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— s ABSTRACT -

Design and subjects: In this intenational, multicentre, open trial, fhe loog-term gafety and
efficacy of risperidone {0.02 to 0.06 mg/kg/day) were assessed in children with borderline
stiellectual fanctioning or mild 1 moderate mentsl retavdetion, suffering from cenduct or
other disruptive behaviowr disorders. Tn order to provide the regulatory authorities with lomg-
term safety and efficacy data ip a sufficient number of sabjects (ie, 300 subjects with 6
months exposure, 100 subjects with 1 year exposurs) an interim analysis was carried out. All
319 subjects that entered the study before 31 Fuly 1999 were included in the interim analysis.
Out of these 319 subjects, 300 subjects newly entered the study, and 19 subjects came from

RIS-CAN-15.
Overall, 83.4% of the subjects were male, and the mean age was 0.6 years (media 10 years,
range 4-14 years), Seventy-nive subjects (24.5%) were adnlescents (12 years or pider). 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 oppositionz] defiant disorder and '16.3%
S - +-n - haddisptive behaviour disorder not otherwise specified. For subjects with available Axis 1T
PN w1; -, Gagnosis information (N=317), 44.5% had mild mental retardation, 20.8% had moderate
" mental retardstion and 34.7% had bordertive intellectial functioning, The overall mean mode

: daily desage was 164 iO(}?\f-m'élc}ay(OOZIt 0.001 mg/kgiday), and the mean treatment
TR - diirafin was 261.0 £7.2 dayb Grange 1-498 days). Out of the 319 subjects, 230 subjects wers .
st for 6 rHciiths or mors, and- 181 of thess 230 subjects were treated for 12 mnonths or ?
- mor; Sixty sibjects (18.8%) dropped out before trial completion. The most common reason

was adverse event (n=22, 6.9%), followed by insufficient respemse (n=10, 3.1%). Major
.. protocol deviations, mainly forbidden mbercurrent therapy, were noted in 27 subjects (8.5%).

Pharmacokinetic resslts: The overall plasma concentrations of risperidome, the active

moicty and 9-hydraxy-risperidone remained fairly constant over the entire trial period. The
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", sand. levels of female sub_]ects increased from 9.3 ng/ml to 37.0 ng/ml: Thereafter, the mean

- +27.6 ngfml in the female subjects. Sixteen subjects (5. O%) reported physical symptoms that

mean plasma levels of active mojety (dose—no;ma]izéd to 0.04 mp/kg/day) were 11.8 ng/ml at
visit 7, 13.5 ng/ml at visit 12 and 12.4 ng/ml at endpoint. |

Efficacy results: The primary efficacy parameter 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
32.7 (£ 0'4) at baseline to 17.0 (£ 0.6) at endpoint. The Improvement wés especially
observed-during the first 4 weeks of freatment. Scores remained stable thereafter, The
mean change at endpoint was -15.6 (p < 0.001). A subgroup analyses by DSM-IV
Axis T (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 Sub_]CCtS with different ievels of
inteHectual functioning.

The results from the secondary efficacy analysis showed a similar 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 43.2 (£ 0.2); adaptive/ social +2.0
(£ 0.2); insecure/ anxdous -5.4 (£ 0.5); hyperactive -7.0 (£ 0.4); self-injury/ stereatyped -1.1
(* 0.2); self-isolated/ ritnalistic -1.6 (£ 0.2); overly semsitive ~2.1 (£0.2)), on the total score of
the Aberrant Behaviour Checklist (-28.2 (£ 1.8)) and on the Visual Analogne Scale of the
mmost 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 or
mild symptoms at endpoint compared to 21 (6.9%) at baseline.

Safety resultss The most commonly reporied adverse evenis (AEs) were sommolence
(28.2%), rhinitis (24.5%), headache (17.2%) and pharyngitis (17.2%). The majority of all
AFEs was mild. Exirapyramidal symptom (EPS)-like AEs were reported by 22.3% of all
subjects. Seven subjects (2.2%) had serions EPS-like AEs and 5 subjects discontinued
treatment due to EPS-like AEs. Reversible tardive dyskinesia was reported by 2 subjects .
(0.6%). The overalt 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 profactin, there were no consistent or climically relevant changes in

~ roltine laboratory safety parameters. There was an incfease i mean prolactm levels from

’.screenmg to Week 4: Mean levels of male subjects increased from 8.3 ng/ml to 29.0 ng/ml,

= levels decreased, but they were still elevated at endpoint: 18.2 ng/mtl in the male subjects, and

“¢ould be related to elevated prolactin levels.

There were small changes in vital signs during the trial, which were not clinically relevant.
There were no clinicelly relevant mean changes in ECG parameters.
Bady weight increased by an average 6.3 kg (= 0.3) from baseline to endpoint, of which
4.1 kg might be expccted m growing children (Nanonal Centre of Health Statistics, NCHS)
The increase in body mass index (Bl\ﬂ) was 1.7 kg/m’” at endpomt, of which 0.6 kg/m® might

 be attributed to a patural increase in BMI (NCHS). The increase in BMI was especially
observed during the first 3 months of treatrent. The BMI remained stable thereafter. There
was no indication that risperidone had a pagative effect on growth or sexual maturation.
Cognifive function was assessed by means of a modified verbal learning test and a continuons
performance task. There was no indication that nspendone had 2 negative effect on cognitive
function. The mean scores on both tasks showed a small, but statistically significant
improvement at endpoint.
Conclusion: The fmterim results from this one-year, malticentre, open trial demonstrate that
risperidone was effective in the treatmnent of conduct and other disruptive behaviour disorders o +
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in children 5 to 14 years of age with bordedine intellectual functioning or mild to moderate

mental retardation.
A review of-all ddveise cvents, Extrapyramidal syimptoms;. Jaboratyy parametefs, “vital signs
and body weight shows that long-term treatment with risperidonz was safe and well tolerated.
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LIST OF ABBREVIATIONS ANI BEFBNFWON OF TEHMS

Abbrewatmns

ABC:
ADHD:
AE:
ALT: -
AST:
ATC:
BMI:
bpm:
CL
‘CGL
CRF ID:
CRF:
CST:
DBP:

DSM-TIV:

ECG:
EDTA:
HPS:
ESRE:
¥-GT:
GCP:
GH:

ICH:
IQ:

1DH:
N-CBRF:
PRI
QA:
RBC:
SAE:
SBE:
SE:
SGOT:
SGPT:
SOP:

. VAS:
WEBC:

Aberrant Behaviour Checklist
Attention Deficit/Hyperactivity Disorder
Adverse Event.

Alanine Transaminase

Aspartate Transaminase
Angiomic Therapeutic Chemical
Body Mass Index

Beats per Minute

Confidence Interval

Clinica} Global Impression

CRF Identification

Case Report Form

Child Symptom Inventory
Diastolic Blood Pressure

Dizagnostic and Statistical Manual of Mental Disorders, Fourth Edition

Electrocardiogram
Ethylenediaminetetraacetic Acid
Extrapyramidal Symptom :
Extrapyramidal Symptom Rating Sczle
Gamma Glutamyltranspeptidase

Good Climcal Practice

Growth Hormone

Heart Rate

International Conference on Harmaonization

Intelligence Quotient
Janssen Research Foundation

" Lactate Dehydrogenase

Nisonger Child Behavicur Rating Form
Pharmaceutical Research Institute
Quality Assurance

Red Blood Cell

Serious Adverse Event

Systolic Blood Pressure

Standard Error :

Serum Glutarsic Oxaloacetic Transaminase
Serum Glutamic Pyruvic Transaminase
Standard Operating Procedure

Visual Anzlogue Scale

White Blood Cell
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| Ethical conduct of the rial

Eithies Committee / Institutiona! Review Buard
The trial protocol (and its amendments) were reviewed by an mdepcndent Etlncs
Committee / Institvtional Review Board.

The trial was perfomlcd in accordance with the declamnou of Hclsmkl and its
subsequent revisions.

Subject information and consent

At the first visit, the subjects gave their consent to partmpate in the trial after having
been informed-about the nature and purpose of thc irial, pammpatlon and termination
conditions, and risks and benefits.

v

INVESTIGATORS AND TRIAL ADMINI STRATWE STHUCTURE

Investigators Tedmd e T
BELGIUM (6 CENTRES) . SRR

e (. Blondiau, Psychiatrist, Bouge ‘ 1

J. Croonenberghs, Psychiatrist, Antwérp -

A. Geusens, Psychiatrist, Roosdaal !

J. Mathieu, Neuropsychiatrist, Ans

P. Roosen, Neuropsychiatrist, Buggenhoeut

M. Suy, Psychiatrist, Lokeren

=]

o 0 @ Q

CZECH REPUBLIC (3 CENTRES})

o I Drtilkova, Psychiatrist, Brno-Bchunice
e E. Mala, Psychiatrist, Pragoe 2

e J. Sikora, Psychiatrist, Prague 5

E :
e e e a2
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FRANCE (6 CENTRES) AmTaET rmeiny T T Te
H. Desombre, Psychiatrist, Lyon - T R R R

F. Kochman, Psychiatrist, Lille AR TR S RO S L

A. Laurent, Psychiatrist, Grenoble I N R

M. Pham, Psychiatrist, Lille O

1. Reneric, Psychiatrist, Bordeaux

0. Revel, Psychiatrist, Lyon -

4

(GERMANY (& CENTRES)

R. Dieffenbach, Psychiatrist, Datteln
C. Egpers, Psychiatrist, Essen

C. Ettrich, Psychiatrist, Leipzig

J. Fegert, Psychiatrist, Rostock

G. Lehmkuhl, Psychiatrist, Koln

K. Neurnaerker, Psychiatrist, Berlin
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HUNGARY(4 CENTRES)

. & @

NETHERLANDS (3 CENTRES)

L Herczeg, Psychiatrist, Budapest o ' ' .
R. Olah, Psychiatrist, Debrecen ‘ ' e S

J. Szekely, Psychiatrist, Baja

A. Vetro, Psychiatrist, Szeged.

¢ R. Bijkerk, Psychiatrist, Rolde

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

: SLQYAK[A 2 CENTRES)
» @, Hrkova, Psychiatrist, Pezinok
e L. Kvasnicka, Psychiatrist, Trencin

SOUTH AFRICA (5 CENTRES)

» D, Benn, Psychiatrist, Johannesburg

L. Holford, Psychiatrist, Johannesburg

E. Peter, Psychiatrist, Cape Town

A. van der Walt, Pagdiatrician, Cape Town
W. Vogel, Psychiatrist, Jochannesburg

@ & &

SPAIN (2 CENTRES)

s ‘M. Franco, Psychiatrist, Zamora
e J. Gutierrez, Psychiatrist, Badajoz

UNITED STATES OF AMERICA (8 CENTRES) -~
e M. Aman, Psychologist, Columbus
J. Blumer, Psychiatrist, Cleveland
e R, Hagerman, Psychiatsist, Denver
B. Handen, Psychologist, Pittsburgh
. Pahl, Psychiatrist, Oklahoma et e ey T
"D, Pearson, Psychologist, Houston L S
M. Rieser, Psychiatrist, Lexington _
N. Singh, Psychologist, Richmond

Janssen Research Foundation

T/NITED STATES OF AMERICA

e Global Medical Leader: A. Derivan

o GTM: D. Delserro-Enepper
BELGIUM

International Clinical Research and Developraent

Central Nervous System

‘1

i A - - - o

e Trial supervision: G. De Smedt, MLD.
¢ Trial co-ordination: A. Schotte, Ph.D.

.
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© Clinical Operauons
o (Clinical data review: C. Heyndenckx Lic BmI, A_ Van Aken (untll 31 08 99),
C. Gubel (from 01-09-99) _ - . : ;

International Clinical Research and Development, Clinical Pharmacakmencs
o Director : A. Van Peer, Ph.D.

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

s Report wnung E. van SChﬂle., PhD P. Lechat, Pharm.

Phamacokmencs Bwanalyszs

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

¢ Lab supervision: B. Remmerie, Chem. Biol. Eng. - :
o Bioanalysis: H. Nuyts, 2. Meecus, Y. Buytaert, .. Embrechts, L. SlpS A
o Assay Validation Report: V. Hillewaert, N. Versmissen '

Global Biometrics Sciences and Reporting s S
¢ Database and data analysis: P. Van Reusel, L. Lauwcrs E. Le1_}skens .‘i' Aerts
o Biostatistics: I, Van Hove, M.Sc. -

Reprort Wrxtmg
o A, van Hest, Ph. D AU’I’HOR'Mcdlcal Wntmg, Hﬂversum ‘The Netherlands

N BELGIUM
o Trial co-ordination and monitoring; S. Hosten, and 1. Deldinne, MSI bvba
MMechelen Nocrd zone L, Intercity Businesspark, Genersal De Wlttulaan 11 bus 5,
B-2800 Mechelen, Belgium. ,

CzeCH REPUBLIC

v Trial co-ordination and momtormg 0. Obr, Janssen-Cilag, Pragug; Czech
Republic , VR

Eoonll 70 P i s T A

FRANCE wirs 10 e L ALY

e Trial co-ordination: F. Chartier-Bergeat, Janssen-Cilag S. A. ISSY—LCS-MOH]IBB&IIJ&
France

_* Monitor: M-H. Le Stunff, F. Znmaglini, Janssen-CllagS A, Issy-Les-Moulineaux,
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

e Trial monitoring: B. Van der Heiden, B. Fath, S. Winter, MSc, A. Schn’udt~
Mertens, Janssen-Cilag G.m.b.H., Neuss, Germany; D. Opolka, pharmacist,
WeiBenthurm, Germany, M. Hi]lerdal—Steinfeld, Bad Homburg, Germmany.
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" HUNGARY

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

¢ Trial monitoring: K. Csaba, MD, .T anssen-Cilag Clinical R&D Division of J&IJ,
Budapest, Hungary

' ’I‘HENETHERLANDS

e Trial co-ordination: M. Ton'eman, A. Ianssen Janssen-Cilag B.V. Tllburg, The
Netherlands
e Trial monitoring: G. Rog Janssen-Cilag B.V. Tﬂburg, The Netherlands

SLOVAKREPUBLIC

¢ Trial co-ordination: S. Edelsteinova, MD, PhD, Ianssen Cllag, Bratislava, Slovak
Republic . e

® Trial monitoring: P. Vohhdka, MD, Janssen-Cilag, Bratislava, Slovak Republlc

SOUTH AFRICA
s Tral co-ordination and monitoring: P. Matthysen, T Wales S. Sutherland
Janssen-Cilag, Sandown, Republic of South Africa .

SPAIN .
@ Trial co-ordination: G. Martinez, Janssen-Cilag S.A,. Madrid, Spain
o Trial monitoring: M. Diaz, Janssen-Cilag S.A,. Madrid, Spain

TUNITED STATES OF AMERICA

s Trial co-ordination: U. Memiman

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

Central labiratory/ . At oueowtee 200 o s
e BARC

Industriepark Zwijnaarde 7, Box 3

B- 9052 Ghent, Be]glum

AT v" = _J sw el “‘L-',. R T A

Confidential/Produced in Litigation Pursuant to

!

JJRIS 02562367
Protective Order



1.  INTRODUCTION A 5

Conduct and other disruptive behaviour disorders are among the most
common and severe psychiatric disorders of childhood, with a prevalence of
6% in children and adolescents. Their 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
niajor violations of age-appropriate expectations or norms. Examples of the
behavionrs on which the diagnoses are based include excessive levels of
physical fighting, theft, vandalism, fire-setting, rumming away, truancy;
frequent and severe temper tantrums, and disobedience. These children often
traverse multple social services, from mental health agencies, through
sPecml educattonal services to the ]uvemle justlce system 12

_ Chlldren w1th an mtelhgence quotlent (IQ) bclow 85 have about a 5-fold
= e mcreased risk 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 estima:es
of the prevalence mcreasmg up-to 20-50% in mentally retarded subjects.>*

There have been many dlﬂ"exrent approaches to the treatment of conduct and

oﬂler dlsrupnvc bchavmur d1so1-ders including drug therapy, behavioural

. treatment, psychotherapy, cogmtwe and social learning. The first report of

the use of a neuroleptic drug for conduct disorder appeared in 1935 when
chlorpromazine was prescribed for this purpose. 5 Since then virtnally every
available psychotropic drug has ‘besn adiministered to people with '
developmental ﬁsabﬂmes and, numerous dmg trials have been conducted.
Wh:lst -a body of pronnsmg evldence e:.usrs mdlcahng that neuroleptncs may .

] ' - be beneﬁc1a] in treatmg conduct d:sorder in, mental retardauon ‘the evidence
L 1s not concluswe as most of the stud:les have been open ;In demgn There is a
need to conduct placebo controlled,jdouble—blmd, randormzed trials, using

évahdated mstruments to,assess drug eﬁ 3 67 &

b b Ragiles frém a pismber of small‘trisls and ‘arecdotal information indicate that

s T ]Et‘..u‘.perc‘la]® may be useful.in treating symptoms such as aggression, self-
injury and stereotypes. Van den Borre et 51.° 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
normal 1Q.° In a small (n=7) open trial,” autistic children who all had a
degree of mental retardation with the exception of 1 sub]ecn R.lsperdal®
showed positive results in mod1fymg conduct dlsorder as measured on the
Ritvo-Freeman Real Life Ratmg Scale, 12 the ARBC, CGI and Visual Analogue

AN _ ' JJRIS 02562368
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Scale (VAS) of the most troublesome target symptom. The mean dose was i
= 0.035 mg/kg/day with a range of 0.014 to 0.072 mg/kg/day: Four of these O
7 subjects were followed-up over a period of 12 months.” The treatment

effect was sustained throvghout 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 ado]escpnts.” 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 leaming

disabilities and autistic spectrum d150rdcrs that responded- favourably to

Risperdal®.”

Mandoki has questioned whether children and adolescents may be more

sensitive to extrapyramidal side effects, however, controlled data is lacking.

Be emphasized the need to generate reliable data -in children and

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

Risperdal® for 3 to 15 months ina dose range of 1-4 mg daily. This dosage

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

Thc dosmc mformatmn obtmned in- several tnals was, taken into
consideration in selecting a dose range of 0.02to 0.06 mg/kg/day for further
evaluatlon Studies im elderly subjects with dementia’ shoWed that at low
‘doses (1 mg/day), nspendone had beneficial effscts on dlsrupnve behaviour
and was associated with few extrapyramidal symptoms' (EPS).'#¥° The
results of study RIS-BEL-21 showed that the phammacokinetics of
risperidone are similer in adults and children,” and that no dose adaptations
were needed. A Phase II program was set up to assess the efficacy and
= tolerablhty of rela‘uvely low doses of nspendone in the treatment of children
BT thh conduct and‘other dlsruptwe behavmur dlsorders ’IWo Phase 11 trials
have bcen caried out irf ch11d1:en who received. oral‘nspcn&onc 0.01 to 0.1
'mg/kg/day In’ RIS—BEL 22‘:5‘1&1 opcn fabel’ close—tm:amn study, risperidone
(O 01-0. 12ih1gikg/day)’1§reﬁtment (0.03 mglkg/day at’ 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,
.. Tisperidone (0.05 mg/kg/day at endpoint, range 0.03-0.06 mg/kg/day) was
significantly more effective than placebo in controlling behavioural
disturbances and was not associated 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 functlonmg Condnct
and other disruptive behaviour disorders are charactensed i the Diagnostic
and Stahstlcal Manuz] of Mental DlSGI‘dCIS Fourth Ed:tlon OSM-IV). In

:

SHIEAD G T -, | JJRIS 02562369
S SR S Cenfidential/Produced in Litigation Pursuant to Protective Order



R addition to this-trial, 2 double-blind ‘placebo. controlled trals were being
- conducted. ' : .

2. TRHAL OBJECTNES

The primary ob_]ecuve of the present trial was 1o assess the long-term (1-
year) safety -and efﬁcacy of 0.02 to 006 mg/kg/day of oral R15pcrda1®
conduct and other disruptive behaviour dmorders in children 5 to 14 years of
age (inclusive) with borderline intellectual functioning or mild to moderate
mental retardation.

[

In order to provide the regulatory auvthorities with long-term safety. and
, efficacy data in, a_sufficient number of subjects (ie, 300 subjects with
. 6 months eXposure,, 100 subjects w:lth 1-year exposure) an interim analysis
was camed out; All sub]ects that cntered the study hefore 31 July 1999 were
included in the inteim analyms The interim analysis is the subJect of this
clinical report.

- -3 Trialdesign- - - ¢ o s

3.1.1.  OveEraLL TRIAL DESIGMN AMND PLAN

This was an open trial to investigate the safety and efficacy of 0.02 to
0.06 mg/kg/day of oral msperda]® in conduct and other disruptive behaviour
“disorders in children 5 18 147 years of “ae” (mcluswe) with borderline .
= ‘mtellectual functwnmg orhuld to modcrate méntal’ retardamon (defmed as an
7 IQof 35 g )Y i e A
Do et omamat el ] 200 iy c Jﬁ‘rf‘ oreTemgrivad, Lo T
it A screemng -subjects had twscoxe .24+ or; Thore - on-the Conduct Pfoblem
=, Subseale. of the:Nisenger Child ‘Behaviour- Rating Form (MN-CBRF). This
s 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. Deficit/Hyperactivity
Disorder (ADHD).2 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

[ ~

Szl by monb

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-

I AL

]
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312 DiscussSiON OmeL DESIGN

2y 1A RISICAN-19). Béaring in mind that conduct and other disruptive behaviour
: -"f:ﬁ ! disordérsTare chronic conditions, the safety . and efficacy of long-term

B

19.11 AT subjects who gqualified for participation at baseline were given open "
treatment with risperidone for 1 year. _ o O

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 iritability subscale of the ABC, change versus baseline on the other
subscales of the N-CBRE, and change versus baseline on the VAS of the
most troublesomie symptom. In addition the impdct of the treatment on
attention and verbal memory was assessed via a Verbal learning test based on
the California Ieaming Test-Children’s Version and the Continuous
Performance Task.

Safety assessments included Extrapyramidal Symptora Rating Scale
.(E.SRS), 5 adverse event monitoring and laboratory assessments including
detcmnaﬁon of prolacun and growth honnone (GH) levels

There is no recognized pharmacologlca] treatment for conduct and other
disruptive 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,” béta-blockers,
lithium, carbamazepine, antihistariines and stimulants. Antipsychotics are
among the most frequently prescribed drugs for this condition, however, few
well designed trials have been conducted and thus the percewed benefits
have not been proven SBETS . :

- Results from a few small pﬂot tnals and anecdotal mfonnatmn indicate that
- u]RJspcrdal amay . .be. effectlve in positively, mod1fymg conduct disorder in
mild, moderate and borderline mental retardation, " 14131 Placebo
controlled, double-blind trials to test this hypothesis were in progress at the
titiié that theprotocol of the-present trial was being written (RIS-USA-93,

treatment needs to be determined. The purpose of this’ open trial was to
gather such data.

3.1.3. CHANGESINTHE CONDUCT OF THE THIAL OR PLANNED ANAL YSES
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 sectlon 3.2.2)

i TR A T

U Text in italics was added following protocol amendment dated 16 Septernber 1998,

1
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- Currentrsymutoms requiring antipsychotic treatment in the opinion of
an independent investigator. ) . O

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

3. 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 io be eligible for the present irial. 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 requircinents and had to follow the procedures as stated in the
original protocol and international amendments. The following sections were,
amended; 3.1.1,3.2.1,3.2.2,3.2.3,3.3.1,3.3.5 and 3.4.1.

‘ ', 4. A local amendment 'dated 31 August 1999 that was valid for 2 Hungarian
- Centres (Szeged and Ba_]a) was issued on request of the Regional Ethics
Comnuttee of rhe 2 centres after they had received the Correction to
Amendmernt 3 of ]nvestlgator ] Brochure (dated 15 April 1999). The
protocol amendment specﬁied that all subjects were to be seen by
. -cardiclogist at the start of the trial, at ‘the eud of Month 3, Month 6 and
Mouth 12. Based on physmal examination and ECG record, a cardiologist
was to determine whether echocardlography was Tmecessary or not (see
section3.4.1, 3454and3455)

5. A local amendment, dated 31 January 2000 that was valid for Belgium, was
issued becatisé the names &f the" local desxgnees 10 'oe contacted in case of
serious adverse eVerits; Were Chngeds " &= = 5. 7 :

i et bed .

- Details-are given in | the»-respecﬁve sec-tious»-. st e
o order 1o prowde ﬂ'ne reglﬂarory aufhonues wn:h long term safety and
J; efﬁcacy data an mtenm analys:s was carned out. Al sub_]eets who entered
the mal before 31 July 1999 were mc:luded. 'This date was chosen as a cut-

’ off daxe ‘based on the numbers of subjeots 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 Subjectsample - - - L ®

3.21. SAMPLESZE

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 Aﬁ'tca[z] Each centre had io make’ every effort to include a
minimum of 10 subjects

32.2. INCLUSION CRITERIA
Subjects who m@t‘?'ll of the following criteria were eligible for this trial:

1. - Subjects with a DSM-IV, Axis I diagnosis of Conduct Disorder (312.8); or
oo Oppositional Defiant Disorder (313.81); or Disruptive Behaviour Disorder
not otherwise specified (312.9); and a total rating of = 24 in the Conduct
_, Problem subscale of the Nisonger Child Behaviour Rating Form (parent -
- verswn) 'as assessed at Visits 1 and 3. Subjects who fulfilled this criterion,
and, in addmon had Attsnnon Deficii/Hyperactivity stordcr (314xx;
' 314 9) were' ehgxble for enuy ‘The Conduct Problem subscale score for
thase sub_]ecrs wko had pamcrpared in RIS-CAN-19 was. 10 be waived Jor
T inclusion into this trial ™
2 'sus]eas with a DSMJV Ais II disgnosis. of Mild Mental Retardation
" (317), Moderate Mental Refardetion (318. 0) or Borderline Intelectual
Functioning (V62.89). These 3 diagnoses represent IQ0s mngmg Jrom 84 to
35 inclusive.
3. Subjects with a Vineland Adapuvc Behaviour Scale score of < 84, excepr
. -. those subjects who had participated in RIS-CAN-19
4. Between 5 and 14 years of age;(extremes included). -
5. Informed consent form had been 51gned
6. Subject was healthy on*the basis of #pie-tiial physical exarmnahon, medical
: h1story and elcctrocardlogram (ECG) ‘
:J*B:JJ'L. ‘74 A respons1ble person was ava:lable 1o accompany the subject to the
, ’ 1nvest1gator s1te oni each assessment day as scheduled in the flow chart, was
- able to prov1de rahable 1nformat10n for the rating scales and was able to
: rchably and accurately dxspense the trial medications as directed.
8 Subjects who had participated in 'RIS-CAN-19 should have completed at
least 2 weeks (14 days) of double blind medication.
9. Current’ symptoms requiring antipsychotic treatment in the opzman of an
independent investigator. 51

W

Note: Subjects could be inpatients or outpatients.

[21 Text in italics was added following protocol amendrment dated 16 September 1998.
' For Germany only. This cntenon was added following the local protocol amendment dated
20 Jarmary 1997.
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3.2.3.

5.

1G.

1%,

EXCLUSION CRITERIA ey

. - - .. hypersensitivity to neuroleptics: -.; ; .
‘ 12

' 13,
o lessthian 3 weekssand:discontintied 1ise 'of Risperdal® due fo lack of efficacy

I
R
e
I
-

Subjects meeting one or more of the following criteria could not be selected:

Subjects who had a diagnosis of Pervaswe Development Disorder (269.00;
299.80; 296, 10)

Subjects who had a diagnosis of Schizophrenia. and, Other Psychotic
Disorders (295.xx; 297.xx; 208.8; 293 .xx).
Head injury as a cause of mental impairment. : :
Note: Head i injury attributed to birth traiffiia was not cxcluded B1rth traurna
was defined as any event occurring prior to dehvery of the placenta.

Seizure disorder currently requiring medication. ~ - :

Use of disallowed concomitant thérapy (see section 3.3.6)

_Females of ch:ldbeanng potential engagmg in sexpal act1v1ty who were not

on medically validated bu'th control method (eg, double barsier, IUD, oral

. contraceptives, Norplant, DepoProvera), . .
- Participation in an mvestlganonal dug mal Wltl'un 30 days pnor to the start

of the trial, except those subjects who had participated in RIS- CAN-19. a
Laboratory values outside the nommel 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 Ihat the dewatlons were not
clinically relevant. ,

Known sensitivity to Risperdal® v
Serious or progressive illnesses, including, but not Himited to: hvar or renal

=

insufficiency, 51gn1ﬁcant cardiac, vascular pulmonary, gastrointestinal or

endocrine disturbances. o -

History of tardive dyskinésia, ’ﬁéi’]’rdleﬁti’cq‘ milignant syndfome or known
TLARIIE o T omgrc

Subjects known to be HIV posmvc

Subjects who had previously received Rmpcrdal® for Conduct Dlsorder for

or due to adverse events. Stbjects Who had: vonpleted at least 2 weeks of
RIS- CAN i9 Ireannent and who were drscom‘mued due to lack of efficacy

' ire aligwed 10 ender RIS-INT-41.P

16.

14,

"Suhjects who had previtasly ‘been successﬁ:dly freated with Risperdal® for
~ this condition, except those sub]ec:ts who had parhczpated in RIS-CAN-19. H
15,

Sub_]ects who ' expenenced a hypersensmvﬂy reaction or su.specred
ypersensitivity reaction fo the trial medication administered in RIS-CAN- .
19, 41

The time elapsed since completing or discontinuing ﬁ—am RIS-CAN-19
exceeded 3 weeks. ™

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

BTN T
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3.24. PROHIBITIONS AND RESTRICTIONS : T S P U T S .

Not applicable. - '

' 3.25. REVOVAL OF SUBJECTS FROM THERAPY OR ASSESSMENT
Subjects were to be W1ﬂ1drawx1 from the trial if:

- aserious adverse event occurred .
. - the mvesﬂgatar considered it in the best interest of the sub_]ect that he/she be
. withdrawn; . . \
- they no longer met the requirements of inclusion criterion 1, after completion
of the placebo run-in period, when evaluated at the baseline visit.

“ Sﬁbjects had to be withdrawn' from the trial if consent was withdrawn.

The date and the reason for discontinuation was to be recorded on the Case
e Report Form (CRF). All subjects prematurely discontinuing the trial were to
. ¢ be seen for a final evaluation and the Tral Termmauon Form was to be
o completed

P L L I R LA TY PRSI . S

.33, Tresiments SR | -

Te T

331, OVERVIEW

The fiow chart showing trial phases and timing of treatment and assessments
is given on the next pages. The investigator was allowed the following
ﬂemblhty in schedﬁlmcr and conductmg Visits:

- Subjects could be assessed w1th1n plus or minus 2 days of the scheduled
VISIT_ o _ B ERRNPY s B L O .

z REEN 1 10 AL SUC R SO VT S RS IR S TR S -

: - Thc screenifig, visit.(Visit 1) and- the:placebo Tun-in visit (Visn 2) could be
v, whoww  conducted-on the same day if desired..

“"h 15 ,.‘ PR

- I rhe mb]ect kad paruczpared in RIS-CAN-I9 .the evaluatzon.s' Jor Visits I
and 2 did not need to be performed. The evaluations from 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 ta be electronically transferred into the
RIS-INT-41 database, obviating the need to transcribe any evaluations from
" the RIS-CAN-19 CRF's into the RIS-INT-41 CRFs. '

- If the time elapsed since the endpoint of RIS-CAN-19 was less than or equal
to I 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

A
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than 1 week but less than 3 weeks, the evaluations for baseline (Visit 3) were
to be repeated. g

If an IQ test had been performed with either the Wechsler or Sfanford 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 CRF. If the investigator judged
the prior score did not accurately reflect the current status of the subject, a
Te-test cou]d be given and the new score was to be recorded in thc CRE

In the event of the rater changmg du:mg the course of the tnal the new rater
was to be 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

- 1educe the inter-rater variability.

" If extreme dlfficulty was expérienced in obtaining blooé'l samples at a
“particular 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 Septernber 1998.
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Table3-1: - Flow chart of study assessments . . ‘ !

Assessment Screen | Placebo | Base- Wkl | Wk2 | Wk3 | Wk4

run-in line
Day . -10to -7 -7 1 7 14 21 28
Visit ‘ C1* 2% 3 4 5 6 7
Informed Consent X '
Medical History - X
Physical Exam. x A _
Weight X ) X
" Psychiatric History X
{ IQ-Stanford Binet or x
Wechsler
Vineland Adaptive x
Behaviour Scale
Vital signs X x x ] oox x x
ECG . x |-
Laboratory safety, x . e
GH, prolactin : . )
Tanner Staging . X .
-CSI* x
N-CBRF X X X % X X,
ABC X X X X X X
CGF X X x % %
{vast ¢ o " x X X X %
ESRS. - X x X X x
Cognitive tests, . X
Plasma level x x
Adverse events : X z X x x
Concomitant therapy X X x i X
Dispense medication® X X X X x

Visits 1 and 2 needed not be performed for subjects who had participated in RIS-CAN-
19. The evaluations 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-1¢ was < 7 days.

L1

Prolactin 2nd Growth Hormone samples to be taken at trough level ie, 24 hours after
previous dose or just prior to the next dose. '

Child Symptom Inventory.

Overall severity at each assessment.

VAS of most troublésome symptom

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

Collect unused medication at each visit from Visit 3 to Visit I4.

[= T B R LR N )
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Table 3-1: Flow chart of study assessments (continued) : O ‘

Assessment Month 2 3 4 5 6 - D 12
Visit 8 9 10 11 12 13 14
Informed Consent
Medical History:
Physical Exam ) X 1 30 X
Weight . X X b1
Psychiatric History
1Q-Stanford Binet or
Wechsler

Vineland Adaptive
Behaviour Scale )
Vital signs X - X X x X X x
ECG . % x|, - X
Laboratory safety, | 1 : : 1 1 o
GH, prolactin

Tanrier Staging ‘ K]
. CsI T s o
A N-CBRF

X

SRR ABC . X
CGP . S

X

]
]

. i VAS4

P R TR ESRS-
© a7 Coghiitive tests:
Plasma Jevel | IR
Adverse events x X
Concomitant Therapy x X
Dispense medication” X X X x

IR EAERLES
CHEAERERE
CEN IR P Pl

NEIERERERES

[ -

ﬂ#*ﬂx;ﬂ

[P

L

»
Ea]
4]

Hd
»

s [a {50 | ] o8 [oe | o [oe |

w
Ll Gl L

¥ Dnly valid for the sub]ects in’ the Hun,anan centres Szeged and Baja

Dl FER ey I E T e :
Ry Prolactm and Growth Hormoncﬁsamples tobe taken at trough levtl e, 24 hours after
, previous. dose or just prior 1o the gext, dose. Crmel s e
Cl:d]d Sygn_ptom Inventory cgtm e e
Overall seventy at each assessment. o

,,,,, e e
VAS ‘of miost thonblesome sygptom - b

-} !., - Trough level ie, 24 hours nﬂ:anlast dose or just prior to the next dose.
Collcct unuscd medxcatxon at each W.S!l from Visit 3 to Visit 14.

332, IDENTITY OF INVESTIGATIONAL PROBUCT(S)

The iria) medication was provided by the Janssen Research Foundaticn
(JRF). The treatment consisted of Risperdal® oral solution 1.0 mgfml
solution.
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The fo]]owmg batches of nspendone were used:

Batch number: Expiry date:

96124/321 Sep 1999
96J01/F71  Oct 1999
97A24/F71 Jan 2000
97A25/956 Jan 2000
97F24/918 Jun 2000
. 97F25/1517  Jun 2000

7 Batch number; Exmrv date:

97F25/919

98H14/799 -

98L16/F71
99A18/672
99F(7/588
99H09/391

" Jun 2000
Aug 2001
Dec 2001
Jan 2002
June 2002

“Aug 2002

All the trial medication was to be retumed from the sites pnor to the - |

expiration date in all instances.

3.3.3. METHOD OF ASSIGNING SUBJECTSTO TREATMENT GROUPS

-All subjects admitted to the trial were screened for e]igibilif.y according to
the inclusion”and extluSion critexia (section 3.2.2 and 3.2.3). Except for
subjects who were participants in the RIS-CAN-19, eligible subjects

3.3.4. SELECTION AND TIMING OF DOSE

i -.. received placebo treatment for 1 week in 2 single blinded manner to identify

: - placebo responders. Subjects- who responded to placebo were removed from

7. ‘the trial. The siibjects, who remained eligible after this 1-week placebo rm-

. i period, received open treatment with risperidone. Sub_]ect ‘numbers were
ass1gn,ed in consecutive order at each centre.

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

cwa ol cotild e dilated in “watery fresh -oranige Jmce low-fat milk or black
coffee. No other beveragds™wert “diloweéd’ t6' be used to dilute the trial
medication. The responsible pezson : admlmstcnng the medication was to
ensure that the entire volume of dlluted mcﬂlcatlon was mgested

The dbsing rangé ‘was' 0. 02 - 0.06 mg/kgfday The' ‘dosing information
obtained in several trials was taken jnto consideration in selecting a dose
range of 0.02 to 0.06 mg/kg/day for further evaluation. The similar
pharmacokinetics of risperidone in aduits and children® suggested that low-
dose risperidone treatment would be effective in children. Phase I studies
RIS-BEL-22" and RIS-BEL-24", with meén doses at endpoint of 0.03 and
0.05 mg/kg/day, respectively, confirmed the efficacy and tolerability of low
doses of risperidone in the treatment of behavioural disturbances in children.

The starting dose was 0.01 mg/kg!ﬂay for Day 1 and Day 2. On Day 3 the-
dose was increaszad 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 mot to exceed

4
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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 calculaied on the basis of the most recent -weight. The
rate at which the dosage could be lowered was not Iimited. If the subjects
exhibited breakthrough symptoms the regimen could be changed to twice
daily dosing. Documentation of -breakthrough behavibur was to be made in
the souice 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, t6 remain unchanged until the end of
the trial. However, drug was to be withheld on the day of Visite 7, 12 and 14
until blood for the trough level had been taken. '

- Su:épwmn Bumpm@

. 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 option'of using a dropper
(instead of the pipette) to dispense the dosagé was offered for use in small
' children. All trial medication” was labelled with the protocol number,
" - medication numbcr lot Hiumber 4nd expiry date The medlcatlon number was
to be recorded in the CRF on the first page. © '

------

who had pamczpazed in RIS-CAN-19 tecetved 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 foregc the placebo run-in period and were dispensed open-label
- medication zmmedmtely upon the ldst visit in RIS-CAN 19 and were to
2 fallaw hE § t:rrrman schedule dsper protoco?. R P

e L R O Wy HTMRET

Pmomwncomcomwmmenm,;, i

documented on the Concomitant therapy page ‘of the CRF,

" Behavioii Titérvention ‘Therapy
Any behaviour intervention therapy must have been initiated af least 30 days

~ priorto tnal start. No new therapy could be mltlated after this pomt

Psichotromc medication

During the trial, other than the Risperdal®, no other antipsychotics,
antidepressants, lithinm, carbamazepine or valprcic acid could be
administered. - Bowever, subjects who were receiving psychostimulant
-medication for the freatment of ADHD were allowed to continue on the
medication. Every attempt was to be made to keep the dosage constant

©1 Text in itakics was added following protocol amendment dated 16 September 1998.

4
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throughout the trial. The use of such medication was to.be recorded in the
CRF (including trade name, dose and duration of administration).

Treatment for ADHD

Psychostimulants (eg, methylphenidate, permoline, dexedrine) 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 medjcation

was to be recorded in the CRE, including generic name, trade name and dose.
Other medication to treat ADHD, including but not limited to drugs such as
clonidine or gnanfacine, were prohibited.

: Antlcholmerggc medication

All anticholinergic medication was to be discontinved at entry into the trial.
During the trial, the dose. of Risperdal® was to be reduced in the case of
emergent extrapyramidal symptoms (EPS). If such a reduction in the dosage
resulted,in deterioration of conduct disorder symptoms-or failed to bring
‘abont an improvement in the EPS, introduction of anticholinergic medication

- could be considered after complétion of the ESRS. Administration of
. aqﬁchohnq:gxp medication wag to be limited to the extent possible, and each

and-every dose was to be accurately recorded i the CRE

Sedative/hypnotic medication

No medication for sleep or anxiety could be mmated during the tnal
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 sleep difficulties.

. ... In additjon, it was permitted to use pre-medication, eg, a benzodiazepine, to

facilitate the execution of medlcal ,procedures, where required (eg, prior to a
dental appointment or to facilitate blood sampling).

i, -

Medication for organic disorder§ ~ *

, Medication for organic, disorders was to .be kept as constant as possible

dunngthetnalpenod. .

L -

All concomitant medication (prescription or non-prescription} which the
subject received at any time during the trial was to be recorded in the CRF
(including trade name, mchcauon dose and duration of ;administration).
During the trial, any changes in dosage or new medication commenced was
to be recorded in the CRF. Subjects who had been prescribed special diets
were to be stabilized on them prior to trial 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. Foo

Y
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If any concomitant therapy:-was given @s.a treatment for a new condition or a
worsening of an existing condition; the condition was to be documented on
the Adverse Event Form of the CRE

337. TREATMENT oowu&mce

A record was kept of the drug dmpensed and retumed for each subject. Any
rnused drug was retamed and inspected by the sponsor’s representative to
monitor comphiance in taking trial drug.

34.. Assessmenfts

3.4.1. . INmAaL SUBJECT mn DESEASE CHAHAchHaswcs

At the screcnmg vmt the fo]lowmn data were to be rccorded (except for.
those subjects who' had pamcqpared in RIS-CAN 19)[71 mfo:med consent;
medical history, physical examination, psyclnatm: history, IQ test (Stanford
Binet or Wechsler), Vineland Adaptive Behaviour Scale, RC64766 plasma
level, vital signs, laboratory assessments incliding prolactin and gmwth
hormone, ECGY, €SI, N-CRRF, 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 onio 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 symptora, ESRS, cognifive tests, Tanner, Staging (see section
3.4.5.8), adverse events.and concortifantherapys. .. . ..

.. There: is- a tendency -for.raters. o score-exireme conduct disorders as less
severe over successive ratings, -especially. between.the first and second
ratings. Hence the need to rate subjects at screemng and at base]me

7w wal bR o 3 s SRR s T G A ST S SUR LY

34.2. Drug CONCENTRAmN MEASUREMENTS -

" Venous (5 mi}) blood samples for drug analysis were taken at screening and
at l:rough level (just prior to the scheduled drug intake), at Visits 7 and 12,
and at end-point. The exact date and time of blood samipling, as well as the
date and time dosage of the previous drug intake, were to be recorded in the
CRFE.

M Text in italics was added following protocol amendment dated 16 September 1998, - .

B Following the local protocol amendment dated 31 August 1995, the hearts from subjects from the 2
Hungazian centres Szeged and Baja were also to be examined by a cardiologist by means of
auscultauon and palpauon.
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The blood samples were collected in heparinized tubes or in tubes containing
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, tirme 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 tisperidone 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 rispéridone and 9-hydroxy-
tisperidone) were determined by means of a validated RIA method, with a
limit of quannﬁcanon of 0. 20 ng/ml. Descnpnons 'of the assay validation

" data are 1nc1uded (see Annex PE.7).

il

PHARMACODW‘CS

' ~ Not gPp]jgabIef

‘EFFIGACY -

The efficacy of the trial medication was evaluated using the followmcr scales
at every visit ( except Visit 2):

- leonger Child Behaviour Rating Form to be scored by a parent OC
caregiver undef uidance 6f the investigator; ~ ¢

e am T

2 . ipBertant BeHaViGGE Checklist] t5'58 scored bya parent or caregwer under

‘gmdance ofthé mveshgator'» SRS Pono

St I th‘;’ Pl ti FR ML A ol

Clinical Global Impressmn SGVenty ratmgs to be scored by a trained
investigator;

- An individeal target symptom was defined for each subject ie, the
symptom considered to be the most disturbing for the subject and histher
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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. items of the problem behaviour subscale of the N—CBRF

~ 1= occasionally or mild problem

3 =316t or severe problem

3442, Secondary parameters

" Changes versus baselme as measurcd on:

dlscusse,d in the Safety sectlon

dmazy Offér siibscales of N-CBAF

' chdes the conduct problem subscalc the N—CBRF consists of the following

3.4.4.1. Prumarypammeﬁor i

Thc primary cfﬁcacy parameter was the change versus baschne in behaviour
at end point as measured on the Conduct Problem subscale of the N-CBRF.
The N-CBRF was measured at Visits 1 and 3 through 14.

The conduct problem subscale of the N-CBRF consists of the followmg 16

~ " itemn numbers: 2, 4, 7, 8, 10, 12, 17, 26, 36, 40, 50, 54, 56, 57, 63, and 66.

The scores for each itern range from 0 to 3; lower scores indicating a better
condition:

0 = no occurrence of no problem

2 = quite often or modcratc problem

- N-CBRF other subscalcs
- ABC total score : afid the irritability subscale 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
ifi the Protocdl, they Weié perforiied only to torifirin' that fispéridone has no
negative effect on cognition. The results of cognitive tests therefore are

3o T EE ST VUL S P £ 1 N B

subscales: e

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

2. Problem Behaviour Subscales:..
~ Insecure / Anxijous (15 items, range 0 - 45): 16, 21, 23, 30, 31, 34,
41,42,44,45,48,52,55,60and 65 . | .
— Hyperactive (9 1tems rangeO 27) 9,13, 19 24 33 35 38§, 39 and
46

]
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53 and 58

= Self-Isolated / Ritualistic (B items, range O - 24): 1, 18, 25, 29, 37,
47,49 and 64

~ Overly Sensitive (5 items, range 0 - 15): 3, 5, 14, 15 and 20.

— Self Injury / Stereotypical (7 items, range 0-- 21): 6,11, 22, 32, 43, 0

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

- 84422 Abemrant Behaviour Checldist (ABC)-

The Aberrant Bebaviour Checklist (ABC) was 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
individua] items. :
The ABC scale has 5 subscales: imitability (15 items), lethargy, social
withdrawal (16 items), stereotypic behaviour (7 items), hyperactivity
(16 iterns) and inappropriate speech (4 items).

. . , _
34.4.23. Clinical Global Impression (CGI) .

During the open label phase, CGI was measured at Visit 3 to Visit 14. At

each visit, the investigator gave am impression about the severity of the

schject’s disorder at that time. It was measured on a2 7-point scale: zbsent,

.. very,mxld mild; moderate, marked, severe, and extremely severe.

R S U BT [ e Pt LIS I ST IR

i -.-3‘4 4.2.4. Visual- Anaﬂague' Secale- (VAS) of ihe most a‘mubi@some
FoowTAme 1 Symplemate w e o

Do e -
At baseline, an individual target symptom was 10 be detemnned 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

v ¢ . - 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.

3.4.5. SarETY

34.5.1. Adverse evemnis

_ Adverse events (AEs) were recorded at every visit, except Visits 1 and 2. All
AEs occurting between the ﬁrst and the last dose adrministration of trial -
medication were recorded” by the” lnveshgator and the followmg

Il
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i3

: eosmoPhﬂs, basopmls), platelet count.
,:‘.,Blechemmry (& ml Bioed) total pretem alkahne phosphatase, aspartate

: eccult blood I abnom:a] mlcroscognc examination for WBC, RBC, and

o CRSS. 4 e bremrret mmias Br e oavar ez o
J 11131 number, CRE-ID, yisit, numbez, and, date, and time of samphng could be

“THe laboratory values (or central Iaboratory report) was ﬁled m the CRF, and

. signs (respiration and temperamre) were also recorded G L

specifications were given: symptom(s); tinde “of onset and- subsidence,
seventy (n:uld1 moderate, severe), drug-relatedness (none doubtful, possible, ) e
probable very likely), action taken (mome, dose ‘reduced, temporarily

stopped, permanenﬂy stupped) and the subject eutcome (subject recovered,

AR still present, subject died).

Senous adverse events were to be documented separately

3.435. 2 Clinical [aboratory 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 fe]lewmg tests were
performed by the central Iaboratmy (BARC)

Haematnllogy (5 ml EDTA) haemoglobm haematocnt RBC WBC, white - mn
differential blood cell count (neulmphﬂs lymphocytes monocytes,

transaminase (AST, SGO’D alanine transagninase (AI_I SGPT} , Y- -GT, LDH,

tota] bilirubin, urea, uric acid, creatinine, bicaarbonmte sodium, potassiom,

chloride, calcium, prolactin and growth hormone. Sample for_prolactin and .
growth hormmone were taken at frough level, ie, 24 hours afler 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, 2s no drug had been administered.

Urinalysis (10 mi random drine) .urinalysis by dipstick for protein, glucose,

ey Den L 10 S SOSRE AN

The samp]e tubes-were labelledgn sueh a way thaI the mvesugator S mame,

ldel'ltlfied T Rl -l T L T g1 e rzeeasr T ,_-,::';:r

. Is -
LT

a photocopy was left at the trial centre. The lzboratory report was interpreted
by the investigator, any clinically relevant changes occumug dunng the trial
were to be recorded on the AE Form of the CRE.

3453, Vital signs and phﬁsical eﬁamﬁneﬁon'

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

P pgiant st L aedted

Physical ﬁndmgs were recorded it '§creem11g 4nd at Visits 9, 12, ‘and 14

[l
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3.4.54. Elechrocardiogram . , : .

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

~ at Visit 12 and at the end of the tnalm The investigator indicated whether
the ECG was within normal limits or not by completing the appropriate page
in the CRF. 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 filed inthe CRR. - * * ©

3.4.5.5. Cardmlogmz! exammaﬂon” o

A cardiologist was 1o perfom an examination af. the hean‘ 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 ﬁndmg.s he/she was to inform the
i znvesngator about ﬂ:e follmwng in wntmg

~» Presence of any. abnonnahtles on ECG and in phys:cal examination
» Echocardiography necessary or not, if yes, findings
BT -  Presence’ of any coni:mndmaﬁon to further nsPendone treatrnent

3.4.5.6. @dy wenght

1 Sub_]ects were weighed w1th outdoor clothmg and footwear removed at

. . . -.bageline and at Visits 7, 9 and 12 and at-the end of the tmial. The same

' amount of clothing was to be worn on each occasion and the same scale was
to be used at each visit.

-t

3. 4.5 7. Exﬂmpymmndaﬂ Sympt@m Hatmg Sca]le (ESHS)

s iyt LT P T A R I D
The prcsence a.nd scvcnty of cx!xapyranndal symptoms was assesscd at each
visit (except screening and Visit 2) and before the administration of anti-
= Patkifison: memcauon by ‘fndhhs of “thE” ESRS THis rating instrument

¥ Y congisted: oF: d Queshbnnajre'(u itetms), Patkinsorian factor (8 items),
Dystonia factor (2 items) and Dyskinesia factor (7 items)- as well as a
Clinical Global Impression of overal] severity of Parkinsonism, dystonia and
dyskmesm and stagmo of Parkmsomsm A |

'3.458, Tanner Stagmg

The sexual maturity of the subject was rated on 2 scale of 1 to 5 by selecting
one diagram (from a series of 5) thought to most cIosely resemble the sexual
maturity of the subject. The number corresponding to the diagram selected
was to be recorded in the CRE

B! An ECG was also to be recorded at Visit 5 far subjects fom the 2 Hunganan centres Szaged and
Baja following the local protocol amendment dated 31 August 1999.

(1% Text ip italics was added following the local protocol amendment dated 31 August 1999 and was
only valid for the subject$ from the 2 Hungarian centres Széjed and Baja.
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Tanner staging was conduocted at baseline and at-Visits 12 and 14.

3.4.5.9. Cognitive tesls .
The following cognitive tests Wére pei'fo;'med af Vi_sits' 3,12 and 14:

Modified verbal learning test
The modaﬁcd verbal leaming test cons1sts of 2 parts the 'short delay free
recall' (trials 1-5) and ‘the second part Wthh conmsts of ‘1ong delay free

recall' (trial 6) and recogmtlon (trial 7. .

A list of 10 words is presented (orally or by pictuxes) For the 'short delay
free recall' and the Tong delay free recall' tridls, the subjects were asked to
enumerate the words they recalled. For the 'recognition: trial' 2 list of
20 words was presented. The sub_]ect had to recogmze the 10 words of the
original list '

The followmg scoTes Were cadcul,ated

1 Tbtal short delay free reca]l score (range 0-50 sum of 5 short delay
freée recall trials)

" 2 Total‘long delay -free recall score (range 0-10 number of correctly
recalled words of trial 6) © - ' :

3 Recogmﬁon totzl (tnal 7): total of comrecdly recogmsed and correctly
not recdgnized i xtems

Continuous performance test :
This test was performed on a computsr and consisted of 2 trials, an easy test
and a hatd test. All 5 parameters (hits, misses, false alarm, reaction time for

" “hits, redEticn timé £of falsé alarin) weie analyzed separately for both the easy

L gnd the hivd test Tor mé"ﬁrst hAlE $Fthe’ test the- secona half of the test and

 35.

the total test. B AR T

The scores are computer—generated ‘Where possible, the tm:ung of testmg
had to remain constant for each respective subject. Thus, & -subject who ‘was
tested at 10 a.m. on the first vmt was to be tested at about that tu'ne
throughout the trial. R A :

Data quality assurance -

This trial was monitored according to the current IRF standard operating

procedure for monitoring of clinical trials.

The trial monitor met with the investigator 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 CRFE. During. the trial, the

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

A

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 g
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 1s not publicly available.

All numeric data, except laboratory safety data, vital signs, 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 nto

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

Dm"g—plasma. concentration data were supplied by the bicenalytical
laboratory (Department of Pharmacokinetics, JRF, Beerse), both as signed
hard copy and as an Excel® spreadsheet computer file which was cross-
checked Wlﬂ'l. hard—cop y prior to its use in the pharmacoluncnc data analysis.

An mdepcndcnt Quality Assurance dcparnncnt and!or regulatory authorities
conld review this trial. This implied that anditors or inspectors had the right
to inspect the trial centres at any time during and/or after completion of the

- trial and had access to source documents, including the subject's file. By
participating in this tral, the investigators agreed to this requirement.
Measures were undertaken to protect subject data handed over by the
investigator to JRT and maintain confidentialiry at all times.

, ... An audit. of randomly selected CRFs was performed. All CRFs were
N ircwezwed for.adyerse -gvents, ; tnal medication; and .trial discontinuation/
- completion ¢ data, All database, corrections-were completed -prior to the final
~ interim statistical analysis. RS

Ly ""‘_ .'i'jc.-f" iy Ky BTy Letiey  _o0i-
- Statnstncal th@ds - sampﬂe snze
el :

3 6 1 DETERMINATION OF SAMPLE SIZE

No formal sample size calculation was performed for this open trial. The
figure of 500 subjects was based on the regulatory requirements pertaining to
- long-term safety and efficacy data.
36.2. STANSTICALMETHODS

Staust:lcal analysis was done by the JRF.

All stausucal tests were mtcrprcted at the 5% 31gmﬁcance lévél (2-tailed). -
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3827, Initial charactenstncs of subject mmpﬂe

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 g
RIS-CAN-19 trial separately. Because of the small numbers of subjects m

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-15, 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 baseline 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 evaluahons for the baseline visit of RIS-
]NT-41 had to be repeated

I1E

26214 Anaﬂyses pﬂanned

Descnptzve statistics and tabulations were generated for all demographic

-, variables and baseline characteristics.

36232 Anglysesperformed.

ol Notapplidable T

The analyses were performed as planned.

3.6.2.2. Pharmacokinstics - phammdynamﬁﬁs
3.62.2.1.- Analyses ,@Faﬁﬁed '

Not applicable Trw oy T

. 26222 Analyses performed

3.6.2.3. Drug concenfations =

' 38231, Analyses planned

Descriptive statistics were to be performed on the trough levels stratified |
according to daily dosage. ' '

" 36232 Analyses parformed (if applicable)

The analyses were performed as described in the protocol.
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. . 3524 Efficacy , o e
| 3.6.2.4.1; Analyses bﬂanned‘ o l

An intent-to-treat analysis was performed, ie, all subjects with at least 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 palred T-test ).

(i)r ' anarryparameters

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 tirne points.

{ Secondary paramelers

The secondary efficacy parameters were the remaining N-CBRF subscales,
_ the ABC total score, the irritability subscale of the ABC, the investigators

CClI, and the seve.nty of an individual target symptom (ie, most troublesome

symptom) on a VAS.

The change versus base]jné was calcufated for 2l secondary parameters,
except the CGL Each of these changes were evalvated by means of the
paired T-test. For CGI, frequency tabies were gcnerat@d. '

36242 Analyses performed

In addition to the imitability Subscald of the ABC, the Tollowing ABC
subscales were also analyzed: lethargy/social withdrawal, - stereotypic
behaviour, hyperactivity and mappropriate speech. .

As a secondary sensitivity analysis, missing 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 gronp: conduct disorder, oppositional defiant disorder,
disruptive behaviour disorder not otherwise specified. Subjects who

GEEC LT - 5 ' JJRIS 02562391
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- 'reported-morerthan on¢ diagnosis of Which one'was conduct disorder
were classified in the conduct disorder category.. -
s degree of retardation: borderline, mild, moderate

3.6.2.5. Safety

3. 6.@.5. 7. A@eﬂyses pfanneaf

iy - Adverssevents. : -

Type and incidence of all AFs were tabulated. Spemal attenuan was givento
those sub_}ects who had &sconﬁnued the trial for an AE, 01: who expenenced
a severe ora serious AE '

{iny Clindcal laboratory tests - o
. Descriptive . statistics wefe . geierated._for _the _ clinical Jaboratory data
(including hormones), and pre versus post treatment cross-tabulations (with
B classes for below within and above norma] range) for a11 tests performed

Itnportant abnormahhes as determmed by the occur:ence 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 value ‘ie, 'befdre (referénce value of the

. parameter), durmg or after treatment (eg, non~patholog1cal before,

...........

~ pathological during reament). <~ - & Lol I

e i e e

Five types of important abnommlities were defined, indicated wnth codes 1
to 5:

y

o Code 1: reference value is pamological' values during the observation
‘period are not pathological L e A

e Code :2:: reference value is pathologmal {hlbhllow), at least one valoe
during tie observation period is patholegical (highllow) '

w8 -Cdde-3: reference value i¢-hot pathological; only one: _value'- but not the
 last one - during the’ observatlon peridd is pathological == = 1% -’f
o ‘Code 4; referen’e value is not pathologwal at least 2 values - or the last

' 2°_one ~during the obsérvation period arépatiological . .. ..

¢ Code 5: reference value is pathologically high (fow); at least 2 values - or
the last one - dunng the observatlon penod are pathologxcally low (high)

Pathologxcal values are values that are outside the pathologlcal limits. For
most haematological and bmchemxcal tests, patholog1ca1 limits were defined
by Lippert and T ehmann® For enzymes “the lower pathologxcal limit was
defined as zero, and the upper pathclogical limit as twice the upper normal
timit. For lenkocyte differential count, no pathological limits were defined. i
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

(i) . Vital signs (blood pressure, heari rate; ECG, body weight ‘ (

provided.

Changes in heart rate (HR), diastolic blood pressure (DBP) and systolic

blood pressure (SBP) were classified in the following normality classes:

Table 3-2: Cntersa for classification of vital signs )
Parameter Abnormally high Abnormally low

SBP {mmHg) >180 mmHg and increase 220 <90 mmHg and decrease 220
DEP (mmHg) 2105 mmHg and increase 215 <50 mmHg and decrease =15
Pulse (bpm) - '=120 bpm 2nd incredse 15 <50 bpm and decrease =15

T

'Ihe ECG parameters QTcB (ms) QTle (ms) HR (bpm) PQ (ms) and QRS
(ms) were calculated and categorized into normal, abnormal and pathological
" using the fellomng definitions and boundaries:

QTcB QI x (HRJﬁO)”Z
QTle=QT +154* (i - GOIHZR)

Criteria for potentially clinically important ECG values

classes:

T

" Yable 38
HR (beats/min) Below normal <55
Normal 55-100 -
Above normal >100
PR (ms) Below normat <120
1 Normal 120-200
Above normal ; >200
77 [ QRS (ris) A ol [ Nomigl#goke e 0ooe <t20
: e "l | Above ndmmializ e, e 2120
2o fQTEB (ms) o i |Noggdl o Doy fMale o 5430 Female <450
QTle (ms) ;. -+ cfBordesline v nef..  »431-450-" 451 -470
o 7 tagaf [Prolonged: oo - 451-500 471-500
R Pamqloéic - >500 >500

- Changes in QT cB and QTlc were classified in the followmg normality

- unlikely to raise concern about potential risk: changervs. baseline <30 ms

(includes all decreases and the increases < 30 ms)

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

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

JJRIS 02562393
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v} 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 (questionnaire,
Parkinsonism, dystonia, dyskinesia, CGI of severity of Parkinsonism, CGI of
severity of dyskinesia, CGI of severity of dystonia, bucco-linguo-
masncatory, 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 rmaximuom 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.

{v) Tanner staging
Descriptive statistics were generated for the Tanner stagmg

{vi} Cognitive lests
Descriptive statistics were generated for the cognitive function parameters.
The changes versus baseline were evaluated by means of the paired t-test.

36.252 Analyses performed

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

For ECG: In additicn to the QT comection 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 QTc
value (QTcF) 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.

All other safety data were analyzed as planned.

EPS Iisted 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, involuntary ‘muscle coniractions,

. hyporeflexia, akathlsm and EPS disorders.
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- Subjects were considered to possibly have prolactin-related adverse events if - . .

they experienced hyperprolactinaemia, gynaecomastia, galactorrhoea,
amenorrhoea, menorrhagia, dysmenorthoea, and vaginal bleeding.

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

P B
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4.1.

AA.1.

I A TR 712 O Tt

RESULTS R

This following sections describe the outcomes from the inferim analysis.
4 i

Subject and treatment information

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

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

“only information on drug administration of risperidone was filled in in the

CRF. However, the first week of the drug administration, | information 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 tredted in 'the analysls as if it was
placebo medication. This means that visits. for this subJect in the intedm
analysis are shifted with 1 WeeK cormpared to. ;what will be in the final
analysis (ie, data at baseline are analysed as scieening data in the interim
analysis, data at Week 1 as baseline data, and 56 forth). It was decided that
the database was not to be re-opened at this stage. The data will however be

) . corrected befgre the overall ﬁm}. analysxs is gomg to be performed

SUBJECT msp@smuw

Only subjects who had entered the trial before 31 July 1995 were included in
the interim analysis. The trial duration for the interim analysis was from
18 Mar 1997 until 3 May 2606C. ]Forty-ﬁve psychaMstslpsycholo gists
participated in the trial (Display SUB.INV).

- f"'A total of 393 sub_]ects Wcre screened, of whlch 74 sub_;ects did not meet the
o YIS s
" inclusiofi and exolusaon cntena ‘at éntry. Ultimate'ly, 319 sub_;ects entered the

trial, and they ‘all reéeived the tial*médication™ Out of these 319 subjects,
300 subjects newly entered the trial, and 19 sub_]ects came from RIS-CAN-
19 (Display SUB.FD.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 02562306
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Table 2-1: Summary of reasons for premature discentinuaticn [

Subjects Who, A e

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

n (%) | n (%) n (%)
- {Number of subjects who were treated 300 (100.0yF 19 (100.0hf 319 (100.0)

Number of subjecis who completed 169  (56.3) 3 (58] 172 (339
Number of subjects ongoing’ 22 {24.0) 15 (78.9) 87 (21.3)
Number discontineed 59 {(19.7) 1 531 &0 (188
Reason for d1scanunuah0n
dverse event’ 22 (7.3) 0 (0.0 22 (6.9)
Insufficient Fesponse o (3.0) 1 (3.3) 10 (3.1)
Subject noncompliant . 9 (3.0) -0 (0.0) 9 (2.8)
Subject lost to follow-up . 8 2.7) 0 .. (0.0 8 2.5)
Sub_]cct withdrew consent & (2.0) 0 {0.0) 6 (1.9)
Other ) _ 4 (1.3} 0 0.0 4 (1.3)
Subject ineligible to confinue the tral 1 (0.3) 0 0.0 1 0.3

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

Gy Source:Disp_laySUB.‘IT . o

- Sntty sub_]ects (18 3%) dIDpped out before trial completlon The most
Common teason was adverse event (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%).

412, PROTOCOLDEVIATIONS - . .1

T ‘«'.'.-G. *

. A surmary of«ngor protocoL dev1at10ns is prescntcd m Table, 4-2, and

L devlatmns are mdlwdually hsted in Llstmg SUBDV 1.

FIFIZE SN & - Wit e e . - .
] Eni-ibe e 10 R SN L IV 0 T A :

i

JJRIS 02562397
Confidential/Produced in Litigation Pursuant to Protective Order



‘.~ Table 42t 5 Summaw ‘of manor protocel deviations’ -

2 Subjects who .
received
Newly entered | risperidons in
subjects | RIS-CAN-19 Total H
: @300 | (elo) | @ed1n) i
| . L. @1 a @ o @#): !
Number (%) of subjects with deviations 24 (80) |. 3 (58] 27 (85 '
Tntercorrent therapy B 2 D).l 6»[ 21 66
Intercurrent forbidden therapy 20 Wy 1 (B30 21 (6.6)
Selection criteria not met 5 Qa.7n 3 (158))] 8 2.5}
Abnormal Iab values o OO 1 &3 1 (©3
. Age out of fimits 1 @©3)] o ©of 1, .03 I
. Baselme dlscase conditions out of l:lrmts 3 (I.Q) 1 2 (105), 5 (1 6) ’ &
Selection criteria not met (nog)* 1 @) 0o ©o]-1 ©3 !

' Not othérwise specified

AU " Note that 4 subject can have more than one deviation

_ Souree: Dlsplay ST.TB.DV

g | . Apart from early mthdtawals descnbed in Sectmn 4.1.1 above, major - .
o protocol ¢ deviations, mamly forbidden intercurrent: therapy, were noted in 27 |

subijects (8 5%) 'I‘wenty~one (6 6%) subjects took forbidden intercuirént B

- - ~thempy, .:the most frequent -of ‘which was RJ.ta]m
L e 11 subjects Although a]lowed by the protocol, --
©Tw 00 Ritalin'wagtaken at doses that had not been stahlhzed 4t 2 constant dosage

hydmchlonde), takcn b

30 days pnor to the start of the study.

- 413, DEMOGWII-{IHC AND OT HER BASEUNE CHARACTERISTICS

Out of the '19 subjects who had previously been patticipating in RJ[S-CAN
o 19,9 had been mndormzed to ‘Ireatment wﬂ:h nspendone in RIS-CAN- 19,
- and 10 to” placebo (L1st1ng SUB ]NVA) A]l ‘subjects ™ who had been
randmmzed to nspendone had been effecuvely treatcd with nspendone in
RIS-CAN 19 ‘for at Jeast 6 weeks ;Treatment duration for subjects who had
been randomzed o placebo in RIS-CAN-19 was between 41 and 43 da.ys in
a]l cases except for2 sub jects who had becn treated for 23-29 days.

(methylphsmdate P

<4

" The medlan number of days between the last medication intake in trial RIS- | |

CAN-19 and the first inteke in trial 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 tral and for the subjects who had been participating in

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

]
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Table 4-3: Summary. of- dempgraphac and baseline characteristics :
Subjects who received ' ’ '
. risperidone in
Newly entered subjects RIS-CAN-1% Total
(n=300) . (n=19)* (n=319)
- Sex (n, %) Femald 52 (17.3) 1 (5.3) 53 (16.6)
T Male] 248 2.0 | 18 . (947 266 (83.4)
Race (n,.%) Blackl 15 5.0 3 - (15.8) 18 (5.6)
: 3 Caucasian| 255 - (85.0) 16 (84.2) 271 (85.0)
Hispanid 3 (1.0) - o . (0O 3 (09
Oriental 1 (03) 0 T 0.0) 1 {0.3) .
] Otherl 26 (8.7 0, (0.0) 26 (8.2)
Domiciliary  Lives with othefy 57 (192) 4 - Ly | el (19:3)
|status (n, %) Lives with parents] 240 ®8 | 15 (789) | 255 (80.7)
Age (years) = Mean+SE| 97 £ 0.14 86-x- 05 | 96 = 0.14
Median (minmax®)| 10.0 . (&1 90  (512) | 100 (4;14)
Age class Childn o e .
(<12 years)| 223 (74.3) 17 (89.5) 240 (75.2)
sz, o ° Adolescents - . - ot z
Ve e e Gl2years) 77 ... .(25.7) .2 " (10.5) 79 (24.8)
V{;igh; __(kg)_ . Mean+SE 359 £, 08 ;9? * 1.8_' 356 = 0.7
_ Median {min;max) 33 (14:82) 254 (20:46) 32.0 (14;82) -
chght(cm) Mm+sE 1403 + 10 {1326 + 3.0 1398 + 0.9
O Medlan (min;mix)f 13900 (105;176) ]1349 (109;155) | 138.0 (105;176)
Body mass - “MeanSE 177 02 |73 z -05- 1177 =+ 0.2
index (kg/m®) Median (minymax)] 17.0 (115;353) [ 168 (139;228) | 169  (119353)
IQ Mean £ SE| 630 * 0.8 695 + 24 | 634 % 0.8
Median (min;max)] 64.0 (3589 ) 72.0 49;83) | 65.0 (35:84)
Vineland score Mean+ SE] 520 % 08 584 = 2.2 524 % 0.7
...  Median (min;max)] 51.5. (20;83)  |. 600 (40:71)- |.520 (20;83)
CSlscore = 5+, Meant SE 1{)3 L, :]:_,f_,’,,r A8, |H35, + .. 43 {1038 =+ 1.7
P Me.dlan(rmn max) 1010 , (23,212)_”143‘.9 (74;143) ] 102.0 (28;212)
.Tanncrstagng(n, @y . ol 271 f (9 Y ) 27 (BT
B AL CE “1'69“” e R BV ' '('ég"':’s"f “l-ise (60.0)
S0 F"---"-z“ BT ,”(175)_, s syl | 52 (16.8)
B s f a2l b {2y el e - (53) ] 22 (7.1
%o, 448 - 6. b O 5400 -] 18 (5.8}
5 5 (1.7 0 (0.0) 5 (1.6)
1
JJRIS 02562399
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Table 4-3 Summary of dlemngraphnc amd baseline characienstncs (cumtmued)

‘Subjects who received.- |
risperidoge in

Newly entered subjects RIS-CAN-19 Total

(n=300)" (0=19)* (m=319)
ADHD] 9 (3.0) 0 0.0) 9 " (2.8)
ADHD+BD nosg 28 (0.4). 2 (10.5) 30 (9.4)
. ADHD+CD{ 58 (19.4) 8 (42.1) | 66 (20.8)
ADHD+CD+BDnos] 1 0.3)° 0 0.0) 1 0.3)
ADHD+CIHODD] 6 {2.0) 0 00 | & (1.9
ADHD+ODDY 57 (19.1) 3 s5.8. .| 60 (18.9)
BDros' 21 . qor 1. (53). 22 (69)
CDj &8 (22.7) 2 (10.5) 70 (22.0)
CCDsODDf 3 - {LO). 0 0.0) 3. ©.9)
R ~'ODD{~ 48 - . (61} | -3 - (15.8) 51 (16.0)
Axis Tl (mental .. " Borderlinel. . 99. ~ » . (33.2) -§ .11 579): 110 - (347
retardation) (n, %) Mildi 134 (45.0) 7 (36.8) 141 (44.5)
) Moderate] = 63 - (21.8). 1 (53). | 66 (20.8)
Asthmal 0 - (©0) 1 (100.0) - 1 (5.0)
Unspecified] 19 {100.0) 0 . (0.0). 9 (95.0)

Newly entered subjects: 2Subjedts who cariie from RIS-CAN-19. *SE: stindard emof. “min;max: Iminimum — maximum.
SADHD: Attention Deficit Hyperactivity Disorder; BD: nos: Disnuptive Behaviour Disordertiot otherwme specified; CD;
Conduet Disorder; ODDx: OpposmanalDeﬁarrthsorder

Source: Display SUB.DM-, Display SUB.DM.2, Display SAF.VS.3B, and Display SAF.TAN.1. -

Overzll, 83.4% of the subjects were male, and the median age was 10 years
(range 4-14 vears). Seventy-nine subjects {24.8%) were adolescents
{12 years: or older). Mean weight and hcxght at basehne were 35 6 kg and
139 7 em; respectwely -

With rcspect to the DSM—IV Axis ] chagnosm subjects whom rcportcd more
than one diagnosis, and one of which was conduct chsarder were classified
_in the conduct disorder category As sach, there were __146 subjects (45.8%)
with conduct disorder (DSM-IV 312.8); 111 subjects .(34.8%) with
oppositional defiant disorder (DSM-IV 313.81) and 52 subjects (16.3%) with
dlsruptwe behaviour disorder not otherwise specified (DSM-1V- 312.9). Ten
sub]ects (3.1%) had a DJISSng Axis I diagnosis at the time of the interim
analysis, including 9 subjects (2.8%) with attention deficitthyperactivity

disorder (DSM-IV 314 xx; 314.9).

With respect to the DSM-IV Axis I diagnosis there were 141 subjects
(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 intellectual functioning (DSM-IV V62.89). Two subjects had
2 missing AJUS 1T diagnosis at the time of the interim analysis.

JJRIS 02562400
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4.1.4. CONCOMITAMT DISEASES AND TREATMENTS : - ‘ .
- A wide range of concomxtant chseases were reported, none of whlch “were'
thought to have any influence on the course of the trial (sce 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

mentione‘d diseases were related to body system ‘ear, nose, throat'.

Concomitant medications were reported by 238 subjects (74.6%). Display
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 summarj 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 psychoanalepnc and psycholeptlc drugs is given in Table 4—5

Tabl]e'-M: Concomitant thempy. summary data

_ _Risperidone
-+ -~ .. |Concomitant therapy - - : o .. {n=319).
"7 | Gerleric naing o n T (%)
Paracetamol - 88 . (27.6)
Methylphenidate hydrochloride 37 (11.5)
Clavolin - ' 28 (8.5)
Amoxicillin : T2 (6.9)
Bactrim . 18 (3.6)
Acetyleaticylic acid 14 4.4
| Mebendazole T 14 . @4
Salbutamol 13 Ly
Ibupmfen _ 13 (4.1) )
| Ambroxol hydmchlondc GonoTeted i3 %.1 -
Y Akbrogal St uE e 0 b VD (34
Pyréﬁmlembmte N Y TS 1 S 5 B
: ) oratadite - - g 10 (3.1)
- Aheeo BT Oxymetdzoline bydrochlonde g 2.8)
-2 .U Aminophenazone -8 (2.5)
Fluticasone propionate g (2.5)
Mefenamic acid .8 (2.5)
Acetylcysteine 7 (2.2}
Amoxiciliin trihydrate 7 2.2
Loperamide hydrochicride 7 22)

Source: Display SUB.CT.1

- JJRIS 02562401
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Table 4-b: Conceomitant therapy: delails for the classes.of
psychoanaleptics and psychuﬂeptlcs

Risperidone
Concomitant psychoanaleptic and psycholeptic therapy (0=319) .
ATC class Generic name n (%)
Psychoanaleptics | Amfetamine 1 (@3
Dexamfetamine sulfatc 3 0.9)
Dosulepin.. -~ 2 s - 1~ (0.3). 1. B

Merthylphenidate 6 (1.9
Methylphenidate hydrochloride 37 (118
Pemoline ' 1 0.3}
o Piracetam 2 (0.6)
Psycholeptics Chloral hydrate 2 0
Clonazepam 1 (0.3)

Diazepam 1 (03 |-

Euvegal-Tropfen N 1 - (3) |-
Hydroxyzine . . - 1 03
Levomepromazine 1. (03
" |Lorazepam 7 = 3 (oo
M[dazolam male.ate 2 (0.5)
.. P;pampcmne 1 (03)

- . | Prochlorperazine maleats. . 1 @3 -
Thioridazing hydmchlondc 2 0.5

© . .o+ | Valedamextract = 7. 1 ©3) |

Source: stplay SUB.CT.1

The nost ﬁrequently used medication was pa:acetamol (n-88 27.6%).
Paracetamol was most taken for commen conditions like headache, fever and
cold. Methylphemdate hydrochlonde for the treatment of ADHED was tzken
by 37—~subJects (11 6%) dunug the+tnal None -of these medications was
thought to have had any i mﬂuencc on the course or outcome of the trial.

s et o A memmn e msns i L —— e = e

It

Special attention was given in the analyﬂs to: drugs that were admlmstcred
for the treatment of EPS.*Fivé " subjécts” {1.6%) " 160k - anti-Parkinson
'medication in the course of the frial (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 metacychne potassium 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).

JJRIS 02562402
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42. Treatmentcomplignce’ * ™ - e .

A record was kept of the drug dlspcnsed and returned for each subject as
described in section 3.3.7. Analyses. of treatment compliance were not
performed.

43. Drug dose and pharmacbkﬁneﬁcs

43.1. DRUGDOSE

The trial medication was given as described in ‘Selection and timjng 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 4-8: , Mean, mode amd mammum drug dose
{days on drug only)
Risperidone
Dose (mg/day) L (N=319)
Mode dose .+ Mean+S8E; 1.64 T 0.04
Median (min;max)]| 1.60 0.2;4.0) -
Meandose . - - Mean + SE{ * 1.54 - 0.4
: Median (min;max)]  1.45 ©2;3.7)
Maximum dose Mean + SE{ 1.86 + 0.05
Median (min;max)] 1.80 (0.2;5.0)
Dose (mg/kg/day) . ‘ MN=318)
. Mode dose Mean£ 88| 0.021 % 0.001. .
} . . Me.dlan (minzmax){ 0.011 (0:0.06)
' T “Medhi + SE 0.04 + 0:001
T AN MR (Stimadyy 004 - (0.015 0:08)

SE: standard error "
2 -y thiftvith- iR tafar 5 SR L.
;3 Source: Displays SUBAM. 1A and SUB.AM3 ]

+

T LE T - T T SR .

L 4 ; -

By RV N
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‘Figure 4-1:  : Mean drug dose = SE versus time interval - .
- .. PAMTNIO0L 10EY
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‘The. méaﬁ fmode daily dosage mcreased from 039 +0.01 hig/ﬂay at baseline

10 1.52 4 0.04 mg/day at Week 4, and re:mamcd stable thereafter. The overall

432,

. mean mode daily dosage (excluding days off dmg) was 1.64 + 0.04 mg/day.

Exposure is discussed in section 4.5.1.

'DHUGCDNCEN'I'HM’HDN 5-‘l¢ Vel

S

u Only samples rccewcd at the bmanalyncal laboratory before. Ma}' 11, 2000
- wege included in the actual mtenm analysxs Samples ava:llable after that date
_wiltbe mcludchm the final analysls andxeport -

. B L T
[ T A, total .of 1079. samplesa_vze;e,avmlable from whlch

- included i in the pharmacohneﬁc analyms

928 | samples were

Samples taken at. v:s:lt 1 (n—272) are listed separaiely in Annex PX.1. Ten of

. these samples had quantifiable plasma concentrations of ‘active mmojety

and/or risperidone. For seven of these samples, all plasma Jevels were below
1 ng/ml. The active moiety concentrations of the three remaining samples
wére 22,7 ng/ml (#3706), 23.8 ng/ml (#3522) and 45.% ng/ml (#3372),
indicating that these subjects had been receiving risperidone before visit 1.

The following samples were excladed from,the summary- statistics for the
following reasons (n=151; see also:Annex PK.2)x - - - .-

_ JJRIS 02562404
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o e Samples from subjects not yet present ifi the interim CRF database (n=93) (not ' i
SR listed in Annex PXK.2). - c
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 dosing information (n=24).
s No drug intake before sampling (n=
S
4.3.22.. Pharmacokinelics
Descriptive statistics of the plasma concentrations of risperidone, the active
moiety and 9-hydroxy-tisperidone were calculated for samples taken at visit
7 (3-10 weeks after treatment start) (p=236), visit 12 (23-46 weeks after
treatment start) (n=231) and endpoint (n=184), Endpoint was defined as the -
last sample of a subject who either completed or discontinued in the trial.
Samples from subjects that werg still participating in the trial at the time of
the interim analysis were allocated to their comesponding visit.
Summary statistics of the plasma concentrations of risperidone, the active
wii kS pribigt) and 9-hydroxy-risperidone at visit 7, visit 12 and endpoint are listed
drec s in Table 4—7=(so1irf:e:-“D'isp]ay PK.1). The individua! plasma concentrations
' are displayed in’ Annex PK.3; Annex PK.4 and Annex PE.S. Scatter plots of
the dose-normalized concentrations versus the time after the first drug intake
are enclosed in Display PE.2. '
Table 4-7: Plasma concentrations (ng/mi) of risperidone, active
moisty and Q-hydmxy=-rnspendone (@@s&n@rmahzed to
0.04 mg/kg/day) at visit 7, visit 12 and endpoint
| N ] Mean + SD | Median (min-max)
i [Active matety” Tt F eunAiamad wdh t prsey om0 s - i
VST e aB iy 2286 s p e o 41808 x| . 846 (NQ-354.0)
Vit 12 cobeni i 2300 in e 1353126 109 NQ-111)
Endpoint 184 = - 124112 9.11 (NQ - 64.7)
- sy » g |Rispéridome . oo - E el R T .
Visit 7 236 . . 2401607 . 0.17 (NQ -46.9)
Visit 12 231 2.53%6.05 0.22 (NQ —45.5)
IEndpoint 184 2.02%+522 - 0.22 (NQ — 43.5)
S-hydroxy-risperidone _ . . .
 |visit 7 236 644 1 6.59 7.65 (NQ — 36.8)
Visit 12 231 11.0x93 9,08 (NQ - 65.7)
Endpoint - 184 104 8.6 B.17 (NQ = 50.2)
NQ: <0.20 ng/ml for active moiety :md <0,10 ng/ml for risperidone.
Source: Display PK.1
Plasma concentrations remained fairly constant over the entire’ trial period,
and were in the sameé order-of ‘Toagnitiide a8 in-another long-term trial in
children (RIS-USA-97).
' . L . . ’ ____’__._————-——-_'_—_—_’_'__-_
NN T JJRIS 02562405
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" To better reflect overall peak and trough concentrations of risperidome,
summary statistics have been calcilated on samples with a sampling time of
" -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 PX.3). Scatter
plots of the dose-normalized concentrations versus the time relative to drug
intake are provided in D1sp1ay 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 apprommately 24 hours. Based on the nspendone/acuvc
_'m01ety plasma concentration ratio, 96. 5% of the subjects were identified as
apparent extensive metabolizers and 3.5% as apparent poor metabolizers
(poor  metabolizer if ratic >0.6; otherwise  extensive).

Table 4-8: Plasma concentrations (ng/mi; mean £ SD) of
e risperidone, active molety and 8-hydroxy-risperidone
(dose-normalized 10 0.04 ma/kg/day) for samples taken
from 0 io 8 hours and from 8 to 30 hours post-dese

FLR . R - T

e

Relative time Active mojety Risperidone 9-hydroxy-risperidone
1058 houirs (N=55) 244158 6.16+6.46 162+ 12.0
8-30 hours (N=5345) 12.2+104 © 210+ 584 T ID1ET76

Source: Display PK.3

4.3.2.3. Pharmnacokinetic comr=lations

r.somn@ge”w BRI T TR

’ Drug concentratxons have beéri correlajted to the occun'ence 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 (p=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 sommolence (12.8 + 11.3 ng/ml).
Concomitant infake of methylphenidats

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

JJRIS 02562406
Confidential/Produced in Litigation Pursuant to Protective Order




4.4.

44.1.

442,

methylphenidate does not affect the plasma concentrations of the active |
moiety during long-term treatment with risperidone.

Efficacy eva!uati;dn

DATA SETS ANALYZED

' The efficacy analysis included all subjects who had entered the trial before

31 Tuly 1999 and who had received trial medication and had at least one post
baselinc visit for the primary ¢fﬁca:_:y parameter (intent-to-treat analysis).

The sample included in the intent-to-treat analysis is the one described under

“Subject disposition’ (section 4.1. I) and ‘Demographjc and other baseline-

characteristics™ (section 4.1.3).

ANALYSIS OF EFHCACY

Only nommputed efﬁcacy results are mscussed in the efﬁcacy section of the

i 'report "Ihe 1mputed and nommputed results were similar. -

4421, Pwman’y eﬁf’ icacy variable

The pnmary efficacy parameter was the change in behaviour from open label
baseline to endpoint as measured oa the Conduct Problem subscale of the N-
CBRF. The Conduct Problem subscale was measured at screening, baseline,
and at each of the subsequent visits {Visits 4-14). A lower score on the
Conduct Problem subscale of N-CBRY indicates a better condition.

The results for the primary efficacy parameter at the different fime points are
shown in Dlsplay EFFNCBRF 1B and are summanzed 1n Table 4—9 and

RS Rt

g ST
i
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CIL: confidence interval . ;

! Included in this tsble are data from onl y those subjects mth change:—from—baselnne data at
each given fime point
2 Two-sided p-value for paired T-test on change from open label basehne
Som'cc Display EFF NCBRFE.1B

‘Table 4-95+ + Gonduct Problem subscale score: mean{xSE} and
" e mean(x SE) change from open [abel baseline at the
different tme points
" Risperidone
{n=319)
Change from open label baselme
Tire point | N Mean + SE Mean+SE |  95%CI p-value?
Screening 298 344+04
Baseline - | 308 32704
" IWeek 1 306 241206 8.7 £ 05 (9.7: 7.7 <0.001
[Week 2 294 19.6+0.6 2131 £ 06 | (-143:-12.0) | <0001
Week 3 303 17.1£06 A157 £ 06 | (-169;-145)- | <0.001
[Week 4 309 156206 | -168 £ 06 |(-181;-156) | <0.001
Month 2 286 16.0+0.6 -16.7 £ 0.6 | (-17.9;-155) | <0.001
Morth 3 282 162x0.6 -162 £ 06 | (-17.5:-i49) | <o0.001
Month 4 273 155+0.6 \167 206 | ¢179;-155) | <0001
onth 5 271 16.1£0.7 -162 £ 06 | (1745 -149) | <0.001
onth 6 267 16.4£0.7 -160 £ 07 | (-174;-146) | <0.001
fonth 9 . .|, 199 168+0.7 -160 £ 08 | (-17.5; -14.5) | <0.001
onth 12 168 15.1+0.8 -175 £ 09 | (-19.3;-158) | <0.001
ndpoint 319 17.0+0.6 -15.6 £ 0.7 (-169; -14.3) <0.001
Nonimputed results
- SEistandard efrbr -

(X
——
‘.
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. Figure 4-2: Mean change. from open label baseline + SE versus time
. interval on the Conduct Probiem Subscale of N-CBRF : ’
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g FISPEEIDNE GROUP SRS MUEJECT NEDLY ENTERLT IN RIS=IRT~41, YHILE RAS{Cal~1R) AZFETS TO SURIECTS CoaThd FITU TAL PRECEDRNG THUL RIS=CiR-10

The mean score dropped from 32.7 (£ 0.4) at the open Iabel baseline to 17.0
(= 0.6) at endpoint, and to 15.1 (£ 0.8) at Month 12. The mean change from
open label baseling at endpoint and at Month 12 was -15:6 and -17.5,
respectively. The effect was highly statisticaily 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 sobjects (N =
289, 33.4 t 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 alréady partiaily 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 small 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.

4.4.2.2. 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.
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4.4.2.2.1. Other subscales ‘of tfie Nﬂsongerﬁhﬂd Behaviour Hm‘mg
Form (N-CBRF) .. - _ RV

P

Tn addition to the conduct problem subscale of the N-CBRF, the following
subscales of N-CBRF were analyzed as secondary efficacy vasiables: the
positive social behaviour subscalés (cormpliant/ calm, adaptive/ social) and
the problem behaviour subscales (insecure/ anxious, hyperactive, self-injury/
stereotyped, self-isolated/ ritwalistic, 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.NCBRF.3B. The scores at Month 12 and at endpomt are summarized in
Table 4-10. -

Table 4-1 0. Other subscales @f ananger Chﬂd Behsmoun' mtmg Torms:
" mean (= SE) and mean {< SE) change fmm npen lakbel
bassline at Month 12 and at endpeint -

ST R e . ¢ Risperidome . ...
TR T . L (m=319)
_.Change from open label baseline
- N-CBRF subscale: |--N~ |-~-Mean+ SE- | -Mean+SE -{-- 95% CI-—| p-value'
[Positive Social Behaviour: ' )
Compliant/calm’_ .. -~ ‘ : ;
Monti12 - | 186 | 22+03 | 4103 (34:47 | <0001
Endpoint - 319§ B8.5+02 32402 (2.7;36) | <0001
Adaptive/social’ o
Month 12 168 | 7.0%0.2 25402 (2.1: 2.9y < 0.001
" Endpoint 319 | 6501 - 2.0£02 {1623 | <0.001
- - {ProblemBehaviour Subscales: - - - - - . - T
i ][msewrelammousj.'_ N e i -~ L
“Month 12 - | 167 — 94%05 — ‘1‘-6 3+06 , ,(75 =3 o) < 0.001
"'"‘.:*:'E'ndpoiht‘“ 319103404 - '-5 4+05 | {63744y | <0.001
| Hyperactive L., P ... N
~-{~ = Month 12—~ 168 |- 10:320.5 [ -s.sio.s;,j_ BB AT E <0.001
—-—Fndpoint - - -~} 319 | 112404 | -7.0£04 | ) < 0.001
'Self-imjury/ stereotyped | I L
b Month12  -Yles| 12x02 | -15:x03 | (2.0;-10) | <0001
Eadpoint - 319 | 1502 | -11%02 (-14; -0 | <0.001
Self-isolated/ ritualistic : .
Month 12 167 | 32%0.3- 2.0+03 (-26;-1.3) | <0001
‘Endpoint 3191 36x02 - -1.6£0.2 (2.0 -1.1) <0.001
Overly sensitive . ) o
Month 12 169 | 50403 26103 (3.1; 21 | <0001
Endpoint 3197 52+02 -2.120.2 (2.5 -1.7y | <0.001
SE: standard error
CIL confidence interval

! Two-sided p-value for paired T-test on change from open label baseline
? Higher scares indicate beﬁe.r cond:tmn. For all othcr pa.ramsttrs lower scores indicate a

better condition ‘ r . LR At
Som'cc.DlsplayEEF_.NCBRF_.:’;B- LT P
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- .. Y-° The other subscales of the N-CBRF showed a simildr profile to the Conduct -

e Problem Subscale. The mean changes from baseline were statistically O
significant at all time points for all subscales of the N-CBRF: compliant/
calm, adaptive/ social, insecure/ anxious,  hyperactive, self-injury/

 stereotyped, self~isolat§d/ ritualistic and overly-sensitive (all p < 0.001).

-The improvement was mainly observed during the first 4 weeks of treatinent,
and remmned stabIe the.reafter

442 2.2. Aberrant Behaviour Checkffst (TABC)

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
_111 D1sp1ay EFFABC 2. The scores from the total ABC and its subscales at
Month 12 and 31 endpomt are summanzed in Table 4-11. Lower scores
:mchcate a better c_on,dahon : P

Tabils 4-11: Abeg;rani Behaviour Checl%]lﬁst: rhean (z SE) and mean
--— . . change {z 8E) from open label baseline at Month 12 and at

pr g
i

e e endpomt _
TR W IR Risperidone
. e ; o (n=319).: .
. i o Change fromopen]abel baseline
ABC N Mean + SE Medn £ SE l 93% CI —[ p-value‘
[Total ABC -
Month 12 153 | '32.3%2.0 -36.1+2.3 (~40.5; -31.7) | <0.001
Endpoint 291 | 380+17 -282+1.8 (-31.9 ; -24.6) | <0.001
-~ firritability - . o o .

mmm b onth 2 - 4-160- |- ~10:3£ 07 ~— § - <9:540.8- - - (-11 0:280) | <0.001
-[-Endpoint-e - - ——4-304-]- 115405 - |..-80%06 | (-92 -69)- < 0.001
Wethargyficial withdriwdl ™ | oroe S - ]

‘o] -Month 1248 — 1-¥60 } 4.062047 - }--35310.5 -(445-22) | <0.001
- |-Endpoint—-—-— {-300 } - 52+04 - - 25304 | L?.s e16) 1 <0.001
* [Sterestypic] behaﬂoui‘ Yewen oo ' '
= Menth 120 - - 1634 - 16182 - 23404 (-3.0;-L5) | <0.001
‘= — -—---| Endpoint —-~ - 308 {  2.0+02 -1.340.3 (-1.8; -0.8) | =0.001
© 77 [Hyperactiviey ' '
f- T | Month 12 - 157 | 15.0:09 -17.421.0 (-19.3; -15,5) | <0.001
Endpoint : 209 | 17.3£07 -14.3+0.8 (-15.8; -12.8) | <0.001
fInappropriate speech .
Month 12 16| 24202 -1.8£02 (23;-14) | <0.001
Endpoint 317 |. 25%02 . -1.3+0.2 (-L7;-1.00 | <0001

SE: standard error
CI confidence interval

! Two-sided p-value for paired T-test on change from open label base-h.n.e
Source: Display EFF. ABC.1B

The mean change from the open label baseline of the I,otal ABC score ranged a
between -12.2 {(Week 1) and -36.1 (Month 12), and was -28.2 (+ 1.8) at

LimaT ‘ | JIRIS 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 all subscales < 0. 001)

44223 Clinical Global Impression (CG

Display EFF.CGL! and Display EFF.CGL2. show. the distribution of the
clinical global impression of charige of the subjects’ condition over time. The
. frequency distributicti at the open label baseline, Mon‘ih 12 and at endpoint
are summarized in Teble 4-12. '

Table 4-12:  Frequency distributien of the Clinical Gidbaﬂ Impression
o of change in subjects’ condition at Month 12 and at

. endpoint .| . S
S R L I S :Ri-".-P@IidOQB .
N R S (n=319)
' " Open Tabel baseline | Month12 | - Endpoint
. (p=305"%" 1™ =170} 1 (o=31D)

CGlrating - . m (%) 1 (%) n (%)
Not iil 0 00 | 26 (153 T35 (113)
Very mild 2 0.7 - 48 (28.2) B4 (27.0)
Mild : 19 (6) 55  (32.4) 85 (213
Moderate. 70 (30 | 33 (154) 71 (2.8
 Marked .} 204 (4D} 5. .9 | 20 (6.4)
L fsevers T T 2" ‘goy I3 (. 8 1 .15 {4.8)
- AExremely sdvere @ F IR @) T T T (0.oF ¢ 1 {0.3)

Scurce: Pisplay EFF.CGL1 ) _

T T R A I U
_Overall, 204 {63. 6%) sub_]ects showed 10, Very : mild or mild symptoms at
endpomt compared to 21 (6 9%) wn‘.h vcry mﬂd 01' m:]d symptoms at

ML DR TR

e E o e LT LT ,-_:g R fre

o

- . The number of subjects -with no or rhild 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

‘ treatment, thereafter the scores remained stablc

4.4, 2.,24 Visual Anaﬂogue .Sca!e (VAS) of the most troublesome
symplom

The VAS score of the most troublesome symptom at the different time points
is shown in Display EFF.VAS.IB and is graphically displayed in Display
EFF.VAS.2. The scores at Month 12 and at endpoint are summanzed in

_ JJIRIS 02562412
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Table 4-13. Lower scores indicate a better condition. The most frequent of
the most troublesome symptoms included aggression, oppositional defiant o
behaviour, and hyperactivity. ‘

Table 4-13: Visual Analogue Scale: mean {+ SE) and mean (= SE}
ehamge from open label baseline at Month 12 and at

endpoint , . . _
Risperidnne .
(n=319)
N . . Change from open label baseline
N | Mean+SE { Mean+SE | 05%CI | pvalue'
. [VAS score.of the most troublesome symptom . o
. ) Month12 - 170 § 26.6+14 . -406+1.8 [(-532; 4600 <0.001
Endpoint . 308 § 334£14 -405+1.6 }(43.7;-373)| <0.001

SE: standard error

CT: confidence interval

! Two-sided p-value for paired T-test on change from open label baseline -
Sou:ce Display EFF. VAS 1B

N TN T = A
. The mean’ change from baselme ranged between -11.5 (Week i) and -49.6
_ (Month 12). The improvement at endpoint was -40.5 + 1.6. The change from
baseline was’ stat15t1cally significant at all time points {all p < 0,001).
- Changes were “mostly observed dunng the first 4 weeks of treatment;
e thereafter scores remamed stable '

4.42.3 Subgroup anzlyses

A subgroup analyses by DSM-IV Axis I (diagnosis group) and Axis Il
diagnosis (degree of mental retardation) was perfori'ned for the primary
efﬁcacy parameter (ie, the chanje versus open label baseline in behaviour at
end pomt as measured on the Conduct Problem subscale of the N CBRE).

S N - S -t -

44.2.3.1. Subanalysis by diagnosis o

) _,Sub]ects ‘dlag{%sed with conduct dlsorder (DSM»IV 312 8) were analyzed
G T :é:pifrlz;fiely rom those daagnosed with oppositional defiant dlSOIdBI‘ (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.DIAGNCBRF.IB 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 surmumarized in Table

4-14.

‘
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Table 214: Condust-Problermn subscale seore: subanalysis by

diagnosis -~
Risperidone
(n=309)
Change from open label baseline
Time point | N Mean+SE | Mean*SE | 95%CI . | p-value'
Subjects diagnosed with conduct disorder. : :
onth 12 79 14812 | -184 t 1.1 (-20.7;-16.2) | <0.001
Endpoint 146 17.2£1.0 -15.7 £ 1.0 | (-17.6} -13.8) < 0.001
Subjects diagnosed with oppositional defiant disorder e
Month 12 56 17.0+1:4 =164 % 1.8 (20.0; -12.7) | "< 0.001
{Endpoint 111 17310 | -162 = 1.3 (-18.8;-13.7) | <0.001
ubjects diagnosed with disruptive behavionr not otherwise specified
onth 12 - 27 126+1.8 -179 + 2.1 (-22.2;-13.6) | <0.001
Endpoini 52, 16716 -13.8 £ 1.7 {-17.2; -'10.4) '+ < 0.001

SE: standard error

CI: confidence interval

! Two-sidad p-valuefor paired T-test on change ﬁ'nm open label baselmc
Soorce: Display EFF.STR.DIAG.NCERY.IB

.The. mean -change from. the open label baseline for subjects with conduct
-dizsorder renged between -10.9 at Week 1 and -184 at Month 12. The
improvement at endpoint was <15.7.

The mean change from the open- label baseline for subjects with oppesitional
defiant disorder ranged between -7.4 at Week 1 and -18.2 at Month 2. The
improvemest at endpoint was -16.2.

. The mean change from the open label baseline- for subjécts with disruptive
behaviour not otherwise specified ranged between -5.8 at Week 1 and -17.9
at Month 12. The iimprovement.at gndpoint was -13.8.

.. ... - The changes from:open label base]ine were statistically significant at all tirne
.- pointsfor: all subgroups (all p.<:0.001). The.results wers comparable for the
three subgroups and similar: to the overall results.. s .

4 4232 Subanaiyms by degree of re@ardaﬂon ,

Subjects diagnosed with bordedine intellectual funchomno DOSM-IV
V62.89) were mnalyzed separately from subjects daagnosed with mild (DSM- .
IV 317) or moderate (DSM-IV 318.0) mental retardation. The data are
shown in Display EFFSTRMRNCBRF.1IB 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. - :
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Table 4-15: . Conduct Problem subscale score: subanalysis by
: degree of mental retardation

Risperidone ’
(n=317) .
Change from open label baseline -
Timepoint | N Mean + SE Mean*SE | 95%Cl | pvalue'
: Subjects diagnosed with mild mental retardation L L
onth 12 77 16113 -168 £ 1.3 (-19.5; -14.2) < 0.001
Endpoint . 141 16810 -160 £ 1.0 (-18.1; -13.9) <0.001
Subjects diagnosed with moderate mental retardation
Month 12 44 136+15 | -180 15 |(2L1;-150) | <0.001
Endpoint . 66 15414 -163 + 1.4 (-19.1; -13.5) < 0.001
" Subjects diagnosed with bordstline mental retardation ' . '
onth12 | 47 15.0£1.3 -182 + 1.7 | (207; -147) | <0.001
Endpoint 110 18.3+1.1 -147 £ 1.2 {-17.1; -12.3) < 0.001

" SH: standard error
CI: confidence interval
! Two-sided p-value for paired T-test on change from open label baseline
Source: Display EFF.STR MR NCERF.1B

The mean change from the open label baseline for subjects with mild mental
. - retardation 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
mental retardation ranged betwéen -5.0 (Week 1) and -18.0 (Month 4, 6, 12).
The improvement at endpoint was -16.3.

The mean change from the open label baseline for subjects with borderline

‘intellectual functioning ranged-between -2.0-at Week 1 and -18.2 at

Month 12. The improveient at endpoint was -14.7.

-The chiatiges frotm open-label baselihe were statistically significant at all time

- pifits forall subgroups (alf p<0.001). The xesults were comparab]e for the
three subgroups and sirhildr to the overall results. -

4.43. PHARMACOKINETIC - PHARMACGDYNAMIC RELATIONSHIPS
. Notapplicable.
444 EFFCACY CONCLUSIONS

The interim efficacy results of this one-year multicentre open labe] trial 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+0.04 mg or 0.021 * 0.001 mg/kg) had a statstically significant
beneficial effect on the primary efficacy variable (ie, the change from open
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label baseliie on thé¢’ Conduct Problem’ Subscale of the Nisonger Child
Behavioor Rating Form (N-CBRF) at endpomt), and on all secondary
efficacy parameters (ie, other subscales of the N-CBRF, the Aberrant
Behaviour Checklist (ABC), the investigators' Clinical Global ]mpressmn
(CGI) and the Visual Analogue Scale (VAS}) of the most troublesome

- symptom). The improvement was especially observed during the first 4
weeks of treatment. Scores remained stable thereafier.

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, . borderhne “intellectual
functioning) did not reveal any differences between subgroups.

| 45, Safety evaluation
| 'All subjecis who enitered the trial before 31 July 1999 and wh received trial
medication were included in the safety analysis. -

454, ExTENT OF EXPOSURE

- Tréatment duration is shown in Dlsplay SUB. AM.IB The mean treatment
duration was 281.6%5.9 days (range 7-498 days). The mean treatment
duration was 261.0 + 7.2 days (range 1-498 days) when only days on drug
were taken inta account.

Out of the 319 subjects, 230 subjects were treated for § months or more, and
181 of these 230 subjects were, treated for 12 months or more (days on drug
only) -

Tt T R T - N B L T A

452 ADVERSEEVENTS ~- o

s Iz

. 4.5 2 1. Nﬁ advelrse evenm

45211, Incidence

An overview of all subjects 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 >10% of the !
subjects. |

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

Coee . ‘ JURIS 02562416
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Table 4-16:  Incidence of adverse events reported by 10% or morg of

all subjects
Risperidone
m=319

System Organ Class Preferred term I (%)
Psychiatric Disorders Sommnolence 90 (28.2)
Respiratory System Disorders ] Rhinitis 78 (245
. | Pharyngitis 5 (179
Upper resp tract infect 41 (129
Coughing : 39 (12.2)
Central & Peripheral Nervous System Disorders | Headache 55 (17.2)
Endocrine Disorders Hyperprolactinzaemia 50 (15.7)
Metabolic and Nutritional Disorders Weight increase 49 (154
| Body as a Whole — General Disorders - Fatigue 39 (12
. . Fever 3% (12
Injury 6 (113
Gastrointestinal System Disorders : " | Vomiting 40 (12.5)
Urinary Systern Disorders Urirtary incontinence - 32 (30.0)
Subjects with any adverse event ’ - 288  (50.3)

+ Source: Display SAF.AE.1

The total umber of subjects who reported adverse events duﬁng the trial
was 288 (50.3%). Somnolence was the most common adverse event,
reported by 90 snbjects (28.2%). The investigator considered the relationship

.. with the trial medication as possibly, probably or very likely in 63 subjects.

Other fréquenﬂy x:eportcd adverse events were rhinitis (n=78, 24.5%),
headache (n=55, 17.2%), pharyngitis (n=55, 17.2%), hyperprolachnaemla

_ (n=50, 15.7%) and weight increase (n=49, 15.4%).

Rhmms and pharyngms were only sporadlcally consndered drnig-related.

' Beadache was considered drug—related in 13 subjects.

Hyperprolactinaemia was considered drug-related in 26 subjects; the
relationship was not assessed in the remaining 24 subjécts.
Hyperprolactinagmia and other prolactin- relatcd chsorders are discussed in
section 4.5.3.4. ' T : :

Weight increase was considered drug-reiated in the opinion of the
investigator in 30 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. Severity

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.AE7. A
summary table of all severe adverse events that in the opinion of the

‘
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. investigator ‘wére ‘possibly, pmbabl‘y'*@r:w‘efy”]i’lcely related ‘to the trial

medication is presented in Table 4-17.

Table 4-17:  Incidence of possibly, pmbab[ly OF very hkelly drug-
related severe adverse events

Risperidone
. . . (n=319)
Systemn Organ Class Preferred term n (%)
Psychiatric Disorders : Somrmolence 1 0.3)
. . Anorexia 1 {0.3)
Anxiety 1 {03
Apathy 1 (©3)
Conceniration zmpalrcd 1 {0.3)
Body as 2 Whole—General Disorders Condition aggravated 2 (08)
o T Fatigue I (03
e i s - - jLleppain 1 {0.3)
Central & Peripheral Nervons System Disorders | Headache . 1 (0.3)
Dizziness . 1 (0.3)
Extrapyramidal d:sorder 1 (0.3}
Metsbolic #nd Nutrjtional Disorders ‘Weight increase 3 09
oo e Obesity 1 {03
White Cell anid RES Disarders ' - | Grantlocytopenia 2 {06
rroowt i s i Tenkopenia ¢ ¢ 1 (03
Endocrine Dmurders Hperprolachnaenua 1 (0.3)
- I'Secondity Terms™ Coo LT MMedication emor 1 (03)
" Subjects with'one ar mGiE sevefe Adverse evénts tigl "Wéra possfnly,
- [probably or very likely druirelated ) St 16 (5.0
Subiects with one or more severs adverse event {related or not) 40 {12.5)

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

The majority of all-adverse events was mild. Overall, 40 subjects (12.5%)
experienced- one- of’ more severe adverse events, and of these. subjects 16
{5.0%) had possﬂ:aly, probably or very hkely treatment-related adverse
events. Treatment-related severe adverse events that were reported by more
than cne subject weie’ Wclght increase (n=3, 0.9%), gramﬂocytopema and

AL _condmon aggravated (n—2 each 0.6%).

ST e T

panard P

4.5.2 . 3.. Dmg—re{ 2 z;egness

The relahonslnp of the adverse gvents to the trial medication was classified

as none, dotbtiul, posmble, probabie or very likely. The incidence 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 drug, ie, headache, fatigue, sommolence, hyperprolactinaemia,
increased appetite and weight gain. :
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45.2.2. Deaths, other serlous, and other significant adverse events

4.522.1. Deaths

None of the subjects included in the interim analysis died during the trial.

45222 Other serious adverse evenis

An overview of all subjects with serious adverse events by WHO System-
organ class and preferred term is presented in Display SAF. AER.

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 teported by more than one subject were aggréssive 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, 0.6%).

Senous adverse events that were considered’ drugrelated (ie, possibly,
probably or very likely) by the investigator are’ shown in Display
SAF.A¥.10, and are summarized in Table 4-18.
Tabiéld;'ﬁ 8: o iln‘cfdehce of pessibly, pmbabh} ’dﬁ'-vew ﬂikéﬂy drug-

' related seripus adverse events’ during risperidone

treatment
- Risperidone
(m=319)

System Organ Class Prefarred term 11 (%),
Psychiafric Disorders Anorexia 1 (0.3)
) Confusion . 1 {0.3)
. Cemtral & Pmpheral Nervcrus System . D)rskmema tardl,ve 1 (0.3)
: storders PR " Dystosad 1 (03)
R PETI LR Extragyramidal dlsurdcz 1 (0.3
x#awer, ! +LHeadaches *. .. o . 1 (0.3)
_z - | Hypokinesia,. .. . 1 (03)
Body as 2 Whole—General Disorders Condition aggravated 1 @3
< ,TheraLhc response increased | 1 0.3
Gastrointestinal System Disorders "1 8alivd increased . 1 0.3
Secondary Terms Medication error 1 0.5
Skin and Appendapes Disorders Usticaria 1 (0.3
Red Blood Cell Disorders - Pancytopenia 1 {0.3)
Vision Disorders Glaucorma i (0.3)
‘White Cell and RES Disorders Granzlocytopenia i (0.3

Subjects with one or more serions adverse events that were possibly,
probably, or very likely drug related’ ‘ 10 (3.1
Subjects with one or more serious adverse event {related or not)! 38 (119

-'One additional subject (A3108) had an aggressive reaction judged serious and possibly
drug-related during the placebo run-in phase.
Source: Display SAF.AE.10, Listing SAF.AE.3

]
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. Ten subjects (3.1%) reported 15 drug-rélated serious adverse events during

the risperidone treatment phase. One additional subject (A3108) had an
aggressive reaction judged possibly dmg-related durning the run-in placebo
phase. The majority of all dmg-related serious adverse events were EPS-like
adverse events. All EPS-like adveme events (senous or not) are discussed in
section 4.5 .2.2.4. : :

All drug—reiated serions adverse events were reported only once.

.

45223 Adverseevenis ﬁ’eadmg fo imam?em dﬂswnmnuaﬂon

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

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

4-19.
Table 419:  Incidence of adverse events leading to permanent stop
" Risperidone
 (n=319)
System Organ Class Preferred term n {%)__|
Central & Peripheral Nervous System Dyskinesia tardive 2 (0.6%)
Disorders Hyperionia 2 (0.6%)
’ ' Convulsions 1 {03%)
Dizziness I (03%)
Diyskinesia - . 1 (03%)
’ Extrapyramidal disorder 1 {03%)
Headache . 1 (03%)
Hypokinesia 1 (03%)
Psychiatric Disorders Ancrexia 2 (0.6%)
: Anmiety 2 {0.8%)
Semnolence 2 (06%)
L. e et . .+ |-Appetité increased 1 03%)
Cyme e da g e e e 1§ Depression 1 03%)
o N . ] Ha]lucmanon 1 (0.3%)
‘Body 2s a Whole—Generil Disorders | Fatigtie’ 1 (©03%)
Tnjury 1 Q3%
Leg pain 1 (03%)
Gastrofitesinal Systeri Disorders ] Diarthoea ¢ 1 {0.3%)
T ke v oo ) Gastroefiteritis - 1 (03%)
Nausea 1 (0.3%)
_ . . Vomiting 1 (0.3%)
Metabolic and Nuiritiona! Disorders ‘Weight increase 2 (0.6%)
Dhbesity 1  (0.3%)
Urinary System Disorders Pace oedema 1 0.3%)
Urinary incontinence 1 ([03%)
FEndocrine Disorders Gynaecomasiia 1 (0.3%)
Resistance Mechanism Disorders Sepsis 1 (3%
Respiratory Systeim Disorders - Dyspncea 1 (86.3%)
‘White Cell and RES Disorders Granulocytopenia I (03%)
Subjects with one or more adverse events leading to discontinuation 22 (6D
Neote that a subject can have more than one ad\terse event that led to discontinuation
Source: Display SAF AE, 12 Lzsnng SAF_AE_S o :
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Twenty-two subjects (22, 6.9%).had adverse events that resulted in (

permanent discontinuation of the trial medication. EPS-like adverse svents e
that led to permanent discontinuation were reported by 5 subjects (see
section 4.3.2.2.4).

45224 Other sfgmf' icant adverse evenfs

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.AE.4.

Table 4-20:  Incidence of EPS-like adverse events

' ‘ Risperidone
. (n=319)

System Organ Class Prefemred term n (%)
. -Central & Peripheral Nervous System Extrapyramidal disorder 125 (A8
. Disorders- - - - Hypertomia ‘ 14 (4.4)
Tremor 13 4.1
_— i Bradykinesia 11 (34)
<y N - Hypokinesia 10 (3.1
S Hyperkinesia 9 (28
ST & Dryskinesia L1000 (3.1
P i Gait abnormal 6 (19
Ca ) Dyskinesia tardive 2 0.6)
Dystonia 5 18
Qcnlogyric crisis . 2 (0.6}
Subjects with one 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
g . senous 2 subjects. had, hypertoma (1 mild, 1 moderate), 2 subjects had
S tardwe dyskinesia {1 severe, 1 moderate, see below), and 1 subject each with
-\-—F - extrapyramjda] dxsorder "(scvere) ‘hypokinesia (moderate) and dystonia
(moderate) '

B ! :
P I-_f:ve (1.6%) Subjécts permmanently discontinued treatment due ic EPS-like
ST adverse events, and 2 subjects discontinued temporarily.

" Overall, the majority of EPS-like adverse events was mild and possibly,
probably or very likely related to nspendone treatment.

Two subjects reported reversible tardive dyskinesia.

A D9-year-old female subject (#3233, 0.6 mg/day risperidone} 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 movémémedts had been going on for
2 months. The mouth involvement had not begun until approximately

4
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45.3.

12 hours - after the “stidy teéatinent “had stopped- (on-‘Day 374). During a
follow-up examination 10 days later, the subject’s symptoms were improved
and later resolved (the time fo complete recovery was not recorded) The oral
dyskinesia was diagnosed as tardive dyskinesia; another poss1ble diagnosis
put forward by the investigator was d15cont1nuatmn dyskmesm

A 7-year old male subject (#3278, | mg/day risperidone) had an unscheduled
visit for urticarial rash 133 days after the start of treatment. Ceccasional
movement of the lips was noted, and the nspendonc 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 presented with marked labial MOovVEments,
diagnosed as moderate tardive dyskinesia, and medication was-stopped. The
subject recovered without treatment 2 weeks later. The relati onshlp with the
trial medication was Judged as very hkely This adverse event was reported
as Serious..

4.5 2.2;5 Anaiys:rs and dtscussmn ot' dﬂiﬂﬂ?ﬁ oﬂter serious adverse
events and other significant adverse events

Ind1v1dua1 case. reports on deaths, other serious au:‘lve:n‘-'m events and adverse
events leading to withdrawal are given in Annex 6. Thiese namatives are
based on the information that was available in the mtenm database and will
be updated in the Fmal Clinical Report. :

CLMICAL L ABORATORY EVALUATION

4, 5 3.1. Lab@mtow vaﬁues over tnme

Chmcal laboratory data were, available for all subjects. Of the 319 subjects
withdarar-305™ (96%) had"'ﬁmr"Ed laboratory "dars, ié, bBoth- at baseline
(screening) and at least once:.dusing or, at: thé.end of. treatment. Display

‘ SAF LA.B 1B dESCﬂbGS"‘thf: dcscnphve statlsttcs *and the dtstnbutton of

haematology and bmche:msfxy Stht tablcs for cach paramcter are given in
+, Display SAF.LAB.2B. The results of the unnalys:s are presented in Display

" SAFLAB.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 rélevant changes in urinalysis.

45.3.2. Individual changes

The numbers of subjects with low, normal, or high vé]ues, with respect to
Iaboratory normal ranges at screening and at the different.time points are

 given in Display SAELAB.2B... -

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

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

Table 4-21:  Number of subjects with ‘code-4’ nmportant :

e ~ : abnormalities
7 Laboratory test Risperidone -
{n=319)
T | { | total .
o | Clinical chemistry . I . I
Chloride 1 - 1
Potassinm 3 - 3
- Total protein 2 1 3.
T Urea 2 2 4
T ¥-GT 1 - 1
R T AST ) _ 2
ALT 4 - 4
Bicarbonate 2 34 35!
Hzesmatology
Heemoglobin - 6 &
Haematocrit - 3 3
RBC ) - 1 1
WBC . 1 1 2
I "Platdletcoit - F "t "3 2 5

©izalh ST increase fo above uppétpathological lifnit-
oieitd L rdodécrease to Delow 1gver pattiological lintit > AR

,Nete 4 subject could haye mare than gne code—4‘ abnormality.; .

- One subject (A033 10) had 2 code-4 increase (Week 4) and a code-4 decre:a.se {Month 3)

: " Source: Listing SAF.LAB_ZB and stplay SAF LA.B 4B

'"r?sv%uu-u"_, 1

ezignii o There were 34 subjects with” pathologlcally low bicarbonate levels during the

trial, but this was considered not clinically relevant.

P Three subjects (A03517, A03944, and A03908) had code4 ALT increases,
1 subject (A03918) had code4 AST increases, and 1 subject (A03%63) 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
(laboratery 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.- (Because “thi§ " subject was
ongoing at the time of the interim analysis. there wéré no laboratory data
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" beyond Month 6.) Although mnot' included as a -cede'—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 inctease, weight increasé, and EPS.
Also reported were skin strige (its relationship to nea‘anent was judged

* doubtful). Other laboratory abnormalities included elevated prolactm levels

at every evaluatlon as well -as decreased bicarbonate or urea levels,
increased or decreased ncutroplnl and Iymphocyte counts, and increased

" eosinophil connts sporadlca]ly at one or more evalyations between Screening
and Month 6 (see Listing SAF.LAB.3 for further demls)

Subject A03944, an 8-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 /L. At Months 3 and 8, this subject’s ALT values were 94 and 148 UJ/L,
. respectively, which exceeded the pathological limit of 78 U/L. (Because this

subject was ongoing at the time of the mterim amalysis, there were no
laboratory data beyond Month 6.) Although not included as code-4
abnormalities, the subject s AST values were above the laboratory limit at

" Months 3 and 6 (56 and 75 UL, respectwely) Alkaline phosphatase was

elevated at Screenini 4 {491 U/L), Month 3 (496 U/L), and Month 6 (497 U/L,

" normal range 70-470 U/L). GGT was elevated at Week 4 (53 UIL), Month 3

(87 U/L), and Month 6 (52 UL). At Screening and af each evaluation, the
following Iaboratory parameters were below the normal range: uric acid
(2.7-3 mg/dL), haemoglobin (11.9-12.3 gfdl), and RBC (3.97-42 x
10%mm®). Laboratory abnermalities that appeared sporadlcally included

' \"elevated prolactm levels, decreased brcarbonate chlonde and sodium levels,

‘E;decreased WBC, and 1ncreased eosmophﬂ count The sub]ect experienced

"j'anorex]a, headache and' nervousness the’ relanonshrp of these events to

IIeatu;ent with nspendene was _]udgeﬂ doubﬁﬁl The sub_]ect also had

o pharjrlgfus ‘which' was unre"fa_ted to- treatment ‘and somnélcnce on two
T occaswns whrch Were Judged pos51b1y and probably related to treannent.

Subject A03908 a 6-year—o]d Caucas:an boy, had ALT values of 16-36 U/L
at' double-blind baseline through Month 9, which were within normal
laboratory limits (laboratory 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 U/L) 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 appe\ared -sporadically were decreased unc
acid, bicarbonate, RBC, WBC, neutrophils, and lymphocytes, and increased
eosinophils (Screening only). The subject’s adverse events inchuded
hyperkinesia, viral infection, i m]ury otitis mecha and upper resp:ratory tract
infection, ‘mone of which had any relauonshlp to nspendone treatment The
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subject also experienced somnolence, because of which treatment was

temporarily stopped.

Subject A03918, an 11-year-old Cancasian 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 géﬂlologica] limit of

.78 U/L. (Because this subject was ongoing af 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
871to 202 U/L. GGT values were elevated at Month 3 (50 U7L) and Month 6
(66 UL, normal 10-49 U/L). Lactate dehydrogenase 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, sommnolence, and weight increase (See

Annex.6). At Screening through Month 6, the subject’s bicarbonate levels
were decreased (20-21 mEqg/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, neutrophil count, and

lymphocyte count, and increased eosinophil count.

-Subject A03963 an 11 year—old Cancasmn boy, had ALT and AST values

w1thm no::mal Iaboratory Iimits (ie, 39 and 42 U/L for ALT and AST,

'respectwely) at the double-blind bascline and screenmg At Week 4, ALT

and AST were 231 and 157 U/L, which were above the pathological Jimit
(78 U/L for both). When determined 1 week later, ALT and AST remained
elevated at 291 and 170 U/L, respectively. Transaminases had retumed to
normal at Month 3 (21 and 28 U/L, respectively) and remained normal at

_:Montt1 6 (15 and 24 U/L, respectively). Lactate dehydrogeuase was elevated
. at Week 4 (368 UfL) and rema.med elevated 1. week later (376 U/L), but
“;"‘_'were normal. at Month 3 (242 UIL) and Month 6 (229 U/L). These
i} abnormahues were reported as an. adverse event, theu' relatlonshlp to

treatment wuh the study mechcat:lon Was con51dered doubtﬁtl Additional

o events also conSIdered to have no relationship .or doubtful relationship to

treatment were coughmg, 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 Screéning through Month 6 (3.8-4.1 x 10%mm?),
and decrcased neutrophil counts at Week 4 through Month 6 (26-44%). .

Laboratory abnormalities that appeared sporadically incloded increased
bicarbonate, decreased bicarbonate, and increased lymphocyie count.

4.5.53.4. Prolactin levels

‘Descriptive statistics and disiribution of changes ﬁ‘om, t.he ~open label

screening at the dtfferent time pomts are’ presented by sex in Display
SAF.LAB3B. Shift tables are shown in Display SAF.LAB.5B. The data at
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endpoint and ‘af Month 12 45&'surhinarized ifi Table 4-22.'A graphical display - |
of prolactin levels versus time is shown in Figure 4-3. ’ :

Table 4-22:  WMean (= SE) prolactin levels (ng/mi) by sex

Risperidone
(0=319) 5
Open label baseline Re-assessment time
Timepoint | N | MeantSE |  Median Mean+SE | Median .

{Males , :

onth 12 112 84+0.8 5.3 16510 14.7
gxdpoint 229 8.3+0.5 55 182+0.8 16.0
IFemales , '
Month 12 14 81%15 | . 52 334+105 185
Endpoint 42 9.61.4 6.3 265142 18.7
SE: standard error
Source: Display SAF.LAB.3B

Figure 4-3: Prolactin levels (mean = SE) versus time
o a. Male subjests -

PaiUKeDEn (0;3
STHTIM UEED: Ly () ARAUN
. Jap —~TRIL BE3~IRY—4{ (Lot ITEMH}
. - TUELAY SAF LA S PEOLACTIN (STATULETVALOIES By 3BT, ~ SEIH 4/~ 5F } VALUE YEFSUS TMF DITPAVAL on
1 EE POPULATITE ALL SURJECTS '
- Sk WLE
Lam Tits PROLACTIH h
10
; HATOHISATIN CROUE
e [P
——————— RISiCoN—18)
L PR 3

3 s I O e e m— T I
- e o] LI R -SS¢ LCl - —=
- 1 - 3
]
: u u K
| ~ : :
b S Tea R dnaag : -
e 27 WUMBER OF RIS L . .
o . 2n = - m . s = a0
- RISICAN-LE) 18 11 s 12 3
g ‘l‘_,-. . ALL SURESTS =3 =2 21 w7 183 [ ]
s e “THE HISFERIDONE GROUE SHOYS FUATECTS STALY ENTERED J§ RIS~ (T4 L WHILE FS{CAN—1F) REFERS TO SURMCCTS COMIAS PROM THE PEESENHD THIAL m—LaH—19
T ‘n
1 ]
i .- )
A T N JJRIS 02562426 .

i eeer st ' o Confidential/Produced in Litigation Pursuant to Protective Order



. L Figure 4-3: Prolactin levels {mean = SE) versus time |
* ' ’ b. Female subjects L .
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There was an increase in mean prolactin levels from screening to Wesk 4 in
both sexes. Mean levels of male subjects increased from 8.3 ng/ml to 25.0
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 stll elevated at
endpoint: 18.2 ng/ml in the male subjects, and 27.6 ng/ml in the female
subjects. - :

—_——F

" s~ Theré Were 0o séfious “adverse_events that werc related to the increased
prolactin Jevels. . . . '

‘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

. moderzate, and 1 adverse event was severe. The relationship with risperidone
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 ﬁnd:ihg 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 transient, and the subjects
recovered. Tn 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=3) or very likely (n—4) One case of
local oedemna in the left breast was considered unrelated. The dosage was
adjusted in 1 subject, and another subject permanently discontinued
treatment,

There was 1 case of moderate trafisient galactorthoea that wis considered

_ doubtful related to treatment 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 Normensal®) , mild
menorrhagia (relationship not assessed; resolved without intervention), mild
dysmenoxrhoea (not related, subject recovered after treatment with Anacin® )
and mild vaginal bleeding (not related, treatment was temporarily
discontinued and the subject recovered without treatment). -

"All subjects with prolactin-related adverse events are identified in Table

4-23.
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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 Ouicome |Treatment
A03004 Gynaccomastia {207/ 178 Moderate |Probably (Nome  (Not Revd |None
CM/S yr . 12mg :
AD3374 Gynaecomastia |3/ 27 Moderate | Very likely |Perm.  |Revd None
C/E/8 yr 0.2 mg Stop
AD3433 Gynaecomastia {260/ 53 Mild  |Possible [Neme [Revd  [Nope
C/M/13 yr 1.4 myg

313/ 132 Mild Possible © |None |Revd None-

. [1.4mg
AD3489 . }Gynaecomastia - |63/ 105 Mild Very likely [None  |Revd None
CR/11 yr ' 2.1mg
A03299 Gynaecomastia - |50 >44 Mild Probably [Dose  (NotRevd [None
C/M/14 yr 2.8 mg adjusted
AD3303 Amenorthoea |18/ 254  |Mid Verylikely [Nome |[Revd  |Normensal®)
C/F/14 vr 2mg )
AD3344 Nonpuerperal |92/ 157 Moderate |Doubtfnl  |None  [Revd None
C/E13yr  |lactation " |3.1mg
{galactorrhoea) -

A03352 Gynaecomastia |84/ >1 Moederate |Possibly None  [NotRcvd |None
C/M/14 vr 4mg
AD3044 Gynascomastia |38/ 144 Mild Possibly None  [Revd Nene
C/M/L2 yr 1.6 mg .

367/ >1 Mild Very likely |Mone |NotRevd |None

19mg
AD3464 Vaginal 144/ 4 hild None Temp  |Revd None
CIE/10 yr haemorrhage {0mg stop

(bleeding) )

AD3190 Gynaecomastia 1134/ -y | Mild None None Revd None
C/MIT vyt 1.8 mg
AD3922 Gynaecomastia |113/ >1 Mild  {Possibly |Nome |Revd None
B/M/13 vt 25mg
AD3933 Dysmenorrhoea |33/ 1 Mild None None  |Revd  |Apacin® |
C/E13 yr 2mg '
A03237 Menorthagia |48/ 13 Mild Not None [Revd No
C/FEN2 yr 1.3mg ‘ assessed
AQ3703 - Gynaecomastia {24/ 34 Mild Very likely [None Revd Na
B/M/G v 2mg -
A03507 Gynsecomastia |76/ 92 Mild Probably |Nome [Revd No
C/V/12 yr 1.5mg )

C: Cancasian; B: black; M: Mzle; F: female; yr: year(s); Revd: Recovered; Perm/Temp Stop: Risperidone
treatment permanently or temporagily stopped.
Source: Listings SAF.AFAQ.I, SUB.DM.1, SUB.CT.1
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4 5.4.14. Vuta! signs am‘l physncaﬂ ﬁndlmgs

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.

" Table 4-24; Summaﬁ'y of vital éigns;. mear (+ SE} aﬁﬁ mean change (+

) Source IJ:spIay SA

SE) from open labe! baseline at Month 12 and 2t endpoint

CI cunﬁdem:e interval

ui i

»»»»»

v_s_ 15,

e

. vor—: 1
,,J Ta VL

R:spendona -
- (n=319) -
Change from open Iabel base]me
N-| Mean+SE | Mean*SE |-~ 95%CI | p-value'
ody temperature (degree Celsiug)
Month 12 159 | 3631004 | -0.08:0.04 (-02; -0.0) 0.061
"Endpomt 299 36420, 03 b -0.0420.04 (-0.1; -0.0) 0.232
Systolic bicod pressare (mmbg) - . T
1 Month 12 172 b l05.8+1.0 30+09 (I.1:4.8) 0.002
Endpoint 319 105.0+0.7 2.1x0.7 (0.7; 3.4) 0.003
- IDiastolic blood pressure (mimg) 1. ~ T T <
Y} Month 12+~ -} 192- L, 679209 29x09 1.2; 4.7 - 0.001
Endpoint 319 67.8+0.6 1.§1£0.6 . {0.6; 3.0) 0.005
[Pulse rate (hprm)
Month 12 172 80.5x09 -1.4%1.1 -(-3.5; 0.7) 0.1%8
Endpoint 318 81.9+0.6 0.1£0.8 (-14: 1.7) 0.883
[Bespiration rate (L/min)
Month 12 - 171 208103 -0.1104 (-1.0; 0.8) 0.827
©) Bpdpoint.. .7 i+] 3197 52008020 T 02+0.4 (09 05) 0.567
SE: standard erfor | - T nE T A A T LI

Ovarall tl}ere Were sma]] changcs durmg the tna] whxch were ot chmcally

' relcvant

Blood pressure and pulse rate were classified as mormal or abnormal
according to the cntena 1n Table 3-2. The classification of the shift versus
" open label baselinie is given in stp}ay SAF.VS.2B and is summarized in

Table 4-25,

JJRIS 02562430
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Table 4-25:  Classification of vital signs:-frequency distribution of
shift versus open label baseline at Month 12 and at .
endpolnt

Risperidone
{(r=319)
Month 12 Endpoint
(n=167) {n=310)

Vital signs ., n (%) n (%)
Systolic bloed pressure (mmHg) - .
Normal 165 {02.8) 305 (98.4)
Abnormal below 2 (1.2) 5 (1.6)
Diastolic blood pressure (mmHg)

" INopmal .: : 163 (97.6) 304 {98.1)
Ahnorma]—below 4 2.4 [ (1.%)
Pulse mte (bpim)

] Ncrma] ‘ 167 (1060.0) 305 99.7
| Abnormal above 0 (0.0) 1 0.3)

Source; Display SAF.VS2B

Oniy very few subjects had abnormal low (blood pressure) or high (pulse
rate) values Individual values for these subjects can be found in Listing
SAF. VS

P

A physma] examination was performed 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

1 5 T N A P,

end of the trial. An additional ECG recording was performed at Visit 9 for

O

sub_]ects from the 2 I Hunganan centres Szeged a.nd BaJa.

b

Mean chigfiges froth g OL baséline in ECG results (a:us heart rate, JT

interval, JTCB interval, PR interval, QRS complex QT inferval, and RR

J,mterval as, Jwell as QTe intervals using Bazett’s formula (QTcB) and
Fridericia’s s formula (QICF) are presented in Display SAF.ECG.1B and

summarized in Table 4-26.

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

Relative to the OL baseline, there were statistically significant 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<OD. 001) These mean changes
had no clinical relevance.

-

i

JJRIS 02562431

Confi dentlaUProduced in Litigation Pursuant to Protective Order



Because of “the physmloglca]ly highiér Chelart rates in children 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 roct RR) has been demonstrated to be
appropriate in other populanons as well (adult schizophrenics and elde,rly
" demented panents) QTec 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 @TcF resuﬁts at week 12 and

endpoint
Risperidone
(=319 ‘
. . 5 Change from open label baseline
! . L N | MeanzSE Mean+SE | . 95%CI | p-value'
~ - [Heart rate (beats/mimute) " : -
Month 12 145 77.0£1.3 -5.6%1.3 {-8.1;-3.00 < 0.001
Endpoint 269 | 79.0+1.0 37%1.0 (-3.7:-1.7) < 0.001
QT cF interval (ms) )
T Momth12 145°| 3879%15 +22%15 (-0.8;5.2) . 0.151

Endpoint 269 | 3866211 +17+1 2 {-0.6;4.0) 0.152
SE: standard error .
CT: confidence interval® -~

YTwo-sided p-value for paired T-test on change ﬁ'om open screening
Source: Display SAF.ECG.1B

The distribution of ECG data outside the nommal range is presented in
st]p]lay SAF.ECG.2.

Thc followmg cntena were used to. class1fy QTc interv als as abnormal or
- patticlogical ifithe Comimitteg for Pmpnetary Medlcmal Products {CPMP)-
proposed catcgones &

ettt gt n e e S

D NOmian‘lh ‘ Female <450 ms ., Male: <430 ms

" Bordégling ;-  Pemile: 451470 1 ms~ ~Male: 431450 ms
‘Prolonged .~ Female: >470-500 ms  Male: >450-500 ms
: Pathologlcal >500 ms (female and male)

. The d:lstnbutmn of QTcF intervals is summarized in Table 4-27

JJRIS 02562432
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- Table 4-27:  Distribution of bordeﬂﬁn;e and prolonged QTcF intervals

Risperidone
(N=319H)
Normal Borderline Prolonged
- N n (%) n (%) N (%)
QTcF
Screening 297 205 (99.3) 1 (0.3) 1 {0.3)
Month 6 245 243 99.2) 1 (0.4) 1 {0.4)
Month 12 145 145 (100) 0 {0y o (1)}
Endpoint 269 . 268 (99.6) 1 0.4 0 (0)

' Source: Display SAF.ECG2

Two subjects had prolonged QTcF: one at screening and one during the trial.
One male subject (A03284) had a QTCcF interval that was prolonged (500
ms) at screening but not during treatment. One male subject (A03001) had a
QIcF interval that was prolonged (490 ms) at Month 6 but noomal at
screening and at Month 12. No subject had pathologmal QTCcF intervals at
any time during the study.

Increases- in QTc, values from baseline were e:ipressed. in the
CPMP-proposed categories as follows:

Unlikely to raise concern: <30 ms
Concem about potential risk: 30-60 ms
Clear concern about potential risk: >60 ms

The distribution of increases in QTCF values is summarized in.Table 4-28.

Tab 4-=28 Distribution of increases from @pen=ﬂabeﬂ baseline in

i QTcF values - -
¥ EEE I E T I T Risp’end‘bne' F R
{(N=319)
S |x30ms 30-60 ms > 60 ms
i U2 IN o | ) n (%) N (%)
c IMonth 6 f231 o7 9.6 |22 (9.5) 2 (0.9)
* 1Monfh 12 - - 1137 127 (%2.7) |10 (7.3) 0 (0
| Endpoint 253 234 (92.5) |19 (7.5 0 (0)

Source: Display SAF.ECG.4B

At endpoint, 19 subjects (7.5%) had QTcF increases of 30 1o 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-cld 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, a2 10-year-old girl, QTcF
increased from 330 ms at screenming to 400 ms (+70 ms increase from
screening or an increase of clear concern) at Month 6; at Month 12, QTcF
was 390 ms (+60 ms increase, or an increase of concern). Despite these

:
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increases, however, this subject’s QTeF-ferainied within-the normal range

e throughout the study.

45.4.3. Body weight

" Subjects were wel ghed at baseline and at Visits 7, 9 and 12 and at the end of

the trial.

The descripfive statistics for body wéighf, he1ght and the BMI are given in
Display SAF.VS.3B. The data at endpoint and at Month 12 are summarized
in Table 4-2. BMI versus time is graphically displayed in Figure 4-4.

Table 4.29: Summéry of body height, welght and BRMI: mean (= SE)
znd mean change (= SE} from open tabel baseﬂme at
Month 12 and at endpoint

Risperidone
{n=319}
- - B Change friom open label baseline
| N, | Mean+SE- | Meag*SE [ -95%CI | p-value’
Body weight (kg)
Month 12 172 42.8+1.1 73103 (66; 8.0 < 0.001
Endpoint 314 42.1+0.9 63+0.3 (5.9; 6.81 <0.001
~.[Body height (e} -~ s ~ - ot D
o - {Mombl2 172 | 146 7712 R D:I:D.Z . (66 75) <0.001
o Endpomt ﬂ 314 1447+09 52+02 (45 5.6) < 0.001
"Bod¥ mass index (kgfm"} ' ‘
Monih 12 172 19.4£0.3 - 1.7x0.1 (15;20) < 0.001
Endpoint 314, 13502 1.7x0.1 (13; 1.9) < 0.001
SE: standard error
5 conﬂde.nce mterval
) L Two-sided p-valug for parred T—test on cflange ﬁ-om npen label base]me N
B S Sou:cc DlsplaTY SAFVS 3B LR TING R E K
yre ‘i—f*r 4 ks ‘;'
A i - )
Dl
3 - Weanr
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Figure 4-4: . Body Mass Index (mean, = SE) versus time _
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i _..,-Body we1ght mcreased by an average 63 kg (+ 03) from baseline to

endpomt. This incfease was statlstu:a]ly -significant (p < 0. 001) Since the
subjects were children from 5 to 14 years of age, the effect of risperidone on
body weight was confoiinded by growth. The height of the subjects increased
by 5.2 cm (2 0.2) on average from baseline to endpoint. The typical child in
the trial was a 10-year-cld boy with a baseline weight of 35. 99 kg and a
height of 140,16 cm. According 1o the Natmnal Ccn‘u'c for Healih Staiistics
(NCHS) pemenules,zs the 75 perccnhle welghj: at-age: .10 years is 35.61 kg,
similar to the average weight in the present study. As the 75th 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/fm® 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 i kg/m )
was close to the 50™ percentile for BMI at age 10 yea.m (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 2
natural increase and 1.08 kg/m” to treatment with risperidone.
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' Appet]te mcreased was- reported 36 ui.;ue‘s by 32 subjects (10.0%). The

. . Weight increase was reported 51 times by 49 subjects (15.4%). The adverse
~ events were mostly mild (n=29) of moderafe (n=18). Four subjects reported

i et

' T_“_iDISPIEly SAF ESRS liB___ The mean and medxan total score at the dhfferent

B orpiey mETE ii{_l 15 7"’5'”!5-—':’-"?. (AR

For““the“adverse" "e\fents‘ wéfght"‘iﬂcreﬁﬁ'e“"éhd]of‘ appeti’tfe;:'. increase and/or

T Tab}e 4-30

adverse event Wwas mild (,11-17) ot moderate (n=18). One event was
considered severe. The relatlonsmp with nspendone 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.

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 remaining 10 events Wwas not assessed.

Moderate obe51tas was reported by 2 subjects, and 1 subject reported severe .
obesitas. The relationship was risperidone treah:nent was ]udged as possible,
probable or very Ilkely (n-l each)

Twelve subjects reported appeute increase along with welght increase, and 1
subject reported obesitas together with weight increase. None of these
adverse evenis was reported as seTious.’ : ‘

e+ e a ne

cbesitas, the dosc was adjusted in 3 subjects. In 4 other subjects, the adverse
events led to 2 permanent disconfimuation of the treatmerit.

45.4.4. Extrapyramidal Symptom Rating Scale (ESRS)

The presence and severity of exﬁrapyratmdal symptoms was assessed at each
visit w1th the excep‘aon of screemng and th 2 The data are shown in

31 SR "‘;J;-;,,'ﬁ, I

l
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Table 4-30:  Total ESRS score: mean (= SE), median (min, max) and

R : ' ‘mean {= SE) change from open label baseilme at the
5 _ different time points”
‘ Risperidone
(n=319)
Change from open label
baseline
Time point N [ Mean+SE | Median (min; max) |- Mean x SE p-value!
Baseling - 310 1202 | 00 (00; 3500 )
Week 1 311 10202 | 00 (00; 25.00 =02 £ 0.1 < 0.001
Weak 2 a7 1102 | 0.0 (0.0; 25.0) 0.1 £ 0.1 0.434
Week 3 307 08 0.1 | 00 (0.0: 14.0) 0.3 + 0.1 0.014
Week 4 308 § 09 £01 ;] 00 (00; 140) 0.3 + 0.2 0.029
{Month 2 289 0801 | 00 (00; 1200 04 £ 02 0.031
.: . Month 3. 291 0.8 £ 01 | 00 (©0.0; 140 -04 + 0.2 0.008
L : onth 4. " 275 67+ 01 | 00 (0.0; 14.0» -05 £ 0.2 0.001
onth 5 . 274 1 08 £ 0.1 | 0.0 (0.0; 14.0 05 £02 0.008
onth 6 273 {1 07 £01 | 0.0 (0.0; 14.0) 035 £ 02 0.013
onth 9- 201-] 0.8+£0.1 | 00 (0.0; 11.0) 0.6 £03 0.017
onth 12 - .| 172 07 £ 0.1 { 0.0 (b.O; 12.0) =07 + 0.3 0.003
Endpoint 319 1 0701 | 0O (0D; 12.00: 0.5 + 02 0.006
- IMaximum 319 2202 110 (00; 25.0) 1.1 £ ¢.1 < 0.001
"% SE:standard'eror Vs - o
’ + N, Max: MITumim, maXimam .
Nomimputed results . . ¢

! Two-sided p-value for Wilcoxon signed rank test on change from open label baselme
Source: Display SAF.ESRSE.IB

The overall level of extrapyramidal symptoms was very low. The median
score was always 0 0: the ma_;onty of Sub_]eCtS dxd not show any ESRS scores
e L chfferent from zero aI any ng pomt dunng the tnal The  Imean scote at the
T _"7'0pen label “baseling wag 1.2 “The' mean ESRS score decreased during
R Heperidone freatmiont and was 0.7 4t 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.

The mazimum value at baseline was 35.0 and the maximum score on
treatrnent 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 Growth

Tanner staging was performed at baseline and at Visits 12 and 14. The data
are shown in Display SAF.TAN.1, and are summarized in Table 4-31.

]

S, JJRIS 02562437
! Confidential/Produced in Litigation Pursuant to Protective Order




e

e

: * endpoint-and Month 12 is presented in Table 4-32.

Table 4-31:  Frequency distribution 6f the change in subjects’

5T Tznner staging condition at Month 12 and at endpoint
Risperidone
(n=319)

Open label baseline Month 12 Endpoint

. (n=310) (n=171) (n=252)
‘Tanner staging : n (%) N (%) 1. n (%)
o ' 277 8.7 13 a6, | 24 (8.2)
1 186 (60.0) . 78 @56y | ~-148 (50.7)
2 52 a8 |7 32 . Q&7n 46 (15.8)
3 2 (7.1, |’ 23 (133 33 (11.3)
4 18 - (5.8) 18 (10 5) -~ 30 {10.3)
5 5 (1.6) 7 4.1 " 11 (3.8)

9 The Tanner steging scale does not contain 2 '0° rating. T is highly likely that investigators
erroneously coded ‘07 instead of 2 rating of ‘1°. A review of 1nd1v1dual subjects with 2 rating of
¥ at apy time indicates that subjects with a rafing of ‘0° were young, ie, <190 years of age.

Source: Dtsplay SAF.TAN.]

[P, e At

Sexual maturation progressed during the trial. At entry, ,there were 213
(68.7%) children with a Tanner score of 0 or 1. At endpeint, the number
decreased to 172 (58.9%), while the number of subjects in a higher Tanner
stage mcreased_

- The suh]ects BTew dunng the tnal Mean he1ght at endpoint had increased by

5.2 0.2 cm] from 140.3 * 0.96 cim ‘at the open-label baseline to 145.2 +

0.94 cin at endpoint (p<0.001). A growth rate of 5.3 cm/year mlght be
expected in children of the same age {according to NCHS percennles 5.

4,5 4.6. Chang&s in c@gnuﬁme iu,mcfnl@n
Cogmtwc tests were performed at- VISI‘!:S 3 12 and 14.

PG TErz b v

4.54.61. Modified verba# ﬂeamm_g ﬂesi‘

The results of the momﬁed verbal lem:mng test (long delay ﬁ'ee recal], short

.-+ delay.free Tecall, total correct recognized, total correct not reécognized, and
2+ total -cerréct) afe shown in Digplay EFF.CT.1B. A summidry of the scores at
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: Tahle 4-32: Modified verbal learning test: mean (= SE)-and mean (= SE)
-~ -change from open label baseline at Momh 12 and at

endpoint
Risperidone
{n=319)
- - Change from open label baseline
Cogpitive test N | MeantSE | Mean:SE | 95%CI | p-value'
odified verbal learnimg test )
Tota! long delay free recall
Month 12 166 | 66+02 0.9+0.2 (0.5; 1.2) <0.001
Endpoint 285§ 65+0.1° 0.6+0.1 (0.4 0.9) <0.001
Total short delay free recall
Month 12 166 | 31407 22407 (0.8 3.6) 0.002
Endpoint 285 | 31.6+05 2.1£0.5 (L1;3.D < 0.001
Total correct ' ]
"~ Month 12 166 | 17.5+0.3 1.0£0.3 0.3; 1.6) 0.005
Endpoint 285 | 175303 0.6+0.3 @.1; 1.1) 0.014

SE: standard error
CI: confidence interval
! Two-sided p-vatue for paired T-test on change from open labe] baseline

- . Source: Display EFF.CT.1B

Overall, there was a2 small increase in the total number of items that was

= - .. recalled. The effect was statistically significant for the long delay free recall.

test.at 21l 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,
comrectly recognized and comrectly not recognized. The effect was
statistically significant at ‘endpoint and at Month 12, and borderline
significant at Month 6 (p=0. 05)

BT ‘»;,-—.".‘, FalnnA vt TR A T e -

4 5.4. 6 2. Continuous p@ﬁomamae Eask

ezl sl Uovamy S M T e e

Th results of the: continuous performance 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.
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Tabie 4-33: Continuous performance task: mean (= SE) and mean (=
SE) change from open label baseling at Month 12 and at

endpoint
Risperidone .
(n=319)
‘ Change from open label baseline
Cognitive test N | Mean+SE | MeanzSE | 95%CI | p-value'
Continuons performance test, easy
Total hits
Month 12 155 | 35.8+06 20206 | (08:32) 0.002
Endpoint 271 | 36.2+04 1.84+04 (1.0; 2.6) < 0,001
Total faise alarm ’ B
" Month12 7 | 154§ 6.0%10 -1.9%12 - (42;03) 0.006
Endpoint - 271 | 6.0%07 23+0.8 | (39;-0.8) 0.003
Total misses . ‘ - - .
Month.12 155 | 42106 -1.820.6 (-3.0; -0.6) 0.004
_ Endpoint 271 | 3.8+04 1604 | (24;08) | <0001
Continusus performance test, hard : '
Total bits B
Monih 12 133 | 3641035 2.2+07 (0.8; 3.6) 0.002
= Ehdpaint | 248 | 358404 19+05 (1.0: 2.9) <(.001
e :Tow'fansféanam' I
B . Month, 12 ., [ 133 | 195489 | -26%11 (4.8; 0.4) 0.023
D -Endpoint .. 248 | 14.1+4.38 33309 (5.1:-16) | <0001
o Total misses - ‘
Month 12 132 ] 43209 -1.7%09 -35;0.2) 0.073
Endpeint 248 | 4506 -1.720.6 (-2.3; -0.5) 0.004

SE: standard error

CI: confidence interval

! Two-sided p-value for paired T-iest on change from open label baseline
Source: Dnsplay EFF.CT.ZB

T R uiLAN 8 TS SOOI PRI ™

Y There was a staustncally mgmﬁcant increase in the total number of hits from
- - baseline 0 the end of the trial, and a statistically significant decrease in the
- total number of false alarms and misses, both in the;easy-and in the hard

- versmn ofthetask. e S e TR BRI

_' R K JUTRNY et W L T AT

“The Thean reaction t:u:nes for hits’ and false alarms decreased (range -23010
-99.8 ms), but the effect was not always statistically significant.

DM e L oo s

455. SAFETY CONCLUSIONS

The results from the saféty analysis show that long term treatment with 0.02
- 0.06 mg/kg/day risperidone (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
subjects), thinitis (24.5%), headache (17.2%) and pharyngitis (17. 2%). The
majority of all adverse events was mild. EPS-like ddverse ‘events were
reported by 22.3% of all subjects. The overall EPS-level was low. The
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TG = reported prevalence of psyciuatnc ‘consultations for these disorders, which

-+ Behavidlr Disordeéf not-otliérwise spécifiéd, has varied from 20% to 64%. -

v _include comorbid condmons amongst which ADI—]D and reduced

' majonty of subjccts did not show any ESRS scores dlfferent from zero at
" any time point during the trial. - :

Mean prolactin levels increased from scréening to Week 4. Thereafter, the
mean levels decreased, but they were still elevated at endpoint. Pemales

. attained higher levels 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 pert:f::nt;i]es,2823 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 increase in BMI during a 1-year
period at age 10 years is 0.6 ka/m Weight increase was reported as an
adverse event during treatment by 49 subjects (15. 4%) Appeﬂte 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 statistically significant improvement at endpomt and at Month 12.
. “There was no indication that risperidone had a negati ve effcct oh cognitive
~function.

SUMMARY AND DISCUSSION

Conduct and other distuptive behaviour disorders are among the most
common forms of psychopathology in ‘children and adolescents. The

- inéliide: Conduct Didordéry Oppostibnal Defiznt Bisorder and Disruptive
Factors that predispose individuals to greater Severity and pdorer outcome

mtelh gence

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
risperidone (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 ail primary and secondary parameters, and across all
scales (RIS-USA-93). . : .

¢
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Bécause of the-chronic nature of the conduct and other disruptive behaviour
' disorders, pharmacotherapy 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 bcforé 31 July 1999, 13 subjects
had previously participated in study RIS-CAN-19 and 300 subjects newly
entered the trial. Slxty sub]ects (18.8%) dropped out before trial completlon

The overall mean mode dmly dosage was 1. 64+0 04 mglday or 0.021

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

" (renge 1-498 days). Out of the 319 subjects, 230, sub_;ects were treated for &

o

months or more, and 181 of these 230 sub}ccts were treated for 12 months or
more. " : o < -

| :']['he ove.ta]l plasma concen!raﬂons of nspendone the achve moiety and 9-

hydroxy—ns.pendone remained falrly constant over the entire mal 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 12.4 ng/ml at endpoint.

The primary efficacy parameter was the change in behaviour from open label
basehne to endpoint as measured on the, Conduct Problem subscale of the N-

. CBRF 'Ihe mean score dropged from 32 7. (+ 0. 4) at base].me to 17.0 (+ 0.6)
at endpomt I'he lmprovcmcnt was especm]]y observed dunng the first 4

weeks of treatment Scores remmned stable thereafter The mean change at

''''' [ AR S A : L

A subgmup . a_nalyses for ihe pnmarf efficacy ‘parameter revealed no
" differencés bétween subjects with conduct disorder, with oppositional
defiant disorder and with disruptive behaviour disorder not otherwise .

specified. There were also no differences between subjects with different
levels of intellectual functioning-(mild 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
+32 £ 0.2; adaptive/ social +2.0 = 02; insecure/ anxious.-5.4 % 0.3;
hyperactive -7.0 £ 0.4; self-injury/ stereotyped -<1.1 +£0.2; self-isolated/
ritualistic -1.6 +0.2; overly sensitive -2.1 £ 0.2), on the total score of the

i
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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 extrernely 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%), rhinitis (24.5%), headache (17.2%), pharyngitis
(16.3%), hyperprolactinaemia (15.7%) and weight increase (15.0%). The
rmajority 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

' during the trial. Only 5 subjécts had symptoms that required admlmstrat;on
of ant1~Parkmson medlcatlon

The 1n01dence of ta:dhve dyskmema is estimated to be between 7% and 12%
in children and adolescents receiving long-term conventional treztment 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
nevrcleptics.

As with other drugs that antagomze dopamine D, receptors, msperidone
. ‘:;‘elevates proiactm levels. The mean prolacun levels in the present trial
*_u’ 1ncreased dunng the. “first 4 Weeks of “tréatment, and decreased again
'thereafter although‘“the iévels never tetumed to baselifie levels during the
o one-year treatiiient penod "Ferales attained hlgher levels than males. The
incidence of clinical manifestations in the present trial was low. There were
16 subjects (5.0%) with clinical manifestations of prolactin increase. In most
cases, symptoms related to mcreased prolactm levels were transient and did
not require intervention.

- 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 trdal which were not
clinically relevant. The ECG results did not show clinically relevant changes.

Body weight increased by an average 6.3 kg (+ 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 NCHS percen‘tiles,2328
4,77 kg (76% of the weight gain) might be atiributed 1o 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 rernained stable thereafter.

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

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

“no cwdencc md]catmg that nspendonc has ncganve effects on cognitive

ﬁmctlon

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 intellecizal functioning or miid to moderate mental retardation.

Apart from increases in body we1ght and prolactin levels, a review of all
adverse events, exi:ra.pymmldal symptoms, laboratory parameters, vital signs
and body weight shows that long-term ‘iIeatment w1th nspendone was safe

'andWelltoleratéﬁ 'ff TRRINT A P SPLE . A

S
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