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1.

EXECUTIVE SUMMARY

1.1 Conclusions and Recommendations

Two studies in adolescents with schizophrenia and one study in adolescents with bipolar
disorder demonstrate that risperidone is effective in treating these subjects.

1.2 Brief Overview of Clinical Studies

There are three placebo-controlled randomized double blind studies in pediatric subjects.
Studies RIS-SCH-302 and RIS-USA-231 evaluated the safety and efficacy of risperidone in
adolescents with schizophrenia. RIS-BIM-301 evaluated the safety and efficacy of
risperidone in adolescents with bipolar disorder.

1.3 Statistical Issues and Findings

Two studies in adolescents with schizophrenia and one study in adolescents with bipolar
disorder demonstrated that risperidone is effective. There are no statistical issues for any of
the three studies for the primary endpoint. However, no multiple comparison procedure was
planned for secondary endpoints in any study. For each secondary endpoint, nominal p-
values were reported. See Sections 3.1.1, 3.1.2, and 3.1.3 for the efficacy results of the
individual studies.



2.

INTRODUCTION

2.1 Overview
The sponsor submitted these studies to fulfill a pediatric written request.

Study RIS-SCH-302 (submitted under NDA 20-272) was a 6-week, randomized, double-
blind, placebo-controlled, parallel-group, multicenter clinical study conducted at 23 sites in 4
countries. Subjects were randomly assigned to 1 of 3 treatment groups: oral placebo tablets;
oral risperidone tablets 1 to 3 mg/day (dosage group A); or oral risperidone tablets 4 to 6
mg/day (dosage group B). The study comprised 2 phases: a screening phase (with a possible
washout period) and a 6-week double-blind treatment phase. Study medication was to be
titrated up to the assigned target dosage range by Day 7; the investigator then titrated the
dosage to the maximum tolerated dosage within the target dosage range up to Day 14 to
optimize efficacy while minimizing adverse effects. Subjects could be enrolled as inpatients
or outpatients as clinically indicated. A subject was considered as having completed the study
if they had completed all assessments at Week 6 (Visit 6) of the double-blind treatment
phase.

Study RIS-USA-231 (submitted under NDA 20-272) was an 8-week, randomized,
double-blind, parallel-group, multicenter clinical study conducted at 41 sites in 8 countries.
Subjects were randomly assigned to 1 of 2 treatment groups:

— Risperidone low dose group: oral risperidone 0.15-0.6 mg/day for subjects weighing >50
kg or 0.003-0.012 mg/kg/day for subjects weighing <50 kg

— Risperidone high dose: oral risperidone 1.5—-6 mg/day for subjects weighing > 50 kg or
0.03-0.12 mg/kg/day for subjects weighing <50 kg

The study comprised 2 phases: a screening phase (with a possible washout period) and an 8
week double-blind treatment phase. Study medication was to be titrated up to the assigned
target dosage range by Day 12. The investigator could then adjust the dosage to achieve the
maximum tolerated dose within the target dosage range; however, the dose was to remain
stable during the last 4 weeks of the double-blind phase.

Study RIS-BIM-301 (submitted under NDA 20-272) evaluated the safety and efficacy of
2 dose ranges of risperidone monotherapy (0.5-2.5 mg/day and 3-6 mg/day) versus placebo
in children and adolescents with a Diagnostic and Statistical Manual of Mental Disorders, 4th
Edition (DSM-IV) diagnosis of Bipolar I disorder who were experiencing a manic or mixed
episode (Young Mania Rating Scale [YMRS] >20). Efficacy was primarily based on the
improvement in severity of mania during the 3-week treatment period, measured by the
change in total score (consensus final score) of the YMRS from baseline to endpoint.

2.2 Data Sources

Electronic study reports and data sets (\\Cdsesub1\n20272\S 046 and
\\Cdsesub1\n20272\S 0467)
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3.

STATISTICAL EVALUATION

3.1 Evaluation of Efficacy

3.1.1 Evaluation of Efficacy- RIS-SCH-302

Study RIS-SCH-302 was a 6-week, randomized, double-blind, placebo-controlled,
parallel-group, multicenter clinical study conducted at 23 sites in 4 countries. Subjects
were randomly assigned to 1 of 3 treatment groups: oral placebo tablets; oral risperidone
tablets 1 to 3 mg/day (dosage group A); or oral risperidone tablets 4 to 6 mg/day (dosage
group B). The study comprised 2 phases: a screening phase (with a possible washout
period) and a 6-week double-blind treatment phase. Study medication was to be titrated
up to the assigned target dosage range by Day 7; the investigator then titrated the dosage
to the maximum tolerated dosage within the target dosage range up to Day 14 to optimize
efficacy while minimizing adverse effects. Subjects could be enrolled as inpatients or
outpatients as clinically indicated. A subject was considered as having completed the
study if they had completed all assessments at Week 6 (Visit 6) of the double-blind
treatment phase.

160 subjects are included in the intent-to-treat analysis set. The demographics for the
ITT population appear in Table 1. The majority was white, roughly % were male, and all
were older than 12 years old. There appeared to be roughly the same distribution in each
treatment group.

Table 1 Patient Demographics (ITT analysis set)

-~ PLACEED - FEIS I-Img FI5 4-6 mg === Tomal -
(H=54) M=35) (M=51) (=140

Age, years

N 54 53 51 160

Mean (300 15.5(1.38) 153.7(1.3%) 15.7(1.29) 156 (1.33)

Median 150 16.0 160 15.0

Range (13:.17) 1317 (1317 (13,17
Sex, m (%)

N 54 53 51 160

Famale 19035 23045 14027 FB{36)

Male 35 (65 30(55) 3T (TR 2 {6
Race, n {#)

N 54 53 51 160

American Indian/Alaskan Mattwe 0 a 1{2) 1{ 13

Astan 12041 18 (33) 18(35) B8

Black or African American 50 EXE)| Til4) 15( %)

Mined ] (I 1{2) mn

White 27 (30 33 (60) H(aT 84(353)

Source: Study Report, p 73.



Roughly % of the subjects completed the study. The reasons for discontinuation by
treatment group appear in Table 2.

Table 2 Subject Disposition and Discontinuation Reasons (ITT analysis set)

FLACEBO RIS 1-3mg FIS 4-6mg Total
State of Termination W=34) (=55 (W=51) (=140}
Term. Reason L (%) n (%) o (%) n (%)
Completed 36 67) 45 (81 44 B6) 135 78)
Discontinued 18(33) 1018y T{14 35010
Adwersa event (4 (5 4{ 8 {8
Insufficient resporse 1324 it ® 1{2) 1711}
Subject tpalizible o contnue the mal o 1{3) i) 1{ 1}
Subject withdrew consent 4 if3H 12 (4
Orthar 1{ 3 ] 1{ 3) 2 1)

Source: Study Report, p 72.

The primary efficacy measure was the change from baseline in the Positive and
Negative Symptoms of Schizophrenia (PANSS) total score at the Day 43 (6-week) end
point. The primary analysis used an ANCOV A model with factors for treatment,
baseline value, and country. The last observed value was carried forward (from Day 8,
15, or 29) for subjects with missing values at Day 43. To account for multiple
comparisons, a step-down sequential testing strategy was used. Results of the primary
efficacy analysis (LOCF analysis) are shown in Table 3. Both doses showed a
significantly larger decrease in the PANSS total score compared to placebo.

Table 3 Positive and Negative Symptoms of Schizophrenia (PANSS) Total Scores -
Change From Baseline to Day 43 End Point- Efficacy Analysis Set.

FLACEBD RIS 1-3mg BEI5 4-f mg

Baseline

N 54 54 50

Mean (5I0 033 (10.27) 054 (11.01) 930 {11.8T)

Median (Range) 040 (62;120) Q6.0 (571200 0.0 {TL11T)
Diay 43 End Point

N 54 54 30

Mean (S0 244 (16.59) T4.1(17.79) 71.8 (1835}

Meadian (Fangs) B6.0 (42;126) 745 (34124 710 (34117)
Change from Bazeline

N 54 54 a0

Mean (500 SE8 (1611 S1L3(LRELD 212 ({1825

Median (Fange) -7.0 {-53:11) 180 (-69:38) =20.0 {-60:22)

P-valug/minns PLACEBO)™ =0.001 =10.001

Diff of L5 Means (SE) -12.0{3.02) -12B(3.0T)

037 CI [-17.85-590 (-15.83:-4.71)

Source: Study Report, p 86 and FDA analysis.

The mean PANSS Total Scores at each visit and the change from baseline for both
the observed cases and with last observed value carried forward are in Table 4. There is a



numerical difference between each of the two risperidone groups and placebo at each
visit in favor of the risperidone groups.

Table 4 Positive and Negative Symptoms of Schizophrenia (PANSS) Total Scores at
Each Visit, Observed Case (OC) and Last Observation Carried Forward (LOCF) —
Efficacy Analysis Set.

N Mean SD Change from Baseline
Mean \ SD
Placebo Grou

Baseline 54 93.2 10.27
Day 8 OC 54 91.1 11.29 -2.1 7.23
Day 8 LOCF 54 91.1 11.29 -2.1 7.23
Day 15 OC 52 86.3 11.57 -6.8 9.48
Day 15 LOCF 54 86.9 11.94 -6.3 9.92
Day 29 OC 51 85.4 14.35 -7.9 13.66
Day 29 LOCF 54 86.0 14.47 -71.2 13.77
Day 43 OC 35 78.4 13.43 -14.8 13.70
Day 43 LOCF 54 84.4 16.59 -8.9 16.11

Risperidone 1-3 mg

Baseline 54 95.4 11.01
Day 8 OC 54 89.9 12.89 -5.5 10.19
Day 8 LOCF 54 89.9 12.89 -5.5 10.19
Day 15 OC 51 81.9 14.16 -13.8 12.30
Day 15 LOCF 54 82.9 14.93 -12.5 14.06
Day 29 OC 50 71.5 14.30 -18.2 14.33
Day 29 LOCF 54 79.0 15.32 -16.4 16.09
Day 43 OC 44 70.1 15.81 -26.6 16.22
Day 43 LOCF 54 74.1 17.79 -21.3 19.61

Risperidone 4-6 mg

Baseline 50 93.0 11.87
Day 8 OC 50 87.5 13.59 -5.5 9.29
Day 8 LOCF 50 87.5 13.59 -5.5 9.29
Day 15 OC 48 78.9 13.50 -14.0 12.35
Day 15 LOCF 50 79.9 14.36 -13.2 12.89
Day 29 OC 43 73.4 12.77 -19.1 11.25
Day 29 LOCF 50 76.8 15.52 -16.2 14.05
Day 43 OC 43 67.6 15.17 -24.9 15.73
Day 43 LOCF 50 71.8 18.35 -21.2 18.29

Source: Study Report, Attachment 2.1.1.2.




3.1.2 Evaluation of Efficacy- RIS-USA-231

Study RIS-USA-231 was an 8-week, randomized, double-blind, parallel-group,
multicenter clinical study conducted at 41 sites in 8 countries. Subjects were randomly
assigned to 1 of 2 treatment groups:

— Risperidone low dose group: oral risperidone 0.15-0.6 mg/day for subjects weighing
>50 kg or 0.003-0.012 mg/kg/day for subjects weighing <50 kg

— Risperidone high dose: oral risperidone 1.5—-6 mg/day for subjects weighing > 50 kg or
0.03-0.12 mg/kg/day for subjects weighing <50 kg

The study comprised 2 phases: a screening phase (with a possible washout period) and an
8-week double-blind treatment phase. Study medication was to be titrated up to the
assigned target dosage range by Day 12. The investigator could then adjust the dosage to
achieve the maximum tolerated dose within the target dosage range; however, the dose
was to remain stable during the last 4 weeks of the double-blind phase.

279 subjects are included in the intent-to-treat analysis set, 257 subjects in the mITT
analysis set (diagnosis of schizophrenia and an age >12 years and <17 years at baseline),
255 subjects in the efficacy analysis set (excludes 2 subjects due to Good Clinical
Practice noncompliance). The demographics for the mITT population appear in Table 5.
The majority was white, roughly half were male, and all were older than 12 years old.
There appeared to be roughly the same distribution in each treatment group.

Table 5 Patient Demographics (mITT analysis set)

RI: LOW RIS HIGH - Todal —
DOSE DOSE
[M=131) W=125) =257}

Age vears

] 131 125 237

Meaan (3D 156(132} 15.6(12%) 15.6 (1.2%)

Madian 160 16.0 16.0

Hange (13:17) (13:17) (1317
Agein classes, n {#)

N 132 125 257

=11 years 132100 125 (100) 257 (100}
Sex, m (&4

N 132 123 237

Femala 52039 &0 (48] 112(24)

Male B0 61) 63 (52) 143 (38)
Race, m (%)

N 13 113 254

Black or African American 20 15) 17¢ 14 7015

Mined 0 Ly 01

White 111 (25) 104 (B3} 215 (85)

Source: Study Report, p 86.

Roughly % of the subjects completed the study. The reasons for discontinuation by
treatment group appear in Table 6.
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Table 6 Subject Disposition and Discontinuation Reasons (Intent-to-treat analysis set)

RIS LOW DOSE FIS HIGH DOSE Totml
State of Termination (=141) (=138} (M=279)
Term. Feason L (%) n (%) o %)
Completed BT {42) 27(7H 134 (58]
Discontinued 54{38) 41 (30 93 (34)
Adverse svent §{ 4 )] 140 5)
Isufficiant response AT{ 15 w0014 47(17)
Subject inelizible to continue the tral kT (0 502
Subject lost to follow-up I 0 ich
Sulject withdrew consent 10{ 7 G4 180 6
Subject non-complian: 0 i §] 11}
Oiher 504 403 803

Source: Study Report, p 83.

The primary efficacy measure was the change from baseline in the Positive and
Negative Symptoms of Schizophrenia (PANSS) total score at the Day 56 (8-week) end
point. The primary analysis used an ANCOVA model with factors for treatment,
baseline value, and country. The last observed value was carried forward (from Day 7,
14, 28, or 42) for subjects with missing values at Day 56. Results of the primary efficacy
analysis (LOCF analysis) are shown in Table 7. The high dose group showed a
significantly larger decrease in the PANSS total score compared to the low dose.

Table 7 Positive and Negative Symptoms of Schizophrenia (PANSS) Total Scores -
Change From Baseline to Day 56 End Point- Efficacy Analysis Set.

RIS LOW DOSE RIS HIGH DOSE

Baseline
N 131 124
Mean (3D 233 (1414 064 (1538
Madian (Range) B2 061119 97.0 (63, 126)
Diay 56 End Point
N 131 124
Mean (30 B0.B {2433)

Madian {Range) B0 (33132)

Change from Bazeline
M

. 131 14

Meaan (3D} -12.5 (2033 -23.6 (X283
Madian (Range) -11.0 {-68:28) -13.0 (-04:31)
Paalue o

(mimus BI3 LOW DOSES B

Diff of LS Means (5E) 103 (255
05% (-15.53;-5.00)

Source: Study Report, p 103 and FDA analysis.

The mean PANSS Total Scores at each visit and the change from baseline for both
the observed cases and with last observed value carried forward are in Table 8. There is a
numerical difference between the two groups at each visit in favor of the high dose group.



Table 8 Positive and Negative Symptoms of Schizophrenia (PANSS) Total Scores at
Each Visit, Observed Case (OC) and Last Observation Carried Forward (LOCF) -
Modified ITT Analysis Set.

Risperidone Low Dose Risperidone High Dose
Change from Change from
Baseline Baseline
N Mean SD Mean SD N Mean SD | Mean SD
Baseline 131 | 933 | 14.14 124 96.4 | 15.39

Day 7 OC 130 | 88.3 | 18.31 -5.0 | 10.86 123 87.7 | 1634 | -8.8 | 12.06
Day 7 LOCF 130 | 88.3 | 18.31 -5.0 | 10.86 123 87.7 | 1634 | -8.8 | 12.06
Day 14 OC 123 | 83.6 | 16.81 99 | 11.34 121 80.6 | 16.05 | -15.7 | 13.75
Day 14 LOCF 131 | 843 | 1833 | -9.0 | 12.56 124 81.5 | 17.07 | -14.9 | 1491
Day 28 OC 112 | 822 | 19.09 | -11.5 | 14.10 113 754 | 17.05 | -20.9 | 15.94
Day 28 LOCF 131 | 833 | 2037 | -99 | 15.14 124 76.6 | 18.39 | -19.8 | 17.41
Day 42 OC 97 76.2 | 20.53 | -16.1 | 17.68 97 71.3 | 18.56 | -25.5 | 18.76
Day 42 LOCF 131 | 81.2 | 23.14 | -12.0 | 18.92 124 749 | 21.04 | -21.5 | 20.44
Day 56 OC 82 72.0 | 2040 | -19.5 | 18.98 87 66.5 | 18.16 | -30.9 | 20.07
Day 56 LOCF 131 | 80.8 | 24.33 | -12.5 | 20.32 124 72.8 | 22.52 | -23.6 | 22.83

Source: Study Report, Attachment 2.1.1.3.

3.1.3 Evaluation of Efficacy- RIS-BIM-301

Study RIS-BIM-301 evaluated the safety and efficacy of 2 dose ranges of risperidone
monotherapy (0.5-2.5 mg/day and 3-6 mg/day) versus placebo in children and
adolescents with a Diagnostic and Statistical Manual of Mental Disorders, 4th Edition

(DSM-1V) diagnosis of Bipolar I disorder who were experiencing a manic or mixed

episode (Young Mania Rating Scale [YMRS] >20). Efficacy was primarily based on the
improvement in severity of mania during the 3-week treatment period, measured by the
change in total score (consensus final score) of the YMRS from baseline to endpoint.

169 subjects are included in the intent-to-treat analysis set. The demographics appear
in Table 9. The majority was white, roughly half were male, and 40% were under 12
years old. There appeared to be roughly the same distribution in each treatment group.
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Table 9 Patient Demographics (Intent-to-treat analysis set)

---PLACEBO -- EIS03-25mz -BIS3-6mg-  -— Total -
(N=38) (MN=30) (IN=61) (N=169)

Age, vears

N 58 50 61 169

Mean (5D 131 (2.20) 134 (2.03) 131 2.12) 32210

Median 13.0 13.0 13.0 130

Range (10:17) (10:17 (10:17) (10:17)
Age in classes, n (%)

N 58 30 61 169

%12 years 24041) 18 36) 25(41) 67 ( 40)

=12 years M5 32064 36059 102 ¢ 80)
Sex, m (%9)

N 58 i 61 169

Female 30051 22044) 35057 87(51)

Male 25048 28( 56) 26043 8249
Race, n (%)

N 58 30 61 169

Amenican Indian/ Alaskan Mative 1{2) Y 0 LX)

Asian 0 ¢ 0 1{1)

Black or Afncan Amencan 10017 1020 a1y 201N

Mixed (3 24 2 ® 6( 4)

White 45 (78) 3570 S0(82) 13077

Source: Study Report, p 98.

Roughly 80% of the subjects completed the study. The reasons for discontinuation by
treatment group appear in Table 10.
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Table 10 Subject Disposition and Discontinuation Reasons (Intent-to-treat analysis set)

State of Termination PLACEBO PEBISO03-25mg PRIS3-6mg Total
Term. Eeazon (N=3%) (IN=30% (WN=61) (WN=168)
All subjects n (¥e) n %) n (%) n (%)
Completed 46 (T 45 ( 90y 46175 137 ( 81}
Discontinued 12(21) J010) 15(23) 32019
Adverse event 407 ifa) 10016 17010
Insufficient response 2( 3) 0 LAY 4( 2
Subject meligible to continme the smdy 0 1(2) 0 1( 1)
Subject lost to follow-up 1{ 2 ] 20 3) iC
Subject withdrew consent 2(3) {2 102 (i
Subject non-conpliant 102 0 0 1({ 1)
Other 2( 3 0 0 201
PLACEBO FRIS05-25mg FIS3-6mg Total
(N=24) (N=18) (N=13) (IN=6T)
212 years n (%) n (%) n (%) n (%)
Completed 22(02) 17 {94y 17 { 68) 36 ( 24)
Discontinued 20 8) 1( &) 2(30) 11{16)
Adverse event 0 0 4(186) 4( 6)
Insufficient response 0 ] (4 1( 1)
Subject lost to follow-up 0 0 208 2( 3)
Subject withdrew consent 104 1{ 6 {4 304
Other 1( 4 0 0 1( 1
PLACEBO FRIS05-25mg FRIS3-fmg Taotal
(N=34) N=32) (N=36) (=102}
=12 years n{%e) n (%) n (%) n (%)
Completed (T 28 ([ 88) 2008 21 (7%
Discontinued 1029 4(13) 719 21021y
Adverse event 4{12) it G1T 13(13)
Insufficient response 20 6) 0 1{ 3) EXE)
Subject mehgible to continue the study 0 1({ 3 ] 1( 1
Subject lost ta follow-up 1{ 3) 0 0 1{ 1)
Subject withdrew consent 1(3) 0 0 1( 1)
Subject non-compliant 1({ 3 0 0 1( 1
Other 1(3) 0 0 1( 1)

Source: Study Report, p 95.

The primary efficacy variable was the change in the total YMRS consensus final
score from baseline to the Day 21 endpoint (i.e. the last post-baseline observation carried
forward to the Day 21 endpoint). The primary analysis used an ANCOVA model with
factors for treatment, baseline value, investigator, and diagnosis (mixed or manic). The
last observed value was carried forward (from Day 7 or 14) for subjects with missing
values at Day 21. To account for two comparisons, a sequential testing procedure was
used starting with the high dose versus placebo. Results of the primary efficacy analysis
(LOCF analysis) are shown in Table 11. Both risperidone treated groups show
significantly lower scores at Day 21 compared to placebo.
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Table 11 Young Mania Rating Scale Adolescent Version (YMRS) Consensus Total
Scores - Change From Baseline to Day 21 Endpoint- ITT with a Post-Baseline
Observation Analysis Set.

FLACEEBOD RIS 0.5-15 FIS 3-6mg

Bazeline

N 57 42

Mean (5D 310 {7.44) 3L1(3.8T)

Meadian (Fange) 310 {19:45) 3101644
Diay 11 endpoint

N 57 42 a0

Mean (5D 1) 126 (7.23) L3.8(0.7M

Median (Range) 12,0 (0;30) I1.5 (0:40)
Change from Baszeline

N 57 43 &0

Meaan (5D 2.1 (10.8s) ! -16.5 (10.29)

Median (Range) -B.0(-3621) 180 (-35:8)
P-valus{minns PLACEBO)a,b) <10.001 =0.001
Diff of L3 Means (5E) -2I(1.74) -8.0 {1.70)
a5% O (-12.89:-374) (-11.33;-4.62)

Source: Study Report, p 120 and FDA analysis.

The mean PANSS Total Scores at each visit and the change from baseline for both

the observed cases and with last observed value carried forward are in Table 12. There is

a numerical difference between each of the two risperidone groups and placebo at each
visit in favor of the risperidone groups.
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Table 12 Young Mania Rating Scale Adolescent Version (YMRS) Consensus Total
Scores at Each Visit, Observed Case (OC) and Last Observation Carried Forward
(LOCF) — ITT with a Post-Baseline Observation Analysis Set.

N Mean SD Change from Baseline
Mean ‘ SD
Placebo Grou
Baseline 57 31.0 7.46
Day 7 OC 57 25.4 7.67 -5.6 8.06
Day 7 LOCF 57 25.4 7.67 -5.6 8.06
Day 14 OC 49 20.3 8.63 -11.0 9.83
Day 14 LOCF 57 21.7 8.98 -9.2 10.60
Day 21 OC 47 20.5 9.41 -10.0 10.12
Day 21 LOCF 57 21.9 9.51 9.1 10.95
Risperidone 0.5-2.5 mg
Baseline 49 31.1 5.97
Day 7 OC 48 20.4 8.48 -10.6 9.75
Day 7 LOCF 48 20.4 8.48 -10.6 9.75
Day 14 OC 47 13.6 7.26 -17.5 9.36
Day 14 LOCF 49 13.8 7.19 -17.3 9.34
Day 21 OC 45 12.1 6.82 -18.8 9.71
Day 21 LOCF 49 12.6 7.22 -18.5 9.70
Risperidone 3-6 mg
Baseline 60 30.5 5.92
Day 7 OC 59 21.7 8.63 -8.7 6.71
Day 7 LOCF 59 21.7 8.63 -8.7 6.71
Day 14 OC 53 12.2 7.15 -18.1 7.30
Day 14 LOCF 60 14.0 8.58 -16.5 8.48
Day 21 OC 46 12.3 8.49 -18.0 9.17
Day 21 LOCF 60 13.9 9.70 -16.5 10.29

Source: Study Report, Attachment 2.1.1.1.

3.2 Evaluation of Safety

See medical officer’s review.
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4, FINDINGS IN SPECIAL/SUBGROUP POPULATIONS

4.1 Gender, Race and Age

4.1.1 Efficacy findings Gender, Race and Age- RIS-SCH-302

The results for the primary endpoint in subgroups defined by gender and race appear
in Table 13. Numerically, the results appear to show both the low and high dose groups
were better than placebo in each subgroup.

Table 13 Results for primary endpoint in demographic subgroups

Demographic
Subgroup PLACEBO RIS 1-3mg RIS 4-6mp
Sex
Female N 18 24 14
Mean (50 -11.6(12.01) S11E (23600 -263 (2140}
Diff of LS means (93% CT) -112(-21.53;-0.88)%  -14.2(-25.98.-2.52)
Male N 15 30 L]
Mean (50 STA(LT ) S20.2 (1604 -122 (16.85)
Diff of LS means (93% CT) -118 {-18 32,4200 -1 [-1B33;-5.08)
Eace
Noo-white N 17 n 7
Mean (50 -15.9(17.60) 301187 -27.8 (2133}
Diff of LS means (93% CT) AU -2038-0TT <134 -250E-3ST
White N 17 32 23
Mean (50 -1.9 (L0.80) -15.3 (18.08) -13.5 (9.58)
Diff of LS means (93% CT) Sl (-1942-5 85 e 123 (<1977 47Ty

Source: Study Report p. 101

4.1.2 Efficacy findings Gender, Race and Age- RIS-USA-231

The results for the primary endpoint in subgroups defined by gender and race appear
in Table 14. Numerically, the results appear to favor the high dose groups over the low
dose in each subgroup.

Table 14 Results for primary endpoint in demographic subgroups

Change from baseline at Day 56 end point in total PANSS score

RIS LOW DIOSE RIS HIGH DOSE
N Mean (5I) N Mean (50
Diff. of LS Means (93% CI)
Sex
Female 51 -14.5 (19.72) 38
Male B0 -11.2 {20.72) 63
Race®
Non-White 20 -12.7 (1814} 12 306 (22.95)
170 (-31.76;-2.18)**
White 110 -12.7 (20.45) 103 -12.9 (22.500)
-3.4(-15.02;-3.80)*
Black 20 -12.7 {19 14) 17 S188 2416

SlE4(-3153-125)

Source: Study Report p. 116
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4.1.3 Efficacy findings Gender, Race and Age- RIS-BIM-301

The results for the primary endpoint in subgroups defined by gender, race and age
appear in Table 15. Numerically, the results appear to favor the risperidone treated
groups over placebo in each subgroup.

Table 15 Results for primary endpoint in demographic subgroups
Change From Baseline at Day 21 Endpoint in Total YMRS Score

PLACEBO BIS 0.3-25 mg EIS 3-6mg
N Mean (5D N Yean (5D N Mean (5D
Diff. of LS Means (95% CI) Diff. of LS Means (95% CI)
Sex
Female 20 -10.7 (1047 22 -13.1 (7.06) 33 -17.1 (9.98)
-4.5(-9.53;0.46) 5.7 (-10017-1.22#
Male 28 -1.5(11.37) 27 -213Q07H 23 -15.7 (10.83)
S147 (220,432 05k -10.9 (-16.98;-4 TR+
Race
Non-White 13 -7.8(6.44) 14 1760992 10 137(12350
SRS (-16.84.-0.11)* B0 -18.68;081)
White 44 -0.5(11.99) 35 -18.909.75) 30 171983
SO0 (-13.25; 4 83 SB35 (12 40,4 58)F
Race (Non-Black versus Black)
Black 10 6E (54T g -209 (9.60) 9 12001180
S11.5(-22.04..0.12)* 43 (-16.98;8.46)
Non-Black 47 SE(11.7T) 40 1800077 i -17.3(9.88)
8.6 (-12.38;-4.63)*** SE6 (1235 Bg)E
Age
=12 years 24 -6.1(11.07) 12 -18.6 (10.00) 24 -18.0(9.51)
14,0 (-21.50;-6.34)%** -13.1 (-19.71;-6.400%==
=12 years 33 -11.3(10.49) il -18.5 (9.69) 36 -13.6 (10800
6.3 (-10.88;-2.03)* 251 (922103

Source: Study Report p. 139

4.2 Other Special/Subgroup Populations

None.

SUMMARY AND CONCLUSIONS

5.1 Statistical Issues and Collective Evidence

Two studies in adolescents with schizophrenia and one study in adolescents with bipolar
disorder demonstrated that risperidone is effective. There are no statistical issues for any of
the three studies for the primary endpoint. However, no multiple comparison procedure was
planned for secondary endpoints in any study. For each secondary endpoint, nominal p-
values were reported. See Sections 3.1.1, 3.1.2, and 3.1.3 for the efficacy results of the
individual studies.
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5.2 Conclusions and Recommendations

Two studies in adolescents with schizophrenia and one study in adolescents with bipolar
disorder demonstrate that risperidone is effective in treating these subjects.
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