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CHILD & ADOLESCENT F_ 
REGIONAL ADVISORS MEETING 

JANSSEN á PHARMACEUTICA 
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. 

For your convenience, Janssen has prepaid beifman 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. 

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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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 Fair 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 evaluation of the presentation entitled °Treatment Recommendations Gar the Lase of 

Antipsychotics for Aggressive Youth (TRAAY): Clinical Implications" by Peter er Jensen, CAM' 

Excellent Very Good Good Fair or 

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 Ggod al- 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 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 1 

Presentation Skills: 5 4 3 2 1 

Please provide any additional comments /feedback on this topic 
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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 Cood 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 Panel Discussion with Audience Q&A /Feedbadc 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 

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 (please print) 

city and State 
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JANSSEN PHARMACEUTICA 
PRODUCTS, L.P. 

The Regent Bevevly Wilshire 
Beverly lb, 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 J&7 Travel's 24 -hour emergency 

hotline at 800- 354 -2400, 

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

FRIDAY, AUGUST 15, 2003 

ALL DAY Registration 
Le Petit Trianon 

7:00 PM - 9:30 PM Reception & Dinner 

Le Grand Trianon 

SATURDAY, AUGUST 16, 2003 

7:00 AM - 8:00 AM Breakfast 

Wintergarden 

8:00 AM - 10 :00 AM General Session 

The Ballroom 

10:00 AM - 10:200.14 Break 

Wintergarden 

10:20 AM - 1:00 PM General Session (continued) 
The Ballroom 

1:00 PM - 2:00 PM Working Lunch 
Wintergdrden 

2:00 PM - 5:00 PM Afternoon Group Activity 
J. Paul Getty Museum 

Please meet at the Hotel Entrance 

at 2:00 PM for departure 

7:00 PM - 10:00 PM Off -Site Dinner 
Spago 

Please meet at the Hotel Entrance 

at 6:45 PM for departure 

CONTINUED ON REVERSE SIDE 
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SUNDAY, AUGUST 17, 2003 

7:00 AM - 8:00 AM Breakfast 
Wintergarden 

8:00 AM - 9:30 AM General Session 
The Ballroom 

9:30ÁM - 12:00 PM Breakout Sessions 

® Breakout Group I 
Northwest Region 

Champagne Room 

Breakout Group II 
South -Central Region - 

Le Petit Trianon 

Breakout Group III 
West Region 

Le Grand Trianon 

12:00 PM -1 :00 PM Lunch 

Wintergarden 

1:00 PM Departures 

Hotel Lobby 
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CHILD & ADOLESCENT 
REGIONAL ADVISORS MEETING V 

Los Angeles, California 
August 15 -17, 2003 

Saturday, August 16 
7:00am - 8:00am 

8:00am - 10:00am 

8:00am - 8:05am 

8:05am - 8:10am 

8:10am - 8:45am 

8:45am - 9:30am 

9:30am - 10:00am 

10:00am - 10:20am 

10:20am - 1:00pm 

10:20am - 10:55am 

10:55am - 11:25am 

11:25am - 11:55am 

11:55am - 1:00pm 

Breakfast 

General Session 

Welcome 
Joseph Lin, Product Director -Janssen CNS 

Chairman's Welcome 
Peter S. Jensen, MD 

Treatment Recommendations for the Use of 
Antipsychotics for Aggressive Youth (TRAAY): 

Clinical Implications 
Peter S. Jensen, MD 

Treatment options -a review of the evidence 
Treatment algorithm 

Challenges in the Diagnosis and Treatment of Bipolar 
Disorders in Children 
Gabrielle Carlson, MD 

Comorbidities and shared symptoms across pediatric 
psychiatric disorders 
Current treatment options for acute mania 

Panel Discussion with Audience 
Q&A /Feedback 

Break 

General Session (continued) 

New Developments in the Treatment of Pervasive 
Development Disorder /Autism 
Lawrence Scahil /, MSN, PhD --- 2 0 .3 

Prevalence of PDD /autism 
Issues in the treatment of autistic disorder 
Review of the RUPP Autism clinical trial 

A Review of Efficacy Data for Risperidone in the 
Child and Adolescent Population 
Gahan J. Pandina, PhD 

Disruptive Behavior Disorders 
Au srr 
Acute Mania 

Panel Discussion with Audience 
Q&A /Feedback 

'78S 2365 

Interactive Case Study Session 
Peter S. Jensen, MD 

Interactive patient case study series using Audience 

Response System 

lñntergarden 

The Ballroom 

Wintergarden 

The Ballroom 
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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 

8:00am - 9:30am 

8:00am 

8:00am - 9:00am 

Breakfast 

General Session 

Good morning! 
Peter S. Jensen, MD 

A Review of Safety &Tolerability Data in the Child 
and Adolescent Population 
Gallen J. Pandina, PhD 

Weight gain 
a Hyperglycemia /diabetes 

Prolactin levels 
Sexual maturation /growth 
Movement disorders 

9:00am - 9:30am Safety & Tolerability Panel Discussion 

9:30am - 12:00pm BREAKOUT SESSIGHE 

12 :00pm - 1:00pm 

Wintergarden 

The Ballroom 

Feedback Sessions 
Group 1 - Northwest Region Champagne Room 

Group 2 -South Central Region Le Petit Trianon 

Group 3 - West Region L__ GQ l rQ o, l 

Lunch and Departures Wintergarden 
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GABRIELLE A. CARLSON/ MD 

PROFESSOR OF`PSYCHIATRY AND PEDIATRICS 
DIRECTOR, CHILD AND ADOLESCENT PSYCHIATRY 
STATE UNIVERSITY OF MEW YORK M.T 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 

psychopathology and psychopharmacology with particular emphasis on adolescent depression 

and bipolar disorder. Her writings include more than 150 articles and book chapters; she 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!Hand the Child and Adolescent and Mood 

.Disorders Work Groups for 05M IV. 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 Housekeeping's Best 

Mental Health Experts. She received her MD from Cornell University Medical College at Ithaca, 

New York, before 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. 
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PETER S. IENSEN, MD 

DIRECTOR, CENTER FOR THE ADVANCEMENT OF CHILDREN'S MENTAL 

HEALTH - PUTTING SCIENCE TO WORK 
RUANE PROFESSOR OF CHILD PSYCHIATRY 
COLUMBIA UNIVERSITY COLLEGE OF PHYSIC HS AND SURGEONS 
HEW 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 Mcf;avin (1996) and ittelson Awards (1998) of the American 

Psychiatric Association. The National Alliance for the Mentally Ill 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 

ASSISTANT DIRECTOR, CNS MEDICAL AFFAIRS 
JANSSEN PHARMACEUTICA, INC. 
TITUSVILLE, NEW JERSEY 
ADJUNCT CLINICAL ASSISTANT PROFESSOR OF PSYCHEAñ 117 

UMDNJ-ROBERT WOOD JOHNSON MEDICAL SCHOOL 

PISCATAWAY, NEW JERSEY 
VISITING PROFESSOR, CENTER OF ALCOHOL STUDIES 
RUTGERS UNIVERSITY 
NEW BRUNSWICK, NEW JERSEY 

Gahan J. Pandina, PhD, is an Adjunct Clinical Professor of Psychiatry at UMDNJ -Robert Wood 

Johnson 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 author 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. 

+- _-jr.__ d L_ PhD Clinical Psychology From Binghamton 1InivPrcity in Rinnhamtnn. 
Dr. rwiuuid received iu r-iw in .üui..oi rytnvruyy from cJngha , g. _. , 

New York, and completed doctoral fellowships in both Neuropsychology and Child and 

Adolescent Neuropsychology at Róbert Wood Johnson Medical School. 
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LAWRENCE SCAHILL, MSN, PHD 

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 is Assodate 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 multisite 

Research Units on Pediatric Psychopharmacology Autism Network. Recent projects include: a 

study of guanfadne 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 muttsite 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 burette 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 earned a master's degree in child 

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

Department of Public Heath at Yale University. 
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Joseph Lin 
Product Director, COIS 

Ianssen Pharmaceu6ca Produds,LP 
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° 'Agenda 

Sabah%Awe t li 
MWOOna/Nepnn Manir 7oapY W 

TM TWAT Culdapaea dhdot lnSWotloes Pe4r7aar4 MD 

rlpdr Murder In °Mdra. dtaaaepe In 

DLapntoats and iteasttrat 
Gabriella Cartoon, pW 

New DavtloMnets:n the Dormant atAUtiRlc 
Dówdr 
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i0lrahYäy 

Cahm rowan; PhD 
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For you: 
To share your experiences, advice, and recommendations 
on current issues in child and adolescent psychiatry while 

gaining additional clinical knowledge from your peers 

and faculty 

For us: 

To apply your input and feedback to our dinical development 

plans and marketing strategies, so we n more effectively 

provide value m patients, physicians, and caregivers 
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Highly recommended by the Janssen Management 
Team for your: 

Extensive clinical experience 

o Willingness to provide candid feedback 

Thought leadership in your communities 

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

Peter S. Jensen, MD 

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 
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Treatment Recommendations for 
the Use of Antipsychotics for 
Aggressive Youth (TRAAY): 

Clinical Implications 

Peter S. Jensen, MD 
Canter for the Advancement of Children's 

Mental Health 
Columbia University 

In the United States 
- 10% of children and adolcents suffer from mental 

illness severe enough to cause impairment 

- Less than 20% of these children receive needed 
treatment 

WHO predicts 50% rise in childhood 
neuropsychiatrie disorders by 2020 

VAR Weld HEM CVV11111120211. 

aid now Ix. to nvellal Moth of cMitta snd 
frawr.riniultpc./p,blicKicAlktrates.drol ACCC92514/02. 
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L. 

Treatment 

o Behavior therapy /psychotherapy: 
first -line treatment 
Medications to treat specific symptoms, 
eg, aggression 
- Lithium 

- Antipsychatic agents 

ue D, Kim B+ Actgrezie befw+a h: r,mhe-s e6 holed Clad wAehlemr 
Pnciarnahaahat a..tedge, a.ewoe aews,'ntss; 20Ca305-127_ 

Chlorpromazine (fhorazine ®), thiorldazine 
(Mellaril®), and haloperidol (Haldolo) 

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

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

w me (grease wro. a.ten, ai abonar r n,..mmcri, 7Lbr. 

Tlowcbr wciaie host} Plgadá.e., g: snmia.wart a,..ncamk 
(wirgie hart). Eat Hower, Mk ra.eb; m..nceckiim a.yrn«m 

Randomed studies 
- Arran, et al (2002) - Buttelaar, et al (2001) 

- Rndling, et al (2000) - Van Beliinghen, De Troch (2001) 

- Torgay, et al (2002) - De Smelt, Van Bálinghen (1998) 

- Snyder, et al (2002) 

Nonrandomized studies 
- nndung, et ai (2001) 

- Foarÿ, úá (2000) 

- Srnem, et al (2002) 
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Science > Science + Opinion > Opinion 

Randomized, controlled clinical trials 

Epidemiologic studies, cohort studies, 
retrospective analyses, etc 

Case reports, expert opinion 
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Comprehensive diagnostic interview with patient 
and parent/guardian 
- Contact prior treating physicians 

- Review treatment records 

- Identify other medications being taken 

Physical examination 
Appropriate laboratory studies 

CBC, dfierentiaf, hematocrit 

Urinalysis 

BUN 

Serum electrolytes 

Blood glucose 

Liver function tests: ALT, AST 

- Repeat once if elevated 

- Start drug if AST Iss than 2x normal 

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

Prior to treatment 
At regular intervals throughout treatment 

During acute episodes 

When treatments are chanced or discontinued 
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 Chronic aooression is treated with a series 
of approaches 
- Treatment of primary disorder 

Psychosi6a1/ nal 

ahannaoingic 

Use of atypical antipsycholics 

Acute aggressive episodes are treated with 
crisis management 

...::',: 

: 
6..=i".f 

1 ï.i Nón nártnácótg reáènt 
... eafPmatysDis7xt$ 

.. 

Initiate nonpharmacolagic treatment 
- Behavioral therapy 

- Milieu/social therapy (family, school, friends, etc) 

- Educational Interventions 

Exact therapeutic approach will depend on 
diagnosis and individual dreumstances 

` . 

iVOtf hartm , açólbc reätcriéñ 
pf Prry Dispr1ër v_ - _ -- .ldiai i I_'° S . ..: 

Assess patient response 

If good response, continue as needed for 
primary disorder 

biQo1c-,r 

depression 

Trect t]rirnc¡ drSGrci-QA lsrt. 

Lt5-e rn611etl-a-lc 
de -1-er M Loh Ct+ ts 

wc1 i for 
5;11110)f-6j -kect.l rv»vt-i- rc3t m-Q.44 
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Choose appropriate pharmacologic agent for 
primary disorder 

- Accurate diagnosis vital 

- Anticipate potential drug interactions 

- Evaluate potential Impact cf side effect, 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 

- Trt ate dosage carefully 

Assess efficacy 

Monitor side effect 
If good response, continue as warranted for 
primary disorder 

First -line treatment for psychotic disorders 
in youth 
- Childhood -onset schizophrenia 

- Rrst- episode schizophrenia 

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

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

.900.1..4syawc elvapr ti WNManoisar iKresaaeosrIIbyl peoE Yq. 
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 Dosing strategies should: 

- Be mnzervative- "start low, go slow, taper slowly' 

- Minimize use of emergency drug treatment 
(prn or slat) 

a Assess response and side effects on routine and 
systematic basis 

o 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 response, try a second atypical agent 

-If a partial response, consider adding a 
mood stabilizer 

Vital signs and weight 

Thorough review of systems 

Targeted physical exam, Including wing 
- E>drapyramidai symptoms 

- Cardiac function 

- Potential prdactin- associated phenomena 
(gynecomastia, galaáorrhea, amenorrhea) 

Ongoing monitoring of liver function and 
glucose metabolism 

PI' U tACiS'r1 c,.SShG Ptien.,VnCN/, 
SynCcomçS+i`4. 
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 Platelets 
- Repeat count in 1 week If 25% reduction 

- Discontinue if platelets <100,000 

WBC and ANC 

- If ANC reduced <25 %, repeat count In 1 week 

- Discontinue if ANC <1,000 

nec,Am rim W; MC almlae nemec cart 

-- 
Áió sisi ñ hrm á 

-..._ -9,"i`; 
Avoid usinv multiple medications simultaneously 
whenever possible 

Reevaluate regimen of patient who does not 
experience decreased aggression while receiving 
multiple medications 

Consider tapering /discontinuing one or more 
medications if patient is on ? medications 
without dear benefit 

Consider tapering atypical antipsychotic 
medications in patients showing remission of 
aggressive symptoms for 6 months or longer 

If tapering of dose is well tolerated, discontinue 
the medication 
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 Chronic aggression is treated with a series 
of approaches 
- Treatment of underlying condition 

Psydnscdalleduartimiar 
Manna= logLc 

- Use of atypical antipsychotics 

Acute avgressive episodes are treated with 
crisis management techniques 

Treatment alternatives 

Psychosocial crisis -intervention strategies 

Pharmacologic intervention 

If all else fails, use of physical and mechanical 
restraints and locked seclusion 

` _° -T" . ;a ',. " ,._ -, 
1.,,;/=, ,cté:sm,EmergeçfCy;,rriest,óf 

° 499atïPlïánmacólogrcI éñiio. 
1142- 

When behavioral strategies fail to control 
agitated/aggressive behavior: 

- Employ emergency (slat or pm) use of medications 

- Avoid intramuscular and use oral medications, if 
possible 

- Avoid frequent 'star use of medications 

Pharmacologic management should correspond 
to risk for potental injury 
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Challenges in the Diagnosis 
and Treatment of Bipolar 

Disorders in Children 

Gabrielle A. Carlson, MD 
Professor of Psychiatry and Pediatrics 

Director, Child and Adolescent Psychiatry 
State University of New York at Stony Brook 

Manic -Depressive Illness -1968 
Euphoria /irritability concurrent 

Depression is a separate episode 

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

Both phases are needed (i.e. there is a time when 
you are one or the other, and a time you are neither) 

Relatively rare disorder but not some extreme of a 

distribution curve 

Changes in manic depression /bipolar 
disorder have occurred in: 

Definition of episode 
SpeUñc duration of "distinct period' 

`Máed,13PII, rapid cycling 

Handling the content of psychosis 
Degree of mood corgcue ce 

Handling the concept of secondary mania 
MS pathology 

5ubstarrcefrnedration relatorehips 
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 1/250 16-year old high school students had a lifetime 
manic and depressive episode (0.06 %)1 

0.45% of 1700 youth (n.18) ages 14-18 "bipolar' 
- 01% (n =2) had %tine mania 

- 0.6% had depression wih hypomanna 

- 0.3% had cydoth mlaz 

1-year incidence was 0.13 %; annual lnddemce over 
follow -up 0.08% (ordy 1 of the hypomanic patients had 

progressed to mania) 

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

yam) 

Yamr aid ra+r.>i. 1911í. 

ae.rcdm e><., 1995: mm. 

D fférence 
3 e 

iitdFá d ., 

.: .,:.-: -' 
tin -1reen 

AduBzpársorácr 

Qear Mood 
Episodes 

Absent Present Present 

Commorbidity > 9o% .. SO% - 20% 

DBD Disorder often 
Very 

tome- Hewn 

Substance 
Abuse 

rt/e Often Rare 

Euphoric Mania Rare times Often 

Retarded Dep. 
Rare Yes Yes 

..:_ .+x7L 

Diferences 11,4,..,....,-_-..,-,,.. 

r.._ } 
. ,r... = act 

Between 
.' ,r ; J:- 5.-" 

E-hild n. M. ;: 
"' `" u t molar sower' 

Confusion wait 
schizophrenia 

Rare 
?nail Often Ran 

Switch from MDD Yea Yes Rare 

Family History mood 
disorder ++++ ++++ ++ 

Uncomplicated Rare Common Common 

chronicity 
of 

h 
High 5%-10% c. S% 

Lithium 
response poor +/- common 

rt bou.-1- I o/o -3-e-ena9e, S ho +-2 

}orQotor' dlsor de.! 

n. { o acu-i-e. manic epi3o- 
res + ha a S y rr P-jaYVt 

f'A0 *C deveioPect 
DeP»5Si Mn -i. al) x i DV5 dep ITS 5 ity\ 

Pt3p - df5-141)c-};,l.Q hc°}vipr 
d 134cctal 
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Children With Treatment -Resistant Depression 

May Have BPD 

b0% of BPD Adults Report First Symptoms in 

Childhood or Adolescence 

Delay in Diagnosis in Adults Averages 8 Years 

Most Adults See 3 Physicians Prior to Correct 

Diagnosis 

Prospective inpatient study at Stony Brook 
(Carlson and Mick): 
- Drug -induced disinhibition oc iirs in children 

- Rates are low when systematically observed - 3% 

- NO DIAGNOSTIC SIGNIFICANCE 

Rebound occurs in 10°k-30% of children 
9% had to stop because of it 
- NO DIAGNOSTIC SIGNIFICANCE 

MIA trial: no short-term differences in stimulant 
response between children with manic 
symptoms (defined either on the DISC or on the a profile) and without 

(41ó.b 3CAP In pas id, 7033) 
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Symptom"Sharang 
çoñfóu #k , _ 

' 
> . .. `. ._. ',.&:_.. 

Mania MOD ADHD ODD Anxiety 

at mood 

Liàabiltty 67% 
or auanon fasty 

annoyed 
Irrilabitty 

pqldon Hyperactivity Ragrydp- agitation 

m oktraCóBry lCCàtrammery 

an 

rightorldelts 
Canununlotian 
disorders - 

Grandiosity 

Poorjudgmmt lmpuìsMty 

Redtaed sleep Insomnia 
TMakCS Eafi, Q19 Initial Insomnia 

5 %-10°% of general population of adolescents 

9 %-22% of child/adolescent outpatient 

psychiatrically hospitalized children 

Hitafzed longer, more hyperactive, aggressive and 

learning disabled, but respond similarly to stimulants 

as non "manic" hospitalized ADHD children 

Like psychotic symptoms, manic symptoms 

complicate a number of disorders without 

necessarily being diagnostically specific 

si;muiced- rrspcsA SX. 
putd M span mij 

manic; el0-I d mood 
3lYsl1 a,i os ¡ 
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 "organic" etiologies (e.g. dosed head injury, 

frontal lobe syndromes) 

PDD NOS (MCDD /borderline disorder) 

Not quite schizophrenia (multi- dimensionally 

impaired, sdiizotypal personality disorder) 

ADHD ("MBD" i.e. ADHD with LDs and 

"soft signs") 

"Borderline Personality Disorder" 

4iás who do+ Nee} U,iliL 

It is unclear what children who fall in these 
gray areas "have" but whatever it is, it is difficult 

to treat 

When you get a family history of bipolar 
disorder-get a very good history about the 
family member 

One suggestion is to divide mania into primary 
and secondary 

Secondary Manic Syndicates,' 

Y to other 'Organic Mood 
psychiatric d /o's Disorders' 
Mixed, np{d- Y to neuroloaital cycling, mostly 
depremion conditions 

Delay /arrest of 
executive funmon+ 
mood regulation 

r%_ _ .. development 
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 Developmentally sensitive measures needed 

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

Besides hyperactivity/inattention, need cross- 
sectional/other-observer ratings of: 

- Mood elevation 

- IrritaáTty- number and intensity of blow -urns 

- Psychosis 

- Thought disorder 

A child mental status is imperative 

- Needed to assess pervasive developmental disorder 

- Language disorder and thought disorder 

- Psychotic symptoms 

Measures of comorbidities needed 

Measures of what episodes are and how long 

they last are needed 

Interview scales 
- Brie` Psychla Rating Scale (BPRS) 

- Young -Mania Ring Scale (Y -MitS) 

- Children Development Scale 

apr.ein, lean 

- Childhood Behavioral Crock U ((ma) 

- Conners Rating Scales 
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 Most data in adults has been gathered on 

patients with acute mania, usually hospitalized 

acute mania 

Studies in youth have been In acute mania, and 

were discontinuation studies (lithium), open 

and /or add -on studies (DVP) 

Other studies (lithium, DVP, CBZ) have included 

outpatient manic, hypomanic and BP,NOS cases 

'Mania" in children is: 

- Chronic 

- Hetero ents 
- Developmentally complicated 

- Not easily modified without meacation 

rwF^°?. Unfortunately, medication effiacy is not robust 
(50% improvement in 50% of adults) 

Short -term serious risks (river, blood and electrolyte 
aberrations, weight gain) 

Possible long -term risks (polycystic ovary disease, 
diabetes, consequences of prolactin elevation and 
decreased (strogen, renal insufficiency, thyroid disease) 

C-F5= ImmediátefioálVorçAêutè. 
,M_an`_isJHypomantas?r..ea ëntX 

Discontinue antidepressants/stimulants 

Ensure full sleep with medication 

Reduce external social/sensory stimulation 

Reduce escalation with immediate acting 

medication (olanmpine is the most rapid acting 

approved medication in adults) 

Start and titrate mood stabilizer 
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. - A pprovai . ta =skim 

lithium. 
Vaiproate 
Olanzapine 

X 

X 

X (vr) 
Claudine 
Rispeaidone 
Qggetiapine 

X 

X(Par) 
X(r) 

Carharrazepine 
Oxcarbaudine 
Topiramate 

X 

X 

X 

dripipsazole X (sr) 
geg orpronsi er earrysids 

Euphoric 

Lithium 
Valmont. 

Ofanzapine 
Careernarepinn 

Waged 
Dysphagic 

I 
Um 

Valproale 
Olanzapine 

Carbamaasopiee 

Psydiatle 

tralsrsere 
tkilloom 

*sepia 
Antkardystfe 

or Sysabal 
Arridpsychotk 

Rapid clng 

lialpmate 
Valproatz 

Carboirenzr-pine 

If no recitonc4 in 4 was at therapeutic 'eels, the neat step is basically a 

dmice between adding erlivor another mood =bilker (wider= of synergism) 
or an A4.P I that doesn't work after 3 weeks, da whatever you didn't do. r 
that deesnt WOrk, rexoside- diagnosis consider ttagnostIc hospitatzation. 
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Lithium-discontinuation studies; anecdotal; literature 

reviews; open studies; one double -blind trial 

arbamazepine- literature reviews, case reports; 

open trial 

Valproate --open studies; literature reviews; 

discontinuation study 

Neuroleptics (typical and atypical)--aneodotal 

or open trials 

Best studied and without Industry hype 

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

Works synergistically with valproate 

Decreases recurrence, 
Reduces depression 

Decreases suicide 

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

Initiation 
_ untes 

w-la rtp/lófday 
fnaease by c 5 mçf a eery 1 -Z days (Le. acute mata needs gg'min 

- c,ta -irte; 
S- 1Cnelo/dzy 
7muse M c 5 nqe, every 4-7 days 

Go sever doesn't ?ream Otee fmrt- 
- Dox cuts effective or ache= everdx decrease or chide dase if 

- Target 50-350 ma}!mn 

Extended release diminishes pealó and valleys but not yet tad in 

psydhiamc pmts 

vsz: modt,rct+e-1 c c"_259 iv-eL2-) - 
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Del/hero 
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nxt.hmna?csfaY to self 

O7és ost9-mUaxaixroyanas or Throws temper hant,ums when 
hurls doesnryet 

A fant5 teacher; or Ph ca y ata[s people 
away from adults, 

Cruelty or meanness to others teachers a other authority 

Defant ciuüeríges adult Stubborn 
autw,lly Talks back tokerbs's, 
Knowingly destroys property ¡wen&Or other & its 
Disobedient Tema- ¡Prays 
Doesn't feat guilty after Threatens people 
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Ge sén a/fights peas 

ConfidentiaUProduced in Litigation Pursuant to Protective Order 

JJPHWALCP 00000191 



Lithium X X 
vsiproaoe X X 

w rón.aspina X X 

SömWanl9 X AhvOSemats 
tu rot man* 

nenrdepnrs X X 

Atypical eernoixpä9 X X 

Anöd.ptesanss X hait* wedetratere 
pare 

AnakMsa 
n7rsp:oea X 
ineseadiarcepines 3 

s-baoey.es X 

°online 
Calcium dunned óloekYf X 
EAT Z 

.S. fi 
m . ;° i _ . ,_; , spéridone- - :. . : ` ' 
ClirncatYaE#ica 

. . .- T Ì . " .-.F ...r ú -... vGR: 

D@roptive 
8l11aY1er 
i((tffiY.giQS 

b8C0-ÑDf 

Aman etaL 
(2002)s 

NCBRF- 
Cmdu4 Pmb. 

-46.2'4 -I110 

Sm¡s0'=aL 
ColldlAtRO6. 

-7.3'r 209 

Tu!qaeyy et el 
(2WL;snyder 
et AL LT er.t). 

f- 
Conduct Prob. 

-7.2% wc 
Snyder áal. a014 

!yA 

Autism/ 
PtiO 

RLPPAIrösm 
GP. (200.2). 

ABC- 
IninEiey 

-56.9" -14.1 

Shea et aL 
(2o02). 

ABC- 
tn+ea,alty 

491' -30 

4Pe441 V. MC, "'Pe0.001 v. im. 
4rmn tL (toozl MJh10ie07; L$1337431i. a3rNerer r (10321 JgG7i. 414 10264036. 

.11.9an sa (1032), P44/ois lroF+Agsre.34 se feri CAxWr Poter Paootel etthaAtCO 
ae-_ tr.., 5Y: F._ft. QSOM. !O.R.ytbn fkbryR/713a2L N Ere. Nog 3001314121 

-...,?,-.tÌ-:r , Sc ? 1> - 

$.: ' ' " 
`H 

sTr.0ätísiertin:3iis'ceníle,Mánía- -R' -- .--a.. r 
`. Response Pre-: áPostsperçdone 

ConfidentiaUProduced in Litigation Pursuant to Protective Order 

JJPHWALCP 00000192 



Scum ficL etty]001. 

30 Manic Youth (12 to 18 Years) an Depakote (20 

mg/kg/day) randomized at outset to placebo and 

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

Trial 

1 withdrew from Depakote + Pbo; 7 withdrew from 

Depakote + quetiapine; i.e. 22 comptcders 

YMRS dropped from 30 to 15 with Depakote; 34-c. 1.0 

with combo (p<0.01). No difference in CDRS, PANES or 

;I 
riri.r r.4 2002 

Mood slahT¢er use 
-most of follow -I4 34.1% 26.7% 

Never used 174% 2A096 

Intennitant med use 33.0% 31.0% 

No med use most 
or follow-up 45.49E 41.4% 
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New Developments in the 
Treatment of Pervasive 

Development 
Disorder/Autism 

Lawrence Scahill, MSN, PhD 
Associate Professor of Nursing and 

Child Psychiatry 
Yale Child Study Center 

Yale University, School of Nursing 
New Haven, Connecticut 

öfirpirars>: 
P pti á#' Pecatlrï+s` o i ons,a. =xr_,::i:a.,rr..a-:n^-. 

Psychosis 

Autism and related disorders. 
- Aggression 

- Tantrums 

Mental retardation 
- Impulse control problems 

Tourette syndrome 
- Tics 

Bipolar disorder 

o.ui,'s M 4.e d '. 

f`t- eva I ett, c -e. : 

`io-6o r)t! io,DOO 

itui.'sM. LO peDP}e r 10,oD'b. 

Chronic, disabling condition of early childhood 
onset 

Part of a spectrum of pervasive developmental 
disorders characterized by: 
- Impaired social interaction 

- Delayed and deviant language 

- ResFriàed inters 
- Reoebtive behavior 

Often complicated by serious behavior problems 
(tantrums, aggression and/or self -injurious 
behavior) 
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Disorder Prevalence 

Autism 20 per 10,000 

Asperger's 1 per 10,000 

PDD-NOS 20 to 40 per 10,000 

total 40 to 60 per 10,000 

.0ased on roirimmi dew. 

Haloperidol* 
Fenfluramine 
Clontdine 
Nattrexone 
Propranolof 

aomipramine 
SSRIs 
Stimulantz 
Secretinv 
Amant-adine 

111311 Et Moran fl larost 

Risperitkom 723 0.5 to 6.0 

Ma:a 

Wee, eon, +4. 
con:rotted tannums, sef-irgoy 

asoolne 4 200 to 400 on aggression, 
hyperettvity 

Quedpee 6 100 to 250 open aggesslon 

aerosolise 16 8 to 40 open aggression, .+/- 
allatbk PsYdicsIs 

Well e9greosion, 4.1- tomb:me 19 10 to 120 
stereotypes 
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1.; 

'Ica 
e , 

Weisktruln" lei:tor:Santa 

Rispetidone Yes (1) iver faikre 
(6 lb in weds) 7 prolactin 

Quel3apine Yes (1) seizure 

Oianzapine Yes ? T triglymride 

(9 lb in 6 weds) ? diabetes 

IlprasIckine No ? grc 

Res _gy-h_;1) 1341 

-,A4Ipphapingt41,_ lifigg.a 
Autism Network 
- Indiana University 

- Kennedy-Krieger (Johns Hopkins) 

- Ohio State University 

-u California at Los Angeles 

- Yale University (Coardinahng Center) 

Sponsor: NIMH 

Jarssen: Drug and Matching placebo 

Data Management Nathan Kline Institute 

Principal Investigators 
- Michael Arnan 

- im McCracken 

- Chris McDougle 

- Larry Shill 
-- Elaine Tierney 

- Ben Well° 

ce=i 

rApt'd \ 
i"-P 1*r-0.-R an, 
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RUPP Autism Network: 
Risperidone Protocol I 

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

Risperidone will be superior to placebo for 
- Aggre cive behavior 

- Agitation 

- Tantrums (eg, in response to change) 

- Self-injurious behavior 

!+Cr rr 942,-: ,...+ 20,7,5c7..,tio,_ 

-7 .17 
Cy 

144" 
s l Rispéèrnlore iriréí.8 i 

fidolscé #switÌ m 

, 

Inclusion criteria 
- Autism 

- Age 5 to 17 

- Irritability suóscale scene > 18 

- CGI- seventy > 4 

- Mental age > 18 months 
- Medication free 

(14 to 28 days depending on drug) 

(except anticonvulsants) 

No4- -tyea.fw.¢vi- a-P 

ou-n'sn& 
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Risperidrne 

2-morah 
daub e-bErd. 

flfsperidone 
4-mon th 
(eptfrectersian) 

RE:Redone 

2-mont scontinuation' 

Mambo 

2-month 
double-lard 

'-3-Rispe4Corie 
Adolesethis 

Primary outomeS 

-ABC scale (15-i parent-rated measure 

°ant:fining aggrezion, SIB, tantrums) 

- CGI-Improvemerrt (dInirdan-rated) 

ce.. 

, 

RUPP Autism N04434k. NE00J164d 20=30314421. 

wi-E1?-0:0,,MAAMTP 
Thsjie- radäne Ziii14.301 

Subjects CAI = 101) 
-Eit2 males, Is females 

- RIsperidone (n on 49), placebo (n = 52) 

- Mean age on 8.5 y (range, 5-17 y) 

- No significant differences across groups at ba_iine 

RUPP Aution N41140K. Al SwF J Al.d.200"4347:315-321. 
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Risoeriáane Placebo 

ABC BasJine Endpoint Baseline Endpoint 

Scale Mean (SD) Mean (SD) Mean (SD) Mean (SD) 

Irritability 26.2 (7.9) 11.3 (7.4) 25.5 (6.6) 21.9 (9.5) 

Pc.0001 

-RFsperideno-- 
ABC Baseltee Endpoint 

Scale Mean (5D) Mann (SD) 

-Plaaeho- 
Baine Endpoint 
Mean (SD) Mean (5D) P 

Inrtabaty 262 (7.9) 11.3 (7.4) 25.5 (6.6) 2L9 (95) c.0001 

Social 
Withdrawal 16.4 (8.2) 8.9 (6.4) 16.1(8.7) IZO (83) <.05' 

S>rtypy 10.6 (4.9) 5.8 (4.6) 9.0 (4.4) 7.3 (4.8) c.0001 

F1yp?- 

activity 31.8 (9.6) 

lrappcw. 

17.0 (9.7) 32.3 (85) 27.6 (10.6) <A001 

Speech 4$ (4.1) 3.0 (3.1) 6.5 (3.6) 5.9 (3.8) NS 

.um-ad,a6g/vaa+.e4aé car:p.ROU rrXAnYVC 
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Worse event RIWWridone Mambo' Pvahre' 
9.49 na52 
n(%) n( %) 

Increased appetite 

Mild 24 (49) I5 (29) 0A5 

Moderate 12 (25) 2 (4) 0.01 

7tredness 29 (59) 14 (27) 0.002 

Drowsiness 24(49) 6(12) <0.001 

Drna1ing 13 (27) 

Trainor 7 (14) 

Weight gain lo kg 2712.9 

3 (6) 0.01 

1 (2) 0.05 

0.2 t2.2 <0.01 

'One sand vèn+6er 6nm Cid a Ceserrne and Ma vas rest ic±ded ñAE analy is. 

'Orher Ars rem and. tat neemrcöced rot saävkally sipfve(Rai). 
awt wrrnrrmak M&gJMnf 20F:M3S +rs. 

Atypical anti psychotics are being used for a 
range of problems in children with PDD 

Best studied in risperidone 
- Effective for serious behavioral problems at relaEively 

low doses 

- Positive effects are stab e over firm 
- Does not have market effects on core sx of PDD 

- Although reduced risk of FPS, weight gain is a 
arnmrn 

Future studies 
- Efficacy and safety of other drugs in this dass 

- Combined effects of medication and behavior therapy 

3 04. childre r1 whcrl Sw¡j ckG-LI 
-Jo ?icc na}- 

re t a. P S-cr . . . 
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A Review of Efficacy Data for 
Risperidone in the Child and 

Adolescent Population 

Gahan J. Pandina, PhD 
Assodate Director, CNS Oin'cal Development 

Janssen PharrnaceutiCa Products, LP 

Ww"' d -? - ,#'A 

C,_ óm_mgn Sym_,ptn äiátrs 
P..,.Sychatric Disorders D agnosb otrerla,p F .., _ _ . _ '.CS- .: 
ò..... ...estle. ,.d.b, .+ i.. rr a 

AVM +++ ++ +++ ++ +++ +++ 
m +++ ++ +++ + ++ +++ 
WS +++ ++ +++ + ++ +++ 
tglewinesi +++ ++ ++ ++ +++ ++ +++ 

+++ +++ t++ 4 + +4 +++ 

cum ++ ++ ++ +++ + + 

^m ++ 
" 

++ ++ +++ +i +4 
.aer.... +++ ++ ++ +++ ++ ++ 

III. Newly Emerging Data in Autlsm/PDD 
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Disruptive Behavior 
Disorders 

..,. . 

b a-1 It.s.Iri aa. re, íe 

Im arrqnkPC (2)M1MMr Isn iia s12 malr.>.at-aat 117.1-u 

S 
M , 7 411 ai SAO 91rdSStt 

=9 Iia Fu wleVe.155.1.Cf =Alto 
c w io 

, b49wk12902=azFieó 
o ̀  sot su yrt.earrrtMeal saalarrod 

a.aarr x Iins OkKrt (1)iea.saKbra7 
nrVoaar sZSS-zu 

To 1i 74 
Study Outcomes: Rhgerdal errective and weS toldate7 in 090 
Longterm (1 year) safety and etñcacy demonstrated 

bocdr_r (i,Q tnocl 
US 93 and CAN 19 t q merit 
- Six -week, double -biad_ptaóo- controlled inpatient 

comparison (n=11B LUS]; n =110 [Canadian]) 
- DSM-I/ Conduct Disorder, Oppositional Defiant 

Disorder, Disruptive Behavior Disorder Borderline 
Intellectual Functioning /Menial Retardation (IQ 35 to 
84) 

- 
Form 

of 4 on the Nisonger Child Behavior Rating 

- Prominent symptoms gf aggression, impuls vity, 
stereotypical and self- inlunous behaviors 

Arun lÿ a Y. An1/4taY0y. 2a01:19. 1-1e S^Yda R a L. rACV. 20:04 41.4, 10264031 

'en) behauíorce1[( d15ft.v%P,-1 chnkirth 
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 US 97, CAN 20 and INT 41 
- All subjects eligible in the short -term double-blind 

phase (US 93 and CAN 19) were also eligible to receive 
Risperdal in the long -tern open label phase for up to 
48 weeks 

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

T.v+7 A, s al. AS>yDS 2002;110(3):I-32 

...,.2" 
wXI; j7(11841) 

pw..sm, ILL* 23 g..7* 22 M"r t04 2pt12 

°P1 i,i r1) ss+c u¿¿yy2222.r 

rv.i:á (m) is (3e+y ifis5%i. 
CO+MOW 14 (22.4) 12 02+.) 

a..i ;m °ösa= 
o.eaeu a sete 

áút, iliï.1; 

Mr. PIG, It al An 1.7 2002459:1-10 

bo rder I inc. men-tot. ie l lec-tv a l 

abrL ifl 

NOIqbC Of subjects by protocol and treatment 

Double N6d oren Label 

AM 
Protocol Treatment Protocol Treatment 5Objaocts IR 
CAN-29 WS GN-20 RIS 43 41 

GN-19 PEO GN-20 Rt5 39 39 

CJ0N-19 RIS air-41 RIS 10 10 

CAN-19 PEO 712Ti1 RIS 13 13 

USA-93 RIS USA-97 RIS SS 412 

USA-93 P00 USA-97 RIS 59 57 

INT-41 RIS 4Ei 457 

Mtn MalArs J PeMmr 2002;19t1037114 
*roar al J Ant kW Yr Am4c PyCWf72ID241:10ä-1Q36 
Tuo y R t Papiaiv 2CO2110334 
Oaam fY:JroarAM1Ynroe/C P1oae6. LP 
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US 93 

Aman 116 mg/d 
A]P2002 mar A7Alhd1 

CAN 19 

Synder 
mg/6 

IAAG4P2002 
0.03 (Widl 

ißstloto Shert -bemt S>ydts - R15 =I solution: 0.02 am/kg/day to 0.06 mg /kg/day 
- Onte dally dose given kr Mt 
- iñdlal dese/Iiay 1; 0.0L mg/kg 
- nay 2: 0.01 mg/kg 
- Day 3: 0.02 mg/kg 
- .sálusted weekly as dnrally needed 

Long-term 

US 97 

Pin ang 
13mg /d 

ail:mi fed t6D" ! 

CAN 20 

Torgay 
1.38 frigid 

Ped 201)2 
{aoo .4441 

INT-41 139 algid 
Cr000onbergh0 (alRnytyd) 

Anr+llG, C C M7Jljóvbr 20íR IS FL 
9nyásR. et 41. XIV/. 2a2; 1u9, 1106-UAL 

myeliaesarr 

Mm K.,K 6 An Pi)u1Yer. 200I: Flu 

13 of 16 items hace counterpart *OM CD or ODD 
symptoms in DSM -iv: 
gnritg parent , belch, or 

Cruelty or meanness b1 others 

Defiant, challenges adulbsautlhaa.y 
Knawinglydestroy5 property 

Disobedient 

Doesn't fed guilty after 
misbehaving* 

Explosive, easily angered 
Gets In physical fights 

Nut tsWNW *Moan 

P nsl*N / atlads people 

Runs away from adldts, 
teachers or Miter authority 

Stubborn' 

Talks back to teaches, 
parents or other adults 

Tempertárttrums 

Threatens peQ 0 

Vblates nues 

Argues with other 
people or pears* 

tasvÇ'ftetn$ r2-sport ptaCe.b Vue 
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.Ns, ay at aL.w./vgv,imx moi¢sa1-io Sarydr atat (7eo2), S4401/41(9).1N64036. 

i. =j.s_;y ECY: NCBRFr Çórlduc; 
Pércétì_t Change . 

Conduct Problem Submole of N.fdRF 

US 93 Baseline I Endpoint % Change 

CAN 19 Baseline Endpoint % Change 

Placebo 32.6 25.8 i -203 

RISPEItuat+ 33.4 v-6 l -47.6 

5Yrnp-Ivns dYapPed 5D °h> 
r) -({eatrne,nt 
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US 93 Km 
Aman 
MP 2062 ia.in 
CAN 19 K 
Synder ái 
JAACIIP 2062 45-1] 

US 97 

Riding 
SUbnffited 

M.++r, a .t.n.r.r ` 11.1317 ,aa 
MFn 

CAN 20 oiw,. 
Tufgay 

.a.e..r.r 
Ped 2002 Msc 
INT-41 

QOOtes16er9h5 
ar..i.r 

S-M 

Brim ltial. fed 
N/ MU a aa H a a pain 

AMA etii, Am7 gyáötr/' 20020S1337.134 Snyái e al71Yn btl Odd kW= 

YOPoá+a5.1P 
Tup.e.,araWis7llR116.i4 Dag aNa:7. 
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Insenee/ 
emcees 

Drerfy 
sensitive 

i-week Di studies 44 Lwg-eme /A studies 

GUI-19 USA-43 CI134-20 US01-97 ¡NT-41 

_, ` 

004-111 USJ1-93 

1111 Ill 

^ ! Q Ve0 4 
es 

Q veWaa 

t:Vt420 UFJ497 I14T-e1 

J 1-L.J 

141.5 6.14401 
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Effic°yciavsbs áril 
Ne äfiüe Behaai sr , -.a 

.. - - ;- " 
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Do these results hold true for 
adolescents with more severe 

conduct problems? 
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 Randomized, double blind, placebo -controlled 
n =38 in hospitalized adolescents with aggression 

2 week baseline, 6 week treatment, 
and 2 week post -study washout 

Initial dose 0.5 mg BID with titration to dinical 
response 

Fixed dose maintained for 4 weeks 

aunwn3KatY 7Ofi161dvy2002;672421L 

fig9res5i a--n / Mo-ni G 

Vartahle Rlapartlal Placebo PValuab 
(Ir1a IH.I6I 

1114.111 ®© Mann 
IIC711111 

MICA IQ, rrt i Sp 
Fall fade 

N Cené¢t0las d 

cr.aI/uLa.efyn 
Anre 

GAF Sera neaet m 
34 _7S 

74.0 * f.! 
fntl^I Dltierr. 

3A rs 

14 u 
1111)11i1EIMM 

ra 

.40441014 ADM a athatan ac, CAF Goad Arians* d F aW4 G Y eldgau Sat br Oaten- NraG 
6Frwm2.IMr46:.Yd 
at/aleo R, et I ml tsychóoy aOOI,G:33P2Y 
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Efficacy demonstrated in: 

- Disruptive Behavior Disorder 

- Pediatric Bipolar Disorder 
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GIl._b -fj`I 

A Review of Safety & Tolerability 
Data for Risperidone 

Gahan 3. Pandina, PhD 
Associate Director, ClS Clinical Development 

Janssen Pharmàceutica Products, LP 

PublicationN Aga Design I Rudy a 
1101001 m iis * R.i Y)ssis a m sss wre.fa{ on. rCS iiDOZ)YtiMKLkmp ret.m4a.sr SSf4dD 

íñ ws iu 411 s 
u O EMI =mgt. ljt,r, 4 ukvw[K a 

CAR" . 

n .x7 afKhb - °n'` 2 s-is 

YrYir ri l2-ss saw/4W 
f2CAe0fiissiiR 

-56-- Pediát rc BwolaV sórd28i; 
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 Weight changes 

Hyperglycemia /Diabetes 

Pro lactin 
- Normalization ( Findling study) 

- Sexual maturation/growth 

Movement Disorders 

Cardiovascular 

Weight Changes 
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Mae 

P< Mkt vs. plumb: 

PC. EA. AJb2 15 t 140 
5rmlor 0[4 XACAP. 2002: 419, 10254016. 
Lilmiar, X, x Psydiatry 2001;6=39446 

mevn oct in 9,1A lbs 
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Hyperglycemia/Diabetes and 
Atypical Antipsychotics 

Gazapine 1990 332 92' 

OtarLzapine 1996 20' 

Quetiapine 1997 2 1 

Risparicbre 1994 3 1 

Coe Out KS 

Mob*. 0IA 

Shomuck 4: 
Carommanl (Ms) 
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Prolactiñ, = 

l- `pDz_°`:ñtaoáiit 
Hyperprolactinemia is a well- recognized effect of 
all dopamine antagonists 

Class labeling for all antipsydiotics, including 
olanzapine, quetiapine, and risperidone 

ainical significance of hyperprolactinemia is 
unknown for most patients 

As with other drugs that antagonize dopamine 
D2 receptors, risperidone elevates prolactin 
levels and the elevation persists during chronic 
administration 

SCILVIC 

."r7.r tiLL rnswia:erC [rat MUD! cnne...-199)- 
(1.d.S. im.tt WInAntc., w: MbTereca rnanucukta 19Si7. 

: -=.C FIIi®' MpLEStpl; 
Glom áAr1.vLSDRSR6s,'; A':`: N 

Normalization of Prolactin Levels 
in Children After 

Long -term Treatment 
With Risperidone 

R.i. Findling, V. Kusumakar, 
D. Danaman; C Binder, G. De Smedt 
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 Study Design 
- Data from S trials were analyzed: two 6 -week, double -blind, 

placebo -controlled trials; three 48 -week, open -label, extension 
trials (2 of these were follow -ups on the thubre -bilnd trials) 

o Patent Selection 
- aged 5-S years 
-IQ 36-84 
- DSr+ -IV ,vas I diagnosis of CD, 000, or 138D -NOS, with or 

without ADHD 

- Total rating 224 on the Conduct Problem s ibsale of the N-C3RF 

- Yneiand Adaptive Behavior Sale some <85 

Treatment 
- Risperidme 0.02 -0A5 mg/kg/day as an oral solution 

rdyrl.IfuoraMV, Cameron 0,etai, Nonetaeona'Pm4a levels ti deem weer 
/SQtr+ln treaanec Wm nQleNme. (]e9, SIR. 

_ 
. 

--, r .- i a_: . . 

lbjrChd-C>teAIS6 ` t- . 
w. _l>-1 4& ia+ 

Characteristic PrimaryArelysisPopulation(PAP) 
Na592 

M4 rum 
Mreae+ SE 

HeNañ - 

99t 25 
99 51- 

Gender, (%) 
Mal . 

remain 
469 : 16 
3P! _4% 

81aAc (%) 
wl . Mite 
Other 

57 (9.6 
475{802 } 
60 10.2 

reinle4 ica man t Se 35.3 t 13.4 

Height, aloaxant5i 13722159 
DQ, mewl fu 

Ndiq R. Gsneta V, a.ee,ee C, e aL ibmausbnd 
4Niem temen Wet Apennine COI, IDC12. 

651t333 

edaLn lends In diete alea 
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Ò4' EPS Rc.c.s dase- 

A!YIrnlau =dyed wit hamaRAGrep'ateilc mnMlalpOtlWmady 

Aman aL Arm/ A1tAily.7.@:15SIiD-13N6: FinO R AnW MQ De 9aet at aL AOD. 
20044 YupY A. a at Apoq 214 (a) e54.; ' 'wumr K <tit. Min hryd+ü7 WM..YS-' +: 
244 5M1er etal (2002). SIApW 414 111241¢15. ; Tiióip Pt. Faqut)y De SmatG AO+.7.GL 

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

There was no association between prolactin 
levels and side effects hypothetically attributable 
to prolactin 

Psalm 1 
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Sexual Maturation, Growth and 
Correlation with Pro!actin 

Growth population: 
- Patients who had received treatment with h risperidone 

for 12 months and had both baseline and 12 -month 
height measurements 

Sexual maturation population 
- Gris 29 years and boys al() years who had received 

treatment with risperidone for 12 montas and had 
both badine and 12-I (Inl1UI Tanner staging 

OwEZKCx1 haw pexarMdYGLL494MaUqdöeMaíallodnn¡xrChidinbMdnmi 
hldtlxb7¡2d7: Sa hnrim. U.. 

Oa..Wx 0w41.1.4A14144, 
(4 .350) 
132 2.4 

114.0/114.0/14/1 

Sm=1114IW P4414144 P4414144 
x .22Z) 
11.94 tA 

7927273 

19ex911 4a4 
Geslor,VF, 

57.1 415 
5.4 45 
9i 63 
9J 4.4 ti (7 

ßdx129 11-0 MA 

nth t155 192x124 _x1 ._- 
17sx21 11.4 3.5 

3 714 5111 

2 143 219 
3 7.4 171 

4 57 95 
5 12 2.7 
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PRL AUC was said to refloat Fogel riapeaidona duration marl year 

g m 

Iu 

1 n 
2E 
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4 _ 

-10 

n a 750 1ra 6167i 

SINS 11e03 am 
'natant MX Dana Wee. Val =in 

Wear SCnl Peas peened eC the 4TNeyqCCC..rtulal.VndCa1erQW and Mdeset 
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 Pro¡actin levels rise predictably but decrease to 
near -normal limits across age 

ainical symptoms potentiallyrelated to prolactin 
our at low frequency and are not correlated 
with proladin levels 

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

Temporary rise in prolactin not correlated with 
deviation from expected growth 

Movement Disorders 

O rmwna 
o s.x ,.mßa 
O rr.e..ea+ofrtr 

6 1 4 6 6 16 12 

I[isprlidane (frigid) 

1rni. a11. M1 PlyGi61ry 7666{l57S1426 
Up., ari. hn1 Prya.CV 1996:156:1<64.1 
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2iikeaci_l_entésrcif Rzvem_Lent,_ ' w: _10istnliert, 

.L.stIrTriiiiiirtcwittirnurials-Mr. i 
Sealy II Rican. 
Short-tern 

Amen (20221 118 2 0 

Swedes (ea) us 7 

D(TD) 

3 

1 (70) 

Loeorterea 

Reding MOO) 207 17 as%) Coertlaket 

Faelkv (01) 329 71 (223%) 
2 ("TD-liled. resolved after sescortaeudord 

Cierebbd 

Tur9aY (2D02) 77 2026%) Cpert-labet 

Mon MG, entAnr.1/0.6,1.$.2.02:15P.13/7-131L 
Tordir11,0*-.1.4.1.0.1110.ft 2.2:,..,..g 
Ilrern, .1, daL 
'way al. ets-Artatari. 
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Cardiovascular Safety 

Corrected QT interval 
- Adjusf>?d for heart rate 

Oe Bazett a b35elii ne correction 

Normal values 
- Men: QTc <420msec 
- Women: QTc < 430 must 

Consequence of prolonged QTc interval 
- Ventrioilar arrhythrnias 

eq. Tcrsada de Pointe ventricularfibrillaticvl 

- Sudden cardiac death 
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