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[(BW] EFNBEHRADOTE TV 2D 06, KIFROMHEHIZREHEHE
HEEREDOY ZA2HTFTHB I ENTEREN TS, LL,
R EHFEIERONTEY, OB 3 HAEICOWT
BOEZERIPTPN TS, AFROFEEIE, Bk
EORBKRINE Y A 7 H BT 2 KHEEH & BRSO FiE
REOEEAZBRHANT B L THo7-. BIRWER & L TR
F & R RORREIR O Rt 8 X BRREI IR IR & o BEE & ST L 7=
(53] FEAYRIERE OBKINE Y 2 7% (n=334) B LU
FENIEE (n=67) OBRAEB XTBEOKMEHICOWT, &

ERRRREAFIES (Cannabis Experience Questionnaire) %
FAWTIHIi L 7z, Z2MEDR—RF 4 Y ROFHIz 1T\, 2 £
DBPBEEIT72. 7 v b YR 7 KRS O TS 57l £
(Comprehensive Assessment of At-Risk Mental States) % Fiu»
TR R E A~ ORAT B & UR YR REIR O Fifst 2 3Tl L 7-.
BB R DBERE L LI D W TR RE O IR IR E R E
(Global Assessment of Functioning) DEEY 7" A7 —)L i &
DML 7. [R5R] BIZHEY, 16.2% OBKINE Y 2 2 FH
FERPERE 2 FRIE U 7. HEPMRIERE 2 IE L e dr o 72 F D
55, 51.4% CTHERDPFHE L, 48.6% XHME L1z, XR—ZXF4
RObH oWz RETORKEML, BHRERE~OBT, iE
RoFHE, 8L ORENERE OMICEREZEEIZZD Shis
Motz [l 2o ORI, KRERSRBMRERED Y
AV EWEMEL D LERBTIEET - ENBERTHD
ThH5.
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HABXUHI oEHZE T2 VY I VBFHFEATHIL-T7
—v®, INRFY IV EOHHKFOEBEEREE (obsessive-
compulsive disorder : OCD) ZX 9 2 MR ZFHET 2 Z
EREHME L. [DFE] R EOZE - MEt~=2 7L
5% (Diagnostic and Statistical Manual of Mental Disorders,
Sthed : DSM-5) 2#-0% OCD L& N7z 18~60/RDFEL
T, TV 750 VEEBLE - BT A RE (Yale-Brown
Obsessive Compulsive Scale : Y-BOCS) DR 2 7521 sz
Z 5 8% % 108M O ~EERAITHELE 7° 7 & AN R
RERICERL, L-77=> (100mgZ 1H2M) &7VR*H
I v (1 H100 mg TH%, 5EHMES, S 1 H 200 mg) 7z
E77eRETNRFIIVOLT LG L2 AHED
FHEFHIEEE 1F, Y-BOCS BRI T DR=RF4 56 DS
Thotz, [[HR] 2T 72595 HDEED S H 50 45
2T L, 30 A FRICHMERICE Y FITohi, 2R
f#lt (ANOVA) TlE, L-7 7= Ok x 5#E D Y-BOCS i
HEEY TR — VDA T I T 2HEREBENRD SNtz
7 (F=5.51, P=0.008), #2278 LM@ETHA 2 7ITH
TEHEIRD SN o T, AREOKRIE, L-77 =i
DIES BT 7R REL D DMABEY TA T — VR aT7HAER
ICgE L2 LR LA (P=0.007, Cohen D d=0.82). 7,
538HE (P=0.039, Cohen ®d=0.60) BX U 10HH (P=
0.008, Cohen ® d=0.80) ® Y-BOCS#Aa 7, L-77=
VDI BT TR RLD BEL o, LLADS, Wl
TRY T AT — VDR a7ICHETERRZIIRD SN ah o
7o, BEBD L-TT7=VHDIE S BE» -7 (P=0.0001).
(f5am] AMROMEE, L-77 = B EED S HED OCD
I U THIRZ & TR ML TH 5 2 L2 RRT 5.
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BMERRBERECH T2 IEIERABHREDRRERT A
FEIER F v+ | BEALIRREERS L USRRIRIL

(E/#] RRFZ2IE, VSR EOREEROERZBETSC
ERHEME U [HIE] & 5,191 LOMERTE RS % &6
L, 953,030%%2FRakr—1, 1,395 4ZMiE2+F— T,
766 4% S RFMIE T — b L Lk, HEBRT A FEEA
¥y v ETok, VURMREEORE (162 OfhofikgHmsg)
EREBER, AMEB L UOREME2 S HERR 2 IERE
U7z, [F8R] #RaF— BV T, 47 5 EERM
(AIWG, # v XH (odds ratio : OR) : 2.21~2.86), Hri&uEra
% (OR:1.75~2.33), gk (OR :1.76~2.86), BLUIFEL
VLR (OR :2.04~2.12) ®Y R ZHM, 7o CITSEEI
JEf®BE (extrapyramidal syndrome : EPS, OR : 0.14~0.46) ®
VAZBAICEEL 2, VAXRY Fri3@E7se 7 7 F vIiE
(OR :12.45~20.53) YR ZHMICBEEL 72, 7 TFT7EY
138E%F (OR=1.73), BiiE (OR=2.87), BLUIREL N k
H (OR=1.69) ®YRZ#EM, ZoFCHET R T 7 F v ILE
(OR : 0.09~0.11) BLUEPS (OR:0.15~0.44) OV AR
DICBE L7z, PV ET IV = ikE e I 2 F VIiE (OR :
0.09~0.14), ATWG (OR=0.44), #4# (OR :0.33~0.47),
BXUQTIcHEE (=217 OVAZFBPICE#ELE., V7T
Py QTHROER (BHIFH:3.11~3.22) BLUEDL
(OR:3.22~3.91) ® Y A 780, 7% i AIWG (OR:
0.27~0.46), HFHEEEREE (OR : 0.41~0.38), BXUMREL R
LV ER (OR:041~055) OV RZBAICE#EL ., ~axY
F—JViZ EPS (OR :2.64~6.29), ®7 05 25 vIifE (OR:
5.45~9.44), B X OHERS WM (OR : 3.50~3.68) DY A
ZHEMNCBI# L 72, V7 = F YV IZ EPS (OR : 1.89~2.54)
DY RAZEMBEL 72, &7 v v BEROIFEERED
VAZBEMETVES IV - LREROE QT 7 F VIED
VR @EAEHGRE 2k — P RSN, A7 FEVRERD
AIWG OV R ZHME ) ARY Fr&5RQOE 705 7 F i
FED Y A 27 BN S REMFE 2 & — + CHERS Nz (i) &
BOTLYVayv - A5 4 vy TIREEEL OBIERICERT
NETH 3.
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Therapeutic outcomes wide association scan of different antipsychotics in patients with schizophrenia:
Randomized clinical trials and multi - ancestry validation

PRS of SCZ and Long-term Outcomes
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Flow chart of TOWAS. TOWAS are conducted in three independent cohorts, types of antipsychotics (one antipsychotic vs
other antipsychotics) and PRSs of six long-term outcomes are the dependent variables, and the therapeutic outcomes
including efficacy (PANSS reduction rate) and side effects (including vital signs, lab tests and scale evaluation) are
independent variables. The CAPOC cohort is discovery cohort, validation cohort contains five independent trials, CATIE
cohort is multi-ancestry validation cohort. The PRSs are calculated in CAPOC cohort as inputs. AIWG, antipsychotic-
induced weight change ; CAPOC, Chinese Antipsychotics Pharmacogenomics Consortium ; CATIE, Clinical Antipsychotic
Trials of Intervention Effectiveness in Schizophrenia ; ECG, electrocardiogram ; EPS, Extrapyramidal syndrome ; HPRL,
hyperprolactinemia ; PANSS, Positive and Negative Syndrome Scale ; PRS, polygenic risk scores ; RCT, randomized clini-
cal trial ; SCZ, schizophrenia ; TOWAS, Therapeutic Outcomes Wide Association Scan.

(5 AFfwX, p.487)
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HAABAIZEIT3KS DHEMUEEIZNT % zuranolone DB
HEELUTENE  —EEREBEAL TS RTRE || BERKREE

[(BE] BARADKS DRMEEEEHF BT 5, zuranolone %
1 H 1M 14 HERO®RE L 7- & & OERMES & R 22 i
5. [HE] CoLEREFARERETEERT 7 2 ANER
Bielk, WikEEZE 11 1IZIRD 47, zuranolone 20 mg,
zuranolone 30 mg, £72377k+X% 1 H 1, 14 A G&E
i) &5 L, 6EMOBIZHIMZR T TEHEL 7. FHEFHEE
Hid, I5SHEHD IV + v 5 DEFHEA 7 —)v (17-item Ham-
ilton Depression Rating Scale : HAMD-17) &§tA a7 D~R—
274 vh oD L, [RR] &FL LT250408%
(BRI : 20207 H 7 H~2021 5 H26 H) 28, 77 %

PCN7Z&D

A (n=83), zuranolone 20mg (n=85), % 7zi% zuranolone 30
mg (n=82) FHICMIERICH DT Shiz, AOFEARRE
ER=—ZAF A VEER V- T TR kP>, ISHEHD
HAMD-17 Git A3 7 OR=2 74 v h 50 LER (BHEH
#) 1%, 77 %K, zuranolone 20 mg, £ & U zuranolone 30 mg
TENEN-622 (0.62), —8.14 (0.62), —8.31 (0.63) 7Z»
7-. zuranolone 20 mg % 7°J &K (-1.92; (-3.65, —0.19);
P=0.0296) & & U zuranolone 30 mg M 7°7 & &F (-2.09 ;
[-3.83, —0.35];P=0.0190) #EDMEEFT (95% f5HEIXH
(confidence interval : CI)) OFEAEF 15 HHICBIZES N, &
MT3HHIRD oM, BEHRICBNTIE, AEEZIED
NP DBARELE IR DEDPBEINZ, EREE
HR{L LT, IR (F7 %+ (3.7%), zuranolone 20 mg
(10.6%), zuranolone 30 mg (20.7%)) BLUDHF W (2nZ
n3.7%, 9.4%, 9.8%) BA N7, [fiw] BAADOKS OfF
HEEBRFICB VT, O zuranolone X Z2TH D, #5144 14
HE® HAMD-17 &#H A 27 DR—=2 5 4 v 6 DELER THF
fliE 25 DhERiE, FELEKEZTD L.
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MHIZ 1933 4, GMicAk TNz, KEE L b, WM, K#, LB BEE 8, =
W REDOY L) LEBEEVIEL, HADKESEICRE. HAY EREOHIZILIMNT,
ZIDod o TIEENEBB L, 2022 4FI1215K 725 £ CRMICEAR. &% R
&SI o7 DRIEROE, ERAFERITET THE LA SHIfE 70 F_R%EIC, Himo
EMEOEZEEN S, FIBHEROZORBZHIRNETRILEEDNI L2 EoRTIL, B
e M ARy 7] YV —=X%2FHT 2 E510%25. BRNGEMZHCTHWSEZLEHHD,
T=lTVay b3 EDiEENLT b=t - 7— b OXHRTHHE & N, AEMEHICD
fERBIVE S N T B,

A4 Mo [J\E] %, dhulicd 238, HARDOEMRIMICES L ERZHEFTHH -
L THHEATH S, ZoOMiz, HEHIEZ, FIEMOFLOABEVSIERHLT 4 LY —%
BUTRAERE L TRV, MERL M EZ2REABITEO VTR AATHLATY
T, BEBOHFICLSMATNWS, B 20 EIch 283 nEhEBRT, IhEkEFe
BNV FIAPREALEZL TS, HEOROFEFICE T Z7ILBEIHIENTOT, £
TEEDHE PN TV B EIT OIFHEIIARTH 5. MEOHAL Y PR L EEL T 3.

EOIHABRDIIHORIE, i, BFEPRZ2BELDLD. 570 OFEEITEL,
FEOHVTVZITHH 5., HIREBOEVWLHEE AL, TH5B3HOLCHNATED,
WEDOY—VDEHCHRZD. LIATHEILTERZSLEL TS, T, 204200
FFEZIKIEL>TOVBEDD, D5 HD0E D PMHE=12/RDPELRDD. ZTh e bFEDE
X, 77U =/\BORED S LIZEITAATHEZDR, ZL T RTW3HOFIE, £
CICERBEDEBEIRE LD,

PRI R (G WL S ST )
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