 146th APA Annual

CV—Wirshing 21



05-93

05-93

05-93

01-93

11-92

10-92

06-92

05-92
03-92
01-92
01-92
01-92
12-91
10-91
06-91

05-91

05-91

05-91

Meeting, San Francisco, CA, 26 May 93. In: 1993 CME Syllabus & Proceedings
Summary, p. 238. (No. 87B)

“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)

“Clinical Use of Neuroleptic Plasma Levels.” presented at the 146th APA Annual
Meeting, San Francisco, CA, 25 May 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.

“Hyperkinetic Syndromes in the Elderly” presented at the Geriatric Supercourse in
Marina del Rey, CA, 20 Jan 93.

"Clinical Consequences of Akinesia and Akathisia", presented as first author with

T Van Putten and SR Marder at the Association of European Psychiatrists Congress,
Barcelona, Spain, 5 Nov 92.

"The New Atypical Antipsychotics", presented to the South Coast Chapter of the Alliance
for the Mentally 111, Torrance, CA.

"Impact of Public 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.

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

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

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

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

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

"Management of Risk of Rélapse in Schizophrenia,” presented at the Annual Meeting of
the American College of Neuropsychopharmacology, San Juan, Puerto Rico.
"Extrapyramidal Symptoms and the Atypical Antipsychotics," presented to the Southern .
California Chapter of the California Alliance for the Mentally 11, Los Angeles.
"Neuroleptic-Induced Extrapyramidal Symptoms," presented at the Southern California
Psychiatric Society, West Hollywood, CA.

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

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

"Early Prediction of Schizophrenic Relapse," presented with SR Marder, T Van Putten, M
Lebell, K Johnston-Cronk, and J Mintz, at the American Psychiatric Association Annual
Meeting, New Orleans, LA.
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"Instrumental Quantification of Akathisia," presented with T Van Putten, SR Marder, JL
Cummings, G Bartzokis, and MA Lee at the International Congress on Schizophrenia
Research, Tucson, AZ.
"Antipsychotic Drugs of the Future: The Legacy of Clozapine," presented at the Annual
Meeting of the Southcoast Alliance for the Mentally 111, Fountain Valley, CA.
"Free Radicals, Movements Disorders, and their Possible Interrelationship," presented to
the College of Pharmacy, Univeisity of Saskatchewan, Saskatoon, Canada.
"Primary and Secondary Effects of the Neuroleptics: An Historical Perspective."
California Alliance for the Mentally Ill, Fall Conference, Ventura, CA.
" Antipsychotic Drugs of the Future: The Legacy of Clozapine." California Alliance for
the Mentally Ill, Fall Conference, Ventura, CA.
"Instrumental Quantification of the Akathisic Liability of Clozapine." 2nd Annual
NARSAD Scientific Symposium, Washington, DC.
"Instrumental Quantification of the Akathisic Liability of Clozapine." Reglonal Meeting
of NARSAD Supporters, Pasadena, CA.
"Instrumentation of Drug-Induced Movement Disorders." Neurology Grand Rounds,
West LA VAMC, Los Angeles, CA.
"Functional Versus Organic Psychoses." Psychiatry Grand Rounds, UCLA Harbor
Medical Center, Torrance.
"Use of Quantitative Instruments in the Assessment of Neuroleptic-Induced Movement
Disorders.” Presented to regional representatives of NARSAD.
"Management of Risk of Relapse in Schizophrenia. "The Annual Spring Scientific
Meeting of the Southern California Psychiatric Society, Hollywood, CA.
"Quantitative Approaches to Drug-Induced Movement Syndromes." Medical Staff of
Camarillo State Medical Facility, Camarillo, CA.
"Social Skills Training in the Chronic Schizophrenic: A Workshop." 2nd Annual Winter
Conference of the American Assn. of Community Psychiatrists, Charleston, SC.
"Instrumentation of Drug-Induced Movement Disorders." Presented to California state
legislators, their aides, and advocates of national mental health groups (INAMI and
NARSAD).
"Classical Cases in Schizophrenia", with JA Talbot, MD, Professor and Chair,
Department of Psychiatry, University of Maryland. Program produced with an
educational grant from Boehringer Ingelheim Pharmaceuticals, Ridgefield, CT.
"Drug-Induced Extrapyramidal Syndromes in Psychiatric Patients." Texas State Hospital
medical staff, Big Springs, TX.
"Role of Psychopharmacology in the Treatment of the Chronic Mental Patient."
Department of Corrections at the California Medical Facility in Vacaville, CA.
"Psychosocial Rehabilitative Treatment of the Chronic Schizophrenic Patient." Presented
to the staff of the Roseburg VA Medical Center, Roseburg, OR.
"Behavioral Rehabilitation of the Chronic Mental Patient." Workshop presented at the
First Annual Winter Conference of the American Society of Community Psychiatrists,
Colorado Springs, CO.
"Electromechanical Characteristics of Tardive Dyskinesia." The B1annua1 Winter
Workshop on Schizophrenia, Badgastein, Austria.
"Medication/Consent." Symposium with Drs. R Liberman, J Vaccaro, and J Kane,
presented at the 1987 Institute on Hospital and Community Psychiatry, Boston, MA.
"Medication Management and Patient Education." Annual Department of Mental Health
Conference at Michigan State University, East Lansing, MI.

CV—Wirshing 23



05-87

10-86
04-86
02-86

10-85

"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.

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

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

"The Geriatric Patient with Cardiac and Psychiatric Problems: Pharmacologic Concerns."
VA Nursing Service for their Continuing Education Series in Los Angeles, CA.
"Psychopharmacologic Treatment of the Geriatric Population,” presented to the
Psychology interns at the VA as part of their Continuing Education Series in Los Angeles,
CA.
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William C. ershmg M.D:
Edueational and Profés'sit)nal,Badkgrouvnd

Education

I graduated in 1978 from the College’ of Engmeermg at the University:of California at
Berkeley with highest honors (cumulative G.P.A. 3. 9::) and'a Bachelors of Smence
degree in Electrical Engmeermg and Computer. § Science (miinor in bioelectronic systems)
D_"”'mng“my tenure ﬂaele I was® elected to mcmbership in the Phl Bcta Kappa and Tau Beta:

“hbera]” educauonal experlence (e g College of Leﬂem and SOIEHLE) and ﬂ]n. 1aticr isithe
equxvalent entity for studerits in the science-intensive curticulum of the Schoolof
Engmeermg AlthouOh I then began medwal school at UCLA a]most nnmedxately

brot vr"developed and 1hen succumbed to brain ¢ancer dunng my ﬁrst and second years
Diuring;several lengthy arr anged absences froii schivol | in southern California, I assisted
‘my-thother in caring for my brother and'worked as an’ engineer in. Mountain: View (ie

““Silicon Valley”) California through the begmnmg of my. third yearal UCLA.

I completed my uncfergraduate mechcal schoohng ( ‘on nm despité my prot’ractjedﬁ

‘reniamed at UCLA for both my rotannc mtemshlp dunng Wthh I focused on mtemal
‘medicine, neurology, and pediatrics and for 3 my three-year residency training in
,psychlatry_ My fmal year of resxdency irammg I was the Chief Res1dem m

'two yeaxs Iwasa Post Doctoral Research Scholar at UCLA a feilowshlp posmon
'throug,h the Natlonal Instltuta of Mental Health during which I learned and applied-
¢linical research: techmques for the study: of persons with severé schizophrenia. My
Tientors were Proféssors Van Putten, Goldstein, and Marder.

Chmcal Research, and Teaching Background

1 remained at both UCLA and the affiliated West Los Angéles Veterans Affairs Medical
Center tntil late in'2006.. Over the two decades between 1986 and 2006 though, both. my
cliriical work and resédrch focus remained on the-treatmerit of persons with.
schizophrenia. I was the Chief’ of the Schizophrenia Treatment Unit at the VA Medical
Center duting thie vast bulk of this epoch, and was also the C0~Chl€f of the Schizophirenia:
O” tpatient Research Clinic during the last ten years. Though'I rose through the :
raditional academic ranks at UCLA and even reached the level of fiill Proféssor-over five:
years ahedd of ¢ schedule 1 never lost my fascination with clinical care and never traded.
it for more administrative tasks as my career wandered through the.decades. Since
leavmg the traditionial ranks of academia, T have been able to continue and even expand
my dual interests inclinical work and te'tchmg Over the last year [ have been Vice
Presidenit in charge of research and continuing medical education for Exodus Inc. in
Culver Clty CA and also. Clmlcal Direetor of Exodus Real Recovery in Agoura Hﬂls
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CA.Ina typical month, I now sée approximately 325 new patients; supervise: nearly a.
dozen psychoiogy doctoral candidates; and teach-over a dozen nursing, social work, and
‘nurse: practxtloner students Over the course of my, career, I have taken care of over
1Wenty fi
-another

ve thousand pahents the vast majority- of whlch have-suffered from one or
psychotie illness.

‘usual among clinical academicians, my patient care tasks and reésearch: interests
dovetailed: consxstenﬁy and have always taken place in-a settmg with medical traineesat
every level of experience. Teaching these: persons over the years: has been ‘the third mdjor
leg ofniy vocational life. Unlike most.of my dcademic colleagues, I'never thoughtof”
‘these: teachmg duUes as on-oblig ga‘aon to'be tolerated nnd Wwhete possxb ;shunted to my-

th aduatmg medlca] school class (the hlghest teachmg accolade m ihe School of
Medicing). I curr ently give over 125 roiitine lectures: per year atmy various wotk sites.

Wlthm thie:¢ontext of these various positions and responsxblhnes Lhave: been able to
expenence study and then teach others abo" | “the care of senously mentaﬂy 111 patxents

 “manic. depressive
'_ ‘any academncmn m

to-have had these profebswnal 6ppor’tumnes They have perrmtted me to hve an: enwable
work life-that T was never able to master and was therefore neither predictable rior
routine:

Expemcnce With Indisstry
‘ I_'hese sundry positions-also brought the mto contact with the pharmaceutical industry that
; dentally became: mcreasmgly interested in the treatmerit 6f psychotic persons at the:
: very onset'of my career in'the mid 1980’s. This time marked the bégmmno of the'second
vsxgmﬁcant epoch of pharmacole e treatment of psychosw.. gl he ﬁrst one havmg begun in
theearly. 195078 but which kad plate
.development, testing,, and subsequent markeuno of what came to be
“Second Geéneration™ or “Afypical” antnpsychotm compound Thoughnot truIy
Tevolutionary or even: ‘novel pérse (see below), they did constitutea significant advance
in haty, thotigh not all, aspects over the-older medications. This mutual interest in the:
‘treatment of psychos1s allowsd mé 10 “test” potential medications in my patlents under’
‘controlled protocol conditions from the beginning of their development by industry.
-Although not every medication that we tésted over the years survived the gauntlet of
clinical testing, we were ableto test every medication that did receive the approval to
market by the Food and Drug: Administration.
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The approval process for medications s a lengthy one that has become incréasingly
burdened by regulation and requirements over the years. ‘As a consequence, it can take
years fora given compound to move from first fésting in patients to full marketing
approval. Amiong the medications that we tested and studied that went on to receive
a al have been’ nspendone (approval 1994), olanzapine (1996), ziprazadone: (7000)
e-(’)OO’?) and quctlapme (1997) The early and prolonoed nalure of tlns
edg:

ithe Toxic effeets raﬂ1er than the therapeuﬂc 1mpacts of the drugs

In the early to'mid 1990°s we were amorg thé very fi first to report o the ¢urious
metabohc effects In particular, we: notzced that many: of our patlents gamed we1ght wheni_

"ce’ quences of Qalmng welght (e g g ucose: mtolerance ‘frank diab tes, and evern
severe hyperg,lycemn with resultant hyperosmolar coma). Asis customary inthe
ic:-world, we described our ‘experience in. the peer reviewed literature and reporied
any number of scientific meetings. In addition, though, we worked with mdustry to.
extend, understand, and hopefully find ways. to remediate these various toxicities. The
mcreasm;,ly high economic stakes of the field sometimes lead those in mdustly to:

) he,message and the: messenger- (at least from my perspective). Asa
Tc ] }relanonslnpe would or at 1east could sour and blossom suddenly

prometed by: its compentor
I dld not have any dlrect deahngs w1th lmpenal Chexmcal Industnes, as: Zeneca was

ICI 204636 (quetrapme’s “name :

‘ 1ate1y after Iaunch in the Umted States in 1997 I began 0 lecture fer the. company-

-and started negotiations with:them to perform a highdose clinical trial ina subpopulation:
of’ persons’ with schizophrenia whose symptoms were unresponsiveto other available

’anupsychotsc compounds. While'a variety of regulatory, legal, and Ioglsncal

' - onsplred to ul tunalely thwart my hopes for such a. tmal our mterest 1n and

observ ion ef the1r dmg, mcludmg ﬂns Iast sprmo when 1 sent them : prepubhcatmn
copy: of a letter that was. recently publishied in the American Journal of: Psychiatry:

v urphy, gt al, 2008). Through-out this' lenothy association, I 'would characterize ot
_relatlonshlp as mutdally respectful and professionally cordial. Innotable contrast to.
some of their corporate peers.in the pharmaceutical industry, Astid Zeneca never treated
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nie; dismissively or disrespectfully simply because: 1 would describe an observed toxicity
or express an unflattering-opinion about quetiapine’s clinical characteristics.

‘History of Antipsychotic Drugs _‘
It:can; I think; be-persuasively argued that the origins of the “moderi™ biological thedries:
;of psychlatlfy can be traced directly to the. serendipitous discovery. of antipsychotic

v ions:in the early 1950°s. Durmg that’ epoch, a'trio of French physicians
'(psychlatmsts Delay and Deniker and neurosurgeon Henri Laborit) determined that the
experimental Rhidne-Poulenc compound RP 4609 (i.e., chlorpromazine ot “Thorazine™)
liad a- singular power to reduce psychotic symptoms in'chronically and sevérely ill .
' p'itlents _thh scluzophrema Schxzophrema 1s the prolotypxc psychotlc 1llness that

vﬁimﬁles and crenerally has 1ts ongms m late adolescence or early adulthood It is ﬁulher
the: excluswe;_: prownce of the lluman annnal——even our closest prlmate relatlves do not

cellecli"extrapyranndal symptoms or EPS mcluded parkmsomsm (ie. slowed movemerts
and mentatmn, 8 specxﬁc nemor and muscular ngldxty) akathxsm (1 e an xniensely

funetlonallyd:sruptwe muscular comractlons) Wlule these acute EP‘S could be dramatic
and overwhelmmg, they were trans1tory and would eventually dnsappear once the

dyskinesia (' 'D) Would accrue w1th each passmg year of cumulanve e*(posure to the
midication at 4 rate of three to five percent of the treated ‘populatioxn per anntr, More
ominous still was the observation that unlike acute EPS, TD proved to be ltfelong and
irréversible in a large number of those afflicted (c1rca 50%), even if the cairsal agent’ were
permanently discontinued, These neurotoxicities were so conslstent predictable, and
umform 1l1at they eventually came to be-seen as the hallmark of this class of medxcatmns

antlpsychotlc mechcatlons Were deﬁned qulte hterally by the toxwmes they produced

Though these EPS were the clinical bane of antipsychotic compounds, they were 4
crucially exploitable: characteristic for dmg developers. Because there is no animal
iiodel for'schizophitenia per se, it isnot possible to screen potential molecular candidates:
for this:property. There are, however, many excellent animal models for EPS and related’
| foxicities. Tt was thus possible to’ search for potential antxpsychotlc
compounds by simply screening for. extrapyramidal liability.in one or another of these:
-models, It should come as no surprise then that all antipsychotic medications shared the.
nietrotoxic chéracteristic—it was this toxicity that allowed them to be discovered in the
first place., Arvid Carlsson and colleagues detailed the mechanisms that are believed to-
nderlie thig duality (i.e:, antipsychotic potential and neurotoxic llablhty) in the early
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antxpsychotlcs exerted both effects by bmdmg to and blockmg dopamme receptors (more
Spetifically the D2 receptor subtype) in the brain. It is of historical.riote that'he shared
\psychiatry sfirst Nobel Prize for Medicing in. 2000 for these discoveries.

As arfultimate consequernce of this process, there came to clinical market an drray of
_oﬁen mnes chemlca;lly dzssmxlar compounds thatvhad eqmpoten_'_ _‘syohotlc efﬁcacy

:e*{penence pleasurc In clmlcal pri ac‘uce these dmbs are nofonously dysphorogemc and
exceedingly difficult to. sub) ectively tolerate,

The smgular e;.ceptlon to these generahzatlons about antipsychoncs is the compound

:clozapme s Iogacy

Quetxapme s Development

Imperial Chemical Industries first elaborated what they designated 1C1 204636 in the
early 1980’8 It is a structural analog of clozapme and technically conmdered a
.dlbenzothlazepme Its’ receptor (i.e:, the proteinaceous: component' on: the 11p1d neural
ranes of the central nervous system [CNS]) binditig profi ;
%we d easﬂy reversible:affinity for the: classic D2 receptor that Carlsson xdenuﬁed in:
1963. Italso binds with weak to moderate intensity to a wide spectrum of other receptors
in the CNS,; but'in a pattern that is really unlike any other antipsychotic compound,
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‘charactenstxcs are coneeptuahzed to aecount for quetzapme §: observed elmlcal effects. In
. 'brief, they confer en quetiapine: sedatlon, low EPS liability; ‘minirmal. unpact on
;’prolachn. orthostanc hypotensmn (1 €58 iall m blood pressure when standm g);

:charactenstlcs‘ would be expected based enly on-the- neuromolecular charactenstxcs of
quet1apme

Fer all convenﬁon l com ) unds the appropnate dose 1o achieve opﬁinal
annpsychotxc act1v1ty is exactly the dose that also begms to produce EPS. With an
a 'th ’ je: appropnate dose would be an unknown amourt. lowex Thus

hspe gl done and olanzapme) toa smgle typm 1 Vxﬁed atmn (perphenazme) and mvolved
1460 subjects treated over.an; 18~monﬂ1 epoch The pnmary outconie vanable was “time

20 percent less. effecnve an the conventional égent jjerphenazme (4 6 VS. 5 6 months)
and about 50 percent less effeciive than olanzapine (9.2 months):

While:these efficacy facts were disappeinting and. clearly contributed 1o quetiapine’s
dismal market:share when it was first approved for usein 1997, it also suggested tomea
tantalizing p0551b1hty Because: conventional. antlpsychohe medications were all
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esseiitially eqm»efﬁcacmus and seemed to share a'single underlymg triechanism of actlon
any. drug that had demonstrably less efﬁcacy nght possﬂ:sly work through a dissimilar
' _m, Thls possxbxhty was a major motivatmg; factor in: my wammg to pursue a

power on average than: conventlonal medications: AZ has O\é(;:sold” .quetlap;ne ._S
efﬁcacy in their marketing endeavors for: years ‘

Q Waplne s Tomc Metabohc Proﬁle |

"'mpacted over ’)5 percent
ctzapme and somt.what

: 5 ot ndustry)
oncluded that

2007 does du‘ect one to a new SBCtlUl’l in. f,he adverse events sectlon that doou' 'ents to a
degree; some of the measured increases in fies '__onset diabetes, it remains madequate and
misleading;. Firstly, the “class !abelmg warning section on endocrinologic toxicities is:
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jlaced thh generalities; disclaimers, and dlstractmg verbiage. It fails: completely to state
‘the measured increases in new onset dlabetes that are: spemﬁc to.quetiapine and that-are
detailed in the adverse expencnces section. Secondly, it fails to make the khown
contiection between iricreases in adiposity and subsequent changes'i in glucose regulatxon
It givesthe mistaken impression that the risks of diabetes only apply to-a decidedly minor
l(clrca 2-4%) portlon of treated pahcnts when m fac‘t,‘ neaﬂy one. ﬂurd of patxents ueated

unknown: untﬂ the results of thesc later: done studies were compleled Such rhetonc is
mtelieclually and clnncally dishoniest a8 if réquires one o deny the ¢linical fact that
increases.in adiposity that are. caused by qu tigpine (and were know to the company
before launch in 1997) will result in predictable i increase:in endocnnologxc dysfunction.
It is amomahc that increases in. obesnty will resultin subsequcnt increases in

ilyeemia, frank diabetes, hyperosmolar coma, and even-death due to endocrmologlc-
complmatmns To deriy otherwise, as AZ officials ¢orifinie to do to the present day, is
negligently irresponsible.

Addmonally, the label is virtually silent: (or at least itis decidedly unclear) about

quetiapine’s ab1!1ty to induce miassive: changes in circulating: triglycerides and thereby
lead to aecondary and poten‘clally lethal pancreaﬁhs (i.é., marked inflammation of the
yancica ; posxty, there isa pledlctable increase in
g;‘ tnglycendes VLDL LDL etc ) because to bady:

dr:_ Quetxapme though also results i massive: acuta elevan $'in mglycerxdes
that. can, ot pecasion, overwhelm the body’s fat management. sysfem dnd cause secondary’
-pancreantls The precxse mechamsms Whereby thlS to”‘ 'ty s medlated have yet to be

1'}

»enzymes m the lzver (e g hpoprotem hpase A) causes.a ‘backup of the tnglyceride
‘transport vehicle. (ie., chylomlcrons) from:the gut that leads to the hypertriglycerideniia.
This add ‘,Qnal metabohc-hke toxicity is unrelated to changes mn: wezght tends to oceur
,vdunng the first several-months of treatrent; and is. markedly More; acutely serious than
the more pedestrian increases in. the sundry’ lipid pools that pred xctably follow incréases:
‘in adiposity. ‘This toxicity has clearly emerged during the post marketmg surveillance.
period, has been reported ﬁ'equently in the case report literature, and was discussed at
Tength at thie consensiis conférence in 2004.

/

Addictive Potennal

The single most consistent toxic effect of quetiapine is sedation. This property when
Zcoup[ed w1th quenapme s low EPS profi]e has prompted cl1n101ans to use the drug

Valso raise a reasonable coricern that queﬁapme may have somme: addxctwe poten'ual In
fact clinical expérience and a number of case reports have suggested that cértdin patients’
will abuse, divert for sale, and become physically dependent on quetiapine (Plerre etal,
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2004; Murphy etal, 2008). Despite these facts the label has been vu’tuaily silent about
this. reahty

Off Labgl Use

Quetiapine has come to dominate the atypical antipsychotic market primarily because it 1s
used excesszvely off label (current estimates are about two thirds of the prescriptions are
off-label). T'am of the opinion that pnmary among the reasons for this dtsproporhonate
off Iabel iise:are the facts that quetlapme is sedating and highly subjectively tolerable and
the inaccurate clinical impression thatit is also comparatwely free of concerning,
foxiciti€s:and devmd of abuis¢ potential. A secondary reason is that quetiapine’s share of
'the 0 *labe ‘market is reduced becausé it i& simply not as potent an antipsychotic as other
' - products. While prescribing a-drug:for off label use is a common and often
chrucally reéasonable practlce promotinga drug for off label use isillegal. AZ was

- clearly aware.of the excessive off label use of quetiapine over the years. Their ofﬁmal
lisve stated repeatedly in depositions that AZ endeavored to provide label support of
these passwely observed” prescriptive habits by investing: lieavily in conﬁnnatory
studies. Though many such studies- were performed, I consider the: claim largely
dlshonest If true, then it would have been unperatwe for AZ to study the 1argest and

168t excessive off label use, to wit, insomnia, Such a study would have been loolstxcall y
an economlcally trivial to. perform, at least in comparison to-the studies done in mood

and psychosis. based disorders. There is to date no evidence of any quahty that

de onstratés that quetiapine decreases sleep latency; increases total sleep time,
normahzes sleep archltecture or. 1mproves daynme wakefulness There 1s in facl ample.:

knew that any real detailed. sleep study would ulnmately be an mdxctment of chmcal
practice-and would potentially. cut the total use of their product by 1nore than half. Itis
fiirther my opinion that AZ mischaracterized the true toxic potential of their product and
tha 'ﬂns behavior has'in part prompted chmclans to use their produet inappropriately-and.
- off1abel. If clinicians had been aware of the true metabolic toxicities and
ve liabilities of quetlapme then Ido not believe that we would have the: amount'of
off label usage we see today. It is my opinion therefore that AZ has been engaged in
“indirect™ off label marketing. While their behavior may have in fact been techmcal]y
-within the “letter-of the law”, it was and continues to be. irresponsible, improper, and
’ethma]ly mdefensxble

Conclusions/Sumary

AZ’s marketing of quetiapine has corisistently exaggerated the true efficacy of the
‘compound.

1997 Desplte thxs they have engaged in a marketmg campalgn that has mmnmzed
obfuscated, or frankly denied these metabolic realities. Their product label has been
consxstently and continuously inadequate in its warnings about the impact on lipid and
‘glucose metabolism, hyperglycemia, and diabetes, Their label continues to be wholly
‘inadequate to the point of being decidedly tmsleadlno in its warnings‘about weight gain.
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Additionally, the current label is inadequats. regardmg que;m:a.pmc s ability to markedly -
distupt normal hpld metabolism and cause massive hypertriglyceridemia and secondary’
pancrcaﬁus :

The cnrtent Tabel is madequate in its description about the abuse potential of quetiapine.
AZ shm.’ld have 1de:nhﬁed and. Wambd of this a’buse habﬁitybased onl the clmu:al

thelr teit: accaptame of the exmme use of their ptoduct-ﬁtr routine insomnia: for the
cade without.ever having mves&gaied the effects of their product on slesp, is

ptinit to passive marketing for an off label indication. This failure to investigate.
‘has'been compounded by their insistencs that they have beliaved responsibly by investing
teavily in research to establish on label support for the prcsmpﬁw patterns they knewto.
exist;

AZ’S 'ehawor has given prescn"bmg clinicians an inaccurate i impression of quetiapine’s
toxicprofile and addictive potentxal which has tobbed physwzans -of the ability 4o make
mfoimed risk/beniefit analysis prior to prcscn“bmg quetiapine to a patient. ‘This hasTed ir.
-partio the excessive:and insppropriate off labsl use of the product and to injury and

damage to patlcnts who wonld not have otherwise ever received the medication.

My opinions as stated in this report are based on my education, training, and- experience:
and my review of the'relevant literatire, internal Astra Zeneca documents, corporate:
depo&xtaons, and. pubhc dociiments and are:stated to areasonabla depree of medical

s Ihis ] undcrstandmg that dxscovexy is ongoing and I thus reserve my nghi
1o supplamcnt orexpoid ipon tay opinions pending review of additional information.

My fees for work fri this Titigation are $500 per hour.

- Alist o my testimony for the past 4 years is attached,
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PRODUCT INFORMATION.

ASTRAZI ENECAIG&S

_prescription or non-prescription (over-the-counter) medi-
cations, parhuxlar!y if you are taking warfarin to thin
your blood.

« You, should not become pregnant when taking
NOLVADEX: or-during the two months after you stop tak-
ing it as NOLVADEX may harm your unborz child. Please
_contact your doctor for birth control recommendations.
" NOLVADEX does not prevent preguancy, even in the pres-
ence of menstrual irregularity. You should see your doctor
immediately if you think you may have become pregnant
after starting to take NOLVADEX. | - B

What should § avoid or do while taking NOLVADEX?

« Vou should.contact your doctor immediately if you notice
any.ofithe fnl!owmg symptoms” Some of these symptoms
may suggwt thit you are experiencing.a rare but seriaus
side effect associated thh NOLVADEX (see "What are the
possible side éffects of NOLVADEX?™).

— new breast Tumps

i vaginal bleeding' -
— changes in your manstrual cycle

" changes in vaginal discharge
—-pelvxcpamorpmssure T e . - ;

— swellmg on.t/mdem%s in your calf

. — vnexpl breath} (shortness of hreaf-h)
—_ sudden chest pam

- coughmg up blopd,

——changes in your vision , -

If you sée a health care pmfesmonal who is new to yuu (an
-Emergency xoom, doctor, another. doctor i in the prachce)
. &1 him or her that you také NOLVADEX or have previ-

ously eakan NOLVADEX. .
. Because, NOEVADEX may affect: how other medxcu.\as
- work, always tell,your doctor if you are takmg any other

pmmphon or non-prescription (over-the-counter) medi-
cines. Be sureto tell your doctor if you are tak:mg warfa-
«in (Coumadin) fo-thin your bload. | ...-

You..:should .ot .become . pregnant when -taking
NOLVADEX or, dun.ng the 2 mpnths after you smp taking
it beoause NOLVADEX,may harm your. unborn, child, You
should see your dogior: immediately-if you t ﬂunk . you may
_‘bave become pregnant after starting.to hlmNOLVADEX.
Please- talk with your, doctor abopt birth control recom-
. m,endatmns. X you are tuk.mg NOLVADEX to x:educe your

risk of getting breast cancer, and you are sexually active,

NOLVADEX should be sfarted during your mepstrizal pe-

riod. ¥ yop have jrregulax, peneds -you.should have a neg-
. ative . pregnancy .test before - you. start. NQLVADEX.
NOLVADEX«ID(S nof; prevgnt pregnancy, even.in the pres-

«If3 you.are takmg: ‘OLVADEX to reduoe yvu.r nsk of get-
ting* blpast cancer, you should know, thah NOLVADEX.
.dogs not prevent all breastmncers. Whﬂeyou aretakmg
NOLVADEX and after you stop taking NOLVADEX and in
keeping. with, your doctor’s recommendation, you should
.have, annpal- gynetological checleups which, shpuld in-
--glude breast exams apd mammograms. If breast cancer
.-oeetirs,sthere is no guamntae that it will be detected at an
-eaily stage. That is why it is unportant to continue mth
mg'u.lar checkups. | .

What are the possible side -effecis of- NOLVADEXT

" Like many medicin NOLVADEX causes- sxde effects ;n

énts to stop taking: the - medication, In women
with breasf;-cancer withdraival, from NOLVADEX. therapy is
abont., 5%. , Apgmnmately.~ 15% of, women - who took:

'NQLVADE}LOO xréduge the chance of gettmg breast ;cam:er

are: hot ﬁ}z.shes;=vzg'inal d.v,schnrge o bi ding; dnd -men-
sl‘;:ualmgtﬂan es, (these side effects may be mild or may
‘serjous side effect). Women may exper-
ix i rashes (xtchmg or peelu:g shn) or head-
aches- or mﬂammamm uf the’ lunga,- wlnch ‘may have the

. same gymptoms as: pnepmoma, such 8§ !;mathlessn&cs and
ko ir logs.i : :

) dots in  the lu.ngs and Jegs. Some women may devglop mare

than ohe blood clat, even,if NOLVAD)
may\alsa have eompheahqns &om tre

bleeding; from, thinning the hicod too mudl. .Symptoms of 3 | p)

blopd: c'lot«-;n.i:b -lungq may, include: ﬂudden chest.pain,

sl;odness af breath or muglung sup blood,_ Symptoms of a -

clot in the legs are pain.or, swelling ir the calves. A
lﬂuod «clot.in-the J¢gs may.move to the, lungs lf you ex-per-
fence any of-these sympboms

i edmbe]y:,, .
NOI; JADEX increases the chance of cbanges oct:umng m

the lmmg (endometnnm) or body of your uterug which can

be serious and .could include cancer. Ifyau have not, had &,

) hystérectamy (removal of the uterns), it-is 1mpartant for you
. to contact your doctor immediately, if.you; experience any -
unusual vaginal,. dxscharge, vaginal bleeding, or menstrual

irregularities;or pain or pressure inthe pelvis (ower stom-
ach). These may be caused by changes o the liping (endo-

" mefxium) or body. of youruteris. It is importapt tp brmg

onta]kmg o:xnumbness, contad: yourdm:- i

them to your doctor's attention without delay as-they can
occasionally indicate the start of soinething more serious '
and even life-threatening.

NOLVADEX may cause cataracts or changes to part.s of the
eye known as the cornea or retina. NOLVADEX can increase
the chance of needing cataract surgery, and can cause blood
clots in the veins of the eye. NOLVADEX can result in dif-
ficulty in dlstmguxshmg different. colors. If you experience
any changes in your vision, tell your doctor immediately.
Rare side effects, which may be serious, inélude certain liver
problems such as jaundice (which may be seen as yellowing
of the whites of the eyes) or hypertriglyceridemia (increased
levels of fats in the blood) sometimes with pancreatitis (pain
or; tenderness in the upper abdomen). Stop taking
NOLVADEX and contact your doctor immediately if you de-
velop angioedema (swelling of the face, lips, tongue and/or
throat) even if you have been taking NOLVADEX for a long
time. .

If you are a woman Tepeiving NOLVADEX for treatmen(: of

Inactive ingredients are povidone, dibasic dicalcium phos-
phate dlhydrate m.\cmcrystalhne oellulose sodium starch
glyeola stearate, hy-
dmx:ypmpy] methyloellulose po'lyethyleue g}ycol and tita-
nium dmnde

The 25.mg tablets wntam red ferric oxide and yeﬂow ferric
onge and the 100 mg tab]ets contain .only yellow femc
oxide, v

CLINICAL PHARMACOLOGY

Pharmacodynamics .

SEROQUEL is an antagonist at multiple neurotr itter
receptors in the brain:’ sefotonin SHT,, and 5HT,
{1C50,=717 & 148nM respectively), dupamme D, and D,
(ICy50,=1268 - & 329nM Trespectively), ' histamine H,;
(IC5y=30aM), and adrenergic oy and a, receptors (ICg,=~94.
& 2710M,. respectlvely) SEROQUEL has no appreuable af-
finity at cholinergic inic and benz recep—

'(ors.(ICso,>5000 aM).:
The

ism.of action of SEROQUEL, -as with other an-

advanced breast cancer, and you experience essive
nausea, vomiting or thirst, tell your doctor immediately.
This may méan that there are changes in the amouat of cal-
cium in your blood (hyperwleemla) Your dm:bur will evalu-
ate this.
In patients with breast cancer; a temporary increase in the,
size of the tumor may ocour and sometimes results in mus-
cle acheg/bone-pajn and; sldn rednws. This x:ondman may
ocour shortly after starting NOLVADEX and may be associ-
ated with.a good response to treatment. ¢ -
Many of these side gffects happen only rarely. However, you
should contact your doctor if you think you have any of
these or any other,problems with. your NOLVA.DE’X. Some,
side effects of NOLVADEX may become apparent soon after
starting the drug but others may first appear at any time
dyring therapy, S
- This ary does not clude : all possibl sxde effects with
OLVADEX'. Itis mportant to. talk to your health care pro-,
1 about possible, side eﬁ'ects If you! wa.ut to rea}i
more, ask your- doctur or] pharmm:lst to give, yuu the pmfes«
sional labeling. - B :
How should | siore NOLVADEX? P
NOLVA.DEX 'I‘ablets should he stored at.room temperatum

tipsychotic drugs, is unknown. However, it has ‘been pro~
posed that this dmg’s therapeutxc actmty in $chizophirénia
is mediated t} of dopamine type 2 (D,).
ang serotonin fype e2 (5H.T2) antagomsm. Antagopism at re-
ceptors other than dopamine add SHT, with similar récep-
tor affinities may explam some of the other eﬂ'ects of
SEROQUEL: .- ..
SEROQUEL’s antagumsm of, hxstrlm,me Hl receptors may
explain’ the somnolenee observed with this drug, .
SERQQ,UELB £ of adrenergic my, t
explain the orthostatic’ hypoteusxon observed with' thxs drug
Pharmadokinetics, ;.

| Quetinpine ﬁﬂharate.amvxty is pnman.!_y due'h) the parent
| drug: The multiple-dose pharmacokinetics of quetiapine are

dose-proportional within the proposed clinical dose range,:
and quetiapine accumulation is“Predictable upon multiple

" dosing. Elimination 6f quetinpine,is.mainlyivid hepatic me+ *

tabolism with a mnéan terminal half-life of about 6 hours:
within the prnposed clinical dose-range. Steady-state con*

(68-777F). Keep in a well-closed, light-resist 2
Keep out of the reach of children, .
Do not take your, tablets. after the etpr.rahon daj;e ,on the

! contamer_ ‘Be sure that any: discarded, tablets aze uut of the.

reach of | clnldren. . .

Tlus Jeaflet proyides yon w;th a summary oﬂm_f rmahon
about NOLVADEX. Medicines are sometimes, prescril ed for
uses other,than those listed NOILVAD,
sexibed specxﬁaelly for.you by your, docto Do.not

medicine to anyone else, even if they have,asum]ar eondx-A |

tion because it may harm them. . Lt

If you have any questions or concerns, oonta ur docfar or,
pharmacist, Your ‘pharmacist; also has alun eaﬂqtabout
NOLVADEX written for health czre pmfessmnals that, you,
can ask to read. For more information about NOLVADEX or.
breast cancer, call 1-800-34 LIFE 4.
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SEROQUEL® ..,
[serd-guél]. - -
{quetiapine fumaratel
TABLET s,

DESCRIP’I’ION S e
SEROQUEL (quet\npme -furnarate) is an antipsych
belongmg-to ‘aheéw chemldal cldsg] PR Béﬂ'wth‘i'

ll*pxperazm T)ethoy] fal”
i 4 ‘ts;-s;k e Fiharate Salt.'AlI

‘and
Base) it as ‘as -1
CyHsNO S5 {
883 1 (fumamte sa’lﬁ) The s(:ruchxral f :

Quehapme fuma.rata is a wlute to oﬁ’ whxte crystal,hue
powder which is moderately. soluble- m_water el e
EROQUEL is § ,(‘ g for oral, istration as 25 mg

(peach), 100 g (yellow), 200 mg (vound, white), and 300 mg

(capsule-shaped, white)- tablefs I

_Population Siibgralips”

pLit " | mean oral clearanue than normal subjects (Cler > 80 mid
- min/L73 m? n-S) but plastna quétm.pme chntentrativng i
biects. ufficien i

had.a30% lower ,mean. oral. clearance, of éueh

| tients, A andex‘

Drug-Drug Interact],

n n serum,;
wa.ri‘ann nor diazepam tere&:fhe,
quehapme.

et

P:
of que(:'fapme 00 it ma;ox"

Age: Oral clearance of
elderly yatxants (?gé‘y,ear
tiénts (lr-_ A i

' 0128) had "‘25% 1pwer

these patients.

Hepatic Insufficiencyzy .Hepa.hcajly Jimpa

ects:, Ini-two “of-the B; hepahcally unpax'
hmes hxghe; than, those o.

tio ns: In vztrp ,en.zyme mh.\bxhon data

suggest that quetiapine and 9 of lts‘metahohteswauld have

fittle inhibitory effect on in vivo metabohsm medxated by cy-
fmhmmw P40 142, 209, 2019 "2D6 and 3A.4.

ral :sed by the protutype cy-,

phenytoin, decreased: by

the prol:otype cytochmmp P450 3A4 inhibit Y, ketomnazule.

. -~ ~Consult 2004 PDR®. 1 ¥ o efiti for ravici
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PHYSICIANS® DESK REFERENCE®

Seroquel—Cont.

Dose ad}ustment of quetiapine will he necessary if it is co-

administered with phenytoin or ketoconazole (See Drug In-

teractions under PRECAUTIONS and DOSAGE AND

ADMINISTRATION.)

Quetlapme nral clearance is not mhxblted by the non-
c

Quetiapine at doses of 750 me/day dxd not aﬁ'ect the single,

dose pharmacoldnetics of antipyrine, lithium or lorazepam
(Seg Drug Interactions under PB.ECAUTIONS)

Cfinical Efficacy.Data

The efficacy of SEROQUEL in the treatment of schizophre-
niia-was established in 3 shurt-ten.u (6-week) controlled tri-
als of inpatients with schizophrenid who met DSM [TI-R éri-
teria for sc.hxzophrema: Although a smgle fizxed dose
balnpandnl arm was included as a ative treatment
in one of the three trials, this single balopendol dose group
was inadéquate to provide a relisble and vahd compansun

of SEROQUEL and haloperidol. .
Several instraments were used ‘for assessing psyckuatnc
signs and:sympt in these studies, dmong them the Brief

Psychiatric Ratmg Scale (BPRS), a multi-item invenfory of
general psychopathology tx'admanally used to evaluate the
effects of drug tteutmeut in scluzopb:ema_ The BPRS psy-
chiosis clister (concept ion, hallucinatory be-
havior, suspici 5 sud | thought content)-is con-
sidered a'parhculnr]y useful subset for assessing actively
psychdtic schizophrenic patients. A second traditional as-
_sessment, the Clinical Global Itmpression (CGI), refiects the
impregsion of a skilled observer, fully familiar with the
manifestations of schizophrenia, about the overall clinical
-state of the patient. In addition; the Scale for Assessing
Negative Symptoms:(SANS), a more recently developed but
less well evalyated sca]e‘ was emp]oyed l'or assessing nega-
Hivie sympboms .
.The resulis’ef the tna.ls follow*
(1) In a 6-week; placebo-conl:mlled trial (n—361) mvolvmg 5
fixid doses' of SEROQUEL (75, 150,300, 60D and 750 mg/
day.on a'tid scbeduIE) the 4 highést doses af SEROQUEL
were genérally superior to placébo on the BPRS totil score,
the BPRS psychosis tluster and the CGI severity score, 'mth
the mafimal eﬁ”e‘ct seen At 300 rag/day, and the effects of
dose§’ of 150 to 750 were generally mdzstmgmshable
SERDQUEL, ata' dose of 300 mg/day, was supenor to plam
cebo on the SANS; . ¢
{2)Ina Gweek, ‘Tacebo-contmlled tial’ (n—‘ZBG) mvdvmg
titration 6f SEROQUEL in High litp to 750 mg/day on’a td
schiédule) zind low: (up t0'250 mp/day on’s tid schedule)
doses, only the ‘pigh dose SEROQUEL ‘group, (mean dosé,
SOOmgf ay) was generally supérior to placebo on the BPRS
total 'séore; the' BPRS ‘psythosis cluster, the CGI seventy
scorg, and the SANS.
(@ In: i G w_eek ‘dose and dogé regunen compansou trial
“{n=618) in volving 1 two. ﬁxed doses of SEROQUEL (450 mg/
-day ém both'bid and tid sthedules and 50 mg/day dn a bid
schedule), only the’ 450 mg/day {225 mg'] bxd schedule) dose
3 for to the 50 mg/day (25 myg bid)

INDICATIONS AND USAGE: he - '
SEROQUEL is mdxéated forthe breatmeut of schxzophxema._
The eﬁimcy of SEROQUEL in- schxzophrema was estab-
lishe hy xm {6-wesk) controlled trials of schizo-
phrénic inpatients. (See CLINICAL' PHARMACOLOGY) ..
" The effectiveness of SEROQUEL in, long:term use, that is,
;for more 6 weeks, has not been systemahcallg( evaln-
ategi in controlled mals. Therefore, the physician who' elects
to use SEHOQUEL for extended periods should periodically
re-evaluate the long-term usefulness of the drug for the in-

ent (See’ DOSAGE AND ADMINISTRA

CONTRAINDICATIONS

SEROQUEL isgontraindicated in m&mdua]s with'a known
hypersenmﬁvxty to ihis medwahcn or any of its mgredxents

. WARNINGS
Neurolepnc Mal"gnant Syndrome (NMS) .
Apo(:enhally fital symptom complex sometxmes referred bo
a8 Neurolephc ignant Syndrome (NMS) has been re-
porbed in assomahon with administration of antipsychotic
drugs. Two pobsible cases of NMS [2/23687{0.1%)}- bave been
reported in clinical trials with SEROQUEL.- Clinfcal ‘mani-
* felstations of NMS afé’ hyperpyrexid, mitsclé rigidity, dltered
mental stats, and evideilce of autolomié instability (irreg:
ular pulse or blood pressure, tachycardia, diaphoresis, and
 cardidgs’ dysrhythmxa) Addxtxonal sxgmé may include.- ele-

~ited creztiné phosphokiiase, iria (rtiabdomyol
yms)andamrtemnalfi:lure.

The diagnostic evaluation of patient mﬂxth.lssyndmmexs
cumphcabed_ In’ arriving: a't‘a dmgnoszs xt is nnpor’cant to
exclude-éasés where the clirlical pr 5 1udes both,

in the differential didgnosis inclade central anticholinergic
toxicity, heat stroke, drug fever and primary central ner-

. vous system (CNS) pathology.

The management of NMS should include: 1} i diate dis-

weeks of treatment and d without adaptation or
progression during more chionic therapy. Generally, these
changes were of no clinical significance and TSH wis un-

h d i

continuation of antipsychotic drugs and other drugs not es-
sential to concurrent therapy, 2) intensive symptomatic
treatment and medi ing; and 3) treatment of any

itant serious medical pr obl for which spetific
treatments are available. There is no general agreement
about specific pharmacologxca] treatment r i for

in most patients, and levels of TBG were un-

changed In nearly all cases, cessation of SEROQUEL treat-

ment was associated with a reversal of thé effects on total

and free T4, ixrespective of the duration of treatment. About

0.4% (10/2386) of SEROQUEL patients did experience TSH

increases. Six of the patients with TSH increases needed re-
1 érit thyroid treatment

NMS:

If &4 patient requires antipsychotic drug treatment after re-

covery from NMS, the potential reintreduction of drug ther-

apy should be carefuliy considered. The patient should be

carefully monitored since recurrences of NMS have been

reported. '

Tardive Dyskinesia

A syndrome of potentially xrtevers:ble, involuntary, dyski-

netic movements may develop in patients treated with an-

tipsychotic drugs. Although the preva of the synd;

appears to be highest among the elderly, espemaﬂy elder]y
i to

Chnlesterol and Triglyceride Elevauons. In a pool of 3- to
6-week placebo-controlled trials, SEROQUEL-treated pa-
tients had increases from basehne in cholesterol and triglyc-
eride of 11% and 17%, vespectively, compdred to slight de-
creases for placebo patxents These 'chahges were nnly
weakly related- to ‘the -increases in welght observed in
SEROQUE[rtreated patiénts. - .-

Hyperp Although an elevatmn of prolactin
levels was not demonstrated in clinical trials with
SEROQUEL, increased prolat;tm levels Wereobserved in rat
swdlesmthtlus d, and were Associated with an

n; it is impossible to rely upon pr
predict, at'the irception of antipsychotic treatment, which
patients are likely to develop the syndrome. Whether anti-
psychotic deug pmducts differ in their pomntml to cause tar-
dive dyskinesia is unknown.

The risk of developing tardive dyskisesia and the likelihood
that it will bécome irreversible are believéd to increase as’
the duration of treatment and the total cumu]zlhve ‘dose of
antu., ti drugs"'nreuwih tient increase.
H , the d can ) Tthough much less
commonly, aﬁer relatxvely bnef treatment periods nt low'
doses. :
There is no Enuwn tréatment for establ'shed cases of tar-
dive dyskinesia, although the synd.mme may rem.xt, par-
tially or completely, if dntipsychotic treatment is with-
drawn. Antipsychotic tréatment, itself, h L mdy
suppress (or partially suppréss) the signg'and symptoms of
the syndromé and thereby may possibly mask the' underly—
ing process. The effect that symptomatic suppression has
upon the long-term course of the syndrodie s uillknown. -
Givién these considerdtions, SEROQUEL stiould be pre-
scribed in 2 manner that is most likely to-minimizé the oc-
currence of tardive dyskinesia: Chranic antipsychotic treatt
ment should generally be'reserved for patiénts who appear
to suffer from & chronic illness that (1) s known to respond
to antipsychotic drugs, .and (2) for whom' alternative,
equally effective, -but potentizlly léss harmful treatments
are not avallable or appmpnabe In patients ¥ho do Tequire’

k-, e smallest dose and the shortest dura-
tion ‘of treatment pmducmg a satisfactory clinical 1

Y gla.nd plasia in rats (see Carcino-
genesis.) 'ﬁssue culture expenmen& indicate that approxi-
mately one:third of human breasgt cineérs are prolactin de-
pendent in vitro, a factor of potential importaticé if the
prescription of these drugs is contemplated in a patient with
previously debected breast cancer. Althbugh disturbances
such as galactorrhea rrhea, gy tia, and impo-
tence-have been reported with prolactm—elevatmg com-
pourids, the clinical significance of elevated séruin prolactin
Jevels i is unknown for most patients. Neither clinical studies

nor ey jol ducted to daté have showi an
assotiation betw Hronic ‘administration of this classof
d’llgsan luulul B 14 inL it the ilabl

is-considered too lumted to be eoncluswe at this time.
T i El i ient and
feversible-elevations. in -serum Eransammases {primarily
ALT) hsive been repurted. The proportioils of patients with
trifisaininase elevations of > 3 timesithe upper limits of the
rormal reference range in a pool of 3--to’6-week placebo-
controlled ‘tridls were appmnmately 6% for SEROQUEL

pared to 1% for placebo. These hepatic énzyme eleva-
tions usually occurred within the first 3 weels of drug treat-
ment and promptly returnei to pre-study levels wﬂ:h ongo-

jatic, +r

 ing treatment with SEROQUEL.

Potential for Cognitive and Motor Impairment: Somno—
1enéd wad‘a commonly seported advérse event reported in
patients treated with'SEROQUEL espetially during the 3-5
day period of initial dose-titration. In the 3- to 6-week

X plagebo—coniroﬂed trinls, somuolence was reported in 18% of

5 ‘on SEROQUEL pared ito 11% -of placebo pa-

should be sought. The need for continued treatmént showld
be reassessed periodically. ’

If signs and symptoms of tardive dyskinesia appear in a pa-
tient on SEROQUEL, drug discontingatiofi shou]d be con-
sidered. Howéver, some pahents may require treatment
with SEROQUEL despite the presence of the syndmme

PRECAUTIONS
General

- Orthostatic Hypotension: SEROQUEL may. mdune ortho-

static hypotension iated .with dizzi tachycardia

and, in some patients, syncope, especially during the initial

dose-titration period, probably refiecting its a;-adrenergic-

antagonist properties. Syncope was reported in 1% (22/
2162) of the patients treated with SEROQUEL, compared
with 0% (0/206) on placebo and about 0.5% (2/420) on At:twe
control drugs. The risk of orthostatic 1 and syn-~
cope may be minimized by limiting the mxt;al dose to 25 mg
bld (See DOSAGE AND ADMINISTRATION). If hypo-
tension ocours during titration to the target dose, a return
to the previous dose in the titration schedule is appropriate.
SEROQUEL should be used with particular caution in pa-
tients with known cardiovascular digease (history of myo-
cardial infarction or ischemic heart disease; heart failure ox
conduction abnormalities), cerebrovascular disease of coii
ditions which would predispose patients to hyp {de-

henfs Since SEROQUEL has the potential to i unpmr judg-.
ment, thinking, of motor sldlls, patiénts should be cau-
tioned about performmg activities requiring mental
aleriness, such’as operating a motor vebicle (including an-
toxobiles) of bperating hazardous machinery until ‘they are
redsonably cértain that SEROQUEL therapy does not affect
them adversély.
Piiapism: One case of priapism in 4 patient receiving
SEROQUEL hak been reported prior to market introduc-
tion. 'While a tausal relationship t6 use of SEROQUEL hds
nbt been established, other drugs with alpha-adrenergic
bl‘ockihg effécts have been mported to induce priapism, and
it is possxble that SEKOQUEL miy share this capacity. Se-
vere priapism may require surgical intervention.
Body Température Regulatiori: Althdugh. not reported
with SEROQUEL, disruption of thé body’s ability to reduce’
core body temperature has been attributed to antipsychotic
agénts. Appmpnate care is advised whén - prescnbmg
SEROQUEL for? *patients who will'be axpenencmg condi-
tions which may ‘contribute to an elevation in coré body tém-
perature, e.g, éxéicising strenuously, exposure to extremé
hedt, receiving concomitant medicition with anhnhohnetgxc
activity, or being sibject to deliydration.’
Dysphagia: Esophageal dysmotility and asplrahon have
been assor:nated with antipsythotic dmg use. Aspxrnhon

hydtahun, lemia and treatment with antihyperten-
sive medjcahons) S Lo e
Cataractst. The d ', pment of caf ts was observed in

jciation with g i i ifl‘,'dogstud-
ies (see Ammal Toxxcology[ Lens chang&s ‘have also been
ohserved m patgents durmg Iong -term SEROQUEL 1reat-
ment, hut a, ausal ationship to. SEROD.UEL use Kas not
been %tabrshed. Neverthelm, thé possberty of lenhcular
be excluded at this tu'ne. Therefore, exam-
ination of the Iensby thods ad 10 detect.
formation, such as’slit lamp exam or other appmpnately
sensitive hods, is r ded at initiation of treat-
ment or shortly thereafter, and at6 month intervals durmg
chronic treatment_ .
Sekrures: clinical t:nals seizures occurred in 0. 8%
(18/2387) of patients treated wﬂ:h SEROQUEL compared to
0.5%(1/206) on placebo and 1% (4/420) on active control
drugs. As with other antipsychotics SEROQUEL should be
used cautionsly in patients with a history of seizures or with
conditions that potentially lower the seizure thr'eshold, e.g.,
Alzheimer’s dementia. Conditions that lower the seizure
threshold may be more prevalent ina popu]ahon of 65 years
or older.

o Senousmedxmlmness(eg, drnohi temic infect
ete.) and untredted or madequately treated extrapyramxdal
signs and symptoms (EPS); Other important considerations

PRPI— 1Y ot e

Clinigal tmﬂs mth SEROQUEL dem(m-
strated a dose-related decrease in total and freé thyroﬁne
(14) of approximately 20% at the higher end of the thera-
peutic dose range and was maximal in the first two'to four

B

imémia is & tor cause of morbidity antl mortality in
eldex:ly patients, in particular thosé with advanced Alzhei-
ner’sdeféntia. SEROQUEL and other antipsychotic drugs
should be used cauhouxﬂy mvpahenfs at nsk for aspu-ahon
padumonia * .
Suicidé: The possxbﬂxty uf a smade attempt is inhetent in
schizophrenia and cldge supervision of high risk. patients .
should” “accoinpany’s drig - therapy.' Pregeiiptions- for
SEROQUEL should' be'wiitten for the smallest quanhty of
tablets consistent-with good paﬁent management in order
to reduce thé risk of overdose: :
Use.in Patients wtth “Concomitarit lllness: Chmca:l exper—
ipnce with SEROQUEL in ‘patiénts with certain concomi-

-tant systemic illnesses (see Renal Impairmént ‘arid Hepatic

Impairment " under CGLINICAL PE’ARM:ACOLOGY Spe-
dial Populatxons) islinited. . ¢ vi-
SEROQUEL has hot béen evaluated i used to any- appre-
ciablé extent jo patisiits with a recent history 6f riyocardial
infarction or unstable heart di Patients with these di-
agnoses wete excluded from’ premarketmg clinical studies’
Because of ‘thé- ¥isk of érthostatii bypotensmn with
SEROQUEL, caution should be obiserved in cardiac patients
(see Orthostatic:Hypotension). ¢

Infonhation for Patients v

Physicians are advised to dxscuss tbe followmg issues Wx(:h

.patients for whom they prescnbe SEROQUEL. -

Orthostatic Hyputensmn. Patients should be advised of
the risk of orthostatic hypotension; especially during the 3-5 _
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day period of initial dose titration, and also at times of re-
1mtmtmg treatment or increases in dose.
e with Cognitive and Motor Performance: Since
was & ly reported adverse event associ-
ated with SEROQUEL breatmenf., patients should be ad-
vised of the risk of somnolence, especially during the 3-5 day
period of initial dose titration. Patients should be cauti
about performing any activity requmng mental alertness,
such as operating a motor vehicle (i hiles) or

Thyroid follicular cell adenomas may have resulted from
chronic stimulation of the thyroid gland by thyroid stimu-
lating hormone (TSH) resulting from enhanced metabolism
and clearance of thyroxine by rodent liver. Changes in TSH,
thyroxine, and thyroxine clearance consistent with this
mechanism were observed in subchronic toxicity studies in
rat and mouse and in a 1-year toxicity study in rat; however,
the results of these studies were not definitive. The rele-.
vance of the increases in thyroid follicular celi adenomas to

operating hazardous machinery, until they are bly
certain that SEROQUEL therapy does not affect them ad-
versely.

Pregnancv: Patients should be advised to notify their phy-
sician if they become pregnant or intend to become pregnant

h risk, through whatever h is unknown.

Antipsychotic drugs have been shown to chronically elevate
prolactin levels in rodents. Serum measurements in a L-yr
toxicity study showed that quetiapine increased median
serum prolactin levels a maximum of 32- and 13-fold in

during therapy. male and female rats, respechvely Increases in mammary
Nursing: Patients should be adv'lsed not to breast feed if neoplasms have been found in rodents after chronic admin-
they are taking SEROQUEL. istration of other anhpsychohc drugs and are idered

Concomitant Medication: As with other medicati be prolactin-mediated The T of this increased ingi-.

- (see Pharmacokinetics under CLINICAL PHARMACOL-

OGY and DOSAGE AND ADMINISTRATION).

ADVERSE REACTIONS

The premarketing development program for SEROQUEL
included over 2600 patients and/or normal subjects exposed
to 1 ar more doses of SEROQUEL. Of these 2600 subjects,
approximately 2300 were patients who.participated in mul-
tiple dose effectiveness trials, and their experience corre-
sponded to approximately B65 patient-years. The conditions
and duration of treatment with SEROQUEL varied greatly
and included (m overlappmg categones) open-label and
double-blind p of s ts and outpati
fixed-dose ‘and’ dnse-tltratmn, studxes and short-term or
longer-term exposure. Adverse reactions were assessed by
colled.mg adverse events, Its of ph tions,
vital sng'ns, wexgbts labotatary analyses ECGs, and.resulfs

tients should be advised to notify their physicians if they
are, taking, or plan to take, any prescription or over-the-
counter drugs.

Alcohol. -Patients should be advi 4 to awoid ing al-

dence of prolacti di y gland tumors in rats
to human risk is unknown (see Hyperprolad:memm in
PRECAUTIONS Genexal)

is: _ The mut tential of quetlapme wasg

4

- coholic beverages while takmg SEROQUEL, * -

Heat E and Deh i Patients should be ad-
vised regmdmg nppropnate care in avoiding overheating
and dehydration. .

Laboratory Tests.

No specific laboratory tests are recommended

Druyg Iateractions

‘The risks of using SEROQUEL in cnmbmahon with other
drugs have not been extensively evaluated in systematic
studies. Given theprimary CNS effects of SEROQUEL, cau-
tion shiould b8 used when it id taken in binatibh with

tested in six in vitro bacterial gene mutatmu,assays and
an in vitro mammalian gene mutation, assay ip Chinese
Hamster Ovary cells. However, sufficiently, high concentra-
tions -of quetiapine may not have been iised: for all tester
strains. Quetiapine did produce a reproducible increase in
mutations in one Salmonella typhimurium dester strain in
the presence of metabolic activation., No e‘{;dence qf desw

Iab-,

. to provide a

of ophthi ex

Adverse events duringexposure were ubtamed by, generel
inquiry and recorded by chmca.l mvestxgators using termi-
nology of their own ch g quently, it is not possibl
ingful estimate of the proportien of,_mdx-
viduils expedencing-adverse events without first: grouping,
similar'types of events into a small ber of standard-
ized event categories. In the tables and tabulations that fol-
low, standarid COSTART terminology has beenvused l:u clas-
sify reparted adverse events.: .

The stated fréquencies of adverse events represent the pro-
portmn of individnals-who'experienced; :at léast once, a
t-emergent . event:of;the *type listed. An

genic potential was obtained.in an in vitro ch

erration assay in culbured buman, lymphocytes nr in tbe in
vivo micronucleus assay in rats. | ot

[ i of Fertility;, . Quet;apme decteased mahng and

other' centrally acting drugs.” SEROQUEL potentiated the
cognitive’ and ‘motér effects 6f alcohol in a clinical trial in
subjécts with: selected psychotic disorders, -and alcoholic
béverages should be ‘avoided while taking SEROQUEL. -

" Bécause of: its -potential for inducing hypotension,

SEROQUEL may enhance the effects of certam antihyper-

tensive agents.
SEROQUEL may antagomze t.he effetts of lenmdopa and do-
pamibe agonists.”
The Eﬂect of Other Drugs on SEHOQUEL . f
i istration of guetiapine (250 mg' hd)
and phenytom (100rmg tid) increased the mean.-oral cledr-
ance of quetmpme by 5- fo]d. Increased doses'of SEROQUEL
may be requi i trol'of symptoms of schizd-
phrenia.in’ pahents receiving quetiapine and pheuytom, or-
other hepatic enzyme inducers.(e.g, car , barbi-
turates, rifampin, flucocorticoids). Cauhon should be takeu
xfphenytom:s withdrawh and replaced ‘with ‘a noxi-i
(e £ valpmate) (see DOSAGE AND ADMINISTRATION.)
Thioridazine (200 mg bid) inéreased t'ne oral
clearanoe of quetmpme {300 mg bid) by 65%. e
istration of :multiple daxly doses of
mmetldme (400 .mg tid for 4 days) resulted in a 20% de-
c:ease in the'meén ofal clenrance of quetiapine (150 mg tid).
diistment for ghetiapine is not requirediwhen it is
given mth cimetidine.
PA450 34 Anhibitors:: Coadmi m.rdhon “of k e 1
(20D mp once daily for 4 days), a potent inhibitof:.of. cyto-
chrome' P450.3A; reduced oral clearance of quetiapine by
84%, resulting in a 335%-increase in maximum plasma-con-
centration of quehapme Laution is-indicated when
SEROQUEL is adniinistered with ketoconazole and. other
inhibitors of cy;‘nchmme P450 3A, (e :g., itraconazole, flu-
cnnazole, and erythromyein). '
Fluoxehne,lmlpramme, -Haloperidol, and RlspErldﬂnE' Co-
administration of fluoxetine (60 mg once daily); imipramine
(75 mg hxd), hnlopendol {75 mg, bid), or nspenduue (3 mg
bid). wzth quetiapine (300.mg bld) did, not alter the steady—
state pbnrmacolﬂnems of quetiapine. . L.
Effect of  Quetiapine on Other Drugs
Lorazepam. :The méan.oral clearance of lorazep;am (2 mg,
smgle doge) was reduced by 20% i in the presence of. f quetia-
pine administéred as 250 mg tid dosxng_
Lithium: Concuqntant admxmstratxon of quetxapme
(250 mg tid) Wlth lxthmm had no eﬁect, apy.of the s(:eady-

1 studxes were condurt: st
ice, and W’istm: Tats. Quetxapme was a&mmis

x5}

bered in, the d;et to mice, at doses of 20,75, .250, and
750  mgfkg and tq,rats by gavage “at dosés of, 25 '15 and
250 r tw yt,zz,n;s The;e doges are eq\qyale.nt to

times the maximum human dose (809 ]

mcma,_ses,m t.hyrpld gIanQ ¥ Q}I'icular
. adenom mijge at doses of 250 an d7§01?.18/k€dr1.5
and 4.5 times the maximiym Hafgan dose on’ 4 mg/m? bissis
abd i male xath gt a dose of 250 mg/.kg or 3.0 times the
maximuin hufan dose on g, mglm asip, ary gland
adenoeeranomas were statistically srgmﬁamﬂy mcreased
in female rats at all doses tested (25, 75, and 250 ‘mg/kg or
0.3, 0.9, and 3.0 times the IRaximum

| huinan dose on a mg/m® basis. H

. There are no adéquate dnd well-controfled sko

| during the initial desing period i in the eldedy

fertﬂlt'y in male,Sprague~Dawleymt5 at gral duses of 50 and N

150 mg/kg or 0.6 and 1.8 times the maximum, humzm dase
on a mg/m* basis. Drug-relaked effects mc,luded increases jo.
interval to mate and in-the number of matings mqmred for,
successful unpreguatmn. Theqe eﬁ'ects cunhnued ip be ob-
served at 150 mg/kg even affer a two-week permd withiout -

| treatment. The no-effect dose for, mpa.\red mating and fer.,
" tility in male rats was25 mgfkg, or 0.3°

nes the ma.nmum
hupian dose on a mg/mz basis. Quehapme 'adversely af-
fected mating and fertility in. fema]e Spragué-Dawley” ts

at an oral doseé of 50 mglkg or 0.6 times the miaxinum hw
man dose 00 & mglm basis. Drug- related € incli

régilar estrus cycles was oliserved at doses of 10 'and 50 i
kg, or 0.1 and 0.6 tinies the makimum l}uman dose n
mg/in® basis. The no-effect dose in, female Fats
or 0.01 times the maximum human dosé ¢ n‘a mg/tx'\sz i
Pregnanéy | ! ’
Pregnancv Category C

organogenesxs No evxdence ofa ierah)ge c_effact was dg
tected in rats 4t doses of 25 to 200 mglkg or i
the manmum Human dose'tn a migh® bikis or 5 rabbits HE
95 t0 100 ‘mg anGto24txmes‘rhemanmumhuman
dose or a mg/m basi§: There was, hotvever, eviderite ofé e

-bryoffetal toxicity. Delays in skeletal ossification were de--

tected in rat fetuses at dosés of 50 and 200 mg/kg 0.6 and’
9.4 times the maxintizn human dose on a fag/m®basis) and
in rabbits at 50 and 100 mglkg (1.2 and 2.4 timeé the masi-
miim human @ose on a mhg/m> basis). Fefal Lody weight was’
rediiced"in rat fetises at‘200 mg/kg and rabbit’ fetusés at
100 rig/lg (2.4 times'the maximum hitman dose o a mglm

basis for both species). There was ai incréased incidentd of

. & tninor soft tiksue’ andiiialy (carpal/tifsal’ fidrure) in rabbit

fetuses at a dose of 100 mg/kg-(2:4 times the m3ximnm hu-
man dose on a mg'/mz basis). Evidence of maternal toxicity
(ie., decreases in:body weight gain and/or death) wis. ob-

served at-the high.doge in*the rat ftudy and-at all doses in' ‘
| the rabbit study. In a penlpostnatal reproductive study in-

rats, no drug-related effects weré observed at doses of 1,10,
dZOmg/kgor 001.,012 and 0.24 times the mzmmum

r, i 4 prelim

perifposthatal;study, there were incréaies in fetal and pup ’

death, and deereases in mean hﬂ'er eight, at, 150 mg/kg,-m; P ~

SOthesthemameumhumand onamg/m,

nant women and quetiapine should be usad' du.gq

nancy only :f the! potentxal beueﬁt jdshﬁes the pbte
'the fetus

, baselinie evaluation. =

| €6 B rwielis) of & cﬁxzophrem:i

| The ptescnher shoiild bg

g wde t.he mmbmg pbysxctan mth somé basu; for estxmab-

- event was considersd tteatment emergent: if it-occarred for

the first time or worsened while meemng t,l:erapy fnilowmg
s
Adversé Findings Observed in Short Term, Canfrolled Tnals
Adversé Events, Assodiated with Dzscqnhnuaﬁon of Treat-
ment in Short-Term, Placeb “,‘f"‘Tna!s RS
Overall, thére was: httle 'differencesin the jincidence -of dis-
continuation dye to adverse events (4% for SEROQUEL vs.
3% fur plaeebo) ina pooLaf controlled ¢rials: However, dis—
ué to }! and.h_ypoiensmn weré con=
sidered to be drug’ relatedl(see PRECAUTIONS): .

| Adverse Event -’ SEROQUEL Placebo
Somnolence . . - 08%. . 0%
] Hy‘potenswn e e - 4% - 0%
Loy . u
- “‘. Everr(s O g at an Incid of 1% or More:

Arricng SEROQUEL Treated Patients” in Short-Term,

. Placebo-Controfled Trials: Tahle 1 enumerates, the inci-

denee, rounded td,the nearest percent, of treatment-emer-
gent adverse events tb.at occurred dunng acute therapy {up
1% or more 'bf patients
treated w1th SEROQUEE’ (doses tiging from 75 to750
mglddy*)"where he"mcqienoe in’ patiekits treated with

A SEROQUEL Waslgreate £h&m the mmdence in plabebo-'

tables nd" ta'bulahpns caniot e used to pre(ﬁd: the mm-’
dence of side effects il the tourss of wstral pedici] practics’

| where pitiEnt thacacteristicl and other factors differ' frof
] theke thztt pmv'aﬂed in the chmcal trighd? “Sum’]arly the cited

ired'with figures obtained flom’
i volving differeat ‘treatments
uses, #nd invéstigators. The'cited ﬁgures,‘bnweVer dé ‘pro-

""" population Studisd "

.y these studxes,"the most’ oommonTy oberved adverse

EROQUEL (mmdeuce of
a mte on SEROQUEL at
dmﬂess (10%) postural
(7%), éﬁd dyspepsm 6%.. °

Table L. 'I‘mat‘ment Emergent Advérse’ Expenence B
Inmdence in 3- to 6-Week Placebo‘Gonh—oll *
P ‘Clinical Tele!

events assoma‘wd with the use o

P]aoebo
(n—206) e

i i nnkn ‘ 3 e_.Vp!'..“h 2 .
- Niiésirig Mothexs' SEROQUEL v(ras'e‘s:creted i Nerito"us System
sated Auring” lactation; 1€ is not W i muolence:
reted 35 hifmin ik s yecommended:
ROQUEL shoitd not breast feed. D'Be$ﬁve System

Pediatric Use: '‘The safety and effectiveriess,of SEROQUEL‘ ¥

in pedxertnc patierits have ndf been. establisbed. " -
Genatnc Use:.” Of the approximitsly 2400 paheuts  chirt
ical studies with SKEROQUEL, 8% (190 were 65 years “of agé
or over. In genersl, there was no indication.of any different
tolerability of SEROQUEL in the, eldezly. -compared to

younger radult& Nevertheless, the presence of factors that 1 o

might decrease ghamanolﬂnehc c]eara.m:e, increase the

phiarn to SEROQUEL, or-cause poorer |
| bulemnce o}.’ orthoshasm, should Jead to oonmdera'hon of a

Tower starb.ng dose, slower htratwn, and careﬁd momtoung
'he -mean
y! ‘clearance of SEROQUEL was reduced by, 30% 1o

duseonamglm basis). - .- S

50% in elderly patients when compa.red to younger patleuts

g

. Contmued Q.o xtpage .

: «Copsult 2004 POR? supplements,and future editions for revisions:
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PHYSICIANS® DESK REFERENCE®

Serdqﬁ'el——-Cont.

Special Senses . . .
Ear pain 1% 0%

! Events for which the' SEROQUEL incidence was equal to
or less than placebo are not listed. in the tab[e, but in-
cluded the followmg pain, m[ectmn, chest pam, hostility,
aceidental injury, hypertension, hyp a, vom-
iting, diarrhea, myalgia, agitation, insomnia, nmuety,
nervousness, akathisia, hypertonia, tremor, depression,

paresthesia, pharyngitis, dry skm, amblyopia.and urinary -

tract mfectxon. -
Explomhons for interactions on the basis of gendef, age,
and race did not reveal any clinically meaningful différénces
in the advérse event occwrrence on the basns of these demo«
graphic factors. .
DoSe Dependercy of Adverse Evems in Short- Term,
Placébo-Controlled Tnals‘x o C e

nw $-itocd - A o . Saoht £ "‘“‘ad-

verse evént data from a study con;paring fives fixed doses of

SEROQUEL (75 mg, 150 mg, 300 mg; 600 mg, and 750 high
day) to placebo were explored for dose-relatedness of ad-
verse events. Logistic regression analyses revealed a posi-
txve dose response(p<0 05) for the following: adverse events
dyspepsiay abdomidal pain, and weigh \t gain.

. i Data from bne 6—week chmcal
tnal com[mnng * five- “fixed doses of SEROQUEL (75, 150,
300, 600, 750 mg/day) provided evidence for- the lack of

. tr?eai:mentemergent extrapyramidal symptoms (EP3) and
dose-relatedness for ERS 4 iated. with SEROQUEL
treatinént. Three ‘methods wereused to-measure EPS: (1)
Simpson:Angus totalscore (mean change from baseline)
which evaluates parkinsonism ard akathisia, (2) ingidence
of spantanecus complaints of EPS (akathisia, akinesia, cog:
whieel rigidity; extrapyramidal syndrome, hypertonia, hypo-
kinesia, neck rigidity; and tremor), and {3) use.of antxcho—
linergic mediéations t'treat emergent EPS.

P SEROQUEL
Dose - -~ -
Groups Placebo 75mg 150mg 300mg 600mg 750mg
Parkinsonism -0.6 1.0 12 -16 -1 8 —1.8
incidence 16% -G% 6% 54% . 8% '6%’ '
Anticholinergic i e
Medications 14% -’11% ©10% 8% s |12% 11,%

In three addlhnnal plaoebo—coutrolled chmcal tna]s usmg
- variable, doses of SEROQUEL, there were no d.dfereuces be-
tween the SEROQUEL and placebu t.reatment groups in the

incidence of EPS, as assessed by Simpson-Angus total,

scores, spnntaneuus cnmplamts of EPS and the use of con-
gic medications to treat EPS. .
. V'rtal Sign Changes: SEROQUEﬁ is assocmted ‘with oxtho—
static hypotension {see PRECAUTIONS). -
Weight Gain: . The pmporhons of patxeuts meetmg 2
wexght gain cntenon of 7% of body weight were 0F

- definitions: frequent adverse events are those sccurring in

at least 1/100 patients (only those not already listed in the
tabulated results from placebo-controlled trials appear in
this listing); infrequent adverse events are those occurring
in 1/100 to V1000 patients; rare eveits are those occurring
in fewer than 1/1000 patients.

Nervous Systern: Frequent: hypertonia, dysarthria; Infre-
quent: abnormal dreams, dyskinesia, thinking abnormal,
tardive dyskinesia, vertigo, involuntary movements, confu-
sion, psychosis, hall tions, hyperkinesia, li-
bido increased®, urinary retention, incoordihation, paranoid
reaction, abnormal gait, myoclonus, delusions, manic reac-
tion, apathy, ataxia, depersonalization, stupor, bruxism, cat-
atonic reaction, hemiplegia; Rare: aphasia, buccoglossal
syndrome, choreoathetosis, delirium, emotional lability, eu-
phoria, libido decreased®, neuralgm1 stuttering, subdura!
heriatoma.

Body as d Whole: Frequent: flu syndrome; Infrequent: |

neck pain, pelvic pain®, suicide attempt, malaise, photosen-
sitivity reaction, chills, face edema, moniliasis; Rare. abdo-
men enlarged.

Digestive System: Frequent anorexid; lnfrequent: in-
creased salivation, increéased appetite, gamma glutamyl
transpeptidase increased, gingivitis, dysphagia, flatulence,
gasfmentenhs. gast.ntls ~hemorrhoids, stomatitis, thirst,
tooth caries, fecal i tiredce, gastr ph ] reflux,
gum hemorrhiagé, mouth ulceration, rectal hemorrhage,
tongue edeina; Rare: glossitis, hematemesis, mtestmal ob-
structiofi, melena, pancreatitis. -
Cardiovascular System: Frequent:

palpitation; Infre-

| quedt: vasodilatation, QT interval proloniged, migraine,
‘bradycardia, cerebral ischemia, irregular pulse, T whve ab-

normality, bundle branch block, cerebrovasailar accxdeut,
deep thrombophlebitis, T' wave inversion; Rare: angina pec-
toris, atrial fibrillation, AV block first degree, congestive
heart faflure, ST elevated, tirombophlebitis, T wave flat-
teriing; ST abnorrality, mcreased QRS ‘daration,
Respiratory System: Frequenr pharynglhs, rhinitis,
coug'h increased, dyspoea;’ lnfrequent: pheumonia, epi-
stans, asthma; Rare:hiccup, hyperventxlatmn.
Metabolic and Mitritional S q penpheral
edema’’ Infrequent: weight loss, nlkahne phosphatase in-
ceeased, hyperhpemm., alcohol‘intdlerance, dehydration, hy-
erglycenun, creatinine increased, hypoglycemis; Rare: gly-

cosurm, gou.t _hand _edema, l:lypokxilen'ua1 water
mtu:ucetxbn. .
Skin and-Apperd: Y Fr t s Infre-

quent: pruritis, acne, htact dermatiti
pular rash, sebbrrhea, skdn ulcer; Rare: exfoliative' defma-

tits, pioriasis, skin discoloratipn.

Urogenital System' Infrequent: dysmenorrhea* vagml-,

tis*, urinary incontinence, metrorrhagia®, impotence*, dys-
una, vagmal moniljasis*, abnormal ejaculaﬁmn‘ cystitis,

ary fr rhea*, female lactation*, leulor-
rhea*, vagmal hemarrhage‘ vulvovagmxtzs‘ orchitis*; Rare:
gynecomast:a* nochma, polyuria, acute kidney failure.

jal S con)uncthhs, abnérmal vi-
smn. dry eyes, tmmms taste perversion, blepharitis, eye
painy Raré: abnurmahty of accommodation, deafness, glau-

. comad.

" in a pool of four, 3 to G-week placebo—cuntrolled chnu:al tn-
als, revealmg a stahstxcally sxgmﬁcant]y greater incidence
of wexg:ht gdin for SEROQUEL (23%) compared, to. placebo
(6%) . e

tory Ch t of the premarkehng
expenence for, SEROQUEL suggested that it is

1 System: Infrequent: pathologmal frac-

“ture, myasthema., twitching, arthralg'ra arthritis, leg

cramps, bnne pain.

with asymptomainc increases in SGPT and increases in both

total cholésterdl and triglycerides {see PB.ECAUTIONS)
An assessment of, hematolog'lml parameters in short-term,
plaoebo—e;ontmlled trials revealed no- -clinically 1mportant
differences between SEROQUEL -and placebo .

ECG Changes: Between groitp comparisons fnr pooled
placebg-controlled trials revealed no statistically sugmﬁcant
SEROQUEIJplaeebo differences in the proportions of pa-

Hemic and Lymphatic’ Fv quent: leukopenia; fn-
frequent:. leukocytosxs, anemxa., ecc'hymosxs, eosinophilia,
hypochromic.ane pathy, osis; Rare: he-
molysis, throm] ia -
Endocrine’ Infrequent hypothyr_'_” diabet
mellitus; Rare: hyperﬂxymndzsm_

*adjusted for gender ..

Post Marketing Experience: :Adverse events reported since

market, introduction -which werg temporally related. to
SEROQUEL therapy include the following: rarely leukop

VI t of Overdosage: In case of acute overdosage,
establish and maintain an airway and ensure adequate ox-
yeenation and ventilation. Gastric lavage (after intubation,
if patient is fous) 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 Cardiov: lar monitoring
should i diately and should include continu-
ous electrocardiographic itoring to detect ible ar-

rhythmias. If antiarrhythmic therapy is adxmmstered diso-
pyramide, procainamide and quinidine carry a theoretical
hazard of additive QT prolonging effects when administered
in patxents with acute overdosage of SEROQUEL. Similarly
it ig reasonable to expect that the alpha-adrenergic-blocking
properties of bretyliuin might be additive to those of que-
tiapine, resulting in problematic hypotension. ~

There is no specific antidote to SEROQUEL. Therefore ap-
propriate supportivé measures should be instituted. The
possibility of Itip! d.rug inval t should be consid-
ered. Hyp jon and circulatery collapse should be
tredted vith eppmprmte measures such as mtravenous fu-
ids ‘and/or symp tic agents (epinephrine and dopa-
mine should not be used, since beta stimulation may'worsen
hypot in the setting of quetiapine-indiced alpha

& P

[ blockade) In cases of severe extrapymnudal symptoms,

gic medication should be ad
medical supervision and
the paﬁent recovers.

DOSAGE AND ADMINISTRATION

Usual Dose; SEROQUEL should. generally be admmls-
tered with an initial dose of 25 mg bid, with increases in
incremexts of 25-50 mg bid or tid on the second and third
day, as tolerated, to a target ; dose range of 300 to 400 mg
daily by the fourth day, givea bid or tid. ] Further dpsuge ad-
justments,.if indicated, should generally occur at intervals
of not dess than 2 days, as steady state for SEROQUEL
would not be achieved for approximately 1-2 days in'the typ-
jeal patient. When dosage adjustments are né v, dose
mcrements/dectements of - 25-50 mg bid.are recomme.uded
Most efficacy data with SEROQUEL were obtained using tid
regimens, but in one controlled trial 225 mg bid was also
effective. -

Efficacy-in schizophrenia was d rated in a dose range
of 150 to 750 mg/day in the clinical trials. supporting the
effectiveness -of SEROQUEL. In a dose response study,
doses above 300 mg/day were not demonstrated t6 be more
efficacious than the 300 mg/day dose. In other studies, how-
ever, doses in, the range of 400-500 mg/day appeared to be
needed. The safety of dosés above 800 mglda}v has not been
evaluiited in clinical trials.

Dosing in Special Populations

Consideration should be g;ven to a slower rate of dose titra-
tion and a lower target dose in the elderly, and in:patients.
who aré debilitated or who have a predigposition to-hypo-
tensive reactions (see CLINICAL PHARMACOLOGY).
When lnd.lmted, dose escalation should be performed with
caution in these patients.

Patients with liepatic impairment should be started of
25 mg/day. The dose should be incréased daily in increments
of 25-50 mg/day to an effective dose, depending ot the clin-
ical response and tolerability of the pahent.
The elimination of quetiapine was enhi d in the pr

of phenytoin. H‘gher memtena.nce dos% of quetidpine may
be required wlien it is coadininistered with phenytoin and
other enzyme inducers such as carbamaZepine and pheno-
barbital (See Drug Interactions wader PRECAUTIONS).
Mainténance Treatment: While there is no body of evi-
dénce available to er the question of-bow long the pa-
tient treated with SEROQUEL should remain on it, the ef
fectiveness of maintenance trestinent is wéll established for’
many other drugs used {6 treat schizophreriia. It is recom-

ed:- Close
until

itoring should «

a patient develops a low white cell count

tients experiencing putentmlly important chang m ECG

id d:scontmuatxon of therapy. Possible risk factors for
Teul i include prée-existing low white cell

parameters, including QT, QT and PR intervals. However,
the propertmns of pat\entsmeetmg the criteria for fachycar-
- dia wére compared il four 3 to 6-weel plabebo-controlled
clinteal trials revealing * a’ 1%. (4/399) incidence for.
SERQQUEL compared to 0.6% (1/156) incidence, for placebo
SEROQUEL use was dssociated with a mean increase in
heart rate, assessed by ECG, of 7 beats per minute com-
pared to a mean increase of 1 beat per mmute among
placebo patients. This slight tendency to tachyeardia’ may

ba.related to SEROQUEL’s potential for mducmg ort.ho-,

. static chenges (see PBECAUTIONS) .
Other Advérse Events ‘Observed Dunng the Pre~Marketmg
Evaluation of SEROQUEL
Followjng is a list of COSTART terris’ that reflect

treatment-emergent adyérse events as defined mﬁle intre- |

duction to the ADVERSE REACTIONS sectior’ tgported by
pitients treated with SEROQUEL at multxple deses
=75 mg/day durmg any phase of a tnul within the preniar-
keting database ‘of approxxmately 2200 pahents All *re-
ported évents are included except those a]reudy 'lxsbet’i in
Table 1 or elsewhere in labeling, thobé events for wlnc'h a
’ drug Cause was rernote, and those event terms whxch ve

. ¥ { and P:

[ xéported 'Signd tind sympt

count - and hxstory of drug induced leukopenia/neutropenia.

DRUG ABUSE AND DEPENDENCE
Oontrolled Substance CIaSS' SEROQUEL is not a con-
trolled subs&mce :

P ‘..- mend

SERQQUEL has
niot been syst.emahwlly studxed, in animals or humans, for
its potential for abuse, tolerance or physical dependence
While the clirical €rials did not, reveal any bendency for any
drug—eeehng héhavior, these observahons viere pot systerg-

. atic and it is'not possible to. predict on the basis of this Hm-
ited expenence the extent t6 which & CNS-achve dmg will
. be mxsused, diverted, and/or abused once marketed. Conse-

qe.ently, patients should be evaluated carefidly ﬁ)r alnstory
of drug abuse, and such’] patlents should be observed closely

for & signs- of misuse or abuse, of SEROQUEL e.g., develop-.

ment of i'olera.uce, mcreases in dose, dry g—seekmg behavior,

' QVERDOSAGE

Human expenence. Expenence thh SEROQUEL (que-

* tigpine fumaraté) in"acute overdosage was limited ‘in ‘the

clinical frial database (6 reports) with estimated dogés rang-
ingfrom 1200 ing fo 9600 mg and no fatalxtxes In generdl,
‘were those r ng-from an

so general as to be uninft tive. Tt if importafit to & -
size-that, although the events reported occurréd
treatment with SEROQUEL they were’ ‘not 'le
caused by it. N
Events are further, categorized by body syst andhstedm

afderof decreasing ﬁ-equency accordivg to the following |

gl Sitbsedt

Wil be supérseded by suppléme

PP

exagg‘ ration of the diugs known pharmaco]ogxcal effects,

ie., drowsmess and sedahon, tachycsrdia and hypotensior.

One case, involving an estimated overdose of 9600 mg; was'
aasociated with hypokaleniia and ﬁ.rst degree heart block.

ed"xtions

. the' p

ded that responding patients be continuéd oh
SEROQUEL, but at the lowest dose needed t6 maintain res -
mission. Patients should be periodically reassessed to de(“er—
ine the need for mmnteuanuz ‘treatmient. ° Lo
Reinitiation of Treatient in Patients Pr sly \"" tin-
ued: Although there are no dita to speclﬁcally address
reinitiation of treatment, it is f ded that when fé-

stdrting pitienits “who have had ah interval of léss than one

_ weék off SEROQUEL; “titratioh of SEROQUEL is ntit re-

quu'ed and the majnitehanée dose may be'rel itidted. When
restartifig * therapy “0f ‘patients who " Have  beed off
SEROQUEL for mure than one week, the" :mtxal txtratmn ;

| schedule shoiild be fo).lovded.

Swm:hmg from Other® Armpsychuns There are o sys-
temidtically collected’ data to specifically addréss switching
pafiénts with s’r_hxzophrema from other antipsychotics to
SEROQUEL or coficerning toncomitdnt admu:ustra‘hon

] with other antipéyctiotics. Whilé jipmediate dxscontmuat:on
of the" prevmu.s antnpsychobc treatment may be aweptable

for some
tinua;

tients with schizoph eum, more gradual dzscom
niay be most appropriaté for thers. In all cases,
d of o’verlappmg anhpsychottc adrhinistration
should B mmumzed_ ‘When s%itchibg patients with schizo-
phrema from depot: anhpsychuhcs, if médically appropriste,
iriitiate SERQQUEL therapy in place of thé'néxt scheduled

. injection: 'The need for continuing existing EFS medxmtmu

sh(mld be réevaluzted penddxcaﬂy

HOW SUPPLIED .. - :
25-mig "Tablets (NDC 0310-0275) Peach, roind; biconvex,
film coated tablets, identified with ‘SEROQUEL’ and ‘25 on.



o

" 750 mgh;gm’

'shldy in quehapme treated fernale dogs. ang -re]

" Made in USA

PRODUCT INFORMATION

ASTRAZENECA/689

oneside and plain on the other side, are supplied in bottles
of 100 tablets and 1000 tah'lets and hospital unit dose pack-
ages of 100 tablets.

4; kinetics and Metabolism: In man, absorption of
an oral dese is rapid and consistent but incomplete. Approx-
imately 50% of an oral dese is absorbed from the gastroin-
testinal tract, the remaind bemg ted h d in

100 mg Tablets (NDC 0310-0271) yellow, round, bi
film coated tablets, identified with ‘SEROQUEL and ‘1007
on one side and plain on the other side, are supplied in
bottles of 100 tablets and hgspital unit dose pack of 100
tablets.

200 mg Tablets (NDC 0310-0272) white, round, biconvex,
film coated taﬁleLr; 1dent1ﬁed with ‘SEROQUEL’ and “200°
on’'gne “sidé’ and pldih on ‘the other side, aré supplied in
botﬂes af 100 tablets ‘and hnspltal umt dose packages af 100
tablets! : '

300 mg Tablets (NDC 0310-0274) white, capsu!e—shaped, bi-
convex, film coated tablets, intagliated withs ‘SEROQUEL'
on one side and ‘300" on the other &de, are supplied in
hotles of 60 tab'lets and hosplta] dhit dose packages of 100
fxblets

5656 at 25°C (TT°F); exz:u.rsloxis penmtted to 15 30°C (59-

_B6°F) [See USPY;: -

AL TOmICOLOGY ¢

Quebapme causedg dose-relafed umése in plgment depo-

sition in thyroid gland in rat tox:cxty studies whlxch were‘tt
durati :

ie; these aoses are 0.1-3.0, sind 0.14.5 fimes
the ma.nmum recnmmended human dose {on a mym ba-
i t ition was shown to be irre-

veisible. i i The xdent:ty of the pigment could not be
mi ed, ﬁut was found to be co-localized with quetia-
pine. in thyroid gland folhcular epithelial cells, The func-
effects and the relevance of this finding t6 human risk

oW
In dogs tecel,vmg quehapme fnr 6 or 12 months, but not for
1 month, focal f.na.ngu]ar cataracts ocourred at the junction
of posterior sutures in.the outer cortex pf the lens at a dose,
of 100 mgjkg or 4 times the maximum,recommended-hy-
man dose onia mg/mz basis, Thls ﬁndmg ma; he dug toi in-
hibition of cholesterol biosynthesis by quetlapme Queha»
pine caused a dose related reduction in plasma cholesbeml
levels in repeat-dose dog and monkey studxes however,
tbare was no correlation bet sk u; and

-, the presence of cataracts jn mdmdual dugs. The appear’

ance of delta-8-chalestanol i in g ;
hibition of a- late stage mzcholesteml bmsyuﬂ:esm, n
species. There alse was,a 25% reduction in cholester,

* tenf, of the guter cortex of the lens observed in, cial

the feces. Peak blood levels are reached between two (2) and
four (4) hours after ingestion. Unlike prop lol or meto-
prolol, but like nadolol, TENORMIN .undergoes Iittle or no
metabolism by the liver, and the absorbed portion is elimi-
nated pnmanly by renal excretion., Over 85% of an intrave-
nous dose is excreted in urine within 24 hours compared
with approximately 50% for an oral dose. TENOR.MIN also
differs from propranclol jn that only a small amount 6%
16%) is bound to proteins in the plasma. ’['lus kinetic profile
results; in relatively consistent plasma,. drug levels with
ahout a fourfold mferpahent varfation. . ¢

The elimination half-life of oral TENORMIN is, appmx:-
mately 6 to 7 hours, and there is no alferation of the kinetic
profile of l:he drug by chronic admxmstmhun_, Foﬂowmg in-
tra inistration, peak p! {evels are reached
within 5 mmufes Dechnes from peak Jevels are rapid (5-to
10—fo'ld) dunng the fi.ral: 7 hours; theteaﬁer plasma levels
decay with, a half-life similar o that of orally administered
drug. Followmg aral doses of 50 mg or 100, mg, both. beta-
blocking and anﬁhyperfeusxve effects perslst for at least 24
hours: When renal function is impaired, elimination of
TENORMIN is closely related to. the glomerular filtration
rate; significant, accumulatxon occurs 'when the creatinine
clearance falls below 35 mL/min/L.73m2 (See DOSAGE
AND ADMINISTRATION )

i In standard am.mal or h har-
macologlml tests, beta-adrenorecephr blnc!ﬂng activity of
TENORMIN has been demonstrated by:. (1) redugtion in
resting and exercise heart rate.and cardiac output, (2) re=
duction of systalic and diastolic blood pressure at rest and
on exercisg, (3) inhibition of isoproterencl mdungdtad:ycar
dia, and I reduchnn in refiex.orthostatic tachycardia.. -
A significant beta-blocking effect, of, TENORMIN, 2s mea-
sured by.redud.mn of exerclse \tachyc:u'cba, is appamnt
W'Ltlun one hour f oral inistration of a smgie
dose. This effect is maxlma] at about 2 to 4 hours, and; per-
sxsts for at least :?A,huurs Mnnmum reduction in exercise.

dia.pocurs within 5 inutes of 2 an intravenous doge:

For both arally and mf:ravenonsly a,dmmxstered drug, ;the

duratwn of, actwn is, dose related and glso bears a linear

rela onshxp to the )aganthm of pla.sma ’I‘ENORMIN con;

centration, The effect on .exercise tachycardia of, a single 10

mg mbmvenqus dose:is-largely dissipated by 12 houx's,
eag beta-blockd

racts have not been seen in any other species; however, | ina
1-year study in mun‘keys, a striated appearance of the;ante-
ror Jens surface was detected § o 2/7 females at'a dose-of
225 mglkg or 5.5 times ﬂ\e maximum recommend d,human
dose on. a tog/m? basis. ¢ :
Al trademarlfs are the property of (:he Ast.raZenem group
© AstraZeneca 2002, 2003

AstraZeneca “Pharmaceuticals LP
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DESCRIPTION. + -« A . w

TENORMIN® (aténolol},'a synﬁhetxc bef.al-selectlve (car-
dlosélechve) adrenoreéeptor E‘!ocbng agent, may be chemi-
cally deséribed h¥'benzenencsthmide, 4-[2' -hydmxy—S'»[(l-
methjlethyl) amino] propoxyl-. The molecular fnd
structural fopmulas arg;
A OH
. DCHCHCH,NHCH(CH; ),

cuﬂzzNzo: Y ' Ceta .

. relatively polar hydrophilic compound with & water solubll-

ity of 26.5 mig/mL at37°C and a log partition, cueiﬁment (oc—
tanaliwater) of 0.23, It is freely solublé in IN’ 1ol
(300 .mg/mL; at 25°C) and less soluble in. ghlomform
&'mg/mL at 25°C).

'I'ENORMIN is available as 25 50 and 100 i mg tablets for
oml ‘administration. .

Inact:ve Tagredients: . Magnemum stearate, mlcrocrys(:a}-
line cellulose, povidone, sodium-starch glycolate R
CLINICAL PHARMACODDGY

TENORMIN is a beta,-selective (cardmselectxve) beta-
adrenergic receptor blocking agent without membrane sta-
bilizing or Intrinsic sympathomimetic (partial agonist) ac:
tivities. This preferential effect i is not absolute, however,
and at higher doses, TENORMIN inhibits beta adrenore-

ceptors, chiefly located in the bronghial and.vascular,

gactivity of single oral doges of 50 mg
10D mg is’ stil], evident. heyond 24 howrs followmg ad-
mmxstrahnm.However, as-has been shown. for,all beta-
bluchngageufs the anhhypertenmve effect dues not appear.
to,be related to plasma level, ;. . P
I.u normal.subjects the betal selechvlty of ’I’ENORM]N has
béen shown by ity zeduced ahility to revgrse the beta,-
medmted vasodzlntmg effect of 1sopmfer~enol as uompared to.
equxvnlent betablocltng ¢ doses of propranolol. In asth.mahc.
patients, a dose of. TENORMIN producing, a greater effect
on restmg heart rate thnn -propranolol‘resulted in much less
increase in airway mwtan«:e. In a plagebo ¢ oonbrol]ed com-
parison of appmnmabely equzpotent oral doses ‘of several
beta blockers, TENORMIN produced a sxgmﬁeantly

senting within 12 hours (mean = § hours) after the onset of
pain were randomized to either convéntional therapy plus
TENORMIN (n = 8,037), or conventional therapy alone
(n = 7,990). Patients with a heart rate of < 50 bpm or sys-
tolic blood pressure < 100 mm Hg, or with other contrain-
dications .to beta blockade were excluded. Thirty-eight per-
cent of each group were treated within 4 hoars of onset of
pain. The mean time from onset of pain to entry was 5.0 *

2.7 hours in both groups. Patients in the TENORMIN group

were to receive TENORMIN LV. Injection 5-10 mg given
over 5 minutes plos TENORMIN Tablets 50 mg every 12
hours orally on the first study day (the first oral dose ad-
mxmsbered about 15 minutes aftér the IV dose) followed by
either TENORMIN Tablets 100 mg once daily or
TENORMIN Tablets 50 mg bwice dmly on days 2-7: The
groups were Similar in ographic and medical history
characteristics and in eledxocardmgraphm evidence of
myocardial infarction, bundle branch block, and first-degree
atrioventricular block at entry. -

During the treatment penod (days 0-7), the :vascular mor-:
tality rates were 3.89% in the TENORMIN group (313
deaths) and 4.57% in the control group (365 deaths). This
absolute difference in rates, 0.68%, i statistically sngmﬁ-
cant at the P < 0.05 level. The absolute difference tr

into a proportional reduction of 15% (3.89-4.57/457 = -0.15).-
The 95% -confidence limits.are 1%-27%.. Most.-of the’
difference was -attributed to mprtality in days 0- l
(TENORMIN -121 deaths; gontrol -, 171 deaths).

Despite the large size of the 1SIS-1 tna.L it is not pnss'ble to,

" idéntify clearly subgroups of patients most Jikely or least

likely. to benefit from early. treatment with atenolol. Good
cliniml Judgment suggests however. !:hat patlents wba are

& t on for main of
adequate cardlac oubput and blood pressure are not good
candidates for beta hlocknde Indeed, the trial protocol re-
flected that juc t by tients with bloed pres-
sure cons:stently below 100 mm Hg systolic. The avem]l TE~,
sults of the; studyaa‘remompahble with, the possibility that
patients with harderiine blood pressure (less than: 120 mm,
Hg systplic), especxally if gver 60 yeam of -age argless likely
to benefit..,, . i P
The mechamsm thmugh w] 'ch atenolol m:.pruves survxvaL

the pqsgmfard.mn sethng " t@nolo!, in addxtwn tp )ts effects,
- on.survival,has shown utbzr jcal benefits incliding xe;
duced freq of tricylar pr ture. beats reduced
ches(: pam, and I euzyme 11 .
Fi ic P ,,{n genera] elderly pa-
tlen present.h; er atenulol plasma levels, total clear-
alues ahout 50% lower than younger subjects The
ha!f hfe is markedly longer in the elderly cognpared to
younger spbje.cts The reduchon in atenolol.clearance fol-
lows the general trend tha the elimination of renally ex-,
creted drugs is decreased with jncreasing age. FER

INDICATIONS AND USAGE - . ! v
Hypertension: - TENORMIN is: indicated in the manage-
mént of hypértension. It may be used alone of concomi-
tantly with other anﬁhypertenswe agents, pamcularly with

decrease of | FL'V'1 than. nongelective bata blockers such as
pmpranolol and1 unlike those agants,:did not inhibit bron-
«<hodilatipn in response to mopmterengL I

i with. its negative chronotropic ¢ eﬁ‘ect due to beta
blnckadq of the SAxmde, TENORMIN .increases sinus cycle.

: length and sinug node recavery hme. Couduchon in ﬂle AV

node is a]so pmloqged_ TENORMJN is devpid. of. memhmne
stabxhzmg activity, and ingreasing the duse wvell heyond
that producing beta Blockade does not further depress my-
ocardial contractility. Several studies have demonstrated a
moderate (appron,mafely 10%) increase in stroke volume at
rest and during exercise.

In controlled clinical, mnls,‘TENORMIN,,gwen asa smgle
daily oral dose, was an effective afitihypertensive agent pro:
viding 24;] hour .reductmn " blood pressue. TENQRMIN
has been 5tud1ed in wmbmatmn with th:az:de«type “diuret-
ics,‘and. the blood pressure effects of the combination are
approxxmately additive.. TENORMIN i s also compatible
with methyldopa, hydralazine anq sin, each combi
tion resulting in 8 larger,fall in blood ; 1 pressure than with the
smgie agents, The dosg. range of TENQBRMIN is narrow and
increasing the dosg beyond 10 mg once daily is not associ-
ated Fvith’ mcreased ant\hyperbanswe effect. The me hi

| CONTRAINDICATIONS.

a thlaz\de-type dmretu;

gi ts Dué to- Coronary Atherosclerosns:
TENGRNUN is indicated*for the 1o ‘”,, m mé of
pahents wxﬂ\ahgma pectoris. - - ' B

Actite Myocard' al Infafction: TENORMIN is mdlcated if-
the' management of heumdynamxcally stable’ patients with
defifiité or sispectéd atiite myscardial infarction to redice
cardic¥astildr mortality. Tréatiient can be initiztéd as soon’
as the patient’s clinical condition allows. (See DOSAGE,
AND ADMINISTRATION, CONTRAINDICATIONS, and
WABNINGS:) Ini general, thérb is po basis for treating pa’
tients like thosé who weré extluded from the ISIS-1 trial
(blood piressure less than 100 mun Hg systolic, heart rate
Test tha 50 bpm) or have uther reasons to‘avoid béta blocl-
ade. As nttéd abové, some subgroups (eg, elderly patients.
with gystolic blood pressure below 120 mm Hg) seemed less
hkely‘h) benefit:

PRI

TENORMIN is ‘contraindicated in sinuis bmdycardm., heart
block gieatér than first degree; ca,r.dJogemc shock, and overt
cardiac failure.((See WARNINGS.)

TENORMIN is. contraindicated in those patients vnth a lus—
tory of hyperseusthty to; the atenolol -or-any of the drug

nisnis of the antihypertenswe effects of beta-bloclung
agentshavenotbeen tablished. Several possibl
msms have been pmposed and mdude— (}.) competthve an:
of ines at penphe.ral (especially car-
diac) adrenergic neuron sites, leadmg to. decrassed cardiac
output, (2) a central effect Teadi i to redd d syT p thetic
antflow tp the periphery, and (3) suppregsion of renin activ-
ity. The results from long-term studies have not shown any

'dumnuhon of the anhhypertcnsxve efficacy of TENORMIN

w.\l:h prolonged use. .

By blochng thg‘posn:we chronoh-ppxc and mo{:mplc effects of
catecholamines: and;by, decreasing. blood pressure, atenolol
generally reduces the oxygen reqmremeuts of the heart at
a.uy given level of eﬂ'qu: making it ugeful for mapy patwents
in, the long term management of ‘anging, pectoris, On. the
other hand, atenolol jncrease oxygen requirements by in-
creasing left ventricular fiber lebgth and end. diastolic . pres-
sure, paxhcularly in patients with heart fajlure.,. -

Ina, linical trial (ISIS-1) conducted in, 16, 027

musculature. S

patlents with suspected myocardial infarction, patxents pre- |

pr mp ts
WARN'[N’GS o ) .
Ca_rd" iac Faulur Sympathet:c stupu[atwn is necessary m
supporhng cxrculatory funetion in congestwe Leart failure,
and beta blockade carries the potentlal hazdtd of further de-
pressmg mynca.rdxaI coni;rachhiy and preapltatmg more se-
vere faxlure T4 atxents Who 'have congestive heart faxlure
cnmtrolled by dxgxtahs and/for | dxurehcs TENORMIN showld
be administered’ cauhously Both d.xgltalxs and. atenclol slow
AV conduch .
In pahents with acute myocardml mﬁarctmn, cardxac fmlu.re
which is not prompﬂy and effectively cuntmlled by 80 mg of
‘intravenous furosemide or equivalent” therapy isa contxmn-
dication to beta-blocker treatment. |
In Patienfs Without a History of ‘Cardiac Failure: Couhn-
upd- depression of the myocardxum with beta- blockn:g ’
agenfspver a,period of ylme can, in some, wses, lead to mr-
dmc fmlure. At the- first sign or symptom of unpendmg car-.

)

Contmued on next page
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