B RBAR~DORBAZ B L
BB LRI X AR ESFMFIE DR F

BREEBNFRFER REHEFR
E X R



Lo TR eveeveeeee e e s s s ee ettt s s ARt 1
2. WEARPEZE GG L L ERBUR RS I 1T 2 MBEHEIE DR, 5
2.0 Y s 5
220 JTTE s 5
22,1, BEERERUBRODIEI ..ottt 5
2220 FHABFEEE DI ..ot 6
223, FHGEETHEIEDIRIE .coooooooooe s 6
224, BT et 7
23 R e 8
2301 fEHTIZHTET = Z 0 B ottt 8

2.3.2.  PANSS G FFAED B2 BT 2 RIBELb i K OVELRE Ll il D A & it ... 14
233, HOHWAHEHAIT I DI RIZE T 5 ML K OVEL2 Lhis ikl o 2 A fif

T TR oot 17
234, ZAVEORIC X 5 IEBLEERIC BT 2 P e ONE B L GRBR o A & fig
A R et 17
235 ARMEOEMIC K D HIEBIERICEE T D Wi R ONE B L GERER D A K fif
T TR oo 18
24, BB e et 20
2.5 I e 23
3. MR ERGRE LIEWMAAT v A FEIZIIT D ML DIRRT oo, 24
B HBY o 24
3.2 TTE e 24
3210 BEIRERBRODTEI oot 24
3220 FHAFERE DI oottt 26

3230 AT e 26



3.3 R e ettt ettt ettt ee e 27

330 FRHTICHNTET = H 0 B o 27
332, 7 3 BRI A IO T BB ELEERE e e 36
33.3.  FEVI(L)ZHMEFEIE L U7z, MR N OVE iR BR D A & AT G R ......38
BU. BBER sttt 41
38 et 42
4. HTHEEEIRBAFEBI ~ DT BIT DB LR e 43
S B ottt ettt bbbt 47
6. BB TUIR oottt 48
7. BIEIT 2 Z OB ot 54
7.1 A KIEAE XIS L L IEERBURS R ERIC 3510 2 B EIE OMFHI B T
FH L T T T 2 et 54
7.1.1. Population TIZF 1T DIRET oo 54
7.1.2.  Population IT (235 1F DARET oo 59

72, WiBZEXGE LIERART v A FEICIH T D MEEEBEOBEFHT B W TR L7z
FIIIT T 27 st 64
7.2.1.  FEVI1(L) change from baseline (Z351F DFRET ooooviveiveieeeeece 64

B N S B S oottt ettt ettt e et 67



W& =
ARP Aripiprazole
BDP Beclomethasone dipropionate
BPRS Brief Psychiatric Rating Scale score (& 2 5 e IR EFAMm R EE)
BUD Budesonide
DC Direct comparison ([EL# L)
EMA European Medicines Agency (PR [ 3 5 )T)
FDA U.S. Food and Drug Administration (K [E[=3E5H &b =)
FEV1 Forced Expiratory Volume in 1 second (1 FP[H D% J1FEA &)
FP Fluticasone propionate
GINA Glolbal Initiative for Asthma ([EBE0 & 455
HAM-D Hamiliton depression rating scale (/>3 /L k> 9 DY RE)
IC Indirect comparison ([F#ZE#%)
Inhaled CS Inhaled corticosteroid
MOM Mometasone
OLZ Olanzapine
PANSS The Positive and Negative Syndrome Scale
(N =Y i N R AN
PK/PD Pharmaco kinetics/ Pharmaco dynamics
PLB Placebo
RIS Risperidone
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Table 1-1 Overview of clinical trials [2]
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Table 1-2 Development period and cost of new drugs in Japan (2000~2008)

Pre-clinical Phase 1 Phase 2 Phase 3 Phase3-approval
Development 29.0 15.0 15.0 25.0 26.0
period (month)
Development 1310.6 1086.0 2110.1 4018.2 349.2

cost (mil JPY)




2. MERMEZANRE LEEERBAREICS T HMBLEEDRE
21. BHM

ARE I PR R S T 5 aripiprazole (ARP) 25 /L & L CHY EiF, olanzapine
(OLZ) & BRI, ZaMEIZBT 2 M 21T > 72, [AIRFIC ARP & OLZ A H2 L iGR
A LSRN L, B R b bl Uz, k7o, EEAESR & A Do SR FiE e A [
WU W TZBRD | # RIS AT TR OV TR L 72,

22. A&

221. ERERBAERDZER

PubMed &% U Embase % HIV N CRIE S 2 3 KO B ZAT - 72,

FRERRE & L CHEHI D —fie 44 B O schizophrenia & FV -, A5} Tl aripiprazole. olanzapine,
risperidone, placebo % HH|—#f%4 & L CHW /=, F7-. randomized controlled trial & U} human
IZ TRV IAB ZAT o T2,

FRFRIZ 2012 4R 7 AIZ 3R L, SCHRIZ 1990 45 1 A 25 201242 6 H £ TIZHITS N2 H D
L7,

kIR, ALESRL, 7 A U REMEFRICLD DSM (FHEEEOBE & st~
= =7V ; Diagnostic and Statistical Manual of Mental Disorders) & L < 1% ICD (#5575 M OVRE#
PRAERIRE O [E BSH R 53 %8 ; International Statistical Classification of Diseases and Related Health
Problems) |2 Lo CHEARFIE L ZWI L T2 O E BN Lz, EEAESHWLR TS
WA DYE . FDA OFGRMEHFANTH DRV | b @V EZ IEBREHI V2,

B 5 AR 4 B2 5 26 BEOFENO O L L, Jadad 22723 Sl LD b0 %58
RUTz[6], F7=. 24 OILFEBFEF DML L CTCIRE, 7 — % Ot 217 > 72, Table 2-1

KRR T — & OB IEEL R LT,



Table 2-1 Selection criteria for published clinical trial data

Item Selection criteria

Drug name aripiprazole, olanzapine, risperidone, placebo
Disease schizophrenia

Study design randomized controlled trial

Diagnosis DSM-IV-TR. 1V, IR or ICD-9, 10

Dose within FDA approved dose

Dosing period 4 to 26 weeks

Endpoint PANSS

Jadad score equal or more than 3

222, FEEEORR

ARWERARFREE & LT, ABFZETIZGNE « BRPEAERFEE /L (PANSS ; the Positive and
Negative Syndrome Scale) DI/ FE & FHVNZ[7],

TRV & L C, 3B OISR A @I Lz, iz, PILBE OB RN,
HOWHHMIC L P UIENER, AOMEOBEBIZ L5 FIERER, ZeMEoBHIz L5
IR RO =FHZINE L, 5% 7l L7z,

223. HENBEDEE
AR RN OFE R, ARP N OLZ D% < OFBR Tk Si17z placebo (PLB) F7-1%
risperidone (RIS) Z @kt fiZE L LCTHW,
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224, #HEFE

2.2.4.1. RIBELLBE(C & S fR#T
Hi#2 iR IT Figure 2-1 (2783 X 9 12, Bucher 512 X % adjusted indirect comparison ¥
Z WV C3EE L7 [8],

Avs P |BvsP
Avs P Meta- ana|y5|s Meta -analysis B vs P
Avs P Nvali\ BvsP : BvsP
Avs P . ! BvsP

fmmmmme ' BvsP

Indirect comparison

P as a common comparator

Figure 2-1 Adjusted indirect comparison

T b bIin@ExREE (Drug P) & ORBRAERSD 0 | a0 Rl ISV THBE L
a2 T 5%, £7 . Drug A £7213 Drug B & Drug P & O HEGER ORI HOWT, £ 4
A SN 2 FEfE L, REEHEIR O FE)7E (Da, D) 2HHT 2, 612, 2 onBeht
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Dic X O3 Var eld Freom ) FHi s o,

Dic=Da—Ds
Var ic=Var 4 + Var s

T — 2 ORI FEAR & FERIC A Z #2545 54072 Drug A £7213 Drug B & Drug P
D52 DR AZ Ra, Re& L, TO0WE Var L35 & & GRS RITEEH L |
TROXTREIND,

In Ric=ln Ra—In Rs

Var(In Ric)= Var(in Ra) + Var(Iin Rs)
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DUWNTIERE (rate ratio) ZHEH L7,
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Table 2-2 summary of studies used in the current analysis

Ref.  Population Diagnosis Age Intervention n Dosing PANSS PANSS All cause Efficacy Safety
# I* (years)  (daily dose, duration total score change dropout reason reason
mg) (weeks) at baseline from dropout dropout
baseline

ARP vs PLB

11 Yes Schizophrenia or schizoaffective 18 to ARP (15) 102 4 98.5 —-15.5 34 5 9
disorder (DSM-1IV) 65 ARP (30) 102 99.0 -11.4 42 15 8
hospitalized for acute relapse PLB 106 100.2 -2.9 48 15 17

12 Yes Schizophrenia or schizoaffective 18 to ARP (20) 101 4 94.4 —-14.5 40 9 11
disorder (DSM-IV) 65 ARP (30) 101 92.6 -13.9 34 8 8
Hospitalized for acute relapse RIS (6) 99 94.9 -15.7 37 8 8

PLB 103 95.7 -5.0 51 17 17

13 Yes Schizophrenia (DSM-1V) >18 ARP (2) 93 6 90.8 -8.2 42 22 2
Acute relapse, documented ARP (5) 92 92.2 -10.6 45 13 1
worsening of schizophrenia within ARP (10) 94 90.9 -11.3 41 14 4
the previous 3 months and required PLB 88 90.9 -5.3 44 20 6
inpatient hospitalization

14 No Chronic schizophrenia (DSM-IV) >18 ARP (15) 155 26 81.22 —2.04 84 42 16

PLB 155 83.12 1.78 110 76 13
(week 6)




Table 2-2 summary of studies used in the current analysis (continued)

Ref. Population Diagnosis Age Intervention n Dosing PANSS PANSS All cause Efficacy Safety
# I* (years) (daily dose, duration total score change dropout reason reason
mg) (weeks) at baseline from dropout dropout
baseline
15 No Schizophrenia (DSM-IV) 13 to ARP (10) 99 6 93.7 —28.6 16 NA NA
17 ARP (30) 97 94.9 —26.7 18
PLB 98 95.0 -21.2 10
ARP vs RIS
16 Yes Schizophrenia or schizoaffective 18 to ARP (15) 49 4 85.1 -19.6 11 5 2
disorder (DSM-IV), and 65 RIS (6) 34 84.6 -21.1 10 2 0
hospitalized due to acute relapse
17 Yes Schizophrenia, acute ARP (12-30) 21 8 88.5 -18.4 11 10 1
schizophrenia-like psychotic RIS (3-12) 20 93.6 —24.7 5 4 0
disorder, or schizoaffective
disorder (ICD-10)
OLZ vs PLB
18 Yes Schizophrenia (DSM-1V) 18 to OLZ (15) 93 6 NA -31.5 24 4 7
65 PLB 87 -12.6 22 15 3
19 Yes Schizophrenia (DSM-1V) >18 OLZ (10) 105 6 94.9 —18.4 60 24 8
PLB 105 93.6 -8 73 39 5

10




Table 2-2 summary of studies used in the current analysis (continued)

Ref. Population Diagnosis Age Intervention n Dosing PANSS PANSS All cause Efficacy Safety
# I* (years)  (daily dose, duration total score change dropout reason reason
mg) (weeks) at baseline from dropout dropout
baseline
20 Yes Schizophrenia (DSM-IV) >18 OLZ (10) 126 6 93.3 —-18.1 40 16 5
PLB 120 93.9 -2.8 76 54 5
21 Yes Primary diagnosis of 18 to OLZ (15) 122 6 96.3 —28.7 39 9 8
schizophrenia (DSM-1V) 75 PLB 114 95.8 -16 45 18 10
22 No Prodromal syndrome based on 12 to OLZ (5-15) 30 8 66.83 —6.73 11 4 1
COPS 45 PLB 29 63.26 —-1.66 8 4 1
23 No Schizophrenia (DSM-IV-TR) 13 to OLZ (2.5-20) 72 6 95.3 -21.3 23 10 5
17 PLB 35 95.5 -8.8 20 18 0
OLZ vs RIS
24 Yes Schizophrenia, schizophreniform 18 to OLZ (10-20) 166 28 96.3 -28.1 70 23 16
disorder, or schizoaffective 65 RIS 165 95.7 -24.9 87 27 26

disorder (DSM-1V)

25 Yes Schizophrenia or >18 OLZ (10-20) 32 30 94.7 -28.2 15 6 NA
schizophreniform disorder, at RIS (4-8) 33 88.9 -16.3 21 11

least moderate severity (DSM-1V)

11




Table 2-2 summary of studies used in the current analysis (continued)

Ref.  Population Diagnosis Age Intervention n Dosing PANSS PANSS All cause Efficacy Safety
# 1r* (years) (daily dose, duration total score change dropout reason reason
mg) (weeks) at baseline from dropout dropout
baseline
26 No Chronic schizophrenia or 18 to OLZ (10-40) 39 14 91.0 —4 NA 4 2
schizoaffective disorder 60 RIS (4-16) 41 89.5 -2 2 0

(DSM-1V) and suboptimal

response to pI'CViOHS treatment

27 No Ist or 2nd psychotic episode of 16 to OLZ (5-30) 18 6 90.7 -15.1 NA NA NA
schizophrenia, schizophreniform, 28 RIS (1-8) 24 90.4 -15

or schizoaffective disorder

(DSM-1V)

28 No Schizophrenia, schizoaffective, 16 to OLZ (2.5-20) 133 12%* 74.3 —-14.3 91 15 14
and schizophreniform disorder 40 RIS (0.54) 133 73.0 -13.7 95 12 13
(DSM-1V)

Ist episode of psychotic illness
and continuously ill for at least 1

month and no more than 5 years

12




Table 2-2 summary of studies used in the current analysis (continued)

Ref.  Population Diagnosis Age Intervention n Dosing PANSS PANSS All cause Efficacy Safety
# I* (years) (daily dose, duration total score change dropout reason reason
mg) (weeks) at baseline from dropout dropout
baseline
ARP vs OLZ

29 Yes Schizophrenia (DSM-IV) in acute 18 to ARP (15-30) 347 6** 70.7 —24.6 104 30 37
relapse and demonstrated previous 65 OLZ (10-20) 344 77.9 -29.5 77 25 18
response to antipsychotic drugs
(other than clozapine)

17 Yes Schizophrenia, acute ARP (12-30) 21 8 88.5 -18.4 11 10 1
schizophrenia-like psychotic OLZ (10-20) 17 104.3 -33.4 2 2 0
disorder, or schizoaffective
disorder (ICD-10)

30 No Schizophrenia (DSM-IV-TR) 18 to ARP (10-30) 285 8H* 95.0 -22.2 143 31 27

65 OLZ (10-20) 281 95.7 -26.8 120 10 26

*Studies in patients with acute exacerbation of schizophrenia are population II. **Interim assessment time point data in long-term dosing were used.

13




Studies identified in literature Excluded (title and abstract

search revealed not appropriate ar
duplicated)

n=801 P
n=691

Excluded because
PANSS data not available = 47
Mot double blinded = 14

Mot approproate target
Studies retrieved for evaluation population = 14
—————
n=110 Others = 15

Excluded because

Adolescent study =4

Population | Chraonic schizophrenia study =2
n=20 Pradromal study =2

Paopulation Il

n=12

Figure 2-2 Flow diagram of assessment of studies identified in the systematic

review
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T2 H, ARP & PLB OIbGAER, 53Rz v A 2T O R 24572, [FIFIZ OLZ
& PLB TiThI7z 6 DDA . A X ENTHEREZ 1572, 15 D7 2D A X b
DOfEFRITT 7 AR @ g & LT, Mgt s,

Figure 2-3 |78 33 ¥ | PANSS AaF A E D ARP & OLZ ORI EICI T D S HEEE

KON 95% (EHEIX [H1%-6.04 (-9.74, -2.34) & OLZ 7% ARP (B D L DFERN S LTz,
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[FIER D F5C RIS Z i@ RFEIZE%E L, population 1 (Z331F %5 ARP & OLZ [T PANSS
ARt R EIZ OV T AT o 1o, RHEEE KUY 95%(E X [H1% PLB 4 Hifxf FE %
ELIEGAERRETHY, 590 (-13.79, 1.99) &7eo7-,

Population [ |27 £415 OLZ & ARP OEBLEGAER (3 3ER) ZHWIMrof5 R, &
T B Y 95% B REIX [H]1X-5.06 (-7.85, -2.28) ThH -7,

Population I1ZF W T H [AIERIZPLB % L < 1L RIS % W TR 2 1T - 7= (Figure 2-3) ,
Z DR RFF B LT PANSS B RF R EOE)7E1L, PLB Zdk@x K L L7256, -5.72

(-10.22, -1.22) THY RIS @RI L LA, -9.15 (-20.12, 1.82) Thotz, &
7oy 2B A O - E R ERGEABR OFE BI3-7.41 (<1596, 1.14) TH Y, mHEEMEIL RIS %
F 7= B82S & PLB 2 W =R o Th - 7=,
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Mean difference PANSS
total score change

Population DC '506 ['785, '228] _D— i
I IC (PLB) -6.04 [-9.74, -2.34] —lF—

IC (RIS) -5.90 [-13.79, 1.99] {}
Population DC -7.41[-15.96, 1.14] L
I IC (PLB) -5.72 [-10.22, -1.22] —a—

IC (RIS) -9.15[-20.12, 1.82] i

-30 -20 -10 0 10
Favors OLZ Favors ARP

Figure 2-3 Mean difference in the change from baseline in PANSS total score

o:Population I; m:population 1I; DC:direct comparison; IC(PLB):indirect comparison with PLB as a common comparator; IC(RIS):indirect comparison with RIS as a
common comparator
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233. HoWHEAICK HHILBHEREICEET SEELRE VERELRERD A 5 #iT
R

PANSS &t R B ORET & FFRIC, &5 2 I XD P IEBERICOVWTEH, T
population I ®7 — % > k& v, ARP & Hi@x MRS L OV OLZ & @kt FREE D[ T A # i
Mra s L, £ O & Mot U,

fiti K % Figure 2-4 |27~ L 72, PLB Z Hdxf B3 & U TR U 7o [#E Ll 2R 1 1,16 (0.86,
1.57) THY, OLZIZH L, ARP NMEDHIR T o7z, RIS @I L L7256, Rt
13140 (0.52, 3.79) TH Y., PLB Z LM L LR EFHU LI b DO TH o7z, EE
HeGABR oD A 2 fRHTRERIE 1.28 (1.01, 1.62) TH Y, FHEEMEIL, ATRCHEELEORIR O
HEOEZ 5 2 72,

Population IT (23317 % FEl#Z HL#GRE i, PLB Z hlxffREE & L7-354 1.17 (0.83, 1.65) |
RIS # s iRIE & L7234 1.56 (0.57, 4.26) THY | W 3EB LR RE 5 27,
Population 11 {23317 % EHEHLHEGRER O A & Tt 1% 1.87 (0.68, 5.18) TV, LT
fERE b X T,

234, REMOERICKDHIEREECET IMELBRRVEZELKRRBRO A 2 fZiT
R

Population 1 123 1F DL MEOBHIC X 2 IR ROMEKIL, HHPHHHIZL D
FUEBEER & RO FIEC LY PLB b L <IERIS ki g s U TR L, #RIT
Figure 2-4 [Z7R L7218 Y TH ¥ | PLB ZHdxf R & L7256 15 52/ 113 0.65 (0.33,
129) Toh Y, RIS ZImxfRIEE L2G. 2.26 (048, 10.54) Th o7, HEEEEGER
DORERIT 145 (0.84, 251) THY ., FEELEIC L 2B ROTROMEZ R LI, Zh
H=FM TORPIT—ET 2 bDOTITARroT,

Population IT |Z 3517 2 #5813 PLB % H V7o B HL#E RIS & V- R #EEL 1% 0.52 (0.24,
1.12) | 3.15 (0.68, 14.49) Th o7z, FIEHEILEGERERD A & T ORE A1 2.03 (1.19,
346) THY, ZHEMTHEHT DO TE RN,
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235 FAHUEOEACKSHIEBHEFECET IEELRRUVEELEREARD A 4 74T
R
AEPEDEIC X 5 H kB SRICBE 9 2 BRI T ., AiTPE & RERIC B S 417z, Population
LIZEBT D RIE, PLB Z ikt IE L L7256 1.72 (1.06, 2.77) | RIS Z ki@t fedE L L
7256 2.66 (097, 726) &720 | EHELEGERERO A X RHTIZ L H5FRIE 2.16 (097, 4.80)
THY, PLB Z il I L-METCIX ARP 28 OLZ IZH L, AEICEDLERTH -T2
(Figure 2-4) .
Population Il D& 51% PLB % fh@xf g & L2354 2.13 (1.15, 3.94) | RIS & Ii@xiiA
L LI25E 3.17 (112, 8.93) Th o7, IHFELEGER O A 7 fifTI2 L D55 R 13 1.84 (0.57,
5.90) T& 7=, Population Il TiL, PLB % HV 7= [E$Z i X Y RIS % HV 7= [E$2 i

ARP 28 OLZ ICA BITHEDFER L 7r o T2,
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Risk ratio
Dropout_all cause

Population | bc
IC (PLB)
IC (RIS)
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IC (PLB)
IC (RIS)
Risk ratio

Dropout_safety reason
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IC (RIS)
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IC (PLB)
IC (RIS)
Risk ratio
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3.15[0.68, 14.49]

2.16[0.97, 4.80]
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Figure 2-4 Rate ratio of dropout rate
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24. EE

AHEt T, population I & population Il 0 “FEHHDOEEMN % E# L7-. Population IT | %
population I 7> HABME], FIEEH], FHEMREEMEZRS 2 LT KV WELRERAL G
ZEEBEX L, D7, population I D523, [HHEES & EBELLEGAER O A & fEATHE R
DOHIT, BEMEREIMEOTNORGFTH, LV =B LIZHRE 525 b0 LHERIS
7o LU, PLB Z s 3K & U TG 6 7o R OAH R IT. RIS & Mol g & L7
[El4 i, ARP & OLZ OEHEGRBR D A & fighit & Brz v | Wi L0 b/ SV aHEEiE
Hz2le, ZTOZENB, PLB OEH R HUR R IE ORGSR KITL 9 2 BT OV TR
L7,

Woods HI1E, FUEMHIRIEOERARFRBRIZIVN T, ARG R O 28 (b8 13 FE 35 PSR
& PLB X HEGABR CIT 2D Z L 2 HAE LTV A[9], 1997 4E)> 5 2000 4E 0D 4 AERIZ S &
T USRI SRR R 3R & 9 > 7L & LT, BPRS (Brief Psychiatric Rating Scale score : i %)
FEAREREEM ) O EIERRRBRICB T 2B REAFE L 2L A, ZOMEITT TR
KREBRIZHEARB L E 2 ThoTzt INTVD, ZOEHIT, AN D3 BEEOEVIC X
> THEBRIEA~DUGEN BRI BRI a Ly ha— VT )u—T N, T AL I TV 5D,

Woods HIEE HIZ, HEARKIIEL x5 & LIZBRRREBR TIE, XA PLB Th 554
A T & 2 EAN I FEH S HERER It~ PR OB LB O 2 ERE 2 AL ) &
VO EEMBY & | RERANICHERIE DO SIS NS Wb D E R D EFER LTS, £, E
BINER 2 5 0F e M2 AW 285613, FEFEAREB L D b OSER/ NS N b D LD
BRLROOND, —J7, HREIL. PLB RIEGEND & HHEOEN G 2 WIFHE
NS D ERD | RERANSOSERN RHG EBR L 0 IR o720 | RIS 0
Wik zmL LT T5Z ERdESNTND

A BIDOREHI T BT R4 T PANSS ARl AL EZFIE L7 L T A, RIS xfgk s
L CTHW=—#HORER D population I1 TF DOFE L, OLZ # T-28.2, ARP £ CT-19.0 TH -7,
PLB % %3k & U 7=3BR Tl OLZ BET-24.2, ARP B£T-12.2 TH 0 | EHZLEGABR Tl OLZ
#£-31.5. ARP #-21.5 Td - 7= (Figure 2-5), RIS ZX[HREE L L CTHW TV 2 5kBR K ONE 2L
AR Tid, PLB Z Xt REE & L 72 3BRIC g LT, PANSS & Ft R B DR E A K\
DT BTz,
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THBRFEEL Y | A ERITIC W2 3EBR Tl PANSS Gt R I Tay br—b
TN—"T AT AL LT L BTz, A RIIEZ x5 & L7z PLB & HRERER CI3RFHh
IR OZALBOMHEN NS <725 Z ENME SN TEY . AEl, PLB & @ fiE s L
THEME L 7 2 LGRS, RIS Z Sha@ st REE & U7 B L OY ARP & OLZ ODE.£2 L
B THELONMREY b, TORMEEEN NSV DIThoTmtEZ b,

vs PLB VSRIS vs ARP vsPLB  VsRIS ysOLz
0 study Study study study __study stud
_5 4
(O]
210 -

KN
wu
1

N
w
1

PANSS total score chan
N
o

oLz ARP

Figure 2-5 Mean PANSS total score change in each data set
Open bars, versus PLB study; dotted bars, versus RIS study; filled bars, direct comparison between

OLZ versus ARP

—J7. Kemmler & IZHUREMIRIEOEEARRERIZ I\ T, PLB XHRT Y1 0 J703, FEdxt
BTV A L OBE LY L FIEBEENRRE N & &2 LH L TWAI10], AR T kit
WHRETMEIE S LCTHEA L TWD Z &0, TV RO RIS 2 45 LTz,
Figure 2-6 (Z, population 1 (23T 5, & O HHMIC X D P IR 4%4 7R L7z, RIS Z %I
L L7=RBRICE T D ARP BEOH IELIEHIT 31.4%TH Y, OLZ #£1T 42.9% CTH - 7-, PLB
R & U 72 RABRIZ 1T D ARP FEO HIE V213 39.4%, OLZ ##iX 35.9% CTh -7z, [H
PELLISERER TlX ARP B¥ 30.5%., OLZ  21.6% T - 72, Kemmler H D4 & [FERIZ, PLB
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it FRGRBRIZ 35 1T 2 Wb i3RI, RIS RFREGERER, EHEHEGRBR LV b &> 7223, RIS &%t
FRIE & L7238 OLZ BEOH 1L RIL PLB M REER LV bEmnb O Th o7,

PLB Z Lkt REE & U CFl Lo TR o d b 2B HIC K 2 == o
SHEEME LT RIS & I MO E B LG L 0 /NS R R LT2hy ZORIKIC
DONWTITHALNZT LT ENTERNST,

i
=}
]

oLz

I
(¥}
I

ARP

I
=]
I

i
i
|

W
=}
1

P2
[}
|

[
(=}
1

All cause dropout (%)

[y
%3]
1

s
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1

L%
1

(=]

vs PLB vs RIS vs ARP vs PLB vs RIS vs ARP
study study study study study study

Figure 2-6 Mean all cause dropout rate in each data set
Open bars, versus PLB study; dotted bars, versus RIS study; filled bars, direct comparison between

OLZ versus ARP

AMRFETTIE, Figure 2-3 XU 2-4 (233 K 512, MIHILENEIE PANSS A5t K O
HWHEHIC LD H IEPERICET DMEFHTIR W T, BB O X X fHTRER & 13X
FEOREmA BN, —J7, AMEOBEIC X 2 IERERE N0 HEIC L 591k
BLPE RO T, EEEEGERER D A X fRITIC & 2 FE 5 & BRI K AR RIT—8 L
A/

HAMEOHBIZ LD IEREGIOFEM AR L7 L 2 A, BET 2R 6N 1T
ETORBRT, FHEROELS U< T L2 FIER RS VEE TH D 2 & D3R

T&lz, WEEENZ MG L LICRBR T, Rk OB oWl & v o 7o Bl TG
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14252 LEIAEGICHG TS, —H T, HliEOHEMNT L - TR, Zh b FERITAZM
WFEB Lol EZ, AMMEOBEIZ L5 PIEHE & bl cE 5 SHERI L7z, Pk
L DSBS RHAMEE O B, FBR T & O RO DB D A REMEITAE TE RN, D
DO X HICHRBRE T L SN ERE AN TWRWZ &3, T HIHEE O & Bz
B DH T LIZFERDGF DR T RA & B 2 bz,

Fox OBRITIE, HOWDDHEMIC LD PIBHERICIBN T, HBEE, EZLRGEUR
DA BT OMNDOTIETS — B LA REG TR Y . PILBVEE B OSBRI AR S
N7 To7od EHEHI S L7z, PANSS BRFmJBA T I T EEZLEGRER D A & T |
MEHBIE T LR ZB TN DL 2 b, BHZ £V TERPWEN D, 1f
SNTWLHHIRIEZ WD ZENEETH DL EERA DN,

2.5. IMDE

HARFED L 212, FAVDRHHERIRIC L - CREERIICEENE L5560, FENE
FEGUHNMEE 2 W2/ &, ary ba— LI —T N, T 2REAETDELN
DR Ml IRER OIS W HZ LS RIS 2 KAT S AIREMEDN B A Bz, #a
JAIE 2t 5 & L7z PLB xf FRGABR TIIRHFEAR DAL mOAERHMEN /NS < 72 D 2 L vl
I TEY, PLB ZIdx 3L L U CHME L7z MR R, FEA L@ EE s L7
I BE b B OVIESE ) = D 2 LB TR DR R L 0 b RSFRIZRAERIT 70 D L4
SNz, L L, ERMELIOEBIZONTIE, 2 ha— LT —T 3 T ZAWNG
IR G- 2 5 BRI BT 2 WMEN RN LD MIBIRERICEE L T, Zh
DHR AW E 2, HEICHEREZM T OLENRH L EEX DN,

ARFITIE, OLZ & ARP &l & LCTHY R, MEAKRIEICE T 2 A& R eMIc
OWT I 21T o 72, ZORER, PANSS Gt BV E R O d 6 2 BT & 5 Pkt
EAREZTHMIEE L LTHWD & & B & MR K o RRITER L 12 fE %2 5 2 5
ZEPHLNE R ST, T bR T N— TN, T ANGFET DG, EkHRE O3
RO PSS T\ B % AE T ATREMEDS & % 73 adjusted indirect comparison % H M= 2
LIZ RV RERRD bR oT,
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3. MREZHRLELE|ARTOAS FEITE T HEBLEBEDRE
31. BM

AT CHE L K 9 1C, JUEmR3ECdh 5 ARP KON OLZ DEFRRERT — & % T,
2Ll & ERELLEGRBR D A X AT 2 AT S T2 R, a2 b r— L =T A T ARFIE
T 5%, PLB 2 MW o B EGHE RIS B 2 5 2 5 ATREME Rk STz [31],

B E G e LBRRBRClIZary ba— v —T N T AR LN Z &M%
W, BIZIE, A KRRIEL MG L LB Tk, MlAaANRSORROCIEBHERLFT
LRHEEIE 2 WD Z ENEEIHE L, a2 hr— TN —T S T ARRET D &
B,

Z 2T, ARETTCIE. BBIEHI I 2 W c itk 2179 2L L L, MART 1A
RIEDFENPEIC BT 2 fBE Lk & EBEHEGRBR D 2 2 MRS R 2 LR 2 2 & & LT,
FEAGFEAEIX FEVI(L) (1 O RE) 20 R 7, B A Tl PANSS ®° HAM-D
(Hamilton depression rating scale : />~ /L k9 DJFRE) 7o EOEBIERE2 AT 2kl
FREEPME SN D05, ARFITIE. &0 FBMEOEWIEREZ FV e,

IHIZ, ZOXIREMFob & T, Ml EITAE R L, € OB IE DS M LB R I MK
FETHBICOWTHRHT L2 &L Lz,

3.2. A&

3.21.  ERIRBAERDZRR
RTEE & AR D FIEIC L Y PubMed & Embase % IV CRIET 23 LOMB 21T o 72,
FRERFE & L CHAI %4 | asthma, forced expiratory volume % V7=, GINA (Global Initiative
for Asthma : [EFERG EFEEE) TITBRART 1A RASEREE ) & F15% B Ol BB FH ~ D 5 — 1341
L LTHER S L TEB Y [32) ARETIE Z 0 9 HIERHEA] & LT fluticasone, budesonide,
beclomethasone, mometasone & fEHTXFGHEA & LCTHY LT, &4 DX OB MTEL LT
e, F72. randomized controlled trial |24 V) IAZ AT o7z, #RFRIT 2013 4F 12 HIZFE
A, SCHERIZ 1990 45 1 A5 2013 4E 12 A F TICRITESNZ b D E LT,
TR %, AT AU, B Lo E, RkORIGLYEE BRAOMVLEZZE L TV
HH ORI Uz, S5 48D 260 8MOFEANOLDE Lz, £/-, =7
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—NVEH & RT ARy F R 8 B DB EEM PN S TV DG, T EHREHE
DIFIEL, Do, R LEHENFLU L2 0ZEIRT L2 L L L, 7 rAA4——K
BICOWTIE, FOR LAIRNFE L, #EROMIRICNEEZ A U5 "lREtENr H 5 Z &
no. BRAN LT,

Jadad 2 2728 3 LA LD b D AN Uiz, 2 4 OHLEFFEHE DML L CSCIRER, 7 —
& Ot 24T > 72[6],

Table 3-1 (ZFRRFRER T — ¥ OIRPILHELZ IR LT,

Table 3-1 Selection criteria for published clinical trial data

Item Selection criteria

Disease asthma

Endpoint forced expiratory volume

Drug name fluticasone, budesonide, beclomethasone, mometasone

Study design randomized controlled trial

Dose within FDA approved dose

Dosing period 4 to 26 weeks

Device metered-dose inhaler and dry powder inhaler data were selected as far as

adjusted dose were within the dose criteria

Cross over design
study

excluded

SD/SE availability

available studies included

Jadad score

equal or more than 3
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3.2.2. FHEFEEDRER
AWFFETIIWMAART 0 A REOFIMEEZRTT 5720, < OFKABR THW TV
% FEVI(L) % il FERE & L TR L7,

3.23. #EFE

3.2.3.1. R LSk (1 & B fEMT
2.2.4.1. L [RER O TIEIC XL 0 B HREIEC K 2 AT &2 520 L 7=,

3.2.3.2. EFELBREBRERD A 2 it
2.2.4.2. L RIEROTFIEIZ L0 EHE R AE Fe 0 A & fifthy 2 3k L 7=

3.2.3.3. R LLEE & ERELLBEEROD 4 4 BB RE ORI E DR

MHELEBGEIC L VG DR R & EREHGRER O X X R ORE RO THEGHI AL
B (inconsistency) (2 DOWTHEI L7z, NYEMEILFRROMBY zEXHWTITo 72, #
kB TP L7z v U —72 (closed loop) ZTERLT D556, Bl ITEHELLESGE R (Dpe)
EHEIERGRE R (Dic) DZEZE Dinconsis & 2% H. T D 95%E X

Dinconsis :DDC_DIC

SEincomis - \} ‘S'E'DC2 + ‘S'E'[C2

Z T

Dinconsis +1.967 SEpc? + SEic*

LRSS,
F7o. R IEMREEEL OGS b RRICHEHA AR B W TR L,
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33. #R
3.3.1. BHICAV:=T—42ty k

SCHMRSRIC L 0 23 OB N EAE 20572 L= (Figure 3-1. Table 3-2) , 1Z & A LK Dikbi
INPLB BEZETeZ LD, KR 2R LU CHudxt RS L THWD Z L & Lz, FEHER
+ OB EGABRIIPRER TH Y . fluticasone propionate(FP)iX MOM & 3 ikBR CLbik S,
beclomethasone dipropionate(BDP) & budesonide(BUD)IZZ #L-E U MOM & 1 785k T A bl <
LTV, Figure 3-2 [ZRT XL 912, 2RO OHEREBRIIMA UV —7 2R L TnDH &
6, FEHFERIAREIEM (inconsistency) ZARFTT 2 Z &R AIRE L e o 72,

F7-. FP & BDP, FP & BUD, BDP & BUD % B L 7o R FE L RN LD
MOM % FEHE D I IEE & U TR, Headief B 0D 388 12 73 ] B2 LU GRS RIS KIAT T B A
MTLrZ e LT,

BPEH O BT WA R T 1 A FEIRRE TIXER RN LORMBERNZET 6T
BOT. EAEOMPTISGRER T, LML Tl LT — 2 &RRERNTH -
Teled, ARREHIADIMFMEEBICER LCERT L & & LT,
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Identification

[

J

Screening

Eligibility

Included

Records identified through database
searching
(n=752)

Y

Records after duplicates removed
(n=587)

Y

Records screened

(n=687)

¥

Full-text articles assessed
for eligibility
(n=133)

Y

Studies included in
gualitative synthesis
(n=23)

L4

Studies included in
guantitative synthesis
[meta-analysis)
(n=23)

Figure 3-1 Flow diagram
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Records excluded
(n =554)

Full-text articles excluded,
FEV1({L) data not available
[n=44)

Mot appropriate study
design/ftarget population
(n=31)
5D0/5E not available
(n=27)

Others
(n=8]




Fluticasone

N=11 (n=929 vs 904

N=3 (n=354 vs 370)

Beclomethasone

Placebo N=4 (n=620 vs 384)

=3 (n=330 vs 277)
N=4 (n=448 vs384)

N=1 (n=57 vs 56)
Mometasone

Budesonide
N=1(n=106 vs 104)

Figure 3-2 Network of studies (N: number of study, n: number of subject)
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Table 3-2 Details of studies included in the current IC and DC analyses

Duration Age Duration FEVI(L) FC%Z; (Ig)
Ref. # of study Intervention N (years) of asthma at baseline SD (SE) fro rﬁ SD (SE)
(weeks) (baseline) (years) bascline
33 12 go?rilil;hgll% 184 40 13 2.46 0.05 0.16 0.04
1001\1/1[1(324BID 182 4 16 253 0.05 0.07 0.04
Zool\ﬁgg’[BID 182 4 16 2.43 0.05 0.16 0.04
400“§1(E§4BID 184 4 15 238 0.05 0.19 0.04
FP
34 12 250 thog BID 81 38 na 2.44 0.07 0.42 0.05
FP 6 37 251 0.08 0.12 0.05
500 meg QD 7 na : — : e
PLB 79 37 na 2.46 0.06 ~0.16 0.05
FP
35 12 100 mog OD 79 34 na 24 0.07 0.2 0.06
FP 81 38 221 0.07 027 0.06
200 mecg QD na : 221 : 220
FP
500 meg QD 86 37 na 2.26 0.05 0.3 0.06
PLB 84 38 na 222 0.06 0.11 0.06
FP
36 12 250 thog BID 84 40 na 2.12 0.06 025 0.05
PLB 93 38 na 2.19 0.07 011 0.05
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Table 3-2 Details of studies included in the current IC and DC analyses (continued)

Duration Age Duration FEVI(L) FEV1(L)
Ref. # of study Intervention N (years) of asthma at baseline SD (SE) change from SD (SE)
(weeks) (baseline) (years) baseline
37 12 so0. Iﬁg%ﬁ) 64 32 na 243 0.08 0.52 0.06
f&%zlg‘h];‘}g 79 34 na 2.49 0.07 0.4 0.06
PLB 70 32 na 2.4 0.07 0.05 0.07
38 4 F%gﬁs;egl%’se 23 27 na 291 0.13 027 0.07
ngfgi‘fcrg“]g‘fgse 23 21 na 252 0.14 03 0.09
PLB 23 35 na 239 0.13 0 0.09
FP
39 6 100 mo BID 63 40 na 25 0.07 0.27 0.06
FP 69 38 236 0.07 0.42 0.06
500 mcg BID na : 221 : :
PLB 64 38 na 2.42 0.07 019 0.08
FP
40 12 50 mog 89 34 na 241 0.06 0.43 0.06
FP 84 36 257 0.07 0.47 0.07
100 mcg na . 0.07 . 0.07
FP
250 mog 91 34 na 255 0.07 0.44 0.06
PLB 78 36 na 241 0.08 022 0.06
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Table 3-2 Details of studies included in the current IC and DC analyses (continued)

Duration Age Duration FEVI(L) FEV1(L)
Ref. # of study Intervention N (years) of asthma at baseline SD (SE) change from SD (SE)
(weeks) (baseline) (years) baseline
41 12 100 Hf 01; BID 119 383 206 2.425 0.6625 0.092 0.037
PLB 118 38.1 214 2352 0.6114 0.047 0.037
42 12 SSF; i\g]}%IID 100 34 na 235 na 0.34 0.04
22(1;11311 E/éDBIID 98 34.4 na 25 na 035 0.04
A 45112/5311]) 100 36.1 na 23 na 039 0.04
PLB 99 319 na 2.4 na 0.13 0.04
43 12 255&1::;)1311D 113 419 19.93 2.14 0.585 0.106 0.041
PLB 109 426 21.12 2.068 0.5222 ~0.011 0.043
44 12 85;3;‘%11]) 89 347 na 22 0.06 036 0.05
PLB 87 332 na 227 0.07 0.14 0.05
BUD
45 12 MDI 160 meg BID 121 37.1 19.5 23 0.6 0.23 0.4
PLB 122 36.1 208 24 0.7 0.03 0.44
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Table 3-2 Details of studies included in the current IC and DC analyses (continued)

Duration Age Duration FEVI(L) FEV1(L)
Ref. # of study Intervention N (years) of asthma at baseline SD (SE) change from SD (SE)
(weeks) (baseline) (years) baseline

BUD

46 18(6+12) DPI 400-> 200 mcg 102 359 19.0 2.71 0.07 0.11 0.04
BUD

DPI 200 meg 103 38.8 18.2 2.5 0.07 0.1 0.04

PLB 104 35.5 17.2 2.87 0.07 -0.09 0.04
MOM

47 12 DPI 400 mcg BID 107 48 17 2.1 0.54 0.4 0.34

FP

DPI 500 meg BID 96 49 15 2.1 0.58 0.4 0.39
MOM

48 12 DPI 200 meg QD 100 29.7 15.4 2.55 0.06 0.43 0.05

PLB 95 28.6 15.9 2.64 0.06 0.16 0.05

MF

49 8 DPI 440 meg QD 104 37 20 2.33 0.06 0.19 0.04
BUD

DPI 400 meg QD 106 39 20 2.48 0.06 0.03 0.04

PLB 51 37 20 2.5 0.08 -0.1 0.06
MOM

50 12 DPI 100 mcg BID 185 39 na 2.49 na 0.1 0.03
MOM

DPI 200 meg BID 176 42 na 2.52 na 0.16 0.03
MOM

DPI 400 mcg BID 188 41 na 2.54 na 0.16 0.03

PLB 181 42 na 2.47 na 0.06 0.03
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Table 3-2 Details of studies included in the current IC and DC analyses (continued)

Duration Age Duration FEVI(L) FEV1(L)
Ref. # of study Intervention N (years) of asthma at baseline SD (SE) change from SD (SE)
(weeks) (baseline) (years) baseline
MOM
51 12 DPI 200 mcg 79 30 16 2.58 0.07 0.27 0.06
MOM
DPI 400 meg 74 29 17 2.64 0.07 0.41 0.06
MOM
DPI 200 mcg BID 79 32 17 2.56 0.07 0.4 0.05
FP 74 32 16 2.55 0.07 0.14 0.06
DPI 500 mcg BID : LU/ . 0.06
BDP
52 6 200 meg BID 332 339 18.3 2.5 0.7 0.38 0.03
PLB 111 333 21.4 2.6 0.7 0.1 0.04
MOM
53 12 DPI 100 meg BID 57 40 na 2.65 na 0.12 0.05
MOM
DPI 200 meg BID 56 40 na 2.59 na 0.25 0.06
BDP
MDI 168 mcg BID 57 40 na 2.49 na 0.11 0.05
PLB 57 42 na 2.43 na -0.21 0.05
BDP
54 8 MDI 252-336 mcg/day 102 374 20.5 2.59 0.62 0.27 0.42
PLB 87 36.2 20.2 2.62 0.73 -0.1 0.56
BDP
55 26 84 meg four times daily 129 29.9 na 2.78 0.06 0.23 0.04
PLB 129 29.9 na 2.88 0.06 0.08 0.04
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FP: fluticasone propionate, MOM: mometasone, BUD: budesonide, BDP: beclomethasone, PLB: placebo,BID: bis in die, QD: quaque die, MDI:

metered-dose inhaler, DPI: dry-powder inhaler, mcg: microgram, na: not assessed.
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332 ELiHEMBEZA-EELRER

9. PLB £721X MOM LA R T v A NI TRA X 21T o712, TDO%, FoNI
7 — %% VT PLB & %\ X MOM #% 3Ll 3 & L -CH > FP-BUD, FP-BDP, BUD-BDP
M CRIBE I 2 Tl U7z, A55R1T Table 3-3 (/R L72i@Y THY, 7+ LA Ty NI
WTC % Figure 3-3 128 L7z, ZOFER, MOM t L < 1% PLB, {iliio i@kt 3k s fv =4
BTH-TH, W7 OMEEHEGH RICKE 208 WTER 0 bR o T,

FP & BUD D kti#kix PLB % st FRERIC U 72 LTI EE) E 0 s E M (95%CD)
130.12 (-0.01,0.25) T&H Y. MOM Z @I L L7256, £OfEiE 0.07 (-0.11,0.25)
Tod o7, FP & BDP DIikid PLB % e IR L 72 @Bk T3 0.03 (-0.11,0.17) |
MOM #% iExtRIE & L7=355413 0.05 (-0.16,0.26) Tod -7, BUD & BDP D Lb#:ix PLB
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(-0.21,0.17) ToH o7z,
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ZEIT D WH ORLEMEE 0.05 (-0.17,0.27) . FP & BDP D% TIX-0.02 (-0.27,0.23) .
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Table 3-3 Results of ICs of inhaled CS for asthma with different common

comparators
Comparison Mean (95% CI) Inconsistency (95% CI)
difference factor
FP vs BUD
IC with PLB 0.12 (-0.01, 0.25)
0.05 (-0.17,0.27)
IC with MOM 0.07 (-0.11, 0.25)
FP vs BDP
IC with PLB 0.03 (-0.11,0.17)
-0.02 (-0.27,0.23)
IC with MOM 0.05 (-0.16, 0.26)
BUD vs BDP
IC with PLB -0.09 (-0.20, 0.02)
-0.07 (-0.29, 0.15)
IC with MOM -0.02 (-0.21, 0.17)
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Figure 3-3 Mean difference in the change from baseline in FEV1(L): IC of PLB
vs MOM
M : indirect comparison with PLB as a common comparator; [: indirect comparison with MOM as a

common comparator
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R\ Table 3-4 1278 L7z W \FP-MOM 1% 0.03 (-0.11, 0.17) ,BUD-MOM [%-0.09 (-0.27, 0.09)
BDP-MOM /% 0.0 (-0.18, 0.18) Td> > 7=, [EH LR DOFE R ITZE 41, -0.09 (-0.20, 0.02) |
-0.16 (-0.27,-0.05) . -0.14 (-0.29,0.01) Todh o7z, Figure3-4 D7+ LA F 7y MIRL
7280 . PLB & /- [EHEEL R & R OFE RIZHEPL L 2 b D Th -7, & TOHEIE
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X FEVI(L)DZA{LEA3-0.16 (-0.27,-0.05) & DOfER%EZ 5 2, BUD 28 MOM ([ZH &2 5
RAERUT—T7, PLB & IR CIIA B A Z B IR T,

AR REENE ORREHE R % Table3-4 (278 L7z, HEHEHEL & MR CE O~
BIEMEORERIZ, FP & MOM O ki ¢1%-0.12 (-0.30,0.06) . BUD & MOM O ki ¢l1%-0.07

(-0.31,0.17) . BDP & MOM Ti%0.14 (-0.37,0.09) Th o7z,

Table 3-4 Results of DC and IC of inhaled CS for asthma

Comparison Mean (95% CI) Inconsistency (95% CI)
difference factor
FP vs MOM
DC -0.09 (-0.20, 0.02)
-0.12 (-0.30, 0.06)
IC with PLB 0.03 (-0.11, 0.17)
BUD vs MOM
DC —0.16 (-0.27,-0.05)
—0.07 (-0.31,0.17)
IC with PLB —-0.09 (-0.27, 0.09)
BDP vs MOM
DC -0.14 (-0.29, 0.01)
0.14 (-0.37, 0.09)
IC with PLB 0.0 (-0.18, 0.18)
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Figure 3-4 Mean difference in the change from baseline in FEV1(L): DC vs IC

@ direct comparison ; W: indirect comparison with PLB as a common comparator
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ADFAET 5 & LR RRIEOFEWIC L0 MR RICEZE T D LB b,
FEVI1(L)% #Hli4E1E & LT PLB & 5\ & MOM Z HisxfRIK & UCTHW, R A i L7z
LA, FHLEERERI G LN,

AIEHTIZH VR T — 2 D 5 6, FP . MOM BEDOX—Z T A4 U160 FEVI(L)ZAL
% Figure 3-5 |27k L7, PLB %fHEEER CIE& LK O FEVI(L AL &0 FHEIZZE T
0.29 X1 0.26 TH Y, FEHx FEBR TIE 0.23 X1 0.29 Th o7z, PLB *fHEEER & S35 IR
RERTO FEVI(L)Z L EOMERHE X, MAM TRELSLDLRNI LRSI, ZORER
ORI ERBRTIE, 2 ha— LT —T RS T RAFRO NN EEZ BT,

0.4 -

PLB controlled study Active controlled study

FEV1(L) change from baseline
o
%]

FP (N=11) MOM (N=4) FP (N=3) MOM (N=5)

Figure 3-5 Mean FEV1(L) change in each dataset

Filled bars, placebo-controlled study; open bars, active comparator study;
FEV1(L), mean change from baseline; N, number of study
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o7z, Z® BUD & MOM O E#HHHGEERIZIE Corren D OWFENEZENTEY | #5I1%,

MOM FEDHFERED R —Z T A i BUD BE L W b HETH o727, Z{bED MOM #f
ICBWTRERbDIZR o>z &k LTS, Corren b DFERIZI 1T 5 MOM FEDN— R
74 > FEVI(L)I%2.33 TH Y, BUD EfD 2.48, PLB RED 2.50 & bblE L CTIR< . 20 BHETY
ROECPEROENEZAULFNTHD EFRL TS, £, ABRBLARTOMR =
ke — LS RAFCd o 72 BF 2 BUD BEIZZ h - 72 AlREME © Corren & 13454 L TV 5[49],
VL EDERERE 2 WA EXRE LIZRAAT B4 REOFMEICET 2RaHIB 0T,
[l & BB — BT AR A G- 2 o L B2 b,

3.5. IME
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& MBI 21T o TG R
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FERICKET AL ELZ LT (Figure 4-2)
ZORER, HWDRBEUC Lo T, B oMLK SHEMIT, KR REELZ T2
Mmolz, ZAUTMVVZ ARP & PLB OHEBGEABR T, MHH D PANSS Gt md2EN, BRI
TREIFERR ORI ZENFEREHER SN, £72, A KLMELZXIS L L7z PLB
b BB CILRFMR R DA L R OMRHEA /NS < 725 Z LA S TR Y | PLB %4kl
XHHRSE & U C oM L 7o BT, 2 ORBRENC B D b PIRSFRIZ2AE RIT e o 7o L HERI S
Ao, EBEEBGEABRIC I BB N S W RHEE A 5 2 TN, 2 OZITERRAIC
ERBHLbOTERNWEZZbNIZ, 7o, BRELEICHT 5 ARP & PLB O GRS
T2 LT, MBS T 2EHEKE ORI 72 DM A 7 57,

Mean difference PANSS
total score change
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r T T |
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Figure 4-2 IC between OLZ and different number of ARP studies
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Figure 4-3 IC between FP and different number of MOM studies
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7. EETHEDOMEN

71. BERREZHRE LEFERELEMREICS T SMEBLBEOREICENT
ERALBmT—%

7.1.1.  Population | [ZFE (T HRET

7111, PANSS change from baseline

1) ARPvs PLB
aripiprazole placebo Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CIl
2002 Kane -11.4 2324 102 -29 2324 106 11.5% -8.80[-14.82,-2198]
2003 Pigott -204 1673 148 178 1673 149 MM B%® -382[T.E3,-0.01)
2003 Potkin -1349 2088 496 -5 2088 103 137% -8.80[-14.71,-3.09]
2006 Cutler -11.3 18449 94  -53 1848 88 1549% -5.00[-11.38,-0.62)
2008 Findling -286 8286 97 -2 188 98 VA% -FA0[-11.52,-3.28]
Total (95% CI) 537 544 100.0% -6.37[-8.52, 4.23]
Heterogeneity: Tau®= 0.00; Chi*= 315, df=4(P=053; F=0% ; f 1 } }
Testfor overall effect £=5.82 (P = 0.00001) F;'Euours trSaDtmentDFa'-mu?g contgu?u

2) OLZ vs PLB

olanzapine placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
2003 Woods -6.37 19,22 0 -1.66 15.08 29 10.6% =471 [F13.51,4.09] -
2004 Carrigan -3.5 3rar 93 126 3787 ar 6.9% -18.90[258.87 -7.83] I
2007 Davidsaon -181 203 126 -28 209 120 257% -1530[2045,-10.15] -
2007 Marder -18.4 189 105 -8 MAa 108 226% 1040 [16.00,-4.80] -
2009 knzhanovskaya -21.3 2115 72 -85 M5 34 11.2%  -12.50[-21.04, -3.96] -
2011 Meltzer -Aary o e 1N -1 224 114 230%  -1270[18.25,-7.15] -
Total {95% Cl) 547 490 100.0% -12.41[-15.43, -9.39] []
Heterogeneity; Tau®= 2.34: Chif= 597, df= 5 (P = 0.313; F= 16% f 1 t |
Testfor overall effect: 2= 8.05 (P < 0.000011 F_;Euuurs_t?gatmentuFa-«uur:Dcomr;lDD
3) OLZvs ARP
olanzapine aripiprazole Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
2009 Fleischhacker -205 3286 344 -246 3286 347 323% -4.90 [9.80, 0.00]
20049 Hatta -334 208 17 -184 26 | 38% -1500[-2988,-012]
20049 Kane 268 M 281 222 211 285 B42% -4 60 [-8.08,-1.12]
Total (95% CI) 642 653 100.0% -5.06 [-7.85,-2.28] [}
Heterogeneity, Tau® = 0.00; Chi*=1.79, df= 2 (P = 0.41%; *= 0% =—1E|E| -SID 1 550 ‘IIJDI
Testfor overall effect: £= 3.56 (P = 0.0004) Favours treatment Favours cantral
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4) OLZvs RIS

olanzapine risperidon

e

Study or Subgroup Mean SD Total Mean SD Total Weight

Mean Difference Mean Difference
IV, Random, 95% Cl IV, Random, 95% CIl

2003 Gureje
1897 Tran

2002 volavka
2007 McEvay
2001 Maher

2003 van Bruggen

Total (85% Cl)

-28.2 208 32 -163 163
=281 28 166 -249 2312
-7 176 39 -35 176
-14.3 103 85 -13.7 104
-23.55 195 36 -12.86 195
15 1 18 -18 127

340

33
165
41
g6
28
24

349

10.2%
21.7%
13.3%
39.9%

14.9%

100.0%

Heterogeneity: Tau®= 4.02;, Chi*= 580, df=4 (P =0213, F=31%
Testfor overall effect Z=1.51 (F=0.13)

-11.90 [-21.00,-2.80] I
-3.20[-8.74, 2.34]
-2.20[-9.92 552
-0.60 [-3.70, 2.50]
Mot estimable
0.00[-7149, 7.149]

2.44[5.50, 0.73]

80 -25 0 25 A&D

Favaurs treatment Favours contral

Mean Difference Mean Difference
IV, Random, 95% CI IV, Random, 95% Cl

5) ARP vs RIS

Aripiprazole Risperidone
Study or Subgroup Mean 5D Total Mean SD Total Weight
2007 Chan -19.6 181 49 -1 177 M BT%
2009 Hatta -184 26 2 -247F 278 20 18.3%
Total (95% CI) 70 54 100.0%

Heterogeneity: Tau®= 0.00; Chi*=0.26, df =1 (P=061), F=0%
Test for averall effect 2= 0.66 (F = 0.51)

Weight M-H, Random, 95% CI

150 6,32, 8.32]
6.30 [10.23, 22.83]

2.38 [4.69, 9.44]

! } J
=100 <40 ] a0 100

Favours experimental Favours control

Risk Ratio Risk Ratio

M-H, Random, 95% CI

71.1.2. Any cause dropout rate
1) ARPvs PLB
Aripiprazole Placebo

Study or Subgroup  Events Total Events Total
2002 Kane 42 102 48 106
2003 Pigott a4 185 110 154
2003 Potkin 34 101 40 103
2008 Cutler 41 44 44 a8
2008 Findling 18 a7 10 98

Total (95% CI)
Total events

549 550
219 282

20.8
36.8
16.6
20.7

5.4

%
%
%
%
%

100.0%

Heterogeneity: Tau*=0.01; ChF=6.17, df=4 (P=014); F=35%
Testfor averall effect Z=154 (F=012)

2) OLZ vs PLB

0.91 [0.67, 1.24] -
0.76 [0.64, 0.51] L]
0.87 [0.60, 1.24] .-
0.87 [0.64,1.19] -
1.82 [0.88, 3.74] .
0.87 [0.73, 1.04] 4
001 0 10 100

Favours experimental Favours control

Favours experimental Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random,95% Cl M-H, Random, 95% Cl
2003 Woods 11 3 8§ 29 7.8% 1.29 [0.60, 2.74] ——
2004 Corrigan 24 93 22 87 13.3% 1.02 [0.62, 1.68] -+
2007 Davidson 40 128 T 123 20.9% 0.51 [0.38, 0.68] -
2007 Marder i 110 73110 Z4.1% 0.2 [0.66, 1.02] -
2009 Kryzhanovskaya 23 72 200 35 151% 0.56 [0.36, 0.87] ——
2011 Meltzer 19 123 45 116 18.7% 0.82[0.58,1.15] -
Total {95% CI) 557 500 100.0% 0.75 [0.58, 0.95] &
Total events 197 244
Heterogeneity: Tau®= 0.05; Chif= 12.80, di= 5 (P = 0.02); F= 61% TR o

Testfor overall effect: £=2.34 (P =0.02)
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3) ARP vs OLZ

Aripiprazole Olanzapine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2008 Fleischhacker 104 385 TTOO3E M.8% 1.32[1.03,1.71] L3
2008 Hatta 10 21 2 17 2.9% 4.05[1.02,16.04] —
2008 Kane 143 285 120 281 55.3% 1.17[0.98, 1.40] E
Total (95% CI) 661 646 100.0% 1.28 [1.01,1.62]
Total events 2487 159
Heterogeneity, Tau®=0.02: Chi*= 3562, df= 2 (P=0.17% F= 43% I f t {
Test fi Il effect: Z=2.03 (P =0.04 0.0 01 10 100
estfor overall effect 2= 2.03 (P = 0.04) Favours experimental Favours control
4) OLZvs RIS
Olanzapine Risperidone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
19497 Tran 70 1BB ar 165 33.3% 0.B0[0.64, 1.01] =
2001 Maber a a a 1} ot estimahle
2002 Volavka a a 1] I} Mot estimable
2003 Gureje 15 32 21 33 10.4% 074047, 1.16] -
2003 van Bruggen 0 0 0 1] Mot estimahle
2007 McEvoy 91 133 495 133 56.3% 086082117 I
Total (95% CI) 331 331 100.0% 0.88 [0.75,1.02]
Total evants 176 203
?et?;ngeneltyl:lT?fu ;ZDEI?;;CDhlpz_ED.SJE,l df=2{F=029; F= 20% 'IZI.EI1 0:1 1'IZI 1IZID'
estfor overall effect 2= 1.70 (F = 0.09) Favours experimental Favours control
5) ARP vs RIS
Favours experimental Risperidone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2007 Chan 11 49 10 34 A2E6% 0.76 [0.37, 1.59]
2008 Hatta 11 1 a N 474% 210[0.849, 4. 98]
Total (95% CI) 70 54 100.0% 1.23 [0.46, 3.31]
Total events 22 14
Heterogeneity: Tau®=0.34; Chi*= 3.05, df=1 (P = 0.08); F= 67% I 1 T t |
T - 0ot 0 1 10 100
Testfor averall effect 2= 0.41 (P = 0.68) Favours experimental Favours control
71.13. Efficacy reason dropout rate
1) ARPvs PLB
Aeipiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2002 Kane 18 102 15 106 168% 1.04 [0.54, 2.01] -
2003 Pigott 42 1585 TE 185 548% 0.85[0.41,0.759] : 3
2003 Potkin g 101 9 103 9.4% 0.91 [0.36, 2.26] I
2006 Cutler 14 494 20 88 19.0% 0.66[0.35,1.22] —
2008 Findling ] 102 o 100 Mot estimable
Total (95% CI) 452 452 100.0% 0.67 [0.50, 0.89] &
Total events 7y 120
Heterogeneity; Tau®=0.02, ChiF=3.56, df=3 (P=0.31}; F=16% 'D.D1 Df1 1-0 1E|E|'

Test for overall effect; £= 2.76 (P = 0.0086)
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2) OLZ vs PLB

Olanzapine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2003 Wioods 4 31 4 iz} TA% 0.94 [0.26, 3.40] [ E—
2004 Corrigan 4 93 15 87 10.0% 0.25[0.08, 0.72] s
2007 Davidsaon 16 128 a4 123 23.5% 0.28[0.17,0.47] ——
2007 Marder 24 110 33 110 26.0% 0.62 [0.40, 0.95] —
2008 Kryzhanovskaya 10 72 18 35 18.3% 0.27 [0.14,0.52] ——
2011 Meltzer 8 123 18 1168 14.8% 0420149, 0.93] —
Total (95% CI) 557 500 100.0% 0.39 [0.27, 0.58] &P
Total events G 148

Heterogeneity: Tau®= 010, Chi"= 9.38 df= 5 (F = 0.09), F=47%

001 04

10

100
Testfor overall effect Z= 4.69 (F < 0.00001) Favours experimental Favours control
3) OLZvs ARP
Experimental Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2008 Fleischhacker a0 355 25 348 425% 1.181[0.71, 1.98] -
2008 Hatta 10 21 2 17 20.4% 4.05[1.02,16.04] I —
2008 Kane Kl 284 10 281 371% 3.06[1.53,6.12] ——
Total (95% CI) 661 646 100.0% 2.16 [0.97, 4.80] -
Total events 71 ar
Heterogeneity, Tau®=0.32: Chi*=6.29, df= 2 (P = 0.04% F= 68% IEI 0 051 150 1EIEI=

Test for overall effect: Z=1.88 (P = 0.06)

4) OLZvs RIS

Favours experimental

Favours control

Olanzapine Risperidone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
19497 Tran 23 1BB 26 165 50.7% 0.B8[0.52, 1.48]
2001 Maber a a a 1} ot estimahle
2002 Walavka 4 39 2 41 5.1% 210[0.41,10.84] I E—
2003 Gureje 4] 32 11 33 181% 0.56[0.24, 1.34] — T
2003 van Bruggen 0 0 0 1] Mot estimahle
2007 McEvoy 15 133 12 133 26.2% 1.25[0.61, 2.57] T
Total (95% CI) 370 372 100.0% 0.93 [0.64, 1.34] &
Total evants 48 a1

Heterageneity: Tau®= 0.00; Chi*=2.94, df= 3 (F = 0.40); F= 0%
Test far overall effect Z=039{F=0.70)

0ol 01
Favours experimental

110
Favours control

100

5) ARP vs RIS
Aripiprazole Risperidone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2007 Chan 2 49 ] 34 9.7% 350017, 70.69]
2009 Hatta m M 4 20 90.3% 2.38 [0.88, 6.37] 1l
Total (95% CI) 70 54 100.0% 2.47 [0.97, 6.30] g
Total events 12 4
Heterogeneity: Tau®=0.00; Chi#=0.06, df=1 {P=0.81), F=0% 'EI.D1 DH 1-0 1E|E|'

Test for overall effect; £=1.90 (F = 0.06)

57

Favours experimental

Favours control



71.1.4.

Safety reason dropout rate

1) ARPvs PLB
Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2002 Kane 8 102 17 106 28.1% 0.451[0.22, 1.08]
2003 Pigott 16 1585 13 1585 361% 1.23[0.61, 2.47]
2003 Potkin ] 101 11 103 237% 0.74[0.31,1.77] — &
2006 Cutler 4 a4 B 88 12.0% 0.62[018 2.14] i
2008 Findling i} 1] 0 0 Mot estimable
Total (95% CI) 452 452 100.0% 0.78 [0.50,1.19] <
Total events 36 47

Heterogeneity: Tau®=0.01; Chi*=3.11, df= 3 (P =0.38); F= 3%

0.01

01

S i 10 100
Testfor overall effect Z=1.15 (F = 0.29) Favours experimental Favours control
2) OLZvs PLB
Olanzapine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
2003 Woods 1 Kl 1 29 3T% 0.94 [0.06, 14.27]
2004 Cartigan 7 93 3 87 15.49% 218[0.58,8.18] I
2007 Davidson 5 128 5 123 18.8% 0.96 [0.28, 3.24] . E—
2007 Marder g 110 a 10 235% 1.60 [0.54, 4.74] I
2009 Kryzhanovskaya 5 T2 0 35 3.4% 5.42[0.31,95.43]
2011 Melzer 8 123 10 116 34.7% 0.75[0.31,1.89] ——
Total (95% CI) 557 500 100.0% 1.20 [0.71, 2.04] L 3
Total ewents 4 24
Heterogeneity; Tau®= 0.00; Chi*= 3.36, df= 5 (P = 0.64); F= 0% ID o 051 150 1DD=
Testfor overall eflect: Z= 0.69 (F = 0.49) Favours experimental Favours control
3) ARPvs OLZ
Aripiprazole Olanzapine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2008 Fleischhacker ar 355 18 348 47.3% 2021117, 3.47] i
2008 Hatta 1 21 0 17 3.0% 245[0.11, 56.68]
2008 Kane 27 285 26 281 498% 1.02[0.61,1.71] I
Total (95% CI) 661 646 100.0% 1.45 [0.84, 2.51]
Total events 64 44
Heterogeneity: Tau®= 0.09; Chif= 3.28, df=2 (P= 019 F= 39% =EI 1 011 1=U 1EIEI=
Testfor averall effect 2=1.32 (F=0.189) Favours experimental Favours control
4) OLZvs RIS
Olanzapine Risperidone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
19497 Tran 16 166 26 165 52.9% 0.61[0.34,1.10] —H
2001 Maber a a 1] I} Mot estimahle
2002 Vaolavka 2 39 0 41 4.1% 5.25[0.26, 106.01] +
2003 Gureje 0 3z 0 33 Mot estimahle
2003 van Bruggen 0 0 0 1] Mot estimahle
2007 McEwvoy 14 133 13 133 43.0% 1.08[0.53, 2.20] I
Total (95% CI) 338 339 100.0% 0.85 [0.46, 1.59]
Total events 32 39
Heterageneity; Tau= 0.10; Chi*=2.99, df= 2 (P =0.229; F= 33% ID o1 051 1IE| 1E|E|=

Test for overall effect. 2= 050 (F = 0.62)
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5) ARP vs RIS

Aripiprazole Risperidone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2007 Chan i 44 2 34 7O.8% 1.73[0.36, 8.43] —
2009 Hatta 1 21 a 200 20.2% 286 (012, 66.44]
Total (95% CI) 70 54 100.0% 1.92 [0.47, 7.88] .
Total events B 2
Heterogeneity Tau®= 0.00; Chif=0.08, df=1 {P=0.78); F= 0% I f t |
Testf Il effect: £ = 0.90 (F = 0.37 0.01 01 o 100
estior overall effect 2= 0.90(F = 0.37) Favours experimental Favours control
7.1.2.  Population Il IZE 1+ 55
71.21. PANSS change from baseline
1) ARPvs PLB
aripiprazole placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
2002 Kane 114 2324 102 -29 2324 106 280% -BA0[1482-218] -
2003 Pigott -2.04 1673 148 178 1673 148 Mat estimahle
2003 Potkin -13.9 2088 96 -5 2088 103 332% -BO0[14.71,-3.09] =
2006 Cutler -11.3 18.449 944 -53 1848 88 387% -6.00[11.38 -0637] L
2008 Findling -Z86 B8R 97 -2 188 98 MHat estimahle
Total (95% CI) 292 297 100.0% -7.66 [-11.01, 4.32] L]
Heterogeneity: Taw®= 0.00; Chi*= 0.61, df= 2 (F=0.74); F= 0% _1530 -EEU ] SID 150
Testfor overall effect: 2= 449 (P = 0.00001) Favours freatment Favours contral
2) OLZvs PLB
olanzapine placebo Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
2003 Wvaods -6.37 1932 0 -166 1508 24 Mot estimahble
2004 Carrigan -3 FrEr 43 1265 3787 87 T4%  -18.890[-29.97 -7.83]
2007 Davidson -181 203 126 -28 208 120 342% -15.30[-2045-10148 =
2007 Marder -18.4 1849 105 -8 MAa 105 289%  -1040[-16.00,-4.80] Ll
2008 knyzhanovskaya -21.3 1118 72 -8B 2118 34 Mot estimahble
2011 Meltzer -ray o W08 1 1B 2240 114 2948% -12.70[18.25,-7.15] &
Total (95% Cl) 445 426 100.0% -13.38 [-16.40, -10.37] +
Heterogeneity: Tau®= 0.00; Chi*= 2.63, df=3 (P = 0.45); F= 0% f t } |
Testfor overall effect: Z= .71 (P < 0.00001) g;goﬂurs'tfgatmemUFa.v.DurSSDCDnU;FD
3) OLZvs ARP
olanzapine aripiprazole Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
20049 Fleigchhacker  -28.8 3286 344 2405 3286 347 75I% -4.80 [-9.80, 0.00]
2009 Hatta -334 08 17 -184 26 21 248% -1500[-29.88,-017] —
2004 Kane -268 M 1 -2 oM 285 Mot estimahle
Total (95% Cl) 361 368 100.0%  -7.41[-15.96,1.14] L
Heterogeneity: Tau®=19.06; Chi*=1.60, di=1 (P=0.21); F= 37% =—1DD -5=D 1 5=D 1DD=

Testfor overall effect Z=1.70 (P =0.09)
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4) OLZvs RIS

olanzapine risperidone Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
2003 Gureje -28.2 M8 32 163 163 33 41.0% -11.8021.00,-2.80] ——
1897 Tran -28.1 28 166 -249 232 165 59.0% -3.20[-8.74, 2.34]
2001 Maber -23485 184 36 12486 1945 28 MHat estimahle
2007 McEvay -14.3 103 85 -137F 104 a6 Mat estimahle
2002 Wolavka -57 176 39 -35 17 E 41 MHat estimahle
2003 van Bruggen 15 1 18 -15 127 24 Mot estimahle
Total (95% CI) 198 198 100.0% -6.77 [-15.16, 1.62]
Heterageneity: Tau®= 23.07, Chi*= 2.56,df =1 (P=0.11);, F=61% 20 3% b 35 20

Testfor overall effect Z=1.58(F=0.11)

Favaurs treatment Favours contral

5) ARP vs RIS

Aripiprazole Risperidone Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
2007 Chan -19.6 181 49 -1 177 M BT% 1.50 [-6.32,9.32]
2009 Hatta -184 26 2 -247F 278 20 183% EB30[1023, 2283
Total (95% CI) 70 54 100.0% 2.38 [4.60, 0.44]

Heterogeneity: Tau®= 0.00; Chi*=0.26, df =1 (P=061), F=0%

! } J
=100 <40 ] a0

o - 100

Testfor overall effect Z= 0.668 (F = 0.51) Favours experimental Favours control
7.1.2.2. Any cause dropout rate
1) ARPvs PLB

Aripiprazole Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI

2002 Kane 42 102 48 106 36.5% 0.91 [0.67,1.24] -+

2003 Pigott a4 185 110 154 Mat estimatile

2003 Potkin 3 o 40 103 Z6.6% 0.87 [0.60, 1.29] -

2006 Cutler 11 a4 a4 a8 36.9% 0.87 [0.64,1.19] -

2008 Findling 14 ar 10 a8 Mot estimahle

Total (95% CI) 297 297 100.0% 0.28 [0.73,1.07] L]

Total events 1"r 132

?etf;ﬂgeneﬂyl:l T?ru :g??;zcehlpz_ﬂuﬂzﬁd df=2({F=0498); F=0% 'D.IZI1 DH 1'D 1UIZI'

gstfor overall effect: Z=1.28 {F = 0.20) Favours experimental Favours control
2) OLZ vs PLB
Favours experimental Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI

2003 Woods 11 Kl g 29 Mot estimable

2004 Coarrigan 24 93 22 87 1T.4% 1.02 [0.62, 1.68] -

2007 Davidsan 40 128 TE 123 271% 0.51[0.38, 0.68] -+

2007 Marder g0 110 T3 OMO MI% 0.82 [0.66,1.02] =

2008 Knzhanovskaya 23 72 20 35 Mot estimable

2011 Meltzer 34 123 45 116 24.3% 0820458 1.19] -

Total (95% CI) 454 436 100.0% 0.75[0.56, 0.99] &

Total events 163 26

Heterogeneity: Tau®= 0.08; Chi*= 9.36, df= 3 (P = 0.02); F= 68% =D o 051 150 1DD=

Testfor overall effect: £=2.02 (F = 0.04)
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3) ARP vs OLZ

Aripiprazole Olanzapine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2009 Fleischhacker 104 3485 TT 348 BRO% 1.321.03,1.71]
2009 Hatta 10 M 2 17 3M1% 4.05[1.02,16.04]
2009 kane 143 2845 1200 2N Mot estimable
Total (95% CI) 376 365 100.0% 1.87 [0.68, 5.18]
Total events 114 T
?et?;ogenemrl:lT?fu :g?j;;hlpz_izu.ai;é df=1{FP=012) F=59% o ) ] 0 100
estfor overall effect 2=1.21 (P = 0.23) Favours experimental Favours control
4) OLZvs RIS
Olanzapine Risperidone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1997 Tran T0 16A ar 165 79.4% 0.80 [0.64,1.01]
2001 Maber a a a 1} ot estimahle
2002 Volavka a a 1] I} Mot estimable
2003 Gureje 15 32 1 33 206% 074047 1.16] =
2003 van Bruggen 0 0 0 1] Mot estimahle
2007 McEvoy 91 133 495 133 Mot estimahle
Total (95% Cl) 198 198 100.0% 0.79 [0.64, 0.96] L]
Total evants a5 108
?et?;ngeneltyl:lT?fu ;ZDPg;;hlp:—nﬁ1nDﬁ df=1(F=074a), F=0% oo 0 10 100
estfor overall effect 2= 2.31 (P=0.02) Favours experimental Favours control
5) ARP vs RIS
Favours experimental  Risperidone Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2007 Chan 11 44 10 34 A2E% 076 [0.37,1.49]
2008 Hatta 11 1 a N 474% 210[0.849, 4. 98]
Total (95% CI) 70 54 100.0% 1.23 [0.46, 3.31]
Total events 22 14
Heterogeneity: Tau®=0.34; Chi*= 3.05, df=1 (P = 0.08); F= 67% ID o 051 ] 150 1DD=

Testfor averall effect Z=0.41 (P = 0.68)

Favours experimental Favours contraol

7.1.23. Efficacy reason dropout rate
1) ARPvs PLB
Aeipiprazole Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2002 Kane 14 102 15 106 37.4% 1.04 [0.84, 2.01] ——
2003 Pigott 42 145 TE 145 Mot estimahle
2003 Patkin ] 10 9 103 19.7% 0.91 [0.36, 2.28)] e
2006 Cutler 14 94 20 88 428% 066 [0.35,1.22] —-
2008 Findling 0 102 o 100 Mot estimahle
Total (95% Cl) 297 297 100.0% 0.83 [0.55,1.24] &
Total events kn 44

Heterogeneity; Tau®=0.00, ChiF=1.04, df=2 (P=059);, F=0%

Test for overall effect; Z= 090 (F=0.37)
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2) OLZ vs PLB

Olanzapine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2003 Wioods 4 il 4 29 Mot estimahle
2004 Corrigan 4 93 15 87 137% 0.25[0.08, 0.72] s
2007 Davidsaon 16 128 a4 123 MN.5H% 0.28[0.17,0.47] —a—
2007 Marder 24 110 33 110 346% 0.62 [0.40, 0.95] —H
2008 Krnyzhanovskaya 10 T2 18 35 Mot estimahle
2011 Meltzer 8 123 18 116 20.2% 0420149, 0.93] —
Total (95% CI) 454 436 100.0% 0.39 [0.25, 0.63] <
Total events 52 126
Heterogeneity: Tau?=0.11; Chi*= 6.32, df= 3 (P =0.10%; F= 53% ID o1 051 150 1DD=
Testfor overall effect Z= 3.94 {F = 0.0001) Fa'\-"aurs expérimental Favours control
3) ARPvs OLZ
Experimental Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2008 Fleischhacker a0 355 25 348 B39% 1.181[0.71, 1.98]
2008 Hatta 10 21 2 17 36.1% 4.05[1.02,16.04]
2009 kane ) 2845 1m 23N Mot estimable
Total (95% CI) 376 365 100.0% 1.84 [0.57, 5.90]
Total events 40 27
Heterogeneity, Tau®= 0458 Chi*= 274, df=1 (P=0.10% F=63% IEI 0 051 b 150 1EIEI=
Testfor averall effect 2= 1.02 (P =0.31) Favours experimental Favours control
4) OLZvs RIS
Olanzapine Risperidone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
19497 Tran 23 1BB 26 1658 737% 0.B8[0.52, 1.48]
2001 Maber a a a 1} ot estimahle
2002 Volavka 4 kL] 2 41 Mot estimable
2003 Gureje 4] 32 11 33 26.3% 0.56[0.24, 1.34] — =
2003 van Bruggen 0 0 0 1] Mot estimahle
2007 McEvoy 18 133 12 133 Mot estimahle
Total (95% CI) 198 198 100.0% 0.78 [0.50,1.22] L 3
Total evants 28 ar
Heterageneity: Tau®= 0.00; Chi¥= 075, df=1 (P = 0.39; F= 0% :IZI 1 051 1:IZI 1IZID:
Testfor averall effect: 2= 1.08 (F = 0.28) Favours experimental Favours control
5) ARP vs RIS
Aripiprazole Risperidone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2007 Chan 2 49 ] 34 9.7% 350017, 70.69]
2008 Hatta 10 21 4 20 90.3% 2.38[0.89,6.37] —.—
Total (95% CI) 70 54 100.0% 2.47 [0.97, 6.30] -
Total events 12 4
Heterogeneity Tau®= 0.00; Chi*= 0.06, df=1 (P =081}, F= 0% ID o 051 150 1E|E|=

Test for overall effect; £=1.90 (F = 0.06)

Favours experimental
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7.1.2.4. Safety reason

dropout rate

Testfor overall effect Z=165(F=010)
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Favours experimental Favours control

1) ARPvs PLB
Aripiprazole Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2002 Kane 8 102 17 106 44.3% 0.451[0.22, 1.08] —i—
2003 Pigott 16 1585 13 1585 Mat estimable
2003 Potkin ] 101 11103 37.2% 0.74[0.31,1.77] ——
2006 Cutler 4 a4 B 88 18.5% 0.62[018 2.14] .
2008 Findling i} 1] 0 0 Mot estimable
Total (95% CI) 297 297 100.0% 0.60 [0.35, 1.01] <4
Total events 20 KL
Heterogeneity: Tau®= 0.00; Chi*=0.49, df=2 (P=0.78): F= 0% :D 0 051 150 1UIZI=
Testfor overall efiect Z=1.91 (F = 0.06) Favours experimental Favours control
2) OLZvs PLB
Olanzapine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2003 Wioods 1 ) 1 29 Mot estimahble
2004 Cartigan 7 93 3 87 1T1% 218[0.58,8.18] B
2007 Davidson 5 128 5 123 202% 0.96 [0.28, 3.24] . E—
2007 Marder g 110 a 10 253% 1.60 [0.54, 4.74] T
2009 Kryzhanovskaya 5 T2 0 35 Mot estirmahble
2011 Melzer 8 123 10 116 37.3% 0.75[0.31,1.89] ——
Total (95% CI) 454 436 100.0% 1.15 [0.67, 1.99] -
Total ewents 28 23
Heterogeneity; Tau?= 0.00; Chi*= 2.20, df= 3 (P = 0.53); F= 0% ID o 051 150 1DD=
Testfor overall eflect: Z= 0.50 (F = 0.62) Favours experimental Favours control
3) ARPvs OLZ
Aripiprazole Olanzapine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2008 Fleischhacker ar 355 18 348 971% 2021117, 3.47]
2008 Hatta 1 21 0 17 2.9% 245[0.11, 56.68]
2009 kKane 27 2845 26 I Mot estimable
Total (95% CI) 376 365 100.0% 2.03 [1.19, 3.46] <
Total events 38 18
Heterogeneity: Tau®= 0.00; Chif= 0.01, df=1 (P = 0.90% F= 0% =EI 1 011 1=U 1EIEI=
Testfor averall effect 2= 2.58 (P =0.010) Favours experimental Favours control
4) OLZvs RIS
Olanzapine Risperidone Risk Ratio Risk Ratio
Study or Subgroup Evenis Total Evenits Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1997 Tran 16 166 26 165 100.0% 0.61[0.34,1.10]
2001 Maber a a 0 0 Mot estimable
2002 Valavka 2 39 a 41 Mot estimable
2003 Gureje 0 32 1] 33 Mot estimable
2003 van Bruggen 0 i} 1] 1] Mot estimahle
2007 McEvay 14 133 13 133 Mot estimahle
Total (95% CI) 198 198 100.0% 0.61 [0.34, 1.10] g =
Total events 16 26
Heterogeneity: Mat applicable ID 0 051 150 1EIEI=



5) ARP vs RIS

Aripiprazole Risperidone Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2007 Chan 5 49 2 34 TO.8% 1.73[0.36, 8.43] —
2008 Hatta 1 21 ] 20 20.2% 286 [0.12, 66.44]
Total (95% CI) 70 54 100.0% 1.92 [0.47, 7.88] .
Total events B 2
Heterogeneity: Tau®=0.00; Chi#=0.08, df=1{FP=0.78), F=0% 'EI.D1 DH 1-0 1E|E|'

Testfor overall effect; £=0.90(F =0.27)

Favours experimental

Favours control

o - < — s L o SLp— 4
7.2. MEAZHRE LERARTOA FEICEITABEELBEEORIFICEWNTER
—
L= 7T—%
7.21.  FEV1(L) change from baseline (235 [+ %2 #&&
1) FP vs PLB
Fluticasone propionate PLB Mean Difference Mean Difference

Study or Subgroup Mean sD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Corren 2013 0.106 0.44 113 -0.011 045 109  958% 012 [-0.00,0.23] =
Galant 1998 0.4 0.53 79 005 049 70 B5% 0.35[0.17,0.43] -
Lawrence 1997 042 0.4 69 -019 064 G4  B.2% 0.61 [0.41,0.81] i
Mathan 2000 0.3 0.56 86 011 0485 g4  8.59% 0.19[0.02, 0.36]
Mathan 2012 0.092 0.4 119 0047 04 118 102% 0.04[-0.06,0.158] T
Pearlman 18497 0.44 0.s7 491 -0.22 043 78 B.H% 0.66[0.49, 0.83] -
Pearlman 1599 0.3 0.43 23 0 043 23 7% 0.30[0.05, 0.55] —
Pearlman 2004 0.36 0.47 89 014 047 a7 9.5% 0.22[0.08, 0.36] -
Pinnas 2004 0.39 0.4 100 0413 04 99 10.0% 0.26[0.15,0.37] -
Shapiro 2000 0.25 0.46 84 -011 048 93 9.5% 0.36[0.22, 0.50] -
Zuwallack 2000 012 0.44 TE -0.16 0.44 79 9.5% 0.28[0.14,0.43] -
Total {95% Cl) 929 904 100.0% 0.30 [0.19, 0.41] L 2

Heterageneity: Tau®= 0.03; Chi*= B1.46, df= 10 (P = 0.00001); F= 84%

Testfar overall effect £2= 5.42 (F = 0.00001)

-2

R } {
Favours [PLB] Favours [fluticasone

2) BUD vs PLB
Budesonide PLB Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Corren 2003 003 041 106 -D1 0.43 51 227% 013 [0.01,0.27] =
Carren 2007 023 04 121 003 044 122 408% 0.20[0.08, 0.31] =
McFadden 1999 01 041 103 -009 041 104 365% 0.19[0.08, 0.30] =
Total (95% CI) 330 277 100.0% 0.18 [0.11, 0.25] L]
Heterageneity; Tau®= 0.00; Chi*= 065, df= 2 (P = 0.72); F= 0% 5_2 51 ] 15 25

Testfor overall effect: Z= 5.24 (P = 0.00001)
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3) BDP vs PLB

Beclomethasone Placebo Mean Difference Mean Difference
Study or Subgroup  Mean 50 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Bronslky 1998 023 045 129 008 045 128 271% 0.146[0.04, 0.26] =
Israel 2002 038 055 332 01 042 111 294% 0280018, 0.38] =
Mathan 1999 027 042 102 -01 0456 87 M.3% 0.37[0.23, 0.51] -
Mathan 2001 011 037 57 -0.21 0.38 57 22.2% 0.32[0.18, 0.46] -+
Total (95% CI) 620 384 100.0% 0.27 [0.18, 0.36] +
Heterogeneity; Tau®= 0.00; Chi*= 6.98, df= 2P =0.07); F=57% 5_2 51 3 15 25
Testfor overall effect: 7= 583 (P = 0.00001) Favours control Favaurs experimenta

4) MOM vs PLB
Mometsone PLB Mean Difference Mean Difference

Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI|
Bensch 2006 043 05 100 016 0449 95 24.4% 027013 0.41] -
Bousguet 2000 016 041 188 006 04 181 27.9% 0.101[0.02,0.18] [
Coarren 2003 019 o041 104 -01 043 a1 24.3% 029015 0.43] -
Mathan 2001 0.25 045 a6 -0.21 038 a7 235% 046 [0.31, 0.61] &
Total (95% CI) 443 384 100.0% 0.27 [0.11, 0.43] . 2
Heterogeneity: Tau®=0.02; Chi*= 1887, df= 3 (P = 0.0003); F=84% 5_2 I1 B 1I 2!

Test for averall effect: £=3.38 (P =0.0007)

Favours [PLB] Favours [mometason

5) FP vs MOM
Fluticasone propionate Mometasone Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
Harnest 2008 0.4 0.39 96 04 034 107 36.1% 0.00[F010,0.10]
Kernp 2000 0.14 052 74 04 0.44 79 290%  -0.26[F0.41,-0011] -
O'Connaor 2001 0.16 0.54 184 019 054 184 349%  -0.03[-0.14,0.08
Total (95% CI) 354 370 100.0%  -0.09 [-0.23, 0.05]

Heterogeneity: Tau*=0.01; Chi®= 819, df=2 (P = 0.02); F= 76%
Testfor overall effect: Z=1.20(P=0.23)

|
2 -1 0 1 2
Favours [mometasone] Favours [fluticasone]

6) BUD vs MOM
Budesonide Mometasone Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Corren 2003 003 041 106 019 041 104 100.0% -0.16[-0.27,-0.08]
Total (95% CI) 106 104 100.0% -0.16 [-0.27, -0.05] L 2
Heterogeneity: Mot applicable -_2 -1 ﬁ 'i 2.

Testfor overall effect: 7= 2 83 (P = 0.005)

7) BDP vs MOM
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Beclomethasone Mometasone Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CIl
Mathan 2001 011 038 a7 025 045 a6 1000%  -014 [-0.28 0.01]

57 56 100.0%  -0.14[-0.29, 0.01]

Total (95% CI)
T

Heterogeneity: Mot applicable 5_2 51 D 15 >
Testfor averall effect Z=1.79 (P=0.07) Favours Mometasone Favours BOP
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