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ABSTRACT -
Design and subjects: In this internationsl, molticentre, open trial, the long-term safety and
efficacy of risperidone (0.02 to 0.06 mg/kg/day) were assessed in children with borderline
intellectual functioning or-mild to moderate mental retaydation, suffering from conduet or
other disruptive bebaviour disorders. In arder to provide the regalatory authorities with lorig-
term: safety and efficacy -date-in 2 sufficient number of subjects (ie, 300 subjects with 6
months exposure, 100 suhjects with | year exposure) an inferim analysis was carried out. Al
319 subjects that entered the stody before 31 July 1999 were included in the interim analysis.
Out of these 319 subjects, 300 subjects newly entered the stndy, and 19 subjects came from
RIS-CAN-15.
Overall, 85:4% of the subjects were male, and the mean age was 9 6 years (medizm 10 yesars,
range 4-14 years). Seventy-nine subjects (24.8%) were adolescents (12 yerrs or older). For
the subjects. with available Axis I diagnosis information at the time of the interim analysis
(N=309), 45.8% had conduct disorder, 35.0% had oppositional defiant disorder and 16.3%
" had disruptive behavionr disorder not ptherwise specified. For subjects with available Axis
agnosxs information (N=317), 44.5%_ had mild mental retardation, 20.8% had moderate
Iemrdanon and 34, % had borderhnc mtsﬂectnal functlonmg The overall mean mode
sage was 164i(L04» mg]day {0.021 + 0.001 mglkglday) and the mean treatment
Wi 261.0=7.2 days (range 1-498 days). Oat of the 319 subjects, 230 subjects were
treaied for 6 rachiths or move, and-181 of these 230 subjects wese treated Tor 12 months or
e Sixty subjects (18.8%) dropped out before trial completion. The most common reason
was adversé event (1=22, 6.9%), followed by insufficient respemse (n=10, 3.1%). Major
.. protocol deviations, mamly forbidden intercurrent therapy, were noted in 27 subjects (B. 5%).
Bharmscokinetic results The overall plasma concentrations of rispeddone, the active
moiety and B—iydroxy mpaudone remained ﬁu'ly constant over the entire tdal period. The
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mean plasma levels of active moiety (dose-normalized to 0.04 mgfkg/day) were 11.8 ng/ml at ;
visit 7, 13.5 ng/ml at visit 12 and 12.4 ng/ml at endpomt LY

Efficacy results: The primary eﬂicacy parametcr was the change in behaviour from
open label baseline to endpoint as measured on the Conduct Problem subscale of the
Nisonger-Child Behaviour Rating Form (N-CBRF). The mean score dropped from B
32.7 (£0.3) at baseline to 17.0 (& 0.6) at endpoint. The improvement wis especially
observed-during the first 4 weeks of treatment. Scores remained stable thereafter, The
) , mean change at endpoint was -15.6 (p < 0.001). A subgroup analyses by DSM-IV
Axis I (diagnosis group) and Axis II (degree of mental retardation) was performed for
the primary efficacy parameter. There were no differences between diagnosis groups.
There were also no differences at endpoint between subjects with different levels of
intellectual functioning,
The results from the secondary efﬁcacy analysis showed a , stmilar profile as for the primary
efficacy parameter. A statistically significant (p<0.001) improvement at endpoint was
observed on all subscales of the N-CBRF (compliant/ calm +3.2 (z 0.2); adaptive/ social +2.0
(£ 0.2); insecure/ anxious -5.4 (£ 0.5); hyperactive -7.0 (£ 0.4); self-injury/ stereotyped -1.1
(& 0.2); self-isolated/ ritnalistic -1.6 (& 0.2); overly sensitive -2.1 (0.2)), on the total score of
the Aberrant Behaviour Checklist (-28.2 (+ 1.8)) and on the Visual Analogue Scale of the
most troublesome symptom (-40.5 (£ 1.6)). The improvements were especially observed ™~
during the first 4 weeks of treatment. Scores remained stable thereafter. The ratings of the
. investigators' Clinical Global Impression showed 204 (65.6%) subjects with no, very mild er
mild symptoms at endpoint compared to 21 (6.9%) at baseline.
Safety results: The most commonly reported adverse events (AEs) were somnolence
(28.2%), rhinitis (24.5%), headache (17.2%) and pharyngitis (17.2%). The majority of zll
AEs was mild. Extrapyramidal symptom (BPS)-like AEs were reported by 22.3% of all
subjects. Seven subjects (2.2%) had serious EPS-like AEs and 5 subjects discontinued
treatment due to BEPS-like AEs. Reversible tardive dyskinesia was reported by 2 subjects .
(0.6%). The overall level of EPS was very low. The majority of subjects did not show any
scores on the extrapyramidal symptoms rating scale (ESRS) different from zero at any time
point during the trial.
- Except for an increase in prolactin, there were no consistent or clinically relevant changes in
e labomtory safety parameters. There was an increase in mean prolactin levels from
: eening to Weelc 4. Mean levels of male subjects increased from 8.3 ng/ml to 29.0 ng/ml,
*. .. and levels of female sub_]ects increased from 9.3 ng/ml to 37.0 ng/mt: Thereafter, the mean
- Ievels decreased, but they were still elevated at endpoint: 18.2 ng/ml in the male subjects, and
+27.6 ng/ml in the female subjects. Sixteen subjects (5.0%) reported physical symptoms that
e . “could be related to elevated prolacun levels.
LT There were small changes in vital signs during the trial, which were not chmcally relevant.
There were no clinically relevant mean changes in ECG parameters.
Bady_weight increased by an average 6.3 kg (x 0.3) from baseline to endpoint, of which
4.1 kg might be expectcd in growing children (Nanonal Centre of Health Statistics, NCHS)
The increase in body mass index (BMI) was 1.7 kg/m’ at e.ndpomt, of which 0.6 kg/m might
 be attributed to a natural increase in BMI (INCHS). The increase in BMI was especially
observed during the first 3 months of treatment. Theé BMI remained stable thereafter. There
was no indication that risperidone had a negative effect on growth or sexusal maturation.
Cognitive function was assessed by means of a modified verbal learning test and a continaons
performance task. There was no indication that nspendone had a negative effect on cognitive
function. The mean scores on both tasks showed a small, but statistically significant
improvement at endpoint. o
Conclusion: The interim results from this one-year, multicentre, open trial demonstrate that
risperidone was effeetive in the treatmnent of conduct and other disruptive behaviour disorders
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in children 5 to 14 years of age with borderiine intellectual functioning or mild to moderate
mental retardation.

A review of all ddveise €vents, éxtiapyramidal:syinptems;. Jaboratory parametets, wital signs
and body weight shows that long-term treatmment with risperidone was safe and well tolerated.
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LIST OF ABBREVIAT!ONS AND DEFlNl'—lTON OF TERMS o

Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition

Abbrev:atlons

ABC:  Aberrant Behaviour Checklist

ADHD: Attention Deficit/Hyperactivity Disorder
AE: Adverse Event

ALT: - Alanine Transaminase

AST: Aspartate Transaminase

ATC: Anatomic Therapeutic Chemical

BML: Body Mass Index

bpm: Beats per Minute

CL Confidence Interval _

"CGI: Clinical Global Impression

CRF ID: CRF Identification

CRF: Case Report Form

CSL Child Symptom Inventory

DBP: Diastolic Blood Pressure

DSM-1V:

ECG:  Electrocardiogram

EDTA: Ethylenediaminetstraacetic Acid

EPS: Extrapyramidal Symptom

ESRS: Extrapyramidal Symptom Rating Scale
y-GT. Gamma Glutamyltranspeptidase

GCP:  Good Clinical Practice

GH: Growth Hormone

HR: Heart Rate

ICH: International Conference on Harmonization
1Q: Intelligence Quotient

JRF: Janssen Research Foundation

LDH: Lactate Dehydrogenase

N-CBRF: Nisonger Child Behaviour Rating Form
PRI Pharmaceutical Research Institute

QA: Quality Assurance

RBC:  RedBlood Cell

SAE: Serious Adverse Event

SBP: Systolic Blood Pressure

SE: Standard Error

SGOT: Serum Glutamic Oxaloacetic Transaminase
SGPT: Serum Glotamic Pyruvic Transaminase
SOP: Standard Operating Procedure
. VAS: Visual Analogue Scale

WBC:  White Blood Cell

JJRIS 02562363

Confidential/Produced in Litigation Pursuant to Protective Order



ETHICS - ' T ey

Ethics Committee / Institutional Review Board
The trial protocol (and its amendments) were reviewed by an independent Etlncs
Committee / Institutional Review Board. - :

Ethical conduct of the trial
The trial was performed in accordance with the declaranon of. Helsmkx and its
subsequent revisions.

Subject information and consent

At the first visit, the subjects gave their consent to participate in the trial after having
been informed-about the nature and purpose of thc trial, parhc:pauon and termination
conditions, and risks and benefits,

INVESTIGATORS AND TRIAL ADMINISTRATIVE STRUCTURE

Investigators R

BELGIUM (6 CENTRES) . R

e C. Blondiau, Psychiatrist, Bouge v

& J, Croonenberghs, Psychiatrist, Antweérp - -

e A. Geusens, Psychiatrist, Roosdaal |

e J. Mathieu, Neuropsychiatrist, Ans - ,

e P. Roosen, Neuropsychiatrist, Buggenhout A ' . .
e M. Suy, Psychiatrist, Lokeren

CZRCH REPUBLIC (3 CENTRES)

» L Drtilkova, Psychiatrist, Bmo-Bohunice -
e E. Mala, Psychiatrist, Prague 2 '
s J. Sikora, Psychiatrist, Pragne 5

FRANCE (6 CENTRES)

H. Desombre, Psychiatrist, Lyon
F. Kochman, Psychiatrist, Lille
A. Laurent, Psychiatrist, Grenoble LR
M. Pham, Psychiatrist, Lille ' w8
J. Reneric, Psychiatrist, Bordeaux

0. Revol, Psychiatrist, Lyon -

@

GERMANY (6 CENTRES)

o R. Dieffenbach, Psychiatrist, Datteln
e C. Eggers, Psychiatrist, Essen

C. Ettrich, Psychiatrist, Leipzig

J. Fegert, Psychiatrist, Rostock . .
G. Lehmkuhl, Psychiatrist, Koln o ‘
K. Neumaerker, Psychiatrist, Berlin seabininli
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HUNGARY(4 CENTRES) - L e L2 i
1. Herczeg, Psychiatrist, Budapest ' i ’ .
R. Olah, Psychiatrist, Debrecen
J. Szekely, Psychiatrist, Baja“
A. Vetro, Psychiatrist, Szeged.

a
®

® & 0

NETHERLANDS (3 CENTRES)

e R. Bijkerk, Psychiatrist, Rolde

o A. Jans, Paediatrician, Oisterwijk
e J. Teeuwisse, Psychiatrist, Rolde

* SLOVAKIA (2 CENTRES) e . o
e G. Hrkova, Psychiatrist, Pezinok o )
e L. Kvasnicka, Psychiatrist, Trencin ‘

W M & B

SOUTH AFRICA (5 CENTRES)"
e D. Benn, Psychiatrist, Johannesburg

e L. Holford, Psychiatrist, Johannesburg

e E. Peter, Psychiatrist, Cape Town .
® A, van der Walt, Paediatrician, Cape Town ..
» W. Vogel, Psychiatrist, Johannesburg

SPAIN (2 CENTRES) : o T o '
& M. Franco, Psychiatrist, Zamora . o
e J. Gutierrez, Psychiatrist, Badajoz

UNITED STATES OF AMERICA (8 CENTRES)
e M. Aman, Psychologist, Columbus
e J. Blumer, Psychiatrist, Cleveland
~ & R. Hagerman, Psychiatrist, Denver
¢ B. Handen, Psychologist, Pittsburgh
e J_ Pahl, Psychiatrist, Oklahoma R
o "D, Pearson, Psychologist, Houston LR R
e M. Rieser, Psychiatrist, Lexington _
e N. Singh, Psychologist, Richmond

Janssen Research Foundation

UNITED STATES OF AMERICA

e Global Medical Leader: A. Derivan
e GTM: D. Delserro-Knepper
BELGIUM

International Clinical Research and Development s . . '
Censral Nervous System R T .
e Trial supervision: G. De Smedt, MD. .~~~ 7 ‘

e Trial co-ordination: A. Schotte, Ph.D.
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* Clinical Operatlons ' - L .

Phannacokmatzcs Bwanalyszs

_® Monitor: M-H. Le Stunff, F. Zumaghm Janssen-Cilag S.A., Issy-Les-Moulineaux,

e Clinical data review: C. Heyndsnckx L1c B101 A. Van Aken (unnl 31—08-99),
C, Gubel (from 01-09-99)

International Clinical Research and Development, Clinical Phamzacokznetzcs
e Director : A. Van Peer, Ph.D.

e Data analysis (pharmacokinetics): M. Neyens, P. Lechat, Pharm.

e Report wntmg E. van Schaxck. Ph.D P. Lechat, Pharm

e Head of Department: W. Meuldermans, Ph.D.

e Lab supervision: B. Remmerie, Chem: Biol. Eng.- -

¢ Bioanalysis: H. Nuyts, H. Meeus, Y. Buytaert, L. Embrechts L. Slps
e Assay Validation Report: V. Hillewaert; N, Versmissen
Global Bzometrzcs Sciences and Reporting B e
¢ Database and data analysis: P. Van Reusel, L. Lauwers,E szjskens,l Aerts

e Biostatistics: I. Van Hove, M.Sc. s

Report Writing: :
e A, van Hest; Ph.D.,'AUTHORiMedicaI‘Wriﬁﬁg;' Bilveréum, ‘The Netherlands

BELGIUM . ' .

e Trial co—ordmanon and momtonng S. Hosten, and I. Deldinne, MSI bvba, _
Mechelen Noord zone L, Intercity Businesspark, Generaal De Wittelaan 11 bus 5,
B-2800 Mechelen, Belgium. .

CzECH REPUBLIC

¢ Trial co-ordination and momtonng O. Obr, Janssen-Cilag, Prague; Czcch
Republic . G

FRANCE o . R 4

e Trial co-ordination: F. Chartier-Bergeat, Ianssen-CﬂagSA. Issy-Les—Moulmcaux,
France

France

GERMANY

e Trial co-ordination: C. Strohmaier, MD, B. Fath PhD, G. He8, PhD, A. Schmidt-
Mertens, MD, B. Spelten, PhD, B. van der Heiden, MSc

» Tral monitoring: B. Van der Heiden, B. Fath, S. Winter, MSc, A. Schrmdt—
Mertens, Janssen-Cilag G.m.b.J., Neuss, Germany; D. Opolka, pharmacist,
WeiBenthurm, Germany, M. Hillerdal-Steinfeld, Bad Homburg, Germany.
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HUNGARY ' '

e Trial co-ordination: F. Kaldau, MD, Janssen-Cilag Clinical R&D Division of J. &J .
. Budapest, Hungary

e Trial monitoring: K. Csaba, MD, .T anssen-Cilag Clinical R&D Division of J&J,

Budapest, Hungary

THE NBTHERLANDS . ' ;

» Trial co-ordination: M. Torreman, A Ja anssen, J anssen—Cxlag B. V T1Iburg, The
Netherlands o

o Trial monitoring: G. Rog Janssen-Cilag B.V. Tﬂburg, The Netherlands

SLOVAK REPUBLIC

e Trial co-ordination: S. Edclstcmova,MD PhD, Jansscn-Cllag, Bratislava, Slovak’
Republic ;

e Trial monitoring: P. Vohhdka,MD Janssen—Cllag Branslava, Slovak chubhc

SOUTH AFRICA '
e Tral co-ordination and monitoring: P. Matrhysen T. Wales S Suthedand,
Janssen-Cilag, Sandown, Republic of South Afnca . .

SpamN .
e Trial co-ordination: G. Martinez, Janssen-CﬂagSA Madrid, Spam .
o Trial monitoring: M. Diaz, Janssen-Cilag S.A,. Madrid, Spain ’

UNITED STATES OF AMERICA

e Trial co-ordination: U. Merriman

e Trial monitoring: K. Lavalle, J. Galun, M. Brand, Medex Clinical Trial Services,
Essington, USA )
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1.

 INTRODUCTION

Conduct and other disruptive behaﬁiopr disorders are among the most
common and severe psychiatric disorders of childhood, with a prevalence of

6% in children and adolescents. Thejr main characteristic is a repetitive and’

persistent pattern of dissocial, aggressive or defiant behaviour that involves

persistent pattern of dissocial, aggressive or defiant behaviour that involves

. major violations of age-appropriate expectations or norms. Examples of the

'(

behaviours on which the diagnoses are based include excessive levels of
physical fighting, theft, vandalism, fire-sefting, runmning away, truancy,
frequent and severe temper tantrums, and-disobedience. These children often
traverse multiple social services, from mental :health agencies, through
specml educat:onal services to the Jnvcmle JUSIJCC system.

Chﬂdrcn w1th an 1ntclhgencc quoucnt (IQ) below 85 have about a 5-fold
_increased misk of presenting with severe behaviour problems including
Conduct and other disruptive behaviour disorders. The prevalence of these
disorders increases in inverse proportion to intellectual level, with estimatcs
of the prevalcnce mcreasmg up to 20-50% n menta]ly retarded sub_]ects

There havc been many d1fferent approaches to the trcatment of conduct and
other dxsmpuvc bchavmur dlSOl‘dCIS mcludmg drug thcrapy, behavioural
treatment, psychotherapy, cognitive and social leammg The first report of
the use of a neuroleptic drug for conduct disorder appeared in 1955 when
- chlorpromazine was prescribed for this purpose. > Since then virtually every
available psychotropic drug has ‘been administered to people with

e]opmental dasapﬂmes and mlmerous drug mals have been conducted.

ments. to.assess drug eﬁcct.

¥ Résulfs from a number of small trials and’ anecdotal information indicate that

Rxsperdal® may 'be useful.in treating symptoms such as aggression, self-
injury and stereotypes. Van den Borre et 4l.° demonstrated that Risperdal®, as

add-on therapy, brought about significant improvement in the conduct of
mentally retarded adult and adolescent subjects” compared to placebo as
measured on the Aberrant Behaviour Checklist (ABC) and Clinical Global
Impression (CGI). Findling reported a superior effect of risperidone over
placebo in the treatment of conduct disorder in a group of children with
nommal 1Q.° In a small (n=7) open trial," antistic children who all had a
degree of mental retardation with the ‘exception of 1 subject Risperdal®
showed positive results in modtfymg conduct disorder as measured on the
Ritvo-Freeman Real Life Rating Scale, the ABC, CGI and Visual Analogue

JJRIS 02562368
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—r Scale (VAS) of the most troublesome target symptom. The mean dose was 1
il 0.035 mg/kg/day with a range of 0.014 to 0.072 mg/kg/day. Four of these .
7 subjects were followed-up over a period of 12 months.”® The treatment :
effect was sustained throughout the 12 months without apparent ill effect. In
another small, double-blind, placebo controlled trial similar results were
attained in a population of mentally retarded children and adol:;escgents.]4 The
" dose of Risperdal® ranged from 0.03 to 0.06 mg/kg/day. Sabaratnam
reported on a series of 7 adult cases with varying degrees of learning
disabilities and autistic sPectmm d:sorders that responded- favourably to
Rlsperdal® =

Mandoki has quesﬁo_ned,whether children and adolescents may be more

sensitive 1o extrapyramidal side effects, however, controlled data is lacking.

He emphasmed the need to generate reliable data -in children and

adolescents.'® Simeon et al., treated 7 children 11 to 17 years of age with

R1$perda]® for'3 to 15 months in'a dose range of 1-4 mg daily. This dosage

was well tolerated. Two subjects experienced sedation and drowsiness when
- given 6 mg daily. The symptoms resolved when the dose was reduced."’

#: . The dosing information obtained in- several trials , was taken into

consideration in selecting a dose range of 0.02 to 0.06 mg/kg/day for further

R evaluauon Studies ifr elderly subjects with dementia’ showed that at low
" “doses (1 myday) nspendone had beneficial effects on disrupuve behaviour ,

and was associated with few extrapyramidal symptoms’ (EPS).'"* The

results of stydy RIS-BEL-21 showed that the pharmacokinetics of

risperidone are similar in adults and children,” and that no dose adaptations -

were needed. A Phase II program was set up to assess the efficacy and

Ito]erabxhty of relatwely low doses of nspendone in the treatrient of children

with ‘conduct rén’d ‘ottier disruptive’ beh Gisorders. Two Phase 1T trials

“hav BeEd carmied s ”m'c}uldre who recexvedfdfal nspendonc 0.01 to 0.1

-' e é,la'ai} I RISTE en-label’ dse- ;'atlon study, risperidone

LU "’*‘(O 01-0.i2 mglkg/day treatmem (0.03 mgfkg/day ar endpomt, range 0.01-

0.06 mg/kg/day) resulted in clinically relevant improvement in children with

. Autistic Disorder.” In RIS-BEL~24, a double-blind placebo-controlled study,

- nspendonc (0.05 mg/kglday at endpoint, range 0.03-0.06 mg/kg/day) was

significantly more effective than placebo in controlling behavioural

~ disturbances and was not assocmtcd with an increase in EPS in mentally

. retarded children.™ -

The objective of this open trial was to accumulate safety and efficacy data on
the long-term (1 year) use of-low-dose Risperdal® in conduct and other
disruptive behaviour disorders in children 5 to 14 years of age with mild to
moderate mental retardation or borderline intellectual functxomng Conduct .
and other disruptive behaviour disorders are chamctcnscd in the Diagnostic
and Staustmal Manual of Mental storders Fourth Edmon (DSM IV). In

R MEF TR JJRIS 02562369
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addition to this trial, 2 double-blind p]acebo controlled tmals were being
conducted.

2 TRIAL OBJECTIVES

The primary ob_]cct[vc of the present frial was to assess the long-term (1-
year) safety and efficacy of 0.02 to 0.06 mg/kg/day of oral Risperdal® in
conduct and other dismpuve behaviour disorders in children S to 14 years of

age (inclusive) with borderline intellectual functioning or mild to moderate
mental retardation.

In order to provide the regulatory authorities with long-term safety. and
. efficacy data in a, sufficient number of subjects (ie, 300 subjects with
.. 6 months exposure, 100 sub_}ects vuth 1-year exposure) an interim analysis
was camcd out; All subjects that entercd the study before 31 July 1999 were
included in the interim analysis. The interim analysis is the sub_}cct of this
clinical report.

R P S u . 0

. SUBJECTS AND METHODS |

- Trial design- . «.
3.1.1. OVERALL TRIAL DESIGN AND PLAN

This was an open trial to mvesugate the safety and efficacy of 0.02 to
0.06 mg/kg/day of ora] Rlsperda1® in conduct and other chsruptwe behaviour

ctiting br mﬂd'to- mGderate mental retardaﬁon (dcfmcd as an
10 of 35 tor8dylruri !

i.7 At scrnemngrsubjects had to-score.24:or more:on- the Conduct Problem

»i Subscale of-thesNisonger Child Behaviour Rating Form (N-CBRF). This

* score-.of “24+ approximates  ‘the:, 70™ percentile- according to the norms
published by Tassé et al?' A substantial number of children referred to
clinics with conduct disorder also have Attention DeficittHyperactivity
Disorder (ADHD).? Subjects with ADHD were eligible for entry into the
‘trial if they scored 24 or more on the Conduct Problem subscale of the
N—CBRF

Subjects underwent a 1-week. placebo run-in period in order to identify
placebo responders. Subjects had to score > 24 on the conduct subscale of
N-CBRF and < 84 on the Vineland Adaptive Behaviour Scale® at baseline to
qualify for the trial, excepr those subjects who had participated in RIS-CAN-

(T 5 -
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19.™% All subjects who qualified for participation at baseline were given open
treatment with risperidone for 1 year. C .

The primary efficacy parameter was the change versus baseline on the
Conduct Problem subscale of the N-CBRF. Secondary efficacy parameters
were CGI severity, change versus baseline on the total score of the ABC and
the irritability subscale of the ABC, change versus baseline on the other
subscales of the N-CBRF, and change versus baseline on the VAS of the
most troublesome symptom. In addition the impéct of the treatment on
attention and verbal memory was assessed via a verbal learning test based on
the Califonia Leaming Test-Children’s Version and the Continuous
Performance Task.

Safety assessmcnts included Extrapyradeal Symptom Rating Scale
S (ESRS) adverse event monitoring and laboratory assessments including
tar LR determmanon of prolactm and growth hormone (GH) levels

342, DiscUssION OFTRIAL DESIGN

There is no recognized pharmacological treatment. for conduct and other

disroptive behaviour disorders. Data from poorly designed trials plus

anecdotal information has led to the use of various classes of medication for )

this condition, including antipsychotics, alpha::blockers;’ beta-blockers, .
lithium, carbamazepine, antihistamines and stimulants. Antipsychotics are

among the most frequently prescribed drugs for this condition, however, few

well designed trials have been conducted and thus the pcrcczvcd benefits

have not been proven TS .

Results from ay few small pll_ot tnals and a.necdoral mfonn.atlon indicate that
e ;,r_r l_A_,l‘.llspcrdal mayube effective..i ‘iposmvcly modxfymgt conduct disorder in
' mild, moderate and borderline mental retardation.>¥*}4!31® Placebo
controlled, double-blind trials to test this hypothesis were in progress at the
+ ttinié sthat theprotocol of the present trial was being written (RIS-USA-93,
s 1 .'1-‘ RIS'-:CAN—i9).f-' Bearing in mind that conduct and other disruptive behaviour
" disordérs “are  chronic conditions, the safety .and efficacy of long-term
"\ treatment needs to be determined. The purpose of this open trial was to
gather such data.

3.1.3. CHANGES IN THE CONDUCT OF THE TRIAL OR PLANNED ANALYSES
The following protocol amendments were made:

1. A local amendment, dated 20 January 1997 that was valid for Germany only,
was issued to add the following inclusion criterion (see section 3.2.2): .

' Text in italics was added following protocol amendment dated 16 Septcmber 1998.
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- Cument symptoms requiring antipsychotic treatment in the opinion of
an independent investigator. :

2. An international amendment, dated 21 February 1997 described 2 change in
the Adverse Event reporting procedure in order to be compliant with the
internationally implemented JRF/PRI-GCP-SOPs..

. A local amendment, dated 16 September 1998 that was valid for the USA
and RSA was issued to allow US and South African subjects who had
completed at least 2 weeks of trial medication in the double blind trial RIS-
CAN-19 to be eligible for the present trial. This amendment affected only
those subjects and sites who were participating in RIS-CAN-19. Any subject
from these sites who had not participated in RIS-CAN-19 had to meet the
eligibility requirements and had to.follow the procedures as stated in the

. oniginal protocol and international amendments. The following sections were,
amended; 3.1.1,3.2.1, 3.2.2,3.2.3,3.3.1, 3.35and341

| B ; A loca] amendment, dated 31 August 1999 that was valid for 2 Hungarian
T centres (Szeged and Baja) was issued on request of the Reglonal Ethics

Committee of ‘the 2 centres after they had received the Correction to
) “Amendmcnt 3 of Invesngator 5 Brochure (dated 15 April 1999). The

protocol amendment specified that all subjects were to be seen by

‘cardlologlst at the start of the tnal at thc end of Month 3 Month 6 and
Month 12. Based on phys1cal exammauon and ECG record, a cardiologist
was to determine whethcr echocard:ography was necessary or not (see
section 3.4.1, 3454311(13455)

- A local amendment, dated 31 January 2000 that was valid for Belgium, was

issued because ‘the names of the'iocaﬂ« desxgnees to be contacted in case of

serious adversé events, were ~Changed:
b3 o :

In order to prowde the rcgulatory authory es-:wnh long tel:m safety and

efficacy ¢ data an inferim ana]ysxs was carried out. All subjects who entered

, al | beforc 31 July 1999 s were included. This date was chosen as 2 cut-
" off date based on the numbers’ of ‘subjects required by the authorities
(300 subjects with 6 months exposure, 100 subjects with 1-year exposure),
and based on the number of subjects that were already included in RIS-USA-
97 (ie, the long term follow-up of trial RIS-USA-93). The results from the
interim analysis is the subject of this clinical report.
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32 Subject-sample- BRI o ' : . .

321. SAMPLESIZE

During a period of 24 months; 500 subjects were to be recruited into the trial.
This multicentre trial was to be conducted in Europe, in the US and the
Republic of South Africa'?. Each centre had to make evcry effort to include a
miniroum of 10 subjects

322 INCLUSION CRITERIA
Subjects who met all of the following criteria Were eligible for this trial:

1. - Subjects with a DSM-IV, Axis I diagnosis of Conduct Disorder (312.8); or
i Oppositional Defiant Disorder (313.81); or Disruptive Behaviour Disorder
not otherwise specified (312.9); and a total rating of 224 in the Conduct
. Problem subscale of the Nisonger Child Behaviour Rating Form (parent
B vers:on) ‘as. asscsscd at Visits 1 and 3. Subjects who fulfilled this criterion,
and, in addmon, had Attention Deficit/Hyperactivity Disorder (314.xx;
314 9) we.re ehgable for en!ry The Conduct Problem subscale score for
rhose sub]ects who had pamczpated in RIS-CAN-19 was. fo’ be waived for
. L mcluszgrg.mto Ihzs trzal =&
2. Subjects ivzth a DSM—IV szs I duzgnoszs of Mild Mental Retardation '
' (317), Moderate Mental Refardation (318.0) or Borderline Intellectual
Functioning (V62.89), These 3 diagnoses represent 10s rangmg Jrom 84 to
35 inclusive.
: .3. Subjects with a Vineland Adgptxve Behaviour Scale score of £ 84, exceps
vy o o WhoSe Subjects who had participated in RIS-CAN-19."
4. Between 5 and 14 years of age.(extremes included). .

At

5. Informed consent form had been signed.

6. Subject was healthy on“fiEbasis of #pre-trial phys1cal exammanon, medical
tos hlstory and g}gctrocardlocram (ECG) ,

- SR s1b1é 'person was ava:llab’le to accompany the subject to the
1nvest1gator site on each asscssment day as scheduled in the flow chart, was
" able to provide rehablc mformauon for the rating scales and was able to

~ reliably and accurately dispense the trial medications as directed.
8. Subjects who had participated in 'RIS-CAN-19 should have complered at
least 2 weeks (14 days) of double blind medication. @
9. Current’ symptoms requiring antipsychotic treatment in the opinion of an

independent investigator.*)

Note: Subjects could be inpatients or outpatients.

Bl Text in jtalics was added following protocol amendment dated 16 September 1998,
¥ For Germany only. This criterion was added following the Jocal protocol amendment dated

20 Janvary 1997.

LINELED P - | JJRIS 02562373
e . ~ Confidential/Produced in thlgatlon Pursuant to Protective Order



R pra—

3.23. EXCLUSION CRITERIA WAL PR e T T et RAE
Subjects meeting one or more of the following criteria could not be selected:

1. Subjects who had a diagnosis of Pervasive Dcvelopment Disorder (299.00;
299.80; 299.10).
2. Subjects who had a diagnosis of Schizophrenia. and A Other Psychotic
Disorders (295.xx; 297.xx; 298.8; 293.xx).
3. Head injury as a cause of mental impairment.
Note: Head injury attributed to birth trauiria was not excluded. Bmh tranma
was defined as any event occurring prior to delivery of the placenta.
Seizure disorder currently requiring medication.
Use of disallowed concomitant therapy (see section 3:3.6)
Females of childbearing potential engagmg in sexual acuvny who were not
" on med1ca11y validated birth control method (eg, double bamer IUD, oral
., ts .contraceptives, Norplant, DepoProvera), ‘o <
<, 1.,.. Participation in an investigational drug mal wﬂ.hm 30 days pnor to the start
- of the trial, except those subjects who had participated in RIS- CAN-19.14

8. Laboratory values outside the normal range. If the. results of the
biochemistry, haematology tests and the urinalysis testing were not within
the laboratory's reference ranges, the subject could be included only on
condition that the principal investigator judged thér the dewat:ons were not
clinically relevant.- :

'9. Known sensitivity to Risperdal® " ;

10. Serious or progressive illnesses, including, but not Limited to: liver or renal
insufficiency, significant cardiac, vascular pulmonary, gastrointestinal or
endocrine disturbances.

11, History of tardive dyskinésia, ‘ﬁéﬁr&e‘ﬁﬁ?c: malignant syndfome or known

_;hypcrscnsmv:ty to neurolepﬁcs {45 Easpszie _j Srors s vy
12. Sub_)ects known to be HIV posmvc
13. Subjects who had previously received RJsperdal® for Conduet Disander for

LR

-« it ey {lessthan 3 weeks and-discontinied ise 'of Risperdal® due to lack of efficacy

or due to adverse events. Sibjects Who ‘had: completed at least 2 weeks of
RIS-CAN-19 treatment and who were dzscantmued due to lack of efficacy
eré aliowed 10 eniter RIS-INT41.8
"'14.  Subjects who had previously been successfully treated with Risperdal® for
 this condition, except those sub]ects who had pamc:pated in RIS-CAN-19. -

15. Sub_,rects who "experienced a Igpersensmvzzy reaction or suspected

hypersensitivity reaction to the trial medication administered in RIS-CAN- )

19.1
16. The time elapsed since completing or discontinuing from RIS-CAN-19
exceeded 3 weeks.™

¥ Text in jtalics was added following protocol amendment dated 16 September 1998.
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3.24.

325,

" REMOVAL OF SUBJECTS FROM THERAPY OR ASSESSMENT

-~ the investigator considered it in the best interest of the sub_;ect that he/she be
. withdrawn; .

. of the placebo run-in period, when evaluated at the baseline visit.

"_S.ubjects had té be v_?ithdrawn, from the trial if consent was withdrawn.

" be seen for a final evaluation and the Tna.l Temnauon Form was to be
o completcd

“Freatmertis.

. - OVERVIEW
- ,ﬂex;blhty in schednﬂmg and conducting visits:
1 [t..,_‘;m

":Aconductcd on'the same day if desired..
: 1f the subject had partzczpated in RIS—CAN-19 the evaluatzons Jor Visits 1

" the RIS-CAN-19 CRFs into the RIS-INT41 CRFs.’

PROHIBITIONS AND RESTRICTIONS - BEC AT S B S

Not applicable. - :

Subjects were 1o be w1ﬂ1drawn from the trial if:

a serious adverse event OCCUITﬁd,

they no longer met the requirements of inclusion criterion 1, after completion

The date and the reason for discontinudtion was to be recorded on the Case
Report Form (CRF). All subjects prematurely discontinuing the trial were to

The flow chart showin g trial phases and timing of treatment and assessments
is given on the next pages. The investigator was allowed the following

Subjects could be assessed w1thm uf' or mmus 2 days of the scheduled
CwiraGn Il .
v151t. 8

# ’Fz b e gl - 5 . o
T%he screening visit: (V isit : 1) and the placebo -un-in VlSIt (V1s1t 2) could be

and 2 did not need to be performed. The evaluations fram the endpoint of
RIS-CAN-19 could be used for the baseline visit (Visit 3). The pertinent data
from the RIS-CAN-19 database were to be electronically transferred into the
RIS-INT-41 database, obviating the need fo transcribe any evaluations from

If the time elapsed since the endpoint of RIS-CAN-19 was less than or equal
to 1 week, the endpoint evaluations could serve as the baseline of RIS-INT-
41. If the time elapsed since the endpoint visit of RIS-CAN-19 was greater '

JJRIS 02562375
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than 1 week but less than 3 weéks, the evaluations for baseline (Visit 3) were
to be repeated. 2 .

- If an IQ test had been performed with either the Wechsler or Stanford Binet
test, during the year preceding entry to the trial, the subject needed not be re-
~.-tested. The previously ascertained IQ rating could be.recorded in the CRE. If
the investigator judged the prior score did not accurately reflect the current
status of the subject, a re-test could be given and the new score was to be
recorded in the CRF.

- If a Vineland Adaptive Behaviour Scale score was available from the year
prior to the trial, the subject needed not be re-tested. The previously
ascertained score could be recorded on the CRE If the investigator judged
the prior score did not accurately reflect the current status of the subject, a
re-test could be given and the new score was to be recorded in the CRE.

‘ - In the event of the rater changing 'dm:i_ng the course of the trial the new rater

> . .. wastobe shown a copy of the most recent ratings performed by the rater

@ ~ who was being replaced. This served to “anchor” the second rater in order to
A reduce the inter-rater variability '

- If. extreme dlfﬁmﬂty was experienced in obtaining blood samples at a
'.pameular visit, the procedure could be rescheduled to a time when the
subject would be more amenable to the procedure of blood sampling. Should ' .
it prove impossible to obtain'a blood sample despite several attempts, the
subject was to be withdrawn from the trial.

Pl Text in italics was added following protocol amendment dated 16 September 1998.
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Table 3-1: - Flow chart of study aséessments e o , II

Assessment Screen | Placebo | Base- | Wkl | Wk2 | Wk3 | Wk4
] ) run-in line
Day . -10 to -7 -7 .1 7 14 21 28
Visit . . 1% 2% 3 4 5 6 7
Informed Consent X
Medical History = |- x
Physical Exam. X _ .
Weight X : X
Psychiatric History X
IQ-Stanford Binet or
‘Wechsler *
Vineland Adaptive _ x
Behaviour Scale )
Vital signs X X x ") ox X X
ECG x
Laboratory safety, " o
GH, prolactin .
Tanner Staging . X .
-CSI* x
N-CBRF x x X X X X
ABC X X X x X P
. cGr x x x x x
b e [VASY S o a T x| X x X X
. [ BsSRs . > X X x X X
- Copnitive fests . X '
Plasma level x . S
Adverse events X x x X x
Concomitant therapy x X p.S X X
Dispense medication® x x x X X’ X

Visits 1 and 2 needed not be performed for subjects who had participated in RIS-CAN-
19. The evalnations from the endpoint of RIS-CAN-19 could be used for the baseline

visit (Visit 3) if the time elapsed since the endpoint of RIS-CAN-19 was < 7 days.

L3

Prolactin and Growth Hormone samples to be taken at trough level ie, 24 hours after
previous dose ar just prior to the next dose. ’

Child Symoptom Inventory.

Overall severity at each assessment.

VAS of most troublésome symptom.

Trough level ie, 24 hours after last dose or just prior to the next dose.

Collect unused medication at each visit from Visit 3 to Visit 14.

[ TS I R VU N )
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-3.3.2

Table 3-1:

Flow chart of study éssessmieﬁté (contihﬁéd)

- | Assessment Month

4

5

5

12

Visit

‘10

11

12

13

14

Informed Consent

Medical History:

Physical Exam

Weight -

Psychiatric History

IQ-Stanford Binet or
Wechsler

Vineland Adaptive
Behaviour Scale

Vital signs

ECG

13 |

Laboratory sz;fety.
GH, prolactin

”—

Tanner Staging _

B

M

csr

N-CBRF

| ABC

CGFP

VAS*

B R

[ESRS

NI IR E

LR N R A

[ Cogritive tests - |

PR LA Eai o E B

N £ PV (S PO P

Plasma level

Adverse events

M

b

"

#

Concomitant Therapy

M

te]

o

]

Dispense medication”

5 ot oo U]t o4 [5e e [ |

AR R PN R R P )

AS"' of most thodblisorme s symptom
%~ -~ Trough level ie, 24 hours after. Jast dose or just prior fo the next dose.
' , Collect unused medxcanon at cach visit from Visit 3 to Visit 14.

IDENTITY OF INVESTIGATIONAL PRODUCT(S)

The trial medication was provided by the Janssen Research Foundation
(JRF). The treatment consisted of Risperdal® oral solution 1.0 mg/ml

solution.

* Only valid for the subjecls in‘the Hungman centres Szcgcd and Baja

Prolactm and Growth, ormone: samplm 1o bc talacn at trough ]cvel e, 24 bours after
3o prcvmus dose or _lLISl pri 10 the next dose. ., 5.
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o L The fOHOng batches of nspendone were uscd o . .

Batch number: Exglgy date: Batch number Expn‘y date:
96124/321 Sep 1999 97F25/919  ~ Jun 2000
96J01/F71  Oct 1999 ' 98HI14/799 - Aug 2001
97A24/F71 Jan 2000 ; 98L16/F71 Dec 2001
97A29/956 Jan 2000 ) 99A18/672 Jan 2002 .
97F24/918 Jun 2000 " 99F07/588 June 2002

. 97F25/917  Jun 2000 ' 99H09/3_91 " Aug 2002

All the trial medication was to be returned from the sites prior to the - )
expiration date in all mstances

333. METHOD OF ASSIGNING SUBJECTS TO TREATMENT GROUPS

- ~All subjects admitted to the trial were screened for eligibility according to
the inclusion and exclusion criteria (section 3.2.2 and 3.2.3). Except for
_  ° subjects who were participants in the RIS-CAN-19, eligible subjects
.- .i. . received placebo treatment for 1 week in a single blinded manner to identify
: placebo responders. Subjects who responded to placebo were removed from
= the trial. The subjects, who remmined eligible after this 1-week placebo run-
‘.. in period, received open treatment with risperidone. Subject ‘numbers were '
asmgned in consecutive order at each centre. .

_3.3.4.‘ SELECTION AND TIMING OF DOSE

The trial medication was administered once daily in the mOorning or
afternoon. The medication was administered by means of a graduated pipette

~»fie megnd cenld berdiluted: in ‘water; fresh-orange juice, low-fat milk or black
coffee. No other beverage§ weré “allowéd’ to” be used to dilute the trial-
medication. The responsible person-admir ehng the medication was to
ensure that the entire volume of dllutcd mcdlcatzon was mgestcd

The dosmg range “was” 0. 02 ) 06 mglkg/day Thé' dosing information
obtained in several trials was taken into consideration in selecting a dose
range of 0.02 to 0.06 mg/kg/day for further evaluation. The similar
pharmacokinetics of risperidone in adults and children® suggested that low-
dose risperidone treatment would be effective in children. Phase T studies
RIS-BEL-22! and RIS-BEL-24#, with mean doses at endpoint of 0.03 and
0.05 mg/kg/day, respectively, confirmed the efficacy and tolerability of Jow
doses of dsperidone in the treatment of behavioural disturbances in children.

The starting dose was 0.01 mg/kg/day for Day 1 and Day 2. On Day 3 the-
dose was increased to 0.02 mg/kg/day. Thereafter the dosage could be raised .
or lowered at weekly intervals as judged necessary by the clinician
depending on the therapeutic response. Increments were not to exceed
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© 0.02 mg/kg/day, and the maximim dosage permitted was 0.06 mg/kg/day.
"The dose was to be calculated on the basis of the most recent weight. The
rate at which the dosage could be lowered was not limited. If the subjects
exhibited breakthrough' symptoms the regimen could be changed to twice
daily dosing. Documentation of -breakthrough behaviour was to be made in
the source documents »

At each visit the dosage to be taken was recorded in the CRF. After Day 28
* (Visit 7) the daily dose was, if possible, 1o remain unchanged until the end of
the trial. However, drug was to be withheld on the day of Visits 7, 12 and 14
until blood for the trough level had been taken.

3 3 5. SUPPLY AND BLINDING

PR o8 |

- Each subject was provided with 100 ml bottles of solution containing
Risperdal® img/ml. Each bottle was' supplied with a millilitre pipette to
facilitate” accurate dispensing of the dosage. The" optlon ‘of using a dropper
" (instead of the pipette) to'dispense the dosage was offered for use in small

" children, All trial medication was labelled with the protocol number,
“ - medication number, lot number 4nd ¢ explry date Themechcanon number was

to be recorded in the CRF 61 the first page. -

During the 7-day single-blind, placebe run-in periéd, subjects’ except those
who had-participated in RIS-CAN-19 réceived Risperdal® placebo solution,
which was identical in taste, smell and appearance to the solution containing
active medication. Those subjects who had participated in RIS-CAN-19
would forego the placebo run-in period and were dispensed open-label

medzcazzon zmmedmteiy upon the last vmt in RIS-CAN 19 and were to

“the-counter medlcatlons) were 1o be
documented on the Concomitant therapy page of the CRF.

' Behaviolr Intervention Thcragy
Any behaviour intervention therapy must have been initiated af least 30 days

prior to tnal start. No new therapy could be mmated after this pomt.

Psychomlc medication '
During the trial, other than the Rxsperdal®, no other antipsychotics,

antidepressants, lithium, carbamazepine or valproic acid could be
administered. - However, subjects who were receiving psychostimulant

- .medication for the treatment of ADHD were allowed to continue on the

medication. Every attempt was to be made to keep the dosage constant

6] Text in italics was added following protocol amendment dated 16 September 1998,
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throughout the trial. The use of such medication was to,be recorded in the 5
CRF (including trade name, dose and duration of administration). .

Treatment for ADHD
Psychostimulants {eg, methylphenidate, permoline, dexednne) were allowed
for the treatment of ADHD provided the subject had been stabilized on a ‘
constant dose for 30 days prior to trial start. Every attempt was to be made to

" keep the dosage constant throughout the trial. The use of such medication
was to be recorded in the CRF, including generic name, trade name and dose.
Other medication to treat ‘ADHD, including but not limited to drugs such as
clonidine or guanfacine, were prohibited.

' Ant:mho]me@c medication
All anticholinergic medication was to be discontinued at entry into the trial.

_ Dmmg the trial, the dose of Risperdal® was to be reduced in the case of
. .emergent extrapyrarmda] symptoms (EPS). If such a reduction in the dosage
resulted in deterjoration of conduct disorder symptoms: or failed to bring
about an improvement in the EPS, introduction of anticholinergic medication
.. . could be considered after complétion of the ESRS. Administration of
i 9 5 vy anlmhohnergxc medication was to be lumted to the extent possxble and each
and-every dose was to be accurately recorded in the CRE.

. Sedative/hypnotic medication . '
No medication for sleep or anxxety could be mmatcd during the trial,
however, subjects who were receiving a sedative/hypnotic for sleep prior to
the screening visit were allowed to continue during the trial. Clonidine and
other prescribed agents could not.be administered to treat slecp difficulties.
.. .., 1n addition, it was permitted to, use pre-medication, eg, a benzodiazepine, to
facilitate the executi on. of medical procedures, where required (eg, prior to a
dental appointment or to facilitate blood sampling).

vk A Medication for organic dlsorders AW Bikde B
T Medication for organic, dmordcrs was to, be kept as constant as possible

. e dunngthetnalpenod. e . wew
All concomitant medication (prescnptlon or non-prescription) which the
_subject received at any time during the trial was to be recorded in the CRF
(including trade name, indication, dose and duration of ‘administration).
During the trial, any changes in dosage or new medication commenced was
to be recorded in the CRE. Subjects who had been prescribed special diets
were to be stabilized on them prior to trjal start per the investigator's
judgement. It was the responsibility of the investigator to judge the
appropriateness of over the counter medications for the treatment of any

particular subject. C : Bl b : .
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B 3.3.7. TREATMENTcoMPUANCE

worsening of an existing conditién; the condition was to be decumented on
the Adverse Event Form of the CRE .

If any concomitant therapy-was given @s.a treatment for a new condition or a ' .

A record- was kept of the drug dxspensed and returned for each subject. Any
unused drug was returned .and inspected by the sponsor’s representative to
monitor compliance in taking trial dmg.

34. Assessments

3.41 . . INnmaL suéaécr A&D MSEASE CHAnAdTEstncs

' V At the scmemng v151t the followmg data were to be recorded {except for.
those subjects who Kad pamr:lpated in RIS- CAN- 19)[7] informed consent;
medical history, physical examination, psycluatnc history, 1Q test (Stanford
Binet or Wechsler), Vineland Adaptive Behaviour Scale, R064766 plasma
level, vital signs, laboratory assessments inclliding prolactin and growth

hormone, ECG®, CSI, N-CBRF, ABC. The CSI ‘was used to. record co-
morbidity and thus was to be completed once only, at the screening visit. ‘

At the baseline visit, the following were to be performed {for subjects ‘who
had participated in RIS-CAN-19: the results of the last visit of RIS-CAN-19
could be recorded onto this visit if done within the time period specified in
section 3.3.1): weight, vital signs, N-CBRF, ABC, CGI, VAS of the. most

~ troublesome symptorm,.ESRS, cognitive tests, Tanner. Staging (see section
3.4.5.8), adverse events and concomitant therapy. ...

«ei+There. is-a;tendency.for raters to:score-extreme :conduct disorders as less
severe over successive ratings, -especially. between- the  first and second
ralmgs Hence the need to rate subjects at scrccmng and at baselme

L oo "'-"u'"; Bivie’ o« @t g ,1‘; ?,..'.- B 51‘ W, SRy S e . :

34.2. Druc coucemmu MEASUREMENTS e

"Venous (5 mi) biood samples for drug analysis were taken at screening and
at trough level (just prior o the scheduled drug intake), at Visits 7 and 12,
and at end-point. The exact date and time of blood sampling, as well as the
date and time dosage of the previous drug intake;, were to be recorded in the
CRE

1 Text in italics was added following protocel amendment dated 16 September 1998 ' . .
18 Following the local protocol amendment dated 31 August 1999, the hearts from subjec!s from the 2

Hungarian centres Szeged and Baja were also to be examined by a cardiologist by means of

auscultation and palpation.
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" i - The blood samples were collected in heparinized tubes or in tubes containing
Y gk . . EDTA. Tubes were inverted 6-8 times to ensure adequate mixing of blood .
- and -reagents. Blood samples were centrifuged for 10 min at 2500 rpm
(1000 g) within 2 h after collection. Separated plasma was aspirated with a
disposable glass Pasteur - pipette and transferred into 5 ml plastic
(polyethylene or polypropylene) tubes. The tubes were stoppered by means
" of polyethylene stoppers, and labelled with the investigator's name, trial
number, medication code number and subjects’ initials, time and date of
sampling. Samples were stored at -20°C and kept frozen during transport by
the trial monitor to the JRE.

Plasma concentrations of risperidone were determiried at JRF by means of a
validated LC/MS/MS method. The limit of quantification was 0.10 ng/ml.
Plasma concentrations of active moiety (sum of risperidone and 9-hydroxy-
risperidone) were determined by means of a validated RIA method, with a
Limit of quannﬁcanon of 0.20 ng/ml Dcscnptmns of the assay validation
(data are included (see Annex PK.7).

canla. L

1

... PHARMACODYNAMICS | o

© T Notapplicabler | |

. 3.44. 'EBEFFCACY - . - , ) : .
The efficacy of the trial medication was evaluated using the followm g scales

at every visit ( except Visit 2):

- leonger Child Behaviour Rating Form 10 be scored by a parent or
caregiver undei’ giidanice of the investigator;

i S ~mpi

Al? a;atBehavxour ‘CHeeklist; t6'bé scorcd by a parent or careg;wer under
idande’ ”‘Tt‘he mvestigator e = .

T g e

= G

‘ o : - Clmlcal Globa.l Imprcssmn seventy razmgs, to be scored by a trained
' investigator; L

- An in_di_vidual target symptom was defined for each subject ie, the
symptom considered to be the most disturbing for the subject and his/her
surroundings. This symptom was rated on a Visual Analogue Scale and
was scored by the parent or caregiver.

The same informant was, where possible, to perform all the assessments

throughout the trial. Back-up informants were to be designated, if possible,

who had to be available to attend at the time the baseline assessments were :

done, so that they became familiar with the rating scales. : : .
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'« 34.4.1. Primary parameter .. ...

The primary efﬁcécy parameter was the c_;haﬁgej Versus baseline in behaviour
at end point as measured on the Conduct Problem subscale of the N-CBRE.
The N-CBRF was measured at Visits 1 and 3 through 14.

The conduct problem subscale of the N-CBRF consists of the fo]lowmo 16
 items of the problem behaviour subscale of the N—CBRF

- item numbers: 2, 4,7, 8, 10, 12, 17, 26, 36, 40, 50, 54, 56, 57, 63, and 66.
The scores for each item range from 0 to 3; lower scores indicating a better
condition:

0 = no occurrence or no problem
~ 1= occasionally or mild problem
_ 2=quiteoften or modcrate problcm
" 3=4lof or severe pmblem -

_344.2, Secondary parameters
" Chianges versus baselme as measured on:

- N-CBRF other subsca.les

- ABC total score ‘and the irritability sibscale of the ABC.
CGI severity

- VAS of most troublesome symptom

- Although tests of cognitive function, including CPT and California Verbal
Learning Test-Children’s Version, are considered to be efficacy assessments
gitntin the Protocol; they Were perforined-only to confinm that risperidone has no
negative effect on cognition. The results of cognitive-tests thercfore are
d1scussed in the Safcty secuon

"344.21” OﬂiersubsmlesofN-CBRF o

" Besides the couduct problem subscale, the N-CBRF consists of the following
- subscales: P S -

1. Positive Social Behav:our
— Compliant / Calm (6 items, rangeO 18):1,3,4,6,9 and 10
— Adaptive Social (4 items, range 0 - 12): 2, 5, 7 and 8.

2. Problem Behavionr Subscales:..
~ Insecure / Anxious (15 items, range 0 - 45): 16, 21, 23, 30, 31, 34,
41, 42, 44, 45, 48, 52, 55, 60and65 -
- Hyperactlve © 1tcms, rangeO 27) 9 13 19 24 33 35 38, 39 and
46
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3.4.5.

~ Self Injury/ Stereotypical (7 items, range 0'- 21) 6,11, 22, 32, 43,
53 and 58 :
= Self-Isolated / Ritualistic (8 items, range 0 - 24): 1, 18, 25, 29, 37,
47,49 and 64
~ Overly Sensitive (5 items, range 0 - 15): 3, 5, 14, 15 and 20.

Items 27, 28, 51, 59, 61 and 62 of the problem behaviour subscale were not
used in any of the problem behaviour subscales of the parent version of the
N-CBRE. .

.. 34422 Abermant Behaviour Checkiist (ABC)- .

The Aberrant Behaviour Checklist (ABC) wés scored by a parent or
caregiver (under guidance of the investigator) at all visits.

The ABC consists of 58 items, with scores ranging from 0 fo 3, lower scores
indicating better conditions. The total ABC sore was the sum of the
individual items.

The ABC scale has 5 subscales: imtability (15 items), lethargy, social
withdrawal (16 items), stereotypic behaviour (7 items), hyperactivity
(16 items) and inappropriate speech (4 items).

34423, Clinical Global Impression (CGl)

During the open label phase, CGI was measured at Visit 3 to Visit 14, At
each visit, the investigator gave an impression abont the severity of the
subject’s disorder ai thai time. It was measured on a 7-point scale: absent,

. VETY: mﬂd rmld., moderale marked, severe, and extremely severe.

At baseline, an individual target symptom' was 10 be determined by the
parent or caregiver for each subject. The target symptom was defined as the
symptom considered to be the most disturbing for the subject and his/her
- surroundings. The severity of this symptom was to be rated ‘on. a VAS .
(ranging from 0 = not present, to 100 = extremely severe) and was scored by
_the parent or caregiver. The same symptom was to be evaluated at all visits.

SAFETY

3.4.5.1. Adverse events

Adverse events (AEs) were recorded at every visit, except Visits 1 and 2. All

AEs occurring between the first and the last dose administration of trial -

medication were recorded by the mvcsngator and the foIlowmg

~ JJRIS 02562385
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specifications were given: symptom(s);: ‘tinie “6f @wonset- and subsidence,

severity (m11d, moderate, severe), drug-relatedness (none, doubtful, possible,

probable, very likely), action taken (none, dose mduccd. temporarily

. stopped, permanently stopped) and the subject outcome (subject recovered,
AE still present, subject died).

- Serious advcrse events were to be documentcd separalely

34.5. 2 Clnnml laboratory tests .

Blood samples for biochemistry and haematology (including hormones) and
a random urine sample for urinalysis were taken at the start of the trial, at
Week 4, Months 3, 6, 9 and at the'end of treatment The followxng tests were
perfon:ned by the central laboratory (BARC) -

Haematology (5 ml EDTA) haemoglobm haematocnt RBC WBC white
differential blood cell count (neutrophlls lymphocytes monocytes,
-eosmophlls basophlls), plalclet count. -~ . §. o o

-.._‘.‘]Bmchemxstry (6 ml Blood) total pmtem, alkahne phosphatase aspartate
transaminase (AST, SGOT), alanine transammase (ALT SGPI') ¥-GT, LDH,
tota] bilirubin, urea, uric acid, creatinine, blcarbonate sodmm, potassium,
.- chloride, calcium,, prolactin and growth hormone. Sample. fot prolactin and
growth hormone were taken at trough level, ie, 24 hours after previous dose
-or just prior to the next dose. This did not apply to the sample taken at Visit
1, which was not a trough level, as no drug had been administered.

Urmalysxs (10 ml random urme) m:malysxs by dipstick for protein, glucose,
- occult blood. If abnonnal m:croscopm ‘examination for WBC RBC, and

*"Thé Taboratory values (br Centrzl laboratory repoxt) was ﬂ]ed in the CRF, and
a photocopy was left at the trial Centre. The laboratory report was interpreted
by the investigator, any clinically relevant changes occumng duun g the tral
were to be recorded on the AE Form of the CRE.

3.4.5.3. Vital signs and physucal exammahon

Vital signs were recorded at each visit except Visit 2. Systolic and diastolic
blood’ pressure were measured. All readings were taken on the same arm.
Heart rate was recorded after each blood pressure measurement: Other vital
. signs (respiration and tempexatm-e) were also recordcd. £ 7

‘Physical ﬁndmgs were xecordeﬁ" at screemng and at Visits 9, 12, and 14

JJRIS 02562386
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3.4.5.4. Elecitrocardiogram

A resting 12-lead BCG was recorded at a paper speed of 25 mm/s, (50 mm/s
for the precordial leads). Recordings were performed at the start of the trial,

~ at Visit 12 and at the end of the trial®). The investigator indicated whether
the ECG was within normal limits or not by completing the appropriate page
in the CRE. Any clinically relevant changes occurring during the trial were to
be recorded on the AE Form of the CRE A copy of the ECG was left at the
investigator site and the original was filedinthe CRE. - ¥ " ¢

3455, Cardlologiml exammatlon[’ a

_A cardiologist was to perform an examination of the heart by means of

auscultation and palpation and review ECG records at Visit 9, at Visit 12

and at the end of the trial. Based on the ﬁndmgs he/she was to inform the
‘ :"znvesngator abaut the fallowmg in wrmng

~© Presence of any. abnorma.htlcs on ECG and in physwal examination
e Echocardiography necessary or not, if yes, findings
S Presence of any contrmndmaﬁon to further nspendone treatment

‘3 4.56 Eodywexght -

Subjecrs were weighed with * outdoor clothing. and footwear removed at
- .. » -:baseline and at Visits 7, 9 and 12 and at:the end of the trial. The same '
’ amount of clothing was to be worn on sach occasion and the same scale was

tc be used at each visit.
4

3. 4.5 7 Extrapyrarmdal ‘Symptom Hamng Scale (ESRS)

The presence and seventy of exuapyramxdal symptoms was assesscd at each

. visit (exccpt screening and Visit 2) and before the administration of anti-
AR £ 1§bri+ medication - by ‘taéans of “the’ “ESRS.’ THIS rating instrument
‘Rreonsisted 6f: a-’Quesnbnnmfe (12 mms), ‘Parkinsonidn factor (8 items),
Dystonia factor (2 items) and Dyskinesia factor (7 items)  as well as a
_Clinical Global Impression of overall severity of Parkinsonism, dystoma and

i dyskmesm and sta ging of Parlcmsomsm. |

'3.45.8, Tanner Stagmg

The sexual maturity of the subject was rated on a scale of 1 to 5 by selecting
one diagram (from a series of 5) thought to most closely resermble the sexual
maturity of the subject. The number corresponding to the diagram selected
was to be recorded in the CRE

1 An ECG was also to be recorded at Visit 9 for subjects from the 2 Hungarian centres Szegcd and .
- Baja following the local protocol amendment dated 31 August 1999,

19 Text in itatics was added following the local protocof amendment dated 31 August 1999 and was
only valid for the subjects from the 2Hunganan centres Szeged and Baja.

TRESHTLY Fifh  JJRIS 02562387
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35.

" hits; reactiorn tim& Tof false
=t 2 gnd-the Wardtest for'rhe'ﬁrst ‘half of the' test !the- sccona half of the test and

Tanner stagmg was conducted at baseline and at Vsﬂs 12 and 14.

34539, Cogmtwetests .
The following cognitive tests were petfo;med at Visits 3, 12 and 14:

Modified verbal learning test

The modxfied verbal lcarmng test ccmsxsts of 2 parts the "short delay free
recall' (trials 1-5) and the second part Wthh consists of 'long delay free
recall' (trial 6) and ' recogmnon (trial 7)

A list of 10 words is presented (orally or by pictures). For the 'short delay
free recall' and the ‘long delay free recall’ trials, the subjects were asked to
enumerate the words they recalled. For the ‘recognition trial' a list of
20 words was presented. The sub_]ect had to recogmze the 10 words of the
ongmal hst )

The fol]owmg scores were calculatcd.

1 Total short dclay frcc recall score (range 0-50 sum of 5 short delay
free recall trials)- !

‘2 “Total'long delay free retall score (range 0- 10 number of correctly
recalled words oftrial 6) -

-3 Recogmuon total (trial 7): total of correctly Tecogni ised and correctly
“not recognized i HCGIIJS ' '

Continuous performance test :

This test was performed on a computer and consmed of 2 wials, an easy test
and a hard test. All'S parametcrs (biits, misses, false alarm, reaction time for
‘alaitn) wete analyzed separately for both the easy

_the total test. e

The scores are computer—gen:ratcd ‘Where possnble, the tumng of tesrmg
had to remain constant for'éacfltl"ieSpecuve sub_)ect Thus a subject who ‘was
tested at 10 a.m. on the first vmt was to bc testsd at about that nme
throughout the trial. R o -f A

Data quality assurance -

This trial was monitored aclcording to the current JRF standard operating

procedure for monitoring of clinical trials.

The trial monitor met with me.invcstigato_r and staff involved in the trial and
reviewed the procedures to be followed in conducting the trial and the
procedures for recording the findings. in, the CRF, During the trial, the

. investigator permitted the trial monitor to verify the progress of the trial on-

4
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site as frequently as necessary. The investigator provided the CRFs and any
corrected data. Key data were transcribed onto-the CRFs, such as the .
subject’s sex, date of birth, assessment dates; test results etc., and were to be

reviewed against source documents. All personal information from the

subjects was treated as strictly confidential and is. not publicly available,

All numeric data, except laboratory safcty data, vital mgns, ECG data and
plasma level data were entered from the CRF and verified by double data
entry. CRF data were entered into an ORACLE database. on a VAX
computer. SAS data sets of the ORACLE database were created for
processing within SAS. The data on vital signs and ECG were entered into

. an ORACLE database at the investigator's site. Laboratory data (including
hormones) were supplied by BARC. :

° ' Drug-plasma concentration data were supplied by the bioanalytical
laboratory (Department of Pharmacokinetics, JRF, Beerse), both as signed
hard copy and as an Excel® spreadsheet computer file which was cross-
checked thh hard—coPy pnor to its use in the pharmacokmeuc data analysis.

An mdepcndent Quahty Assurance department amd/or regulatory authorities
- - conld.review this trial. This implied that auditors or inspectors had the right
to inspect the trial centres at any time during and/or after completion of the
irav . o trial and had access to source documents, including the subject's file. By . ,
participating in this trial, the investigators agreed to this requirement.
Measures were undertaken to protect subject data handed over by the
investigator to JRF and maintain confidentiality at all times.

. An audit, of randomly selected CRFs was performed. All CRFs were

o g S e reviewed,.for..adverse. gvents, ;nal medication, . and -tria]- discontinnation/
_ '-l’a 5 jpag. 2.COMpleti nsdata; All database corrections were completed prior to the final
Yoo interim statistical analysis. s

ﬁnmqm szt oadrsidizang o1 P L
j tafistical n methods sample size

: CEYCRe B 1: 131 NP S0 E

3.6.1. DETERMINATION OF SAMPLE suZE

No formal sample size calculation was performed for this open trial. The
figure of 500 subjects was based on the regulatory requiréments pertaining to
- long-term safety and efficacy data.
3.6.2. STATISTICAL METHODS
Statistical analysis was done by the JRE. _ o . .

All statistical tests were interpreted at the 5% significance 16vel (2-tailed).
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© . 3.6.2.1. Inmal characltenshcs of subyect sample

Analysis results were presented for all subjects, as‘well as for the subjects
who newly entered in this trial and the subjects coming from the preceding
RIS-CAN-19 trial separately. Because of the small numbers of subjects in
the latter group, this group was not further split according to the treatment
received during the preceding double-blind phase of RIS-CAN-19.

For subjects coming from RIS-CAN-19, baseline assessments did not need
to be performed if the time elapsed since the end point of RIS-CAN-19 was
less than or equal to 1 week. In this case the end point evaluations of RIS-
CAN-19 served as bascline values for RIS-INT-41. However, if a baseline
evaluation was performed anyway, this was used as baseline assessment in
the interim analysis. If the time elapsed since the .end point visit of RIS-
CAN-19 was more than 1 week, the evaluations for the baseline v151t of RIS
1NT-41 had to be repeated. '

. & 6.2 1.1. Ana!yses p!anned

Descnptzvc statistics and tabulations were generated for all demographic

... variables and baseline characteristics.

" 4212 hoabspaome.

:'-\r Lig it
< Not 'apphcable

The analyses were performed as planned.
3.6.2.2 Pharmacokinetics - pharmacodynamics

3.6221.- Analyses planied -

Not applicable I T LA
3.6.?_2.2. Anaiysesperfa ed

3.6.2.3. Drug concentiations

36.2.31 Analyses planned

Descriptive ‘statistics were to be perfonned on the !rough levels stratified
accordmg to daily dosage.

" 3.62.3.2. Analyses perironned (if applicable)

The analyses were performed as described in the protocol.

JJRIS 02562380
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. 36.2.4. Efficacy

3.624.1. Analyses planned

An intent-to-treat analysis was performed, ie, all subjects with at Jeast one
assessment after the baseline visit were included in the analysis, unless no
trial medication had been taken at all.

" The primary time point was end point, ie, the last observation during
~ treatment for each subject. Efficacy results were also’analyzed per visit.

"In case of non-normality appropriate non-parametric tests were applied
. (Wilcoxon matched-pairs signed-ranks test instead of paired T-test ).

(1)) Primary parameters

The primary parameter was the change versus baseline at end point of the
Conduct Problem subscale score of the N-CBRF. The change versus baseline
at end point was evaluated using the paired T-test. This test was also -
performed to test for differences between baseline and the other time points.

"l () Shoondaryparameters
The secondary efficacy parameters were the remaining N-CBRF subscales,
. the ABC total score, the irritability subscale of the ABC, the investigators
CGI, and thc\seventy of an individual target symptom (ie, most troublesome
symptom) on a VAS.

The change versus baseliné was calculated for all secondary parameters,
except the CGL Each of these changes were evaluated by means of the
paired T-test. For CGI, frequency tables were generated. '

3.6.24.2. Analyses performed

In addition to the irritability Subscale of the ABC, the Tollowing ABC
subscales were also analyzed: lethargy/social withdrawal, - stereotypic
behaviour, hyperactivity and inappropriate speech. . . ;. -

As a secondary sensitivity analysis, m:ssmg items for N-CBRF and ABC
were imputed as follows: if an item in one of the subscales of the N-CBRF
.or ABC was missing, it was imputed with the closest integer to the mean of
the remaining items within the subscale at the time point where the item was
missing. If more than 15% of the items were missing, no imputation was -
performed and the total score remained missing.

()] Subgroup analyses
Subgroup analyses were performed for the primary efficacy variable by .

e diagnosis group: conduct disorder, oppositional defiant disorder,
disruptive behaviour disorder not otherwise specified. Subjects who

N ) ‘ —.—__.——-‘_——_______._—
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- 'reported mofethan ofie diagnosis of which onerwas conduct disorder
were classified in the conduct disordericategory.
e degree of retardation: borderline, rmld, moderate.

36.2.5. Safety
 BREL Mgleplhmes’

() - Adverseevents - g o '
Type and incidence of all AEs were tabulated, Spemal aftention was given to

those subjccts who had dlscontmusd the trial-for an AE, or who expenenccd

. a severe ora serious AE.

(ii) C!lmﬁllabormryt&sts o R
- Descriptive . statistics * were . generated for _the . cl:mcal 1aboratory data

(including hormones), and pre versus post treatment cross-tabulations (with
"3 classes for below, vnthm and above normal range) for a]l tests performed

Lle J% by SR

Importa.nt abnonnalmes as determmed by the occum:ncc of pathological

values, were to be tabulated for all laboratory safety parameters, except

hormones. The type of important abnormahty depends on the time of

occurrence of the pathological valie, ie, ‘before (teferenceé value of the

s, DARIEED), durmg or after Ris axment (eg, non-pathologlcal before,
—rnees - pathological dusing] m:atmcnt) -

M iamat ol e ar v

Five types of important abnormalities were dcﬁncd mdlcated wﬁh codes 1
to 5:

e Code I: refcrencc value is pathologlca] values dm:mg the observation
... periodare not pathological - wiu evinis
o e Codei2:-reference value is pat.hologlcal (hwh/low), at leastr one value
b _ __dlmng “g_le obscrvauon penodns pathologlcal (lugh/low)

i»

““last onc] dunng the observatlon penod is patholog:cal R ALt
* Code 4; referenice’ value is not paﬂmloﬁta] at least 2 values - or the last
N RS S . T duung the observation period argipathological . . _

e Code 5: reference value is pathologically high (ow); at least 2 values - or
' the last one - during the observation penod are paﬂlologjcally low (high)

Pathologlcal values are values that are outs;de the paxho]ogxcal limits. For
most haematological and biochemical tests, pathological limits were defined
by Lippert and Lehmann® For enzymes, the lower pathological limit was
defined as zero, and the upper pathological limit as twice the upper normal
limit. For leukocyte differential count, no pathological limits were defined. If
a value was outside the pathological limits but not outside the normal limits
for the particular laboratory, it was not considered pathological.
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< Intragroup tests (paired T-test or Wilcoxon signed rank test in case. of non-
normality) were performed to evaluate changes over time. Descriptive
statistics and tabulations indicating abnormal values and/or changes were
provided.

(i) Vitalsigns (biood pressure, heart rate, ECG, body weight : .

Changes in heart rate (HR), diastolic blood pressure (DBP) and systolic
blood pressure (SBP) were classified in the following normality classes:

Tabie 3-2: Criteria for class:flcatlon of vital signs
Parameter Abnormally high V Abnormally low
SBP (mmHg) 2180 mmHg and increase 220 <90 mmHpg and decrease 220
* |DBP (mmHg) 2105 mmHg and increase 215 <50 mmHg and decrease 215
tPulse (bpm) . .| 2120 bpm and incredse 215 <50 bpm and decrease 215

The ECG parameters QTcB (ms) QTlc (ms), HR (bpm) PQ (ms) and QRS
(ms) were calculated and categorized into normal, abnormal and pathological
‘#" using the followmg definitions and boundanes

QTcB QT * (HR/60)”2
,:_._‘an : QT + 154 ¥(1- 60/HR)

“¥gpié 8% Criteria for potentially clinically important ECG values
HR (beats/min)  |Below normal : <55 - ’
Normal 55-100 -
Above pormal >100
PR (ms) Below pormat -~ <120
b o Normal 120-200

Above normal sty g . >200
ANbpmat gl 0 o w0 0 <l20
simormal s ifi e o, - -2120

Normaln}’f_-. |Male =:r <430 . - . |Female . <450
Borderlife: riv | e - 431450 . 451-470
" g el |Prolonged -« 451-500 471-500
e - ratbol.oéic.-. o] 5500 . >500

' Changes in Q’I‘cB and QTlc were classified in the followm g normality
classes:

- unlikely to raise concern about potential risk: change vs. baseline <30 ms
(includes all decreases and the increases < 30 ms)

- concem. about potential risk: increase vs. baseline ranging from 30 60 ms

- clear concem about potential risk: increase vs. baseline > 60 ms

. ) i _____p_d—-————’_"—-_—_——_
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() Extrapyramidal Symptom Rating Scale (ESRS)
* -The change versus baseline to the end point score during treatment was .

calculated for the total ESRS and ESRS subscale totals (qucsuonnmre .

Parkinsonism, dystonia, dyskinesia, CGI of severity of Parkinsonism, CGI of

severity of dyskinesia, CGI of severity of dystomia, bucco-linguo-

" masticatory, choreoatethoid movements of limbs, hypokinetic and

hyperkinetic symptoms), staging of Parkinsonism and for the individual

Parkinsonism items. The change versus baseline at other time points was

also calculated, as well as the change versus the maximum score.

The changes versus baseline were evaluated by means of the Wilcoxon
Signed Rank Test,

The number of subjects requiring anti-EPS medication was quantified and
summarized.

) Tanner s!agmg
Descriptive statistics were generated for the Tanner stagmg

{vi) Cogpnitive 'ns‘ls -
Descriptive stafistics were generated for the cognitive function parameters.
The changes versus baseline were evaluated by means of the paired i-test.

3.6.25.2 Analyses performed _ _ i .

For vital signs: Body mass index (BMI) was calculated as weight in kg
divided by the square of height in cm. Descriptive statistics were generated
and intragroup tests (paired t-test or Wilcoxon signed rank test in case of
non-normality) were performed to evaluate changes over time..

For ECG: In addition to the QT correction according to Bazett’s formula
{QTcB), a QT correction was performed using the formula of Fridericia:

QTcF (ms) = QT (ms) * (HR/60)">

Applying Fridericia’s correction formula to the QT data results in a QTe
value (QTIcF) which is more independent from heart rate compared to
Bazett’s correction, especially for higher heart rates. QTcF values were
classified in normality classes using the same criteria as for QTcB with
Bazett’s correction.

Al] other safety data were analyzed as planned.

EPS listed as AEs were displayed. Subjects were considered to have EPS if
they experienced at least one of the following at any time during open-label
treatment: tremor, dystonia, hypokinesia, hypertonia, hyperkinesia, .
oculogyric crisis, abnormal gait, involontary -muscle contractions,
. hyporeflexia, akathisia and EPS disorders.
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feet st o ' Confi dentlallProduced in Litigation Pursuant to Protective Order



ot I R TR rw—r T W Pt

- Subjects were considered to possibly have prolactln-re]ated advcrsc eventsif . . :
they experienced hyperprolactinaemia, gynascomastia, galactorrhoea,
amenorrhoea, menorrhagia, dysmenorrhoea, and vaginal bleeding.

FONE

Weight-related adverse events included weight increase, ‘appetite increase,
and obesitas.

AU : ‘ JJRIS 02562395
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411,

mesurs 0

T rEh T gt

';I‘his/following sections describe the outcomes from the interim analysis.

Subject and tr_eatmént' information

: After the interim analysis was completed, it ‘appeared that there was a

mistake in the interim database for slgbjcct #3239. The drug administration
page in the CRF of this patient showed that there was n6 placebo run-in
medication since this patient was previously in RIS-CAN-19, and therefore

* only information on drug adsinistration of nspcndonc was ﬁlled in in the
CRF. However, the first week of the dmug admmlstrauon Jinformation for.

risperidone was wrongly entered in the database as being run-in phase, and

 therefore interpreted as placebo medication. As a result the first week of

active medication for this patient was treated in ‘the analysis as if it was

placebo medication. This means that visits for this. subject in the interim -

analysis are shiffed with 1 Week comparcd 0. what will be in the final
analysis (ie, data at baseline are analysed as screening ‘data in the interim
analysis, data at Week 1 as baseline data, ‘arid so forth). It was decided that

B oorrected before the overaﬂ ﬁnal 'rmalys:s is gomg to be performed

i

SUBJECT msmsmon

Only subjects who had entered the trial before 31 July 1999 were included in
the intedm analysis. The trial duration for the interim analysis was from
18 Mar 1997 until 3 May 2000. Forty—ﬁve psychlatnsts/psychologasts
pamapated in the trial (Display SUB. INV).*

5f which 74 subjects did not meet the

xciusmn “chitéfia &t entry. Ult ‘atqu, 319 subjects entered the

trial, and thcy Al réceived thé tal médication: Ot ‘of these 319 subjects,

300 subjects newly entered the trial, and 19 subjccts came from RIS-CAN-
19 (Display SUB.PD.1). ‘

The discontinuation summary is presented in Table 4-1 and in Display
SUB.TT. Listing SUB.TT lists the individual subjects with their reason for
discontinuation and the number of days that the subject has been in the trial.

JJRIS 02562396
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Table 4-1: Summary of reasons for premature discontinuation

received
Newly entered | risperidone in
subjects RIS-CAN-19 Total
(n=300) (0=19) (n=319)

n (%) n (%) n {%)
" {Number of subjects who were treated 300 -(100.0)] 19 (100.0){ 319 (100.0)

Number of subjects who completed 169  (56.3) 3 . (158 172 (53.9)
Number of subjects ongoing’ - 72 (24.0) 15 (78.9) B7 . {27.3)
Number discontinued 59  (19.7) 1 (53) | 60 (18.8)
Reason for dxsconunuahon
Adverse evenf 2 @3] 0o ol 2 (€9
Insufficient i rcsponse 9 3.0) 1 6.3 10 (a1
Subject non-compliant 9 (3.0 -0 0.0) 9 2.8)
Subject lost to follow-up. g8 eanl o..0o0| 8 (@9
Subject withdrew consent, 6 2.0) 0 0.0) 6 (1.9)
Other 4 (1.3) (1] (0.0) 4 (1.3)
Sub)ect mchj&le to contmuc thetral {© 1 (0.3) 0 0.0) 1 (0.3)

1 Number of subjects who had not yet completed the trial on 31 January 2000 (cut-off date
for the interim analysis)- , ;

Source Dlsplay SUB TT

" ijry sub 'ts (].8 8%) drépped out before trial completion. The most
Zomimen’ feason was adverse évent (22 subjects, 6.9%), followed by -
insufficient response (10 subjects, 3.1%), non-compliance (9 subjects, 2.8%), ' .
lost to follow-up (eight subjects, 2.5%), consent withdrawal (6 subjects, '

1.9%), other (4 subjects, 1.3%) and ineligibility to continue the trial (one
subject, 0.3%). '

g
) ¥

"41.2.  PROTOCOL DEVIATIONS,

R R
LR

fy major. protocol deviations . is presented in Table 4-2, and
in Dlsplay SUB DV Sub_;ects with. major protocol
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2 "'i-*aSummary ‘ol:major-protocol-deviations! ~i:ie T

Not otherwise specified
" Note tht & subject can have more than one deviation
Source: Dzsplay SUB-DV

protoco] dev1at10ns mamly forb:dden mtcrcun'ent therapy, were noted in 27

" subjects (8 5%) Twemy—one (6 6%) sub_]ects took forbidden intercutrent

- f--'the:apy, ;he most frequent ~of “which ‘was Ritalin® (mexhylphemdate .
hydrochlonde), mken,by 11 subjects. Although allg

' R1tahn was taken at doses that'had not been stabﬂlzcd at

a constant dosagc
30 days pno: to the start of t.he study ' . R

DEVIOGBAPHiC AND OTHER BASEUNE CHARACTERISTICS

° the 19 subjects' yvho had prevmusly been paru(upatmg in RIS—CAN

: ..Treatmem dura’uon for subjects who had

' becn randormzcd to placebo in’ RIS CAN-19 was between 41 and 43 days in
‘ a]l cascs cxccpt for2 subjects who had bcen treated for 23-29 days.

) Thc mcdlan number of days betwccn the last medication intake in tdal RIS- .

CAN-19 and the first intake in trjal RIS-INT-41 was 2 days - (range
1-50 days, Display SUB.PD.4).

The demographic data and other baseline characteristics for the subjects who
newly entered the trial and for the subjects who had been participating in

- trial RIS-CAN-19 are presented in Display SUB.DM and Table 4-3.

Subjects who
received
Newly entered | risperidone in’
subjects RIS-CAN-19 Total
{n=300) (=19 . || (n=319) -
; n. (%) | n (%) n (%) *
Namber (rf Ls@jgcts with deviations 24 80| 3 58] 27 (83
Intercurrent therapy . 20 @NH}p.1. GIHY) 21 (66
Intercurrent forbidden therapy - 20 (6.7) ) 1 (5.3) 21 (6.6)
Selection criteria not met 5 (17)] 3 (158) 8 {2.5)-
Abnormal lab values : 0 ot 1 (53) 1 (0.3)
,Ageoutof Timits i E 1 (0. 3) 0 oot 1 . .‘(0.3)
Baseline d:scase conditions out of lumts 3 (1.0 2 (105). 5 {. 1.6)
Selection criteria not met (nos)’ 1 (0. 3) 1 o (00 i (@ 3)

Apart from early mthdrawals descnbed in Sectmn 4 1.1 above, major -

:.ed by .the protocol, -

JJRIS 02562398
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Table 4-3: Summary.of demographnc,and baseline characteristics _ A
Subjects who received ' Q '
. risperidone in
Newly entered subjects | =~ RIS-CAN-19 © Toul
. (n=300)" . -~ (@=19) (n=319)
..|Sex (n, %) - Femald 52 (17.3) 1 (53) | 53 (16.6)
S ' . Male] 248 (82.7) 18 . (54D 266 (83.4)
Race (n,.%) Black 15 (5.00 . 3 - (15.8) 18 (5.6)
: - Caucasian] 255 - (85.0) 16 (84.2) 271 (85.0)
Hispanic] 3 0 | 0 - - (00 3 (0.9)
Orientall 1 03) 0 ©(0.0) 1 (0.3) .
) Otherl 26 8.7 0, (0.0) 26 (8.2)
Domiciliary Lives with other] 57 192 4 - @Lp | sl (19:3)
{status (n, %) . Lives with parents] 240 80.8) | 15 (78.9) 255 (80.7)
{Age (vears) - Mean'+SEY 57 % 014 | 86+ - 05 96 % 0.14
- Median (min;max®)] 10.0 . (419 9.0 (5;12) | 10.0 4;14)
Age class ' Chil R I _
(<12 years)] 223 (74.3) 17 (89.5) 240 (752
7 ! .A,dD]G.SCGn. R . . Sl g vt @ '
e . Gl2years)l . 77 ... . (25.7) o2 _ (10.5) 79 (24.8)
chgmacg) , . MeantSEl 359 x , 08 | 299 % -, 18 | 356 = 0.7
, Medxan (minmax)] 33 . (14;82) 204.  (20:46) | 320 (14;82) -
Ll '4 Mm+SE 1403 + L0 [1326 % /30 1398 & 09
i) 139.0° (105:176) | 1349 (109;155F {138.0 (105;176)
"Mean 60 17.7° & 02 7173 % 05~ | 177 % 02 '
index (kg/mz) Median (minymax)| 170 (11.9;353) |-168  (13.9;228) 169  (11.9353)
Q Mean +SE 630 + 0.8 695 =+ 2.4 63.4 * 0.8
Median (min;max)] 64.0 (35;84) |* 720 (49:83) 65.0 (35:84)
Vineland score Mean + SE + 0.8 584 =+ 2.2 524 + 0.7
B Median (min;max)j (20;83) _ |,.-60. (40;71)- |,52.0 (20;83)
CSlscore ™ ;s ; S.t .. 43, 103.8 1.7
T _ (74 143) .1 102.0 (28;212)
{Tamoet stzgine (5, % T 0 |2 @7
- ‘”’_‘""“-"’* (89.5) ‘|- Tes (60.0)
4 - 3)L © 52 (16.8)
©(5:3) .22 7.1)
-(0.0) 4 18 (5.8)
(0.0) 5 (1.6)
I ?L‘.-A g w0 *
)
JJRIS 02562399

Fhageg. s 0 Y ' Confidential/Produced in Litigation Pursuant to Protective Order



e 3 et

DT TREE A BN LV e e TN
Tab!e 4-3 Summary of demograph:c and baselme characternstncs (conttmued) ] .

‘Subjects who received-
risperidone in
Newly entered subjects RIS-CAN-19 , Total
. (n=300)" (n=19) (2=319)
DSM-IV -

Axis P 9 (3.0 0 0.0) 9 T (2.8)
(n, %) 28 (9.4 2 (10.5) 30 (9.4
58 (19.4). 8 (42.1) | .66 (20.8)
1 03 0 (0.0) 1 0.3)
6 (2.0) 0 0.0) 6 (1.9)
57 (19.1) "3 - (15.8):.] 60 (18.9)
21 . (7.0y 1 5.3). 22 6.9
68 2.7 2 (10.5) 70 (22.0)
3 10y 0 ©0.0) 3. ©.9)
£ < 48 - . (16.1) 3 - (15.8) 51 (16.0)
Axis I (mental .. . Borderlinel .. 99. ~ = . (33.2) L1 (57.9) 110 - (347)
retardation) (n, %) Mild] 134 " (45.0) 7 (36.8) | 141 (44.5)
) Moderatef ~ 65 . - (21.8). 1 - 53). |. 66 (208
Axis I C 7 CAstheml 0 ¢ (0.0) 1 (100.0) 1 (5.0)
(n, %) . Unspecified] ~ 19 {100.0) 0 _(0.0)_ 19 (95.0)

lNcwly entered subjecis; “Subjeets Who ¢ame from RIS-CAN-1Y9. *SE: stindard error, “min;max; minimum — maximum.

SADHD: Ancntion Deficir) - Hyperectivity Disorder;- BD:nos: Distuptive Behaviour Disorder.riot othcrwxsc specified; CD:

Conduct Disorder; ODD: Oppositional Deftant Disorder

Source: Display SUB.DM, Display SUB.DM.2, Display SAF.VS 3B, and Display SAETAN.E- .

Overall, 83.4% of the subjects were male, and the median age was 10 years
(range 4-14 years). Seventy-pine subjects (24.8%) were adolescents
(12 years: or older). Mean weight and height at baseline were 35 6 kg and
o 139.7 em; respecuvclyh

“iﬁth rcspcct to the DSM—IV Ax:s I d:agnosm subjects whom rcported more
than one dlagnosxs and one ‘ of which was conduct disorder, . were classified
mg the conduct disorder category As such, there were 146 subJects (45.8%)
3w1th conduct disorder (DSM-IV 312.8); 111 subjects . (34 8%) with
opposmonal defiant disordér (DSM-IV 313.81) and 52 subjects (16.3%) with
disruptive behaviour disorder not otherwise specified (DSM-IV- 312.9). Ten
subjects (3.1%) had a missing Axis I diagnosis at the time of the interim
analysis, including 9 subjects (2.8%) with attention deficit/hyperactivity
disorder (DSM-IV 314.xx; 3. 14 9).

- With respect to the DSM-IV Axis II diagnosis there were 141 S'L]bJGCtS
(44.5%) with mild mental retardation (DSM-IV 317), 66 subjects (20.8%)
with moderate mental retardation (DSM-IV 318.0) and 110 subjects (34.7%)
with borderline inte]lectual functioning (DSM-IV V62.89). Two subjects had
.a missing Axis IT diagnosis at the time of the interim analysis. : .

JJRIS 02562400
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4.1.4.  CONCOMITANT DISEASES AND TREATMENTS ' ' .

A wide range of concomltant dlseases were reportcd fione of whn::h were';
thought to have any influence on the course of the trial (see Display SUB.DS
‘ and Listing SUB.DS). A total of 268 subjects (84.0%) had at least one past
« . or currently active medical condition at baseline. The most frequently
mcntloned diseases were related to body system ‘ear, Nose, throat'. '

Concomitant medications were reported by 238 subjects (74.6%). DlsPlay‘
SUB.CT.1 lists all concomitant therapies by anatomic therapeutic chemical
(ATC) class and generic name. A listing of all concomitant therapies
(including those that were taken during the pre and post trial period) with
" dosing details and indication is given in Listing SUB.CT.1.

A summary of all concomitant medications that were taken by 2% or more
of all subjects is presented in Table 4-4, whilst a detailed overview for the
classes of psychoanaleptic and psycholeptic drugs is given in Table4-5. -

Table 4-4: Concomitant therapy: summar_)-' data

! . ’ _Risperidone
- a L - -Concomitant: therapy g - o S (n-‘.:319).-
i .‘-". Generic naime i n G5 _
Paracetamol 5 88 . (27.6) ’
Methylphenidate hydrochloride 37 (11.6) . '
Clavalin - ' , 28 (8.8) .
Amoxicillin : 22 (6.9
Bactrim N 18 (5.6)
Acetyisalicylic acid 1 (4.4)
" Mebendazole " 14 (- R))]
. Salbutamol 13 @1
Ibuprofen 13 “.1) )
;R b M%ibﬂhydroc‘hlorﬂe £ R L] ALl | @n R
}  : ‘{fk:m »a”‘ 'Axlnbmx A opub ea - :. S BERET Co Ay
'Pymmel emt?dﬁai'é Y (R (: IR X VR
Toratadife-"~ - = - 10 - @Y
e | Oxymetizoline hydrochlond: 9 2.8)
G "4 Aminophenazone 8 2.5)
Fluticasone propionate 3 (2.5)
Mefenamic acid .8 (2.5)
Acetylcysteine 7 2.2)
Amoxicillin trihydrate 7 2.2)
Loperamide bydrochloride 7 2.2)

Source: Display SUB.CT.1

- JJRIS 02562401
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Table 4-5: Concomitant therapy: details for the classes.of - - ‘
psychoanaleptics and psycholeptacs .

Risperidone {.
Concomitant psychoanaleptic and psycholeptic ﬂxeragy (n=319)
ATC class Generic name n (%)
Psychoanaleptics | Amfetamine 1 @3)
Dexamfetamine sulfate 3 {0.9)
Dosulepin.. - . o 1. (0.3) §. . =
Methylphenidate 6 (1.9)
Methylphenidate hydrochloride 37 (11.6)
Pemoline ’ 1 (0.3)
L Piracetam 2 (0.6) .
Psycholeptics Chloral hydrare 2 (0.6)
Clonazepam 1 (03)
Diazepam -1 ©0.3)- |-
Euvegal-Tropfen N - 1 - ©3) |-
Hydroxyzine ., . 1 ©0.3) .
Levomepromazine 1. (03)
" | Lorazepam - 3 (09)-
. | Midazolam maleate 2 (0.6
x A Plpnmpetone 1 (0.3)‘ _
oo ol s Prochlorpcrmnc maleate 1 3] -
: Thioridazing hydroch‘loude 2 06 | ,
d * | Valerian extract 'z oL 1 0.3). |. .

Source: stp]ay SUB.CT.1

The most frequcqﬂy used medication was paracetamol (n-88 27.6%).
Paracetamol was most taken for common conditions like headache, fever and
cold. Mcthylphemdate hydrochlondc for the treatment of ADHD was taken
] h “trial-None-of these medlcatlons was
on.\the course or outcomc of the trial.

ve had any in

T

Special attention was given in the analysm to. d:ugs that were admm1stered
for the treatment of EPS."Five' subjécis" (1.6%)" ‘took - anti-Parkinson
‘medication in the course of the trial (Display SUB.CT.2). Four subjects
(1.3%) took biperiden hydrochloride and 1 subject (0.3%) took
trihyexyphenidyl hydrochloride. One of the subjects who received biperiden
hydrochloride also received mctacychne potassiumn  chloride, and
furosemide. ‘

The number of subjects who used lorazepam as rescue medication for
symptoms related to conduct disorder was reported separately. One subject
used lorazepam for sedation to facilitate a medical procedure and 2 subjects
took lorazepam as rescue medication (Listing SUB.CT.3).

“RERE, GeT JJRIS 02562402
£, B E. B S Confidential/Produced in Litigation Pursuant to Protective Order




42.

b

¥
¥
o

4.3,

434.

-Treatmentcomphance R R s B e _ .

A record was kept of the drog dxspensed and retumed for each subject as
described in section 3.3.7. Analyses- of treatment compliance were not
performed.

Drug dose and pharmacokinetics

DRUG DOSE

The trial medication was given as described in ‘Selectlon and nmmg of dose””
(section 3.3.4)..

The mean, mode and maximum dose at each time point are shown in Display
SUB.AM.1A. The mean mode drug dose over time is shown in Figure 4-1.
The overall data are summarized in Table 4-6.

Table 4-6: .~ Mean, mode and maxlmum drug dose
" {(days on drug only) |

- Risperidone
Dose (mg/day) e (N=319)
Mode dose - - . MeantSE} 1.64 * 0.04
_ Median (minymax}| 1.60  (0.2;4.0) - '
IMean dose # T E s Mean = SE{ ' 154 -+ 0.04 .
: Median (mim;max)| 145  (0.2;3.7)
Maximum dose Mean £ SE{ 1.86 + 0.05
Median (min;max)| 1.80 (0.2: 5.0)
Dose (mg/kg/day) : ) (N=318) -
. |Mode dose ) Mean £ SE| 0.021 + 0.001.,
e . Medxan (min;max)| 0.011 (0;0.06)
Meandose =~ ' ° " "Mean+SE| 0.04 + 0:001
AT AL R R P MR (mikma)] 004 - (0.0150.68)-

- SE stmdaxd error

' JJRIS 02562403
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‘Figure 4-1: . Mean drug dose = SE versus time interval - .., T .
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The n;\ean mode. daily dosage mcreased from 0.39 +~0 01 mglday at baseline
1 10.1.52 £ 0.04.mg/day at Week 4, and rcmamed stable thereafter. The overall
- mean mode daily dosage (excluding days off drug) was 1.64 + 0.04 mg/day. .

- Exposure is discussed in section 4.5.1.

POPRLATON: 20 STRECTY
PARANETES: MODE DOSE (DATS SN IRUT &)

L @ . RODARIESTION SRIIP.

3

SN S A 4

Flpoftay

DRUG CONCENTRATIO

fffff i

Only samp’lcs received at the bloanalyma] laboratory- before. May 11, 2000 :

.'iﬂ‘ﬁ-" D 4) 91

S O SN “‘

UL RS Oy ‘l 5
RIS

I ORI ) R A l“wmm-_l— g— ﬂ.\-.........._’_;-

R total of 1079. samples were, vaxlable from whxch 928 samples were
B mcludedmthe pharmacohnenc zmalyms b REES s 0

were mclud_c_d inithe actual ; mte an halysis. i‘ Samples avallab]e after that date
wﬂLbe inclbded L the final analysx and rcport. S

Samples taken at v151t 1 (n—272) are hsted separatcly in Annex PK.1. Ten of
these samples - had guantifiable plasma -concentrations of ‘active moiety
and/or risperidone. For seven of these samples, all plasma levels were below
1ng/ml. The active moiety concentrations of the three remaining samples
were 22.7 ng/ml (#3706), 23.8 ng/ml (#3522) and 45.9 ng/ml (#3372),
indicating that these subjects had been receiving risperidone before visit 1.

The following samples were excluded from.the- summary statistics for the .
following reasons (n=151; see also:Anpex PK.2): - -+ -

JJRIS 02562404
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o Samples from subjects not yet present in the interim CRF database ‘(n=93) (not '
listed in Annex PK.2). ' .

e Samples from subjects that did not receive any treatment (n=15).
e Missing information on dose and/or weight (n=18).
® Unscheduled ‘samples with no dosmg information (n=24).
® No dreg intake before sampling (n=1).
4.32.2. Pharmacokinetics

Descriptive statistics of the plasma concentrations of risperidone, the active
moiety and 9-hydroxy-risperidone were calculated for samples taken at visit

7 (3-10 weeks after treatment start) (n=236), visit 12 (23-46 weeks after
treatment start) (n=231) and endpoint (n=184). End'pbint was defined as the .
last sample of a subject who either completed or discontinved in the trial.
Samples from subjects that were still participating in the trial at the time of

the interim analysis were allocated to their corresponding visit.

Summary statistics of the plasma concentrations of risperidone, the active
TR 'mblety afid 9-hydroxy-risperidone 4t visit 7, visit 12 and endpoint are listed
" in“Table 47 (source:Display PK.1): The individual plasma’ concentrations
are displayed in Annex PK.3, Annex PK:4 and Annex PK.5. Scatter plots of ’
the dose-normalized concentrations versus the time after the first drug intake
are enclosed in Display PK.2. '

Table 4-7:

Plasma concentrations (ng/ml) of risperidone, active
moiety and &hydroxy-rnsperndone (dose—normahzed )
0.04 mg/kg/day) at visit 7, visit 12 and endpoint

S L SN

: , | Median (min-max)
QB L E ETnoiety Yo m ) Lo unrinnneid 9d b ey - '
RERTL S Be 2 Ligve poigoed dais ; 0.8 . ... 8.46(NQ-54.0)

Visit 12 10.9 (NQ—111)
Endpoint 12.4 1 12 9.11 (NQ—64.7)
- mrear =yiey [Rispéridone - o = aom . _

Visit 7 236 240607 0.17 (NQ — 46.9)
Visit 12 231 2.53+6.05 0.22 (NQ —45.5)

{Endpoint . 184 2024522 - 0.22 (NQ — 43.5)
9-hydroxy-risperidone |, . L
Visit 7 236 9,44 + 6.59 7.65 (NQ — 36.8)

 fwisit 12 231 11.0%£93 9.08 NQ— 65.7)

Endpoint - 184 104186 B.17 (NQ — 50.2)

NQ: <0.20 ng/m! for active moiety and <0.10 ng/ml for risperidone.

Source: Display PK.1

Plasma concentrations remained. fairly constant over the entire’ trial period, .
and were in the same order-of Tagnitide -as in “another Jong-term trial in '
children (RIS-USA-97).

B 1. s s ' JJRIS 02562405
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. Table 4-8:

~ To better reflect overall peak and trongh concentrations of risperidone,
summary statistics have been calculated on samples with a sampling time of
" 0-8 hours post-dose (reflecting more near peak plasma levels) and those with
a sampling time of 8-30 hours (representative for trough levels). Summary
statistics of the plasma concentrations of risperidone, the active moiety and
9-hydroxy-risperidone are listed in Table 4-8 (source: Display PK.3). Scatter
plots of the dose-normalized concentrations versus the time relative to drug
intake are provided in Dlsplay PK.4

" Basically, these plots show the disposition kinetics of the active moiety.
"The decline in the concentrations is in agreement with the half-life of the
active moiety of approximately 24 hours. Based on the risperidone/active
‘moiety plasma concentration ratio, 96.5% of the subjects were identified as
apparent extensive metabolizers and 3.5% as apparent ‘poor metabolizers
(poor  metabolizer if ratio >0.6; otherwise  extensive),

Plasma concentrations (ng/mi; mean + SD) of

- risperidone, active moiety and 9-hydroxy-risperidone
(dose-normalized to.0.04 mg/kg/day) for samples taken .
from O to 8 hours and from 8 to 30 hours post-dose

PRI I

Relative time Active moiety Risperidone 9-hydroxy-risperidone
: {0=8 houirs (N=55) - | 22.4%15.8 6.16 £ 646 1621120
8-30 hours (N=545) 12.2 +£.10.4 2.10%5.84 © 10176

!;ru "‘-5' ekl

Source: Display PK.3

4.3.2.3. Pharmacokinetic correlations

-Somnalenoe,, ‘

at ey \'h

Drug Eoncentrahons have been corrclated to the occurrence of somnolence
which was the most common AE in this trial. For this purpose, the samples
were divided into two subgroups: samples from subjects who experienced
somnolence at one or more occasion during the trial (n=160) and from
subjects not experiencing somnolence during the trial (n=491). The active
moiety plasma concentrations of the group reporting somnolence (mean =+
SD: 11.2 + 104 ng/ml) were in the same order of magnitude as the
concentrations of the subjects not reporting somnolence (12.8 + 11.3 ng/ml).

Concomitart intake of methylphenidate

Except for paracetamol, methylphenidate was the most commonly taken
medijcation in this trial (1.9 % of the subjects took methylphenidate and
11.6 % took meﬁaylphenidate hydrochloride). The mean active moiety
concentrations in the methylphenidate comedication subgroup (n=80; mean
*SD: 11.0 + 8.4 ng/ml) were comparable to those of the other subjects
(n=571; 12.6 + 11.4 ng/ml), indicating that the concomitant intake of

JURIS 02562406
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S . methylphenidate does not affect the plasma concentrations of the active :
h% . . moiety during long-term treatment with risperidone. . ' .

44. Efficacy evaluatien

4.4.1. DATASETS ANALYZED

" The efficacy analysis included all subjects who had entered the trial before
31 July 1999 and who had réceived trial medication and had at least one post
baseline visit for the primary efﬁcaey parameter (intent-to-treat analysis).

The sample included in the intent-to-treat analysis-is the one described under
“Subject disposition’ (section 4.1.1) and ‘Demographxc and other baseline-
characteristics™ (section 4.1.3).

4.4.2. | ANALYSIS OF EFHCACY

. Only nommputed efﬁcacy xesnlts are d1scussed in the eﬁicacy section of the
& 'report The amputed and nommputed results were sumlar 8 ?

4.4.21. anaw eﬁ" icacy varuabﬂe

The pnmary efficacy parameter was the change in behaviour from open label - '
baseline to endpoint as measured on the Conduct Problem subscale of the N-

CBRE. The Conduct Problem subscale was measured at screening, baseline,

and at each of the subseguent visits (Visits 4-14). A lower score on the

Conduct Problem subscale of N-CBRF indicates a better condition.

The results for the primary efficacy parameter at the different fime points are
shown in Display EFRNCBRF.1B, and are summarized in Table 4.9 and

epr s | | JJRIS 02562407
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- SE:'standard efror -

-+, €L: confidence interval

" Table 4-9:*- ' ‘Conduct-Problem subscale:score: mean{x SE) and
“+t - mean{z SE)change from open label baseline at the
different time points
" Risperidone
n=319)
Change from open iabel baselme
Time point | N Mean + SE Mean £ SE - 95% CI p-value?
Screening 298 344404
aseline 308 32.7+04
Week 1 306 24.1+0.6 87 %035 (-9.7; 1.7 <0.001
'Week 2 294 19.6+0.6 2131 £ 06 | (-143;-120) [ <0.001
'Week 3 303 17.120.6 -157 £ 06 | (-169;-145). | <0.001
- [Week 4 309 156£06.. | -168 £ 0.6 |(-181;-156) | <0.001
Month 2 286 16.0+0.6 -16.7 £ 06 | (-179;-155) | <0.001
[Month 3 282 16.2+0.6 -162 £ 0.6 | (-175;-149) | <0.001
Month 4 273 155+0.6 <167 £ 06 | (-179;-155) | <0.001
Month 5 271 16.1+0.7 -162 + 0.6 | (-174;-149) | <0.001
Month 6 | 267 164+0.7 -160 + 0.7 | (-174;-14.6) | <0.001
Month9 ;.. |. 199 ] 168+0.7 . -160 + 0.8 [ (-175; -145) |' <0001
Month 12 168 15.1£0.8 2175 £ 09 [ (-193;-158) | <0.001
{Endpoint 319 17.0£0.6 -15.6 £ 07 | (-169;-143) | <0.001
Nommputcd resu.lts

¥ Included in this table are data from on!v tbose sub_}ects thh changevfmm—baselm‘ data at
' each given time point
% Two-sided p-value for paired T-test on change from open Isbel basehnc
Somce Display EFFNC‘BRF 1B

JJRIS 02562408
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Figure 4-2: Mean change from openiabel baseline + SE versus time ] _

‘open label baseliné at endpoint and at Month 12 was -15:6 and -17.5,

mterval on the Conduct. Problem Subscale of N-CBRF
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W=CRRF = MEAM[+/- ET.) VCREADS TIME IFTERVAL
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RISONGEN SOBCHOUP: ¥—~CBR CLUNTIR.
PARASETTR: CUDUCT DIOXCR (R )

- . i
RANDORSATIDN GROUP
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WSMDLE 23 Enasenateno v = =y o 25 w 7
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AL BBIECTS 201 208IBIROWO0 £ a8y ] o =3 e

o IR =41, WHILE RIS(GAN—)E} REFERS 7O JURIRLTE COMBIC FIVON TEE PRELITING TRUL RIS-ZAT—10

The mean score dropped from 32.7 (+ 0. 4) at the open Tabel basehnc to 17.0 ;
(+ 0.6) at endpoint, and to 15.1 (+ 0.8) at Month 12. The mean change from .

respectively. The effect was highly statlstlcally significant (both p < 0.001).

The improvement was especially observed during the first 4 weeks of
‘treatment. Scores remained stable thereafter. '

As shown in Display EFF.NCBRF.1B, the open label baseline scores of the
subjects who had previously participated in RIS-CAN-19 (N=19, mean £ SE
20.8 + 2.78) were lower than the scores of the newly entered subjects (N =
289, 33.4 £ 0.38). This suggests that the beneficial effects of treatment on
the primary efficacy parameter for subjects who were treated in trial RIS-
CAN-19 were alreéady partially obtained in the latter trial.

The mean change from the double-blind baseline for all subjects who had
participated in trial RIS-CAN-19 was -13.6 ( 2.3) at endpoint (p < 0.001).
Because of the smail numbers of subjects (n=19), this group was not further
split according to the treatment received during the preceding double-blind
phase of RIS-CAN-19.

4422 Secondary efficacy variables

Secondary efficacy variables were the change. from open label baseline on .
the other subscales of the N-CBRF, ABC total score, all subscales of the
ABC, CGI severity, and VAS of most problematic symptom.

JJRIS 02562409
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- 44.22.1. Other subscales ‘of the leonger-cmid Behaviour R.anng ‘.
Form (N-CBRF) . ; _ L .

In addition to the conduct problem subscale of the N-CBRF, the following

; S subscales of N-CBRF were analyzed as secondary efficacy variables: the
positive social behavipur subscalés (compliant/ calm, adaptive/ social) and
the problem behaviour subscales (insecure/ anxious, hyperactive, self-injury/
stereotyped, self-isolated/ ritualistic, overly sensitive). Lower scores indicate
a better condition on all subscales except compliant/ calm and adaptive/
social, where higher-scores 1mp1y improvement.

The results of the.other sub-scales of the N-CBRF are given in Display
EFF.NCBRFE.3B. The scores at Month 12 and at endpomt are summarized in
Table 4-10. - '

Table 4-10. Other subscales of Nusonger Chnld Behaviour ratmg form:
‘mean (& SE) and mean (= SE) ¢hange from open label
baseline at Month 12 and at endpoint - -

e B [N St - Risperidone . .+
- © {(n=319)
.Change from open label baseline
<ot e |- N-CBRE subscale™ |--N= {~Mean = SE- | “MeanSE | - 95%Cl - | p-value'
' ositive Social Behawit ' . ]
. | Compliantjealm: - , ' ’
; . Mot 12 - 166 © 92£03 ] 4.1+03 (3.4:47 | <0001
' Endpoint- 319 | 85+02 32102 (2.7;36) | <0001
Adaptive/social® o
Month 12 168 | 7.0%02 <0.001
" Endpoint 319 | 6501 - < 0.001
: 'zE’_@Mem Behavmur Suhscn]s' , ;
i { =y
54105 - < 0.001
B 10.310._4_‘ = < 0.001
I oo i8] 103305~ <0.001
i i -~Endpoun -=-4319 |- 112404 <0.001
1 Self-injury/ stereotyped . L ;
i - Month12 -} I8 | 12402 | -15x03 ] (2.0;-1 o)_ 1 <0.001
Endpoint- - {319 | 15202- | -11+02 (14 0.7 | <0.001
Self-isolated/ ritualistic -
Month 12 167 | 3.2+0.3" -2.0+03 (263 13) | <0001
Endpoint - 319 | 36202 - -1.6%02 (2.0:-1.1) | <0.001
Overly sensitive ' ) .
Month 12 1691 50+0.3 226203 (3.1:-21) | <0001
Endpoint 3197 52402 -2.130.2 (2.5; -1.7) | <0.001
SE: standard error :
CL confidence interval
' Two-sided p-value for paired T-test on change from open label baseline
? Higher scores indicate better condzuun. For a.ll oth&r parametzrs }ower scores indicate & .
-+ better condition : J 33 HL U a0l
Source: Display EFF NCBRE. BB N I L A
JJRIS 02562410
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Problem Subscale. The mean changes from baseline were statistically
significant at all time points for all subscales of the N-CBRF: compliant/
calm, adaptive/ social, imsecure/ anxious, hyperactive, self-injury/
' stereotyped, self-isolated ritualistic and overly-sensitive (all p < 0.001).

X The othersubscales of the N-CERF showed a similar profile to the Conduct . . o

-The improvement was mainly observed during the first 4 weeks of treatment,
and remamed stable thcreafter

4.4. 2.2.2. Aberrant Behaviour Checidtst (ABC)

The results for the total ABC score and the different subscales of the ABC

" . are shown in Display EFF.ABC.1B. The change from the open label baseline

at the different time points for the total ABC score is graphically displayed

_,..in Display EFF.ABC.2. The scores from the total ABC and its subscales at

") "Month 12, and at .gndpoint are summarized in Table 4-11. Lower scores
' indicate a better condmon : :

Table 4-11 Aberrant Behavuour Checkﬂtst. mean (t SE) and mean
e change (= SE) from open label baseline at Month 12 and at

L. i et endpoint .
’,...,~¥ B USSR Risperidone . _
U S - b (n=319). - "
: N . Change from. open label baseline ,
K ABC N | Mean+SE | MeanSE | "95%CI | p-value
Total ABC :
Month 12 153 { -32.3+2.0 -36.1£2.3 (405; -31.7) | <0.001
Endpoint 201 § 38.0+1.7 -282+1.8 (-319;-24.6) | <0.001
c=< 7w efirritability - - . TR
; : . --10:1+0.9- — {- <95+0:8- - - <0.001
-115%05 - |- --8:0+06 ' <0.001
- 4.0%£0:47- - 33105 < 0.001
e 4 = Y ' 5.2’_!’0.4 - - 25304 < (0.001
" [Stereotypic'bebaviour © -~ o - :
o “f-Month 124 - 11639 - 16302 - | -23+04 | (-3.0;-15) | <0.001
o Ya s .-{ Endpoint -~-- -. {308 | 2.0%0.2 -1.3£03 (-1.85 08 | <0.001"
: il Hyperactivity ' '
L { Month 12 - 157 150%0.9 -17.4%1.0 (-19.3:;-155) | <0.001
) Endpoint - - 299 | 17.3£0.7 -14.3+0.8 {-15.8: -12.8) | <0.001
Inappropriate speech .
Month 12 169 24402 -1.8202 (-23; -1.49) <0.001
Endpoint 317 §. 25+0.2 -1.3£0.2 (-17;-1.0) < 0.001
SE: standard error '
_CI: confidence interval
! Two-sided p-value for paired T-test on change from open label basehne
Source: Display EFF.ABC.1B
The mean change from the open label baseline of the total ABC score ranged .

between -12.2 (Week 1) and -36.1 (Month 12), and was'-28.2 (+ 1.8) at

JJRIS 02562411
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endpoint (p.< 0.001). The improvement was especially observed during the

. first 4 weeks .of treatment and was statistically significant from Week 1

onwards (all p < 0. 001)

The scores on the individual subscales of the ABC showed a similar profile:
a statistically significant improvement that was observed mainly during the
first 4 weeks of treatment and that remained stable thereafter (all p-values at
all time pomts for a.Il subscales < 0. 001).

'4 4223 Cdmica! Global lmpresston (CGI)

Dlsplay EFF.CGL1 and .Display EFFCGI.Z show. the chstnbunon of the
clinical global impression of change of the subjects' condition over time. The

| . frequency distribution at the open label baseline, Month 12 and at endpoint
- are summarized in Table 4-12. '

e LTy
. b

Table 120 Frequency distribution of the Clinical Global Impression
. of change in subﬁects condition at Month 12 and at -

_ endpomt : ' - £
. o=31%9) = _
Open 1abe.l baselmq Month 12 ! - Endpoint
. (n=305)""" 1™ “@=1fo) T 10 (@=311)
CGl rating - ~n (%) n (%) n (%) |

Not il 4] ©o0 - 26 (15.3) © o35 (11.3)
Very mild 2 0.7) - 48 (28.2) 84 (27.0)
Mid - 19 (62) 55 (3249 85 27.3)
Moderate | 70 -(23.0) 33 (19.4) 71 (22.8)
Tt (34 A ): TR s (2'9) T .20, {6.4)
. T 97 _(302) Ny ,_3_ a5 4.8)
]i‘xl:mlne]ysevex'c‘*L i s [ i . T S K (1) S (N (0.3)

Source: stplay EFF.CGL1
CEERConE v

(65 6/0) sub__]ects sho_yycd 10, Very . mlld or mild symptoms at
to '6r7m11d symptoms at

“ :» The number of 'subjects -With no or mild symptoms incréased over time,

while few subjects had severe or extremely severe symptoms at the end of
the trial. Changes were mostly observed during the ﬁrst 4 weeks of

i treatment, thereafter the scores remained stablc

44224, Visual Analogue Sca.'e (VAS) of the most troublesomne
symptom

The VAS score of the most troublesome symptom at the differcnt time points
is shown in Display EFF.VAS.1B and is graphically displayed in Display
EFF.VAS.2. The scores at Month 12 and at endpoint are summarized in

JJRIS 02562412
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T - Table 413. Lower scores indicate 3 befter condition. The most frequent of ‘
¥ the most troublesome symptoms incluided’ aggrcssmn oppositional defiant .
behaviour, and hyperactivity.

Table 4-13: Visual Analogue Scale: mean (= SE) and mean (:1: SE)
_change from open label baseline at Month 12 and at

. endpoint . ..
Risperidone .
(n=319)
LT | . Change from open label baseline
N Mean + SE Mean+SE | 95%CI | p-value'
: .{VAS score of the most troublesome symptom . Ty
Month 12 - . 170 | 266t14 -49.6*1.8 |(-53.2; 46.0) < 0.001
Endpoint . 308 | 334%14 -40.5+1.6 |(-43.7;-373)] <0.001
SE: standard error ' )

CI: confidence interval )
! Two-sided p-value for paired T-test on ch:mge from open label baseline -
Source Dlsplay EFE. VAS 1B

-4
i

At The mean’ changc from baschne rangcd bctween -11.5 (Week 1) and -49.6
... . (Month 12). The improvement at endpoint was ~40.5 + 1.6. The change from
P bascline was statistically significant at all ‘time points (all p < 0.001).
Changes were “mostly observed dunng the first 4 weeks of treatment;
thereaﬂer scores remamed stable = ) ' '

4.4.2.3.' Su’bgroup analyses

A subgroup analyses by DSM-IV Axis I (diagnosis group) and Axis I
diagnosis (degree of mental retardation) was performed for the primary
cfﬁcacy parameter (e, the change versus open label baseline in behaviour at -
' incasured on the Conduct Pmblem subscale of the N—CBRF)

--....n o cpiLon s <! Famrime e s

R

'_ 4. 4.2 3.1. Subanalysis by dﬁagnosrs

e o b o

_ ks agnosed w1th conduct dxsorder (DSM IV 312 8) were analyzed
' sepamtely From those dlagnosed with opposmonal defiant disorder (DSM-IV
313.81) and subjects with disruptive behaviour disorder not otherwise
specified (DSM-IV 312.9). The results of this subgroup analysis are
presented  in Display EFF.STR.DIAG.NCBRF.1B and = Display
EFF.STR.DIAG.NCBRF.2. Ten subjects had a missing Axis I diagnosis at
the time of the interim analysis. The data at endpoint and Month 12 for the
309 subjects with an Axis I diagnosis at baseline are summarized in Table
4-14.

e, g # .
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I _ Confidential/Produced in Litigation Pursuant to Protective Order



Table 4-14: Conduct-Problem subscale score: subanalysis by
' diagnosis :-: ‘s 4~

Risperidone
(n=309)
| ' Change from open label baseline
Timepoint | N | Mean+SE | "Mean:SE [ 95%CI . | p-value'
Subjects diagnosed with conduct disorder. ' :
Month 12 79 148412 | -184 % 1.1 | (-20.7; -16.2) < 0.001
Endpoint ' 146 17.2+1.0 -157 £ 1.0 (-17.6; -13.8) < 0.001
Subjects diagnosed with oppositional defiant disordey ST
[Month 12 56 170+1:4 --164 + 1.8 (-20.0; -12.7) | < 0.001
Endpoint 111 173210 | -162 % 1.3 (-18.8; -13.7) < 0.001
Subjects diagnosed with disruptive behavsour not otherwise specified
Month 12 - 27 12.6+1.8 179 £ 2.1 (-22.2; -13.6) < 0.001
Endpoint 52. 16.7+1.6 -13.8 £ 1.7 (-17.2,-104) |* < 0,001
SE: standard error S

CT: confidence interval
! Two-sided p-vahue for paired T-test on change from | open label basclme
Source: Display EFF. STR.DIAG.NCBRF 1B :

:The mean:.change from. the open label baseline for subjects _with conduct

-disorder ranged between ~-10.9 at Week 1 and -18.4 at Month 12, The -

improvement at endpoint was ~15.7.

The.mean change from the open»-labcl baseline for subjects with oppositional
-defiant disorder ranged between -7.4 at Week 1 and -18.2 at Month 2. The
improvement at endpoint was ~-16.2.

. The mean change from the open label baseliné for subjécts with disruptive

behavipur not otherwlse spemﬁed rangcd ‘between -5.8 at Week 1 and -17.9

= - The changes.fror open label b‘aseline were statisﬁcally significant at all time
t+i: points for 21l subgroups {all $.<:0.001). The results were comparable for the

three subgroups and similar- to the overall results. .

44.2 3.2. Subanalys:s by deglee ofrehrdabon e -
Subjects diagnosed with borderline mtellectual functmmng (DSM-TIV

V62.89) were analyzed separately from subjects diagnosed with mild (DSM- .

IV 317) or moderate (DSM-IV 318.0) mental retardation. The datza are
shown in Display EFFESTRMRNCBRF.IB and  Display
EFF.STR.MR.NCBRF.2. The degree of mental retardation was missing for
2 subjects. Table 4-15 presents a summary of the data at endpoint and Month
12 -

JJRIS 02562414
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Table 4-15;: . Conduct Problem subscale score: subanatysis by -
’ degree of mental retardation .

Risperidone ~
n=317) )
A : Change from open label baseline ~
Timepoint | N Mean + SE Mean+SE | 95%CI | p-vaive'
) [ubjects diagnosed with mild mental retardation .y o
Month 12 77 16.1£13 -168 £ 13 [ (-195;-142) | <0.001
Endpoint 141 16.8+1.0 -160 £ 1.0 | (-18.1; -13.9) < 0.001
Subjects diagnosed with moderate mental retardation
Month 12 44 136+1.5 -180 + 1.5 | (-21.1;-15.0) | <0.001
Endpoint ' 66 154114 -163 + 1.4 (-19.1; -13.5) < 0.001
©  [Subjects diagnosed with borderline mental retardation - . '
" [Month 12 47 15.0%1.3 -182 # 1.7 | (21.7;-147) | <0.001
Endpoint 110 18.3£1.1 -147 £ 12 (-17.31; -12.3) < (0.001

" SE: standard error
CI: confidence interval
! Two-sided p-value for paired T-est on change from open ]ab:l baseline
Source: Display EFF.STR.MR.NCBRF.1B

TR - The.mean change from the open label baseline for subjects with mild mental
© 7« wretardation ranged between -8.4 at Week 1 and -17.5 at Month 2. The
improvement at endpoint was -16.0. '

The mean change from the open label baseline for subjects with moderate i '
mental retardation ranged betwéen -9.0 (Week 1) and -18.0 (Moath 4, 6, 12).
The improvement at endpoint was -16.3.

& The mean change from the open label baseline for subjects with borderline
i ot Cintellectual functioning ranged:between -9.0¢at Week 1 and -18.2 at
Month 12. The improvement at endpoint was - 14 ¥

G L Sy w58

¢'changesifrom open label baseline were statlsucally significant at all time
ointsforall sebgroups: (all p <:0.001). The xesulis were comparable for the
three subgroups and similar to thé overall results; - :

4.4.3. PHARMACOKINETIC - PHARMACODYNAMIC RELATIONSHIPS

Not applicable.

444, ‘ EjméAcv CONCLUSIONS

The interim efficacy results of this one-year multicentre open label tdal in
319 children (5 - 14 years of age) with conduct or other disruptive behaviour
disorders and borderline intellectual functioning or mild to moderate mental
retardation showed that treatment with risperidone (mean mode daily dosage .
1.64+0.04mg or 0.021 + 0.001 mg/kg) had a statistically significant
beneficial effect on the primary efficacy variable (ie, the change from open

- JJRIS 02562415
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.. 45.

label baseline on thé' Conduct Probleii Subscale of the Nisonger Child
Behaviour Rating Form (N-CBRF) at endpomt) and on 2ll secondary

" efficacy parameters (ie, other subscales of the N-CBRF, the Aberrant

Behaviour Checklist (ABC), the investigators' Clinical Global Imprcssmn
(CGI) and the Visual Analogue Scale (VAS) of the most troublesome

- E symptom). The improvement was especially observed during the first 4

weeks of treatment. Scores remained stable thereafter.

A subgroup analysis of the primary efficacy parameter by DSM-IV Axis I

~ diagnosis (conduct disorder, oppositional defiant disorder and disruptive

behaviour disorder not otherwise specified) and by DSM-IV Axis II
diagnosis (mild or moderate mental retardation, borderline “intellectual
functioning) did not reveal any differences between subgroups.

Safety evaluation

All subjects who enitered the trial before 31 J uly 1999 and who received trial

medication were included in the safety analysis. -

i

... EXTeNt oF ExroSURE

"+ Tréatment duration is shown in' Display SUB AMLIB. 'I‘he mean treatment

duration was 281.6+5.9 days (range 7-498 days). The mean treatment
duration was 261.0 7.2 days (zange 1-498 days) when only days on drug
were taken into account.

Out of the 319 subjects, 230 subjects were treated for 6 months or more, and
181 of thcse 230 subjects were n'eated for 12 months or more (days on dmg
only) T

Do e g i T, T g

51, Al avarse everts

- 4521.1. Incidence

.A_n overview of all subjecfs with adverse events by WHO System-organ

class and preferred term is presented in Display SAF.AE.1. Table 4-16
presents a summary of all adverse events that were reported by 210% of the
subjects,

A listing of all adverse events (verbatim) that were reported n this trial is
given in Listing SAF.AE.1.

JURIS 02562416
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Table 4-16:  Incidence of adverse events reported by 10% or more of "4 |

LI all subjects
- Risperidone
_ (n=319)

System Organ Class Preferred term n (%)
Psychiatric Disorders Somnolence 90  (28.2)
Respiratory System Disorders o Rhijnitis 78 (24.5)
. | Pharyngitis 55 (172)
Upper resp tract infect 41 (129
Coughing - 13 (122
Central & Peripberal Nervous System Disorders | Headache 1 55 (17.2)
Endocrine Disorders Hyperprolactinaemia 50 (157
Metabolic and Nutritional Disorders Weight increase 49  (154)
.| Body as 2 Whole — General Disorders Fatigue 3% (122
. : Fever 39 (122)
Injury 36 (113)
Gastrointestinal System Disorders - - | Vomiting 40 (12.5)
Urinary Systern Disorders Urinary incontinence 32 (100)
Subjects with any adverse event - . 288 (90.3)

» Source: Display SAF.AE.1

The total number of subjects who reported adverse events during the trial

was 288 (90.3%). Somnolence was the .most common adverse event,

reported by 80 subjects (28.2%). The 1nvesngator considered the relationship ,
.. with the trial medication as possibly, probably or very likely in 63 subjects. '

Other frcquently rf:ported adverse events were rhinifis (n=78. 24.5%),
headache (n=55, 17.2%), pharyngitis (n=55, 17.2%), hyperprolacmnaemxa
) (n~50 15.7%) and weight increase (n=49, 15.4%).

_ Rhinitis and pharyngitis were only sporadically considered drug-related.
" Headache was considered drug-related in 13 subjects.

Hyperprolactinaemia was considered drug-related in 26 subjects; the
relationship was not assessed in the remaining 24 subjects.
Hyperprolactinaemia and other prolacnn—related d1sorders are discussed in
section 4.5.3.4. - '

Weight increase was considered drug-related in the opinion of the

investigator in 36 of 49 subjects who reported this adverse event; weight
increase was not or doubtfully related in 4 subjects, and the relationship was

not assessed in 9 subjects. Body weight is discussed further in section

4.54.3.

452.1.2. Severily

The incidence of adverse events by severity (mild, moderate, severe) is
shown in Display SAF.AE.2. A tabulation of all severe adverse events by .
relationship to the trial medication is given in Display SAF.AE.7. A
summary table of 2all severe adverse events that in the opinion of the

JJRIS 02562417
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* * investigator -were possibly, pmbabl?-y"-mrﬂ;—v‘efy likely ‘related ‘to the trial

. experienced. one- o
. (5.0%) had” possibl)
;- events:. Treatment-

:;_

medication is presented in Table 4-17.

Tabie 4-17:  Incidence of possibly, probably or very Ilkely drug-
i related severe adverse events

Risperidone

- o . - - {n=319)
System Organ Class Preferred term n_ (%)
Psychiatric Disorders - Somnolence 1 (03)
Anorexia._ 1 (0.3)
Anxiety 1 (03)
Apathy 1 (0.3)
. Concentration 1mpau-ed 1 (0.3)
Body as 2 Whole—General Disorders Condition aggravated 2 (0.6)
o T Fatigne I (03)
B f o RE p et g " 7 jlegpain 1 (0.3)
Central & Peripheral Nervons System Disorders | Headache o1 {0.3)
Dizziness : 1 (03
Extrapyramidal disorder | 1 (0.3)
Metabolic and Nutrjtional Disorders Weight increase 3 (09
BRI G AT ST A Obesity 1 (03)
| White Cell 2nid RES Disorders B = Granulocytopcma 2 (0.6
cetoali 80 i -] Lenkopenia 1 (03)
Hyperprolacunaenua 1 (0.3)
w g ”Meﬂlcahon efror’ 1 ©.3)

>} Subjeets With 'onieor more severe adverse events that were, posmbly, -

- Iprobably or very hkely druo related " te = : 16 (5.0)
Subjects with one or more severe adverse event (related or not) | 40 (12.5)

Source: Display SAF.AE.7 and Listing SAF.AE.2

The majority of all-adverse events was mild. Overall, 40 subjects (12.5%)
severe. adverse events, and of these subjects, 16
ably ‘Of very hkely treatmcnt-related adverse
evere adverse events that were mported by more
than one subject were wcxght increase (n-3 0.9%), granulocympema and

n\

 The relationship of the adverse events to the trial medication was classified

as none, doiibtful, possible, probable or very likely. The iricidence of adverse
events by relationship to the trial medication is given in Display SAF.AE.3.
The majority of the drug-related adverse events were expected symptoms for
this class of dmug, ie, headache, fatigue, somnolence, hyperprolacnnacrma,
-increased appetite and weight gain.

JJRIS 02562418
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4.5.2.2. Deaths, other serious, and other sngmﬁcant adverse events ‘

4, 5.2.2 1. Deaths

None of the subjects included in the interim ana]ysis died during the trial.

45222, Other senous adverse events

An overview of all subjects with serious adverse events by WHO System-

organ class and preferred term is presented in Display SAF.AE.8.

A total of 38 subjects (11.9%) reported serious adverse events while on
treatment with risperidone. Serious adverse events (drug-related or not) that
were reported by more than one subject were aggxéssivc reaction (n=10,
3.1%), condition aggravated (n=5, 1.6%), and tardive dyskinesia, hypertonia,
abdominal pain, pharyngitis, viral infection and surgical intervention (n=2

. each 06%)

Scnous adverse events that were oonmdered dmg-rclated (ie, possibly,
probably or very likely) by the investigator are’ shown in Display
SAF.AE.10, and are summarized in Table 4-18.

. Table 4-18: Incidence of possibly, prob'ab!)'( or Srenr iikeﬁy drug-

related seripus adverse évents durmg nspendone _
treatment : '
AL Risperidone
(n=319)
System Organ Class Preferred term n %) |

Psychxamc Disorders Aporexia 1 (0.3)
c = Confusion . ) 1 (0.3)
'P:nphcral Ncrvous Systcm . Dyshnesxa tardive 1 (03)
_ 'Dysto 3w 1 ©3)
e "'Exlrapyramldﬂ dlsOtder 1 (0.3)
++|: Headache Llao 1 0.3)
A -qulgngsw won . 1 (03
Body as a Whole—General Disorders | Condition a ggravmd 1 (03)
- _ “Therapeutic response increased | 1 (0.3)
Gastrointestinal System Disorders “| Saliva incredsed . 1 (03)

Secondary Terms Medication error 1 (0.3) I
Skin and Appendages Disorders Urticaria I (03
Red Blood Cell Disorders - Pancytopenia 1 (03
Vision Disorders Glaucoma 1 (0.3)
White Cell and RES Disorders Granulocytopenia i 0.3)

Subjects with one or more serious adverse events that were possibly,

probably, or very likely drug related! 10 (3D
Subjects with one or more serious adverse event (relatnd or not)1 38 (119)

One additional subject (A3108) had an aggressive reaction Judged serious and possibly

drug-related during the placebo run-ip phase.

Source: Display SAF.AE. 10, Listing SAF.AE3
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- Ten subjects (3.1%) reported 15 drug-related serious adverse events during

the risperidone treatment phase. One additional subject (A3108) had an
aggressive reaction judged possibly dmg-related during the run-in placebo
phase. The majority of all drg-related serious adverse events were EPS-like
adverse events. All EPS-like adverse events (senous or not) are discussed in
section 4.5.2.2.4. i :

All drug—related senous adverse events ‘were rcportcd only once.

4.522.3. Adverse events leadmg to treatment disconﬂnuaﬂon

_ An overview of all adverse events that _lgzd fo permanent stop of the trial

medication is given in Display SAF.AE.12, and is summarized in Table

4-19.
- Table 4-19:  Incidence of adverse events leading to permanent stop
) Risperidone
- (0=319)
System Organ Class Preferred term n (%) _|
Central & Penpheral Nervous System Dyskinesia tardjve 2 (0.6%)
stordcrs . Hypertonia 2 (0.6%)
’ ’ Convulsions 1 (03%)
. Dizziness 1 (03%)
Dyskinesia 1 (03%)
Extrapyramidal dlsordcr 1 3%
Headache 1 (03%)
Hypokinesia I (03%)
Psychiatric Disorders Anorexia 2 (0.6%)
i Anxiety 2 {05%)
Somnolence 2 (0.6%)
1 | Appetit€ increased 1 (03%)
. r. 1{ Depressien, . o4 1 (03%)
Hallucination . 1 (0.3%)
Fatgie' ' 11 03%)
Injury 1 03%)
v Leg pain 1  (0.3%)
M Gastrointéstinal Syster Disorders 9 Diarthoea "t 1 (03%)
: ¢ swr Feowe o | Gastrosfiteritis 1 (03%)
' Nausea 1 (03%)
) o o Vomiting 1 {03%)
Metabolic and Nutritional Disorders ‘Weight increase 2 (0.6%)
Obesity 1 (03%)
Urinary System Disorders Face oedema 1 (03%)
Urinary incontinence 1 {03%)
Endocrine Disorders Gynaecomastia 1 (0.3%)
Resistance Mechanism Disorders Sepsis 1 (0.3%)
Respiratory Systein Disorders Dysproea 1 {03%)
‘White Cell and RES Disorders Granulocytopenia 1 (03%)
Subjects with one or more adverse events ieading to discontinuation 22 (6.9)

Note that a subject can have more than one adverse event that led to discontinuation
Source: Dlsplay SAF AE. 12 Llstmg SAF.AE 5 i B

s o
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, Twenty-two subjects (22, 6.9%).had. adverse events that resulted in A
il permanent discontinuation of-the trial medication. EPS-like adverse events .
that led to permanent d1scontmuat10n were reported by 5 subjects (see
section 4.5.2.2.4).

4.5.2.2.4 Other s:gmficant adverse evernis

The incidence of EPS-like adverse events is presented in Display
SAF.AE.11, and is summarized in Table 4-20. An individual subject hstmg

is given in Listing SAF.AE4.
Table 4-20:  Incidence of EPS-like adverse events
’ ’ Risperidone
. (p=319)
System Organ Class Preferred term n (%)
. ..-J-Central & Peripheral Nervous System Extrapyramidal disorder 125 (78
- | Disorders- - - - Hypertonia 1 14 49
: Tremor : 13 (41
- - . Bradykinesia 11 (34
N T Hypokinesia 10 @3
e @ S , Hyperkinesia 92 (238
LS : Dyskinesia o 10 (3.
? e “ Gait abnormal 6 (19
f b Dyskinesia tardive 2 (0.6}
i M- Dystonia 5 (1.6 '
! o * Oculogyric crisis ; 2 {06
" | Subjeets with 6ne or more EPS-like adverse event 71 (22.3)

Source: Display SAF.AE.11

Seven (2.2%) subjects had EPS-like adverse events that were reported as
. s'enous 2 subjects had;_.hypertoma (1 mild, 1 moderate), 2 subjects had
i 1°seVere, 1 moderate, see below), and 1 subject each with
cvcrc) hypokinesia (moderate), and dystonia

o f}‘i’ﬁzc‘ (116%)'§ubj§ct;££;$}51ancnﬂy discontinued treatment due fo EPS-like
of¥e s advcrsc events, and 2 subjects discontinued temporarily.

fie N * Overall, the majority of EPS-like adverse events was mild and possibly,
ST probably or very likely related to nspcndonc treatment.

Two subjccts reported reversible tardive dyskinesia.

A 9—year-o]d female subject (#3233, 0.6 mg/day nspendone) had an

unremarkable medical history. At the final visit, the subject was found to

have abnormal movements of the lips. She also tossed her head back and

occasionally jerked her shoulders back. The mother gave the last dose of

study medication 30 hours prior to the examination. The mother stated that .
she noticed that the head and triifical movéméments had béén going on for

2 months. The mouth involvement had not begun until approximately .
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45.3.

LY

Paefife b

12 hours after the “stidy tréatfnent had stopped:'(on-'Day 374). During a
follow-up examination 10 days later, the subject’s symptoms were improved
and later resolved (the time to complete recovery was not recorded) The oral
dyskinesia was diagnosed as tardive dyskinesia; another poss:blc diagnosis
put forward by the investigator was d:sconUnuanon dys}anesm.

A 7-year old male subject (#3278, 1 mg/day risperidone) had an unscheduled
visit for urticarial rash 133 days after the start of treatment. Occasional
movement of the lips was noted, and the nsPendcme dosage was reduced
from 1.6 mg/day to 1.0 mg/day. One week later, no movements were noted,
The following week, the subject prcscnted with marked labial movements,
diagnosed as moderate tardive dyskinesia, and medication was-stopped. The
subject recovered without treatment 2 weeks later. The rclatlonslup with the
trial medication was _]udged as very likely. This adverse event was reported
as sefjous.. . "

4. 5.2.2 5. Analys:s and dlSCUSSlOﬂ of deaths other senous adverse
events and other significant adverse even!s -

Ind1v1dua1 case. mports .on deaths, other serious advcrsc evcnts and adverse
events leading ‘to withdrawa] are given in Annex 6. These namatives are
based on the information that was available in the interim database and will
be updated in the Final Chmcal Report. b

CLINICAL LABORATORY EVALUATION

4. 5 3.1. Laboratory va!ues over tlme

Chmcal laboratory data ‘were, available for all subjects. Of the 319 subjects
w;ﬂi“‘data 305~ 96%)" ‘had i ymmd laboratory‘ d_ata ie, Both: at baseline
(screening) and at least once- during or. at.the.end of. tmatment Display

_ SAF LAB.1B: descnbes*the dess:nphve statistics -and. the distribution of

changes from’ open “Tabel 'basehne at. “the’ d1fferent tm{e points for
haesmatology and blochanustry Shift tables for each paramctcr are given in
:. Display SAF.LAB 2B. The results of the urmalys;s are presentcd in Display
" SAF.LAB.S. ' :

Overall, there were no consistent or clinically relevant changes in blood
chemistry or haematology, with the exception of prolactin (see section
4.5.3.4). There were no relevant changes in urinalysis.

4.5.3.2. Individual changes

The numbers of subjects with low, normal, or high _vélues, with respect to
laboratory normal ranges at screening and at the different.time points are

, given in Display SAF.LAB 2B -
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4533, Individual clinically significant abnormalities. - .

A total of 152 (50%) subjects showed important abnormalities at some time

during the trial. Of these 152 subjects, 61 subjects (20%) had a ‘code-4’

-important abnormality, ie, non-pathological laboratory values before

treatrent but at least 2 values - or the last one - during the observation
.. period were pathological (Display SAF.LAB.4B).

. Individual data on ‘code-4” important abnormalities are given in Listing
"SAFLAB.2B. The number of subjects with a ‘code4’ important
abnormahty are summarized in Tablc 4-21.

Table 4-21:  Number of subjects with "‘code-4’ lmportant .

W o d abnormalmes

Tt Y Laboratory test Risperidone
(n=319)

4 | total _

Clinical chemistry . . !_
Chloride )
Potassium
Total pmte.m

" Urea

R v-GT

b s A S
ALT
Bicarbonate

Haematology
Haemoglobin -
Haematocrit -
RBC : -
WBC , 1

_—>

P (R = R (R (W | =
NS4 I N

wl )]
VLl e [ i Joso o 1=

34

N == th O
T fna b [y oy

s 10T mcrease.tp abbvé up_ Ser patht
: f-h,lt}zi{l Jxd.déereaséto below1ower pathological Hmit
By e Fl,ﬂ Note: a sobject. could baye-morg than one codM’abnmmahty
6

S Sl W ¥ :
weigril There were 34 sub_]ects W1th pathologxcal]y low bicarbonate levels during the
trial, but this was considered not clinically relevant.

S Three subjects (A03517, A03944, and A03908) had code-4 ALT increases,
= . 1 subject (A03918) had code-4 AST increases, and 1 subject (A03963) had
code-4 ALT and AST increases. These 5 subjects are described below.

" Subject A03517, a 13-year-old Caucasian girl, had normal ALT values
(laboratory limit 30 U/L) at screening through week 4. At Month 3, the
subject’s ALT (39 U/L) was above the limit, and at Month 6 (61 U/L) '
exceeded the pathological limit of 60 U/L. (Becaise ‘this subject was
ongoing at the time of the interim analysis, there wére no laboratory data
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"~ beyond Month 6.) Although not included as a ‘code-4 abnormality, the

subject’s AST was above the laboratory limit at Month 6 (52 U/L). These
laboratory abnormalities were reported as adverse events; their relationship
to treatment with risperidone was judged doubtful. Other adverse events, all
of which were considered at least possibly, probably, or very likely related to
risperidone treatment, were appetite increase, weight increasé, and EPS.
Also Ieportcd were skin striae (its relationship to treatment was judged
' doubtfu]) Other Jaboratory abnormalities included elevated prolactin levels
at every evaluation, as well as decreased bicarbonate” or urea levels,
increased or decreased neutrophll and 1ymphocyte counts, and increased
eosmophﬂ counts sporadically at one or more evaluations between Screening
and Month 6 (see Listing SAFLAB.3 for further dctaﬂs) :

Subject A03944, an B-year-old black boy, had ALT values of 56 and 52 U/L
-~ at screening and week 4, respectively, ie, above the laboratory limit of
-+ 39 U/L. At Months 3 and 6, this subject’s ALT values were 94 and 148 U/L,
+ respectively, which exceeded the pathological limit of 78 U/L. (Because this
subject was ongoing at the time of the interim anmalysis, there were mo
laboratory data beyond Month 6.) Although not included as code-4
.. abnormalities, the subgect s AST values were above the laboratory limit at
' 'Monﬂxs 3 and 6 (56 and 75 UL, respectwcly) Alkaling phosphatase was
e]evated at Screening (491 U/L), Month 3 (496 U/L), and Month 6 (497 U/L,

7 nbrmal range 70-470 U/L). GGT was elevated &t Week 4 (33 UJL), Month 3

(87 U/L), and Month 6 (92 U/L). At Screemng and at each evaluation, the
following Iaboratory parameters were below the normal range: uric acid
(2.7-3 mg/dL), haemoglobin (11.9-12.3 g/dl), and RBC (3.97-4.2 x
06Imm?’) Laboratory abnormalities that appeared sporadlcally included

5 o ‘_elevated prolacun levels ‘ecreascd b1carbonate chlonde and sodium levels,

"sinophx] count The subject expenenced

fd treatment and somnolence on two
_occaszons"whlch were judgcd poss1b1y and probably related to treannent

Subject A03908, a 6-year-old Caucas1an boy, had ALT valves of 16-36 U/L
at' douyble-blind baseline through Month 9, which were within normal
laboratory limits (Jaboratory limits were 45 U/L at double-blind baseline and
screening and 39 U/L at Week 4-Month 12). At Month 12, the subject’s ALT
(97 UML) exceeded the pathological limit- of 78 U/L. The subject’s
haemoglobin level was decreased at Week 4 through Month 12 (12-13 g/dL).
Laboratory abnormalities that appeared ‘sporadically were decreased uric
acid, bicarbonate, RBC, WBC, neutrophils, and lymphocytes, and increased
eosinophils (Screcning only). The subject’s adverse events included
hyperkinesia, viral infection, m_]ury otitis medla, and upper resplxatory tract
mfecnon none of Whlch had any mlauonsmp to nspendone treatment. The
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A__. _ subject also experienced somnolence, because of which treatment was . 4
- "+ temporarily stopped. 2o .

Subject A03918, an 11-year-old Caucasian boy, had an AST value of 74 U/L
at screening, which exceeded the laboratory limit of 39 U/L. AST at Week 4
(38 U/L) was normal, but exceeded the laboratory limit at Month 3 (67 U/L).
At Month 6, the subject’s AST (83 U/L) exceeded the pathological limit of
78 U/L. (Because this subject was ongoing at the time of the interim
analysis, there were no laboratory data beyond Month 6.) The subject’s ALT
values were elevated at screening: and throughout treatment, ranging from
87 to 202 U/L. GGT values were ‘elevated at Month 3 (50 U/L) and Month 6
(66 U/L, nommal 1049 U/L). Lactate dchydmgenase was elevated at
Screening (310 U/L), Month 3 (320 U/L), and Month 6 (334 U/L, normal 77-
296 U/L) because of dyspnoea, somnolence, and weight increase (See
Annex 6). At Screening through Month 6, the subject’s bicarbonate levels
were decreased (20-21 mEg/L) and monocyte counts were increased (11-
- 14%). Laboratory abnormalities that appeared at Screening and/or at one or
.more visits during the trial included decreased urea, meutrophil count, and
lymphocyte count, and mcreased eosinophil count.

Sub_)ect A03963 a:n ll-year-old Caucasmn boy, had ALT and AST values
, within normal laboratory limits (ie, 39 and 42 U/L for ALT and AST,
'respecm'ely) at the double-blind baseline and screening. At Week 4, ALT '
and AST were 231 and 157 U/L, which were above the pathological Kmit
(78 U/L for both). When determined 1 week later, ALT and AST remained
elevated at 291 and 170 U/L, respectively. Transaminases had returned to
normal at Month 3 (21 and 28 U/L, respccuvcly) and rema.med normal at
Mont.h 6.(15 and 24 U/L respecnvely) Lactate dellydrogcnase was elevated

ek so con51dc cd to have no rclatlcmshlp or dOubtful relaﬁonshlp to

" freatment  were coughing, injury, and pharyngitis. Other laboratory
abnormalities included elevated growth hormone and prolactin levels at
Months 3 and 6, decreased haemoglobin at Weeks 4 through Month 6 (12.1-
.13 g/dL), decreased RBC at Screening through Month 6 (3.8-4.1 x 10%mm’),
and decreased neutrophil counts at Week 4 through Month 6 (2644%). .
Laboratory abnormalities that appeared sporadically included increased
bicarbonate, decreased bicarbonate, and increased lymphocyte count.

4.5.3.4. Prolactin levels

‘Descriptive statistics and distrbution of changes ﬁ'om tbe ‘open labcl .
screening at the chfferent time pomts are prescnted by sex in Display
SAF.LAB.3B. Shift tables are shown in Display SAF.LAB.5B. The data at
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Lo

endpoint and af Month 12 &# suriiarized ifi Table 4-22." A graphical display

of prolactin levels versus time is'shown ir Figure 4-3. .
Table 4-22: Mean (x SE) prolactin levels (ng/mil) by sex
~ Risperidone
(n=319) B
Open labe] baseline Re-assessment time
Time point N Mean £ SE Median Mean £ SE r Median .
Males ‘ .
[Month 12 112 8.410.8 53 165+1.0 14.7
ndpoint 229 8305 55 182+0.8 16.0
‘emales A
onth 12 14 8115 [ - 52 3341105 185
ndpoint 42 96+1.4 6.3 265+4.2 18.7
SE: standard error
Source: Display SAFLAB.3B
Figure 4-3: Prolactin levels (mean = SE) versus time
T a. Male subjects
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o ; Figure 4-3: Prolactin levels (mean = SE) versus time .
% ’ ' b. Female subjects '
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There was an increase in mean prolactin levels from screening to Week 4 in
both sexes. Mean levels of male subjects increased from 8.3 ng/ml to 29.0
ng/ml, and levels of female subjects increased from 9.3 ng/ml to 37.0 ng/ml.
Thereafter, the mean levels decreased, but they were still elevated at
endpoint: 18.2 ng/ml in the male subjects, and 27.6 ng/ml in the female
subjects. Lo _ -

" aemmr——THetE “Were fi0 §érious adverse_events that were related to the increased

-.prolactin levels, _

é

‘Hyperprolactinaemia was reported as an adverse event by 50 subjects
(15.7%). Out of the 57 adverse events, 42 were reported as mild, 14 as
moderate, and 1 adverse event was severe. The relationship with fsperidone
treatment was considered possible (n=6), probable (n=6) or very likely
(n=18), and was not assessed in 27 cases. Hyperprolactinaemia was
considered a laboratory finding that had no clinical relevance.

In most subjects, hyperprolactinaemia was a laboratory finding that had no
clinical symptoms. '

In total there were 16 subjects with symptoms that could be related to
increased prolactin levels. There were 13 reports of gynaecomastia by .
11 subjects.-In 7 subjects, gynaecomastia was fransient, and the subjects
recovered. In 10 cases, the adverse event was mild, and in 3 cases it was
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considered moderate. The relationship with risperidone treatment was
considered possible (n=5), probable (n—li) or very likely (n=4). One case of
local oedema. in. the left breast was considered unrelated. The dosage was
adjusted in 1 subject, and another subject permanen'dy discontinued
treatment. '

There was 1 case€’ of moﬂerate trans;ent galacton'hoea that wa considered
doubtful related to treatrment with risperidone and resolved without

 intervention. Other adverse events related to the female reproductive system

that were reported by- 1 subject each during the trial were mild amenorrhoea
(very likely related, recovered after treatment with Nozmcnsal®), mild
menorrhagia (relationship not assessed; resolved without intervention), mild
dysmcnorrhoca (not related, subject recovered after treatment with Anacin®)
and mild vaginal bleeding (not related, treatment was tempomnly
dxsconmmcd and the subject recovcred without treaimcnt) .

Al subjects w1th prolactin-related adverse events are 1dsu11ﬁcd in Table
4-23. :

JJRIS 02562428
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& Table 4-23:  Subjects with prolactin-related adverse events
Total
Subject ID ) Days to onset/ |Duration Drug Action
Sex/race/age [|Event Dose at onset |(days) [Severity |relationship |taken Outcome |Treatment
AD3004 Gynaecornastia |207/ 178 Moderate |Probably (Nome  |NotRcvd [None -
C/M/9 yr . 1.2 mp : :
A03374 Gynaecomastia |3/ 27 Moderate { Very likely {Perm. |Rcvd None -
C/F/8 yr 02mp Stop
A03483 Gynaecomastia [260/ 53 Mild  [Possible {Nome |Rcvd None
C/M/13 yr 1.4 mg
313/ 132 Mild |Possible © [Nome  |Rcvd None*
. {14 mg
A03489 - |Gynaccomastia - |63/ 105 | Mild Very likely |None Revd None
C/M/11 yr ' 2.1mg
AD3299 Gypaecomastia . |50/ >44 Mild Probably |Dose  |Not Revd [None
C/M/14 yr 2.8 mg . adjusted
A03303  [Amenorthoea |18/ 254  |[Mild  |Verylikely |[None [Revd  |Normensal®|
C/F/14 yr 2mg )
AD3344 Nonpuerperal |92/ 197 Moderate {Doubtful |None  |Revd None
C/F/13 yr  |lactation " |3.1mg '
(galactorrhoea) .
A03352 Gynaecomastia |84/ >1 Moderate {Possibly None Not Revd {None
C/M/14 yr 4 mg
AQ3044 Gypaecomastia |38/ 144 Mild Possibly None Revd None "
C/M/12 yr 1.6 mg .
i 367/ >1 Mild Very likely {None. [NotRecvd |None
1.9 mg
AQ3464 Vaginal 144/ 4 Mild None Temp |[Revd None
C/F/10 yr haemorrhage 0 mg stop
(bleeding)
; A03190 Gynaecomastia "|134/ >1 Mild None . None  (Revd None
.y CMA vt 1.8 mg
o AQ3922 Gynaecomastia |113/ >1 Mild Possibly None Revd None
. B/M/13 yr 25mg
! A03933 Dysmenorrhoea |33/ 1 Mild None Nome  |Revd Anacin’
f C/EN3 yr 2 mg )
[ A03237 Menorrhagia 48/ 13 Miid Not None  |Revd No
C/EN2 yr 1.3 mg : assessed
A03703 - Gynaecomastia |24/ 34 Mild Very likely |[None  [Revd No
B/M/9 yr 2 mg :
A03907 Gynaecomastia |76/ 92 Miid Probably [Nome |Rcvd No
C/M/12 yr 1.5mg )

.

C: Caucasian; B: black; M: Male; F: female; yr: year(s); Rovd: Recovered; Permy/Temp Stop: Risperidone
treatment permanently or temporarily stopped. '
Source: Listings SAF.AEAQ.1, SUB.DM.1, SUB.CT.1
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OTHER SAFETYOBSERVAHONS norgg R et
4.5 4.1. V'utal signs and physical fmdmgs .
Vital signs were recorded at each visit except Visit 2.

Display SAF.VS.1B shows the descriptive statistics for body temperature,
systolic and diastolic blood pressure (SBP, DBP), pulse rate and respiration
rate- at each visit. A summary of the data at endpoint and at Month 12 is
given in Table 4-24. :

B Table 4-24: Summary of viial s:gns. mean (z SE) and mean change (=

SE) from open label baseline at Month 12 and at endpoint

R1Spcndanc
- (n=319) i
A " Change from open labet baselme
“{ *N~|' Mean+SE MeantSE |-~ 95%CI | p-value'
ody temperature (degree Celsius)
Month12 159 363+0.04 | -0.08:+0.04 (-02; -0.0) 0.061
“Endpoint " 209 | 36.4+0. 03 | -0. o4+004 (-0.1; -0.0) 0.232
*'Systolic blood pressure (mmHg) " o
1 Month 12 172 | 105.8%1.0 3.0i0.9 (1.1:4.8) 0.002
Endpoint 319 { 105.0+07 21407 0.7: 3.4) 0.003
5 “IDiastoli¢:blood pressure (mmHg) :: R G
[ Month 12+ - ] 172+ 679209 29109 | @2;47) 0.001 ‘
Endpoint 318 67.820.6 1.8+0.6 . {0.6; 3.0) 0.005
(Pulse rate (bpm)
Month 12 172 80.520.9 -l4+1.1 (:3.5;07) 0.198
Endpoint 319 81.9+0.6 0.1£0.8 (-14:; 1.7 0.883
espiration rate (1/min)
Month 12 1171 | 20 s+03 ¥ 01204 (-1.0; 0.8) 0.827
St o O Endpeints ey w3190 242002B.28 pis B f‘( .97 05) 0.567

SE: standard CITOI'(. bl g asd et
CI. confidence interval

. g Two—mdcd p-yulue for paired T-feston changc from open label baseline .
Source DlsplayASAF VS 1B . G ) ) .

_Ov Fail, tht_ere were sma]] changes durmg the tnal WhICh Wwere not chmcal]y
" ‘relevant. "

Blood pressure and pulse rate were classified as normal or abnormal
according to the ciiterla ih Table 3-2. The classification of the shift versus

" open label baselinie is glven in Dlsplay SAF.VS.2B and is summanzed in
Table 4-25.

1 T S .
L
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Table 4-25;:  Classification of vital signs:.frequency distrjbution of
shift versus open label baseline at Month 12 and at .
' . endpoint 4
Risperidone
(n=319)
Month 12 Endpoint
_ @=167) (n=310)
Vital signs .. n {%) n_ (%)
Systolic biood pressure (mmHg)- _
Normal ' 165 (98.8) 305 98.9)
Abnormal below 2 (1.2) 5 (1.6)
Diastolic blood pressure (mmHg) .
" |Normal : : 163 (97.6) 304 (98.1)
Abnormal below 4 (2.4) - 6 (1.9)
Pulse rmte [bpim)
Normal _ 167 (100.0) 309 99.7)
Abnarma! above 0 (0.0) 1 0.3)

. . _ . Source: Dlsp]ay SAF.VS.2B

On]y very few sub_]ects had abnormal low (blood pressure) or high (pulse
" rate) valucs Individual valucs for these sub_)ects can be found in Listing
T SAFVS
. # T AN :

A physwal examination was pcrformcd at screening and at Visits 9, 12, and

* 14. THe data are shown in Display SAF.PE. Overall, there were no.clinically - '
relevant changes. -

4.5.4.2. Electrocardiogram

. ECG recordings were performed at the start of the trial, at Visit 12 and at the
g ,end of the tiial. An_‘add‘monal ECG recording was pcrfotmcd at Visit 9 for
' sub_]ccts from the 2 Hungarian centres Szeged and Baja. '

LERERLE ¢ T~

interval, IT CB interval, PR interval, QRS complex QT mterva.l a.nd RR
1nterval .as. well as QTc intervals using Bazett’s formula (QTcB) and
Fndcnc:la s formula (QTcF) are prcscntcd in Display SARECG.1B and
summarized in Table 4-26.

* o Wgmmpee gy

To cnsure accurate interpretation, all ECGs were measured and interpreted
by a third party (child cardiologist, Charles I Berul, MD, Department of
Cardiology, Children’s Hospital, Boston, Massachussetts), under the
responsibility and according to the instructions of JRF. v

Relative to the OL baseline, there were statistically signiﬁcaxit mean

decreases in axis (-1.97 degrees, p=0.039) and heart rate (-3.7 beats/minute, :
p<0.001) and statistically significant mean increases in JT interval (+6.17 . .
ms, p<0.001), and QT interval (+6.88 ms, p<0.001). These mean changes

had no clinical relevance.

Blar K JJRIS 02562431
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Because of ‘the phys;ologlcally highier* -heéart ‘rates in chﬁdren and the
increased heart rate associated with nspendonc treatment, Fridericia’s
correction formula was considered more appropriate for the correction of
QTc intervals in this paediatric population than is Bazett’s formula.?

" Fridericia’s formula (QT/cube root RR) has been demonstrated to be

appropriate in other populations as well (adult schizophrenics and eldcrly

" demented patients). % QTc intervals corrected using the different correction
formulas are presented in Display SAF.ECG.1B. No changes from baseline
were observed. "

Table 4-26: Summary of heart rate and QTcF results at week 12 and

endpoint
Risperidone
(n=319)
) : NS Change from open label baseline
. N | Mean+SE | Mean*SE | . 95%CI | p-value!
art rate (beats/minute) Ty e %

Month 12 145 77.0%1.3 -5.6x1.3 (-8.1;-3.0) < 0.001

Endpoint 269 79.0+1.0 -3.7£1.0 (-5.7;-1.7) < 0.001
IQTcF interval (xms) .

Month 12 ’ 145 | 387.9%l5 22115 (-0.8;5.2) . 0.151

Endpoint 260 § 3866+11 | +1.7%12° ‘| (0.6:4.0) 0.152
SE: standard error .
CI: confidence interval® -~

"Two-sided p-value for paired T-test on change fmm open screening
Source: Dzsplay SAF.ECG.1B

The dxstnbutwn of ECG data outside the nommal range is presented
Dlsp]lay SAF.ECG.2.

g

| The followmg cmsna were uscd tcxlassﬂ’y QTe intervals as abnormal or
-+ pathiological in the ‘Committeg for .Pm‘ﬁn’etary Medlcmal Products (CPMP)-

proposed categones

et

g Femz{fé‘ 2450 ms | Male: €430 ms
. Femnale: 451470 s~ Male: 431-450 ms

'Pmlonged : Female: >470-500 ms' Male: >450-500 ms
‘ Patbologlcal >SQO ms (fcmale and male)

The dlstnbutmn of QTcF intervals is summarized in Tablc 4—27
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Table 4-27:  Distribution of borderline and prolonged QTcF intervals

Risperidone . _ .
(N=319) 4
Normal Borderline Prolonged
- N n (%) n % | N (%)
QTcF
Screening 297 295 {99.3) 1 {0.3) 1 (0.3)
Month 6 245 243 {99.2) 1 0.9 1 ©4
Month 12 145 145 (100) 0 (©) 0 ©)
.. |Endpoint 269 . 268 (99.6) 1 0.4) 0 0)
Source: Display SAF.ECG.2

Two subjects had prolonged QTcF: one at screening and one during the trial.
One male sub_)ect (A03284) had a QTCF interval that was prolonged (500
ms) at screening but not during treatment. One male subject (A03001) had a
QTCcF interval that was prolonged (490 ms) at Month 6 but nommal at
screening and at Month 12. No subjcct had patho]ogxcal QTCcF intervals at
any time during the study.

Increases- in QTc  values from baseline were expressed in the
CPM.P—proposed categones as follows

Unlikely to raise concern: <30ms . . .
Concern about potential risk: 30-60 ms ’
Clear cencem about potential risk: >60 ms

The distribution of increases in QTcF values is sumniaﬂzcd m.Table 4-28.

Table 4-28:  Distribution of lncreases from open=llalbel baseline in
o ooeeriis " 'QTCF values I - .

P el T IR eneridone
N=319) o :
. ] <30 ms 30-60 ms > 60 ms
s dge s> e IN AN (%) 'S (%) N (%)
+|Month6'-~ - §231 207 - }(89.6) |22 9.5 |2 0.9)
“{Momth 12 - 1137 {127 927) {10~ [(7.3) |0 (0)
Endpoint 253 234 92.5) |19° (750 |0 (0)

Source: stplay SAF ECG. 4B

At endpoint, 19 sub_]ccts (7.5%) had QTcF increases of 30 to 60 ms relative
to the OL baseline. Two subjects (0.9%) had increases in QTcF values of
>60 ms at Month 6 only.

Subject A03001 an 8-year-old boy, had a QTcF increase of +100 ms to a

prolonged value of 490 ms. QTcF for this subject was normal at screening -

and Month 12 (390 ms). For subject A03217, a 10-year-old girl, QTcF

increased from 330 ms at screening to 400 ms (+70 ms increase from ’
screening or an increase of clear concern) at Month 6; at Month 12, QTcE

was 390 ms (+60 ms increase, or an increase of concern). Despite these

nRE T L | JJRIS 02562433
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increasés, however; thissubject’s QTcF:remained within-the normal range
throughout the study. . .
4.5.4.3. Body weight
Subjccts were wei ghed at baseline and at Visits 7, 9 and 12 and at the end of
the trial. . na
The descriptive statistics for body weight; he1ght and the BMI are given in
Display SAF.VS.3B. The data at endpoint and at Month 12 are summarized
in Table 4-29. BMI versus time is graphically displayed in Figure 4-4.
Table 4-29: Summary of body height, weight and BMI: mean (= SE)
and mean change (= SE) from open iabel baseline at
o Month 12 and at endpoint
Risperidone
(n=319)
. 3 . Change from open label baseline
y N | Mean+SE:| MeanSE | -95%Cl | pvalue!
ody weight (kgL)
Month 12 172 | 42.8%1.1 73103 (6.6 ; 8.0) <0.001
: Endpoint 314 421409 63103 (59; 6.8) <0.001
Ik i cer e (wo [Body hefght (em) oo ;oA . TRy s
: ot nae,o | Month12. R 72 {4 e 7q_ 0_2 ) (66 7 5. <0.001
I Endpomt o 314 ) 52+02' 48:56) | <0.001 . .
" [Body mass index (kg/m®) ; :
Month 12 172 19.4£0.3 - 1.7%0.1 (15; 2.0 <0.001

. Endpoint 314, 19.5+0.2 1.7+0.1 (1.5; 1.9) < (0.001
SE: standard error ; g .

CI conﬁdence interval

. &d p-value for palred T test on
s Display SAF,VS:3B.: .- 1
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-Figure 4-4: - .Body Mass Index{mean = SE)versus time . - .
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- Body wexght mcreased by an avcrage 6 3. kg (+ 0. 3) fmm baseline to _
o ': endpomt. This mcmase was stahsﬁcally significant (p < 0. 001) 'Since the '
R, W subjects were children from 5 to 14 years of age, the effect of risperidone on -,
body weight was confounded by growth. The height of the subjects increased
by 5.2 cm ( 0.2) on average from baseline to endpoint. The typical child in
the trial was a 10-year-old boy with a baseline weight of 35. 9% kg and a
height of 140.16 cm. According to the Natlonal Centrc for Health Statistics
(NCHS) pt:rcentﬂes,23 the 758 percennle wmght at-age:10 years is 35.61 kg,
similar to the average weight in the present study. As the 75™ percentile
weight at age 11 years is 40.38 kg, the average natural weight gain expected
over a 1-year period would be 4.77 kg. This implies that of the 6.3-kg weight
gain during the trial, 4.77 kg might be attributed to natural weight gain and
. 1.53 kg to treatment with risperidone.

The increase in BMI was 1.68 + 0.1 kg/m® at endpoint. This effect was
statistically significant (p<0.001). The increase in BMI was especially
observed during the first 3 months of treatment. The BMI remained stable
thereafter. The average BMI at baseline in the present study (17.7 kg/m?®)
was close to the 50 percentile for BMI at age 10 years (17.2 kg/m?).? Since
the 50™ percentile at age 11 years is 17.8 kg/m the natural increase
expected over a 1-year period would be 0.6 kg/m This implies that of the -
1.68 kg/m® increase during the trial, 0.6 kg/m? might be attributed to a
natural increase and 1.08 kg/m? to treatment with risperidone. .
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adverse event was mild E(n-l'}') or moderatc (n=18). One event was
considered severe. The relauonship with HSpendone was judged as possible
(n=8), probable (n=14) or very likely (n=10). One adverse event was
considered unrelated, and for 3 events the relationship was not assessed.

' Appet]tc mcreased was* reportea 36 nmes by 32 subjects (10.0%). The .

. : 4 Welght increase was reported-51 times by 49 sub_lects (15.4%). The adverse
i © 7 77 events'were mosily mild (5=29) or moderafe (n=18). Four subjects reported
' a severe weight increase. The drug-relationship was mostly assessed as
possible (n=5), probable (n=20) or very likely (n=10). For 4 events, the
relationship was doubtful, and 2 events were unrelated. The relationship of
the remzunmg 10 events was not assessed.

Moderate obesitas was reported by 2 sub_]ects and 1 subject reported severe
obesitas. The relatxonshlp was risperidone treatment was Judgcd as possible,
pmbable or vcry hkely (n—l cach)

Twelve subjects raportcd appetite increase along with welght mcrease and 1
subject mportcd obesitas together with weight increase. None of these
_ adverse events was reponed as serious. ! 3

~ For" the adversc ‘events- wéi‘ght“ ificrease” and/or appc’uts increase and/or
obesitas, the dose was adjusted in 3 subjects. In 4 other subjects, the adverse
A events l_ed to a permanent .discontinuaﬁon of the treatmerit. .

4.54.4. Extrapyraniidal Symptom Rating Scale (ESRS)

. 'The presence and severity of extrapyxmmdal symptoms was assessed at each
° . visit with the cxccpuon of screening and Visit 2. The data dre shown in
e “Hhean ' _score at the different
| scoTe 216 summanzed in
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Table 4-30:  Total ESRS score: mean (= SE), median (min, max) and
_mean (= SE) change from open label baselme at the

different time points
Risperidone
(n=315)
Change from open label
. baseline
Timepoint | N | Mean+SE | Median (min; max) |- Mean*SE | p-value'
aseline - | 310 § 12+ 02 { 00 (0.0; 35.0) o .

Week 1 2311 | L0£02 | 0.0 (00; 250 02+01 | <0001

Week 2 307 | 1.1£02 | 0.0 (0.0; 25.0) 0.1 £ 0.1 0.434

Week 3 307 | 08 £01 | 00 (0.0; 14.0) 0.3 % 0.1 0.014

Week 4 308 | 0901 | 0.0 (0.0; 14.0) 03 + 0.2 0.029

onth 2 289 | 0801 | 00 (0.0;: 12.0 0.4 + 02 0.031

nth 3. 291 | 08 £ 0.1 | 00 (0.0; 14.0 0.4 + 02 0.008
' [Month4.. | 275 | 0701 | 00 (0.0; 14.0) 05 =02 0.001
onth 5 | 274 | 08 0.1 | 0.0 (0.0; 14.0) 0.5 + 02 0.008

onth 6 273 | 07£0.1 | 0.0 {0.0; 14.0) 05 +02| 0013

onth9-~ | 201°| 08+ 0.1 [ 00 (0.0; 11.0) 06 =03 | 0017
onth12~.{ 172 | 07 £ 0 { 0.0 (0.0; 12.0) 07 £ 03 0.003

Endpoint 319 | 07+ 041 | 00 (00;.120)- | . 05+ 02 0.006
Maximum | 319 | 22 £ 02 | 1.0 (00; 25.0) 1.1x01 | <0001

SE: standzrd ‘error EE R
-+ min, max: minimum, maximum ‘ -

Nonimputed results . .

! Two-sided p-value for Wilcoxon si igned rank test on change from open label basehne

Source: Display SAF.ESRS.1B

The overall level of extrapyramidal symptoms was very low. The median -
~ scorewas always 0. 0 the maJonty of SubjCCtS chd not show any ESRS scores
‘' différént from zero at any time point dunng the mal 'I‘he mean score at the
el et iRoseorrle i SE TR SR 3

P e e 2 'Th_c mean ESRS score decreased during
0 D ""—'Ei’kpéfﬁdong"fmgt*ﬁ%nt fhd was 0.7 at endpoint. The mean decrease ranged
from -0.1 at Week 2 to -0.7 at Month 12. The mean decrease at endpoint was
-0.5. The decrease was statistically significant at all time points except at

Week 2.

E
.

The maximum value at baseline was 35.0 and the maximum score on
treatment was 25.0. The overall mean maximum score on treatment was 2.2,
which was statistically significantly higher than the score at baseline.

4.5.4.5. Tanner Staging and Grow!ﬁ

Tanner staging was performed at baseline and at Visits 12 and 14. The data
are shown in Display SAF.TAN.I, and are summarized in Table 4-31.
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Table 4-31:  Frequency-distribution 6fthe change in subjects’

s 7.7 . Tanner staging condition at Month 12 and at endpoint
Risperidone N
(n=319)

Open label baseline Month 12 Endpoint

‘ ‘ (0=310) (@=171) (n=292)
Tanner staging ] n (%) N (%) .. =n (%)
o T F 217 @87 13 06 | 24 (82)
1 186°  (60.0) 78 @456y |, 148 (50.7)
2 52 6.8 |7 32 . 81 | 46 (15.8)
3 22 (7.1, | 23 (13.5) 33 (1L3)
4 18 (5.8 18 (10.5) - 30 (10.3)
5 5 (1.6) 7 (4.1 - 11 (3.8)

Y The Tanner staging scale does not contain a ‘0’ rating. It is highly likely that j investigators
erroneously coded ‘0’ instead of a rating of ‘1. A review of mdmdual subjects with a rating of
0’ at any time mdicates that subjects with a rating of ‘0" were young, ie, <10 years of age.
Source: Display SAF.TAN.1

m— R

Sexual maturation progressed dunng the tral. At entry, there were 213
(68.7%) children with a Tanner score of 0 or 1. At e:ndpomt the number
decreased to 172 (58.9%), while the number of subjects in a higher Tanner

_ __stage mcreasch -

- The sub]ects grew durmg the trial. Mean helght at endpomt bad increased by
' 5.2 #°0:2 crn) from 140.3 + 0.96 ‘cm’at the open-label baseline to 145.2 +

0:94 em at endpoint (p<0.001). A growth rate of 5.3 cm/year might be
expected in children of the same age (according to NCHS percentiles™).

4,5 4.6. Cha*xg% in cognitive funcﬁﬂn

;Cogmtwe Tests were performed at- Vis1ts 3 12 and 14

I'/'._(

4.54.6.1. Mod.fﬁed verbal learning test

CHEET SRIENTCIEC R ’
The results of the modxﬁcd verbal leaming test (long delay ﬁ'ec recall, short

t -+ delayfree. recall, total correct recognized, total correct not recognized, and

v total-corréct) are” shown in Display EFF.CT.1B. A summary of the scores at
" endpoint-and Month 12 is presented in Table 4-32.
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' Tabbe 4-32: Modified verbal learning test: mean (x SE)-and mean (x SE)
L change from open label baseline at Month 12 and at

endpoint - 7
Risperidone
(n=319)
- . Change from open label baseline
Cognitive test N { Mean*SE Mean+SE | 95%CI | p-value'
odified verbal learning test
Total lomg delay free recall ‘
Month 12 166 | 66+02 0.9+0.2 (05;12) | <0.001
Endpoint 285 | 6.5+0.1° 0.6+0.1 (0.4; 0.9 < 0.001
Total short delay free recall
Month 12 166 | 31407 2.2+07 (0.8;3.6) 0.002
Endpoint 285 { 31.6+05 2.1+0.5 (1.1;3.1) <0.001 u
Total correct ) ) )
" Month 12 166 | 17.5£0.3 1.0£0.3 0.3; 1.6) 0.005
Endpoint 285 | 175403 0.6+0.3 0.1; 1.1) 0.014
SE: standard error -

" Cl: confidence interval
! Two-sided p-value for paired T-test on change from open label baseline
- .Source: Display EFF.CT.1B

Overall, there was a small increase in the total number of items that was
o . . recalled. The effect was statistically significant for the long delay free recall.
; o test at all time points.(all p < 0.001). The effect for the short delay free recall
test was statistically significant at endpoint and at Month 12, but not at
Month 6 (p = 0.202).

There was a small increase in the overall total number of items that was.
correctly recognized and cormrectly not recognized. The effect was
statistically significant at ‘endpoint and at Month 12, and borderline
signiﬁcant at Month 6 (p = 0.05).

Chagdgrinemaol e o 08 et Ll

4 5.4.6.2 Conzmuous pexfonmnce task

i1 T ek Ve S St g o e e 24

. .“The results of the contmuous perfonnance task -are shown in Display
- EFF.CT.2B, and are summarized in Table 4-33. Only the total scores are
summarized, the scores for the first and second half can be found in Display
EFF.CT.2B.

JJRIS 02562439
Confidential/Produced in ngatlon Pursuant to Protective Order



A e oL T A

455.

‘Table 4-33: Continuous.performance task: mean (x SE) and mean (x
SE) change from open label baseline at Month 12 and at

endpoint
) Risperidone
(n=319)
. . Change from open label baseline
Cognitive test N | Mem+SE | Mean+SE | 95%CI | p-valve'
IContinuous performance test, easy
Total hits
Month 12 155 | 35.810.6 20106 .(0.85 3.2) 0.002
Enjpomt 271 | 362404 ° 1.8+04 (10;2.6) < 0.001
Total false alarm ' ' B
" Month 12 154 6.0+1.0 <1912 - (-42;0.3) 0.096
Endpoint - 271 6.0£0.7 23408 - | (-39;-0.8) 0.003
Total misses . . :
Month 12 155 42206 . -1.820.6 (-3.0; -0.6) 0.004
. Endpoint. 271 3.8204 - -1.6+0.4 (-24; 0.8) < 0.001
Continuous performance test, hard o
Total hits B P :
Month 12 133 | 364105 22407 (0.8 3.6) 0.002
“Endpoint” | 248 | 35.8404 - 1 19+05 (1.0; 2.9) <0.001
Touﬂfa]sealarm A RS e N
-« Month 12 .. | 133 4 19.5£89. | -26xkl (4.8;-04) 0.023
Endgnmt 248 | 14.1+4.8 -3.3+09 (-5.1; -1.6) < 0.001
Totall misses B ) '
Month 12 132 434059 -1.7+0.9 (-35;02) 0.073
Fndpoint 748 45406 -1.74+0.6 (-2.8 ; -0.5) 0.004

The mean reaction t:mes';for hlts and false alarms decreased (range -23.0 to

SE: standard error

CL: confidence interval

! Two-sided p-value for paired T-test on change from open label baseline
Source: stplay EFF.CT.2B

. ..,.,.

-99.8 ms) but the effect was not always stanshcally 51gn1ficant

9 L

SAFETY CONCLUSIONS

The results from the saféty analysis shovﬁ that long term treatment with 0.02
- 0.06 mg/kg/day rsperidone (mean treatment duration 261.0 % 7.2 days)
was safe and well tolerated.

The most commonly reported adverse events were somnolence (28.2% of all
sub_]ects), rhinitis (24.5%), headache (17.2%) and pharyngms (17.2%). The
majority of all adverse events was mild. EPS-like adverse events were
reported by 22.3% of all subjects. The overall EPS-level was low. The
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ma_)onty of subjects did not show: any ESRS scores dxffcrent from zero at
" any time point during the trial. -

Mean prolactin levels increased from scre‘cning to Week 4. Thereafter, the
mean levels decreased, but they were still elevated at endpoint. Females

. attained higher Jevels than males. Increased prolactin levels led to clinical
manifestations in 16 subjects (5.0%). There were no serious adverse events
that were related to the increased prolactin levels.

An’ increase in body weight was especially observed during the first
3 months of treatment. According to the NCHS percentiles,*** 4.77 kg (76%
of the weight gain) might be attributed to natural weight gain and 1.53 kg
(24% of the weight gain) to treatment with risperidone. The increase in BMI
was 1.68 kg/m® at endpoint. The natural»incrcase in BMI during a I-year
period at age 10 years is 0.6 kg/m®. Weight increase was reported as an
adverse event during treatment by 49 sub_)ects (15 4%). Appetlte increase.
was reported by 32 subjects (10. 0%) ‘

Cognitive function was assessed by means of a modified verbal learning test
~ and a continuous performance task. The mean scores on both tasks showed a
: ; _ small, but staﬂsucally significant improvement at cndpomt and at Month 12.
' "7 . There was no indication that risperidone had a negauve effect on cogmnve
- .-~ ~function. - .

1
My

5.  SUMMARY AND DISCUSSION

Conduct and other disruptive behaviour disorders are among the most
common forms of psychopathology in children and adolescents. The
il b replrted prevalence of psychiatfic consultations for these disorders, which
cloids“Conduct Disordery Oppositional Defiant Disorder “and Disruptive
 Amsdt- 34 % Behavioar: Disordér not"othierwise specified, has varied from 20% to 64%. -
Factors that predispose individuals to greater Severity and poorer outcome
... include comorbid condmons amongst which ADHD and reduced
""""mtelhgence n .

There have been many different approaches to the treatment of conduct and

other disruptive behaviour disorders, including drug therapy, behavioural
treatment, psychotherapy, cognitive and social learning. The efficacy of

tisperidone (mean dose 1.16 mg/day) for the treatment of this condition in

mentally retarded children was demonstrated in a 6-week double-blind,

placebo-controlled, randomized, parallel group trial. Statistically significant

differences between the placebo and risperidone group were observed as

early as Week 1 on all primary and secondary parameters, and across a11

scales (RIS-USA 93). ) .

-
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=" baschne to endpoint as measured on the Conduct Problem subscale of the N-

VA subgroup ‘analyses’ for the pnmary efficacy parameter revealed no
 differences ‘bétween subjects with conduct disorder, with oppositional

Because of the-chronic nature of the conduct and other disruptive behaviour
disorders, phammacotherapy is used on a long-term basis and is directed to .
the maintenance of the respomse achieved and the prevention of a
symptomatic and functional deterioration. Long-term therapy necessitates an -
effective, well-tolerated treatment with a high level of subject compliance.
The purpose of this open trial was to gather such data.

An interim analysis was carried out in order to provide the regulatory
-authorities with long term safety and efficacy data in a sufficient number of
young subjects. All subjects that entered the study before 31 July 1999 were -
included in the interim analysis. .

Out of the 319 subjects that entered the trial bﬁforé 31 July 1999, 19 subjects
had previously participated in study RIS-CAN-19 and 300 subjects newly
entered the trial. S1xty subjects (18.8%) dropped out before trial compleuon

‘The overall mean mode dmly dosagc was 1.64 & 0. 04 mg/day or 0.021 +

0.001 mg/kg/day, and the mean treatment duration was 261.0 7.2 days

* (range 1-498 days). Out of the 319 subjects, 230 subjects were treated for 6

months or more, and 181 of these 230 subjects were treated for 12 months or

< more.”
1% o b

. :Thp overall plasma concentmtmns of nspendone the acuve mojety and 9-

hydroxy—nspendone remained fa:rly constant over the entire trial period. The
mean plasma levels of active moiety (dose-normalized to 0.04 mg/kg/day)
were 11.8 ng/ml at visit 7, 13.5 ng/m] at visit 12 and 124 ng/ml at endpoint,

The primary efficacy parameter was the change in behaviour from open label

defiant disorder and with disruptive behaviour disorder not otherwise
specified. There were also no differences between subjects with different
Jevels of intellectual functioning- (mﬂd mental retardation, moderate mental
retardation or subjects with borderline intellectual functioning).

The results from the secondary efficacy analysis showed a similar profile as
for the primary efficacy parameter. A statistically significant improvement at
endpoint was observed on all subscales of the N-CBRF (compliant/ calm
+3.2 *+ 0.2; adaptive/ social +2.0 + 0.2; insecure/ anxious,-5.4 * 0.5;
hyperactive -7.0 * 0.4; self-injury/ stereotyped. <1.1 +0.2; self-isolated/
ritnalistic -1.6 £0.2; overly sensitive -2.1 £ 0.2), on the total score of the
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Aberrant Behaviour Checklist (-28.2 £ 1.8). and on the Visual Analogue
Scale of the most troublesome symptom (-40.5 £ 1.6). The improvements
were especially observed during the first 4 weeks of treatment. Scores
remained stable thereafter. The ratings of the investigators' Clinical Global
Impression showed 16 (5.1%) subjects with severe or extremely severe
symptoms at endpoint compared to 110 (36.1%) at baseline.

- Risperidone was well tolerated. There were 11 subjects (3.4%) who reported
drug-related serious adverse events. The discontinuation rate  for adverse
events was 6.9% (22 subjects). The most commonly reported adverse events

" were somnolence (28.2%), thinitis (24.5%), headache (17.2%), pharyngitis
(16.3%), hyperprolactinaemia (15.7%) and weight increase (15.0%). The -
majority of all adverse events was mild. - :

EPS-like adverse events were reported by 71 subjects (22.3%). The majority
of these events was mild. The overall EPS-level was low. The majority of
subjects did not show any ESRS scores different from zero at any time point
" 'dunng the trial. Only 5 subjects had symptoms that required administration
of anu-Parkmson med1cat10n ' ;

. The incidence of tardive dys]cmcsm is estimated to be between 7% and 12%
in children and adolescents receiving long-term conventional treatment for

“less than 1.5 years.”® There were 2subjects with reversible tardive
dyskinesia (0.6%) in this trial. These results suggest that risperidone has a
better safety profile with respect to tardive dyskinesia compared to typical
neuroleptics.

As with other drugs that antagomzc dopamine D, receptors, risperidone
'_’cle.vatc pro acfin levels. The mean prolactm levels in the present trial
ificre uring the “first "4 weeks of “tréatment, and decreased again
“there i . éh"the fiévels never returned to baselitie levels during the
' one-year treatmcnt penod “Females attained higher' lcvels than males. The
incidence of clinical manifestations in thé present trial was low. There were
16 subjects (5.0%) with clinical manifestations of prolactin increase. In most
cases, symptoms related to increased prolactin levels were transient and did
not require intervention. '

RN S

~ Apart from the increase in prolactin levels, no consistent or clinically
significant changes or trends in haematology, biochemistry or urinalysis
were detected.

There were small changes in vital signs during the trial which were not
clinically relevant. The ECG results did not show clinically relevant changes.

Body weight increased by an average 6.3 kg (x'0.3) from baseline to
endpoint. Antipsychotic-induced + weight gain is a well-documented
phenomenon, and the body weight increase in this trial is modest especially
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when it is taken into account that the subjects were children and the effect on
weight was confounded by growth. According to NEHS percentiles,”®®
4.77 kg (76% of the weight gain) might be attributed to natural weight gain
and 1.53 kg (24% of the weight gain) to treatment with risperidone. The

increase in BMI was 1.68 kg/m® at endpoint. According to the NCHS

percentiles,” 0.6 kg/m’® might be attributed to natural weight gain and

1.08 kg/m’ to risperidone. The increase was especially observed during the

first 3 months of treatment, and remained stable thereafter.

There were no clinically relevant changes at the physical examination. The
subjects had grown by 5.2 + 0.2 cm at endpoint (p<0.001), and sexual
maturation had progressed, as determined by Tanner staging.

Cognitive function was assessed by means of a modified verbal learning test
and a continuous performance task. The mean scores on both tasks showed a
small, but statistically significant improvement at endpoint. There is clearly

' ‘no evidence 1nd10at1ng that nspendonc has neganve effects on cognitive
function.

OVERALL CONCLUSIONS
The interim results from this one-year, multicentre, open trial demonstrate
that risperidone was effective in the treatment of conduct and other

disruptive behaviour disorders in children 5 to 14 years of age with
borderline intellectual functioning or mild to moderate mental retardation.

Apart from increagés in body weight and prolactin levels, a review of all
adverse events, extrapyramidal symptoms, laboratory parameters, vital signs

land body weight shows that long-tenn treatment w1th r18pend0ne was safe
’-an Wwell tolerated. 1 AL e T e
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