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CHILD & ADOLESCENT

REGIGNAE ADVISARS: MEETING

JANSSEN [ masmesmes

PRODUCTS, L.P

Welcome to The Regent Beverly Wilshire and the
Janssen Pharmaceutica Child and Adolescent Regional Advisors Meeting!

Upon your arrival to the hotel, please stop by the Janssen Registration Desk located in
Le Petit Trianon on the Mezzanine Level in the Wilshire Wing to pick up your meeting

materials. The Janssen Registration Desk will be open today, Friday, August 15, from
12:00 PM to 8:00 PM.

e e = s e e s o gt =T

For your convenience, Janssen has prepaid bellman and housekeeping gratuities as well
as parking charges, if applicable. However, please be advised that all incidentals such

as honor bar charges, movie rentals, gift shop purchases, room service charges, or
] telephone calls will be at your own expense.

e dem w —= m

Tonight's Welcome Reception will begin at 7:00 PM in Le Grand Trianon located on the
- Mezzanine Level in the Wilshire Wing, followed by a Dinner Buffet.

Janssen Pharmaceutica provides the following group meals:

> Friday Night Welcome Reception and Dinner
> Breakfast, lunch and dinner on Saturday
» Breakfast and lunch on Sunday

PLEASE NOTE: Due to Janssen Healthcare Compliance Policy, guests will no
longer be able to attend any meeting-related functions, including program-
sponsored meals. We apologize for any inconvenience this may cause.

The Janssen Registration Staff will be available throughout the conference. Should the
Registration Desk be closed, please call the front desk and ask for a member of the

Janssen Registration Staff. In the event of an emergency, please call our 24-Hour
Emergency Hotline number at (954) 868-1112.

Thank you for your participation.

We look forward to an educational and enjoyable weekend!
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Vilma Helmer, MD Draper, UT
Stephen Huk, MD . Overland Park, KS
. James Jarmuskewicz, MD Bemidji, MN
Catherine Madden, MD Wichita, KS
William Marchand, MD Provo, UT
Benjamin Marte, MD Moses Lake, WA
Salt Lake City, UT

CHIED & ADOEESCENT

REGIGNAL ADVISGRS MEELING

JANSSEN [ e

List of Attendees
Faculty
Gabrielle Carlson, MD 'SUNY at Stonybrook -
Peter Jensen, MD Columbia University
Lawrence Scahill, MSN, PhD The Yale School of Medicine
) Northwest Region
Eireen Sulljvad
PhaumD
Richard Adler, MD " Bellevue, WA
Saleha Baig, MD Las Vegas, NV
Shashi Bhatia, MD Omaha, NE
Karen Black, MD Salt Lake City, UT
Chehalis, WA

Richard Crabbe, MD
Kenneth Crumley, MD
Daniel Ferber, MD
Jeffrey J. Hansen, MD

Albuquerque, NM
Stevenson, WA
Vancouver, WA

Michael Measom, MD
Fred Michel, MD ' Colorado Springs, CO

Charles Milthuff, DO Topeka, KS
J. Ben Newman, PMHNP Salem, OR
Kelly Palmer, DO Pocatello, ID
Romelia Perez, MD Seattle, WA
Ronald Rabin, MD Denver, CO

Tacoma, WA

Stephen Schilt, MD

Confidential/Produced in Litigation Pursuant to Protective Order
. JJPHWALCP 00000152



Nancy Solomon, MD
William M. Sykes, MD
James D. True, MD .
Joyce Vista-Wayne, MD

Richard Aiken, MD, PhD
David Calenzani, MD

Rupa Chundu, MD

Tushar Desai, MD

Kathy Goodwin, MSN, APN
James S. Harrold, Jr., MD
Raju Indukuri, MD

Vernon Johnson, MD
Debra Katz, MD

Murthy Mangipudi, MD
Rita Pacheco-Gonzales, MD
Jhansi Raj, MD

Javier Ruiz-Nazario, MD
Mark A, Sands, MD
Kishore Sunkara, MD
Gundlapalli Surya, MD
Daniel Tan, MD

Letty G. Tan-Fermo, MD
Samir Wahby, MD

Acelita Amparo, MD

Scott Barshack, MD
Bernard Bierman, MD

Sal Chundu, MD

Herbert Cruz, MD

Richard Deamer, MD
Claude Friedmann, MD
Laurence Glasser, MD, MPH
Maria Goldstein, MD

South Central Region

West Region

Kansas City, MO
Denver, CO
Kansas City, MO
Ottumwa, IA

Springfield, MO
Oklahoma City, OK
Phoenix, AZ

San Marcus, TX
McAllen, TX
Shreveport, LA
Bedford, TX
Sherman, TX
Houston, TX
Corpus Christi, TX
Las Cruces, NM
Fort Worth, TX
Spring, TX
Metairie, LA

Fort Worth, TX
San Antonio, TEXAS
Houston, TX

. Scottsdale, AZ

Arlington, TX

Sacramento, CA
Corte Madera, CA
Los Angeles, CA
Corona, CA
Central Valley, CA
Ventura, CA
Torrance , CA
San Diego, CA
Los Angeles, CA
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Nageswara Rao Guntupalli, MD
Christopher Heh, MD
Joseph Johnson, MD
Rajababu Kurre, MD
Michael Levin, MD
Janak K. Mehtani, MD
Gurmeet Multani, MD
Okey Nwangburuka, MD
Lynne Pappas, MD
John K. Paul, MD
Nicole Poliquin, MD
Frank Rumore, MD
Sidney Russak, MD
Laurence Saben, MD
Robb Saito, MD
Douglas Sears, MD
Joseph Sison, MD
Cindy Slominski, MD
Ihab Soliman, MD
Luis Velosa, MD
Daniel Vermilion, MD

David Fabbri

Joseph Lin

Lynn McClure, Pharmb
Gahan Pandina, PhD
Gregory Panico

Eileen L. Sullivan, PharmD

Covina, CA
Fullerton, CA
Santa Barbara, CA
Corona, CA

San Ramon, CA
Sacramento, CA
San Bernardino, CA
Redding, CA
Redding, CA
Sacramento, CA
Pasadena, CA
San Jose, CA
Los Angeles, CA
El Cajon, CA
Los Angeles, CA
‘Encino, CA
Sacramento, CA
Los Angeles, CA
Irving, CA
Visalia, CA

Daly City, CA

Janssen Attendees

Group Product Director, CNS

Product Director, CNS Marketing

Manager, CNS Medical Services

Assistant Director, CNS Medical Affairs

Director, Global Pharmaceutical Communications
Medical Services, CNS
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Child and Adolescent Regional Advisors Meeting
August 15-17, 2003
Regent Beverly Wilshire
Los Angeles, California -

Meeting Evaluation Form - Day One

Thank you again for" your participation in this program. We would greatly appreciate your responses
to the following questions. :

Your overall evaluation of the meeting- Day 1 (please circle rating):

Excellent Very Good Good Eair Poor
Content: 5 ’ 4 3 2 1
Format: 5 4 3 2 1
Presenters: 5 4 3 2 1
Meeting Staff: 5 4 3 2 1

Please provide any additional comments/feedback on this topic:

Your overall evaluaﬁon of the presentation entitled “Treatment Recommendations for the Use of
Antipsychotics for Aggressive Youth (TRAAY): Clinical Implications” by Peter Jensen, MD:

: Excellent Very Good Good Fair Poor
Content/Relevance: 5 4 3 2 1
Knowledge of Subject: 5 4 3 2 1
Presentation Skills: 5 4 3 2 1

Please provide any additional comments/feedback on this topic:

Your overall evaluation of the presentation entitled “Challenges in the Diagnosis and Treatment of
Bipolar Disorders in Children” by Gabrielle Carlson, MD:

Excellent Very Good Good Eair - Boor
Content/Relevance: 5 4 3 2 i
Knowledge of Subject: 5 4 3 2 1
Presantation Skills: 5 4 3 2 1

Please provide any additional comments/feedback on this topic:

Your overall evaluation of the presentation entitied "New Developments in the Treatment of Pervasive
Development Disorder/Autism” by Lawrence Scahill, MSN, PhD:

Excellent Very Good Good Fair Poor
Content/Relevance: 5 4 3 2 1
Knowledge of Subject: 5 4 3 2 i
Presentation Skills: 5 4 3 2 1

Please provide any additional comments/feedback on this topic:

Confidential/Produced in Litigation Pursuant fo Protective Order
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Your overall evaluation of the presentation entitled “A Review of Efficacy Data for Risperidone in the
Child and Adolescent Population” by Gahan Pandina, PhD:

Excellent Very Good Good Fair Poor
Content/Relevance: 5 4 3 2 1
Knowledge of Subject: 5 . 4 3 2 1
Presentation Skills: - 4 3 2 i

Please provide any additional comments/feedback on this topic:

Your overall evaluation of the Panel Discussion with Audience Q&A/Feedback by Peter Jensen, MD:

Excellent Very Good Good Fair Poor
Content: 5 4 3 2 1
Format: .} - 4 3 2 1
Moderator: 5 4 3 2 1
Panel: 5 4 3 2 1

Please provide any additional comments/feedback on this topic:

Your overall evaluation of the Interactive Case Study Session by Peter Jensen, MD:

Excellent Very Good Good Fair Poor
Content: 5 4 3 2 1
Format: 5 4 3 2 1
Moderator: 5 4 3 2 1

Please provide any additional comments/feedback on this topic:

What improvements, if any, would you recommend for future advisory meetings?

Other than the formats used in this meeting, e.g., interactive case study, panel, didactic, what format
‘would you recommend be incorporated into future meetings?

What was your overall opinion of the Child and Adolescent Regional Advisors Meeting?

5 4 3 2 1
Favorable Unfavorable
(Optional)
Name. (p.lease print) .
City and State.
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JANSSEN B Fguaceme

The Regent Beverly Wilshire
Beverly Hills, CA

Name: GREG PANICO

" The recommended departure time to the airport is approximately 2
hours prior to your flight. Your departure will take place from the
Hotel Driveway, Lobby Level.

DEPARTURE DATE: - 17-AUG-03
HOTEL DEPARTURE TIME: 1:45 PM
FLIGHT INFORMATION: CO1503

| 3:40 PM

Please note that check out time from the hotel is at 12:00 PM. For
any questions or flight changes, please see a representative at the
Janssen Registration Desk.

If you have any changes to your itinerary after departing the hotel,
please contact your airline directly or J8J Travel's 24-hour emergency
hotline at 800-354-2400.-

Thank you for participating in this meeting and have a safe trip!

Confidential/Produced in Litigation Pursuant to Protective Order-
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SCHEDULE OF EVENTS

Janssen Pharmaceutica
Child & Adolescent Regional Advisors Meeting
August 15 - 17, 2003
The Regent Beverly Wilshire
Beverly Hills, California

Fripay, Aucust 15, 2003

AL DAY  Registration
Le Petit Trianon

7:00pM ~ 9:30PM Recebtion & Dinner
Le Grand Trianon

-. o, v — A B — - - —— . B8 e —— g | - —

Saturoay, Aucust 16, 2003

7:00aM - 8:00aM Breakfast
Wintergarden

8:00AM — 10:00a4 General Session
The Ballroom

10:00aM - 10:20AM  Break
Wintergarden

10:20aM - 1:00pM  General Session (continued)
The Ballroom ;

1:00 74 ~ 2:00PM - Working Lunch
“Wintergarden -

2:00pM - 5:00p4  Afternoon Group Activity
J. Paul Getty Museum
Please meet at the Hotel Entrance
at 2:00 pu for departure

7:00pPM — 10:00pPM  Off-Site Dinner
. Spago
Please meet at the Hotel Entrance
at 6:45pm for departure

CONTINUED ON REVERSE SIDE
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L SunpaY, AucusT 17, 2003

7:00 AM - 8:00AM Breakfast
Wintergarden

8:00aM — 9:30am General Session
The Ballroom

9:30AM — 12:00PM Breakout Sessions

e Breakout Group I
Northwest Region
Champagne Room

] e Breakout Group II .
p—— South-Central Reglon- - —~ ——
Le Petit Trianon

e Breakout Group III
West Region
Le Grand Trianon

12:00 M - 1:00pM  Lunch
Wintergarden

1:00pM Departures
Hotel Lobby

L e — ——ED ) ——— - — R = ——— — . - - -——— e
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CHILD & ADOLESCENT

REGIONAL ADVISORS MEETING

.Los Angeles, California
August 15-17, 2003

Saturday, August 16 ‘
7:00am - 8:00am Breakfast Wintergarden

8:00am — 10:00am General Session The Ballroom

8:00am — 8:05am Welcome
Joseph Lin, Product Director — Janssen CNS

8:05am — 8:10am _ Chairman's Welcome
Peter S. Jensen, MD

8:10am — 8:45am Treatment Recommendations for the Use of
Antipsychotics for Aggressive Youth (TRAAY):
Clinical Implications
Peter S. Jensen, MD
e Treatment options — a review of the evidence
e Treatment algorithm

8:45am - 9:30am Challenges in the Diagnosis and Treatment of Bipolar
’ Disorders in Children
Gabrielle Carison, MD
o Comorbidities and shared symptoms across pediatric
psychiatric disorders
e Current treatment options for acute mania

9:30am — 10:00am Panel Discussion with Audience
Q&A/Feedback

10:00am ~ 10:20am Break Wintergarden

10:20am — 1:00pmt General Session (continued) The Ballroom

10:20am — 10:55}zm New Developments in the Treatment of Pervasive
Development Disorder/Autism
Lawrence Scahil, MSN, PAD ——— 5 20 2
e Prevalence of PDD/au’asm dgsm 3 85 238 9
o Issues in the treatment of autistic disorder
o Review of the RUPP Autism clinical trial

10:55am ~ 11:25am A Review of Efficacy Data for Risperidone in the
Child and Adolescent Population
Gahan J, Pandina, PRD
e Disruptive Behavior Dlsorders
e Autism
e Acute Mania

. N 11:25am — 11:55am Panel Discussion with Audience
: {_/ Q8A/Feedback

11:55am - 1:00pm Interactive Case Study Session
Peter S. Jensen, MD :
o Interactive patient case study series using Audience
Response System
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1:00pm Closing Remarks -

1:00pm - 2:00pm Working Lunch | Wintergarden
2:00pm - 5:00pm Afternoon Group Activities
6:30pm-9:00pm Off-Site Dinner - Spago
Sunday, August 17
7:00am = 8:00am Breakfast ; Wintergarden
8:00am — 9:30am General Session - The Ballroom
8:00am Good morning!
Peter 5. Jensen, MD
8:00am — 9:00am A Review of Safety & Tolerability Data in the Child
and Adolescent Population
Gahan J. Pandina, PhD
e Weight gain
o Hyperglycemia/diabetes
o Prolactin levels
o Sexual maturation/growth
"o Movement disorders
9:00am — 9:30am ' Safety & Tolerability Panel Discussion
9:30am — 12:00pm BREAKOUT SESSIONS
Feedback Sessions
Group 1 — Northwest Region Champagne Room
Group 2 — South Central Region Le Petit Trianon
Group 3 — West Region Le Grand Trianon
12:00pm - 1:00pm Lunch and Departures Wintergarden
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. GABRIELLE A. CARLSON, MD

M

PROFESSOR OF PSYCHIATRY AND PEDIATRICS -
DIRECTOR, CHILD AND ADOLESCENT PSYCHIATRY
STATE UNIVERSITY OF NEW YORK AT STONY BROOK

Gabrielle A. Carlson is Professor of Medicine and Pediatrics and Director of Child and Adolescent
Psychiatry at the State University of New York at Stony Brook. She has specialized in childhood
péychopathology and psychopharmacology with particular emphasis on adolescent depression
and bipolar disorder. Her writings include more than 150 articles and book chapters; sﬁe is also
the co-author of two books, Affective Disorders in Childhood and Adolescence and Psychiatric
Disorders in Children and Adolescents. ‘

A member of many scientific and professional associations, Dr. Carlson is a present or past
member of the editorial boards of the Journal of the American Academy of Child and Adolescent
Psychiatry, American Journal of Psychiatry, Journal of Adolescent: Disorders, and Journal of

' Child and Adolescent Psychopharmacology. She has served on several professional committees

" including the APA Committee to Evaluate DSM IITand the Child and Adolescent and Mood
Disorders Work Groups for DSM 1V. In addition, she has been an Examiner for the American
Board of Psychiatry and Neurology for both Adult and Child Psychiatry and a member of the
‘Scientific Advisory Board of the National Depressive and Manic Depressive Association.

Dr. Carlson has been named in both the Best Doctors in America and Good Hau&ekeéping’sBest
Mental Health Experts. She received her MD from Cornell University Medical College at Ithaca,

| New York, Eefore undergoing additional training at Washington University in St. Louis, Missouri,
and the National Institutes of Health at Bethesda, Maryland. She completed a fellowship in
Child and Adolescent Psychiatry at UCLA and taught there before moving on to Stony Brook.
She is currently doing research on the relationship of behavior disorders and mood disorders as
well as the effects of adolescent bipolar disorders on the patients’ life in adulthood.

Confidential/Produced in Litigation Pursuant to Protective Order
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oy PETER S. JENSEN, MD ,

i DIRECTOR, CENTER FOR THE ADVANCEMENT OF CHILDREN'S MENTAL
HEALTH = PUTTING SCIENCE TO WORK
RUANE PROFESSOR OF CHILD PSYCHIATRY
COLUMBIA UNIVERSITY COLLEGE OF PHYSICIANS AND SURGEONS
NEW YORK, NEW YORK
Peter S. Jensen, MD, is Director of the Center for the Advancement of Children’s Mental
Health—Putting Science to Work and the Ruane Professor of Child Psychiatry at the Columbia
University College of Physicians and Surgeons in New York. Before coming to Columbia
University, he was the Associate Director of Child and Adolescent Research at the National

' Institute of Mental Health (NIMH) in Bethesda, Maryland.

Dr. Jensen’s main areas of interest include the integration of research methods into clinical
settings, effectiveness and dissemination research, and how to persuade medical practitioners
and parents to adopt evidence-based mental health approaches in dealing with children who
are suffering from mental disorders. He is a member of many professional organizations, has
written scores of articles for scientific and clinical journals, is the co-editor of three books on
children’s mental health research, and serves on the editorial boards of a number of journals.
His research, writing, and teaching have been recognized by a number of awards, including the
Rieger (1990, 1996) and Lewis Awards (2000) of the American Academy of Child and
Adolescent Psychiatry, and the McGavin (1996) and Ittelson Awards (1998) of the American
Psychiatric Association. The National Alliance for the Mentally Il honored him with its Exemplary
Psychiatrist Award in 1999, while the American Academy of Child & Adolescent Psychiatry gave
him its Oustanding Mentor Award in 2000.

Dr. Jensen received his MD degree in 1978 from the George Washington University Medical
School in Washington, DC. He did his post-graduate training at the University of California, San
Francisco, and at Letterman Army Medical Center. From there, he moved to the NIMH where he

~ was lead investigator on the six-site NIMH and US Department of Education-funded Study of
Multimodal Treatment of ADHD (the MTA Study) in addition to working on other multi-center
studies.
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:. - GAHAN J. PANDINA, PHD

M e ——

ASSISTANT DIRECTOR, CNS MEDICAL AFFAIRS

JANSSEN PHARMACEUTICA, INC.

TITUSVILLE, NEW JERSEY

ADJIUNCT CLINICAL ASSISTANT PROFESSOR OF PSYCHIATRY
UMDNJ-ROBERT WOOD JOHNSON MEDICAL SCHOOL
PISCATAWAY, NEW JERSEY

VISITING PROFESSOR, CENTER OF ALCOHOL STUDIES
RUTGERS UNIVERSITY

NEW BRUNSWICK, NEW JERSEY

Gahan 1. Pandina, PhD, is an Adjunct Clinical Professor of Psychiatry at UMDN3-Robert Wood
johhson Medical School in Piscataway, New Jersey, a Visiting Professor in the Center of Alcohol
Studies at Rutgers University in New Brunswick, New Jersey, and is an Assistant Director of CNS
Medical Affairs for Janssen Pharmaceutica in Titusville, New Jersey.

Dr. Pandina is a member of the American Psychological Association, the International
Neuropsychological Society, and is a founding associate member of the International College of
Geriatric Psychoneuropharmacology. The auther of a number of publications, he has a special
interest in clinical research on the efficacy and outcomes of psychiatric treatments. In addition,
he has been a co-investigator on a number of pharmaceutical clinical trials and research grants.

Dr. Pandina recaived his PhD in Clinical Psychology from Binghamton University in Binghamton,
New York, and completed doctoral fellowships in both Neuropsychology and Child and
Adolescent Neurapsychology at Robert Wood Johnson Medical School.
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| . LAWRENCE SCAHILL, MSN, PHD

#’“ﬁ

ASSOCIATE PROFESSOR, YALE UNIVERSITY SCHOOL OF MEDICINE & SCHOOL OF
NURSING DIRECTOR OF THE CLINICAL TRIALS PROGRAM

YALE CHILD STUDY CENTER

NEW HAVEN, CONNECTICUT

- Lawrence Scahill :s Associate Professor of Nursing and Child Psychiatry at Yale University and

Director of the Clinical Trials Program at the Yale Child Study Center in New Haven,
Connecticut. In addition to his work in Tourette syndrome, Dr. Scahill coordinates the mulitisite
Research Units on Pediatric Psychopharmacology Autism Network. Recent projects include: a
study of guanfacine in the treatment of attention deficit hyperactivity disorder (ADHD) in
children with tic disorders; a multisite study of risperidone in the treatment of children with
autism; a multisite study of methyiphenidate in children with pervasive developmental disorder
and hyperactivity; and parent training in children with Tourette syndrome. Dr. Scahill serves on
the Medical Advisory Board of the Tourette syndrome Association, is on the editorial board of
several journals, and is the author of numerous articles on Tourette syndrome, ADHD,
obsessive-compulsive disorder, and autism. Dr. Scahill eamed a master’s degree in child

‘ . psychiatric nursing at the Yale School of Nursing and a doctorate in epidemiology from the

; ' Department of Public Health at Yale University. '
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SeizotEnenial

Welcome to Los Angeles
MoSt common SymptoRAL  aac cpss i
Joseph Lin psyewossg
Product Director, CNS

Janssen Pharmaceutica Producs, LP

JANSSEN e
——

Clinkal Data for RISPERDALS: Safety & Gaham Pancing, PhD
Tolerabliity

Smell Group l-hus-ﬂ-o

For you:

To share your experiences, advice, and recommendations
on current issues in child and adolescent psychiatry while
gaining additional dlinical knowledge from your peers

and faculty

For us:

To apply your input and feedback to our clinical development
plans and marketing strategies, So we can more effectively
provide value to patients, physicians, and caregivers

Confidential/Produced in Litigation Pursuant to Protective Order
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Highly recommended by the Janssen Management
Team for your:

o Extensive clinical experience

o Willingness to provide candid fesdback

« Thought leadership in your communities

Throughout this advisory meeting, you will
encounter information that discusses the use of
Risperdal® that is outside of currently approved
product labeling. This information is presented to
you as advisors for Janssen Pharmaceutica and is
not intended to promote or encourage the use of
Risperdal® in these indications.

Peter S. Jensen, MD

Director, Canter for the Advancement of Children’s
Mental Health — Putting Science fo Wark

Ruane Professor of Child Psychiatry
Cotumbia University College of Physicians And Surgeons
New York, New York
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Treatment Recommendations for
the Use of Antipsychotics for
Aggressive Youth (TRAAY):
" Clinical Implications

Peter S. Jensen, MD

Center for the Advancement of Children’s
Mental Health

Columbia University

o In the United States

= 10% of children and adolescents suffer from mental
lliness severe enough to cause impairment

— Less than 20% of these children receive needed
freatment

e WHO predicts 50% rise in childhood
neuropsychiatric disorders by 2020

WO = World Heslth Organization.
Wma:ﬁhmmudﬂ:‘uﬁhﬂ}
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e Treatment

e Behavior therapy/psychotherapy:
first-line treatment _
« Medications to treat specific symptoms,
eg, aggression
- Lithium
- Antipsychatic agents

{iymn D, King mw%mmsn%aﬂw%

2 e S S e

Sryeand Cu
%Eaffé"%p ch

s Chlorpromazine {Thorazine®), thioridazine
(Mellaril®), and haloperidol (Haldol®)

s Severe behavior problems in children marked by
combativeness and/or explosive hyperexcitable
behavior

e Short-term treatment of hyperactive children
with accompanying conduct disorders consisting
of impulsive behavior, aggression, mood lability,
and poor frustration tolerance

Haidd (pedage Insert). Rasitan, lg:mmmum

Thorarine (padiage isert). iz, Pu: 1999,
Ketaril (package Insert). East Hanover, KJ: Novertis Phanveceutioals Corparstion, 2000

RESElectediStidies GEDISTIREVE
»=Behavjor DisordersiWith:Aggressio ‘
Zinchildren/Adolescents r= by T ¥ E

Pl b ]

o Randomized studies
- Aman, et al (2002) — Buitelaar, et al (2001)
- Findling, et 2l (2000)  ~ Van Bellinghen, De Troch (2001)
~ Turgay, etal (2002) - De Smedt, Van Bellinghen (1998)
- Snyder, et al {2002)
e Nonrandomized studies
~ Findling, et af (2001)
- Fndling, et a (2000)
~ Simeon, et al (2002)

Confidential/Produced in Litigation Pur
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Science > Science + Opinion > Opinion

« Randomized, controlled clinical trials

» Epidemiologic studies, cohort studies,
retrospective analyses, etc

« Case reports, expert gpinion

Rush Al o . J Gy Aoycfisiy. 199855 apn 20):73-84.
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3 *Pharmacelogn:’

» Comprehensive diagnostic interview with patient
and parent/guardian

— Contact prior h'eahn_g physicians

- Review treatment records

~ Identify other medications being taken
o Physical examination
o Appropriate laboratory studies

Blood glucose

Uiver function tests: ALT, AST

=~ Repeat once If elevated

- Start drug if AST less than 2x normal

CBC = compiste bicod cell count; BUN = Sioad urse nitrogers ALT = slsning aminctransierass;
AST = papertate sminctreosfermse,

3nd ed Pa: Lippincott

Wisizms 5 Wiking: 2001

Use standardized symptom/behavior rating
scales with proven reliability and validity to
measure severity/frequency of target symptoms

s Prior to treatment

o At regular intervals throughout treatment
e During acute episodes
e When treatments are changed or discontinued

Confidential/Produced in Litigation Pursuant to Protective Order
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« Chronic aggression Is treated with 3 series
of approaches
- Treatment of primary disorder

o Psychosadal/educational
< Pharmacologic
— Use of atypical antipsychotics
o Acute aggressive episodes are treated with
crisis management

o Initiate nonpharmacologic treatment
- Behavioral therapy
- Miliew/social therapy (family, school, friends, etc)
- Educational Interventions

o Exact therapeutic approach will depend on
diagnosis and individual drcumstances

e Assess patient response

o If good response, continue as needed for
primary disorder

bipalar
depression ?

Treat primey disgrdan 1St

Use monstnais, Py

“+o deter™minae toh ot '5
wad¥ [ no.y-

Sirnpl !'1‘3 ‘recl ettt regIme ;- .
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R B SR
PharmacologiciTreatmen
_Primary Disorder:

o Choose appropriate pharmacologic agent for
primary disorder

- Accurate diagnesis vital

- Anticipate potential drug interactions

- Evaluate potential Impact of side effects on

individual patient

Use monotherapy whenever possible to simplify
- Assessment of treatment response

- Assessment of side effects

- Medication regimen

® Dosage -
- Initial dose should be low
- Titrate dosage carefully

o Assess efficacy

e Monitor side effects

s If good respanse, continue as wamranted for
primary disorder

o First-line treatment for psychotic disorders
in youth ‘ :
— Childhood-onset schizophrenia
- First-episode schizophrenia

e Use an atypical antipsychotic (vs. a typical
antipsychotic) for aggressive symptoms*

e Aggressive symptoms often require
simultaneous use of antipsychotics with first-line
treatments for primary conditions

. Atypical L
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« Daosing strategies should:
- Be conservative—"start low, go slaw, taper slowly™
~ Minimize use of emergency drug treatment
{prn or stat) .

e Assess response and side effects on routine and
systematic basis

e Use atypical antipsychotic agent at adequate
dose for appropriate period before making
changes .

» When using atypical antipsychotic as first-
line treatment for aggression:

‘ - If no respanse, try a second atypical agent

- If a partial response, consider adding a
mood stahilizer

o Vital signs and weight

« Thorough review of systems

e Targeted physical exam, induding assessing
- Extrapyramidal symptoms
- Cardiac function

~ Potential prolactin-associated phenomena pro toctn ass be Dphenswonz

(gynecomastia, galactorrhea, amenorrhea)

« Ongoing monitoring of liver function and
glucose metabalism

§Ynecomas hia

- Confidential/Produced in Litigation Pursuant to Protective Order
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ing Hematologic

Dt

ngiclozapine Use

o Platelets )
— Repeat count in 1 week If 25% reduction
- Discontinue if platelets <100,000
¢ WBC and ANC
— 1F ANC reduced <25%, repeat count In 1 week
- Discontinue if ANC <1,000

WBC = white biood ced; ANC = 2hsohe Restrophll count

G A 2
i S =

ingPol

— o

volair

« Avoid using multiple medications simuitaneously
whenever possible :

experience decreased aggression while receiving
multiple medications

e Consider tapering/discontinuing one or more
medications if patient is on 24 medications
without clear benefit

. e Reevaluate regimen of patient who does not '{'G_Def

consider sb?rgmg weds afier

Srx monibs
o Consider tapering atypical antipsychotic
medications in patients showing remission of i ’
aggressive symptoms for 6 months or longer 3o0f o5 did well cn placb)d
o If tapering of dose is well tolerated, discontinue afjer & oS of Heatwe,, 3

the medication
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o Chronic aggression is treated with a series
of approaches
— Treatment of underlying condition
o Psychasocialfeducational
o Pharmacologic

- Use of atypical antipsychotics
e Acute aggressive episodes are treated with

crisis management techniques

¢ Treatment alternatives

« Psychosocial crisis-intervention strategies
s Pharmacolegic intervention

« Ifall else fails, use of physical and mechanical
restraints and locked seclusion

» When behavioral strategies fail to control
agitated/aggressive behavior:
~ Employ emergency (stat or pm) use of medications
~ Avoid intramuscular and use oral medications, if
possible
- Avoid frequent "stat” use of medications

o Pharmacologic management should correspond
to risk for potential injury

ConﬁdenhallProduced in Litigation Pursuant to Protective Order
JJPHWALCP 00000180



Confidential/Produced in Litigation Pursuant to Protective Ordér
JJPHWALCP 00000181



Challenges in the Diagnosis
and Treatment of Bipolar
Disorders in Children

Gabrielle A. Carison, MD
Professor of Psychiatry and Pediatrics
Director, Child and Adolescent Psychiatry
State University of New York at Stony Brook

— Euphoria/irritability concurrent
- Depression is a separate episode

- Psychosis may occur in either, but only within the
context of mood congruence

- Both phases are needed (i.e. there Is a ime when
you are ane or the other, and a time you are nelther)

- Relatively rare disorder but not some extreme of a
distribution curve

o Changes in manic depression/bipolar
disorder have occurred in:
- Definition of episode
= Spedific duration of “distinct period”
= "Mixed,” EPTI, rapid cycling
— Handling the content of psychosis
» Degrae of mood congruence
- Handling the concept of secondary mania
» CNS pathology
» Substance/medication relationships

I5min epiSades - rapid cuclivg
~d -
bipoler =+ bipolen 1T

seconday monje.
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o 1/250 16-year old high school students had 3 lifetime
manic and depressive episode (0.06%)

» 0.95% of 1700 youth (n=18) 2ges 14-18 “hipolar”

- 0.1% (n=2) had fifetime mania

= 0.6% had depression with hypomania

- 0.3% had cydothymia?
1-year incldence was 0.13%; annual Incidence over
follow-up 0.08% (only 1 of the hypomanic patients had
progressed to mania)

o 5.7% experienced at least 1 week of elated, expansive
or irritable mood (none became manic over the next 4
years) )

"Caricon and Kashoni, 1908,

Aboutr | 0/o of teenaogs hov&
bipolor disstdel

O | Plo lhad ceco¥e manic episode

rest hod sympioms

thoT aerelopes
DEPrEsSIoN + anXiDvs depression

oo o o, 1905 2000,

Vi Some=
DBD Disorder o:_? Never
Substance nfa | Ofen | Rare
Euphoric Mania Rare sﬂ"m": often
| e | v | v

T[T PBP - destrucH behaviar
desotda,

Confusion with

schizophrenia 2mdi
Switch from MDD Yes Yes Rare
Fami li‘rdnlymod“” it +

mﬂw Rare | Common | Common

Rate of ;

chronicity r{hh 5%—-10%| & 5%

Lithi

Feapanes X\\Poor +/~ |Common
7
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e

. Easily Misdiagnosed
- Severe ADHD
- Conduct Disorder
- “BAD CHILD"
- Schizophrenia

—Oppositional Defiant Disorder

May Have BPD

o 60% of BPD Adults Report First Symptoms in
Childhood or Adolescence

« Delay in Diagnosis in Adults Averages 8 Years

o Most Adults See 3 Physidians Prior to Correct
Diagnosis

odad

oppositonal defiance disercer

> Confound e oo

i g u::,!'?:.r,_?:mjr,.»h T R AR Aaptom. :ﬁ-.
Switching, cyclingzdisinhibition

o Prospective inpatient study at Stony Brook
(Carison and Mick):
— Drug-induced disinhibition occurs in children
— Rates are low when systematically observed ~ 8%
~ NO DIAGNOSTIC SIGNIFICANCE

o Rebound occurs in 10%—30% of children
9% had to stop because of it
— NO DIAGNOSTIC SIGNIFICANCE

o MTA trial: no short-term diiferences in stimuiant
response between children with manic
symptoms (defined either on the DISC or on the
CBCL profile) and without

{Stxties in JCAP, I press fal, 2003)
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1 B No BP spectrum

PR

osugsEsansd

Cartson et oL 1993, shpwlent response
pedictS Shm Tsponie Y

monic: elated Mmoo =
jrc-.n dAvos Iy

e 5%—10% of general population of adolescen
o 9%—22% of child/adolescent outpatients

s 58%%-af psychiatrically hospitalized children

— Hospitalized longer, more hyperactive, aggressive and
learming disabled, but respond similarly to stimulants
as non “manic” hospitalized ADHD children

o Like psychotic symptoms, manic symptoms
complicate a number of disorders without
necessarily being diagnostically specific

,Conﬁdential/Producéd in Litigation Pursuant to Protective Order
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frontal loba syndromes)

» PDD NOS (MCDD/bordesline disorder)

o Not quite schizophrenia (multi-dimensionally
impaired, schizotypal personality disorder)

o ADHD (“MBD” i.e. ADHD with LDs and
“soft signs®)

o “Borderline Personality Disorder”

o Itis unclear what children who fall in these
gray areas “have” but whatever it is, it is difficult
to treat

< When you get a family histery of bipolar
disorder—get a very good histary about the

. family member

» One suggestion is to divide mania into primary
and secondary

krds who don'+ mesT enideiis

emot'on remulahow delais
[

Confidential/Produced in Litigation Pursuant to Protective Order

JJPHWALCP 00000186



- e.g. the Young Mania Rating Scale (Y-MRS) scores
are higher in younger children and higher in boys

o Besides hyperactivity/inattention, need cross-
sectional/other-observer ratings of:
- Mood elevation
~ Irritabifity—number and intensity of blow-ups
~ Psychosis
— Thought disorder

e R e
o A child menta! status is imperative
— Needed to assess pervasive developmental disorder
- Language disorder and thought disarder z \'\rs needed
- Psychotic symptoms
o Measures of comarbidities needed

» Measures of what episodes are and how long
they last are needed

s Interview scales
- Beief Psychiatric Rating Scale (BPRS)
— Young-Mania Rating Scale (Y-MRS)
~ Children’s Atypical Development Scale

e Parent/Teacher/Child Rating scales
~ Child/Adolescent Symptom Iventory
{Gadowr and Sprafiin, 1997)
— Chilthood Behavioral Chack List (CBCL)
= Conners Rating Scales

I
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o Most data in adults has been gathered on
patients with acute mania, usually hospitalized
acute mania

o Studies in youth have been in acute mania, and
were discontinuation studies (fithium), open
and/or add-on studies (DVP) :

o Other studies (lithium, DVP, CBZ) have included
outpatient manic, hypomanic and BP,NOS cases

» “Mania” in children is:
~ Chronic
~ Hetzrogeneous
= Developmentally complicated
~ Not easily modified without medication
o Unfortunately, medication efficacy Is not robust
(50% improvement in 50% of adults)
o Short-term serious risks (fiver, blood and elecirolyte
aberrations, weight gain)
Possible long-term risks (polycystic ovary dissase,
diabetes, conseguences of prolactin elevation and
decreased estrogen, renal insufficiency, thyroid disease)

T Immeniate Goals for Acute
ELHE tiﬁ'ént%@%

.::i__ "W P i
= mh‘ggﬁg‘;@ i,i'ﬁ!ﬁgtggm T S AR ST St

A

o Discontinue antidepressants/stimulants
» Ensure full slep with medication
e Reduce external social/sensory stimulation -

e Reduce escalation with immediate acting
. medication (olanzapine is the most rapid acting
approved medication in adults)

o Start and titrate mood stabilizer

Confidential/Produced in Litigation Pursuant to Protective Order
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Lithium® X
Valproate X
Olanzapins X fwr)
Clogapine - X
Risperidone K X (wr)
Quetiapine X [wr)
Carbamazepme X
Oxcarbazepine b4
Topiramate X
Aripiprazoie X (wor)
#3450 ppproved for pophas.

Lithiem Lithium o
or Lithiom b=
Valprosts :alwwg ) * Vai
Car g £ .
or Typical
|_Amtipsychotic |
I no response in 4 wesks at therapeutic levels, the next step i basically a
choice between adding either ansther mood stabilizer (evidence of synergism)
or an A-AP; If that doesn work after 3 weeks, do didntdo. If
that doesn'T work, ok gnosit diagnostic hosp

Datascore § Efficacy
“youth® re (&)

gy

oé

wmqnamummmwmnm
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» Lithium—discontinuation studies; anecdotal; literature
reviews; open studies; one double-blind trial

o Carbamazepine—iiterature reviews, &ase reports;
open trial

» Valproate—open studies; literature reviews;
discontinuation study

» Neuroleptics (typical and atypical}~anecdotat
or open trials

o Best studied and without industry hype

o For classic manic depressives (M-D-E; + famlly history
bipolar; euphoria/grandiosity), most efficacious

o Works synergistically with valproate
o Decreases recurrences

o Reduces depression

o Decreases suicide

o The problem is most children and teens do not seem to
s have this kind of manic-depression

o Initiation use mederately agguesdively .- -
= Aaute;
© 10-15 mofih/day
e Increasebyc 5 mg/lb every 1-2 days (ie. soute manis needs aggressive

- Subacute:
o 5-10mg/l/day
* Incease by ¢ 5 mg/ih every 47 days
o Gosiow doesn mean bake foraver
= Dose until effective or adverse events; decrease or dvide dose if
adverse evenls

= Target: 50-150 mcg/mi
o Extended releass dminishes peaks and valleys but not yet tested in
psychiatric patients

Confidential/Produced in Litigation Pursuant to Protective Order
JJPHWALCP 00000190



Number of Patlents

8 Weski Wook2 Wesk3 Weakd WeskS Week$ Wesk7

owwte impulsiig ac;a,m‘srm
= X 9
o Screams Inappropriately Inappropriately
</ o Temper tantrums . Feet wivile bangk
Imitatie (grizzly’ samming
’ G'W’"g ) o Ma:’
: Yells at inappropsiate times himselffherself
o Demands mist be ® Does physical viotence
met immediately o self
0 ﬁgava‘mﬂ'ﬂma’ o Throws temper lantrums when
dossntget
own way
Amen et oL, 1985,

Eﬂ@ﬁaﬁéﬁ%&g
ConductPiohicmisubscale.

.
S

o Argues with parents, teacher, ar  © Phvysically attacks people
other adufts Runs away from adults,
o Cruelty or meanness to others e or other authority
o Defiant, chaileiges adult .
a
 Knowingly destroys property R s
o Disobedient o Temper tantrums
» Doesnt fes! guitty after o Threatens people
ng s Violates rules
o Explosive, easily angered o Argues with other paople or
o Gets in physical fights pears
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S

S Treatments
;sand’Ag
Lithium b3 X
Vaiprozta b3 x
Corbamazeping X X
| Stimudants x Afewcaserepots
Aot nearoleptica 3 lltnt§
X nﬁgg:;;m
Amslolytics
Busperons x
Bazodizzepines x
B-blociers x
. | Gt channes blockars x
=2 X

Aman et al WCBRF - 45,20 =TT
Disruptive (2002) Conduct Prob.
Disorders NCERF - “73= I
g S - | concusz Pron. 03
g‘n’-uosi i etal. NCBRF — 7.2% over WA
N Conduct Prob, Sryder et al,
etal LT ext.® endpoint
RUPP Autism ABC— = ETY
Jatism/ Gp. (2002)% Irritabiity
o Shea etal. ABC = -53.1¢ 30
(2002 Imitabaity

Speg. v, PBA, *A<0.001 v, B0,

Wman et al. (2002), AwJ Pspchistry; 155, 1337-1346. Snvder ez al (2002), JMCAP, 413 1026-136.
Furgay, et al. (2002), Aacisris, 110 (3), ppee34, Shea et al. {2002), Poster presgnied ot the AACAP
rwand ez, San Froncioon; Ortoher, SRUPP Autiem Netwark (2002), A Sxgf 2 #ad. 3OV} 314301,

e W M U & W @& u
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in 1 N
umm—s Clinical Glotsl memuv!utsewlyﬂﬁ, anly
‘Seawce: Fracier 2223, 2000,

PRl N, T

yolar Di

w2 LA

Ia eas:h ¢
g&%@% Adjunc

o 30 Manic Youth {12 0 18 Years) on Depakote (20
mg/kg/day) randomized at outset to placebo and

quetiapine (250 - 450 mg/day) in 6 Week Double-Blind
Trial

o 1 withdrew from Depakote + Pbo; 7 withdrew from
Depakote + quetiapine; i.e. 22 completers

e YMRS dropped from 30 to 15 with Depakate; 34-c. 10
with combo (p<0.01). No difference in CDRS, PANSS ar
[sc7d

DalBela et al, 2002

ompliante  I'ssuz

Mood stabilizer use

of follow-up 3%.1% 26.7%
Never used 17.4% 20.0%
Intermitient med ise 13.0% 31.0%
ho med us= most
of follow-up . 454% £1.8%
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autsm * relate 4
reuzlence:

e g

. u— . e | 40-L0 P2« 10,000.
New Developments in the
Treatment of Pervasive

Aulsmw., 20 '
Development pepple Pev 10,088 .
Disorder/Autism

Lawrence Scahill, MSN, PhD

Assodate Professor of Nursing and
Child Psychiatry
Yale Child Study Center
Yale University, School of Nursing
New Haven, Connecticut

s Psychosis

o Autism and related disorders=
= Aggression
= Tantrums

¢ Mental retardation

~ Impulse contral problems
¢ Tourette syndrome

- Ties

« Bipolar disorder

e Part of 2 spectrum of pervasive developmentzl
disorders characterized by:

~ Impaired sodial interaction
= Delayed and deviant language
— Restricted interests
~ Repetitive behavior
« Often complicated by serious behavior problems
(tantrums, aggression and/or self-injurious
behavior)
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Disorder

o Autism

o Asperger's

o PDD-NOS
= total

“Basad on minimal datn.

Prevalence

20 per 10,000

1 per 10,000*

20 to 40 per 10,000
40 to 60 per 10,000

o Haloperid

o

o Fenfluramine

e Clonidine

o Naltrexone
o Propranolof

* Best susdied,

Clomipramine
SSRIs

Stimulants
Secretin®
Amantadine

B A:_):; = ,\‘5&*
typical:Antipsychotics

.:. typical; tipsych
Childrén With PDD |
T T 2 Ay —d
Drug. B Dosa/Day Desian  Jamest Benefit
Risperidone 223 (0.5t 60 open, aggression,
controfled  tantyums, seif-imury

Ciazapine 4 200 to 400 open 2aggression, -
hypesactivity

Quetiapine 6 100 %o 350 open aggression -

Olanzapine 16 8t040 open aggressian, %/

5, agitation,

Zprasidonz 19 10w 120 open aggressian, +-
sterectypies
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case

(6/bin8weels) 7T prolactin \\ rap'd weight soin

Quetiapine Yes (1) seizure

T Faty inR INvatio
Olanzapine Yes ? T tiglyceride
(9 1h in § weeks) ? diabetes

Ziprasidane No 71Qre

e Autism Network

- Indiana University

— Kennedy-Krieger (Johns Hopkins)

- Ohio State University

- U California at Los Angeles

- Yale University (Coordinating Center}
Spansor: NIMH
Janssen: Drug and Matching placebo
Data Management: Nathan Kline Institute

= Research Units in Pe
ﬁ; P‘*sychopharmacoﬁwf(kﬂ? Yo

:7. § ccnimidass ot

e Principal Investigators
- Michae! Aman
- Jim McCracken
- Chris McDougle
¥ - Lamry Scahill
- Elaing Tlemey
~ Ben Vitiello
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RUPP Autism Network:
‘Risperidone Protocol I

8-Week, Double-Blind,
Placebo-Controlied, Randomized Trial

e Risperidone will be superior to placebo for
~ Aggressive behavior Not+ tveatwent of

- Agitation ohsmm et S<.
- Tantrums (eg, in response to change)
— Self-injurious behavior

RUPP Aytism Netwaric. N Engl J Med. 2002;347:314-321.

o Indusion criteria

— Autism )

-AgeSto 17

- Irritability subscale score > 18

- CGI-severity > 4

- Mental age > 18 months

= Medication fres
(14 to 28 days depending on drug)
(except anticonvulsants)
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Responderl_, parsTUDY Jpettdone

Placebo 2-month

3 . IRisparidone / GSntinuation

doubie-bind [ Kan- Risperidone «W
wm;‘ (opemveximnsion) g

BXIT STUDY

o Primary outcomes
— ABC Irritabifity scate (15-item parent-rated measure
containing aggression, SIB, tantrums)
~ CGEI-Improvement (clinidian-rated)

.'9"0 0
"JP'{_?J rd
3:,3,

N.\FPMIIISNUM N Engl J Med. 2002;347:314-321.

s Subjects (N = 101)
< B2 males, 19 females
- Risperidone (n = 49), placeba {n = 52)
— Mean age = 8.8 y (range, 5-17 y)
- No significant differences across groups at baseline

RUPP Autiam Netuwark, N Engf J Med. 2002,347-314-321.
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Risperidone Placebo
ABC Basgliine Endpaint Baseline Endpoint

Sale  Mean (SD) Mean (SD) Mean (SD) Mean (SD)

Imitabifity 26.2 (7.9) 113 (7.4) 25.5(6.6) 21.9(8.5)

P<.000L

300

g‘ 20

1~

'E 200

g™ =1
= 180

a

< 50

o+
) 2 4 ] s
Wesk

Scle Mean (SD) Mean (SD) Mesn(SD) Mean(SD) P2

Intablity 26.2(7.9) 13(4) 255(66 219(35) <0001

Sodal
Withdrawal 16.4 (8.2) 89(64) 161(87) 120(83) <05
Stereotypy  10.6{4.9) 5.8 (4.6) 9.0(44) 7.3(48) <.0001

Hyper-
activity 318(9.6) 17.0(9.7) 32385 27.6(10.6) <.0001

Inapprop.
Speech 43(4.1) 30(3.1) 65@3.6) 59(38) NS
. “After agusting far muskiple compsrisons R St
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%Chmcat Globa%lmpres&o“'

: mproveme
Response Rate by Waek and Randamizstion
Status
0
g 2 —
39 @ —
ax e
%3 % yd i
Bz o y4 -0-Fcsto
E* 20 L A
E [
& 0
[] 1 2 ; 4 5 1 3 T 1}
Vifmaik

Mild 24 (49) 15(29) a.05

Modarate 12{25) 2(9) 001
Tiredness 29 (59) 14 (27) 0.002
Drowsiness 24 (48) 6{12} <0.001
Drooiing 13(27) 3(6) 801
Tremor 7(14) 1(2) .85
Weight gain In kg 27229 68£22 <0.01

“One child withdrew from trial 2 besaline and s was not incuded in AE analysis,
YOther AEs rep tar not (P0.1).
RUPP Ausiom Netwark. N Engl.J Ped 2004347314-2L

of ChtldfCY\ uuhcn Swr?*cknd
T ploacebo did noy
relapse .

cal antr chotus are belng used for a’ -
' range of problems in children with PDD
» Best studied in risperidone

- Effective for serious behavioral problems at relatively
fow doses

— Positive effects are stable over fime

— Does not have marked effects on core sx of PDD

= Although reduced risk of EPS, weight gainis a
conesm

e Future studies
- Efficacy and safety of other drugs in this dass
— Combined effects of medication and behavior therapy
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A Review of Efficacy Data for
Risperidone in the Child and
- Adolescent Population

Gahan J. Pandina, PhD
Assodate Director, CNS Clinical Development
Janssen Pharmaceutica Products, LP

Disgrezta [ n Innpsiairity
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2 Laad e | FEe |+ + | e
S

a0 ++ ++ 5 | #4+4 + +
= ++ Ea =+ [ e+ ++ ++
007 44 +¥ e Eaza *+ -+

.

I. Disruptive Behavior Disorders

"

II. Newly Emerging Data in Pediatric Bipolar
Disorder

iy IT. Newly Emerging Datz in Autism/PDD
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Disruptive Behavior
Disorders

N
Finding 25 | 614 |Randemimd, DS, PG 10 g:o)m
[ 18 | saz [Paedemimd D& PGS | (3502) Am Fperchisty
fiaieg 187 | gy |OPeviakelaBwk
m 110 | 512 Lx'a-a!&nn‘ ggp)mzﬁ-m
Caoi 20 7 | s | sy
mran | 58 | S8 | e letarntionn | b
& 3

[N se | 1218 "“"'m'..“"h"" fond a3 o faychiotey

Total n=974 ¢

Study Outcomes: Risperdal effective and well lerated in DBD

Long-term (1 year) safety and efficacy demonstrated

il

RISvs Placebo: 1S
EiShort:Term Studies

bosder fire., rmed
* US93and CAN 19 1g imFoirment

R R

- -V Conduct Disorder, O itional Defiant
Di: r, Disruptive Behavior Blsorger Borderline
%dlecbﬁal e i Mental Retardation (0 35 to

- Egrh;“ng of >24 on the Nisonger Child Behavior Rating

- Prominent ms of aggression, impulsivi
B B s Prvior Sty

Jewan MG, &2 8. Am Y Pychintry, 2002; 159: 1-10 Snyder B, e 3. JAACK: 2000; 41:9, 1025-1036

Absus i,000 pis

studied in p-B.D.

vy b:hcuforaﬂ_u‘ distwbed chikdren
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o US 97, CAN 20 and INT 41
- All subjects eligible in the short-ferm double-blind
phase (US 93 and CAN 19) were also eligible to receive
Risperdal in the long-term open label phase for up to
48 weeks

- A fifth study, INT 41, was a 48-week open labe! safety
study In the same population (ages 5-15)

Turgey A, &t al. Asleris 2002;11003):1~12

)
s 25 A
mb’_‘:"‘ B1&23 B7&2%

DO TV L BORE | o 48 150: Sanderd doviesion.
IR s A Evd §§“ Iels © biudes n.0pes Wi
M"&dﬂ(ﬂ) ﬁ{:‘é ”l u::} Ogpasitiors) Defiest Disonter o~

© +ADHD 14 (22%) 22(22%) Sebuviour Dlaoser not Gtfarwiss
DS 1V, iy 2 (%) e semation
Dy 28 (4a%) nﬁ; Suchymactity M.
S St IX (35N 16! ° P04 . plomim
Bhedoriiy Mol 13 (22%] ? )
Remrcation

Aman 4G, &t o AmJ Pychizoy. 2002;153:1-10

All

Protocl ot

CAR-15 RIS CAN-20 RIS 43 41

CAN-19 PRO CAR-20 RIS 39 3

CAN-19 RIS INT-41 sy 10 10

CAN-19 PBO INT-41 RIS b= i3

UsA-33 RIS USA-97 RIS 55 48

Usa-93 PBO USA-97 RIS 59 57

INT-41 RIS 48z 457

Amsn el 21, Am J Poychialry 2002;152:1337-1348 700 665
SHE

bofder line mental /intellectva |
ability
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long-tem

; L__:> 557 rrw
Aman 116 mg/d Finding
AP2002 | ey ] submitted g

e T [
Jancap 2002 | ©™ Ped 2002 @t mohy)

INT-41 159 mg/d

Thivalion: Short-tarm Stusdles Croonenberghs | (2 me/kad)

- RIS oral salution: 0.02 mg/kg/day to 0.06 mg/kg/day

~ Orce dally dose given in AM

= Initial dose/Day 1: 0.0L mafkg

~ Day 2 0.01 mg/kg

- Day 3: 0.02mg/kg

- = a Aman MG, et bl AmJ Psychisiny, 2002; 159: 110
Sriycier R, st ol MASAA 200; 41:9, 1026-105.

0% T IauRdm Aapan
-g ﬂl \ O Rencuneplioncs
= 7% . —— T AdearsoEvent
S eow * .
% so% & r Lot Te Foliew Up
E % by . B Consent Withdrawn
g o | o ) 4 B Kesicstion Loat
g < | R -
= : IR O Compisnd Stusy
-
s == :u_-.. Aversge RIS Dose of
136 myday or
37 uhiday
Area MG, @ Bl A J Prychisty. 2002; 155 110

c&&%‘?ﬁ’r‘%

. of 16 ltems have

13 'nosu-xv?-w"mmuow
* Argues with parents, teacher, or o Physially attacks peaple
 Cruelty or meanness tn others * R“,‘ nslawigrf;r{*n:gm
= Defiant, challenges aduit-authority . m’
* Knowingly destroys property * Talks back to beachers,

Olsot parents or other aduits
® . = Temper tantrums
o Doesnt fesl guilty after -
osive, i angered » Violates nules

.E:sh Ily:iwﬁ Argues with other
° p 3 EHE °
Sk BB oo peaple or pears®™

facuffictieny re<sosnse in olacebeo w
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Conduct Problem Sllhsl:le of N-CBRF

_{.111111

AN

N T~

\E el il
AN

e
O——O——

Bean Changs In Scores frem Baseling
E52B8a02no

|usgs —o=piscata | *psoen

Seran MG, ot . Am J Prychiaty, 2002;159:1-16 Sayder et al. (2002), HACP L) I25-2006

Cbndud mumsuhuledu-anr

VAN

AN

S

NN
R ——

ESaalito

&R 3

“mseon

Mean Change In Scorsa from Bagaling

[Us83 o=piocube ~o~Rispemsal| [can 19 o= Piocate -a---u]
Amens MG, et a. Am ) Prychiaty: Spder ot al. (2002),

Conduct Problem Subscale of N-CBRF

us 83 ’ Baseline ' Endppint ] % Change

Placabo 345 283 ~17.87

RISPERDAL® 329 177 4620

AN 19 | Baseline | Endpoint | % Change
Placebs | 326 | 258 | ;8

RISPERDAL® 33.4 176 -47.6

Na

SYMptoms _avppped So°%h

n 4reatment group
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G-week DB studieS e===p- Long-term OL studies
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G-weak DB studies ===p Long-term OL studies
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Do these results hold true for
adolescents with more severe
conduct problems?
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o Randomized, double blind, placebo-controlled
n=38 in hospitalized adolescents with aggression

o 2 week baseline, 6 week treatment,
and 2 week post-study washout
o Initial dose 0.5 mg BID with titration to clinica
response .
o Fixed dose maintained for 4 weeks

Buiteizer 3X, et 2l 3 Cin Poychistry 2001;62:235-248,

o
e & SO 14015 187 & 2.0 =]
%2 163 KS
WISC-AID, mesx & $D
Scule 7604 29 |733£301 =3
Principal Diagnosls, o
Dafiant Dissrdes 4 2 s
Behaovier Disorder KOS 3 ] [
Camorbid Diogsasia, N
ADVD 14 12 s
Dienrdesr [] £] =3
GAF Stnre, medn £ 5D 28% 26 | 529 £ 105 s
30 ~-78)
sAbbreviations: ADHD = pttention deficit/lypersctivity disorder, GAF = Giobsl of

naulnn.lis-mmr.wm:-l- Intstigence Scie for Chidren = Revised.
o =

Aggrecssion / Mani o

uteisar X, ecal. JClla Peychizoy 2001762:239-240

Placeho 28 Reted by the Investigator

Loveis of significanay; ~P= 0001
* incicates 2 sigrificant withdrowst
effet for Risperidone v Placeto (# < 0.01)

u_-xxi.':mmym;mm F
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o Efficacy demonstrated in:
- Disruptive Behavior Disorder
— Pediatric Bipolar Disorder

o Safety......To be discussed tomorrow!
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A Review of Safety & Tolerability
Data for Risperidone

Gahan J. Pandina, PhD
Assodiate Director, CNS Clinical Development
Janssen Pharmaceutica Products, LP

N

E- ]
R il el
BaY | w | so [Eomeram  |owwes
Sm | w | su |memmamie [menuce,
BIS | 7| n [mmaad T jown el
oot | uoq | g | OPSTiebel mumic
[ 38 | 125 [REEO6,PCAw, wg-m—-r

Total =974

Study Qutcomes: Risperdal effective and well toleratad In DBD
Long-tarm (1 year) safety and efficacy demonstrated
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o Weight changes

o Hyperglycemia/Diabetes

e Prolactin .
— Normalization (Findling study)
~ Sexual maturation/growth

¢ Movement Disorders

« Cardiovasaular

Weight Changes

TR

Alison DY e al. Am 3 Poychiatry. 199577156:4686-1636.
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Hyperglycemia/Diabetés and
Atypical Antipsychotics

25 Sasths:
* 2 dsaths.

PubMed Lteraiure Sasrce 01/01/1994 - Q10672002
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Prolactin

SmineD

o Hyperprolactinemia is a well-recognized effect of

all dopamine antagonists

» Qass labeling for all antipsychatics, including
olanzapine, quetiapine, and risperidone®

o Clinical significance of hyperprolactinemia is
unknown for most patients ;

o As with other drugs that antagonize dopamine
D, receptors, risperidone elevates prolactin
levels and the elevation persists during chronic
administration

Sourees

Normalization of Prolactin Levels
in Children After
Long-term Treatment
With Risperidone

R.L. Findling; V. Kusumakar;
D. Daneman; C. Bindar; G. De Smedt
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o Study Design
- ';l]ata from Smw;:s‘arglyzﬁ. two G-week, doubie-bllrd
maals (2 of these were follwumps on the :buble—h(lnd trials)
» Patient Selection
=- Aged 5~15years -
- 133684
= DSM-IV Axis | diagnosis of CD, QDD, or DBD-NOS, with or
without ADHD

= Total rating 224 on the Conduxct Probiem subscate of the N-CBRF
= Vineland Adaptive Behavior Scale score <85

s Treatment

= Risperidone 0.02-0.06 mglh!tﬂyasanoral solution
Fono B, Ksualas, Daseran B 3., o
long-tenm trestment with rsperidone. CINP, 2002,

Age,
* 89125

99 (5.1-
489
103 {17.4%
57 (9.6}
475&2)
60 (10.2)
BIx1d4

Height, om, mean 3= S8 1378159

3, meam 3 5O S|1:133

Findiing AL, Kussamasicer V, Duneman D, & 2l childiren after

Iong-t=rm tresement with risperidone. W, 2002,

Prolactin (ng/mL)
o w588 Y
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Risk. of EPS 4 as _dpse- 1

Parcent of Patlents

= Uppar mit of nonmad (18 ag/mi. for boys; 30 ng/mi, for girs).
mn-gn.,wv,nuumn etal. Nomatization of prodactin levels n children after long-
term trestment with rigperidone. OINP, 2002,

. "
Aman MG, et al, An.J Aaychistry. 2002;. mmmmhmcgim
2000.; Turgsy A, llﬁmllﬂ )wm..aum-xea. 3T Peychisiry 2008,

248.; Sroyder et al. (2002), JUCLS, 414:3, 1026-1035. ; Rnding RL, Fegart N, Dg Smadt G. AP, 2001

e Mean serum pmlactm leveis began to decrease
after 8 weeks of risperidone therapy, despite a
modest, early increase, and were within normal
fimits although above baseline values at the end
of 1 year of treatment

o There was no assodiation between profactin
levels and side effects hypothetically attributable
to prolactin

. chidven atter kng-

mm.m-hrv,n-_-n,su.

. {Erm trestment with risperidone. WP,

Confidential/Produced in Litigation Pursuant to Protective Order
JJPHWALCP 00090224



Sexual Maturation, Growth and
Correlation with Prolactin

o Growth population:

— Patients who had received treatment with risperidone
for 12 months and had both baseline and 12-month
height measurements

o Sexual maturation population

= Girls 29 years and boys 210 years who had received
treatment with risperidone far 12 months and had
bath baseline and 12-month Tanner staging

Dunbar Ke2pl Poster precanted a2 the 422 Meating of the Americen Acadeony of Child and Addlescant.
Pupchiatry; 2002; Sen Franciscs, CA-

gﬁ"a DerSEgi l' Pd
BosE el S e o s e

{a =I50) (n = 2227)

Age 2 D, years 182 £24 nss14
Gendar, BYF, % BAUOAGO BIE3
Ehaic Orighy, %

Cucmin za a3

Bk 54 45

Hzpmic s (1)

Ortermul e3 oo

Other [ (=}
Heon Ratio 2 5D @0:128 6102344
{amn beight = 50 {om) 13942185 1224
Maprewsight 2 SD (ig) X328 43128
Mo 2] £ 5D (k) 5233’ 1R4elS.
Tanner S2ge, %

2 n4 518

2 M3 B9

3 74 22

4 &y 95

S i1 27
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Devistion from expectad maturation 2% year 1 = Devislion
from reference mean ut yesy 1. ‘Deviation from reference mean
Dunbar& & al. Poster: 49 Mesting of Chd and Adolescont
Poychistry; 2002; Ssn Franciars, Ch.

ITT Population; NHANES IIT Kationsl Health & Nutrition Examination Survey
Deviation from expected growtl at year L was 1.2£2.3*

—
05 ar
-€"' — T @ bpatd
= [ Olonrved (¥ = 350)
E. P
: .
i «
2
L ]
Gessling RVear:

"Davistion from expectsd matrstion a2 yeer 1 = Devistion from reference mesn &t predoss — Devistion
from reference mean zt yesr 1. *Devistion from reference mesn.
Referenc etracted from

Dunbar Ket sl Poster presented at the 49° Mesting of the American Academny of Child and Adolescene
Poychistry; 2002; San Franciscd, CA-

-DeViationzom:EXDE

~Prolactiniat Yeor

s ey Loy

&

plasn] s
" Proiectin AUC Deys x ng/ml (log scole)
Dunter K et al. Poster presente st the 45 Mesting of the Amevican Acdersy of Child and Adolescent
Paychiatsy; 2002; San Frandiscs, CA.
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e Prolactin Ievels rise predictably but decrease to
near-normal limits across age

o Clinical symptoms potentially related to prolactin
occur at low fregquency and are not correlated
with prolactin levels

s Growth and sexual maturation appear to
progress normally at one year duning risperidone
treatment

e Temporary rise in prolactin not carrelated with
deviation from expected growth

Movement Disorders

£ ] 8 8 e

gl ! "

o

gﬁ_ O By eosupancy

sm_ O 5-HT, scaganey
P O Movement Disonfer

I S

L] 2 4 & 8 n 2
Risperidone (mg/d)

Ko, et d, AmJ Peychiatry 2000;157:534-20
Kapur, et sl Am ] Psycnistry 1999;156:286-23
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O D, eocupsscy

Q SHT; eccupancy

O HMovenmunt disorder snbfer
prelsctin plovation

Receptar occupancy (%)
ALELELERE

T T ™ T

0 2 2
Olanzapine (mg/d)

Kapur, et al. Am J Peychistsy 2000;157:53420

M¢1M1Wﬁm .

= Sebc o
ndsD; ﬁ CCr
_» .
Ew .
T 7 s
=3 v
a Q- L L
g ::{: * Q Dy oopeny
'g. 307 » O ST, oooupancy
§ o7 8 .
% w7 H 8
T m  am em e
Quetiapine (mg/d)
Kapur, ot 2l. Am J Prychiatry 2000;157:514-20
Kes, 6 2. Am ] Poychiotry 1999:156:286-53

Findling (2000) | 107 7 (16%] Cpeniabel

Fndiing (2001) | 319 71 (23%) Cpenizhal
2 (“TD-fite” resolved after #ion)

Turgay (2002) | 77 20 (26%) Open-izbel

A MG, 2 B e J Rty 20002 1S8: T3,
Sovdarf, e e, )
Pl AL, tal, AS. 2000,

Vg RL, €2 o AHP. 2001,
. Turger & o ot Aianics. 2002410,
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Mean Change at Endpoint 10 13

Totzl ESRS 4.6 a0 035

Farkinsanism/dystonia -08 0.1 0.48

Bucco-linguo-masticatory ) al 016
.16 mg/day

Fortnote: Lowes swres imply improved comdions
Aman MG, ot 2l Acer ] Pepchiztry. 2002;153:1357- 1346

o . Cardiovascular Safety

° Corrected QT mharval
~ Adjusted for heart rate
° @ Bazett or baseline comsction
Normal values
- Men: QTc < 420 msec
- Women: QTc < 430 msec
e Consequence of prolonged QTc interval
- Ventriaular arthythmias
» e.g. Torsades de Pointes, ventricular fibrillation
- Sudden cardlac death
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