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Effect of Other Drugs on Aripiprazole

PK Aripiprazole Fold Change and 90% CI
CYP3A4 Inhibitor:
ketoconazole é:g L - "
CYP2DE6 Inhibitor:
quinidine éUC E -
max - e
CYP3A4 Inducer:
carbamazepine AUC - +m—
P Crmax - Hm—
Gastric Acid Blockers:
famotidine é:g [ - an
Other:
valproate égg r ——
lithium AUC - —a—
Cmax [ ——
lorazepam aucl .
Cmax - —a—
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Change Relative to Reference (without interacting drug)
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CYP3A4 Inducer:
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famotidine égg L )_."_{H
Other:
valproate égacx L ..
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Special Populations

PK Aripiprazole Fold Change and 90% CI
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Gender
female vs. male AUC | e
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Age
18-64 vs. >65 years old AUC - e
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Hepatic Impairment:
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moderate vs. normal AUC |- . S—
Crmax [- A
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severe vs. normal Conax | —a—
Renal Impairment:
Severe Auc
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18-64 vs. >65 years old e _—
Hepatic Impairment: AUC L -
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#23: SRR Z WA

YR ¢ PANSSHESH
TESEREI AR 2tk /] - Placebo-subtracted

ARl el b bl

HREMF 9753 (SD) 73 (LS) V¥ 8L (SE) Difference?® (95% CI)
8?%%251; 98.5 (17.2) -15.5 (2.40) -12.6 (-18.9, -6.2)
Study 1 83%%251; 99.0 (19.2) 114 (239) 8.5 (-14.8,-2.1)
e 100.2 (16.5) 2.9(2.36)
ég%‘ﬁfg; 92.6 (19.5) 145 (2.23) 9.6 (-15.4,-3.8)
Study 2 ég%%%afg; 94.2 (18.5) -13.9 (2.24) 9.0 (-14.8, -3.1)
LR 94.3 (18.5) -5.0(2.17)
83%‘};‘/251; 92.7(19.5) -15.0 (2.38) £12.7 (-19.00, -6.41)
Study 3 ﬁrsi%]’%zél)i 932 (21.6) 117 (2.38) 9.4 (-15.71,-3.08)
ég%‘ﬁzél)i 92.5(20.9) -14.4 (2.45) -12.1 (-18.53, -5.68)
LR 923 (21.8) 23(235)
A('Z'%‘%Zg; 90.7 (14.5) 8.2 (1.90) 2.9(-8.29, 2.47)
Study 4 ’\(;ipﬁ%i‘%zé‘; 92.0 (12.6) -10.6(1.93) -5.2(-10.7,0.19)
‘?;Bgﬁf‘éi* 90.0 (11.9) 113 (1.88) 5.9(-11.3,-0.58)
LR 90.8 (13.3) 53(1.97)
égg}%ﬁfél; 93.6 (15.7) 26.7 (1.91) -5.5(-10.7,-0.21)
(s%%;% 83%1%1‘_’[1; 94.0 (16.1) 8.6 (1.92) 74(-12.7, -2.13)
13-1758) SR 94.6 (15.6) 21.2(1.93)

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; CI: unadjusted confidence
interval.

“Difference (drug minus placebo) in least-squares mean change from baseline.
"Doses statistically significantly superior to Placebo.
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= == PLACEBO

1.04 Proportion with Relapse

Proportion with Relapse
°
>

0.1

0.0

Number of Subjects at Risk
ARIPIPRAZOLE( 148 138 111 104 96 92 8 84 78 76 75 73 71 22

PLACEBO| 149 139 105 89 76 66 59 53 50 49 46 46 45 12

T T T T T T T T T T T T T T
0 14 28 42 56 70 84 98 12 126 140 154 168 182

Days from Randomization
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15.1 (3% 1 2~10005ERTEESE ~ WIBHSE -
15.2 1747+ 25°CBURIAE -
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10mg : Microcrystalline cellulose 101 ~ HPC-L ~ Starch 1500 USP ~ Sodium starch glycolate
Lactose 200 mesh ~ Aerosil 200 ~ Erythrosine Aluminum Lake * Magnesium Stearate *
Purified Water ©

15mg : Microcrystalline cellulose 101 ~ HPC-L ~ Starch 1500 USP ~ Sodium starch glycolate
Lactose 200 mesh ~ Aerosil 200 ~ Ferric Oxide Yellow > Magnesium Stearate >
Purified Water ©
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