(RIS Izxt9 % ENR: 8% 8%vs.0fH 29%, 2=0.33; OLZ iZx19 %5 ENR: 91% 25%vs.(fF 50%,
P=0.38), L» L., PANSS #SOHS TIX, OLZIZxhd 5 ENR THABENGIEE L v E |10E
HiEmER L (P=0.070), 18R LE CORMIZ, THZNOHBE IR - CEHBENZER
EIBRHTE R o7, LA L, RISIZHT 5 ENR Tid, SRR L 0 OBRESEICEY Gt

ISR RAFRE - 8% P=0.19, §FF P=0.050). OLZ \Zxt9 % ENR Tid, GIEEE LY AN
IREROICHE - 7o (RFREEISUS BAFEE - 80 P=0.008, #FH P=0.20), Zh O OFEHRIT, HANEHE
L2 b7 b, £ RIS TR L TREIFGARZ S OLZ [T 5 HIENABEE WS
LB, —JF, REFRERE BN HEMICT 57 b, OLZ THtAL CREIRIEREZ D

RIS Mz B HIENESEE WS Z &2 5,

LB FERRRAERT A NI A L OWET% B LB 0 ROT 12 XY | BEIEHTRIGT &6
T B DT ETF L ARBRCERENSDb D, b OREEEHEMAERT A K

A > DIROWETHRIZEE Y iATe,

et &

Iz (BERSEWERYE ¥ —)

T (CEBRSL I ZADEEE X —)
BHHE (RERSYEEFER)
BEITHE—EL, ZR)I30R GBI ERERBE)
FiEE (ERS LB

BIR (SbFkk)

FRERE (LR

R T (BRA=9RER)

HREAN (REEARRD)
BARZEIRER, AFRSLE, B R LZRS (E T
HrBIERTE R EREE & —)

AT, BURTTERS CGRREREER A E B
be)

PR CRORREREFRET)

W (1< &2V =y 7 FkR)

BFREET BHESRRZ Z ADERE
—)

FHEF (MBI ZADEERE 2 —, T
BERFBMEERE 7 —)

KEEKER (BB BSHEMERY V7 —)
=AU R (LELRSTARERT)
FHEN RS ZADERY L Z—)
FEHENR (R BREHZ 2 A T &—)
f & (FTEREERERE ¥ —)
JIJEEE R SL v i be)

A. HFERBEH
ERICEEOEMER RT3 LT, &
BOWE, FICEDOHE LR AEYFEED N

A RTA IR EATHD, Lo, WERME
DR - BIEHIFEYRIRIC OV T, B
THA U EERTDZ L OTHFNRES S,
RS 2 AR P — & LW RE R IFEALR
EhTrThsd, ZDH, DiLbilid 2007
0 O REHRBURIER IS O % ik LT FE L
v h U —7 (Japan Acute-phase Schizophrenia
Trial [JAST] study group) 45 L. $iA %L
JE DRMEEIZE IR 31T D ARMIREED T
Z LMUERRFER (RCT) %ML TR, Hf
BRAERT A RT4 v ORO%ET (55 3 /)
ZEELTWS,

AFZETIE, £, FUSHRE~DRIG
AERBNZHT DML LT, ERMICERELTER
4 3CE D IR 2 TR PR R 23 5804 %
T, A7 P (OLZ) U A<D R (RIS)
DEHBITED 2 (EEREER 1) (220 Tk
AE L7z,

Tlo, INETIE, FUBHRES~ORIST R
MB2EMBETTHITE 52 L 2R L (Hatta et
al. 2011), Z DR A THAICER L DGR, £ 0D
F XA U A% BHA THER 92 L v IaR P ki



ELEEP DN &b ERNICD TEIEL
7z (Hatta et al. 2012), —77. Kinon & (2010)
I, REIRISREANCH LT, TOEEFRCE
Bl & BAI TGS 5 L0 . BIOFUREMREEIZY]
X DI, IBEPIEICEDZEEN DN &
EBRCS TERE Lz, 2T, JUEHHE
ARG RN T2 HKE LT, Bt
FEMREDOLRZ LD EHENEF/N? &
WO BREREERIANAE U 5 (BRIREERT 2), ZDOR%
AHTFE TIREE L 72,

B. W35
1. #ABRTVA
—EER GHEE). &
2. X%
UUFIORT@REEL T L, XETTHRY
FREMREEGLEELTD, FARICOWVWT
I, BRANGELZ EERRAIET 50, &
DR - HINTEE S DR T & 2 IS RRR A
Bid D4E B, LTERREEE GEMMREELE
BRI AIRER L I3 RBELEE) 1 0BT
(1) BEPRAYE @ 18 st A L 65 Bk D g7
FOREE (W% - R L B AT TABET 8%
(DSM-IV : 295.xx [CREE T 5 BF ekl
. ARESES, MERHRERES)
(2) BRAMELHE .
D EERITHEREE. BHEEE. O
iR E A BT 0 8%
2) BERFICRED D WIBEOH B BE
3)  fThE - IR E T I ISR I R
EHLELTCNBHEE
3. BEEAEE L ORSIE - B 5HIH
(BRPREERS 1)
RISELGR 344 : #587Z x 8
OLZ 58t 344 : ZEEFE x 8

1B, 2 BELLRGARR

i

%7272 L, RIS12mg & % % OLZ40mg &= T
B LTENRES. 5 WVIEEIER D2 Hike:
FEEOHEA, TORSTRBRIIKRT & L, Al
~OEE 2 RLEMFRIIEE LT 2,
(FEPREZER 2)

HARIEF$ - 200 41

B G380 AP, HYEOHWIZ L > T RIS £
7oix OLZ ## G/ L. 2 WIS B3]
(CGI<3) 13 D E EMkHe. SUn R RS (CGI>4)
RO LBV T FREUTTEZ LT, EHIT10
HEE LT,
RIS & 5-Bi#aG] - OLZ 12812, DV I OLZ
St
OLZ ¥ 5-BatAME : RIS I8 2, DV RIS
Bt

B 5 & : g)laf 5 &1L RIS 3mg, OLZ 10mg % H
ZE L, WTNOREHE AT

4. REBRHIM

(FRAREER 1)

BERHAM - 201146 A 1 H~20124 1 A 31
B (BE4&T 201243 A 27 B)
EAEGRMA LY ST 7 +u—L7,
(FGRIREERT 2)

eI 201245 H 1 H~20134 6 A 30
A

EEB SR L Y 12 HEEE L,

5. FEFHEER

(FREPREER 1)

(1) FEREEFEOLE: (PANSS #UR 50%%#
)

(2) APEOLE (FEETORE)
(FRIREERS 2)

(1) FERELEFROLE (PANSS #/R 40%HE
)

2 AEOLE (TTOEBICEDFIEE



TORFH)

6. BIRFHmER

(1) FREMoLE: (DIEPSS. BIERIC X 5B
V) | LE - BREE - R E

(2) ERWEORFHEHEB DL (PANSS #
Mo TR —v - JFRI, CGL, GAF)

7. BIZEH

1 BEER

SEim, MR HR. RE, KE4L DSMIV .
295.xx), Tb3a—)L - T IRIERE, B5HT
DARFARIL CRIGHE - B3 - RIEEFESFOHI)
(2) FER ORI

(BRPREERT 1)

Bt - BRI R E (PANSS) . BRARAY
SRYERE (CGD) . 2 MHSRERE (GAF) %
HAWT 238E, 8WMEICH7 v F-i L7,

(ERpR %M 2)

FUHEBZ 2 M, 12 BEFE L7,

(3 EIEA

SRS BIERFHE R E  (DIEPSS) %
FAWT 28, &5\ WITSEEI BRI R SR
A L7z,

(4) FERRME

(FEAREER 1)
BHEEAKEE (U - T.Chol « TG 124 %
E

8 RN REET D56, SR T LM AT

BHEEAREE (f#E - LDL-Chol - TG |3%%H)
BIOMET 07 7 F U RERZRIE LT,

12 BRERNTEEE L7256, Sk T L5eif il 217
ST,

8. & OLZ 5l 20mg M 45 C o I o i I
E (FRIREER] 1 D %)

RIE D72 DIFEWEFL TH 5 Olanzapine

Standard 8 L

10H-Thienol(2,3-b)(1,5)benzOdiazepine,2-eth

y- 4-(4-methylI- 1-piperaziny) Z#i A L, JCL

AFT veAa (BEHTR) ERERNERATL,
PRMLBFRIC DWW TIE, I FIRER T3 R

B D T, IREEE 10 BRI 22 TR E L

o (=27 1 3RE® 4 BRER DT, Z0b7

Y ORFFEH LB ),

9. ik

(1) HEELORIUC LY . REROMESHS

Lol BE

(2) HEBRBIATE . WREDSKISIERI TRV &

PHPAL 7
) BEFEIIZTOFENLRBREBMORE
DORFEID & - =354

(4) HWHREOEAIZ L VBN T S ni=5
& (BfE, &, 210, BERES)

(6) EBRETv ha—LERNb-HBE

Z O, WFFEEEEAE 72 1 XA FE S HRIERT 2
1% L T L2 A
(EEZREIERZ 2 L2GA10E, ARIGES
DETIRALEZ D, )

(TR mE ~DELE)

WFSEETENC DWW Tk, MR EE OFTE T 5
NER B RFEFMICRIT D MEEERICH D A
REBTERE Lz, ZHBERFETH L0,
TR E b &2 TBREREBEOMEZES
DEREH/BTND, TV F LT B0, Big
T OMA L REEXEICTES, BRI
WTILGGEE (REREE - R »oBE5
ZEEMHEELTND, £, BET T ARV
—REDBLE D BENEFFETE DERNEE
BB AT IR S BT 5,



E Bz, FEPREEM 1ok P28 Tid, OLZ
2B 11 B ic B IR IR AL &
20mg ZH 2 CTEET AR, ERENOFE
REZIZHAZ LCEDZ L2 VT ICRET
B e, BIOWE LV RWERBIZLHEECT
HZ & TR LT,

e PR SR 2043 - UMINO000005526 (L 23 %) |

UMINO000007145 (FR% 24-25 )

C. WFERR (EEZMR)

(RRAREER 1)

HapREERT Lok 27 0 7 7 A WK 1
2R Lz, 20 628 RIS BRI, 22 573 OLZ REIC4E
EABIT SN, MBEICN—AT A DT E
777 4 B LUK OEEREITRD
Nigipotz (& 1),

TARTOHEHBIZ L DHEF L% Kaplan-Meier
ECHE L2 A, BAERRES LERIS &
OLZ 12T 5, REABRR) b BAR S PIEE
TOREMIZZETRWER 2572 (B 2), PANSS
B D 50%LL ik UTEGNI AL & % 45% T
ZORTHEIRED NIRRT (R2), AR
72751%, RIS BEDJ5 3 EAAN IR D HEBL=R 23
ool b ZAUCBEE L THR=a U VEOME
FHEENRE NPT L Th D,

#3013, BEEAC»rrDLTEAEZEL
tﬁ&@ﬁ%ﬁﬁ@ﬁ%tﬁ&mﬁﬁﬁﬁéo
EHELE L BERI TRIBTE
BLV, ABRROREERFSAVARICEL
A DT-HD haloperidol (HAL) JEFTDfE
FBEERmVMER 27 LT,

OLZBETEHBEEZELIETADIBEAD,
20 mg/day FH 5 A TOMBEREZHEIETE -,
FTARTHZRED 20 ng/nl X TV (FF4),
ZDHIHED 2 FNIRIBETH o7,

(RREREERD 2)

156 4 D BENBEG I, HEEOHEIT X
D 74 175 RIS TIRMRBAIA S 4L, 82 673 OLZ T
BEMG SN (X3),

1. RIS BAAREGI DR R

RIS 2 5:-BAtE0~ 6 2 ERLIAIC 1 623 R E R
B L., 9 FINZEREAR A4 D72 RIS AR A
BEL 720 | LBINBMIEE LD | 2 BITHERR
DVHIBA L, 1 BIDSEFSEFIE 2 ST L2 hr o 7o (K
3. Ihb M4FEERS 60 FI25, 2 HHEDR)
HOMIE &2, CGI-13 LA ko 33 {543 B8 U
BIFEEL LTEDEERISHbE & e o7z, 27
1L CGI-1 28 4 LT D72 RIS AR R (ENR) &
T S, OLZ 128 2 52 (n=13) OLZ ZHFH
T 5 (n=14) W27 v & LB STz,

2%, RISIZxPd 5 ENR &, FHIRIG BIFEE
ICHAT, ARICHARED RIS &43% < | PANSS
DIEMIERTE AR L5 AFET /10 Negative
[AIF-. Disorganized/concrete [K-F &> 7=
(£ 5),

BHSISBIFHO O b, IR A +oDnH
FIREGEAEE & 72 o 72 5 1, BIVER D7 Ol A~
BeL o666, /T KeT TR 1 HOF
12 FAs, 12 B OBEMMETcHE & 27,
ENR @ 5 BEIERETIL, 20 A+ 0 5 61, Bl
ER® 2 FI2 12 B KV ETicHik e 20 HrH
BT, ERAFDO 76, BIERD 2 FIH 12
B L VENCRIEE poTe, IR L GRREL
DT, TEIZ T 74 BIUR—RT A Dl
RIFFEICABEZOH D HBITRD Lo
7o (&7,

RIS Z%3 % ENR @ 5 5, PANSS #R D 40%LA
EEgEsNT, R (8%) L0 OFAEE 29%) o
FRgholen, AEEITRO bR oTz

— 19 —



(P=0.33, 3 9), PANSS A DOHER b MAERIIC
BEEIRD LN oTc (P20.90, X 44),

TARTOEBIC L DI IEE TORH b MR
FICEBEITRO bR o72 (0. 72, [ 54)
Lo, BHIROS BRI S TEIREIIA B
ERRDSTZ b DD (P=0.19), BHRETAEEIC
< (PR0.050), FEHERICHIRHENEDL Z L&
TRET D,

BUWERIZ. DERBICB W T T BT 7 F ER
BEICEN-STZH (P=0.038, £ 9), fhOEH
WHEEBEITRD RN T,

2. OLZ BRARIERFI D5 R

OLZ & G-BAkA 6 2 RIS, 17 BIASZH R
AR+5330 KOV L BIASEIWER O 7% OLZ BAHERE
TEEEL 2D | 3FBBMERE L 2D 1 HIHHFZE
FIEZ BT Lo (H3), Zhb 22 fl%
Br< 60 625, 2 18 & DRI E 2% T CGI-13
PLEo 36 BN B RIFFEE LTEDOEE
RIS #kfge & 7o o 7=, 24 1L CGI-1 28 4 LA T D7z
DEMFIGAER (ENR) &¥BrEiv, RIS U
Z 570 (n=13) OLZ ZOtH$ 52 (n=11) IZ7
VELEIFTENTL, 200 BLUREHD 1l
WFZEFIE % ST L 72 h o T2 72 DFRIT I B RSN L
7o

728, OLZ \Zx19 5 ENRIE, BHARE B AFEE
AT HEICEEDEIERE NP7 (K 6),
BHASS RIGRED 5 b, IR+ DIz H
BIkE R EE & 72 o 72 36, BWER D7 kiR
Lot 2, /T ReT TR 240
THIA, 12 B OBEMEENC P E o,
ENR 0 5 HEIERETIL, SRR+ 0 T HI 12
BRI EVENCHIEE 220 . SFABETIR, 28R
Foo 4 FN 12 WAL VENCFIEE o7, F
7o, RHIROS RATHE & GFRBET 1 4 oREE

LBTERPTIZD, TN LERA LTz, 0%
BECHEABEEOMT, T/ 7 74 BLUON—
AT A v DEFEROFBICHEEZD H 2 H B I35
HohNIehroTz (£8),

OLZ {259 % ENR @ 5 5, PANSS #8mD 40%LA
RogEANT, UIEERE (25%) XV pEAEE (50%)
DFWEoTeh, AREITRD LR
(P=0. 38, % 10), L%> L. PANSS # H DR 1%
GFHABENBRH I VELZERARD N
(P=0.070, K 4B), T XTOHEBEIZ L DIHEH
1EE TORMIE, MEMCAEEZTIRD bk
D3ofz (P=0.40, E5B), UL, REKIGE
HFREC N TR A BEEN D2 7e b DD
(P=0.20) ., BIREETHEREICEL (P0.008), [
BEENCOFHBERMED Z & 2T 5,
BIERIE, WThomEB bR LFALED
RICEBZEZITRB O bR -7 (& 10),

D. &%

(FRPREER 1)

EAEE CHREL LEBE0AMEHICEIT S
OLZ & RIS OESIIAME TITREE 2h o7
D, T U MMETE T BEP LB D 60%
IZE& EFE o DGR TRV, OB AN
EHEZELCEEHI, BYRETRETE
BEL D, ARRROREERFESDERICES
HEHEH OO O AL HEH OFEHBEENFEIC
BT, ZORERIT. BTV TEBMEE
RO A FERER 1) Ce < FRMEEIR b BEE 72
FEBIL, WBEBEOHREFHREICE LIZLS <
EHERTET LI LERET S, TRETITS,
BRI & TR & OBEERFER ST
W5 (Kinon et al., 1993; Hatta et al., 2003),
SMEEIR & IR BB OB L OREE bR S L
TV % (Cahn et al., 2006), FHZAELOF



RESFHI 7R B & O EERREMERIT. EREM
BE - BBOLBDVIZ S LEETBED,
BEERBHEERCBEMREICEE I N 178 %
HIEg B BB B A X T USRS 2 B
HEREMENR B 2 BB,

BHEZE LZEF O S B PANSS 708 50%
UL ESE L7288 13N E 030 7253 (RIS B 25%,
OLZ #¥ 0%) . 30%LA oo i & EE R 2ol 4008 2
A U7= (RIS % 63%, OLZ #E57%), € OFER, M
HEOBETEIIKC LRV ZOEHAEIIBITL
TEREO D HiEENEAI TRBTE L, EE
REEERL INETORE L RRICRAE LR
Mo 7- (Kinon et al., 2008; Mitchell et al.,
2006), ZNHOFEENL, IV LEFIEZE
BT 270, WEKGARBRAFNZ, RIS 25 12mg/
HETRBAINTND X DIT, OLZ bEMED
40mg/ BE THAINTRWE S IZB b5,

mAED 0LZ 2 89 2 BEITEDEREFIIC
TR TEDNZONTH, KERNLEET S,
B LBy, OLZBHECTEHEZELZTEAD
HSBEETEL 54D, 20 mg/ BHEGHETOD
MIFRETT X TEIRED 20 ng/nl 22T
Wiz, OLZ ITEMEREEMD 23Z L < (Callaghan
et al., 1999). MiEH & AFBEREIR H ORE 2
EVVFERE &R 72 8 (Skogh et al., 2011), I
76 OLZ IREEIT OLZ OFEME BT 5, & 51T,
R PR & M SRR & ORSEME DN 5.
20-50 ng/mL DMRBIRE L SN TS (Mauri et
al., 2007), AFEROIMIEREIT 20mg IR
11-16 FERZICHIES L TWaAR, FF7HEE
72 BINERD> B 24 FRER 1 DB 12 R 0% 70%
THHZENAFBEEZEZ TRINTWNWD I &
© (Callaghan et al., 1999), AFEHED 5 D

N ZEZNTUL 20 ng/mL & TFEID Z & 1372
Molz EHERITE 5, LEER- T, AR,

S

BRI GA B OB E A EYENREIZIR & 72
LB TV, Roth (2008) 1%, {EFHHT
MORERFERE ICXT 5 EAE OLZ DR
FEOBF L LT, EFH, EYERETFH,

HDHVITELETF LIV OREEHICER LTV 5,
ZAVET, Kelly Hix (2008) | 50 mg/A &5
7 OLZ O MR EEIIEIR O SO & BEE L 722 7>
ST Z L EHELTEY Citrome H1%(2009)

OLZ JBJE & PANSS FE R DO ZEALRLIEE UG & DB

HERRWEERhoTeZ ExWEL TS, K
FERIT, MAED 0LZ 2 E3 HH A N EYERE
FORMBETRNWZ L 2 EEERE L2 HD TOH
RTH D,

xtRRAIZ, BIVEA O MBI SR ENRE L O RARE
ELTHBTCE 2R H DL HIcBbhs,
FEGF] 5 1R EEFH L 7o o T OLZ B EESNTVD
D, FOMmEREL 84. 856 ng/mL & O FEHS)
IR TIE D DICED 2T, Z OEFNIARH O
BWXA T THDHZERHERIEN, EDTDI
MyE OLZ 73 LWEREICE > T LRV, @
FEROWIEARERE X O D, REROF RIT,
OLZBEEL u T 7 F L BE L OBE THRE &
NTW5 (Citrome et al., 2009),

Fh, BHEREIIBATLIZ IO Hm 2
BHIRIBE CTH o2 b, BAEBEETS
BE D) BLIREZERAROBE NG LA T
ERWEERHDLZEDRHLNI RS T,

OO ERL, & TOEMNEHEHRE
BETHLIZOHEDORKRBSGZ KL TWVWD
ZEThBH, MEESHOEEENEZIT TR
WIZ BB TH D, BRI, Yo7 i A4 X
BINSNWZETHD, FRDKRTA 7 4+ —
AR-arbEr b 2ELZEITLIELITHREZ
RV, FRZR A EL B A7 OLZ D5 O A etk
~OFRIBEEBDLZ LIS bICHEE -T2, L



RS T, BEZUE DD HLBIMEIL M & Y
Fol, 20BOBRE LT, AERIT 7Y
AFRNBIITFEISTE RV LRy, 77
U 71 NFED 89%1% CYP3A43 V= J X A 7 AL %
¥ U7 T, 0 50%% 15-20mg/ H @ OLZ 5T
HIMEREIL 20 ng/mL 2 & EFEDH T EBRREX
NTWBENLTHD (Bigos et al., 2011), 3
DHDRFUL, ZEERTRVWI L THD, R
B S BE bR EFEAOMRLBIEM DR E
HoTWDHZ LN, RICEEL G 2 T F Rt
EERETERVNDLTH D,

(FEPREERT 2)

PURBRMRIE DL & 0P IC BT 2 MEEIZIER
ICZ LW, mEETHERSND LI -T
W5, Katona it (2013), N H VU —DEE
ERRROT —F _—2 00 BT A
T, TARTOEBAICELAHIEEBECEL
CHEROBLERIE LT, TORR, B2
HERPRYR IR 21T K 2 BRI OfkEE D 05 03ME
DS, AMEEEORICHHARIENED Z L &R
WL TWD, 72721, BIREEIT 60 BEHR T
HENGREZ MG L TV ZBETHY ., T iy
AICEFITE DG 22 2 biVied o T2 BEIRIGR
RENIEENRVWoH, BIZBREPERT 5
IS X TV AR IEE 220, Lih, &

DIIGENLT o Z DM DR WBENETH Y |

T T AKEFEL 2V, Lo T, A
Zeid, AMHEEREAZIENICL TV L, B
FIGREFlIZRBZICLTNWDEZ L, T Z b
FERRBIZET A o ThH DB Z b, T
HArOEmCH - REBRE b6,
AHFFETIZ, RISICHKT D ENR T, OLZ (25
35 ENR TH, B0 % LGOI DS PANSS #4
FAOBEL EDSEE R LTe BEFIIZ o T,

AEECIEL -T2, Ly, OLZIZHd
% ENR TiZ, PANSS Mm ORI VT, B
FER VOB T P UE I E D EM AT b
7o T OFEREIZ OV THREH AN ST — R R E
KDOFTREMERE 2 biL, SHOMPEL LTE-
77

—J5. BT EoHIEE TORBIX, RIS I
%3 % ENR TIE, GFRAEL 0 GBS A
BV, OLZ \Zx4 5 ENR Tid, SIEEE L 0 A
FEDSHERIICE D & D BLBRIRWVRERIC R o 72,
RIS \Z5t9 2 RO A B A O F1Z OLZ I TE RO
BEBNDZ L OLZ Tk B s A B O
(2 RIS BANC SR T BB D72 & 2R L
TW3B, T, RIS 245 BNR Tri—2A
F A v OREMERCHEERBIRNT L E S
OLZ TIXZ D X 5 REITRWIEE 2o TofER,
T i h OLZ OIRFAERIA RIS L 0 L& TH
DEREMDRH D Z & EBET D0 Lty

INHORERIT, BRRRIZZIEDD2 b,
E79 RIS THZA L TRHISUSAR R 6 0LZ (2]
B DHENEEAE NS 2 Lithd, —H,
JRFIFH 2R & A DAERIIC T 572 b, OLZ
TR L CREIFUSAR R 72 b RIS #0112 5 ik
DEBH LD Z L2725, Ascher-Svanum &
X (2012), EERRIZKIT 2BIEME T, BANA
JECTHET 20 EIZZS LT ITEE 2 28R
L. 2 LENBESN AR +072581F
RECLD0EAZRBRT 2EMARH D & &R
HLTW5, HHRREBGICRTS 7 4 A
{LEERRB TORERIL, TNETOHEERFED
REBRATHIWTIC B ERY 2 TR R 2 I 2 2 2 &
2%,
BEENRRICE T 2 RIS REIOEE 2.
DMPEHADNCBET 2 T v & AMUEEREBRII AT
BEADOHDTHY, 5%, S LICKEER R



AENEEND,

E. &%

EHEETRREL LEGEORMHICBIT S
OLZ & RIS OESIIAMIE TIZREE R0 -7
B, T H AMMETETBRENLIEIEGIED 60%
W2 & EFE TR TR,

BAEYELZEEHL., BFECTRBTE
LD . ABRRRORMIERFERAEREICLE <
RBSEER O T2 O HAL i O ASEE RS F BT
mnol, EFEAOHE - BENEDLDIZN
DI EHAENRLEIZ > T2 AR RIR S 1
%,

OLZ ECRHEZELZTADIBLEHAD,
20 mg/day HEH A TOMIEREZJETE =,
FTARTHZRED 20 ng/nl B2 TEY . FH
IBESUS AR RO HIZEDERRICE S22 &
RO TEMITZ, bz, mAERGITBAT
L7505 bO 2 lIIRIER ThH o7 &
5, BAREZETHBEED D LB IR
DEFNO HMATERWGERH D Z &0 H
LI IR 0T,

RISIZx4 2 ENR THOLZ 1T 2 ENR TH,
@ﬁibﬁ%@ﬁWPM$%%f4%uL@&
ErRNLIZBEIIE L -Tos, FEEIZITED
i Tn, MEFFISY —R R SER O
ELTEZLND, EB OLZ X% ENR T
I%. PANSS #MEDHERIZR T, YR L Y Of
FABEO TP SEIE L ER R b,

BT IO T IEE TOBRIX, RIS X1 5
ENR T, OLZ IZx9 % ENR T, CIEEE & HFF
B L OMICERNRAEBZEITRO bivginoTl,
L2>L. RISIZ*F9 5 ENR Cik, FABEL D U)
BRESEEAOICE Y . OLZ 12X 5 ENR TIE,
OIEERE L0 BFABEDS RIBEROICHE o T2,

ajn

N

Wﬁ

INHORERIT, BANRRICIED D725,
F9° RIS THASE L CRHISUSAR R S OLZ 28]
B2 DHFEPEHENE VD Z &b, —,
JRELFH 2R RE IR & B I DAERIIC T 572 5, OLZ
THitE L CREIFUSTN R b RIS 212 2 5k
MEE &N Z LD,

BHRREERIA FI4 v OSRFTEHEL
T=HGD RCTIC XLV . RENSEIGA RN
TEHEFROTET VAIBFRICEESIL->0H
B, TNHDORREFHEBMEERTA RTA
v DR DYETHRIZEE Y A Te,

51 FSCHER

Ascher-Svanum, H., Brnabic, A., Lawson, A.H.
et al. 2012. Comparison of patients
undergoing switching versus augmentation of
antipsychotic medications during treatment
for schizophrenia. Neuropsychiatric Disease
and Treatment 8, 113-118.

Bigos, K.L., Bies, R.R., Pollock, B.G., Lowy,
J.J., Zhang, F., Weinberger, D.R., 2011.
Genetic variation in CYP3A43 explains racial
difference in olanzapine clearance. Molecular
Psychiatry 16, 620-625.

Cahn, W., van Haren, N.E., Hulshoff Pol,
H.E., Schnack, H.G., Caspers, E., Laponder,
D.A., Kahn, R.S., 2006. Brain volume
changes in the first year of illness and 5-year
outcome of schizophrenia. British Journal of
Psychiatry 189, 381-382.

Callaghan, J.T., Bergstrom, R.F., Ptak, L.R.,
Beasley, C.M.,, 1999. Olanzapine.
Pharmacokinetic and pharmacodynamic

profile.  Clinical = Pharmacokinetics 37,
177-193.

Citrome, L., Stauffer, V.L.., Chen, L., Kinon,
B.J., Kurtz, D.L., Jacobson, J.G., Bergstrom,
R.F., 2009. Olanzapine plasma concentrations
after treatment with 10, 20, and 40 mg/d in
patients with schizophrenia: an analysis of
correlations with efficacy, weight gain, and
prolactin concentration. Journal of Clinical
Psychopharmacology 29, 278-283.

— 923 —



Hatta, K., Nakamura, H., Matsuzaki, I., 2003.
Acute-phase treatment in general hospitals:
clinical psychopharmacologic evaluation in
first-episode schizophrenia patients. General
Hospital Psychiatry 25, 39-45.

Hatta, K., Otachi, T., Sudo, Y. et al for the
JAST study group. 2011. Difference in early
prediction of antipsychotic non-response
between risperidone and olanzapine in the

treatment of acute-phase schizophrenia.
Schizophrenia Research 128, 127-135.

Hatta, K., Otachi, T., Sudo, Y. et al for the
JAST study group. 2012. A comparison
between augmentation with olanzapine and
increased risperidone dose in  acute
schizophrenia  patients showing early
non-response to risperidone. Psychiatry
Research 198, 194-201.

Katona, L., Czobor, P., Bitter, I. 2013.
Real-world effectiveness of antipsychotic
monotherapy vs. polypharmacy in
schizophrenia: To switch or to combine? A
nationwide study in Hungary. Schizophrenia
Research

http://dx.doi.org/10.1016/].schres.2013.10.034

Kelly, D.L., Richardson, C.M., Yu, Y., Conley,
R.R., 2006. DPlasma concentrations of
high-dose olanzapine in a double-blind
crossover study. Human
Psychopharmacology: Clinical and
Experimental 21, 393-398.

Kinon, B.J., Chen, L., Ascher-Svanum, H. et
al. 2010. Early response to antipsychotic drug
therapy as a clinical marker of subsequent
response in the treatment of schizophrenia.
Neuropsychopharmacology 35, 581-590.

Kinon, B.J., Kane, J.M., Chakos, M., Munne,
R, 1993. Possible predictors of
neuroleptic-resistant schizophrenic relapse:
influence of negative symptoms and acute
extrapyramidal side effects.
Psychopharmacology Bulletin 29, 365-369.

Kinon, B.J., Volavka, dJ., Stauffer, V., Edwards,
S.E., Liu-Seifert, H., Chen, L., Adams, D.H.,
Lindenmayer, J.P., McEvoy, J.P., Buckley, P.F,,
Lieberman, J.A., Meltzer, H.Y., Wilson, D.R.,
Citrome, L., 2008. Standard and higher dose
of olanzapine in patients with schizophrenia
or schizoaffective disorder: a randomized,

double-blind, fixed-dose study. Journal of
Clinical Psychopharmacology 28, 392-400.

Mauri, M.C., Volonteri, L.S., Colasanti, A.,
Fiorentini, A., De Gaspari, I.F., Bareggi, S.R.,
2007. Clinical pharmacokinetics of atypical
antipsychotics: a critical review of the
relationship between plasma concentrations

and clinical response. Clinical
Pharmacokinetics 46, 359-388.

Mitchell, M., Riesenberg, R., Bari, M.A,,
Marquez, E., Kurtz, D., Falk, D., Hardy, T,
Taylor, C.C., Mitchell, C.P., Cavazzoni, P,
2006. A double-blind, randomized trial to
evaluate the pharmacokinetics and
tolerability of 30 or 40 mg/d oral olanzapine
relative to 20 mg/d oral olanzapine in stable
psychiatric subjects. Clinical Therapeutics 28,
881-892.

Roth, B.L., 2008. High-dose olanzapine for
treatment-resistant schizophrenia. Journal of
Clinical Psychiatry 69, 176-177.

Skogh, E., Sjodin, I., Josefsson, M., Dahl,
M.L., 2011. High correlation between serum
and cerebrospinal fluid olanzapine
concentrations in patients with schizophrenia
or schizoaffective disorder medicating with
oral olanzapine as the only antipsychotic
drug. Journal of Clinical
Psychopharmacology 31, 4-9.

F. RFEfaRER

L,
G. WFFERE
1. R

Hatta K, Otachi T, Sudo Y, et al. for the JAST
study group: A comparison between
augmentation with olanzapine and increased
risperidone dose in acute schizophrenia
patients showing early non-response to
risperidone. Psychiatry Research 2012; 198:
194-201

Hatta K, Takebayashi H, Sudo Y, et al. for the
JAST study group. The possibility that
requiring high-dose olanzapine cannot be
explained by pharmacokinetics in the
treatment of acute-phase schizophrenia.
Psychiatry Research 2013; 210: 396-401

— 24—



Hatta K, Otachi T, Fujita K, et al. for the
JAST study group: Comparisons between
switching and augmentation in acute
schizophrenia  patients showing early
non-response to risperidone or olanzapine.
(on submission)

2. FORR

Hatta K, Takebayashi H, Sudo Y, et al. for the
JAST study group: Evidence that requiring
high-dose olanzapine cannot be explained by
pharmacokinetics in the treatment of
acute-phase schizophrenia. 11th  World
Congress of Biological Psychiatry; June 27,
2013; Kyoto, Japan.

JUEEEAER : JAST study group @ REHIKIGAR R
Blizxt3 5 RCT OpEHE. & 21 B H AR
Bays, W, 10/4, 2013

Hatta K: Comparative Effectiveness of
Second Generation Antipsychotics in First -
episode Psychosis. (Session Topic: Optimal
Pharmacological Treatment for Patients with
First Episode Psychosis (FEP)). 2nd Congress
of Asian College of Neuropsychopharmacology,
Seoul, Korea, Sep. 23, 2011

H. HAREMED HE - &R0
72 L,

— 95 —



5% 1: Baseline characteristics of patients.

Risperidone (n=20)  Olanzapine (n=22) P
Age (years) 34.5(9.0) 39.2 (11.2) 0.14
Men 12/20 (60%) 9/22 (41%) 0.35
Asian 20/20 (100%) 22/22 (100%)
Substance dependence 2/20 (10%) 3/22 (14%) 1.00
Antipsychotic-naive 11/20 (55%) 12/22 (55%) 1.00
Haloperidol injection received
9/20 (45%) 5/22 (23%) 0.19
before enrollment
CGI-S 5.8(0.8) 5.9(0.8) 0.81
PANSS
Total 115.0 (24.9) 106.7 (23.9) 0.28
Positive scale 30.7 (6.0) 31.8(6.8) 0.57
Negative scale 25.1 (8.5) 22.6 (10.5) 0.40
General psychopathology scale 59.3 (14.5) 523 (11.1) 0.089
GAF 24.7 (8.4) 20.5 (7.6) 0.10
BMI (kg/m?) 223 (3.9) 20.6 (3.1) 0.14
Hyperglycemia 0/20 (0%) 0/22 (0%)
Hypercholesterolemia 2/20 (10%) 2/22 (9%) 1.00
Hypertriglyceridemia 1/20 (5%) 0/22 (0%) 0.48
Systolic blood pressure (mmHg) 126.6 (17.1) 121.8 (19.7) 0.41
Diastolic blood pressure (mmHg) 79.3 (13.1) 76.7 (15.0) 0.56
Heart rate (/min.) 78.6 (15.0) 83.7 (17.8) 0.33

Data represent mean (SD) or n/N (%), unless otherwise indicated. All substance dependence except

one patient with benzodiazepine dependence in the risperidone group was alcohol dependence.

‘Haloperidol injection received before enrolment’: the maximal duration until enrollment was 3 days.

CGI-S, Clinical Global Impression Severity rating scale; PANSS, Positive and Negative Syndrome
Scale; GAF, Global Assessment of Functioning; BMI, body mass index. Hyperglycemia: >200

mg/dL or fasting glucose >126 mg/dL. Hypercholesterolemia: cholesterol concentration >220 mg/dL.

Hypertriglyceridemia: triglyceride level >150 mg/dL. Differences in age, CGI-S, PANSS, GAF, BMI

>

systolic blood pressure, diastolic blood pressure, and heart rate were calculated using the unpaired

t-test. Differences in sex, and frequencies of substance dependence, antipsychotic-naive, haloperidol

injection received before enrolment, hypercholesterolemia, and hypertriglyceridemia were calculated

using the Fisher’s exact test.

— 26 —



% 2: Outcomes of treatment.

Risperidone (n=20)  Olanzapine (n=22) P
Mean maximum dose (mg/day) 6.9 (2.7) 23.0(10.2)
Use of as needed haloperidol
o 6/20 (30%) 4/22 (18%) 0.48
Injection
Adjunctive benzodiazepine 15/20 (75%) 14/22 (64%) 0.51
Anticholinergic drug 9/20 (45%) 2/22 (9%) 0.013
Adjunctive valproate 1/20 (5%) 1/22 (5%) 1.00
Discontinuation for any cause 520 (25%) 522 (23%) 1.00
Improvement in PANSS
Total (%) 48.6 (25.7) 49.0 (29.1) 0.96
Positive scale (%) 53.5(28.2) 60.4 (25.9) 0.41
Negative scale (%) 44.3 (30.1) 39.9 (36.8) 0.67
Genreal psychopathology scale (%) 46.9 (26.7) 444 (31.1) 0.79
50%< improvement in PANSS total
9/20 (45%) 10/22 (45%) 1.00
score
CGI-1 24(1.2) 24(1.1) 0.82
GAF change from baseline 25.5(18.9) 31.2 (20.0) 0.53
Fasting glucose change from baseline
-0.8 (26.3) 2.6 (32.4) 0.72
(mg/dL)
Cholesterol change from baseline
13.8 (31.5) 3.0 (46.6) 0.41
(mg/dL)
Triglycerides change from baseline
27.4(110.7) 28.7 (47.7) 0.97
(mg/dL)
Weight change from baseline (kg) 0.48 (3.60) 2.59 (4.09) 0.11
Extrapyramidal symptoms (DIEPSS) 11720 (55%) 3/22 (14%) 0.0080
Patients requiring high-dose 8/20 (40%) 7/22 (32%) 0.75
Discontinuation for any cause 3/8 (38%) 3/7 (43%) 1.00
Improvement in PANSS (%) 30.2 (21.6) 28.2 (9.6) 0.82
50%< improvement in PANSS total
2/8 (25%) 0/7 (0%) 0.45

score

Data represent mean (SD) or /N (%), unless otherwise indicated. PANSS, Positive and Negative
Syndrome Scale; CGI-1, Clinical Global Impression Improvement rating scale; GAF, Global
Assessment of Functioning; DIEPSS, Drug-induced Extrapyramidal Symptom Scale.



3% 3: Comparison of baseline characteristics between patients requiring high-dose and patients with

conventional-dose.

High-dose (n=15)  Conventional-dose (n=27) P
N 15 27
Age ' 37.4 (12.8) 36.7 (9.0) 0.85
Men 7/15 (47%) 14/27 (52%) 1.00
Substance dependence 2/15 (13%) 3/27 (11%) 1.00
Duration from onset (year) 9.9 (11.6) 8.1(7.7) 0.56
Antipsychotic-naive 6/15 (40%) 17/27 (63%) 0.20
Haloperidol injection received
8/15 (53%) 6/27 (22%) 0.085
before enrollment
CGI-S 5.9(0.7) 5.8(0.9) 0.56
PANSS
Total 120.5 (21.0) 105.2 (24.8) 0.051
Positive scale 32.6 (6.1) 30.5 (6.5) 0.30
Negative scale 28.9(9.2) 20.9 (8.7) 0.0077
General psychopathology scale 589 (11.1) 53.8 (14.1) 0.23
GAF 20.3 (8.3) 23.7 (8.0) 0.20
BMI (kg/m2) 21.1 (4.0 21.7(3.4) 0.66
PANSS total score at the time
104.5 (21.5)

of starting high-dose

Data represent mean (SD) or n/N (%), unless otherwise indicated. All substance dependence except

one patient with benzodiazepine dependence in the conventional-dose group was alcohol

dependence. ‘Haloperidol injection received before enrolment’: the maximal duration until

enrollment was 3 days. CGI-S, Clinical Global Impression Severity rating scale; PANSS, Positive

and Negative Syndrome Scale; GAF, Global Assessment of Functioning; BMI, body mass index.

Differences in age, duration from onset, CGI-S, PANSS, GAF, and BMI were calculated using the

unpaired t-test. Differences in sex, and frequencies of substance dependence, antipsychotic-naive,

and haloperidol injection received before enrolment were calculated using the Fisher’s exact test.



% 4: Characteristics and serum olanzapine concentrations at the timing of oral 20 mg/day in patients

who subsequently required high-dose olanzapine.

Case 1 Case 2 Case 3 Case 4 Case 5

Age (year) 58 42 28 50 53
Sex Male Male Female  Female  Female
Drug-naive no no no yes yes
Smoking non One pack of non non non

cigarettes /

4 weeks
Timing when the blood sample was 1 11 1 8 1
collected after the increase in
olanzapine to 20mg/day (day)
Timing when the blood sample was 16 12 16 11 16
collected after taking olanzapine last
time (hour)
Serum  olanzapine  concentration 30.730 36.267 40.103 47.424 84.856
(ng/mL)
Discontinuation before 8 week period  no no yes no yes
The reason for discontinuation NE SE
The final improvement in PANSS (%) 424 31.0 32.3 314 24.6

NE, insufficient efficacy; SE, side effects; PANSS, Positive and Negative Syndrome Scale.
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3% 5: Comparison of baseline characteristics between early responders and early non-responders to

risperidone.
Early responders to  Early non-responders
risperidone (n=33) to risperidone (n=27)
Age 40.6 (11.9) 40.1 (11.0) 0.88
Men 17/33 (52%) 18/27 (67%) 0.30
Diagnosis
Schizophrenia/schizophreniform 33/33 (100%) 24727 (89%) 0.086
Schizoaffective 0/33 (0%) 3/27 (11%)
Substance dependence 3/33 (9%) 2/27 (7%) 1.00
Smoking 7/33 (21%) 6/27 (22%) 1.00
Duration from onset (year) 7.7 (9.4) 12.3 (10.4) 0.077
Antipsychotic-naive 18/33 (55%) 12/27 (44%) 0.60
Initial dose (mg/day) 2.6 (1.0) 3.3(0.8) 0.0066
Haloperidol injection received
7/33 (21%) 3/27 (11%) 0.49
before enrollment
CGI-S 5.5(0.9) 5.6 (0.7) 0.88
PANSS
Total 111.6 (22.1) 121.2 (21.1) 0.094
Positive scale 29.4 (7.3) 29.8 (5.8) 0.81
Negative scale 26.2 (8.1) 31.9 (7.4) 0.0064
General psychopathology scale 56.1 (11.0) 59.5(11.4) 0.24
S-factor model of the PANSS
Positive factor 16.9 (4.3) 17.3 (3.6) 0.66
Negative factor 21.4(7.0) 26.6 (6.8) 0.0051
Disorganized/concrete factor 12.1 (3.5) 14.2 (3.3) 0.018
Excited factor 15.3 (5.0) 15.4 (4.8) 0.94
Depressed factor 8.4 (2.9) 7.8 (2.7) 0.38
GAF 24.5 (6.9) 24.8 (8.1) 0.88
BMI (kg/m®) 213 (2.9) 22.7 (5.5) 0.25

Data represent mean (SD) or n/N (%), unless otherwise indicated. CGI-S, Clinical Global Impression

Severity rating scale; PANSS, Positive and Negative Syndrome Scale; GAF, Global Assessment of

Functioning; BMI, body mass index.



3% 6: Comparison of baseline characteristics between early responders and early non-responders to

olanzapine.
Early responders to  Early non-responders
olanzapine (n=36) to olanzapine (n=24)
Age 42.1 (11.0) 45.7 (9.7) 0.20
Men 18/36 (50%) 4/24 (17%) 0.013
Diagnosis
Schizophrenia/schizophreniform 31/36 (86%) 24/24 (100%) 0.077
Schizoaffective 5/36 (14%) 0/24 (0%)
Substance dependence 0/36 (0%) 1/24 (4%) 0.40
Smoking 11/36 (31%) 2/24 (8%) 0.056
Duration from onset (year) 11.3(9.9) 15.1 (10.3) 0.16
Antipsychotic-naive 13/36 (36%) 10/24 (42%) 0.79
Initial dose (mg/day) 10.1 (3.9) 10.4 (2.5) 0.68
Haloperidol injection received
6/36 (17%) 1724 (4%) 0.23
before enrollment
CGI-S 5.8(0.8) 5.6 (0.8) 0.41
PANSS
Total 114.6 (21.6) 114.9 (16.4) 0.96
Positive scale 29.1 (6.3) 30.4 (5.0) 0.40
Negative scale 26.9 (8.7) 27.6 (7.5) 0.77
General psychopathology scale 58.6 (11.6) 57.0 (8.8) 0.56
S-factor model of the PANSS
Positive factor 16.8 (3.7) 18.0 (3.1) 0.16
Negative factor 22.5 (8.0) 22.2 (6.4) 0.87
Disorganized/concrete factor 12.2 (4.0) 13.3(2.9) 0.25
Excited factor 15.5(5.1) 14.3 (3.6) 0.30
Depressed factor 9.3 (3.7) 8.1(3.2) 0.18
GAF 21.7 (10.5) 24.3 (6.9) 0.26
BMI (kg/m?) 21.8(3.7) 22.9(5.0) 0.31

Data represent mean (SD) or n/N (%), unless otherwise indicated. CGI-S, Clinical Global Impression

Severity rating scale; PANSS, Positive and Negative Syndrome Scale; GAF, Global Assessment of

Functioning; BMI, body.mass-index.
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% 7: Comparison of baseline characteristics between early non-responders to risperidone allocated

to switching to olanzapine and those allocated to augmenting with olanzapine.

Switching to Augmenting with

olanzapine (n=13) olanzapine (n=14)

Age 39.1 (12.6) 41.1 (9.7) 0.63
Men 10/13 (77%) 8/14 (57%) 0.42
Diagnosis
Schizophrenia/schizophreniform 12/13 (92%) 12/14 (86%) 1.00
Schizoaffective 1/13 (8%) 2/14 (14%)
Substance dependence 1/13 (8%) 1/14 (7%) 1.00
Smoking 3/13 (23%) 3/14 21%) 1.00
Duration from onset (year) 9.6 (10.6) 14.8 (10.1) 0.20
Antipsychotic-naive 8/13 (62%) 4/14 (29%) 0.13
Initial dose (mg/day) 3.3(0.6) 3.3(0.9) 0.94
Haloperidol injection received
3/13 (23%) 0/14 (0%) 0.098
before enrollment
CGI-S 5.5(00.7 5.7 (0.8) 0.41
PANSS
Total 121.5 (18.8) 120.8 (23.7) 0.93
Positive scale 29.5(5.9) 30.1(5.9) 0.79
Negative scale 31.9(7.3) 31.9 (7.8) 0.98
General psychopathology scale 60.2 (10.1) 58.9 (12.7) 0.77
5-factor model of the PANSS
Positive factor 16.8 (3.5) 17.9 (3.6) 0.44
Negative factor 26.6 (6.3) 26.6 (7.4) 0.99
Disorganized/concrete factor 14.6 2.4) 13.9 (4.0) 0.56
Excited factor 15.5 (4.0) 15.2 (5.5) 0.86
Depressed factor 8.0(3.1) 7.6 (2.3) 0.68
GAF 23.8 (6.8) 25.8(9.3) 0.53
BMI (kg/m?) 20.9 (3.1) 24.3 (6.7) 0.12

Data represent mean (SD) or n/N (%), unless otherwise indicated. CGI-S, Clinical Global Impression
Severity rating scale; PANSS, Positive and Negative Syndrome Scale; GAF, Global Assessment of

Functioning; BMI,-body mass-index.



% 8: Comparison of baseline characteristics between early non-responders to olanzapine allocated to

switching to risperidone and those allocated to augmenting with risperidone.

Switching to Augmenting with

risperidone (n=12) risperidone (n=10)

Age 47.4 (9.4) 46.9 (8.1) 0.89
Men 2/12 (17%) 1/10 (10%) 1.00
Diagnosis
Schizophrenia/schizophreniform 12/12 (100%) 10/10 (100%)
Schizoaffective 0/12 (0%) 0/10 (0%)
Substance dependence 12/12 (100%) 10/10 (100%)
Smoking 1/12 (8%) 2/10 (80%) 0.57
Duration from onset (year) 17.0 (11.0) 15.7 (8.6) 0.76
Antipsychotic-naive 4/12 (33%) 5/10 (50%) 0.67
Initial dose (mg/day) 10.0 (2.1) 11.0 (3.2) 0.39
Haloperidol injection received
1/12 (8%) 0/10 (0%) 1.00
before enrollment
CGI-S 5.7 (0.9) 5.3(0.7) 0.24
PANSS
Total 118.2 (13.3) 112.8 (19.7) 0.46
Positive scale 30.3 (6.0) 30.6 (4.3) 0.91
Negative scale 28.4 (7.4) 27.1 (8.1) 0.70
General psychopathology scale 59.4 (5.0) 55.1(11.7) 0.26
5-factor model of the PANSS
Positive factor 17.7 (3.3) 18.9(3.1) 0.38
Negative factor 23.2 (6.2) 21.7 (6.9) 0.60
Disorganized/concrete factor 13.7 (2.8) 13.4 (3.1) 0.84
Excited factor 15.0 3.7) 12.8 (3.3) 0.16
Depressed factor 8.3 (4.1) 7.3 (1.9) 0.47
GAF 22.6 (7.1) 27.4 (5.0) 0.094
BMI (kg/m®) 22.4(5.2) 23.9 (5.3) 0.55

Data represent mean (SD) or /N (%), unless otherwise indicated. CGI-S, Clinical Global Impression
Severity rating scale; PANSS, Positive and Negative Syndrome Scale; GAF, Global Assessment of

Functioning; BMI, body mass index.
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3% 9: Comparison of outcomes between early non-responders to risperidone allocated to switching to
olanzapine and those allocated to augmenting with olanzapine.

Switching to Augmenting with P
olanzapine (n=13) olanzapine (n=14)
Dose of risperidone at 2weeks
(mg/day) P 10.2 (2.5) 8.7 (3.6) 0.24
Max. dose of risperidone after 2
weeks (mg/day)p 0 9.0 (4.0)
Max. dose of olanzapine (mg/day) 18.8 (8.2) 16.1 (5.6) 0.31
Adjunctive benzodiazepines 12/13 (92%) 12/14 (86%) 1.00
Adjunctive valproate 9/13 (69%) 6/14 (43%) 0.25
Anticholinergic drug 5/13 (38%) 6/14 (43%) 1.00
Discontinuation for any cause 7/13 (54%) 9/14 (64%) 0.70
Insufficient efficacy 5/13 (38%) 7/14 (50%) 0.70
Side-effects 2/13 (15%) 2/14 (14%) 1.00
Non-adherence 0/13 (0%) 0/14 (0%)
PANSS
Total -17.1 (13.6) -22.9(19.2) 0.38
Positive scale -6.1 (4.5) -7.9 (6.9) 0.44
Negative scale -52(7.1) -6.9 (7.0) 0.52
General psychopathology scale -7.5(7.5) -10.2 (9.9) 0.43
5-factor model of the PANSS
Positive factor -3.3(2.6) -4.53.7) 0.35
Negative factor -3.6 (3.7) -4.5 (4.8) 0.60
Disorganized/concrete factor -1.8 (2.1) -2.2(2.4) 0.68
Excited factor -3.8 (3.6) -3.6 (4.9) 0.91
Depressed factor -0.54 (1.8) -0.79 (1.9) 0.73
Percentage of improvement in
PANSS tgo o P 18.1 (15.2) 273 (24.7) 0.26
>40% improvement in PANSS total 1/13 (8%) 4/14 (29%) 0.33
CGI-I 4.6 (1.8) 3.8(L.5) 0.20
GAF 34.3 (13.1) 40.9 (16.2) 0.26
Any serious adverse event 0/13 (0%) 0/14 (0%)
Extrapyramidal symptoms
(DIEPSS)
Any symptoms 9/13 (69%) 8/14 (57%) 0.69
Parkinsonism 7/13 (54%) 8/14 (57%) 1.00
Akathisia 2/13 (15%) 5/14 (36%) 0.38
Dystonia 2/13 (15%) 0/14 (0%) 0.22
Dyskinesia 1/13 (8%) 0/14 (0%) 0.48
Weight change from baseline (kg) -0.04 (2.83) -0.82 (3.95) 0.56
Fasting glucose change from 7.8 (29.6) -2.4 (19.4) 0.30
baseline (mg/dL)
Low density lipoprotein cholesterol 4.6 (28.9) -7.9 (18.0) 0.19
change from baseline (mg/dL)
Triglycerides change from baseline 46.8 (120.7) -0.1 (84.8) 0.25
(mg/dL)
Prolactin (ng/mL) 51.8 (48.2) 113.7 (74.5) 0.038

Data represent mean (SD) or n/N (%), unless otherwise indicated. CGI-S, Clinical Global Impression

Severity rating scale; PANSS, Positive and Negative Syndrome Scale; GAF, Global Assessment of

Functioning; BMI.
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% 10: Comparison of outcomes between early non-responders to olanzapine allocated to switching
to risperidone and those allocated to augmenting with risperidone.

Switching to Augmenting with P
risperidone (n=12) risperidone (n=10)
Dose of olanzapine at 2weeks
(mg/day) 17.9 (4.0) 19.0 (3.2) 0.58
Max. dose of olanzapine after 2
weeks (mg/day) 0 17.5(-4)
Max. dose of risperidone (mg/day) 8.2 (3.3) 8.1(3.9) 0.97
Adjunctive benzodiazepines 9/12 (75%) 9/10 (90%) 0.59
Adjunctive valproate 8/12 (67%) 7/10 (70%) 1.00
Anticholinergic drug 4/12 (33%) 4/10 (40%) 1.00
Discontinuation for any cause 7/12 (58%) 4/10 (40%) 0.67
Insufficient efficacy 7/12 (58%) 4/10 (40%) 0.67
Side-effects 0/12 (0%) 0/10 (0%)
Non-adherence 0/12 (0%) 0/10 (0%)
PANSS
Total -18.2 (23.9) -36.1 (30.2) 0.14
Positive scale -6.9 (7.9) -11.7 (9.4) 0.21
Negative scale -15.5(14.2) -15.6 (8.9) 0.98
General psychopathology scale -0.8 (13.3) -17.5(13.4) 0.20
S-factor model of the PANSS
Positive factor -3.6 (4.2) -7.0 (5.3) 0.11
Negative factor -1.0 (2.8) -5.2 (6.6) 0.088
Disorganized/concrete factor -1.4 (4.0) -4.2 (3.6) 0.11
Excited factor -3.2 (4.4) -4.8 (4.6) 0.41
Depressed factor -1.8(2.8) -1.6 (2.5) 0.84
Percentage of improvement in
PANSS fotal 21.7 (30.9) 39.6 (35.0) 0.22
>40% improvement in PANSS total 3/12 (25%) 5/10 (50%) 0.38
CGI-I 3.8(1.5) 35017 0.72
GAF 36.8 (16.2) 50.8 (17.4) 0.064
Any serious adverse event 0/12 (0%) 0/10 (0%)
Extrapyramidal symptoms
(DIEPSS)
Any symptoms 10/12 (83%) 9/10 (90%) 1.00
Parkinsonism 8/12 (67%) 9/10 (90%) 0.32
Akathisia 5/12 (42%) 5/10 (50%) 1.00
Dystonia 1/12 (8%) 0/10 (0%) 1.00
Dyskinesia 1/12 (8%) 0/10 (0%) 1.00
Weight change from baseline (kg) 0.92 (4.2) 0.33(3.1) 0.72
Fasting glucose change from -8.8 (23.3) -20.9 (36.5) 0.35
baseline (mg/dL)
Low density lipoprotein cholesterol -24.8 (31.2) -17.9 (49.2) 0.69
change from baseline (mg/dL)
Triglycerides change from baseline 19.3 (56.3) 3.8 (108.0) 0.69
(mg/dL)
Prolactin (ng/mL)* 144.8 (96.0) 127.3 (61.5) 0.63

Data represent mean (SD) or n/N (%), unless otherwise indicated. CGI-S, Clinical Global Impression

Severity rating scale; PANSS, Positive and Negative Syndrome Scale; GAF, Global Assessment of

Functioning; BMI, * only female data.
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