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AAP atypical antipsychotic

ADL activities of daily living

AE adverse event

ARD absolute risk difference

ATE average treatment effect

ATT average treatment effect for the treated
BPRS brief psychiatry rating scale

CCI Charlson Comorbidity Index

cDIC contribution to deviance information criterion
CENTRAL Cochrane Controlled Register of Trials
CGI-S clinical global impression scale

CI confidence interval

CLO clozapine

Crl credible interval

CTR control

Cum cumulative

DIC deviance information criterion

DPC diagnosis procedure combination
DSM-1V Diagnostic and Statistical Manual of Mental Disorders, 4th edition
GEE generalized estimating equation

H&Y Hoehn & Yahr

ICD-10 international classification of disease tenth revision
IPTW inverse probability of treatment weighting
v inverse-variance

LOS length of stay

MA meta-analysis

MCID minimal clinically important difference
MCMC Markov chain Monte Carlo

MD mean difference

MIA Medical Information Analysis

NCC nested case-control

NMA network meta-analysis

NNH number needed to harm
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sN—% Y 95 (Parkinson’s disease; PD) (X H M RE N/ I ARG O &M - TR
BROKRMEEZICER T2 R8I R R ORI EIC X - THIET 52 M
RETHD (1), FAERE LT, EBFRIE ., ZFFRFIRE, FoREI 2 .0 & 9 5 ETE
WORE, ST O RN HEELZFRE L, FEFCSTE20EE2 T 28N DK T,
HHEIZY XL ZELBNOET OS2, $IZ, PD OFEJEE #7777 Hoehn & Yahr
(H&Y) scale 2% 3 JELL EThvo, AIEHEEREEFEN 2 L EOSE ., - E O E HIRE
ELTREEIND, HEY scale [ PD OEJEEZ 0 006 5 ED 6 EFfECorL . 3 L E
TIHHBENGHFHEEDO =% YV = X AREMAMEICHBELL TW5DH, 3 ECTIXH AR
ICBWTHBIZLEL L2WR, 4, SELRDIIZONTHMHZET DL HITRD,
Flo AEEEEFEEICOVWVTOLNHOMLEELZRLTEY 100 3ED 3 ER TR
ENDHH 2L EE R EEBEICE L CHBOLEENE N & E2RT, BRCkO#H
HTIX. PD OREEERIT 14~19 A/10 T A - 4 AHEIL 100~300 A/10 T AFRE & &
TS (2), 65 LA EIZIRIVIE, FEAERIT 10 5D 160 A/10 A - &, AHED 950
N0 TN EWEMT %, AEIZIEWNTH RIS, HERIT 10~18 N/10 TA - . A
JRIT 100~180 A/10 FARE L S TW5 (3), MR EE (LSBT L T
L4 BIZBWTIE, AFFEOHEMMABREINTEH Y, 2030 FF TITBAED 2 £5I12HIN
THDTIERWMEHEFTF I TS (4),

BROFERITIEMEETH D (1), PDIREEITIAOMEELZEMEN S =2D T T
—WZHEEND, OLDFT L-FAREFFEMRIANI T IR RICEMFR RN
yr7A=AMEHial) U ZLTL-FREEFORBELXY v 2R V=
IR AARNT T4V ThdH, AL, L-FARNELIFTIEZAZTIRI T =
A NZE > THRBENBHIE SN D, B, BAIERE, AT ~OFEBL Vo BEEE
BLT, L-RARFFEEARZRIAILVT IR NERRT S, W a2 R85
BBV THIERORBEICL > TIEBRIRE N o EKAOZE L b REFT SN D,

— 5. PD IRIEIRIC L HIEFICIE, RV Do ZBERT =2 MEANPDARE
MWV TBMIERZ BT 52U 27 69 (5-8), PD EH TV THRMER 2 5
THEIEIT 60%RE L INTEY, BEREMELEZ2)STWIEEBERO -2 TH D
(9,10), 52, PD ICEHNICEV AL, DORIENFL TWVWD LI REFTIX
80%IZH D &I TWVWD (11,12), H AWM PN RITT D 2018 FFEZIENTA RT7 A
TIE (1), BIEICEEOH D RMERN BB L7256, STREZERE 2D 55 K57
EROBEE, HDVIEETIZEM LKA ZWEE TP ETL2I 2L TS,
FRICHMIER ZBI R LT W— 5T PD IREIEOH CIIHMiBh 223841 & L ThrE ST
BTV AHa) VEST vy B XY U R ENDHEETLIIHIEZRE L.
ZNTHLEENRBEO LN WEEIL, TEFLal) vy 27 7 —BHEFEOE L,
RRIVTI=ANEORILELTBEEE XD, KEMIZ L- RO EEIT I 0 E
NTHORWEEE 0D X9 RGAIC, IFEMPUEHHEI (atypical antipsychotic; AAP) O

1



B DNEIRE & 72 D, Marras B OSEATHIZEICIB W TIZ, PD OFHZHHI TH->ThH .,
ZD 35D 1 FREN THELUNIZ AAP DGR ToNs Z EblEINTWVWD (13), L
MU B AAP [T, AR RNV Dy BT 2 T =2 MERZST L TZ D)
REFRET L2000, PDEZCBT 2EBERAZENSE L RBERDH D, LR
ST, PDEFICEWTHIL LIEMHERICH L, AAP 2% 55 2 & 5 Rl o7z
BElcid, — Aot T OE eI A T, EmE#RIC RIETREE L WD PD FF
BB DO MBS BE L 2D,

TAVE TITEM S 7o kk & 2R ERIRAFZEIC K > TLAAP O T% 7 v v (clozapine;
CLO) AR K OEBEREICKIETEZEL WO BEANDLOZEMEITHONTENLD
TENRRENTVD (14,15), LA L7223 5 CLO (3 5 F0T BRAE 0 FRURL BR 8 i 75 ]
AL 7 DIEFNTH Y | FEH T 2 BITITHEENC & SRR A e &Rk e el 52 & 5
T 5720, IR EOFERPEATHRVWONREEFTH S, 7 =F 7 B (quetiapine;
QTP) IZBI D RERAFZE A ICED N TE Y | EEEEICRFTTREN DRV L
LTELDHARTAY, LE2—IZBWVWT CLO (2 < BRI E L TESIT 5
TWo, LLAMMEIZE LT, CLO ¢FRIETHLZ LEARTRREDEAIN DN
(16,17), HEMRAEREZFZTH O (18,19) bEUAL I, fwmAI TRV, T oM, ek
D AAP & L CTlIA 7 ¥ (olanzapine; OLN) (20), UV A~X YU K (risperidone; RIS)
(21). ¥ 77 v K> (ziprasidone; ZIP) (22) {22\ T 7 > ¥ LML b# ik (randomized
controlled trial; RCT) IZ X2 A IMEL L OLRMEORKRIEDED N TE 2N, WTh
LEEMRMERTHDLIN, BEMRERThHoTELTH T TP I3 TR
EWTHDLREOHBEND., fMmEF2ICiEE-> TRy, UMbk, ZhETIcE
SN TELRIRMEICE > TS, WTFho AAP BERIRINIC b RO/ T 1
T ANE b OFATH L0 E2RTITIEE > TRV,

Z ZTAHFETIZ, PD EE I WV TIHI L 2 HEAERIZH L, AAP IC K 2681705
RRBPIGRETENT D2 B E LT, HRa R3ERE 7R FEZ2 AV TR IS 7T
BERFHTET  ADAIH 2R AT,

F1ETIE, ETRAFOEERMIEOR R, FFIZ RCTIZE SIS VT v Fy hU—
7 A BT F U A (network meta-analysis; NMA) #5fEd 25 2 & T, & AAP OLE D
&2 BE{E L7z NMA IZERD A %7 F U X (meta-analysis; MA) & 5720 | B
M CHBHBREZHAGDEDLZ LT, Xy PV =7 NIZEHEENTETOIREEL
D Z gL 32 (Fig. 1), ZOFRHEN O, RinOsestED 5 5 2 TH 2% F
LD Z NN,



Pairwise Direct comparison Which one is

Direct
comparison

Direct
comparison
Which one is

the best?

Bayesian
NMA

Indirect comparison between B and C through A

Fig. 1. A comparison between meta-analysis and Bayesian network meta-analysis.

Abbreviations: MA, meta-analysis; NMA, network meta-analysis.
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BIE A TVTURy MU= RXAEZTFIVVROFELZRHWEA—F 0 Y VIRERE
Wkt B IEETHUE IR IEDOF MR L EL2M D M

FHIE i

2016 4, PD HBEHICEBWTHIE L ZEMERICH L, KEICTE~ Y &
(pimavanserin; PIM) 23ME— DRI & L THEGR I L7z (23,24), PIM (X AT HJIZ 5-HToa
SRBEIEMEALT 22 & TIERZRIET 5720, 76RO AAP O X 9 1CHt RAXI U 1EM
LT EEEEOIR TIERZRT e nbent & Tnnd, 7&K (placebo;
PBO) ZLbigktiERE L L7258 I MHERRRBICHS W TH, AMEICEE T 2\ 2GR
bl — T, BEEEIC KT TREBIIRBE ChHo I EBRINTND (24),
&V PIMIEPD BEICEBWTHRI LIREHIERICH T 2 /N0 2L, Hizrin
PRI S L CoORECHENFE LN TWAD, LA L7225, International Parkinson
and Movement Disorder Society 23 ¥E1T L T\ 5 L B = —TlL, AAP ® H T clinically
useful”& T TS5 DX CLO DA T, PIM X QTP & [F% @ possibly useful & L CTHZ{E

DTFHNTWVD (25), 2D L HIZ.PD EFIZX L THWLIN A K AAP DALE S ITI1E,
T EIES & Lf@f? \DFED H T TEX DD TIER W, PIM OfLEST
ZAMEICT 572010, BBFEOBKRRICESEZE2ER X OHEIMEICEE T 2 3/ 72
J:tiﬁﬁ%ﬁ%ﬂ“é%%b%éo

BEF O R OFERZIER T 5 2 & CTH 72722 B 2 Al 7 2 3EA1E 5209 70 58 1512
MA 2d 5 (26,27), KD MA T —XTHigZ2 AR E LTEBY ., U‘H‘*??EX%H‘/

ICHEDSEHREINT LY, BEHOTIRBEKHRBRL X M) EiHE SN TWH#E
iﬁt®7~—§7zﬁ:n’~3€a¢é LTHET S, —kIZ, OB AR ﬁ:”bt%;%z@ﬁmb
LEONTEHREEZOLEDICHET 720, HEEEIENOH LR TH Tz L& &
He#E LT R e M b AT REE o EAMIFTE S, L LR S, ko
MA T i@%”@ﬁn@quﬁ@tt%ﬁxéhtﬁﬂﬂ:@#%?‘*—ﬁ J—RLLTHIZ L
NTELHD, FEBTOHEKE MAIZE > THRBT A, PIM X DO AAP %
B L ARRBRAER SN TWAIRERH S, PD %ﬁ%‘ k9% AAP O F ik
F XL AN A M U 723U IL. PIM i R AER 2 5 ob Ll i BB I PBO & W2
DN, ETZOHBELEBI N SBHFIBE L N TH D, L7E75§O“C ek o
MA OFEFA O N CIEFEEBOEBITEHE L, BBAEBE T LA ICB N THMmM
TR+ TR, E%hf:ﬁ%%b:ﬂ*féi@@mﬁﬁﬁ@%ﬁkr‘xéﬁab@z)%éo

NMA [, E#EEICMx THRSBHEOR R BIKRIIZHRAG L, g g s LTxy
U — 7 FIZEENTZE2TORBIESRT J\/;Eé»ttim‘é%/;&fd%é (28-30), * v ~ U
— 7 EOBEBLREIZOWTIEERD MA IZB1T D E A S LD 0N, Fﬁ?ﬁtﬁx@*ﬁ

PO W TR el Al i i@éﬁﬁﬁ%m%ﬁm%ét&b FORYEEBET DD
—HEMEEMEINAREZT 2T HERIH D (31-33), —BMEDOIE TIE, 3%;5!%:%\0)2%
DR OWT, EERBLIZEREMDDOREE N L7z B ORI — 5
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THZENEREIND, LEEn-o T, —HEMEOREZH - Lz NMA TlX, E#ELET
BoONTRERIC, The —BT2MBHEBEOERDNEEIND D, RO MA &%
95 L0 bHTCHEOEE M ETS, 20X 512, NMA X, Hicxy hU—7 B
GENTETOBRFIESCNH ANEO B ZIT 2 2720 Tid7e <, 02 Mmn o b
FlREATDHDFRIETHD, o, NMA 2 FEii T 2 BEICHA WA E e iilsa & LT
(TR & XA RAEE D D (28,34), HER T HEET DRI ER TH D0,
FEAREMPSXEHEEZIT O HA LBV TCEZOMRMNEHETHLIE OV RH D, — 7,
R AR TIIHET 2K 2MEEZLE LI D, KMHEEOERNOH DX
AR E SRR, T ERIDSECHIMEL EERH T2 2 & AATFE & 72
Lo TR D B L B LT IR TR, B D AU HE RS BTkt L TR
W72 RIS ATRE & 72 D (28), KR+ 2V T AV A4 ARELNIC W AIZBWT,
AIRERIRD GO TP A XD T TREICHERH L ETH L0 E 5 Ma Gk
THZENTED, LIER->T, XA O A DO F T NMA #ER T 5 Z & 13,
ARWFFEREIR D X 5 BB OB O Y o T A IR DI WG AT BV TR SR I 72 g
EATOTLOOREDRFILELRD 5 5,

Z ZTARETIZ., PD KT 2 AAP O AR L OZRMEICET 2K R80 R g %
TV, F% AAP ONESITEZHMICT 2 EAHAMELT, VATYT 4 v /7 L Ea—
BIORA YT NMA & FEfi L 7=,



H2fn ik

1-2-1  SCHk#R SR

2019 4 10 H £ Co MM Z x5 & L T, PubMed, Embase, Cochrane Controlled Register
of Trials (CENTRAL) 3 X OVE #136 web 2 24 (RI.FD) BN ICHB Lz, 20D & &,
LT O % 7o (Table 1), £ 72, ERIRAFIE L 2 2 kU T 5 WHO’s International
Clinical Trial Registry Platform, ClinicalTrials.gov 33 X ONK#RPeEHEEHR * ~ b T —72
(University hospital Medical Information Network; UMIN) F&RFER B &k A7 A 4 8T
MR LT, 62, RIFFELBEET L MO E LA SRS 52 & THEET 5%
Ny RY—F L7(5-8),

Table 1. List of search words for each database

Database Search words

("parkinson disease"[MeSH Terms] OR ("parkinson"[All Fields] AND
"disease"[All Fields]) OR "parkinson disease"[All Fields] OR
("parkinsons"[All Fields] AND "disease"[All Fields]) OR "parkinsons
disease"[All Fields]) AND ("psychotic disorders"[MeSH Terms] OR
("psychotic"[All Fields] AND "disorders"[All Fields]) OR "psychotic
disorders"[All Fields] OR "psychosis"[All Fields]) AND ("antipsychotic
agents"[Pharmacological Action] OR "antipsychotic agents"[MeSH Terms] OR
("antipsychotic"[All Fields] AND "agents"[All Fields]) OR "antipsychotic
agents"[All Fields] OR "antipsychotics"[All Fields]) AND Randomized
Controlled Trial[ptyp]

PubMed

('parkinson disease'/exp OR 'parkinson disease') AND ('psychosis'/exp OR
Embase psychosis) AND ('neuroleptic agent'/exp OR 'neuroleptic agent') AND

[randomized controlled trial]/lim

parkinson's disease AND psychosis AND antipsychotics AND randomized

CENTRAL
controlled trial
136 web ((Parkinson disease/TH or /N— >V J)/AL) and & B HUAF 1P 2E/AL
oy WE

and (K5 #IEIR/TH or F5#IEIR/AL)) and (RD=7>2 % LML LL G BR)

Abbreviation: CENTRAL, The Cochrane Central Register of Controlled Trials.



1-2-2  SCER O R FL HE s K ONRRm EE B

AWFFEIZIE, PD BEICB W TR L ZEMHIERIZH T2 AAP OF M E 7213 L 4
PEZ R L7 RCT OfER A RET A2 X EHA Lz, £/, RFEOFMMEE & LT
A% 728 | brief psychiatry rating scale (BPRS), clinical global impression scale (CGI-S),
unified Parkinson disease rating scale part III (UPDRS-III), F72I13H EFS (adverse event;
AE) IZX 2B ODOBEDONTINCET OMELTHEL TNWDL &2 NEE LT,
FHENTWESEICOWTIE, HIREZZ T o7,

AAP OAFBHVEICE T 5 L LT, BPRS 3 X X CGI-S # 7=, BPRS %, R&X
DR E VoI IS FEEOBMIERZ, T4 7B (1-7) THMEL. ZO&F 3K
IFEBIERNBIE 2 IXRBO LNV &£ &2 /R”T (35), BPRS 23 10 SAH LA
CGI-S [CHAR LT 1 JSDOEFMHYT L LOMENLENTWD (36), CGI-S [T K
FER DO EIEFE 2 7 B (1-7) TRl 2465 TH 0 | WEPMR VDI E8REE E 72 i3ER
NRNWZ & &R (37), CGI-S 2N 1 HEABLI-HE, BEMICARERELTHD L S
T3 (36),

AAP OZEVEICET 5 & LT, UPDRS-III B LW AE IZ L 2B DL %
ﬁwtommmnni14@@@%%%!%&8@@%*ﬁ@§%5%S&W«M)
T L, ZOEFDPIEWVIZESERENNEFICHTWVWELIZEF THDLZ L E2RT
(38), UPDRS-II N K 3 288 L 7235 & L & IR 12 ?ﬁ%ﬁx%ﬁbf@@éé:é%mfu\é (39),

1-2-3 7 —Z Offitil X OVE R

2 4 (RI, DF) Wit L2 L2 L UL TSR T 7 — & Z MLt L7z
EPHEE L, MW, BFET A o BEROER, FFEEE . AL, Bl
e ng o5 2 E W (GEl, MR, H&Y scale, BPRS, CGI-S. UPDRS-III),

Fo. T F O L O THMEEDOEFAN A . Sterne © D BHFE L 72 version 2 of the
Cochrane risk-of-bias tool for randomized trials 2\ TIT > 72 (40), Z DY — /LT,
T LMD TE, TABORY . T NI AT =2 O, T U NI LAORE, KR
DOIFRHED 5 HBAICOWTHRIE S NZHBICEET 5, HENICZDOTEN L5
%ﬂf:ﬁ‘t%% EOXDITHR L, B 5 XX/ %, Highrisk, Low risk, Some concerns
DTN L TENT D,

1-2-4  HREHEAT
1-2-4-1 FELIVE D FFifh

vz?v%4y&yf;~ﬁi@ﬁ%éht@ﬁ@ﬁn BT, BMEOHRR
WA EEEESIC OV TR (MR E [standard deviation; SD]) Zfi L, 7 =
) ERIEOWTHIE (%) B LT SRS OBHFIED S, FEM ML
APl L 7=,



1-2-4-2 HREOFHH

WA TdH H BPRS, CGI-S, % L C UPDRS-III (X, Zh R &N ARIHEDZEIZEE
T 5 D 7 (mean difference; MD) % MV 72, & BRI 1T D REAGFR IR O St AR # O
AL, MABOEP OGN AFOMEEZZLSIWfEE LTEMT 20, P I 24k
EEEPHRE SN TWELEIT, TOEZEHET VW, LA LR 6 I ARTOFEEE
ENABOTHENLRDTZEEORXS XX, F2MEILB T HT — X ORIE%
EBLTWRWED, BRFEMICERS @), Zod, A ARIH%OFEHMEE FAvT
B 2EET 285803, HBEE2EETL22 L TCEL 2B L, TO%, KO
BALEND MD ZHH L7z, B L7z MD IZIEBR OIS D 720, U v 7 B Es%
Uy 7 BEERCTE—BILBRIEETVICEVHEE L, 7 3Y —EHTHDH AE I
KRB OMEIL, WREITA » X (oddsratio; OR) & 7=, B OMH%T —
HOAIZHED 72D, VU7 BEEIC logit # VWD Y AT 4 v VEUGET VIZ K DHE
DARETH D, E AT, MEPBEINDoTBERNb -T2 G6. TORICE T 54
Y ANREHTERWR ETHREFHICARLEILR DD, 05 #MA TR Yy k&
LTMIEL, MAETHLENDD 4, ZOHE, vV AT 4 v 7 ERETLVEZ RN
X000, FHICBT2HEMERZEREMTH LAy XL LTH I —IL#BRTE
ETNANDOHFPRF Yy FERNRLT W, 22T, MEBEPBEIN R oTHERD D
I DWW T 0.5 ZINZ THIIE L7ext A v X2 v, 2 LS oIz >0 Tk
WEENTWET =LAy X2HE L, ZOHEMETOE, T2 MD & —
AEMIZET M K VG Lic, MDIZREA v XDETHDL Z Lnb | KEOR & L
THRNDAETH 5,

1-2-4-3 EHAHSUS

MA /L. RO B Z b SDEBOM IR L, EADT LT 20/ RIIHET 50
MrPETHD, BERADTOHETEED DN, T inverse-variance (IV) 1% % 3 #1112
Mz, VIR, BFRICBIT 20 REDOFEERZD FOMHIZHH L T, EL %
RKEL<T D (38), —MIZ, EEREBILIY T AT A IR RKREWVIZIENSLSRDLDT,
HALLTIERELS LD, LER- T, IVIETMA 2% d 2BICE LSO
B2 | &I SNTZIREICREIKBRT L2 FETH D,

1-2-4-4 pairwise A X7 F U T AT X5 EEMOFEAM

MA IZIEA T ET VICEEDRET NV EEENRET AN D 5, EEDIRET VI,
BEOMENLH/EONIEDOMEIZT—ETHDLENREL, IREEZHETDTIETHD
@2), T b HMER TBEINTHREREDEWVIZI. 2 TRATHLI LRI ND,
BREMBBEET NI, BEOMEN S/ ONT/BEN, FEBEOT VA o OFE W, T/2b
LREMHICERT 230222022 2B ELEMAETFIETHD (42,43), —KIT,
BEMEIZ 0D 100%DfEE LV 95 PIEICK > THII S, 100%IZEWVIE E, fF5E
MWOBREENEL, MAICK DA TREMEDNENZ 2R (41), FI2 0205 40%D
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L& BEMEROD, ETIEBREOREENFMELI DI LERL, 30005 60%D
LETHEEORBEMENFEL S DI Lam L, 50005 90%D & & HEE D RE NN FAE
L9252 L%ZmRT, NMA TlE, L5REBICHKIT 2R EEIT A —BHEORK L 2D 5
% (31)y L7 - T, NMA % FEfid 5H1IC, pairwise MA (2 X ¥ &5tz Ilc oW TAE
BORETNVICEDHMEZITV., BEMEZ R L 7=,

1%¢5*9FU—7H®%@

SCHR R R I WA & AR ST HONT, TN ONE & T
4xb%ﬂﬂ/bv 7K EHE L7z, TNENOHTHONTEEFP T AT A4 X%
M (/—F) ORE I L, FRICEHBEOITDOLTWE 7 — RELZ BN FER
(v Y) TERWE, =y YORIIE, MROITONTEMEDL S 2T 5,

1-2-4-6 XRAVT Xy NI =7 AXTF U ADGGH &M

AN RHFETIE, FRTOA & BEOED FHR AT DA AOFERIZE S X
HERAET VT L EZAOCTHESMAP O RESE L ERREDLNRT AL B
TV TTBHIETHEEITY (28,44), ZOEEREAET VT X hm~)b a7 HEHE
> 7 71/ a  (Markov chain Monte Carlo; MCMC) £ &9, MCMCiEIZIZ7 v ) XA
DENPOLXT AP TV TR IR A e N AT 4V TERENERZINT
WD (45), RIFFETIE, K0 N7 LY XA E STV % No-U Turns Sampler
ZHWAHTZ®, Stan I LD OHT L=, MCMC ZAT 9 72 DS & L T, total
iteration % 5,500, burn-in sample % 500, thinning interval % 1, chain #t% 4 & L 7=,
RATT Y NMA T, VAT T 4 v 7 bEa—ICX0BonfEOF TR
BRESNTWERZLEOLBREEL LT, 20 LD MD B XY 95%M 15 X [
(credible interval; Crl)Z #E € L 72, & MD O Fai oA IZIE T 0, 0k IOOZODE;@ il
ERWe, o, BEDRETNICBT L REMERKM T DT A—FThHhDHo?
WTIE, MCERE 00 RERE 5 oYa—v—aMaFHaiomcHnD 2 }:%::Jrﬁl/
oo LU D, XAYT Y NMAIZBWT, & 25Xz 250508 2, 3 4
LG NRMpo o E, o *OHEERFICERT DM OLENIRY | NT A —F ZHY)IC
HETERWI ERMBINLTWVND (46), T2 T, *v NI —7 LIZBITFT 522 TOxfL
BCOWT 4L EDORFENRE LN R > T2 E . o 2OFEFIOAICIXHHEIE IR
fieHWLZ &L Lz, HABRFAIDAMICIE, Turner b OEATHZRIZ KL VG S
TWDEMEE Wz (46),

S BT, BFEEE B DWW T, *y%?~&i@ﬁ‘@%@ﬂ%ﬁib%ﬁm5
MR P ZHTE L7z, PA0.05% FlEID, £72130.95 % L\ D GE TR A EEN
&5 LHIWr L7, BPRS, CGI-S, UPDRS-III 2D\ ClE, ERKRAIL 1%%@%5W/J\£1K
& (minimal clinically important difference; MCID) % 7~ 3 Pucip & i 112 2>\ T HfH
THEE L7z, 37205, BPRS IE 10 AL BB DR %Z . CGL-S & 1 Ll LR
D= % . UPDRS-UII I 3 il B¥ET 2 MR L HEE Lz, AEIZ K2R B 6 Ol
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IZOWTH Pucen ICHY T2 E LT, OR 2 2.0 LLEE 721 0.5 LL RIS 2R
THEE LT,

1-2-4-7 7V OEAMES X OSMUE O FEAM

NMA 2B T 50RO OWT, [HFHRELEDO - TH D deviance information
criterion (DIC) (23X Z D& MEZ 7N L 7= (47), DIC I&, /hEWIZ EET L O TH|
PR EWZ L ZRT, LERoT, AEMRETAVLEEEDIRETVICLY Z0E
NWDICZHHL, EV/NSWDIC ZRTETNVEZRBIREAEMEZRLIEbDE L TH
ST, ¥, ZD L &K T —F 5D contribution to deviance information criterion (¢cDIC)
LHEM L 47, — M2, DICBN3LUETHLZ EBRRESNTT —ZITO0TIL,
DIC ® EFICHMSHFE L TWAHE®, TOLIRT—ZE b oML NEL Bied
L LT,

1-2-4-8 A — M O Al

NMA ICB T L2EHEERREL LT, Xy U —2 LORTOX IR SN T, Bl
B OHEEM & BB OHEEMEN —H L TWnWHZ ERnRDOLND (31-33), 2D A —K
PEIZOWTORERZATH 2OITIE, Ry N =K ED 7 — R closed loop & FEIXH
LHCTERZER L TWVWOILERD L, TRb05, HDOREIZEAL T, Bk LS
ZNUSNDEELE DR S B ROEREZFHATE LI 0E RN L, ~A—&K
PEDOFEAMIEL, EHEHR O R & MBELBEOM R ALK 52 L2 AN a7 |
ELTEY ., §#MJ71E121% Bucher method <° unrelated mean effect model 7¢ ¥ 23 B & X i
TWD (48,49), AWFZETIL, &b —MKAY72 FiETH D Node-splitting method Z AU 72
(33,50), ZDOFEIL, A—EMEELFML L 5 & T DR HEIZ OV T, BEELBEOH S %
e LR, TN DOEREZ RS LB OK R L L, T0E
DAL 0 ThOERELHET HZ L Tl T2 FIETHD, A BT 50
HAFELS 20 RXFTWEHRANICH A Z ERMOLNTND I EnD, 2N 0 ThHHEEN
0.10 XV /NS RDGHIC. R—EHEPHLLHW LT, WTNDOETLIZENTS
fRIR CERWAR—EMERROONTEHE . Kb RKE W DIC 2R LT — % 8% b O
., TOFMMBEBICB T D2 0MAELLRA L, A sz iole
GEDaiEt. *y MU — 7 M ERENR OGRS LT,

1-2-4-9 X077 ay O

A OMERRICEONTTREH RS RICESE, Jvrd 7T vy bafk
L7 (32), ZF 77 my ME, FHO MD £7213x# OR IZB T 5 F& oA &
BT 22T, ROBENLIHRNOHDMERETEHE B L, £ OMIME £ 7213 B85
A fedhic, BRECIBf 2 7 ny b2 2 L CTHiBE L, £/, 0 F U 7ICET 5 E
|72 fEFE & LT, surface under the cumulative ranking curve (SUCRA) # & L 7=,
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SUCRAIZ 0.0 H 1.0 FEFTOEAXZED . 1.0 EWVWEE, Xy NIV —727 FOMoOAETO
MANECHEBE L TEND Z L 2RT,

1-2-4-10 #7tY 7 b

ARWFZETIE., #Et Y 7 BT R for Windows, version 3.5.3 (The R Foundation for Statistical
Computing, Vienna, Austria) Z H 72, *v MU — 7 KOHFEIZIL gemte /N> 7 — T %
Hu, 2o KT ggplot2 /Ny r — % iz, XA XHEFEIZOWTIE, R T Stan
ZEAET B rstan Ny — T E T,
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=&

FERTE S
1-3-1  SCikFR R

T—HRXR—=AMBEB IO R —F I LD CRKEORER % Fig. 2 IZ7R-7T, &
D5 ASTE & R L7 21 RO TR 5 B 2 N FE M E B ISR T 2 E WM AR (15,51),
1 SRR AE BB b G & L=ikBR (52). | RSB L 7= 8F%E 0 & 7 b (16), 1 {0
RCT Thenolz (53)Z &b ERsb S 4, B 16 o SCERA R S 4v72 (14,17,55-60,18—
24,54), 2D H B, 1 O (20008 2 HHOEEKRBREREZHE L T\ eed, §7F 17
O RCT ZEMB L OERMFTFMONRE Lz, ZNZENOFHBEEE 2 & TiL, BPRS
23 11 £F, CGI-S 7% 10 ff-. UPDRS-III 73 14 -, AEIZ X 2RO OBEN 17 1 TH

277,

Records Identified Additional records identified
through database search through other sources
{n=180) n=1)

! !

Records after removal of dupbcates
(n=142)

!

Records screened
h Record !
by titles or absiracts + ec-;?n : T;ﬁ ;dEd
(n= 142) v

i

] I Screening ]Ildantillcatiunl

Full-text articles Full-text articles excluded, with
assessed for eligibiity reasons
(n=21) (n=5)

}

Articles included in
qualitative synthesis
{n = 18)

i

Studies included in
quantitative synthesis
(n=17}

!

Eligibility

Studies included in
quantitative synthesis
n=17)

[ T T |

Included

BFRS CGl-5 UPDRS-II Dropout due to AES
nm=11) n=10) (n=14) n=17)

Fig. 2. Flow diagram for study identification.
Abbreviations: AE, adverse event; BPRS, brief psychiatry rating scale; CGI-S, clinical

global impression scale; UPDRS-III, unified Parkinson’s disease rating scale part III.
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1-3-2  HH TR A

Table 2 [ZERH & 724 RCT 2 EH 5, PBO A FRELEGABR T 17 124 TH Y |
D O S HENEEIFBEBRRBR CH o7, &2 17T, HHFEEIN TV PBO
Thoio7o®, PBO Z WO BT ARE & Lz, £72. AAP Z & Tid, CLOZ AW
ARERY 7 E. OLN Z HW7=iB 5 1, PIM & HW7=ilBh 2% 2 7, QTP % fv 7= Bk
26 . RIS W 7ZakBRAS 1 {4, ZIP Z# W72 BN 1 Th o7, & RCT DX
Lo FEM O ERIL, 64.6 05 755 BOMICHAA L Tz, sEHEEICH W=
BZIEHEDR— T A UV TOEHEIZ W TIL, BRRS 28 17.9 75 41.5, CGI-S 8
3.4 775 5.1, UPDRS-II 2% 18.7 75 57.0 ®IZ /A LT 7z,

72, Fig. 312, HRABGRCOEMMOR RE =T, 17 3BT Low risk & liE S
TDIXTH (41.2%) THY ., £V ® 10 4 (58.8%) IX Some concerns & H|iE I v7-,
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Table 2. Characteristics of the studies included in the Bayesian network meta-

analysis.
Study Design Psychosis definition = Endpoint Arm 1 Arm 2
Breier A (1) RCT treatment-associated ~ BPRS OLN PBO
2002 (20) double-blind psychosis defined CGI-S n, 41 n, 42
4 weeks according to the UPDRS-III age, 73.5 (8.7) age, 68.0 (11.0)

Breier A (2)

2002 (20)

Cummings J

2014 (24)

Ellis T

2000 (21)

flexible dose

RCT

double-blind

4 weeks

flexible dose

RCT

double-blind

6 weeks

RCT

double-blind

6 weeks

dose titration

DSM-1V

treatment-associated
psychosis defined
according to the

DSM-1V

diagnostic  criteria

for PD’s psychosis

levodopa-induced
psychosis not
satisfactorily
managed by levodopa

dose reduction

Dropout due to AEs

BPRS
CGI-S
UPDRS-III

Dropout due to AEs

CGI-S
UPDRS-III

Dropout due to AEs

BPRS
UPDRS-III

Dropout due to AEs

14

male, 63.4%

H&Y scale, 3.0 (0.8)
BPRS, 18.1 (10.0)
CGI-S, 4.2 (0.8)
UPDRS-III, 20.5 (7.4)
OLN

n, 49

age, 70.9 (6.3)

male, 67.3%

H&Y scale, 3.1 (0.7)
BPRS, 17.9 (9.0)
CGI-S, 4.0 (1.0)
UPDRS-III, 18.7 (7.2)
PIM

n, 95

age, 72.4 (6.6)

male, 67.4%

H&Y scale, NA
BPRS, NA

CGI-S, 4.3 (0.9)
UPDRS-III, 32.8 (12.9)
RIS

n, 5

age, 74.4 (5.9)

male, NA

H&Y scale, NA
BPRS, 39.2 (10.1)
CGI-S, NA

UPDRS-III, 35.0 (12.2)

male, 76.2%

H&Y scale, 3.0 (0.7)
BPRS, 18.2 (9.8)
CGI-S, 4.2 (0.8)
UPDRS-III, 20.6 (9.1)
PBO

n, 28

age, 70.5 (8.2)

male, 64.3%

H&Y scale, 3.2 (0.7)
BPRS, 20.6 (9.4)
CGI-S, 4.0 (1.3)
UPDRS-III, 21.3 (7.2)
PBO

n, 90

age, 72.4 (7.9)

male, 57.8%

H&Y scale, NA
BPRS, NA

CGI-S, 4.3 (0.9)
UPDRS-III, 33.3 (12.2)
CLO

n, 5

age, 74.0 (5.9)

male, NA

H&Y scale, NA
BPRS, 37.3 (7.5)
CGI-S, NA

UPDRS-III, 34.3 (5.9)



Fernandez HH

2009 (19)

Goetz CG

2000 (55)

Meltzer H&Y

2010 (23)

Merims D

2006 (57)

RCT
double-blind
4 weeks

dose titration

RCT
double-blind
9 weeks

dose titration

RCT
double-blind
4 weeks

dose titration

RCT
open-label
rater-blinded
22 weeks

dose titration

nocturnal visual
hallucination on

stable doses of PD

medications

treatment-associated
hallucinations or
psychosis defined

according to  the

DSM-1V

diagnostic criteria

for PD’s psychosis

recent-onset,
significant psychotic
symptoms, which

required AAP

BPRS
CGI-S
UPDRS-III

Dropout due to AEs

BPRS
UPDRS-III

Dropout due to AEs

CGI-S
UPDRS-III

Dropout due to AEs

Dropout due to AEs

15

QTP

n, 8

age, 64.6 (7.5)

male, NA

H&Y scale, NA
BPRS, 31.2 (9.4)
CGI-S, NA
UPDRS-III, 31.6 (9.7)
OLN

n, 7

age, NA

male, NA

H&Y scale, NA
BPRS, 26.8 (3.5)
CGI-S, NA
UPDRS-III, 21.4 (12.2)
PIM

n, 29

age, 72.3 (7.7)

male, 89.7%

H&Y scale, 3.0 (0.9)
BPRS, NA

CGI-S, NA
UPDRS-III, 32.8 (12.9)
QTP

n, 13

age, 72.3 (9.5)

male, NA

H&Y scale, 3.9 (0.4)
BPRS, NA

CGI-S, NA

UPDRS-III, NA

PBO

n, 8

age, 72.4 (6.6)

male, NA

H&Y scale, NA

BPRS, 30.2 (7.5)
CGI-S, NA
UPDRS-III, 35.8 (11.8)
CLO

n, 8

age, NA

male, NA

H&Y scale, NA

BPRS, 31.4 (7.6)
CGI-S, NA
UPDRS-III, 38.9 (12.2)
PBO

n, 31

age, 69.6 (9.4)

male, 64.5%

H&Y scale, 3.0 (0.7)
BPRS, NA

CGI-S, NA
UPDRS-III, 32.8 (12.9)
CLO

n, 14

age, 71.4 (9.3)
male, NA

H&Y scale, 3.9 (0.7)
BPRS, NA

CGI-S, NA

UPDRS-III, NA



Morgante L

2004 (17)

Nichols MJ

2013 (56)

Ondo WG

2002 (59)

Ondo WG

2005 (60)

RCT
open-label
rater-blinded

12 weeks

RCT
double-blind

4 weeks

RCT
9 weeks

flexible dose

RCT
double-blind
12 weeks

dose titration

antiparkinsonian
drug-induced

psychosis

clinically significant
hallucinations or
delusions, as judged
by the treating
neurologist or

psychiatrist and the

investigator

antiparkinsonian
drug-induced

psychosis

antiparkinsonian
drug-induced

psychosis

BPRS
CGI-S
UPDRS-III

Dropout due to AEs

BPRS
CGI-S
UPDRS-III

Dropout due to AEs

Dropout due to AEs

Dropout due to AEs

16

QTP

n, 20

age, 70.0 (10.1)
male, 50.0%
H&Y scale, NA
BPRS, 37.1 (6.1)
CGI-S, 3.6 (0.7)
UPDRS-II, 53.0 (11.0)
OLN

n, 14

age, 71.6 (6.2)
male, 42.9%
H&Y scale, NA
BPRS, NA
CGI-S, 3.6 (0.9)
UPDRS-III, 29.5 (11.9)
OLN

n, 18

age, NA

male, NA

H&Y scale, NA
BPRS, NA
CGI-S, NA
UPDRS-III, NA
QTP

n, 21

age, 74.0 (7.0)
male, 52.4%
H&Y scale, NA
BPRS, NA
CGI-S, NA

UPDRS-III, 34.0 (8.0)

CLO

n, 20

age, 72.4 (6.6)

male, 50.0%

H&Y scale, NA
BPRS, 37.4 (5.4)
CGI-S, 3.8 (0.8)
UPDRS-III, 58.0 (9.4)
PBO

n, 9

age, 71.3 (6.5)

male, 66.6%

H&Y scale, NA
BPRS, NA

CGI-S, 4.1 (0.9)
UPDRS-III, 30.0 (11.0)
PBO

n, 12

age, NA

male, NA

H&Y scale, NA
BPRS, NA
CGI-S, NA
UPDRS-III, NA
PBO

n, 10

age, 71.0 (5.0)
male, 60.0%
H&Y scale, NA
BPRS, NA
CGI-S, NA

UPDRS-III, 31.0 (12.0)



Pintor L

2012 (22)

Pollak P

2004 (58)

Rabey JM

2007 (18)

Shotbolt P

2009 (54)

RCT
single-blind
4 weeks

dose titration

RCT
double-blind
4 weeks

dose titration

RCT
double-blind
12 weeks

dose titration

RCT
double-blind
12 weeks

dose titration

treatment-associated
hallucinations or
psychosis defined

according to the

DSM-IV

antiparkinsonian
drug-induced

psychosis

visual or auditory
hallucinations and/or
delusions that
significantly affected

the subject’s quality

of life

hallucinations,

suspiciousness, or
unusual thought
content (delusions)
of a severity >3/7 on

the BPRS

BPRS
CGI-S
UPDRS-III

Dropout due to AEs

CGI-S
UPDRS-III

Dropout due to AEs

BPRS
UPDRS-III

Dropout due to AEs

BPRS
UPDRS-III

Dropout due to AEs

17

ZIP

n, 6

age, 72.0 (4.7)

male, 50.0%

H&Y scale, 3.8 (1.0)
BPRS, 18.5 (5.5)
CGI-S, 4.0 (0.5)
UPDRS-III, 39.0 (18.2)
CLO

n, 32

age, 71.2 (7.4)

male, 56.3%

H&Y scale, 3.3 (0.9)
BPRS, NA

CGI-S, 5.1 (0.8)
UPDRS-III, 31.5 (14.2)
QTP

n, 30

age, 75.5 (8.1)

male, 56.7%

H&Y scale, 3.2 (0.7)
BPRS, 34.2 (5.0)
CGI-S, NA
UPDRS-III, 37.0 (9.6)
QTP

n, 11

age, 74.0 (8.0)
male, 63.6%
H&Y scale, NA
BPRS, 39.2 (8.4)
CGI-S, NA

UPDRS-III, 31.2 (14.1)

CLO

n, 8

age, 74.3 (9.6)
male, 37.5%

H&Y scale, 3.9 (1.0)
BPRS, 23.4 (12.1)
CGI-S, 3.4 (1.7)
UPDRS-III, 44.6 (11.3)
PBO

n, 28

age, 72.8 (8.2)
male, 50.0%

H&Y scale, 3.1 (1.4)
BPRS, NA

CGI-S, 4.9 (0.9)
UPDRS-III, 31.4 (13.2)
PBO

n, 28

age, 74.5 (8.7)
male, 57.1%

H&Y scale, 3.2 (0.6)
BPRS, 36.0 (8.8)
CGI-S, NA
UPDRS-III, 39.5 (13.1)
PBO

n, 13

age, 72.4 (6.6)
male, 67.4%

H&Y scale, NA
BPRS, 41.5 (6.5)
CGI-S, NA

UPDRS-III, 29.0 (16.8)



The Parkinson RCT antiparkinsonian BPRS CLO PBO

Study Group double-blind drug-induced CGI-S n, 30 n, 30
1999 (14) 56 weeks psychosis UPDRS-III age, 70.8 (8.6) age, 71.9 (8.1)
flexible dose Dropout due to AEs  male, 67.4% male, 46.7%

H&Y scale, 2.6 (0.9) H&Y scale, 2.8 (0.8)
BPRS, 33.1 (9.9) BPRS, 35.0 (10.7)
CGI-S, 4.4 (0.8) CGI-S, 4.4 (1.0)

UPDRS-III, 32.8 (11.3)  UPDRS-III, 37.1 (13.0)

Abbreviations: AE, adverse event; BPRS, brief psychiatry rating scale; CGI-S, clinical
global impression scale; CLO, clozapine; DSM-1V, Diagnostic and Statistical Manual of
Mental Disorders, 4th Edition; H&Y, Hoehn & Yahr; NA, not available; OLN,
olanzapine; PBO, placebo; PIM, pimavanserin; QTP, quetiapine; RCT, randomized
controlled trial; RIS, risperidone; UPDRS-III, unified Parkinson’s disease rating scale

part III; ZIP, ziprasidone.
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Fig. 3. Quality assessments of the included studies by version two of the risk-of-bias
assessment tool.

Abbreviations: CLO, clozapine; OLN, olanzapine; PBO, placebo; PIM, pimavanserin;
QTP, quetiapine; RIS, risperidone; ZIP, ziprasidone.

Notes: A plus symbol indicates that the study report is judged as low risk against the
question. A minus symbol indicates that the study report is judged as high risk against
the question. A question symbol indicates that the study report has unclear risk against

the question.
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1-3-3-1 brief psychiatric rating scale

KRB O 572 BPRSICET 27 — ¥ 3l & & Ik A L2 #5 R % Fig. 4 121
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Ni-, ToMoxEE ik, 2 EoRBRT — 2 NG 6o =0, BEMENRRD
LIV T,

TRT CTR Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Rand 95% Gl
1.1.1 CLO vs PBO
The Parkinson Study Group, 1999 93 78 27 26 68 27 100.0% -6.70[-10.60, -2.80] t
Subtotal (95% CI} 27 27 100.0% -6.70 [-10.60, -2.80]

Heterageneity: Not applicable
Test for overall effect: Z = 3.36 (P = 0.0008)

1.1.2 OLN vs PBO

Breier A (1), 2002 -2.7 8.3 41 -31 58 42 551% 0.40 [-2.70, 3.50]
Breier A (2), 2002 -4.3 8.3 48 55 83 28 35.8% 1.20 [-2.65, 5.05]
Nichols MJ, 2013 0.5 86 8 24 88 13 91% -1.90 [-9.54, 5.74]
Subtotal (95% CI) 98 83 100.0% 0.48 [-1.83, 2.78]

Heterogeneity: Tau? = 0.00; Chi#=0.51,df =2 (P =0.78); I = 0%
Test for overall effect: Z = 0.41 (P = 0.69)

1.1.3 CLO vs OLN

Goetz CG, 2000 77T 8 0377
Subtotal (95% CI) 8
Heterogeneity: Not applicable

Test for overall effect: Z=2.01 (P = 0.04)

-~

100.0% -8.00[-15.81,-0.19] i
100.0% -8.00 [-15.81, -0.19]

1.1.4 QTP vs PBO

Fernandez HH, 2009 17 4 03786 7 16.0%  1.30[-7.57,10.17] — T
Rabey JM, 2007 0.2 46 30 41 54 28 47.0% 3.90[1.31, 6.49] —
Shotbalt P, 2009 -42 58 11 25 41 13 37.0% -1.70 [-5.79, 2.39) ——
Subtotal (95% CI) 45 48 100.0% 1.41 [2.77, 5.59] i

Heterageneity: Tau? =7.95; Chi*=5.19, df =2 (P =0.07); I =61%
Test for overall effect: Z = 0.66 (P = 0.51)

1.1.5CLO vs QTP

Morgante L, 2004 107 39 20 84 42 20 1000%  -2.30[4.81,0.21] 1
Subtotal (85% CI) 20 20 100.0%  -2.30 [-4.81, 0.21]

Heterageneity: Not applicable
Test for overall effect: Z=1.79 (P = 0.07)

11.6 CLO vs RIS

Ellis T, 2000 -3 10 4 -6 4.6
Subtotal (95% CI) 4
Heterogeneity: Not applicable

Test for overall effect: Z = 0.55 (P = 0.58)

@

100.0% 3.00 [-7.60, 13.60] l
100.0%  3.00 [-7.60, 13.60]

1.1.7 CLO vs ZIP

Pintor L, 2012 -44 55 8 -73 59
Subtotal (95% CI) 8
Heterogeneity: Not applicable

Test for overall effect: Z = 0.94 (P = 0.35)

oo,

1000%  2.90[3.17,8.97] —t
100.0%  2.90 [-3.17, 8.97]

40 5 0 5 10
Favours TRT Favours CTR

Fig. 4. Forest plot for the brief psychiatry rating scale, generated using the pairwise
random-effects model.

Abbreviations: CI, confidence interval; CLO, clozapine; CTR, control; IV, inverse-
variance; OLN, olanzapine; PBO, placebo; QTP, quetiapine; RIS, risperidone; SD,

standard deviation; TRT, treatment; ZIP, ziprasidone.

1-3-3-2 clinical global impression scale

KRB OHE LN CGI-S ICHT 57 — & Zxtheic Z LT A Lk R % Fig. 512
AT, WTROXEEICOWN TS, 240 EORBRT — 2 RGN Rho o, BEMH
BRD BN o Tz,
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Study or Subgroup

TRT CTR

Mean Difference  SE Total Total

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

1.21CLC vs PBO
Pollak P, 2003

The Parkinson Study Group, 1999

Subtotal (95% CI)

-1.2 0.3 32
-1.1 04 27
59

Heterogeneity: Tau? = 0.00; Chiz = 0.04, df =1 (P = 0.84); = 0%

Test for overall effect: Z = 4.85 (P < 0.00001)

1.2.2 OLN vs PBO
Breier A (1), 2002
Breier A (2), 2002

Nichols MJ, 2013
Subtotal (95% CI)

02 03 41
003 49
06 05 9

99

Heterogeneity: Tau® = 0.00; Chi* = 1.07, df = 2 (P = 0.59); I’ = 0%

Test for overall effect: Z=0.90 (P = 0.37)

1.2.3 PIM vs PBO
Cummings J, 2014

Meltzer HY, 2010
Subtotal (95% CI)

-08 02 95
-04 03 28
123

Heterogeneity: Tau® = 0,00; Chi* = 0,31, df =1 (P =0.58); I’ = 0%

Test for overall effect: Z = 3.24 (P = 0.001}

1.2.4 QTP vs PBO

Fermandez HH, 2009

Subtotal (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z=1.83 (P = 0.07}

1.25 CLC vs QTP

Morgante L, 2004
Subtotal (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 1.33 (P = 0.18)

126 CLO vs ZIP

Pintor L, 2012
Subtotal (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z=0.22 (P = 0.82)

random-effects model.

-1.1 068 4
4
-04 03 20
20
02 09 8
8

28
27
55

42
28
14
84

90
28
118

20
20

64.0%
36.0%
100.0%

42.4%
42.4%
15.3%
100.0%

69.2%
30.8%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

120 [-1.79, -0.61]
1.10 [-1.88, -0.32]
1.16 [1.63, 0.69]

0.20[-0.39, 0.79)
0.00[-0.59, 0.58]

0.60[-0.38, 1.58]
0.18 [-0.21, 0.56]

-0.60 [-0.99, -0.21]
-0.40[-0.89, 0.19]
-0.54 [-0.86, 0.21]

-1.10[-2.28, 0.08]
1.10 [-2.28, 0.08]

-0.40[-0.99, 0.19]
-0.40 [-0.99, 0.19]

0.20[-1.56, 1.96]
0.20 [-1.56, 1.96]

standard error; TRT, treatment; ZIP, ziprasidone.

1-3-3-3 unified Parkinson’s disease rating scale part III

_._

P ——

o

-1 0 1 2
Favours TRT Favours CTR

Fig. 5. Forest plot for the clinical global impression scale, generated using the pairwise

Abbreviations: CI, confidence interval; CLO, clozapine; CTR, control; IV, inverse-

variance; OLN, olanzapine; PBO, placebo; PIM, pimavanserin; QTP, quetiapine; SE,

KRR HHE O 72 UPDRS-IIL I3 57 — & Z x5t & L IZHA LI R % Fig.
6 I[Z/RF, QTP & PBO OXFEZIZOWT, PEN 79% %R L TE Y EHEOREMEN

B BT, ZOMORLE T, 2 fFL EORB T —
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TRT CTR Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.3.1 CLO vs PBO

Pollak P, 2003 35 7.7 32 -3 81 28 546% -0.50 [4.51,3.51]

The Parkinson Study Group, 1999 -36 95 25 1.8 [} 25 454% -1.80 [-6.20, 2.60]

Subtotal (95% CI) 57 53 100.0% -1.09 [-4.06, 1.88]

Heterogeneity: Tau® = 0.00; Chi* = 0.18,df = 1 (P = 0.67); I’ = 0%
Test for overall effect: Z = 0.72 (P = 0.47)

1.2.2 OLN vs PBO

Breier A (1), 2002 26 6 41 02 43 42 501% 2.80 [0.55, 5.05] L
Breier A {2), 2002 27 6 489 03 5 28 405% 3.00 [0.50, 5.50] LA
Nichols MJ, 2013 25 47 8 -1 8 14 94%  350[-170,870] T
Subtotal (95% Cl) 99 84 100.0% 2.95[1.35, 4.54] L 2

Heterogeneity: Tau? = 0.00; Chi* = 0.06, df = 2 (P = 0.97); 2= 0%
Test for overall effect: Z = 3.63 (P = 0.0003)

1.2.3CLO vs OLN

Goetz CG, 2000 6 82 8 123 1156 7 100.0% -18.30[-28.54, -8.06] i
Subtotal (95% CI) 8 7 100.0% -18.30 [-28.54, -8.06]

Heterogeneity: Not applicable

Test for overall effect: Z = 3.50 {P = 0.0005)

1.2.4 PIM vs PBO

Cummings J, 2014 09 655 95 -08 55 90 853% -0.10 [-1.69, 1.49] .
Meltzer HY, 2010 -1 74 28 26 12 28 147% 1.60 [-2.22, 5.42] T
Subtotal (95% Cly 123 118 100.0% 0.15[1.32, 1.81] L J

Heterogeneity: Tau? = 0.00; Chi* =0.65, df = 1 (P=0.42); = 0%
Test for overall effect: Z = 0.20 {P = 0.84)

1.3.5 QTP vs PBO

Fernandez HH, 2009 -57 68 4 28 75 7 286% -850[-17.18,0.18] =
Rabey JM, 2007 22 68 30 -19 68 28 39.8% 4.10 [0.60, 7.60]
Shotbolt P, 2009 -3 94 11 1.1 9 13 31.5% -4.10[-11.50, 3.30]
Subtotal (95% Cl) 45 48 100.0% -2.09 [-10.10, 5.92]

Heterogeneity: Tau? = 38.71; Chi? = 9.40, df =2 (P = 0.008); 2 =79%
Test for overall effect: Z= 0.51 {P = 0.61)

1.3.6 CLOvs QTP

Morgante L, 2004 -13 5 20 1 77 20 100.0% -2.30 [-6.32, 1.72]
Subtotal {95% Cl} 20 20 100.0% -2.30 [-6.32, 1.72]

Heterogeneity: Not applicable
Test for overall effect: Z=1.12 (P = 0.26)
13.7CLOvsRIS

——
—
-‘-
Ellis T, 2000 18 106 4 24 46 5 1000% -4.20[-15.34,6.94] 1—
Subtotal (95% CI) 4 5 100.0% -4.20 [-15.34, 6.94]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.74 {P = 0.46)

1.3.8CLOvs ZIP

Pintor L, 2012 11 158 8 -43 116 6 1000%  3.20 [-11.21, 17.61]
Subtotal (95% Cl) 8 6 100.0% 3.20[-11.21,17.61]
Heterogeneity: Not applicable

Test for overall effect: Z = 0.44 (P = 0.68)

20 40 0 10 20
Favours TRT Favours CTR

Fig. 6. Forest plot for the unified Parkinson’s disease rating scale part I1I, generated using
the pairwise random-effects model.

Abbreviations: CI, confidence interval; CLO, clozapine; CTR, control; IV, inverse-
variance; OLN, olanzapine; PBO, placebo; PIM, pimavanserin; QTP, quetiapine; RIS,

risperidone; SD, standard deviation; TRT, treatment; ZIP, ziprasidone.
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TRT CTR Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 5% CI IV, Random, 95% CI
1.4.1 CLO vs PBO
Pallak P, 2003 2 32 2 28 63.3% 0.87 [0.11, 6.59]
The Parkinson Study Group, 1999 3 30 0 30 36.7%  7.76 [0.38, 1567.14] L] »
Subtotal (85% CI) 62 58 100.0% 1.94 [0.24, 15.35] —‘
Total events 5 2

Heterogeneity: Tau® = 0.69; Chi® = 1.40, df = 1 (P =0.24); I> = 29%

Test for overall effect: Z = 0.63 (P = 0.53)

1.4.2 OLN vs PBO

Breier A (1), 2002 10 41 1 42 358% 13.23[1.61, 108.86] —_—
Breier A (2), 2002 8 49 1 28 34.9% 5.27 [0.62, 44.55] T &
Nichols MJ, 2013 6 14 1 9 28.2% 6.00 [0.58, 61.84] -1 &
Ondo WG, 2002 0 18 0 12 Not estimable

Subtotal (85% CI) 122 91 100.0% 7.61 [2.16, 26.87] il

Total events 24 3

Heterogeneity: Tau®* = 0.00; Chi*=0.42, df =2 (P=0.81); ?= 0%

Test for overall effect: Z = 3.15 (P = 0.002}

1.4.3 CLO vs OLN

Goetz CG, 2000 1 8 0 7 100.0% 3.00[0.10, 86.09] l

Subtotal (95% CI) 8 7 100.0% 3.00 [0.10, 86.09]

Total events 1 0

Heterogeneity: Not applicable

Test for overall effect: Z = 0.64 (P = 0.52)

1.4.4 PIM vs PBC

Cummings J, 2014 4 95 1 80 61.9% 3.91[0.43, 35.69] —0 &
Mealtzer HY, 2010 1 29 1 31 38.1% 1.07 [0.08, 17.96] :

Subtotal (85% CI) 124 121 100.0% 2.39 [0.42, 13.61]

Total events 5 2

Heterogeneity: Tau® = 0.00; Chi* = 0.50, df = 1 (P = 0.48); I = 0%

Test for overall effect: Z = 0.98 (P = 0.33)

1.4.5 QTP vs PBO

Fernandez HH, 2008 1 8 0 8 12.0% 3.40[0.12, 96.70] =

Ondo WG, 2005 2 21 2 10 28.7% 0.42[0.05, 3.53] L

Rabey JM, 2007 3 30 1 28 249% 3.00 [0.29, 30.69] - &
Shotbolt P, 2009 3 11 2 13 33.4% 2.06 [0.28, 15.36) —
Subtotal (95% CI) 70 59 100.0% 1.50 [0.47, 4.78] -‘—

Total events 9 5

Heterogeneity: Tau? = 0.00; Chi? = 2.04, df = 3 (P =0.56); ?=0%

Test for overall effect: Z = 0.68 (P = 0.49)

1.4.6 CLO vs QTP

Merims D, 2006 3 14 0 13 276%  8.22[0.38, 176.27] = »
Morgante L, 2004 3 23 2 22 T24% 1.50 [0.23, 9.96] ——
Subtotal (85% CI) 37 35 100.0% 2.40 [0.48, 12.01] —~eai——
Total events 6 2

Heterogeneity: Tau? = 0.00; Chi? = 0.86, df = 1 (P = 0.35); I = 0%

Test for overall effect: Z = 1.06 (P = 0.29)

1.4.7 CLO vs RIS

Ellis T, 2000 2 4 1 5 100.0% 4.00[0.21, 75.66] l
Subtotal (95% CI) 4 5 100.0% 4.00 [0.21, 75.66]

Total events 2 1

Heterogeneity: Not applicable

Test for overall effect: Z = 0.92 (P = 0.36)

148 CLOvs ZIP

Pintor L, 2012 0 8 1 8 100.0% 0.28 [0.01, 8.37]

Subtotal (85% CI) 8 8 100.0% 0.29 [0.01, 8.37] +
Total events 0 1

Heterageneity: Not applicable
Test for overall effect: Z = 0.72 (P = 0.47)

Fig. 7. Forest plot for dropouts due to adverse events, generated using the pairwise

random-effects model.

0.01

0.1 10 100
Favours TRT Favours CTR

Abbreviations: CI, confidence interval; CLO, clozapine; CTR, control; IV, inverse-

variance; OLN, olanzapine; PBO, placebo; PIM, pimavanserin; QTP, quetiapine; RIS,

risperidone; TRT, treatment; ZIP, ziprasidone.
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1-3-4  brief psychiatric rating scale (BT 5 XA U7 Ry NI =7 XA ZT7F VY R
1-3-4-1 Ry FU—7 K

BPRS IZOWTHA SN 11 RBRICHKSE, *v hU—Z7 K& #H L7 (Fig. 8).
PIMIZOWTIE Ry NUY—ZIZ&EN7ehr->7-, £7-.PBO, CLO, OLN ®f# &, PBO,
CLO. QTP ®D[HIZ closed loop WAL = #1172,

Fig. 8. Comparison network plot generated from included studies for the brief psychiatry
rating scale.
Abbreviations: CLO, clozapine; OLN, olanzapine; PBO, placebo; QTP, quetiapine; RIS,

risperidone; ZIP, ziprasidone.
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BPRS (Fixed) MD (95% Crl) P Pma (left) Puwcp (right)

I L)
I 1
cLo -32(56t0-08)  0.99 0.00 0.00
S
1 1
OLN : H4 ! 08(-14t03.1)  0.24 0.00 0.00
- ! }
& QTP- . . . 0.9(-1.0 to 2.8) 0.17 0.00 0.00
I 1
I )
RIS: = -6.1(-169t04.7)  0.86 0.24 0.00
I I
I L)
ar |—‘—'—I | ; -6.1(-12.7t00.5) 097 0.12 0.00
!

) | I
-20.0 -10.0 0.0 10.0 20.0 DIC, 110.12
<Favours TRT> <Favours PBO>
MD (95% Crl)

Fig. 9. Forest plot for the brief psychiatry rating scale generated using the fixed-effects
model.

Abbreviations: BPRS, brief psychiatry rating scale; CLO, clozapine; Crl, credible
interval; DIC, deviance information criterion; MCID, minimal clinically important
difference; MD, mean difference OLN, olanzapine; PBO, placebo; QTP, quetiapine; RIS,

risperidone; TRT, treatment; ZIP, ziprasidone.

BPRS (Random) MD (95% Crl) P Pma (left) Puwcp (right)
I 1
1 1
cLo. —— -3.8(-7.6 10 -0.8) 0.99 0.00 0.00
I '
I 1
OLN- : |_._| . 0.8(-2.0 to 3.6) 0.26 0.00 0.00
I )
[ I 1
xQrp | S ' 0.6(-2.3to 3.1) 0.32 0.00 0.00
I 1
I 1
RIS } : | 7.0(-187t043)  0.89 0.29 0.00
I L)
I 1
zIP |—;—-—{ ’ 6.7 (-14.6 t0 0.6) 0.96 0.18 0.00
I

) |
-20.0 -10.0 0.0 10.0 20.0 DIC, 106.19
<Favours TRT> <Favours PBO>
MD (95% Crl)

Fig. 10. Forest plot for the brief psychiatry rating scale generated using the random-effects
model.

Abbreviations: BPRS, brief psychiatry rating scale; CLO, clozapine; Crl, credible
interval; DIC, deviance information criterion; MCID, minimal clinically important
difference; MD, mean difference OLN, olanzapine; PBO, placebo; QTP, quetiapine; RIS,

risperidone; TRT, treatment; ZIP, ziprasidone.

25



K FEIEE 1 & Hedg U 7ok SR & Table 3 3 X N Table 4 12777, EHLOLDET LITEWN
TH,.CLOIXOLN B LW QTP Itk L THEICENT, 7o, BEMRETT L TIE,
ZIP /X OLN B XU QTP ICtkfs L CTHEICENT-,

26



Table 3. All combinations between atypical antipsychotics for the brief psychiatry rating scale generated using the fixed-effects model.

4.1 (0.9 t0 7.2)

4.1 (2.0 to 6.2)

-4.1 (-6.2 to -2.0)

2.9 (-7.8 to 13.4)

2.9 (-3.2 t0 9.0)

4.1 (-7.2 to -0.9)

-0.1 (-3.0 to 2.8)

7.0 (-4.2 to 18.1)

6.9 (0.1 to 13.8)

0.1 (-2.8 to 3.0)

QTP

2.9 (-13.4 to 7.8)

7.0 (-18.1 to 4.2)

7.1 (-17.8 to 3.8)

2.9 (-9.0 to 3.2)

-6.9 (-13.8 to -0.1)

-7.0 (-13.6 to -0.5)

7.1 (-3.8 to 17.8)

0.0 (-12.2to 12.1)

7.0 (0.5 to 13.6)

0.0 (-12.1to 12.2)

Abbreviations: CLO, clozapine; OLN, olanzapine; QTP, quetiapine; RIS, risperidone; ZIP, ziprasidone.

Table 4. All combinations between atypical antipsychotics for the brief psychiatry rating scale generated using the random-effects model.

4.6 (0.9 t0 9.0)

2.9 (-4.0t0 9.7)

4.4 (1.4 107.9)

-4.6 (-9.0 to -0.9)

-0.2 (-4.0 to 3.4)

4.4 (-7.9 to -1.4)

3.2 (-7.8 to 14.1)

0.2 (-3.4 to 4.0)

7.8 (-3.7 to 19.9)

7.5 (-0.2 to 15.6)

QTP

3.2 (-14.1 to 7.8)

-7.8 (-19.9 t0 3.7)

7.6 (-19.1 to 3.7)

-2.9 (-9.7 t0 4.0)

7.5 (-15.6 t0 0.2)

-7.2 (-14.9 t0 0.1)

7.6 (-3.7 to 19.1)

0.3 (-12.8 to 13.4)

7.2 (-0.1 to 14.9)

Abbreviations:

-0.3 (-13.4 to 12.8)

CLO, clozapine; OLN, olanzapine; QTP, quetiapine; RIS, risperidone; ZIP, ziprasidone.
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Fig. 11. Inconsistency assessments for the brief psychiatry rating scale by the node-

splitting method in the fixed- and random-effects model.

Abbreviations: CLO, clozapine; Crl, credible interval; CTR, control; MD, mean
difference; OLN, olanzapine; PBO, placebo; QTP, quetiapine; TRT, treatment.
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Table 5. Contribution to the deviance information criterion generated using the fixed-

effects model for the brief psychiatry rating scale.

Study TRT cDIC

Breier A (1), 2002 OLN 1.44
Breier A (1), 2002 PBO 1.71
Breier A (2), 2002 OLN 1.54
Breier A (2), 2002 PBO 1.20
Ellis T, 2000 CLO 2.00
Ellis T, 2000 RIS 2.01
Fernandez HH, 2009 PBO 1.23
Fernandez HH, 2009 QTP 0.87
Goetz CG, 2000 CLO 1.69
Goetz CG, 2000 OLN 1.64
Morgante L, 2004 CLO 2.69
Morgante L, 2004 QTP 2.84
Nichols MJ, 2013 OLN 1.18
Nichols MJ, 2013 PBO 1.48
Pintor L, 2012 CLO 2.00
Pintor L, 2012 ZIP 2.02
Rabey JM, 2007 PBO 4.48
Rabey JM, 2007 QTP 3.70
Shotbolt P, 2009 PBO 2.04
Shotbolt P, 2009 QTP 2.02
The Parkinson Study Group, 1999 CLO 3.04
The Parkinson Study Group, 1999 PBO 2.83

Abbreviations: ¢cDIC, contribution to deviance information criterion; CLO, clozapine;
OLN, olanzapine; PBO, placebo; QTP, quetiapine; RIS, risperidone; TRT, treatment;
ZIP, ziprasidone.
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Table 6. Contribution to the deviance information criterion generated using the random-

effects model for the brief psychiatry rating scale.

Study TRT cDIC

Breier A (1), 2002 OLN 1.54
Breier A (1), 2002 PBO 1.72
Breier A (2), 2002 OLN 1.61
Breier A (2), 2002 PBO 1.34
Ellis T, 2000 CLO 1.94
Ellis T, 2000 RIS 1.89
Fernandez HH, 2009 PBO 1.31
Fernandez HH, 2009 QTP 1.02
Goetz CG, 2000 CLO 1.53
Goetz CG, 2000 OLN 1.56
Morgante L, 2004 CLO 2.23
Morgante L, 2004 QTP 2.30
Nichols MJ, 2013 OLN 1.21
Nichols MJ, 2013 PBO 1.52
Pintor L, 2012 CLO 1.97
Pintor L, 2012 ZIP 2.00
Rabey JM, 2007 PBO 3.18
Rabey JM, 2007 QTP 3.50
Shotbolt P, 2009 PBO 1.73
Shotbolt P, 2009 QTP 1.77
The Parkinson Study Group, 1999 CLO 2.58
The Parkinson Study Group, 1999 PBO 2.24

Abbreviations: ¢cDIC, contribution to deviance information criterion; CLO, clozapine;
OLN, olanzapine; PBO, placebo; QTP, quetiapine; RIS, risperidone; TRT, treatment;
ZIP, ziprasidone.
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Fig. 12. Rankograms indicating the probability for the brief psychiatry rating scale in the
fixed- and random-effects model.

Abbreviations: CLO, clozapine; OLN, olanzapine; QTP, quetiapine; RIS, risperidone;
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Fig. 13. Rankograms indicating the cumulative probability for the brief psychiatry rating
scale in the fixed- and random-effects model.
Abbreviations: CLO, clozapine; OLN, olanzapine; QTP, quetiapine; RIS, risperidone;

Z1P, ziprasidone.



Table 7. Ranking probability for the brief psychiatry rating scale in the fixed-effects model.

Ranking Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro

1 0.051 0.051 0.001 0.001 0.000 0.000 0.487 0.487 0.461 0.461
2 0.365 0.416 0.006 0.006 0.001 0.001 0.232 0.719 0.396 0.857
3 0.580 0.996 0.086 0.092 0.059 0.060 0.158 0.877 0.117 0.974
4 0.004 1.000 0.472 0.564 0.473 0.533 0.038 0.915 0.014 0.988
5 0.000 1.000 0.436 1.000 0.467 1.000 0.085 1.000 0.012 1.000
SUCRA 0.616 0.166 0.149 0.749 0.820

Abbreviations: CLO, clozapine; Cum.pro, cumulative probability; OLN, olanzapine; QTP, quetiapine; RIS, risperidone; SUCRA,

surface under the cumulative ranking curve; TRT, treatment; ZIP, ziprasidone.
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Table 8. Ranking probability for the brief psychiatry rating scale in the random-effects model.

Ranking Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro

1 0.054 0.054 0.001 0.001 0.001 0.001 0.518 0.518 0.427 0.427
2 0.364 0.417 0.007 0.008 0.005 0.006 0.216 0.734 0.408 0.835
3 0.575 0.992 0.071 0.079 0.069 0.075 0.155 0.889 0.131 0.966
4 0.007 0.999 0.414 0.492 0.521 0.596 0.039 0.928 0.019 0.985
5 0.001 1.000 0.508 1.000 0.404 1.000 0.072 1.000 0.015 1.000
SUCRA 0.616 0.145 0.169 0.767 0.803

Abbreviations: CLO, clozapine; Cum.pro, cumulative probability; OLN, olanzapine; QTP, quetiapine; RIS, risperidone; SUCRA,

surface under the cumulative ranking curve; TRT, treatment; ZIP, ziprasidone.
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DE, Xy NU— 7% L7 (Fig. 14), PBO, CLO, OLN ®fij &, PBO. CLO,
QTP DI closed loop AL S 4172,

Fig. 14. Comparison network plot generated from included studies for the brief
psychiatry rating scale (an outlier excluded).
Abbreviations: CLO, clozapine; OLN, olanzapine; PBO, placebo; QTP, quetiapine; RIS,

risperidone; ZIP, ziprasidone.

1-3-5-2 #AFfEAT

BEDRETABLOERDRET NVICE DHEMHEE Fig. 15 8 X O Fig. 16 121
T, EHELDETNMIZEBWTE, CLO, QTP, ZIP {Z2oW Tk PBO ICHif L THEIZ
B,

34



BPRS (Fixed) MD (95% Crl) P Pma (left) Puwcp (right)

1 1
I 1
cLo- -5.6 (-8.3t0-2.8) 1.00 0.00 0.00
I
1 1
OLN- : b4 0.6 (-1.6 10 2.9) 0.29 0.00 0.00
1 1
- 1 1
xQTP . : | -2.6(-5.4100.2) 0.97 0.00 0.00
1 1
1 1
| 1
RIS —— | -86(-19.4t02.4) 094 0.40 0.00
| I
1 1
ap I—‘-°—|| y -8.4(-150t0-1.8)  0.99 0.32 0.00
]

| | )
-20.0 -10.0 0.0 10.0 20.0 DIC, 93.37
<Favours TRT> <Favours PBO>
MD (95% Crl)

Fig. 15. Forest plot for the brief psychiatry rating scale generated using the fixed-effects
model (an outlier excluded).

Abbreviations: BPRS, brief psychiatry rating scale; CLO, clozapine; Crl, credible
interval; DIC, deviance information criterion; MCID, minimal clinically important
difference; MD, mean difference OLN, olanzapine; PBO, placebo; QTP, quetiapine; RIS,

risperidone; TRT, treatment; ZIP, ziprasidone.
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Fig. 16. Forest plot for the brief psychiatry rating scale generated using the random-effects
model (an outlier excluded).

Abbreviations: BPRS, brief psychiatry rating scale; CLO, clozapine; Crl, credible
interval; DIC, deviance information criterion; MCID, minimal clinically important
difference; MD, mean difference OLN, olanzapine; PBO, placebo; QTP, quetiapine; RIS,

risperidone; TRT, treatment; ZIP, ziprasidone.
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Table 9. All combinations between atypical antipsychotics for the brief psychiatry rating scale generated using the fixed-effects model

(an outlier excluded).

3.0 (-7.6 to 13.4)

2.8 (-3.3 t0 8.8)

6.2 (2.9 t0 9.6)

2.9 (0.7 t0 5.2)

2.9 (-5.2 to -0.7)

9.0 (2.1 to 15.9)

6.2 (-9.6 to -2.9)

3.2 (-0.2 to 6.7)

9.2 (-2.0 to 20.1)

3.2 (-6.7 10 0.2)

QTP

-3.0 (-13.4 to 7.6)

9.2 (-20.1 to 2.0)

-5.9 (-16.6 to 4.9)

5.8 (-12.2 t0 0.7)

2.8 (-8.8 t0 3.3)

-9.0 (-159to -2.1)

5.9 (-4.9 to 16.6)

0.2 (-12.1 to 12.3)

5.8 (-0.7 to 12.2)

-0.2 (-12.3 to 12.1)

Abbreviations: CLO, clozapine; OLN, olanzapine; QTP, quetiapine; RIS, risperidone; ZIP, ziprasidone.

Table 10. All combinations between atypical antipsychotics for the brief psychiatry rating scale generated using the random-effects

model (an outlier excluded).

6.2 (2.8 10 9.7)

2.8 (-3.4 10 9.0)

3.0 (0.7 to 5.4)

6.2 (-9.7 to -2.8)

3.2 (-6.8 t0 0.4)

-3.0 (-5.4 to -0.7)

2.9 (-7.4 to 13.4)

9.0 (1.8 to 16.1)

3.2 (-0.4 t0 6.8)

9.1 (-1.8 to 20.2)

QTP

-2.9(-13.4t0 7.4)

-9.1 (-20.2 to 1.8)

5.9 (-16.7 to 4.8)

-5.8(-12.4 t0 0.9)

5.9 (-4.8 t0 16.7)

0.1 (-11.8to 12.1)

-2.8(-9.0to 3.4)

-9.0 (-16.1 to -1.8)

5.8 (-0.9 to 12.4)

Abbreviations:
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0.1 (-12.1 to 11.8)

CLO, clozapine; OLN, olanzapine; QTP, quetiapine; RIS, risperidone; ZIP, ziprasidone.
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Fig. 17. Inconsistency assessments for the brief psychiatry rating scale by the node-
splitting method in the fixed- and random-effects model (an outlier excluded).
Abbreviations: CLO, clozapine; Crl, credible interval; CTR, control; MD, mean

difference; OLN, olanzapine; PBO, placebo; QTP, quetiapine; TRT, treatment.
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WTHOETIVICEBWTY, cDICR3 ZBA5T —XITROENRhoTz,

38



Table 11. Contribution to the deviance information criterion generated using the fixed-

effects model for the brief psychiatry rating scale (an outlier excluded).

Study TRT cDIC

Breier A (1), 2002 OLN 1.36
Breier A (1), 2002 PBO 1.67
Breier A (2), 2002 OLN 1.53
Breier A (2), 2002 PBO 1.21
Ellis T, 2000 CLO 1.98
Ellis T, 2000 RIS 2.02
Fernandez HH, 2009 PBO 1.56
Fernandez HH, 2009 QTP 1.38
Goetz CG, 2000 CLO 1.35
Goetz CG, 2000 OLN 1.26
Morgante L, 2004 CLO 1.91
Morgante L, 2004 QTP 1.89
Nichols MJ, 2013 OLN 1.14
Nichols MJ, 2013 PBO 1.44
Pintor L, 2012 CLO 2.02
Pintor L, 2012 ZIP 2.07
Shotbolt P, 2009 PBO 1.73
Shotbolt P, 2009 QTP 1.39
The Parkinson Study Group, 1999 CLO 1.61
The Parkinson Study Group, 1999 PBO 1.74

Abbreviations: ¢cDIC, contribution to deviance information criterion; CLO, clozapine;
OLN, olanzapine; PBO, placebo; QTP, quetiapine; RIS, risperidone; TRT, treatment;

Z1P, ziprasidone.
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Table 12. Contribution to the deviance information criterion generated using the random-

effects model for the brief psychiatry rating scale (an outlier excluded).

Study TRT cDIC

Breier A (1), 2002 OLN 1.38
Breier A (1), 2002 PBO 1.68
Breier A (2), 2002 OLN 1.60
Breier A (2), 2002 PBO 1.25
Ellis T, 2000 CLO 1.95
Ellis T, 2000 RIS 1.99
Fernandez HH, 2009 PBO 1.54
Fernandez HH, 2009 QTP 1.33
Goetz CG, 2000 CLO 1.32
Goetz CG, 2000 OLN 1.25
Morgante L, 2004 CLO 1.92
Morgante L, 2004 QTP 1.96
Nichols MJ, 2013 OLN 1.16
Nichols MJ, 2013 PBO 1.42
Pintor L, 2012 CLO 2.00
Pintor L, 2012 ZIP 2.05
Shotbolt P, 2009 PBO 1.72
Shotbolt P, 2009 QTP 1.45
The Parkinson Study Group, 1999 CLO 1.62
The Parkinson Study Group, 1999 PBO 1.69

Abbreviations: ¢cDIC, contribution to deviance information criterion; CLO, clozapine;
OLN, olanzapine; PBO, placebo; QTP, quetiapine; RIS, risperidone; TRT, treatment;

Z1P, ziprasidone.
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Fig. 18. Rankograms indicating the probability for the brief psychiatry rating scale in the
fixed- and random-effects model (an outlier excluded).

Abbreviations: CLO, clozapine; OLN, olanzapine; QTP, quetiapine; RIS, risperidone;
Z1P, ziprasidone.
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Fig. 19. Rankograms indicating the cumulative probability for the brief psychiatry rating
scale in the fixed- and random-effects model (an outlier excluded).
Abbreviations: CLO, clozapine; OLN, olanzapine; QTP, quetiapine; RIS, risperidone;

ZIP, ziprasidone.



Table 13. Ranking probability for the brief psychiatry rating scale in the fixed-effects model (an outlier excluded).

Ranking Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro

1 0.054 0.054 0.000 0.000 0.000 0.000 0.495 0.495 0.451 0.451
2 0.364 0.418 0.000 0.000 0.008 0.008 0.228 0.723 0.400 0.851
3 0.579 0.997 0.005 0.005 0.164 0.172 0.139 0.862 0.113 0.964
4 0.003 1.000 0.079 0.084 0.800 0.972 0.087 0.949 0.031 0.995
5 0.000 1.000 0.916 1.000 0.028 1.000 0.051 1.000 0.005 1.000
SUCRA 0.617 0.022 0.288 0.757 0.815

Abbreviations: CLO, clozapine; Cum.pro, cumulative probability; OLN, olanzapine; QTP, quetiapine; RIS, risperidone; SUCRA,

surface under the cumulative ranking curve; TRT, treatment; ZIP, ziprasidone.
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Table 14. Ranking probability for the brief psychiatry rating scale in the random-effects model (an outlier excluded).

Ranking Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro

1 0.054 0.054 0.000 0.000 0.000 0.000 0.487 0.487 0.458 0.458
2 0.364 0.418 0.000 0.000 0.009 0.009 0.233 0.720 0.394 0.852
3 0.578 0.997 0.007 0.007 0.166 0.175 0.138 0.858 0.111 0.963
4 0.004 1.000 0.087 0.094 0.790 0.965 0.092 0.950 0.028 0.991
5 0.000 1.000 0.906 1.000 0.035 1.000 0.050 1.000 0.009 1.000
SUCRA 0.617 0.025 0.287 0.754 0.816

Abbreviations: CLO, clozapine; Cum.pro, cumulative probability; OLN, olanzapine; QTP, quetiapine; RIS, risperidone; SUCRA,

surface under the cumulative ranking curve; TRT, treatment; ZIP, ziprasidone.
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loop R S L7z,

Fig. 20. Comparison network plot generated from included studies for the clinical global
impression scale.

Abbreviations: CLO, clozapine; OLN, olanzapine; PBO, placebo; PIM, pimavanserin;
QTP, quetiapine; ZIP, ziprasidone.
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Fig. 21. Forest plot for the clinical global impression scale generated using the fixed-effects
model.

Abbreviations: CGI-S, clinical global impression scale; CLO, clozapine; Crl, credible
interval; DIC, deviance information criterion; MCID, minimal clinically important
difference; MD, mean difference OLN, olanzapine; PBO, placebo; PIM, pimavanserin;

QTP, quetiapine; TRT, treatment; ZIP, ziprasidone.
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Fig. 22. Forest plot for the clinical global impression scale generated using the random-
effects model.

Abbreviations: CGI-S, clinical global impression scale; CLO, clozapine; Crl, credible
interval; DIC, deviance information criterion; MCID, minimal clinically important
difference; MD, mean difference OLN, olanzapine; PBO, placebo; PIM, pimavanserin;

QTP, quetiapine; TRT, treatment; ZIP, ziprasidone.
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Table 15. All combinations between atypical antipsychotics for clinical global impression scale generated using the fixed-effects model.

-1.4 (-2.0 to -0.8) 0.7 (-1.2 to -0.1) -0.4 (-0.8 to 0.1) 0.2 (-1.6 to 2.0)

1.4 (0.8 to 2.0) 0.7 (0.2 to 1.2) 1.0 (0.3 to 1.7) 1.6 (-0.3 to 3.5)
0.7 (0.1 to 1.2) 0.7 (-1.2 to -0.2) 0.3 (-0.4 to 1.0) 0.8 (-1.0 to 2.7)
0.4 (-0.1 to 0.8) -1.0 (-1.7 to -0.3) 0.3 (-1.0 to 0.4) QTP 0.5 (-1.3 to 2.4)

-0.2 (-2.0 to 1.6) -1.6 (-3.5t0 0.3) -0.8 (-2.7 to 1.0) -0.5 (-2.4 to 1.3) _

Abbreviations: CLO, clozapine; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine; ZIP, ziprasidone.

Table 16. All combinations between atypical antipsychotics for clinical global impression scale generated using the random-effects model.

-1.4 (-2.0 to -0.8) 0.7 (-1.3 t0 -0.1) -0.3 (-0.9 t0 0.2) 0.2 (-1.6 to 2.0)
1.4 (0.8 to 2.0) 0.7 (0.2 to 1.3) 1.0 (0.3 to 1.8) 1.6 (-0.3 to 3.5)
0.7 (0.1 to 1.3) 0.7 (-1.3 t0 -0.2) 0.3 (-0.4 to 1.1) 0.9 (-1.0 to 2.7)
0.3 (-0.2 t0 0.9) -1.0 (-1.8 to -0.3) 0.3 (-1.1 to 0.4) QTP 0.5 (-1.3 to 2.4)
0.2 (-2.0 to 1.6) -1.6 (-3.5 t0 0.3) 0.9 (-2.7 to 1.0) 0.5 (-2.4 to 1.3)

Abbreviations: CLO, clozapine; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine; ZIP, ziprasidone.
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Fig. 23. Inconsistency assessments for the clinical global impression scale by the node-
splitting method in the fixed- and random-effects model.
Abbreviations: CLO, clozapine; Crl, credible interval; CTR, control; MD, mean

difference; PBO, placebo; QTP, quetiapine; TRT, treatment.
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Table 17. Contribution to the deviance information criterion generated using the fixed-

effects model for the clinical global impression scale.

Study TRT CTR cDIC

Breier A (1), 2002 OLN PBO 0.76
Breier A (2), 2002 OLN PBO 1.24
Cummings J, 2014 PIM PBO 1.67
Fernandez HH, 2009 QTP PBO 0.72
Meltzer HY, 2010 PIM PBO 0.61
Morgante L, 2004 QTP CLO 1.78
Nichols MJ, 2013 OLN PBO 1.01
Pintor L, 2012 ZIP CLO 1.96
Pollak P, 2003 CLO PBO 0.90
The Parkinson Study Group, 1999 CLO PBO 0.89

Abbreviations: c¢DIC, contribution to deviance information criterion; CLO, clozapine;
CTR, control; OLN, olanzapine; PBO, placebo; PIM, pimavanserin; QTP, quetiapine;
TRT, treatment; ZIP, ziprasidone.

Table 18. Contribution to the deviance information criterion generated using the random-

effects model for the clinical global impression scale.

Study TRT CTR c¢DIC

Breier A (1), 2002 OLN PBO 0.92
Breier A (2), 2002 OLN PBO 1.35
Cummings J, 2014 PIM PBO 2.38
Fernandez HH, 2009 QTP PBO 0.79
Meltzer HY, 2010 PIM PBO 0.78
Morgante L, 2004 QTP CLO 2.18
Nichols MJ, 2013 OLN PBO 1.16
Pintor L, 2012 ZIP CLO 2.05
Pollak P, 2003 CLO PBO 1.02
The Parkinson Study Group, 1999 CLO PBO 1.02

Abbreviations: ¢DIC, contribution to deviance information criterion; CLO, clozapine;
CTR, control; OLN, olanzapine; PBO, placebo; PIM, pimavanserin; QTP, quetiapine;
TRT, treatment; ZIP, ziprasidone.

49



1-3-6-4 7o X% 7

HEMBICESESERINTZT X T Ty hEET NI EIZRT (Fig. 24; Fig.
25), £ 7=Z OHEEMEIZ OV TI Table 19 1 X O Table 20 (2 EH T 5, & LM T,
CLO. ZIP. QTP. PIM. # LT OLN ®JEICEN % = & % SUCRA 2L T/,

OLN Fix

arp Fix

2P Fix

N,
;

m
'S
w
@

Ranking

Fig. 24. Rankograms indicating the probability for the clinical global impression scale in
the fixed- and random-effects model.
Abbreviations: CLO, clozapine; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine;

Z1P, ziprasidone.
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Fig. 25. Rankograms indicating the cumulative probability for the clinical global
impression scale in the fixed- and random-effects model.
Abbreviations: CLO, clozapine; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine;

Z1P, ziprasidone.
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Table 19. Ranking probability for the clinical global impression scale in the fixed-effects model.

Ranking Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro

1 0.387 0.387 0.000 0.000 0.004 0.004 0.033 0.033 0.577 0.577
2 0.564 0.951 0.000 0.000 0.050 0.053 0.251 0.284 0.135 0.711
3 0.048 0.999 0.001 0.001 0.273 0.327 0.564 0.848 0.115 0.826
4 0.001 1.000 0.054 0.055 0.672 0.998 0.150 0.998 0.123 0.949
5 0.000 1.000 0.945 1.000 0.002 1.000 0.002 1.000 0.051 1.000
SUCRA 0.834 0.014 0.345 0.541 0.766

Abbreviations: CLO, clozapine; Cum.pro; Cumulative probability; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine; SUCRA,

surface under the cumulative ranking curve; TRT, treatment; ZIP, ziprasidone.
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Table 20. Ranking probability for the clinical global impression scale in the random-effects model.

Ranking Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro

1 0.386 0.386 0.000 0.000 0.007 0.007 0.046 0.046 0.561 0.561
2 0.554 0.940 0.000 0.000 0.052 0.058 0.259 0.305 0.135 0.697
3 0.058 0.997 0.002 0.002 0.283 0.341 0.534 0.839 0.123 0.820
4 0.003 1.000 0.065 0.068 0.652 0.993 0.157 0.996 0.123 0.943
5 0.000 1.000 0.932 1.000 0.007 1.000 0.004 1.000 0.057 1.000
SUCRA 0.831 0.018 0.350 0.547 0.755

Abbreviations: CLO, clozapine; Cum.pro; Cumulative probability; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine; SUCRA,

surface under the cumulative ranking curve; TRT, treatment; ZIP, ziprasidone.
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Fig. 26. Comparison network plot generated from included studies for the unified
Parkinson’s disease rating scale part III.

Abbreviations: CLO, clozapine; OLN, olanzapine; PBO, placebo; PIM, pimavanserin;
QTP, quetiapine; RIS, risperidone; ZIP, ziprasidone.
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UPDRS-III (Fixed) MD (95% Crl) P Pucio (left) Pucio (right)

I 1
CLO- |_:._| : -1.9 (-4.4t00.5) 0.93 0.19 0.00
I 1
OLN- : |.H 3.3(1.7t0 4.8) 0.00 0.00 0.63
| 1
P VR 0.2 (-1.3 to 1.6) 0.40 0.00 0.00
E I 1
QTP e 1.0 (-1.5 to 3.5) 0.22 0.00 0.06
I 1
RIS E——— | 23(91t0139) 034 0.18 0.45
I 1
ZIP I ——— 49(-198t098) 074 0.60 0.14
I L}

200 -100 00 100 200 DIC, 139.16
<Favours TRT> <Favours PBO>
MD (95% Crl)

Fig. 27. Forest plot for the unified Parkinson’s disease rating scale part I1I generated using
the fixed-effects model.

Abbreviations: CLO, clozapine; Crl, credible interval; DIC, deviance information
criterion; MCID, minimal clinically important difference; MD, mean difference; OLN,
olanzapine; PBO, placebo; PIM, pimavanserin; QTP, quetiapine; RIS, risperidone;

UPDRS-III, unified Parkinson’s disease rating scale part I1I; ZIP, ziprasidone.
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QTP Ve 0.9 (-1.8 to 3.5) 0.25 0.00 0.06
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I 1
21P- } —r -5.2(-19.6t09.4)  0.76 0.62 0.13
I 1

200 -100 00 100 200 DIC, 138.78
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MD (95% Crl)

Fig. 28. Forest plot for the unified Parkinson’s disease rating scale part III generated using
the random-effects model.

Abbreviations: CLO, clozapine; Crl, credible interval; DIC, deviance information
criterion; MCID, minimal clinically important difference; MD, mean difference; OLN,
olanzapine; PBO, placebo; PIM, pimavanserin; QTP, quetiapine; RIS, risperidone;

UPDRS-III, unified Parkinson’s disease rating scale part I1I; ZIP, ziprasidone.

54



A RIE £ 2 bl L7245 52 % Table 21 38 X OF Table 22 (2779, CLO, PIM {22\ T
I OLN (2 L THEICENT-, 512, BERET L TIEX, CLO 2% QTP Ik
LTCHEICENT,

55



Table 21. All combinations between atypical antipsychotics for the unified Parkinson’s disease rating scale part III generated using the

fixed-effects model.

5.2 (2.3 to 8.1)

2.1 (-0.8 to 5.0)

5.2 (-8.1 to -2.3)

3.1 (-5.2 to -0.9)

-2.1 (-5.0 to 0.8)

2.9 (-5.8 to -0.1)

4.2 (-15.4 to 6.9)

3.0 (-11.5 to 17.7)

2.9 (0.1 to 5.8)

2.3 (-5.2t0 0.7)

3.1 (0.9 to 5.2)

2.3 (-0.7 to 5.2)

0.9 (-10.7 to 12.4)

8.2 (-6.6 to 23.1)

-0.8 (-3.7 to 2.1)

2.1 (-13.9 t0 9.3)

5.1 (-9.7 to 19.9)

0.8 (-2.1t0 3.7)

QTP

4.2 (-6.9to 15.4)

-0.9 (-12.4 to 10.7)

2.1(-9.3t0 13.9)

1.3 (-10.0 to 13.0)

3.0 (-17.7 to 11.5)

-8.2 (-23.1 t0 6.6)

-5.1(-19.9 t0 9.7)

-5.9 (-20.7 to 8.7)

-1.3 (-13.0 to 10.0)

-7.2 (-25.6 to 11.0)

5.9 (-8.7 t0 20.7)

7.2 (-11.0 to 25.6)

Abbreviations: CLO, clozapine; OLN, olanzapine; PIM, pimavnserin; QTP, quetiapine; RIS, risperidone; ZIP, ziprasidone.

Table 22. All combinations between atypical antipsychotics for the unified Parkinson’s disease rating scale part III generated using the

random-effects model.

5.3 (2.3 to 8.5)

2.2 (-0.8 to 5.3)

5.3 (-8.5 to -2.3)

3.1 (-5.5 t0 -0.7)

-2.2(-5.3t0 0.8)

2.9 (-5.7 t0 0.1)

4.2 (-15.4 10 6.8)

32(-11.0to 17.4)

2.9 (-0.1to 5.7)

2.4 (-5.7 t0 0.6)

3.1 (0.7 to 5.5)

2.4 (-0.6 to0 5.7)

1.1 (-10.5 to 12.5)

8.5 (-6.2 t0 23.1)

-0.7 (-3.7 to 2.6)

-2.0 (-13.7t0 9.4)

5.4 (-9.3t0 19.8)

0.7 (-2.6 to 3.7)

QTP

4.2 (-6.8 to 15.4)

-1.1 (-12.5 to 10.5)

2.0 (-9.4 to 13.7)

1.4 (-10.0 to 13.1)

3.2 (-17.4 to 11.0)

8.5 (-23.1 t0 6.2)

-5.4 (-19.8 t0 9.3)

-6.1 (-20.5 to 8.7)

-1.4 (-13.1 to 10.0)

7.4 (-25.4 to 10.6)

6.1 (-8.7 to 20.5)

7.4 (-10.6 to 25.4)

Abbreviations: CLO, clozapine; OLN, olanzapine; PIM, pimavnserin; QTP, quetiapine; RIS, risperidone; ZIP, ziprasidone.
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Fig. 29. Inconsistency assessments for the unified Parkinson’s disease rating scale part 111
by the node-splitting method in the fixed- and random-effects model.
Abbreviations: CLO, clozapine; Crl, credible interval; CTR, control; MD, mean

difference; OLN, olanzapine; PBO, placebo; QTP, quetiapine; TRT, treatment.
BT, KT —HIZHESETHEH L7z cDIC ZE T /L2 &£ IZ”87 (Table 23; Table 24),
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Table 23. Contribution to the deviance information criterion generated using the fixed-

effects model for the unified Parkinson’s disease rating scale part III.

Study TRT cDIC

Breier A (1), 2002 OLN 1.47
Breier A (1), 2002 PBO 1.64
Breier A (2), 2002 OLN 1.44
Breier A (2), 2002 PBO 1.42
Cummings J, 2014 PBO 1.90
Cummings J, 2014 PIM 1.92
Ellis T, 2000 CLO 2.01
Ellis T, 2000 RIS 1.99
Fernandez HH, 2009 PBO 3.18
Fernandez HH, 2009 QTP 3.71
Goetz CG, 2000 CLO 3.39
Goetz CG, 2000 OLN 5.12
Meltzer HY, 2010 PBO 1.39
Meltzer HY, 2010 PIM 1.41
Morgante L, 2004 CLO 1.75
Morgante L, 2004 QTP 1.37
Nichols MJ, 2013 OLN 1.34
Nichols MJ, 2013 PBO 0.86
Pintor L, 2012 CLO 2.03
Pintor L, 2012 ZIP 2.02
Pollak P, 2003 CLO 1.63
Pollak P, 2003 PBO 1.60
Rabey JM, 2007 PBO 3.15
Rabey JM, 2007 QTP 2.95
Shotbolt P, 2009 PBO 2.04
Shotbolt P, 2009 QTP 2.05
The Parkinson Study Group, 1999 CLO 1.02
The Parkinson Study Group, 1999 PBO 1.60

Abbreviations: ¢DIC, contribution to deviance information criterion; CLO, clozapine;
OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine; TRT, treatment; RIS,

risperidone; ZIP, ziprasidone.
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Table 24. Contribution to the deviance information criterion generated using the random-

effects model for the unified Parkinson’s disease rating scale part III.

Study TRT cDIC

Breier A (1), 2002 OLN 1.51
Breier A (1), 2002 PBO 1.70
Breier A (2), 2002 OLN 1.44
Breier A (2), 2002 PBO 1.48
Cummings J, 2014 PBO 1.79
Cummings J, 2014 PIM 1.87
Ellis T, 2000 CLO 2.00
Ellis T, 2000 RIS 2.11
Fernandez HH, 2009 PBO 3.07
Fernandez HH, 2009 QTP 3.64
Goetz CG, 2000 CLO 3.36
Goetz CG, 2000 OLN 4.92
Meltzer HY, 2010 PBO 1.39
Meltzer HY, 2010 PIM 1.46
Morgante L, 2004 CLO 1.68
Morgante L, 2004 QTP 1.37
Nichols MJ, 2013 OLN 1.34
Nichols MJ, 2013 PBO 0.89
Pintor L, 2012 CLO 1.95
Pintor L, 2012 ZIP 2.02
Pollak P, 2003 CLO 1.63
Pollak P, 2003 PBO 1.60
Rabey JM, 2007 PBO 3.19
Rabey JM, 2007 QTP 2.89
Shotbolt P, 2009 PBO 1.97
Shotbolt P, 2009 QTP 2.04
The Parkinson Study Group, 1999 CLO 1.10
The Parkinson Study Group, 1999 PBO 1.61

Abbreviations: ¢DIC, contribution to deviance information criterion; CLO, clozapine;
OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine; TRT, treatment; RIS,

risperidone; ZIP, ziprasidone.
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Fig. 30. Rankograms indicating the probability for the unified Parkinson’s disease rating
scale part III in the fixed- and random-effects model.
Abbreviations: CLO, clozapine; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine;

RIS, risperidone; ZIP, ziprasidone.
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Fig. 31. Rankograms indicating the cumulative probability for the unified Parkinson’s
disease rating scale part III in the fixed- and random-effects model.
Abbreviations: CLO, clozapine; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine;

RIS, risperidone; ZIP, ziprasidone.
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Table 25. Ranking probability for the unified Parkinson’s disease rating scale part III in the fixed-effects model.

Ranking Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro

1 0.241 0.241 0.000 0.000 0.025 0.025 0.005 0.005 0.114 0.114 0.616 0.616
2 0.551 0.792 0.000 0.000 0.152 0.176 0.053 0.058 0.145 0.259 0.099 0.714
3 0.189 0.981 0.008 0.008 0.403 0.580 0.240 0.298 0.100 0.359 0.060 0.774
4 0.018 0.999 0.092 0.101 0.318 0.897 0.430 0.728 0.086 0.445 0.056 0.830
5 0.001 1.000 0.435 0.536 0.102 0.999 0.244 0.972 0.150 0.595 0.068 0.898
6 0.000 1.000 0.464 1.000 0.001 1.000 0.028 1.000 0.405 1.000 0.102 1.000
SUCRA 0.802 0.129 0.535 0.412 0.354 0.766

Abbreviations: CLO, clozapine; Cum.pro; Cumulative probability; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine; RIS,

risperidone; SUCRA, surface under the cumulative ranking curve; TRT, treatment; ZIP, ziprasidone.
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Table 26. Ranking probability for the unified Parkinson’s disease rating scale part III in the random-effects model.

Ranking Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro

1 0.226 0.226 0.000 0.000 0.024 0.024 0.007 0.007 0.108 0.108 0.635 0.635
2 0.559 0.784 0.000 0.000 0.134 0.159 0.060 0.067 0.150 0.258 0.097 0.732
3 0.195 0.979 0.007 0.007 0.384 0.542 0.248 0.315 0.112 0.370 0.054 0.786
4 0.020 0.999 0.086 0.094 0.342 0.884 0.410 0.725 0.088 0.458 0.054 0.840
5 0.001 1.000 0.428 0.522 0.112 0.997 0.249 0.974 0.142 0.600 0.068 0.908
6 0.000 1.000 0.478 1.000 0.003 1.000 0.026 1.000 0.400 1.000 0.092 1.000
SUCRA 0.798 0.125 0.521 0.417 0.359 0.780

Abbreviations: CLO, clozapine; Cum.pro; Cumulative probability; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine; RIS,

risperidone; SUCRA, surface under the cumulative ranking curve; TRT, treatment; ZIP, ziprasidone.
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Fig. 32. Comparison network plot generated from included studies for the wunified
Parkinson’s disease rating scale part III (an outlier excluded).

Abbreviations: CLO, clozapine; OLN, olanzapine; PBO, placebo; PIM, pimavanserin;
QTP, quetiapine; RIS, risperidone; ZIP, ziprasidone.
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UPDRS-III (Fixed) MD (95% Crl) P Pucio (left) Pucio (right)

I 1
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OLN: D FH 29(1.3t04.5) 0.00 0.00 0.47
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Fig. 33. Forest plot for the unified Parkinson’s disease rating scale part I1I generated using
the fixed-effects model (an outlier excluded).

Abbreviations: CLO, clozapine; Crl, credible interval; DIC, deviance information
criterion; MCID, minimal clinically important difference; MD, mean difference; OLN,
olanzapine; PBO, placebo; PIM, pimavanserin; QTP, quetiapine; RIS, risperidone;

UPDRS-III, unified Parkinson’s disease rating scale part I1I; ZIP, ziprasidone.
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I 1
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Fig. 34. Forest plot for the unified Parkinson’s disease rating scale part III generated using
the random-effects model (an outlier excluded).

Abbreviations: CLO, clozapine; Crl, credible interval; DIC, deviance information
criterion; MCID, minimal clinically important difference; MD, mean difference; OLN,
olanzapine; PBO, placebo; PIM, pimavanserin; QTP, quetiapine; RIS, risperidone;

UPDRS-III, unified Parkinson’s disease rating scale part I1I; ZIP, ziprasidone.
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Table 27. All combinations between atypical antipsychotics for the unified Parkinson’s disease rating scale part III generated using the

fixed-effects model (an outlier excluded).

4.0 (1.0 to 7.0)

-4.0 (-7.0 to -1.0)

1.3 (-1.6 to 4.2)

2.8 (-4.9 to -0.6)

-1.3 (-4.2 to 1.6)

2.3 (-5.3 t0 0.6)

4.2 (-15.2 t0 6.7)

3.1(-11.2 to 17.4)

2.3 (-0.6 to 5.3)

1.7 (-4.6 to 1.3)

2.8 (0.6 to 4.9)

1.1 (-1.8 to 4.0)

1.7 (-1.3 to 4.6)

0.2 (-11.7 to 11.1)

7.1 (-7.5 to 21.8)

1.1 (-4.0 to 1.8)

-3.0 (-14.3 t0 8.3)

4.4 (-10.2 to 19.0)

QTP

-1.9 (-13.2t0 9.4)

5.5 (-9.3 t0 20.1)

4.2 (-6.7 to 15.2)

0.2 (-11.1 to 11.7)

3.0 (-8.3 to 14.3)

1.9 (-9.4 to 13.2)

3.1 (-17.4 to 11.2)

7.1 (-21.8 to 7.5)

-4.4 (-19.0 to 10.2)

-5.5(-20.1 t0 9.3)

7.3 (-25.6 to 10.9)

Abbreviations: CLO, clozapine; OLN, olanzapine; PIM, pimavnserin; QTP, quetiapine; RIS,

Table 28. All combinations between atypical antipsychotics for the unified Parkinson’s disease rating scale part III generated using the

random-effects model (an outlier excluded).

4.0 (1.0 to 7.2)

7.3 (-10.9 to 25.6)

risperidone; ZIP, ziprasidone.

1.3 (-1.8 to 4.4)

4.0 (-7.2 to -1.0)

-2.8 (-5.0to -0.4)

1.3 (-4.4 to 1.8)

2.3 (-5.2 0 0.7)

4.2 (-15.3 to 7.0)

3.2 (-11.3 to 17.5)

2.3(-0.7 to 5.2)

1.7 (-4.9 to 1.3)

2.8 (0.4 to 5.0)

1.0 (-2.2to 4.1)

1.7 (-1.3 to 4.9)

0.2 (-11.7 to 11.6)

7.2 (-7.5 to 21.9)

-1.0 (-4.1 t0 2.2)

-2.9 (-14.5 t0 8.7)

4.5(-10.2 to 19.1)

QTP

-1.9 (-13.5t0 9.7)

4.2 (-7.0 to 15.3)

0.2 (-11.6 to 11.7)

2.9 (-8.7 to 14.5)

1.9 (-9.7 to 13.5)

3.2 (-17.5 to 11.3)

7.2 (-21.9 to 7.5)

-4.5 (-19.1 to 10.2)

-5.5(-20.1t0 9.1)

7.4 (-26.0 to 11.1)

5.5 (-9.1 to 20.1)

Abbreviations: CLO, clozapine; OLN, olanzapine; PIM, pimavnserin; QTP, quetiapine; RIS,

7.4 (-11.1 to 26.0)

risperidone; ZIP, ziprasidone.
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Fig. 35. Inconsistency assessments for the unified Parkinson’s disease rating scale part I11
by the node-splitting method in the fixed- and random-effects model (an outlier excluded).
Abbreviations: CLO, clozapine; Crl, credible interval; CTR, control; MD, mean

difference; PBO, placebo; QTP, quetiapine; TRT, treatment.
BT, KT —HIWZHESETHEH L7 cDIC ZE T /L2 & IZ7”87 (Table 29; Table 30).,
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Table 29. Contribution to the deviance information criterion generated using the fixed-

effects model for the unified Parkinson’s disease rating scale part III (an outlier excluded).

Study TRT cDIC

Breier A (1), 2002 OLN 1.38
Breier A (1), 2002 PBO 1.67
Breier A (2), 2002 OLN 1.38
Breier A (2), 2002 PBO 1.38
Cummings J, 2014 PBO 1.93
Cummings J, 2014 PIM 1.91
Ellis T, 2000 CLO 1.96
Ellis T, 2000 RIS 2.01
Fernandez HH, 2009 PBO 3.26
Fernandez HH, 2009 QTP 3.88
Meltzer HY, 2010 PBO 1.44
Meltzer HY, 2010 PIM 1.44
Morgante L, 2004 CLO 1.75
Morgante L, 2004 QTP 1.33
Nichols MJ, 2013 OLN 1.31
Nichols MJ, 2013 PBO 0.87
Pintor L, 2012 CLO 1.99
Pintor L, 2012 ZIP 2.00
Pollak P, 2003 CLO 1.44
Pollak P, 2003 PBO 1.39
Rabey JM, 2007 PBO 2.89
Rabey JM, 2007 QTP 2.73
Shotbolt P, 2009 PBO 2.10
Shotbolt P, 2009 QTP 2.15
The Parkinson Study Group, 1999 CLO 1.13
The Parkinson Study Group, 1999 PBO 1.65

Abbreviations: ¢DIC, contribution to deviance information criterion; CLO, clozapine;
OLN, olanzapine; PBO, placebo; PIM, pimavanserin; QTP, quetiapine; TRT, treatment;

RIS, risperidone; ZIP, ziprasidone.
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Table 30. Contribution to the deviance information criterion generated using the random-

effects model for the unified Parkinson’s disease rating scale part III (an outlier excluded).

Study TRT cDIC

Breier A (1), 2002 OLN 1.42
Breier A (1), 2002 PBO 1.66
Breier A (2), 2002 OLN 1.44
Breier A (2), 2002 PBO 1.40
Cummings J, 2014 PBO 1.90
Cummings J, 2014 PIM 1.92
Ellis T, 2000 CLO 1.97
Ellis T, 2000 RIS 2.08
Fernandez HH, 2009 PBO 3.24
Fernandez HH, 2009 QTP 3.84
Meltzer HY, 2010 PBO 1.49
Meltzer HY, 2010 PIM 1.45
Morgante L, 2004 CLO 1.72
Morgante L, 2004 QTP 1.38
Nichols MJ, 2013 OLN 1.37
Nichols MJ, 2013 PBO 0.91
Pintor L, 2012 CLO 1.98
Pintor L, 2012 ZIP 1.99
Pollak P, 2003 CLO 1.49
Pollak P, 2003 PBO 1.41
Rabey JM, 2007 PBO 2.87
Rabey JM, 2007 QTP 2.66
Shotbolt P, 2009 PBO 2.18
Shotbolt P, 2009 QTP 2.02
The Parkinson Study Group, 1999 CLO 1.17
The Parkinson Study Group, 1999 PBO 1.66

Abbreviations: ¢DIC, contribution to deviance information criterion; CLO, clozapine;
OLN, olanzapine; PBO, placebo; PIM, pimavanserin; QTP, quetiapine; TRT, treatment;

RIS, risperidone; ZIP, ziprasidone.
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Fig. 36. Rankograms indicating the probability for the unified Parkinson’s disease rating
scale part III in the fixed- and random-effects model (an outlier excluded).
Abbreviations: CLO, clozapine; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine;

RIS, risperidone; ZIP, ziprasidone.
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Fig. 37. Rankograms indicating the cumulative probability for the unified Parkinson’s
disease rating scale part III in the fixed- and random-effects model (an outlier excluded).
Abbreviations: CLO, clozapine; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine;

RIS, risperidone; ZIP, ziprasidone.

70



Table 31. Ranking probability for the unified Parkinson’s disease rating scale part III in the fixed-effects model (an outlier excluded).

Abbreviations: CLO, clozapine; Cum.pro; Cumulative probability; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine; RIS,

Ranking Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro

1 0.201 0.201 0.000 0.000 0.059 0.059 0.010 0.010 0.110 0.110 0.620 0.620
2 0.503 0.704 0.002 0.002 0.215 0.274 0.061 0.071 0.133 0.243 0.086 0.707
3 0.240 0.944 0.020 0.022 0.392 0.667 0.219 0.290 0.078 0.321 0.050 0.757
4 0.050 0.994 0.148 0.170 0.264 0.931 0.401 0.691 0.084 0.405 0.053 0.810
5 0.006 1.000 0.462 0.631 0.068 0.999 0.258 0.949 0.129 0.534 0.078 0.888
6 0.000 1.000 0.369 1.000 0.001 1.000 0.051 1.000 0.466 1.000 0.112 1.000
SUCRA 0.768 0.165 0.586 0.402 0.322 0.756

risperidone; SUCRA, surface under the cumulative ranking curve; TRT, treatment; ZIP, ziprasidone.

71



Table 32. Ranking probability for the unified Parkinson’s disease rating scale part III in the random-effects model (an outlier excluded).

Ranking Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro

1 0.198 0.198 0.000 0.000 0.063 0.063 0.013 0.013 0.112 0.112 0.615 0.615
2 0.509 0.707 0.002 0.003 0.209 0.271 0.062 0.074 0.128 0.240 0.090 0.704
3 0.234 0.941 0.022 0.024 0.379 0.651 0.229 0.303 0.084 0.324 0.053 0.757
4 0.052 0.993 0.146 0.170 0.268 0.919 0.397 0.700 0.082 0.406 0.056 0.813
5 0.006 1.000 0.464 0.634 0.078 0.997 0.251 0.951 0.127 0.533 0.073 0.886
6 0.000 1.000 0.366 1.000 0.003 1.000 0.049 1.000 0.467 1.000 0.114 1.000
SUCRA 0.768 0.166 0.580 0.408 0.323 0.755

Abbreviations: CLO, clozapine; Cum.pro; Cumulative probability; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine; RIS,

risperidone; SUCRA, surface under the cumulative ranking curve; TRT, treatment; ZIP, ziprasidone.
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Fig. 38. Comparison network plot generated from included studies for dropouts due to
adverse events.
Abbreviations: CLO, clozapine; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine;

RIS, risperidone; ZIP, ziprasidone.
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Dropout due to AEs (Fixed) OR (95% Crl) P Pucio (left) Pucio (right)
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Fig. 39. Forest plot for dropouts due to adverse events generated using the fixed-effects
model.

Abbreviations: AE, adverse event; CLO, clozapine; Crl, credible interval; DIC, deviance
information criterion; MCID, minimal clinically important difference; OLN, olanzapine;
OR, odds ratio; PBO, placebo; PIM, pimavanserin; QTP, quetiapine; RIS, risperidone;

Z1P, ziprasidone.
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Fig. 40. Forest plot for dropouts due to adverse events generated using the random-effects
model.

Abbreviations: AE, adverse event; CLO, clozapine; Crl, credible interval; DIC, deviance
information criterion; MCID, minimal clinically important difference; OLN, olanzapine;
OR, odds ratio; PBO, placebo; PIM, pimavanserin; QTP, quetiapine; RIS, risperidone;

Z1P, ziprasidone.
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Table 33. All combinations between atypical antipsychotics for dropouts due to adverse events generated using the fixed-effects model.

0.5 (0.1 to 2.5) 1.3 (0.2 to 10.6) 2.1 (0.6 to 7.2) 4.0 (0.2 to 77.0) 0.3 (0.01 to 8.4)

2.0 (0.4 to 9.6) 2.5 (0.3 to 20.3) 4.1(0.9 to 19.3) 7.8 (0.3 to 226.4) 0.6 (0.01 to 23.3)
0.8 (0.1 to 6.6) 0.4 (0.05 to 3.3) 1.7 (0.2 to 12.7) 3.1 (0.1 to 118.8) 0.2 (0.004 to 12.4)
0.5 (0.1 to 1.6) 0.2 (0.1 to 1.1) 0.6 (0.1 to 4.4) QTP 1.9 (0.1 to 45.3) 0.1 (0.004 to 4.8)

0.3 (0.01 to 4.4) 0.1 (0.004 to 3.5) 0.3 (0.01 to 11.5) 0.5 (0.02 to 12.3) 0.1 (0.001 to 6.1)

3.5(0.1to 101.1) 1.8 (0.04 to 75.0) 4.4 (0.1 to 241.9) 7.3 (0.2 to 266.1) 13.8 (0.2 to 1125.1)

Abbreviations: CLO, clozapine; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine; RIS, risperidone; ZIP, ziprasidone.

Table 34. All combinations between atypical antipsychotics for dropouts due to adverse events generated using the random-effects model.

0.5 (0.1 to 2.3) 1.3 (0.2 t0 9.9) 2.0 (0.7 to 7.0) 4.6 (0.3 to 63.2) 0.3 (0.01 to 6.6)
2.0 (0.4 t0 9.2) 2.6 (0.3 to 18.2) 3.9 (0.99 to 18.5) 9.0 (0.3 to 203.1) 0.5 (0.02 to 23.8)
0.8 (0.1 to 6.5) 0.4 (0.1 to 2.9) 1.5 (0.3 to 13.6) 3.5 (0.1 to 96.5) 0.2 (0.01 to 12.2)
0.5 (0.1 to 1.5) 0.3 (0.1 to 1.01) 0.7 (0.1 to 4.0) QTP 2.3 (0.1 to 37.2) 0.1 (0.005 to 4.2)
0.2 (0.02 to 4.0) 0.1 (0.005 to 3.2) 0.3 (0.01 to 10.4) 0.4 (0.03 to 11.6) 0.1 (0.001 to 5.0)
3.9 (0.2 to 77.9) 2.0 (0.04 to 56.4) 5.1 (0.1 to 170.2) 7.8 (0.2 to 212.2) 17.8 (0.2 to 932.4)

Abbreviations: CLO, clozapine; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine; RIS, risperidone; ZIP, ziprasidone.
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Fig. 41. Inconsistency assessments for dropouts due to adverse events by the node-splitting
method in the fixed- and random-effects model.

Abbreviations: CLO, clozapine; Crl, credible interval; CTR, control; OLN, olanzapine;
OR, odds ratio; PBO, placebo; QTP, quetiapine; TRT, treatment.

5T, KT —XIHKESETHEMH L7 cDIC 27 /L Z & |Z7~:7 (Table 35; Table 36),
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Table 35. Contribution to the deviance information criterion generated using the fixed-

effects model for dropouts due to adverse events.

Study TRT CTR cDIC

Breier A (1), 2002 OLN PBO 1.20
Breier A (2), 2002 OLN PBO 0.63
Cummings J, 2014 PIM PBO 1.42
Ellis T, 2000 RIS CLO 1.98
Fernandez HH, 2009 QTP PBO 0.45
Goetz CG, 2000 OLN CLO 1.53
Meltzer HY, 2014 PIM PBO 1.07
Merims D, 2006 QTP CLO 1.08
Morgante L, 2004 QTP CLO 0.98
Nichols MJ, 2013 OLN PBO 0.54
Ondo WG, 2005 QTP PBO 1.73
Pintor L, 2012 ZIP CLO 2.02
Pollak P, 2003 CLO PBO 2.19
Rabey Jm, 2007 QTP PBO 0.78
Shotbolt P, 2009 QTP PBO 0.68
The Parkinson Study Group, 1999 CLO PBO 0.70

Abbreviations: ¢cDIC, contribution to deviance information criterion; CLO, clozapine;
CTR, control; OLN, olanzapine; PBO, placebo; PIM, pimavanserin; QTP, quetiapine;
TRT, treatment; RIS, risperidone; ZIP, ziprasidone.
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Table 36. Contribution to the deviance information criterion generated using the random-

effects model for dropouts due to adverse events.

Study TRT CTR cDIC

Breier A (1), 2002 OLN PBO 1.13
Breier A (2), 2002 OLN PBO 0.51
Cummings J, 2014 PIM PBO 1.51
Ellis T, 2000 RIS CLO 1.62
Fernandez HH, 2009 QTP PBO 0.44
Goetz CG, 2000 OLN CLO 1.55
Meltzer HY, 2014 PIM PBO 1.03
Merims D, 2006 QTP CLO 1.13
Morgante L, 2004 QTP CLO 0.92
Nichols MJ, 2013 OLN PBO 0.44
Ondo WG, 2005 QTP PBO 1.77
Pintor L, 2012 ZIP CLO 1.62
Pollak P, 2003 CLO PBO 2.26
Rabey Jm, 2007 QTP PBO 0.77
Shotbolt P, 2009 QTP PBO 0.68
The Parkinson Study Group, 1999 CLO PBO 0.81

Abbreviations: ¢DIC, contribution to deviance information criterion; CLO, clozapine;
CTR, control; OLN, olanzapine; PBO, placebo; PIM, pimavanserin; QTP, quetiapine;
TRT, treatment; RIS, risperidone; ZIP, ziprasidone.
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Fig. 42. Rankograms indicating the probability for dropouts due to adverse events in the
fixed- and random-effects model.
Abbreviations: CLO, clozapine; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine;

RIS, risperidone; ZIP, ziprasidone.
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Fig. 43. Rankograms indicating the cumulative probability for dropouts due to adverse
events in the fixed-and random-effects model.
Abbreviations: CLO, clozapine; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine;

RIS, risperidone; ZIP, ziprasidone.
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Table 37. Rank probability for dropouts due to adverse events in the fixed-effects model.

Ranking Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro

1 0.010 0.010 0.006 0.006 0.134 0.134 0.218 0.218 0.574 0.574 0.058 0.058
2 0.094 0.104 0.027 0.032 0.218 0.352 0.439 0.657 0.144 0.719 0.078 0.136
3 0.299 0.403 0.081 0.113 0.209 0.561 0.242 0.900 0.101 0.820 0.068 0.204
4 0.376 0.779 0.186 0.299 0.201 0.763 0.081 0.980 0.073 0.893 0.083 0.287
5 0.191 0.970 0.419 0.718 0.164 0.927 0.018 0.998 0.067 0.960 0.140 0.427
6 0.030 1.000 0.282 1.000 0.073 1.000 0.002 1.000 0.040 1.000 0.573 1.000
SUCRA 0.453 0.233 0.547 0.751 0.793 0.223

Abbreviations: CLO, clozapine; Cum.pro; Cumulative probability; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine; RIS,

risperidone; SUCRA, surface under the cumulative ranking curve; TRT, treatment; ZIP, ziprasidone.
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Table 38. Ranking probability for dropouts due to adverse events in the random-effects model.

Ranking Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro Probability Cum. pro

1 0.007 0.007 0.003 0.003 0.202 0.202 0.172 0.172 0.574 0.574 0.043 0.043
2 0.157 0.164 0.022 0.025 0.194 0.396 0.349 0.521 0.217 0.790 0.061 0.104
3 0.243 0.407 0.064 0.089 0.164 0.560 0.401 0.922 0.075 0.866 0.053 0.157
4 0.320 0.727 0.255 0.343 0.223 0.783 0.063 0.985 0.050 0.916 0.089 0.246
5 0.251 0.978 0.386 0.729 0.160 0.943 0.013 0.998 0.050 0.966 0.140 0.386
6 0.022 1.000 0.271 1.000 0.057 1.000 0.002 1.000 0.034 1.000 0.614 1.000
SUCRA 0.456 0.238 0.577 0.720 0.822 0.187

Abbreviations: CLO, clozapine; Cum.pro; Cumulative probability; OLN, olanzapine; PIM, pimavanserin; QTP, quetiapine; RIS,

risperidone; SUCRA, surface under the cumulative ranking curve; TRT, treatment; ZIP, ziprasidone.
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{Thiviz 1 D RCT (21,22) IZHS3&, * > U —7 EIZ single stand node ZE % L T
Wo, Elo, U TN A X EEPIRELRERNTHY . XA T 2 NMA I L DA
fRAT ZAT > 72 A ICB W TS, CLO & DEHELEB DO RITHKFE L TWDH T2, #a T
BTHo CHIRILRAXKBMETOREEZTRL TS, *y NU—27 LOMOREIZE L
T, +ORMEEHELZEOLN TV RWVWHERDLHGA. FFICHRICEEZ2ETHI0LT
VRUVITICHETAMEETH D, FEOKWIXKEHEE O RIL, ARBEENEOMTH

L2 ETRTHEENRD TRWIEE TEZEFLN, 7 0% 0 72T 2 AR
SUCRA ZH M35 & Z|\2iE, HEBEOME L IR BN G ENLHHE LT
BEIND, Thbb, MEOIRWKEHEDORKRZ b OBIL, R EMOMEIZ X -
TIAMZ R SUCRA ORHFERN —FHh~m0O 0T < edcd, EOR BRI & 722
ST REEL LOXHHEEOER L UG THRT 2468 RS D, £/ RIS BLO ZIP
132 CORMEE B 122U T single stand node Z K L T\ 25 Z &b, CLO LISt DR
IZOWTIZT A THBREBIZKGF L TS, S, A—EMEOERNTE RN, M
BB OFRFELE LTHELNEHRFIEOZYELH LN TIE RV, Leno T, @ilo
REDRERZMIRT 521X, RIS BEO ZIP IZHOoWT ERED X ) RBRICHEET 4
ERdH 5D,

WIZ, BEMMEEICOWTHEEINTZRX Y N =7 LK ETETLOZYENL | HEE
%%@iﬁ@ﬁ%?&ﬁﬁﬁ“é F£ 9. BPRS 2D\ TlL, pairwise MA (2L ¥, QTP & PBO
DXL ERTIZOWTEHEOREENRRBD DL, XA YT NMA (2B 5 EHER
S'E%?‘/vfai\ CLO & PBO O xfLb#, CLO & OLN O xfttf:, QTP & PBO @ifttﬁ&
Z LT CLO & QTP OXfLLEIZ O W TR —HMER RO b7z, B b v A — it
CLO & OLN @ia‘ttﬁi%lﬂééu\fx%fﬁ%%vw%ﬂ%b\fMﬁpﬁ%ﬁ“é_&ﬁxf%fmxo
7o LED Z &5 DICICESDE R OANE LB NGB T —F 2R Z L TA
—E MO EEZ R AT, cDIC b @V T — ¥ & b D Rabey © OFER A FrU N T2 5 2R
AR—HMHEERD 5N < 7o 7z, Rabey H ORERIT, OB & bl L7z & X DAL
MoZEITEO 57, PBO OFMEN R <. QTP DA ZMEE I & W 5 #E R D fiFR
MR TH D (18), —F Rabey Hif, BB HIERNEE CHLIEBENZI G EN
7272, QTP OFIMEDRBO L2 T2D TlE R nnEEL L TW5H, Rabey H D
RB A ROV OHEERERIZ O T eDIC O BEBOT — % O G2 M L7z & X
HAIETH D ZENRTT =X RITRO LN o T, MEMBICRERER T2 L,
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DIC b MFDET NV CTHRIBETIIO 20, ZEIFEET NV EH WG AR —HMER
%@5%ﬁﬂot:&#%\%%@%%wa;U#éﬁ%m%%#%%htk%z
STz, LML QTP IZ DWW TIL, PBO & D EBLEABRICIH W TH L 7 E#
Pz R TWRW—5 T, PBOIZXf L TH LR EMMEA R L7z CLO & OEELEK %
1T > 7= Morgante & OFBRIZIB W T, AFOFHMEZ R L TWD (17), Rabey b DR
X QTP A PBO IR L TH D Z EE R L TWH T, ZORBROERSMEL QTP DA%
HWRE L RDHFR~MEBREELEHIETND, EHIT, XA VT NMA IZ L5 EHE
Ledg L R OKAIC L D FRIZ CLO OFMMESL EL 2D Hm~ZLH L, RIS
BLOZIP oW THRBEOE#FHZRLTWD, EXY, xR 22 LT
MR AR —EEIERO SN2 oM, Ry MU =7 NITIXEBEN 2 Rt =
DEAEL TWDAREMEDRH D | % AAP O SHEEMBIZOWT O REEMENRH D LB XL
nie,
CGI-S {Z2oWTIX, WTFNDORHIZOWTHREMEL AR —BELROOLNTED
f WMEMPELLTRYTHDLIZ LR INTZ, HEMRBICKREARER IR NED
DICITEENRET LV TEVIKLS, X ZYRHEE/RER LN }:3%7_ bivT,
UPDRS-IIT (22 TlE, pairwise MA (2L YD, QTP & PBO O xf g3 12DV TH
EOREMENRBO LN, EHIZ, WTILOETIVIZ m\ﬂ)ﬁqﬁm%m%—ﬁr
73 OLN & PBO OxtHIic oW TR bz, FBEERET /L TIE CLO & OLN
DR DN T AR —=EMERED S iL/c, L ED Z L7926 eDIC IZHED & i b Al
EZONDIRBRT — X 2R 2 TR-BMEodkFEEL AT, cDIC ﬁiﬁ'ﬁ%%b\?‘—&
K% b D Goetz b DFRER A FRWVTZHE R A —BEITR O 572 < 72 57273, CLO & OLN
BT oM —oxttbiORBE TH o727, CLO B LTV OLN, % L T PBO OfJIZE
X S AL Tz closed loop M7 < 7o 7=, BRAM S 72 Goetz & OFBRIT, X— X 3/( v
T@ UPDRS-II IZHEM TRERRTY b0, BBRNIZH T 2N Y ER 0104
LTV oTloZ &3, UPDRS-II OEGICHEL RIFLIEE X HLD, Goetz %@
REBR 2 BV T2 % OHEERE R IZ O W T, eDIC OB DT — % oA tEE T 5 &
Fernandez LWL 3 2 THBY ., ANETH D Z & N/RIB I 7-, Fernandez H M
AR T, oORBRIZHE LT PBO OEA/LAREZWV—TF, QTP OLE N KX/ REN
TEBY, TOZERRERORRNER-TZEEZ LN (19), HABRICKE oER
X720 H OO, DIC IZINFDOET NV CHREETHY, ZHUHEICOVWTIRIZRFEOHE
ERIMEONT-EEZE LN,
2 X 2R D O IZ DV TIL, pairwise MA (22 VD, CLO & PBO O %} g
I OWTEEMWENRW, FRITREOREENEFEEL I D ENRB I, &
SIZHEEZRET LTI, CLO & OLN O D x%f Ll Iz >V TA — E ik 23 3% ab%zmio
cDIC MOEBIO T — % O EGHEEZFM L&, AANBETH D ZENRTT —F 51
BN hoT-, AR k%@%ﬁﬁ@%%@®\xgﬁ@@mbgﬂﬁﬂo
TEBEHFEET VT DIC TOT MK, KV BYRHEEHENGONTLEZ I ON
776
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UEEYD, WEFROFFMERICOWTHARANEER . & 25 WVIEHEHERICHE &
7525 BEMERLA —BHEII R KIS O DT, +o RIS o BT,

1-4-2 AR D FHKIZ AT 2 7T

fERIDOEEIZDWT, £9 CLO X, AMEOFHMIE H TdH 5 BPRS 8 L U CGI-S 122
WTPBOIZHIE L CTHEICEND Z ERRBO LI, BKRWICEN D HEFES CGI-S 2o
WL 80%FEE 27~k LTV 5, UPDRS-II {Z25WT %, CLO X 80%F:E D& WiER T
PBO XV &, FIRIICENDFHER LR 10%8H bitlz, L L7226 CLO X, AE
IZE DR D OPIEIZONTIE, 90%LL EOFEWHESR T PBO LV 40, HNd %
e E T, EHEBTHEKE LZEA. RIS B X ZIP & 1F1X CLO iX. BPRS,
CGI-S, UPDRS-HI IZOW T bENDIRHIETH H Z &8 SUCRA IZ L » TREI N
Too L2ALZ2A 5 CLO X, AEIC X 2B D OPLIEIC DWW Tk, RIS B8 X O ZIP % &
Wl LTH ZFABICEZNZ ERARENTL, ERBMEORIK & 72 -7 AE X CLO IZ4F
A 72 W A E BOG T & D PR ER B E LRI EKIE TH D . CLO IZB W T LT
fEFITM D FH L i L CHIREN O DOWENEm L e b Z L2 XFFT 5 (7,61), 7=
WTNORBRIZEB W TEH, CLO BHEEHESNILAIL, MBRREDOTZODOE=HY
V7 EFRELTEY EEIK ETHRROEHEF BN MLEICR DS, LI > T CLO I,
FEAE R T 2 AR L OUEESRE IS T A B 0D & B D WIT SR EER
HIZAAP OF THENTIBIRIETH D LEZ DN DD, IRRMKEIES AE OREL, £
L CHRMEME OB A S IIMIciE L TEH D L E 2 BT,

OLN (XA %D FHliTE H T& 5 BPRS B L O CGI-S (22T PBO (2l L TITIE
FEDOMRE LSO LN RIN TS, —F, UPDRS-II T2\ T OLN (%, PBO IZk
L CAHRICHY ., BERMIZHDHEELN 50% RO bz, £7-, AEICL 2R B D
DOPLFHEIZSOWTEH, OLN T PBO IZHIE L CTHEICH YD, BINT 52 LR REBEI T,
FEM T LS E, RIS 8BXLWV ZIP ZR\7-& LT%H OLN |, BPRS, CGI-S,
UPDRS-1II, # L TAEICED2HBRNOLOPEONTHICHONTH _FEBELIEIK LS
HDIREILETHDH Z LD SUCRA IZE W RIBEES T, L7zdi> T, OLN IZ X DREN D
FHENMERGEONRN—FH T, ZEMOBLEND bEMANZFFE AT, PD BT
HDIGFIEE L CIE I 2V eEB 2 b,

PIM (3 2P DRl IE B 122V T CGI-S DA T L MaEli 23T 2 TV 72 b @ PBO
I L CHBIZENLD Z ERBO LN, BWKRMICENDERIT 0% TH -7,
UPDRS-II {22V T PIM I, PBO L RIEREDEEL O &N REB I N7z, AE I X
LB O OPLFEIZ DV T PIM (X, 80%H{%Z D& WVESRTPBO KV $4 0 N+ 5
TR I, FEIERMTHE LSS, RIS BXO ZIP ZBRI7IX PIM X, SEE
HixdbsH DD CGI-SIZOWT Z&FEHIZSH Y \UPDRS-III B LV AE I L 5B D
I OWTIE BB IZCENRDIBEIETHD Z LA SUCRA Tk Tmmmeaini, L
723> T PIM X, CLO IZHe &, FEAERIC )9 2 AN s c& 5 — 5T, EE
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RELZ X9 2 B D /D 70 ST A L RTE IRk e tE D BLR b b BN D72, PD BHF I
KT ABBEIELE LTRAMICHE LW a7 7 A LA DREETHALLEZ LT,

QTP XA ZMEDFHHIE H T& 5 BPRS 8 £ 0N CGI-S 122\ T PBO (b L THEIZ
BNDZENBED LN, & HIZ,.CGI-S I DWW T QTP LKA 5 MR K 30%
T o7, UPDRS-III {22\ T QTP {X, PBO & MIEREDREL L ON, 80%LL LD
WERTEHEDLZ ENRBEINT, AEICK BN S ORBEIZSWT QTP IE. 75%LL Ed
X TPBO KV vV, WNTDHZ N RNz, REMTHKLEEAS, RISE
KON ZIP ZBR 171X QTP I, BPRS B3 LUV CGI-S, AEIC K 2RO OPLIFEIZOWT
ZFHIZEL, UPDRS-IIT IZOWTIE ZFBIZHDIRKIETHH Z L8 SUCRAIZ L - T
RS NIz, LA - TQTPIE, CLO IZHEE ., FAERICK T2 AR TE 2
— 5T, EEEREIC T DB SN A ARIRE OB AN S L END
7o, PD BFICHTHIREEL LTRAMNICHE LW a7 7 A v E S DIFEIETH
HEEZLNTZ, LNLZARNRS QTP X, BPRS TR ENTZAHMEICIIARHEEEND D
e, ANMEICE L TR VEEEDOH HFERE R LT PIM S, MAEMIZEVIFE LW
BRIECThD EEZ DN,

RIS 1T, EEM T LZGE., AOEICERLZHEAZ R L, ABICX 2R B H 0
BiE & D2y, EEERE LB ST 52 bR E T, ZIP 1220V TH FEIERIC,
ARMEICEA DR 2R L, EEEELZ WET 2GR L TWDH28, AE I K 5Bk
DHDOPENSZ N ERRBINTWD, L LD, RISE IO ZIP IZB T 2 # &
FERIL, MOREIZB I DM & R L CAREREREEN S, L K& T
A XDH L THMAEERL, TOMESITEHEICTILERDLEEZ N,

1-4-3  HFZED R

AFFRORRF E L TE, £, EHOEKRBRBEA COHBER/NEL RFEEB LW
XEHEEDREEMME N Z Sz, MBI ORBBELRENTHLZ ENB XY
NI —7 FOWENRREKE L TREEIZ/RD I ERFET HND, FFIZ, BPRS & HliH
HE LI ZIZZEDOMEMMNREE TH -7, —MKAIZ, MA £721E NMA 2 Efi 3 5 £ T
HEMESAR =8 A NERRBO N HGEIE. A X BRSO FIELZ WD Z & T,
ZORINERERRTHZ ERHEEIND (62,63), L LA SLAMIE T, AR5y
HraFEfs s ECTHELERLERNREREBRICEHL TN LINET D Z & AN
ThHLAENEL ., ZORBEFMT HICED FohRBEsGonihrolz, L
Mo T, RHFFRTRD Bivie, BEMCAR —EME, S VBT 6 U CIERE MR 72 3l & 5=
fET DI ED, MAMITICE > THEONZHEEM & K FEEMOEIZHO VW TIE, 2hE
EMiR T OBEEBIZL > CEBTDAREMERD D, 7o, 20O LD R REMKA T OB
I, FHERLHEECENERONELEZED D ECEERER LY 55, &4f
BB ORBREN oI E N o T ik, BEESAR - EKMICH T DA
FHRBREDOKRTEZR N2 LIz, MA IZBWTRIEE 225 RN A 7 A DFF
fli & REEIZT 2 (64), MR AA 7 ZAOFAMIZIL, —KWICT7 73 r7 ey bR
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Egger’s test NHWHN D08, EH L b AT OVWTHodlBpEezrnEms L, 7
7Ty bERWEFHMIICIE 10 B EXAMETHL LI NTWD, Lieno
T, AR TITHRASA 7 263 et F 7R T 7o —F 2 v 72l &2 £ i T &
T, L Lanb, KRR L A M) 235 e LMK B, Bk Tw
HZHOOMRBHERTERWE I 2FRITRD 5T, BEMR MM ANA 7 2 H#HEE
FERICEEZ RIT L REIEnwESZ bz,

1-4-4  /NHE

A YT v NMA O FiE%E AW T, CLO, OLM. PIM, QTP, RIS, & L T ZIP ® PD
BEICHRT D2HEDIMES X022 MAIC wﬁbkoﬁ@%%i@ﬁﬁﬁﬁmﬁﬁﬁ
WEORE)ND, CLO IXMEN IR & 700 5 523, AE 12 X o TIHE O fikfe 3 ¥
LRt EEZOLEOOEHRLEMLEL LD, éﬁ PIM (X CLO (Ctb# L TH
MEICHE DB REN TS OO, PBO IZHle L CAHRIMEICEN., EEEREIC L
FETHEBLRECTHLI ENRBINT, SHIZ CLOIZHEL T, AE IZX > TIHK
DAFEN L < 2B b7, LEXD | PIM (35 —@RIEEL L TEIRT S 9 %
THELWT a7 7y ANVEATHIHEEILETOD ZEN RSN, £, AHEICHE
TOHHEERE RICATEFEENES DD, QTP & PIM L RO T 7 v A L% FH, PD
IR ARBMERICH L THE -RBRERY DB LN,
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FoE U TANT— N RF—F2ANEN—% Y VRAEICHT S EEHE R
BEEICETAI R 777 Z— LERYE R X OEARE & 0 B4

I

B 1 ETIE, BRIKRBRICESE AAP OB KO eEZ AL, 2 E
MO AL E ST 2 HMIC LT, L LARNRS, —E0 AAP [ZOWTIEY v 7
A ZANZ UL, RICET DHEEREICHRENE SN, LI AAP O R %
RIS -0, F RIS XL E TlRKRBREERT OILEND D &
B2 HILHMN, PD BFICxT D AAP OFEAICEE T 2 FsuaEikiX, #ISAMEH & v )
W EOMBERH Y ERRR EORENZ N L LB TH o772 (54), L2 - T,
BR R BBRIZ K D AAP OFHMIL M AT REME D BLA N O IXREE R 7 . T oo FiE%x A
WIZREM A L TH D,

A BRIRIFZEIC B W T IR T — Z OFNER DN EA AT DL TV D (65,66), il 21X,
RRZIFER OFERFAMTCHL LT N TF—F, FEREBEICK T 228k, @EDZ
Wror—2, RENPABREREVNSTL LA NI T =2 ERETFOND, TNUHDOT —
Zix, BEZR EICBT MO EE—RLELTWDLZENG, U TAVTY—LRT
— % (real world data; RWD) & #FREiL D, HTH LT MF—& % H v 7o FAE 5o
ek, EEMICLEAICITbRL TS, RWD & Wi AE2FsE 0 £ & LTI,
MFEOT —2%W_OOTT—HXONEBRREZEKTEDL L, B KRE I T
A X EHGond &, FEERKORWSLEBZ KM L7z — AL T HEME D & W s R & 15
ENDHZ . MFETeND, —FH,. BT LT, AROBWMEIZERST-FHDOZDT
— R EMLTHLENRNSLZE FHATELT—XIZRO RS L. BET LN,
RWD W25 Z & ORI EG | AWFZEaEEL O K 512, EEEIR EToEREIM O F 23
EARTHY  JEFOZERED LIADLLEIC, RWDIZAMRT —% vV —R &5 & HFE
INnd,

IHNETICH, PDIZBIT D AAP O@ EMEHICET LT MTF—% 2 AW oGt
DG I TWD (67,68), ZiLb DHFZEIL, AAP #F|H L CTuw% PD 35 Cl. FIH
LTWARWEFICHKR L T, EERPWREZZERGHVW 2R LTS, LnLZ
Mo, LET T = F AW EAE IR ERT L5 & &, BINICE DML ND
MENET D70, fEROMRICITERZET D (69-71), BWINIZ LD EIX, D
EIREAT OIS & e DB, ZTOWIGICHKT 2 R2HN 2T RENTOR Z2FH,
ZOBEFHNFNT U M LCHELZRIITTRREZRF T, —&IC, BEREROBEIS & 72
LHEMIZ, ZOHIGEBICEL THHECOEMIVEITLTCNDLD, TU NI L%
H 3 5 BRI3 2 0 DA 0 I B BB B D, B 2 1EXATIR O Weintraub &
DEATHIZE (68) TiXx, o ETIEAENT BB mRFRE—ICR D L HITHELTWD
N, PD ORBBFEIICEHAL T, SFELUEEVWIZNL EEZ —FVIZ LI KHEELESThH
LTS, 207D, SFELLEEWOIEO T TIEIKEL REFENLFAERbD L L THD
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NIFRER, 7O ML T HIERERENECTZARBERD D, EEEIC, EEORIK
X, AAP L OBEMENFERH SN TV D LDIMERA X2 MOV TIEXEEE CRIAEE T
HZOIZxt L, PD ZHTOFRK & LIZBEIL AAP FIAE TS0 o7z, T7bb, AAP
ZRRE L THERHBFEOZZNEMT 505 K0 AAP ORI & 72 2 EH 23,
WIS LR BRWEME Y bEEO PD BETHERERINLTWETLH, A~ FOHEMN
BEInEEZONTZ, 2O, VBT T =X EZHWT PD EEFITEBIT S AAP
D BEEZFMTH2BAICBNT, ETIXAAP 2R G SN Ly RBELRESA T
BRWEBEOERRFOBEBNEZERL, L LD ET27 7 M AICKT 584D A]
REMEAZFHME L TR ZENEEE D,

BEAE D SEATAFZE Tlid, PD BBE 1B 5 AAP O £ 72 1T AER O BIX,. §L PD
oMz, mi, B, BAEEOR T 72 IXRAEORE, EE O PD, EHM o PD
DB ELEHET LI ZENMESINTND (59,72-75), T THRBHMEEDIK T £ 7=
ILRBHE D REBIZ DWW T, EE O EICB W T H 2 OBEMEREfM I T\ 5, AAP
HBAERZ SO REITHINC, 2O OEKBERPEEREDERTLEAEL TS DL
EZDHIL, AAP OB ZVE LT H5EMTIE, HEE L WER & iR L THRMEMIZ
fEFCIRIENE T L CWADAREMENRSH D, Ll s, PD BFIZEBIT S AAP OS5
BTV ATy 2—b BEORBKEBOREMIZ., ZNETHASIIHRF SN
TETCEBLT.HonTRY, ZOBEEOFMIT, L7 N5 — & & AV EKAIE %
WMEEEDD ETHETHLZ LITMA, VAZ T 77 2 =00 EEO@EEREZ D
BL, @R OEHFEAHRET DOICHLEETH D,

Z ZTARETIE, BRSNS EET L, & 143 oLkt T —2 24
# L 7= Medical Information Analysis (MIA) 7 — X% N7 Z# Wl R AT v Rr—2Z 2
> kB —JL (nested case-control; NCC) p#frx Efi§ 22 & T, DX RN+%
A3 5 PD EETAAP O L NEET 200 %2 A Lz, KIZ, NCCHHTiIc k-
THHENTEZV A 77 7 X —NOEASTF AT EREFIV AT 77 7 X —%RAT
DEEEZNETNEE T LICHAEL,. 2N HICESE NCC ORI REM % @Rk LT,
ZLTCHEHADSTAATERLIFIVRAZ 77 72—z Eilfban-E£H I LI
AAP ZXE LT HREZFML, T OBRIMLIED Z S M2 L=, &k,
ZNENDOERHNLIED PD BFEORFIRE L BEET 208 9 00% TEFEHIH (length of
stay; LOS) 8 X OVFF ABEEI A 2 W CREN L 7=,
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W2 ik

2-2-1 T—HJ—2A

MIA 7 —Z /3 703, 2017 4 3 A ORF T, ARFBITIB T 5 143 O [E LI Bt ()8
THWBENOIREINTZLVES N T —F2EEHEL TS (76), T —F N\ 27121F, &
Brre7 b (ABE) 12z T, Wi 5 diagnosis procedure combination (DPC) 7 — & &
BERLTWD (7). —MKIT, BIZITEHEL OB &, BB ILTBEB ORE» 56
NETF—2 %KL TS, EEINLTWDLT—FZD 55, 201244 H» 5 2017 4F 3
AETOLDEMENRE LT,

2-2-2 A ELYE

[EIBR 99 40 FE 55 10 AL (international classification of disease tenth revision; ICD-10) =
— R ® G20 (Parkinson disease), G21 (Secondary parkinsonism), G22 (Parkinsonism in disease
classified elsewhere) D WVWT N EZKAICH DL OD H 6, WIZRTEEIZE YT D
Loz RE L TIHAANTZ: G20 D24 2R DL, od7al tb 12U EDOH
PDHEELF SHTVDEHD, SORULEOB D, 3 AL EERL THWEb o, —F, #
BRMIEETITHBEFEFICEE L TWVDI8VOH DL H O, b —/NMERIEERIE 12 5
BLTWIERVWOHD D, BRIGEZET & L CIREE LS OIXBRA L-, W55
. BEEIABRE L T DIz 20T, R FVRERDOARRO L ZEF DT,

223 X ATy R —RAzar ha— L0004k

2-2-3-1 FAT w Ky —R 2y kha— o O

NCC #ri, EEINlcadm—brORTr—Rarbue—AoaEiT 5. ~NA
TV RTHFA O RTIETH D (78,79). NCC o#r&1TH LT, adm— Dk
REINr—2F Ttz &z, NCCuthicki s Y — AL a s e —v
o7 ) o ZEZIR 2 HE D V| L IUE 4L risk set sampling (78) & unmatched density
sampling (79) & FEIZiL 5,

risk set sampling 1L, &7 — AWK L, TOF —ZAOFERFFIZBWTHZE I T
L., r—AZEL atrisk IZHDHbEOmb Ay hu— L ERNTLHETHL, 207
— AFEAERFRIZOWVWTIE, BREZHAWAZ L, HOFEORAEZREEHR & T 54
MEAHZMWDZEBARETHL, WTFNOEHEEICEWNTS, 2 br—/LIZEL
T — AR AR R LA KRR Z 7R T index date Z#H| VIRV \ Z OO ER % 5 T~
yF T EATY, 2 b — VA ERIRT L, 0, 2 br— b ORPFUIEEL TE, &
D= ANFELERRTEELEr— 22 BAEL T RWERT — AT H DR,
Blenr—2Zxt LCH—Oay ha—/L b LTGRIRI NS O EX50 5 RS
THMLEL R, T72bb, ar b — LI LTIy —AEMNSFE— O AN HE
BEERIND D, OHRFICIE, ~ v T 7 2FEBL&MMEa 2T ¢ v 7 ER
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SR T, HEE Sz OR X, Y—AEMZHWTar— MIERTOILIZES
G o Y — Rl EITEL EERTX 5,

unmatched density sampling (X, risk set sampling & 700 | ~ v F o 73772\,
V—2ZEMIZBIT 5B TOMKEICH L, IR OWTANrDO R EZ T ¥ LMITEL
72 random date Z ¥4 X5, % @ random date |2V TH — A |ZE L at risk Th o 7=
borkarybe—LoOFEMETDH, v br—iZiE, POIToLY TP A X
b EoNTem/INREOEE T X LIEIRT H, £ LT, y—RIZELTIE, F—XA
DIEAERF R Z, 2> b — /|22 Cld randomdate Z 1 & L CTHUG L. o217 95,
HeE Sz OR 1E, Y —AEMEZAWTar— MIEXTTOALEHEEICHGE L L EL
LIEPITE %,

NCC iz Wi, 77— AFAERF A, index date, random date @D VM3 41720 D KA
BWT, ERRENEDO LD RIBEED at risk IZR -0 EEZ THEREBRGST 5, 2
DEIIC—HFRICER LTBEZIT O OT, EOMEMBM, Pk, £ L LWV o Tk
IR E L CIREORUNEL L 9 2E MO 2 Hiflifb3 25 Z LN AlgE & 78 5,
AMFZEIT BT, LRI OREA ORERBIIZEILL ) Db D EE X I, FFH
RAEMHEESE L CHEYICH Y VERH -T2 NCC olirz FikE L CEIR L, £72,
arybe—=ABEOY T Y TECE, A= FRHZEHWDS Z L TR=ZT A 2 H
— FEREETITHEE 21T 9 72| risk set sampling % A7z,

2-2-3-2 risk set sampling D {4

ABtHZEHA & Lizfxt BfHZ X 5 indexdate ZFI VIRV | r— A 1 fFlicxt L=
fa—n 4 Flokkbrb L HIWN~yF o T aitol-, ~vF 7 RN+E LT, F
i GmXEY) BEOF—4FH] (DPCT— X £RIEERLETS FF—4%) Z2Hniz,

2-2-3-3 FEEHENT L OEE O E £
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JRUFETMICED | FHEEA OR BV OSBEHEXBZ2HEET Lz, 20L&, &b
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2-3-1 W7 REH

Fig. 44 (IR Ot GR L7e pEMEZ G MR EZ T, £7 . WEEEICHEEGT DHZ
ETHELNaR— M, 14293 4 OM L7 PD BER G ENTZ, 2D HH, 829
A AAP OGN T Tl r— A LTREI N, £ D% risk set sampling %
WHI 2 Cakrk—trrbary be—L&E L, 3,316 4 %1F7=, L7274 > T, NCC
M ILEE 4,415 B3 E F iz,

e ,
32,571 subjects (57,647 hospitalizations) having

G20 (Parkinson disease)”, "G21 (Secondary parkinsonism)”, or

“(G22 (Parkinsonism in diseases classified elsewhere)” based on the ICD-10 codes
were recorded in MIA databank between Apr 2012 and March 2017

B "

19,038 PD patients met the inclusion criteria

fr-#,?dﬁ were excluded due to reasons as follows h
O had schizophrenia or bipolar disorder 2,587
O had dementia with lewy bodies 1,163
O discharged due to death Qae
O prescribed AAFs within two days after the admission date
or at the discharge date firstly 482
.\\_F-‘ati&nts. had one or more reasons Y,

14,293 PD patients (case, 829, not case, 13 464 ) were included in the eligible cohort ]

Risk set sampling was applied

4,145 PD patients (case, 829; control, 3,3168) were included in the NCC analysis

R .

829 PD patients in the case group were included in the stratification analyses

Fig. 44. Flow diagram of the study.
Abbreviations: AAP, atypical antipsychotic; ICD-10, International Classification Disease
10th revision; MIA, medical information analysis; NCC, nested case-control; PD,

Parkinson’s disease.
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NCC o R LI o7c 4415 ZICHKMFER AT 0w 7RG 28 H L.
Table 39 [Z R THRERENGEONTZ, ZORKENL, B, BEE E 72 3R OOE, Bk
MREERILER, m v X AR FEEARRARIVTI=A RN A ANTT 74U L
o) U FIRRE, LT T e FAa) X T TP EROLT . O 10 A+
WY R 7 77— LTHianl, 72, £ETORFIZHOWVWT, ORIz hr—
MBI LT — AR ZORFBR IV AL TWVWDHZ EZRL TV,
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Table 39. Nested case-control analysis to investigate factors associated with atypical

antipsychotic treatment in Parkinson’s disease patients.

Case

Control

Variables (n = 829) (n = 3,316) aOR (95% CI) Coeff VIF
Age (=75 years) 542 (65.4) 2109 (63.6) 1.3 (0.9 to 1.7) 0.24 1.1
Sex (male) 412 (49.7) 1470 (44.3) 1.2 (1.01 to 1.4) 0.18 1.1
Main disease (PD) 395 (47.6) 1592 (48.0) 0.9 (0.7 to 1.04) -0.15 1.3
CCI (=3.0 points) 215 (25.9) 834 (25.2) 0.9 (0.6 to 1.2) -0.14 2.4
Surgery 242 (29.2) 834 (25.2) 1.2 (0.9 to 1.5) 0.18 1.7
Comorbidities
Myocardial infarction 32 (3.9) 138 (4.2) 0.9 (0.6 to 1.4) -0.09 1.1
Cerebrovascular disorder 153 (18.5) 689 (20.8) 0.9 (0.7to 1.1) -0.10 1.2
Congestive heart failure 164 (19.8) 671 (20.2) 0.9 (0.7to 1.2) -0.06 1.4
Dementia 199 (24.0) 573 (17.3) 2.1 (1.6to 2.8) 0.73 1.3
Cancer 171 (20.6) 588 (17.7) 1.3 (0.98 to 1.7) 0.25 1.7
Pneumonia 201 (24.2) 703 (21.2) 1.2 (1.01 to 1.5) 0.22 1.1
Urinary tract infection 65 (7.8) 211 (6.4) 1.3 (0.9 to 1.8) 0.26 1.1
Bone fracture 95 (11.5) 399 (12.0) 1.0 (0.8 to 1.3) 0.03 1.1
Opioids 122 (14.7) 421 (12.7) 1.2 (0.9 to 1.6) 0.16 1.6
NSAIDs 170 (20.5) 665 (20.1) 0.9 (0.8t0 1.2) -0.06 1.1
Levodopa 632 (76.2) 2037 (61.4) 0.8 (0.4 to 1.3) -0.29 7.5
Dopamine decarboxylase inhibitors 616 (74.3) 1909 (57.6) 2.4 (1.4t04.2) 0.87 7.8
Entacapone 166 (20.0) 372 (11.2) 1.5(1.1to 1.9) 0.37 1.4
Ergoline dopamine agonist 30 (3.6) 125 (3.8) 0.8 (0.5 to 1.3) -0.19 1.1
Non-ergoline dopamine agonists 282 (34.0) 774 (23.3) 1.4 (1.1to1.7) 0.32 1.4
Droxidopa 94 (11.3) 225 (6.8) 1.3 (0.9 to 1.7) 0.24 1.1
Amantadine 116 (14.0) 440 (13.3) 0.9 (0.7 to 1.1) -0.15 1.1
Selegiline 93 (11.2) 338 (10.2) 0.8 (0.6 to 1.03) -0.26 1.2
Istradefylline 79 (9.5) 106 (3.2) 2.5 (1.8 to 3.6) 0.92 1.2
Zonisamide 80 (9.7) 181 (5.5) 1.2 (0.9 to 1.6) 0.16 1.2
Anticholinergics 69 (8.3) 144 (4.3) 2.1 (1.5t02.8) 0.72 1.0
Antianxiety drugs 427 (51.5) 1018 (30.7) 2.5 (2.0 to 3.0) 0.91 1.1
Acetylcholine esterase inhibitors 131 (15.8) 261 (7.9) 3.0 (2.0 to 4.5) 1.10 1.3
>3 types of PD treatment 408 (49.2) 1430 (43.1) 0.8 (0.7 to 1.04) -0.17 1.4
Interaction term
Dementia x Antianxiety drugs 0.3 (0.2 t0 0.6) -0.42 NA
Dementia X Acetylcholine esterase inhibitors 0.7 (0.4 to 0.97) -1.08 NA

Abbreviations: AAP, atypical antipsychotic; aOR, adjusted odds ratio; CCI, Charlson

Comorbidity Index; Coeff, partial regression coefficient; CI, confidence interval; NA, not

applicable; NSAID, nonsteroidal anti-inflammatory drug; D, Parkinson’s disease; VIF,

variance inflation factor.
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L0 EIT 1 OKEES | SLLEOKEITHSG Lz, REMIZ, AT AaTITLY 4
KEN, Y R7 7772 —=HIZLY SKEIZERHLIT,

Fo. BAKREIZIS U AAP ODLEMEZFIME L7 & & WhoEHHbEE HiT, mn
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BAHADITF A TICLDEIMEIETIE, FH LT KESL2HT L2, OR X 1.9 (1.7
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Table 40. Distribution of the weighted score and the number of factors extracted in the

nested case-control analysis.

The weighted score (X) Case (n = 829) Control (n = 3,316) OR (95% CI)
X <1.0 140 (16.9) 1,329 (40.1) REF

1.0<X<2.0 284 (34.3) 1,116 (33.6) 2.7(2.1t03.4)

20<X<3.0 235 (28.3) 600 (18.1) 4.2 (3.3t05.3)

3.0<X 170 (20.5) 271 (8.2) 7.1 (5.4t09.4)

The number of factors Case (n = 829) Control (n = 3,316) OR (95% CI)
0-1 119 (14.4) 1,157 (34.9) REF

2 161 (19.4) 857 (25.8) 2.0 (1.5t02.6)

235 (28.3) 662 (20.0) 3.9(3.0to 4.9)

4 160 (19.3) 397 (12.0) 4.3 (3.3t05.7)

5< 154 (18.6) 243 (7.3) 7.5 (5.6 to 10.1)

Abbreviations: CI, confidence interval; OR, odds ratio; REF, reference.

2-3-3-2 fEFEIRAE & o B ME AT

@B & o TIERR S AL 7o K HE & IR AR & o0 B ME 2 FE AT L 72 %5 5 % Table
41 127,

HASFAaTEHWZEIMbE Tz &, AaT7 R 200 ETHDHKETIL, A
a7 1.0 RiEOKEIZHE L THEIC LOS NMEE L, FHLT—KEFLS 25D
LT, LOSIE 1.2(1.1to1.3) FEFOAEICIER L7z, AAP & GBALEA 225D LOS 12D
WTHIEEFMARDO NN, AEEEFRDON N7, FHLT—KHERL 2
LT e, AAP B EBHIAEH 225 LOS 1% 1.1 (0.98 to 1.3) TSR L=, FH AR
DT HFEEEIC, HIMERARED NN, FEETRO NN, FH L T—K
HE< 725812, ORI 1.1 (0.9 to 1.2) T 28N L7z, 30 HLLNDOHABZIZ DWW T
X, A7 N30 ETHDKETIH, A7 2 1.0 K DO/KEE K L CHEICHEM
L7z, FHLT—AKESELS 25T 812, ORIZ1.2(1.01to 1.5) T >HFEIZHML -,

YR 770 8 —$ERAWzEitEiTol- &, 4 2ULEDV R 77 7 X —%
HOKMETIT, VAZ 77 72 —8N 0 F72013 1 OKAEICIHEK L CTHEIZ LOS DIEE
L7z B LT kKBRS 25 2 LI, LOSIE 1.1 (1.05t01.2) T >HEICLEE LT,
AAP B BRAE H 225 O LOS IZOWT HIERBEM AR O b7, AEZITR O b/
Mmoflz, L T—KERS 725 T LI, AAP BE B HE 5 O LOS iE 1.1 (0.98 to
1.2) fEF 2R L7, BABRICOWTIE, 2 2F 7 E 5 2B EOYV R 75707 X —%
HLOKMETIZ, VAT 77 7 X =8N 0 720151 OKBEZHEL CHEICEMLT,
WL T AKEFELS 25 ZL1C, ORIE 1.1 (0.96to 1.2) FoM L7z, 30 HLLNODOH
ABEIZOWNWTIE, SO EDYV R 757 7 X —% HO/KHETIE, VAT 77 7 X —Hn
071X 1 OKEICHE L CTHEICHEM L, FHLTKEFI 2D T L2, ORI
1.2 (1.04 to 1.5) FoFEHM L 7=,
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Table 41. Risk stratification using the weighted score and the number of factors for physical morbidity in Parkinson’s disease patients

requiring atypical antipsychotic treatment, as extracted in the nested case-control analysis.

LOS LOS after the start date of AAP treatment Readmission Readmission within 30 days
The weighted score (X)
mean (SD) ratio (95% CI) mean (SD) ratio (95% CI) frequency (%) OR (95% CI) frequency (%) OR (95% CI)
X < 1.0 (n=140) 49.7 (53.7) REF 39.6 (42.2) REF 33 (23.6) REF 8 (5.7) REF
1.0<X<2.0(n=284) 58.5(57.9) 1.2 (0.9 to 1.5) 42.1 (47.4) 1.1 (0.8 to 1.4) 85 (29.9) 1.4 (0.9 to 2.2) 29 (10.2) 1.9 (0.9 to 3.9)
2.0<X <3.0 (n=235) 72.8 (92.5) 1.5 (1.1 to 2.0) 51.3 (78.4) 1.3 (0.96 to 1.8) 62 (26.4) 1.2 (0.7 to 1.8) 24 (10.2) 1.9 (0.9 to 4.0)
3.0<X (n=170) 83.3 (100.2) 1.7 (1.2 to 2.4) 53.7 (78.4) 1.4 (0.9 to 2.0) 53 (31.2) 1.5 (0.9 to 2.4) 22 (12.9) 2.5(1.1t05.3)
LOS LOS after the start date of AAP treatment Readmission Readmission within 30 days
The number of the factors
mean (SD) ratio (95% CI) mean (SD) ratio (95% CI) frequency (%) OR (95% CI) frequency (%) OR (95% CI)
0-1 (n=119) 52.1(57.3) REF 41.3 (44.9) REF 25 (21.0) REF 7(5.9) REF
2 (n=161) 52.9 (56.9) 1.0 (0.7 to 1.4) 39.8 (49.4) 1.0 (0.7 to 1.3) 53 (32.9) 1.9 (1.1t03.2) 15 (9.3) 1.7 (0.7 to 3.9)
3 (n=235) 63.9 (77.5) 1.2 (0.9 to 1.7) 44.9 (60.2) 1.1 (0.8 to 1.5) 62 (26.4) 1.3 (0.8 to 2.2) 21 (8.9) 1.6 (0.7 to 3.8)
4 (n =160) 80.7 (93.9) 1.5 (1.04 to 2.3) 55.8 (74.8) 1.3 (0.9 to 2.0) 43 (26.9) 1.4 (0.8 to 2.5) 18 (11.3) 2.0 (0.8 t0 5.2)
5<(n=154) 79.1 (93.6) 1.5 (1.1 to 2.1) 51.1(80.4) 1.2 (0.9 to 1.8) 50 (32.5) 1.8 (1.1 to 3.1) 22 (14.3) 2.7(1.1t06.2)

Abbreviations: AAP, atypical antipsychotics; CI, confidence interval; GEE, generalized estimation equation; LOS, length of stay; OR,

odds ratio; SD, standard deviation.
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Fig. 45. Distributions of detectable odds ratios, ones indicating 5.0% differences, or ones
of risk factors.
Abbreviation: OR, odds ratio.
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KUED EFH T LICAAP RS ICET 24 vy AN LR T 2B Z2R L Tz, LIz - T,
BT E BT, KER LR T DIV AAP 2N EET5RED LR 0E S Bk Th
HZLENMERENTZ, £/, BASTAaTREI A7 77 7 X —L AAP &5 O
PEDOREEZEBNCER L@k Th i Lickki LT, VAT 77 7 % —¥i%,
EOVRARI 75772 —8FT50EFMETITR, WDV RIT7 72 —%2HTDH
MEVWHIRRTOREMT L ERAETH D, WTOREBIMLIENFEOME R %R L
TNl b, AAP HEOREMEORE X, SV X7 77 7 % —OE
D DRBII/NSLS, WS DDV AT T 7 7 X —%[TI5NCE-oTREESND Z
EWIRE I T,

FEW T, SRS &R RE & OB Z 7 — A BEIC B W TREM L 72, & OfE R
WT I DEREIEIZ DWW T HKRER ERH T 212N TERSIM N EL 2V . 30 HUA
DOFABENEINT H2EENBO b, T b, Kbk, AAP &5 % 1
B35 PDAEEOMEEREZEIMELT A2 ELAETHD Z ENMERINT, 2,
FRBMEIEDR ., AAP Z BT HREICEAL CHREIMENRAREThH 72 &0 b, #l
BINTEFRRE L AAP OB GO ENETBEMEZ L D2 ERNRBR I T, AAP B 5
B hatk OIEFEBI B X O\ ABZIZ DWW TiX, M DJERIMEIEIZ & > TH # I 72 B
MBD O Do T2d BABEIZ DWW T, 2 FBIZY X7 ORWIKHEIZ I W TR
M ARD Ble, T oKL, HARRUADREICE O CR@ERREBOREICS
WTH 2 FHIEWEHAZ R L TWED, BABRIZOWTIZ 2HF, bOWIEIRbEWD
fEfZ R LTz, BESHIZHEAIT. 30 HUNOFABRICRBEIND L 5 REato
Ellwsr Xod, EHICELIRBEREOEEZKML TNWDHEBEX LN, 2,
THOKEIZBNTSH AAP B GBHMEE OIERMEICEZRRBD bR 2722 &b,
ERRHARBTICBIT D AAP OB L5200 LoD RMEL LT, TORIFIEDLHIBREETY
DB R Y OBZITIBFEICE > TV D ATEEENR H 5, AAP # 5B % O BIFIC 1)
H—BOEERFHRERN, BEBROFAREZBO TOICITEE LRI EEXILRN
7o T LT, @ik S N7k EDOHF T, BADIFAaTIZL > T 3.0 8RB B U X
777 72— Lo TL 5 L EoKBEIR, kb U X7 OERWKEEIZ R L TER
BB OIEEL X N30 HUNOFABROMEMBEO bl b, FRICHEEZET S
KETH D ZENRB SN, RFFRIZE VB LRSS O2OREIHEIEIZ DWW T, fll~
DEFEOEMFE 25 U AR, MO CHARTEL R ERMFEIND, FICY
A7 7y E—HERWEibiL, EADSTAaTICH_XTHSRIREICL Y BEH
TE5ZEhn, BMKRTORAIZEBTISTVWEEZ biILE,
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BRPR W 20 B lc N 2 €, ARBFgE xS & U7 AF R IR IC kT T 2 JHk & W o B b
b ARHFTRIE % K OREE S AT, PD BE B W TR L2 EMERICH T2 AAP @
BEIT BB I OLEMERHSICHESL L TV WD  MENRRERET S 5,
LR oT, + b7 A¥ A4 X250 <, BERLE N L b h AR
X DREDEELWNEER Ch o7, ZOMBEERT LD, kT —Z & F|
AT I3 THDIEEZDND, LALARRL, — I LES T —F X
— AN DHITEEBOEEECHRBHIMOGRE EMEICHEL Z T8 L <. DR &
2T (77), ARFFFEIZE VT Y, PD O HIEE R E MBI 3 2 15 H o R,
BlEEENT- AAP 5 L B BE O BN IC e+ 2 MR A L < &85, L L—F T,
AHFFED NCC AT L » THL N TR S, AAP &5 O M F X PD o HE £ 23
FTICONTEFT LI ENRBEINT, Thbb, s 27 77 7 % —I%,
PD O EJEFEICET HRIEEL L L THREEL TWAAREMELH D, LB~ T, L
N7 —%%MHWT PD BEORBRELZFIMT 2 X 5 2% 2 FE T 556, A5
THHSNEZRF2BEYICHET L ERD D EEZX LN, £, AFZICEBWT
BEINTERERIT, CRETIITORTELEMREICH LT —EDHHAE 525 &5
2D, BEFEOEITHIIE (67,68) THMMINATWIZ XL I 7, AAP FIHREIZK T 55E
TR Z 2R OBNMIIT, —H5, PD OEIEEIC L DEELKEBNEL T\ EE
b, LU 6, AAP 512D UV A7 2 THAARMIECHitian/z) X7 7
77X —THINTZDIT TR, IKKRELTAAP HEZ +ohEE L LICHA
TOHMEND D, KFETHHEENZY) R 7 77 7 X —%5F 2T, AAP ¥ 5 & @5
WREDET & OBEMEZFE L TV 2 & T, AAP HIER b DY A7 2 AT 0 H
N D,

2-4-3  HFFEDORRR

AW FRNNINB Z Y PEOBLE D O AR Z L HEOBAN D bW ODRANRDH D,
FEARBRE LT, T—XOFAAREEICESS NHZYERERT O, £7. IR
DORHHEELTHWEORLE T FTF—EZRXR—XThHDHLEWVWI L LEEZ, KRADOE
JEFECREMMICET2EME2E LN TR, AFENSHE LN R, ERE
21X PD OEJEEZ KB LR THD EB 2O, BFEORITHENS b XFS
NHLOTHDHN, BEOT—% & L TIEMICEE TE TV RV, HEEE SR B
EWVIHTERELTERLELGAICIE., KEMIZIZIEDY R ELRRNER T 5 A
LD, £/, VET N T —F_XR—RAEZHWMEOREE LT, HHEICxT
HZREEBIOFEEZZELRTNNIEROAVEALETOND, HOIEBOREDSR
MAELE S NT — DO ETOILEICEBNT, ELITEIZRELTVWDIEAERT
— X ENPLLMAL TSI EEZRHETCETOIRNZEL, FFREL IEICERALTY
RVWEBENT =X ENLLBABL TV ARWVWI LA/ ETCEIRNERET, flaiE, E
ERAMEBIIERENESW—F T, KRR R EOBMEREEBITEENMRND &m0
NTWo, ¥/, LEZ M40 o R BEZRET 25613 FREMIIBEMED

103



BENZL D ERMLATND, NCCHTIcHWEEHD 5> b, AR5t % EhEd
D ECHMEORBOFBMIBERKN - ThHIEEZLNTZ, LM LAERL, MIA 7
—H NIRRT DN T =g UHFE (76) OFEFRNSIL, FREEDOKEITIKL, B
ICRBHEICEAB L TCWAIBREEZT — X L0 b IELSRIERE L LTRET S Z &
B LW AR EIN TS, ZOHRA, T—% L2 OIEERAEICREL T
EHIT SN BEORITIE, BAEICHREL TCWAIRT L —EHELI LI, 3B
HIENBEIZAAPHERED IV A7 7 7 7 X —=ThoHAICIE, BAVEIZ XL D U 27 &l
DT D Z LICEAY 9 L, TOMIT, FFERENMEND DEEN. AAP KEOED
VR 777 B8 —=Thol2HBAIIE, TOEHDOY 27 2@ KM+ 52 LICENRD
V%D, LTENRoT, BEHITEDBEL L OREEOIRPWIC L > TIE NCCHrofER s
BT 6ERNH Y, TORRICE - TIE, BERE - OB S B84 2 ATtk
WD, &HIT, EEERE L OREMELZFET 5BV TS, 7 —% OF ATk
MWHEULDMRANH D EEZ DN, MIA T—X 307 Tk, [ CMEANTH MO
ICAPBE LTS BT OB ESLH VRGNS, LN T, BEREBORBEL LT
MW=\ ABTIE, B CE AR AR L7wEE & R CRBRICTFAR LIS AT > T
DIHEFESND, ZORAPL, FHABEOHEIZ OV TIXiEDREE LT 2 al ek
o, LT, ZHOLERERECEEIZCOWTIIANZYEOB S D LRANRD D
EBZ BT, ARBFSE CEIEE ST AERE IR0 B ABE D BB 1, AR FR O R R A1l 0
—EADERCREREZNM LIS R TH D, BBEORITHEICEVTHE S TV D
SEOTEBEI &l L Ch . AT T 5 BEOEFREHIM TRV (84,85), AHMF4 TH
LINnTe, AAP REDOLEMEORE LEFREOADHEIL, KEOT—2 &2 i
TOICHARICRE T2 2R TELRATHLIEBSXOND, L LAERDL, RIFSR
DOFREREZEHAT2EOEFREHEICE > T, T LLEROBREEZE LR WVATHE
HERHDHZEICEET LI LERLD LB O,

2-4-4  /NFE

AREOWFFTRIZELD . AAP ZLE LT HRREIZS T PD BFEZEIMLT 5720 D 5
TeODFREIE LTz, —FHiZ, AAP OREICHEET 5 10 DR FZHWIEADIT A
a7k EIMEIETHY . b —HiE, INB VAT 77 0 X —2RATLHEOE
FHC X DEIMEETH D, 61T, WThOEREES PD BE OEBLIREDRRE % X
L TR, FICEASITF AT N30UE, 72XV R 77 7 2 —% 5L EEAT
ZHBETITLOS KU 30 HUNDOFABESHEINT 2 Z &R RISz, L EX D AAP
DG #=VELET S5 PD BREFIZERBREORENELS . +oREEZNICHDRE
R N RS W - N SF 4 W el
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BIE UV TAU—NERT—FERNER—F Y URBREICRTEI AR) R0
#E5 L BEAEEDEDOEMICET 5 BEEEFM

I

1 ETITo72 NMAIC XY, BEFOERKRFER) 5% AAP O HIMER L ORI
B4 aMEST 2 L7, AAPOHFTH RISIE, QTP LV L, CLO & [FIZ%L E
DHEIEEZ O ENRBINTEY , PDBFITHB VTR L EHER I LTH
IR EIE L D Z E R HIFFE D, EERIZ, Weintraub b O WA Tl, FEEHIK T RIS
X QTP IZHt & “FEHICPD BFICXH L THHINTWA ZENRINTWD (68), L
722 L 7275 5 UPDRS-II IZEAT 5 NMA O£ 7 5 | RIS IFEEEGE 2 Hfb S & 2 "l REtE
DRINTEY, FRBRIEL T HITELRRMEICET B ENE D, £72. RIS Z#5k
L L THWEERRBRIIY > P31 IR T/hEL NMA OFfE B b #HEEREIC
RADRINTWVDHRL), MAT, BEOBEMRBRICL > TEMRHFINTWVDEHEDOD,
EERRE A LSS 2 L 2R T O L HILIEL (86-88), & 5 TRWAFFRE S AL L
(89), —EDREWMEEOLN TRV, T742b5, PD BEFIZEB W TR L ZHEMERD
BRI, RISIZAR @I L 7200 5 278 EEEL B LI E2BENEINATVD
e, BB FIRICIEES T, BRONZIBFEEREZ LT 5 729120%,
RIS OEEMERICKIEFTHEL, IVZ DOV T4 XE b o Tl 5 2 &7
E LTS,

PD B IZH1T 5 AAP O ML AMICET 2 MO NE# <726, RWD 2 i
BEMEOEBN L VE THLEEZOND, TZTET, LES T —ZZH0
72 Weintraub & OEITAFE D HRB I 7o, AAP OHEINIC LA REERBET H729
12, AAP 285 S 7= PD B L G SN TWRWPD BEOK 21T 72, Z D2
BICBUT2HRFHNCED, AAP 5DV R 77 7 X —% Ml L, ERRE L OB #EE
ML, MiHENTV A7 77272 —121%, PDOEEEZHFL > 2RFbEE
N, EEOPDREE THAHITE AAPKREZVLE LT HRMEENRINTZ, EHIT, AAP
BeHEAEZIOVMNELETHEFIZE, BEREN AR T LIBEM ARSI, FHEHEEIC X
S TIX AAP OEJSIC X D ZENRME L 720 5 5 2 EBNERI N,

Wi &K D AR HfRIT DT DIT, W% T ¥ A > & L T active comparator, 77205
FIZEZXBEEL L TCRET D ERHEREINLTWD (7T1), il 21X, QTP #f % Xt HaHE &
LCRHELEZGAICIE.PDAZF L LTRKEOBEERZ2 Lo TWDHZ EnWfFEIND,
Flo, BEMEPERINTHDLZ EnbEBKRKICBWIRbBEHIA TS EEND
QTP Z Mgt e LTHWWD Z & id, EEERRIC R T EZ I 5 L CHKRAIZ
MEOEWEREEGEDL N TEDEEZLND,

Z ZCARBETIL.DPCT —# O IERE I o B FAETEENE (activities of daily living;
ADL) O b ZFE9 5 Z LN ARE/R 72O, T E R L, RIS 23 EEIFEEEIC K IF 35
Bh QTP LB T 2L b AT T ¢ T ak— MMEgEa Ei9 5, ADL OH T il

105



BITBXOCHEAKOHEA X, PD BT 2EEERICE > TEATHZENHD, PD O
HIER Z R T 272D A — L TH D UPDRS-II OFICHFHEEE & L THESN
TW5 (90), &5, PDEEFOHEAFBICBWTEHERHEATHLZ LD, KET
T EH BT LOEKROIHA 2 H W (91),
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W2 ik

3-2-1 T—HF YV —ABIOFHEEA

FBBETHWEMIAT — ANV ZICEMINTWDLIT =20 55 201244 A0 D
201793 HE TO DPC 7 — X 2 Ext g & Liz,

AREICHBIT HFMEE B IZIL, ADLICBT 23HHE & LT, FEHBITHE L OEXKEHW
oo TNENOHEBIZ, MIFEICHTDKAFEDOESGWE LTRESNTE Y, Mz, &
IYEITHRAE ., EIXBRITKE, OVWTRNE L TOENRTE S, 2T 7Y M A
&L CADL OEAZFMT L E L, ZTOEFRIL. ABERFOFEM AN IBFEREIZ, JHAT
DB ER A IR A, ML B BRI, IO IR AE D b ERITIKAFICE D
ST A e L,

3-2-2  ERRALYE

ICD-10 == — K @ G20 (Parkinson disease), G21 (Secondary parkinsonism)., G22
(Parkinsonism in disease classified elsewhere) DWW F I nEZWAICHE 2L DD 9 B WK
IR THERMEICHELT 2 HOEMERRE L THAANT: G20 OZBAZ L 2L D,
RIS £721% QTP O WT D H Z It WM I ST b o, 50 L B
b D, — . A RKMIEE T2 ITBHREFEFICRE L TVWDIRVNDOH D H D, L E—/ME
RIGRFEICHRA L TVWLI8VWOH L b0, AT L L TR L2 DTS LT,
TR G, EEEIABE L T2 b DIz 20Tk, &b FEVWRADAFRDO 2 EE
Wiz, B2, ADL OEALZFFMT 5725, ADLOT —ZRAXKEL TV izb D, F
ToAXABERE 5T D ADL 2 BEICFERITIKAE, I2oTe b D BRI L 72,

3-2-3 HP A 3T AW E RS T

A A =7 (propensity score; PS) L1, & DA TOHE REF ORI K o TS
SN2l AN ANERED Y TONLERZERT D (92), —MBAIIZ PS IE,
BYAT 4y ZERSHTICEY, MAEOREOFEZ A, HRRFICET
HIEEEZTHEREETHETHESNSD, TLTar Y AT 4y ZEmSHTICED
BFH7- OR ZHERMEICEBRT HZ LT, PSIFERBIND, 2O X 5T PS ITHEHD
HEBENEN D Y CICRIFTHELZO L SOEICENT LD, FFEOERNT%2H
HLORETE, B2 AEBICKH L THO Y TONLIME, 77205 PSHFELMEEZ B
EoZR%, LIehoT, HLI NEDRERICE B2 M 282 PS 2F T 5
LTHEME Y P —A O RRFOSAETEL, FMMEEICHT 2 RRA
FICLDEBERVBRS ZENTEDLLIICRD EHIfFENS,

L2 L PS ZFIH L7cHEED O RMERFDORELIY R ledlcid, <R Tx 5
VL COREZMT-THERSD (93), MEHTXLH VLY CORETIE, O
BEEIZE > TEREMTENTZHAEIC, WENRT U NI LAORAEICK L TEH Y KT
MSZIZATON D, QB TORBEILIPS DABMERE LIEHIV Y TE2ZIT 2 EN 0 TIX
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RV, BTSN ERD D, TOMRENRIZ IR L LT, RISEE /-1 QTP &
DIBIRANA T AZEK T H ADL ~OHEZRVRS ZE N TE L L9102 & HfF
Snb, LonLZenn, OIFKRMEDRZERHR B HFEET. PSEHET AREICAETO
RAERFNBREENTWDLZ L2 EW®RT 5, AR LIS hTF =22 HW5
e, 7T— 2 OFIAATREME O BN S RPE O LR 703 5% 0 3 < L M EHTE
HZEN0 S COMREEMIZT ZEIIREL 25, FE, F2EICBTH2MitN5EH PD O
HEEZRETCETCVWRWVWI ERRALZ-TEY, REIZBITHMHTH ADL O
BICPT A A & LTHERT 2R N H 5,

—J. MEHTELHVYTCORELMIET I ELNRETHLILGAITEBNTY,
PSZ W &24T 5 2 LITIXBEHE ORR ST &2 Ef T 258 12E L T 200
FEBZHD (92), ODEDIZIE, BURET VICHEEL TET /LORREE O AR
ZEMBETOND, EE. PSEHIE LLKRIZIT. FHOTRKATFOSMBE— Lo
TWAENEHERL. B — Lo TW0RWI ERERINTZEAILPS ZHET HET L
ZERRLES, ZOFpEL2BirZ & T, BELT Y MU LOREMEZ LT 5 BRI
EBETHMLEEOEWEREFICONWTEBRTHI ERLETNVICHAIATL Z LT
5, LrLBFEoORFET VT, FERLIZET VOEYIMELHERT 5 FBEIX, PS
ERWDEE LD D0, LR T RBFRIZEW T, REE O RZAER 7 M AF1E
L29DEVIHRIETHHN, PSEHVTHRFZEDDLZEET 5D,

PS ZFIH L7e 5l 7 OFBEEITEHIRB I TE Y, REOLREIELEIIL, v
F U, WEE A ST (inverse probability of treatment weighting; IPTW), & 5l{t. [FlJF
ETNICBTLOEERLT LD H D, v v F o 7IEIE, —KICHEE S 7z PS O SD
IZ02%FUMEFT Y U X—L LT, TOMHOHEPHATPS NITLWMEE R-o72H DFH
TTHAGDEEEY  ERINFICE2EELFEST L HIETHD (92), IPTW EiT,
PS DHHIZE>TEDPS Db DEEADIT L, BMBEH Lz M — VL ZN
ZNEHALSETERRTONMEE 2T 5HETH D (44), @HMEEZ, PS %, [A
HOERKNTFEZ2LOLEZONDLEEEDIZDOBMEE T2 H5ETH 5 94), BlFET
NOIERE LT HEIEIL, BFEOZEERFET LV EFEEKIC, FUFETLVOH TH
BEERKFOEELZRETLIHD0THD (92),

FNENORELEORTH, HAEFHIETHHINTWDIDK, v v F 7k
IPTW i Th b, L2 L, TNHOFBEEICL > TH LN LHEEHEITE L > R % %
BT 57D AL ICHY ZRREILEZRRTHILERNH D, £T~ v F o 7k,
REH 2 P — L HETHELWPS 22 b ORI ETHAGDEEIEDL 2D, MAE
DEEZERTERWVPS Z Db DTSR LITRER Y, Thbb, a9 nth
RBEFMNOERPNDERMDBEAET D20, ZOHEHICHT 24MEEEL © - - HEEH
ERAHZENTE R D, ZOHEENE % average treatment effect for the treated (ATT)
EVVDH (95), ~H IPTWIEIZ BB L o bn— A BICEETh-ZnNEFhoEH %,
PS DA HWIEEALDITIZL > THEWIZEHBILZEH LT 5700, BEHE = b
= AHEEL LI L TCHAMEEE b OHEMEHF L N TELEHFEIND, 2
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D HEEE % average treatment effect (ATE) &9 (95), ATT & ATE X, BFEIZ XL - T
BoN2RE2 EOEMIZAFLEY ET20ICL>THEW ST HD (92), RIS X
PD BE 2R CTHAIND 2720, —H0 PD BEHIZIRET 2 ATT 2 #ET 5 L0 b,
ATE Z#i ET 52 EN K VU TH D, 2 TARIFETIE, IPTW iEZE H W T RIS B L
QTP O BFE o i L, s a FEh L 7=,

FTIPTW IEICH WD PS &, ABEEE/ D RIS £720% QTP BN &2 £ TOMIC
BHI SN ToOREEEZHAWCCTHE L Fi (75 il k). MRl (B, EER
(PD), A (WA, AL T2 PD IR OREE 3 MMELL L), CCL, PRFEK
M E RS RRAEE., . R, REEYYE., £703Ed). FikoFE, §FH3E
AL, 7T ral) A7 7 —BHEEK, FLTANPALIE, LA K, BREE3E,
AR SR . = L CHUESEK), ABEn S RIS £72I1X QTP WAL &ENHETO R, £ L
TABEHF D ADL OIRRETH S, PS X 1.0 ITHTWIEE QTP NE D B THALT NI &
BT, EIXE O R L OEPH (R/ME-R K Z# Z L IZRT,

HE XN PS OMHEEIX, c-index. PS OOMMOELDY | F L CHEAE FHB =
(standardized mean difference; SMD) % FH W T L 72 (92), SMD IZ2WTiL, Z D1HE

7010 RiiThdr e &, YT LH2RLEONMIIMBETH -THLZ L 2R T
(92,96),

3-2-4  KREHEEMT

W OE BRI DWW T, E\ GBI Y (SD), 7 2V —EEITHE (%) 2 HW
THEH L, FMMEBICOWTIX ADL OE/lOEEEZHB L, £ LT, —RILHE
ETFTNVDO—FTH % log-binomial E7 /L% | IPTWIEIZ XD EAD T EIT> TR0
Mic#MH L, QTP B2 MRAEEL 95 U A 7t (risk ratio; RR) B X V% D 95% CI % #E
ELT, —H. IPTWIEIC KD EA DT 2 To e EH L, BEFERICEHAL Ttk -
TWDZENRMFEENDI N, KDY TP A4 XL EOFEREADCTHEEZITS -
D, ZOFEEMOLNORIFONTZEAT D E CIl @BV HEEIND (97), £ Z TIPTW
BEIWZ R DERD T AT o BT LT, R Mma oA, Uo7 B#%E log &
% GEE # i fl9 5 Z & T.adjusted RR E A SIT O & FHE L7 95%Cl #H#EE L7z,
Flo, FETNAVICBT DLV 7B EEEY 7B ET LT, Mk R E
(absolute risk difference; ARD) & % ® 95%CI HH#EE L. ARD % H VT number needed to
harm (NNH) & & H L 72 (98),

3-2-5  REESHT
AT H @ ADL O BEABIT DUV T, b R O 2 38 5 72 I LA ISR 3 R Oy
Mr & 356 L 7=,
I. PSOMEN 0.0 F/F1.0CESKIFEHEOEADKEL 2, ZOEEGELND
WEMNRLZEIZRDZENHDHTD . PS DEN 02705 0.8 Dz H>H DR
E L ToMr
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. Ve hT =215 PDBETHDZ L 2HAT 2O EEZ MG T 572012,
ABEN S RIS £721% QTP 2L &b £ TOWRM ORMIZ PD IR A LT X T
W7o b DIZERE L Tt

1. FFIZ LD ADLICRIFTHELRY R 202, ERTPICFRZ2iTo T2
DIZFRE L THbr

V. fFiZ2E R EONRZEIZB T HHELIRBT 572010, ABE2 5 RIS £721% QTP
A SNDHETOHHEN I AL LD DIZRE L THHr

V. AL L CRESNTEMARKEICHET 2B HOEELHET 5720 58
HREFICHAERAEELZ S OBEEZ GO THN

VI. ABE/ 5 RIS £721X QTP 2L 5 S5 £ TOMMLUBICBERIND, BENLRK
&R O O B2 R 72dic, DLTICRTIZE &L GEE €7 LV OH AL
BT Z THH: RIS £ 7213 QTP O T Bl ha 2> HiRPE R £ To H ks LML) B &
DEIG MARE 7T ral) x5 7 —BHERE 3ol v EoWs,
Z LT PDVREI ORI O 2 3, WA, FLIERE),

I BEOV ZERIEESHIL. TRER OS2 ST O 5 st S 4E M 2z <5
DILAEMICR L, T EREOFIREZEHT 22 TERT D, T2bL, 2%
NI EMTPS ZHE L IPTW IEIC L W A S1F L, GEE % i\ T adjusted RR,
adjusted ARD, NNH Z#E+ 5, ZD& &, SMD 2 0.1 # FEISEEERDED LI
e alE. £ DOE# % GEE O ELBIZINA ., HEZIT -7,

3-2-6  #EtY 7 b
B TDOIHTIZIL, SAS software version 9.4 for Windows (SAS institute Inc., Cary, NC,
USA) & vz,

3-2-7  fREAYELRE

AT NLE LR PR A R R R EEZ BRSO AR EH TIT-o - (K& =,
H29-0517001), £7c. RBIFEOXIR LD 9 4% web RIZABA L, BIIEIZEBIT D
T—HXOERICH L THEST 282 T2, B AT~V U ES (2013 4
W) % EsF L3EH L7,
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3-3-1  WFZExr R4

Fig. 46 [I AR Ot GR L7 2 EME G MR EZ T, £7 . HHEEEICHEEGT DHZ
ETHELNak— MTIX, 1,400 L DML L= PD BENEENT-, 2D IH B, 5354
2ARIS ZHLF S THRY, 865 47 QTP AL ST\, & D%FRAEAED I
KV, ML L72304 A DOt GEMBEONT, 2055, 108 428 RIS 247 &4
TEY ., 196 45 QTP 24T STz,

¢ ™
16,432 subjects (24 412 hospitalizations) having “G20 (Parkinson
disease)”, "G21 (Secondary parkinsonism)”, or "G22 (Parkinsonism
in diseases classified elsewhere)” based on the [CD-10 codes were
;orded in MIA databank between Apr 2012 and March 2017 )

1,400(RIS, 535; QTP, 865) subjects met the inclusion criteria

r/l—:l had schizophrenia or bipolar disorder \\
319 (RIS, 112; QTP, 207)

0O had dementia with lewy bodies
111 (RIS, 27; QTP, 84)

O discharged due to death
62 (RIS, 27; QTP, 35)

O lacked the required data for ADL
131 (RIS, 56; QTP, 75)

O had the status of fully dependent ADL at admission
862 (RIS, 348; QTP, 514)

\Eubjects had one or more reasons /

[ 304 (RIS, 108; QTP, 196) subjects were included ]

Fig. 46. Flow diagram for the study.
Abbreviations: ADL, activities of daily living; ICD-10, International Classification
Disease 10th revision; MIA, medical information analysis; QTP, quetiapine; RIS,

risperidone.
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3-3-2 BEBHREMEmMA T 2R LI
3-3-2-1 BEE R

IIHTRIGAE & 72 o 72 304 4 DBF W FIZ-OW T Table 42 (277, IPTW IEIZ L D
BHDTEATOMOBEREIZOWT, EEH. 2FEF. PDIREIEOREE, £ L T CClD
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Table 42. Clinical characteristics of patients in the statistical analysis set.

Before weighting

After weighting

RIS(n=108) QTP (n=196) SMD RIS(n=108) QTP (n=196) SMD
Age, mean (SD) 76.1 (9.5) 74.4 (7.6) 0.20 74.6 (9.5) 74.9 (7.7) 0.04
>75 years, n (%) 69 (63.9) 102 (52.0) 0.24 62 (57.4) 109 (55.6) 0.02
Sex (male), n (%) 49 (45.4) 99 (50.5) 0.10 54 (50.0) 97 (49.5) 0.01
Main diagnosis (PD), n (%) 32 (29.6) 138 (70.4) 0.89 57 (52.8) 109 (55.6) 0.05
Department (Neurology), n (%) 25 (23.1) 124 (63.3) 0.89 51 (47.2) 95 (48.5) 0.02
>3 types of PD treatment, n (%) 22 (20.4) 90 (45.9) 0.56 39 (36.1) 74 (37.8) 0.03
CCI, mean (SD) 1.6 (1.6) 0.7 (1.2) 0.64 1.1(1.4) 1.0 (1.4) 0.07
Comorbidities, n (%)
Cerebrovascular disorder 11 (10.2) 8(4.1) 0.24 12 (11.1) 22 (11.2) 0.01
Dementia 23 (21.3) 28 (14.3) 0.18 22 (20.4) 35 (17.9) 0.07
Diabetes mellitus 19 (17.6) 8 (4.1) 0.44 9(8.3) 15 (7.7) 0.03
Cancer 23 (21.3) 18 (9.2) 0.34 14 (13.0) 20 (10.2) 0.09
Bone fracture 9 (8.3) 7 (3.6) 0.20 9 (8.3) 12 (6.1) 0.08
Pneumonia 16 (14.8) 12 (6.1) 0.29 10 (9.3) 21 (10.7) 0.04
Urinary tract infection 3(2.8) 1(0.5) 0.18 1(0.9) 2 (1.0) 0.02
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Surgery, n (%) 39 (36.1)

Concomitant drug, n (%)

Anti-anxiety drug 60 (55.6)
Acetylcholine esterase inhibitor 10 (9.3)
Anti-epilepsy drug 13 (12.0)
Opioid 29 (26.9)
Anesthesia 16 (14.8)
Muscle relaxant 15 (13.9)
Antispasmodic drug 8(7.4)
Number of days from admission to prescribing AAP, mean (SD) 10.9 (14.3)

Condition of ADL at admission(walking), n (%)
Independent 40 (37.0)
Partly dependent 68 (63.0)
Condition of ADL at admission(dressing), n (%)
Independent 44 (40.7)

Partly dependent 64 (59.3)

35 (17.9)

87 (44.4)
23 (11.7)
53 (27.0)
21 (10.7)
15 (7.7)
13 (6.6)
10 (5.1)

14.8 (37.2)

71 (36.2)

125 (63.8)

80 (40.8)

116 (59.2)

0.42

0.23

0.08

0.30

0.37

0.19

0.21

0.08

0.14

0.02

0.02

0.01

0.01

28 (25.9)

59 (54.6)
14 (13.0)
19 (17.6)
17 (15.7)
10 (9.3)
9 (8.3)

6 (5.6)

11.4 (14.1)

38 (35.4)

70 (64.6)

38 (35.2)

70 (64.8)

46 (23.5)

93 (47.4)
20 (10.2)
43 (21.9)
28 (14.3)
18 (9.2)
16 (8.2)
10 (5.1)

13.0 (31.2)

71 (38.2)

125 (61.8)

71 (36.2)

125 (63.8)

0.06

0.15

0.096

0.096

0.06

0.02

0.01

0.02

0.07

0.09

0.09

0.03

0.03

Abbreviations: AAP, atypical antipsychotic; ADL, activities of daily living; CCI, Charlson comorbidity index; PD, Parkinson’s disease;

QTP, quetiapine; RIS, risperidone; SD, standard deviation; SMD, standardized mean difference.

114



3-3-2-2 i A 27 OHEE

BYAT 4y ZEURET MKV HEE S-S BED PS O34 % Fig. 47 12R7, 4
#E D PS 1%, RIS #£ D median 73 0.42 (range, 0.02t0 0.95) T& ¥ . QTP @ median 7’ 0.84
(range, 0.11 t0 0.98) ThH o7, FLEEOHEMO DN O S, PSITHRICE R H
S TW/z, —J, c-index 1% 0.83 /R LTV, PS DHEEICHWONTER T AT 1
7 EFEET VOB IT R Th o 72,

100
.. 80 —a— QTP —e— RIS
(@]
c 60 N
d / \
o 40 / \
o 4 »
w 20 _4//
——a—
O c—
0.0 0.2 0.4 0.6 0.8 1.0

PS

Fig. 47. The distribution of the propensity score before weighting.
Abbreviations: PS, propensity score; QTP, quetiapine; RIS, risperidone.
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Fig. 48. The distribution of the propensity score after weighting.
Abbreviations: PS, propensity score; QTP, quetiapine; RIS, risperidone.
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Table 43. Summary of the deterioration pattern in activities of daily living in each

group.

RIS (n=108) QTP (n = 196)

Walking, n (%)

Total 24 (22.2) 20 (10.2)
independent to partly dependent 5(4.6) 8 (4.1)
independent to fully dependent 4 (3.7) 3(1.5)
partly dependent to fully dependent 15 (13.9) 9 (4.6)

Dressing, n (%)

Total 26 (24.1) 21 (10.7)
independent to partly dependent 5(4.6) 12 (6.1)
independent to fully dependent 7 (6.5) 0(0.0)
partly dependent to fully dependent 14 (13.0) 9 (4.6)

Abbreviations: QTP, quetiapine; RIS, risperidone.
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Table 44. Model analyses estimating risk ratios, absolute risk differences, and number

needed to harms for the deterioration in activities of daily living (risperidone vs.

quetiapine).
RR (95% CI) ARD (95% CI) NNH
Walking
Unadjusted 2.2(1.3t0 3.8) 0.120 (0.031 to 0.209) 8.3
IPTW 1.7 (0.9 to 3.4) 0.079 (-0.015 to 0.173) 12.7
Sensitivity analysis I 1.8 (0.8 to 3.8) 0.116 (-0.020 to 0.251) 8.6
Sensitivity analysis II 1.8 (0.8 to 4.2) 0.067 (-0.041 to 0.176) 14.9
Sensitivity analysis III 2.3(1.04t0 4.9) 0.128 (0.013 to 0.243) 7.8
Sensitivity analysis IV 1.9 (0.97 to 3.9) 0.082 (-0.023 to 0.187) 12.2
Sensitivity analysis V 1.8 (0.96 to 3.4) 0.079 (0.0001 to 0.158) 12.7
Sensitivity analysis VI 2.2 (1.3t03.9) 0.070 (-0.018 t0 0.157) 14.3
Dressing

Unadjusted 2.2 (1.3 t0 3.8) 0.134 (0.042 to 0.225) 7.5
IPTW 1.9 (1.04 to 3.7) 0.091 (-0.003 to 0.184) 11.0
Sensitivity analysis I 2.5(1.1t05.7) 0.170 (0.033 to 0.307) 5.9
Sensitivity analysis II 2.2 (1.01 to 5.0) 0.075 (-0.044 t0 0.195) 13.3
Sensitivity analysis 111 2.2(1.04 to 4.7) 0.118 (0.003 to 0.232) 8.5
Sensitivity analysis IV 2.1(1.1to04.2) 0.093 (-0.006 to 0.193) 10.8
Sensitivity analysis V 2.0 (1.1 to 3.7) 0.081 (0.010 to 0.152) 12.3
Sensitivity analysis VI 2.2 (1.3 to 3.8) 0.084 (-0.002 to 0.169) 11.9

Abbreviations: ARD, absolute risk difference; CI, confidence interval; IPTW, inverse

probability of treatment weighting; NNH, number needed to harm; RR, risk ratio.
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