ZOBETY M HACETALI20ak— MPFE>E

B - SBPRBFGE>HRMWBREBR (zF 28—

BRRY). .
m#¢1E?yx-vawoe;9w%—fmg
RCT HLEMicir BT+ 2300, #OKREI LR

ROEPNBHEIID S, FOBROKER, FE

BHEICXBDDTHY, LOHTHFV TN - H4 X1C
BET 2 b DA% v, RCT TidERICIZAS
RRRE LRI TE 2\, REBROKE S 2SIk
ST ELVIHEBT, BRIV EREELTLED
ENRBBEDCHS (Wbwa, type I error). LA
L. BREZRECBZT AL, K& 2BBRBRERT
bOIRETHENTHS. 7k LITKE RBABROH]
LT, 2V VST ORLN, WHABRIZOV
TEXTHBE, &9 LER R RRR e BRER
TNT, BLAMROKE SHERIELERE RV,
BEITL 0T, FRARMECL > TRKOD HHRE
RO D LHKLTHS.

- BRI EET h AN ORLMOR) oKL
BB L7238, AT 50%LE0EVAD bhh
12, FREENNZE) DR THL LWL, BRTLH

BARBRERB LR LS. EOTT b AOES
# RICBUTHo TS, PRVFELELVZ, H

B2 I 2 b TRV EHBTE LS. LiL,
IOMBEDARELER AL, BOWH) oL HBL
TT7 7 b A AHETI0%ULEDRE (NNT=10) TH,
W0HEREDH) DETHREL =SS, 1 HEPBEEE
BB LI BN, NE~DA Y17 MERE .
BHDHBT Y A ATHEHY, TOHREILBEN
&7%1900 RCT TRIMT 2720101, RBREBEY AR
{Fad, RMMLE2—LAFTFY VRT, MK
RIUFURERETH L TR ZENCES B,
SHIZBETE, C2AXPTHELEAR2HHE LTS
HERD RCT (Z L 2 RERRERIT, 55 BWMEDEHE
BEMT A (L AENINF YD OREMRE:
HDRS O HE) L) FHFL VY ERTWAEDIZHLT,
LB —REE LR T AR RET AL R
BMICFFA Y ENE [7T 77T 4 v 2 BB HEE
Ehoodd (MERPHRERTHBEOEEIERDD
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Kegk © KEURBERDIE OB & RH

BT b MER— & IR L O RHRAR).
ORI BERPD, I OMOWBCIT B WIRHTR

TH, ABRBERFEI L OPTbhB LI iKkoT
&7z, AMTIE, S OMBLRIC B b RFEEBRHIR O

CBEHIERL, FORBLBEEICOVWTRITT S,

1. 3 OWHRICBU 3 AMIRBHFRTHRED

1) SSRIO/AO%€F>, ®MFF YU, fluox- .
 etine Ti}, HMDRCEBEHINESIP?
[ARTIST study” : A D HE] |

REDTF4 =Y - FTHBRERED LIz DWOMBK
BHEET 18 MULOAREE (n=573) &K
K, B EHRRC TR EFY, NV FTY

v, fluoxetine DRI ROLB Z B L L129» B

DT v ALHEEA 7 YRR ARENESRHD Eli
Lilly # (fluoxetine fR5E) » 5 RW&RHE L 217 TRM
Shiz, S

[ARTH 1 OB"#]

T4 - T 7 TORMOBRERDOEZBE & &%

‘&Lttb.%ﬁ@HDﬁHH§7YAT55#,W$'
. ARCBRET FET7 IV AOMEMY & ELTI A A

i BRE 2 AMUAOERE S V& o -2 TiTbh
TBYHEHEZED/ A 7 APALTEREAHS. T bA
&R, OO EIRO M IS I L L T & v SF-36
Mental Component Summary Score (MCS) 2 TS Hi
Shiz ZBEEE, SRFesrs @=189), &M b
517 (n= 19.1). - fluoxetine (n=193) AAEHEE h7-.
8] » |
9% A TORE (FHMCSELBR) 1, HuFxtk
Fv (15.8), €V} Y (17.4), fluoxetine (15.1)
T, EBOEI R0k FRICHE ST QOL K
bR o '
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2) AR EICEIEEORDME TEARRES
2Bk - 7/-84S, venlafaxine (SNRI)
EEFDMDOHIS DRICVVEBRIIOTIE, &
RYRICENTEREDZIDEZSIHD?

[ARGOS study” : FEOWE]

TG4 7T &AM EOBERWRE % 21
0D, | OERMNBEL T35 DSM-VO XS
DO, MO, KAERELHZT 18RI LOMR
BE (0=3,007 %MK, venlafaxine & 2N F TIZ
B LTV R WS DRICEE L BT, BRECS

VTENDDOPERE L 4 BHO S 5 AEHE

F—7 R RRINEEHO Wyeth # (venlafax-
ine M%) P 5RARMES, A4 Y OMHBY
PIMGRRIC CEM S e,

[ARFY A1 > OWFR]

BEZROLVEVRRETORER (5754
2) DERELERL LD, BEES V¥ ALK
venlafaxine % 5 VM ZHERT & B 245 0% (BIEZ L)
CEYMIF SR Ty by AREIE, EEEEKRLT
VBEMICE > TR ERTUBEDTSL TASRTHRD
RIS 2. LBHY L THREERL, AARTR
venlafaxine (n=1,632), HEBWOBEEWRE (h=
1,465) Tix, gk F » (n=312), citalopram (n
=204), £V + 5 1) ¥ (n=279), fluoxetine (n=
248), INFHPEY (n=116) ¥ THo7-.
I

24 BTORMEIL, venlafaxine (59.3%) D75,
WEEYEE (51.5%) LY b EE-7% (p<0.0001,
OR1.37 95% CI 1.19~1.58).

3) SSRIL L P HMMEAMTERMRISERDL L
PolBE, BERTANEDL, FRATAED,
ThERMIBNBLEDESID?

[Sequenced Treatment Alternatives to Relieve

~ Depression(STAR"D)Study™™ : B DHE]

 STAR'D i, €XOBHBBEMBRL T4 <

Y 7RSS 18~T5 RO 4,041 ZHOARBEE

&, WEO SSRIERTHARWREIBONEP

72DSM-VAD oRMiEEEDEE BBEEOHFELR Y

KK o KIFIIRITZE O R#8 & R

XD ERBRISETY B IH) ISHLT, KIh) i
ELTEAL D AR RET A LR ERE U X
B NIH » 6 R &R+ 2 2 FHEL TS5 4 > FOF >

& AMLEBEARR.

[REFH L 2 DRHE]

STAR'D Cix@EBRICHEST LI L, L DELA
BOWREMEEBT 5720, ELLT ¥ ¥ AMEOAT
2, BNFECHYFTATOLY P2 BRTES
equipoise-stratified randomization strategy'® A< \» &
hiz. ARTFA 7L, 42DV PEEKEHh, L

RV 1T citalopram i2C 14 BMBR S, BRLLE
DPolBIRBETERCER, VNV 2L &

EHTI bﬁpro_pion. )V} 7Y~ venlafaxine b L {
RBAMECWH B 6N, FHARTIE, citalopram

_&:‘bupropion, buspiron b L { iZBAMEAEM S Wiz,

VAN 2 TR L b o 2B, LAY 3SR, ER
BTCRIVIVFEYHLLR /Y MNYTFY) v, kR

TR TIRAT ST AEFIY F 7 A LRFR

BRAENVEY ToAE Y S ToHENA. LRIV 4L TR, 22
$ THRBSP RO NA Ao B, ThETOFST
OFEFEHIEL, tranylcypromine (MAO HHEHR) b '
L { it venlafaxine+ I WFFE D &L L@ £
rbhi. :

[#&R]

STAR®D O&#Eix, L~V 1 Tk 27.5% B EMHIC
Fof LAN2TO, EEBROEMIEL bupropion
(21.3%), £ v + 9 U > (17.6%), venlafaxine
(24.8%) &L < B (25.0%), PEAIBORME
i3, bupropion, (29.7%) buspiron (30.1%), o
B (23.1%) Thof. LAV 3ITO, EEHOEFE

IV FY L (123%), U RY SFY Y

(19.8%), BEABRTIRYFYA (15.9%) b L IFR
BAVEY Ty (4.7%) Thot. VRV ATOH, B
EROEMEIL, tranylcypromine (6.9%), venlafax-
ine+ INFFEY (13.7%) Tholk. BEPLHME
R s LEROWUET B = LARB SR, EHLH
BT, 20MRCARRBERP o7 '
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C4) BEPSHFENSIONBE, BARROS
(RPMELL) THLRVLWOESE5D? %
hed, SSRICEIBRYMMEET o FH
HRETEN, Iﬂii‘iﬂl%% HBEDEAD
b ?
[TH REshvold for AntiDepressant response
(THREAD) study™ : IEOWE] N
8 WA DL L3 2 BIED 5 h49E (12< =Hamilton
Depression Rating Scale (HDRS)< =19) DK 2%
ATREEDSSARVELBBLTWA 220 ZOJK
BELHRIC, 794 IVEIC L 2BHIE L SSRI#
EOHA (n=112) £ 79547 VEICX 5EBBED
& (n=108) COEBEOIELENL L7 12:8M0
5 v ¥ A LB — 7 3B BB, HE NHS 6
EEREEZITCERMEINL,
[HEFY 1~ OB

7942 - rTCOEBMLEEL LD, R

DEYHTES VT A THEY, 7o b sEEE, T
CHBREYE Y FIREORERETS L IRRS AL
BRFEREE 1C k o> TH7bitse. SSRIBE, WY
ETHNASSRI DEE/BIEIITETHY, 788

BIRHEDL CX AP TV RYRMBETO LWL ) KRS ¢

RTI, KR ENHETHNIE SSRT DRIEIZ TR :
WHIEIICRKETO b I—=NVThHot.
[#&%R] o

- FFRERIMPAO SSRI AR GHARTIE 87%, RBE

%ﬁ’(lﬂ: 20%THot:. 12 AHTOEMEIE, SSRIBE
BB (41.7%) 1oH L OSSR (24.4%) TEOR
 BOKESIEINNT=6Thor. SSRIZHHALAEE
£, ZORFHFRIE QALY H7Y 20,000~30,000 X
v K, NICE #5834 5k M5 82 T\,

5) Escitalopram & /U MY TFV/Ic& DR

B, REMNLERS -FR], B0, 8
REEER] EV o AEREAFHIENTH
BEBIREDIDTREVNVERSIH?

[Genome Based Therapeutic Drugs for Depression

(GENDEP) Study : IR DHE]
AP EOA S OMBET YV — FERD 2 BEE N

‘& (n=811) T, escitalopram &/ P 7F ) ViC

LB MESREREILA, 2EBNO O Y v ¥ A{LHE
F—7 R (n=468) L @ BWREHKICL 28y i
FT—7VRE (0=343) D2 0DFHAL LA SR
s T European Commission Framework i
LREVELBIEMmE NI,

[BRF ¥ 1~ O] _

BEBRIGESTES L. 9B BEOMRBME
ERT 5720, WREORSHBROTERHFAESK, 2
RBEL R BB, ZORRIBINEE OB
BRBRBER L4 5ATH equipoise SHEAR S 1Lz \»

CBER (EL5 MY DTSN TEHERRETRY),

ﬁﬂiﬂwfrwfmxméﬁuﬂf) HysLnd777<
T4 TRHRTTA ko TnA

[#R]

12 B TO escitalopram # & / V) b SF) VR
FEL Y OBME, I AELBERBROS ERR L L
7234, MADRS, HDRS, BDI THOHEREZ, & Hic
Ehhdol ERETECRST2L MERM2R
B Rl & [Ra i escitalopram BT X v 20k
BRREN (BOBOp<0.001), [HEMEEIR] i1
JYFUTFY VBT EEERLE (p<0.001).

6) 5 OROBEMABEVTHAR > WA
EPRT 5BE, ENRFBROBVLEETHA
BRBE S VAREREERTOLES 507

[Multiple Meta-Analyses of New-Generation Anti-

depressants (MANGA) study™ : I OME]

CBRAORS ORI L CHRAREERN THEA LA

" 12#0%EH> o% (bupropion, citalopram, a0

o ‘./ escitalopram, fluoxetine, TNRFHI Y

INFVTGY, INDG "?’P_’_‘/_,' )iu_f}'---i:*i‘ >, rebox-
etine, £V 51 ¥, venlafaxine) DBREMEMEL
WL 05 Y § A {ElBRB (n=25,928 ; 1991
F~2007F 11 H 30 H) ORBEHVE2 -2 A5 7 F
Y Y AMFbhe. BT intention-to-treat £ M TAT
b, ERFHEE 8 BE ITBIT 2 ERKIEE L HH
BRETH oz, FRIMAEESIIZTTICER S

T,
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[AEF Y1~ O%#]

X5 OWHT B HHEA D oROERMC T HHER

EA B TR-HULRERIBONTELT, IR
B % b W L BKRRIES bR Tw
3. ZORD, XJOWMHT IFRI) oRORRE
BRiS 5 = & % BICEER b I 2 OMBRBORRE

PSRBT % % multiple-treatments X ¥ 7+ ) Y AT -

¥ (WA
[#5%] . :
SHEBIZBIAINIHFEY, esc1ta10pram venla-

'mmm,twbvu/owﬁﬁm$m.f:n#k%x‘

(BOBDOR:1.39, 1.33, 1.30, 1.27), fluoxetine
(BOBOOR:1.37, 1.32, 1.28, 1.25), 7UH¥4
IV (BOBOOR:1.41, 1.35 1.30, 1.27), /tm
F¥tF v (BOBDOR:1.35 1.30, 1.27, 1.22),

VEFEF Y (BDOBO OR:2.03 1.95 1.89,

1.85) LHELTCHEBRICHE» 7. reboxetine DHH
RIS®iE, OVTFhom) oRL ) bHRICE o

escitalopram £ b5 Y Vi 8 EEIC B B RS
BEL'C!BE&?&H%%TL FanxeFy, TLVEK
FHIY >, /*EH’F'E:?"./ _reboxetine, venlafaxine iZ
{HRTRBEENED o 7. RADHEED 5 BEOKX
G OMOBBMAME OB, HRME L REBRECHLT,

abbﬁ:xv5n77Aatwb7v/#Enfwr
WABZLNRRREN TV

Bbbk—vﬂwajﬁﬁﬁkﬁféﬁﬁ

 HHMROAIMELTET 5 L F HC, BEICE
BENENBREFRIARL Vo2 BEYLERTTED
Ak B S RRERT T b T VTR S R BOR
 REHRT B ERNLBRRR (ANRLML R X
BB, —F, FETHR L7 5D OXFMMRRRO X
3 i BRBARRIEC BV TEOBRMENALIR Y »
2dH 6-0:&\’&#@5‘?‘\’: L EBIC Lf:@:ﬂ‘?? Vi
F4 97 RBRRE S D, SNABELTEETRI
i3, % OERORCT (TR % HEARRER) X HRY

_mawwmnrﬁn FORBELWRTYTROONE

v —‘&'{ETEE‘EL MiRE (B LME) BdsLw

Kotk o KEBEGRTF OO R & BR

SHHICH B, FITvT4 v BB, TOKRBRN
ﬁﬁ#k&?bﬂﬁ&#bljk?%%@fﬁ&( B
MIC [ZORBERBRNDZOH7? | Lo RHRE
BB AZLZERLLTVS.

— BRI 2 BRRBICEAAR S W BB LR

BROBRASNEREOS VIR, S OMICBNT

Rz lvbhTns. RBICEAARD R BHE,

 —ENCERESE, BARERISRVEVWDRT

VE. CORDMBMRIE, KBCHIRBEATHE
H#LBOBREO ) b2O—WLPRBE LTV EVO
HabT, FYFAMEEFoTS, HRECHET ZER
KXoTT ¥ ¥ AMEAHEBENTLEY, RO 2RR
RBRABoTLEI EVIBMIDE. Thoe BT
X, 4HO D OREMI T B KRBT O BT
ik, BRBRCE Y BBNELAEDTY by ADEY
EROMCT S Z LIRS, X YEEEA GoBE)

THOBMLETVE I CHMITL (& RIE, FPHIE
HARE WERFEEFEOENRY), £LTEOX
EMEEBHOIRY (&2, FEXBEROE

BEFCRY T -LERNBI Y-V T AORLR

BREREOERE L) LV k.

—HC, FHTH 1 OOKERRMYL 2 —L RS
THIARRLA L), ERBORBEENITLA
ECWHODBEBCER SN -HOBVBRARLT
v, ENESRPRRLCHNTHZ LT 1 DOWRET
IRBRAT R o 2 b DN LT b B —EORRE O
TWEWIRF v 7dHb. Thbd, 2¥T7FHYY
ALBHRE B RECRT I LFTESL, bl
+ 5 LHRBIIA S CAERI I SEE R HRE W b
ETEDPD LAV OTHS. Lir Ll 4 QBRI
LR, ERRAATRRLE S 20 HERR  BHE
LTRIERICT —5 20, EROBY 5ELVHES
EABEL 25, BBICAST ) AOEAE, WS
A7 AEERU TR bR, —RIIC, BIREER
MEEE, FRERIERERRL )b EoRLE VI RY
T4 THRCIEDH T VFEERT, AEENZVE VST
B & PSRRI B AR L L b o e BFRIE & BT
EHESARW, S5, FRORSRBAF IV RAIES -
5T %) EFRRERE, BICHEISWTRCEShAE
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b, BROBWS v ¥ MMLLESRRE VERERFR LTV,

é%hkﬁ%?é:g#.ﬁ%0197%vvzn?—

FRRHTHILITEY, BANS OWAROM LI
BHBZ LIRS NBDTHS.
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KRB RFE OB £ AR

5 &

KRS RAREFA LT

BIGFRITAROER & RS

KEY WORDS T

- STAR*D

- CATIE

- STEP-BD

- GENDEP

- pharmacogenetics

SUMMARY

BRHEAOTRICHREERNPPbo TS Z LIiXE
BRGNS S E S ThD. BT, WHEE
DBRRICE A4 0FFEHT Y RELBVET] 24
BEE LT3 L ORBAEDE SRTVh. SRET
‘ 2, BRREFTIO—F (candidate gene approach)
AWE L ATDIT & 2o, EECRETRITHEA O
27 ) AEBROBIMIE, 5 AT 4 FEEEH
(genomg—wide association study : GWAS) 2SEIH W&
Lotk ZOFRR, SETREORENER R
FAENRFHETH Y, FECEBORBERE, BOK
A b 2 WIEHERIC BYT bIUER L TR
B ZENTED. EORD, BYRBKHET A
YL OPEESNEHRRYT VIV ABTEHRD

N, HEARSBVLOLBEESRL. LiL, EBiC

R, EECBT 2 RRITHLRET Y, BRE/RYC

KEE"S BETR™ LEKE

EE, APV TARKRENR £ F A L AR ETFHERHESE
BHE2HhTWS. LHL, BHEBERICKZEI N7 b 2E5AHRE
ChETICBLOhTUWAEL. ZOERICE, HRTFYSICBETI &%
TEEHPFHY, ChETILES h-BIEFHRAMEOBEROBIRICE
EBPVDETHS. KABRBEAREIEXLEEPHNEDELTS. B
ROFEEL(EZL BEFE{HBOIVBERRETF I ENT
H5HCHBREFRENHELZREIRTICEICEST, DIHTHABERE
L4/nab&$zam%m%§ﬁa EBTES.

nifomwfm%f%&wiﬁ%k@ﬁﬁﬁ&&éh
BEIRhoTETEY, GWASBRITH L8R Y =
ARERATIRE, BHEBORBRIOLDIZEES

- RDEWEHILETHS.

—%, EPREORRICIKE2BEERHS. 0O
39 ZEBEOERCHI2BENSHREZEHTLLD
\“HEFM{Z (pharmacogenetics) & V9 FIEAT 1950
FRCEERSN:. T, EYRSOEAEIPIDS
BEFHGE L L TR AR BRR R T B OB A B &
h, 2o, ¥REROBELZHNL TV BORET
BEANLERANFIBRINTE L, EHRER AN
B2, WARBOBRRICERECEYRESAVLRS

;RN OSUS LR EEA O MBI IR & 2B

E?ﬁ% 5. BEBRKRCHVLRTWS MHMEIERE

NTHOBTETHY, 2OFRRBEEACI bR
EFIRE POBLOBBTHKENTE 6T, KERE
MR FIC B L CRBADR b DFIET 2 Wikt

OuTsﬁKI Tsuyuka, INAGAKT Masatoshi, YAMADA Mitsuhiko/ * E 24§ - MEEMRNZE L » 7 — W RETER BT Iﬂfﬁ%ﬁﬁ
Yy, § ARHREFRIEARERES, TR VA V-vath  AF4 AN —RERER - TR
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B,

RETIE, FHHEHEBO KB RRIRAE SRR
MBFZEFT (national institute of mental health : NIMH)
RLOAMHRARICL Y ERK S /. STAR'D (se-
quenced treatment alternatives to relieve depression),
CATIE (clinical antipsychotic trials of interventional
. effectiveness), STEP-BD (systematic treatment en-
- hancement program for bipolar disorder), #h¥ho

WROBMICOVTE, FEREEBRINZWT,
CNHORBES TV 27 M T, FEHTERICHE
T BRTOMH b BB OBRIHN ORI P BERERE R ¥
Wi LB CHRRINTBY, FRNLRETR
FRFELSRATObR WA, —F, I—uy AT, K
#Z B (european commission : EC) NR&EICLY,
5 OEOWBEIS M H L2 A2 Rl R
METa Yz Z b3 The GENDEP (genome-based
therapeutic drugs for depression) Consortium 2 & 1) %
BahTns. :

# ZCAM T, STAR'D, CATIE, STEP-BD @
$3 7 V& iV 2 RIZF AT B & U GENDEP B0 &
oW, BUHETFA VICEB LTERT 4.

1. MERREICS D S ARMERTRE

~ FEA LBl s oomrennamroys s

RAPL

Aot AN |

CREFTCHE STV AAFERRFEEFAA L
BETRFIFRLELICE LDk 5 REERAZN
FRTH B, HREVERBEETHD T L PEMEE
R7— 5 2RE LTV 720, SRbDY Y7L EFIE

| L TRBREREEC AP DI REFRRL LS TbA

Twa, LaLl, HEBRICKERA V787 b 525
MRRIAETTIELRTVEW, FOERICIE, A%
FHA VIRET 5 S E S ERMFHE. BRAT,
=S OHROFELHMICOVTRE L, SHOME
FRIFROHOMEEX TBL ZLRBETHS .

1) STAR'D = &} 3 BEEFHIK

STAR'D &, ) oMOMEMWFREH O, LOKE
LU TREL: STAR'D 7V T XADHTS v ¥ 4
BOTET B FFA Y OXBSHREABRRR TS
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% (http://www.edcpittedu/stard/). 75w REIZE

oA RTwike,

STAR®D = 31} 5 BIETHN I 2 A4 Bt &
1 ERICRBS e HRSNEC REZHFREICD
WTHE BB L4, STAR*D 2InZ 4,041 %05

b 48% 5 AR A 5T DNA Ot % 2137 STAR*D

DI WIEFHT IOV TORIAT 2000 FEIHE X
nTwaY, : -

STAR*D T ) 2R OERFEAMIZ 16 HE D 2 DR
HHFMREL BB Y, RBTRER/FEEMEE JUS/
FREROZRKM L BRI T, TOBIREE
BBEL LR bERLTWA. L, BEEaT
o THELIET BHE, FEOS A IV 7k oT
HREIRECRE2LVIMBEELS. hidlid>
EORBREFEITCBVTRE M E 2 5.

STAR'D Ti&, EMROY Y T NMITBWTH, BK

BCEWHRAC I B BEIBIRICBINT 5 2 LR

ﬁL%Tw&E®N472##fu#Eprwa.E&
MR BEFETOSE, BROBRNX w,ﬁ%"?,‘ 7 %

T—7 vy 7DD E DAL RE L - RIS

LR TV EONS FRABEET 5. 200, Tk
DEETT TR TV AEEART, X512/5f 7 A%
BT T Y IRERSND S & Ll b, FRAE
ELTVABERE DD VIHCELLEY &, WIER
O—BALTEBEERS CHES DO TH ) ERFBET
%%. STAR*D BMELAE X CRETHECARL
oS H & Lk o 2 RE OBRISIC BV THRZD
AONAEEEE2ICRLE. KB, MEFHRCAE
L REORFFEER, RIEUA, SHE, BIEE,

BREFHS, AE (HDEE) TRI-H T OH
EVEPoT. T7ZVART AV I ADOGEWErF o7
Wk LCHEEIEN D EXBIT OB, TOFR
OB RNERERE AT 5, 75, X5 OM
¥V - FALOBARESIY Y — ¥l ARLE
B, SERmRaR, EREEARL D, BRNCEE
REOHHFL ) REFERHCAEL T AT L IREA
TwaY, '

b, k- MAESANRRE ST, $v 7

VY7 TCORBOLRTELT Y M hAOWHICREE
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R e KBUBERTE O MR L R

1l HEIATVIEZETOY 27 bPOBETFRK

RORINE - EEE (QIDS-Cia) RARET LF 3 O VREETR
: -RfR ) Za-FELA FEEE
~Rit ZNUBEGE (FKBPS)
RS SRE T
A5 EREFRE (PDE)
0 b= VEE
- DT ADA REGERRIFTORE (328 R
5 I~ ; SOREHAGE(EO M=, I SZ/BIELE 68 BIETF 768 BH)
JLDAR :
- BRATERRE (MEPRHARD) =ERET RYEERSE (5 BEF 15 BH)
-t VOAEFIUCKDMS ORRGESE (4 BEF)
FOBWER - AR B L SOREBEE(£0 A=, FIL9 = VEIRE 68 3BEF 768 B
2 - FBICER = RET SORESEE(EO MY, JILIZ VBIEE 68 ﬂﬁ? 768 HE)
. : &SAT (CREBT) .
: : 5 JL04 R .
HOBFT—5" ) o
SBEOSDRIEY - REEGF ANLABSE (FKBPS) S
E=EER (DSM-V) ’
‘ - K3DO% RAEEEET AL ABSE (FKBPS)
. ALV D AF 7RI (CACNAIC)
5/ LA R ‘ S
(DY 7IeD
XFIRHT)
CATIE
FIBREP , -
KRt BiEE (PANSS 237) gﬁﬂﬁf " G EABYIJHILEERATRT (RCS)
JLDAK . : :
- REBERPNERD (9118 REEET O, JILSZVUB, RNRNEY, 7EFILIOUY, ERSE
~EERA Rk VEBEONTRET 22T H. AR - (8 - MXEE (118 mﬁ‘ﬁ
-(EENn 2, 769 %&)
-EEE (PANSS 207)
-IREeRY (B8)
- ROEIER WACE Y ey N PILOA4R
MRS 5 /LT94 R ,
+ REESVERTEIR ) 5 ILI4 R .
) BRI AERVT REEET RISZ >, ?ﬂz)l:l h=, JIL9Z U8, GABABSEIZY (118i@fE
. ‘ » F 2,580 B :
C RO - 7o R AR REEET RBiwsR
DR T—5
' - FIZERAMEE FHaET 2+ T ABE (NRG1)
' U /B{ERER - (AKT1)
- WRAT-3 RS BRETT Y T7ABGE (NRG1)
_ - SEIESER RAEBET 3+ TABBE (NRGI)
: - BIFE (PANSS ZAO7) -  (#EBGF CEREY I IVGERGAT (RGS)
HKEER (DSM-NV)
- - REKBE (OSM-IV) 35 el ‘O~ /B9E (SLC6A) -
U 7ARE (NRG) r
4 F/L04 R : , .
STEP-BD
RIBRE
ORI CUFD LR /L4 R .
HERDHERK (DSM-IV) N . :
. ) - WEMEE & - . {REEETT O ~Z/B8E (SLC6A4)
- MRS IR, I, T/ LTA R ’
MEKAEES (rogEHEEY >
2L EDAFHEIR)
GENDEP
EEaGy .
- RO - BEE (MADRS) REBET 0O M= /B8E (SLC6AY)
. : ‘OM=Y, /W7 RUFUVEE (10 BGF 116 SE)
FSLOAF : .
BEEGEF«BE O t\:yﬂh! (SLCBAL)Xx SA TANRY b
SEOBIER - BIEERR RIBEET ORIy, /W7 RUFUV/EAE (9BEF12358)
RROEHE (DSM-V)
' - REEAS DR LB JLDAR
- (oY INLED
: ASRAT)

QIDS-Cys : 16-item Quick inventory of Depresslve Symptomatology Clinician rated
PANSS : Posltive and Negative Symptoms Scale
WRAT-3 : Wide Range Achievement Test 3

MADRS : Montgomery-Asberg Depression Rating Scale
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| % 2 STAR'D %2 7NOADSH - BRGHS

HRAOR :
Fis FHLSD 40.5%13,3
ATE . .
BA (%) 3,085 (75.7)
BA (%) 709 (17.6)
/B (%) 272 (6.7)
BEEH FHESD 13.4%3.2
|1 .
M (%) 2,311 (57.3)
%% (%) 1,489 (36.9)
BE (%) 234 (5.8)
BREHIA (U.S. $) FH9+SD 2,419%3, 143
HEIERE ) :
s (%) 1,207 (29.9)
BEYE/EiE (%) 1,663 (41.2)
HIE/BER (%) 1,037 .(25.7)
SR (%) 128 3.2)
7 S I :
BAIOAS DRIEY—RrOOES FH+SD  15.0+13.1
KIDRILY—RE FH+sD 5.9+11.4
BEOEMRER ,
&Hh (%) 667 (16.5)
&L (%) 3,370 (83.5)
THEFNRFHEDS
0 (%) 1,510 (38.2)
1 (%) 1,028 (26.0)
2 (%) 607 (15.4)
3 (%) 342 (8.7)
43 E (%) 465 (11.8)
REQOIEY—K: '
FRERIBE :
TS5ATUTT (%) 1,575 (39.0)
HPE (%) 2,466 (61.0)
SDERRAIF (QIDS-Ce) FHELSD 13.8%4.2

42.7%13.4 38.4%12.9 <0. 0001
’ _ 0.0014
1,526 (78.2) 1,529 (73.4) :
313 (16.0) 396 (19.0)
113 (5.8) 159 (7.6)
13.6+3.2 13.3%3.2 - 0. 0003
: : <0. 0001
1,002 (55.9) 1,219 (58.6)
715 (36.6) 774 (317.2)
146 (7.5) 88 (4.2) :
2,521+3, 202 -2,318£3, 082 0.0125
: B : ~0.0017
545 (27.9) 662 (31.8)
838 (42.9) 825 (39.6)
493 (25.2) 544 (26.1)
77 (3.9) 51 (2.4)
©16.6%£13.9 13,5121 <0. 0001
6.4112.5 5.4210.2 0. 0009
0.0123
293 (15.0) 374 (17.9)
1,659 (85:0) 1,711 (82.1)
<0. 0001
781 (40.9) - 729 (35.7)
510 (26.7) 518 (25.4)
282 (14.8) 325 (15.9)
133 (7.0) 209 (10.2)
204 (10.7) 261.(12.8)
: <0. 0001
846 (43.3) 729 (34.9)
1,107 (56.7) 1,359 (65.1)
13.4+4.1 14.5+4.5 . 0. 0283

QIDS-Cy : 16-item Quick Inventory of Depressive Symptomatology

% bOEFHRRBEESATLES &\ HBT i I 1
TAMMBALET HZ LML LHGN TS, STAR'D
BT ARETFENOL S 2-BEOY V7)) ¥ 7Tl
ZORM S EICE LS L LR DO TEIRREOBR

MBS K2 2BR,

2) CATIE K& 3 BIRTFHIF
CATIE i, HMHRELHRE LAXBOSHBRE
R ¥ ALEEBRBRTH S (http://www.catieunc.
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(McMahon FJ etal, 2006° X ) &) .

edu/). FRTI, BEMALEEREICH L TEHiS
NETUY 27 NORCERT S, CATIE Tit, 79
L RBRBINTOR,

CATIE 2 BV 5 MZ TR BT A R0 BALA D & 89

CLEBIMMEA, 1460 %0 CATIEBMEDS %

51% X ) DNA % ¥ 7 Vst S iz, EHRIZ AR
WL VEBENY, BEFBITIRNESCRLEFT :
ERLTWA. : :

CATIE Tik, BMLABEDS { HHFIRBMERCT
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| CTRARBRRERE R TBY, ) ORPASEE

EBERELTOEELPRPETRLNA SOZE
i, PURHRED UG L B BT 5 MG T- WA A
ROBRICBVWTRELRBMHL 2 oTVAS,

CATIE TiX, EFIROY Y THiCBWT, FHRE
HHLHSRMENEERE 2R T B - BHERFEER
ﬁ (positive and negative syndrome scale : PANSS) &
EPLATHEEOEEREZ b OEABEL &Ihs L
B0 T ARG TRFEL TS, BB RIETR

HOBeE, AREELTVIRERLOSWEIZELS

FOREYKREBSDIIRY, BHRERO—BALT i
ZREHERS. BEFHECARL-AFE 25 T8
VREE DBWET, FR, W SEE B, &
BRI, BEHOIQ ORBIEEL ShEHMT A
b, BROEE, S SEMRERORRESICEER

ERadhhbork., LiL, REFHRICEAELLEL

HTH, PANSS ORBANHEIEBTHSZ L, B
EORW/7 v 2 — VEGF/ERENERICBEN ,, #
FRERT 7V HRT A I ADNEFRCS BB L, »
RENTWVEY, '

HBICBRRH ) V7 CORBEO LR TELETY b
HACKEREE b ORTRERSATLES LIl
BT ERMEIC B3 2 BlHIco VT b AMTH B,

—%, CATIE i2 3 2 RERBERET OREY B
B L L RETRIECE, 2h— SRR RO
A VEERE o TR R o7, HEBEE LT
NIMH THRShizay hO— L4y 7 hhs, #,
i, BTHEOABEERBL Ty F 8 b0% R
RLUTAWTWS, LiL, T7UART AV HIAD
%, WEE, BHE BERRCAZRENDok &
BI, IS DHFREVLY &3 b v v 7oz
PEELTVBRTTHS. 0L Ty F 7t
FCERENTORVESINRIIE TR, BNET2%
ERBERETLERTHE LI, MOD LKA LHY
BB 3, |

3) STEP-BD (- &t 2 @5 F T
STEP-BD i, SUBMEREE % WK, KWREZTT

<, BATBHREL SLENAMRERERSDRBE
ATFHHES Vol10 No.4 2010

Kefk o KEURERIRIFSE O Bk & R

PHRERET 2 KBERFETH 5 (http:/www.
stepbdorg/). 77 HRBRBPRTHE,
STEP-BD TIZFFREBME 4,361 £D D b 48%» b
RIZFHESMORELBTEY, 2055, DEHERE
EI8 BPI) i362%Thote. '
STEP-BD O¥ HEEEF MBI RO, HAHE
DV F Y AREHE BT 57— ¥ v b, Bl
AHLEY— FREBCHBIN TV LEPE LSRN
T, WROB IS Yy ATRAIE, B
LIZLISHASDETRE SN TWAE L, 2 EMHIT
Bh3, -
STEP-BD I= 8} 5 RERGBHEREFOERE HY L
LRETRITIC BT, SREIC NIMH cHks
Nizay ve—nHr7WBERwLhTwSE, v v+ v
FHHHIE ENTORGE Y 70 & 2 IR
RICERT A IR BYTHS.

4) The GENDEP Consortium (- & (¥ 3 BEF
.2 '

GENDEP #2812, i DROWBMEISHEICEE L7
ABELSHRERFR TP 22 b THY, 3—ov
AO 0 EBFBMLT2Y Y=Y T AFBRERTY
% (http://gendepiopkclacuk/). EARIZIE, BRI
HEFRRFFEER S & EERBI LRI % A v 2%
BMAERS LY 25FEANERB SO 22 VCh 5.
ARTR, BRIERFCOVWTOATET 3.

GENDEP Hf2Rix, +v b=V RWAEBET 2 2R+
O b= B AKMEER (selective serotonin reup-
take inhibitors : SSRI) T# % escitalopram & J V7 ¥
VR CRERT RV Y TFY Y (SERED©
% 1 TCA) 02 %Mz 12 BMORSHT ¥ & 2k
F=FVSNVBBTHE". 75 e RBIBIRTY
2. B OB OEEREEME I ik, EYIRY/TRARNY
> OmFFERE (MADRS), NIV b3 SREHER
E (HAM-D), Ry 7 ) O#liRE (BDI) » 3 &K

BEHUSLATVS.

GENDEP #f#E0 70 b 3 vi3, RBRESNFME
EERELTHFHA Y ENTBY, BBEZFTTAA
FT—09NATHEIE, BREIERAAI=ZLD
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ECEENRBORS S MBCRESATVS S
&, P OBOWBBBOLTVWHBRENENIL, T FE
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GENDEP DT 3,177 BHA 2V —= v FH%
Ly, EEREZHE L8l BRI B L.
EDH B, MBEDBET Y Y AMYHIRTHE, I
YYABDY b, %%ﬂ#vooﬁIE/wF&t#
OREAECABRESRL N

- =%, BEBNE 81l &ZD ) B 706 BT GWAS DX

BESRED, Z0T06BIMHTE BP0 1054 &
Bt BHE, O OREEE, BEMRCENE
o f:‘b*ﬂfﬁ%ﬁ*ﬁ y o AR

%ﬁmmmm%fm,aﬁmmmﬁmugnam%i
ML B O BREO—RICTREZERL TS
D, 75 RNBREBINLGE LBV, BETH
RIET OB TRV, FRCTBALEHRET TV
7 P OKERHIRIET S L RERILNE L TH B,

75 RNBRIEVE, 7T RO L BE

THRFE bEOLRRL S, WRNERBOERE -

A B E R B TR EETH 575, 7

5L RRSRIH 60%, 7 K75 v AEIH50% T
55 EVbNTVAHS DB TIIEIC T T & RAHE

BBV EOBBRIAEY, KoREZRBT oL
AREEL 5. STAR'D f4E, CATIE #F9ETiaskmit
BADT7 FETIYADE=S Y Y78 iTbh Tk
v, F7, BREEZEOFBELEIATVOEILY, T
RS, KELHIBE RS,

ﬁ%ﬁﬁo*ﬁkﬁﬁ%ﬁﬁﬁ#borwécamﬁ

| RRIGENHIES S LR THS. ThETI, ST ¥
FRFEEZHVTHZLOBEFEFBTORLTNS
2, ERREOWRICE AL 0FSEHEIREL L
VET) AEBEE LT L OEBRIEN L ShTY
5. UK FEONSEERTFOBICIBRLEOT Y
INPRETH S, REBTTRICLDERYF v 74
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Zid, BB LEVEFOREE: BEO» bHE SN,
ek RIERILTI B0% & LA, MM fERE 112~

1L20BEEZRINT 5 OCLERT Y T VRETHE

IS LT HES, ﬂm%h%nsww&omozfozﬁ
v&%tﬁﬂ%&h%m

L2L, ﬁ—ﬁ%ﬁﬂﬁf%b%/7wﬁkﬁmﬁﬁ
bbH. FO0, FEECRSHRERCATERY V7 -
VBERREURF T TV~ 7 AMEAEA T
5. Lal, EROEFEFRLSSEBNLEE 2V
2 bOF Y I VBB HTRNCLZHALHITHS. E
B, GWAS THREL $hTW3 p<5x107B# L7
HERITLAE R, [FTEEORBEMTED X 7 5FHT
DY VTN A4 ABIURRFBE—Z DLV ERZL
72 0THBY. EESREENRIZE, NovrrT
VAT L BBHCR L E S RBEAHONE & 2 2 HET
5ﬁ%ﬁ&%ﬁ,Eﬁni%ﬁﬁﬁoﬁﬂ%%bbrm
#Tha

—F, PYTAFAXBRECELLOETHoTD

HEREHNICEBELEREBONRT RS, LELL, 0
ZNBRIICER L2 DO L) PIEFRFROFMER
TRL2. SO LI, DRICERLTELEND .

BHEBO L) RS ETFRAICENT, BRE~OK

BB L TR R RET PR PHOPL R

WBRO—D & LTREDEDENREEITRENT
W5, XHIERE, POoRRCEBRGICERIAF Y
TVEHCSZ LICE o THRORBD B HH D L #E L
BRTVRY, BENICIHRRNDS.

STAR*D, CATIE, STEP-BD X Hi, HED
BB~ — AL A B LT 5 20, EHE
BOBOWY AALHNE L, BRI T2D, +
7 VRRDRERIIKRE . I, SHRICL AR
By 7Y v 7, BERRETFEROKBLTLY
LT L% 53 LEIRRIC b BT b v REE 25 &
R TR DS - LIEHSN T3, SRR

%uéﬁw#sz&uﬁﬁééxvzbﬂﬁ&~f
C, REMOBAICBTAE RS EAE L S¢2Th -
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STAR®D, CATIE, STEP-BD Tik, WEBmMED.

| B A ANESRE AT, RSN T S
7 5 ECHEN R C & S RRHEARA TR B THERE
#ZTELY. BEFHRCBCAMORREIEE:
BEIE, BRI 5> CREFEECLGRPHMEHR
RBNLTHL. EE, BBy I~y TSudzs b
(http://hapmap.ncbinlmnih.gov/index.htmlen) I &
D EFORBAHOMICERTVSYY % 32 Rk
CHENS SN RETEEY, MORECIEHRETS
BVBELHE. U TIABEEEL, W OPDRE
FRA LTI [REZ B2 TRE 55 HT
SR BRI BB, Wi, [RERRNLES
EORCRETSE] KT DRUNERE CREDR
HIllithks.

I VEHH B, EREOMBEL BT
BRbERRE S HITHT T — 7 T L 5E L TR
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GFIRBOEENZERE V) L) REBOb L ek
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I, RERBEROLVEENRBEL 2 NBRRY
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ABSTRACT

Objectives: To consider smoke-free policies for the patients with schizo-
phrenia, the present study examined how smoking behavior is related 1o
hospital readmission among patients with schizophrenia. Methods: A retro-
spective study was conducted in 2007 on 460 discharged patients with
schizophrenia who voluntarily admitted in the participating psychiatric hos-
pitals ar first time. We reviewed smoking status, readmissions, and other
variables including socio-demographic characteristics, process of care. and
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of Psychiatric Hospitals.
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social functioning at discharge using the Global Assessment of Functioning
scale (GAF). Resulis: The rate of cigarette smoking in this study was 42.2%.
The rate of smoking was significantly higher in males (56.1%) than in females
(26.2%). Mean GAF score at discharge was slightly higher in smoking
patients than non-smoking patients (g = 0.18), Cox proportional hazard
model revealed that hospital readmission rate was significantly higher in
smoking patients than non-smoking patients after controlling for all other
variables (HR = 1,78). Conclusions: Non-smoking patients had fewer
hospital readmissions than smoking patients. This finding could be a reason
to promote cessation of smoking which might provide positive influences on
prognosis of schizophrenia.
{Int'l. J. Psychiatry in Medicine 2010;40:247-257)

Key Words: schizophrenia, smoking, hospital readmission

INTRODUCTION

Smoking is harmful to personal health, and it also has adverse effects on the
health service resource required to treat smoking-related illnesses [1]. In fact,
according to the U.S. Department of Health and Human Services, smoking is
the most documented cause of disease in the history of biomedical research [2].
As results of anti-smoking measures of these understandings, smoking rates
around the world have declined each year [3, 4]. Consequently, health care
facilities are increasingly implementing policies that ban smoking on their
premises in response to the demonstrated health hazards of tobacco smoking
on a global basis [5]. However, this is not the case for psychiatric patients, who
are about twice as likely to smoke as others [6]. Especially for patients with
schizophrenia, the prevalence of smoking is significantly higher (45-88%) than
in the general population (22%) [6-8]. This is because there is often the perception
that smoking patients should not be targeted since smoking is one of the few
subjective pleasures available to those afflicted [9]. Therefore, there is a reluctance
to implement a smoke-free policy in psychiatric inpatient units. Previous studies
have examined the negative effects of cigarette smoking, such as increased
mortality and the requirement of higher doses of antipsychotic medications in
patients with schizophrenia [10]; however, fewer studies have focused on the
psychiatric outcomes of cigarette smoking among this population. It is worthwhile
to understand the psychiatric outcomes of cigarette smoking among patients
with schizophrenia to consider smoke-free policies for individuals with mental
illness. In the present study, we therefore examined how smoking behavior is
related to hospital readmission among patients with schizophrenia.
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METHODS

Participants

This study is a part of a nationwide research project on outcomes of dis-
charged patients with schizophrenia by Japanese Association of Psychiatric
Hospitals (JAPH). Figure 1 illustrates the selection process. Of the 1,215 JAPH
member hospitals, 526 hospitals (43.3%) participated in the study.

Participants of the study were discharged patients with schizophrenia who
were voluntarily admitted in the participating psychiatric hospitals for the first
time. Among the hospitals, 21,396 inpatients with schizophrenia diagnosed by
ICD-10 were discharged and received psychiatric outpatient services during a
period of April 2004 and March 2005. We randomly recruited 4,176 patients
from 21,396 patients using a systematic sampling method. For the present study,
we used 460 patients who were:

1. aged between 20 years and 64 years old, and
2. voluntarily admitted to psychiatric hospitals for the first time.

We focused on first admitted patients because history of previous hospitalization
is the strongest predictor of readmission [11]. Furthermore, we focused on the
patients with a voluntarily basis admission to avoid confounding variables as
much as possible. This study was approved by Japanese Association of Psychiatric
Hospitals and Institutional Review Board of National Center of Neurology
and Psychiatry.

Questionnaire

A record administrator in each hospital retrospectively reviewed medical charts
of the patients, completed the questionnaires, and returned them to the study
office in 2007. The questionnaire consisted of:

L. socio-demographic characteristics (gender, age, onset age, sex, and disease
duration); :

2. smoking;

3. process of care (use of seclusion or restraint and antipsychotic medication
at discharge); and

4. outcomes (GAF; the Global Assessment of Functioning scale score at
discharge and hospital readmission).

In the present study, current smoking,status (smoking or non-smoking) was
obtained from medical charts. As for the definition of seclusion or restraint in the
present study, it was based on the Mental Health Act in Japan. The definition of
seclusion is to place a patient alone in a locked room, and the definition of restraint
is to use a restraint strap or belt, or other equipment to restrict the movement of
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Members of JAPH
(1,215 hospitals)

> 589 hospitals refused

v

Recruited
(526 hospitals)

l

Patients with schizophrenia
discharged between April 2004 and
March 2005, and continuing to
receive outpatient treatment
(n = 21,396)

l

Recruited using systematic sampling
procedure (7 = 4,176)

v

Excluded {n = 3,716)

1. age fower than 20 or greater than
64 (n =715)

2. previous history of hospitalization
(n = 2,209)

3. involuntary basis admission
(n = 669)

4. missing information on any variable
{n = 123)

v

Data available for analysis
(n = 460)

Figure 1. Flow diagram of the patients’ selection.
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patients. As for antipsychotic medication, we used dosages and number of
typical and atypical antipsychotics. All dosages of antipsychotic drugs were
converted into chlorpromazine equivalents (CPZ) [12, 13]. Also, the GAF scale is
a measure of global severity of illness in the DSM-ITI-R multiaxial system (axis V)
(14] used by mental health clinicians and physicians to rate subjectively the
social, occupational, and psychological functioning of adults. The GAF scale
was used for the present study because it is the most commonly used global
assessment instrument for psychiatric patients with an easily and quickly adminis-
tered measure of global severity of illness [15, 16].

Hospital Readmission

This is the retrospective study conducted in 2007. The participants were the
patients who were discharged from April 1, 2004 to March 31, 2005. After
discharging, they were followed until December 31, 2006, their last visit of
outpatient clinic or the first day of readmission. The mean entire study period
was 510 days (range: 21 months-33 months, SD = 334 days).

Statistical Analyses

To describe patients’ characteristics, we computed standardized mean differ-
ences (Hedges’s g statistic) for continuous variables and odds ratio for categor-
ical variables [17]. Cox proportional hazard model was used to describe the
relationship between smoking status and time to readmission while controlling
for other predictor variables [18]. Finally, predicted survival probabilities for
participants without readmission were estimated to examine the smoking effect
on the readmission probability by holding all other variables constant. In
estimating predicted survival probabilities, we controlled for the effects of
age, onset age, sex, disease duration, seclusion, physical restraint, GAF scores,
CPZ equivalent, and number of typical and atypical antipsychotics. All statistical
tests were two-tailed, with o level set at 0.05. Data were analyzed using R
version 2.7.1. [19].

RESULTS

There were 194 smokers (42.4%) and 266 non-smokers (57.8%). Table 1 shows
characteristics among discharged schizophrenic patients. The rate of smoking
was significantly higher in males (56.1%) than in females (26.2%). In addition,
mean GAF score at discharge was slightly higher in smokers than non-smokers
(g = 0.18), and readmission rate was significantly higher in smokers than non-
smokers (OR = 1.88). The study length was slightly shorter in smokers than in
non-smokers (g =-0.16).

The Cox proportional hazard model fits the data well (logrank test = 34.0,
df = 14, p <.05). Even after controlling for age, onset age, sex, disease duration,
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