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Table 1. Patient Accounting: Accounting of Patients in ITT and PA Populations

Double-Blind - Open Label
Set Protocol (Treatment) Protocol (Treatment) . ITT! PA2
i
1 CAN-19 (Risperidone) i 5 (0.7) 1 ( 0.2)
2 CAN-19 (Risperidone) CAN-20 (Risperidone) 38 ( 5.4) ‘ 24 ( 4.1)‘I
3 CAN-18 (Placebo) ; CAN-20 (Risperidone) 38 ( 5.8) 28 ( 4.7)
4 CAN-19 (Risperidone) INT-41 (Risperidone) ) 10 ( 1.4) i0 ( 1.7)
5 CAN-19 (Placebo) . INT-41 (Risperidone) 13 ( 1.9) 12 ( 2.0)
6 USA-B3 (Risperidane) ; 7 ( 1.0) , 0 ( 0.0)
y USA-83 (Risperidone) ) USA-97 (Risperidone) 48 ( 6.9) 45 ( 7.6i
g USA-93 (Placebo) _ USA-97 (Risperidons) 50 ( 8.4) 55 ( 9.3}
9 INT-41 (Risperidone) 481 (68.7) 417 (70.4)
Total Number of Patients 700 592

tIntent-to-Treat Population (ITT): Patienits who took at least one dose of study medication

2Pprimary Analysis Population (PA): Patients with pre-dose and at least one post-dose prolactin observation at or after week 4

27SEPO2 14:35
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Table 2. Patient Accounting: Accounting |_of Patients in PA Population
i N (%) of Patients in PA Population?

Double-Blind Open ;abel Weeks Post First Aisperidone Dose
Set Protocol (Treatment) Protocol (Treatment) Pre-dose 4 to 7 8 to 12 16 to 24 28 to 36 40 to 48 52 to 55
1 CAN-16 (Risperidona) : 1 (0.2) 1 {0.2) 0 ( 0,0) 0 ( 0.0) a { 0.0) 0 ( 0.0) 0 ( 0.0)
2  CAN-19 (Risperidone) CAN-20 (niéperidone) 24 ( 4.1) 20 ( 3.8) 21 ( 4.2) 20 ( 4.5) 18 ( 4.6) 17 ( 4.7) 16 (38.1)
3 CAN-19 (Placebo) CAN-20 (Hléperidone) 28 ( 4.7) 26 ( 4.7) 22 ( 4.4) 21 ( 4.8) 17 ( 4.3) 18 ( 5.0) 0 ( 0.0)
4 CAN-19 (Risperidone) INT-41 (Hi;peridone) 10 ( 1.7) 10 ( 1.8) 9 ( 1.8) , 9 (2.,0) 7 (1.8) 9 ( 2.5) 8 (19.0)
5 CAN-19 (Placebo) INT-41 (Risperidone) 12 ( 2.0) 8 ( 1.5) 12 ( 2.4) 10 ( 2.3) 10 { 2.5) 8 ( 2.2) 0 ( 0,0)
6 USA-D3 (Risperidone) ; 0 ( 0.0) 0 { 0.0) 0 (0.0) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0)
7  USA-93 (Risperidone) USA-97 (H#;peridone) 45 ( 7.6) 39 { 7.1) 42 ( 8.4) 33 ( 7.5) 28 ( 7.1) 16 ( 4.5) 18 (42.9)
8 USA-53 (Placebo) USA-97 (ﬁisperidone) 55.( 9,3) 49 ( 8.9) 42 ( B.4) 27 { 6.1) 17 ( 4.9) 19 ( 5.3) 0 ( 0.0)
9 TINT-41 (Risperidone) 417 (70.4) 397 (72.2) 351 (70.3) 321 (72.8) 297 (75.4) 271 (75.7) 0 ( 0.0)
Total Number of Patlents 592 550 499 441 . 384 358 42

1Primary Analysis Population (PA): Patiefts with pre-dose and at le one post-dose prolactin observation at or after week 4

278EP02 14:35
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Tahble 3. Demographic Variables and Prolactin Levels: Patient Data Listing (ITT Population}

Pre-dose i Prolactin [ng/mL}
: : Weeks Post Risperidone Dose
Set Patient Flag Gender Retardation 10 Age | Tanner Height Weight BMI -
1D DSM-IV Axis II Stage {em] [kg] Pre-dose 4 -7 8 - 12 16 - 24 2B - 36 40 - 48 b2 - 55
! 1 A3646 PA Male Mild 61 10 0 138.9 36.9 19.1 5.0 .23.0
A3631 ITT Male Borderline 78 10 1 131.1 27.0 15.7
A3647 ITT Male Mild 69 6 0 115.1 23.0 17.4 10.0
A3694 ITT Male , Borderline -’ 77 9 131.1 26.1 15.2
A3702 ITY Male Borderline 79 6 110,0 18.6 15.4
2 A3501 PA Male Borderline 84 9 127.0 33.6 20.8 5.0 35.0
A3502 PA Male Mild 62 13 1 140.0 32.1 16.4 9.0 55.0 52.0 49.0
A3503 PA Male Borderline 71 6 1 116.1 17,1 12.7 4.0 66.0 12.0 13.0 16.0
e A3508 PA Male Borderline 76 6 1 122.9 22.5 14.9 4.0 11.0
L 2 A3523 PA Female Moderate 49 8 1 119.1 30.9 21.8 4.0 14.0 19.0 10.0 4.0
A3524 PA . Male Borderline 71 10 1 151.9 38,5 16.7 4.0 . 8.0 6.0 11.0 18.0 17.0 13.0
A3525 PA Male Moderate 40 M 1 131.1 29.8 17.4 9.0 8.0 13.0 14.0 15.0 11.0
A3530 PA Female Mild : 70 8 1 126.0 21.0 13.2 39.0 50.0 15.0 28.0 2.0 8.0 5.0
A3532 PA Female Mild 61 10 1 142.0 48.9 24.3 6.0 18.0 22.0 9.0 3.0 5.0 6.0
A36189 PA iale Mild 70 11 1 132.1 25.1 14.4 2.0 10.0 103.0 25,0 31.0 17.0 4.0
A3620 PA Male Moderate 45 13 142.0 32.8 16.3 B.0 25.0 6.0 6.0 13.0 16.0 29.0
A3638 PA Male Moderate 49 6 1 110.0 16.0 13.2 4.0 12.0 18.0 5.0 2.0 3.0
A3641 PA Female Borderline 71 7 1 118.1 18.0 12.9 8.0 18.0 11.0 12,0 13.0 28.0 11.0
A3645 PA Male Borderline 70 el 1 151.9 61.4 26.6 9.0 33.0 54.0 22.0 36.0 28.0
A3651 PA Male Borderline 78 8 1 140.0 25.9 18.2 5.0 15.0 6.0 2.0 240
A3652 PA Male Borderline 83 5 1 113.0 18.0 14.1 11.0 17,0 31.0 8.0 7.0 7.0 4.0
A3654 PA Female Moderate 45 ] 1 150.9 41.0 18.0 13.0 40.0 43.0 33.0
A3657 PA Male Borderline 75 9 125.0 26.1 16.7 16.0 63,0 10.0 34.0 17.0
A3663 PA Male Borderline 78 10 135.9 30.4 16.5 5.0 15.0 10.0 3.0 8.0 7.0
A3665 PA Female Mild 70 10 2 130.0 40,3 23.8 3.0 23.0 8.0 8.0 10.0 12.0 10.0
AB678 PA Male Mild 53 12 2 142.0 34.8 17.3 8.0 29.0 18.0 19.0
{ A3681 PA Male Borderline 78 10 1 134.1 38,2 21.2 8.0 31.0 83.0 8.0 11.0 51.0 16.0
i A3683 PA . Female tild 51 9 1 122.8 23.5 15.6 13,0 28.0 25.0 20.0 21.0 38,0 i1.0
: A3698 PA Female Borderline 81 7 119.1 23.8 16.8 6.0 51.0 26.0 25.0 41.0 44.0
A3513 ITT Male Borderline B0 10 137.9 33.9 17.8 42.0 19.0 14.0 ’
2 A3514 ITT Wale Borderline 81 8 1 134.9 26,6 14.86 : 19.0 37.0 48.0
i A3516 ITT Male Mild 54 1Q 1 136.9 27.3  14.6
I A3518 ITT Male Borderline 74 1 125,0 22,0  14.1
i A3520 ITT Male Borderline 78 7 1 121.8 20.0 13.58 .
i A3521 ITT Female  Borderline 73 11 2 145.0 3.8 19.0 34.0 15.0
' A3541 ITT Male Borderline 80 9 0 144,0 30.9 14.9 8.0
A35448 ITT Female Mild 52 9 119.1 24.1 17.0
A3611 ITT Male Moderate 48 10 118.1 3t1.4 22.5
A3612 ITT Female Moderate 59 8 150.1 33.9 15.0

Note. Primary Analysis Population (PA): Patients with pre-dose and at least one post-dose prolactin ohservation at or after week 4

27SEP02 14:35
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Table 4. Demographic Variables and Prolactin Levels: Patilent Data Listing (ITT Population) -(continued)

Pre-dose ’ Prolactin [ng/mL]
Weeks Post Aisperidone Dose
8Sat Patient Flag Gendep Retardation ia Age Tanner Height. Weight BMI
1D DSM-1V Axis II Stage [cem] [kal Pre-dose 4 - 7 B8 - 12 16 - 24 28 - 36 40 - 4B 52 - 55
2 A3623 ITT Male Borderline 72 8 1 135.8 36.8 20.0 27.0 "
A3624 T Male Mild 68 12 1 160.0 60.8 23,8 16.0 11.0
A3655 7T Male Borderline 82 10 129.0 27.35 16.5 . 18.0
A3656 ITT Female Borderline 83 11 151 .8 38.5 16.7 12.0
3 A3504 PA Male Borderline 77 6 1 126.0 33.5 21.1 8.0 65.0 36.0 26.0
A3505 PA Female Mild . 70 7 1 120.9 21.0 14,4 6.0 62.0 36.0 4.0 23.0 9.0
A35086 PA Male Borderline 78 11 1 143.0 31.9 15.6 2.0 36.0 42.0 5.0 9.0
A3522 PA Male Mild 58 8 1 118.1 22.5 16.1 8.0 17.0 7.0 45.0 13.0 30,0
A3536 PA Female  Mild 69 12 2 150.¢€ 38,9 17 .1 7,0 40.0 30,0 11.0 27.0 30.0
A3545 PA Male Borderline 84 6 1 118.1 33.5 24,0 7.0 18.0 7.0 24,0
A3610 PA Male Mild 5 66 11 144.0 30.9 14.9 540 3.0
A3615 PA Male Moderate 63 12 1 32.4 4.0 35.0 27.0 11.0 18.0
A3618 PA Male Mild 57 i1 1 145.0 34.6 16.5 5.8 27.0 11.0 8.0 21.0
A3621 PA Male Borderline 73 11 0 142.0 45.4 22,5 7.0 31.0 36.0 13.0 13.0 14.0
A3839 PA Male Moderate 43 9 1 124.0 26,8 175 3.0 24.0 12.0 4.0 39.0
A3643 PA Male Mild 60 8 1 128.0 28.4 17.3 5.0 20.0 8.0 2.0
A3648 PA Female Mild 66 10 0 134.9 43.89 24.1 6.0 72.0
A3649 PA Male Borderline 76 7 0 117.1 23.5 171 4.0 50.0
A3650 PA Female Borderline 83 10 2 141.0 35.9 18.1 20 14.0 43,0 i2.0 21.0 5.0
A3653 PA Male Borderline 81 6 1 124.0 27.8 18.1 7.0 23.0 19.0 10.0 32,0 9.0
A3658 PA Male Mild 62 9 1 125.0 22.0 14.1 5.0 27.0 12.0 6.0 4.0 24.0
A3858 PA Male Mild 55 10 1 138.9 28.8 15.0 3.0 54.0 5.0 18.0 17.0
A3880 PA Female Borderline 80 6 1 122.9 21.0 13.8 4.0 43.0 3.0 7.0 21.0 2.0
A3661 PA Male Borderline 77 6 1 110.0 18.0 14.9 3.0 23.0 41.0 i2.0 5.0 6,0
A3662 PA Male Mild . 52 10 1 21.4 6.0 11.0 6.0 8.0 13.0 8.0
A3664 . PA’ Female Moderate 36 13 4 145.0 52.0 24,7 25.0 38.0 38.0 25.0 16,0 25.0
A3666 PA Male Borderline 78 9 1 127.0 33.4 20.7 7.0 1.0 17.0 12.0 13,0 11.0
A3680 PA Male Mild 65 12 2 134,9 30,3 16.7 7.0 51.0 5.0 26.0
A3682 PA Male Borderline 73 10 1 135.9 45,7  24.7 9.0 14.0 4.0 10.0 12.0
A3696 PA. Male Moderate 48 7 115.1 21,0 15.9 4.0 26.0
A3697 PA Male Mild 64 7 1 8.1 20.4 15.4 8.0 22.0 12.0
A3699 PA Male Borderline 77 9 133.1 21.5 1247 5.0 36.0 18.0
A3515 ITT Male Borderline 74 9 1 132.1 27.9 16.0 40.0 11.0
A3517 ITT Female  Mild 63 10 1 24 .4
A3519 ITT Male Borderline 71 8 1 120.9 24.9 17.0
A3533 ITT Male Moderate 36 12 1 136.9 29.1 15.9 54.0 §3.0 38.0 29.0
A3542 ITT Male Mild 66 8 1 120.9 21.5  14.7 14.0 6.0
A3543 ITT .Male Borderline 78 8 1 147.1 50,7 23.4 28.0
A3613  ITT Male Borderline 71 7 125,0 22,3 14.3

i Note. Primary Analysis Population (PA): Patients with pre-dose and at least one post-dose prolactin observation at or after week 4
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Table 3. Demographic Variables and Prolactin Levels: Patient Data Listing (ITT Population) - (continued)

Pre-dose

Prolactin [ng/mL]

Page

Tanner Height Weight

Weeks Post Risperidone Dose

Set Patient Flag Gender Retardation 10 Age BMI
ID PSM-IV Axis II Stage [em] [kal Pre-dose 4 -7 B8 - 12 16 - 24 28 - 36 40 - 48 52 - 53
a A3622 17T Male Borderline 74 11 2 130.0 25.8 15.83 44.0 29.0 22.0
A3625 ITT Female Borderline 74 12 4 142,0 30.0 14.8 6.0
A3692 ITT Male Mild 68 11 136.9
A3693 ITT Male Mild 59 8 128.0 33.4 20.4
4 A3578 PA Male Mild 87 8 1 119.9 22.83 15,5 2.0 10.0 3.8 3.3 12.4 6.3 7.3
A3585 PA ale Borderline 81 7 1 118.1 21.9 15.7 2.0 14.0 3.5 3:9 4.9 6.2
A3588 PA Male Borderline 71 11 1 137.8 33.8 17.8 2.0 2,0 18.8
A3590 PA Male Moderate 49 12 1 133.1 23.8 13.4 6.0 26.0 18.86 14.2 14.7 18.2 12.3
A3592 PA Male Mild 70 6 1 115:1 20.5 15.5 7.0 27.0 23.3 16,0 13.9 7.9 21.9
A3606 PA Male Borderline 76 7 1 120.9 22.5 13.4 7.0 24,0 18.9 9.3 9.4 11.3 10.3
A3608 PA Male Borderline 81 12 2 147.1 45.9 21.2 5.0 39.0 18.5 19.4 15.8 15,0
A3709 PA Male Borderline 73 10 1 140.0 31.9 16.3 4.0 26,0 15,0 19.0 22.0 22.0 25.3
A3711 PA Male Mild 53 11 1 150.1 29.4 13.0 6,0 27.0 22,0 19.0 6.0
A3720 PA Male Borderline 77 i1 1 144,0 34.9 16.8 7.0 20,0 12.0 5.0 17.0 28,0 8.2
5 A3581 PA Female Mild 70 11 3 150.1 39.9 17.7 7.0 21.0 11.9 7.7 5.4 5.3
A3586 PA Male Borderline 72 5 1 110.0 20.5 16.9 8.0 8.3 9.1 6.9 13.1
A3587 PA Male Borderline 74 5] 1 108.0 19.6 16.5 7.0 21.7 10.8 3.0
A35694 PA Male Mild 59 9 1 136.9 39.9 21.8 4.0 2.9 3.7 16.3 2.7 2.0
A3598 PA Female Mild 55 12 5 154.9 51.8 21.6 18.0 5.8
A3602 PA Male Mild 61 8 1 128.0 25.6 15.6 5.0 211 14.2 16.1 12.2
A36Q7 PA tale Borderline a1 2] 1 130.0 27.4 16.2 5.0 1.8 9.1 4.7 2r.5 3.3
A3609 PA Male Mild 53 10 1 130.0 25.4 15.0 14.0 27.:0 7.0 31.7 27.7 61.0
A3700 PA Male Borderline 83 9 1 140.0 31.8 16,2 3.0 20.0 9.0 15.0
A3704 PA Male Borderline 77 8 1 1386.0 38.9 20,7 8.0 29.0 21.0 16.0 6.0 8.0
A3708 PA Male Mild 70 11 1 142.0 82.1 15.9 8.0 35.0 11.0 21.0 22.0
A3710 PA Female Mild 58 12 3 154.9 41.9 17.5 8.0 78.0 46.0 71.0 160.9
A35389 ITT Female Mild 65 10 1 125.0 32.4 20,7 8.0
6 A3036 - ITT Male Borderline 79 9. 1 134.6 30.8 17.0 4,0
A3103 ITT Male Borderline 73 7 1 119.4 21.8 15.1 2.0
A3130 ITT Male Mild 63 6 1 20.9 5.0
A3138 ITT Male Borderline 75 11 1 144.8 36.3 17:9 6.0
A3152 ITT Male Borderline 84 6 1 109.2 18,7 197 3.0
A3181 ITT Male Borderline 84 10 2 139.7 33.3 17.1 5,0
A3182 ITT Male Borderline 75 11 2 147.3 40.8 18.8 8.0
7 A3003 PA Male Borderline 73 12 1 144.8 49.0 23.4 18.0 1.0 1.0 18.0
A3008 PA Male Borderline 76 9 1 119.4 20.9 14.7 3.0 17.0 14.0 6.0

Note, Primary Analysis Pbpulation (PA): Patients with pre-dose and at least one post-dose prolactin observation at or after week 4
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Table 3. Demographic Variables and Proléctin Levels: Patient Data Listing (ITT Population) -(continued)
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i Pre-dose Prolactin (ng/mL] ¢
[ ' " Weeks Post Risperidone Dose g
Set Patient Flag Gender Retardation In  Age Tanner Height Welght BMI -
10 DSM-IV Axis IT Stage [em] [ka} Pre-dose 4 - 7 8 - 12 16 - 24 28 - 36 40 - 48 52 - 55 8]
: €
: £
7 A3010 PA Female Borderline 83 6 2 124.5 25.9 16.7 6.0 22.0 4.0 13.0 6.0 10.0 E
A3012 PA Male Mild 60 10 1 137.2 28.1 14,9 940 38.0 11.0 t
A3021 PA Male Moderate 64 9 1 132.1 38.5 22.6 7.0 27.0 46.0 14.0 8.0 14.0 5
A3022 PA Male Moderate | 44 10 1 149.9 33.1 14,7 6.0 15.0 16.0 15.0 _
A3033 PA Male Borderline 84 a8 1 127.0 22.8 14.1 9.0 10.0 3.0 ¢
A3038 PA Male Borderline 84 11 1 132.1 25,5 14.6 3.0 4.0 12.0 27.0 17.0 . 14.0 -
A3043 PA Male Mild | 54 9 1 142.2 32.7 16.2 2.0 4.0 18.0 23.0 12.0 23.0 2.0 T
A3045 PA Male Borderline 77 6 1 114.8 21.5 1€.5 16.0 27.0 31.0 59.0 ¢
A3047 PA Male Barderline 83 12 142.2 32.2 15.9 5.0 11.0 66.0 48.0 ) 6.0 ¢
A3054 PA Male Borderline 71 9 1 132.1 27,71 15.8 B.0 40,0 18.0 4.0 5,0 T
A3055 PA Female Borderline 81 7 1 114.3 17.9 13.7 5.0 12.0 8.0 3.0 (
A3081 PA Male Mild i 65 11 1 142.2 33.4 16.5 6.0 63.0 61.0 46,0 ﬁ
A3063 PA Male Mild i 65 11 1 127.0 23.6 14.6 4.0 25.0 12.0 2.0 3.0 2
A3067 PA Male Moderate; 49 9 1 121.8 32.4 21.8 9,0 18.0 27.0 %
A3068 PA Male Moder'atej 36 13 1 154.8 38.9 16.2 10.0 18.0 33.0 8.0 11.0 13.0 &
v A3072 PA Female Mild i 68 9 1 137.2 30.6 16.3 7.0 28.0 £
A3073 PA Male Bor‘der‘lipe 76 12 2 147.8 39.5 18.2 8.0 65.0 4.0 33.0 -5
A3075 PA Male Mild i 62 10 i 137.2 33.6 17.8 6.0 22..0 14,0 if
A3077 PA Male Mild ! 58 9 1 124.5 25.4 16.4 5.0 38.0 {
A3082 PA Male Borderline 75 12 1 149.9 54.0 24,0 5.0 10.0 29.0 20.0 4.0 2.0 (
A3083 PA . Female Mild i 68 g 1 124.5 29,5 19.0 20.0 39.0 30.0 32.0 13.0 17.0 C
A3086 FA Female Mild : 68 i0 2 152.4 71.2 30.7 6.0 3.0 17.0 38.0 27.0 7.0
A3001 PA Male Borderline 73 7 1 127.0 29.5 18.3 7.0 82.0 38.0 3.0 2.0 2.0 3.0
A3092 PA Male Borderline 76 12 2 154.¢ 44.0 18.3 7.0 52.0 12.0 5.0 6.0 14.0 13.0
A3096 PA Male Borderline 71 7 1 134.6 44.9 24.8 3.0 26.0 32.0 24.0 19.0 30.0
A3097 PA Female Mild 66 12 2 167.6 71.2 25.3 23.0 43.0 29,0
A3099 PA Female Borderline 78 8 1 124.5 31.8 20.5 9.0 18.0 29,0 23.0
A3104 PA Male Mild 53 12 1 152.4 38.0 16.8 14.0 68.0 44.0 50.0 2340
A3105 PA Male Borderline a3 8 1 134.6 36.1 i8.8 4.0 4.0 11.0 25.0
A3107 PA Male Barderline B84 9 1 194.6 29.0 16.0 6.0 74.0 27.0 47.0
A3122 PA Female Mild 69 11 2 147.3 61.0 28,1 12.0 24.0 37.0 19.0 21.0
A3126 PA: Male Mild 68 5 1 16.0 4.0 37.0 31.0 13.0 35,0 14.0 9.0
A3134 PA Wale Burderllne 80 6 1 119.4 25.4 17.8 6.0 37.0 33.0 6.0 15.0 - 20.0
A3137 PA Male Borderline 76 8 1 134.6 41.8 23.1 3.0 31.0 33.0 34.0 22.0 12.0
A3140 PA Male Mild : 65 8 1 132.1 25.2 14.4 6,0 12.0 6.0 8.0 10.0 9.0 5.0
A3153 PA Male Borderline 84 10 1 144.8 59.7 28.5 7.0 16.0 4.0 9.0 5.0
A3162 PA Male Borderline 75 7 1 162.6 23,2 6.8 7.0 65.0 76.0 B3.0 102.0 32.0 88.0
A3166 PA Male Bor‘der‘lj;n@ 78 <] 1 1208.8 23.8 14.1 3.0 42.0 34,0 30.0 8.0
A3170 PA iale Borderline a1 5 1 109.2 20.5 17.2 5.0 18.0
A31786 PA Male Borderlina 73 8 1 124.5 25.4 16.4 5.0 3.0 8.0 3.0 3.0

Note. Primary Analysis Population (PA): 'Patients with pre-dose and at least one post-dose prolactin observation at or after week 4
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Table 3. Demographic Variables and Prolactin Levels: Patient Data Listing (ITT Population) -{continued)

Pre-dose Prolactin [ng/mL]

Weeks Post Risperidone Dose
Sat Patient Flag Gender Retardation i@ Age Tanner Height Weight BMI -
D DSM-IV Axis II . Stage [em] [ka] Pre-dose 4 -7 8 - 12 16 - 24 28 - 36 40 - 48 52 - 55
7 A3177 PA Male Moderate- 46 10 1 134.8 31.3 17.3 6.0 3.0 12.0 15.0 3.0 4.0
A3185 PA Male Mild : 58 i2 2 142.2 59.9 29,6 5.0 28.0 32.0 31.0 27.0 28.0
A3185 PA Male Borderline 80 8 1 127.0 33.1 20.5 3.0 8.0 8.0 7.0 7.0 4,0
A3042 ITT Male Borderline 77 B 1 147.3 48.5 22.4 14.0 6.0 28.0
A3052 ITT Male Moderate 42 12 1 121.8 20.4 13.7 33.0 8.0 22.0
A3053 ITT Male Moderate 62 8 1 137.2 34.9 18,5 11.0 10.0 8.0
8 A3007 PA Male Mild i 60 [} 1 109.2 18.4 15.4 8.0 14.0 3.0
A3011 PA: Male Mild 69 8 1 127.0 38.0 24.2 7.0 33.0 24.0 26.0 9.0 10.0
A3024 PA Male Moderate - 44 18 5 160.0 59.9 23.4 7.0 8.0 13.0
A3025 PA Male Moderate 36 10 1 124.5 24.5 18.8 16.0 9.0 9.0
A3031 PA Male Mild a3 12 2 149.9 61.2 27.2 8.0 25.0 30.0 31.0
A3034 PA Male Borderline 83 i 1 154.9 44,1 18.4 4.0 28.0 33.0 17.0 38.0 2.0
A3035 PA Female  Mild 68 7 1 116.8 20,1 14.7 11.0 4.0
A3040 PA Male Hoderate 50 8 1 114.3 19.5 14.89 6.0 i2.0 3.0
A3048 PA Male Mild 64 13 1 142.2 46.0 22,7 38.0 2.0 6.0
A3058 PA Female Moderate . 50 I 109.2 20,0 16.8 12.0 26.0 5.0
A3058 PA Male Borderline 76 7 1 119.4 22,7 15.9 8.0 21.0
A3080 PA Female Borderline 78 a8 1 129.5 30.4 18,1 6.0 22.0
A3082 PA Female Mild 56 8 1 132.1 368.1 21.8 8.0 15.0 18.0 14.0
A3064 PA Male Mild 70 8 1 34.1 3.0 33,0 47.0 8.0 3.0 4.0
A3066 PA Male Moderate 49 12 1 127.0 26.8 16.6 8.0 20.0 18.0 18.0 10,0
A3068 PA Male Moderate 38 10 1 134.8 28.8 15.9 2.0 22.0 23.0 13.0 31.0 16.0
A3071 PA Male Borderline 82 7 1 116.8 21.3 15.6 5.0 47.0 23.0 34.0
A3074 PA Male Mild . 58 8 1 119.4 24.0 16.8 6.0 4.0 2.0
A3076 PA Male Borderline 78 6 1 111.8 18.5 15.6 9.0 55.0 66.0 35.0
A3079 PA Male Borderline 77 12 2 154.9 48.1 20,0 3.0 63.0 34,0
A3080 PA Female Moderate 50 13 2 149.9 45.8 20.4 15.0 26.0 30.0 10.0
A3081 . PA Male Borderline 71 7 1 111.8 25.4 20.3 8.0 47.0 52.0 44,0 35.0 6.0
A3084 PA Male Mild 69 10 2 139.7 56.0 28.7 6.0 14.0
A3085 PA Female Borderline 82 5 1 116.8 27.6 20.2 15.0 50.0
A3087 PA Male Borderline 71 13 1 149.9 59.4 26.4 8.0 33.0 28.0
A3088 PA Female Borderlihe 75 7 1 124.5 24,5 15.8 7.0 3.0 7.0
A3089 PA Male Mild 70 7 1 129.5 26,2 15.6 35.0 39.0 8.0 31.0 17.0 7.0
A3093 PA Female Borderline 71 8 1 137.2 30.8 16.4 7.0 23.0 15.0 7.0 10.0 10.0
A3094 PA Male Mild 54 10 1 121.9 27.7 18.6 3.0 33.0 28.0 13.0
A3095 PA Male mild 57 8 1 134.6 34,5 18.0 4.0 15.0 16.0 11.0
A3098 PA Female Mild . 68 6 1 114.3 18.6 14,2 6.0 36.0 31.0 270.8 17.0
A3101 PA Male Borderline 71 9 i 124.5 24.5 15.8 3.0 35.0 25.0 6.0
A3102° PA Male Borderline 76 12 3 160.0 58.1 22,7 4.0 3.0 9.0 5,0

Note. Primary Analysis Population (PA): Patients with pre-dose and at least one post-dose prolactin observation at or after week 4
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Table 3. Demographic Variables and Prolactin Levels: Patient Data Listing (ITT Population) -(continued)

Pre-dose Prolactin [ng/mL]
i ) Weeks Post Risperidone Dose
Set Patient Flag Gender Retardation IQ Age Tanner Height Weight BMI
ID DSM-IV Axis II Stage [cm] [kgl Pre-dose 4 -7 8 - 12 16 - 24 28 - 36 40 - 48 52 - 5%
i
8 A3106 PA Male: Borderline a3 8 1 116.8 23.6 17.3 4.0 32.0 6.0 26.0
A3108 PA Male Bor‘der‘lirie 83 12 1 147.3 41.7 19.2 7.0 10.0 3.0 3.0
i A3109 PA Female Mild | 64 10 2 144.8 53.4 25.5 9.0 7.0 12.0 7,0
i A3110 PA Male Moderate 50 9 1 144.8 38.1 18.2 6.0 47.0 9.0 23.0 14.0 18.0
s A3121 PA Male Mild : 55 8 1 192.1 58.3 33.4 10.0 31.0 17.0 10.0
A3132 PA Male Borderline 80 5 1 98.1 16.0 16.3 10.0 39.0 25.0
A3135 PA Female Borderline 84 a 1 121.9 25,8 17.4 5.0 14,0 5.0 10,0 4,0
A3136 PA Male Borderline 84 7 1 129.6 36.7 21.8 5.0 11.0 17.0 0 8,0 7.0
A3151 PA Male Borderline 75 9 1 127.0 25.4 15.7 5.0 27.0 22.0 2.9 4.0
A3161 PA Male Borderliine 75 5 1 18.3 5.0 58.0 9.0 15.0 18.0 3.0
A3164 PA Male Mild ’ 64 -8 1 134.6 29.0 16.0 5.0 95.0
A3167 PA Male Borderline 83 13 3 138.7 © 38.1 19.5 5.0 44.0
A3168 PA Male ild . 89 9 1 144.8 39.0 18.6 4.0 35.0 32.0 15.0 27.0
A3169 PA Female  Borderline 82 10 4 154.9 48.5 20.2 5.0 13.0
A3171 PA. Male tloderate | 43 5 106.7 20.0 17.6 4.0 3,0
A3173 PA Male Moderate ! 41 6 1 116.8 20,8 15.3 8.0 6.0 9.0
A3178 PA Male Moderate ! 49 9 1 129.5 23.6 14,1 4,0 22.0
A3183 PA Female Mild i 58 6 1 111.8 25.4 20.3 9.0 27.0
A3184 PA Male Mild x 82 g 1 132.1 27.4 16.7 5.0 8.0
A3198 PA Male Mild - . 70 8 1 129.5 39.5 23,8 6.0 1.0 34.0 3.0
A3199 PA Male Borderllme 758 6 1 101.6 17.7 17.1 6.0 48.0 43,0 35,0 30.0
A3200 PA Male Borderline 78 5 1 111.8 24.5 18.6 3.0 24,0 3.0
A3009 ITT Male Moderate ! B 12 3 142.2 41,1  20.3 10.0
A3023 ITT Male idoderate 1 36 11 2 132.1 34.0 19.5 45.0
A3100 ITT Male Borderline 73 8 1 137.2 38.86 17.8 8.0
A31B7 ITT Male Mild : 66 8 2 124,5 26,5 17.1 29.0
9 A03001 PA Male Borderline . 82 el 1 24.3 2.0 2,0 29.6 25.9
A03002 PA Male Mild l 64 12 1 157.0 42.0 17.0 2.4 19.5 11.0 11.4 10.2 4.4
A03004 PA Male Mild . 60 9 1 143.0 40.4 18.8 11.2 - 29.0 35.4
A03005 PA Male Mild i ’ 67 10 1 47.0 5.3 9.2 6.1
A03006 PA Male Bor‘der‘lil‘re 81 7 1 134.0 30.0 16.7 2.8 11.6 10.2 12,8 5.7
A030Q7 PA Male Mild i 67 7 1 126.0 22.0 13.8 3.9 19.4 17.6 27.2 13.8
A03008 PA Male Mild ! 62 5 1 138.0 28.0 14.7 4.5 . 36.8 21.5 43.4 3.6
A03008 PA Male Mild i 7 8 1 128.0 22.0 13.4 40.2 36.5 271 46.0 33.8
AQ3010 PA Male Wild ! 73 7 1 137.0 27.0 14.4 6.2 33.0 : 38.8 42.9 29.3
A03012 PA Male Mild | 64 i2 2 156.0 42.8 17.8 22.8 44.5 54.8 48.8 36.4
A03014 PA Male Mild 59 5] 1 131.0 27.7 16.1 18.2 41.1
A03015 PA Male Mild 62 ¥ 1 121.0 21.5 14,7 6.4 57.8 28.7 52.7
AQ3016 PA Male Mild 82 8 1 130.0 29,0 17.2 13.6 156.5 28.9

27SEP02 14:35

Note. Primary Analysis Population (PA): !Pa‘tients with pre-dose and at least one post-dose prolactin observation at or after week 4
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Table 3. Delographic Variables and Prolactin Levels: Patient Data Listing (ITT Population} - {continued)

| Pre-dose - ’ Prolactin [ng/mlL}
5 . X Weeks Post Risperidone Dose
; Set Patient Flag Gender Retardation I0  Age Tanner Height Weight BMI
i 10 DSM-IV Axis II Stage {cm] [kgl Pre-dose 4 -7 8 - 12 16 - 24 28 - 36 40 - 48 52 - 55
9 A03021 PA Male Barderline 74 7 1 116.0 20.0 14.9 4.6 23.9
A0B3025 PA Male Mild 87 15 3 165.0 55.0 20.2 4.3 21.5 22.2 15.4 16.9
A03028 PA Male Barderline 79 13 3 162.0 57.8 21.8 2.0 27.4 16.2 23.2
A03030 PA Male Borderline 78 10 1 136.0 27.0 14.6 3.1 20.3 1715 7.8 14.0 16.0
A03034 PA Male Mild 72 12 2 140.0 40.0 20.4 14.0 31.1 26.2 15.3 23.0 20.4
AD3038 PA Male Mild 73 10 39.0 3.7 26,7 22.0 14.4 13.8 6.5
A03040 PA Male Mild 69 i1 2 151.0 40,0 17.5 4.7 41,9 40.5 41.2
A03041 PA Male Mild . 64 11 1 159.0 62.0 24.5 2:2 47.7 48.0 34.93 39.1 29.7
A A03042 PA Male Mild 63 11 3 156.0 48.0 19.7 5.3 12.7 17.3 132.9 8.8 14.5
i A03043 PA Female Mild 69 14 4 163.0 69.5 26.2 4.6 50.3 a7.3 38,8 35.0 37.83
I A03044 PA Male Bopderline 79 12 2 154.0 39.0 16.4 3.1 33.0 29.2 17.8 15.1 12.0
A03045 PA Male Borderline 78 11 1 158.0 62.0 25.5 4.1 29.5 31.0 3 .
A03048 PA Male Mild 568 9 1 137.0 2.9 15.9 8.5 16.7 47,2 24.7 16.5
A03048 PA Female 8 1 120.0 26.3 18.3 16.7 43.9
A03050 PA Male Mild 70 13 2 150.0 40,7 18.1 3.2 21.2 3.5
AD3051 PA Male Mild 71 10 2 150.0 40.7 18.1 6.7 41.0 33.6 40.0 30.3
A03052 PA Male Mild 62 10 1 146.0 46.1 216 2.5 47,7 32.0 31,2 18.7 27.3
A03093 FA Male Mild 58 12 1 136.0 30.6 16.1 9.9 42,8
A03055 PA Male Borderline 71 12 1 145.0 31.7 151 3.2 27.8 11.8 26.0 17.1 15.5
A03056 PA Wale Mild 53 11 1 140.0 36.2 18.5 4.2 45.9 46.0 64.3 45.9 48.5
A03057 PA Male Moderate 46 8 1 133.0 30,1 17.0 4.5 50.4 33.6 26.8 23.8 20.6
AQ3058 PA Male Borderline 71 15 5 172.0 56.5 19.1 3.5 24.6 27:0 22.5 20.3 15.0
A03060 PA Female Mild . 62 13 3 162.0 60.0 22.8 6.1 17.2 6.1 9.3 9.6 5.1
A03065 PA Male Mild ® 53 18 4 170.0 65.0 22.5 6.2 22.7 28,5 19,0 33,0 28.0
AD3067 PA iMale Mild : 59 18 1 41.0 7.1 21,7 4.8 6.0
A03068 PA Female Mild : 59 11 1 134.0 39.0 21.7 3.9 18.8 30,3
A03069 PA Male Borderline 75 11 1 143.0 35.0 17.1 3.0 14.3 18.3 10.2 16.8 6.8
A03070 PA Female Mild 4 53 10 1 131.0 30.4 17.7 4.5 33.9
AD3071 PA Male Borderline 7 11 2 148,0 36,0 16.4 5.3 28.9 30.2 26.9 22.0 11.0
A03073 FA Male Moderate . 42 10 1 140.0 34.0 17.3 3.3 35.0 23,7 28.4 3.9
A03075 PA Male Borderline 75 7 1 114.0 16.0 12.3 6.1 18.0 11.7 9.6 12.0 7.0
A03077 PA Male Borderline 71 11 1 140.0 32,0 16.3 3.3 31.3 25.8 6.2 22.0 4.5
AQ3080 PA Female  Moderate © 40 12 2 152.0 61.5 26,6 13.3 24,8 16.9 21.2 22.2 34.0
A03081 PA Male Mild ! 62 8 1 128.0 26.2 15.7 2.9 29.0 18.0
A03093 PA Male lloderate : 50 9 1 125.0 28,0 17.9 10.0 42 .4 48. 4 33.8 34.2 30.7
A03096 PA Male Borderline 83 1o 1 152.0 40.0 17.3 3.0 51,0 35.8 34.1 28.3 32.3
AD3100 PA . Male Borderline 74 12 3 154.0 43,0 18.1 171 30.6 36.8 32.2 22.2 30.0
A03101 PA Female Borderline a1 8 1 128.0 34.0 20.8 7.4 11.83 21.4 9.8 9.8 3.3
A031035 PA Male Borderline 73 9 1 137.0 35.0 18.6 8.4 23,9 6.0 16.2 15.3 9.6
A03106 PA Male Borderline 72 11 1 146.0 40.0 18.8 47.7 150.0 95.3 90.9 87.7

Note. Primary Analysis Population (PA): Patients with pre-dose and at least one post-dose prolactin observation at or after week 4

278EP02 14:35
s:\428\d\analysis\list_prolactin.sas

SciAn Services Ine. ([Path] Long-term Risperidone vs Prolactin Pacled analysis - Manuscript Support (Final) - 27Sep02.dac)

JJRE 03888739

Confidential/Produced in | ifiaation Pursuant to Protective Order



Long-term Risperidone Treatment vs Prolactin Levels — Statistical Documentation for Manuscript Support ~ September 27, 2002

(Page]

Protocols: RIS-CAN-19/RIS-CAN-20, RIS-USA-93/RIS-USA-97 and RIS-INT-41

Janssen-Ortho Inc. - Confidential

Table 3. Demagraphic Variables and Prolactin Levels: Patient Data Listing (ITT Population) -(continued)

Pre-dose Prolactin {ng/mL]
Weeks Post Risperidone Dose

Set Patient Flag Gender Retardation 10 Age Tanner Height Weight BMI

n DSM-IV Axis II 8tage [em] [kgl Pre-dose 4 -7 8 - 12 16 - 24 28 - 36 40 - 48 52 - 55
9 A03108 PA Male Borderline 71 11 1 152.0 47.0 20.3 2.2 30.7 17.0 20.9 28.6 21.9

AD3110 PA Male Borderline 78 13 1 144.0 34.0 16.4 4.4 18.7 25.9 24 .1 23.6 '

A03181 PA Male Moderate - 47 12 2 36.5 7.0 22,0 6.6 13.1 22.4 14.3

A03182 PA Male Mild : 58 11 1 51.5 2.8 25.6 11.0 7.2 14.8 4.8

A03183 PA Female Moderate ‘40 13 5 70.0 10.86 46.9 49.4 48.5 40.1 37.2

A03184 PA Male Mild : 58 13 3 149.0 45.0 20.3 15.6 36.5 8.0 25.4 30.2 21.3

AD3185 PA Male Mild 69 12 2 153.0 42,5 18.2 4.0 27.1 23.0 14.2 15.9 2.5

AD3186 PA Male Mild 57 7 1 122.0 22.0 14.8 14,0 38.5 2.4 20.4 20.9 5.7

A03187 PA Female  Wild 68 11 1 148.0 40,0 18.0Q 11.8 12.4  17.9 7.0 8.4 15.7

A03188 PA Male Mild 65 e 1 134.0 39.4 21.9 2.8 14.1 7.7 8.8 13.1 4.3

A03189 PA Female Moderate 42 8 2 133.0 55.2 31.2 3.7 31.4 4.5

A03180 PA Male Borderline 73 8 1 123.0 23.5 15.5 7.8 34.3 24.8 3.9 11.9 2.5

A03191 PA Male Mild 54 18 2 146.0 39.7 18.6 10.3 15.8 16.8

A03192 PA Male Barderline 79 6 1 123.0 25.0 16.5 4.1 13.8 12,2 3.8 12.6 12.4

AQ03183 PA Male ‘Barderline 74 7 1 24.0 3.8 8.6 5.0 3.0 7.2 22 .4

AQ3196 PA Female itoderate 40 13 3 144.0 39.2 18.9 17.2 30.7 36.8 21.0 20,0

A03197 PA Wale loderate 44 6 1 118.0 20.0 14,9 3.1 8.2 5.0 8.5 6.8 6.0

A03205 PA Male Mild 54 8 1 128.0 25.0 15.3 6.0 31.0 7.0 6.0 5.0

A03208 PA ilale Mild 56 11 2 140.0 45.0 23.0 4.0 19.0 13.0

A03210 PA Male Moderate 42 10 1 130.0 27,8 18.8 16.0 51.0 42.0 21.0 15.0 4.0

A03211 PA Male Mild 70 7 1 120.0 25.0 17.4 14.0 40.0 1:0 20.0 5.0 16.0

A03212 PA Female Moderate 44 9 1 142.0 36.5 18.1 7.0 5.0

A03213 PA Male lild 60 12 2 164.0 45.0 18.7 5.0 45.0 27.0 20.0 25.0 9.0

A03223 PA ftale Moderate 40 10 1 128.0 33.0 19.8 3.0 31.0 10.0 17.0 14.0 10.0

A03225 PA Male Moderate 44 8 1 124.0 24.0 15.6 17.0 18.0 21.0 8.0 1.0 5,0

A03226 PA Male Modeprate 50 7 i 116.0 21.0 14.8 4.0 168.0 45.0 15.0 16.0 8.0

A03227 PA Mele Moderate 45 12 2 147.0 34.5 16.0 4.0 13.0 15.0 3.0 8.0 7.0

A03228 PA iale Mild 55 7 1 118.0 21.0 15.1 9.0 55.0 68.0 27.0 37.0

A03229 PA Male Moderate 47 10 1 122.0 25.0 16.8 5.0 16,0 10,0 5.0 5.0

AD3230 PA Female Moderate 47 & 1 105.0 18.5 16.8 28.0 36.0 18.0

A03231 PA Male Moderate 48 ] 1 130.0 28.0 16.6 7.0 50.0 38.0 22.0 1.0

A03232 PA Male Mild 54 6 1 116.0 18.0 13.4 4.0 28.0 43.0 28.0

A03233 PA ‘Female ' Moderate 40 10 1 123.0 26,0 17.2 3.0 24,0 18.0 4.0

A03235° PA Male Barderline 79 6 1 114.0 19.0 14.6 28.0 2.0

A03245 PA Male loderate 44 12 1 128.0 26.0 15.9 7.0 24.0 29.8

A03249 PA Male Mild 56 B 1 127.0 24,0 14.9 6.0 31.0 34.0 14.0 23.0 13.0

A03250 PA Male Moderate 48 12 1 131.0 24.5 14.8 5.0 39.0 30.0 24,0 27.0 24.0

A03251 PA Male Moderate 40 9 1 136.0 31.0 16,8 4.0 53.0 58.0 29.0 26.0 20.0

A03252 PA Male Mild 61 8 1 128,0 25,8 15.3 26.0 48.0 41.0 38.0 39.0 17.0

A03253 PA Male Mild 54 5 1 111.0 20,0 16,2 8.0 53.0

Note. Primary Analysis Population (PA): Patients with pre-dose and at least one post-dose prolactin observation at or after week 4
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Table 3. Demographic Variables and Proléctin Levels: Patient Data Listing (ITT Population) - {centinued)-
. i )

Pre-dose . Prolactin [ng/mL]
Weeks Post Risperidone Dose
Set Patient Flag Gender Retardation IQ  Age Tanner Height Weight BMI
ID DSM-IV Axis II Stage [om] [ka) . Pre-dose 4 -7 B - 12 16 - 24 28 - 38 40 - 48 52 - 55
9 AD3254 PA . Male Borderline 75 8 1 124.0 24,0 15.6 12.0 49,0 37.0 27.0 20,0 4.0
A03255 PA Male Mild 58 g 1 134.0 28.5 15.8 10.0 16.0 20.0 16.0
AD3258 PA Male Mild 63 15 2 164.0 43.0 16.0 12.0 47.0 45,0 B88.0 22.2 35.1
AD3260 PA Male Borderline 75 8 1 132.0 32.5 18.7 6.0 34.0 33.0 17.2 26,2 5.8
AD3261 PA Male Moderate 50 7 1 123.0 ° 36.5 24 .1 7.0 19.0 39.0 24.0 10.0 32.0
A03262 PA Male Mild 61 9 1 126.3 30.0 18.7 7.0 24,0 22.0 13.0 24.8
A03266 PA iale Mild 70 b i 1 32.0 7.0 29.0 55.0 4.0 25.0 21.0
A03268 PA Male Moderate 49 9 1 124.0 23.5 15.3 10,0 65,0 68.0 55.0 44.0
A03269 PA Male Mild 52 8 1 120.0 24,0 16.7 10.0 42.0 30,0 27.0 19.0 16.0
A03272 PA Female Mild 68 9 1 130.0 31.8 18.5 16.0 70,0 32.0 42.0 36.0 30.0
A03273 PA Male Mild 52 11 1 189,0 34.2 17.7 6.0 40.0 26,0 35.0 22,0 28.4
A03278 PA Male Borderline 75 7 1 120.0 20.0 13,9 5.0 8.0 3.0 13.0 2,0
A03277 PA Male Mild : 54 6 1 122.0 22.5 15.1 6.0 13.0 10.0 7.0 6.0 15.0
AQ3278 PA Male Mild 52 7 1 127.0 28,0 17.4 50 26.0 33.0
A03279 PA Male Moderate - 40 b | 1 135.0 29.0 15.8 47.0 27.0 10 5.0 5.0 3.0
. A03280 PA Male fMild . 56 12 . 1 151.0 42.3 18.6 6.0 34.0 27.0 25.0 30.0 16.0
i A03281 PA Female Moderate ° 42 10 3 150.0 37.8 16.8 8.0 64.0 22.0 25.0 43.0 16.0
5 A03282 PA Female Moderate . 40 15 4 150.0 43.6 19.4 15.0 66.0 a7.0 27.0 18.0 10.6
. A03283 PA Female Moderate 50 13 1 157.0 47.8 19,4 15.0 56.0 47.0 32.2
: A03284 PA Male Mild : 57 11 1 155.0 33.2 13.8 41,0 32.0 30.2 5.8
AD3285 PA Male WModerate . 42 11 P 142,0 30,0 14.9 2,0 28.0 7.0 2.0 5.0
AD3288 PA Male Moderate 40 10 1 134.0 26.5 14.8 24.0 36.0 14.0 16.0
A03289 PA Male Moderate 42 10 1 127.0 31.5 19.5 4.0 . : 13.0
A03280 PA Male Mild 54 18 4 163.0 47.5 17.9 7.0 20.0 29.0 7.0 7.0
A03291 PA Female Moderate 44 10 2 131.0 34.5 20.1 3.0 21.0 2.0 4.0
A03283 PA- Female Mild 64 10 1 144.0 34.1 16.4 6.0 45.0 40.0 36.8
A03294 PA Female Moderate 50 14 2 148.0 42.7 19.2 10.0 33.0 61.0 40,9 28.8
A03205 PA Female Mild - 51 9 1 136.0 26.3 14.2 16.4 25,3 20.4 7.7 11.4 9.6
A03298 PA Female Moderate 47 10 2 143.0 38.2 19,2 4.0 1.7 13.9 15.9 13.7
A03298 PA Male Borderline 80 9 1 136.0 33.5 18.1 10.8 25,4 14.6 14.7 12.1 i1.0
A03299 PA Male Borderline 77 14 5 171.0 53.7 18.4 258 24.7
A03300 PA Female Mild 67 5] 1 116.0 19.1 14.2 2.5 24.4 18 3.9 5.2 3.8
A03301 PA Male Borderline 81 7 (| 136.0 28.6 15,8 2.5 25.8 14.9 30.1 18.8 21.1
A03302 PA Female Borderline 72 8 1 138.0 27.5 14.4 16.3 29.3 22.8 15.6 13.8 14.3
A03303 PA Female Mild ! 53 15 4 164.,0 66.0 24,5 7.4 36.8 29.2 19.0 35.0-
A03304 PA Male Moderate! 45 14 3 166.0 50.1 18.2 2.0 23.5 23.7 26.1 12.5 8.8
A03305 PA Male Borderlinhe 74 13 1 150.0 37,1 16.5 3.8 15.8 20.0 12.1 10.7
AD3306 PA Male Mild ! 68 13 1 155.0 42.9 17.8 6.0 42.7
A03309 PA Male Borderline 75 11 2 149.0 52.0 23.4 10.7 45.1 36.0 31.9 24.9 15.8
A03311 PA Male Bordepline 76 12 1 144.0 29.8 14.4 5.5 29,7

Note. Primary Analysis Population (PA): Patients with pre-dose and at least one post-dose prolactin observation at or after week 4
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Table 3. Demographic Variables and Prolictin Levels: Patient Data Listing (ITT Population) -(continued)

Pre-dose Prolactin {ng/mL]
' Weeks Post Risperidone Dose

Set Patient Flag Gender Retardation Ia Age Tapner Height Weight BMI

ID DSM-IV Axis II Stage fem] [kgl Pre-dose 4 -7 B - 12 16 - 24 28 - 36 40 - 48 52 - 55
9 A03313 PA Male Borderline 79 ) 1 148.0 29,8 13.7 8.9 29.5 26.1 13.9 13.4 6.7

A03314 PA Male Mild 62 11 1 161.0 64.4 24.8 2.1 27.8 18.4 3.8

A03315 PA Male Mild 61 8 1 128.0 27.0 16.2 17.4 40.8 43.38 37.9 25.1

A03318 PA Male Moderate 45 10 1 128.0 24.1 15.9 12.9 23.0 19.9 20.4 22.8

A03317 PA Female Moderate 47 14 3 144.0 32.0 15.4 20.7 83.6 61.3 a1.3 61.1 34.0

A03318 PA Male Mild 58 1 1 145.0 32.2 15.3 5,0 18.6 34.9 14.1 2.4 17.9

A03319 PA Male Moderate 47 10 1 138.0 39.8 20,9 2.8 22.1 14.8

A03320 PA Male Mild 69 6 1 114.0 23.0 7.7 3.1 32.5

A03321 PA Male Mild 58 10 1 134.0 25.0 13.8 3.1 48.2

A03322 PA Male Borderline a1t 9 1 146.0 40,3 18.9 4.6 26.9 a5.7 16.7 21.8 11.38

A03325 PA Male Borderline 72 11 1 145.0 41,0 10.5 2.9 11.0 6.6 2.0

A03326 PA Male Borderline 84 7 1 127.0 27 .1 16.8 7.8 18.9 5.2 4.8 12.3

A03327 PA Male Borderline 80 10 2 142.0 35.5 17.6 17.8 33.4 32.0 25.0 14.6 61.6

A03328 PA Male Barderline 79 8 1 131.0 25.5 14.9 25.5 35.6 21.14 9.7 11.7 8,6

A03328 PA Male Borderline 72 5 24.7 5.0 38.8 31.8 13.5 10.5 8.3

A03330 PA Male ild i 62 10 1 131.0 22.3 13.0 17.2 61.6 45.5 39.8 33.8 30.2

A03331 PA Male Wild 52 10 i 132.0 26.6 153 6.4 36.4 31,2 27.8 28.5 33.9

A03333 PA Male Borderline 74 10 1 144,0 43,0 20.7 4.8 47 .1 10.3 7.9 3.5 40,5

A03335 PA Male Borderline 83 13 4 166.0 51.3 18.6 3.7 14.2 7.0 4.5 5.3 7.0

AD3336 PA Male Mild 70 12 1 156.0 46.0 18.9 2.7 20.6 15.5 10.2 7.6 3.0

A03337 PA ale Borderiine 75 12 1 161.0 63.3 24.4 6,4 36.6 41.2 10.2

A03338 PA Male Moderate 37 1 1 132.0 38.1 22.4 3.0 26.8 25.9 36.3 23.9

A03339 PA Male Moderate 44 12 2 152.0 45,6 19.7 3.2 16.7 20.0 8.9 9.6 18,2

A03340 PA Male Borderline B3 13 1 150.0 44.6 19.8 6.1 28.6 25.0 22.9 21.8 22.7

A03341 PA Male Mild 52 8 1 135.0 29.4 16.1 7.4 41.7 5.1

A03342 PA Male Wild 65 8 1 126.0 22,0 13.9 551 47.7 36.8 278 27.38 21,5

A03343 PA Male Borderline 72 1 1 144.0 36.0 17.4 3.2 46,7 37.2 36.3 46.2 3.0

A03344 PA Female Mild . 64 14 3 185.0 45,6 16.7 50.7 95.2 63.1 77.5

A03345 PA Male Borderline 77 12 2 150.0 48.5 21.6 23.4 42,0 153.0 83.4

A03348 PA Male Mild j 68 13 1 176.0 65.4 21.1 5.1 35.7 28.0 2.5 28.6 1.4

A03347 PA Male Mild . 63 11 1 139.0 29.8 15.4 2.4 35.0 26.3 16.1 20.2 21.7

A03348 PA tlale Borderline 82 10 1 150.0 38.8 17.2 5.5 41.3 39.3 40.2 28.9

A03350 PA Male Moderate’ 46 10 1 136.0 36.7 18.8 8.7 28.9 25.4 14,9 15.1 16.1

AD3351 PA Female Borderline 79 8 1 144.0 43.2 20.8 3.6 38.6 30.1

A03352 PA Male Borderline 71 15 2 176.0 87.2 21.7 19.0 48.9 2B.0

A03353 PA Male Borderline 83 i1 i 151.0 37.0 16.2 4.7 28,8 27.8 16.1 8.0 14.9

A03354 PA Male Mild ! 85 10 1 127.0 23.0 14.3 3.2 13,3 5.4 5.0 4.0 3.0

AD3355 PA Male Borderlipe 72 12 2 155.0 61.4 23.6 3.2 13.0 13.6 7.2

A03357 PA iale Borderline 81 a8 1 135.0 44.5 24,4 8.2 14,4 27.2 29.1 110

A03358 PA iWale 1 131.0 22.5 13,1 4.4 29,8 18.4 3.2 2.9 16.4

Note. Primary Analysis Population (PA):

Wild ! 66 7

i

i
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Table 3. Demographic Varisbles and Praldctin Levels: Patient Data Listing (ITT Population) - (continued)

. Pre-dose Prolactin [ng/mL}
? Weeks Post Risperidone Dose
8et Patient Flag Gender Retardation IQ Age Tanner Height Weight BHNI
ID DSM-IV Axis II Stage [em] [kg] Pre-dose 4 - 7 B - 12 16 - 24 28 - 36 40 - 48 52 - 85
i .
9 A03359 PA Male Mild - 69 10 1 136.0 29.0 15.7 5.7 26.9 13.2
T A03360 PA Male Mild . 64 7 1 120.0 18.0 13.2 25.5 33.5 28,2 21.6
i A03363 PA Male Borderline 73 15 2 70.0 13.7 13.8 19.6 16.7
A03364 PA Male Mild 68 10 1 124.0 24.3 15.8 7.8 52.9 40.0 5.8
A03365 PA Female Borderline 78 1" 1 148.0 32.5 14.8 7.2 23.8 10.8 18.7
A03366 PA Male Borderline 78 11 1 144.0 38.5 18.0 6.7 25.0 25.1 20.1 17.9
A03367 PA Male Borderline 84 8 1 131.0 28.0 16.9 4.4 20.8 23.3 11.3 20.4
A03368 PA Male Mild §7 12 1 148.0 50,0 22.8 4,1 24.2 28.0 26.1 7.8
A03369 PA Male Mild 61 7 1 122.0 18,35 12.4 8.0 35,6 5:2 35.6 4,2 7.5
AD3370 PA Male Borderline 77 10 i 144.0 28.5 13.7 2.4 25.0 22.0 15.89 19.5
A03372 PA Male Borderline 74 18 2 169.0 56.0 18.6 76.5 18.86 7.5
AQ03375 PA Male Borderline 74 10 1 138.0 27.5 14.4 4.4 28.3
; A03376 PA Female Borderline 75 7 1 118.0 18.5 14.0 4.9 47.5 37.8 36.9 19.4 26.0
, AD3377 PA Male Borderline 78 a 1 124.0 21,0 18.7 5.2 34,7 31.1 52.14 15.8 24.7
i A03378 PA Male Borderline 71 11 1 148.0 45.0 20.5 6.3 21.0
A03378 PA Male Mild 63 10 1 149.0 38.0 17.1 5.1 31.6 28.4 34,0 26.5 24,0
AQ3381 PA ale Mild 76 10 | 141.0 . 34.4 17.3 17.3 24,0 18.4
A03382 PA ltale Mild 62 8 1 143.0 382.6 15.9 2.5 31.0 14.4 20.8 14.0
A03384 PA Female Mild 58 10 2 138.0 36,0 18.9 7.0 17.3 8,7 6.4 7.7
A03385 PA Male Borderline 72 14 2 159.0 60.0 23.7 3.9 24.2 19.0 26.7
A03395 PA Female  Mild : 58 15 5 166.0 54,0 19.6 7.9 70.7 64.2 63.8 79,8 48.6
A03396 PA Male Mild i 66 14 4 173.0 66.3 22.2 8.8 a37.3 16.9 31.9 31.1 27.4
A03388 PA Male Mild i 52 14 2 156.0 73.0 30.0 3.9 21.8 26.4 32.8 29.3
A03396 PA Itale Borderline 71 15 3 169.0 71.0 24.9 4.8 65.1 31.4 35.1 29.2 29.9
A034086 PA Male Mild . 65 14 3 157.0 40.0 16.2 3.0 17.7 7.8 10.4 14.9 5.1
A0O3407 PA Male Mild . 60 10 1 137.0 25.5 13.6 13.8 27.0 25.4 4.1 7.8 2t.5
AD3409 PA Male Borderline 82 8 1 137.0 29.0 15.5 2.5 30.0 31.0 22,2 7.7 12.5
A03410 PA Male Borderline 71 10 1 153.0 43.0 18.4 2.8 13.3 5.7 6.0 5.9 9.4
A03411 PA Male Mild i 68 10 2 148.0 31.0 14.2 4.1 24,3 13.1 18.0 6,4 14.9
AD3412 PA Male fild ) 75 °] 1 134.0 30.0 16.7 L 40.3 23.8 36.7 3.1 3.0
A03413 PA Male Borderline 79 12 1 144,0 34.0 15.5 2.6 16,4 2.4 11.4
A03414 PA Male Mild ) 64 9 1 135.0 25.0 13.7 24 43.7 35.9 27.9 20.8 82,5
AQ03415 PA Male Mild | 62 12 1 139.0 36.1 18.7 2.8 30.8 35.8 27.6 18.9 15.8
AQ3418 PA Male Moderate . 44 14 2 165.0 46.3 17.0 3.1 24.5 18.1 17.8 24.8 26,8
A03417 PA Female Mild .. 54 13 4 165.0 86.3 24 .4 4.2 36.8 42.0 40.9 ar.7 26.0
A03418 PA Male Moderate . 50 183 4 165.0 46.4 17.0 3.0 30.9 29.4 27.3 20.1 16.9
A03419 PA Male Mild : 68 11 1 137.0 27.6 14,7 Wl 36.5 40,5 2.7 26,2 168.8
A03420 PA Male Mild a1 11 1 133.0 24.6 13,8 4,6 38.8 3.5
A03421 PA Male Mild 63 [§] 1 122.0 24.2 16.3 10,2 41.8 38.5 32.8 27.2 26.3
1 134.0 31,4 17.3 2.8 171 18.8 13.4 9.1 11.4

AQ03422 PA - Male Moderate 45 11
Note. Primary Analysis Population (PA): Patients with pre-dose and at least one post-dose prolactin observation at or after week 4
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Table 3. Demographic Variables and Prolactin Levels: Patient Data Listing (ITT Population) - (continued)

Pre-dose Prolactin [ng/mL}
: Weeks Post Risperidone Dose
Set Patient Flag Gender Retardation 10  Age Tanner Height Weight BMI -
D DSM-IV Axis II Stage {cm] [kgl Pre-dose 4 -7 8 - 12 16 - 24 28 - 36 40 - 48 52 - 55
9 A03423 PA Male Moderate 47 13 2 145.0 34.6 16.5 2.9 29.4 20.0 13.8 22.3 23.0
A03424 PA Male Mild 65 13 2 155.0 41.4 17.2 2.5 22.6 10.7
A03425 PA Male Borderline 77 :) 1 118.0 21.7 15.6 20.2 3.7 20.8 18.4 13.9
AD3426 PA Male Mild ) 70 8 1 124.0 24,0 15.6 5.7 7.1 7.9
A03427 PA Male Mild . 57 5 1 113.0 31,2 24.4 8.5 20,1 19.7 30.7 23.%
A03428 PA Female Borderline 78 ] 1 122.0 23,2 15,6 4.4 19.5 20.0 13,6 19.0 17.6
A03430 PA Male Moderate 44 15 3 161.0 49.0 18,8 3.0 24,0 24.9 272 19.6 20.5
A03431 PA Male Borderline a2 8 1 122.0 24.5 16.5 2.4 9.6 . 4.3 10.9 12.4
A03432 PA Female  Borderline 78 10 1 135.0 26.5 14,5 3.1 31.5 8.7 5.3 2.4 23.1
A03434 PA | Male Mild ! 59 13 3 164,0 46.5 17.3 5.5 27.5 16.7 19.6 ©19.8
AD3435 PA Male Barderline 80 10 1 130.0 25.0 14,8 7.2 24,4 26.3 16.9 29.8 8.8
A03436 PA Male Borderline 72 7 1 120.0 24,0 16.7 2,2 3.6 18.3 175 10.4 13.6
AD3437 PA hiale Mild j 83 13 1 150.0 30.0 13.83 11.6 8.1 3.5 12.6 12.2 14.8
A03438 PA Male Borderline 83 8 1 125.0 25.0 16.0 4.3 25.5 23.8 15.1 15.3 30.6
A03439 PA Male Borderline 84 it 2 138.0 27.5 14.2 2,7 36,4 3.6 2.0 2.8 31
A03440 PA Male Mild 66 ] 1 136.0 28.0 15.1 3.0 24 2 7.8 7.6 7.8 11.4
A03441 PA Male Borderline 77 7 1 121.0 23.0 15.7 3.4 32.7 19.7 6.1 18.5 18.4
AD3442 PA Female Borderline 78 7 1 122.0 20.0 13.4 9.4 14.8 25.0 29.1 4.8 4,0
A03443 PA Male Borderline 73 7 1 119.0 18.0 13.4 3.0 8.9 1.6 4.7 6.2 1.0
A03445 PA Male Mild 68 11 1 145.0 32.0 15.2 3.1 57.9 21.8 5.4 3.8
A03446 PA Male Borderline 82 12 1 146.0 38.0 17.8 5.1 34.8 15.7 11.1
A03449 PA Male Borderline 73 9 1 131.0 26,0 15.2 8.3 29,2 - 6.9
A03451 PA Female Mild 62 .6 1 112.0 16.0 12.8 9.8 21.0 i12.5 13.3 6.6 3.3
AD3452 PA Male Borderline 79 5 1 112.0 21.0 16.7 7.2 29.3 3.9 2.9 3.3
A03454 PA lale Borderline 77 a8 1 118.0 22.0 15.8 25,4 18.4 3.3 3.5 2.5
A03455 PA. Male Borderline 72 11 2 153.0 31.0 13.2 10.0 29.9 18.2 i1.8 20.5
A03456 PA Male Mild 58 13 2 148,0 33.0 15.1 6.8 17.8 6.6 4.1 9.9
A03457 PA Male Borderline 71 12 2 157.0 52.0 21.1 20.1 26.6 31.4 22.5 19.8 26.6
A03458 PA Male Mild 55 13 5 164.0 55.0 20.4 4.8 30.7 38.3 33.0 27.7 28.3
A03459 PA Male Mild ’ 69 9 2 132.0 22.0 12.6 6.7 13.2 20.8 11.86 14.6 8.7
A03480 PA Male Borderline 84 11 1 145.0 33.0 15.7 4,5 25,3 15.9 5.8 19.7
A03461 PA Male Moderate 40 12 2 161.0 42.5 16.4 3.2 27.6 28,2 26.0 18.8
AD3462 PA - Male Moderate 36 10 1 142.0 24,0 11.9 13.4 387.4 31.5 31.1 26.8
A03463 PA Female Mild . 85 g 1 115.0 23.0 17.4 18.0 30.5 30.9 21.0 29,5 23.5
A03464 PA Female Mild 52 11 3 145.0 35.0 16.6 5.0 33.6 31.5 18.56 31.9 20,2
A03465 PA Male Mild 67 15 4 174.0 71.0 23.5 5.5 20.2 27.6 5.4 .
A03466 PA Male Mild 82 15 4 165.0 61.0 22.4 11.8 25.0 16.9 7.0 6.3 10.2
A03468 PA Male Mild 38 11 1 142.0 38.0 18.8 8.4 22.9 38.5 25.0 41.3 7.0
A03474 PA Male Borderline 82 12 2 169.0 50.0 17.5 5.1 30.0 5.8 4.1 7.4 8.8
A03475 PA Male Mild 63 14 4 168.0 52.0 18.4 4.3 158.3 3.6 2.7 10.8 1.1

Note. Primary Analysis Population (PA): Patients with pre-dose and at least one post-dose prolactin observation at or after week 4
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Table 3. Demographic Variables and Prol?ctin Levels: Patient Data Listing (ITT Population) - (continued)

Page

Pre-dose Prolactin [ng/mL]
Weeks Post Risperidone Dose
Set Patient Flag Gender ARetardation IQ  Age Tanner Height Weight BMI
ID oS-IV Axis II Stage [em] {kgl Pre-dose 4 - 7 8 - 12 16 - 24 28 - 36 40 - 48 52 - 55
9 A03476 PA Male Mild &3 11 1 138.0 35.0 18.4 4.3 . 50,0 56.3 44.5 12.6 11.0
A03477 PA Male Mild 68 10 1 134.0 25.0 13.9 6.0 67.1 66.9 65,7 8.3 6.8
A03479 PA Male Moderate 45 9 1 136.0 26,0 14.1 3.5 33,3 20.5 16.5 15.2 8.4
AD3480 PA Male Borderline 78 11 1 148.0 55.0 25.1 8.1 15,3 13.7 12.7 10.7 13.7
A03481 PA Male Moderate 42 7 1 131.0 27.5 16.0 4.5 13.8 7.8 13.7 16,86 6.4
A03482 PA Female  Mild 73 10 2 145.0 33.0 8.1 5.7 20,1  21.9 9.0 42.7 43.5
AD3483 PA Male Mild 58 13 2 168.0 53,5 19.0 2.8 17.8 22.8 18.6 23.0 18.1
A03484 PA Male Borderline a3 13 4 176.0 57.9 18.7 5.0 35.5 22.3 37.3 28.5 15.4
A03485 PA Male Borderline 04 9 1 137.0 42.7 22.8 4.0 25,8 13.9 22.9 16.6 4.3
A03486 PA Male Borderline 76 11 1 151.0 66.6 29.2 5.1 24.0 9.4 18.3 20.7 2.8
A03487 PA Male Moderate 40 11 2 152.0 33.0 14.3 8.7 8.8 10.1 a.8 8.6 11.8
A03489 PA Male Moderate 42 12 2 147.0 35.0 16.2 3.5 38.0 42,0 5.5 23,7 11.7
A03490 PA. Male Mild 41 7 1 117.0 31.2 22.8 11.4 19.8 22.8 25.1 18,3 18.2
A034971 PA Male Mild 64 7 1 122.0 24.8 16.7 6.7 35.0 24.5 10.0 26.9
AQ3492 PA Female Borderline 81 8 1 138.0 30.8 16.2 4.2 21.2 45.5 19.4 11,0 18.7
A03493 PA Male Mild 54 13 1 144.0 36.6 17:7 7.3 35.8 18.8 298.3 24.7 23.4
A03494 PA Male ftild 65 12 2 160.0 47.0 18.4 12.3 32.8 31.8 14.7 30.7 121
A034896 PA Male Mild 55 12 1 164.0 80.5 29.9 6.3 19.4 16.5 21.2 17.2 10.86
A03497 PA Male Wild 64 11 1 142.0 30.8 15.8 11.4 46.1 40.0 33.4 36.9 18.6
AD3498 PA Male Mild : 59 7 1 115.0 19.6 14.8 5.1 14.8
A03499 PA Male Moderate 47 1 1 145.0 34.5 16.4 3.8 20.4 5.5 17.5 12,7 7.8
A03500 PA Male Borderline 84 12 2 150,0 40.0 17.8B 3.8 14.9 36.6 1247 20.8
A03501 PA Male Borderline 84 14 2 168.0 58.0 20.5 9.1 30,9 32.2 9.6
A03502 PA Female Mild 57 Z 1 118.0 20.0 14.4 4.6 47.6  41.1 22.0 20.3 13.6
A03503 PA Male Mild . 60 11 1 150.0 33,6 14.9 3.2 18,6 5.5 8.0 15.9 9.8
A03504 PA Male Borderline 7 12 2 156.0 44 .4 18.2 4.2 10.0 15.6 18.9 8.6 18.2
AD3505 PA Male mild 68 14 2 160.0 48,6 18.0 17.8 7 18.3 27.0 12.38 6.5
A03508 PA Male Mild 66 i2 1 147.0 35.0 16.2 5.4 46.2 47.9 38.0 22.4 34.2
AD3307 PA Male Borderline 79 13 1 148.0 40.2 18.4 2.7 14.6 14.5 1811 4.5 12.3
A03508 PA Female Moderate 40 12 2 142.0 40.6 20.7 5.2 29.7 23.2 17.0 16.9 25.8
AD3509 PA Female Mild 58 13 3 150.0 54.4 24.2 3.3 25.1 28.0 20.5 14,9 19.4
AD3510 PA Hale Borderline 79 13 4 167.0 55.7 20.0 6.9 . 27.9 27.8 25,7 17.8 22.7
A03511 PA Male Mild 70 8 1 132.0 27.8 16.0 2.7 16.0 11.5 17.6 8.1 a.7
A03512 PA Male Mild 62 6 1 105.0 14.0 12.7 10.4 31.6 6.0 52.1 27.8 22,0
A035313 PA ldale Moderate 45 11 1 124.0 24.0 15.6 5.9 33.0 5.8 30.0 3.6 25.6
A03514 PA Male Borderline 84 14 4 167.0 69.2 24.8 5.1 24,7 31.4 5.6 19.8 14.9
A03515 PA Female Borderline 83 11 1 135.0 36.2 18.8 6.5 24.8 23.4
A03516 PA Hale Borderline 81 12 1 152.0 556.8  24.2 7.5 37.2 26.6 14.6 20.8 2.7
A03517 PA Female Mild 61 13 2 155.0 49.5 20.6 24.4 65.3 55.4 39.1 44 .1 210
A03518 PA Male Mild 64 13 1 159.0 60,5 23.9 5.9 8,5 16.5 3.8 13.9 3.1

Note. Primary Analysis Population (PA): Patients with pre-dose and at least one post-dose prolactin observation at or after week 4

SciAn Services Inc. ([Path] Long-term Risperidone vs Prolactin, Pooled analysis - Manuscript Support (Final) - 27Sep02.dac)

27SEP02 14:35 -
s:\428\d\analysis\list_prolactin.sas
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Table 3. Demographic Varisbles and Prolactin Levels: Patient Data Listing (ITT Population) - (continued)

Page

Pre-dose Prolactin [ng/mL]
Weeks Post Risperidone Dose

Set Patient Flag Gender Retardation Ia Age Tanner Height Weight BMI

i (») . DSM-IV Axis II Stage [cm) {kgl Pre-dose 4 -7 B - 12 18 - 24 28 - 36 40 - 48 52 - 55
9 A03519 PA Male Moderate . 41 12 2 132.0 25.4 14.8 32.5 55.2 66.3 46.8 50,1 29.8

A03520 PA Male Moderate - 39 6 1 119.0 21.0 14.8 2.4 51.2 14.6 16.9 9.8 2.8

A03521 PA Male Mild 70 8 1 133.0 2708 15.8 6.1 20,5 12.5 30.6 8.8 27.9

A03522 PA Male Moderate 36 7 1 125.0 24.0 15.4 48.8 29.9 4.7 5.4 30.2 31.3

A03523 PA Male Moderate 47 13 1 144.0 33.2 16.0 4.3 23.2 16.8 16.8 3.2 6.5

AQ3524 PA Male Mild . 60 8 1 132.0 25.0 14.3 7.1 26,4 30.3 23.8 14.8 15.0

A03525 PA Male . Borderline 80 8 1 143.0 45.83 22.2 3.9 22.1 8,1 19.6 14.4 4.0

A03526 PA Male Borderline 72 8 1 127.0 24.9 15.4 3.7 25.1 12.1 5.5 19.5 11.0

A03527 PA Male Borderline 84 9 1 126.0 23.0 14.5 4.8 28.0 33,6 30.2 29.6 4.0

A03528 PA Male Mild ¥ 65 7 1 112.0 18.2 14.5 5.7 53.8 43,2 32.5 27.5 21.7

A03533 PA Male Moderate - 40 8 1 115.0 27.0 20.4 2.8 32.6 42.8 3.7 15.7 4.4

A03537 PA iale Mild 70 6 1 29.5 3.7 40,1 39.5 28.1 30.4 28.7

A03539 PA Male Moderate . 40 12 2 148.,0 39.5 18.0 5.2 15.0 5.7 8.8 30.2 4.0

A03541 PA Male Moderate 40 15 3 160.0 52.0 20.3 18.4 20,3 16.1 16.6 19.0

A03543 PA Male Moderate 40 11 1 126.0 24,5 15.4 5.8 17.4 12.68 35.5 9.2

A03548. PA Female  Moderate 37 -8 1 112.0 26.4 21,0 24.4 36.8  43.7 9.4

A03559 PA Male Mild 54 10 1 126.0 29,0 18.8 17.8 20.6

A03561 PA Male Moderate 47 13 3 150.0 40.0 17.8 12.8 63.8 24.0 6.8 10.0

A03562 PA - iale Borderline 75 7 1 119.0 18.5 13.1 19.8 17.7 17.9 10.9 22,0 21.0

A03563 PA Female Borderline 76 14 5 164.0 73.6 27.4 3.4 14.6

AD3565 PA Male Mild 64 14 4 182.0 82.2 22.3 5.3 13.8 7.2 5.1 5.2 18.6

AQ3570 PA Male Moderate 42 10 1 137.0 28.0 14.9 2.7 18.9 37.5 11.0 4.9 5.1

AQ3572 PA Male Moderate | 46 11 2 163.0 49,2 21.0 6.0 9.5 3.5 3.5 4.4 5.8

AD3574 PA Male Mild 56 11 1 151.0 40.8 17.7 3.7 31.1 4.8 7.7

A035786 PA Male Borderline 71 15 3 165.0 66.0 24.2 5.2 1l 3.1 5.9

A03581 PA Male Mild i 68 8 1 130.0 26,0 18.4 4.6 4.8 6.7 8.9 4,4 6.2

A03594 PA ttale Borderline 82 10 3 158.0 54.0 21.6 1.8 23.0 22.0 6.7 5.2 11.0

A03597 PA Male Mild ’ | 14 3 162.0 48.83 18.4 3.5 35.6 10.8

AD3&11 PA Male - Mild t 56 12 1 148.0 32.0 14.6 3.9 20.1 3.0 10.6 2.4

A03612 PA Male Moderate - 50 10 1 135.0 27.5 15.1 7.9 32.2 8.8

A03616 PA ldale Mild 51 13 1 167.0 75.9 27.1 4.9 32.4 18,2

A03617 PA Male Borderline 71 13 1 141.0 31.0 15.6 5.1 29.5 17.1 20.9 3.1 2.1

AD3619 PA Male Borderline a1 11 1 141.0 34.5 17.4 3.6 23.9 16.1 10.9

A03622 PA Male Borderline 73 8 1 125.0 23.5 15.0 5.5 13.1 .

A03624 PA Male lloderate. 40 9 2 130.0 26.0 15.4 2.8 11.7 8.3 7.0 8.4 11.0

A03634 PA Male Mild 54 11 1 139.0 30.0 15.5 18.8 21.9

A03636 PA Male mild 58 10 1 143.0 47.0 23,0 2.8 16.0 14,9 13.0

A03637 PA Male Moderate 46 15 4 158.0 46.0 1B8.4 5.1 15,2 9.8

A0B3639 PA Female  Mild 79 8 1 129.0 29.0 17.4 4.0 3.2 19.0

A03640 PA Male Mild 57 10 1 142.0 48.0 23.8 7.1 10.3 11.0 14.0

Note. Primary Analysis Populatiop (PA): Patients with pre-dose and at least one post-dose prolactin observation at or after week 4

SciAn Services Inc. ([Path] Long-term Risperidane vs Prolactin Paoled analysis - Manuscript Suppart (Final) - 278ep02.doc)

:

27SEP02 14:35
s:\428\d\analysis\list_prolactin.sas

JJRE 03888746

Crnfidantisl/Pradacan in | Hinatinn Pircniant tn Protective Order



Long-term Risperidone Treatment vs Prolactin Levels — Statistical Documentation for Manuscript Support — September 27, 2002 Page
[Page] ‘

Protocols: RIS-CAN-19/RIS-CAN-20, RIS-USA-93/RIS-USA-97 and RIS-INT-41

Janssen-Ortho [nc. - Confidential )

Table 3. Demographic Variables and Prolactin Levels: Patient Data Listing (ITT Population) ~(continued)

Pre-dose ) : Prolactin [ng/mL}

Weeks Post Aisperidone Dose

Set Patient Flag Gender RAetardation ia Age Tanner Height Wedight BMI.
ID ’ DSM-IV Axis II Stage [em] [kal Pre-dose 4 - 7 B8 - 12 16 - 24 28 - 36 40 - 48 52 - 55

9 A03841 PA Female Moderate 40 13 2 152.0 40.0 17.3 18.9 26.7 17.4 3.8
A03642 PA ldale Borderline 76 14 4 164.0 55.5 20.6 8.2 47.3 171 3.3 21.0
A03644 PA Female Moderate 36 12 3 152.0 48.5 21.0 8,2 46,1 31.0 24,0
A03646 PA Male tMild 70 11 2 151.0 44.0 18.3 3.0 47.2 36.6 .24.4 9.0
A03848 PA Male Mild 65 15 3 173.0 59,5 10.9 3.5 3.0 14.7 7.3 13.0 11.0
A03649 PA Male Borderline a2 9 1 136.0 36.0 19.5 9.9 32,2 4.7 4.7 5.0
A03650 PA Female Mild 64 14 4 160.0 70.0 27.3 8.5 40.6 32.0 37.0 5.0
A03682 PA Male Moderate 44 12 3 142.0 33.0 16.4 8.1 24.8 12.0 13.0
A03664 PA Male Moderate 41 i2 i 124,0 24.0 15.6 3.7 48,9 15.0 44,0 38.0 43.0
A03665 PA Male wild 55 8 2 128.0 25.0 15.3 6.4 31.2 45.0 17.0
A03671 PA Male Mild 64 9 1 116.0 18.9 14,0 9.6 33.7
AD3672 PA Female Moderate 46 13 1 146.0 56.0 26.3 6.3 18.3 18.3 11.0 14.0
A03673 PA Male Mild . 42 13 1 1561.0 52,2 22.9 3.9 16.8 11.3
AD3674 PA: Male Mmild ' 58 8 1 122.0 26.0 7.5 3.8 42 .1 16.0
A03676 PA Male Borderline 72 7 1 126.0 30.0 18.9 5.6 35.5 24.9 12.0 16.0
AD3677 PA Male Borderline 82 S 1 129.0 26.0 15.6 2,6 23.89 16.0
A03681 PA Female Moderate 41 13 3 138.0 42.0 22.1 6.6 43,6 14.9 15.0 17.0
A03706 PA Male Borderline 82 6 1 113.0 21.5 16.8 16.0 37.0 8.0 21.0 26.7 4.7
A03710 PA Male Mild 80 11 1 148.0 39.0 17.6 4.0 a5.5 20.7 2.6
A03712 PA- Female  Mild . 66 8 1 135.0 30.0 16.5 6.0 63.0 53,0 40.0 26.8 12.9
A03733 PA Male Borderline B3 11 1 147.0 43.3 22.8 4.0 37.5 22.6 11.8 12.8 i %
A03734 PA" Male Mild 59 11 1 142.0 36.9 18.3 4.8 35.4 28.5
A03734 PA Male Borderline . 84 13 2 156.0 42.8 17.6 37 23.4 17.3 14.8 15,5 16.0
A03736 PA Male Barderline 81 10 1 146.0 36.8 17.8 3.3 33.2 26.7
A03738 PA Female Borderline 82 14 3 ~164.0 66.0 24.5 22.7 51:8 20.8 37.0 36.0
A03739 PA Male Borderline 84 12 1 147.0 36.4 16.8 4.0 19.8 15.1 9.5 6.7 B.1
A03740 PA Male Mild 68 10 i 140.0 34.8 17.8 2.6 26.4 15.6 12.2
A03741 PA Male Mild 70 13 3.3 17.8 6.2 3.2 21.5
A03742 PA Male Mild 68 10 2 155.0 63.7 28.5 3.7 52.3 28.5 33.5 41.2
A03743 PA Male Borderline BO 12 1 152.0 47.9 20.7 4.7 27.6 14.0 11.9 21.8 12.0
A03744- FA Male Mild 68 8 1 135.0 29.3 16.1 7.4 15.3 16.1 13.5 8.6 13.0
A03745 PA Male Mild 64 i2 1 1585.0 62.1 25.8 3.8 43,5
A03746 PA Male Borderline 71 12 1 147.0 45.6  21.1 12.3 27.7 26.6
A03747 PA Male Mild ’ 68 15 1 162.0 68,0 25.9 3.8 21..5 22.5 17.1 9.7
A03748 PA Male Borderline a3 10 1 150.0 49.5 22.0 3.3 21.9 16.7
AD3749 PA Male Borderline 78 12 1 146.0 48,2  23.1 3.8 15.1 14.6 10.4
A03750 PA Male Borderline 84 9 1 137.0 34.9 i8.6 3.1 24.7 13.6
A03820 PA Male Mild 56 g 1 133.0 26.0 14.7 3.1 17.7 6.4 14.4 12.7 2.7
AD3821 PA Male Mild 57 Q 1 124.0 26.5 17.2 6.2 33.4 38.2 33.3 27.9 15.8
A03901 PA Male Borderline 77 13 2 154.9 48,8 20,3 3.7 20,1 21.3 8.1

Note. Primary Analysis Population (PA): Patients with pre-dose and at least one post-dese prolactin ohservation at or after week 4

27SEPO2 14:35
s:\428\d\analysis\list_prolactin.sas

SciAn Services Inc. ([Path] Long-term Risperidone vs Prolactin Pooled analysis - Manuscript Support (Final) - 278ep02.doc)
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Table 3. Demographic Variables and Prolactin Levels: Patient Data Listing (ITT Population) -(continued)

Pre-dose ' Prolactin [ng/mL]

Weeks Post Risperidone Dose

! I Set Patient Flag Gender Retardation IQ Age ° Tanner Height Weight BMI

1D D8M-IV Axis II Stage [cm] [kal * Pre-dose 4 -7 8 -12 16 - 24 28 - 36 40 - 48 52 - 55
9 AQ03805 PA Female Mild 68 8 2 129.5 27.2 16.2 5.8 46.3 18.9

A03912 PA Male Borderline 75 7 1 128.5 28.6 17,1 6.3 20.7 8.5

A03913 PA Female Borderline 74 6 1 114.3 22.5 17.2 7.4 5.6

AQ3914 PA Male Borderline 81 B 1 116.8 20.0 14.7 3,9 18.9 29.1 26.2 7.5

A03915 PA Male Borderline 77 10 1 129.5 27.9 16.2 3.1 2.9 3.1

AQ03922 PA Male Borderline 84 13 4 170.2 55.8 19.3 6.2 17.1 4,8 10.9 5.0 2.7

A03923 PA Male Borderline 78 9 1 129.5 28.8 17.2 2.6 22.1 19.7 11.4 5.2 7.4

A03824 PA Female Borderline 83 & 1 113.0 20.4 16.0 5.2 8.4 3.2

AD3526 PA Female Moderate 46 10 142.2 33.3 16.5 14.2 29.3

AD3929 PA Male Mild 52 10 129.5 25.6 15.3 13.5 33,8

A03831 PA Male Borderline 83 6 1 106.7 17.8 15.4 §.7 46,6

A03833 PA Female Borderline 59 14 3 162.6 45.8 18,9 10.8 39.3 33.5 32.0 26.9

A03934 PA Male Mild 64 7 1 121.9 26.3 17.7 7.1 19.7 21.8 8.7 25.8

A03935 PA Male Borderline 84 18 3 154.8 42.6 17.8 4.4 25:7 15.2

AD3938 PA Male Borderline 73 8 1 132.1 29.4 16.8 4.2 59.5 82.4 17.6 12.3 10.1

A03938 PA iale Mild 52 8 1 121.9 25.4 17.1 7.0 24.0 19.3 4.6 7.5 13.1

A03939 PA . Male Mild 68 11 1 127.0 21.5 13.3 6.0 48.2 7.9 21.5 13.2

AG3940 PA Male Moderate 39 11 1 129.5 24,4 14,5 14.86 23.0 4.9 4.0 10.0

A03941 PA Female Moderate - 47 15 3 187.5 42.0 16.8 7.4 37.3 25.1 28.7 18.6

A03944 PA Male Borderline 84 8 1 : 34.3 5.1 17.3 15.6 4.8 4,0

A03945 PA Male Mild : 70 10 1 127.0 23.6 14.6 9.2 30.5 175 8.0

AD3966 PA Male Borderline 83 12 3 148.9 42.6 19,0 Tal 27.6

AQ3971 PA. Female Borderline 69 8 1 124.5 24.9 16,1 4.1 45.1

A03874 PA Male Borderline 76 A 1 116.8 23.9 175 8.0 101.8 24,1 20.6

A03977 PA Male Mild ) 57 10 1 144.8 36.7 17.5 3.9 39.8 5.5 4.4

A03978 PA Male Mild - 52 8 1 134.6 34.5 19.0 4.6 22.8

A03980 PA Male Borderline 71 10 1 137.2 25,2 13.4 521 30.2

AD3981 PA Male Borderline 81 9 1 184.6 32.7 18.0 6.7 12.4 9,9 5.2 2.6 4.9

A03982 PA Male Mild . 67 6 1 116.8 18.4 13.5 18,1 23.4

A03984 PA Female mild ¢ 67 14 5 162.6 87.8 33.2 24.3 49.0 41.6 38.8 63.8 21.0

A03989 PA Male Mild . 69 7 121.8 25.9 17 .4 3.7 9.4 25.5 5.1 11.9

A03991 PA Male Borderline 78 7 1 129.5 29.7 177 6,2 23.8

A03992 PA Male Moderate: 44 15 3 1727 67.6 22.7 8.2 29.4 24.6 28.7 16.9

A03994 PA Male Moderate- 50 6 1 109,2 22.0 18.4 3.7 19.7 6.7 5.6 13.68

AD3995 PA Male Borderline 80 6 1 114.3 28.1 21 .5 3.0 22.3 3

AD4001 PA Male Borderline B4 14 4 160.0 64.0 25.0 13.9 21.0 21.2 25.9 272 22.7

A04004 PA Male Borderline 84 13 1 154.9 42,7 17.8 8.4 14.3 10.9 18.4 13.4

A04005 PA Male Mild 68 6 1 116.8 21,5 15.8 198.5 38.0 57.5 41.8 35.8 23.4

A04008 PA Male Mild 68 10 1 134.6 26,9 14.8 2.3 24.3 5.6 2.6 3.8 1.9

A04017 PA Male Borderline 78 11 2 137.2 34.9 18.5 2.6 22,6 8.8 17.9 13.1 2.7

Note. Primary Analysis Population (PA): Patients with pre-dose and at least one post-dose prolactin observation at or after week 4

27SEP02 14:35
s8:\1428\d\analysis\list_prolactin.sas

SciAn'Services Inc. ([Path] Long-term Risperidone vs Prolactin Pooled analysis - Manuscript Subpc:rt (Final) - 27Sep02.doc)
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Table 3. Demographic Variables and Prolactin Levels: Patient Data Listing (ITT Population) -(continued)

Pre-dose ’ Prolactin [ng/mL]
' ) Weeks Post Risperidone Dose
Set Patient Flag Gender Retardation 10 Age Tanner Height Weight BWI
ID DSM-IV Ax}s I1 Stage fem] {kgl Pre-dose 4 -7 B8 - 12 18 - 24 28 - 36 40 - 48 52 - 55
9 A04018 . PA Male Borderline 76 12 1 152.4 38.7 16.7 4.5 85.5
A04021 PA Male Borderline 76 6 1 111.8 20.0 16.0 8.8 23.4
A04039 PA Male Borderline 84 7 1 111.8 21.1 16.9 4.1 5.8 28.6
A04041 PA Male Borderline 80 11 1 127.0 25.4 15.7 6.8 66,8 23.4
A03011 LI Female Borderline 75 10 1 131.0 23.9 13.8 - 28.0 26.6 27 .5 18.9
A03013 ITT Male Mild 55 6 1 1170 21.0 15.3 24.4
A03107 ITT Male Borderline 77 11 1 134.0 26.0 14.5
A03206 ITT Male Mild : 69 13 2 154.0 41.5 17.5 61.0 48.0 61.0 58.0 45.0
A03214 ITT Male Moderate 535 8 1 122.0 23.5 15.8 23.0 25.0 21.0 14.0 3.0
A03215 ITT Female Moderate | 40 14 4 152.0 54.0 23.4 “70.0 29.0
A03218 ITT Female Moderate 40 11 3 142.0 38.4 19.0 41.0 22,0 25.0 19.0 31.0
A03217 ITT Female Moderate 44 11 1 128.0 28.0 16.8 28.0 20.0 17.0 18.0 28,0
A03218 ITT Male Mild . 60 12 1 156,0 41.0 16.8 45,0 31.0 16.0 22.0 23.0
AQ3219 ITT Female  Moderate ' 47 13 1 136.0 28.0 14.1 4.0 3.0 4,0 3.0 3.0
A03220 ITT Male Mild ! 58 6 1 117.0 22.0 16.1 41.0 24.0 38.0 19.0 19.0
A03221 1T Female Moderate ' 40 15 4 155.0 46.2 19.2 34.0 29.0 21.0 20.0
I AD3222 ITT Male Mild : 56 14 3 161.0 55.0 21.2 22.0 24.0 3.0
i A03265 ITT Male Mild . 56 7 1 126.0 28.0 17.1 26.0 11.0 15,0 19.0 13.0
i A03270 ITT Male’ Maderate 47 10 1 143.0 34.4 16.8 ' 5.0 22.0 10.0 9.0 10.0
A03271 ITT Male Moderate : 49 7 1 121.0 37.0 25.3 29.0 19.0 15.0 24.0 11.0
A03287 ITT Female Moderate 42 12 2 132.0 30.5 17.5 9.0
A03287 ITT Male Mild E 59 11 1 143.0 31.3 15.3 34.9 16.7 15.2 15.83 9.8
A03310 7T Male Moderate : 44 10 1 147.0 7.7 33.2 19.2 21.9 17.2 15.9 18.1
A03361 17T Male Borderline 74 8 1 128.0 26.0 15.9 12.8 30.6
A03362 ITT Female tild . 42 3 1 120.0 20.0 . 13.9 1.7 13.9
A03371 ITF Male Botderline 74 9 1 126.0 27.0 17.0 11.3 2.5 20.9
A03373 ITT Male Borderline 75 8 1 131.0 32.0 18.6 6.1
A03374 ITT Female Mild . 67 9 1 131,0 24,5 14.3 2.2
AD3429 ITT Male Borderline 79 13 a 160.0 46,2 18.0 6.0
A03447 ITT Male Moderate ; a5 15 4 163.0 .41.0 15.4 23.4 36.2 20.5 18.8 7.0
A03450 ITT Male Mild ' 56 12 2 155.0 36.0 15,0 7.3
AD3453 ITT Male Borderline 83 8 1 138.0 55.0 28.9 5.2
A03530 ITT Male Moderate: 40 11 1 137.0 32.0 17.0 84.3 55.6 62.7 46.8 31.0
A03560 ITT Male Mild i 52 6 1 125.0 30.0 19,2 19.7 4.1 5.4 3.7 4.0
A03568 ITT Male Mild ' 50 14 3 154.0 37.3 15.7 20.3 31.6 31.6 23.7 28.0
A03631 TT Female Moderate: 45 6 1 121.0 23.0 15.7 46.8
A03633 ITT Female Moderate, 45 11 3 145,0 35.0 16.6 10.0
A03638 ITT Male Mild 58 9 1 120.0 25.0 17.4 18..2 16.9 17.0
AD3645 ITT Male Borderline 81 12 2 153.0 41.0 17.5 3.2
AD366 1 ITT Male Borderline 76 i} 2 133.0 382.0 i8.1 3.0

Note. Primary Analysis Population (PA): Patients with pre-dose and at least one post-dose prolactin ohservation at or after week 4

27SEP0O2 14:35
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Table 3. Demographic Variables and Prolactin Levels: Patient Data Listing (ITf Population) -(continued)

Pre-dose Prolactin [ng/mL}
' Weeks Post Risperidone Dose
Set  Patient Flag Gender Retardation 10 Age Tanner Height Weight BMI

ID . DSM-IV Axis II Stage [cm] [kal Pre-dose 4 - 7 B8 - 12 168 - 24 28 - 36 40 - 48 52 - 55
98 A03663 ITT Female Mild - - 70 9 3 138.0 39.0 20.5 4.4

A03719 i Male Borderline 81 8 1 119.0 20.5 14,5 3.0 17.0 2.0 .

A03737 ITT Male Borderline 74 13 1 149.0 40.0 18.0 47.0 35.8 30.5 26.0

A03780 ITT Male Borderline 84 12 1 147.0 35.5 16.4 & 7 57 4

A03782 ITT Male Mild . 58 10 1 127.0 26.0 16.1 10.8 11.4

A03783 ITT Male Mild i 61 8 1 116.0 20:5 15.2 5.2 3.0

A03788 ITT Male Mild a 63 12 1 142.0 34.5 171 9.6

A03903 m iale Mild . 65 12 2 147.3 45.8 211 6.9

A03916 ITT Male Borderline 81 14 4 172.7 61.5 20.6

A03917 ITT Male Borderline 79 14 1 148.9 39.5 17.6

A03918 iTT Male Borderline 81 11 1 152.4 B2.1 35.3

A03919 ITT Male Borderline 74 7 1 119.4 23.6 16.6

A03920 ETT Female Borderline 75 10 2 139.7 38.6 19.8

A03948 ITT Male Mild 56 12 1 149.9 38,0 17 .4

A03954 ITT Male Mild 67 9 1 144.8 48.7 22.3 30.5 22.4 20.2 13.7 22.5

A03970 ITT Female Mild 65 6 1 101.6 13.6 13.2 1.3

A03972 mr Male Mild 68 5 1 121.9 44.0 29.6 12.9

AD3975 rr Male Borderline 80 6 1 106.7 17.7 15.5 38.7 23.1 5.7 2.9

AD3976 ITT Male Modeprate 46 8 132.1 48. 1 27.6 17.4 4,7

AD3979 mt Male Borderline 73 7 1 114.3 16.6 12.7 3.1

A03996 ITT Female Borderline 84 8 1 132.1 27.7 15.9

A03997 ITT Female Borderline 75 10 1 149.9 38.6 17.2

A03994 ITT Male Mild 63 10 1 144.8 36.13 i17.3

A03599 ITT Male Borderline 75 10 1 189.7 39,5 20.2

A04002 ITT Male Borderline 74 13 3 167.6 48.8 17.4 6.3

A04003 ITT Male Borderline 75 10 1 142.2 34.6 17.1 7.8

A040186 ITT Male Borderline 84 11 4 165.1 50.6 18.6 7.3

1 134.86 32.0 17.7 2.8

A04019 ITL Male Borderline 81 8

Note. Primary Analysis Population (PA): Patients with pre-dose and at least one post-dose prolactin observation al or after week 4

27S8EP0O2 14:35
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Table 4. Patient Demographics and Pre-dose Characteristics: Comparability of PA vs Non-PA Populations

JITT PA Non-PA
Variable . ¢ N Stats N Stats ) N Stats P-value!?
Gander: N (%) 700 592 108
Male ' * B 574 (82.0) : 489 (B2.8) 85 (78.7) 0,3323
Female ; 126 (18.0) d 103 (17.4) 23 (21.3)
Race: N (%) ) : : 700 592 108
Caucasian : 550 (78.7) 475 (80,2) . 75 (70.1) 0.0318
Black . ' i 78 (11.2) 57 ( 9.6) 21 (19.8)
Hispanic ' 12 ( 1.7) 11 ( 1.8) 1 ( 0.9)
Oriental = i 3 (0.4 3 ( 0.5) 0 ( 0,0)
other : 56 ( 8.0) 46 ( 7.8) 10 ( 9.3)
NA H 1 0 1
Tanner Stage: N (%) i 700 592 - 108
0 : . 6 ( 0.9) 4 ( 0.7) 2 ( 2.1) 0.4230
1 : 487 (72.86) 420 (73.0) 67 (69.8)
2 . . 96 (14.8) 83 (14.4) 13 (18.5)
) : . b, 44 ( 8,6) 368 ( 6.3) 8 ( 8.3)
q : : : 29 { 4.3) 23 { 4.0) 6 ( 6.3)
5 ; 9 (1.3) 9 ( 1.6) 0 ( 0.0)
NA ‘ 29 17 12
. DSM-IV Axis II: N (%) ! 700 592 108
i Borderline Mental Retardation L 288 (41.2) 236 (39.9) 52 (48.1) 0.1202
Mild Mental Retardation 282 (40.3) 248 (42,0) 34 (31.5)
- Moderate Mental Retardation . ; 129 (18.5) 107 (18.1) 22 (20.4)
- NA ‘ 1 1 0
Age [years] ) . 700 592 108
¥ Mean i 9.9 9.9 9.7 0.4147
i sh i 2.4 2.5 2.3
I ledian . 9.9 9.9 9.8
o Minimum ; 5.0 a1 5.0
¢ Maximum . . 5 15.0 15.0 14.7
Ia Rating 699 591 108
Mean ! 65.1 65,1 65.4 0.8133
SD ' 13.4 13.3 : 14.0
Median L 68,0 68.0 : 68.0
Minimum : 35.0 36.0 35.0
Maximum : 84.0 84.0 84.0

To compar‘e'populations {PA vs Non-PA):
Chi-square test is used for the following categorical variables: gender, race, Tanner stage and DSM-IV Axis II
Student's t-test is used for the following continuous variables: age, IQ rating, height, weight and BMI

278EPO2 14:35
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1To compare populations (PA vs Non-PA):

Chi-square test is used for the following categorical variables: gender, race, Tanner stage and DSM-IV Axis II
Student's t-test is used for the following continuous variables: age, IQ rating, height, weight and BMI
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Table 4. Patient Demographics and Pre-dose Characteristics: Comparability of PA vs Non-PA Populations - (continued)
ITT PA Non-PA
" Variable ; _ N Stats N Stats N Stats P-value’
Height [ecm] : 679 573 106
Mean . ' ' 137.5 137.8 1385.9 0.,2492
sD : 15.6 15.9 14.3
Median ? 136.9 137.0 136.0
Minimum ; 99,1 99.1 101.6
Haximum 182.0 192.0 172.7
!
Weight [kgl ' ; 698 591 107
Mean ! 35.1 35.4 33.6 0.2040
sD 13.2 13.4 11.7
Median : 32.0 32.1 32.0
Winimum 3 13.6 14.0 13.6
Maximum B87.8 87.8 82.1
BMI 678 573 105
Wean ; 18.0 18.0 17.9 0,7697
SD 3.7 3.7 3.8
Median 17.1 17.1 171
Minimum 8.8 8.8 12.7
Maximum 35.8 33.4 85,3
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Table &. Study Drug Dosing Information: :capnrnhi.lity of PA vs Nen-PA Populations

ITT PA Non-PA
Study Drug Dosing Variable N Stats N Stats N Stats P-value*
Study Drug Exposure {mg]? 700 592 108
lMean . 396.83 410.05 325,01 0.0081
5D 274.48 2685.94 ] 308.79 .
Median 393.95 411,00 276.93
Minimum 0.30 ' 0.40 0.30
Maximum ) 1305.80 5 - 1305.80 1274.80
-8tudy Drug Duration [days]? 700 592 . . 108
Mean 307.87 319.40 244,66 <0. 0001
SD 116.14 101.26 163,42
Median 358,00 ' 361.00 336.00
Minimum 1.00 28.00 1,00
Waximum : _ 505.00 505.00 498.00
‘ Average Daily Dose [mg/day]? 700 592 108
Mean 1.23 1.26 1.05 0, 0051
3D 0.72 ' 0.70 0.77
Median 1.20 1.22 0.96
Minimum 0.00 0.00 0.02
Maximum 4.17 4.17 3,48

1Study drug exposure = Area under the Dose X Time curve
28tudy drug duration = Date of last dose - Date of first dose + 1
3Average daily dose = Exposure / Study drug duration

Note. No dose was recorded for the following two patient (PA):
-patient A03308 from 2BKAY1998 to 16JUN1998
-patient A03974 from 17JAN2000 to 20JAN2000
*Student's t-test is used to calculate the difference in exposure/duration/average daily dose between populations (PA vs Non-PA)
: 27SEP02 14:35
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Table 6. Prolactin Levels at Pre-dose by Gender and Tanner Stage: Descriptive Statistics (PA - As Observed)

Prolactin [ng/mL]
Percentile 90% CI 95% CI

Gender/Stage

Variable Category N Mean sn 10th 25th 50th 75th 90th Minimum Maximum Lower  Upper Lower Upper

Gender Male 488 - 7.3 7.0 2.9 3.8 5.1 8,0 14.0 2.0 76.5 -4.3 18.9 -6.95 21.1
Female 103 | 10.0 7.8 3.9 5.0 7.0 13.0 20.0 2.0 50,7 -2.9 22.9 -5.5 25.5

Tanner Stage 0 4 ' 5.5 1.3 4.0 4.5 5.5 6.5 7.0 4.0 7.0 2.5 8.5 1.4 9.6
1 420 7.5 6.7 2.9 3.9 5.7 8.0 14.8 2.0 47.7 -3.5 18.5 -5.7 20.7
2 83 8.7 9.8 3.0 3.7 5.7 10.0 18.8 2.0 76.5 -7.5 25.0 -10.7 28.1
3 36 9.2 8.0 3.0 4.2 6.4 11.1 18.4 2.0 50.7 -6.0 24.4 -9.1 27.5
4 23 7.6 4.9 4.2 5.0 6.2 8.5 13.89 3.0 25.0 -0.7 16,0 -2.5 17.7
5 9 8.9 % 2.8 3.5 7.0 10.6 24,3 2.8 24.3 -4.4 22.2 -7.6 25,4
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Table 7. Prolactin Levels in Each Perioé: Descriptive Stetistics (PA - As Dbserved)

Study Period N Mean SD Median Minimum Maximum
Pre-dose 592 7.8 7.2 5.7 2.0 76.5
Weeks 4 t6 7 550 29.4 16.5 26.9 2.0 150.0
Weeks B to 12 499 23.4 17.0 20.5 1.0 153.0
Weeks 16 to 24 441 19.6 14,5 18.7 2.0 90.9
Weeks 28 to 36 304 18.5 13.5 15.9 2,0 102.0
Weeks 40 to 48 358 16.1 18.2 13.7 1.8 160.9
Weeks 52 to.55 42 13.0 141 10.0 2.0 88.0

SciAn Services Inc. ([Path] Long-term Risperidone vs Prolactin Pooled analysis - Manuscript Support (Final) ~ 27Sep02.doc)
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Table 8. Incidence of Prolactin Levels at or above Upper Limit of Normal (ULN) in Each Period: Frequency Tahle (PA - As Observed)

Incidence of Prolactin

study Period N Above ULN? Normal

Pre-dose 592 28 ( 4.9) 563 (95.1)
Weeks 4 to 7 550 . 388 (70.5) 162 (29.5)
Weeks 8 to 12 499 257 (51.5) 242 (48.5)
Weeks 16 to 24 441 176 (38.9) 265 (60.1)
Waaké 28 to 36 394 148 (37.6) 246 (62.4)
Weeks 40 to 48 358 110 (30.7) 248 (69.3)

42 7 (186.7) 35 (83.3)

Weeks 52 to 55

1ULN: The upper limit of normal for prolactin levels is 18 [ng/mL} for males and 30 [ng/mL] for females
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Table ©. Prolactin Levels in Each Period: Descriptive Statistics (PA - Fixed N Subsets)
Fixed N Subset? Study Period N Mean sD Maximum
Pre-dose and Weeks 4 to 7 Pre-dose 550 Pl 7.2 5.7 2.0 76.5
Weeks 4 to 7 550 29.4 16.5 26.9 2.0 150.0
Pre-dose, Weeks 4 to 7 and B to 12 Pre-dose 466 Tt 7.5 5.7 2.0 76.5
: Weeks 4 to 7 466 29.5 16.3 27.0 2.0 150.0
Weeks 8 to 12 466 23.5 17.0 20.8 1.0 158.0
Pre-dose, Weeks 4 to 7, 8 to 12 and 16 to 24 Pre-dose 385 7.6 7.0 5.5 2.0 50.7
Weeks 4 to 7 385 30.1 16.5 27.8 2.8 150.0
Weeks 8 1o 12 385 24.5 17.8 21.3 1.0 153.0
Weeks 16 to 24 © 3a5 19.8 14,9 16.7 ‘2.0 90.8
Pre-dose, Weeks 4 to 16 to 24 and 28 to 36 Pre-dose 318 7.5 6.7 5.4 2.0 47.7
Weeks 4 to 7 318 30.1 16.4 27.4 2.9 150.0
Weeks 8 to 12 318 24.3 16,8 22.0 1.0 103,0
Weeks 16 to 24 318 18.7 14. 4 16.8 2.0 90.8
; Weeks 28 to 36 318 18.4 13.0 15.9 2.0 102.0
Pre-dose, Weeks 4 to 7, 8 to 12, 16 to 24, 28 to 36 and 40 to 48 Pre-dose 269 7.4 6.6 s 2.0 47.0
i Weeks 4 to 7 268 29.7 14.9 27,0 2.9 83.6
Weeks 8 to 12 269 24.3 16,1 22.0 1.0 103.0
Weeks 16 to 24 269 18.6 14.0 16.7 2,0 88.0
Weeks 28 to 36 269 18.4 12.8 15.7 2.0 102.0
Weeks 40 to 48 269 15.8 11.0 13.6 1.9 61.6

1To be included in a subset, observationé_ had to exist at every study period in that subset
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Table 10. Incidence of Prolactin Levels ;at or above Upper Limit of Normal (ULN) in Each Peried: Frequency Table (PA - Fixed N Subsets)
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Page

Incidence of Prolactin
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Fixed N Subset!? Study Period N Above ULN2 Normal
Pre-dose and Weeks 4 to 7 Pre-dose 550 27 ( 4.9) 523 (85.1)
Weeks 4 to 7 550 388 (70.5) 162 (29.5)
Pre-dose, Weeks 4 to 7 and 8 to 12 i Pre-dose 466 20 ( 4.3) 446 (95.7)
) i weeks 4 to 7 466 327 (70.2) 139 (29.8)
Weeks 8 to 12 466 241 (51.7) 225 (48.3)
. Pre-dose, Weeks 4 to 7, B to 12 and 16 to!24 Pre-dose . 385 17 ( 4.4) 368 (95.8)
i . Weeks 4 to 7 385 275 (71.4) 110 (28.6)
: Weeks 8 to 12 385 204 (53,0) 181 (47.0)
: Weeks 16 to 24 385 155 (40.3) 230 (59.7)
? Pre-dose, Weeks 4 to 7, 8 to 12, 16 to 24 and 28 to 36 Pre-dose 318 11 ( 3.5) 307 (96.5)
. Weeks 4 to 7 318 227 (71.4) 91 (28.8)
; Weeks 8 to 12 318 170 (53.5) 148 (46.5)
i Weeks 16 to 24 318 127 (99.9) 191 (60.1)
‘ Weeks 28 to 36 318 121 (38.1) 197 (61.9)
Pre-dose, Weeks 4 to 7, B8 to 12, 16 to 242 28 to 36 and 40 to 40 Pre-dose 269 10 ( 3.7) 259 (96.3)
! Weeks 4 to 7 269 193 (71.7) 76 (28.3)
: Weeks 8 to 12 . 269 146 (54.3) 128 (45.7)
. Weeks 16 to 24 269 106 (39.4) 163 (60,6)
i Weeks 28 to 36 269 104 (38.,7) 165 (61.3)
Weeks 40 to 48 269 80 (29.7) 189 (70.3)

1To be included in a subset, observationé had to exist at every study period in that subset
1

2ULN: The upper limit of normal for prolactin levels is 18 [ng/mL] for males and 30 [ng/mL] for females
i 27SEP02 14:35
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Table 11. Comparability of Prolactin Levels in Patients Gontinuing vs Discontinuing in the Trial: Descriptive Statistics (PA - Fixed N Subsets)

Fixed N Subset N Mean SD Median Minimum Maximun

All Patients

Pre-dose , §50 7.7 7.2 5,7 2.0 76.5
Weeks 4 to 7 i 550 29.4 16.5 26.9 2.0 : 150.0
i Weeks B to 12 466 23.5 17.0 20.8 1.0 153.0
: Weeks 16 .to 24 385 19.8 14.9 16.7 2.0 90.9
Weeks 28 to 36 318 18.4 13.0 15.9 2.0 102.0
Weeks 40 to 48 269 15.6 11.0 13.86 1.9 81.6 -
. Patients Continuing
Weeks 4 to 7 ‘ 466 29.5 16.3 27.0 2.0 150.0
Weeks 8 to 12 385 24.5 17.8 21.3 1.0 153.0
Weeks 16 to 24 : 318 19.7 o 14.4 16.9 2.0 80.9
Weeks 28 to 36 269 18.4 i2.8 15.7 2.0 102.0
Weeks 40 to 48 22 17.7 11.9 15.0 2.0 51.0
Patients Discontinuing
Weeks 4 to 7 a4 29.4 17.6 25.4 3.0 101.8
i Weeks 8 to 12 81 18.6 1.7 18.3 2.0 66.0
Weeks 16 to 24 . a7 20,4 17.0 14.0 3.0 83.4
Weeks 28 to 36 : 49 18.3 14.4 i7.0 3.0 87.7
Weeks 40 to 48 i 247 15.4 10.9 13.0 1.8 61.6

Nots 1) Patients “continuing® refers to those who had a prolactin observation in the succeeding study period
2) Patients "discontinuing' refers to those who did not have a prolactin observation in the succeeding study period
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Table 12. Prolactin Levels [ng/mL] by Gender and Study Period: Descriptive Statistics (PA - As Observed)

i Prolactin
{ Males Females
Study Period N Mean sDh Median Minimum Maximum N fean sD Median Minimum Maximum
Pre-dose - ) 488 :7.3 7.0 5.1 2.0 76.5 . 103 10.0 7.8 7.0 2.0 50.7
Weeks 4 to 7 457 éS.B 16.0 26.7 2.0 150.0 93 32.7 18.3. 29.3 3.0 95.2
Weeks 8 to 12 417 22.8 17.0 19.3 1.0 153.0 ’ a2 26.6 16.5 25.0 2.0 78.0
Weeks 16 to 24 369  18.8  14.0 18,1 2.0 90.9 o 72 23,5  16.2 18.2 3.8 81.3
Weeks 28 to 36 323 ?7.6 12,3 15, 1 2,0 102.0 71 22.5 17.4 19,0 2.0 _ 79.8
Weeks 40 to 48 303 515.1 10.4 13.0 1.9 61.6 55 21.4 22.7 16.0 2.0 160.8

Weeks 52 to 855 34 13.0 15.1 9.0 2.0 88,0 8 12.9 8.9 10.8 5.0 33.0
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Table 13. Prnlnct:l.n Levels [ng/mL] by Age Group [years] and Study Period: Descriptive Statistics (PA - As Observed)

Prolactin

Age Group study Period N Mean S0 Median Minimum Maximum
5 to7 Pre-dose . 114 8.0 6.6 6.2 2.0 46.8
Weeks 4 to 7 106 28.8 17.9 26.0 3.0 101.8

Weeks 8 to 12 a7 21.5 17.3 18,8 1.0 88.0

Weeks 18 to 24 73 18.4 14.2 15.0 2.8 83.0

Weeks 2B to 38 78 18.8 15.4 15.5 2.0 102.0

Weeks 40 to 48 65 14.6 10.3 12.4 2.0 44.0

Weeks 52 to 55 12 16.8 23.3 10.2 3.0 88.0

8 to 9 N Pre-dose i 146 7.6 6.3 5.8 2.0 40,2
Weeks 4 to 7! 133 28.5 15.9 27.0 2.8 89.0

Weeks 8 to 12 122 23,5 14.7 21.1 3.0 82.4

Weeks 16 to 24 108 18.1 11.5 16.1 2.0 55.0

Weeks 28 to 36 97 15,8 10.0 13.4 2.0 47.0

Weeks 40 to 48 a5 14.4 10.3 12.0 2.0 44.0

Weeks 52 to §5 A1 9.2 9.0 6.0 2.0° 33.0

10 to 11 Pre-dose : 162 8.9 6.7 5.0 2.0 47.7
Weeks 4 to 7: 148 29.0 17.0 26,9 2.0 150.0

Weeks B to 12 141 23.0° 17.2 18.4 240 103.0

Weeks 16 to 24 123 18,3 14,4 14.0 2,0 90.9

Weeks 28 to 36 107 18.2 14.8 15.0 2.0 87.7

Weeks 40 to 48 94 16.2 12.4 18.7 1.9 61.6

Weeks 52 to 55 13 10.7 6.0 10.0 4.0 25.3

12 to 15 Pre-dose 170 8.6 8.7 6.0 2.0 78.5
. Weeks 4 to 7 163 30,3 15.7 27.6 3.0 85.2
Weeks B to 12 149 24.89 18.2 23.0 2.0 153.0

Weeks 18 to 24 137 22,7 16.3 19.0 2.5 88.0

Weeks 28 to 36 114 20.9 13.7 19.3 3:1 79.8

Weeks 40 to 48 104 18.4 17.2 16.0 2.0 160.9

Weeks 52 to 55 8 16.9 8.4 13.0 6.0 28.0
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Table 14. Prolactin Levels [ng/EL] by Gender and Age Group [years]: Descriptive Statistics (PA - As Observed)

Prolactin [ng/mL]

.

Study Period Gender ' : Age Category N- Mean sD Median Minimum Maximum
Pre-dose Male '>= 10 234 7.3 8.0. 5.0 2.0 76.5
§ 8 ' < 10 255 7.3 8.0 5.7 2.0 46.8
' Total 489 . 7.3 7.0 5.1 2.0 76.5
i
Female . >= 9 58 10.3 8.2 7.2 2,0 50.7
‘< g 44 9.7 7.8 7.0 2.5 35.0
;’Total ¢ 103 10.0 7.8 7.0 2.0 50.7
Weeks 4 to 7 Male i>= 10 222 28.86 15.8 26.3 2.0 150.0
!< 10 235 28.0 16.3 26.9 2.9 101.8
+ Total 457 28.8 18.0 26.7 2.0 150.0
- !
Female ‘s= 9 54 34.6 19.1 31.1 3.0 95,2
‘<9 39 29.9 17.1 26.0 8.0 70.0
|Tntal : g3 32.7 18,3 29.83 3.0 45,2
Weeks 8'ta 12 Male Ty >= 10 209 22.9 17.4 19.3 2.0 153.0
: . . <10 208 22.8 16,6 19.7 1.0 88.0
f Total 417 22.8 - +17.0 19.3 1.0 153.0
. ' ¢
. Female i »= 0 48 30.0 17.4 29.1 2.0 78.0
! 1 <8 . ¥ 34 21.8 13.9 20.9 3.0 53.0
1 Total 82 26.6 16.5 25.0 2.0 78.0
Weeks 16 to 24 Male : >= 10 191 19.5 14.7 16.8 2,0 90.8
[ <10 178 18.2 13.2 15.1 2.0 83.0
i Total 369 18.9 14.0 16,1 2.0 90.9
' i
) |
Female i o»= 9 . 43 26.9 18.2 21.2 3.3 B81.3
I <8 29 18.5 11.1 15.6 3.9 42.0
Total 72 23.5 . 168.2 19.2 3.3 81.3
; : i
Weeks 28 to 36 ' idale o= 10 156 18.4 11.9 16.9 2.0 87.7
i <10 167 16.8 12.7 13.8 ‘2.0 102.0
- Total 323, 17.6 12.3 15.1 2.0 102.0
Female . >= g 46 1 19.4 21.0 2.4 78.8
<9 25 15.48 10.4 13.8 2.0 41.0
Total 71 22.5 17.4 19.0 2.0 79.8
Weeks 40 to 48 - Male >= 10 149" 14.8 8.1 14.5 1.9 48.5
. < 10 154 15.4 11.6 12.3 2.0 61.6
Total 303 15.1 10.4 13.0 1.9 61.6
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Janssen-Ortho Inc. - Confidential

Table 14. Prolactin Levels [ng/mL] by Gender and Age Group [years]: Descriptive Statistics (PA - As Observed) -(continued)

‘Prolactin [ng/mL]

8tudy Period Gender | Age Category N Mean sD Median Minimum Maximum
: |

Weeks 40 to 48 Female | >= 9 31 25,3 27.7 20,2 5,0 160.9

<9 24 16,2 12.6 13.3 2.0 44.0

© Total 55 21.4 22.7 16.0 2.0 160.9

Weeks 52 to 55 Male " >= 10 16 13,1 8.0 12.7 4,0 29.0

: ’ < 10 18 12.9 19.7 6.8 2.0 88.0

Total 34 13.0 15,1 9.0 2.0 88.0

Female >= 9 2 8.0 2.8 8.0 8.0 10.0

; <9 6 14,5 9.8 11.0 5.0 33.0

) Total 8 12.8 8.9 10.5 5.0 33.0
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Table 15. Correlation between Prolactin Levels (Log-Scale) [ng/mL] vs Age [years] (PA - As Observed)

Log (10) Scale Transformed to Original Scale
Slope 95% CI Slope 95% CI
Correlation

8tudy Period N1 Coefficient R-8quare2 Slope?d Lower Upper Slope? Lower Upper
Pre-dose 592 0.0078 0.000t% 0.0009 -0,0083 0.0100 1.0020 0.9811 1.0233
Weeks 4 to 7 550 0.0439 0.0019 0.0049 -0.0045 0.0143 1.0114 0.9897 1.0336
Weeks 8 to 12 489 0.1112 0,0124 0.0159 d'0034. 0.0284 1.0373 1.0078 1.0676
Weeks 16 to 24 : 441 0,1215 0.0148 0.0171 0,0040 0.0302 1.0402 1.0992 1.0721
Weeks 28 to 36 384 0.1150 0,0132 0.0156 0.0022 0.0289 1.0365 1.,0051 1.0689
Weeks 40 tp 48 358 0,1326 0.0176 0.0183 .0.0043 0.0343 1.0455 1.0089 1.0823

1A1l1l data points were included
2Interpretation of R-Square: eg. At weeks 40 to 48, 1.76% of the variation in prolactin levels can be explained by age
sInterpretation of Slope: eq. At weeks 40 to 48, for every year there is a 10**(0.0183)=1.05 [1.01 - 1.08] ng/mL expected increase in mean prolactin
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Janssen-Ortho Inc. - Confldential

Tuble 18. Incidence of Prolactin-related Side Effects (SHAP): Frequency Table (PA vs Non-PA)
; Number (%) of Patients
Class :

Generic Name : ITT PA Non-PA
Total number of patients i 700 592 108
Number of paiients with at least one SHAﬁ 14 (2.0) 18 (2.2) 1 (0.,9)
ENDOCRINE DISORDERS ! 5 (0.7) 5 (0.8) . 0 (0.0)

GYNAECOMASTIA -t 5 (0.7) 5 (0.8) ) 0 (D.0)
REPRODUCTIVE DISORDERS, FEMALE ' 9 (1.3) 8 (1.4) 1 (0.9)

AMENORRHOEA ; 4 (0.6) 3 (0.5) 1 (0.9)

MENORRHAGIA ; 3 (0.4) 3 (0.5) 0 (0.0)

BREAST ENLARGEMENT i 1 (0.1) 1 (0.2) 0 (0.0)

LACTATION NONPUERPERAL : 1 (0.1) 1 {(0.2) 0 (0,0)

MENSTRUAL DISORDER : 1 (0.1) 1 (0,2) 0 (0.0)

VAGINAL HAEMORRHAQE 1 (0.1) 1 (0.2) 0 (0.0}

SHAP are adverse events classified under System Organ Class as "Endocrine disorders® or "Reproductive disorders"”

SHAP classified under Preferred Term as “Balanopesthitis®, *Dysmenorrhcea*, “Growth Hormone Excess", Hernia Inguinal®, ‘Hyperprolactinaemia’,
"Penis Disorder*, 'Sexual Function Abnormal®, 'Sialoadenitis" "Testis Disorder®, “Thyroiditis", “Thyro;d Stim. Hormone Decreased"

or "Vaginitis Atrophic* are not included

Patients with >= 1 week of Amenorrhoea, females with >= 31 days of Gynaecomastia and males < 10 years of age with Gynaecomastia are included
IT SHAP was ongoing, duration of SHAP was calculated using last visit date

Multiple occurrences of a side effect within a patient are counted only once

27SEPO2 14:35
s:\428\d\analysis\freq_se.sas

SciAn Services Inc. ([Path] Long-term Risperidone vs Prolactin Pooled analysis - Manuscript Support (Final) - 27Sep02.dac)

JJRE 03888765

O Anfinantist/Pradiirand in | #iastinn Poreoiant tn Profective Order



[Page]

Long-term Rlspendone Treatment vs Prolactm Levels — Statistical Documentation for Manuscript Support — Septembsr 27,2002 V Page

Protocols: RIS-CAN-19/RIS-CAN-20, RIS- USA 93/RIS-USA-97 and RIS-INT-41
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Table 17. Onset of Prolactin-related Side Effects (SHAP): Descriptive Statistics (PA - As Observed)

Duration [days] from Pre-dosal

Number of Patients with SHAP ' Mean sh 25th 50th 75th Minimum Maximum

Note 1
2

)
)

ES
—

13 | g8.8 105.8 10 34 197 g " o54
i

1
|

. . i
10nset of first prolactin-relatediside effect

SHAP are adverse events cla631fled under Systsm Organ Class as 'Endocrine disorders” or “ﬁeproductlve disorders"

SHAP classified under Preferred Term as "Balanoposthitis”, ‘'Dysmenorrhoea®, "Growth Hormone Excess”, Hernia Inguinal', “Hyperprolactinaemia‘,
“Panis Disorder®, “Sexual Function Abnormal", "Sialoadenitis‘, ‘Testis Disorder"', "Thyroiditis", "Thyroid Stim. Hormone Decreased”

or "Vaginitis Atrophic® are not included

Patients with >= 1 week of Amenorrhoea females with >= 31 days of Gynaecomastia and males < 10 years of age with Gynaecomastia are included
IT SHAP was ongoing, duration of SHAP was calculated using last visit date

Multiple occurrences of a side effact within a patient are counted only once
275EP02 14:35 s:\428\d\analysis\des_onsetse.sas
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Protacols: RIS-CAN-19/RIS-CAN-20, RIS-USA-93/RIS-USA-97 and RIS-INT-41

Janssen-

Ortho Inc. - Confidential

Table 1B8. Prolactin Levels [ng/mL] in Each Period by Prolactin-related Side Effects (SHAP): Descriptive Statistics (PA - As Observed)

Patients with SHAP (at any time) . Patients without SHAP
Time Period . N Mean SD Median Minimum Maximum N  Mean sD Median Minimum Maximum
Pre-dose 13 12.3 12.8 8.0 5.0 50,7 578 I 4 7.0 5.5 2.0 76.5
Weeks 4 to 7 11 35.8 21.8 33.6 14.4 85.2 53¢ 29.3 16.4 26.8 2.0 150.0
Weeks 8 to-12 12 35.2 21.8 30.3 6.1 78.0 487 23.1 16.7 20.0 1.0 153.0
Weeks 16 to 24 12 25.4 20.9 18.8 3.9 77.5 © 429 - 19.4 14.2 16.5 2.0 90.85
Weeks 28 to 36 11 23.4 19.0 16.0 6.0 71.0 383 18.3 13.3 15.8 2.0 102.0
Weeks 40 to 48 9 30.7 50,0 11.0 2.5 160.9 349 15.7 10.8 13.7 1.9 61.6
Weeks 52 to §5 ’ 0 0.0 0.0 0.0 0.0 0.0 42 18.0 14.1 10.0 2.0 88.0
|
|
|
|
i
i
Note 1) SHAF are adverse events classifigd under System Opgan Class as 'Endocrine disorders® or *Reproductive disorders’
2) SHAﬁ classified under Preferred ferm as “Balanoposthitis®, "Dysmenorrhoea®, “Growth Horwone Excess®, Hernia Inguinal®, “Hyperprolactinaemia”,
“Penis Disorder*, “Sexual Function Abnormal‘, “Sialoadenitis®, *Testis Disorder®, *Thyroiditis', "Thyroid Stim, Hormone Decreased"
or "Vaginitis Atrophic® are not included
3) Patients with >= 1 week of Ameno}rhoea, females with >= 31 days of Gynaecomastia and males < 10 years of age with Gynaecomastia are included
4) If SHAP was ongoing, duration ofiSHAP was calculated using last visit date '
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Table 19. Study Drug Dosing Information by Prolactin-related Side Effects (SHAP): Descriptive Statistics (PA - As Observed)

:Petients with Side Effects (at any time) Patients without Side Effects
Study Drug Dosing Variahle N Mean SD Median Minimum Maximum N Mean 8D Median Minimum Maximum
study Drug Exposure {mg]? 13 458,18 201.42 438,00 40.22 780.70 579 408,97 267.24 406,10 0.400 1305.80
Study Drug Duration [days]? 13 358,54 31.18 365.00 288.00 414.00 579 318,52 102,12 360.00 26.000 505,00
Average Daily Dose [mg/day]? 13 1.29 0.60 1.20 0,12 2,29 579 1.26 0.71 1.23 0.001 4,17

18tudy drug exposure = Area under %ha Dose x Time curve
28tudy drug duration = Date of last dose - Date of first dose + 1
3Average daily dose = Exposure / Study drug duration
Note 1) SHAP are adverse events classified under System Organ Class as "Endocrine disorders® or "Reproductive disorders”
) SHAP classified under Preferred Term as “Balanoposthitis®, “Dysmenorrhoea", ‘Growth Hormone Excess', Hernia Inguinal*, "Hyperprolactinaemia’,
*Penis Disorder, “Sexual Function Abnormal", 'Sialoadenitis", *Testis Disorder®, "Thyroiditis®, "Thyroid Stim. Hormone Decreased"
or "Vaginitis Atrophic" are not included

3) Patients with >= 1 week of Amenorrhoea, females with >= 31 days of Gynaecomastia and males < 10 years of age with Gynaecomastia are included

4) If SHAP was ongoing, duration of;SHAP was calculated using last visit date 27SEP02 14:35

§) No dose recorded Tor patient A03306 from 28HAY98 TO 16JUNS8 and patient A03874 from 17JANOO TO 20JANOO s:\428\c\analysis\des_dosese.sas
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Protocols: RIS-CAN-19/RIS-CAN-20, RIS-USA-93/RIS-USA-97 and RiS-INT-41

Janssen-Ortho Inc. - Confidentlal -

Table 20. Prolactin-related Side EfTecta!(SHAP) by Prolactin Levels [ng/mL] at or above Upper Limit of Normal (ULN): Frequency Table (PA ~ As Observed

; "Prolactin
Time Period - SHAP ; N Abave ULN1 Narmal . P-value?
Pre-dose yes | 1 ( 3.4) 12 ( 2.1) 0.6370
No 28 (96.6) 551 (97.9)
Tntal: 592 29 563
Weeks 4 to 7 Yes ! 8 (2.1) 3 (1.9) 0,8726
No : 380 (97.9) 158 (98.1)
Total! 550 388 : 162
Weeks 8 to 12 Yes g ( 3.5) ' 3 (1.2) 0.0992
No 248 (96.5) 239 (98.8)
Total 499 257 242
Weeks 16 to 24 Yes 4 ( 2.3) 8. ( 3.0) 0.6372
No 172 (97.7) 257 (97.0)
Total 441 176 265
Weeks 2B to 36 Yes ° 4 (2.7) 7 ( 2.8) 0.9336
No 144 (97.3) 239 (97.2)
Total; 394 148 246
Weeks 40 to 48 Yes | 2 ( 1.8) 7 ( 2.8) 0.5754
No | 108 (98.2) 241 (97.2)

Total 358 110 248

i
|
1ULN: The upper limit of normal f&r prolactin levels is 18 [ng/mL] for males and 80 [ng/mL] for females
2pearson's chi-square test is used to calculate the association between patients with SHAP (Yes vs No) and levels (Above ULN vs Normal)
Note 1) SHAP are adverse events classified under System Organ Class as “Endocrine disorders” or "Reproductive disorders”
2) SHAP classified under Preferred Term as “Balanoposthitis®, "Dysmenorrhoea", ‘Growth Hormone Excess", Hernia Inguinal®, "Hyperprolactinaemia*,
‘Penis Disorder', “Sexual Function Abnormal“, “Sialoadenitis*, “Testis Disorder", “Thyroiditis®, “Thyroid Stim., Hormone Decreased"’

or "Vaginitis Atrophic" are not ipcluded
Patients with >= 1 week of Amenorrhoea, females with >= 31 days of Gynaecamastia and males < 10 years of age with Gynaecomastia are included

Ir SHAP was ongoing, duration of §HAP was calculated using last visit date

w
—
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Table 21. Prolactin-related Side Effect; (SHAP): Number [%] of Events (ITT vs PA)

Age Group 2 Preferred Term Severity outcone o * PA2

Number of Events 16 15

MALE < 10 ,  GYNAECOMASTIA WMILD NOT YET RECOVERED 1 ( 8.3) 1 (6.7)
x RECOVERED FROM THIS AE 2 (12.5) 2 (18.3)

) MODERATE NOT YET RECOVERED 2 (12.9) 2 (13.3)

FEWALE : >= 9 . AMENORRHOEA MILD RECOVERED FROM THIS AE 3 (18.8) 2 (13,3)
l MODERATE RECOVERED FROM THIS AE 1 ( 6.3) 1 (6.7)
j BREAST ENLARGEMENT MILD RECOVERED FROM THIS AE 1 ( 6.3) 1 (6.7)
; LACTATION NONPUERPERAL MODERATE RECOVERED fROM THIS AE 1 ( 6.3) 1 (6.7)
: MENORRHAGIA MILD RECOVERED FROM THIS AE 2 (12.5) 2 (13.3)
: MODERATE RECOVERED FROM THIS AE 1 ( 6.3) 1 (6.7)
; MENSTRUAL DISORDER MILD NOT YET RECQVERED 1 ( 6.3) 1 (6.7)

VAGINAL HAEMORRHAGE MILD RECOVERED FROM THIS AE 1 ( 6.3) 1 (6.7)

Only 2 patients did not recover from SHAP

Note. Number of Patients with SHAP: 14 in the ITT population and 13 in the PA population

1There were 18 SHAP in the ITT populaticn' the following 2 patients had 2 of the same events:

-patient A3625/A-E had 2 events of lamenorrhecea, mild, recovered from this AE
-patient A3664/MFC had 2 events oflmenstrual dlsorder, mild, not yet recavered

2There were 16 SHAP in the PA pupulailon, the fTollowing 2 patients had 2 of the same events:

-patient A3664/MFC had 2 events of|menstrua1 disorder, mild, not yet recovered

. |
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Pratocals: RIS-CAN-19/RIS-CAN-20, RIS-USA-93/RIS-USA-97 and RIS-INT-41
Janssen-Ortho Inc. - Confidential :

Table 22. Prolactin-related Side Effects (SHAP): Patient Data Listing (ITT Population)

Risperidone

!LeVeIS — Statistical Documentation for Manuseript Support ~ September 27, 2002

Page

Dosing Period ; Prolactin-related Side Effect
Set Patient Flag Gender Start  End Event Preferred Term Onset End 8erious Severity Relationship Action Taken  Outcome
10 Date Date ' Date Date
3 A3625 ITT FEMALE 220CT98 22SEP99 AMENORRHEA AMENORRHOEA 12JAN99 25APROS NO MILD NONE NONE RECOVERED FROM
THIS AE
MISSED MENSES AMENORRHOEA 20MAY9S 30JUNS9 NO MILD NONE NONE RECOVERED FROK
i ' THIS AE
A3664 PA FEMALE 1BAPR98 21APR99 AMENORRHEA AMENORRHOEA 27APRSB 02JULSE NO MODERATE POSSIBLE DOSE ADJUSTED RECOVERED FROWM
, THIS AE
MENSTRUAL MENSTRUAL 010CT98 ONGOING NO MILD PDSSIBLE NONE NOT YET
IRREGULARITY DISORDER RECOVERED
(IRREGULAR
CYCLES 20-40
DAYS)
: 010CT98 ONGOING NO MILD POSSIBLE NONE NOT YET
RECOVERED
5 A3704 PA MALE 25MARS9 28FEBOO INCREASED GYNAECOMASTIA 17APR99 20MAYSS NO MILD VERY LIKELY NONE RECOVERED FROM
BREASTS THIS AE
GYNAECOMASTIA
A3710 PA  FEWALE 28JAN99 28JANGO éXCESSIVE MENORRHAGIA 17MARSS 29MARS9 NO MILD DOUBTFUL NONE RECQVERED FROM
MENSTRUAL BLEED THIS AE
9 A03004 PA MALE 21SEP97 090CT98 QYNECOMASTIC GYNAECOMASTIA  15APR98B ONGOING NO MODERATE PROBABLE NONE NOT YET
' i RECOVERED
AQ3060 PA FEMALE 17NOV99 18NOVOO &o MENSTRUAL AMENORRHOEA 14FEBOO 21FEBOO NO MILD PROBABLE NONE RECOVERED FROM
BLEEDING THIS AE
A03180 PA MALE 19MAYS9 05JUL00'LOCAL OEDEMA IN GYNAECOMASTIA 29SEP99 310CTS8 NO MILD NONE NONE RECOVERED FRONM

THE LEFT BREAST
i

Note 1) SHAP are adverse events classifiéd under System Organ Class as "Endocrine disorders® or *Reproductive disorders®

THIS AE

2) SHAP classified under Preferred Term as "Balanoposthitis”, "Dysmenorrhoea", "Qrowth Hormone Excess®, Hernia Inguinal®, “Hyperprolactinaemia’,
“Penis Disorder*, “Sexual Function Abnormal®, ‘Sialoadenitis®, “Testis Disorder*, 'Thyroiditis', "Tnyroid Stim. Hormone Decreased"
or "Vaginitis Atrophic® are not included

3) Patients with >= 1 week of Amenorrhoea, females with >= 31 days of Gynaecomastia and males < 10 years of age with Gynaecomastia are included

4) If SHAP was ongoing, duration of. SHAP was calculated using last visit date
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Janssen-Ortho Inc. - Confidential
Table 22. Prolactin-related Side Effects (GHAP): Patient Data Listing (ITT Population) - {continued)
Risperidone
Dosing Peried | Prolactin-related Side Effect
Set Patient Flag Gender Start End évent Preferred Term Onset End Serious Severity Relationship Action Taken  Outcome
ID Date Date i Date Date
i
B A03294 PA FEMALE 26AUGB9 24AUG0O ﬂENOHRHAGIA MENORRHAGIA 180CT98 270CT98 NO MODERATE NONE NONE RECOVERED FROM
. ; THIS AE
A03303 PA FEMALE 29JAN98 OBDECS8 AMENORRHOEA AMENORRHOEA 15FEBSB 260CT08 NO MILD VERY LIKELY NONE RECOVERED FROM
’ THIS AE
AD3329 PA  MALE  21HMAYS9 17MAY00 éLIGHT BREAST GYNAECOMASTIA  26APRO0O ONGOING NO " MILD DOUBTFUL NONE NOT YET
ENLARGEM RECOVERED
A03344 PA FEMALE O5NOV98 19AUQGSS GALACTORRHOEA LACTATION 04FEB99 18AUGSS NO MODERATE DOUBTFUL NONE RECOVERED FROM
NONPUERPERAL THIS AE
A03357 PA MALE  21JANOO 26JANO1 GYNECOMASTIA GYNAECOMASTIA  30MAYOO ONGOING NO MODERATE PROBABLE PERMANENT STOP NOT YET
RECOVERED
A03384 PA FEMALE O9FEBOD O6FEBO1 BREAST MORE BREAST 08JUNOO O6FEBO1 NO MILD PROBABLE NONE RECOVERED FROM
YOLUMINOUS ENLARGEMENT THIS AE
A03464 PA FEMALE O3MAROS 23FEBOO MENORRHEA MENORRHAGIA 15AUG99 17AUGSS NO MILD NONE NONE RECOVERED FROM
W THIS AE
VAGINAL BLEEDING VAGINAL 24JUL99 27JULSS NO MILD NONE TEMPORARY STOP RECOVERED FROM
; HAEMORRHAGE THIS AE
!
Note 1) SHAE'are adverse events classified under System Organ Class as "Endocrine disorders" or "Reproductive disorders"
; 3 i
2) SHAP classified under Preferred Term as *Balanaposthitis®, "Dysmenorrhoea", "Growth Hormone Excess', Hernia Inguinal®, “Hyperprolactinaemia’,

“penis Disorder®, "Sexual Function Abnormal*, “Sialoadenitis®, *Testis Disorder', ‘Thyroiditis", "Thyroid Stim. Hormone Decreased"
or “Vaginitis Atrophic" are not included

3) Patients with >= 1 week of Amenorrhoea, females with >= 31 days of Gynaecomastia and males < 10 years of age with Gynaecomastia are included

4) If SHAP was ongoing, duration of SHAP was calculated using last visit date
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Table 23, Concomitant Medication Use in Patients with Prolactin-related Side Effects (SHAP): Patient Data Listing (ITT Population)

Patient .- Onset  End
Set ID Flag Gender Preferred Term ' Medication Date Date Schedule Indication
3 A3625 ITT FEMALE AMENORRHOEA i HYDROCORTISONE CREAM PAIOR  ONGOING PRN ECZEMA
. TYLENOL PRIOR ONGOING 1-2 TABS ONCE A DAY PAN MENSTRUAL CRAMPS
i AMOXICILLIN PRIOR 250CTSR 750MG 250MG TID EAR INFECTION
: BEN-GAY 23SEP98 23SEP98 PRAN-1 DOSE LEG CRAMPS
AMOXICILLIN 150CT98 ONGOING 750MG QD £AR INFECTION
ADVIL 01JAN9S ONGOING 400MA PRAN 200-400MG PO PAN MENSTRUAL CRAMPS
A3664 PA FEMALE AMENORRHOEA MULTIVITAMINS PRIOR  ONGOING 1 TAB 0D NUTRITIONAL
- SUPPLEMENT
VENTOLIN INHALER PRIOR - ONGOING PRN BRONCHIAL SPASMS (?
ASTHMA)
VITAMINS PRIOR ONGOING 1 TAB PO 0D NUTRITIONAL
SUPPLEMENT
VENTOLIN INHALER 24MAR98 ONGDING PRN BRONCHIAL SPASMS (?
_ ASTHMA) -
AMOXIL 24MARS8 (03APROB 750MG BRONCHIAL INFECTION
. NUAMQXIL O7APR98 14APR98 1500MG LESION IN MOUTH
! NYADERM 07APR98 14APRS8 QID LESION IN MWOUTH
TMMUNIZATION 28APROB 28APRO8B 1 INJECTION 3RD DOSE PREVENTATIVE
: HEPATITIS B GENERAL HEALTH
) QUAITUSSIN DM 31AUGSB 06SEP98 3 TSP PO 1 TSP TID CHEST (CONGESTION)
; NU-DAXYCYCLINE 31AUGI8 06SEPBS 200MG PO 100MG BID CHEST (CONGESTIONS)
! XALATAN OPH. SOL'N 080CTO8 ONGOING 1 DROP LEFT EYE GHS LEFT EYE (WEAK
: MUSCLE)
l PRE-EXISTING
i CONDITION
! NU-DDXYCYCLINE 080CT98 150CT98 200MG PO 100MG BID CHEST INFECTION
! AMOXICILLIN 310CT98 O7NOVO8 750MG 250MG PO TID CHEST INFECTION
5 A3704 PA MALE GYNAECDMASTIA . - RITALIN (METHYLPHENIDATE) PRIOR ONGOING 25MG QD AM ADHD
' METHYLPHENIDATE PRIOR 24JUNS9 15 MG MANE 10 MG 10H30. ADHD
i TIMOLOL 11JUNSS 15DEC99 EYE DROPS GLAUCOMA
. CALAMINE 24JUN9S 15JULSS 100 MG PRN SKIN RASH
i
A3710 PA  FEMALE MENDRAHAGIA ; PANADO 23DECS8 24DECH8 1000MG 2 TABS QD URTI
: DEPO-PROVERA 27JANSS 27JANS9 150MG IMI 12 WKLY INABILITY TO HANDLE
) MENSES
Note 1) SHAP are adverse events classified under System Organ Class as "Endocrine disorders"' or "Reproductive disorders®
2) SHAP classifled under Preferred Term as "Balanoposthitis’, “Dysmenorrheea', “Growth Hormone Excess®, Hernia Inguinal®, "Hyperprolactinaemia®,

“Penis Disorder®, “Sexual Function Abnormal*, *Sialoadenitis", "Testis Dlsorder , "Thyroiditis", “Thyroid Stim. Hormone Decreased"
or "Vaginitis Atrophic" are not included

3) Patients with >= {1 week of Amenorrhoea, females with >= 31 days of Gynaecomastia and males < 10 years of age with Gynaecomastia are included

4) IT SHAP was ongoing, dupration Of:SHAP was calculated using last visit date
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Table 23. Concomitant Hedication Use in batients with Prolactin-related Side Effects (SHAP): Patient Data Listing (ITT Population) -(continued)
i

Patient

Set ID Flag Gender Preferred Term

Medication

Onset  End
Date ~ Date

Schedule

Indication

5 A3710 PA  FEMALE MENORRHAGIA ~

9 A03004 PA  MALE

A03060 PA  FEMALE AMENORRHOEA

A03190 PA  MALE

GYNAECOMASTIA

GYNAECOMASTIA

DEPO -PROVERA

DVRAL 28
OVRAL 28

DEPO-PROVERA
NORDETTE
CLEAR COUGH

; CLEAR COUGH
i VENTOLIN PLMP

! PANADO "~ -

PANADO TAB 500MG
VENTOLIN INHALER

ASPEGIC
ARTANE
ARTANE
ARTANE
ARTANE
ARTANE

PARACETANOL
PARACETAMOL

OTRIVIN
AMOXICILLINE

DOXYCYCLINE

FLIXONASE

IBUPROFENE

17FEB99 17FEB99

17FEB99 24FEBSS
17MAR99 19MARSS

16MAR99 1BMARSS
13APRSS ONGOING

20MAYSS 21MAYS9
07JUNS9 10JUNSS
07JUNSS 11JUNSS
10JUN99 10JUNSS
28NOVO9 2BNOVISO
DBDECH9 29DECSS

27MAR98 2SMARSSB
0SMAYS8 02JuL98
03JULSB 10AUGO8
11AUGOB 13AUGH8
14AUGS8 080CTH8
090CT98 ONGOING

20NOVA9 20NOVSS
30JANOO 1BFEBOO

15MAROD OBAPROO
06APROO 13APROC

17APR0O0 25APROQ

22MAY00 22JUNDO

D90CT99 090CTH9

150M@ IMI 12 WKLY

1 TABLET
BD 1 TABLET

150MG 12 WEEKLY
1 TABLET

10ML

10ML

2 PUFFS DLY
500MG

T STAT

1 PUFF AT NIGHT

2 X 250 MGR
2 MGR, 3 X 2 MGR
5 MGR, 2 X 5 MGR
5 WGR, 3 X 5 MGR
5 MGR, 2 X 5 MGR
5 MGR, 2 X 2.5 MGR

TABL A 500 MG, 2X1/2 TABL
TABL 500 MG, 4X500MG FROM
30/1 TO 18/2

NASAL DROPS 3-4 X

500 MG 3 DD 1

100 MG

NOSE SPRAY,2 SPRAYS
NOSTRIL 1X/DAY

5 MG TID PO

Note 1) SHAP are adverse events classifiéd under System Organ Class as °“Endocrine disorders" or "Reproductive disorders”

CONTRAGESTION +
REGULATION OF MENSES
MENORRHAGIA

BREAK THROUGH
BLEEDING
CONTRAGESTION +
REGULATION OF MENSES
CONTRAGESTION +
REGULATION OF MENSES
COUGH _ ..

COUGH - .
BRONCHOSPASM + COUGH
TUMMY ACHE

SORE THROAT

COUGH DUE TO
BRONCHOSPASM (OLD
ASTHMA)

VIRAL INFECTION
EPS
EPS
EPS
EPS
EPS

HEADACHE
INFLUENZA

RHINITIS

UPPER AIRWAY
INFECTION

UPPER AIRWAY
INFECTION
ALLERGIC RHINITIS

COMMON COLD

2) SHAP classified under Preferred Term as "Balanoposthitis®, “Dysmenorrhoea*, “Growth Hormone Excess", Hernia Inguinal®, *Hyperprolactinaemia®,

“Penis Disorder",

“Sexual Functidn Abnormal®, "Sialoadenitis",

or "Vaginitis Atrophic® are not included

"Testis Disorder', “Thyroiditis®,

“Thyroid Stim. Hormone Decreased”

3) Patients with >= 1 week of Amenobrhoea, Temales with >= 31 days of Gynaecomastia and males < 10 years of age with Gynaecomastia are included

4) If SHAP was ongoing, duration oT}SHAP was .calculated using last visit date
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Table 23. Concomitant Medication Use in Patients with Prolactin-related Side Effects (SHAP): Patient Data Listing (ITT Population) -(continued)

Patient . Onset  End
Set ID Flag Gender Preferred Term Medication Date Date Schedule Indication
9 AQ3190 PA MALE GYNAECOMASTIA AMOXICILINE 090CT99 100CT99 250 Ma TID PO COMWMON COLD
CLAVULANIC ACID 090CT99 100CTH9 250 MG TID PO COMMON COLD
; MEFENAMIC ACID (COSCAN) 100CT99 100CT99 250 MG BID PD COMWMON COLD
i -
i . &
A03284 PA FEMALE MENORRHAGIA \ DEPQT PROVERA 06SEP99 06SEP99 IMI 1 PREGNANCY
: PROPHYLAXIS
: CONTRACEPTION
! BIFASIL 180CTOS Q7NOVSS 1 TAB D MENORRHAGIA
! EXCESSIVE FLOW QF
i 3 MENSES
DISPRIN 26DEC99 26DEC99 1 TAB D MILD LARYNGITIS
PANADO 21AUGO0 21AUGOO 1 TAB HEADACHE
IMMODIUM - 22AUGO0 22AUGOO 2 TABS DIARRHOA
A03303 PA FEMALE AMENORRHOEA i AITALIN PRIORA 15FEB98 10 MG PO AS REQUIRED AD /HD
i AKINETON RET. 10MARGE 11MARSE 4 MG 1/2-0-0 PO DISTURBED
' . ARTICULATION
AKINETON RET. 12MARS8 19NOVE8 4 MG 1-0-0 PO DISTURBED
ARTICULATION
GUTRON O1APRS8 02APRA98 TRPF PO 5-0-5 ARTERIAL
HYPOTENSION,
TIREDNESS
GUTRON 03APR98B 06DECS8 TRPF PO 5-0-0 ARTERIAL
HYPOTENSION,
TIREDNESS
' AITALIN OBAPRS8 OBAPASE 10 MG PO BREAKTHROUGH OF
! AGGRESSIVENESS
é RITALIN 15AFRS8 15APR9B 10 MA@ PO BAEAKTHROUGH OF
AGGRESSIVENESS
SUFRACOMBIN 15MAY98 20MAY98 TBL 2XPER DAY PO URINARY TRACT
) INFECTION
BUSCOPAN - ZAFFCHEN 22JUNS8 26JUNS8 1-2/DAY RECTUM ABDOMINAL PAIK
' 3AB SIMPLEX 22JUNS8 26JUNSB 20 TRPF PO AS REOUIRED ABDOMINAL PAIN
i HEPATITIS B VACCINATION 08JUL98 06JULSB NAV MG IM PROPHYLAXIS
| DIAZEPAW 05AUG98 05AUGIY8 10 MG IV CONVULSION OF THE
! . WHOLE BODY

Note 1) SHAP are adverse events claesifiéd under System Organ Class as “Endocrine disorders" or “Reproductive disorders”

2) SHAP classified under Preferred Term as "Balanoposthitis®, *Dysmenorrhoea", ‘Growth Hormone Excess', Hernia Inguinal®, °"Hyperprolactinaemia’,
"Penis Disorder", "Sexual Function Abnormal®, "Sialoadenitis", 'Testis Disorder', "“Thyreiditis“, “Thyroid Stim. Hormone Decreased”

or !Vaginitis Atrophic® are not included

3) Patients with >= 1 week of Amenorrhoea, Temales with >= 31 days of Gynaecomastia and males < 10 years of age with Gynaecomastia are included

4) IT SHAP was ongoing, duration of SHAP was calculated using last visit date
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Table 23. Concomitant Medication Use in Patients with Prolactin-related Side Effects (SHAP): Patient Data Listing (ITT Population) -(continued)

Patient Dnset End ”
Set ID Flag Gender Preferred Term Medication Date Date Schedule Indication
9 A03303 PA FEMALE AMENORRHOEA [ CONCEPLAN 050CT98 ONGOING 1X PO AMENORRHOEA
! CONTRACEPTION
AKINETON RET. 20NOVO8 0BDECSB 4 MG 0.5-0-0 PO DISTURBED
ARTICULATION
VALIUM 02DEC98 ONGOING 5 MG 0-D-1 PO PROPHYLACTIS OF
CONVULSIONS
AD3329 PA MALE GYNAECOMASTIA FLUORETTEN PRIOR ONGOING 0.5MG, 1 PREVENTING CARIES
” PARACETAMOL 27MAY99 30WAY99 SUPP 250 MG HIGH TEMPERATURE
ROXITHROMYCIN 25JANO0 30JANOO 200 MG URTI UPPER
RESPIRATORY TRACT
INFECTION
A03344 PA FEMALE LACTATION NONPUERFERAL TRIGOA PRIOR ONGOING 1 TBL/D PO CONTRACEPTION
PULMIGORT PRIOR 28JANSS INTRAPARYNGEAL 2X2 ASTHMA BRONCHIALE
SPRAY(AS NEEDED)
! NACL -INHALATION 25NOVS8 02DECSB 2X10 MINUTES INHALATION COLD AND FLU
! NASIVIN 28NOVOE 28NOVS8 1-2 DROPS INTRANASAL AHINITIS
] KLACID 06DECO8 16DEC98 250 MG 2X1 TBL PO BRONCHITIS
i PODOMEXEF 06DEC98 16DEC98 200 2Xt1 TLB PO BRONCHITIS
SALBUTAMOL 06DEC98 1B6DECH8 INTAAPHARYNGEAL -2X1 SPRAY DBRONCHITIS
KLACID 13JANSS 23JANS9 250 MG 2X1 TBL PO BRONCHITIS
BROMUC 18JAN99 28JANSS 200 2X1 TBL PO BRONCHITIS
i FLUTIDE DISKUS 29JAN99 19FEBS9 250 (INTRAPHARYNGEAL)1X1 ASTHMA BRAONCHTALE
: SPRAY :
SINGULAIR 30JANQ9 D8FEBS9 1X1 TBL PO ASTHMA BRONCHIALE
SALBUTAMOL 20FEB99 ONGOING INTRAPHARYNGEAL 1X2 SPRAY ASTHMA BRONCHIALE
LOFTAN 20FERBS 27FER99 B8MG 1X1 TBL PO ASTHMA BRONCHIALE
SINGQULAIR 0SMARSS ONGDING 1X1 TBL PO ASTHMA BRONCHIALE
CARBO MEDICINALIS 16MAY99 16MAYS9 30 G THERAPY OF
" INTOXICATION
! DICLOFENAC 50 16MAY99 16MAYS99 1 G SELF WEDICATION
(INTOXICATION)
EUVEGAL -N-TROPFEN 16MAYBS 16MAYS9 NAV SELF MEDICATION
{INTOXICATION)
GRIPPOSTAD C 16MAYS8 16MAYS9 TABL NAV SELF MEDICATION
(INTOXICATION)

Note 1) SHAP are adverse events classified under System Organ Class as 'Endocrine disorders” or "Reproductive disorders’

2) SHAP classified under Preferred Term as “Balanoposthitis", "Dysmenorrhoea", "Growth Hormone Excess', Hernia Inguinal®, "Hyperprolactinaemia",
"Penis Disorder’, ‘Sexual Function Abnormal", “Sialoadenitis", “Testis Disorder*, “Thyroiditis®, “Thyroid Stim. Hormone Decreased’
or “Vaginitis Atrophic" are not included

. i
3) Patients with >= 1 week ofT Amenorrhoea, females with >= 31 days of Gynaecomastia and males < 10 years of age with Gynaecomastia are included

4) If SHAP was ongoing,'duration of?SHAP was calculated using last visit date
; 27SEPO2 14:35 s:\428\d\analysis\list_cmedse.sas
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Table 23. Concomitant Medication Use in ?atiants with Prolactin-related Side Effects (SHAP): Patient Data Listing (ITT Population) -{continued)
Patient ‘ i : onset  End ‘
Set ID Flag Gender Preferred Term Medication Date fNate Schedule Indication
O A03344 PA  FEMALE LACTATION NONPUERPERAL  IPECACUANHA SYRUP 16MAYS9 16MAYSS 30 ML THERAPY- OF
INTOXICATION
KRANIT-N TABL. 16MAYSS 1BMAYSS TABL NAV SELF MEDICATION
. (INTOXICATION)
MCP "ISIS" 16MAY98 16MAY99 10 MG NAV SELF MEDICATION
(INTOXICATION)
i ) . :
A03357 PA MALE GYNAECOMASTIA | NORTUSSINE PRIOR 19JANOD 2 SPOONS caLo
i DIPIPERON SOLUTION 02JANO1 ONGOING 5-5-12,1MGR % DROP OUT OF THE
! RISPERDAL STUDY
) ! CONDUCT DISORDER
A03384 PA  FEMALE BREAST ENLARGEMENT NONE
A03464 PA FEMALE VAGINAL HAEMORHHAGE MUKOSEPTONEX 25FEB99 01MARSS 5 DROPS RHINITIS
. MUCOPURULENTA
CILEST 275EP99 ONGOING 1 TBL CONTRACEPTION
HYLAK 06FEBO0 07FEBOO 60 DROPS DYSPEPSIA
i
|
!
i
Note 1) SHAP are adverse events classified under System Organ Class as "Endocrine disorders" or "Reproductive disorders®
2) SHAP classified under Preferred Eerm as "Balanoposthitis", "Dysmenorrhoea", *Growth Hormone Excess®, Hernia Inguinal*', “Hyperprolactinaemia*,
"Penis Disorder', "Sexual Functicn Abnormal®, "Sialoadenitis®, "Testis Disorder", “Thyroiditis®, "Thyrold Stim. Hormone Decreased"

or “Vaginitis Atrophic' are not included

4) If SHAP was ongoing, duration oflsHAP was calcylated using last visit date
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Table 24. Demographic Variables and Prolactin Levels in Patients with Prolactin-related Side Effects (SHAP): Patient Data Listing (ITT Population)

2)

"Penis Disorder*,

3)

4

“Sexual Function Abnormal", "Sialocadenitis”,
or “Vaginitis Atrophic" are not included

If S8HAP was ongoing, duration of 'SHAP was calculated using last visit date

Patient Pre-dose
ID : Flag Gender , DSM-IV Axis II IaQ Preferred Term 4 -7
A3825 ITT Female 11.6 ) 74 AMENORRHOEA
A3664 PA Female 12.9 i 36 AMENORRHOEA 25.0 39.0
A3704 PA Male 8.4 J 77 QYNAECOMASTIA 9.0 28.0 .0
A3710 PA Female 12.5 i 59 MENORRHAGIA 8.0 .0
. i .
A03004° PA Male 8.1 ' 60 GYNAECOMASTIA 11.2 29.0 :
A03060 PA Female 13.5 : 62 AMENORRHOEA 6.1 17:2 9.3 .6
A03180 PA Male 7.9 ) 73 GYNAECOMASTIA 7.8 34.3 3.9 .0
AD3254 PA Female 14.3 X 50 MENORRHAGIA 10.0 33.0 40.9 .8
AQ3303 PA Female 14.8 i 53 AMENORRHOEA 7.4 36.8 18.0 .0
A03329 PA Male 5.1 72 GYNAECOMASTIA 5.0 38.8 13.5 %)
A03344 PA Female 14.0 i 64 LACTATION NONPUERPERAL 50.7 95,2 77.8 A
A03357 PA Male 7.6 i 81 GYNAECOMASTIA 8.2 14.4 w1
A03384 PA Female 9.8 ‘ 58 BREAST ENLARGEMENT 7.0 17.3 6.4 N4
A03464 PA Female 10.8 i 52 VAGINAL HAEMORRHAGE 3.0 33.6 18.5 .9
i
i
i
Note 1) SHAP are adverse events classifiéd under System Organ Class as "Endocrine disorders® or "Reproductive disorders”

i i
SHAP classified under Preferred Term as ‘Balanoposthitis®, “Dysmenorrhoea", "Growth Hormone Excess", Hernia Inguinal®, *Hyperprolactinaemia“,
“Testils Disordep”, "Thyroiditis", "Thyroid Stim. Hormone Decreased’

| g
Patients with >= 1 week of Amenoprrhoea, females with >= 31 days oT Gynaecomastia and males < 10 years of-age with Gynaecomastia are included
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Table 25. Tanner Stage, Height [ca] nndiWeight [kg] in Patients with Prolactin-related Side Effects (SHAP): Patient Data Listing (ITT Population)

Tanner Stage

Height [cm]

Weight [kgl

) Weeks (s) Week(s) Weeks (s)
8et Patient Gender Pre-dose Preferred Term —_— e
ID Age Pre-dose 6 24-31 48-56 Pre-dose 4-11 12-18 24-31 48-56 Pre-dose 4-7 8-12 16-24 28-36 40-48
N |
3 A3625 Female - 12 AMENORRHOEA 4 5 142.0 30.0 31.9 31,8 31,9 38.1 31.8
A3664 Female 13 AMENORRHOEA 4 4 145.0 52,0 53.6 57.2 63.5 67.2 69.4
5 A3704 Male 9 GYNAECOMASTIA 1 1 1 136.0 136.0 137,0 139.0 141.0 39. 42,2 45.6 47.6 47.8
A3710 Female 12 MENORRHAGI& 3 4 4 154.9 157.0 154.0 156.0 158.0 41.9 45.0 48.0 &6.0 59.5
i .
9 A03004 Male 9 GYNAECOMASTIA 1 1 1 143.0 144.0 147.0 147.0 152.5 40.4 39.0 43.5 46.5 51.0
AQ3060 Female 13 AMENORRHOEA 3 4 5 162.0 163.0 164.0 164.0 165.0 60.0 62.5 67.0 69.5 70.0
A03180 Male 8 GYNAECOMASTIA 1 1 1 123.0 124.0 126,0 129.0 133.0 23.5 25.0 27.3 31.0 33.3
A03294 Female 14 MENORRHAGIA 2 4 4 149,0 149.0 151.0 152,0 153.0 42,7 44.7'47.0 48.8 52.9
A03303 Female 15 AMENORRHOEA 4 4 d 164.0 164.0 185.0 166.0 66.0 65.7 69.0 68.4 67.9
A03320 Male 5 GYNAECOMASTIA 1 1 120.0 122.0 124.0 128.0 24.7 26.5 29.0 30.8 31.4
A03344 Female 14 LACTATION NONPUERPERAL 3 3 165.0 165.0 165.0 165.0 45.86 50.2 54.8 568.0
A03357 Male 8 GYNAECOMASTTIA 1 1 135.0 137.0 137.0 142.0 44,5 48.0 52.0 57.0
A03384 Female 10 BREAST ENLARGEMENT 2 2 2 138.0 138.0 140.0 141.0 145.,0 36.0 37.0 39.0 41.5 40.0
A03464 Female 11 3 4 4 145.0 147.0 147.0 153,0 153.0 35.0 37.0 40.5 44.0 49.0

VAGINAL HAEMORRHAGE

i

Note 1) SHAP are adverse events classified under System Organ Class as “Endocrine disorders' or *Reproductive disorders"

2) SHAP classified under Preferred Term as “Balanoposthitis’, “Dysmenorrhoea®, "Growth Hormone Excess", Hernia Inguinal', “Hyperprolactinaemia“,
‘Penis Disorder", ®Sexual Function Abnormal®, "Sialoadenitis®, “Testis Disorder", "Thyroiditis®, “Thyroid Stim. Hormone Decreased®
or "Vaginitis Atrophic" are not included

3

—

4

—

If SHAP was ongoing, duration of SHAP was calculated using last visit date

Patients with »>= 1 week of Amenofrhoea, females with >= 31 days of Gynaecomastia and males < 10 years of age with Gynaecomastia are included
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Generic Name

Table 26. Incidence of Extrapyrnlidal'sflptols (EPS): Frequency Table (PA vs Non-PA)

Long-term Risperidone Treatment vs Prolactin Levels — Statlstical Documentation for Manuscript Support — September 27, 2002

Mumber (%) of Patients

Page

Non-PA

Total number of patienta
Number of patients with at least one EPS
CENTR & PERIPH NERVOUS SYSTEM DISORDERS
EXTRAPYRAMIDAL DISOHDEH
HYPERKINESIA

MUSCLE CONTRACTIONS INVOLUNTARY
BRADYKINESIA

OCULOGYRIC CAISIS
DYSKINESIA TARDIVE

EPS classified under Preferred Term as “Agitation" "Akathesia“
*Extrapyramidal Disorder" "Hyperkinesia“ "Hyperreflexia® “Hypertonia" "Hypokinesia® "Hypotonia® “"Muscle Contractions Involuntary"
"Oculogyric Crisis” "Parkinsonism" "Rigidity" "Shuffling Gait* "Stiffness" "Tics" or "Tremor"

-

SciAn Services Inc. ({

700
147

147
37
33
29
24
22
21
14
11

“Bradykinesia" "Dyskinesia Tardive' "Dystonia’

Multiple occurrences of a side effect within a patient are counted only once

COD=NW W OT—
— WODOOD=b=NWO

e e e At o S et e S et

592
129

129
34
27
28
22
19
20

pry
—~ N Ao

EPS are adverse events classified under System Organ Class as "Centr & Periph Nervous 8ystem Disorders"

Path] Lang-term Risperlciione vs Pralactin Pooled analysis - Manuscript Suppart (Final) - 27Sep02.doc)
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are included
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Janssen-Ortho Inc. - Confidential

Table 27. Onset [days] of Extrapyralldaf Symptoms (EPS): Descriptive Statistics (PA - As Observed)

Duration [days] from Pre-dose?l

Number of Patients with EPS ; Mean h 25th 50th 75th Minimum Maximum

120 " 64.3 99.3 4 22 . a9 oy 369

10nset of first extrapyramidal symptom

Note 1) EPS are adverse events classified under System Organ Class as "Centr & Periph Nervous System Disorders"
2) EPS classified under Preferred Term as “Agitation' “"Akathesia" ‘Bradykinesia' "Dyskinesia Tardive" 'Dystonia’
"Extrapyramxdal Disorder' “Hyperkinesia" “"Hyperreflexia" "Hypertonia" "Hypokinesia" “Hypotonia' "Muscle Contractions Involuntary”
“Oculogyric Crisis' “Parkinsonism® *Rigidity" "Shuffling Gait" 'Stiffness® *Tics" or *Tremor" are included
3) IT EPS was ongoing, duration of EPS was calculated using last visit date
4) Multiple occurrences of a side effect within a patient are counted only once

27SEP02 14:35
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Table 28. Prﬁlnctin Levels [ng/mL] in Ea%h Period by Extrapyramidal Symptoss {EPS): Descriptive Statistics (PA - As Observed)
F4tients with EP3 (at any time) o Patients without EPS
Time Period N Mean sD Median Minimum Maximum N Mean ] Median Minimum Maximum
Pre-dose 129 8.9 9.0 » 6.0 2.0 47.7 463 - 7.4 6.6 5: 5 2.0 76.5
Weeks 4 to 7 118 30,5 i 19.2 25.9 3.0 150.0 432 29,2 15.7 27.0 2.0 101.8
Weeks 8 to 12 ) 116 26.6 ? 20,0 21.1 - 3.0 103.0 383 22.5 15.8 20.0 1.0 153.0
Weeks 16 to 24 104 19.6 ' 17.0 14.5 2.0 980.9 © 337 19.6 13.6 17.0 2.0 83.4
Weeks 28 to 36 94 19.5 ; 16.3 13.9 2.0 87.7 300 18,1 12.5 16.0 2.0 102.0
Weeks 40 to 48 82 178 I 18.8 13.5 2.0 160.9 276 15,7 11.1 13.7 1.8 61.6
Weeks 52 to 55 ‘ 11 6.3 3.4 5.0 3.0 13.0 31 . 15.8 15.6 11.0 2.0 88.0
i
i
! ®
Note 1) EPS are adverse evenis classified:under System Organ Class as "Centr & Periph Nervous System Disorders”

2)

EPS classified under Preferred Term as "Agitation® *Akathesia® “Bradykinesia" "Dyskinesia Tardive® “Dystonia"

"Extrapyramidal Disorder" "Hyperkinesia® "Hyperreflexia" "Hypertonia"' "Hypokinesia" "Hypotonia® “Muscle Contractions Involuntary"

“Oculogyric Crisis® “Parkinsonism

v *Rigidity" "Shuffling Gait" "Stiffness" °"Tics" or "Tremor* are included
i

SciAn Services Inc. ([Pathj Long-term Risperid?:me vs Profactin Pooled analysis - Manuscript Support (Final) - 27Sep02.doc)
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Table 29. Extrapyrasidal Symptoms (EPS) by Prolactin Levels [ng/mL] at or sbove Upper Lipit of Normal (ULN): Frequency Table (PA - As Observed)
'Frolactin
Time Period ' EPS N Above ULN1 Normal P-value?
Pre-dosa 3 Yes ; 8 (27.86) 121 (21.5) 0.4382
No 21 (72.4) 442 (78.5)
Total ! 592 29 563
Weeks 4 to 7 Yes | 84 (21.8) 34 (21.0) 0.8632
No i 304 (78.4) 128 (79.0)
Total | 550 388 162
|
Weeks B to 12 Yes | ¢ 61 (23,7) 55 (22.7) 0.7899
No ) 196 (76.3) 187 (77.3)
Total 499 257 242
Weeks 16 to 24 Yes 39 (22,2) 85 (24.5) 0.5660
: No 137 (77.8) 200 (75.5)
Total - 441 176 265
' i
Weeks 28 to 36 Yes 38 (24.3) 58 (23.6) 0.8662
No ' 112 (75.7) 188 (76.4)
Total 394 148 246
Weeks 40 to 48 Yes ! 23 (20.9) 59 (23.8) 0.5495
No B7 (79.1) 189 (76.2)
248

Total 358 110
|

1ULN: The upper limit of normal for prolactin levels is 18 [ng/mL] for males and 30 [ng/mL] for females

2Pearson's chi-square test is used to calculate the association between patients with EPS (Yes vs No) and levels (Above ULN vs Normal)

Note 1) EPS are adverse events classified under System Organ Class as “Centr & Periph Nervous System Disorders"

2) EPS classified under Preferred. Term as "Agitation® "Akathesia® ‘Bradykinesia® “Dyskinesia Tardive" ‘Oystonia”

“Extrapyramidal Disorder" *Hyperkinesia" "Hyperreflexia" “Hypertonia® "Hypokinesia“ "Hypotonia' *HMuscle contractions Involuntary"

"Oculogyric Crisis® "Parkinsonism" “Rigidity" °*sShuffling Qait® *Stiffness" "Tics' or *Tremor® are included

3) IT EPS was ongoing, duration of EPS was calculated using last visit date
4) Multiple occurrences of a side effect within a patient are counted only once

27SEP02 14:35 s:\428\d\analysis\freq_epsprouln.sas
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i
i
Table 30. Extrapyramidal Symptoms (EPS):: Patient Data Listing (ITT Population)
Risperidone
Dosing Period Prolactin-related Side Effect
Set Patient Flag Gender Start End Event Preferred Term Onset End Serious Severity Relationship Action Taken  Outcome
10 Date Date Oate Date
2 A3501 PA MALE 04SEP98 280CT98 (L) ARM 8SORE & HYPERTONIA 04SEPBB 12SEPS8 NO MILD NDNE NONE RECOVERED FROM
STIFF THIS AE
S#IFF BACK HYPERTONIA 11NOV9B 11NOVE8 NO MILD NONE NONE AECOVERED FROM
« THIS AE
A3514 ITT MALE 188EP98 27SEP99 MUSCLE TIGHTNESS HYPERTONIA 29SEP98 010CT98 NO © MILD POSSIBLE DOSE ADJUSTED RECOVERED FROW
: THI8 AE
A3530 PA FEMALE 04FEBS9 O0SFEBOO AkATHISIA HYPERKINESIA 02APRB9 17NOVH9 NO MILD DEFINITE DOSE ADJUSTED RECOVERED FROM
) THIS AE
RIGIDITY ALL 4 HYPERTONIA 17FEB39 ONGOING NO MILD POSSIBLE NONE NOT YET
LIMBS RECOVERED
RIGIDITY RT ARM HYPERTONIA 04AUGH9 25AUGHS NO MILD POSSIBLE NONE RECOVERED FROM
THIS AE
A3619  PA MALE 29NOVO7 10DEC98 AKATHISIA HYPERKINESIA 05JANG8 09JANSB NO MILD NONE NONE RECDVERED FROM
THI8 AE
A3623 ITT MALE 30APAS8 18MARSS RiGIDITY TO ARMS HYPERTONIA 21MAY98 2BMAYO8 NO MILD POSSIBLE DOSE ADJUSTED RECOVERED FROM
i THIS AE
RIGIDITY TO LEGS HYPERTONIA 21MAYS8 2BMAYS8 NO MILD © POSSIBLE 00SE ADJUSTED RECOVERED FROM
THIS AE
A3624 ITT MALE 05AUGS8 19AUGOSS SHAKINESS IN TREMOR 16SEPQ8 24SEP98 NO MILD POSSIRBLE NONE RECOVERED FROM
HANDS THIS AE
A3638 PA MALE 18SEPS7 30SEP98 STIFF NECK HYPERTONIA 0B6JUNS8 0BJUNSEB NO MILD POSSIBLE NONE RECOVERED FROM
: THIS AE
A3641 PA FEMALE 300CT897 18NOV98 SHAKEY (HAND TREMOR 22JANSB 1B8NOVSS NO MILD POSSIBLE NONE RECOVEREDR FROM
THIS AE

TREMOR)

Note 1) EPS are adverse events claasified under System Organ Class as “Centr & Periph Nervous System Disorders*

2) EPS classified under Preferred Term as "Agitation* "Akathesia® “Bradykinesia" "Oyskinesia Tardive"

“Dystonia’

"Extrapyramidal Disorder" "Hyperkinesia" "Hyperreflexia“ °“Hypertonia" "Hypokinesia® "Hypotonia' “Muscle Contractions Involuntary"
"Oculogyric Crisis" “Parkinsonism" "Rigidity" *Shuffling Gait" "Stiffpess® "Tics*

or "Tremor"

are included

i
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' Protocols: RIS-CAN~19/RIS-CAN-20, RIS~ USA 93/RIS-USA-97 and RIS-INT-41
: Janssen-Ortho Inc. - Confidential .

Table 30. Extrapyfalidnl Symptoms (EPS):i Patient Data Listing (ITT Population) -{continued)

Page

Risperidone
Dosing Period Prolactin-related Side Effect
set Patient Flag Gender Start  End Event Preferred Term Onset End Serlous Severity Relationship Action Taken  Outcome
iD Date Date Date Date
2 A3641 PA FEMALE 30DCT87 1BNDV9§ SfIFF LEGS HYPERTONIA 20DEC97 20SEPS8 NO MILD POSSIBLE NONE RECOVERED FROM
: THIS AE
S%IFF MOVEMENTS HYPERTONIA 06DECS7 10DEC97 NO MILD POSSIBLE ° NONE RECOVERED FROM
i THIS AE
i
STIFFNESS HYPERTONTA 19NOVA7 26NOVE7 NO " MILD POSSIBLE DOSE ADJUSTED RECOVERED FROW
I THIS AE
A3645 PA  MALE  O04APR88 2B8APR99 TMITCHING—HEAD & MUSCLE 26FEB99 O1MARSS NO MILD NONE TEMPORARY STOP RECOVERED FROM
SHOULDERS CONTRACTIONS THIS AE
: INVOLUNTARY
A3652 PA  MALE  O1JANOS 27JANSS AKATHISIA HYPERKINESIA 04NOV88 ONGOING NO MILD POSSIBLE DOSE ADJUSTED NOT YET
: ) RECOVERED
A3657 PA  MALE  12JUN98 05AUGS9 INCREASED VOCAL  MUSGLE 20AUGS8 220CTH8 NO MODERATE POSSIBLE NONE RECOVERED FROM
& MOTOR TICS CONTRACTIONS ' THIS AE
INVOLUNTARY '
A3663 PA  MALE 28FEB98 15APRO9 dTIFF NECK HYPERTONIA 15APR98 18APRE8 NO MILD NONE NONE RECOVERED FROM’
. THIS AE
3 A3508 PA MALE 15MAR99 O07MAROO HAND TREMOR TREMOR 12JUL99 10AUGHS NO MILD NONE NONE RECOVERED FROM
. i THIS AE
A3533 ITT MALE 19JUL99 19JUNDO BACK SPASMS DYSTONIA 22JU1L.88 23J4UL8B8 NO MODERATE POSSIBLE DOSE ADJUSTED RECOVERED FROM
THIS AE
RESTLESS, HYPERKINESIA 020CT99 310CT99 NO MILD POSSIBLE NONE RECOVERED FROM
NERVOUS, UNABLE THIS AE
TO KEEP STILL
A3538 PA  FEMALE 1BJUN9S 26MAYOO COGWHEEL RIGIDITY EXTRAPYRAMIDAL 30JUNS9 ONGOING NO MILD DEFINITE DOSE ADJUSTED NOT YET
i i DISORDER RECOVERED
i
: Note 1) EPS are adverse events classified under System Qrgan Class as “Centr & Periph Nervous System Disorders®

aor *Tremor"

2) EPS classified under Preferred Term as “Agitation* “Akathesia” "Bradykinesia" "Dyskinesia Tardive" “Dystonia"
“Extrapyramidal Disorder” "Hyperkinesia" "Hyperreflexia' "Hypertonia® *Hypokinesia" “‘Hypotonia® "Muscle Contractions Involuntary

“Oculogyric Crisis*® “Parkinsonism" "Rigldity" “Shuffling Gait" "Stiffness® “Tics® are included

SciAn Services Inc. ([Path] Long-term Risperidone vs Prolactin Pooled analysis - Manuscript Support (Final) - 278ep02.doc)
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Table 30. Extrapyramidal SylptOIlb(EFS): Patient Data Listing (ITT Population) -{continued)
Risperidone .
) Dosing Period i Prolactin-related Side Effect
Set Patient Flag Gender Start End Event Preferred Term  Onset End Serious Severity Relationship Actlon Taken  Outconme
- Ip Date Date i . Date Date
3 A3538 PA FEMALE 18JUNSS 2BMAYOO EEFT HAND HYPERTONIA 2B8FEBOO ONGOING NO MILD NONE NONE NOT YET
SLIGHTLY RIGID RECOVERED
POSTURE
SLOWER IN DOING HYPOKINESIA 2BFEBOO ONGOING NO MILD NONE NONE NOT YET
TASKS RECOVERED
A3621 PA MALE 28FEBS8 26FEB99 MILD STIFFNESS HYPERTONIA 22MAYO8 19JUNSB NO MILD POSSIBLE NONE RECOVERED FROM
IN ARM THIS AE
A3622 ITT MALE  29MAY98 30APR99 RIGIDITY OF ALL HYPERTONIA 25JUN98 24JUL98 NO MILD POSSIBLE NONE RECOVERED FROW
LIMBS THIS AE
A3650 PA  FEMALE 11DEC97 18NOV98 STIFF NECK HYPERTONIA 31AUGH8 O01SEFS98 NO MODERATE POSSIBLE NONE RECOVERED FROM
T THIS AE
STIFFNESS HYPERTONIA 12DECS7 17DEC97 NO MILD POSSIBLE NONE RECOVERED FROM
. THIS AE
22DECY7 28DEC97 NO MILO DEFINITE 00SE ADJUSTED RECOVERED FROM
. E THIS AE
12APRS8 12APR98 NO MILD DEFINITE NONE RECOVERED FROM
_ THIS AE
A3658 PA  MALE 15AUGS8 14JUL9O FACE TWITCHING MUSCLE 04SEPS8 30SEFO8 NO MODERATE POSSIBLE NONE RECOVERED FROM
' i CONTRACTIONS THIS AE
; INVOLUNTARY
i
A3659 PA MALE 30JUL98 30JUNSO FACIAL TICS MUSCLE 30AUGY8 26FEBSS NO MILD NONE NONE RECOVERED FROM
i CONTRACTIONS THIS AE
; TNVOLUNTARY
i .
HEAD TIC MUSCLE 0BAUGSS 13AUG98 NO MILD POSSIBLE MONE RECOVERED FROM
i CONTRACTIONS THIS AE
! INVOLUNTARY
i
i
Note 1) EPS are adverse events classified under System Organ Class as "Centr & Periph Nervous System Disorders"”

2) EPS classified under Preferred Term as “Agitation' *Akathesia® “Bradykinesia” 'Dyskinesia Tardive" "Dystonia‘

"Extrapyramidal Disorder" "Hyperkinesia® ‘Hyperreflexia' "Hypertonia" “Hypokinesia‘ "Hypotonia" "Muscle Contractions Involuntary"
*Oculogyric Crisis® “Parkinsonism® "Rigidity" "Shuffling Gait" 'Stiffness" "“Tics" or "Tremor" are included +

SciAn Services Inc. ([Path] Long-term Risperidone vs Prolactin Pooled analysis - Manuscript Support (Final) - 27Sep02.doc)
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Table 30. Extrapyrulidnl Symptoms (EPsﬂ: Patient Data Listing (ITT.Population) «(continued)
Risperidone '
Dosing Period 1 Prolactin-related Side Effect
i
Set Patlent Flag Gender Start  End Event Preferred Term Onset End  Serious Severity Relationship Action Taken  Dutcame
D Date Date Date Date : . .
3 A38861 .PA MALE 14JANGS 15DEC99 MOUTH TIC MUSCLE 060CT99 24NOVA9 NO MILD POSSIBLE NONE RECOVERED FROM
o CONTRACTIONS THIS "AE
INVOLUNTARY
A3682 PA MALE 12“AR99 11FEBO0 CRAMP IN SIDE MUSCLE 07DEC99 0BDECYS ‘NO MILD NONE NONE RECOVERED FROM
i CONTRACTIONS - THIS AE
: INVOLUNTARY
4 A3585 :PA MALE  12MAR9S 03APRO0 INCREASED HYPERKINESIA 158EPB9 15NOVIS NO MILD NDNE NONE RECOVERED FROM
HYPERACTIVITY AT : THIS AE
HOME
5 ASéOQ PA MALE  O6APRO9 20MAROO RIGIDITY OF HYPERTONIA 03MAYSS 28MAYSS NO MILD POSSIBLE NONE RECOVERED FROM
RIGHT UPPER LIMB THIS AE
kHEMDR OF R + L  TREMOR 17SEP9S O6DECY9 NO MILD POSSIBLE NONE RECOVERED FROM
URPER LIMBS THIS AE
A3710 PA FEMALE 29JANSS 2BJAN00§PHYSICAL SLOWNESS HYPOKINESIA 10FEB99 16FEBSS NO MILD DOUBTFUL NONE RECOVERED FROM
S ; THIS AE
< .
7 A3012 "PA MALE  27MARSE 04SEFQB:MUSCLE HYPERTONIA 31JUL88 31JUL98 NO MILD NONE NONE RECOVERED FROM
STIFFNESS, LEG THIS AE
A3042 ITT MALE  21JUNS7 35AUGO8 HANDS SHAKING TREMOR 02DECS7 02DECY7 NO _MILD ~ NONE " NONE . RECOVERED FROM
: f - THIS AE
‘A3045 PA  MALE  03JUL97 25AUG985HANDS SHAKING TREMOR 01DECS7 O1DECY7 NO MILD NONE NONE VHECOVERED FROM
THIS AE
A3061 PA MALE 01MAYS7 05NOVS7 EXTRAPYRAMIDAL EXTRAPYRAMIDAL 290CT97 300CT97 YES SEVERE DEFINITE PERMANENT STOP RECOVEREO FROM
SYMPTOMS DISORDER THIS AE
A3068 PA MALE 13MAY98 26MAYS9 TREMORS IN ARMS TREMOR 15JUNS8 16JUNOB NO MILD POSSIBLE NONE RECOVERED FROM
AND HANDS THIS AE
Note 1) EPS are adverse events classifiéd under System Organ Class as “"Centr & Periph Nervous System Disorders"

2

i
EPS classified under Preferred Term as "Agitation" "Akathesia" “Bradykinesia" °Dyskinesia Tardive" "Dystonia"

"Extrapyramidal Disorder' "Hyperkinesia® "Hyperreflexia' "Hypertonia® “Hypokinesia® "Hypotonia' "Muscle Contractions Involuntary"
*Oculogyric Crisis® "Parkinsonism® "Rigidity" "Shuffling Gait" 'Stiffness" "Tics" or “Tremor" are included
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Table 30. Extrapyrauidal Symptoms (EPs): Patient Data Listing (ITT Population) -~(continued)
. Risperidone i
Dosing Period i Prolactin-related Side Effect
Set Patient Flag Gender Start End Event Preferred Term  Onset End Serious Severity Relationship Action Taken  Outcome
1D Date Date Date Date
7 A3086 PA FEMALE 18AUG98 20JULS8 STIFFNESS RIGHT HYPERTONIA 110CT98 110CT98 NO WILD POSSIBLE NONE RECOVERED FROM
ARM THIS AE
fREMOR (FINE, TREMOR 31AUGS8 31AUGSA NO MILD POSSIBLE NONE RECOVERED FROM
EPISODIC) ’ THIS AE
TREMOR-FINE, TREMOR 25AUG98 27AUGO8 NO © MILD POSSIBLE DOSE ADJUSTED RECOVERED FROW
EPISODIC HANDS & THIS AE
LFGS 9
A3091 PA MALE 19APRO7 06MAYSB INCREASED MUSCLE 14JUNS7 21AUGS7 NO MODERATE POSSIBLE DOSE ADJUSTED RECOVERED FROM
INTERMITTENT TICS CONTRACTIONS THIS AE
: INVOLUNTARY
A3097 PA FEMALE 0SAPR9S SOJUNSB OCULOMOTOR OCULOGYRIC 06JUN9B 0BJUNSB NO MILD DEFINITE DOSE ADJUSTED RECOVERED FROM
DYSKINESIA CRISIS : THIS AE
18JUNSB 29JUN98 NO MILD DEFINITE NONE RECOVERED FROM
: THIS AE
| .
A3166 PA MALE 13MARS8 21APRS9 TIC8 OF EYE MUSCLE 090CTO98 090CTI98 NO MODERATE POSSIBLE NONE . RECOVERED FROM
i CONTRACTIONS THIS AE
_ INVOLUNTARY
i ) .
TWITCHING MUSCLE 070CT98 070CT98 NO MODERATE NONE NONE RECOVERED FROW
i CONTRACTIONS THIS AE
. INVOLUNTARY
VOCAL TICS MUSCLE 13JAN99 16JANS9 NO . MILD NONE NONE RECOVERED FROM
~ : CONTRACTIONS THIS AE
{ INVOLUNTARY
P 09MARSS 10MARSS NO MILD NONE NONE RECOVERED FROM
! THIS AE
A3195 PA  MALE  20JUN98 30JUNIS STIFFNESS LEGS HYPERTONIA 18JANBS 25JANSI NO MILD POSSIBLE NONE RECQOVERED FROM
AND FEET THIS AE

Note 1) EPS are adverse events classified under System Organ Class as “Centr & Periph Nervous System Disorders"

2) EPS classified under Preferred Term as “Agitation® "Akathesia" "Bradykinesia" “Dyskinesia Tardive® "Dystonia“
“Extrapyramidal Disorder" “Hyperkinesia® "Hyperreflexia® “Hypertonia® *Hypokinesia® “Hypotonia" "Muscle Contractions Involuntary®
"gculogyric Crisis" “Parkinsonism® “‘Rigidity" “Shuffling Gait" "Stiffness" “Tics" or "Tremor" are included
27SEP0O2 14:35
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Table 30. Extrapyramidal Sysptomws (EPS): Patient Data Listing (ITT Population) -(continued)
. Risperidone '
- Dosing Period Prolactin-related Side Effect
8et Patient Flag Gender Start  End EVent : Preferred Term Onset End  Serious Severity Relationship Action Taken  OQutcome
ID ) Date Date f Date Date
7 A8195 © PA  MALE 20JUNSB 30JUNES STIFFNESS-MUSCLE HYPERTONIA 18AUGE8 1BAUGH8 NO MILD PDSSIBLE NONE RECOVERED FROM
: THIS AE
TREMOR -MUSCLE TREMOR 14AUGS8 14AUGHB NO MILD POSSIBLE NONE RECOVERED FROM
: THIS AE
8 A3008 iTT MALE  26NOVS7 02DECY97 DYSTONIC REACTION DYSTONIA 27NOVI7 28NOVI7 NO " MODERATE POSSIBLE PERMANENT STOP RECOVERED FROMW
; : THIS AE
A3066 PA* MALE  04MARS8 dBFEBQQ ATAXIC TREMOR TREMOR 28MARS8 29MAR98 NO MILD POSSIBLE NONE RECOVERED FROM
RIGHT FOOT THIS AE
INTENTIONAL TREMOR 210CT98 01DECA8 NO MILD NONE NONE RECOVERED FROM
TREMOR THIS AE
A3001 PA MALE 06AUGI98 12JUL.89 TREMOR-BOTH HANDS TREMOR 15JANSS 16JANGS NO MILD POSSIBLE NONE AECOVERED FROM
" THIS AE
A3084 PA MALE  12SEP9B 21DEC98 TICS NECK, EYE & MUSCLE 21NOVE8 21DECS8 NO MILD POSSIBLE NONE RECOVERED FROM
LIP CONTRACTIONS THIS AE
; INVOLUNTARY
A3093 PA FEMALE 12JULS7 11JUN98 OGCASTONAL HYPERTONIA 26JULS7 25MAYS8E NO MILD POSSIBLE NONE RECOVERED FROM
STIFFNESS THIS AE
A3184 PA MALE 2BAUGS8 050CT9B TREMORS TRENOR 16SEP28 16SEP98 NO MILD POSSIBLE DOSE ADJUSTED RECOVERED FROM
i THIS AE
A3200 PA MALE 020CTH8. 23FERSS SfIFF LEG HYPERTONIA 220CTS8 220CT98 NO MILD NONE NONE RECOVERED FROM
b : THIS AE
E 9 AD03002 PA  MNALE 13FEBO8 12FEBOY EFS EXTRAPYRAMIDAL 15JULS8 16JUL9B NO MODERATE VERY LIKELY TEMPORARY STOP RECOVERED FROM
) DISORDER THIS AE
AD3004 PA MALE  21SEP97 080CT98 DYSTONIA DYSTONIA 09MAYS8 20AUGS8 NO MODERATE PROBABLE NONE RECOVERED FROM
: THIS AE

Note 1) EPS are adverse events classified; under System Organ Class as "Centr & Periph Nervous System Disorders”
2} EPS classified under Preferred Term as "Agitation" "Akathesia” "Bradykinesia" “Dyskinesia Tardive" “Dystonia

“Oculogyric Crisis® *Parkinsonism' 'Rigidity" "Shuffling Gait" 'Stiffness" “Tiecs® or "Tremor" are included

|
i
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:
Table 30. Extrapyramidal Symptoms. (EPS): Patient Data Listing (ITT Population) -(continued)

Page

Risperidone
Dosing Period Prolactin-related Side Effect
Set Patient Flag Gender Start End Event Preferred Term DOnset End  Serious Severity Relationship Action Taken  Dutcome
I0 ’ Date Date i Date Date
9 AQ3004 PA MALE 21SEP97 090CTO8 dYSTONIA DYSTONIA 20AUGYB ONGOING NO MILD PROBABLE NONE NOT YET
RECOVERED
DYSTONIA (EPS) DYSTONIA 25N0VB7 0BMAY98 NO MILD PROBABLE NONE RECOVERED FROM
i THIS AE
PARKINSOMISME EXTRAPYRAMIDAL 20AUGS98 ONGOING NO MILO FROBABLE NONE NOT YET
: DISORDER RECOVERED
PARKINSONISME EXTRAPYRAMIDAL 0SMAYS8 20AUGSB NO MODERATE PROBABLE NONE RECOVERED FROM
DISORDER ; THIS AE
A03008 PA  MALE  13FEB98 12MAR99 EPS EXTRAPYRAMIDAL 15WMAY98 21JUL98 NO MILD PROBABLE NONE RECOVERED FROM
(CHRON.DYSTONIA DISORDER THIS AE
_ UPPER LIMBS)
A03036 PA  MALE  23JUN98 21JUN99 DYSTONIA OF DYSTONIA 154UL98 25AUG98 NO MILD PROBABLE NONE RECOVERED FRDH
MEMBERS THIS AE
A03106 PA  MALE  14JANDO 10JANO1 FROWN EYEBROW MUSCLE D1APROO 02MAYOO NO MILD. PROBABLE NONE RECOVERED ' FROM
CONTRACTIONS THIS AE
) INVOLUNTARY
WINKING LEFT MUSCLE 03MAYOQ 08JUNOO NO MODERATE PROBABLE NONE RECOVERED FROM
EYELID CONTRACTIONS THIS AE
H INVOLUNTARY
09JUNOD 10JULOO NO SEVERE PROBABLE NONE RECOVERED FROM
THIS AE
11JULOO 040CTO0 NO MILD PROBABLE NONE RECOVERED FROM
; THIS AE -
A03181 PA MALE 01APRO8 16MARBY BLINKING MUSCLE 22JUL98 14DEC98 NO MILD PROBABLE NONE RECOVERED FROM
i CONTRACTIONS THIS AE
i INVOLUNTARY
EXTRAPYRAMIDAL EXTRAPYRAMIDAL O1APRBA OBAPR98 NO MILD NONE NDNE RECOVERED FROM
DISORDER THIS AE

SFMPTOM

Note 1) EPS are adverse events classified:under System Organ Class as "Centr & Periph Nervous System Disorders"

i
2) EPS classified under Preferred Term as “Agitation® "Akathesia" "Bradykinesia® “Dyskinesia Tardive" "Dystonia"

“Extrapyramidal Disorder" “Hyperkinesia® "Hyperreflexia® "Hypertonia' "Hypokinesia® *Hypotonia" *Muscle Contractions Inveluntary®
"Oculogyric Crisis* "Parkinsonism® "Rigidity" °Shuffling Gait" “Stiffness” *Tics" or "Tremor' are included
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Table 30. Extrapyramidal Symptous (EPS): ‘Patient Oata Listing (ITT Population) -(continued)
Risperidone )
Dosing Period ] Prolactin-related Side Effect
Set Patient Flag Gender Start End Event Preferred Term Onset End Serious Severity Relationship Action Taken outcome
Date Date ) Date Date
9 A03181 PA MALE O1APRSB 16MAR9S EX%RAPYHAMIDAL EXTRAPYRAMIDAL 15APRS8 22APRS98 NO WMILD DOUBTFUL NONE RECOVERED FROM
SYMPTOM - DISORDER THIS AE
MO#OHS TICS -MUSCLE 22JUL98 14DEC98 NO MODERATE DOUBTFUL NONE RECOVERED FROM
: . CONTRACTIONS ' THIS AE
.;INVOLUNTAHY
i &
VOCALS TICS ' MUSCLE 25FEBOS ONGOING NO MILD . POSSIBLE NONE NOT YET
! . CONTRACTIONS i RECOVERED
f - INVOLUNTARY
A03182 PA MALE OBAPR98 0BAPRSS BRADYKINESTA BRADYKINESIA 17APR98 28AFR88 NO MILD PROBABLE DOSE ADJUSTED RECOVERED FROM
i THIS AE
MILD DECREASE OF HYPOKINESIA 02SEP98 050CT98 NO MILD PROBABLE NONE RECOVERED FROM
PENOULAR ARM MDV THIS AE
RIGIDITY RIGHT HYPERTONIA 050CT98 04JAN9S NO MILD PROBABLE NONE RECOVERED FROM
UPPER LIMB THIS AE
AD3183 PA FEMALE 06MAYS8 21APR98 RIGIDITY LEFT HYPERTONIA 20JANS9 21APRYS NO MILD PROBABLE NONE AECOVERED FROM
UPPER LIMB THIS AE
A03184 PA  MALE  22JUL98 14JUL99 AKATHISIA HYPERKINESIA 22JUL98 28JULYB NO MILD NONE NONE RECOVERED FROM
. THIS AE
BRADYKINESIA BRADYKINESIA 05AUGB8 19AUQHE NO MILD PROBABLE NONE RECOVERED FROM
i THIS AE
| 18NOVSB 1B8DECS8 NO MILD PROBABLE NONE RECOVERED FROM
: THIS AE
§ 14JULSS ONGOING NO MILD PROBABLE NONE NOT YET
i RECOVERED
!
SLOWNESS HYPOKINESIA 25JUL9B 1BAUGHB NO MILD VERY LIKELY NONE RECOVERED FROW
i THIS AE
: 18NOVO8 18DECH8 NO MILD PROBABLE NONE RECOVERED FROM
THIS AE

Note 1) EPS are adverse events classifiedzunder System Organ Class as “Centr & Periph Nervous System ODisorders®

2) EPS classified under Preferred Te?m as "Agitation® "Akathesia" 'Bradykinesia" "'Dyskinesia Tardive' "Dystonia"

“Extrapyramidal Disorder" “Hyperkinesia® "Hyperreflexia® "Hypertonia® "Hypokinesia" 'Hypotonia"" "Muscle Contractions Involuntary

*Oculogyric Crisis* “Parkinsonismf "Rigidity* *Shuffling Gait" "Stiffness" “Tilcs" or "Tremor" are included
i
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Table 30. Extrapyramidal Symptoms (EPS)% Patient Data Listing (ITT Pepulation) -(continued)
i
Risperidone i
Dosing Period ! Prolactin-related Side Effect
Set Patient Flag Gender Start End Event Preferred Term Onset End  Serious Severi{y Relationship Action Taken  Outcome
D Date Date ; Date Date
O A03192 PA  MALE 23FEBO0 21FEBO1 HAND TREMOR TREWOR 27FEBOO 15MAROO NO MILD PROBABLE NONE RECOVERED FROM
. ' THIS AE
i
A03193 PA MALE 1BMAADB 17MARSS GENERALIZED TREMOR 28MARS8 28MARS8 NO MILD POSSIBLE NONE RECOVERED FROM
TREMOR (FOR 15') THIS AE
AD3197 PA MALE 18APROO 10MAYOQ1 HyPOTGNIA HYPOTONIA 18APRO1 DSHAYO1 NO MILD POSSIBLE NONE RECOVERED FROM
; THIS AE
A03208 PA MALE 16JULS7 230CT97 EXTRAPYRAMIDAL EXTRAPYRAMIDAL 30JUL9S7 30JULS7 NO MILD POSSIBLE NONE RECOVERED FROM
SIDE EFFECTS DISORDER THIS AE
A03212 PA FEMALE 17NOV97 23DEC97 PAIN IN RIGHT HYPERTONIA 30NOV97 D1DECS7 NO MILD NONE NONE RECOVERED FROM
ARM, ARNW STIFF ) THIS AE
STIFF MUSCLES HYPERTONTA 15DECS7 19DECY7 YES MILD DOUBTFUL PERMANENT STOP RECOVERED FROM
i THIS AE
STIFF POSTURE HYPERTONIA 22DECY97 23DECH7 NO MILD . DOUBTFUL NONE RECOVERED FROM
s THIS AE
A03225 PA MALE 12SEPS7 2BAUGSB 7: PARKINSONISM EXTRAPYRAMIDAL 04DECS7 ONGOING NO MILD :PHOBABLE DOSE ADJUSTED NOT YET
, DISORDER RECOVERED
AD3228 PA MALE 23JAN98 2BJANSS AKATHISIA HYPERKINESIA 14)MAYS8 12MARSS NO MILD VERY LIKELY DOSE ADJUSTED HECOVERED FROM
. THIS AE
1 :
MILD PARKINSONISM EXTRAPYRAMIDAL 29JANS8 ONGOING NO MILD VERY LIKELY NONE NOT YET
DISORDER : RECOVERED
A03223 PA  MALE  06MAR98 OBJANS9 BILATERAL MILD HYPERTONIA DBAUGY8 03SEF9B8 NO MILD PROBABLE DOSE ADJUSTED RECOVERED FROM
STIFFNESS THIS AE
R SIDED MILD EXTRAPYRAMIDAL 30APR98 0BJANSS NO MILD VERY LIKELY NONE RECOVERED FROM
PARKINSONISM DISOADER THIS AE

Note 1) EPS are adverse events classified under System Organ Class as “‘Centr & Periph Nervous System Disorders*

2) EPS classified under Preferred Térm as "Agitation“ “"Akathesia" "Bradykinesia" "Dyskinesia Tardive" "Dystonia®
"Extrapyramidal Disorder” “Hyperkinesia" "Hyperreflexia® "Hypertonia® “Hypokinesia" "Hypotonia" *Muscle Contractions Involuntary®
‘Oculogyric Crisis* “Parkinsonism* "Rigidity"' *Shuffling Gait" "Stiffness" “Tics’' or *Tremor" are included

i

1
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Table 30. Extrapyramidal Symptoms (EPS): Patient Data Listing (ITT Population) -{(continued)
.Risperidone
Dosing Period . Prolactin-related Side Effect
Set Patient Flag Gender Start  End EVent Preferred Term Onset End Serious Severity Relationship Action Taken  Outcome
D Date Date i Date Date
8 A03229 PA  MALE 06MARSB 0BJANSS SéASMS IN ARMS DYSTONIA 27JUN98 29JUNGB NO MILD POSSIBLE NONE RECOVERED FROMW
: ; THIS AE
23JULS8 20AUGH8 NO MILD POSSIBLE DOSE ADJUSTED RECOVERED FROM
THIS AE
A03230 PA FEMALE 1SMARSA OBAPRG8S PARKINSONISM EXTRAPYRAMIDAL 27MAYSA 010CT98 NO KILD VERY LIKELY NONE RECOVERED FROM
DISORDER & : THIS AE
A03231 PA MALE 27MAR98 25MARS9 ACUTE TORSIOM DYSTONIA 17APRO8 28MAYS8 NO MILD VERY LIKELY DOSE ADJUSTED RECOVERED FROM-
DYSTONIA THIS AE
SLIGHT EXTRAPYRAMIDAL 16APRS8 ONGOING NO MILD VERY LIKELY DOSE ADJUSTED NOT YET
PARKINSONISM DISORDER : RECOVERED
A03232 PA MALE 07SEPSB 21SEP98 ?}AKATHISIA HYPERKINESIA 17DECS8 ONGOING NO MODERATE PROBABLE DOSE ADJUSTED, NOT YET
: , i RECOVERED
A03233 PA FEMALE 020CT98 120CT99 PARKINSONISM EXTRAPYRAMIDAL 090CT98 ONGOING NO MILD VERY LIKELY NONE NOT YET
. : : DISORDER ‘ . RECOVERED
i .
TARDIVE DYSKINESIA 01AUGSS 20DECY99 YES SEVERE VERY LIKELY PERMANENT STOP RECOVERED FROM
DYSKINESIA TARDIVE THIS AE
) (RESTLESS LEGS)
A03251 PA  MALE  10MAR9S 22FEBOB EYEBALLS TURNING OCULOGYRIC 01JUNGB 01JUNSB NO MILD PROBABLE DOSE ADJUSTED RECOVERED FROM
: Up CRISIS THIS AE
EYES PULLED OCULOGYRIC 11JUNSB 11JUNY8 NO MODERATE VERY LIKELY DOSE ADJUSTED RECOVERED FROW
UPWARDS CRISIS : THIS AE
EYES PULLING UP, OCULOGYRIC 08JUNS8 08JUNG8B NO MODERATE POSSIBLE DOSE ADJUSTED RECOVERED FROM
SIDEWAYS CRISIS " : THIS AE
DOWNWARDS .
A03255 PA MALE 130CT98 21SEP99 TﬁEMOR TREMOR 03NOVO8 30NOVEAB NO MILD POSSIBLE NONE RECOVERED FROM
: : THIS AE

1
Note 1) EPS are adverse events classified under System Organ Class as "Centr & Periph Nervous System Disorders®

2) EPS classified under Preferred Term as “Agitation® "Akathesia' ‘Bradykinesia' "Dyskinesia Tardive' "Dystonia®

“Extrapyramidal Disorder" *Hyperkinesia® "Hyperreflexia® "Hypertonia® "Hypokinesia' 'Hypotonia“ "Muscle Contractions Involuntary"

“Oculogyric Crisis" “Parkinsonism* *Rigidity* “Shuffling Gait* *Stiffness" “Tics" or “Tremor" are included
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Table 30. Extrapyramidal Symptoms (EPS): Patient Data Listing (ITT Population) -(coniinued)
Risperidone
) Oosing Period Prolactin-related Side Effect
Set Patient Flag Gender Start End Event Preferred Term Onset End  Serious Severity Relationship Action Taken  Outcome
10 Date Date : Date Date
9 AQ03255 PA MALE 130CT98 21SEPYS ThEMOH OF LEFT TREMOR 28JUN9S 30SEPI9 NO MILD POSSIBLE NONE RECOVERED FROM
HAND : THIS AE
A03259 PA MALE 13APR99 1BAPRO0 TREMOR (HAND) TREMOR 26APROS 26APR99 NO MILD POSSIBLE NONE RECOVERED FROM
THIS AE
A03262 PA MALE OQFEBQQ O7MAROO AkATHISIA HYPERKINESIA 20APR99 18MAYS9 NO " MILD DOUBTFUL NONE RECOVERED FROM
: @ ] - THIS AE
. | ;
AQ3265 ITT MALE 29JUL97 06JULSB H%ND TREMOR TREMOR 29JUL97 05AUGS7 NO MILD NONE NONE RECOVERED FROM
i THIS AE
A03266 PA MALE 150CT97 225EPS8 S%IFF LEG HYPERTONIA 09DECS7 Q9DECI7 NO MILD DOUBTFUL NONE RECOVERED FROM
THIS AE
|
A03278 PA MALE 14NOVS7 16APRSB L&P TREMOR TREMOR D4DEC97 11DEC97 NO MILD POSSIBLE NONE RECOVERED FRGM
) i THIS AE
TARDIVE DYSKINESIA 26MARSA 02APR98 NO MILD VERY LIKELY PERMANENT STOP RECOVERED FROM
DYSKINESIA TARDIVE THIS AE
02APR98 30APRS8 YES MODERATE VERY LIKELY NONE RECOVERED FROM
. THIS AE
A03279 PA  MALE  0BDEC97 O3DECS8 PARKINSONISM EXTRAPYRAMIDAL 14MAY98 ONGOING NO MILD PROBABLE - NONE NOT YET
; DISCRDER RECOVERED
A03284 PA MALE  0BAUGSS 18JANOO MILD TREMOR TREMOR 15AUGE9 ONGOING NO MILD DOUBTFUL NONE NOT YET
! RECOVERED
- ; :
A03285 PA MALE 27FEBSA 04MAR99 MILD PARKINSONISM EXTBAPYRAMIDAL 26MARS8 ONGOING NO MILD . VERY LIKELY NONE NOT YET
i DISORDER RECOVERED
AD328B8 PA MALE 12JUN98 26NOVIA PARKINSONISH EXTRAPYRAMIDAL 1B8JUNS8 010CT98 NO MILD VERY LIKELY NONE . RECOVERED FROM
. DISORDER THIS AE
| )
A03280 PA MALE  230CT98 210CT99 PARKINSONISM EXTRAPYRAMIDAL 04JUNS9 23JULOS ‘NO MILD VERY LIKELY DOSE ADJUSTED RECOVERED FROM
i DISORDER THIS AE
Note 1) EPS are adverse events classified;under System Organ Class as "Centr & Periph Nervous System Disorders"

2) EPS classified under Preferred Term as "Agitation" “Akathesia"

"Bradykinesia® “Dyskinesia Taprdive" “Dystonia’

“Extrapyramidal Disorder" “Hyperkinesia® "Hyperreflexia* "Hypertonia" "Hypokinesia® "Hypotonia® “Muscle Contractions Involuntary"

“Oculogyriec Crisis" "Parkinsonism” *Rigidity" 'Shuffling Gait'

“Stiffness" “Tics" or “Tremor” are included
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Table 30. Extrnpyfanidal Symuptoms (EPS): Patient Data Listing (ITT Pepulation) -(continued)
|

Risperidone .
Dosing. Period Prolactin-related Side Effect
Set Patient Flag Gendep Start  End Evbnt Preferred Term Onset End  Serious Severity Relationship Action Taken  OQutcome
1D Date Date i Date Date
9 AD3295 PA FEMALE 27MAYS97 04JUNSB INCREASED MUSéLE 01JULB7 04JUNY8 NO MILD DDUBTFUL NDNE RECOVERED FROM
GRIMACING CONTRACTIONS THIS AE
i TINVOLUNTARY ’
A03297 ITT WALE 02JUL97 06JULS8 TICS OF THE FACE MUSCLE 17JULB7 17JULS7 NO MILD DOUBTFUL NONE RECOVERED FROM
AND THE NECK CONTRACTIONS . . THIS AE
| INVOLUNTARY '
! : 14AUGB7 06JULY8B NO MILD DOUBTFUL DOSE ADJUSTED RECOVERED FROM
; THIS AE
A03300 PA FEMALE 04DECS7 27N0V68 TREMOR TREMOR 24MAYO8 24MAYS8 NO MILD DOUBTFUL NONE RECOVERED FROM
. i . THIS AE
- i
. | i .
AD3303 PA FEMALE 28JAN98 O6DECEA FIXED MIMIC EXTRAPYRAMIDAL 10FEB98 26FEBY98 NO MODERATE POSSIBLE DOSE ADJUSTED RECOVERED FRDM
i DISORDER : THIS AE
A033D4 PA  MALE 13MAR98 09MARSS Eés EXTRAPYRAMIDAL 14MARB8 14MAR98 YES SEVERE ~ VERY LIKELY NONE RECOVERED FROM
DISORDER ; THIS AE
A03305 PA MALE 18MAR98 17MAROS BRADYKINESIA BRADYKINESIA 02SEP98 ONGOING NO MILD POSSIBLE NONE NOT YET
“SCORE 1-2" " RECOVERED
EXPRESSIVE EXTRAPYRAMIDAL 02SEPS8 ONGOING NO MODERATE POSSIBLE NONE NOTLYET
AUTOMATIC DISORDER RECQVERED
MOVEMENTS “SCORE ’
3 _
A03309 PA MALE 230CT99 270CTO0 AKATHISIA HYPERKINESIA 04NOVO9 10NOVAS NO MODERATE POSSIBLE NONE HECd@ERED FROM
. (SLIGHT) ® d THIS. AE :
A03311 PA MALE 16MAR98 18MAYSB DEFI. SLOWNESS HYPOKINESIA 20APRS8 ONGOING NO MODERATE VERY LIKELY PERWANENT STOP NOT YET
IN MOVEMENTS RECOVERED
MILD DECREASE IN EXTRAPYRAMIDAL 20APRO8 ONGOING NO MILD VERY LIKELY PERMANENT STOP NOT YET

FACIAL EXPRESS DISORDER RECOVERED

Note 1) EPS are adverse events classifiad%under System Organ Class as "Centr & Periph Nervous System Disorders"

2) EPS classified under Preferred Term as "“Agitation" “Akathesia" "Bradykinesia" "Dyskinesia Tardive" 'Dystonia‘ .
"Extrapyramidal Disorder" "Hyperkinesia‘ "Hyperreflexia“ "Hypertonia" °"Hypokinesia" "Hypotonia' "Muscle Contractions Involuntary"
*Oculogyric.Crisis" *Parkinsonism} “Aigidity" "Shuffling Gait" “Stiffness" "Tics* or “Tremor" are included
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si\428\d\analysis\list_eps.sas

SciAn Services Inc. ([Path] Long-term Risperidgne vs Prolactin Pooled analysis - Manuscript Suppert (Final) - 27Sep02.doc)

JJRE 03888795

Confidential/Produced in Litigation Pursuant to Protective Order



Long-term Risperidone Treatment vs Prolactin Levels — Statistical Documentation for Manuscript Support — September 27, 2002 Page
[Page]
Protocols: RIS-CAN-19/RIS-CAN-20, RIS-USA-93/RIS-USA-97 and RIS-INT-41
Janssen-Ortho Inc. - Confidential
Table 30. Extrapyramidal Symptoms (EPS):: . Patient Data Listing (ITT Population) -{continued)
i
Risperidane |
Dosing Period | Prolactin-related Side Effect
i
Set Patient Flag Gender Start End Event Preferred Term Onset End Serious Severity Relationship Action Taken Outcone
iD . Date Date Date Date
9 A03311 PA MALE 16MARSS 18MAY98 MiLD DECREASE OF HYPOKINESIA 20APR9B ONGOING NO © MILD VERY LIKELY PERMANENT STOP NOT YET
) PEND. ARM RECOVERED
MOVEMENT
i
MILD RIGIDITY HYPERTONIA 20APR8 ONGOING NO MODERATE VERY LIKELY PERMANENT STOP NOT YET
RIGHT/LEFT LOWER . RECOVERED
LIMB
MILD RIGIDITY HYPERTONTA 20APR98 ONGOING NO MODERATE VERY LIKELY PERMANENT STOP NOT YET
RIGHT/LEFT UPP. : RECOVERED
LIMB -
A03314 PA MALE 01JUL98 12JANSS BﬁADYKINESIA BRADYKINESIA 27AUG98 09SEP98 NO MILD VERY LIKELY DOSE ADJUSTED RECOVERED FROM
i THIS AE
RIGIDITY HYPERTONIA 27AUGS8 09SEP98 NO MILD . VERY LIKELY DOSE ADJUSTED RECOVERED FROM
) ) THIS AE
A03315 PA MALE 13FEB98 18DEC98 STIFFNESS IN HYPERTONIA 300CT98 02DEC98 NO MILD . NONE NONE RECOVERED FROWM
LEGS AND ARMS . THIS AE
DURING THE DAY .
BUT LESS
INTENSITY
slrIFFNEss IN HYPERTONIA 158EP98 28SEPS8 NO MILD PROBABLE DOSE ADJUSTED RECOVERED FROM
LEGS AND ARMS THIS AE
ESPECIALLY IN
THE EVENING
AD3317 PA FEMALE 03NOV98 09DEC99 AkATHISIE HYPERKINESIA 08NOVI8 07JANSS NO MODERATE NONE NONE AECOVERED FROM
; : THIS AE
! 11MAY99 16AUG99 NO MILD NONE NONE AECOVERED FROM
: THIS AE
RiGIDITY HYPERTONIA 08NOVS8 07JANSS NO MILD NONE NONE RECOVERED FROM
RIGHT/LEFT LOWER THIS AE
LIMB

Note 1) EPS are adverse events classified under System Organ Class as "Jéentr & Periph Nervous System Disorders'

2) EPS classified under Preferred Term as ‘Agitation" “Akathesia" “Bradykinesia® "Dyskinesie Tardive" *Dystonia'

‘Extrapyramidal Disorder* “Hyperkinesia" “"Hyperreflexia" “Hypertonia" "Hypokinesia" “Hypotonia® “Muscle Contractions Involuntary"

“Oculogyric Crisis" “Parkinsonism" "Rigidity* *Shuffling Gait" “Stiffness" "Tics" or “Tremor” are included
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Table 30. Extrepyrasidal Symptoms (EPS): Patient Data Listing (ITT Population) -(continued)

Page

Risperidone
Dosing Period Prolactin-related Side Effect
Set Patient Flag Gender 8tart End Event Preferraed Term Onset End Serious Severity Relationship Action Taken  Outcome
1D Date Date ' » Date Date
9 A03317 PA FEMALE O3NOV98 09DECS9 RiGIDITY HYPERTONTIA 09FEBBY 12APRY9 NO MILD NONE NONE RECOVERED FROM
RIGHT/LEFT LOWER THIS AE
Lime
RIGIDITY HYPERTONIA 19NOV98 30NOVO8 NO MILD NONE NONE RECOVERED FROM
RIGHT/LEFT UPPER : ' THIS AE
LIMB )
TREMOR TREMOR 09DEC99 ONGOING NO MODERATE NONE NONE NOT YET
RIGHT/LEFT UPPER RECOVERED
L%MB
A03319 PA  MALE  31MARS9 DBSEPS9 STIFFNESS OF HYPERTONIA 07JUNS9 ONGOING NO MILD VERY LIKELY NONE NOT YET
s ) URPER LEGS AND . J RECOVERED
FAIN ,CHILD HITS
AT UPPER LEGS
A03322 PA MALE  ODODECS8 O7OEC9 LIGHT BRADYKINESIA 06MAYS9 07JUN9S NO MILD POSSIBLE NONE RECOVERED FROM
. BH%DYKINESIA THIS AE '
LITTLE DECREASE  EXTRAPYRAMIDAL 06MAY99 07JUN9YS NO MILD POSSIBLE NONE RECOVERED FROM
OF} MIMIC DISORDER THIS AE
" PATIENT TOLD HYPOKINESIA 09MARS9 O7DECY9 NO MILO POSSIBLE NONE RECOVERED FROM
ABOUT FEELING OF THIS AE
SLOWLINESS
PATIENT TOLD HYPOKINESIA 08FEBS9 09MAR9S NO MILD POSSIBLE NONE RECOVERED FROM
ABOUT FEELING OF o THIS AE
SLOWLINESS
TREMOR AND
INCREASED
4 SALIVATION ,
PATIENT TOLD TREMOR 06SEPS9 O6SEPYS NO HILD POSSIBLE NONE RECOVERED FROM

ABOUT . SHAKING
ARD TREMOR

Nots 1) EPS are adverse events classifiediunder System Organ Class as "Ceptr & Periph Nervous System Disorders"

2) EP8 classified under Preferred Tekm as "Agitation" "Akathesia' "Bradykinesia" “Dyskinesia Tardive" "Dystonia®
"Extrapyramidal Disorder® “Hyperkinesia" "Hyperreflexia" “Hypertonia" "Hypokinesia"' "Hypotonia' “Muscle Coptractions Involuntary"
*Oculogyric Crisis* *Parkinsonism! *Rigidity" 'Shuffling Gait® "Stiffness® "Tics" or "Tremor" are included

SciAn Services Inc. ([Path} Long-term Risperidbne vs Prolactin Pooled analysis - Manuscript Support (Final) - 27Sep02.doc)
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Janssen-Ortho Inc. - Confidential :

Table 30. Extrapyramidal Symptons (EPS)::Pntient Data Listing (ITT Populatiaon} -(continued)

i
P
'

Page

Aisperidone
Dosing Period Prolactin-related Side Effect
Set Patient Flag Gender Start  End Event Preferred Term Onset End Serious Severity Relationship Action Taken  Outcome
iD d Date Date : Date Date
9 A03322 PA MALE 09DEC98 07DEC99 PATIENT TOLD TREMOR (07DEC99 O7DECY9 NO MILD POSSIBLE NONE RECOVERED FROM
. ’ ABOUT SHAKING ' THIS AE
AND TREMOR
TREMOR l TREMOR 30DECY8 07JANSY NO MILD POSSIBLE NONE RECOVERED FROM
] . THIS AE
A03325 PA MALE 110CT99 080CTO0 RESLESSNESS HYPERKINESTA 110CT99 OBNOVES NO MILD DOUBTFUL NONE ‘ARECOVERED FROM
(PATIENT TOLD : THIS AE
ABOUT) :
RESTLESSNESS HYPERKINESIA 12APRO0 ONGOING NO MILD NONE NONE NOT YET
(PATIENT RECOVERED
REFORTED)
A03330 PA MALE 20MAY98 21APR99 AKINESIA HYPOKINESIA 20MAYSB 20MAYHS8 YES MODERATE VERY LIKELY NONE RECOVERED FROM
, THIS AE
A03331 PA MALE 31JULS8 14JULS9 TREMORS ’ TREMOR 26JAN99 20APR9YS NO MILD POSSIBLE NONE RECOVEREOQ FROM
RIGHT/LEFT UPPER THIS AE
. LINB
A03335 PA  WALE OBFEBOO O1FEBO1 TWMPRESSION OF HYPOKINESIA 07SEPO0 OBNOVOO NO MODERATE DOUBTFUL DOSE ADJUSTED RECOVERED FROM
SLOWNESS : THIS AE
TﬁEMORS TREMOR 27FEBOO OBMAROO NO MILD DOUBTFUL NONE RECOVERED FROM
: THIS AE
TREMORS LEFT ARM TREMOR 03AUG00 0BNOVOO NO MILD DOUBTFUL NONE RECOVERED FROM
AND LEG THIS AE
i
A03336 PA MALE 13AUGO9 14AUGOD IMPRESSION OF HYPOKINESIA 07SEP99 100CTS9 NO MILD NONE NONE RECQVERED FROM
SLOWNESS THIS AE
|
RESLESS HYPERKINESIA 14AUGO0 ONGOING NO MILD NONE NONE NOT YET
RECOVERED

Note 1) EPS are adverse events classified under System Organ Class as “Centr & Periph Nervous System Disorders®

2) EPS classified under Preferred Tefm as "Agitation® "Akathesia' "Bradykinesia' “Oyskinesia Tardive* “Dystonia®

"Extrapyramidal Disorder® “Hyperkinesia' *“Hyperreflexia" "Hypertonia® "Hypokinesia" "Hypotonia® “Muscle Contractions Involuntary"

"Oculogyric Crisis’ “Parkinsonism; *Rigidity" *Shuffling Gait” "Stiffness" "Tics* or "Tremor" are included

SciAn Service‘S Inc. ([Path] Long-term Risperld_‘one vs Prolactin Pooled analysis - Manuscript Support (Finatl) - 27Sep02.doc)
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i
Table 30. Extrapyramidal Symptoms (EPS): ratient Data Listing (ITT Population) -{continued)
|
Risperidone
Dosing Period Prolactin-related Side Effect
Bet Patient Flag Gender 8tart End Evént Preferred Term Onset End Serious Severity Relationship Action Taken Outcome
ID . Date Date Date Date
3 i i
9 A03336 PA MALE 13AUGY99 14AUGOO STIFFNESS HYPEATONIA 07SEP29 100CTSS NO MILD NONE NONE RECOVERED FROM
? THIS AE
A03338 PA MALE 12MAY89 0Q9MAYDO BRADYKINESIA BRADYKINESIA 13JUL99 10AUGES NO MILD DOUBTFUL NONE RECOVERED FROM
\ ’ THIS AE
: 07SEP99 1B80CT98 NO MILD DOUBTFUL NONE AECOVERED FROM
i ' THIS AE
IMFRESSION oF HYPOKINESIA 01JUNSS 180CTS8 NO MILD DQUBTFUL NONE AECOVERED FROM
SLOWNESS THIS AE
SfIFFNESS HYPERTONTIA 01JUNSS 10JUNSS NO MILD DOUBTFUL NONE RECOVERED FROM
(§LIGHT) THIS AE
A03350 PA MALE 208EPS9 21AUGOO SEOWNESS HYPOKINESIA 040CT99 110CT98 NO MILD DOUBTFUL NONE RECOVERED FROM
! THIS AE
A03351 PA FEMALE 18MAY99 02NOVB9 SLOWINESS HYPOKINESIA 2BMAY9S 06JUNSS NO MILD DOUBTFUL NONE RECOVERED FROW
THIS AE
A03354 PA  MALE  16DEC99 18DECO0 RESTLESSNESS HYPERKINESIA 11MAYQ0 07JUNCO NO MILD NONE NONE RECOVERED FROW
’ (PATIENT THIS AE
REPORTED)
RESTLESSNESS IN  HYPERKINESIA 14MARO0 10APROQ NO MODERATE NONE DOSE ADJUSTED RECOVERED FROM
THE MORNING THIS AE
A03361 ITT MALE 04FEBQO 19JANO1 SLIGHT TREMOR 300CTO0 ONGOING NO MILD POSSIBLE NONE NOT YET
FINE-MOTOR ' RECOVERED
TREMOR QVER THE
WHOLE BoDY
A03367 PA MALE 27DEC9S 16FERQ1 TIC MUSCLE 18MAY0O 190CTO0Q NO MILD NONE NONE RECOVERED FROM
CONTRACTIONS THIS AE
INVOLUNTARY
200CTO0 ONGOING NO MODERATE NONE NONE NOT YET
. RECOVERED

Note 1) EPS are adverse events classified:under System Organ Class as "Centr & Periph Nervous System Disorders'

2) EPS dlassified under Preferred Term as “Agitation" "Akathesia" "Bradykinesia" "Dyskinesia Tardive"

*Extrapyramidal Disorder* "Hyperkinesia® “"Hyperreflexia“ "Hypertonia" “Hypokineaia“ "Hypotonia"' “Muscle Contractions Involuntary"

"Oculogyrlc Crisis" “Parklnsonism" "Rigidity" "Shuffling Gait" "Stiffness" "Tics"

or "Tremor" are included

SciAn Services Ine. ([Path] Lang-term Risperidone vs Prolactin Pooled analysis - Manuscript Support (Final) - 278ep02.doc)
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Table 30. Extrapyramidal Syeptoms (EPS)Q Patient Data Listing (ITT Population) -(continued)
Risperidone
Dosing Period Prolactin-related Side Effect _
Set Patient Flag Gender Start End Event Preferred Term Onset End Serious Severity Relationship Action Taken  Outcoue
ID Date Date i Date Date
]
9 A03367 PA MALE 27DEC99 16FEBO1 TIC(SEE MEDICAL MUSCLE 03MAROO 1BMAY0D NO MODERATE NONE NONE RECOVERED FROM
HISTORY) CONTRACTIONS THIS AE
; INVOLUNTARY
| .
A03385 PA MALE O7AFR00 10APRO1 FEELING OF BRADYKINESIA 08APROO 14APRO0 NO MILD VERY LIKELY NONE RECOVERED FROM
SLOWNESS THIS AE
[ :
MORE TICS MUSCLE 09AFRQQ 20MAYQQ NO MODERATE DOUBTFUL NONE RECOVERED FROM
: CONTRACTIONS THIS AE
INVOLUNTARY
30SEPOO0 15JANO1 NO MILD DOUBTFUL NONE RECOVERED FROM
i THIS AE
A03396 PA MALE 17DECS8 17DEC99 IMPRESSION OF HYPOKINESIA 30DECSB 15JANSS NO MILD POSSIBLE DOSE ADJUSTED RECOVERED FROM
‘ SLOWNESS THIS AE
AD3411 PA MALE 210CT98 150CT99 MYOCLONUS (RIGHT MUSCLE 17FEB99 31MAYSS NO MILD POSSIBLE NONE RECOVERED FROM
: SHOULDER) CONTRACTIONS THIS AE
i INVOLUNTARY
ﬁYOCLONUS - LIKE MUSCLE 228EP99 ONGOING NO MILD DOUBTFUL NONE NOT YET
MOVEMENT OF CONTRACTIONS . RECOVERED
: RIGHT SHOULDER  INVOLUNTARY :
AD3416 fA MALE 11FEB99 0SFEBOO AKATHISIA HYPERKINESIA 07APRO9 06MAY99 NO MILD POSSIBLE DOSE ADJUSTED RECOVERED FROM
; i THIS AE
] !
A03425 PA MALE 230CTS8 130CTH9 HOSPITALISATION HYPERTONIA 23NOV98 ONGOING YES MODERATE NONE NONE NOT YET
T0 TREAT THE . RECOVERED
"KNEE RIQIDITY
i
A03432 PA FEMALE 18JUNS9 20JUNOO ACUT DYSTONIA DYSTONIA 08SEPY9 08SEF9S' YES MODERATE VERY LIKELY TEMPORARY STOP RECOVERED FROM
g THIS AE
i
AD3437 PA MALE 21DECS98 15DECS9 AKATHIS!A HYPERKINESIA 18MAR99 17APRSS NO MODERATE POSSIBLE DOSE ADJUSTED RECOVERED FROM
THIS AE '

Note 1)

2) EPS classified under Preferred Term as "Agitation® "Akathesia®

i

"Bradykinesia” “Dyskinesia Tardive"

EPS are adverse events classified under System Organ Class as "Centr & Periph Nervous System Disorders®

“Dystonia"

“Extrapyramidal Disorder" “Hyperkinesia® "Hyperreflexia' ‘Hypertonia" "Hypokinesia® “Hypotonia‘ “Muscle Contractions Involuntary‘
"Oculogyric Crisis" “Parkinsonism' “Rigidity® "Shuffling Gait" ‘'Stiffness" "Tics" or "Tremor" are included

SclAn Sarvices Inc. ([Path] Long-term Risperidone vs Prolactin Pooled analysis - Manuscript Support (Final) - 27Sep02,doc)
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Table 30. Extrapyramidal Sysptoms (EPS):E Patient Data Listing (ITT Population) ~(continued)

Risperidone i
Dosing Period Prolactin-related 8ide Effect
Set Patient Flag Gender Start End Event Preferred Term Onset End Serious Severity Relationship Action Taken  Outcome
D Date Date : Date Date
I
9 AD3437 PA MALE 21DEC98 15DEC98 BRADYKINESIA BRADYKINESIA 18JAN9S 21JANBYS NO MILD POSSIBLE DOSE ADJUSTED RECOVERED FROM
. THIS AE
ShSPESSION OF BRADYKINESIA 18JANSS 21JANS9S NO MILD PROBABLE DOSE ADJUSTED RECOVEREQ FROM
SLOWNESS g THIS AE
A03447 ITT MALE 07JULEO 13JULOO TREMORS TREMOR 03DECS9 ONGOING NO .~ MILD POSSIBLE NONE NOT YET
’ RECOVERED
A03466 PA MALE 11NOVO8 08NOVI9 BhADYKINESIA BRADYKINESIA 13JAN9S 20JANSS ND MILD POSSIBLE DOSE ADJUSTED RECOVERED FROM
" THIS AE
A03475 PA MALE 16DEC98 DBDECS9 BRADYKINESIA BRADYKINESIA 30DECY8 D5JANSS NO MILD POSSIBLE NONE RECOVERED FROWM
: ’ H ' THIS AE
A03482 PA FEMALE 12JANOS 25JANDO ESRS TRANSIENTLY EXTRAPYRAMIDAL O2FEBG9 0BFEBOS NO MILD VERY LIKELY DOSE ADJUSTED RECOVERED FROM
. INCREASED DISOADER THIS AE
A03487 PA MALE 21SEP98 28SEF99 HYPERK. HYPERKINESIA 06APR9S8 29JUNSS NO MODERATE DOUBTFUL NONE RECOVERED FROM
: . THIS AE
AQ03485 PA MALE 16SEP9B 28SEPO9 +:ESRS (MILD) EXTRAPYRAMIDAL 29JAN9S O1MARSS NO MILD PROBABLE DOSE ADJUSTED RECOVERED FROM
;_ DISORDER THIS AE
RIGIDITY . HYPERTONIA 29JAN99 01MARS9 NO MILD PROBABLE DOSE ADJUSTED RECOVERED FROM
: s THIS AE .
|
AQ03490 PA MALE 28JANSS 20JANOO HYPOMIMIC . EXTRAPYRAMIDAL 24JUNSS 01AUG99 NO MILD VERY LIKELY NONE RECOVERED FROM
. DISORDER THIS AE
A03497 PA MALE 07DECBB 02DEC99 IMPRESSION OF HYPOKINESIA 01JUNSS 01JUNSS NO MILD VERY LIKELY NONE RECOVERED FROM
E SLOWNESS IN . THI8 AE
MOVEMENTS
A03517 PA FEMALE 27APR99 10APROC HYPOMIMIA, EXTRAPYRAMIDAL 25MAY99 17JULS9 NQ MILD VEAY LIKELY NONE RECOVERED FROM
BORDERLINE DISORDER THIS AE
RIQIDITY

Note 1) EPS are adverse events classified under System Organ Class as “Centr & Periph Nervous System Disorders"
i

2) EPS classified under Preferred Térm as *Agitation® "Akathesia® 'Bradykinesia' "Dyskinesia Tardive' "Dystonia®
“Extrapyremidal Disorder* °Hyperkinesia' "Hyperreflexia" 'Hypertonia" 'Hypokinesia' "Hypotonia" 'Muscle Contractions Involuntary*
"oculogyric Crisis* *Parkinsonism® “Rigidity® "Shuffling Gait" 'Stiffness® *Tics® or "Tremor are included
! 27SEP02 14:35
s:\428\d\analysis\list_eps.sas
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Table 30. Extrapyramidal Symptoms (EPS)::Patient Data Listing (ITT Population) -(continued)
Risperidaone '
Dosing Period Prolactin-related Side Effect
Set Patient Flag Gender Start  End " Ebent Preferred Term Onset End Serious Severity Relationship Action Taken Outcone
1D Date Date g Date Date :
g9 A03522 PA MALE  3DNOV98 OBDECS9 ES (EXTRAPYRAMID) EXTRAPYRAMIDAL 11SEP99 OBNOVOS NO MODERATE VERY LIKELY DOSE ADJUSTED RECOVERED FROM
DISORDER 25 THIS AE
EXTRAPYRAM. EXTRAPYRAMIDAL 09DEC98 14DECS8 NO MILOV VERY LIKELY DOSE ADJUSTED RECOVERED FROM
SYMPT. DISORDER ’ THIS AE
A03560 ITT MALE 31MAROQ 03APRO1 BRADYKINESIA BRADYKINESIA 01MAY0O 26MAY00 NO " MILD VERY LIKELY NONE RECOVEREQ FROM
. . THIS AE
PASSIVITY HYPOKINESIA 01MAYDO 26MAY0Q0 NO MILD VERY LIKELY NONE RECOVERED FROM
: THIS AE
SLOWNESS HYPOKINESIA 01MAYD0 26MAYQ0 NO %:MILD VERY LIKELY NONE RECOVERED FROM
- THIS AE
A03576 PA  MALE  1BNOV99 15JUNOO ACUTE DYSTONIA DYSTONIA 06DEC99 160ECH8 NO " MODERATE POSSIBLE 00SE ADJUSTED RECOVERED FROM
. IN JAW : THIS AE
RIGIDITY IN LIMBS HYPERTONIA 0BDECS9 O09DECSS8 NO MILD POSSIBLE DOSE ADJUSTED AECOVERED FROM
: THIS AE
TREMOR IN RIGHT  TREMOR 06DECS9 16DECH9 NO MILD POSSIBLE DOSE ADJUSTED RECOVERED FROM
AND LEFT UPPER THIS AE
LIMB
A03637 PA MALE  07JUNOO 23AUGOQ0 (éETTING UP AND  HYPERKINESIA 05JULDO 23AUGO0 NO SEVERE DOUBTFUL PERMANENT STOP RECOVERED FROM
SITTING DOWN) THIS AE
REPETITIVE d
STEREOTYPY
AD3640 PA MALE 15JUNOO 23MAYQ1 XNCHEASED TREMOR TREMOR 01MAYO1 ONGOING NO MODERATE DOUBTFUL NONE NOT YET
. , RECOVERED
AD3641 PA FEMALE 27MAROO 30MAYO1 RESTLESSNESS HYPERKINESIA 03FEBD1 O1APRO1 NO MODERATE. DOUBTFUL NONE - RECOVERED FROM
! THIS AE

i

Note 1) EPS are adverse events classifiadlunder- System Organ Class as "Centr & Periph Nervous Sys'ﬂém Disorders”

2) EPS classified under Preferred Term as "Agitation" "Akathesia® “Bradykinesia” “Dyskinesia{Thrdive" "Dystuniﬁ'
“Extrapyramidal Disorder" “Hyperkinesia® "Hyperreflexia" ‘Hypertonia® "Hypokinesia' *Hypotonia® "Muscle Contractlens Involuntary”
"Oculogyric Crisis® “Parkinsenism' "Rigidity" "Shuffling Gait" "Stiffness" "Tics" or “Tremor‘ are included

SciAn Services Inc. ([Path] Long-term Risperidon.e vs Prolactin Pooted analysis - Manuscript Support (Final) - 27Sep02.doc)
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Table 30. Extrapyramidal Symptows (EPS): Patient Data Listing (ITT Population) -(continued)
Risperidone :
Dosing Pepriod : Prolactin-related Side Effect
Set Patient Flag Gender Start End Eﬁent Preferred Term Onset End Serious Severity Relationship Action Taken Ooutcome
1D Date Date i Date Date '
. . i
9 A03650 PA FEMALE 05JULOO 28MARO1 AKATISIA HYPERKINESIA 14JULOO 25JULOD NO MODERATE PROBABLE NONE AECOVERED FROM
THIS AE
i 2
. 26JULOO0 ONGOING NO MILD PROBABLE NONE NOT YET
:' » RECOVERED
A03661 ITT MALE  07JUNOO 20JUNDO OCULOGYRIC CRISIS OCULOGYRIG 0SJUNOO DS9JUNOD YES . MILD VERY LIKELY TEMPORARY STOP RECOVERED FROM
| CARISIS THIS AE
A03663 ITT FEMALE 07JUNOO 20JUNOO OCULOGYRIC CRISIS OCULOGYRIC 0SJUNOO 0SJUNOO YES MILD VERY LIKELY TEMPORARY STOP RECOVERED FROM
i CRISIS THIS AE
| .
A03676 PA  MALE  27JUNOO 26JUND1 PSYCHOMOTOR HYPOKINESIA 22AUG00 050CTO0 NO MODERATE NONE NONE RECOVERED FROM
’ RETARDATION THIS AE
| . .
A03677 PA  MALE  23JUN0O 08JULO1 DYSTANIA DYSTONIA 06JULOO 06JULOOG NO MODERATE VERY LIKELY NONE RECOVERED FROM
5 i THIS AE
! 09JULOO 09JULCO NO SEVERE VERY LIKELY NONE RECOVERED FROM
| THIS AE
AD3681 PA  FEMALE 26JUNO0 23JULO{ DYSTONIA DYSTONIA 01NOV0OO ONGOING NO MILD VERY LIKELY DOSE ADJUSTED NOT YET
RECOVERED
HEAD TILTING MUSCLE 0B8FEBD1 ONGOING NO MODERATE POSSIBLE NONE NOT YET
CONTRACTIONS 8 RECOVERED
INVOLUNTARY
RIGIDITY IN HYPERTONIA 01JANO1 ONGOING NO MILD VERY LIKELY DOSE ADJUSTED NOT YET
EXTREMITIES RECOVERED
A03710 PA  MALE 27AUGS9 01SEPOQ MILD NECK HYPERTONIA 21SEP99 228EPS9 NO MILD DOUBTFUL NONE RECOVERED FROM
STIFFNESS ' THIS AE
A03733 PA MALE 060CT99 040CTOO MILD. TREMOR OF TREMOR 040CTOO0 ONGOING NO MILD PROBABLE NONE NOT YET
' LFFT UPPER LIMB RECOVERED
MILD TREMOR OF TREMOR 270CT99 ONGOING NO MILD PROBABLE NONE NOT YET

UPPER LIMBS BIL.
Note 1) EPS are adverse events classifiediunder System Organ Class as “Centr & Periph Nervous System Disorders*

2) EPS classified under Preferred Term as "Agitation" ‘Akathesia” "Bradykinesia" “Dyskinesia Tardive® "Dystonia®

AECOVERED

"Extrapyramidal Disorder" “Hyperkinesia" 'Hyperreflexia" 'Hypertonia® "Hypokinesia' "Hypotonia' ‘Muscle Contractions Involuntary®

"Oculogyric Crisis* ‘Parklnsonlsm“ “ﬂigldlty" “Shuffling Gait* "Stiffness" "Tics" or 'Tremor" are included
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Table 30. Extrapyramidal Symptoms (EPS): Patient Data Listing (ITT Populatien) -{continued)

Risperidone
Dosing Period Prolactin-related Side Effect
Set Patient Flag aender Start End Event Preferred Term Onset End Serious Severity Relationship Action Taken  Outcome
Date Date : Date Date
9 A03734 PA MALE 0BDEC99 10MAYOO IMPRESSION OF HYPOKINESIA 29DEC99 05APRO0 NO MILD PROBABLE NONE RECOVERED FROM
SLOWNESS . THIS AE
A03735 PA  MALE  22MARDO 28MARO1 IMPRESSION OF HYPOKINESIA 28JUNOO 05SEPOO NO : MILD PROBABLE NONE RAECOVEAED FROW
SLOWNESS ) THIS AE
MODERATE TREMOR TREWMOR 06SEP0O0 27MARO1 NO " MODERATE PROBABLE NONE RAECOVERED FROM
OF THE LEFT HAND ) THIS AE
TREMOR OF LEFT TREMOR 28JUNOO O5SEPOO NO ) MILD PROBABLE NONE RECOVERED FROM
HAND THIS AE
A03737 iTT MALE  24MAROO 14MARO1 AkATHISIA HYPERKINESIA 1BMAY00 OGAUGOd NO MODERATE VERY LIKELY NONE RECOVERED FROM
: . THIS AE
Lo
AKATHISIA, HYPERKINESIA 13APROD 09AUGOO NO MILD DOUBTFUL NONE RECOVERED FROM
. SEVERITY VARYING THIS AE
SLOWNESS BRADYKINESIA 18MAYOD 12SEPOD NO MODERATE PROBABLE NONE ) RECOVERED FROM
3 . THIS AE
13SEPOD 13DECO0 NO MILD PROBABLE NONE RECOVERED FROW
THIS AE
HYPOKINESIA 20APROO 17MAY0O0 NO MILD PROBABLE NONE RECOVERED FROM
) ’ THIS AE
A03741 PA  MALE  20DEC99 OSDECO0C BRADYKINESIA BRADYKINESTA 10APRDO Q3SEPOO NO MILD PROBABLE NONE RECOVERED FRON
’ : THIS AE
RIGIDITY LEFT HYPERTONIA 04SEPD0 04DECOQ0 NO MILD VERY LIKELY NONE. RECOVERED FROW
LOWER -LIMB THIS AE
O5DECOQ0 ONGOING NO MODERATE VERY LIKELY NONE NOT YET
RECOVERED
RIGIDITY RIGHT + HYPERTONIA 14FEBOO 08APRO0 NO SEVERE VERY LIKELY NONE RECOVERED FROM

LEFT LOWER LIMB THIS AE

Note 1) EPS are adverse events classified under System Organ Class as “Centr & Periph Nervous System Disorders®

2) EPS classified under Preferred Térm as 'Agitation* “Akathesia" ‘Bradykinesia" "Dyskinesia Tardive" "Dystonla
“Extrapyramidal Disorder® “Hyperkinesia® "Hyperreflexia® 'Hyperfonia" "Hypokinesia" "Hypotonia‘ "Muscle Contractions Involuntary’
“Oculogyric Crisis® “Parkinsonism® "Rigldity" *Shuffling Gait" "Stiffness" "Tics" or “Tremor" are included
' =0 ' 27SEP02 14:35
| : : s:\428\d\analysis\list_eps.sas
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Table 30. Extrapyramidal Symptoms (EPS): Patient Data Listing (ITT Population) -(contﬁnued)
Risperidone :
Dosing Period Prolactin-related Side EfTect
Set Patient Flag Gender Start End Event Preferred Term Onset End  Serious Severity Relationship Action Taken  Qutcome
D Date Date Date Date
9 A03741 PA  MALE  20DECS8 05DEC00 ﬁIGIDITY RIGHT + HYPERTONIA 10APRO0 O7MAY0O NO MODERATE VERY LIKELY NONE RECOVERED FROM
4 LEFT 'LOWER LIMB THIS AE
: . QBMAYOO 038EPO0 NO WMILD VERY LIKELY NONE RECOVERED FROM
f THIS AE
ﬁIGIDITY RIGHT HYPERTONIA 048EP0O0 ONGOING NO . MODERATE VERY LIKELY NONE NOT YET
HOWER L IMB RECOVERED
éTIFFNESS HYPERTONIA 14MAROQ Q7MAYOOQ NO WMILD PROBABLE NONE RECOVERED FROW
. i 2 THIS AE
i e .
AD3742 PA MALE 01FEBOD OSFEBO1 AKATHISIA HYPERKINESIA 08FEBOO 20FEBOG NO MILD PROBABLE NONE RECOVERED FRQOM
i THIS AE
27MARDO 02MAYOO NO MODERATE VERY LIKELY DOSE ADJUSTED RECOVERED FROM
i THIS AE
! D3MAYDO 10AUGOO NO MILD VERY LIKELY NONE RECQVERED FROM
. THIS AE
11AUGOO ONGOING NO MODERATE VERY LIKELY NONE NOT YET
f RECOVERED
IMPHESSION OF HYPOKINESIA 23JUNDO 10AUGOO NO MILD PROBABLE NONE RECOVERED FROMN
SFOWNESS THIS AE
QCULQGYRIC CRISIS OCULOGYRIC 27MAROO 02MAY00 NO MILD PROBABLE DOSE ADJUSTED RECOVERED FROM
i CRISIS : THIS AE
dIGIDITY HYPERTONIA 27MARQ0 18JULO0 NO MILO VERY LIKELY DOSE ADJUSTED RECOVERED FROM
i THIS AE
SLOWNESS HYPOKIWESTIA 23JUNOO 10AUGOO NO MILD PROBABLE NONE RECOVERED FROM
THIS AE
STIFFNESS HYPERTONIA 27MAR0O 18JUL.DO NO MILD PROBABLE DOSE ADJUSTED RECOVERED FROW
THI8 AE
10NOVOO D8BFEBO1 NO MILD PROBABLE NONE RECOVERED FROM
THIS AE

Note 1) EPS .are adverse events classified under System Organ Class as "Centr & Periph Nervous 8ystem Disorders'

2) EPS classified under Preferred T
© "Extrapyramidal Disorder" “Hyper
"Oculugyr-_ic Crisis" "Parkinsonis

erm as “Agitation" “Akathesia" “Bradykinesia" "Dyskinesia Tardive® "Dystonia’
kinesia“ “Hyperreflexia® “Hypertonia® ‘Hypokinesia" “Hypotonia" "Muscle Contractions Involuntary®
m' *Rigidity" 'Shuffling Gait" “Stiffness" "Tics" or "Tremor" are included
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Table 30. Extrapyramidal Sysptoms (EPS): Patient Data Listing (ITT Population) -{continued)

Risperidone
) Dosing Period Prolactin-related Side Effect
8et Patient Flag Gender Start End Event Preferred Term Onset End Serious Severity Relationship Action Taken  Qutcome
D Date Date ) Date Date
— i -
9 A03742 PA MALE O1FEBOO OSFEBO1 TORSION DYSTONIA DYSTONIA 28FEBOO 2B6MARQO NO MILD VERY LIKELY NONE RECOVERED FROM
( THIS AE
JAW, TONGUE, LIPS) )
A03923 PA  MALE  21MAY99 09JUNOO ABNORMAL EYE OCULOGYRIGC 09SEPS8 03FEBOO NO MILD POSSIBLE DOSE ADJUSTED RECOVERED FROM
MOVEMENTS CRISIS . THIS AE
BHAbYKINESIA BRADYKINESIA 09SEPS9 03FEBOO NO MILD POSSIBLE NONE RECOVERED FROM
THIS AE
A03529 PA  MALE  29MAROO 170CTO0 NOSE/LIP TIC MUSCLE 1B6AUGOD ONGOING NO WMILD POSSIBLE NONE NOT YET
CONTRACTIONS RECOVERED
INVOLUNTARY
A03934 PA  MALE  17APRSS 15MAROO THEMORS TREMOR 1BMAYBO 1BMAYO9 NO MILD POSSIBLE NONE RECOVERED Fhom
THIS AE
A03935 PA  MALE  10MAY99 01DEC99 DIMINISHED EXTRAPYRAMIDAL 25MAY99 ONGOING NO MILD PROBABLE 00SE ADJUSTED NOT YET
. ' FACIAL EXPRESSION DISORDER : RECOVERED
i i
EXTRAPYRAMIDAL EXTRAPYRAMIDAL 15NOVS9 28NOVES NO MODERATE VERY LIKELY TEMPORARY STOP RECOVERED FROM
S}DE EFFECTS DISORDER THIS AE
A03936 PA  MALE  16WAR99 15MAROO EYE BLINK MUSCLE 21DECS9 ONGOING NQ MILD DOUBTFUL NONE NOT YET
i CONTRACTIONS RECOVERED
: INVDLUNTARY
siIFF HYPERTONIA 04JULS9 05JUL.99 NO MILD DOUBTFUL NONE RECOVERED FROM
: THIS AE
A035838 PA  MALE  27MAY99 24MAY00 AKINESIA HYPOKINESIA 25AUG99 220CT99 NO MILD PROBABLE NONE RECOVERED FROMW
THIS AE
E:YE TICK JERKING MUSCLE 070CT99 220CTS8 NO MODERATE VERY LIKELY TEMPORARY STOP RECOVERED FROM
MOVEMENTS CONTRACTIONS THIS AE
: INVOLUNTARY

3 i
Note 1) EPS are adverse events classified under System Organ Class as "Centr & Periph Nervous System Disorders’

2) EPS classified under Preferred Term as "Agitation" “Akathesia" "Bradykinesia" "Dyskinesia Tardive“ "Dystonia‘
"Extrapyramidal Disorder’ “Hyperkinesia' "Hyperreflexia® “Hypertonia" “Hypokinesia" “Hypotonia" "Muscle Contractions Involuntary®
“Oculogyric Crisis" "Parkinsonism® “Rigidity* "Shuffling Gait" 'Stiffness® "Tics" or “Tremor" are included
278EP02 14:35
s:\428\d\analysis\list_eps.sas
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Table 30. Extrapyramidal Symptoms (EPS): Patient Data Listing (ITT Population) -(continued)
Aisperidone i
Dosing Period Prolactin-related Side Effect
Set Patient Flag Gender Start End Event Preferred Term Onset End Serious Severity Relationship Action Taken  Outcome
ID Date Date Date Date
9 A03945 PA MALE 01JUL99 22JUNOO INCREASED HYPERKINESIA 210CT99 Q7DEC98 MO MILD DOUBTFUL NONE RECOVERED FROM
ACTIVITY LEVEL THIS AE
|
SWINGS FEET AND  HYPERKINESIA 15AUG99 02SEP98 NO MILD DOUBTFUL NONE RECOVERED FROM
LEGS WHEN SITTING - g THIS AE
A03970 ITT FEMALE 18DEC99 04JANOD EXTRAPYRAMIDAL EXTRAPYRAMIDAL Z20DEC99 210DECSS8 NO SEVERE  VERY LIKELY PERMANENT STOP RECOVERED FROM
REACTION DISORDER THIS AE
A03975 ITT MALE 16SEP99 07SEP00 ﬁAND TREMORS TREWOR 17FEBOO ONGODING NO ° MILD POSSIBLE NONE NOT YET
i RECOVERED
A03978 PA MALE 270CTH9 200ECO0 INCREASEO HYPERKINESIA 08JANODO 17MAROO NO MODERATE PROBABLE DOSE ADJUSTEO RECOVERED FROM
HYPERACTIVITY IN THIS AE
Al
A03979 ITT MALE 2B6JANOO 16FEBOO INCREASEOQ HYPOKINESIA 04FEBOO ONGOING NO MODERATE POSSIBLE " DOSE ADJUSTED NOT YET
RASSIVITY RECOVERED
A03984 PA FEMALE 24SEP99 22SEP00 fHEMOR IN BOTH TREMOR 21DEC99 26JANOO NO MILD POSSIBLE NONE RECOVEREQO FROM
’ HANDS - THIS AE
; . i
A04005 PA MALE  200CT99 180CT00 QHEATHING TICS MUSCLE O6MAROO O4APROO NO MILD NONE DOSE ADJUSTED RECOVERED FROM
. | CONTRACTIONS THIS AE
i INVOLUNTARY
VOCAL TICS / MUSCLE 15MARDD O4AFPROQ NO MILD NONE NONE RECOVERED FROM
THROAT CLEARING CONTRACTIONS THIS AE
INVOLUNTARY
i
!
Note 1) EPS ére adverse events classified under System Organ Class as “Centr & Periph Nervous System Disorders®

2) EPS classlfled under Preferred Term as "Agitation*

"Dculogyric Crisis" “Parkinsonism"

"Akathesia® “Bradykinesia" “Dyskinesia Tardive" "Dystonia“
"Extrapyramidal Disorder" "Hyperkinesia' “Hyperreflexia' "Hypertonia® "Hypokinesia" "Hypotonia" 'Muscle Contractions Involuntary

“Rigidity" “Shuffling Gait® "Stiffness" "Tiecs" or "Tremor" are included
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Table 31. Prolactin Levels [ng/mL] by Responders on the Conduct Problem Subscale of the NCBRF: Descriptive Statistics (FA - As Observed)

Prolactin Levels for Responders ' Prolactin Levels for Non-responders
i Response Criteria Time Period i N Mean SO Median  Minimum  Maximum N Mean sD Median  Minimum  Maximum
>= 25% vs < 25% Prolactin at: :
. i
Weeks 4 to 7 2N 28.6 15.83 27.0 3.0 83.6 64 28.9 12.5 27.0 2.9 70.7
Weeks 8 to 12 266 24,8 18.7 22.0 2.4 103.0 64 21.9 1t1.8 21.3 1.0 55.0
Weeks 16 to 24 252 18.9 14.2 17.0 2.0 88.0 67 17.9 12.5 15.6 2.5 63.8
.Weeks 2B to 36 ' 251 19.0 12.8 15.9 2.0 102.0 &5 15.5 12.7 13.0 2.0 79.8
Weeks 40 to 48 288 16.2 13.9 13.6 1.8 160,898 66 15.8 10.2 14.9 2.0 44.0
>= 35% vs < 35% Prolactin at:
Weeks 4 1o 7 i 240 29.7 15.4 27.3 3.0 83,6 85 28.9 13.0 26,9 2.8 70.7
Weeks 8 1o 12 236 25.0 17.0 22.0 2.4 103.0 94 22.4 12.4 22,0 1.0 64.2
Weeks 16 to 24 ' 225 20.1 13.9 17.0 2.0 88.0 54 17.9 13.6 15.2 2.5 83.0
Weeks 28 to 36 ! 226 18.8 13.0 15.9 2.0 102.0 50 16.8 12.3 14.0 2.0 78.8
Weeks 40 to 48 257 15.9 10.9 13.6 1.9 61.6 a7 16.7 18.2 14.0 2.0 160.9
»>= 50% vs < 50% Prolactin at:
Weeks 4 to 7 i 202 31.1 15.8 29,0 3.0 83.6 133 27.0 12.8 25.3 2.9 70.7
Weeks 8 to 12 195  25.2  17.2 22.0 3.0 103.0 135 22,9 18.5 22,0 1.0 76.0
Weeks 16 to 24 | 177 201 13.9 16.8 2.0 88.0 142 18.6 13.8 16,2 2.5 : 83,0
Weeks 28 to 36 185 19.0 13,6 15.3 2.6 102.0 131 17.2 11,6 15.3 2.0 79.8
2.0 61.6 141 15.8 15.9 13.6 1.9 160.9

Weeks 40 to 48 | 213  16.4 11.3 13.7

Note 1) Patients were included in this apalysis if they had pre-dose and weeks 40-48 prolactin observations
2) Improvement is a negative change from pre-dose

3) Improvement could not be calculated from the NCBAF for patient A3581/D-S who had a O score at pre-dose

27SEP02 14:35
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Table 32. Change Trom Pre-dose in Prolnétin Levels [ng/aL] by Responders on the Conduct Problem Subscale of the NCBRF: Descriptive Statistics (PA)

i Cchange in Prolactin for Responders ' change in Prolactin for Non-responders
Response Criteria Time Period i N Mean sD Median  Minimum  Maximum N Mean sD Median Minimum  Maxdiinum
. i
>= 25% Vs < 25% Prolactin at: !
Weeks 4 to 7 E 271 22,1 15.1 20.0 -18.9 75.0 64 217 13.2 21.5 -20.0 62.8
Weeks 8 to 12 i 266 17.3 17.0 15.8 -42,1 101.0 64 15.1  12.9 14.6 -24.0 48.0
‘Weeks 16 to 24 i 252 12.6 14.4 11.0 -42.0 76.0 67 10,1 12.8 8.2 -11.0 55.9
Weeks 28 to 36 | 251  11.3 12.8 9.8 -21.9 95.0 65 8.1 15.4 7.4 -42.0 71.9
Weeks 40 to 48 ; 288 8.8 14.1 7.0 -28.0 152.9 66 8.5 12.7 7.3 -44,0 38,0
>= 35% vs < 35% Prolactin at:
Weeks 4 to 7 ; 240 22.4 15.3 20.6 -16.8 75.0 a5 21.0 13.2 21.1 -20.0 62.8
Weeks B to 12 : 236 17.4 17.8 15.8 -42 .1 101.0 94 15.4 13.5 15.0 -24.0 56.3
Wweeks 16 to 24 ) 225 12.7 14.3 11.4 -42.0 76.0 94 10.4 13.7 8.4 -11.0 76.0
Weeks 28 to 36 H 226 11.2 12.9 9,6 -21.8 85.0 80 9.3 14.1 8.3 -42.0 71.8
Weeks 40 ta 48 257 8.4 11.0 7.0 -22.9 47.0 97 8.5 19.5 7.0 -44.0 152.9
>= 50% v8 < 50% Prolactin at:
Weeks 4 to 7 202 23.6 15.7 21.8 -16.9 75.0 133 19.5 12.8 iB.Q -20.0 62.8
Weeks 8 to 12 : 195 17.8 17.2 16.0 -42.1 101.0 135 15.5 14.8 14.2 -36.0 69.0
Weeks 16 ta 24 : 177 12.7 13.7 11.0 -41.4 76.0 142 11.2 14.6 9.1 -42.0 76.0
Weeks 28 to 36 " 185 11.2 13,1 8.8 -21.9 95.0 131 9.9 13.4 9.8 -42.0 71.9
Weeks 40 to 48 I 213 8.6 11.2 6.5 -22.9 47.0 141 8.8 17.1 1.0 -44.0 152.9

|
|
Note 1) Patients were included in this ahalysis if they had pre-dose and weeks 40-48 prolactin observations
2) Improvement is a negative change%from pre-dose
3) Improvement could not be caloula%ed from the NCBAF for patient A3581/D-S who had a O score at pre-dose

i
2768EPD2 14:35

| .
i 81\428\d\analysis\des_nchrt2.sas
|
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Table 33. Responders on the Conduct Problem Subscale of the NCBRF by Prolactin Levels [ng/mL]: Frequency Table (PA - As Observed)

Response Criteria Time Period : g Responders N Above ULN? . Normal P-value?
>= 25% ve < 25% Weeke 4 to 7 ! Yes 195 (80.2) 76 (82.6) 0,6236
4 No 48 (19.8) 16 (17.4)
| Total 335 243 92
Weeks 8 to 12 | Yes 149 (81.4) 117 (79.6) 0.6762
i No 34 (18.6) 30 (20.4)
i Total 330 183 147
|
Weeks 16 to 24! Yes 107 (84.9) 145 (75.1) 0.0358
! No 19 (15.1) 48 (24.9)
; Total 319 126 - 193
Weeks 28 to 36' Yes 101 (83,5) ’ 150 (76.9) 0.1616
i No 20 (16.5) . 45 (23.1)
| Total 316 121 195
Weeks 40 to 48] Yes 86 (78.9) 202 (B2,4) 0.4286
| No 23 (21.1) 43 (17.6)
i Total 354 109 245
>= 35% vs < 35% Weeks 4 to 7 i Yes - ! 173 (71.2) 67 (72.8) 0.7673
' No 70 (28.8) 25 (27.2)
i; Total 335 243 92
Weeks B8 to 12 x Yes 132 (72.1) 104 (70.7) 0.7821
“No 51 (27.8) 43 (29.3)
| Total 330 183 147
Weeks 16 to 24 | Yes 97 (77.0) 128 (66.3) 0.0411
: No - 29 (23,0) 65 (83.7)
: Total 319 126 193
Weeks 28 to 38 i Yes 88 (72.7) 138 (70.8) 0,7077
! No 33 (27.3) 57 (29.2) )
i Total ) 316 121 195
Weeks 40 to 48 ' Yes 76 (69,7) 181 (73.9) 0,4187
: No 33 (30.3) 64 (26.1)

-Total 354 109 245

1ULN: The upper limit of normal for prolactin levels is 18 [ng/mL] for males and 30 [ng/mL] Tor females
2Pearson's chi-square test is useq to calculate the association between responders (Yes vs No) and prolactin levels (Above ULN vs Normal)

Note 1) Patients were included in this analysis if they had pre-dose and weeks 40-48 prolactin observations
2) Improvement is a negative change’fraom pre-dose
3) Improvement could not be calculated from the NCBRF for patient A3581/D-S who had a O score at pre-dose
e 27SEP02 14:35
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Table 33. Responders on tﬁe Gonduct Proﬁlop Subscale of the NCBAF by Prolactin Levels [ng/mL]: Frequency Table (PA - As Observed) - {continued)

Response Criteria Time Period F : Respondérs . N Above ULN? Normal P-value?
»= 50% v8 < 50% Weeks 4 to 7 ¢ Yes 149 (61.3) 53 (57.8) 0.5358
5 No 94 (38.7) 39 (42.4)
) i Total 335 243 92
Weeks B to 12 | “Yes 109 (59.6) 88 (58.5) 0,6457
i No 74 (40.4) 61 (41.5)
: Total 330 183 147
Weeks 16 to 24 Yes © 75 (59.5) 102 (52.8) 0.2410
No 51 (40.5) , 91 (47.2)
Total 318 126 . 1983
Weeks 28 to 36 Yes 68 (56.2) 117 (60.0) 0.5049
No 53 (43.8) 78 (40.0)
Total 316 121 195
Weeks 40 to 48! Yes . 68 (62.4) 145 {59.2) 0.5700
i No 41 (87.8) 100 (40.8)
: Total 354 108 245

1ULN: The upper limit of normal fér prolactin levels is 18 [ng/mL] for males and 30 [ng/mL] for females
2pearson's chi-square test is used to calculate the association between responders (Yes vs No) and prolactin levels (Above ULN vs Normal)

i
Note 1) Patients were included in this analysis if they had pre-dose and weeks 40-48 prolactin observations
2) Improvement is a negative change from pre-dose
3) Improvement could not be calculated from the NCBRF for patient A3581/D-8 who had a 0 score at pre-dose

' . 27SEPO2 14:35
1 s:\428\d\analysis\freq_ncbrf,sas
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Table 34. Gorrelation between Conduct Problem Subscale Score of the NGBRF (Log-Scale) vs Prolactin Levels [ng/uL] (PA - As Observed)

S8lope 95% Confidence Interval

Correlation
Time Period ' NT Coefficient R-Square? Slope3 Lower Upper
Pre-dose 5021 0.0160 0.0003 0.4752 -1.9268 2.8772
Weeks 4 to 7 547 -0.0964 0.0093 -3.7370 - -6.9829 -0.4911
Weeks 8 to 12 496" -0.0543 0.,0028 _ -1,7141 -4.5024 1.07483
Weeks 16 to 24 43&g -0.0439 0.0019 ) -1.4286 -4.,4854 1.6282
Weeks 28 to 36 ’ 392f -0.0487 0,0024 ‘ -1.5426 -4,6911 1.6060
Weeks 40 to 48 355. -0.037a 0,0014 -1.,1474 -4,3248 2.0299

1Al1l data points were included

2Inter‘pr‘etat16n of R-Square! eg. At weeks 40 to 48, 0.14% the variation in the conduct disorder subscale score can be explained by prolactin levels

aInterpretation of Slope: eg. At weeks 4;0 to 48, for every tenfold ng/mL increase in prolactin there is a 1.1474 [-4.83248 - 2.0299] expected
' decrease in the mean conduct disorder subscale score on the NCBRF

i
i
. I
SciAn Services Inc. {[Path] Long-term Risperidone vs Prolactin Pooled analysis - Manuscript Support (Final) - 27Sep02.doc)

|

27SEP02 14:35
si\428\d\analysis \corr_ncbrflogpro.sas

JJRE 03888812

cm M mAl -

Thmm bm 23

T S O ey

i allawm M ismes

[ PN =N A 2SN I | o VPR 4



Proloctin [ng/mL]

Prolactin [ng/mL]

|
Long-term Risperidone Treatment vs Prolactin| Levels — Statistical Documentation for Manuscript Support — September 27, 2002 Page
[Page] |
Protocols: R)S—CAN 19/RIS-CAN-20, RIS- USA 93/RIS-USA-97 and RIS-INT-41
Janssen-Onho Ine, - Confidential

Figure 1. Pralactin Levels at Pre—dose by Gender Figure 2, Prolactin Levels ot Pre—dose by Tanner Stage
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Figure 5. Prolaclin Levals by Conﬂnuullnn Slalus
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Figuca 8. Mean Prolactin Levals by Gandar
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Figure 21. Perceniage of Responders at or abave TLN (>= 25% vs < 25)
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Figure 25. Canduct Problem Subscale Score vs Prolactin Levels
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Figure 27. Conduct Problem Subscale Score vs Prolactin Levels
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Figure 26. Conducl Problem Subscale Score vs Prolactin Levels
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Figure 28. Conduct Problam Subscale Score vs Prolactin Levels
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