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I. BiXICR95HE

1. BROBE

T xY (A AT Y) X KEA—T AV U — TR o=l I N
FE )R TUTEBE L ROIEEMPUEHIRIE TCH S, 47 E 1L SDA (serotonin-dopamine
antagonist) &FRINDIFEYRENFLE LT D 5-HToa/De Z BB FAMELL S BV & 9 S &7 LT
B2 TR, ZOMBEOZFIRITH L THHBRIUEWBFMEZE LTS, 20X D RSt
REWEZ BRI T 21ER I U CREA RIRIE DRk % 7otk (BPEIER O 272 637, FRPRER, Rk
FLORLRER, 9 DJERZ &) 1T 23 REL L (ZoofEAAL : multi-acting) . £7-% < OZFEIKIC
X DA DSEPNE AL A~ DBIRVEIZ D722 D3 D (A IREERIE © receptor-targeting) MARTA (Multi-
Acting Receptor Targeted Antipsychotic) & W oOMADOITIZ, U7 LV OBEEI D ST,
KEEYD & T HEINETIX, A RIVEIT T 5 BVERIAR R OERAARE, DU E O Bk o 20k
g (A, VF oI vy el ot RE) ROHERHREE LT 7 ookl (7«4
Jbba— NEE. AFENAREESE) VKRS TWD, 2019 4F 12 HERE TR, A7 oo goFle LTal
H ETHERIN TNV,

AARTIX, ENEERFRBROR 2 5 B ARG RRE BT IS DERNE RN RSN Z &b, #
BHRFVEDIEEIEL LT 7 LI (7 /0L a— REE) 7S 2000 4F 12 HIZKRB S 7=,

A RKIEIT T 2 & LT, HREAESM (64) & T%D 20074 3 H 20 HICHBERFELITo 72
FEH. 2010 4F 3 H 24 BT, B, EREGSEONE., AR OVLEMEORREIZEE T 21588 14
KU 2T 35 URIELGHER) A O AETOWVTIUTHEEY LA & OFEAR L2157,

F7o, EPRRER 1 RRESE OBYER 273 5 BF x4 & UK, I ONHNE RGBS I B W)
T, V7RV OEIMER NLZEMEINRENTZZ EnD, 2010 4E 10 A2 PUBEREE 2381 5 BER Otk
FTOWIED KR ST, PR E 51T 2 BRRRE O S#1E 2015 4F 1 A IC R WS 21T - 7245 8. 2016
9 AT, EIRG, EREREONE, AR OREMEOMRSICRET 2T 14 &F 2HE 3 5 0K
BIELER) A NOAETONTIUTHEY LAV & OFRER L5,

BT, R 1 BRI ED 5 IR EF T2 BE LR E L, AAZE0EEEILFRRER & U CEE L 72K
B I NCAMERRR RS E IS B W T, U7 VX ORI R L EEN RSN Z b, 2012 4F
2 AICRRRMEREEICI T 5 9 DIER O ED IS AR S v, BB EICIT 5 9 DEROKEIX
2016 4E 5 HICHBEHELITo MR, 2018 4F 12 2, EHI, ERESRSOWE, AR VA
PEDOREREICEET DI 14 555 2 T 3 75 UKRRIERFH) A onEFTONTIUC LY Liene
DFEFEAEREHET,

Flo, PUEMIEER (AT T F %) B EkaER GBO, EH) OISOV T, HARE
FEFYS, AARBEESRYS LV ESEMOEZENEH S, [ERE EOLEMED EOARKGEIE -
JSAN RS KO THRE - B ETAESREES ) OME. Ml SR PUBMEESA] RS T T
) B D HALEHER (B, TEH) ICHT 2 AR EENESE Y EAMTH D L8O b,
INFIFEET 24T 2017 4F 12 AIKRR ST,

ARICB T2V L3 VoROFIL, Y7 L4825 mg, 5mg LT 10mg 2% 2000 412 A, Y7 L&
THKIZY 2001 4F 11 A, P 7L X Y VA5 ¢ A5E 5mg XN 10mg 78 2005453 H, V7L F A5 4
AHE 2.5 mg 2% 2015 4F 9 HIER S iz,

2024 F 11 A, A H T 2 -ERFEARNHEARL —F 4V ) —KASHEN O TF = 7T 7 7 — LEASHE
~TKAE S T,

X DR DZYR] 0 TRERIHIE] ~OREFRZERIZEI LT 2004 4F 2 AFGEEE GhREUITHR) %
KR STz,

TE) ARG EERG (DREEMNZ &) OFGRHEEICRN T, YUREEIR S OH ML SR E A
MTHDHELT, MKRBROSIE T A2 FICEET 5 2 LR ARPHEEITH) LN TED
il B,



2. MR ORBRFEMFYE

(1) MAKMEICB T LR - M, WE, BiRA S OBHERSCALEREZSET D, (V. 1. %hkE
ST KON TV, 5.(4) 1) ARG OESMH)

(2) MAKMEICB T HEMIET., BIFENOE Z b 0 72 EOBMIERSSI ) SiER2kET 5, (V. 1.
ZHEESIZNR ) KON TV.5.(4) 1)  AohMEMEERER] OESMH)

(3) PURMEREFIZ I 1T 2 BER L OV ) DR A ST 5, (TV. 1 ZhEESUIE) KO TV, 5. (4) 1)
HMERGERBR | DOESIR)

(4)  WABRMEREEIZ B D BIERIGHRE D 5 SRR OFRBLFH (X 6 HH T 2.4% (2 F1/83 ) . FUHRERE
EZBIT D 9 DIERTEREFOBYEIR O FE B R*2 1% 6 W (RIEEH) T 0.6%(2 $51/343 ) T LT,
(TV.1. ZhEEITEE) KON TV.5.(4) 1) FHEMMEERER] OEBMR)

%1 HAM-D17 Z{EH L7=5Ffi, BIERHORBICEI LT, VL 8. BIfEA] OHEEZ TS T I,
2 YMRS &4 U723 i, BIEAORBUCE L i, [VIL 8. BEM) OEZ ZSH T S,

(5)  WABMEREE I F 1T D BEIR K& OV D DERICxHT 2 BHIRER I ) T BUER & OV DSER O e FE
i, WEROBHFIIA LN oTz, (V. 5.(4) 2) et OHEB)

(6) EKRZBMEMA L LT, @ik, BREMY b7 F—3 A, BERIGIESME, KIMpE, HEMEE R
(Syndrome malin) | JFR§REREE, BIH, i BREC AR UT | MEHRBAEE, WEMEA Lo
A MERERIERAE, HMEREA . ZEARE, IR, EAIMREEEGERESRD DTV S,
( TVI. 8. EHWEMH] OIEZH)

1) AR CTHEGE ST ARFIONRE ST RN TS RIE, BHRMEREE 235 1T D BUER & OV SRER
DU, PUBEMIESA] (VAT 7 F %) BEEICHE D MbSHER GEL, &) | Tho, [ $
MR (AT TF %) FHITE D HEEER GEL, EM) ) AFNXFROED, NEHE

U5 PEMEREA] (AT T7T %) ORGOGAIZRVERTHZ &, | DRhEEITFNRICE
THEEL L TRESN TN D,

3. HAOHEAFHEE
DTV RYHAT 4 AL, DEARERETH S, (TIV. 1 Al OEEM)

4, BEMFAICEALTRAMT SR

BWEHICB T 5 &4, 1
el AHEEN A KT 4 % -
RMP pii3
BN Y 27 F/AMEIEE & L CTER S LTV BB i
el AHEES A KT 4 3
PR A oo BE g e i3

PUEMERDEA] (S A7 7 F %) RGO LR CELD, Wark) OZhRENERICOW T, R b
BPED R WAEGRIE « ISR OEE N ZATEE IR S, 2017 42 6 HIZAHBFE 2TV, 2017
12 7 25 BICHUBEIRGA] (27T F %) SGIH D THESER CEL. TE) (23 2 2hRED
AR ahie,
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A% LR
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0. AFICB9HIER

1. BR5E4
(1 o £
T UXHORE 2.5 mg, Y7 LX VR 5 mg, 7 L X VORE 10 mg, V7 L YOI 1%,
T UYL T 4 AOE 25 mg, VT LXPOY A T 4 A0%E 5mg, VT L XV A T ¢ A0GE 10
mg

2 * 4
Zyprexa®tablets, Zyprexa®fine granule, Zyprexa®Zydis®tablets

(3) BAFMDAXE
Bz L

2. —g4
(1) # & (@4E)
F5 ¥ (JAN)

(2) #* & (@wdE)
Olanzapine (JAN. INN)

3 R T L
-apine

3. EERXT TR
&=

SOV

S

| ) Chs
N

Y

CHs

4, RFRXRUHLFE
2 0 C17H20N4S
Sy 31243

5. {b%¥4A (X)) RITEXE
Mt 22 AF N4 4 AFNERTVr-1-A V) -10H-F = /(2,3 b][1,5] _> YU 7EE L (IUPAC)
T4 : 2-Methyl-4- (4-methylpiperazin-1-yl) -10H -thieno[2,3-5l[1,5] benzodiazepine (IUPAC)

6. EAA. A4, BE.BEEES
FLEES (BB E) . LY170053
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A B )= Fi 6D TER T I < W
7K 1EEAEET 720
iR

WM TR S 720y (FERHEEE 90% ., 40°CIZisV\ T, £ 70 H W CRIBEHTICE 572, )

R (DR, R, EE R
s K 195°C (5 fR)

IR E MR
pKai1=7.95, pKas=5.27

S ECIRER
1.8 (pH 5. #EM##i-4 2 %/ —/LR)

30001lux

T 4IVATHED)

ZOMDELRMEE
MG R L
BRSO EREEETICHITAREM
. TRIFSME e ryes .
#OR R Vi e RERE HA w R
ilﬁﬁ%g 25°C | 60% RH WEET W EIER T 7 AR 36 » H BN
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Iv. ®&IB8351EHE

1. #l ®
1) FrOXH

U7 VXY EE 2.5 mg, 5mg, 10 mg

D7 HHIRL 1%

T VUXHYA T ¢ A6E 2.5 mg, 5mg, 10 mg

(2) HEIDONEBERUMERK
<BEFI>

el (7 4L b a— NEE)

AL

R EREE (FREE, BURHLIREGH)

Wk 78 4 U7X EE 2.5 mg U7X EE 5 mg U7X EE 10 mg
%
x| O O O

4 8

KW

Py | = = =
= G Hfa He He
[ENES 7.1 mm 8.1 mm 10.2 mm
=R 3.4 mm 4.0 mm 5.0 mm
H OR 014 ¢g $021g $042¢g

<HBHRIF>

W 78 4 U7X RL 1%

Sk K O . g

b i Wk A o HhL

<ORERERREE>

IR 9E 4 | TTUERIFAT A AGE25mg | OT LR YPA T 4 AbESmg | VT LRI A T 4 A6E 10 mg
% O O
xwl () O O

48

KOy |l VAR

PR
=] oy L e
RS 10 mm 10 mm 11 mm
=2 X 2.4 mm 2.4 mm 2.7 mm
O #10.013 g $0.016 g #0.024 g

(3) FAlo—k
fR5E44 FREAL =2 — K
CF L%V $E2.5 mg g LILLY 4112
7L X YEES mg bz LILLY 4115
7 L Y$E10 mg B LILLY 4117
U7X R % L L




T VLRYYA T 4 A5E2.5 mg bE, 7Y AL —v— ] v/
TRV YA T ¢ ZA5ES mg L L
T F VYA T ¢ AFEL0 mg L L
4) HE DL
MR L
(5) itk
Y LR
2. MH\ DR
(1) BHED CEERS) DEERVHME
e | V7L VEE25meg | V7LV EESmg | V7L FYEE 10 mg U7 LR 1%
R 1 fER AT |1 EFA T U E L SEF AT e [1ghF T e L LT
L 1L T25mg L Tb5mg L L T10mg 10 mg
KR, B Raefxy e lreilue—2 ZJuARE Ry, |[D~r=hr—/_ b Ra¥x
fEmtErae—R ATFT YUY RXY A, b Aun—, |7kl ae—R H
AL @M?&V\v&nﬁ—w4%\KUVNN—F8&;MVMW<%mﬁ%\&w7\N24
=8y vaFsro Sy, wud—
L6000, B H A —RA
SR b A SR
W4 | DTV AT 4 AE25mg | VT LRV AT 4 AEESmg | V7L XA T ¢ ABE 10 mg
A 1847 e 2 LT 1R A T P LT (1RSI P2 LT
2Rk
2.5 mg 5 mg 10 mg
A YTI7F L, D-~vr=b—b, TANVT—Lb, NIFTXVREEEFMRATF LT NI UL,
) NIFX VRGBT o L N T A
(2) EREZFEDRE

AR

(3)

e

L

3. RIIBREADHERRUERE
%Y LR

4. A
A LR

5 BEATHAIREMEDHHRMEY

7 Y HROEFME DRSS

MDD D,




6. HADEREEHTICBITIREM

<7 LXHYEE 2.6 mg KT 5 mg>

. PRI e Ry | )
AR R mE % i | Al e R
B¢ HDPE & kL
SRR e e R | W (prpmErispame %600 | oM e
2—AD
B¢ HDPE & kL
MR | 40C |TURH| W [ prpaEr oSS oame | 670 | reet| B
72— AY
2 E | 60C — R AT #{ HDPE /& /v (BA#2) JREEN
N E7S
1 HDPE & v (k) L
W | 25°C |90% RH|  BET 2
" PTP 41 6 RN
” Koy B OB W)
= | #¢ HDPE & h v (BA) 2.5 mg| B o #hn %
” K Y| 40°C | 75% RH S 7=
R g » AT DR
PTP 2% BT
N MEAFEHT T A v — L
ML
e |mm | - | DESUE crose=nrom g | 2O L
JVATHED) ‘
WIEER : MR, MUERER. Aoy, HVE. &R
<7V XYEE 10 mg>
. 3 [T )
wOB mET mE % R iR R
iwm%g 95C |60% RH|  H&AT # HDPE & kv 3%ﬁ A
B¢ HDPE & kL
INd R | 40°C | 75% RH | BEAT PIP i L= o | 674 BN
2—AD
E E | 60C - I T £ HDPE & v (BAF:) RN
B¢ HDPE & F L (Bif2) KOS DR 7=
L. |1 K| 25C |90% RH AT
W PTP wi% 61 H Kk
[ ST R S ) E O F
2t 15 #¢ HDPE & Fv (B#2) ii;;z gjff’)\fﬁﬁ%#@ B o
" ROY | 40°C | 75% RH AT =
B\ PTP 4% R
— MAFHT T A v — L
| s | - T;&@; Ky lafee =y 7omz 4 | P20 P
IVINTHED) )
WIEER : MR, MUERER. ALy, WHVE. &R




< T LR YHRL 1% >

o PRAT AT e (Exea .
i 5& {E}E {‘{J:IILE % 1%@%/&\ %ﬁﬁaﬁ 7%: %
iiﬁﬁ%g 95°C |60% RH| W # & HDPE & kL 2%ﬁ ks
Jn E OB | 40°C | 75% RH R AT #8 ¢, HDPE &~ kL 6% A HA
. e _ - . AELOZAE L & I, Bk
R | 60C i AT # {5, HDPE R kv (BAte) B BN A SR 7
W | 25°C |90% RH BT # HDPE &R L (BAfg) 6 5 1 HHWE O EB O T2
W NBOEIL. FEEWEDH
B | KO | 40°C | 75% RH 5T Bt HDPE & ~v (Bifg) me e bic, EROKTE
= | W Etay
A0E > & F = N —
5 . | JmemmnT Ay L MBOEILL & i,
D65 7 (FVEEflke=0F7 %7 ¢ 1.2x108 | M8 0 RN % 3855 7=
t =i — 7 JVITHES) lu;(' iS50 s T
(20001ux) #¢ HDPE & L R
BEER : MRk, MERER, Ko, BEHME, &E%
VTRV AT ¢ Z8E 5 mg K10 mg>
o RATSRAT: L RT7 .
A bR e T ¥ PRAFIE HE 17 AEoR
igﬁ%g 25°C |60% RH i TNITYRAE— 36 » H HA
Jm o #K Br | 40°C |75% RH i TNITYRAE— 6% A A
Rl =N 3 N — Ry N —
. IREE | 60°C S TINITYRHZ 3»H JHFEN
HEEE - Mk, MIEERRER, K. BREEME, 8%
< VRIHPAT 1 AFE 2.5 mg>
- PRATSRAE e 17 .
A B B L ¥ PRAFTEHE oy R
RHRAT| o0 65% - s _
- B 30C RH 5 P TNITYRE 24 » H HIFEH
B | 40°C ﬁg W T FAITY AH— 6 A B
BIEER - MR, FIEEREBR, KoY. BiEEME, SR

ARERUBREROREN

BARMANA

. feFIEDEE A E L (MIRILFREIL)

FEERR L

. B
<BE. FIRI>

oo R BRIER HRBREE 2 1 OSPWE) ICX 0 RBREITR Y,
FRBRE © 0.1 mol/L, Hifeakik 900 mL
% F ElERE 184y 50 [Blis
SHHE ks a~ N5 T 4 —

iR 30 RIOBHEIL, 80% L ETH T,




<HPA T 4 AEE>
AR — RIS ERRIEIC L O BR AT 9 & &, 10 BWULNICHET 5,

10. BFR-%E
(1) FENMVELRR -SE B/ EHLEERS AEICETH1ER
EARY/YA

(2) a%

$£2.5 mg  :1005E[105E (PTP)x10], 1008 [, /37 #2584 AV, 100082, 7, HEHIAY]
¥E5 mg : 100 [10%E (PTP) x10], 1008E[fh, 37, WeIEAIAD ], 10005 R, /37 HLEAIAD ]
$£10 mg  :1005E[105E (PTP)x10]. 1008E [, /37 #zfAI AV, 100052, 7, HBEHIA]
HERIAI1% : 100 g

YA T 4 A$E2.5 mg @ 7088 [78E (7' ) A& —) x10] | 3508E [78E (7'U A% —) x50]

WA T 4 ABE5E mg  : T08E [78E (7 U A& —) x10] | 3508E [76E (7' U A ¥ —) x50]
WA T 4 AE1I0 mg  : 708E [78E (7 U A& —) x10] | 3508& [78E (7 U A& —) x50]

@) FREE
A L7220

4) BHROME
¥ (PTP) : RVUMEfkr =, RVxFLr, RY=ZT7vfplfb=FL o, 7ILI=7Ah
BE. AR (R V) ¥ HDPE (BEERY =T 1)
AT 4 28E (TAITVRE—) KUk =1 KV FLoTLT7HL—hr, FUTIF,
THAI=T A K

1. BIREHSNIEME
ERAN

12. ZDth
AR



V. ARICE95HE

1. $hEERIEZER

O & KAE

OMBHEFCH T HBER R U DIEKRDHRE

OMBEMEBER (CRTZFUH) BEITHESEIFER (B, IBH)

(figan)

<RBPEREE (2361 2 BRAEIR K OY D DHER D e E>

PR 5 O BoR HE K OV 9 DdRTE &k, —f&I21E DSM-IV-TR SRR OBZR « Miit~=2T/1

(Diagnostic and Statistical Manual of Mental Disorders) | #2Wr2s#e DR I BUREE ) LUV DR 1T
BREE] ICB5 ByR=r Yy —Fk) . NEAM=EY—F) | @EE-Ey—F) | [KH
V—R] BENTLHEBZILN, ZHOEIER L) SFERICH L, AANIRGAEEEZEZ bR D,
W CIEHE L 72 BRIRER CTlx, £ 24 DSM-IV-TR #2Wric k-5 < DR T ApEEHE OB — v Y — FXR
AT e Y — ) T DRI BEFEDOK D ST Y — ) OFBEFZRITEM LT,

7eB. ARFNTHMNE 5 ORISR D EE ST RITA L TW2RY,

2. HRER IR RICEHETHEE

5 MEEXRIIHRICEET HEE
BEEBR (CRTSFUH) BEITHESHERER (B, B )
AANTIRELD, WEIEDVE U 2 UG A (X 7T F %) OREOBEIZRVERTL L v,

(i)

<PUEMERESEA (AT T %) BHIHE D HEsER CEL, TR >

EINA DAFE SR OFIMRIE T A BT A 52 K0 KB OFUEMEREE A% 512 0E 5 THLEER (B,
M) 1T 2BZERBD L TWD Y, Fiz, ERNAOARICH, ®IEEIETA R4 05T, K
Fl OB G5 & 70 D PUEMEEANT, ®E IR EEMENEY 27 OFEEEREA & ShTnd D, 0
7o, PUBMIESA] (VAT T F %) BT MbgER CEL, TRE) 2 ZhEESUIshR & L TKGR
SN TVHMOEA] (5-HTs A MRIEIIEE, NK AR LR, AFNTROEDL, REN4AET 5
PUEMIEER] (AT TF %) OBEOEAIZBROEHRTLZ L,

3. AERUHAE

(1) FHZERUAE0OREDR
($ & RFFED
WE., RAKIEA TP L L Th~10mg % 1 H 1 BRAKEICL VLT 5, MEFEL L T1
H 1\ 10 mg A5 5, 22, Fin, ERICE D EEEET 5, 72770, 1 B&RlZ 20 mg 2 2
A AN
(BIBHEEZIZH T ZBERDOLE)
W, RAICIEA 7 P LT10meg 2 1 B 1 EROFEGICEVBRBT D, 7ok, Fin, JERIC
X EEREET A28, 1 BRI 20 mg 22 V2 &,
(BIBHEEZIZH T B3 DEKR DK E)
WE . RACEA T P E L Thmg a1 H 1 EEOEGEICL VBB L, D% 1 H 18 10 mg
ICHET S, B, WTRbLBERCERET S L & L, i, RIS UEEHEET 528, 1 B&
1220 mg #2722 &,
MEMERE (CRTSFUH)BREITESHEIEER (BD. BMH))
fhooHn-F & OPERICBWT, @E., RACIEA T P LTomg % 1 B 1 REAFKST 5,
7k, BEOREICELVEEMET 22, 1 FREIZ10mg #2202 &)
(fi# )
CUABRMEREE I BT 5 D eIk Ok )
PRRPEREE 51T D 9 DIEIR D2 xR & LRI\ T, 8521 70 THERT &
BWESNTWEZ EnD, FBRMEEED 5 SIERICBWCOIAE E L TRER RS e sz, N
MR EIC IS T D 9 DIEROUEICB W I ERIcR 52175 2 &,

10



(2) AERUVHAZEOHRTERE- RN
HHBPEREFIZ 31T 5 9 DIER DO UGE)
A S TRIE K OVBARME R 512 36 1T 2 BER Ot &OBRMEIE 1236 1T 2 9 DIER O YEEIZ B W T
BRGAIRF D BN 5, PHRMEREE D 5 SRR 2 AT 5 BE x5 & L EWNANOBRRRER T,
EREE OG- LT1 H 1A 5 mg TREZHIG L, BRERZERESBE L L TR 5HME 1
HERLANIZ 10 mg/ H & THE &, £ ORITARMER OWFHRIERICEE-S & 5~20 mg/ B O#i[FH PN Cli B
W HRERT A AN LV EfE S AL, BEMELOHEINEDRFE D biviz, BHRPEFREEFICIIT 5 9 DIk
DHEFEIZENT, FLAREAESY 11 B 18] 5 mg THEEABtA] AN O TORENE R OVE X
RS LTV, Fo, WTNOBEINERBIZB N TS, ZO%OHEITFHE, SERIC KV #EE
THMR, 1 HEEF20mg ZABRWEIICEETDH I &,
(PUBEMIESA] (AT T F %) HEICHE D WkawEk GEO. martk) )
EINA DERRRBRIC W T, FEERHIHREE (7% A 2 Y v 5-HTs T REEETE, NK AR
P LopffHTT, A% bmg O 10 mg 1 B 1 MG TORDMENRBD BN, LirL,
Multinational Association for Supportive Care in Cancer (MASCC) /European Society for Medical
Oncology (ESMO) DOHA KT A 2 TliE, A#K| 10 mg OHAETIE, BE~OEBEEH OB SN EH
EINTWAZ L&, @mHHAEIE S Smg & L7z, —J7. National Comprehensive Cancer Network
(NCCN) K O*MASCC/ESMO DA K74 Tk, AAl10mg BNHEEREHE L L CRtilichTnd
TEENS BEOREBICIVEEHEET S0 HAREIZ 10mg 2B R2VWEICHEETLHII LD,

4 AERUAERICEETSEER
g2, MRL, VAT 4 AEEIE

7. RERVREICEET SEE

(MEHEER (CRTSFUE) BREITESHEEER (BD. EM))

7.1 AFNX, FHIE LCanrFarTos R, 5-HTs ZRMIETER, NK ZREREHERS L 0HF L
420, 2B, PFATR2aLFarxgof R, 5-HTs ZEKREHEK, NKy Z FIERSHUERS O FiE &
DHEIZOWTIE, &4 OB OUH RS, BHiOEREZEBICTDH &,

7.2 JFHIE U CHUEMREA O GANCAF 25 L, BDALERIED S YA 7 VIZB T D ARF O 5
HMiZe HETCERZLETHZ LY,

(figin)

7.1 EWNOERZER . NCCN XX MASCC/ESMO OH A R4 Tl AFliZarFazxrFaf K,
5-HTs ZRAEREHEE, NKiy ZREREFEE Ot TGS TWD 2 Enn, AANTFEAIE LTa
NFarrFaA R, 5-HTs ZFEEPE, NKi BRSSO L CERT 2 &, 225, OFRT
LanFazrrTaAf R, 5-HTsZ ARG, NKi S EETEREO HEROHEIZOW TR, &4
DIFN DA LEE, FERESHZICTH L,

7.2 NCCN KT MASCC/ESMO O H A T A > Tlk, ALFEEMITENCAR 2545 Lid#ianT
WD Z e, FAlE U CTHEMEER OB GERICAR 285552 L, £, ARSI TWDERN
e R ERER 2 DR GHIRE 2> 5 N AALFEIRIEDE T A 7 MZBWTAAORG1X 6 AMETEHLE L,
KA 7 BT 2 HGHMITRE LB/ NRICE EDDH T L,

5. B&PRALHE
(1) BERT—2/\vor—2
Ot KFIE
2009 4 3 ALIRIOEBTH D054 L

ORUBHLIEE 351} 5 BIER O
© : FEH_ O : 5EGH

R | BB X% 7/

RROEE | g2 | om (BANSEA) 5% B

77 'AR%E | BMAC M | 20~655FA T OB AR T A [EE D © | AT VPO 1 BIEE O

CHEE MR R SUTRA T e Y — FoBE KRBT B 7 TR, ~aY
B (AAN @ 22441) R — /Lt B B S AR bl
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- HER Y PIE-3 i)
PROFE | 22 | o (BAAAEN) % i
FEHkp 55 | BMEX M |BMACREBRZET LTS, XE| © |3 1 BIEE O BERIC T 5k
5 BMACH % % #% 5-BA462i8 B S BERICB T 247 P OF
Be 5544631 H I RA+ oy OH P N OV M D Rt
HCHE L, BMACRERH (LD
YMRS & # A BMACRER D~ —
AT A4 U EDBE
(AAAN : 139 i)
77w R%E | HGEH M | 18~65/ D M H 1 FUFEE O B © | W 1 FRpEE OBRIRRRIC KT A8
MG XIFRAMETE Y — o8 RICBIT AT P& 75k
L7 OHEA 139 f1) A D Hg
HGGW I | 18~705% DX AR 1 FEE o By © | R T AUREE o Bk EE SR AR
TRAMED Y Y — RO BRE RIS T DI T4 7 oW
LELA - 11541) vl 7T RO
HGIU IV |13~ 170K T HUREE o Bhip O SRR o M 1 AR o ok g
TRAMEZ Y Y — FOBRE WX T DIBRICBIT 4T oW
GLELA : 16141) vl TR
HGGY M |18 LM I BlEEDOKR S S| O | Wi [ FFEED 5 SIRRE IS %3
JHT Y — ROHRE LHIRFICBIT DA T e, 7
(ULEA : 833%1) TER. AT P T AFE
FUPERTY Okl
FEHE K FREURR LOBV il 18ELA LN I REEOEYFE X | O | A [ MREE OBYHE R A=
IFRAHZ Y Y — RO BRH v Y — RIZHT DI5RICB T 54
(BME A : 140 i) TP T T LD
HGKQ IV | 18~65m D M HE 1 S o Bhip O | B 1 BUFEE OB )b FEHE D
ITRAMEE Y — FoBHE ERREEIC KT AIRIRICEBIT 54T
HEA @ 52101) VR EANALTeBEE T TR
R L Dk
HGHQ I | 18~75% DX AR 1 i FEE o By O | X I BEEOZVER OBRRED
TR EET Y Y — RO BE BRIZB T DA T P &0
GLEA : 25141) 7 a O ik
HGHD M |18l EoXR T REEOEYHR X | O | Wik [ AREE OERIEDIREICE
IFRAET Y Y — O BE F5AT o Eam Y R—
(BLE A : 453 i) JL D L
BEA&ERE | HGGB I AFuggbicky 2 AR O | MR I AEEE UK A LT RS
(R LES) FEPRAIICZ2E LU 5 0 T AU EXRBLELEFT P ENL
EIIIHA IR R Y =11 LR (S
UFEA « 42 1)
HGFU m 18~70 1% 0D WA 1 AU[EDE O BLR O | Bz [ BEEOIRFIZBIT 555
XFRAEMT Y Y — FoBE BEEMRAEOAZ P27
(A ELA = 344 1) F ROk
HGKR I 18~65 1% 0D WA 1 AU[EDE O BhR O | WG T BUFEEIC X 2 B%E X ITIREA
SUTIRAME= Y Y — RO BRE My — ROBEICB T 4T
OEA 118 4) VL B AR OB
& TNV~ B M50 ik
BB TR | HGHL I 18 5% DL LoD BURR T 72 oD s O | X T BFEEOHI TR T 5
NITRAMT Y — FDBE TP LT T BRO
UEA - 731 H1)
HGHT I 18 5% DL LoD BURR T 72 D s O | Wi T BFEEOHIE TR T 5
IFRAEETE Y — FoRE AT P L U F T LD
(UEA : 543 Hl)
E 1) AHAIKGR
T 2) ARH KGRI NRE TSR
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ORBHEREIZI T S 5 IERDUE

© : FHmE
R B PIEd FRAM/
RROMR | 28 | o CEIVL TN 2% B
77 eARxt | HGMP II 18~655% A D FAR [ HIEE D © Pk 1 BRSO 5 DARBEIC X
CHEE MR KIHIDFTE Y — ROBHE HIRFEICRB T AL T D
AR (BARANKUSEA : 51441, M R OV 2k Ot
AAN15661]% & Te)
EWfkei S5 | HGMS m B, RbFLoHZE Y —RK) © | Wi 1 BREED 5 ORI
AR 9 OFF & B2 S T2 B T R LHkGIERIC BT A AT
EpHE (HGMP R4 52T L v DEEVE R OHPEO BT
TW5, XX HGMS #EiH 6
2B Uiz
(AAN : 101 #1)
7I R | HGGY II 185 LI E O 1 RIFEE D K H © WHE T BIEZE D 5 S RREI %3
CEER DR E Y — NOBE LRI A AT e T
B HE A - 833 1) TR, TP TN F
v F UPEH® O ik
) ARFRARKGE

2)

(3)

OPEMEREA] AL T7F %) BEIZHS HikaER GEL, EH)
INFNHRGEIC LD R ISEDERGE &I T 2720, %5 LR,

ER PRI ER
HAR NS A B 32 Bl LT AT v A 7R/ 0.5mg 705 6 mg & H[EIF 5 L 7= 5% 5.
0.5 mg HHER G| IR E O, Ba (%) RERBOHLN, 7 P 7L
4 KON 6 mg &5 0% 1 HICRSPHERMENGRD Sz, F72, @EERA B 20 okt L TRE#R S
(1 H 1EgE%, 3 HM#EE) LR, 4 mg & 5RICEN MR MEIZ X 259 EFIARD b
723, 1mg X% 2.5 mg OEHAZIHB W TIIFFICHE & 72 2P FLIEERD HivZe o 7o, 7238, iRl G,
HGHRGEOWTHORBRICENTH, ko 7m 7 7 F 0 EABRRD LN,
AT P T IRARETRICHWERAIT, AT P AT BN B mg EAT RS
g (F@sE) 5 mg lIEMFNICFAETH DL Z ERHERINL TN D,
W) AFOMEROH &
A RIUE - 8%, RAIZIEZA T P LTE~10mg 2 1 H 1[I OEGICL VBT S,
MERFEE L T1H1E 10 mg ROBG3 5, ok, Fln, ERICEVEETET S, 2720, 1
HElZ20mg #2722 &,
PUBPEFEE R D BEYEROWE W, RAIZIEA 7 e LC10mg & 1 H 1 ERRAO#&
HIZ L VBRGT 5, 7ok, Fn, ERICKVEEHEET 525, 1 HEIF 20 mg 282 72\2 &,
PHGPEREE 2 351T D 2 DIEROUEE - @H ., BRAIZIEA 7 e ELTo5mg % 1 H 1D
BHIZEVBEBL, 0% 1 H 1E10mg IZHET 5, B, WINbBERNICKRGTL52L L
L. &, ERICS Ul BT 52, 1 HEIX 20 mg #2720 &,
PUEMEREES] (L AT T F %) FHICLE D EAbaiEk (Bl EM) - fhodikAl & offHick
WC, EE . AT o L Thmg A2 1 H 1 EROERS TS, ks, BEDIRKEIC X
DEEHETHS, 1 HEIL10mg BN &,

RAERIGIFERAER
OFEERFE : ENAIHE D+ (2001 3RER) 9
BONCER SN 8 HEHEERBR AT P 7B 1~125 mg BELEIh, ok
FIEABE T 81 BT B P E W ELL oW ERIT 59.83% (48/81) TH-7T-,
F2EIERITARIR (F) 17.3% (14/81 f) K OMRA 16.0% (13/81 ) Th -7z,

O ERME : ENKRIIE THERER (202E R 9

ARG AT BE 2 /R, 4T P e H 7B 2.5 mg~15 mg (1 H 1[4 £%)
& 8 MG L. 47 F L ORAKIMECHT 2 B & A, ARrEA T L,
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AT U T IIBARERICHWERAIT, AT P AT BN B mg & AT
P B (FEEE) 5 mg IIEMTFHIICFRFETHD Z ERERIN TN D,

RRT VA

Zhtiax LA, FEE AR

RIES

Hea RTAE B 169 ] (AT X4 156 fi))

BRI E

- 185k LL B, 65 RNl O B K O et R
N e
cEALIERE W EYEIXICD-101 L L, 2% L LT DSM-III-R*2 & ii%)
- WIFEG, FEE (R ZEGT) TORMNAEE LWV, BIChUSMREOBRE 23217
TWHBRETH-TH., RREBIFICTTOREREDOWTNEZ R T HBEIINSRLE L
77,
LR, BRPETRICH TV D EHA
EREMNEIRICH TV D HE
B3R a0, IERAFHBRAIT R ICH D BE T GHEE/ 2RI
B3R, BIBHFRAATRICH DA T (BMERE, FEREE)
MRGERCREEDS AT RIS TV 254
5 RIEDFIRAIZH TV DA

*1: [E BRI FES 10 5T (International Statistical Classification of Diseases and
Related Health Problems 10th Revision, LLTF ICD-10)

*20 FEMIEBOBW - HEb~ == 7 V5 3 hRkET (Diagnostic and Statistical Manual of
Mental Disorders, 3rd edition Revised. LA F DSM-II-R)

F bR

AR R OMESR LT D mJREMED & 5 Lotk gLl

CEERF, B DR, MIEEER, O AER SR, MEE MR B & O A ORE ST BEE R
Do 5 EBE

- AP RER A (s-AST. s-ALT. ALP. AU L) NEEEREBE O EF&H ERO
2 & 2 %5 B, HBs HiJf 303 HBe HUEN B IED B, MO H 5 B

o R S EE AL =AY 100 mmHg PAF X3 SR I E 0 & 5 B3

- [ BRI TR BRI E O A OF XU TBEEE O B % B

s TADADENIIBEEREDOH B HEE. S—F 0 Y iRBE

« T a— ) VELRABE SOIERMELARE O & 2 B

- MBI LAY T LAY — OB O b 5 B

C SEERREE . S BRI DU EE TN B — LERERE R - BRIFAA 72 & 0o R A R A 75 0D B
WIS D HRE

Yira

e

B TT 1k

AEFIEO L WEAIL 25 mg/H, 55613 5mg/B LV EEZBMH L., K& 15 mg/
HETOHMPEANT, AELEEHEM L, KA LT1H 1EYAZERS S L, 8 AKX
L7,

B AN

A& ARG

Rl R REATIZE H

2fciERE, BPRS™, PANSS™
*3: S IEMERFEMRE  (Brief Psychiatric Rating Scale, UL FBPRS)
*4: Bk - RYEERFEMARE  (Positive and Negative Syndrome Scale, LA FPANSS)

ES

B
<H AR UEE>
8 W U IERRIC BT D Ip iR R B

A ITIEBEF 156 BllCk i 2 P& E =L EoESRIL 58.3% (91/156 i) T

HoT,
FHYEE  puEdE  SEldE FE EHEL  PEEEE FHAFLE HWEFTE| S5
24 67 33 14 1 12 3 2 156

(15.4) (42. 9) (21.2) (9.0) (0.6) (7.7) (1.9) (1.3)
91(58. 3)
95%C1=(50. 2, 66.2)

124(79. 5) 16110, 3)
95%0C1=(72. 3, 85.5) 95%CI=1(6.0, 16.1)

n (%)
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<BPRS>
BPRS et AU I FAZ—RIGHADXI—AFA LD T L O L&
04 x 17 L1
PR = 0 %5
: 4 i i ;-:,], ] i ; ?%4 ¢ ;
&t -84 > -2+ I E { E _F—z E
2 _ad A -
B-124 t } i } } 5_2_ t %'i 1y P t
-6 "5
o 1 2 3 4 5 8 7 8Fina 0 1 2 3 4 5 6 7 8 Final 0 1 2 3 4 5 6 7 8 Fina
= OE B (LOCF) F @ 8 (LOCF) ¥ @ & (LOCF)
19 11 14
n° ¥ B O] Bol & .
£ g { Ej‘j [} o NN EE
;) Pt 25 Py ;i %?
A, :;}47 ?;r,4,
S+  Shr—— T-ht+——T————
o 1 2 3 4 5 6 7 8 Fina o 1 2 3 4 5 6 7 8 Final o 1 2 3 4 5 6 7 8 Fina
EA (LOCF) 5 OE B (LOCF) 5 O A8 (LOCF)
<HZhH &>
BHENICROEERENS, 7P 1T 10 mg/ HOHETAHR TH D Z LARBREN
7=,
ety
<EI{EH>
FRREAIIARIR (F) 19.9% (31/15661) . IRX13.5% (21/15661) . MH#11.3%
(o H6/53%1) . #E () 10.9% (17/156%1) . #R#E10.9% (17/156%1) KOO
10.9% (17/156%1) ThH-o7=,
F7o, BMERIC L G52 PIEL7-EEIL6.4% (106]) T, 2095 b 4 BlITATHERERE
DERIZED LD THSTZN, WTNHERICHEE 25T TR D bive - 72,

H) AAOREROCHRE GEAKRIE) @, RAZEAZ P e L LTh~10mg4 1A 1[AFE
A5 X VBItAT 5, MR L LC1IH1EILI0 megfk M54 5, 2B, 4, JERICK Y EE
T 5, 72770, 1HEIZ20 mga B2 &,

(4) REIAYERER
1) AR
OB LRIE | ENFIHELEKRR (301E REp) ©
AARNHEOLRIERE 2RI, A7 P ebe (FEsE) 5~15 mg/H (1 B 1[A) % 8 i
BB L7 & X OB L 2aabhbz nm Y F—/L 4~12 mg/H (1 A 3 EfERE) & %R3E
& U THBMRET Lic, AR CHOLNTRHERENG, AOMECEL T e XY F— o454
TR OIS, RO, eI B L C DIEPSS™IC K 2 $EARIMEBAEIRIC IS 1) 5 R %

FRFE L 72,
*1 0 ERFEME RO IR IR B R (Drug Induced Extra Pyramidal Symptoms Scale, LA R
DIEPSS)

BT A KIS, CHE B, B HEGUR

ES HEE R B 182 ] (iRHT XI5 174 fi])

7 ERRUILUE - 185k Lk k65w (MR 7Ze )
- ICD-10 WFE Wi BT F20 IZ B9 A HE (55 & LT DSM-IV*2 53 %E b 5Ei)
CWIRB, BRG] (FHRGIEZETD) TORBMMNLEE LV, BIChUSHRRO®R S 2% 17
TWAEREZETH->ThH, RBRBBIFICTROREROWTNLE R4 5BE IR E LT,
LR, ERRETRICH TV HE
SREMREIRICH TV D HE
B R, BAEHBRARTRICH DA T G2 )
BHREMER, REFBEARIRICH AT (IBERE, JEREE)
MRERRREE S RTRICH TV 2 54
I ORENBTRICH TV D IEA
c ABRHRENEE LOAARERE )

*9U KRB OB - Mt~ =27 V5 4 iRkET (Diagnostic and Statistical Manual of Mental
Disorders, 4th edition, LA F DSM-1V)
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T 7nbRAN I HE

- BeEBRtAE T (B 5BAAH O 2 BREFLIN) ORFEIC v XY F—LRMEREhTn5
B

< I R ONERR L CW B RTREMED & B Lok, =2 Alim

CEEERNT, B, DA, MERE, TUORAMR R RS MR B & OB BHE I BEA R
DdH D EBE

- TFHERERR M (s-AST. s-ALT. ALP. B U LB L) 23T E RS o IF 4 #H FER o
2fEEBZ HHBE, LA HBs HiR X IT HBe kBN G2 R L= Z L 0 db b BE, #HIERE
Dd D EBE

KM, ASEPERIE O B D B

- [ BRI TR BRI E O A OF XU TBEEE O 3 5 B

c TADPADEI T TORADBEREREDH 5 HBE, N—F Y RBHE

o FEVEREERE L OFERUER O REFEE, KPEOMEERED H 5 BE

s R R—=)L O ORI L 287 L L X — 0RO H 5 B

< FHEIRAE, FEBRE LR IE ST L B — VISR - BRI 72 & O RARAR M FIF] O 5
WEEBTICHDRE

A
ATk T PR
WIEIR 585 mgk 0 B L., BiIEIC LY 1H S 15 mgE TORMEMN TIER DO LI
U, #5828 T L7, #EBIEEAE LCIARE2.5 mgDIE TiT-7, JFHIE LT1A1
4 %G L Liz™,
XY R— LR
EH G4 mg L 0 BAAA L. WiEVEIC L 0 1A 12 mgk TOHPHAN TEROELITE
U, BE5EZEEHER L, SRIEFEIE LCT1HE2 mgOlEg Tfr-o72, JFRIE LC1H3[E
RGBS L LT,
5 - 81 ]
TG E H Bt i aeieEE (FGIR) NS EdEL EoEls
24k DIEPSSH it m O KR &
BRI A PANSS. BPRS %
it R A hitE

<F BN : ke #EE (FGIR) >
F T UV BERED 44.4% (40/90 ) BNHREEGELL AR L, 4T U ORAE R
FEIC T A A AN b,

8 W% X ITH IERFIC BT D ik i EE (FGIR)

FGIR FFAA
£ g g g g A E
Bh N uE wE %&E FfF B BEE Bl R pfE®
14 26 24 8 4 4 1 9 0. 051
+T 90 (15.6) (28.9) (26.7) (8.9) (44 (44 (1.1 (10.0)
L ]
40 (44.4)
9 25 15 13 5 7 6 4
A=A I 84 (10.7)  (29.8) (17.9) (15.5) (6.0) (8.3 (7.1} (4.8
L ]
34 (40.5)

pEEGEL EOHE (&EF) n (%)
SR 90% DIEEE R o
(—8%~16%)
* FGIR 3P aELl EoBEZ2nWTHA T b b oAl Fon &g EnFEERITERTE 8 H L,
B FGIR 04341 00 45 5 TR R bt 100 7 A BB 2 L C Wi Leoxon ME Fu ksl & F v 7=,

Ak
<ETEFHM : DIEPSS &R0k KE(LE>
AR—RATA T R fE® i WilcoxonkiE p fH
i ea i N | ¥¥HiE SD EHE SD il EEfE - SD fida) M
FZ P 81 2.90 3.10 2. 40 3.70 0.0 -0.50 2.90 0.030 < 0,001
sal Bl 80 2. 80 3. 00 4. 30 4.20 1.0 1.50 3.70 | < 0.001 i

N=r—R T LEl AT 1 BEL LD ~S— 2 7 o gl 2 A 5 %k
(DT FITBRR {, ~—RA T A b ORKESELE T TR
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<EIVER>

T PO ELREWERIIMER () . 7TH Y7, IRA, BB, RLELORIR GE)
% 11.1% (10/90 f5l) Thotz, AT v FEVEIZBWTA RIS S BB LIZEIER LR
O LN oT- (p>0.025, Fisher O EfEfRE (FHD ) ,

H 1) AFORERKOCHE (AKRE) @ @%, RAKEAZ7 e L Ts~10mgx 1 H 1
B AL VIS T D, MR LTLIH 1M 10 mg A5+ 5, ok, £, JERIC
K OEEEHT S, 2770, 1 HEIZ 20 mg #2722 &,

H2) AFCBT D a0 R—= 1V ORGBHIEROHE : ~aXY F— e LT, #@FEmAL1HO0.75
~2.25 mg NHIRD, RAICHEET S, MEFEL L T1H3~6mg #n&k545, itk F
i, JERIC L 0 EEHE T,

OMERFE : FUNHE_EEHRAR WMEAT—F : HGAD #E) 7 9 9
SNEAFEARRIERFT 25, A7 e 7 v ol HE#E (KHAE : 5+£2.5mg/
H, FHE :10+25mg/H, mHE :15£25mg/H) . 7RI vaXY F—L (15+
5 mg/H) % 6 WML Lz & X OFMMEE ERGE LTz, $£7- 6 B OEHRG&K T#, 5l
TE CHEMR FTO 1 EMOEkERBRZ1T- 72,
AT PN T MERBETICHWERAIT, AT P BT EL B mg & AT
P UEE (FiESE) 5 mg (IAEWFMICRETH D Z EDRHERIN TV D,

REBRT A Zhtia LR, BEAERE, T HEBAEH AR

RIES e R IHAE 84 335 B (BEAT XI5 335 fil)

7 R UE - 18 ~65 £ TOBRE (ERIXMbR)

« DSM-III-R (2B W CHEARIE & 2l S =AM o B3, #lE] BPRS A&t An
24 UL ETHY, CGI-SITTEE~KEETHDHZ &,

- e 5.BAMAEE CRBE 2@ E) @ BPRS AN 24 ML ETH B,

< ABElE GEBE 1 [EH) & #5BEROR T BPRS A5FAN 25%LL Bl L Tunvignz
L,

(LAF. Bk R BR TR O HLE)

- EIREWIRE (6 M) ICBW T TORIGER LI-BE

1) BPRS A48 18 U T & e o -

2) BPRS A& M G BAER 22 5 40%LL EOW#EEZ R L, DOBEELAEELN 2R
W HNR o T BE

F BRI LU - BEARIIE R R
TR IR P O L ERE
- HERN, B RIS, DIER, NOWSR, ARRR T MEER, S—F% Y LR,
FOPR IR AR AR P S IR IR RETUESE . EEE 7 M6 7 iE 0 R 3E
« SRR O [ f BRI GE O BEE D & % B
CHHEODH D BE UTITEEREM (e VYrer, s-ALT, s-AST, y-GTP Xi% ALP)
NIEFFHLERO 2 5582 583, HBs i) % IgM HBc LA GtEE R LI Z &
DD HBEHE
c BB MR BT TADNADRBEFREDO & 5 B

%

B H A LLTFD 3 ooEERAEHKFHOL T &7 IR, 1 >OEERAEHKHDO NTY K
—VEBRE LT,
AT RHES£25mg/H, TR 1025 mg/H, FHE 1525 mg/HED
s Y R— L 15+ 5 mg/H?
I 1A IE @) . ~NeY F—aE1H20E GY) 5L L, KHERE
OFRAEH N S5 2B LTz,
4~7 BRIO T 7w RN EAMME, E0 T o5 REOELE 6 WG Lz (EH%
SHAM) , ISR TH Y TH - IIEFNTAE 1 ER OB S ok #5217 -
77,

=1

FEFELE BPRS (“—RA T A b BN E TOBPRSA RO TFEHIELE)

B REEATZE H BPRSEEVEAE IR
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ES AL

<TEFE. BIREEM : BPRSAFH DO N—R T A b RKBIER £ TOEHE(LE (6
#. LOCF*1) >

AT rFEeroh - BRERIZT T 2R L s LT - BBMEERZ S TR ER 2
BarEE R LT,

; e | ATUFEY | ATV | ATUHEY | mRY R

ﬁ\/ E 7 tﬂ: =) =) = =)

HE 7 (R e i v
<FEEHEEA > | -

%iﬁ;ifﬁéfi 3}?{15 -6.7413.5¢ 126£1597 | 15261617 | 129413500

PRl (n=63) (n=62) (n=65) (n=68)
i 62)

<EERHHEA> | .

BPRSIZHEIERGT Lffiz 2.TH4.68 4,556 4,645,810 -4.65.0:%
fifrEa bR 63) (n=63) (n=63) (n=65) (n=68)
B

<EWGHIER> |

BPRS[IENGT iji? -1.6+3. 12 1.4+3.65 3,023,347 -1.9+3.8+
MaEts 65) (n=64) (n=63) (n=65) (n=68)
B

BPRSI30~ 67 CTaFfi

BHPERER - SO EEE, D, DRICLH17E., RERREBENAEOEGFA

FRMEER  EERS & 2 b 0 | HEENEGR, [FEO RO AR A

a Wilcoxon fF5fI ZEAMIREIZ L DX—RAT A & DK

b N7 & LTHEGHELIRBRIYEM, ROENOLO 2KFRAEMEMZE O 2 LB ESEIITET VO
BN T REHNCIES L T TR G L D

*p<0.050, **p<0.010, ***p<0.001

*1: Last Observation Carried Forward

w7k

<BEIRSL BRIER>

TRCOALT U EUVRETIEIRN—R2T A AR TEEE M Z R Lz, ~aXY R—1
HECTEHEL LTz, —F V=L, THUVVTORERITRITOLT P EURETA
A R= A BER Y b AEITED 2,

X2 E

1R O £ ke ER O fE

F T I Am AT R VAR & BAFICHERF L, #EA RIHE O BRI IEIC
FVEHTHHSY

“HEER FCOEMMRETO, AT oYL BB AT RV T OFHERIL,
ANaRY R=LBHEDI0SDIRETH Y ZDOEIEE TH-1=Y

E

1) AFORELOHE FAKRME) - @E, RAZEF 7P L Th~10mg % 1 H 1

B ALK VIS T D, MR LTLIH 1M 10 mg A5+ 5, 7k, £, JERIC
KX OEEET S, 2770, 1HEIFZ20mg 2\ 2 &,

TE2) REIZBITDH A AaR) R—=LOEKREAENOCHAE : "o K—1 & LT, @FiALHEO75

~2.25 mg N HAED, HRAICHEET D, #FFRE LTI H3~6mg 2RkO#&E5925, B, 4
. RIS LV EHERET D,

@M E IR T B BER D% E « ENFS IR (BMAC #Ag) 10 .10
PR SOTIRAGME= Y — RE2 B L7 T RIS L2l S 20 bl B 65 Al o ati
DHANBEZRGLE LT, A7 P8 (F@sE) (5~20mg/H, 1 H 1EREOEE) ©
HIMEN T 7RI VBN TS Z & EMEEL7- GHMESM - M. AT 3@EmY) . £
72, BIRHIHBE LToeXY R—/L (25~10mg/H., 1 H 2[EREO#KE) Lotk bit-7-
GHmIR - 6 W, LUT 6 BHIGEE) .

BT A TR O  u Y R CEER, BER, WATHERH R

PO B OTRAMET Y — Ra B L720R 1 BIEEE L2k Sz 28 o B3 224 51 (24T
*f5 221 i)
EEVASE S/NE e - 20 B LL L 65 R

< RS B SRS b L 2 VT DSM-IV-TRY I L 0 BFE, MR TR AE= e Y —
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Rz 2 U7 Mn [ AlkEE L2t S at o RE
« Visit1 & O Visit2 WiaFAfifF o> YMRS'2 4540748 20 JSLL Eo B
*1: Diagnostic and Satistical Manual of Mental Disorders, Fourth Edition, Text Revision (PLF.
DSM-IV-TR)
*9! ¥ U VBRI R (Young-Mania Rating Scale. UL T YMRS)

T n RO

- Visitl B> 5 B LAPNICHL D 23U RIE R 2 B 5 S e B

« Visitl O CTHIEO = Y — FOFHEREMN 90 AU ETH 5 BFH

c BERBOBEIER S S, UIAETIFL T 5 B

- Visit2 BT 2 HEANIC, MRz RSN EBsE (R P78 e gaREEMED
BEAR BE B OB AR 23 & bR <)

AR ik

’Aﬁl’m sILEE (3 :EE
o ) I (3 )

R ~ EEHRAT

W (3 85D
_EEREN

LY170063
5,10, 15, 20mg/B =

LY 170053
5. 10 15 20 ma/H >

LY 170053
5,10, 15, 20 mg/B ®

ERERE 75k

na~sy F—jb
25,5,7.5 10 mg/B

nasy F—ik
25 575 10mg/Hy

>
#

WE TS

Y.¥Y X

Wisit 1 Visit 2 Visit 3 Wasit 4 Visit 5 Vicit 6. Visit 7 Visit 8
g AER S—— :
FTAILHIBRS

LY170053= #F »H#r

¥y b a7y MR Visitl TRU Y O T P Y LS S AREEE 0O BEIR 3K ORI D[]
K2 LTV A4, Visit22 AT E Tick 52 hik4 5%,

a B EIT1I0 mg/H. b BALAHEIL5 mg/H X310 mg/H ., ¢ Bt EI13X5 mg/H

d Visitd I Visit5i2 B\ T, YMRSEEH ENR—Z T A VL EOEE ., kxS aBRicgiT T
%o

BEREE LT, AT PV, I vRBEEO Y R— L EZ2gE L CGEOY -3
) . BRI, A7 P10 mg/H ZBMEHEE LT, 5~20 mg/ B O#FHN C#iE
R (MRS - 5mg/A) L72%D, U R— L35 mg/ B #BMAR L LT, 2.5~10
mg/ H OFEFHN Tl E3k (e : 2.5 mg/H) L7272,

I (W) FE LT T PR O N RY F— LR O#ERE 21X R U3EA 2
W CHERACEE Lz, BUHTT 7R RHOERE T4 7 Py (5~20 mg/A)
BEE L,

% MW O Visitd T Visitb TRHRAF4 2 HBICARRZ P IE L, £ ORE TOYMRSA
RNR—R T A VPR &g o To RS M OARIRBR 2 58 T U7 #EBRE 12, ke 5Bt
PR« BROMEHE & i 7 I Tk 5B~ oI & FRE L LTz,

TRl T H

YMRS &t s

Bl EHAm ZE H

HAM-D17"3 &Ftsi. CGI-BP™ (Bp. 5 o¥H. #¥E) . PANSS (GE) | BABMEREE
DR OFIE ., BIEIR O TG X OVOSF OFIE  F

*3: NIV ) DA (Hamilton Psychiatric Rating Scale for Depression, A FHAM-D)
*4: Clinical Global Impressions-Severity of Illness, Bipolar Version (UL FCGI-BP)

At

<FEIML : YMRSEGEFE>

Bl R (BIEIEEM. LOCF) 128 2YMRSEFHEDOR—AT A b OEbE
CEHME) 1347 P RBE-12.6. 77 BARRE-6.8T, BEHZE &L T DIS%IEHEXRIX-5.8
[-9.1,-2.4] THV ., HEHFHRERENZD LN (p<0.001, tRE) .

B EBRMESIABZICHIT ADYMRSAE EDR—2 T A b DL E R NF DR
(FAS*5, LOCF)

YMRS &Rt RER] 2
£ 5% SR T A DN 95%(ZFEIX | pfE»
BHRE f@:&~2§4y [— A~z74;m%@&m [95% 15X | pfi
& ]
*J e | 104 27.7+5.9 15.1+10.4 -12.6+10.0 <0.00
- -5.8[-9.1, -2.4]
75 &R 97 26.9+5.6 20.1+15.0 -6.8+14.0 1

FIE £ IR a) t RE
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Fz, HHHWOHTET VT L D EGEEM OB/ R BB O Z13-5.62 (95%(FHEXAT : -
8.87. -2.37) Th V. WEHMITHMEFNCAHERENRD BN (p<0.001Y ) |

b) AT ET V& ANT, BT M ABRSE, #5E ORBERERREZED, X—AT 1V
1%’5}& e LT,
*5: g KON x 54  (Full Analysis Set, LA FFAS)

A

BN - HAM-D17 &#tA. CGI-BP (B:F. 5 2. #4A) . PANSS (B5iH) >
TP UREE T TR OREIZE VT, HAM-D17453 5., CGI-BP (%) |
CGI-BP (&) MUPANSS (BBth) DR_R—R T 1 bR RBIRE S (3IRERE) £
TOELRIL, T BRI T T P EUBHETRE L, BB OZEITHE I
HETHoT- (FRFh., p=0.002, p=0.006. p=0.004% U'p=0.019) .

B EBA3EKZ IR T D HAM-D178 3 5. CGI-BP & U PANSSD
NR—=R T A D DOEALE N OF ORI

. _ - N—=ZXF A TR =)
\ \‘_‘X Elr\é(:‘/ =
I H PR g - ‘/74 W%H;jﬁﬁ v b0 | [95%(EHE | plEY
| Al X[ ]
So e
HAMJFD” ATVE Noa] 4539 | 30487 | -16:83 135
e N 0.002
PR [-2.21, -0.49]
ZFS5kER | 96| 4.9+4.5 45+4.8 | -0.4+3.6
S
CGI-BP ZL7;47L 104| 4.2+1.0 | 3.0:1.3 | -1.2+1.2 051 o 006
(B9%) —— [-0.87, -0.15]|
77K |97 4.1+1.1 3.4+1.7 -0.6+1.5
] SR
CGI'BP | A7V E 10yl 13:06 | 13406 | 0.0£0.5 0.05
(5o v 0.484
. - [-0.08, 0.18]
%) 78R | 97| 1.3+0.7 1.240.7 | -0.1%0.5
R
CGI-BP i ;# 104| 4.1£1.0 3.0+1.3 -1.1£1.2 -0.52 0.004
(BE) —— [-0.87, -0.16]| "
7R |97 4.1+1.1 3.5+1.6 -0.6+1.5
SR
PANSS j7y% 104| 11.5+4.8 | 9.7+4.1 | -1.8+4.1 148 |01
(BtE) —— [-2.71, -0.25]|
7S8R | 97| 10.74#4.7 | 10.6+6.8 | 0.0£5.3
THIE +

a) f/h ZRSEEE OB 2

b) HAEAPET L E AT, BT I ABRSKE, H5HRE ORERSMREZEGD, N—AT A
ANi%
HEREL L,

A

BIRRHE : SUGB>

SEIEHEH TORIEH (YMRSAE AN —ZF A4 o b50%LL L) oEE&IZ. 45
U URESL.0% (53/104%1) . 7T 2 AREE44.3% (43/9761) TH Y, FEBEMITHKE
FHNCH B RETIRD N> 72 (p=0.333) ,

A

BRIV - BRRER o B fiF 5>

ST IGHFEY COBER O EME (YMRSEFHEANI2HELLT) 0BG, 47 e it
47.1% (49/104%1) . 7T & AREE41.2% (40/97H]) TH YV . BEREMICHKEFNICHER
RETRD BN -T2 (p=0.384) ,

<na XY R—)L & DLl
G VAR T O WM B ERE IR DO EfRF (YMRSA B 12,5800 F 2> >HAM-D174 # 4.7
BLLT) OFEI&IE, 7 P URE44.2% (46/10451) KON ~XY F—/LE£20.0%
(4/206) TH o7, BHREMD1321.0%) (95%EHEXR : 1.6, 40.4°)) TH Y,
EBIEDFEN, FENCEDTIEETH H-125%F B2 TWDHZ NG, A7 oF e iin
a2y R—=/UZH L TELL S >TWRWNT RSNz,
c)  HEMZE LM% EX X, AR RIZ XL v EFH¥E L7z (Woolson-BeanikiZ L 3) o
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<9 DR DIEELH]>

S TO 5 SIEIRDOFEHH] (HAM-DITAFHENRN—RA T A L TUELL FOBEEN
18R, B L) OEIGIE. 47 P E2.4%(2/83%1), 77 &R EE1.3%(1/7561) Cdh
D, BEREICH PR RZTRD Doz (p=0.698) *,

GIEIRHEII TO O IERORBFIOEGIT, AT o FEUBE2.4% (2/83%41]) . »~uXY K
—/LHE16.7% (3/18f1) Toh v . HHHMICHIFNICHEEREDNRD b7
(p=0.014) *,

* NBe/sh 32 Cghll L 7= Cochran-Mantel-Haenszeltg &

Ak

<BEI1EH>

3R
BIERAZRBEBOEIAIL, 4T VP U BE49.5% (52/10561) . 77 REE27.1%
(26/9661]) Kt ~m Y R—L#65.0% (13/2061) THV, AT F UL T T
REEORNICHFFMICAERERH 72 (p=0.001) *,

7V EUHOERBIER (10%LL 1) %, @R (20.0%. 21/105%1) KOO
(14.3%. 15/105%1) ThH o7z, 77 REETIL, BEFOFEN10%LL EORIEMIX
hote, ~"aRY R— B O EREIER (10%LLE) 1%, BIR (15.0%. 3/2061) .
THTT (15.0%, 3/206]) . YA h=— (15.0%. 3/20%) . #Eik (10.0%. 2/20
) . R (10.0%, 2/20f1) KOMEFE (10.0%., 2/20f%1) THh-ol-,

TITRRBEE AT YU CTRAM OB A IR FEIICE B RN b RIE
A, BIR (p=0.013) *. O (p=0.002) *KOKEIEM (p=0.030) *THY ., T
Nb7 IR E T P BETE N T2,

*Fisher® F e i

G TR -

BIERARBEM OB AT, 7 P UE59.0% (62/10561) KU N~ K—/LEE
65.0% (13/20 fil) THY . FHEIHMICKFFENICAEEREZ o7z (p=0.804)
FZ PO EREWER (10%LL ) 1%, BIR (23.8%. 25/10561) K OH¥E
(15.2%, 16/105 ) ThHo7z, »~aXU FR—AFHOELRRIEH (10%LL L) &, @
IR (15.0%. 8/20%1) . 7 A T7 (15.0%. 3/20f) . YA b =— (15.0%. 3/20
) . Rk (10.0%. 2/20%1) . M= (10.0%., 2/2041) K OMEM (10.0%., 2/20
Bl) THolz, BEFOEGII T XY F—AREE AT P E U THREIFEHICER
RENRO LNZEERHIZY A b=— (p=0.004) *“TH Y, +7 VP EUFRT AN
a XY R—LRETEN- T,

£l ATV O CHE S EEZRRER O T REE (FUREDE, 1

) THoTz,
*Fisher D IEMEME

<{KE&E>

SHIRFRI O PR B RICHONT, 7 P EUBEITZ+0.70 kg, 77 AREEIZ-0.86
kg, ~uXY R—=ARBET-0.66 kg TH Y, 47 FEURELE T T2 RBEORICHE M
WAHBRENA LN (p<0.001) ,

GIETERM O EHIRBEL(LRIZONT, TP EUHTENR—AT A U1 5+1.22 kg
THol-DIZH L, m~a_Y R—=LEETIE-068kgTh V. BERMICHFENICHER
7RENFO b (p<0.001) .

TV EURETIR, BEMICEE L EX DNDERERN (=2 T 1 EOT%LLE
D) 313.3%TFD BT,

<$fE (RSN IE SR>
DIEPSSEFHEDR—2 T A U BEKEBIERS (GEIGEY) F TCORRELEDFY
X, A7 VLU mRXY R=AFIZB N T, ZNTN0.70%TU2.70TH Y |
FT P EUBETIE AT R= AR THEEMICAE BN E o T

(p=0.003) , SERIBIEROFBFOESY 1T, 4T P 813.3% (14/105f1) 12
®fLaRY F—L#55.0% (11/2061) THY, A7 P EUEETIH AELY R—/LE
IR THFHFEICAEBIZD 7o 72 (p<0.001)
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d) DIEPSSIZ & 2 $ERIMEIER OFBLA LT D L 5 ICEFR Lz,

NR=F Y =X AOFBL, DIEPSSO [HM7) | [EhERE) . (ke . Ty o TR
i) OFEEEAV, T05 bOIEA TR L, 2HE 28l k. b L iF =% Y =X o458
ROBEFIGRTN B3R Lo IMoW Tzl e Lz, 7HLYT, YAM=T, VA
FRUT ORBIL, TNENOEA T2EL B b L <GB O 2820 EoBEMo W3
o oo B Dy e

1) AFOMEROHE OBUBRIEREE 31T % BER O 8GH)

DIEE. RANIZA T o s L

T10mg % 1 H 1BEABRGIZEVEGT 5, 72d, Fin, ERICKVEEERT 52, 1 H
H(X20mg #2722 &,

H2) AFICBTDH a2 F—=LOEBHAEROHE : ~a XY F—1 e LT, @A L HO0.75
~2.25 mg N HAED, RAICHET D, HFFRE LTI H 3~6mg Z2RKk0&5925, B, 4
i, JEIRIC LV E RS,

@FBHEE TR DBUEIR Ok E | FMAELERR GMEAT—4% : HGEH #§) 12
PR X IXIRAVEDE Y — RE R L7 00R [ AUREE L2 Sy 18 @D 65 o atEiost
EANBEZGRE LT, 7 0F Y (5~20 mg/H) % 3HBRE L& E0aMEE 75
TR L OHEC XV LT,

RBRT A v

TR, CEHER, BERM, AT R

PSES

Bpi SUTREMET &Y — R & 2 L2 TR &2l S Bl o 8 139 61 (F4)
PEMRAT RS2 136 B, 22 PEMRAT R 52 139 i)

TP

- 18~65k%

- Visit1 & O'Visit2ti aFfiiF O YMRS A 5t 54320 4 L -

- DSM-TV # ik iz i F R 4 v C DSM-IV IC & 0 Ak T BUREEE & 220k S L7 AE
DOEBE, B, BE UTRAMET E Y — FiX Visitl £ To 2L B L Tnb Z L,

BT ik

=)

27 Y —= RN Cig MW S - E %2, 7 st (5~20mg/H) P
7T RBHCIEEAIE Y T, WELCSEME G Le(CEERANE), BEKTHR, E
Bk LT, ZEERAMMORSIICELL T, A7 Yy (5~20 mg/H)
ARG Uiz (HEGeIEY)

Bt Tl s

YMRSE&FA

Rl A ZE

HAM-D21& &5, CGI-BP (B, o 2. #4A) . PANSS (A, Bk, Bk | ByE

ROFRE R OIS BI ORI 5

Hzhk

<TFEAM : YMRS &3>

B S (B BRMG3E%. LOCE) I8 3YMRSA R EDR—2F A4 U nb 0%
b8 (CEWEHERERZS) 1347 P #1026, 77 B REE-4.88TH Y, RERERIC

MR FIICHE B RZEZNRBO bz (p=0.019) ,

Be5BAMASIHZ BT DYMRS AR DN—R T A b O bR

YMRS &t
Y S = N N *
PG N PR ~ Z74’;7§ 50 p i
EAv &
VAV 70 28.66+6.71 -10.26+13.46 0.019
TR 66 27.65+6.46 -4.88+11.64 (0.398)

P, B2 >

p=0.040) *,
5T

MRE L BEHEH O ZITHF R

<EIRFA - HAM-D21 A&t 4. CGI-BP (153,

N=A_—2F A VFHL O 1B EDOR—RT 1 %3 & A3 2 B4
*ORBSREERM, BREHLOCINOORZAEMEREEE L Lza#atr (TypellJ5F0)
() PUIIRBREEEEA & R 5O R HAEM OpfE 2~

2o, #E) KO PANSS Gke. B

CGI-BP (#4%) . PANSS (&) KUPANSS (BE) D_X—R T A i b Rk 22
HO(BE5BMG3EE) ETOE(REICBVWTS, A7 FEUVBITI S TRV ELE
BEThotz (TN, p=0.019, p=0.019K%
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P E A3 % 2B AHAM-D214 3 5. CGI-BP X ("PANSS®
R O G INNY L

N—=ATA

15 y S| R—2F 12

HH Belhe (PR S ATA L | P
HAM-D21 | 47 > | 69 | 12.58+7.15 | -2.90+6.74

it 0-871

7SR | 65| 13.98£6.69 | -3.00£6.00
CGI-BP |AF>¥rr| 70| 451£0.86 | -1.07+1.60
(Be) 77%K | 66| 4.6240.87 | -0.48+1.37
CGI-BP |A7>¥Er| 70| 1.71+0.97 0.06+1.17
(5 >9) 75%R | 66| 2.11£1.29 | -0.30£1.15
CGI-BP |47 ¥ ¥ | 70| 4.46£0.88 | -0.89+1.39
(&) 7owR | 66| 4680083 | 059:130 | 0
PANSS |47 >¥ v | 70 | 71.04418.74 | -11.06+16.98
(&) o | 64| 7097e21.04 | 3091837 | OF
PANSS | A 7B | 70 | 20.90£6.59 | -4.67+6.57

0.019

0.144

: 0.040
(B51) 7T AR | 64| 20.72£7.01 | -2.00+7.10
PANSS | A7 % B | 70| 13.51+5.45 | -0.90+4.26
b p— 0.397
(K1) TR | 64| 13.9445.69 | -0.19+4.23

<BIRFEAN : B0 B>

e 5-BAAE 3 % TORIGH] (YMRS AN N—2 T A 035 50%LL B oElE1,
F T P ERETIE 48.6% (34/70 ) . 7°T7 B AREETIE 24.2% (16/66 ) TH Y,
BB OZITHFFMICERE TH o7z (p=0.004) ~,

*Fisher D EFEME

<BEIWRFEAM : BRRER 0 ELAR 5>

W H.BAG 3 W% TOMIER O EME] (YMRS A7FEN 12 50LTF) 0FE&IE. 5%
EURETIX 45.7% (32/70 ) | 7T EAREETIL 25.8% (17/66 ) TH YV, & GHEM D
EITREHFANCEE TH 7= (p=0.020) *,

*Fisher D EFEME

et

<®IER>

Be5.Bh 3 EBICBIT DA T U EUBOTEARRER (10%LLE) 12, B (24.2%.
15/62 ) | wEMED F W (14.3%., 10/70 F) . MIE (12.3%., 8/65 #]) KU HN
B (11.1%. 7/63 1) Thot-, I B R THE SN EREWER (10%LL 1)
1. EIR (10.3%. 6/58 f5l) TH -7z,

<EFE 72 BITEH>
F T TR GG 3 %k £ TICEERBEIERITIME Sh ko T, BRIk
BEMICRB VT, B (1) | BEREE (6D | BH0TE (1) KOR% (1 6))
DEEZRBEHL LTRESN,

&) AFOREROHE CUBMEREICT 2 BUEROWE) @@, RAIKEAZ7 vFer e L
T10mg % 1 H 1EREOBEGIZEVBLGT S, ok, i, IERICEVEEEET 20, 1 H&E
X220 mg AR\ &,

OFIBEHEREE IR B BER Otk « HMAELEKRABR AEAT—% : HGGW RE) 19
BORE X IXRAMETE Y — RE R LR [ AlfEE L2 sz 18 b 70 ik E TORMER
DOINENEH T DIRIBICB TS, A7 (5~20mg/H. 1 B 1HEO#KS) OFL)
Mo 772 REDWEIC K-> TR 2GR : 4 8R)

BT A 77 RFR, ZEHER, BIELL. WATHMERRR

PO B SUTIRAMET B Y — R &2 2 L2 W [ BIREE &2l s -2t o B3 115 61 (B%h
PEMEAT X8 110 B, ReMEMTx5 115 )

7 ERRUILUE - 18~70%%
- Visit1 % O'Visit2 @ s A O YMRS & 5t 72320 45 0L F

23




- DSM-IV s b sE Ak Z2 AV, DSM-IVIZ X v BifEEs VITEAH =Y Y — %
2L [ BIEE LW S n-Aat o s
DR &b 1 EIOBYR T v Y — ROBEERER & 5 BE

BRI A7) —= Mg S SN Bz E, 7PV (5~20 mg/A. BltEH
BiX 15 mg/B & L) OXET 72 RRICIESICE 0 (0, Wi 4 BEERS L (2
BERA) .
FEFHIE B YMRSA &S
Bl VK AT I A HAM-D214&5H5, CGI-BP (BBB. 2 ofi. #4) . PANSS Gedr. Bk, Fadk) | BuyE
ROEMRB F OISHOEE %
it Hhk
<TZZEM - YMRS A &>
Bk mie . (% 5-800648% . LOCF) IZBIFAYMRSAEFEDR—RZ T A b D%

ma(Iﬁﬁﬂ%ﬁﬁ#)iﬁ7x#t/ﬁ14mﬂzm\f?tﬁﬁﬁwﬂsz%
D, BEFEMOEIHFHFNCAEE TH o2 (p<0.001)

&5 BR4EZICEB T DYMRSER R DON—Z T A b DL LE

YMRS A&t
\ ——— g
BeETE N R ~ 7\24;/}%0) p B
==
FI ¥ | 54 28.76+6.72 -14.78+12.49 <0.001
7T R 56 29.43+6.77 -8.13+12.72 (0.070)

N= X=X 7 A VFHli e O 1 [ LA EDN—2 T o 5%l 2 A3 % il
ORI EERM, BREHLOCINO LA E RN E Lot (TypelllEJ5F0)
() PUIIRBRE(EEAN & 5RO L AEM Opliiz =

<EIREHM : HAM-D21 &35, CGI-BP (BuE. 5 2., #E) KO'PANSS (&, Bifk,
Fadf) >

NR—=2 T A b REKBIERKA 50k 48%) £ To CGI-BP (ByK) AFFEDZE
{LEIZ 7T B RET-0.88, &7 VP HT-1.83. CGI-BP (#A) AftAOZELEIE
T ERE-0.73. 4T P EURET-1.72 TH Y REHB OZITHAZNICHEE TH -
7= (WP p<0.001)

F7-. PANSS (JA8) O &IZTT I AREET-7.43, + 7 o FEUBET-21.19,
IMN%(%@)@ﬁm%@fﬁtﬁﬁfa%\%?yﬁﬁ/ﬁf7mf%b\&5
HEMOEIIMHFNCAEE T o= (0T Hp<0.001, DI

<BEIREFAM : B>

B 5Btk 4 % TORIGH (YMRS AFHERN—AT A4 U5 50%LL Eid) OFIE I,
F T WU RETIE 64.8% (35/54 B3]) . T EAREETIX 42.9% (24/56 1)) TH Y, #%
M OE TR FMICHEE Th o772 (p=0.023. Fisher ® EfEMRE)

<BEIYUEEAN - BRRE K 0 ELAR B>

P 5.0004 4 W% TOEME (YMRS A5FHE2 12 8L TF) OB&IE, 7 0 F U BT
12 61.1% (35/54 %) . 77 B REETIL 35.7% (20/56 #il) TH V. HE5HEMOIEITHE
FHNZHERE CTH o7z (p=0.013, Fisher D IEfEMRTE) .

Tt

<BEIEH>

7 U ECRHOEREIER (10%LLE) 1%, IR (30.9%, 17/55 #]) KOO N
(16.4%, 9/55 %) ThHotz, 77 BRHETHRESINZEREIEH (10%LL 1) 1%,
IR (10.0%. 6/60 fil) T -7,

<HEFE 2 RITEH]>
AR P ﬁ%bvfﬁwf%tm\ ITER TS ShmnoTe,

) AFOREROHE ORISR 2 BER 0SS @E, A A 7 e e LT
10mg%151@ﬁﬂ&5ﬂi@%%#50@ﬁxﬁﬁxrﬁuinﬁﬂ%ﬁﬁéﬂ\lﬁiﬁ
20 mg AR\ &,
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@FUIBHEREE IR B BER O E | FMAELKRBR OEAT—4 : LOBV &) ¢
B SOZIRAGME=E Y — RE 2 LM 1 RIS L2l S 18 bl Lo E NEBE 254
LT, A7y (5~20mg/H, 1 H 1[E&EO#EE) OfF#MEE Y F U 4 (300~600 mg/
A CRA4E L. 600~1800 mg/H O#iPH CHEEIEH) & OB LV RET L7z GHmEIR : 4 #

EIS

KB YA UF oLt ZEHER, BEL. WITEERF R

pop < B TR AT B Y — R & 2 U720 1 BURRE & 2 Sz ot o b E ABRE 140 1
(fRHT XI5 140 1)

TR BPILUE - 18 Eo B
- Visit1} O'Visit2 Ml O YMRS &3 5723205 L1 F
« DSM-IV (ZfE W AVEEIEE TR AT Y — 2 245 0 [ BlfEE L 2 S hi- &
*

AR5 A7V —=r MGl S SN =Bz E, 27 PR (5~20 mg/H . Bl4AH
X 15mg/A & L) ¥OIV F 7 L8 (600~1800 mg/A) *2ITHENEEIZEI Y £F1),
TR 4 WEBS Lz (CESHRAM) |

FEFHmEA CGI-BP (ié&

B AEHTE B YMRSAFFAE. CGI-BP (M, 5 o) %

(RS Atk

<FE : CGI-BP(R&)>

IR (R 5-8A4A 4 8% . LOCF) 12815 CGI-BP (88) OR—Z T A inbk
DL E A BT A T P E U BET-2.83, UF U LRET-222 THY ., VF UL
WHLAF o FEURETRE L, BESHMOEIHEFMCEE TH -7 (p=0.009, It
SN o

B (53 HE) »o&EEHMABLUT (5 14 HEZRE) | VFULARIC
LA T P EVHOBLENERICRE o7z (p<0.05, 3BT

BIVRET : YMRS &3>

B BEn s (R BIA4EE) 1281 DYMRSAE ADR—2F 1 L inboZEkE (F
PIEHAERER 22) 134T P U BE-24.63, U F U ARE-20.15THY ., UF U LREHCHL
FT7 P EURETREL . MOBREHBOEITHEFEMICER Th o772 (p=0.013, 4y
M)

A

2t

<BIEH>

FT UV EURED 36.2% (2569 ) ICEWERNRILL, VF v AR (19.7%, 14/71 1)
&L U TR G RERMNICHR R B B ZENRD bivlz (p=0.038) , 47 VP E U BEOE
BIVER (10%LA L) 1%, 8f (10.1%. 7/69 ) Th-o7z, U F 7 LTI, FEFDOE
AN 10%LL EORWERIZ 2oz, Eo, AT UL Y F U AREOFRIBUEE O =N
HEFFHINCEE CThH - T2BIWER X2 x> 7= (Fisher ® [EMERETE) .

<EERRIEH>
AR ICEE RRERITHRE Shvien o7,

D) AENOHEL OH & UBRMEREEIZRBIT 2 EYERO%E) @, RAZIEF 7 e LT
iy

10 mgZ 1H1ERE O G XV BtAT 5, Z2d. Fn. BRI

D EEMEET A, 1H 1320

mgEHA RN &,

HE2) KOV F U LOAGBAEROHE: RIBEY T L E LT, HATIZER 1 H 400~600mg L
DBALA L, 1 H 2~3 Ml G4 5, LI 3 B2 L 1 HEfEEIC, 1 Hil% 1200 mg £
TOIRFEEICHET 5, ERALNTZR OITEREZBE LN G, HEFE 1 Bi@% 200~800
mg (1~3 [EERE D& E) (T 5, 723, Fn, RIS L #EEEET 5,
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@OFEHEREE I 1) 2 BIEROYEE - FIVILERER GNEAT—% : HGKQ RER) 1

B SR G

PET Y — R&2 2 L7200 [ BIREE R Sz 18 movD 65 ik ToaME

DANENBEF BT DEYERDOSFEIZHONWT, A7 P EY (5~20 mg/H, 1 H 1 [BFRO#&
5.) @ divalproex* (500~2500 mg/H . 77 E#E 0 £ 5-) (k3 D EME 2 FREE L7z GEGEIR -

3 ) .

* : Divalproex (AFARAF) 1T v7mfi@F ) oab S v7afg (1:1E/4) L0HERkS
NORENTEEMTHY . WLEN T/ VLT a BRI fRBES 5 10,

BT A Divalproex X O\ 7 B AR, “HEM., TEA, WATHER R

pop < B TR AT B Y — R 8 U7 BR [ BSOS PSR LB S iz atEH o
B 521 1] (B DEARNT R 545 486 5, ‘22 A MERRAT % G245 521 f4)

TP - 18~65%
« Visit1 & O'Visit2fti iEi i O YMRS At s 432048 L4 F30 4L F 2> CGI-BP (k) A&t
SDSST 4
- DSM-1V HExE (b2 Ea AR & O DSM-TV £ 1 sl 554 1 (L #5212 38 1) 2 MBI 5 o0 ff
ERFED - LAEZNEOEE 2 0fH LS b2 WimsE % AT DSM-IV-TR FE#hi%E &
DLk
Rt =T R BYEXUTIRAMEDE Y — RAE R L7720 [ ARlEE E 2 sz
aPEH o B

N R A7) == I Tk S M S e Bg e 47 o9y /Ei (5~20 mg/H) #V,
divalproex#t (500~2500 mg/H) 27 7 v REHICEMELIZEI 1), ZHFN3HEM
B L (CEERAMES)  BEETH, kRike LT, 77Jzn“<£¥@fﬁf£5ﬁ%mi
F7 Py (5~20mg/H) "WEGHMEE L, ZOMOBEOWBRE L, _EEREME
WIS TICOMEIR G L7z (ke iamEs) .

X HAEHIE B YMRS & &

B EHmEE B CGI-BP (BiE., 5o, BE) KUMADRSEFHA

it R Ak
<F AN - YMRS & 35>

BB (B 5-BtA3IHY% . LOCF) (2B AYMRSAGHEDN—R T A L inb D%

&I/ RSB E LT, AT /Eif 9.4, divalproex#tCT-8.2K N7 7 &R
BEC-74THY ., A7 P EURE L divalproexBED L BICH BZEITA LN o 1=

(p=0.143) , £ - T, A7 ¥ DdivalproexiZxf T DML IR IR oTz, F
7=. divalproexff & 7' 7 v REEO LB DO ZEITMAFZMICE B TlE o272

(p=0.373) . AT ¥ Ddivalproex|Z x5t 2 FELPEDOMEFHI I L7220 - 72,
BeEBAA 1 K O8R5 (LOCF) I8 AYMRSA R RDOR—ZAT A4 Vb DIKRT
1. divalproexBt L W b4 T P ELHOTNAEICKE o7z [ LEE DRE I H
7 /v (MMRM) : 1R Rp<0.01, 2i#F1p<0.05] .

e X kq

<RI1EH>
CHERAVE R IAEY 4T P E VB 42.3% K OV LT a RRE 35.8% I BITEH
MR LTz, A7 PEVRBEO 5%, ETHEINBWERIX, KREREM, IR, BT
M. BEER, ONEER, ROYES Thotz, ST REERED 5%LL TG X n-BITEMAIX
ELTHoT,

<EE72RITEH>
AR S AR AR BIE A I S e o7,

D AHOMEROCHE OBMEEE IS T 2BERO%E) @i, fA3F 7 e e LT
&

10 mgZ 1H1ERE O G X VBtAT 5, Z2d. Fn. BRI

D EEMEET A, 1HE1320

mg%ﬁiiﬁb\: L,

£ 2) AFBIC

FBH VT Dﬁ&®ﬁk;€ﬁﬁ(£&oﬁﬁi DR 1 HEALT e MY A E LT 400~

1200 mg%l H2~3 BN TROKEE T2, 228, s, BRI #EEERT 5,
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@FBMEE IR T HBUER DO E | BIELERER AEAT—4 : HGHQ #&B) 119
B SOZIRAGME=E Y — RE 2 LR T RIS L2l Sz 18 D 75 ik TOaMH
DHAFENEEZHHRE LT, A7 (5~20 mg/H. 1 A 1 HEAKE) oD,
divalproex* (500~2500 mg/H ., /IO #E) 1Tk 2IEH AN L7e GHEHME : 3

M) .

* ! Divalproex (RFMKAFR) Zv7al MU oaE U v7afg (1:1E/L0) LOUHKS
NHREARIELEMTH D | HEEN TV T oIl 5 10,

BT A Divalproex ¥, “EBHEM, WIEA L, WATHERM iR
PSS BOR M IXRAMED Y Y — 2 2 L0 T RfEE &2 -t o 8525161 (Fahik
FRNT IR BI249%1, 22 EMEMENT 6 261251 41)
T 7 UL % - 18~T75m%
« Visit1 & O'Visit2ti s F il O YMRS At s 4320 4 L -
- DSM-TIV #is b 2 g AR 2 T DSMATV 12 L 0 WG T R & W S v, STERR
UFRAMDE Y — RER LW D Aaloss
N R A7 Y —= 7RIS Cllitg L S -BE 247 Pt (5~20mg/H., BItAAE
1Z15 mg/H & L7z) TV (ddivalproextt (500~2500 mg/H) "2|ZHAELIZEIY 115,
RECSEM RS Le (ZEERBMEH) . SR TH., R & LTRSS FIC44 E
5 L7 (kkeiami) .
F EEIE B YMRS A& AR
Bl KA IE H HAM-D21&7F 4. CGI-BP (BF. 5 o, #4) . PANSS %
il R Hhk

<F AN - YMRS &3 5>

AR (R 5 BRMA3H% . LOCF) ICBIF DYMRSAFEDR—RA T A b D%
b CESEERERFEZS) (347 P e U BEC-13.36, divalproex#£C-10.39TH 0, 47
Y U OdivalproexiZ ¥ T D IELEN R SN, £, BIRMOIZ, 7O
divalproex!|Z %7 2 EHIMEN R S 772,

*10 B GREMZED 195,76 % E X M TIRIEIZ0.96 TH v | IEHHEDRAE (A) -1.9%

Bz Wz ik b,
*20 R ZED F195.76% XM TRRENEr A B T\DH Z L2k b,

F GRS EZICI T DYMRSGEHHEDN—R T A )b OZEAL R

YMRS &t sl
\ S = ~ N E‘*
B N RS ~ 274;75 Y p i
A&
7oy | 125 27.42+5.24 -13.36+8.78 0.028
Divalproex 123 27.92+6.58 -10.39+10.4 (0.522)

N= R—=2F 4 VM RO L [EPL ED_R—R T 1 U432 A5 5 Bk
*ORBREEEM, KEHLOINOOREREMZER L Lo oot (Typelll -J5F0)
() PUIIRBREIEER & RSO AEMEM OplEZ R,

i

e X d

<BIVE>
TEERAEN AT P UBETHERNS < (10%LL ) B LZBIERIX. EIE
(12.1%. 15/124 #l) . ZEMMED EV (12.0%. 15/125 #]) . AWNEHE (30.9%. 38/123
) . §EYE (15.3%. 19/124 ) | BT (11.2%. 14/125 %) | EIR (37.4%. 46/123
) ROMKERIN (10.5%. 13/124 #) TH o'z, 2L o EERECHIERNZE < (10%LL L)
FEEL L IZFAIWERIL. 5898 (10.6%. 13/123 f5l) . RIRSE (12.2%. 15/123 i) | s (19.4%.
24/124 ) | IR (19.4%. 24/124 ) K OVEEZERE (10.0%, 12/120 ) TH o7,
NN BRI AT U BE TR BB OEI S A FENICHERICE VENERIZ, O
WHZEE (p<0.001) *, BAITHE (p=0.010) *, GHR (p=0.002) *, FEfE (p=0.029) *T
bolz, BLOFEBFOEGIE, 7 FEUEE (8.0%) 1T~ L7 ozl (19.4%)
TE< . FERMCRAZNREEENA LN (p=0.010) .
*Fisher O IFEHEME

<ERB e EI1EH>
TEERAMES AT P E VBT SN ERARBIERIL. 5 o8 1) KONFHEE
&R 26 THoT,
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MEFEIREI « 4 P e B ClE S EERBIERIZ, 520 (1 F) ROTHRER &
2 (1#l) Thotl,

D) AENOHEROHE URMEREEIZSIT 2EYERO%E) @, RAZIZF7 o LT
10 mgZ1H1EREOEGIZ X VG 5, 7ok, Fhn, ERICE D EEHEBT 52, 1H&X20
mgxB RN &,

E2) RIEICBIT A AT oBoAGRAELORE @y 1 BEA ALV el FU oA e LT 400~
1200 mg % 1 H 2~3 [ENZ/3 T TROKET 5, 7ok, Fn, FERIC LV EEHEET 2,

@FEMEREEICI 1T 2 BUEROUEE - BINALERERE ONEAT—% : HGFU R# i) 19
i UTIRATE= Y — P& 2 L7 T RESE &2l s 18 Ll b 70 sl T ozt
DINENBEZRRE LT, [OTEHRE (VF VLTIV TalE) fHHREOAZ e (5
~20mg/H. 1 A 1RO &KRE) OFZMEZ, 77 2R & ORI K- TRl L7z FEARHIF
6 M)

REBRT A 77 AR, CEER, BESL, WATHRH R

BOE S B SUTIRATET © Y — N2 B U7 TS &2l S h e ko g 344 6 (a0
FEAT X 5245 834 1, A AxMEARAT X 52 1] 344 1)
LRI - 18/ A 705 LL T

- Visit1 }2 O'Visit2 i 7l O YMRS A # = 23165 8L E

- DSM-IVH# LR R Z2 VO TDSM-IVIC L 0 BUEEYR TRA =Y — &2 2
LA 1 S LBl S - adk i o B

R EICAHR T REEIC L D2RIEL ED 5 ofE, BE, UXRAMETE Y — REH L EBH
+Visitl T2 & HEI 2EMIE, VF v AT V7 ook 5% 517, Visitl
TOMPERENY F 7 L T0.6 mEg/LLLE, /L7 ol T 50 pg/mL UL E

R 515 A2V == T RO vy a7 v MRSl i sn-BE%E, +7 % (5
~20mg/H) PDEENLEREIATIH (TP +ROEEREE, L4709y
VHE) XTI R EROLEREIHT O (TR ROLERE, LT 7 7R

) (CEEAESZEY T, mRECE6AMZRS L (CEERANY) . REKTH., EINE
RDSAEZTT- LT 1L, eitBR e L CA T v P VBT T T B R BRI R
ZIZEID AT, WERC18y H G Uiz (R ES)

2R H YMRSEFHR (CHEREER)

Rl R AT ZE H HAM-D2145H 5, CGI-BPX U'PANSS %5

fEE S Bt

<FZEHM . YMRS&FFE>
B BlERr S (53006 % . LOCF) I8 2YMRSAF EDR—RF A b DZE
bR (CPHECERERZ) 1347 P RETrE-13.11+28.53, 77 B REETIE-9.10=
9.36TH V., BRI ZEMICAERERENA LN (p=0.003) Z b, [OEE
HHMB 52T 24T P ERNRERE O OEEMER R S,
BEBIG6HEEZIZEBIT DYMRSEEIRDOX—Z T A b OELE

YMRS &3t
BHRE N R «<~x34:75>6@ p fE*
X9
FI ¥ | 220 22.3145.39 -13.11+8.53 0.003
7R 114 22.67+5.15 -9.10+9.36 (0.445)

N= R—2F 1 VMR 1B, EDOR—2 T 1 1%l % AT 5 Bk
* RBRFEEM, BREHELATCIN DO EEMZEE E Lo #otr (Typelll -J5F0)
() PITIRBREEERN & BE5REO R BAEA OplEz =,

Eree sy

<BITER>
TEERAEMH AT P URETI0% L BB U RIEAIL, BIR (50.0%. 106/212
) . FEED E W (18.6%. 31/228%1) | ME (12.8%. 28/219%41) | BATLHE
(13.6%. 29/214f1) | IEH (15.0%. 32/214%61) . KEHII (19.8%. 42/2126%1) K
AONFLEE (19.4%. 42/21661) Thotz, £, 77 BAREETIO%LL ERE L-FIEA
WX, IR (14.2%. 15/106%1) | EEfE (12.7%. 14/110%)) KL OYREEE (10.9%. 12/110
) THoiz,
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7T RBCHAL T U B CRBABOBIENE L AR TR A EE
DA HNTBIERIL, ZEED v (p=0.002) *, KREHM (p<0.001) *. {HIR
(p<0.001) *, =FEMEE (p=0.032) *K AW (p=0.006) *Th o7,
*Fisher® EREMRE

<HEEREIER>

THERAMH AT P U URETHRE SN EREREWEMIL. RIEERERE (1F)
R (1pl) | R () | L OMRER (161) ThoTe,

MEGEARE] « AT P e BTl STV EERRERIL, FeEtE S >R 1B | 9
o (1) THoT,

) AFNOREROCHE OURMERE ISR T 2BEROWE) @y, RAIIELT 7 e L LT
10 mgZ1H 1R OFGIZ LV BT 5, 728, Fln, IERIC X 0 E TR 525, 1H &1X20 mg
FEZIWT L

OB EICI 1T 2Bk O E « HIAALKRR OMEAT—% : HGKR RBR) 20
BB TR AT E Y — R&2 2 L7200 1 RS L 20 Sz 18 bl b 65 sl F o2
DHMENBE BT DBIERBEDOUEN RICHONWT, TR+ H A<~ (LLF CBZ)
(400~1200 mg/H. 1 H 2[R A&E) ICHT 247 ¥ (10~30 mg/H, 1 B 1[EF
A% %5) +CBZ (400~1200mg/H., 1 H 2 [Bf& O HEE) OB Z RN L2 GEGIR : 6 8

BT
BT A 77 AR, ZHEER., BEAL. WITREMHREER
pop < BUR UTRAME T E Y — R&2 8 U0 [ RIRRE & 2l S -t Mo 85 118 i (B 2k
FRAT R SR A5 117 5, 22 S MERRAT 6F 82051 118 15)
T 7 BRI UE 185 LL 65 UL T
- Visit1 % O'Visit2 M s A O YMRS & 5t 72320 45 2L F
- DSM-TV % T #ilifs %&b 2GR B 2 O ¢ DSM-TV-TR 12 L 0 BAEBRR UXiRA
TEY— RE 2 LN T REE L2 S B
Rk AN == T RO v a7 v MIMICES M SN BEE2 47 e (10~
30 mg/A) "D L CBZAFARED, XX 7 7R & CBZOFRBHCIEIESITE Y (1T, WifElZ6
WG L (CEERAMES) | BEKRTH, kRl e LCliftict 7 ey (10
~30mg/H) L CBZZ20HM#&E L= (kFiiaEE)
T EFHmE A YMRSE &R
BV H CGI-BP. MADRSA&RFA. Kin., BRSSO TOHMIT ICEIE
it Ak

<F B - YMRS A3t A>
el asm i (B 5845 6 1% . LOCF) 12813 5 YMRS At HEON—2F A b DZE
{bEIIA T o +CBZ BET-15.49,. 7T B AR+CBZ FET-15.25, # 5B DO#1%-0.24
(95%EMEX [4]-3.14, 2.66) ThH V., I ER+CBZ BT 54T o +CBZ BED
BEEEEIREE S N2 o 72 (p=0.869) .

BeEBAAB6HZ I DYMRSA R DN—RA T A b D2 bE
NR—2F A D DOELE

BB R | R o *
N | b =R D3k o osvfimzns | P
*Z Y +CBZ | 58 -15.49
S € R+CBZ 59 1525 0.24 (-3.14, 2.66) 0.869

N= "= 7 A Vil e O 1 BIELEDON—R T o U 5%FHE 2 A9 D65, CBZ=A /N =B
L ALGHOMTIC L VR Lie, BT /WVIITIRREEEM, REHEON—2 71 x5,

s

<EIER>
CHEERANY AT Y L +CBZ BED 48.3% (28/58 #)) (2. 7T & R+CBZ B D 36.7%
(22/60 f5) \ZEWEHAHEL L=, 4T P +CBZ BETRBRFGOEEAE (10%LL
+) BIERAE, IR (13.8%. 8/68 %) OHZTH-7c, 77 EHR+CBZ FEIZBWTH, ¥
BHOEIERE (10%LL ) BWERIZ, BIR (11.7%, 7/60 i) OHTh-o7t=, FEHH)
DEE N T T R+CBZ FEZHE AT oV B +CBZ B G2 AZIC BV EIER T
2o 7= (Fisher OIEfEMRTE) o
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<EE 2 EITEH>
ABRIITH S AR AR BIE A I S e o 7,

1) AAOREEOHE OUBMAEREEICR T 2R O%E) @, RAEEZ7 e L
T10mg % 1 A 1 [EROFELGICE Y BMGT 5, 7o, Hln, JERICK VEEEET 52, 1 HE
1320mg #2722 &,

H2) KON AT B OFRBHAEROHE (B, B SWROBREE) - I w8 b L
T, AT 1 B & 200~400 mg % 1~2 [FZ 2B OB S L, BEENELND
FT (@% 1 H 600 mg) thxICHEET D, ERICED 1 H 1200 mg F THET L Z LN T
%

OXABPEREE 21T 5 5 DfEROHKE | ERRER S LR (B ARARUNEANT —% : HGMP
R _EERAMIARY) 202229
BRI FIEEDO K H DR Y — &2 2 L7 18 UL E 65 kil 0 A AN KOS E N EE &%)
GL LT, A7 UoPF U (BEsE) (5~20 mg/H, SERIC 1 H 1 EROEE) OFLME
KOGl Ee 7 78ROl I VM L7 GHMERIR : 6 AR .

RERT A ShtisxERILE, 77 v AR, CEER, EER, WATRERH R

pSES WG 1 REEDOK D DI Y — &2 2 L8B3 514 4 (RENTx4: 514 %, H A ANHBE 156
Bl % & te)
e BRI UE - Visit 185 25 C18mk LA _E655% A

- DSM-IV-TRIC K Y, DS [ BfEE, ZbHLno ey — R85 D) Lsh, K
) OJFEE Y — ROFMEE T LTV D R

« Visit1O A LANICDSM-IV-TR CESR SN2 BR UTIRE =Y Y — REb7e< &bl
BIA L, KOLERD D VITPUEMRELZIRE L 2T ude o WERETH D LS
Db HEE

- Visitl & Visit2 O 5T HAM-D17 &3 A28 18 MLl Lo

- Visit2 IFF8C YMRS &7t s 8 SALLF DB

L T A R —EE B S ER 2 SR
(%18 (% 1) (% I 1)
+ER FIHFEY S M mzE (0 1) E
[Esit T oo Visit 4 iz 0ne/B e - HAHEL. g
iR VSt Bk W 5w/ BE T 20 mey B & v TR | A5 e S0 (SEED
4] meB
| TP R B R M
=5
TSEHRO1T FD 2
& 38 1258
2xH (3H[4B |1E|1E[1E | 18|18 |[18]| 18|28 |28 |48 |48 |48
isit 1 ¥iov4e VS W V7 VB ¥io VIl V12 VI3 V4 VIS
AT o Fisit 8 Visit 16
|IEA LA *S maB T RS

TEERAMNIEEY AT e I35 me/H TR L. EAEAEBIMNE LERLINIZ10 mg/ H £ TH
BL7, Z0%IT, BBREEEM GRS EEMOPEWRIC T, 5mg/AFo0MELZ s L, Ak
WPHIZ5~20 mg/A & L7172,

FIH (Visitl~Visit2) : A7 V—=2 7 RUOMEEOTOOHMTHY . FEZRSEGL
T-BE OB AR LT,

HITH (Visit2~Visit9) : 6 B B 5 At HaEu

B (Visit9~Visitle) : & I H 25T L2 EBE IS5 18 B OIES itk 514
ERIZ, V. 5. (4) 2) OMBMEREIZISIT 5 5 DR O ¢ [E B IEF 5 TAH el
(AARARKOSNEAT —% : HGMP RIS RikaRES) | OESR)

FEFHEE A MADRS* &t
* ;. Montgomery Asberg Depression Rating Scale (2L FMADRS)

Rl R EHIm I H YMRSEFEHA, CGI-BPEE. 9 O, #8B). 9 AR O SUSH R CVEMFIOEI S, BiE
WREU &
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OF 31~ il

Ak

<TZFM : MADRS At

BoBlEERe s (& 5-B44 6 H%) 12817 5 MADRAS GEFRDR—R T A Linh DAL
BOVHEIT, 7 B URE-14. 26 TSR EE11.7T1 Th o=, BERZE L Z0 95%
fEREXMIE-2.15 [-3.93,-0.36] TH V., FGHRITHFFIICHEBERZNR D b
(p=0.018, FLHEIHT)

Be 5Btk 6 RICI 1T D MADRS ARt DON—R T A b O b &k O ORERZE

(FAS. LOCF)
) - MADRS & i1 & FERI3E ;
BER | O oo U T s o e okiR | loswisixn] | P1
IS5 | 339 | 29.36+5.71 14.26+9.73
7S5 R | 169 | 28.69+6.33 11.71+11.09 2.15[:3.93, -0.36] | 0.018

W = B
b) W, N—AT A v ROEERFICE O A

<RIKFEAM - YMRS &7t &. CGI-BP(EYH, 2 ok, #A)>
7 A UL BEL 7 50 REEE DI 51T, YMRS A4, CGIBP (8) |
CGI-BP (5 2%) . CGI'BP (}8A) OX—RAT A Ui bIRAMEBIERR (5515 68
%) i'@@%@ﬂ:%&i\ B GBI PNICH B R EDRRD b (FhEh,
p<0.001, p=0.008, p=0.037, p=0.008) .

BeH-BtA 6 B ITE 1T D YMRS &7, CGI-BPER, 5o, BE)D
R—=R T A b DOELRELOZE O (LOCF)

NR—Z2 54 ¥ H 2Ea)

i e e cossatsic) | P
YMRS FI P | 339 2.14+2.10 -0.78+2.56 -0.99

ARk 75K | 169| 1.95+2.18 0.31£4.21 [-1.56, -0.43] | <0001
CGI-BP FIHFEr 839 1.07%0.29 0.00+0.43 -0.11

(ER79) AT 169 | 1.11%+0.35 0.09+0.59 [-0.20, -0.08] | %:008
CGI-BP FI¥er 339 454+0.73 -1.45+1.26 -0.24
(9 2¥) 7R 169 | 4.53+0.73 -1.20+1.36 [-0.47,-0.01] | %037
CGI-BP A7 ¥er 1339 4.45%0.79 -1.40+1.28 -0.30

(B 7R 169 4.44+0.79 -1.08+1.27 [-0.53, -0.08] 0.008

EIE £ R
a)i/N I E OB 22
b) R, N—=R T A v KROEZ N FIE D 7o

<BIWRFEAM © BOSHI>
Bl (B il 22E ,5.00 MADRS &8s _— 2 T 1 v E 50%LL RiFi) oBEIE1E,
F T oW R 52.5% (180/343 f5il) . T B AREE 43.3% (74/171#1) THY ., ¥ERE
MR RHERICE B R ZENRD bz (p=0.0498) ,

<BIREHM = 5 DR D B R >

BRG] (DTN OBEEIRFR T MADRS A5Hm8 12 mLLT) OoFIEE, A7 ey
R 53.9% (185/343 f5) . 7T ARREE 49.7% (85/171 fl) ToH V. FGHERITHE 2
WCHERZTRD bR -2 (p=0.367) .

<FITREEAM « BRI RS B>
BRAEIRFEEG] (WP OBIEEHR S T YMRS G318 15 500 E) o%l&IE, 7 03
EURE0.6% (2/343 %) . 7T BREE2.9% (5/171 1) VCB’?) V. BEREEICHE I
fi;‘?‘ﬁ)wu&)%hf; (p=0031) *o
*[E] %’f)% & L 7= Cochran-Mantel-Haenszeli# &

ek

<RIEM>
BIWERRBBEGIOEIAGIL, A7 P8 55.7% (191/343 f5l) | 77 & REf 36.8%
(63/171 f5) TH Y, F RN FHMICA BERZENRD bivlz (p<0.001) |
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T O EREWER (5% E) (%, REEEM (15.7%, 54/343 fi) | 1EIR
(15.2%, 52/343 f5l) . BHITHE (12.0%. 41/343 B) | #5FF (7.0%. 24/343 i) T
Hotr, T ERBOLEREIER (5% E) 1ZEIR (5.8%, 10/171 ) OHTH -
7=

TITRARBE AT TR OEGITHF ERICE B R ZENRO S ZREITEA
. REHE (p<0.001) . IR (p=0.002) . AAKILHE (p<0.001) ., #HE

(p=0.037) . THI YT (p=0.026) , TT7=2 T/ hTU AT =T —FHN
(p=0.035) TH V., WTNL T T ERBICHIFT T P EUEETEN- T2,

<EEREIE>
A7 P EURETEE SN EHERRIERIZRE 14F) Thol,

<{RHEE>

BB O ERE AL EIZHOW T, 47 P U RET+2.45kg. T BAREET
0.13kg TH Y, LRI AMICABERZDRD bz (p<0.001, it/\%ﬁz/\

) o

FERPICEE & B 2 ONDIREHEM (RX—2F 1 VED 1%L EOBEM) 12, 7 ¥E
UEE23.2% (79/341 6)) . TTRAREE1.2% (2/169%]) THY ., ATV UHENTT
T ARBCHEAFEFHENCAEEICE -T2 (p<0.001, Fisher O IEMERE)

<$ERSEEAER (DIEPSS) >
DIEPSS Gt mDN—R T A U b IEEBER R (5 6 %) £ ToRREE
DOFEMEIE, AT P ECBE O T BRIV T, N 045 X110 0.35 TH
D REREMICHREFFEMICE B R ZEITRD bNes o7z (p=0.140, Wilcoxon DJNEALFN
MRE) o HERIMSIEIROBBFIOEE X, AT P UBE8.3% (28/339#1) . 77 +&
AR 5.3% (9169 ) TH Y, FHBMICHHFEMICEERZTRD N7
(p=0.477, [E#%JE & L7= Cochran-Mantel-Haenszel #7E)

c) DIEPSS (2 X 2 #EAAMEIER OFBLA LI T O X S IZEFK L7z,

N=F Y =X LDOREBX, DIEPSS © 7] | TEERE) | TWe) . TAsEm . THREk)
OS5HEEEHAV, TOObo 1 HAT3AULE, 2T HAT28UE, b LG RR—F Y =X 145
BOBREREINS 3 AL EOBMOWT NN EHmIZd I e Lz, THAVYT, VA I=T, VA
FRUT OFRBUL, ENEFNOHEA T 2 AL E b LIRSFGEFTD 2 UL EOIO Wi
-z & e L,

@ HARANEH
Bt
<TZEEM . MADRS A #f s>
BANBE (156 ) Tix, m&EBIEMS (5046 6 %, LOCF) 2815 MADRS
BRERON—=AT A4 b OB BEOFHEIL, 4T e R 15.01\ 75 AR
10.52 ThoTe, HEMZEE 20 95%FHXMIZ-4.26 [-7.63,-0.89] TH v, #&GHMIC
A RICHBERENRD BN (p=0.014, FHO5EIH)

5. BHMG6IEZIZ BT AMADRSAF M ONR—R T A b O E K NE OFEFZE

(FAS. LOCF)
MADRS &&t s N
waR | Bk 25 U EDET FERES
R—2F A A [95%(5 #E X [H]]
I | 104 29.00+t6.15 -15.01+9.33
7 IR 52 28.62+8.01 -10.52+13.33 4.26 7.63, 0.89] 0.014

SEEIE + AR
a) BN IRFEIEOREM 2=
b) 1B, N—R T A . ROEZETFAE DI ER O L5850

<BIVEHE : YMRS A&t CGI-BP (B, 2 o, #E) >

KR EL S (B 5Bt 6 1% . LOCF) 0BT 5 N—25 1 o h 6D kL, YMRS
BARETAHT P URE-0.33, 7T AREE 0.35 (p=0.025) . CGI-BP (%) TAF v
FEURE0.01, 77 AR 0.04 (p=0.676) . CGI-BP (5 2¥i) THZ P U HE1.42,
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77 v REE0.87 (p=0.008) . CGI-BP (&) TA T HF U #-1.32, 77 RE-0.81
(p=0.010) TH 7=,

YMRS &5tsi. CGI-BP(ER. 5 o, MA)DEEMRL 6 HEICKIT 5
NR=2 T A b DOBLEN O ORREZE (LOCF)

R 2T A i)
A mam || c—xgqv | 0TI | o | P
YMRS FZ7 P | 104 0.88+1.32 -0.33+1.75 -0.66
GRS TR 52 0.85+1.32 0.35+2.02 [1.23,-0.08] | 0%
CGI-BP A7 FEr 104 1.03+0.17 0.01£0.30 -0.02
(B3) 77 %R 52 1.02+0.14 0.04+0.34 Lo.11, 0.07 | 267
CGI-BP FIFEr 104 4.35%0.75 -1.42+1.15 -0.51
(5 >9%) 7R 52 4.23+0.73 -0.87+1.17 [0.89, -0.14] | 0008
CGI-BP APy 1104  4.17+0.86 -1.32+1.18 -0.48
(e 75 R 52 4.100.87 -0.81+1.07 [0.84,-0.11] | 010

EIE £ R
a) I/ RO
b) . N—AT A > RUOEZERTICE D 2 ER 0I5 8T

<BIREHM : BSH>
S (kB 2205 500 MADRS &2 En_— 25 1 b 50%LL ) oFEIEiE,
F T PR 54.8% (57/104 Bl) . 77T B AREE 40.4% (21/52 ) TH-o 7= (p=0.126) ,

<EIWRFEAN = 9 D5Etk O EfiR 5>
FAEE (DTN OBIERNE S T MADRS A5FED 12 5L T) 0BG, A7 et
53.8% (56/104 f5il) . 7T & AEE 55.8% (29/52 f5l) Th ->7- (p=0.866) .

<EIUCEHM < BRAEIR 58 B>
BRRERFEES] (W OIS T YMRS G8HA28 16 AL L) X, A7 v FE Uik
U7 T RBEONTIUTHIBD biLeh o7z,

e X kq

<EIER>
BIWERZHRBIOEIGIT., TP 64.4% (67/104 1)) . 7T v REf 36.5% (19/52
) THH ., BHEEEICHFH A ﬁﬁfcﬁ%rs: W Bz (p=0.001) .
FT7 U UROERRWER (5%LLE) 1, IR (33.7%. 35/104 f5) | (RN
(26.0%. 27/104{5) BATLE (14. 4% 15/104%) . H¥E (6.7%, 7/104 %) | {#
T, BER, HERE (Wb 5.8%. 6/104 1) Thotz, 77 BREED L2 ER
(5%LL 1) rMEEE (11.5%\ 6/52 ) DHTIH-7=,
TIRREEE AT UV U TR OE SR FEIICE B R ZENES D EIER
I, IR (p=0.003) *. fREHM (p<0.001) *TH V., Wb 7T BRI A
VYR URETCE DT,
*Fisher O EfERE

<EE72BIEH>
TP TTHRE SN EEREEREME 14 Tholz,

<fkHE>

RSB RO PHERBELELRICOWVWT, A7 U FEVEHIZ+2.12keg,. 7T RS

0.37kg TH Y . BEREFICHHFENICABRRZENRD L (p<0.001, X—R2 T A

i, JBE K OE % K128 o 7= L0808

FRIRINCEHIE L B 2 O DB (RX—R T A MED T%LL EOH) 47 e

URE20.2% (217104 f51) . T BREE1.9% (1/5241) THY ., ATV EUBHNTT

T ARBEC AR EICE BICE o 72 (p=0.001, Fisher O IEfERE (M) ) .

<o R GER (DIEPSS) >

DIEPSS At DN —R T A U b RMEBEER R (B 5MHim 6 H) £ ToRKElE
DFHEIE, 7T FECFEROT I ERBICBWT, ZHEH 0.33 X100.19 TH
D, FBEBEFICHHAMICA B RZITRO Lo 7= (p=0.371, Fisher O IEfHiE
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(FEHD) ) o SERSEAEIRDOFAB OIS N, +7 P B 5.8% (6/104 4]) . 7
TR 0.0% (0/524]) THY ., BHEHEBICHHFMICHERZIRD N2 ho Tz
(p=0.229, Fisher ® EwetE (M) ) .

¢) DIEPSS |2 & 2 $E(RHMNBIER D FBLZ L F D L H ICER LT,

NR—=F Y =X AORBT, DIEPSS o [H7) | [TEERE) . [Wie) o TSR . T3Sk
DOSEHZHW, ZOH5bd 1 HAT3 AU L, 2THHA T2 AL, b LI =% Y =X 04885
ROBERGERTND 3 SU LMol e Lic, TATYT, YA =T, PR
FRUT OFBUL, TNENOHE T2 5Pk, & LITBGRERTD 2 Sl oo nW3 i
T e L,

E) AFOFEEOCHE GUBIEEEIZRIT 5 9 ERoWE) @Y., KAZEA 7 o Fes b
LChmg#1H1IBKRHEGIZEVBEBL, 0% 1H 1B 10 mg ICHET D, 2B, WT
NHMEFERNCREG T A2 & & L, Fs, BRI CEEEET 228, 1 BEIZ20mg 2B 2 7%

WZ &,

@PHEHEEE TR B ) RO E  FMHALERER GAEAT—% : HGGY RBR) 2¢
MR I REEDOK ) IR Y — RE2RT 5 18 B LoABEABEZ ISR E LT, T 05
B (5~20 mg/H. 1 H 1 FRRO&E) OFMMEROEZEMNE 7T 2R & Oz L0 G
L7 GHEHAR - 8 /) .

WEBRT YA gk dE. 7 AR CEHEER, BIELA. WATEEF G
x5 WG 1 RIFEE O 5 DIRREIC & 5 B 833 BI(ENTXISR AT W B 370 fl, 77 ARt
3774, AT o HE-TAAxvF 0t (OFC) # 86 i)
F A mPRIL - 18l
+ Visit1 &% O'Visit2 @ s Hli R O MADRS & & 573205 L4 E
- DSM-IV K& (b EE R Z WV TR T REED KR ) STy — F2 AT 5 &2
SN EE
B EIOWR T AR EIZ L D DSM-IV TEZR SN AR, UIRAMHE=E Y — K% 18D
H LIRS
BRI AV == T RO v a7 v MIMICTE S sh Bz e, A7 et (5
~20mg/A) #D, IS5 EREE, OFC#E (6mg/H+25 mg/H XL v B L. 6 mg/H+50 mg/H
~12 mg/ B+50 mg/ B CHEII) F2OWNFTNNIT4: 4 1 DR TERIELICEY [T, Z
NENORIC SEMEE Lz (CEHEHRSMEITAEL) . BE5&TH, IEahikiiabe L
T, “HERAMMEEREE T LZBRECE T Y Y (5~20mg/A) XiZOFC % 6 » A
MG L (paais) o b, WIhbaEROBEEREF LN E L,
EEHIEH MADRS &5

B R 2

YMRS &&ts. CGI-BP(ER, 5o, BA), HAM-A %

A5k

<FEZ[ : MADRS 455>
BBl s s (B EBRMASIHE) 2B 1T AMADRSEFIADN—A T 4 b DELED
B/NTHREHMEIL, AT P URE-14.97. 7T EAREE-11.86, OFCHE-18.54THh » 72,
T W UEEN OOFCRED 75 & AR RE & ORER Eig i 3% SRR G A B e 7
DR N7 (p=0.002, p<0.001) ,

MARDS &R A OKRGHMSHBRICE T 2X—A T A LV inpbDELE

| s T Y
57 il IR 7 — R —
o SERE IR R A XTI
F7 UYL 192 -14.97 0.72 <0.001 0.002
77 R 811 151 -11.86 0.76 <0.001 -
OFC 58 -18.54 1.30 <0.001 <0.001

N=R_—Z F A Vil O 1 B EDOR— 2T A %3 & A 5 13K

a) BRI HT D t HRE

b) TRIE. Mgk, KRBT, 1B EORBEORAMEME D0 K LIEMICBE T 2 IRAMEET v
(Mixed Model Repeated Measurement)
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it ek

<BIVEM>

BIEFZEHBIOEIG L. 4T PR 62.4% (231/370 f) . 7°F & REE 50.1% (189/377
#) . OFC # 66.3% (57/86 ffl) THV . AT HF UL T T HRBEDM KL OFC #
&7"??%%‘@?@&:%%%’] CHEBRENRD LN (FHE1 p<0.001 & O p=0.006,
Fisher O 1EfERE (M) )

7 RO EREWER (10%LL 1) 1, REHE (16.8%., 62/370 fi) | #4§F (12.4%.
46/370 f51) . BAITHE (10.8%. 40/370 fi) | AR (10.5%. 39/370 i) . 1 NEZE: (10.5%.
39/370 f5) Thote, 7T EHREET 10%LL EICHSNZEEM L2 7-, OFC #EDE
RRBIWER (10%LLE) 1%, IR (20.9%. 18/86 ) . {AEHM (17.4%. 15/86 fFl) . &
BOTHE (12.8%. 11/86 #) . KNI (16.3%. 14/86 i) Th -7, BEELBNWEMRIZ

FT BT OO 2 B, BuF, BRI REENE 1 F], OFC BT o ofF. K
. Mode, PRURIREERS 1 BICTh o T,

<EFE2BIMEH>

CHEERGIEENARY - AT U U TG S EERRIERIZ, BYE () |
D00/ (26) . RORE I BIEE (14]) Tholz,

FEE kAR - EEARRIEN & LT, Bm I AEESE (161) | 5 AR OEYE (1
Bl o oo (A1) i Sh,

1D AAOREEOHE OUBRMREICKT 2 9 SEROSE) @, A A 7 e e
LThmg#% 1H1FEREO#KGIZ otDF'ﬂ‘?JizAL D% 1 H 1H 10 mg IZHET S, B, W
NHBBANIERG T2 & &L, Fln, IERICIE Bl EHERET 525, 1 HEIX 20 mg @172
AR

HEDARRBRIIL, AT E-TAdXETF o (REBAAR) OFH (OFC) BEREEND, AilBR
WCEEND —FEZHIBR LAERZ IR T 5 Z LIRS TRV Sl L, 2RO/ R A 42
AL, OFC O A2 HELET 2 6 0TIV,

2) BEMHER
OFEERAE : ENEHEERR
HARNHEA LERE 2B T P OB ERICBIT AR ERF LT,
(FEH)
T T Y T TR ARk RER (203K 36R) . EHEMERER (204E #ER)
& OfkEER (AR, 208E 3BR) KUA 7 B U EEE W EilnE R (303E
WR) . 7 A VT 4 AT - T4 7 (QOL) ik (304E i) . EML MRS (305E 5bk)
D 5 ODEHRRRNEM S, SHEHMABZ TR SN-BELMITISHLE Lz, EHEER
BRI BT B RN g5 287 BiIh, 24 HLL E 52 AT 5411 154 i, 52 UL E#& G-
BIE 98 Bl T o 7=, BHBHIAREDD 104 3 £ TIZB T HIKEDO (LR KON 95%(5 58 X [H
WZOWTHT L2 . 1 AR OEH (b &IT+4.3kg THY . K 1 FEHIQTFEHT D Z &
DRBE I NT-, ZOM, B GRHICRICIEE 2 28I11EH - AEFES, BRRAM R %X
mh&b LR T,
P AT U eI ERTIC AW ERAIT, AT DTS B mgk AT W
v UgE (FmEE) 5 mgld MRS TH D Z BRI TS
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15
~
| 104
2 L
5 >
4
Ve 5
2 THREE
n ¢
2%
g o
75
S
ik
£ —5-
(ke)
_10 T T T T T T 1
0 20 40 5?2 60 76 92 104 120
(179) (145) (131)(12) (13) 6y (3) (n#)
BE5HE (G8)

N=RA T A b OREDEE R R

OMABFE : ENEHLR LM (305K Rjk) 29
HARNDHEARIVERE 2RI T oV EPRR SR OZ 20 OH 2 at LTz,

REBT A

Shtiax LA, FEE R

WES

WA ICRRIE R 120 61 (iFHT*I5: 119 f1)

£ AL e

- 18 kLA E 65 ok (MERIER b7

- ICD-10 WHE HZ Wi AL HET F20 IR T 5% (25 L LT DSM-IV 08 b Eii)
N S e

CURNCA T PR RESNT-BETH-o T, KRBROK GBS 4 B LI ERTIZA
TP OB ETHU 50 XTI OPUREARFRIEICE D B X T2 BE (CEEREKR
REICBIN L7 B 1T <)

BRI e

<RI R OMEIR LTV B Al REMED & 5 Lotk B ilia
- HEER (BFZe. UEZRE) | B DR, MEE, TUVRAMERE, MEREMER B
EDOEPHE I IBEERE D & % B
ARMLE . BEE RNV ILE D & % B
- [ ER B R BRI RE O A O SUTEEE O & 5 B
s TADPADEFITTVHRADBHEROH HE8E ., N—F Y VIFHARE
- BEOEDFXIIBEERE O & 2 BE
c Tova— )VELHBEXIIEMELHEO & % B
CREERIC L AT LAY — OB B A B
- BEEREE, MEEREBUIREE ST L B Y — VERFEER - BRERA 72 & o HRHE A A 7 0 B
WS B B
K - REARRIRREZ AR D B RNRRO H 5 BE
- MRS R R OVEEUER OB, KPP EOAEREOH 5 BHE
£

BT ik

FT7 U EY 5mg/H LV EEEZFM L, RkEHE 15 mg £ TORPANT, JEROZEIZ
S UHEAE TR L2, FAlE LT A 1EYR%ES L,
BeHMIEE, 6 » AL E, 129 AETE LT,

FEAE

HHPE : FGIR, BPRS&RMA 55
RV ERARIER (DIEPSSKTAIMS) | #ifEwaE %

5

EES

At

<R AERRTCERE (24 W UL IEREE) >
Ll b 47.1% (56/119 $1)
AL L 67.2% (80/119 1)
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Frae i

<ML (5 1~8 ., 5 9~24 ., #&5 25~48/52 H ORFL 24 E) >

A GO BE DK 60~80%2 TRIEH. MARMAEMERZ2 L] RIEHZRL) XX
MEEORWEH., BMAMAEMETEHY ., Gk BEHD) LHEINT.
¥hE1~8H : BIMEMZRL [31.4% (37/118%1) 1 . ®EHV [28.8% (34/118 i) ]
BehH 9~2438 : BMEMAZAR L [27.5% (28/102%1) ] . #EHY [40.2% (41/102 %) ]
Beh 25~48/52 H : BIfEM 72 L [32.2% (28/87 %) 1 . #EH Y [44.8% (39/87 ) ]

<HI1EH>
FHR 10% EORIERIZ, AR CE) | IRK, BEEN, 727 Rk, A
%, e (%) Thoi,

W) AFIORHEROCHE FEKHE 8%, KAEA 7 o FEr L L Th~10mg# 1 H 1
MR DR EIC L VBRET D, MEFFRE L LC1 H 1[E 10 mg HRAKGT5, 728, Filiv, iR
LV EEHEET S, 72770, 1 HEIZ20mg @272\ 2 &,

WA RAVE : ENEIAE TERkERER (203E 3ER) 20
H AN G RKIIERE 2 RICA T P ORI G 2 A 50 &2tz Mt L

77
RBRT A v e e ACNE RSt
%f G A RRIE B 86 5] (FRHT X5 85 1)
TR RN ALY BB THRBR CHRE SNEMAEREBEDOHI L, 7 FE I+ oE

NBD LN, EHICLEMEE S LEICHEN 2V s, »oORMEREBITORE
NESNTBE
- 18 5 LA E 65 AT (PERIIERTH7220)

FnBRA v 40155 T AR ABR & [RIRR
[V.5.(3) OMAKLAIE : ENEYE B (202E 3 5) | OHESMK

BT A I T P BRI TR TR T 2 MEE22EIC, ma & 16 mg £ TOHPAN
T, EROBIE U RZEERIR L2, FHE LT1H 1Y 8%EE L,
HBEHHIRITRHE TRRBRHH b Z0 T 6 » AU EL L, WRERSGEIT 12 » A L TIRE
ikl L7z, E£72 12 5 AREGR TR OMA~OG 0 0 NEE T, ke 520 02 L)
Wrsh 25613 &R 2 FMFE kiR G L

PR IE E Huhk : FGIR. BPRSARHA &
eVt MIEREERIER %
fr Bk

<IRERUGEE (48/52 F% XIT P IERE) >
AR EELL b 69.9% (58/83 1)
WAL L 85.5% (71/83 i)

ek

<MER 2K (48/52 W% T FIER ML L) >

P EDBE (58.8%, 50/85 i) 1% TEIMEM., MKREMBET 2L, (BIEMAZRL)
T TREORIER., BRREMREH ., 5k @®EHY) tHESNE,

<FIEHI>
FEHLR 10% L EORIEA X, (KEHMN, RIE OF) . IRK, BEARTH- 72,

¥ AROREROCHE (FEAKMRE) @, RAZEA 7o FeE L Th~10mg A 1 H 1
RSO G L VBMAT D, MaFRFEL L CT1H 1\ 10 mg OGS 5, 2B, Fik, BRI
L OEEREBTS, 72770, 1 HEZX20mg #2202 &,
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@A LFRE : BN QOL RB (304E RBr) 27
HARNRELFERE 29 BRIt T o OREMRSREOFME & ZeER Y QOL

e L7,
RERT A Ltk dLE, IEERAER
x5 WA S RRIE B 29 B (AT T2 29 )
RN L YE - 18 mEbL E 65 Al (MEBIIX R 7a )
- ICD-10 WF9E 2 W B4 T F20 12 @4 A 3 (& & LT DSM-IV 233 & % i)
c RERBAMEIFIC L LCTREORES 2T 5 HE T, BRICHEMREOKBREEZIT TS
B
L5, B2 EDOBMIERNEFEL TV DHES
B3R, SR AIRTE L CW A4 (BMERaE ., JEREE)
MREARIREENERGF L TV D HE
MO DRENEFEL TV DA
H Lo 72 AERIZZR VA, BIE £ TOBRBTH #EARAKIERDEFEL T D EE
< FA AT ORPTERE XTFTE DA AN E G AT RE R S R B
- EHEMBEANOMEEE AT 5 mE
B 7 5 mg/H X% 7.5 mg/H LV G5 2B L. WEEIC LY KE A& 156 mg/H £ TORPAN
TREROZBITIS T, HEAEETHEELZD, FAELT1H 1REYEBBEBEELE LT,
wEWIRIZ, 6 » AL E, 123 HAFETE LT,
M B Huht  : FGIR. BPRSA&RFA %
et MR eE, RWER &
QOLEMl : 7 A VT 1 « 7 - 54 Z7EFLRE (QLS) %
firge S Hahit

<P (24 W% UL IR >
AR EELL b 44.8% (13/29 1)
A= L 75.9% (22/29 i)

Fracy

<WIEZ 2K (5 1~8 ., &5 9~24 8, #&E 25~48/52 @ OMEL LK) >

KB GHEOBE O 60%LL £ TRIVEM., ARAEMEE 2L BHWEHAZL) XX
MR ORIEMH., BRMAEREH Y, &5k @EHD) LHEINT,
BhE1~8H : GIEMZ2 L [25.0% (7/2841) 1 . #EH Y [39.3% (11/29 #i) ]
5 9~24 0 : BWEMA L [29.2% (7/245)) 1 . #wEH Y [50.0% (12/24 f5]) ]
5 25~48/52 1A : BIfEAZ2 L [15.0% (3/20 %) 1 . #EH Y [75.0% (15/20 i) ]

< {FEH>

FHE 10% A LORIERIT, REEM, BHFTUE, 727 KRR, B2 0K .
TIZUxRRVT AR GE) . B 0 . YA =7 (BHERERE) . Mo oR
&, REED, OEV, MERT, AL ThHo7,

QOL i

<IXVT 4 - FT - T4 T7FHERE (QLS) >

NR—=AF A U DEHEBIER (24 . LOCF) £To QLS A&, WNTTTDFAE
KFEFHEICE VT, HERNICAEBEREENBO b (p<0.01) ,

QLS FF D= T A U LI EBIERFE COVHZEbE (243, LOCF)

N—RFA{ v ScA By b 95%CIL
QLS #Fs N | ¥fi SD | ¥f SD | ¥fE SD TR ERR | pfE
BEkaL 24 | 3896 1711 | 5275 2075 | 13.79 1386 | 7.94 19.65 | <0.001
RTABIR (HEHR) 24 | 1279 742 | 1617 877 | 338 444 | 150 525 | 0.001
BT (GFHD 24 | 533 537 | 829 577 | 296 432 | 113 478 | 0.003
TR O (Bt 24 | 1467 668 | 21.13 849 | 646 7.28 | 338 953 |<0.001
— TR SIEE) (GEH ) 24 | 617 206 | 717 193 1.00 159 | 033 167 | 0.005

N=_R—2 7 A Vi O 7e < L 1 RIOR—R T A LTI & 5 5%
*: Student OXHEDH D t HE

) AFIORHEROCHE FEKHE) 8%, KAEAZ7 o FE L L Th~10mg# 1 H 1
FIRE AL VST D, MFFREE LT1IH 110 mg RAKEST 5, 2P, Fih, GBIl
LB EREBTS, 72770, 1 HEZX20mg #2202 &,
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GOMIBMEEICI T ABEROWE | ENEYBRS53RE (BMEX RE) 29
FICEMES N4 T P O _ESREERR (BMAC 3R8R) 2527 L7 MU [ BIEE OB

XATRAMETE Y — RIZhH Db BARANBEEZNGIC, 7 o ORMEGRHIB T 2 H%)
PE &M et LT,

BT A ZlaskLE, FEEMR. i G aRBR

PSES PR X TRAMEZE Y — K22 U720 1 BUEE & 2B s n- B3 139 il (EFTx4: 139
1)

e BRI UE - BMACRBRICHHAAN BV, BMACRERZ5ET L TW5, XIIBMACRER % Visit4 (21
H) XiZVisits (8 H) THHEATSOEE THIEL, BMACRBRFIEFOYMRSE R A
RBMACREBRO~N— 25 4 Ll Lol
- DSM-IV-TRIZ & 0 1296.4xRHi T BEE | Kb Lo ey — RBERE] % 1296.6x
AR I REE, B LY — RRRAM] t2an-BE

7o BRAN I UE BRI B0 L QW B B

R 7 ik BNAC Bk RERSARCEER) .

C oEm 16 8 g
\F/His; 8 LY170053 (5~20mg/ B THith. FE#H 5~20mg/H)
Jo I >
x:::: g ig £ LY170053 (10mg/ B CBItA . FIE 46 5~20mg/B) + SAREE 1§l ‘
[ | | | |
[ 1 [ [ I I
0 1 2 4 6 10 14 18 5@
Visit 101
B3 Visit 108
(LY170053 : A+ Z7 »H ')
FT oYk (FilbE) 5~20 mg/H =& E18HME (BMACRE: & & b¥ THE24H
M) #E L),
BMACHBEZ 5 T LToBRE 121, 47 VP OBAIR S 21T - 72, BMACHER % %h#
A4y OB THIE LTERBRE T A T P e E RO RERIANE O A& 21T- 72,

AN E YMRS & &5

Bl AT HAM-D174&5HA. CGI-BP (Bi, 9 o, #4E) . PANSS (Bitk) %

LS HhE

<FFEFAL : YMRS &35 (0C) >

C AT e R

R—=2F A NSO ELEIT, 5 6 H#% T-3.8, 18#% T-4.2 ThoT-,

YMRS GF 5 DOXR—AT A4 b OB EOHERE (47 9 U HAIRE, FAS, 0C)

e 2 138 23 438 6 i 10 38 1438 1838
filkk 100 100 96 91 81 76 65 61
YNH?;/E'% 57464 | 4.9460 | 4.0£5.8 | 3.0+43 | 2134 | 26158 | 1.9+3.3 | 16429
2k - 0.8:36 | 15553 | 24249 | -33:53 | 2857 | 3757 | 42453
PR AR (R 2

< F T UV AR R E SRR
N=2 T A r0bOBbEIL, #5 6 % T-25.9, &5 18 1% T-29.6 Th-oT,
YMRS AitHEDOR—=2 T4 U b OELEOHE (KoL Ed iR, FAS, 0C)

NS V2V 138 2 18 4 38 6 J 10 38 1438 18 i
ik 39 39 34 31 22 18 14 12
YNHE‘/E'% 332466 | 251496 | 17.9+103 | 125128 | 71487 | 2944 | 31241 1.7+3.2
2R - -8.1486 | -15.4+11.1|-21.0+12.6 | -25.949.3 | -30.3+8.7 | -30.0:0.4 | -29.6+5.7
PR AR e (i 2

*1: Observed Cases  (LLF OC)

39




<FZ3Ef : YMRS &3F4& (LOCF) >

AT UV AR

NR—=Z T A NS IR BIENE S EToO YMRS &3S0 (b8, 24 T-3.0 Th-oT-,
YMRS A&t EDOR—=RT A DL EOHE (47 Y v HAIRE, LOCF)

A =R74Y 138 2 438 6 i 1038 14 8 18 8
itk 100 100 100 100 100 100 100 100
YMljshﬁ'é'Jr 5.746.4 | 4.946.0 | 4.346.3 | 34452 | 2.8+44.8 | 32462 | 3.045.9 | 27458
2R -0.8:3.6 | -1.4+5.3 | -2.3+5.0 | -2.9+5.3 | -2.5:57 | -2.7£5.8 | -3.0+5.6
SRR (R 72

« T T UV RS2 TE RO R
NR—=A T A b EAKBIER 8 F T YMRS At ZB{b T, &K T-19.8 Th o7,
PEFRZEER T, Vo A0FHEET-20.2, AT a@BIFHEET-20.1 KO ARwEE

OFHEET
-6.0 Th o7,
YMRS GO R—RA T A4 UL OEILBEOWHRE (4 7/%t/+ 2 EREEE, LOCF)
INEY G2V 1A 2 4 3 6 i 0 148 18
kS 39 39 39 39 39 39 39 39

VRS &5
HA 33.246.6 | 25.149.6 | 20.0£11.6 | 17.2+15.1 | 15.7+16.0 | 14.0+16.8 | 13.9+16.8 | 13.4+17.1

ﬂl:a -8.148.6 | -13.2+12.1| -16.0+15.2 | -17.5+16.3 |-19.2£17.6 | -19.3+17.6| -19.8+17.8
SR AR (R A

<EIWRFEA : 2 DHER DR B>

5 SRERDFEIFRG] (HAM-D17 GEHHENR—R2 T4 T T HUTOREN 13 S0 FICE
1) OEEIT. TP HARE 4.83% (4/92 ) . AT oW+ R T E RO AR
3.3% (1/30 ) TH -7,

2“7 VR HLARE
HAIFED 41.0% (41/100 B)) (ZRIERDBEBL L7, ERENEH (10%LL E) %, HIR
(18.0%. 138/100 f5]) ToH -7,

<EE 72 RITEH>
BELRBEWEMIIRRD b o iz,

AT UV AR E RO B

BEHEED 59.0% (23/39 i) ICEIER DN REL Lz, ERBIEH (10%2L L) 1%, M k
V7Y% REIN (15.4%. 6/39 1)) . IR (12.8%. 5/39 i) K OMAEHIN (10.3%.
4/39 ) TH -7,

EERBMEMRTREO LR -T2,

E 1D AFOMEROHE CUBEEEICKIT 2BERO%E) - @, RAIKEAF 7 e L
TlOmg%lHl@ﬁD&@Ki@%%?éoQE\EW\Vﬁ XV EERT 523, 1 H
(X 20 mg ZELRWNT &,
T 2) AFNOEERFARMEE GUBMEREICE T 2BYERKL D SEROUE) FUL T LB T
»H5,
8.7 BHIEIR J OV 9 DIEMR 23 e L7512 1, ﬁ%@&@ﬂm@%f_owfﬁﬂb A %18
%&&5L&w;9&%¢5_&oﬂ@$ P DOHERFRIEIZ BT 5 B AR N TORBI OG0
KOV PEIIHENL L TR0,
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OBHBEE RIS DBER DS E : RABRSRBROFESHRE OMEAT —4 : HGEH 3Bk 12 |
HGHD 3Bk 20 . HGHQ 35 ¥ . HGHL 35 30 . HGHT 35 30 )
FIUoFE ORISR 5 5 (HGEH 3. HGHD #5. HGHQ #%. HGHL &
F O HGHT B 12 ) OffEs 0oL, 47 e oREME GBI 2222 7Hb LT,

AR H 1 F 7 oV ORMBEERIZE T 2R LT T 5,
PIE S TR 22 PERVAR o SE B KK - 1545 {5
i R <®EIfE >

1545 it 909 1] (58.8%) ([CEIEA NS bivi-, FEMEN 10%L L TH - 7-EIE
L, REEN (18.1%) . HWNEME (12.7%) . IR (11.5%) . #1% (10.6%) &
OEATTHE (10.0%) Th-o7T-,

FEWHGRBR CRE L AERLOME N CBEE L., 2B EHIEICRER LA E
FHLIFERETHY . EMBREIC Lo THZICEBR L THENEL Ro - BEES
IEERD DRI ST,

<HEEHGL NV — FROREFHERE>

1545 GBI A EFELREIHMN 100 22 TWD 12 5K (RERI, NN,
R, 5o, 8k, Ry, BEULHE, FRE. RIRE, ZEED E v, K%, 1B
LT, A7V EVEERGND 12 7 A £ TOAY— RR (HAZFEE (H) H72Y
DOHFREOHEFERIEIR) OB LI LIER, WTFhoFELRK oW TH, AEH
LRBLO N — FRITIRFEE GHAE 1 v HUARRbLEL ., TO®%BD Lz, 9
DIFICONTIE, BEMICE S RET2HAITRBINTNDE 00, IRBRERE
BRtET: 10 » A R OVRBRIRE 5004614 11 5 A TOREHWER TH - 72,
INLORERNL, AT UV EUREMEECI BN Rbh A ERELRL, &
BN BT 2@ NRD 5, BB TREY A7 BT 5 L0 T
RNZ ERRENT,

* R CIER SIS 12 0 A E COREMME 10 ARAICKEY , £FRO%
BRI £ TOMMIC U TSR AR 28 L, EfRIC L0 AF— FRZ
E LT, 2O K> AMNO N — REEETh 2 L UE LT,

1) AAOREROHE OURMERE IS T 2EERO%E) - @, RAZEA 7 o Fere L
T10mg # 1 H 1REROFGICEYEGT 5, b, Fn, ERICK v #EEHERT 225, 1 H
HIX20mg 2z RN L,

T 2) AANIOEE 2 FEARNEER QUBRIERE BT 2 BER KON SEROLE) ZATFTo LY T
H5,

8.7 BHEMR K O 9 DIER N EGE LI 5A 21T, AKI O 8GRk O B OWTRRET L. A& %18
REBE LW K D EET D Z &, SUBHEREE OMERPRIEIZ BT 2 HARN TOLRA O M
B OV MEIIMESL LT ey,

UTORBRIZENTIX, [OLZEK, P19 DK OPUEMHIEOHZ & L TE L7,
@OFBIEBEEICIIT D 5 DEROKE . HELFRSMAHLERR (BARARVCHEAT —F
HGMP R FEE ks iam) 32
HGMP B0 “HERAMEGEE GBI, 6EM) 25T LB (389 ) Zxf&ic,
THERAVEEAERIEICE K EB&RYS GBI, 18E[M) BT Aa AT ey (5~20
mg/H, BERIZ1 B 1ERAOKE) OFIMEROL LG L7 GEmIIRF - 18 3
) .

RRT YA~ Ztiax E BRI E I B BRER

PSES HGMP RERFE N (CZEERBMWINEEY) 2557 LB 389 il (FEHTI5 389 )
BRI HGMP B0 “EHEsMAaEEERICE 7 VP 285 LZEBE (X7 0P E Ui
HEE)

K OHGMPREEO “HEREEMIAHEIC T 7 R EHE LI B8 (77 B RS
W Bt % 5 me/H & L CT5~20 mg/H OFPAN T, BRERFCIALEAZ e 25
L7

7B, FRBRICBWUIRGEERK, §15 SQERUTUSHREO I Z T & L,

TR E MADRS &4

il A ZE YMRS &t CGI-BP@RE., 5o, Ba) %




O&REH
BHhk
<MADRS & & 5>
1S O IEE Mk 5BV T, MADRSAR AT TED LB TH -7, MADRS
BEROR—RT A v GEERIGTREIIBRLARES) 2D OB E CESMHHAEER )
1L, B 561% T-3.76£8.50, %5184 T-6.34+9.43Th o7,
B MRk 58 > MADRS A&t o (FAS, 0C)

A%i 74 63 1878
Bi%K 385 349 295
MADRSH# AL 14.00+9.05 | 10.10+8.37 | 7.61+7.20
b - -3.76+8.50 | -6.34+9.43
SEEIME AR 2
<BRJE R O 5 L5 >

BREER O TG (WNF DO BIERE S T YMRS 3428 15 AU L) 0BI&IE. 45
VY URITEGRE 0.4% (1/267 1) . 7T BRAIERERE 1.6% (2/122 61) TH -7,
Ak
<FIEH>
BIVEA S EM OB S 132K T 38.3% (149/389 i) Th -7, EREIER (5%LLE)
ILRERIN (15.9%., 62/389 ffl) TH -7z,
<EE72RIEH>
EERBEML. 47 VP& iR G0 TR, A I BEENE 16, 7T 'R
AT 5B CIIBR A 1B TH -T2,
@ HANEM
A hiE
<MADRS &35t i>
HARNEMTO MADRS 8D R—R T 1 v GEERMEIRFEIIBIAARES) Do
EALBEOFHE (0C) 1%, 5 6% THT P VARG 0.01, 7T AA]
BERE-4.26 TH Y. HG5HB 18 BE T T P URTRER-4.42. 77 BRATES
#-6.00 TH -7,
<BWIE R O 5 B>
BRER O TG (W TR0 BIERE A T YMRS A5 A28 15 AU L) 12, WPFhoRf
WIZHERRO Lo T,
et
<FI{EHI>
HARNEMAOZ ML, HGMS 3Bk & O & Mbr & U CEMii L 72, f51%E HGMS &
BEEOZ L,

) ARFNOREROHE PUBMEREECRBT 5 9 SERO%E) @k, RAZIEA 7 e L
ThmgZ 1 H1IERROBEIZEIVBGL, 0% 1 H 1R 10 mg IZEET D, 2B, WIih
HELERNC G5 2 & L L, Fin, IERICS UEEHERT 523, 1 HEIX 20 mg 282 720

&
N— o

@B EICIS1T 2 5 DEROYE - ENFERRYIERS5RE (HGMS RE) 2
HGMP B4 52 T L7z HARNEE KO HGMS B2 L cdFaxg s L, 47 %y
> (5~20 mg/H, BEREKFC 1 H 1AL A$E) 2 BEE SO0 TRE 72 38551 (50022 E 3K,
PO DR OPUFMFRE) & OPFIFRIEIC TRIERG (K& 48 ) LIZBRICB T 2 X ette
APl L7 GHmBIE : k& 48 ) .

REBRT A Shiax LA, FEER, RHEGHER
WES HGMP #2555 T L2 AANBE L HGMS R b3 LI BF (st 4 101 #i)
ERASE /P e < 18 LA 75 A

*DSM-IV-TRIZ L v, BifE, TRIGRIABRESE, kLHF LY — FB 520K L2l
nr-BE

+ DSM-IV-TR TEHE SN TV IR ITRAMEDE Y — FEREID R EL 1T HIAL
o lobbBE

* YMRS &7t808 8 SLIT
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BTk

%I ERIg %5 111 #7

AT 5420 lmngl (£5EH)

A 4

2438 2438
A : A
4 |~ ™ ~
il p 1 &R _ 2 4EE 4B .
i 'l 'S Il ' 'l b l’l '] I‘ 'l ' I‘ ' b 'l ] 'l il
Visit 101 V102 VII0 V112 yyq5% V117 V119 Vi1

FEEAG &5

* THGMS BREMLBILI-HRE 1X 5 mg/ B b, THGMP REE52 T LB
#iX HoMp BROE# A ELFUH BN 52 AT 5,

* THGMP BB%E 52 T LI #BRE |1 Visit 115 HbARBEZMET5,
FOHA ., Visit 115 BifARTO 28 B LIRICCEIC LY RIEE2 BET 5,

HGMP iR Z5c T L7-H£#& 1T HGMP RO R&HE S R CHEN S, HGMS #Rn b2
MUT-8BEFITAT o HF L 5mg/H LV F'aﬁ#‘bto 7272 L. HGMP iRk & 52T L= HBEH I
BH 4G BT O L BPE DS FR D O T A 1T IR E 129 > TRAAH & 2 € L 7= (HGMP
ﬂ%@m%mgw5mgar\5mga$ﬁifﬂgmm£&%QM§ﬁKﬂkLt)mo

AT VUG HGMP R0 —E5RIEICAE 7 o e rnEifhi ol BE
77 e REiE SR HGMP R0 —EERIAKIC 7 7 B RB3EIRHT B ik i 58 o4
AU A SR W el s E 3

T P HEE SR HGMS BB b2 L= B4

I BB LIRS (T P e iR SR OB IEZHINT L,

B A7 P HRREROBEIL, 47 P 5mg/H T Visitl02 2 H & 5%
B4E L7z,

WL . 45 PR GHER T T ¥ RAHE GO HE1Z. HGMP R 5 CToRK&M
wmERMAREOAT P E L 5~20 mg/H T Visitl1s Mo &5 2Bt L7z,

R, BEFEIRERIC1IA 1REROZE L L, KOLER, H O DL PR
OPFMETE L TEM LT,

EE R

L ARRETIETORR L R FEFR

B 2 H

HEhE : MADRS AFFA. YMRS &43F5. CGI-BP(ER. 5 o, #HMA) %
et AEES (BER) | BER, BRI EZOLBRME, SRS R
(DIEPSS) . BERKRAEME, A XAV AV ROYRE, LEX

UES

A2k

<MADRS 4 &t 4>
MADRSERFEITI TED LB ThHotr, EEELRIRBREZE T LEZAARAABEIZBIT S
MADRSEFHRDON—R T A (EELFERBE TR 2008 biEix, #5248% T-
1.0£6.7CThH > 7=, FHEE TIL, MADRSAFHEDOR—2F 1 v (ENEERELES
RERBAGARE) 25D OB b EIL, #5248 C-5.2413.2, #548% C-3.8£7.4Th -
72
ENIES I E S 5R 5O MADRS 435 o#% (FAS. 0C)

N—2 T A
N
(iR 81 73 65
[E 4L A | MADRS
Brose THI| BEha

1234 2418 36l 481

8.6£7.2 8.7£8.1 6.9-6.8

& - 0.4*6.0 -1.0t6.7 - -

Bl 20 14 11 7 6
FHUE R MAERS 16.5+9.0 9.9+8.7 10.6+9.6 | 8.3%8.1 7.3£9.5

=R m

& - -6.9t10.8 | -5.2+13.2 | -5.3+8.6 | -3.8Ft7.4
TR + A Y 2
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<PE IR O T HLHI>
BEIR DO FEF (DT DBLERE ST YMRS &3H828 16 L E) 13, WTFh ot
CHRO N1,

Frae e

OHGMS B

<PIEICE - - HEES>
HERFRIZLVPILICES>TZBEITLEKRT 14.9% (15/101%1) THY, 7 P
A GEE 7.1% (4/56 i) . 7T BRAEEGHE 12.0% (3/25 #]) . KA T e
JRBEGRE 40.0% (8/20 ) TH oz, EEOPIICE > FEHEERIT, KEHN
(5%, 5/101 %) . 7TI7=2 T/ TV A7 =27 —BHEMEOIFEERY (LT
2%, 2/1014) . HiEEWliis, AR, 5 oNE., MHEEESE, BERK, KO
NR=F V=X A (TN 1%, V101 4]) Thoto, 47 PV UHHEGRICE
BB EOREEM (4%, 1/20 ) ZBRTXTOFIECE > HFRGIL, BE
NITHEETH -,

<®@IMER>

FIVEF BB DOE S 1T T 40.6% (41/101 ) TH Y., 4+ F7 oV E RS
28.6% (16/56 fil) . 7T B ARATEERE 28.0% (7/25#]) . MO T P o HmiEs
£ 90.0% (18/20 ffil) Th -7z, EEDOTEARENEN (5%LL L) ITAEERM (17.8%.
18/101 ) . AT (8.9%. 9/101 ) . fHIE (5.9%. 6/101 ) TH -7z,
<TFE 72 FIEH>

AR ICEE2BIER TSRS S o7z,

@HGMS/HGMP ffAfiFtr (HANLER)

<HIHICE - - HEFS>

HERRIZL Y FILICESTZBEHEITLIKRT23.0% (38/165%41) THY, 7 Frr

A ERE 23.1% (24/104 1) . 77 L RAIHRGEE 14.6% (6/41 f]) . RO T HE

CHTRBEERE 40.0% (8/20 ) TH o7z,

URD 2 FILL FICERS SN BERIEICE > - =S, (KEMN (4.8%. 8/165

B . FFEERERE (3.0%. 5/165%1) . 7T =2 T/ FT A7 =T —EHN
(1.8%. 3/165 %) . 229 (1.2%. 2/165 %) . BREE (1.2%. 2/165 1) THh-

7=,

IE >

BIE R ERM OBIEITEIET 75.8% (125/165 %) THh V., 4T P pik5EE

76.9% (80/104 f3]) . 7T EARAIREGEE 65.9% (2741 %) . R OA T P HHEK

B 90.0% (18/20 f5l) T o7, KD TERENWEM (5%LLE) (ZAKEBIN (44.8%,

74/165 1) | MEHR (32.1%. 53/165 ) . AHITHE (20.6%. 34/165f) . 77 =

TR TUART 2T —BHEI (8.5%. 14/165%1) . T AT T (7.3%. 12/165

B) . TARTIEUEENT AT 27— BN (6.7%., 11/165#1) | B (5.5%.

9/165 f5l) ThH o7z,

<HFE 72 BIEH>

BRI B 2RI ER TS S e oo 7z,

A

%) AKOMERORHE UBKEREEIZEBT 5 5 R0tk @, RAICIEA T o Fer e L
ThmgZ1H1EREAKEEICEIVBGBL, 0% 1 H 1H 10 mg IZHET S, 2B, W
LMERNCERETHZ & L L, Fi, ERICSUEEHEET 228, 1 BEIZ 20 mg 2B 2720
&,

OFBIEEEIZIIT B 9 2ERO%E . FNAHLERR GMEAT —% : HGGY RERIEE kst
TBFE) o9
Mg I REFICBIT ORI DR/ Y — REET BT 24 L L, 7 v (5~20mg/
H., 1 H1ERAO®KE) OES&EGICBT 2222 L GHESIM 6 5 A) .

RRT YA St EBILE, FEE R, WATHEM Lt

ES Bhm I RIBEE D 5 DRI B 5 BFE (BT x5 562 fi)

TR BRI - HGGY 3B & Ak

CRBRE DY (CEHESRAMEEEN) Z5%T LB

BRI T & 55844 4 % (Visité) LUERIC CGI-BP (BA) BNR—R T A UhbiE
Lo 7= BE L N YMRS At A8 15 L E L 7o - B
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BRI RRENMEZET LIEEREICAT o 5mg/H Wk 10me/H % 1 #EKE L., D
SKBETiE 5~20 mg/H 0PN CTHEHEEZ B LZE , KH) OB Y —FRZ22L7%E
BE, A7V r-ortxeF oA (OFC) (6 mg/H+25 mg/H) (CAEHE L2
Fl—BETOL TP HAIL OFC JHH~OY ) B2 IR TRE L L=, 2k, W
NORBEROBRENEE L\ E LTz,

TR E MADRS &4

B R R Al ZHH YMRS &t CGI-BPHEyE, 5 oW, #a), HAM-A %

EeE S Bhtk

<MADRS A #5>

BRI GEE R RIIBIMAIR 5 6 » A, OC) ([ZB1F 5 MADRS A#t80
R=2T A b DOECEDFEEIL, AT P BAR SR (78 1) -5.09, OFC
L2835 f51) -9.71 TH V. FEHGEHNICHFZENICAEERZNRD bl (EhEi,
p<0.001) ,

Tt

<®IER>

F T o BEAIR G EEORIERRBG OFIE X, 40.4% (59/146 ffl) TH V|, Fie
BIVER (5%LL L) I3 REEN (13.0%. 19/146 ) . IR (8.2%. 12/146 f]) . £
BT (5.5%. 8/146 i) TH 7=,
CHERAMEIERI A SE T LIEERMEIRIRII BT LTZEBE O OFC Bt 72 H5%
g (5%LLLE) IRREBIN (16.2%. 25/154 ) | IR, 5 o (FNFH 11.7%.
18/154 f) | &%, AL (ZNTN 7.1%., 11/154 6)) | BEABUS. BT,
SE, R, fhREE (N 5.2%, 8/154 fl) TH o7z,

<EfEeRIER>
EERBIEMRIIA T W & BAIR G TR T RFEE, BURAE 16, 9 DK 2
Bl CTH o7z,

F 1) AFOREROHE UBRMEREEICS T 5 9 SIERO%E) - EE, AR A 7 e
ELThmgZa 1 H1IEROLGIZEIVBBL, 0% 1 H 1010 mg [ZH&ET 5, 7ok,
WTIBBEERNCE G T 52 L & L, Fn, ERICE CEEHT 5725, 1 H&IX20mg %
[ EE et AN

I 2) AR, AT e - Tt T s (KEARAR) 0 (OFC) BEXAEEND, A
RBRICEEND —HEEHIER U R 280145 2 L IIRRA9ICEY T2 Sk L, 2R
RER L), OFC DM ZHELET 5 6 D TidZw,

7E 3) ARBRO—EBIL#H S (Corya SA. et al.2006) (2T LT\ 5,

(5) BE-RERIRR
MERRE - ENmEnERER (303E AiR) 39
HAND 65 ik Lh Lo S 23 Lokt & AIE B 89 Bl &2 Xt IT. &K 2.56~15 mg (1 A 1[H4F &
%) % 24~b62 WG Lo &L DA, etk HEHER OEMEIREZ i LT,

BT A St 3LE., FEERAR

PSES HARIDELRE 99 6] (95 65 Ll Lo mEtinE 47 #])  (FEHTr 5 89 f)
RN AL YE < 18 UL L O A LFIERE (ICD-10 A5 2 W L UE < F20 I2J@ 4 5 )

- WIBB, B (ERAIZET) TORFNLEE LV, BEICHEMREOR LS 2%
TWAHERFETH-TH, RBRFIERKIC TROREROWTNE BT HBEF TSR L,
5. ZRPRIRICH TV 5E
EREMNEIRICH TV DSBS
B R, BAEHBEART R H DA T G2
B R, BRSNS AT (BRI, SEREE)
MROERCRESRTRICH TV 25
5 RENFTRICH TV DA

At

=

BRI e IR R OMEIR LT D ATREME D & L &M, LR

CEELNF. OB OH. W D, MRER, TWIAMERER, RSB EE R & O&HE
XITERALE D & % Ak

- ISR A E (s-AST. s-ALT, ALP, # Y VL ¥ ) 73 Fha AR o0 1E & #iPR LR o
2 & A 2B, HBs HUR X3 HBe FUE R 0 B, SMIERO & 5 8%
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« BEE 7R NEMEIRIIE O B B B

- [ ER B R R BRI E O A OF SUTBEEE O & % B

s TADAOED IBEREED H 5 B

EOEXIIEHERED & 5 BE

c Tova— )VELHBEXOIEMELHEO & 5 B

C FEAERIC LAY T LA —OREED & B B

- SRR AE, MEBREDOIRRE UL SV B — VEEFR IR - BRI 7 & 0 HPHRARE 0 I 0 i
WEBTICH D R

K ¢ SeER R RUIREE R K B R O B IRADIE IR D B B B

£

RER Tk ElE L 2.5 mg/A LY, JEEBEILS meg/A LV REABMAL, KEaAE 15 mg/AET

DA T, FEROZEAIIE U THEZEERB L= 12, FHE LT1H 1 RS A%

5 1L7=,

BEHMIZ, 6 » HU L, 123 AETE LT,
S E H BE e UGEE, BPRSAR A %

et IR A, BIER %
(R S Bt

<BRUSCERE (24 BH TP IEREO SRS SGERE) >

Heming

AR EELL b - 43.8% (21/48 4)

W EL L 75.0% (36/48 4i)
Bk

AR EELL b - 48.8% (20741 #1)

BRI EELL L 73.2% (30/41 1)

et

<MEREE (F5 1~8#, 5 9~24 8, #5 25~48/52 HOPEREE) >
K& HEO TRWER., BRRAEMET /2L FEEMAZL) Xk MEEOREMR.
IRMEMEEHY ., HEME @REHV) SHEINEFIL, ESIE TN 55%
M5 90%DFPFANTH V. milE TITK 65%70 5 80%DHEIFAN TH - 7=,

BIVE Bh5 1~8 8 5. 9~24 8 5. 25~48/52

L %3%§wms 25.7% (9/35 f5) | 23.3% (7/30 f3)
i —_— 22.9% (11/48 34.3% (12/35 63.3% (19/30

- i) i) i)

L 43.9% (18/41 47.2% QU6 | 59100 (9723 )
i 2 1ﬁlj)(O/ 306m1 /36

N 4.4% (10/41 6% (11 0

RS Y o) ) 34.8% (8/23 1)

<HEIER>

R CHRBLRDPEm VIR 5%LL EOBIWEMIE, O FE WV MEEHEMN, BREMED R %
DT mEREL ER, AR GE) . RETHoT,

<HEJE 7R mIER>

AR I EE R RER T Sh o Tz,

BHER OZEEO T ORRICBWD T HEMIC L 2 BERAERZIIBD SN0 o

770

1) AFOREROHE A RRIE)
B AEEGICLVBEGT D, MR LT1IH 1 10mg RAO#KGT5, ok, Fin, IR
KX OHEEHERET S, 2770, 1HEEF 20mg B2\ &,

H2) 9.8 HihE

CIEEL. AT AT E L TH~10mg & 1 A 1

AFND 2 VT T 0 AR T SH 5 EKN GEBEE | ZM%) Z2 R omiind T, 2.6~5 mg
DY ENPORGEFRT 5728 BEOREBZHE LN OHEEICKEGT L2 L, mndi




—ARENCABEREME T L TR, BADZ VT FZ U ARNETFTLTWAZ En3d 5, [9.1.4
]

(6) AEMIER
1) FRAKERE(—REARERAE. B EERARBERE. FRARBLERE) . MERTET—4—
RIAE. WERFTREBRABROAR
< FH AR A >
YR L

B HTVE - FrE AR AE (&T) 3% >

O 7L VERFAE. @Y7 L4 Health Outcome $55FARE. R U@ 7 L B A
(A ITHEAMIINERICB T 547 P v 02ett & AMEomE) @ 3 >okrEi HERE %
Eii L7,

QY7 XV 5RIRE
KB H I T E T DR RNV 5 B FIFRE T O %R & O BB 2 Bt

D AEEZOREBURVL OISR CRRICREFM, FERP., @i, SERERE, A%EX)
2) 7UVT I ACEBRE G ADRT (R, Kk, W) 2 0RERoBEICRIT DR el

Dt
3) ML DHERR
PO S TR L MR A SGUE BIEL - 3753 i, A A IERTAf 6 SAEFIEK - 2557 Bl
ESAS LE S et

<BIE & HLR B>
2 VRN T GUE G 3753 BlOEITEARBLRIL 38.45% (1443/3753 f5l) TH YV, AR
HiE TOMBR (65.00%, 377/580 fFl) ICH_THEILK -7, EREWERIL, A&
W, 7= 7/ N7 RAT7T7—8HEM, fHERY 7YY REMNRED
MERER IR A 19.24% (722 /3753 f5l) | AR, 7 H U7 e &D Tk RkEE )
9.06% (340/3753 f5]) . EifkE. EISMGE, BT E o TR DR EE)
8.47% (318/3753 fiil) T - 7=,
<HEAFEHEE>
CRE  BGBIRARE L R L ., AE R BMIEINORD il
o MBS 208 P IR/ R MBS & & (S P G- B4R & RBE U, A B 22 A INIEER O &
Ny oo, MBEEI A [BERAL BERFEL ~AT LI CIEARHI O BlAFE A 5
<, BREEAEW, milE, SEWEOED, WRKEOU R 77 72 —%F-T
WBHBENE T,
© AERE N OVl - AT S 3 p Hk. 8 » HE O AIMERE S BIAAR T e~
THBEICED LR, Wb EFHRENOELEE Th-o 7,
- BEAEX : BRAICEE T D EIEM X 0.83% (31/3753 f5) TH -7z,

* MR O E %
PERPARL . LT[ ~[8]loWF o o S HeR S -5 A
EFA IR OBl o M E AR S - 5hE
B THERWR) TEER] onwFhicb B 0WGa
(1] R eAZ= G IRF 5 E 126 mg/dL DA 1
[2]75 g #2007 R B AR O 2 FERE2Y 200 mg/dL LA L
[3]hEm; MEfE 200 me/dL LAk
(4] 72 S IRF M BE A 110 mg/dL i
[6]75 g #& 07 N o EEAATRER O 2 FEEAY 140 mg/dL AR5

Z D

<7 VT TR EE 52 HRT>

TJVT T UVABRTEEDEEZLN TS 3ERMEREDORZAEHIZOWNT, BIE
FARBUIEBIRE~DOREIT R b o Tz,

0
<R e
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FNPERTAR AT SRE B 2557 Bl 5 HHIEARRE, R 2 br< 2528 il D e ik ik e 3 5
DOUGERIT, FHEE 9.41% (238/2528 fil) | L& ELL L 37.90% (958/2528
Fl) | AW ELE 76.19% (1926/2528 #) TH -7,

@Y7L % ¥ Health Outcome ¥¢FIZHZ 36
HEBEOEHD EHERTICEBWT, ARFAEREENRLE L TAT U ELUEE5#% D Health

Outcome (F2hMEKR ONVZ2M) OMFE

1) # 7 ¥ @ Health Outcome OFFM (HFFHEEAI O B R, BF D QOL, EFED
HEEoEbY)

2) AT UV ORI BBVEREIR, MR, 5 oREdk, RAER, G EERE) 12
PORERRAESIE S

3) AT UYL OREEOFN (BRI, PEFSRE R OVERERERE S, AHEFR)

RE LS

2 VERE X SUE B - 1850 i, A Bk aTAlfi A GAE 12K : 1849 fil

EERAN

etk

<BIE & HLR B>

A VERHM R GE B 1850 I O EIME A HLF 1L 23.8% (440/1850 i) Th o7z, Fie
BUWERIZ., 7 o7, EiR7e & O RES 7.8% (144/1850 #) . (REHMNA & D
ERIRAR AT 6.9% (127/1850 f51]) . BAKILE, mibE 7 & O & ORERE 4.9%
(91/1850 f3)) TH -7,

Hhtk

<Health Outcome>

RABIAAEE, AR TABZ) 25 IS U=AERt) | THREFHEE LCRE)
x THFEE] ~B4T LT BEIT 14.8% (118/799 ) THh -7, BHAAFFIZLZEINRE
Toh o 2B 1504 B, RlEFRMREICgE3E L2 B 1L 68 il (4.5%) Th o7,
fEE RS E QOL DR RETdHh 5 Euro-QOL 5 HHE (BEIORE, HoMEY nE, &
EXDOTEE), AR, ARISSEAR) OUERIL, BEIORE 47.4% (137/289
) . BolEY OFR 45.9% (349/760 f5]) | HE:DOIEE) 43.3% (567/1309 ) . &
IR 55.6% (329/592 i) | /5 S EiAI 60.3% (634/1051 ) Th -7z,

T AETEMRE s OFE A RFVE O EE 2R (BN, Bk, o Sk, REE
MR, WHERIERE) (ISR HEREIEE (0: EFNS 7 KEIED 7EREO R —)L)
DATIFAEICED L, hFEER L,

QU7 LAY HEEARMAE ARMEAEMERICIT 547 2 F &L QRS L HEOR

&) o7

Ao B MO RTPESENNERICB T 24 7 v e ozt L G OBE
SESIRES LA PER R SUEBIEL - 1123 1, AR ERHAl X RAEFI S - 1123 B
ERAY LR waetE

<EIE R FEBLR D>

LA MR BYER] 1123 FlOBIWERAZEBIERI 19.1% (214/1123 ) TH -7, E72
BIWERIZ, 7207, IR & OMRRIEE 8.4% (94/1123 7)) | EMEML & D
ERRIR A 3.8% (43/1123 ) | M7 KO BHGESE 3.7% (42/1123 ) | &AEMIAE,
mRYZ U RfER EOMRH R KBRS 3.7% (42/1123 fl) ThH o7z,

Atk

<BPRS 97 2 & — L& 7>

HEhMEOfEEE & L= BPRS B 7 A — &3 S1E, &7 0 F o584 3 B
NOFEREELRL, 6 BIEKE T Lz, £/, A7 0P EURBKO 1 &S
/BRI E 4T U FE DS OFURMIRED 1 HEGENDRWEE | 6 BE#%D
FERGENRD b,

48




<HUE RTIE - BUGEIRE K IRRRER (e T) 88 >
RITEIRIEDN DA T VB~ 0 B 2 |2 B9 % RS IR 5o % i A sk & Sk L 7=,

HER D H Y K2 2R ORER A BT AHARIERZTICEB VT, 258 L2 0 B 2 vk A3 i rl §EH
&9 ke

ISR T AR R GUEGIER - 110 B, AR SE BRI SR - 110 B

BT A gk LR, JEEHR. BRI ERAR AR

BRI AT W 10 mg/H Z#BRLA L, BITAEREO A (FURsE) & 8EM T CHhikL
7= GET1#. 8HM) .
TP OHEEZTEE (156~20mg/H) L, FHILSOHUSHRIEE FTRE/2 R 0
IEU7 GEI#, Hok 12 8MH) .
Pik—F o Vo HERIEL, 7T ECOHEZE LN D 24 B FE TIHREZ kG L
7o GBI, &5 438M)
A8 M FE THRE LA LT (Z+ua—T v 7H) |

REATE H FEWE - EEEEMIE H 24 RSS2 Y) 0 B 2 ki ol &

Tk R Btk

<81V B 2 B o ElE>

24 B TOY) Y B 2 pIENL, EATxEg5] 110 B 61 5 (55.5%) TH V. AllAE
NHHFNTH o - HBE TIL 34 B 22 6] (64.7%) . BHEENZHIGA TH - 1-BET
ix 76 7 39 5l (51.3%) ThH -7z,

48 H R OB, 110 B9+ 99 il (90.0%) IZFBRIGE FRBlIMEg EH S
(TEAE) 2@» 5, 824 (74.5%) DBRFIAT P EOREBEBIETE S
72 TEAE 2338 b7,

Txu—7  FHE TS E TIZ 10%LL FORBBETRDONE-FT o FE 2D
REBRNEE SN A ERFRIT, F, 0, BEILE, B2, K17 (o0&
W) . REEIN, BRETUE, T AT T, Rk, BIERIE. ©F W, R - B
& GREE, AIRRPEE, MERFRERE CH - 72,

< BUBMERE T 361 2 BUER O - e pkiiid (K T) 39 >

HERO HIY <EFEHHW>
T T UV % B O g O BE R SR O TR C H E R LI BRO L 2O R
<RI B>
DFAERERAREOR 2T 1 7 7 A WA NIRRT E OBERIC KT 547 e o
B DHETS

KEGUE B $K 22 M o OV PEMRAT T SUE B - 60961 (28161, A tE328%1) | EH4FEH48.55%
OWHR T RIRESE @ 41361, PR ORI @ 16641)

FIRER BEWIRTFANER & L, Z 027161 (44.5%) HEEFIEICEY | EMbIgES

G685 (21.4%) . FEEhAR o166 (5.9%) ThoTo,

e q

<EEHW : OFRWER & BELAEELOEEFIND>

R GUEFI609B O K RBIRNREE TE - =B EES (BIEM) 2311941
(19.5%)IZFRD bz, EZ2RWERIZX, EEIN3361(5.42%), HIR2861(4.60%). 7 W+
TT8HI(1.31%). $HER6HI (0.99%) . BATTHE, NEEEFIE K OMEM Z I Z 50
(0.82%) Th-ol-, EELBEWEH TS, & MU 27Uk NiJE, FEEDE W, K
EHINAELH] (0.16%) IZRH BT,

IARREEOLLE (5L, 6, 124 Ak, REBIEHFADOR—AT A U NEDE
b)) 1%, RE & MIERE S ENE B R A LA R L (BHEES%. AEAKHE%) .

<FEHY : QEARAEHEE (FHEAICBEET 2E8HER) >
- MHHERE RS - 8BI(1.3%)ICRD b, EEAFRIIEMEOIBICTH T,
< AREEHIIN ;4361 (7.1%) 2RO B, BEEALFEGUIEEINOIBICTH o 72,
- BEARAMBIEWR - 1761 (2.8%) IZERO SN, WTFN L BERERTIIR N o7,
s Fu T I F N AFI0.TWINICERD B, WL EERES TR,
- AAREO RS  MEITAVNCEET 2AWER & LTT PT84 (1.3%) 179D
LN, HERFESEOEAICEET 2 EIERILEER bk h o,
a) MedDRAHERZEE (SMQ) @ [HGE/B08EME | 1S3+ 5 H4:
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<HHBMEFEEICR T 5

M

b) MedDRAKZ R (SMQ) @ TBER&/ A %4 T 554

A

Bl BB - @O Gk & % o4 B RIVE R R BRI

OF 21348861 (80.1%) PR SN CTR Y., FEAa0F A & OF AE ST PR HR 3205
B, KB EHKS41H], R U7 RRAI3204], Hia U v HKesh Th o7,
DFAEROF BN T 2 EWERRBLR UL, MO hOEAIPH &< (p<0.001) | FH
AR TIL, [REEEEROHH (p<0.001) . XV U7X RERIOHH
(p<0.001) KUOPL= VU vAIOHH (p=0.016) 23 [H Y| CTRIEARBEISBHGF#
BICAZEICE»- T (1 2E)

At
<EIK BH : YMRS-J& 55 & 'CGI-BPAYL &>
YMRS-JEEFHEKOICGI—BP (Bi, 5o, &) X377 o1, 3. 6. 124 A%,
RS BERROR—2T A4 U b OE{LEERFTI LIzE 2 A, YMRS-JA 27 2 b #iT

RERFRYIC S T I A b L7z,

5 ORERDOBE - FEME A (] T) 10 >

O HD

<EHHI>

T P E BB E D O DREROBEDOIER T H H2R LIEBEORZ 2 OMER
<BEIK H K>

I T P E BT O O DIEROEEDOIEE THE DR LB OMR

X GUIE BB

LNE R O WEREAT T GOE BB - 49961 (BYE21561, PE284%1) | TEIJ4EHN43.27%
O 1 AURETE 1001, U0 I fE 7 36041

ESAS LS

BEMMEIREVERE L, Zo/2676] (53.3%) MPEEHILIZEY | EREHTEED
KT RB96 (22.1%) . AEFESN31H] (11.6%) HThHoT-,
s
<FHEAD : ORIEM & BE LA EFROBIIR>
L MR R SE B 4995 O IR BIRE N E TE o 1A EHSE (BIVER) 27501
(15.0WNZRD BT, ERRIERIT. REHIN24%1(4.8%), BHR1561(3.0%). REKTTLE
9(1.8%). T HL YT 6H] (1.2%) Thot-, BELBEMIIEMLILTH -, WK
HEITIAHATE TIRE, BMIL, 228K R ) 70 54 REDy -GTPICHRHFAA B AR L
bR LTz, (BHEEIS%. AEKUEFY)
<FHEHR : QESWHEHEE (FHEB CBEETDEIEH) >
« MHEERERLE « 3M1(0.6%)ICZRD BN, W b HERFELTIIR -T2,
< REEHIN 3761 (7.4%) IZRD B, BEEALFEGUIFE O TH - T,
© SEASMEIER - 1161 (2.2%) IZFRO LN, WL EERFRTII o7z,
s TaZ T UM T e T s FUomE, AR O RHE ISR b
N, WTFNLEERER TR T,
s BRO Y 27 RBWERIEERD S aho T,
- BEBEOES  thEBETAINCHET 2EEH & LTT I U7 BNelR O b,
AAVICEE T A A ESRS & L THREZEN2UEICED SNT-RN Wy AHK L oK 5
RIFEE S NI,
2) MedDRAEHEMRZEZ, (SMQ) o [HGE/BUEM ) 10304+ 5 H4%
b) MedDRAKEHERRZZTL (SMQ) @ [HAR/EH 1T304 T 5 %%

EERis
<EIK B : 9 OsHMlIRE (MADRS) & U'CGI-BPAYL &>
MADRS&# A& 'CGI—BP (BHii, 2 2, BA) oAaT7 o1, 3, 6. 125 A%,
REBIERROR—AT A U ILOELEERFT L& 2 A, MARSG & 'CGI-BP
(BB, 90, BE) ORBIEE N O R o 7 13 BG-BIIAHT & ik L CREHRICEE

(I LT (EHE95%., A HKHERY%) .

2) ABEHELTERTFTEOABTXEIEELI-AE-RBROBE

AL

ZDith

MR L
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VI. EWEEICETHEA

1. EBZNICEAEHLHLEMRITLEME

T RLOIETER RSt 36

YANRY R, JFT 7~ LBE, ~axva dG@E, 79877y —, Jafrkwir, 7
oYy, NURY R TEFIEUS LS VB, LAY TT Y F

HE  BEO S LAY ORNRESNI R X, RO CEEZZHRT 52 L,

2. EEER

(1) {EFASML-1ER#RF
FIT U NE T )R UTEE AR T HEEMPUEMHE TH Y . MARTA (Multi-
Acting
Receptor-Targeted Antipsychotic ; % e FAAEMLHURBHRIE) (2o I D, FERRIEELRER IC
BV TERGUBHIREE & 13872 2 K FHREA S ST D,
I T Y X Z ORI E Z AR KET BEH 25 U CREA RIRIE DGR D A 70 577, [
PEAESR, RRINPEE, ALK, 5 DIEREITRT 2 RO MR BIE R OB A H 725 L (ZoefE
Aimulti-acting) . £72, %< OZFEEITHT HIEHDPMANERENLA~OBIRMEIC D723 D (3
RIREERL:  receptor-targeting) & &5 X HiLH 4043, AT PR NL, RN D& AT
(D2, Ds, Ds) . & h=> 5-HTeass2c. 5-HTs, @17 KLU ROt AZ I Hi ZHEE~
VEIER CRREHRP CEWBIRMEZ "2, R 0DiZ A7 (D1, Ds) tn h=r 5-HTs %A
IRATRRENEFE TS T2 W, F7-, 5AAB Y My, Mo, Ma, My, M) SRE~DOH
FEIX in vitro & R U C in vivo TIZEFN 40, 4T U E AL D OZFRICK LiBHEE L LT
@< 47, WIZA T PN LD RN ERTEEATEF CTO KX & 2T RUF U > OWERERE n 48
RO, INH I UBMRSR DIREEEDRIE 49504 4T o EEBROSZRERE OMAEER LY
SlEEZIINTWDREEMENH B 12,

OB MBIEREEIZ I3 1T 5 BE R DiE
HMI R RS AR OIS S BEIRICBI 595 £ B2 b TR Y 5V 52 | AT FEIC KX v
Do ZARRFEHERNC X 0 MR K33 AR OETEEY & S LHEER 2~ L2 S v b, N
ZC, R¥ED 5-HTea, 5-HTs, a1-7 FLF VU LAAB V2 BAFZ IV iR EICHTHEMD
PSR E L TS ATREMEN ® 5,

OPBHEREEIZIT 5 5 DIERDOBE
PRBPERETE O 5 SFBE TIE, T e h=MREROEEDREINTEY 59, A3D 5-HToa TAK
HEOUERDRH ) STERHICHE S L TW D Z BRI D, £72, /AT RLF Y R0 R AR
DIFBOIR T HoRB SN THY 5 | KRIEOKMEERTEMBIZB TS /LT R ) o0 kX3 v
WEBEIEEEVER 48 3P0 ) DRV RICH G L TV D AR H 5,
1) Invitro\Z&1T % /33 2R IRA~O BRI 49
FT P AT RN UREE Do 2 A FI L TEWBIRMEZ R L2y, R8RS U2 AR Dy
Z A FITKRE L TUERPH A DMK > 72,

RS VB ERY 7 2 A Tk D8 (in vitro) 49

o Ki (nM)
SRR Bk . N
T o VA= a mnaRY R—pv | JAXRY R

D4¥ Z v NERGAR 31 85 25 75
Do Z v MREIR 11 125 1 3

Ds sua— Ak L7t |k Ds 16 84 5 3
Da2 sa— b L7=t b Da2 26 47 1.6 9.4

Ds 77— 1kL7t bk Ds 51 85 12 >40
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2) InvitrolZHF At k=L ZR/IE~O BT 49.59.55)
49 L FE N, 5-HToa, 5-HTam, 5-HToc, 5-HTs KO8 5-HTe 4 KI5 LT HLBRAY L VB

s L,
o =RV T XA T ~OBFE (in vitro) 495955
2ok ok : K (o)
AVl - JaFr’ e XY R—)L | JARRY Ko
5-HT1a%9 7 v NRWMEE >1000 770 7930 490
5-HT1p*? 7 v MRIMEE 1355 1200 >10000 1325
5-HT1p*¥ U USRI 800 980 6950 100
5-HT2a% | 7 m— 1k L7zt b 5-HTz2a 2.5 6.5 58 0.4
5-HTes? | 7 m—1bkLizt b 5-HTem 11.8 7.6 1450 29
5-HTec5? | 7 m—2AkL7zt k 5-HTzc 28.6 36 12375 64
5-HT349 AN, 541 57 69 >1000 >10000
5-HT4 EE Y MRGRE >1000 >1000 N Seacn R
5-HTe% | 71—k L7=7 v  5-HTs 2.5 4 >5000 425
5-HT | 7 m— v L7=T v k 5-HT7 104 6.3 263 1.4
3) In vitro |23 % L AT Y IR~ O 49
F7 P EUAT, TRTOLAD Y UEZFRITK L TRWEME AR Lz,
LRI ) ZRARY T B A T ~OFFWE (in vitro) 49
25k ok : K (oD
TRy sa¥ry | ~ay R—nL | U Ry Ry
M T v b RWEE 1.9 1.9 1475 >10000
M; Z > Ml 18 10 1200 >10000
Ms 7 v ME TR 25 14 1600 >10000
M4 7 v MRS 13 18 >10000 >10000
Ms 77— kL=t k Ms 6 5 R >10000

4) In vitro |2\ 5 DMOZFR~OBFIE 49
FIUPE T, EAXAX I HI AR a7 RV F U U2 FEIC L TEWE e E =~ LT,

5)

T RLFU, BEAZI L, GABA, XV TV UZRIR~OBFMNE (in vitro) 49

=ik ok : BRI
FI7oYEy | sa¥rr | ey K= | UARY R
a1 7 v A 19 7 46 2
as 7 v NAK 230 8 360 3
B 7 v NAK >10000 >10000 >10000 >10000
H: 7 v M2 7 6 3630 155
GABAa 7 v N RWMBE >10000 >10000 >10000 >10000
RSO TRE 7 v M2 >10000 >10000 >10000 >10000

InvitrolZBITA 777 arT v A 4056
ZRRY T HA T ERE ST v — U MilEkEEZ AW, 47 PR EERIEREO R A2 R T
28D WIIEEERRERIC L 2R E2 7 0 v 79 58P E L HERT 202 Bat Lz, #7 %
B AIRRE LI W T IO FIRIZH U COERERIEE A/ RS9, K32 Das, 5HTe2a, 5HT:s,
5HTsc. a1-7 RLFT U VRO AX I v i ZBEEZMNICT oy 7 L, KX D1 LA AT
VU RIRICH LTI T e v 7 LavES o T-,
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AR Y E S B M EENR OB R DG ER (in vitro) 4759

=ik Saidag (B, e b
D147 cAMP PEA R/%3 2, 10uM 404 + 81 69 + 14
D443 GTPyS #E& [NPATNVZRY B 27+ 33
5-HT2a%7 IP; FE/E 5-HT. 1uM 36+ 12 B
5-HT2p!? IPs PEA= 5-HT, 1uM 42+ 8 B
5-HToc4? GTPyS fA 5-HT. 300nM 105 + 36 15+5
M 47 TT% RUBREERE | A¥FY hLED M, 1M 680 + 295 70 + 30
Ma4? cAMP pEA TR ma—)L 10uM 8170 + 2350 622 + 179
M34? TIX N | A% FLEY M, 1uM 970 + 470 126 + 61
M7 cAMP FE4: FxY FLEY M, 10pM 600 + 294 350 + 171
M;547 TT% KU | A¥FY hLED M, 1uM 995 + 300 82+ 25
a11? T A A JVT RLF Y At 286 + 23 20+ 4 %9
Hi47 Gl IvE EAK I LED 50+ 8 942D
1) e IR OB VT,
#2) EERE (100nM) O T Ui RN,
H3) KefH
4 It

6) In vivo \ZB T DK FIK~DOBIFadE 57
BHIZ VY By REHEG LT v bR E V., 47 e 2 ETehiiitiko in vivo
(B B BB IEY E S IR ~OBRM 2 BRE LT, 47 e 1% invivo TlE 5-HT: % &

Ko EHARPE b,

R/ De ZARICK L CIEPEEOBFMETH Y |

DAY U FRITRT U TS WE R 2 R~ 2 L ARIB ST,
B FEAPRAG M B  BAR~OF Y (in vivo) 57

F/R3X 2 D1 LY

EDs0 (mg/kgip.)
=ik CREBILP DAL U 7 I i FE C DI K2 K o 7 3K)
*Z P V=0 mnalY F—v JARY R~
D: 15 70 >10 >3
Ds 0.6 20 0.12 0.2
(70% at 10 mg/kg) (50% at 60 mg/kg) (99% at 1 mg/kg) | (81% at 3 mg/kg)
Dskk 1.2 8.4 0.15 AR
5-HT. 0.15 2.2 1.6 0.1
LAHY v 10 >30 >3 >3

(2) EHFEEMFITHHABRRE
1) #MEKFEFEROEBYMET ILTOREIRNIEA
FT PR, BF VT8 (RN ERENER OEE) 2EBETLH2HELY IEWHET,
SRAEIABRER ) 58 (BPMHIEIR DFEEE) | T L VAL e BV g v 4959 (FaMiEik & OGRaREE D
FEHE) | AESBOBEARE 50 (FRMEMER OFREE) . 27 U 7 | 596060 (BRMAER K OV 22 D FEHE)
B DWW EIRHIAKEK (9 DIEROFEIE) 72 & ORARIPEEIER OB T T BV CEEEER 27~

T

@  FAFEDEESUCEHIER BHEROFEER) KO & L7 o —FEIER] (BRI RAIEH Of5EE)

58)

Z v haEHAW,

FAFEBRESOCIEER 2 " g e W 2 V7 — 2T 2 &4 et L

Teo AT VB AIHEEAFANCEREERS 2806 L. EDso 1% 4.7 mg/kg p.o. ThHo7=, —H.
H B VT — b FBERFICER L, ZAUIBEEER S 2 Jif 35 HE& L 0 IX5 02 m0 A
BECTORBD LN,
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SAEEDRESOGINRIER & & 7 L —HEAEH 58

% EDso (mg/kg p.o.) (95%15HEX[H) HE LT —HEEVERD EDso/
SRAATETBE R B RS — SRAFIRIEE S S HNHIE @ EDso
T 4.7 (3.66.1) 39.4 (24.5-63.2) 8.4
Jary 21.3 (15.4-29.4) >160 >8
s~y R—1 0.5 (0.4-0.6) 1.1 (1.0-1.3) 2.2
JARY Ky 0.9 (0.7-1.3) 6.3 (4.4-9.1) 7.0

¥ EDsoffild. =¥ M2 — L EEOEBE G E 50%Mfil T2 &R I X LT —D A a7 —3 50%% <7 &

@ TV AAL e E Y g 9 (FEMEER & OFREBEE O fRIE)
Ty MZTZ =Y A7)V (PCP) #EL LT LSV AL B E Y 3 VEEET LAV,
T PN L AUEBEEH AR LI, T e E, PCP TERLEZF LNV AL U
EraroEELZ, 5 NN 10mgkegip THEICHETI LZ, B, &7 P EVHEIIHA
HEHFATT L 2L AAL e B g TR Y 5 2 7o Tz,

@t KT A EEHUER 50 (FRMEAER O FEHE)
7 v &AWV, PCP T3 Lot 63 D 4 7 VP e v 2 G e S U R o
WESN R AR Lz, 7P (0.25. 0.5mgkgip.) MOV o v 13— AgEENME:IC
WHE G525 Z L7, PCP @Rt Al 2 BB Uiz, R, ~a XY F—
AR ARY KTk, —RIEEIEZMH 32 FAEICB W T, PCP RSBzt O
PUIRD BN o T,

@ =7 U7 MR 60 (RRMEIER LK ORL D)
Ty NERW, B, A 277 N 2>y 7 )7 Mo 3o Dar KRRy ML by
707 FREBREITV, T VUSRS EIUEMREIC L2 RE ARG L, £ 70
VROV a e L, OIS ERD S X4 LT U MIOKIREBE TIERWADT
IMTHINEE, IR 7 oV T EBRF Y FERBRICa 7 ) 7 "V OKIGE NS,
Wz, NEXY R—= L ERY AR RATTRTO AR Ry b TORIGSEWT IS NHE Lz,

a7 Y7 MNRBRICKIT H1EH 60

w1 A = N 153H 720 OROGHE CEEEHERERRZE)
(mg/kg i.p.) A A LT R ENV A
A7 =V 0 24 440+ 54 7.3+2.3 2.5+ 0.6
0.3125 24 45.0+ 7.9 14.8 + 4.0 5.4+ 1.1
0.625 24 30.7+ 6.4 15.7+ 6.0 8.2+ 2.0
1.25 24 19.0 + 5.3* 45+14 6.4+1.6
V=0 0 24 44.8+ 6.5 1.4+0.6 1.4+0.3
1.25 24 45.1+9.9 95+4.8 2.8+0.7
2.5 24 31.6+11.0 7.0+2.4 3.7+ 0.4
5 24 7.7+ 2.6 25+1.2 2.8+0.9
m~alY R—)L 0 8 41.0+6.5 2.3+0.7 1.6+0.3
0.125 8 46.2 £ 17 2.1+0.8 2.4+0.6
0.25 4 0.2+ 0.2 0 0*
Y ARY R 0 11 52.4 + 12 3.8+1.3 2.8+1.2
0.0625 12 34.1+9.3 45+1.6 1.3+ 0.2
0.125 12 29.5+ 9.6 1.5+0.4 1.1+0.2*
0.25 12 10.8 + 3.6* 1.9+1.0 1.5+ 0.4
0.5 8 0.3+0.1"* 0* 0**
JTaAITERFVR 0 12 38.7+ 6.6 6.6+2.1 2.5+0.5
2.5 12 53.0+ 8.1 13.6+2.9 10.0 + 2.8*
5 12 37.3+7.3 26.2 + 6.2 15.2 + 2.4
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FERDFRERABIRFED T v b 9KV DTHITONTEY . WIS IZIZFEROR RAE

LI TWD,

® AR (5 SMEROFRER)

~ U 2% W BREKKRBRICKET A7 o P OB LR Lo, A7 P E L (20 mg/kg
p.0.) 2KV HEBREFIIA BN LT,

sl K vKEER I 1T D 1EH

. m H = N ARET R[] (@)
(mg/kg p.o.) CEH)EHErERL )
2 hr— — 8 204+12
FT e 5 8 176+16
10 8 152424
20 8 79+33"

2) PN R B O KKK BRIERATE A~ DR

HT L E L, TAVERR AR A A
TB REARAIA LD b ORI & BT 5 PIMLRR K UK

Pz Rd,

D BRI

AR 697693\, HEIARS

*p<0.05 (= b —/LRE & i)

REIWERIZE S L

FHATE ~ DR

v bRV, BEREERE (A9) MOMEMIER (A10) (2B D K82 B ia g M (2
THLET P DEEEDRBE LM L, TP 21 AMOEE#RSICL->TH
FIEEME A10 R3OS IEA L7225, A B W TCIEAREH D W idde LA LT,

a 2.0
% ) A10
g
w157
I»."
Al .
> 10 *okok
#
2 A
T4 k%
7 4
k 05
4
Y .
7

0.0-

arka—=Jk 10

sk ok (n=5-9)

20 arhkA-JL 10

20 (mg/keg/H s.c.)

sk =p<{0.001 (2> hO—JLEELHEE)

BHIRSEROBRIHEAI0R /NI B RUAI R/ S MR OMRAREL

@ JRAT Fos JEFIZ KT T 5% 63)

7 v MW, Fos BRO0IE UG GHE O RIS 2 iE (LR & LT T e U &
% T Fos BB RITTHELZHRAILT-, 47 % (5, 10 mg/kg s.c.) DEEIZLY,

IAEED Fos Btk = = — v VHBSHERGFANZHEM L, —FH, 7 P eI L 0 REERYE
SMARTIZ BT Fos BPE= = — v VAN L7223, & ORI OSGE & g4 5 &

MRV INS oz,

@ R332 D1 Z AR mRNA BB ZIET

B 981 64)

e

TATFNERN, T T VY B AFPUS R SRB M 5% O KM ECE RTERRTE 123 1)
% D1 mRNA L~V OB Z MG Lo, T X TOHUEMRIEOEBERGICLIVar e
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—)URE L el LT, RIMERERIFERTE D1 2B mRNA L~ULDIK TR0 biviz, 2D
AT, RET LD 5 b4 T U RE/NT, UARY RURRKTHH-T, KIMEE
AEERTE & 13RI FRR A D D1 Z AR mRNA (ZW 3 ORI 512 L -
THLEL Lo T,

A EEEEGE D ha-)

K 012 ABRY K= (0.2mg/ke/ B p.o.)
AN sa¥Ey  (5.2me/ke/H p.o)
> YRR K> (0.2mg/ke/H p.o.)
D, 0.107 E= #45>H%EY  (0.35me/ke/H p.o.)
=

5 _

{)* 0.08 I

B 006 I

7 7

Y .

F  0.04+ _f///f’ T

m  0.02- i S

R ?//// 55;

N ////// e

A 000 ——

L

(n=4) (n=2) (n=2) (n=2) (n=2)
TEVERE H-1% 00 0 S 4 BUSHAN Y D158 14 MENA L DAL

@ F/82 2 Do Z AR mRNA JEHUZ T4 5% 65
T AT RN AT WY ARG SRR M 5% O KN R RTSEATER, {HI5E
R R O ARIZ 81T % D2 5K mRNA OZE(L A2 #BE LT, T TOHREE IO M
BAZ& 0, a2y br— L & ik U CORIN B RTBRRTEF 2 OMABAEE D2 %258 mRNA @ L
VDA EIRBEMRFRD B LTz, BRI, B#SIRD Do Z A mRNA &I e XY F—1 Kk
RNY AR RUTIEERLER, 70907V Tl ER Uo7z,

o hko-Jb

NnaRy K—JL (0.2mg/kg/A p.o.)
B ooy (5.2mg/kg/H p.o.)
YRARY K> (0.2mg/keg/A p.o.)
= #>5%E>  (0.35mg/ke/H p.o.)

* =p<0.05
2009 #Hitn stk

. * Kb R E AEA R EF

K 180+ * T *
~0 % *
3= %
o> 160 *
L]
n % 140 —
L& =
?f m 120+ =
1 N =
TA 1004l ] =..
2% % % —
5 s —
% =

60 -
(n=4) (0=3) (n=3)(n=3)(n=3) (n=4)(n=3)(n=3) (n=3)(n=3)

MR 4% Dk R B RTEERTEF B O ARIC 51 5 Do 24K mRNA L~ L %L, 6

3) A LTEICEHIFELRRREDIEENIEE R
ST IR BT C O K83 3 D1 ROMEEE TR0/ L4 I LR R DR R E R
HHALENTVEDR, FF oI RMEERTEIT T R8I v & LT RLF U v OililE%
NS48 J X I R R DOREREE & [B1E S W 5 19,5055
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oL E TN ANIN—),

(2) b men

O MR ==Y E R 4
Z o bR E RTEERTE 1T D HIRSNT /7 S IR MAE T ARH 2 G e A REHURS R 3R
D% in vivo THUNENTEZ W THRE Lc, £7 0 FEV RO e E X, 10 mg/kg
B 60 1%\ KA BTEERTE OIS KX U ROV VT KLU v LUV A &N
STz, RS, ~NE ) R 3EER L7 BRI RS U RN VT R
VUREEZEBLSE R oz, o, AT IC I DM e = RE O IR

INeoT,

600

500

400 +

300

200 +

100

Ok

* O

*

k[

|4

I T (%ﬁ n:5)

0

(3)

T T T T
3 10 3 10

0.5

2 (mg/kg s.

FS ¥ sO¥Er

NAgAy E=JL
* p<0.05, ** p<0.01 (X—R T A i & i) : #p<0.01 (F/V— 7[R D i)
KR HTSERTE ORI TE ) T 2 PRI RE AL 4

(32) S movat XA\ ANIN=2,

c.)

600

L
400 4
300 4
200+

100 +

3 10 3

10 0.5 2 (mg/kg s.c.)

S HE, sOvEy NnaNy =L

@ TN I USROG ERERIEER 19
2 AR AV, THRENLERFER L UBRVITE & MK-801 #F3ER &L ICx 547 e
VEE DA IR EORETER 2 Ret Lz, K UBVITEIX~ Y AT RENLVE R Z2HE
L#E% L=, MK-801 7 EE & TR CTld~ 7 212 MK-801 Z#%45- L, R\ CRATES) &
TRATEI DA EEZBIE LTz, A7 0P RO a et MK-801 #%&EEh & Uik % )
L. ZOHEITITARELERXFERL U VTR 2T 2 &L VKNP -T2, ~aXY R—L K
WY ZARY Rty MK-801 s EE) &Lt 2 Jif| L7223, ZOHEITT RE/L b RiFHH L DB
DITEIZIEIT AR LY, oY =L TiEEAE, U AT RATIZIERS TH -7,

TAREILE RFEH L U ITE RO MK-801 35 F E @ & 7T I k3 A REHUER 49

EDso (mg/kgi.p.)

(95%({EHHIX H)

W TRENE RFHIEL LB DT

)

MK-801 % %& 8 & Uit

FUBROITENCR2 EDso,”
MK-801 s sl & Tl =332
EDso

A i V2

0.45

(0.36-0.56)

0.05 (0.026-0.098)

9.0

JaPr

12.3

(10.8-14.5)

1.1 (0.7-1.9)

11.2

Ry RK—

0.14

(0.13-0.15)

0.5 (0.3-0.9)

0.3

JA~Y K

0.06

(0.05-0.09)

0.07 (0.04-0.1)

0.9

% EDso i, 2> b —LEEO X UBRVITEIRA 27 —% 50%40H4 2 HEL o v b e — L EDOBHTE
) L EEEITEIOREF 2 2 7 — % 50%INH]+ 5 &,

1E A IR b5 RE - I iR
MG R L
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VI. RMEEICEITSEE

1. MREDOHR
() ABRELEYELPEE
R L

(2) BEERHAERACHERRSN =M FRE
O HEREOEL, RFopE
TR A BIME 16 Bilic, 7 LS8 (Kil@bE) 5mg & Z2fEiF M OV R IS HARE O 5 L 7=
DOFWENRE X Rt LT-, & 51% 96 FEME CoMIET 4T W& @4 HE L=, SER e
FIREOHER L MEPRENORH LR ENE T A —F Z U FIRT, A7 0o
Y ENHEIC A FDOEEITRD SR> T2 60,
MmEF 47 o FEVREII A7~ 777 0 —/MS B Z D HIE L7,

V7L XY EE b mg BRI SR O ERE T A =X (REDOZE)

Tmax Cmax tie AUCO-QG
E=N £
B 5 &P 5 5o (hr) (ng/mL) (hr) (ng * hr/mL)
5 mg/ZEfE I 48+1.2 10.56+2.2 28.5+6.1 279+ 86.6
5 mg/ &4 4.6+1.4 10.3+2.1 31.8+8.1 279+87.1
CEBME IR )
18 7
16 1
14 A

—O—ZREF

0 12 24 36 48 60 72 84 9%
BG b OfEdeH  (hr)

UL XY EE b mg B SR O M T REHR (BFORE)

@ HiERE NS, EFRSERER (B, MR
EFERRABME 13 B, 47 R 1% 500 mg (A7 & LT 5mg) KOA T
VB UEECEIEEE) b mg &, 7 B AA— N—IKIC X EIERFEERR 0BG Uiz, AYEErlE
SEMHITE O FEHEITHE N, FIRL & BEDIRWBHRE X T A — & D L OFFEFREL 90% D1E fH X [H] % 5 H
L72& 2 A, Cnax KON AUCo-96 & b IZ[REMEDOFFAN.8-1.25) ThHh 72, LIz ->T, A7
P AR 1% 500 mg & AT U E U EE b mg 1ZEMFEMICRETH D Z ERMRINT,
MAEF AT o EAREITRIEK Y v~ b7 F 7 40 —/EC HtgRIc L 0 #lE LT,
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* T P RI1% 500 mg YA T W U BED mgHL IR G O S ENEE N T X —H

o/ f= *1)
NG A—H BE5mg 16E | APKL 1% 500 mg | AHEEfE™ Y 9%/;;*,513@ R
Cmax (ng/mL) 11.2+2.3 11.1+1.9 1.005 0.957 1.054
AUCo-96 (ng-hr/mL) 293.5+49.1 293.2+39.9 1.004 0.972 1.038
AUCo- (ng-hr/mL) 326.5+59.2 327.0+51.7 1.004 0.972 1.037
Tmax (hr) 3.5+1.1 3.2+0.7 — — —
MRT #2 (hr) 40.0+4.0 40.3+4.2 1.003 0.983 1.023
tuz (hr) 29.58+3.18 29.82+3.33 - - —
(RS (R 5)
EL) NTRA—FZEOREROl (MRS .
TE2) TR
12
9
o
;E 6
=
E
(ng/mL) 3
o-¢ T T T T T T T

36 48

72

BENSDZBER (hr)
AT UKL 1% 500 mg K ONA T W E U EE 5 mg HLRIEE G-I i S R R HER

@ HERE ARG, AW rnREMRER (B8, ¥4 7 1 28 (RNEENARESRE) |

fREEERR A B 16 B, A7 e OPENAREESE 5 mg (K72 L) KOF T o e b (i
$E) 5mg &, 7 B AA— "—yEIC LV ZEERFHLERE Db LT, AW RIS MEEE O R EI
M N AR EESE & SE DM BENRE R T A —Z D L DO HEFRE 90% DX 2R Lz L =
7. Cmax XN AUCo96 & B IC[R M O#PHN0.8-1.25) Th 72, L7z T, A7 ¥ on
WeNHAEESE b mg & AT o H E 88 b mg 13EMFENCRSETH D Z L AR STz 60,

(AN

MmiEFFZ7 P RETEEZ o~ N7 T 7 ¢ —/EC BHERIZ X RIE Lz,

F 7 UV OENAEESE b mg R UA T WV L BE b mg R GRFOIEYENRE T X — X

W1 NTA=F T ORPERO (RN HREESE/SE)

5 2) SRR IRF

59

S5 A 5mg | NEEARISE 5mg | AEEETY 9%‘%’;5%’2%1’[;;
Crmax (ng/mL) 10.9+2.8 10.2+1.7 0.95 0.87 1.02
AUCo-96 (ng-hr/mL) 259+72.0 260+58.7 1.01 0.98 1.05
AUCo- (ng-hr/mL) 296+97.7 294+78.8 1.01 0.96 1.05
Tmax (hr) 3.4+£1.0 3.8+1.1 — — —
MRT %2 (hr) 41.3+8.3 40.7+7.0 — — —
tye (hr) 31.2+5.4 30.5+5.5 — — —
(PR R )




(ng/mL)

F iz, EMFENRSEMERBRO R T, BARANORRR B 16 flic, 47 V2 OFEN
$E 5 mg & 150 mL DK & HCHBERE &G LS E oy Wy et Lz, +7 v
P OENAREESE 5 mg 2K EHLITIRA Lz & & oY EhEIL, K2 LTRALZEE EFE

—e— i
—o— OREMNARIESE

—
0 12

L e
24 36 48

T
60 72 84

BENCORZBERE ()
T UV O FENREESE 5 mg KON T B B 5 mg BRI 5 oD i R HER

1
96

HTHY, 7P OFENREESEZ /K ELICIRAT 2 Z Lick 28R4 2
W EEZ BT,

I 7 oY OENAEEEES mgi K & T M UUKZR L THLER 5K O EY B T A —~

HE1) NTA—FZEORBEH O OK & TARMIK A L TR

1 2) SEHU R RF ]

12

10 -

1M 8 A
i
o

w6
=3

(ng/mL 4

N i

2,

0

—8— KL THRA

—— KEHITIRA

BEMSOZABKHE  (hr)

Ve e HREESE 5 m e PN HAEESE 5 m e | QO%[SHEIX[E TV
A D&ﬁi%@%ﬁ %ﬁ?ﬁﬁ@ﬂgﬁ%EﬁM) T%ﬁzim
Crmax (ng/mL) 10.7+2.5 10.2+1.7 1.039 0.969 | 1.115
AUCo-96 (ng*hr/mL) 271.6£67.3 260.1+58.7 1.036 1.002 | 1.071
AUCo-» (ng-hr/mL) 308.5+87.8 293.9+78.8 1.042 1.010 | 1.075
Trmax (hr) 3.3+1.1 3.8+1.1 — — —
MRT #2 (hr) 41.3+8.6 40.7+7.0 — — —
tue (hr) 30.9+6.2 30.5+5.5 — — —
(P B R 75)

F T W OPENRREESES mgZ /K & ISR OUK e U CHRIEE G- f 4 R HER
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&)

4

@ #Hgik b GNEANT—)
fEFERLN 16 B (B4 86 1o, A7 F 7/ % 1 H 1[E 8 HMERRE &S L
7mo WHITFIEHIITW, 5 2HAETIES5mg, 3 HES 8 HA £ TIX 10 mg %5
L., BEHREHITEERRS & Lz, £, Bk 53R 8o 7 AL ERNCA 7 e 7'k
V10 mg DZERERFEAIE - 21T 70\ Efii 5% OIRMBNRE & iRF Lz, #7 v e o
MAEF IR ISR 1 B CEFIRREIZE L. Cmax 1TEFRGIC LV B TR 2.4 [FoEE2R L

77
MAER AT o BT,

k7o~ N5 7 4 —/ECHHZRIZI VHEIE LT,

AT U TR MIRARBRTICHWERAI T, AT TN Emg £ 4T
PEUbE (FBEE) 5 mg XEMTFICRIETHD Z LB RSN TN D,

FTUFCLH TN MR FEORIIIE ST A—5 GHEAT—5)

—o— EHRE

A e
g

7 b B B
S

6

(ng/mL) 5 (ng/mL) 4
2 Mﬂ
0- o
6 2‘4 4I8 7I2 9I6 'IéD é ;1- fli é
wE®REE (hn #E5#%AH B

3 52— vl Crax AUCo-24 AUCo-» CLtot CLr tie Tmax
(ng/mL) (ng-hr/mL) | (ng-hr/mL) (L/hr) (L/hr) (hr) (hr)
%Ei%;ﬂt 11.6+4.6 191+68 460+172 24.8+9.6 | 1.1+0.9 32.6+4.5 5+3
ﬁfﬁi? 28.149.4 | 4444135 - 23.947 | 151 | 34.745.5 | 52
(EHERERE)
s —— A SED
40+ AS YL 18+ —%w&m%»éayﬁméw
25 | — MEES 164 —o— 4-NFRAF)IE

FT Y TN il 5RO T RERERE GMEA)

hEE

MR L

BE-HRAEOEE

@ VFTL GHEAT—4) 6069

REFER A 12 6247 P 7 ROV F U AFEEREE 2 B SO EA&RE L7,
VF U LBEMBEG K RFT e EOHBRGREO) FU OB VT 7 A CEYE) 1%
FNEN 1.4 LMr LN 1.46 Lihr, 45 > WV HMEBEE RO F 7 AL OO RGO 45
VYL DOB I VT T A CEHE) 1XFRE 28.5 Lhr XX 27.5L/hr TH Y, DDA
T UV OEYERE T A =X LTHRERETBD N2 -T2,

vy T GNEANT—F) 60

RN BN 8 BllcAT e TR ERYF LT T 'R D SR E B L
A5 L,

FT7 oYY T ORI, EYEREFR ST ) TR R EAER 2 R TR RITER O
Lo T,
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®

VTEANL ONEANT—4) 60

TERERRA BN 6 BllcA T P BTN OTERAXIIVT B/RLAHD 7AW & BT
EOFREE L,

CTERNAEAT P ORICIE, EENREE A ERITRRO b ot YTEN
L% CYP3A4 %O CYP2C19 _iofﬁﬁéﬂé_k#ﬁ%hfwéoﬁ?yffyﬁ:ﬂ
SRR ZIT L TR SN DA EFHEERZ RSN 2 LR Sz,

A4 IFFI UEAT—F) 66,69
TR B O BIC AT o F L ATV RO, 27T I v A B U ARG LT,

FT P LA 7T I ORI, BRIICER O b 2R 2R TR bk
Woto4\7?:/icmﬁA(WHmG&UCYmAzK;ofﬁ%éné:&ﬁﬁgnf
Wb, AT UV OMIEREEL. 47T I EAEIChT M R L, Zhi
CYP2D6 KO} CYP1A2 BNA T ORI G L TWA B2 bnin, 0 LA
BEIHES . BRRAICIER OB 5T & 13380 bndo T,

77Uy (GMEANT—F) 66.70)

TEEERR A B 15 llc AT v F L B T RO T 7 U % B OIS L=,
FTUFELLULT 7 ) OMICIE, BRIICERO b 5 AR 27T I RIZERD bk
Mole, TV7 7 U AL CYP2CO IC L > TR SN D Z EDHBNTND, AT e IEZ
ORI Z I LT SN2 3R EMHAERZ RS RN D LRI I LT,

THZ7 4V GHEANT =) 601

TERRRRA B 12 BICT A7 ¢ U SR 2 BB G U374 7 ¢ ) U EFIRE AT e
VEEEDFABE Lz,

FTFE LT AT 4V ORI, EMBRRE A EAERITRRO bR oo, TAT
4 U iE CYPIAZ ICE > TR#END Z L RHMBN TV 2, ARBRICENTIEA 7 V¥ E
v EMEER AR E RN LRI S AT,

TNRFH I GEAT—F) 60

fEER A 15 51 (BYE 10 B, Ltk B B oA T e de (mse) RO7 ARSI 2
MO G- LT,

TP EURAOBIE ARV I L EOMFHICL Y, 4T o E O mERREE &S E R
Uiz, FHAEAERIZEME (T THEE) TREL, Cmax ORI (W) < 75%., %Mk
(T _CIEBEE) T 52% T o 72, AUCo24 DEINRIT B (BIE) T 108%., &t (FEMR
JiE) TH2%CThot-, £, 7 VT 7 A (CLp/F) 135t (ME) < 52%., it (FEWRE)
T 37T%EF L7z, ZHIE 7 VRS Y I3 CYPIA2 OLEER 2G50 LHEE Sz,
( VI 7. FRELEM] OESH)

INAXET U GHEANT—%) 69

TERERR A 15 61 (B 11 61, &M 4 6) (24T e g (ke RO7 LA X F oz
MSOIPERE S LT,

F7 o OMPREIZT AT DI E D bTMNIC EF Uiz, PFHIZEL Y Cra
X 16%8EM, 7 U7 F A (CLp/F) 1 16%KTF L7z, ZHiE7 4%k F 7 CYP2D6 O
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HEW%%ﬁﬁékwkﬁz%nkAWRm6mﬁﬁyﬁfy@ikéﬁ%ﬁﬁfﬁﬁmtb\
IR B3 b7pn B2 b, (VL 7. FHEEMH) OHESHE)
) ARHARKR
©@ =% —n GEAT—%) 69
EEERA BT 11 FllcA 7 e B TR RO X ) — VIR & AU &G Lz,
FZ7 oV OmMPREIZTY ) — L EOFHICL Y TN EA Lz, LrL, 20 EAIE
BRRAICEZE CTII R <, EYEE PR EER A RIS RN I ERRB I,

AN EBE L GHEANT—H) 66.79
TR A BYE 11 Bl AT P D T RIS~ e & HMOUI O A S LT,
TP ERROFEDNNEBE L EOPFRICL Y, 4T W E OB RE RE A R
L7co PFAIZ &Y Cmax 1T 24%. AUCold 34%fK T L7z, ZHUTH "~ EE 5 CYP1A2 O
FEERHEA T e SN, (VL 7. MAEER] OESH)

@ HIEEAL, WHERE OV ATV GHEAT—H) 69
RN BV T BN AT o PR RO ATV & B 0% E Uiz,
TV ATV AT o LA L ORI BIRE R e EAEH 2R
FTRITERD b hoT-, —F. A7 o F oMb X, 1EMERE OHICEY . Crna X
O AUCoEALEI 63% K N 3% T L7, TEMERIZ, 3EMEWAET D 2 & TEYOWINE
FLET 5, WEPER & OOF IS (RINFRE) BfERsiizZ &b, A7 e offliik s
REDALE & L TIEMEROBENFEH TH L &2 bz, (VL 10. WERE] OHEZH)

@ ~vTraip QMEANT—%) ™
ST aERERGIZEY 2 5 AL EERIRAJIZEE L T2 MR T AR E TG e B
29 BN VT a BN E B RE TICA T e (18 4]) U7 7R (16 ) % B\ KO
FOBIZEGF RS LT,
AT aBEOMSETRERHRBIIA T PRSI L 2 EEZ T ehole, £2, 2L
AT e R AR R N L)L 1)) :%@%5zﬁw:k#m%éﬂ\%%ﬁﬂ¢%®ﬁﬁﬂ6
WP OHEE G EEBFHSOLEIT RN ENRENT,

B RO
T (FEkE) 2G5 LTEEE, BREICIDIWINA~OEEITRD DL o7z 60,
(Ivi.L1. (20 © HERERORS, BEOFE] OEEMR)

AT U T MERRREFICHWERAIT, AT AT BN B mg EA TV
P (EEEE) 5 mg IZEMFEMICALETHD Z LRI TVD

2. EMEERI/ASA—4

(1) fRWFAE
R A DT —Z X WinNonlin ZHWT 2 >3 8— A v MEIC X W EEITF 21TV, A AFIER
Fraxg Ll UE TR OB IR R OT — 21X 1 RRINEETe 12 X— AV N ET LV E
& L, NONMEM 7 12 7' 5 LT & 0 REE S B REMRAT 21T - 7=,
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2

(3)

4

(5)

(6)

IR 0 328 FE 5 0
FHEMNISENE X T A — Z HETE(H

Wy FENR i 2 W2 {85 A
B gk B otk Bt otk
Ka (hr?) 0.307 0.307 0.307 0.307 0.307 0.307
HEERETER
0.024hrt  (fEFERRA B AN B 5 mg ZEfERF £ 5-0F, t12=28.5 hr & L CTHH)
QU7 IR

24.8+9.6L/hr  (fEFEAME A 10 mg Hi[A[£ 5-1F)

23.9+ 7.0L/hr  (BEFESE A 1~2 H A% 5 mg, 3~8 H HIZ 10 mg Hif % 5-05)
RHESEY B REfEtT (113 Bl B, 415 OEFIREBMEFREORNEMEERSZE L, Y7 v =T
1< NONMEM version V Level 1 Z M\ 72) 226, WINGEEEEE & BT OOMARMEZ T X TOHs
EETBEEINE LSS, BEEOMWENT VT T A2 LS E2E R E L ORB SN, An
Foeg s )T T A (CLIF) ORMEFEM L O O 95%(EHE X EIE, B8RS H ¢ 14.3L/hr (11.8
~16.8) . MEFEBUER T 11.0L/Ahr (9.0~13.0) TH -7, FE0EHICB W THEROEEIIED 5
nignot=, (HAN)

DLEE
954 + 269 L. (fEFEEFLEAN 10 mg Hi[o[#% 5.1kf) 60

Z 0t
A% L

3. BRE(REaL—av) i

(M

2)

fRAT A%
HAERMEEEICBT LA T P OEYBIRER CHEDBREICEEZ KIFTHR 2o T,

NONMEM ~'=v 7 7 &% R CREESEMBIEMENT 21T > 72, fEATIZIE 1 RN OY 1 kBRI 24
ELZ 12y =k A hETAEHAG, P47 P BE LY | BEENOEYBIFE T 2
— & [RIGEEEHR (Ka) . R oesg 7 V7 7 A (CLIF) ROVERIRREIZE T 5 BT Do
i (Vdss/F) 1 #HE LT,

INSGA—REEER
NS DOHIC LY | MR R O DG N AT Y DI ENREIC A RIFT T Z ERRIBE
7o BUEORENT, CYPIA2 OFFEERICE 2 LD EHEE ST,

(HEARNBEIZBT 25
HARCHEM S R GRER, SariR, smEsRicsin LigiEo > 6, 113 61Xk 0 1572
415 OWEME (EFIREDE) Z IR Lz,
AARANDZ VT Z A (CLIF) 22 S 2R & LT, BUE K OPEZEIURIE S iz, BEO/ER L,
CYP1A2 OFFE|IZ LD H D EHEE STz,

B 57— 1z 1z L
EEIRE T A 5 215 i 5 FEenzig & . &
Ka (hr’') * 0. 307 0. 307 0, 307 0, 307 0. 307 0. 307
CL/F (L/hr) 14. 3 12. 4 11.7 11. 0 13. 1 10,3
Vdss/F (L) *° 474 474 474 474 474 474
I8 {4 20 e o ffd 2% 0. 185

b A 0 0. 056
a Ka & Vdss/Fix+~<TofoBEAIc G- HKE LS
b HEEMEIREEMIERL, ZE0ERI—ETHILERELL

GHEABF BT D HE)
KE - BN CTEM Sz 4 3B (HGAD 3B 78 91 E003 35k 792, HGAP Bt 3, HGAJ &
B 10 (BN LIZHBRE D O B 1711 $1 5 0 1572 5287 ORIEM (EFREOM) ZMHTICHEH L
7z OHGAD HEBROMENT [WIGHEE 3 (Ka) OHEE] . @4 3% £ L o7 f#tr. @HGAT Rk
Ofigt (WIEDOEE) %177,
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*1:
*2:

*3:

*4:

HGAD RBROMEICH>WTIE, [V.5. (@) 1) AOMEMGERR] 220,
E003 SBR DR « ik MIEA L — HE BRI RGBS RITEMEM O A RERE 431 61, 47
UHECT 1 DOBEERAZRL O3 SOEEMAEHE (1.0 mg/H ; 88 %1, 5+2.5mg/A ; 87 ., 10+2.5
mg/H ; 86 %l, 15+2.5mg/H ; 89 Hl) %, Tl vy K— 2L 1 >OEEH &G (156+5 mg/H ;
81 %) # 6 WML S. 6 WM OG- OEBIL. EMMEEHER LAFH 1AM E Tk 5 Lz, 7~
FEVEHONTIINT 10% L, EORBUAE CRO N AEFSRIT, s-ALT EH, 8K, RIR (E) Tho
77
HGAP RO « Ll LR EIEAL — B SRR EGE, SRITHEITPERE 1526, IR L
FTZ YO 2o0FERRE (F78AF ;5068 A7 1mg/H ; 52 I KDAT P 10 mg/
H ;506 % 6HEME#EE, 47 FEUHEOWTINT 10%LL EORBHEE TR DA ESFRIT, W
BIRS. meh ORkR) BOG. T, 8. RIR (E) | @5, IR, shdmi 0F) . BEBREFETho T,
HGAJ SHRBROBEZE © 2 sk L F M4 (L ZE S MR, UG RRE, Ma RIEREE, &
B RFRENEREE (BRI 220RE SUINRITM A RRAE ., PUBRMEREE 31T 2 BUER K O 9 Stk O tE
DH) o AT BEERE 18336 #, 4T U h TN MR AR 5~20 mg/ A % 1 RIFL, 6
B TCORENC 1 FME TRE L, E2AFHRRT 1336 flF, MR 216 ] (16.2%) . RS
153 5 (11.5%) . B 1561 #1 (11.3%) . AR i) 13941 (10.4%) 72ETh o7z,
AT U A TR ERBERTICHWERAIT, AT T E A Emg E AT U EUEE (FaiE
$E) Bmgld EWFMICHETHD Z L BRI TV S,

O HGAD B D fighT 199
HGAD RER ORI Tl K7 V7 TV ABER &7 U T 7 0 AREOIFIEETRE L, IRA AT
TNEHTULID, LU, K7 VT T RBEEE 7 VT T o AR 2 ERIE 50
oot -, IETHOZ V7T 2 (CLF) DK TR INT-,

EEhRE T A2 BNy 2B S e Nk £
i 4 H %
Ka (hr'') ® 0. 543 0. 543 0. 543 0. 543
(1.239) (1.239) (1.239) (1.239)
CL/F (L/hr) 16.9 14. 0 33.7 24.8
(0. 268) (0. 268) (0.241) (0.241)
Vdss/F (L) * G34. 0 984. 0 984. 0 a984. 0
(0, 669) (0. 669) (0, 669) (0, 669)
B 2 1 i o 24, 94

a: Ka & Vdss/F I3+ <ToOMAy Az @ & HE L=
b: Mg EOEF L2 EELE

ARNET (B 2o

© 4R x F L O fRIT
AT TIE, WIAE (8¢ 5-4% 0~5 W§fi]) DRIEMD D227tz WIGEEER (Ka) O
HWENTE e ole, ZOTOMHTRHIZIL, HGAD SRBR TR 7ol d iz, £z, BEOR
fix 4 AT 1 RBR (HGAJ B OB TH o, 4lBrE £ & O cix, BIEDOE
BIZOWTIRAT Lie o Tz, 4RBRE £ DT ClEr V7 7 & (CLIF) 2#Z3¥5%
R L LT, HENRR ST,

@ HGAJ B O fighT 70
AFENT Tl WIFE (B 5% 0~5 FEfE]) OMEMN D 7eino Ttz WIGEEEE (Ka) ©
HEENTEX R oT-, ZO-OMEITENCIZ, HGAD REBR CT:ROT-EE HV-, IREDAET /L
WXk, IRZ VT T ARG VT T AREOFEN TR I N, L, K7 V75
AL BT VT T AL IS AERITIA S NI S o T, KfEMTICEY ., 270V T7 5
Z (CL/IF) ROV #izsFE (Vdss/F) (Zxf9 2 BRI D A G OWEZE D s B iR S iz,
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EEMIENRE ST B = U7 TR A EnEAl il et 23
W2 4 Bl

i i i) i
Ka (hr') *® 0. 543 0. 543 0. 543 0. 543
CL/F (L/hr) 28. 4 23,1 18. 0 12.0 13. 5
(0. 259) (0. 259) (0. 259) (0. 259) (0. 354)
Vdss/F (L) 1360, 0 961. 5 918, 0 TRAE. 8
(0. 976) (0, 976) (0. 976) (0. 976)
B AT T g 5 17. 66
a: Ka i, HGAD I3 A HEEM 0. 543 £ RO L TRV
b: MEMHEEEOEFASEE LY
FEAFTL (RHER 2Eh
70 -
?_ —
60 ;* r\
50 ] '/ 1
A
40 - / il
ﬁ -
7/ o 1[I
30 Al | d -
= Al
20 - ""i
il
i oI | [ e
10 4 '}ﬁ:' | [t
l I '-.n, I
I n nl ™
o e 'ﬁh“
15 2.0 2.5 3.0 35

Ln (2 TFS52R)

C#e Ol = JEEMELE A GEENERME  —={ECL -
- .5 EEELE

IVTF A (CLF) OREEREL A T 5

HRE N DO REE S BN BEFRAT DFE R D, 7 U T T2 (CLIF) #IEFEE5ERKE LT, 3
WRJE K OV MEDVRIB ST, BB OER X, CYPLA2 OFFEIZ L D H O L HEE S iz,

4. RN
Q) "AFTLFEYT 4

MG R L

<HBE>T v MIUC-A T U AR O UIHARNE G LTz & & OBUTEEME R A 7 e
» AUC % b &2, RO EGEREO KSR E OWINR L VAT P DO AT AT T ¢
EEH LT, Ty MCBITFAWRINEL 78.9% Th o=, "AFTT ATV T (1% 47.3%ThH Y |
WIELEIE R E2 Z T T o Tn, A XIZOWTHREBRICHRGT L2 & 2 A, IR 71.8%, N1 4T
_ATEVT 41X 73.0% T, 7 v L0 wEEEEEEZTIZL ot

(2) PUTERAL
HLE

(3) WEwER
KPR L

66



5 S

)

2)

(3)

4

(5)

(6)

1 ;7% — A BE P9 @l 14

GrEANT—#)

TR N B 3 Bl AT > B8 10 mg HEE G- L, PET # W C KRR U FEREOEE h=
VERKICKRTT A EERENELT-E A AT UPFE DAL ORI v ke b= Ui
FAR~OHEFMEN R ENT 7,

% — R A2 AP E @ 14

A AR L

<BESTNE 12 AHDO T v M2 UC-F 7 H B 18 me/kg & B OG- L ZBE O B rEwmE
D e EE X R IEND A ERE L e 2A, BREBAMICE W TA 7 e KO oR#EmIED
TN OEEZEE L, BEICOMT RN H D Z LR LNITRoT,

FA~DBITH

GrEANT—#)

A LNE 6 BlicA T B 8E 5 XL 10 mg ZHAIE 56 5 % 5 mg/H % 8 HREEF& 5 L7z
R, AT VTR BT L. BATRIT MR RN B U, RERLTIREE &
RO (M/P e ; Milk/Plasma ratio) 137 0.46 T, & 58K OS5 HEICEEET, 12 —E
ExERLEZ, AR TOREMEITMAL SN TWARWEZH, AFIIRATIIRA LN ERAEE L e E
2 BT,

R~ DT
MM E R L

ZTDDIB~DIEITHE

MY BRI L

<BE>T v MIUCH TP ZHBEROESG L, BEHEEDE Ol 2 A, #5514
FH R HELEICEREIC A L, IROCHBE, M, B, 72 & o i &0 20O lsas 1 @R
A LT, ~N—F—fR, TEE, B, BIE & TR O T ERE OBSHE D E 23 S 1
776

mFEAREER
#193% (in vitro; & MHE, #EOE) . BT AT I L arBEEEAEICHET 5,
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6. X3
(1) REBPEERVRBHER

Hﬂﬁ@c"“fﬁﬁﬁféﬂé LEZBND, B MIBWTL 5 DO MR S L7,

GLUC

y susl

N N,
GLud CHs CHa
4-N-ZI)IVo 0O 10-N-Z')o 0 g

B&E (R) BEsH% (m#E. K

______________________________

H 1
H | H
Np/CHa A uyN}jFCH3 4 S._ _CH3
C IN - (IN L C IN}}“
N A . N
lik / &kw (:E
H ; s CH3 oI* CH3
H-N-FRAFVE A32ver H-N-FE S b
(m#E, FR) ] (Mg, FKR)

H
‘ S._ _COO—GLUC

,’/'/’ H
__________________________ N N
| F b O—L4P450 2D6 | ------ @: y @ y
........................... . N
N/w

N, N
“CH3 o "CHs
2-E RO+ AFI)E 4'-N-FF 2 R-2-H LR F* S AED
(M. BR) oo rvEgasatd (R)
l y T

H
| S

COOH N COOH I{I S COO—GLUC
@( }7/“ < y . @ y
A N

Q o, o

N N N\
CH3 ! CHs
B-N-FRAFIN-2-HLKE A -AAKFAE ()| 2= PV ABD
(FR) | FionvEgfagd (KR
777777 (UbPy s v EEBEE
IS oY EORBIRRE

(2) RHFIEA5THERCYPHEIDNFE.FEX

AT oV ORBHCEE T 2MRIT 7NV a U REREE, 7O EVERE/ AX VA —8, F
7 v—2AP450 (CYP) TH D, &7 L OMREW 10-N-7 /L7 v VA KR O 4-N-7 v 7
o UERRARIL, BV u U BEEE SN ™, 10-N-Z7 V7 v UERIE AR AEF & OYR FIZ R
D EERHY TH D, 4-N-F 5 FEREMOLERIZT 7 I e E86F ) AxF 7 F—EREE LT
W5, EREBILE TH D 4-N-F A A F LKL CYP1A2 4 L CAER EN D, HayD Za GG
WMTHDH 2-8 Fadxv AF VIR CYP2D6 2/ L CTAEREINDN, TP Eroekiles V7T

TURIIRESEET LI L3R,
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Q) VEEENRODEERUVZDES
RMERR L
( TVIL 4. WL DOIESH)

(4) REMOFEOEERVEMSL., FELLE

fERESLELN 6 Bl UC-F4 T o h 7L (12.5mg. 3.7x106Bq (1004 Ci) ) % Hi[al[# 5 L7=3
A 9 DOREMAER, JRP TR SN, RBE0o 7oL 10-N-7 v 7 v VRS T
HO . OF 2RI 4-N-F A AF K, £-N-AF2 FEEDR2-t Raxo AFEkREZ0 %k
Rt cdH v . SMENEE 108 FICAA Z e 5 L, i R 2 bR & O ARG O Hiz 2T
BitaiTo72 8 2 A, RE(MIK, 10-N-Z V7 a U BIAGERKE DY 4£-N-7 A A F VRO I 5E R E T
100 : 44 : 31 Th o7, T O DRHWOTEMEIIMD TUED - 72,

Fo. AARNBE 12 FICAA] 5~15 mg ZEFert A& L L, & IRB O M F & ORFREIZD
WTRRET T2 o 7o, Mg R OURF 25 5 FEOMRH M S v, BARNEE O EER2 I
SANEANEREE LA L TH o7z,

7. HEit
PR A B VB
PeeR GLEANT—#)
UC-A7 ey (125 mg, 3.7x108Bq (1004 Ci)) % 6 BIOMEEEAKAN BRI OG- L, KRB LOEHE
ORI ZJE Lz, 21 OGSO FHEIGEITN 87% TH U | JRTK 57% K O
1 30% CTh o7, R, FEFBEHEMED 9 B 50%LL B3, 2 72 L 3 BUANICHE S iz 79,

8. FSURR—E2—IZHT H1EHR
MR L

0. BHEICEBER

BB - 3SR L

TN © AT 2 E RGBT & - TR E S o7 6,
BB « 4R L

10. BEDEREFTHESE
O BRI TEE GMEAT—%)

WeERE 16 ] (B 8H) 2, AT 7 EN5 mg FHEROEL L, #ERE OB
37 V7 F=r2 077 % (CLer) ZRICHH, FHMili L7z, 47 o E U OIWENREI B IR T
PR & IEE R TR E BT O bRl 66,

MAFFR AT o RET, RIEK7 v~ N7 T 7 4 —/EC RHERICEL Y EIE LT,

AT WU T WIS WA, AT e BN B mg EAT U E S

§E (EiEgE) 5 mg IXEMTFHICRIFETH D Z LR RSN TN D,

BHSREIK PRF BT 24 T P U TRV B SR OEYEE ST A -4 GHEN)
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CLecr Crmax Thmax CLp/F Vd/F ti2
(mL/min/1.73m2) (ng/mL) (hr) (L/hr) (L) (hr)
1R
B RSREIE >90 5.93+1.91 6.2+1.6 | 25.0£10.2 | 11194341 | 32.3+5.7
(n=6)
%2R
I — OB EEER A 10~49 7.21+2.85 6.0+3.5 | 15.5+4.6 | 1180+316 | 53.4+9.9
(n=3)
0 3 B - <10
T B A (TR 142 5) 8.18+4.50 5.2+1.0 | 21.2412.6 | 1057+505 | 37.7+7.7
(n=6) -
oA RE <10
SRR e (R A4 5 9.53+3.08 4.2+1.0 | 21.3+9.7 | 1019+344 | 35.8+8.0
(n=6) -
S A v 22)




PR =

(ng/mL)

0 24 48 72 96
5055 OFGEER] (hr)

EREREAR N EH (SR 2 AP R (SHEN)

@ IFREREIR TR GMEAT —%)
JFREREDMICT L7 /B3 8 5, IFRERE DS IE & 22 B8R E 4 B, 2.5, 5 XX 7.5 mg DA T U 8E (F
WEE) UTA T o TRV R AR D& L, EKEhRE A e Lz, IFEREDIK Fid4 7 o
v DI ENREIC B A .2 o 7 66),
B, BT, Z2vT7F=0 20770, KON BUAE Y, Tr hr s UL G
NT v, EAREICEL Y EFE LT,
MR 47 P BEX, K7 a~ s 777 4 —/ECHBHEIC IV EIE LT,
AT UV U T WISV EERAIC, AT e BN B mg EAT U E Y

BE (FddE) 5 mg TEMFHCFAFTH L Z ENMHER SN TN D,

FFHSREIR T ERE R ONEEHBRE BT AT T o P U BEITA T v v et BERO
HRYENEE T A — % (SFEN)

IRNT A—H Tmax (hr) tiz  (hr) CLp vd (L) Vdss (L)
(L/hr)
APREREIR T HBoE 7.0 41.9 18.1 1100 1084
R 7.0 47.2 14.8 1074 1042
CEEfE)
10 -
N -0~ 25
FMEEETEE o come
m & 4 75mg
‘;1’;1‘-’{
6 —
I:F
',
E |
(ng/mL) .

O_

T T
0 24 48 72 96
57 b ORI (hr)

AHHEREIR T 8 2 1T D R R EEHERS (SMELN)
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@ miE BT D HERE GMEAT—2)

e R 16 1] (65~T79 i%) L IEEEHIERE 8 ] (20~41 %) DOEFSMEAIZ, 2.5, 5, 7.5 X
10mg DA T P h 7N 2 HERE OG- L, SEyEiieZ ik Lz, 65 U Lo Ekmidne 16
B I BINIIE I (T U 53%IER Lz (Filne 52 Wefdl, FEmElne 34 Weff]) . 14 H [k
BB Tl 65 ikLL EOYERTE 8 Bl OV -1 1% 59 el T o 7z

MAEF AT Y EREIX, Wik v~ 7T 7 4 —/ECRIHEC X IE L7z,

AT UPEA T RVERBEEPICHOCERA T, AT Ve BT Emg LA TP E Y

fE (FiEsE) 5 mg lFEMFHICFETH D Z L BRI TN D,

EEnE K OIS ICB T 24T o e eV BRI SR O ENHE ST A —% SEN)

tie2 (hr) MRT (hr) Tmax (hr)

e 33.8 46.9 6.13

o E 51.8 72.7 7.60

% 7= 53% 55% 24%

(CFH#fE)
127 miE N=16 127 ﬁ? HEHE N-8
10 4 —0-25mg 10 I —-0-25mg
—-—5mg | L\ ——5mg

m fqg —{+75mg m —{+75mg
8 K —A— 10 mg —— 10 mg

B 0] TR w8 'ﬁ&\
: = &%
& ° 4@& N 2 |

N
E 4 A <>\\D A‘\A\\ E 4 1
(ng/mL) | o -0 T~ (ng/mL)
O T T
2 A \Q\\:\ﬁ\:\ 2 A
0 - 0 -
0 24 48 72 96 120 0 24 48 72 96 120

B 500 OREE R (hr) Be b b oftiEEFH (hr)
il R O E CRBIT 247 oY e e VB GR O RS (OMEN)

@ & ICB T ik GMEANT —2)
Bl (66~T78 %) DEFEAMEA8HIC, AT F e 5mg % 14 AR, 1 H 1 E#H5 L7,
mlnE OMHP RIS 7 B BICEFIREBICREE L, Z2omPRETHRER5ROK 3 5 Th o7,
Z ORERITIEE dEE OulEfi G RER (SMEIN) OFEREFI L Th o7, milind O 0396 &l
FITH UIER LTz,
Mg 47 P RET, iRk v~ 777 ¢4 —/ECHREZHZEVEE LT,
AT WU T WIS ERAIC, AT e BN B mg EAT U E S

bE (F@EE) 5 mg TAEMTFIICHEETH L Z ENHERIN TN D,

EIRE BT AF T o L S R GO Y ERE T A — X

SR T A — X tiz (hr) CLp (L/hr) Vdss (L/kg) MRT (hr)
S AT A 72 58.5+6.7 19.4+6.7 21.3+5.8 78.6+13.5
[ 49.7~66.8 10.0~31.6 13.1~29.9 63.4~94.3
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20
15+
o ]
L
i ]
w107 20
E 4
(ng/mL) ]
O,
RN e R ‘ ‘
0 7 14 21 28

#5®RAK (A)
BSR4 T P TV S G RO R R

1. ZDfth
RMEER L
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VI. 2 (ERALDZES)ICEHY51EE

1. EERBLENER
1.

==}

I®

I

(Ghiek@)

11 ELWVIEEODLENS, BREESTFT7PUOR—V X HERFEESESOEXRGEEANERL, BT
EZGEELNHADT, REIFRS DX, MBEEDREZEDEEET 7217528, [25, 11.1.1 SHE]

12 B E5IZH-->TIE. HONLOH LEEMERAN KR T 56N HHILE. EERVZDORIKIC+H 5257
L.OE. 8. ER.EBREODEEITEEL. ZOLSIBEREHOONEIFEIZIX. ELIZREGEZHE
L. EEIDEREZT5H5LS. I5ETHIE, [8.1.83.9.1.1, 11.1.1 SHE]

(MEBEHREER (CRTSFUH)BREITEHESHEERER GED., E))

1.3 BRBEXIEZTOREFDOHIEEARFEZHRETDHEEICIE AELOAEENERMEE LRDEH TS
NBEELUNIHBRELLENIE, . AFIREARVERSHMG L. FRERICOBEEOE=2)2T D
EEETL, AFIB S RELMBEENRET AETIEESR VT 2T 5L EBEDORELHGENIZHER
FTHEELIC.BREHMZEELT. BABICTHRICHIETERHEB R - LTHRETSH2E, [9.1.10,
11.1.1 B8]

(fiF#n)

1.1 EANTRZICBW T, AH L ORBENSE CTERWEERAEESR L LT, Bk, BERB. R
Witk T R—=Y A BERIGYERIESE O EEREWER N ME SN TWD, 209 BIETHNIL, AHIE
HRNCHERIF & 2 STy, B 5 WIIHERBOGERIN T (B, FRERE) 28 LT\, &
HHE S 2 VNEHERIF 8D DIV A1E, MY LE 2 LTI T ENEETHDL EEZHND,
L7=Mo T, OB, 28, 2R, BRSO MBEOER GRS SN 5E8121E, KBS CHFHEIZH
RO b B & OV OO EFRIC LB 2 2 BT 5 Z E XY Th L EEX LD, 728, 1
FEAE A E O W FEVE R OBAE 2DV TIE, O BRRRE & Ak, BEOBRARREIIS L CQET S Z &
(A VEE® Pk 144 A (No.02-1) &)

1.2 SO Z BRI BT 5720, BEMORZOFEEICH L, LTS EZT4ICHH, 55452
L (BEZAMER P14 44 H (No.02-1) M) .

O LCTRNE . VRIS S 35 1T B MER ) YD SRR O SGEIT 31T A TlE, BERRIE B K OER
WOBERO S b EE I3k ThHDH b

« KHFIPE G X0 S, BERIGYES R TS =3 R B BN BRI S A oD T 2o FIVE R S B B
THRREMLRH D Z &

- 08, 2R, 2R, BIRFEOERDRD DN IZGEITE, SIERFHEE L T D RN E X bhvd
a2

« FROBRFE R ZROTEEAICIE. BEHICARIORS Zhk L, EBRiOBEREZ%IT5Z L

(TVII. 5. B2 FEARRER & ZOFH 8.1 N 8.3) K OMVIL 8. (1) EAZREIER & #IHIER 11.1.1)
DIAZ R

1.3 —AEFAE A BABIEESA LY . A5 % [HFEEEEL (VAT T F 4% BEICES Y
{EgER CGEL, MEM:) | ICEHT 285818V T, THIRBOBEE ., BIRFOBEROH 5 BHE ) %
HENSRANT D Z RO DELENRH SN, ZORBUIMEN ST 8 4EFESS 5 [HIFRFHH S 3K
T AR R R R AR RS T B O TR SN fE 5. 2R S -,

HREE AR G o0, TVIL 6. (1) AOHE - BEERESOH 584 9.1.10) FOREEE T
(Z—AEREN B AR IR P 2AERR DT A RI A 2RI 52 &,

2. FEABLENEH

2. ZER(ROBHIZIFEBRELANIY)

(Ghae@E)

21 FiEREo RS [FiEREZELLsE2B8EZNW01H 5, ]

2.2 /LB — VEEFHE R O R AR ENEI A O SRV T IS 2 BE [P RRANE] EH 23 TR S
%, ]

2.3 ARHFN ORIkt LiBBUE OREFERED & 2 B3

24 7 RLF ) v EEEHROBRE (T RLFT Y E2TF7 4 7% 0 —0OREIEE, UIHEAHEKICK TS
RIEMEES L <X EMEPMCE T 2568 2k<)  [10.1, 13.2 ]
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FEELAE. BHEEICH(TEBRERRUSIDERDOKE)
2.5 FERRIFOBE . HRFOMAEREOH 5 EAE (1.1, 11.1.1 ]

(fifn)

2.1 BHEREDBEF AR E R LG5 L, SHERELZ B ST ABEMERH T2 OE Lz,

o R AE AR RN OO [ N R PR 5B O 22 2P REA x5 580 i+, fEHERAS 97 i (16.7%) . MAGMEREE
(21T D B IR 0 e E KGRI OO [E N g AR 3R BR 00 22 A MR F 22 186 4, {FHRZY 50 #1 (26.9%)
PGB E I 1T D 5 DAER O S FEAGRRF OB A RS (FERRILFRBR A CEWN) 128V TR %)
5 485 il (AAR N 165 Bl Z2&te) | IR 73 ] (15.1%) (AARANEETIX 53 #il. 32.1%)
IZFRD B A 7 EHAARRRINHEIMEORWEHA SR O 5T\ 5,

2.2 ARHNZIE., THARIEIER RO HILTNATD, LY — LERFFER 7 & o g i) &
AFN AT 2 Z L0k PR INHIERA S R S D ATREMEN S 0 | AR I Al O 58 52
BRICHDBRE TR LN &,

2.3 —fRITBEITARAI ORI UIBBUE 2 3B L7256, AFIOFREIC LY & 5| CEE 2 RBUER %
HET LN S D Z EDORE LT,

2.4 AKFND o THREEWIEFCLIO T FLF Y o0 B ZRERIIERNEME 720 . fFERE T A5
HZBENRGL-ORE L, (V7. (1) PFRAZREEZOHA 10.1) OESH)

2.5 HERNTHERIF TH - I BHITx L CAKI 2 &GP EE 2w 2 BB L ER NGB 5T D
72, TNOOBEICK LI EG AT AL & Uiz, (VL 1. ZERNAEZF0 B 1.1) KOV
8. (1) HEAZEIWEM & WIHIER 11.1.1) OESH)

3. BREX I RICEEY HEELEDEH
(V. 2. EESUIZNRICBIES HER) 22MT D2 &,

4. AZERUVAERICEETSIELTDER
V.4, AEROHAEICEET S EE] 228752 &,

5. ERGEAFRHERLENEH

8. BEELEAKRMIE

(Zhie@)

81 AFIOELEIZLY, FHLWIHEEDO EFG, FERFEMES b7 R—3 A FERRIFGHEESHESE O By
AT EDZENHHD T, AFFRG T, M EORECOE. 8. 2R, HREOBRE+
AT H T &, BRT, mE, AERSE ORERIFE OERIK -2 AT 5 BE TR, BEE A B L. R
ErLIcEBftsE s8N H 5, [1.2, 8.3, 9.1.1, 11.1.1 ]

8.2 IKIBENR S LoD Z ENH DD T, ARAFGH X, B, BRI, MmiF, Kk, BUR, EikkEE
FOMRIMAERICERET S & & bIC, MEEOREFEOBIEEZ+7I12175 2 &, [8.3, 11.1.2 /]
83 AKIDOELEIZEE L., O U L 8.1 KN 82 ORWEANRRBTHBENHHZ L&, BEHEKROFE
DFEBFEZHSICHB L, @ik (0%, 28R 2R, SRS | IRmFEER W7k, Bek, miF.
PRk, IR, BikfEES) [CHEEL, 20X BRERNS b HaIcid, EblcEE2mEL, &

fioBgeZ b5 Lo, HHE+5 2L, [1.2, 81, 8.2, 9.1.1, 11.1.1, 11.1.2 ]

84 AFNOFGIZ L VIRERMAZ KT Z ENH LD T, BEIMICERE L, IEMOBEENH S b Bait,
BHEE, EBERESOBYREETT) 2 &,

8.5 AFNIHIMAEM 2B T 5720, thOIANIEKS < g, A%, IS X DIRMEE R 2 R
TAHZENHDDODTHET A &,

86 MHIR, EE - ) « KA EBRENEDIK TR D Z 0355 DT, AFIFEE T OBEILEHT
TOEHD DWW T H BV OISR 2 O OBt F ST WIS FEET L2 &,

(BB EFICH T EHBERRUSDERKRDLEE)

8.7 BEMR K N9 DIER N UGE LI A 12, AFIO B GO BERIZOWTRE L, AFIZER &S
LAWE 2EET D Z L, BMIEE OMERRIEICE T 5 B AN TORFOH R VLM TMesr L
TV,

(BB EFIZHTEIEKRDHE)

8.8 MM EIZIIT 5 5 IR EZH T2 BE AR Z G T 2856, LFORICEET S Z L, [9.1.7,
15.1.3 2]
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8.8.1 K9 itk ESE DR R PURMFEEICRIT 5 ) DfERZET) 28T 5B ~DH H SFID
BHIZED, 24 UL TOEF T, BREE., BEEKORBELO Y X7 3 INT 2% & ORENRH D729,
AR OEEIZHTZ>TUE, VAT ER_RZT 4w " EEETHZ L,

882 I DIEREAHTHEEIIMEEENH Y, AREKOBENNH LD T, ZO X5 REE TG
TR QN 5 R A F T ARICITERE O YRR O L A B Blez+ 5 2 L,

8.8.3 72, Mg, BE. N=v VRME, RIR, SREME, BE., BB, oMt 70 O 7 S MES)
FREERLLDLNAZ ENHREINTWVWS, Eo, FEBRIZAL L TITRWN, 26 DER - 17E)
R LTEBNC IV TC, R AT IXBRESE., AEEN, ETANRESNTWD, BFED
RREM ORIEDZAL A2 EEIRLS BT 5 L L b, 2O OEROENMRINT-HAICIE, REE
BT, Rl EL, B5E2PIET 57 SR LEETH) 2 L, [8.8.5, 9.1.8, 9.1.9 &[]

884 HABMTOBBERAZN o, BREMBEMNFED L BEITIST 555121, 1005 |
BaEE/NRICEEDDZ L,

8.8.5 FIRSEIZ AR SIEC A AKX, B BB, SRS OITEI OB L OEMEREROELR H 5 b
DY AT FEIZOWTHoiB 2170, E & BB IEEEZ IR0 &9 K HfEd5 2 &, [8.8.8,9.1.8,
9.1.9 &[]

(fiF#n)

8.1 EWNHIREZIZBWT, AK & OBBEMENGTE CEAWEERAEFERR L LT, Sk, HERFB. FER
Wt b7 R—=U R BERPIVERIESE O EERRBIEANRE SN TW5D, [ENTHE ST AA &
DR EBERENGE TERWEEREMAEOIEFDIE L A SITHERIEOGRN T (FIRE, &b, e
72 &) #HTHEMTH S, ZNHDOBREITBNTIE, AFIHE G PICAMICIPEE 595 A6
WRHLHOT, EEICEGTHIENPMLETHSD, (VL1 BEAKFEZOHEM 1.2) . VIL6.(1)
APHE - BEERSEOH HH8F 9.1.1) KO VL 8. (1) FTRAFIEM & OIHWIER 11.1.1) OEZBMH)

8.2 FEEAPUEMIFIICB W TRIME N HIE S TR Y . AFNZHOWTH B - HES 2 &5 ENTHIRE
BIWERSERT — 4 GEISEEEMDR) TRIFEICE#HET 2 FRR/ME SN TND, LEER-> T,
AFNZ R LTV A EE TR B, BEE, miT. Rk, IR, BERRREES o RIioEE R+
REBENAMNETH D, (VL5 EEAFEANEE L ZOHEME 8.3) KO VI 8. (1) HEAZLEIEHL
WIEIR 11.1.2) DIEZBR)

83 [V 1. BENKLEZOHA 1.2) . [VIL 5. FHEALLAWEREZOHEMA 8.1 XU'82) . VI 6.
1) BOHE - BEEES 0 H 5 B3 9.1.1) KONV 8. (1) EAZRIEM & wIIER 11.1.1 KO 11.1.2.
DIHZH,

8.4 AT W E L EEDIEERPURERIEE CVERMPURBEMIREE & 2 5 HE OIRFE R OMRER I & X
BEMNH D EEBEZ HITWD 19, @ERKREEINE KT &, BN U AT 77 7 X — Ll b HEa DR
BOCBERRIR, DIERIRERAR L) DIEROELS DWIISIED Y A7 BN KT HD T, BFRERD
NCEENREE R A, BERAREREINZ RS2 WE ) EENRLETH D,

AHNZEBNTIE, LT (f~) XS REEHINCOWTORENR I TND,

A . A ITE AR O [E PN A R 0 22 VEREf 652 580 B 95 i (16.4%) (ZIREHIMAFRD Hi
TW5, REOFEHELEIL, AFNEHE 6 HIFS T 1.00 kg, 16 ;AT 2.15 kg, 20 @KL T 3.21
kg & HLEAOEGHZR NN &2 7R LT, T OB OBINI0En & 72 0 | 52 BB S O IR E DO 2L Bl
4.30kg Thote, 70k, 52 HKEA T 20kg LA EDOKREMMZ R LIZBFEOE ST 3% Tho7z, EN
DA IFIE O R EFE A BGETR A (27 LV RelFR A - 22t x SUER] 3753 i) (23T, 322
F (8.58%) OREMMOEWERA N HE SN TWD, HGBAR R OHE 12 5 AR OKRE (CFEEHAE
MR X, T 24 58.9+12.0kg (1429 i) K1UN61.0+12.3kg (810 f3)) L EH%LOFEMAE
BN % R LTz 39,

. ORRRMERE (236 1T 5 B IR OO S AR GRIRE OO [E N R R SRR O 22 2 VERHT k152 186 il 26 1 (14.0%)
(AREHEIMOBIERANHE SN TS, ENBERRBROMKEZLEIL, 3 I T+0.70 kg, 6 R
T+1.22kg Thote, 77, BIREREE BT 5 9 DHER O UEAK GBI O i R R (E BE L [R5 & O
EPDIZ BV TReEMRMx 5 485 il (A ARANEE 165 B2 5 Te) | 128 5] (26.4%) (HARNEHE
TIX 74 B, 44.8%) (ZIREHEMOBWEHNHRE SN TE Y, MBEREEICBIT S 9 2IEREFT 54
Fhewt s b U EEIRRERIT 35N T WIS E OB A T B BE A kP b U7 B AR L ol L
TIREHIMOFEBEIE DB EVEA GRS BTz, 728, PUBMEREEIZEB T 5 9 SEROSEFEICH T 5 H
ARG EBEERRBICBW T, 7 PR GBMRICHEO RN L, AEZ(LEIT 6 HiF
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JTH2.45 kg, ZOBERESNITHEINL, 24 B OKELLEIT+3.53kg Tho7-, A [ AfE
EORIDRTE Y — NOBE LG L LR CIIEE TR Y — FOBRE 255 &
U 7= BEPRERER & e U CRAULER OMEEHEMMA L <FBO LN TNDE N, ZOHEK E LT, K)2HT
vV — FOBEITBRAIREEZKIZ L TND Z ENEL AFIFGIC L 0 IERNSE L, £ Ok AT
R OMEREIRMAN A - fReEn H 5 L E 2 5,

N RBKTVEDOSA, EALRICHEASCEFEORAIC L VIRENED L, JEROSE & & HICREN
DRDOOLNDLEENH D 80, HAKFEABROEMNEERRBRICIBW T, BGBMGED D R IEBIEN
F CTORELLEIL BMI P 28 23 kg/m2 RO BHFICB O TR K& <, HEREENNRE SN
BEOK 8 B THEE L EDOIEROLFENRD SN2 D, IRIFEITIC X DIKEOIE b & Fik
LTWAHEEME L & 2 b,
® BMI (body mass index) : {AHE (kg) / (HF(m)) 2

8.5 AANT R/ U RHEMERN 2612 9720, HIMIEAZ RS/ REERH D, ZD7=b, fthoFH|
WCE D EIRREICH HBHE, BAEOHDBE. & DI O B %28 CIRMER BB DL
RRBIENRDY, ZTNHORBEFRLTLEIRRBENRD D, LN ->T, AAZARHALTH
HEETIE, +REBENPLETH D,

8.6 AANTHHAFRIMBIER 2AT 2720, FHIIGEOYIHIAEIRCRE MIFERE - SEEIERE DI T 2 k3 7]
BBERH D, LR oT, @TCTOMEE, fBRAE M) B OBEEIIIEF S0 L 5 o RER
NULETHD,

8.7 MABMEREE I Z 1T 2 BER O IR U<, AEEGRRER CIXAME &K OMERHA 0 BF 123 5 A %)
PEDR S 4L, BEMEICOWTH BFRARMEI RIS TWD, —F., ENERRER TIX. 3 BisEY
D7 TR HENE, W ONCAH 18 B BG Lz & 2 IZHMEN /RS, KE 24 BAE&REGO
LZEMLFHMh S TWD, iz, WBMEREEICBIT S 9 IEROWFEICE L T, BARZE e EEERLR
RERCIX, 6 B OAMO 7T BRICkd 2 EBME RS, 18 B OGBS W T H R OEr
FLEBEMENRD LN TS, &5, EABKRRICBWT, AFlEZRE 48 BE&REG L&D
R DOEHgE & BRMENRED SN TWS, 2D LI ICERNADON L ONOKRRBRT —Z 23 H D H DD,
ROTTE Y — RO « FAIHENCT T2 F MR L 2B L TN b, BYERE D
9 OIEIR DU L 7o B ATARHN O LBV FEAR S VT ISRk RIC R 5 S D Z STl Tid v B
ZBHND, Lo T, BIER LD DR E L2 HEIIE, AF O G4k D ESIZ W T
L. AFEEREBZE LN HCEETHI L,

8.8.1 IVI. 12. (1) EGARAEHICH-S< HH 15.1.3] OESM,

8.8.2 Y ERE AT HHEEIL. HEALE., HEACKO U R BNENZ ERHAHT-D, ZAHDHBREFIZB N
TiE, BEORER VREOE(LZ2EERS BB LN OHERICEF T2 L,

8.8.3 9 OJEMk A L7-H&IZ SSRI 2 F SNRI %041 5 »F| 25 LIz ha . R, Eg, BE, <=
v 73, IR, GRgrE, BOE. BORM, @EiE. T U7 EE AR, B BRSNS
HbNd Z ERMEESN TS 8V | KEEBFRIZHA S TiE22n2s, SSRI Xix SNRI 4L &hnt-
TR IS DR - fTENE SR LIEGIC IV T, R R OB T A AE., BRI, il
EITLDRE SN TWDHTD, BEDIRIER ORIEDELEEEIEBIERTI L L b, 2RO
WOBBENBER I NI GAIIE, RS EEZBEUNCHET 2LERSH D, AFNE SSRI &Y SNRI %
DOEMGM: 5 SR OIEHREZ B E L72PL ) DA TR WA, KA Y SfERE R4 2 BEICERE SN
HRREMENR S D Z LD, HLo DEOWM LEELSBITFHEH Lz, 2D DBEFIZE W TIEREOIR
AR OREOZ b 2 EEES BE LN o EEICE G T 52 &,

8.8.4TRIET D 5 DIRBENEANZHNTHEREXDIGE, W SnEHE2HNLZER”H D, Lo T,
HBAE R 23588 5312 BFICE T 28551203 1 B0 B & R/NRICE EH D Ko IcEET
DYVENE B,

8.8.5 HiXx&E-CH XX, WA, BEM:, SRS 0 TEi 02k OREEEBRELRA D bbb U A7
HAZOWT, BEOFEESEICH H R ATV, BEORRBROBL 2 EERS BT HZ LNHEET
b5, IBFERICERE DIREDO LN SN E TS T EMICER T 572 &, BEFOREEIZ OV T
PERf & BREICHE AT B0 X O FRG 2 mET 528, (VL 5. EEREANWER L ZOHA
8.8.3) . [VI.6.(1) AOME - BEFEZEDH 5 HHE 9.1.8 L 119.1.9) DEZE)
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6. RENEREFAIHIEFICHIHER
(1) AHE-BREEFOHLEBE

9.1 BHHE-BIEREZEDHIEE
(Zheeta@)
911 HRFEDRERE. BEHOIVIEEEDHEREDEREFEETLHESE
[1.2, 8.1, 8.3, 11.1.1 /]
9.1.2 FREA. FREMAL YR, HEBABKGAEDHIEE
oV AERHICK VIERZEASEDZ B D,
913 TANLAEDESHERERIICNSOBREEOHZEE
RABEME AR TS D2 208H 5,
914 KEIDVIT SV RAEETIELIERGERES . X, SHE) HEHE O EE
AFNOMAFFIREDEMT 5 08355, 9.8 B
915 - MEKREB(DHEEHAIVIDHFEMOEE. DAL, GERESE) . HOEXRERMELEIE
CYXDTFUVREE (BiK, MRERLD . MEBRTEIREGICKEAES)2HITIEE
RN, HF V., HIR, EHELESERS bbb Z Enb b,
9.1.6 IBpkEE, REABAER. IEE. FKREZEDRBREAFEETHIESE
[11.1.10 ]
(BB HEEFIZH T DI DEKRDHRE)
917 BRZEXIIEREROBEODHIEE. BERSEDHIESE
H&&E., BRENIHLDbNDZ ENnHDH, (8.8, 15.1.3 BH]
918 INDBEMEEZTDHIESE
HOFL D SHITHEMIEIRDBEALRRD b= L ORENRH D, [8.8.3, 8.8.5, 9.1.9 BM]
919 EEMLASWVHEFESTEZEILHIEE
HOFL D SHITHEMIEIRDBEALRRBD b L ORENRH D, [8.8.3, 8.8.5, 9.1.8 ]
MEHREEE(CRTSFUH) REITESHEIESER (BD. B
9.1.10 HRFEDEE . EREOBREEOHLEE
UTORICEET D2 &, REIFREICLY mbEED EH L, REHREL QMBI 28500
DT FEHMZE L T BARFICHDICHIE TE DR 22 - E T 5352 L, [1.3,11.1.1
S ]
s Fu— AN BIFRBEICOREET L 2L, B, BEREORTONA RIA4 L 5525
E\Z L BT, BEORIEISN U T, AFIOLEHZHE+ 5 2 L,
< RANOF G R O G HRIILER/NRET D2 L,
< RFNIFEERTE OB G ML, BRI EOE =2 ) » FOBEBEEITV., AR % b
ENRLZETDHETITE=F Y Va5 EBEOREZMEMICBIZET 52 &,

(fiFan)

9.1.1 EWNTHE SNIZAF & OREBEBNGE TERWEEZREIMBEDEF DIF & A EI3HERIE O Gk
R+ (FHERE, mifkE, Bie ) 268 T2EMTHS, ZRHDOBREITBVL L, AFEETICA
P BEES AT D RREERH L0 T, EEICKEG T EB/MNETH S, (VL 1. ZBENRL
ZOHM 1.2 KO IVIL 8. (1) EARAFIEM & OIMIER 11.1.1) OHEZR)

9.1.2 R CUL T DO XL 9 bt UV AERIZE S AIREEO H 2 RIEHANE O 5T 5,
W B IS FRE AKGR I OO [E N B R EUR D2 R VERHM kT 52 580 filH, HEIRIETE2Y 18 # (2.2%) | (HFEH
43 1] (7.4%) R ONOBA 42 61 (7.2%) . BORPEREE (2 31T 2 BREEIR D S B Ak G 0 [ PN i R 3 Bk
DEEMEFM 52 186 il HERINEEDS 1 61 (0.5%) AEFEDY 14 1] (7.5%) e ONA 87 22 1] (11.8%)
BOHLILTND, £, FBMEREIZBT 5 9 DIEIR O U A FRIRE 0O i PR 5k (E B 4 R FR0ER K OVE
PIIZ W CEEMERHlixT 5 485 ik (HARNBFHE 165 fila&te) | JREAN 141 (0.2%) (HAANE
FTIE 16, 0.6%) . (ERE2Y 17 #1 (3.6%) (HARNEE TIEL 84, 4.8%) KTUHEA 11 41 (2.3%)
(HAANBETIZ8H, 4.8%) BHLNTUVD,
L7=Ro T, stV AEAIC K 0 IEROEALT 5 Al REMED & 2 JREA, FEMEA Lo 2 BAZERRA BN
D HBEIITEERICEGTILEND D, B, AAlL. ~ 7 A& FA O AT E SR B2 AR B (2
LoT, BWHIa ) AEAZRTZEBRHLMCENTWVS (2.5~10 mg/kg p.o.) 3, ZTOIEMIX
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tu b= U REHERERAS RS U R AHERTER I TH5 < 59828980 i PR A IR (2 RE &
B L EVERII RS2 WnWEEZBEND,

9.1.3 TAMNAEDFEBMHRB UL NS OMEROSH 5 BEIITERBELZK TSE2 2 08H50T
HEEICRGTILERD D,

9.1.4 HYBRERER & LT, MEZ, BUE, il NEESOERRTOREERH LIZE 2 A, ot FE
[#E . M OEESE CARDO I VT T AR & PR SN TV 5D, FEE JHRE O E N B R R BR A%
BN OSNETOMEREEND., ZNODOERKEY 2 DL B EOBRE . AFIOZ VT 5 A
IMETF LA O M PR E NI 2 s fEMENE 2 5N D, 20K 95 REBEITHERT 854 TR
JERCRIVER OB 2+ B L, HEICER G 21T LERD D,

9.1.5 AANE a7 R+ U U REENTER 28T 5720 4D, K& OJER % # Ul 4K FEH 2 7R
TH BN S D ESMHRME, OF WV, KEMEEIR EOIERPZH 5N ERH D, b
OIERITIEEICH b s Z E3E <, KRR CIXLLTO X 5 REIEHNRO 51T b,
KA I FRIE AGRIRE O [E N AR 3Rk 00 22 2P FEAm R 52 580 il AN I3 19 61 (3.3%) | A ZMEIR
MEZ 9 F (1.6%) . HEV - 55D M 34 41 (5.9%) L OHEARD 14 $41(2.4%), MHBIEREEFIZE
VT D B AR 0 S AR I O [E N IR AR 0 22 2 VERTf e 52 186 B, IR 23 141 (0.5%) . i
SEPEARMED 16 (0.6%) . FFEMED E VS TH] (3.8%) . IRALED VS 1] (0.5%) HE S
TW5B, Fio, BIBHEREEIZISIT 5 9 DAER O BB AR IRE O i AR a5k (FE RS L [F R & CE N2 B W
TEEMFHIR SR 485 Bl (HARNESE 165 iz &de) | MR ED 2 6] (0.4%) (HAANE
FETIZ 1B, 0.6%) . FEIMEDFE VA 1461 (2.9%) (BAANBZETIZLE. 0.6%) . B E
WA 1 (0.2%) (AARNBEETIZ 1AL, 0.6%) HESHLTWD,

L7235 T, AAIZEIRA LTV % 3 Tl » 8B K% B & QMR £ 2 0 9 RiEAS
BOOLNDLLEITIEL, THREFEENRMLETH D,

9.1.6 PRI DM I X - CHFRMARIERRIEF S0 U A 7 BNHEINT 2 ATREMEDN B D 726 89 KKl &5
TePURS I 2§ IR AR ZEARIE F R OGMRIN 1 CRERRRE, RHIEVR, B, BACKES) 253254
FIBHT 25810, HOREENLETH D, (VL 8. (1) EAZRREIER & WIHIAER 11.1.10)
DIEZH)

9.1.7 HFSUE., ARCHOMERL OHZASEDOH D BE T, HEASE, BREKOU A7 BNEnZ &R
HDHIH, INHOBRFIZEBW T, BEOIRREEIFEOZ b 2 EES BE LN HEBEICER S
T5HZ L,

9.1.8 5 DIERZEZA T HEE T, MORENEEDRREDH 5 B2 SSRI KT SNRI FEDHL 5 H| %
H47% L FSHERDSHEE L, hETEICELRVAH DS 2 ENREE SN TWS 8V KAIL SSRI
KO SNRI %D B 5 SR OIGEZ BRI E L7519 OAITIER WA, KAL) SERZ 2T 5K
FICBESNDAREMDNH D Z LD, H19 DEOWA LELZBEICTH LI, Zhb50BREITE N
TIXEREORER OYRRROE(L A EBEERS B LN OEEICKRE T 2 &, (VL 5. EEAQRKA
BEE & F0FH 8.8.3 K11 8.8.5] DIHBM)

9.1.9 MBMEREE BE A KIRIERE O 5 DER, T/ a— URIFESC/ A=Y TV 7 4 —fEE L Vo T2
EEWED B VI ERE S 2 A9 5 BB IZ SSRI KT SNRI 25 0HL 9 #| 2 #5325 &RGER 7 By
L. METAICELRVRH D 2 NG STV 80 80 AH|IZ SSRI & O SNRI % o Btk
IOIRDIRHEZ B L LTl SAITIX R0, AENL D Sk 2 R 5 BE &G S5 ATREM:
DD EMND, PO DEOUH LEEZ B L, 25 OBFITE O CLEE OIRIE KUY
REDZBA A EBIRS BE LN bEEICHREGET 52 L, (VL5 BEEARRAKMIEE L Z 0K 8.8.3
KX 8.8.5] DAL

9.1.10 —fFE AN B AFIRIERS LY . A5 0P % THEMEES] (AT FF %) BEHIZES
LS (RO, g | IS T A8AI12B W T, THERB O BE | BRSO D & % B3
EEENLRIT D Z L AR DI EEENRH SN, TOMWYINMENRST 8L 5 MHREEHS
[ S 22 R R S A A S I B W THET SR R, 2EM RS-,

WHBE AR Z &G T 580, TVIL 1. EENE L ZOFH 1.3) 20 BIEIA H I 0N — L
NBARBEIBRLBAERDOTA RIA BB TH L,

(2) EBEREEERE
FEEN TV
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(3) el ERE

9.3 FFilrelEEERE
931 HFEEDHIEEXIIFEEDHIERIZKDAEEZTTNDESE
FiEELZBN T2 1D D,

(fifa)

EN DR A FTRIE T D EE A RERE (7 LV HERIHA - 22V s 3753 #]) 123
2 IR RERE S O R O BIVE R BUEFIRIL, TTFHRERE H 0 B 44.6% (125 $1/280 f41]) . 72 LEE
37.97% (1318 1511/3471 f5]) LHFHEREREEH WV EECHRIZE K 2o Tz,

(4) HIEReEHT HEF
RESH TV

O

9.5 1EiE
PRI SUTEEIR L CO D ATEEME D & 2 &R, IniR Lo At etttz Bnl % Ll S 556
ZOBEET D 2 L, WIRGEHICHUSHR I RS ST 256, e RICeLES ., BiR, M/F
MR, IRER, AHESSRIKT . BRI O BEBUEIR-CHEARIMEIEIR DS & S b e & OWEDR H D,

(figan)
EANEOSNEO BR@®E & LT, KFIE S LHURREE &G S o m A HE L2 frERIckBn T, 3
WIBERCAE RS & BT 5 HA R HE STV D,

728, 7 v MZ 18 mg/kg/HETOMHE, VY K2 30 mg/ke/H £ TOREZIIERRIICK S L4
TR W, a2 R TETRITBE S Ty, (IX. 2. (5) AfsAFENRR OESM)
AFNZ BT D IpMEEEMEIC OV TIE,  TVIL 5. (2) Mk — G E T @iEtE | oEEB,

(6) RFLIF

9.6 1ZFLIF
WHLRWZ ERZEFE LY, b FRIF~OBITHAHRE STV D,

(FFw)
AENOEF P Ltz x5 & LI EYBRBHRARRICE N T, & FRAT~OBITAHRE SN TV,
( TVIL 5. (3) Fit~DOBATHE] DHEBM)

(1 _MNRF

9.7 /©R
INREEZ G L U T2 B RERBR I 30 L CTuiauy,
(fiF750)

AR (15 eAT) 2SR & LTCRRREER 1352 S TR 6, LRI L TH 7R,

(8) =&

9.8 SENE
AENDOI VT T AEIKT S 5K GERREE, L) 20RO imE TliX., 2.56~5mg 04
BNOEGEGT ALY, BEOIREZBE LA OEBEICKET S Z L, @migiT ket
PEERENME R LTBY ., AFOZ VT I ABKFLTWAZ LR H 5, [9.1.4 504]

(figst)
il & G OREESMNEN & R SR ERRIC B 5 IBR AT o TR milmE RN U T T R
& RWIHRRI 2 R MHm 3580 bivic, £D7d KR O 2 VT T 0 A% KT S DM OER (k.
FEBYEES) 2 ORERFOmEnE T, FICBEEOREZBIZ LR GEMAENSEBEICRET 5 Z &ML
HThHD,
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7. ¥HE{EA

10. #HE{EH
AHNORBFHIINITED A HEESE CYP1A2 BB E L TWb, £7-. CYP2D6 H 5L TW\WbEE2 BN
T35, [16.4.1 ]

(fiFa5)

W AAERICET 2 EE ED —R E LT, REEERE O FRESMEAE/ERICEET 2 FHATHE L T
Do

AFNORHN B G- 2 TR REE 04 FFE & LTl CYP1A2 O CYP2D6 2R ENTWDH A, 2
D OFFEMHIEER (T BT 2 3A L0 L7256 0, AFIOBKRWEEME TR 5, HEANEZRIZRE L
TN SEENRER BRI BV T, CYPIA2 EEEZ BT 7 AR x I v EoffHIcL v A Z o FEr o
ZUT T UAMET L, MERRETER L2 06 8D, CYPLA2 ZHET AR5 T 5681
TV E L VEEICRGETAOLERD D, . mwmmmiﬁﬁ%ﬁfé7wi%ﬁ%/($%
RAEGR) LOFHLESAE. 7 U7 70 ADK T R OMSETEEOINTIbL TN TH Y . BEOICITA T
P OREEEFIMEICEBEL 525 X5 0TI Rhotz, (VL 6. Ul DESHR)

(1) HHHEZEREZTDER

10.1 FEZZ (BELAZNIE)

HRHN 4, % FEARAE IR - 51 715 R - falRIN 7
7 RLFY 7 R COEHE TR S, T RLF Y AET LU AR
(TF7 4 7F—0fARE, X | BELMERT2E292203d | o, B-ZREKOFMAITHY
VTR FS U B IR TR EE S L D, AHND o - BZARERAEFIC LV B-
NHEEMBUAE 4 555 % K ZREHEIERDMEN & 720, 1
<) EREFERN RS D,

RAIV)

[2.4. 13.2&]

(fiF#n)

YFV%)/%éwiTFVT)/aﬁ%ﬁ&®W%iﬁb&w E (TF 74 TR —DRAIEE., X
X RMEIC BT B IR b U VMM EREMAE T 2858 2 R<)

AENTT R LU AEEWE o 2 FIRICxE LTS WBIRIEZH L 49, a1 FERENER 2 7R~4 2 &
DI LNZENTWNS DR, 7 RUF U AEEINE B BRI LTI, 13 & A EEMMELZ RE RN, 7
RLFU L7 RuF U AEEE o, Bl B IRORIEEITH Y | ﬁﬁkﬁ%#ék ARFND a 5% FARE
WiERIZE D7 RLF+ U oo B ZRIEHIERNMEN & 720 . MERFARRTIBZNNH D,

72F5. Rk 29 AEFEE 12 [MIERE - R ESERENELENRARLEMERES BT, 7 R
TV & a BEMGERER 2 H 3 2 FUE iR o 0 OV i, SEBLSERIC MRS A Z 2 B8
HLLOD, TF 7 47 % —3ESERIEICE L /TREM DV . HERELE E LTCT KLU v
BEPMELINDZ END, TFH7 4 7% —{5ERICEE ORRERREROEIIC XIS TE B4 Fiz
BWCT KLU U 2HHTHIZEE, VAZEEELTCHLHARTED LS lzd, 774 7%
U ORBIERITHE AT D HE AR & STz,

F72. o ZREERAEN 2 AT 2R EOM T EoEEICBWT, 7 R U aa wR TR L0
FHRF I CERH 2R ICIEIR T (7 RL U URER) DR ZDBEINNH D Z &b [FERER] Th - 72708,
T RUF U o EAERHREEE O EOEEICBW T, o SAEERER 2 A1 2 0EmRER LY THRH
EE] & L THEEWENMTbRTRY, NHFOEEMREL AN ER>TWe, 202 End, FEEME
LoUZ DWW T ORREAN Y I K - THEHE S 4, ax§Wﬁ%¢m%ﬁTéﬁﬁWﬁ%k7FVT)/E
HHEFREER & OOFICBT 2RI, AR TR PFRERE L SGETT5 2 L) & s 7=
B, 2023 4= 10 HIZlERHMEIRIC BT 22 EMEE D U < IMEZFREZ M9 23581380 S iz,
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(2) ﬁﬁ?nt%wﬂm

%ﬂ% AR - BB TR HEFF - fERRIK -
FHRC AR S A1 WETLREEETLHZ L, AN KON Z AL B D IEAN L AR A%
P e — VPR E R MEER 2 A3 5,

TIva—)v

MEIER 28T 5 2 &b
¥

TV 23— U AR AR VR &
HT D,

=V AMAEHER T 5 A
Pra ) o mhioR—% 0 Al

RSO EERPIa ) D
B HHOND Z ENH

AFIR NS DFEANTH =) o~

EMZHT 5,

Tz ) FTVURIEY Do

BRI D OFIFE

AEARNNE(E B S TS DEEEND RN AFEED | R8I AREIMERRRIZIS VT, A
LR R TERDES T 5 Z &0 5, FlS 2 S OFEF OV NS HE TS

HZ LTk B,

TIRFY I
[16.7.1& ]

AFIO MAEPRE LIS 50
T, ARl EEET AR ETEETS
&,

A= Rr A= 5

AHN O LY P 2 B & 2 T
bR 5,

NS OEANINFEY CHEESR

(CYP1A2) HEEHZAET A
OARKND I VT T AL FEE
7,

VNP0 Sl 4
[16.7.2% 1]

AAN O MmIEPRIE LT SE D,

b OFEAN IR GRS E
(CYP1A2) #%##FHE T 257 OAA
DI VT I AFEMSE5,

FATT =L $M®m BrRRE AT SE5 7
DR R N BEMEND B,
L AFOMAFEPREZET S5, IR | 3T S (T R

(CYP1A2) %##FHET 257 OAA
DI VT I AFEMSES,

7 R U o EH BRI
URNhA T RRLFY

HERMERTEZEZTI 1L
5.

T RLF U AET KT U AR
Ma, B-ZEEROHFPLHITHY |
ARNO o -ZHEHEWERIZLY B-
ZRHNIER BN & 720 |, 1M
JERE FER DR S D BENN
H5,

(fgst)

HOARARRNHIA] (S0 B — LR

ARFNIE, ARSI 1 2338
AA T2 Z LK PRSI 238850 S 0 5 mlRe

T a—)u

AANTIE, AR FEIER 255880 b TN D72 KAl b i

SO BTS2, 7V e — /VERFFER R &0 PR i Al &
PR HD %,

AXHRFEAMAIEH 23 HE5R S 0 % WIREMED & 5

s LR U AR EA T LHA Gia ) M= AL

£

AENL. 2ABY T EFILa Y R
TERZAT2EFEOPFRIZE DIt U AR I dL, JRE « BEDEO DHEHIH]
gl Ef s U, PERREEE, #, IRE EF72 CoRIERNEE LT 7225 /THE
RS UAEENEE, LR R3]

XL TEWEBIRMEER L 49,
BILTWD, 2D, RN UAEEEEO LA RANBAI T2 2 1280,
AU DIEF|OEH

AFNE. RN K]

IZBWT, REINZ

(AU % ATRE

TINRFYI, Y FarvaxHh o

AFN DR

TNRFY I ERFIOHHICEY, RERDZ VT T APMETF L,
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T ) FTVREEY. ZERSRI

%5 LT IR 25 4099,

PR %,

THALE EB O

MWD& D,
]\ /\ \ :/Xﬁ’{z'gjﬁi:[-ﬁﬂzﬁﬁ ;Ef/j—‘j— 59 = k i)‘utu 275
RS AAEEMEARE

121X CYP1A2 BT 52 ERREINTEY, CYPIA2 #[HET L Z BTV D
MAEP A5 Pl LA

9 OH

FORD, hial) v



THEIN, FuTaXY o EARAOERFIT, MR AT RN ER U IEG R
HEINTNDE, LEERn-sT, ZUHOEFEHHT ILEICITEENLETH D,

s AR BEL, FRATTS =, VT
AFNORHNTIL CYPIA2 542 Z LR ENTEY, CYPIA2 25FET 52 AL TND
HNR<RBE L RANOHHIZE Y, KFNDZ VT T AN EH L, MERAT e BENME
T35, 72, AR BE L EARBOHRABIT, A= rofREEFIELI-Z 2k v 7Y
TIUAMET L, MEFAZ P REN EH LIEMNHREINTND 0, £7o, AT T
=L BIRNY 77 ey CYPIA2 2358 T 2 2 06N THED . 2D O3EA| & ARH % Of
HAdTszlickoT, RAIOZ VT T UANER L, T 4T o BEME T4 5 6N H
%o Lo T, 260 CYPIA2 23584 234 L T 258 ICIXEENKETH D, i, N
ik T FRUPE S O s FBRE & w5 & U7 AMEGRRBR Cid, FEIHMEER ©Hh 5 YMRS Ait a0k &
WZDOWT, IR EBEUHEEE 77 B AR TREFFIIRAEZITIRO N TE LT, Zatkic
LTHA 7 o HBEORBBEENEBEICEN > T2 EFRITHRE ST 20,

L
AFNIOMRFHNTIE CYPIA2 R G- T2 Z LV RSN TR Y, BYEIX CYPIA2 235835 52 6T
B 89 .99 ENACEM LT-ARI X ITA T ol S E R S TR SR ER T ARK 0 3B R
R DD BT LI 2 A, MIER BT AT T D7 VT T 0 A FFHEREL L
HHI 35% L IRD T ENREINTVD,
7 R U EAwRRREA (U R4 - 7 LU Y)
AHENT ar-7 RLF U U BEEWERZE8T 25720, 7 R U AFEME o . B W52 25480 fiIl A
ThH7 NPV LSS, 7 KU U oo BB EERIER BB & 720 | i ERE FEMH
DHRINLIBEZNNH D,

AT P e VERREPICHWERAIT, AT e BV B mg E AT PR U
(E@sE) 5 mg IIAEMFNICRETH DL Z L PRI TN 5D,

. BMER

1. BlHEA
WROBIWERPH oD ENRHDHDT, BLEE 2TV, BENRRO SNHEIITE G2 H Ik
T 57 EYIRAEEITH Z L,

(1) EXGEIERALHHER

1.1 EX%GEER

1111 S (0.9%) . FERBESFTIOR— X BEERE) | MEREESE 5 RH)

EIEER S Sbdv, BERBFMES b7 v R—y A BERFIESIEN SR TICE D e EOBmi 2k %
ELZERHHOT, MAMORES, 0., 2R, 2R, HREOBEZ H0I2iT0, BENER
OONTEGEIIE, BEEZRIEL, A RV VBAORE 21T L, WURAELRITH 2 &, [1.1,
1.2, 1.3, 2.5, 8.1, 8.3, 9.1.1, 9.1.10 &/#]

11.1.2 {EMmHE BEEARH)

Wi, e, miT. Rk, IR, BRFEES ORMPEER SRS b 5E81cix, BEEEHIEL
W2 E A21T5 2 &, [8.2. 8.3 BM]

11.1.3 EMAE{ERE (Syndrome malin)  (0.1%7i)

MENHRER, TR ORI, Ak &R OMEOEE), BITFENRI L, TS EREBANL LN
A, BEEZFRIEL, KoMk, REHSEO2EERLE L LI, WYRLELSITI 2 &, AIERIER
\Z1Z, 1 CK O - AMEROBMA I BN D Z ENE, £T-. I AT RE1E D BRERED
KFICEETDHZ L, B, SEN L, SEikbdE, MRS, FEREN. DUAGER, SRS
NEBITL, BE LB REShTWD,
11.1.4 FFHeEfEE . |H

AST (1.5%). ALT (2.5%). y-GTP (0.7%). Al-P (BHEARI) o bF% %045 FFdERERE, oH (B8
EARR) "HLbNDZ End D,
1115 E& (0.3%)

fers (BRERACEE. EBME. S 47 B X AREL) B"hLbNAZ Lnbh b,
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11.1.6 BREESIXXRIT (0.6%)

FEMFEICL Y, FEEEESR (FRCOE) bbb, BGHIERLER T 28 H 5,
11.1.7 BERARE (BEERH)

. i, CK E&., M RORFI A7 ey ERENED SN-EAIIIREE2TIEL,
WYIREEFITH b, Fio, BRBUBRMRIEIC L 2 BMEBEEORIEICIERT 5 2 &,
11.1.8 BREMEALHR BEEARH)

P& R (BRACRIR, O - TRk, 35 LVMERE, B OB & 2 W L OGN AR D 5 > HiE D
JEIR) AR L. BRMMEA L7 RTBATT D2 E0NHLHDOT, BEMEND Db EEIciE., &E5%
kg 57 U R AE A T O Z &,
11.1.9 |ERMEBRE (FEARH) . amEELD (0.6%)
11.1.10 FHZERRAE BHEEARH]) | REREFARMUASEE (HHFEARHH)

WRZEARNE . FRIMARIESS O MARFERIE NG SN TWDH DT, BlEE o4y, BWi, Mojw, I
D R, FESENRBD ONGAICIE, B2 P IET 572 PEYR0ELSITH Z L, [9.1.6 B/]
11111 BRI EEAEEIERE (B RH)

PR & UCTRSB, BENA DI, TICAFEERE, U o REiER, AmEkEEm, 4reekis, =
Y L RERHHBSE 2 0 BRMEOBEERBEIERN D 5D Z ENH LD T, BIERE 451270,
ZOXIRIERNED SONEAIITEEETIE L, BYRLEEZITY 2 &, B, B LAY
ANA6 (HHV-6) HDOT A NAOFEHEALZREDY 2 0%, BHFIER L RS, BE, e
EEOIERDP RS 5 WVITEIE T 52RO LOTHEET HZ &,

(L)

11.1.1 ®lFENRE I DR (018, 2R, 2R, HIRE) PAFE G IR b HE12iE,

EAEREL., BRBEOFELZZWT & Th 5, MUBHEORIE DN K OBEEE IOV T, o
BT & [ARR, BB OEERIRIEIZIE U CTIRIET D, PERIFE CTH D LW SN2 HH H DV IThE R
WOBEEREN S D501, ARG 2 IE L, BEE~a YL T2 2 &, R &2 Sz
WA & D WITHEIRIE OBEEEN 72 W GE 1R, 52 IET 2 MEIX 7208 I ECERASE IR 2
B2, MEICRGTHLEND D, FERFIT, MBEHE (2R EE L) | BE. HbAlc fA,
MU ZUED RERR2 VAT B —/Ul732 EOMEY) R ERBREMICIE SV BRI LETH D,
FEERITHE RGBT SIED 2 WVITBERBM 7 b7 3 R—3 RCE - T2 35A 1T R B o i) 72 e
NFPHRERET DO, BEBICEEEZTIEL, A 2V A U ER L, ME LA L., EHAE
K72 L BRSO CHERE L7223 5 | 0 7 IE O T & 2 BRI R E O\ D RSB E
HICET D HER D D,
[E N DA 2 FRIE O e i TR (27 L 2 R RIER A 22 Mk BEA et G 3753 1) Tl
MBEBE DO FIVEH2Y 3735 BH 149 1] (3.97%) (ZFRD Bz, £ OWNFRITHERG 13 14, 1 > A
UV IEEIEIERE RS 1 0F, MtBEaerE o . dihs 77 . fudh 7 R oogEsE 0 39 14, HbAlc H#50
T JRIFT RS 28 tECH o7, BERBMES BTV R—3 R 7 EOAMH R FIZRD 5
M2 o723, 9 BIOEEE 7n @ Mkl FEPRI S Sz, BB OHER 1L, 22 MG Ip I b K OVRERE
MFE & HICHBIER NIV CTHRG-BAEIE & ik L THEEZRBEINEERD bhvien o7z, TEFE
(BERIFR, SRR OWTNTH 220 | 28 TBERA (TZ2jEREfREAS 110 mg/dL LA E 126 mg/dL
) SUTRERIER ( TZ2igRRMmpE 7S 126 me/dL LA L) X% TRERFIMBEAS 200 mg/dL LA L] ) |
~AT LTJERB] (223 51/1389 ) ) Tik., AAIDOBRMGEE D E < . BIFHHAE V., SifEDE
Of. BIBIMED AR, BERIFD U A7 77 7 X —% b o TWHEBRENELBOHNT=39, (VI
1. BEANRE OB 1.1 L 1.2) OHESM)

11.1.2  ARFIAMRIMGEZ 5] X 2 3 B2 IR, B3 - S 25 ENTIRERIERERT
— % (EISEEERDZR) T, RECR#E T 2 FRRRE SN TND, Zhbo ) b, [BHN
OLEMEEREE & LT, KT 2 EEREER N HE ST s,

IR (B0, ek, @i, RER, IR, BEikfEELSE) PO bhihaicix, 5%
1B Ui 72 U 21T 5 MR H 5, EEEFTIEXT RUBOFERLELE 255805 5,

11.1.3  [EWNSNTARH & OEFE M SO D EME GRS RS S TR0 . R, EilkkEE, fR%E o
BEARAMSIEIR . 8T, BEIRE OIER BN GAITIE, B E Ik U, kowiks. Mo os
HEHARHIITY) 2 ENMETH D, HPREL LT, RAI UMEFESA v e U
I (/R S O Ca WE8fE 2 P9 2 KR iR AHV LTS,
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11.1.4

11.1.5

11.1.6

11.1.7

11.1.8

11.1.9

AFNC K 2P REREE | B OB IR, IFSREREE | FEARD b BA I3

GaMIET 578 EO@EE R ENMETH D,
PUF I B R ek Je OV 1 FH A0t s 2 IRr D RS RE R PR IR A I S 3 OB BB 2 /R 3,
F B JTRIE O [E N G R 5l B K OV 720 T A AT 0D 22 2 VER AN o1 52 7403 f3ilth . AST .78 73 4

(0.99%) . ALT E&F2 123 #fil (1.66%) . ¥ -GTP EF-A 70 5] (0.95%) % ATFHERE G IR A
EEENRDLNTND (FHEEYIMK TE) |
F 7o, BUBRMEREE 235 1T D BRE IR OO S B AKGR I O [E PN F IR 35k O Z2 2 VERFf T 52 186 i+, AST
E&H® 2 6] (1.1%) . ALT EH28 7 %] (8.8%) . v-GTP EHN 4 il (2.2%) IZFRDHILTH
%o MBPEREEIZ T D 9 DIER O UEAGRRE O KRR (ERRILFERER K OCEWN) 128\ Ti4e
P RE S 485 il (HARNEE 165 Bl 5 Te) . AST EHA2N 176 (8.5%) (HANEETIE 11
B, 6.7%) . ALT L5723 24 5l (4.9%) (HARANBZE T 14 6], 8.5%) . ¥-GTP LH2 5 f
(1.0%) (AARANBETIZ3HL, 1.8%) IO TS,

EINSCAK & OB MRS D (GREMME, o5 IE. I 47 v X AIESE) s
SINTEY, KENBENHGAICITEG 2 PIET 57 Sl R0 E 21T 5 BN’ H D,

KB I FRIE A GRIRE D [E N AR 3R 00 22 M EREAm 52 580 B, FEMEIEAEMN 1 B, WA KFEDE
PR PR BB e OVRE 8 5 BSORE AR A IR BRI R 52 7403 i, 423 5 61 (0.07%) . B4
[ 5B B3 1T 2 B IR OO e KGR OO [E N B PR 5Bk 0 22 B MERTA/ & 52 186 1l Fh St 28 1 431 (0.5%)
WS SNTWD, BHERMEFEE ST 5 9 DR O SRR O AR R (FE LR R & OE W)

IZBWT, RERIIRD LMo T,

FERVED A 2 D7 1, PrEREROEM®R 52521 T2 BEICH &b 5 itk o R s E
FOKF T, DJEPH - BEHim o R EE NI ERE L Thb oD 9, BN TAHIE DR
NGO DB ED AR T OIEFINHRE SN TEY . BIREEE GRIZERME D A ¥ 3
T OEEND DEINL L A B Z A @ YIS HR D D WVITEL T A REE L B 2D
D, BEIMET AR TT OFENRD GNT-GE I, BEORBICL U TEES 2 W IIE b4
1k, OB ~DOEEEDUE N LIETH D,

EI N AL TAAI & O BIEME R B 2 BEBUTH RUAE 2SS ST v . MR, B, CK(CPK)

EH P RORF I AT 0 vy ERENED SNTEA IR G A2 RIE L, KOk, FIRE
OFeH- 78 U R AE T O MER D D,
F B JTRIE O [E N G R 5 B K OV 720 ) AR A 0D 22 A MERTAI e SR AE T 7403 11238\ C ., BERUT
RERE S 2 151] (0.08%) AT 4L TUN 5, BRI Z 35 1T 2 BiE k0D s A FRIRE oD [ N R AR 3RBR |
K ORHBYEREE 351 D 9 DAEIR D A& GRRE O i R B (E B L [R5 & ONEPIZ RV C AR F
RILRD LR o T,

EINTAA & OBEMEREEDN D FREMEA L 7 ARHRE SN TS, HERRE (BREAR,
SMEM-, 2 UUMERL, JEE O & D \WIEHEE M OGN E O 5 > IHEDREIR) 2Nd bbb -5a
WZiE, #G A2 IET 57 PR EEIT O LER D D,
AFN DA% - MEEZETCENTIRZAEHERT —% @EISEEZBDRV) T, ENRER
FRIZBITHA LY ACHEHET L2 HEERRBERANHRE SN TS, —J7, BHBMEREIC 1T 2 HuE
RO AT O ENER AR R, K OB IR E IC 31T 5 9 DIER O S A R R O AR R ([FERS
HFERER LK OCEWN) 1280 T, RERITREO Lol

EINALCTAA & OBEMED oA D BRI ERE . B MERB» Dl ST b, BEERIERE, A
MEREAD DB b= EEIZiE, BE2H T 57 CWEURAEZITH HENH D,

AN DA I FRIE A TR O [E N B BR C IR IR ERE O 5 1370 < . B R TR ERAE 2
BOHLNTND, —J7, BRMERREEIC I 1T 5 Buie ik O SGEKGERF O [E N ERRER Tl AFGUIFR
DN o T, Fio, BIBHEREEIZBIT 5 5 DR OSEAGRREO B AR RS (E B3R & O
EIN) 2B\ TEEFHn*5 485 Fild (AARNEE 165 iz &Te) . AMEREDRD 2 761 (1.4%)

(AARNEBETIT 66, 3.6%) ICRDLNT VD,

AHNEFED T 7 7 A N EHT D7 a P T, EERERIENK 2%RRERIET S L Wb T
W% 99, ZOFRBIBEFF OFEII AN, IEERE O A EREEN B 5 LT 25 RIRENM: 951907
EDVIRIZI TV,

11.1.10 AFI G EEeE R - IFERGURE AR IR & OBEMEN BN 2 IMZEARIE,  FRARMARAE S O M e ZEARE

PEE STV D, IZEMRE, TREFEIRISEDN & 5 b e Hallid, &b Tikd 57 Lt
RUE AT O DD D
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2009 4 6 Al mEEIEMNT MHRA) X
PEIZDWT O BAfiEENFT LT 8,

EXOYN: =

MHRA I2X % &,

. PURBHRERIC X 2§ IRIMARZERRIE D Y R 7 HE N~ B
1963 4E 7 H725 2008 4 6 H £ T

G Yellow Card Scheme (f = —h— FEWERAHRE L AT L) @ U TCERBLET—XITBW
PURB IR 3 & OB MEN B 2 G E AR M AR E K ORI ZEFRIAE 303 il 23R8 H AT,

MHRA DT R3A AZHEV,
TWDAafRett, WS
DHERBEATV,

ZIK%'JOD H % -

(ZBHE S ERARRIER ARG SN TS

1U¢1IW%T$%&@%Lﬁ#

EU TIEPusth R oM & SiRmARIERIED U A 27 8075 B L
PUREARPIERIC & 2160 AT R DN TSR AR ZERRED ) R 7 7 7 7 Z—
THIRAZHL 2 & O EEME L T\ D,

A S 2 B L ENTRERBIERERT — 2 (ESREZRDZRV) T, iR ZERE

bhéiﬂ%ﬂﬂfﬁ@%#ﬁiéhfwé SN M BT A

NS AoY oY et Sl tal &5%¢¢#5ﬁkﬁﬂ@%%%ﬁ5b%m%5%
$ﬂ®¢A%ﬁF% BIRE, RO BT 2 BYER O UEATRRE, K OMBMEREEICS T 5 9o
SEAR O LB AR O IR B Tl @@Enfk%?\ﬁﬁﬁifﬁiéhfw
(2) ZDHDEIER
1.2 ZOHMDEIER
1%L = 0.1~1%A 0.1% A3 BEARH]
FEAPARHRE R BAE . IR (22.3%) . K | BHENEE, B &4AE | JEE, %, A | LUK, 2, /R
iR (10.3%), A&, OF | K, LR, 28, | F. bH2AHHKRE
VY e S0 BENE - B | B MERRTTE, B
M, MO OIREE, MEERE | IRAE, RURSIRR, T
ENVACRISP Y PRl L AR RESE B
FolEREE . FTEE
B, EAE, Bk
5. g
EARANRIE | T AT (B ARRE) | | WETREE IRERES | | HOEB R, E
REL, i, YA b= g, N—F
T, UAXRUT ., BT AV TS
B, 770 U7
(ﬁ%%@
TG MmERT, B, SEUR | ESEMERIImE, mE | OB AR s
F L RIR, DN
AR, DB
QTHEE:
TH1bEs R, BB, DB, | TR ISR, nAk | B, BEE, F | Pk
e, B ARG, AR Hi, REERIEES . B
. g, RS x
Mg A ERE D . i, | U 2o SER HIMmEREE S | A BEERIE
- BRI %, FRIMERED ., 5
ERME S I/
~NEZu v rEd, m
IR | AR BRI |
ARIMERMEZ | BLERDA |
HEKIEZ, ~~ 127 Y
> M
paRls AR IaZrF o bR | itaw, WEIR| e g 2 FUART
K. HUIR IR e TT
HESE
JHF ik ALT k5. AST E5H yv-GTP L5 LDH k5 AI'PLER, #reyare
YEH, vrEY ) —
U, e Y e
VIR, R
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& TR, D
FERN, PEHE

. Mo, BT, K
KR HZ V. BE
i

VAV INE 2 NS
<y

ik AR BER BUN{K . JRibik B
W, LT F= KT,
BUN |5
WoPR 25 BER PRER BpR, R
JEEOE FI5 ., BHImEE e R NVINTR AR BEOE ,  ifn 5 P
fE, & 5 FEE
R MU ZURY FER, o | R, SRERIGE, | PV 7V Y NME | REAKT, S rU D
VAT a—)V LR CBER | kHREE, BIEME | T, BAOE, AV U | A LR Je—n ER
] LMET. VUL Z7u—VET
EH. TNV TA
KT
IR 5 =P B, T
ol REEEN (20.1%) . B8 | BT, CKLEH-. #s | B, LT, BOT | Feahi, BERLSOS (38

T RS, w7
VT I UIRT. AIGH
By sra7) s RR
RE
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¢ EHAEERARREERVERREERE—&E
<HEXRAE> ENEERAR. FEERABREREORERA GBREEEEEED) XKEBRE—BEX
o R O P A R 2
e TR e e—— Health p
4 W bR 2B TTVRYRE | tcome i | PO RAMEED]
A s (Acute PMS)

TR HE R Ak 121 27 540 337 242

PR RE B 580 110 3753 1850 1123

EIE R 5 O S8 BUEBIEL 377 82 1443 440 214

FIVE A% O F B4k 1310 401 2867 697 337

FIVE % O FBUERIEIA 65.00% 74.55% 38.45% 23.78% 19.06%
B2 O TR RIVER S OFERIRBUEG] (HFE) (%)

Y Je OV A= e 1 0.17) 2 (1.82) 5 (0.13) 1 (0.05) 2 0.18)
Rk - - 1 (0.03) - -
Jed aintZS — — 1 (0.03) - -
&Y — - 2 (0.05) - -
FLIRZE - - - - 1 (0.09)
FRIREE S - 1 0.91) 1 (0.03) - -
Jitide - — — 1 (0.05) -
[EE P 1 0.17) - - - -
R - 1 0.91) - - -
R - - - - 1 0.09)

BAE, BHEROFMATIOBEY (FEhuk B B B L 009 B

QR Y —F & fie)
PR LA - - - 1 (0.05) -
HiEB — - - 1 (0.05) —
PPN T 277 2 - - - 1 (0.05) -

IR AOVINIATA 2 (0.34) 1 0.91) 29 0.77) 2 0.11) 1 (0.09)
i 1 0.17) - 14 (0.37) - 1 0.09)
I BEER B INE — - 1 (0.03) - -
AR IERIED E - - 1 (0.03) - -
ANE S ME - 1 0.91) - - -
IR SRR — - 1 (0.03) - —
FRRZ VR 1L 1 0.17) - 3 (0.08) 1 (0.05) -
(1L ER S INSE - - 1 (0.03) - -
£ 1. BR s D e - - 2 (0.05) 1 (0.05) -
U 2 BRI E — - 4 (0.1 - -
HERHYINSE — - 1 (0.03) - -

#5:<)




<#ELXFE> ERNERFAR. FEERARBEHRECRER BRREBEESD) RRME—SX (i)

o s R A D Bl
E#ﬂ;ﬁ /ﬁ%ﬁﬁ# izjaﬁj;}‘ﬁ % o5 Health T
’ e R 2B PTVETE | tcome s | P RAME S
EliES P (Acute PMS)
FIVE R % O FE RIVER % OFEERIRBUEG] () (%)
I BRI - - 1 (0.03) - -
TE MR — — 1 0.03) - -
i IR — - 1 (0.03) - -
P53 s 1 0.17 1 0.91) 27 0.72) 5  (0.27 -
w7 s F o mE — 1 0.91) 27 0.72) 5 (027 -
FRCER i e TU I 1 0.17) — - - -
R R OB 53 (9.14) 40 (36.36) 318 (8.47) 91 (4.92) 42 (3.74)
BRI 18 (3.10) - 5 0.13) - -
ik 1 0.17) - - - -
BEIRF 2 0.34) — 13 0.35) 2 (011 -
A VA Y IRAFMERE R - - 1 (0.03) - -
Fiskay - - 1 0.03) - -
B RERE - - 2 (0.05) - -
BT =T ME — - 1 (0.03) - -
WY a—VfE - - 3 (0.08) - -
3 L AT r— VfE - 1 0.91) 40 .07 5 (027 5 (0.45)
[t 3 — 6 (5.45) ik (2.05) 17 (0.92) 3 0.27)
U 7 A E 1 0.17) - 3 (0.08) - -
TR Y T AME - - 4 0.11) - -
flke - - 18 0.48) 3 (0.16) 3 0.27)
TR [ fE — — 1 0.03) - -
ERUZ VR Y RilE - 4 (3.64) 24 (0.64) 5  (0.27 8 0.71)
B DRI ILSE - - 6 0.16) 1 (0.05) 1 (0.09)
&7 7 2 i — - 1 0.03) - -
&7 v — Vi — - 3 (0.08) — -
KoL 27 o —/LiE — — 2 (0.05) - -
A5 f B SE — - 3 (0.08) - -
&V o A fE 1 0.17) - 7 0.19) — -
{5l RN 1K 1 0.17) — 5 0.13) — 1 (0.09)
(7R 1 1M - - 4 0.11) - -
TR I i — — 1 (0.03) - -
RRTUHE 27 (4.66) 34 (30.91) 58 (1.55 44 (2.38) 8 0.71)
A - — 21 (0.56) 11 (0.59) —
ZEIE - 1 0.91) 11 0.29) 2 0.11) 3 0.27)
K 2 0.34) - 3 (0.08) 2 (0.11) 1 (0.09)
BT NA Y RAT 7 & —PIfE - - 3 (0.08) — 1 (0.09)
MR AR - - - - 1 (0.09)
BRI 1 ©0.17) 3 (2.73) 2 0.05) - 1 0.09)
T fAE 2 0.34) 4 (3.64) 71 (1.89) 15 (0.81) 13 (1.16)
b 173 (29.83) 30 (27.27) 217 (5.78) 85  (4.59) 19 (1.69)
gtk — — 3 (0.08) 14 (0.76) —
W 55 (9.48) 11 (10.00) 17 (0.45) 4 0.22) 1 (0.09)
Y - - 2 (0.05) 1 (0.05) -
Rz 58 (10.00) 10 9.09) 19 0.51) 11 (0.59) 1 (0.09)
L2001 TE) — - 1 (0.03) - -
H A BE% — — 7 0.19) 3 0.16) -
AT % - - 1 (0.03) - -
[ iRl - 1 (0.91) 1 (0.03) - -
TEBPEIR T — - 3 (0.08) — —
fits - — 1 0.03) - 2 0.18)
AR — 1 0.91) 11 (0.29) 3 (0.16) 3 0.27)
AT - - - - 1 (0.09)
5oy — - 1 (0.03) — —
JBidmi 3 0.52) — 13 0.35) 2 0.11) -
RSy - - 1 (0.03) - -
LRI 2 0.34) 10 9.09) 1 (0.03) - -
B - - - - 1 (0.09)
THE S - — 1 0.03) - -
Y% - - 10 0.27) 3 (0.16) 1 (0.09)
LIHE 6 (1.03) — 19 0.51) — —
#O
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<MEKXRAE> ERNERKRAR. HECABRGEHAEDRERBERREEEEST) RFHE—ER (KE)

R R P PR
401 1R B iﬂaﬁ%m& UL Health e SR
= e v 7 A SR M ]
i R R A Outco;me (Acute PMS)
R A
EIE RS OFEE BIVERIS ORI BUES] () (%)
RO — - - 4 (022 -
DRUE - - 1 (0.03) — -
[:4:3 1 0.17) - 3 (0.08) - 1 (0.09)
BT — - 1 (0.03) - -
AT % - - 1 (0.03) - -
WA HRIE — 16 (14.55) 2 (0.05) 1 (0.05) —
RHRAE 121 (20.86) 6 (5.45) 64  (1.71) 14 (0.76) 8 0.71)
WMEOAEITS - - 2 (0.05) 2 (011 -
IRk AR - - 1 (0.03) — -
Ut R—Gi - 2 (1.82) - 6  (0.32) -
U B K=tk 9 (1.55) 5 (4.55) 1 (0.03) — —
By — - 3 (0.08) 2 (0.11) -
AR IRE - 10 9.09) 1 (0.03) 1 (0.05) -
K[ - 1 (0.91) 1 (0.03) 1 (0.05) -
BN 73 - - — 1 (0.05) -
MESIE — - 1 (0.03) — -
FEAIE — - 1 (0.03) 1 (0.05) -
WEEAR 1 0.17) — 11 (0.29 1 (0.05) 1 (0.09)
HHEEDRS - — 14 (03D 3 (0.16) -
e KA — - 3 (0.08) — 1 0.09)
I 1 0.17) - 4 (011 — -
H R I8 — — 11 (0.29) - -
FI R A 1 0.17) 2 (1.82) 13 (0.35) 8 (043 -
Bk - - — — 1 0.09)
19 SRR 17 (2.93) 6 (5.45) 18 (0.48) 6  (0.32) -
FUEATH) - - 3 (0.08 1 (0.05) -
AR 1 0.17) - 9 (0.24) 12 (0.65) 1 (0.09)
PR SRR 236 (40.69) 39 (35.45) 340  (9.06) 144 (7.78) 94 (8.37)
THAYIT 69 (11.90) 9 (8.18) 87  (2.32) 35 (1.89) 32 (2.85)
MER) (E) - - 1 (0.03) - -
JEv SN - - 2 (0.05) 2 (0.11) -
= - 1 (0.91) - - -
TEEER 18 (3.10) 4 (3.64) 1 (0.03) - -
Jiti 9 - - 1 (0.03) - -
it 3 1 0.17) 1 (0.91) - 1 (0.05) 2 0.18)
FRANE - - 1 (0.03) - -
il L~V oI - - - 1 (0.05) -
i REE - - 2 (0.05) - -
TR F U 34 (5.86) 13 (11.82) 20  (0.53) 7 (0.38) 6 0.53)
EALPED F 18 (3.10) - 2 (0.05) 1 (0.05) -
HREREE - - 4 (0.1D - 3 0.27)
TAFFRY— 11 (1.90) 2 (1.82) 11 (0.29) 3 (0.16) 4 (0.36)
i S 3 (0.52) - 5  (0.13) 4 (0.22 3 0.27)
VA R=— 19 (3.28) 7 (6.36) 4 (0.11) 5  (0.27) 2 0.18)
ThMh - - 2 (0.05) - -
SRS R T - - 18 (0.48) 7 (0.38) 5 0.45)
AT AR SRR - - - 1 (0.05) -
RIFEA LA - - 2 (0.05) 1 (0.05) -
BEE A 3 (0.52) - 2 (0.05) 1 (0.05) -
B 29 (5.00) 7 (6.36) 14 (0.37) 6 (0.32 3 0.27)
FNTE 1 0.17) - 3 (0.08) - -
THENE % - - 1 (0.03) 1 (0.05) -
MBARAE 1 0.17) 1 0.91) 1 (0.03) 1 (0.05) -
5 R TUIE - - 1 (0.03) - -
JERTE SRR 2 0.34) 1 0.91) 2 (0.05) 1 (0.05) -
BT 1 0.17) - 2 (0.05) - -
T 2 0.34) - - 1 (0.05) 1 (0.09)
R - - 1 (0.03) 2 (0.11) -
A — DREMERE - 1 (0.91) 1 (0.03) - 1 (0.09)
R 1 0.17) - 2 (0.05) - -
TEPEAE (R 1 0.17) - 9  (0.29) 4 (022 1 (0.09)
FRME= 2 — R — — — - 1 (0.05) —
#:<
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<MEXRIAE> ERNERKAR. HECABGHAEDRERABERREEEEST) RFBE—ER (KE)

} B AR5 1% R AT e
L5z TRBRIN B e LB D7 LR TR ‘ Health Outcome | 64 S T ZAPEL]
IR W R (Acute PMS)
RIVER % OfEfH EIWER S ORERIRBES () (%)
A VS N - - 12 (0.32) 10 (0.54) 10 0.89)
Ry Ui - - 4 (0.11) 3 0.16) -
i 1 0.17) 1 0.91) 2 (0.05) 2 0.11) 14 (1.25)
IRTEREE - - - 1 (0.05) -
fGTHR 97 (16.72) 8 (7.27) 124 (3.30) 30 (1.62) 14 (1.25)
Bk - - - - 1 (0.09)
Kb - - 1 (0.03) - -
BFENE D R F P — 7 (1.21) - 2 (0.05) 3 (0.16) -
T O JFRIE 1 ©0.17) - - 4 0.22) -
TR 66  (11.38) 10 (9.09) 24 (0.64) 10 (0.54) 11 0.98)
IR=F Y T - - 1 (0.03) 1 (0.05) -
T L R REAE R 1 0.17) - 3 (0.08 3 (0.16) 1 0.09)
MR B 4 0.69) 4 (3.64) 11 (0.29) 1 (0.05) -
R D S5 1 0.17) — - - —
HIR My it - - 1 (0.03) - -
MR - - 1 (0.03) - -
kPR - - 1 (0.03) - -
SEHUE 1 0.17) — 1 (0.03) - -
BILREE - 4 (3.64) - - -
TR 2 0.34) - 8 (0.2 1 (0.05) -
H RO bEE - - 2 (0.05) - -
TETE — — 1 (0.03) - —
Hogy - - 1 (0.03) - -
R 28 (4.83) 2 (1.82) 18 (0.48) 3 0.16) 1 (0.09)
AW S — - 1 (0.03) - -
IR - - 1 (0.03) - -
DA 1 0.17 - - - -
AR 2 (0.34) - 2 (0.05) - -
PR — — - 1 (0.05) -
Q T HERAEGERE - - - 1 (0.05) -
iE 17 (2.93) 2 (1.82) 7 (0.19 1 (0.05) -
AR — — 1 (0.03) - —
S SMIAE - — 1 (0.03) - —
BfR 14 (2.41) - 3 (0.08 - -
DI 1 ©0.17) - 2 (0.05) - 1 0.09)
IR 14 (2.41) 9 (8.18) 18 (0.48) 6 0.32) 3 0.27
B L 4 (0.69) - 8 (0.21) 2 0.11) -
R JE 1 ©0.17) 1 0.91) 6  (0.16) - 1 0.09)
TR L 9 (1.55) 2 (1.82) 4 (0.11) 4 (0.22) 2 0.18)
1ETH 1 0.17) 6 (5.45) - - -
PR e ST R ONHGERR it o 9 (1.55) 3 (2.73) 12 (0.32) 2 0.11) 3 0.27)
% R B - 3 (2.73) 2 (0.05) - -
Leo<b — - 1 (0.03) - -
FETE IR FE - - 2 (0.05) - -
=P 9 (1.55) - 1 (0.03) - -
fazk - - 1 (0.03) - -
JafsEse - - - 1 (0.05) -
G T PR it 2% - - 2 (0.05) 1 (0.05) 2 0.18)
i SERIE - - - - 1 (0.09)
T L F—PE RS - - 1 (0.03) - -
R A ATE IR S i A - - 1 (0.03) - -
FEGEDRAE — — 1 (0.03) - -
H b 91 (15.69) 39  (35.45) 183 (4.88) 46 (2.49) 42 (3.74)
Al - - - - 1 0.09)
R i - - 2 (0.05) - -
e 2 (0.34) - 1 (0.03) - -
M 1 ©0.17) - 1 (0.03) - 1 0.09)
A% 1 0.17) - - - -
{55 43 (7.41) 17 (15.45) 118 (3.14) 27 (1.46) 33 (2.94)
T 7 (1.21) 5 (4.55) 6  (0.16) 1 (0.05) 1 0.09)
1N Rz - 23 (20.91) - - -
+ AR — - 1 (0.03) - -
(#:<)
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<MEXRIAE> ERNERKAR. HECABRGHAETORER BERREEEEST) RFHE—ER (KE)

! BUERR A% e fe ] PR R A
HREH =l ALS e PEE R ‘ Health Outcome | A JAME 2]
IR i A (Acute PMS)
FIVER % O BIWER S ORI BES () (%)
W T B 3 0.52) - 7 (0.19) 2 0.11) 3 0.27
pRERG 1 0.17) - - - -
Bk 1 0.17) - 1 (0.03 — —
HH AL T - - 1 (0.03) - -
H - — 5 (0.13) 4 0.22) -
OB AMEE % - - 1 (0.03) - -
IS — - 2 (0.05) — —
fLYR - - 7 (0.19) 3 0.16) -
JRIEA L A - - 5 (0.13) 1 (0.05) 1 0.09)
s PAZE - - 1 (0.03 1 (0.05) -
L 17 (2.93) 8  (7.27) 16 (0.43) 2 0.11) 1 0.09)
WO RRE 2R - - - 1 (0.05) -
WML 2 23 (3.97 6 (5.45) 11 (0.29) 5 0.27) 2 0.18)
B AR PR 14 (2.41) 4 (3.64) 9 (0.24) 3 0.16) -
g i 12 (2.07) 2 (1.82) 7 (0.19 - 1 0.09)
HEOVUEIN - 1 0.91) - - -
gLy A - — — 1 (0.05) -
FE L 1 0.17) - - - -
11 IR SRR - - - - 1 (0.09)
JHF A S e - 3 2.73) 88  (2.34) 21 (1.14) 7 0.62)
SR HE R - 3 (2.73) 69  (1.84) 14 (0.76) 6 0.53)
REIAT - - 4 (0.11) 2 0.11) -
iE3 - - 1 (0.03) - -
FSlediion - - 2 (0.05) - -
EE VL MAE - - 2 (0.05) - —
JiFE — - 11 (0.29 5 0.27) 1 (0.09)
BN B OB ALk R 17 (2.93) 6 (5.45 17 (0.45) 6 (0.32) 1 0.09)
JiBAE - - - 1 (0.05) -
BERG% - - 1 (0.03) - -
s - - 1 (0.03) 1 0.05) -
fint - 2 (1.82) 6 (0.16) 1 (0.05) -
ZITIE 12 (2.07) 4 (3.64) - - -
R — - 1 (0.03 — —
Z 9 FEIE - - 5 (013 1 0.05) -
¥ 6 (1.03) - 1 (0.03) 1 (0.05) -
IR 1 0.17) - - - -
Z D FEMER — - 1 (0.03) 1 (0.05) -
RGOS A - - 1 (0.03) - -
il . PR - — 1 (0.03) - -
E 3732 - - 1 (0.03) - 1 0.09)
A S S OV SRR 38 (6.55) 7 (6.36) 22 (0.59) 9 (0.49) 1 (0.09)
R v - - 2 (0.05) - -
Bk - - 1 (0.03) - -
IR 1 0.17) 2 (1.82) - - -
b — - 1 (0.03 — —
5 I 36 (6.21) 1 0.91) 9 (0.24 3 0.16) 1 0.09)
fHIMET 1 0.17) 1 0.91) 1 (0.03) - -
HBAf%R - - 1 (0.03 — -
V9 A — - 1 (0.03 — -
LB - - 1 (0.03) 1 (0.05) -
RIS il i - - 1 (0.03) 1 (0.05) -
B Y v~ — — - 1 (0.05) —
v - 3 (2.73) - - -
R - - - 1 (0.05) -
5 A AR T 1 0.17) - 4  (0.11) 2 0.11) -
R ORI 14 (2.41) 3 (2.73) 25  (0.67) 7 (0.38) 7 0.62)
HER I i 13 (2.24) 2 (1.82) 8  (0.21) 4 0.22) 4 (0.36)
AR R - - 1 (0.03) 1 (0.05) -
BEBR 1 0.17 - 3 (0.08 - -
%R — - 3 (0.08) — —
EHEVS - - 1 (0.03) - -
R4 - - 1 (0.03) - -
JRREE - 1 0.91) — — —
(#:<)
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<MEKRIMAE> ERNEKRGAR. HECARGEHAEDRER EREEEEEST) RBBE—ER (HE)

} O T R R Ao ) A
LS TRERIE vy D7 xR ‘ Health Outcome ‘ e o R A
IR W REMITE Hi(Acute PMS)
FIVER % OfEfH RIVERE ORI HBUES] () (%)
JREA - - 7 0.19) 2 0.11) 3 0.27)
TR - - 1 (0.03) - -
PR P2 - — 1 0.03) — -
B b - - 1 (0.03) - -
AR B OV LB 9 (1.55) 5 (4.55) 6 (0.16) 18 0.97) 1 (0.09)
M R 6 (1.03) - 4 0.11) 8 0.43) -
BAERTSZ IRAERAE - - 1 (0.03) - -
LR 1 0.17) - 1 0.03) - -
FLIHIR HE 1 0.17 - 1 (0.03) 1 (0.05) -
LA ELE - - - 1 (0.05) -
A e 2 (0.34) 5 (4.55) - 3 0.16) 1 0.09)
ABLRIA % 1 0.17) - 1 0.03) - -
FLFE R — — — 1 0.05) —
FEARAE - - - 5 0.27) -
LBy EE R O G R TRk 122 (21.03) 30 (27.27) 110 (2.93) 38 (2.05) 18 (1.60)
1 JJIE 27 (4.66) - 5 0.13) 2 0.11) 1 0.09)
T g - - 1 (0.03) 1 (0.05) -
Jadr 2 (0.34) 1 0.91) - - -
I — 3 (2.73) - - -
B 1 0.17) - 1 0.03) - 1 0.09)
TP - - 3 (0.08) - -
BT 4 (0.69) - - - -
B 0.17) - 4 0.11) 2 0.11) -
Bk - - 1 0.03) - -
HATIEE 13 (2.24) 3 (2.73) 4 0.11) 4 0.22) -
ZefE - - 2 (0.05) 1 (0.05) -
IR, 1 0.17) - - 1 0.05) -
Gy RigE 6 (1.03) - 31 0.83) 8 0.43) -
EDHOh — - 1 (0.03) - —
B IRER 62  (10.69) 14 (12.73) 26 (0.69) 8 0.43) 6 0.53)
IR 2 (0.34) - 2 0.05) 2 0.11) -
AT - - 5 0.13) 1 0.05) 2 0.18)
e 19 (3.28) - 4 0.11) 2 0.11) 2 0.18)
Z2RFE - - 1 (0.03) 1 (0.05) -
TARS DIRFERE - 2 (1.82) - - -
178 42 (7.24) 14 (12.73) 24 (0.64) 5 0.27) 6 (0.53)
RAE - 1 0.91) - - -
LX) - - - 1 (0.05) -
R A A 118 (20.34) 33 (30.00) 722 (19.24) 127 (6.86) 43 (3.83)
i;gn/u TRSRTEAT=T - 1 (9D | 110 (293 7 (039 5 (0.45)
TNT I TuT ) s - - 1 0.03) - -
j;’_‘;j;;fw S/ hTeRT -~ 2 (1.82) 64 (17D 4 022 3 027
LA ER BN - - 1 (0.03) - -
JiC S A S % - — 1 (0.03) - -
M7 V7 2 AN — — 1 (0.03) - -
fH 7 25 —B i - - - 1 0.05) -
A e Y v e R — — 3 (0.08) - -
2 w— Vg — — 1 (0.03) — —
M 7w — 8 — — 1 (0.03) - -
i H = b A7 — i - - 2 0.05) - -
Mo L 27w — L - 4 (3.64) 71 (1.89) 7 0.38) 12 (1.07)
M=) =255 —E N — — 1 (0.03) - -
M7 L7 F AR AR — BN - 4 (3.64) 50 (1.33) 7 (0.38) 2 0.18)
M2 V7 F = - - 4 0.11) - -
M7 L7 F =8 - - 4 0.11) - -
ML= R RN - 1 0.91) 39 (1.04) 7 (0.38) 4 (0.36)
PRI K ST SN — 3 (2.73) 27 0.72) - -
P R/ PN 7 - - 2 0.05) 1 0.05) -
M U o S 890 - — 6 0.16) - -
MEET 17 (2.93) - - - 1 0.09)
FEARI AR T 1 0.17) - - - -
i JE 5 3 (0.52) - 4 0.11) -

#<O
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<MEKIAE> ERNERKAR. HECABRGHAEDRERA BERREEEEST) RFHE—ER (HE)

" BB 55 4% e A PR R A
RIVER % OfEfH BIWER S ORI BES () (%)
7w 5 7 F 8N — 2 (1.82) 18 (0.48) - 1 (0.09
L Aol NN 22 - - 2 (0.05) - -
G bl DR /N2 )1} — — 2 (0.05) - -
e by 7Y EY Rk - - 2 (0.05) - -
L b Y 7 VY REn - 4 (3.64) 95 (2.53) 12 (0.65) 10 (0.89)
1 R F — — 9 0.24) - -
1 PR RN — — 7 0.19) - -
LURRR eV | - - 2 (0.05) 1 (0.05) -
C —BUSHEER AN - — 1 (0.03) - -
7 VT F IR AR XS =V — - 1 (0.03) - -
SEW I LR - - 1 (0.03) - -
DR - - 1 (0.03) - -
TFREER B - - 3 (0.08) - -
L RRERECE N - - 16 (0.43) - -
YU NE IV RT AT = TR - - 2 (0.05) - -
Y—INE IV TG RT 25— PR - 1 0.91) 64 1.71) 4 (0.22 1 (0.09)
PRI R o RER - 1 0.91) 23 (0.61) 3 (0.16) 1 (0.09
VAERN S =R Z: )l - 2 (1.82) 7 0.19) 1 (0.05) -
~v k7 Uy MR - 1 0.91) 5 (0.13) - -
~< k7 Uy NN — - 2 (0.05) - -
R B - 1 0.91) - - -
NEZ B - - 10 0.27) - -
DA — — 1 (0.03) - —
T Y AR R A - - 2 (0.05) - —
MR - — 1 (0.03) - -
IR RERR AT - 2 (1.82) 7 0.19) - 1 (0.09
U o SEREE A - - 18 (0.48) - -
U o SEREON - — 5 0.13) - -
HEREE D — — 3 (0.08) - —
HLERAH N - - 5 0.13) - -
IF R ER B - - 6 0.16) - -
L P EREH N — - 10 0.27) - -
1 — — 9 0.24) - -
K AR — — 4 0.11) - -
KRR N - - 2 (0.05) - -
R ER AR - - 11 0.29) 1 (0.05 -
R EREH N - — 3 (0.08) - —
A E A 18 (3.10) - 10 0.27) 1 (0.05) -
AE N 95  (16.38) 15 (13.64) 322 (8.58) 88  (4.76) 19  (1.69)
A M ERE > - 4 (3.64) 33 (0.88) 3 (0.16) -
A ERESE N — — 38 (1.01) 1 (0.05 —
J R R ol 22 - - 1 0.03) - -
LY RN - - 1 (0.03) - -
NS T I - 1 0.91) - - -
e BEERE N - - 1 0.03) - -
I/ NN — — 9 0.24) - -
HFERER 5y SN — - 2 (0.05) - -
TR ERE 5y SR - - 1 0.03) - -
U 2 SERT Sy SR - - 1 0.03) - -
SRR A B - 1 0.91) 4 0.11) - -
R m e ) ot - - 1 (0.03) - -
PR N AR - - 1 (0.03) - -
MAT YRR T 7 2 —EHIN - — 24 (0.64) 2 (0.11) -
JiFBE E5 - - 1 0.03) - -
s, R O E S DRHE 1 0.17) 1 0.91) 5 0.13) 5 (0.27) 1 (0.09
T fE] - 1 0.91) 3 (0.08) 2 (0.11) 1 (0.09
e 1 0.17) - 1 (0.03) - -
s BT - - 1 0.03) - -
ZZ 0 g - - - 1 (0.05) -
Sk - - - 1 (0.05 -
RS A — - 1 0.03) - -
SMEMEARSE — - 1 (0.03) 1 (0.05) -
B2 - - - 1 (0.05) -

f# [ L 7= MedDRA/J /x—2 3 & : 10.0
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<PBHEEEFICHITHBERDHE>

EREERHR. BECAREAZORER (RRREEEESO) XRHEE—F

93

L5 AGRIEHZ DR Ry TESE ] R A
ATt % 43 117
ARASEBIEL 186 609
RILVE A % O S EIEBIE 125 119
BIVER % DR B 276 166
RIVEH S DR BUEBIEI 5 67.2% 19.5%
RIEH 5 O F8 BUE BIE & o i1l 95%1E HE X [ 59.95% - 73.90% 16.46% - 22.92%
B O RIVER S ORERIRBES () (%)
MiEH L OV v REEE 1(0.54) 0(0.00)
i 1(0.54) 0(0.00)
oIk 1(0.54) 3(0.49)
&R0 F UM 1(0.54) 3(0.49)
RS L O ag R 17(9.14) 22(3.61)
BEIRIP 0(0.00) 3(0.49)
6 i 0(0.00) 2(0.33)
pihe 1(0.54) 1(0.16)
wRUZ YR FffE 0(0.00) 2(0.33)
e R I fLAE 1(0.54) 0(0.00)
BHOTHE 11(5.91) 5(0.82)
it 0(0.00) 3(0.49)
HEET T 0(0.00) 5(0.82)
FERRIESE 1(0.54) 0(0.00)
R A 1(0.54) 0(0.00)
IR 3(1.61) 2(0.33)
il 15(8.06) 8(1.31)
R 1(0.54) 0(0.00)
R 1 R 2(1.08) 0(0.00)
Eits 0(0.00) 3(0.49)
o5 -oR5y 0(0.00) 1(0.16)
pRel 1(0.54) 1(0.16)
T EHT D 9 O 1(0.54) 0(0.00)
IR 1(0.54) 0(0.00)
B 1(0.54) 0(0.00)
AR e 75 1(0.54) 0(0.00)
FAAE 1(0.54) 0(0.00)
2y 0(0.00) 1(0.16)
9 eIk 7(3.76) 2(0.33)
PR R b 68(36.56) 53(8.70)
THYT 4(2.15) 8(1.31)
(£ 0(0.00) 1(0.16)
B 1(0.54) 0(0.00)
it 3 1(0.54) 1(0.16)
B £ 0 7(3.76) 2(0.33)
ALPED F 1(0.54) 0(0.00)
LT 1(0.54) 0(0.00)
RIS 2(1.08) 3(0.49)
DAFRY— 0(0.00) 2(0.33)
HERSM R TSR 0(0.00) 2(0.33)
S 2(1.08) 0(0.00)
SEBRAE 0(0.00) 2(0.33)
TR SRR 1(0.54) 0(0.00)
[nEiN 0(0.00) 1(0.16)
it 4(2.15) 6(0.99)
TR 50(26.88) 28(4.60)
KA 1(0.54) 0(0.00)
SRR 1(0.54) 0(0.00)
PR 4(2.15) 4(0.66)
TR LA REE 0(0.00) 1(0.16)
AR pEE 2(1.08) 1(0.16)
TR 1(0.54) 0(0.00)
NRNG & 1(0.54) 0(0.00)
AR 0(0.00) 1(0.16)
I R 1(0.54) 0(0.00)
E TR LT 1(0.54) 0(0.00)
MR R, MRS K OER I 1(0.54) 0(0.00)
g 1(0.54) 0(0.00)
(e <)



< BBERFIH T HBRERDHE>
EREERHR. HECAREAZORER ((RRREEEEST) REHE —EXR (i)

2 HGRIRZOWRI | BEM A
B O RIVER S ORERIRBIES () (%)
S 17(9.14) 8(1.31)
ng% 1(0.54) 0(0.00)
R 14(7.53) 5(0.82)
T 1(0.54) 0(0.00)
e T 0(0.00) 1(0.16)
PR 1(0.54) 0(0.00)
FEAN 3(1.61) 0(0.00)
TEHER 2 0(0.00) 2(0.33)
Nt 2(1.08) 0(0.00)
JHFAHTE SR b 3(1.61) 4(0.66)
JFHEAE T 2(1.08) 2(0.33)
LS 0(0.00) 1(0.16)
HH 0(0.00) 1(0.16)
SR 1(0.54) 0(0.00)
F R ¥ X OV LRk 1(0.54) 1(0.16)
Ea 0(0.00) 1(0.16)
B MR 1(0.54) 0(0.00)
A SR 38 KO A kLR 2(1.08) 0(0.00)
MK T 1(0.54) 0(0.00)
kRS 1(0.54) 0(0.00)
B L OUR Mk 3(1.61) 1(0.16)
HEDR R 1(0.54) 1(0.16)
IS 1(0.54) 0(0.00)
JRREE 1(0.54) 0(0.00)
AR L UL 2(1.08) 0(0.00)
RBLAINA #% 1(0.54) 0(0.00)
FLE R PRI 1(0.54) 0(0.00)
—f - bl KOG Ok RE 38(20.43) 11(1.81)
L 1(0.54) 0(0.00)
RER 0(0.00) 1(0.16)
AT 1(0.54) 2(0.33)
Zep 3(1.61) 2(0.33)
8 R 12(6.45) 4(0.66)
TRIE 3(1.61) 1(0.16)
RAH LTI 1(0.54) 0(0.00)
2k 22(11.83) 1(0.16)
TR AT 50(26.88) 36(5.91)
TI=T ) NTUAT 2T —P M 7(3.76) 1(0.16)
TANRGE T I ) NT AT =T —EHN 2(1.08) 1(0.16)
i = v AT w— LN 8(4.30) 1(0.16)
ML R o BN 0(0.00) 3(0.49)
L EAE T 1(0.54) 0(0.00)
M7 w5 7 F 8 0(0.00) 1(0.16)
M~ Y 7Y E Y REm 15(8.06) 3(0.49)
1L PR AN 3(1.61) 1(0.16)
DEMQTHER 3(1.61) 0(0.00)
Y= AEIN T RT 25— B 4(2.15) 0(0.00)
PR R 1(0.54) 0(0.00)
L Y R [ 0(0.00) 1(0.16)
SR A AR A S 3(1.61) 0(0.00)
ARELE Y AR [N 3(1.61) 0(0.00)
IR 26(13.98) 33(5.42)
E, hER L OLESDIHE 4(2.15) 0(0.00)
] 2(1.08) 0(0.00)
FHIT 1(0.54) 0(0.00)
s 1(0.54) 0(0.00)

N:1BEUEASUHEC OB EEZ T3k
AL MedRA /A—232:16.1
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< BIBHEEZ(CHITDIDEKRDRE>

EREERSR. BECAREAZORER (RRREEERZSO) XRHEE—R

B3 TKFREEZ DRI R TEGEH AR A
fLE e 64 82
FRAIE Bk 485 499
FILVE % O FEBUEBIEL 302 75
FIlVE % O F B 760 96
BIE 45 D 38 BUE B E| A 62.27% 15.03%

BIVE M5 0 S BUE BRSO WA 95%(5 HE X [H]

57.79~66.60%

12.01~18.47%

RIVEM 55 D

RIVEM S OFERIZEBUEF (50 (%)

Bk, EMERS LORER A OFAEY (BB LORY -7 251T) 1(0.21) 0(0.00)
F 3§ O EW 1(0.21) 0(0.00)
P73 WA e 3(0.62) 2(0.40)
& n T 0 F o ME 3(0.62) 2(0.40)
Rt K ORI 74(15.26) 19(3.81)
Bl PRI 0(0.00) 2(0.40)
iPhERE R 1(0.21) 0(0.00)
& U 2(0.41) 1(0.20)
£ 2(0.41) 4(0.80)
&Y 7Y% RiiE 1(0.21) 0(0.00)
AR 64(13.20) 9(1.80)
BTt 0(0.00) 2(0.40)
AE 2(0.41) 0(0.00)
o2k 1(0.21) 0(0.00)
FBRIR 2(0.41) 0(0.00)
e i ML 2(0.41) 2(0.40)
gl 32(6.60) 1(0.20)
ot 1(0.21) 0(0.00)
: 3(0.62) 0(0.00)
IS AT 1(0.21) 0(0.00)
pie T Rl 1(0.21) 0(0.00)
R it e E 5(1.03) 0(0.00)
bl 1(0.21) 0(0.00)
bheli] 1(0.21) 0(0.00)
BREE 1(0.21) 0(0.00)
SN O AR 1(0.21) 0(0.00)
RURE 3(0.62) 0(0.00)
Gyt 2(0.41) 0(0.00)
U e Rk 3(0.62) 0(0.00)
Ve R—Jrit 1(0.21) 0(0.00)
By 1(0.21) 0(0.00)
i 1(0.21) 1(0.20)
ERI N e 1(0.21) 0(0.00)
RS R B 1 2(0.41) 0(0.00)
HHHEDRE 4(0.82) 0(0.00)
1(0.21) 0(0.00)

1(0.21) 0(0.00)

1(0.21) 0(0.00)

171(35.26) 32(6.41)

22(4.54) 6(1.20)

1(0.21) 0(0.00)

1(0.21) 0(0.00)

TREED E 14(2.89) 2(0.40)
ALt £ 1(0.21) 0(0.00)
e 8(1.65) 1(0.20)
VAFRYT 0(0.00) 1(0.20)
A h=T 2(0.41) 0(0.00)
SO K i 2(0.41) 0(0.00)
SR 12(2.47) 1(0.20)
HAHRAE 25(5.15) 1(0.20)
TGS 3(0.62) 0(0.00)
REHR 2(0.41) 0(0.00)
FLlEmEE 1(0.21) 0(0.00)
i 1(0.21) 0(0.00)
BERRTL 6(1.24) 0(0.00)
Jif: 2(0.41) 0(0.00)
Re=F Y =N 1(0.21) 2(0.40)
AR RY T 1(0.21) 0(0.00)
ik 26(5.36) 2(0.40)
Vs i 1(0.21) 0(0.00)
fEUR 73(15.05) 15(3.01)
R 1(0.21) 0(0.00)
Jepp 1(0.21) 0(0.00)
R 19(3.92) 2(0.40)
TR IR R REE R 1(0.21) 0(0.00)
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< BIBHEEZ(CHITDIDEKRDRE>

EREERAR, HECAREAZORIER (RRREEERZEO) REHEE—ER )

i5l HAGRIEHZ DRI | A T AR R A
FIlVE % O FEHE BIEREOERIFEES (0 (%)

Do 6(1.24) 0(0.00)
ISR 1(0.21) 0(0.00)
ElEd 5(1.03) 0(0.00)
L 4(0.82) 1(0.20)
5 L 2(0.41) 0(0.00)
AN LT 2(0.41) 1(0.20)
I e TS 2 ONGERR e 5(1.03) 0(0.00)
P TR S 1(0.21) 0(0.00)
g 1(0.21) 0(0.00)
T LR —ERR 1(0.21) 0(0.00)
HW 2(0.41) 0(0.00)
H i E 49(10.10) 2(0.40)
JE A L 1(0.21) 0(0.00)
LEEAT 1(0.21) 0(0.00)
L e 1(0.21) 0(0.00)
[EZia=P 1(0.21) 0(0.00)
{8 hi 17(3.51) 1(0.20)
T 2(0.41) 1(0.20)
Nz 20(4.12) 0(0.00)
T 1(0.21) 0(0.00)
i 8(1.65) 0(0.00)
WL 2% 4(0.82) 0(0.00)
g 1(0.21) 0(0.00)
SR % i 5 15(3.09) 2(0.40)
JIFBERE S 15(3.09) 2(0.40)
B RG ¥ K OVR TRk 4(0.82) 0(0.00)
JhEBAE 2(0.41) 0(0.00)
F5 1(0.21) 0(0.00)
E s 1(0.21) 0(0.00)
AR TP L ONE A HLRRE & 13(2.68) 0(0.00)
2(0.41) 0(0.00)
2(0.41) 0(0.00)
i 1(0.21) 0(0.00)
5 PO 3(0.62) 0(0.00)
uslis3ra 1(0.21) 0(0.00)
11751 AR T 3(0.62) 0(0.00)
kALK 2(0.41) 0(0.00)
B L OUREIEE 1(0.21) 2(0.40)
HEIR IR i 0(0.00) 1(0.20)
IR 0(0.00) 1(0.20)
JRPA 1(0.21) 0(0.00)
AR L O REE 8(1.65) 1(0.20)
AR 2(0.41) 1(0.20)
FLE 9 oW 1(0.21) 0(0.00)
LFEIEE 1(0.21) 0(0.00)
FLYHIR HE 0(0.00) 1(0.20)
H g 1(0.21) 0(0.00)
AR AL 1(0.21) 0(0.00)
IR #% 2(0.41) 0(0.00)
VERSRER 2 1(0.21) 0(0.00)
—fik -« REFEFRS L OG- ORE 47(9.69) 5(1.00)
Jii 4(0.82) 0(0.00)
1(0.21) 0(0.00)
12(2.47) 0(0.00)
1(0.21) 0(0.00)
2(0.41) 0(0.00)
MR 1(0.21) 0(0.00)
TE e 2(0.41) 0(0.00)
PRI 10(2.06) 3(0.60)
FRIE 2(0.41) 1(0.20)
Rl 4(0.82) 1(0.20)
R 1(0.21) 0(0.00)
RIEFE 1(0.21) 0(0.00)
TARS IR 5(1.03) 0(0.00)
1198 11(2.27) 1(0.20)
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< BIBHEEZ(CHITDIDEKRDRE>
ERNEERAE. B EFERARERAEORER BRREEERZEO)RBHE—EX GE)

i5l HAGRIEHZ DRI | A T AR R A
RIVER & O FEIH BIVER % ORERIRBIES () (%)
[EAZR 159(32.78) 25(5.01)
TI=UT I TR =T —E 24(4.95) 0(0.00)
TARGXUET I ) NT AT =T —EHN 17(3.51) 0(0.00)
= b AT m— LN 2(0.41) 0(0.00)
M7 V7 F 2R AR F—EHIN 5(1.03) 1(0.20)
Mz L7 5= #n 1(0.21) 0(0.00)
M7 R o RN 6(1.24) 0(0.00)
i A FLR I K SRR AN 1(0.21) 0(0.00)
JiiNE== 1(0.21) 0(0.00)
> vaZ 7 F 80 5(1.03) 0(0.00)
M kY 7Yk R 1(0.21) 0(0.00)
M kY 27Uy REn 12(2.47) 0(0.00)
1 PR EER N 3(0.62) 0(0.00)
TRIEIET 1(0.21) 0(0.00)
DEXQ TR 1(0.21) 0(0.00)
Y= NAVEINKT AT =T —BHN 5(1.03) 0(0.00)
IR TR BERGE 2(0.41) 0(0.00)
7V a~kEsua e BN 1(0.21) 0(0.00)
EEETE U AR I 1(0.21) 0(0.00)
HEETHm 1(0.21) 0(0.00)
SRS RERR AL S 3(0.62) 0(0.00)
TR Y A E AN 1(0.21) 0(0.00)
U 2 SEREED 1(0.21) 0(0.00)
hF R ER B 6(1.24) 0(0.00)
IR E A 1(0.21) 0(0.00)
A E N 128(26.39) 24(4.81)
A M ERE > 7(1.44) 0(0.00)
JRAE [ B 2(0.41) 0(0.00)
NI UATIF—E LR 2(0.41) 0(0.00)
RS b AR 2(0.41) 0(0.00)
FmE# 5 1(0.21) 0(0.00)

N:1EUEASUHFEL DFREEZT-HIE
fEALT= MedRA /3—32:18.0

0. BERBREHRRICRITIRE
REEN TV

10. BEHRE

13. BERE
13.1 fEIR

AFN O B 5-RE T, R, SR/ BCRYE, REERREE . R x OEHAIMNEIER, K OMEER D EIEICR D
AR E S RO ZER B 10%LLE) ELThbbnd Z EAmESNTWD, FthoEKLR
SER & LT, BEE., A, BEMRREMRRRRRIAE R . PEVRENE], BRME, St S SV TR E, R (SR
FE 2%LLT) ROVDIE RN H bbb Z ENH D, 450 mg FLEOAMRER 512 L 2 EH O
NHDHN, 2g DAMRERG TOEGH L HRESINTND,
132 W&

I ThR N b, AR BRI L7SaE, EEROBEEE21T 5, RENTIEMR & OPF R
WCAEMZFEIRIAREN 50~60%K T3 2%, 7 KLF U RARIv HDHWIMMO B-ZR/RIKT T =4
NEMEZ A9 2 3RANAR M T 2 B S5 REENH 5 O TR L Cide by, [2.4, 10.1 5
i

(fi# )

AFIPEER G S h, Bk, SR, SRR, PEREEZR EOERNH bbb Z LR
0. DEIE & RS EI S HE STV D, RAIORFR R EEANTA DN TN, mEICIRH L
LE X EH D D WVIXIEEROBE 21T 9 2 &, BilEEH 2 WITHEEIBIERD S 5 b TS 556 0
%<, LML DEEBDMEMRNG D DT, MG D LERDH D,
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11.

BRALOEE

14. HRELEDZE

(&)

141 EFIRFEFEDFE
PTP @20 3EANL PTP v — bl ML CIRAT 2 L 24E T 52 L, PTP v— FORRAKIZ X
0. BOELAE N EIEREASTIA L, BIOIEL 2B I L CHERRRE D EE R AIHEEZ IR T 2
ENRH D,

(A TAREE)

141 EFIREBFOIE
T OFER & il L TR b2, BEN a1 S A0,

142 FEFIRFEDEE

1421 7YV AF—— "WML TIRATAZ L, o— FOBERMKIZ LV . WS IS BT R~
FIAL, BIZIXZEAEZEZ L CHBRAREOEEREGIHEZ IR T2 2 030 5,

1422 7V A —v— b H0 HTBRIZIE, BEEROV— FERN LR, o< D LIEEOETH LY
L, RIFRENMDAELT-HGEITEERATAZ &, AL KL TRbOENWED, v— K& F
DEFICHLMZES LTHLENDZEnH D,

1423 WiBMETH D=0, HHERNIHEW-ZFTT Y AX—v— RV HL, EbiCOficAnD
&,

1424 ARFNIOFEN THSCDICHET D Z L BMEROA K72 L) THRAFEETH D4, Mk
N H OWIIZ K 0 BRI B2 W59 2 BAITIH W20, AREER IR 3K CTRRAIATe Z &

1425 Bl EF EDOIRETIL, KR LTIRHLARNZ &,

(fiFt=)

<PE>

14.1 FERK 3141 A 17 AfF  H3GEIEEF 54 B2 O fldk L7,

<A 7 1 AfE>

F e AR EESE O LRAF I IEI ONTHER Y H LRI R 2 B R OB O RIS DWW CRidl L7z, AFNT D
N TSR LR DO A, XUFIK TEDHITIAIAD D X O LI=BAITH 5, BAIB IR 0 FERE
OOWINZIFF L7 b D TR HEED ORI ORI X > TR ETRT L O DT, AER
VIR ST K CRRA AT K ) IZHRET B Z &,

12. TO/DEE

(1) BREREEAICESCIER

15.1 EREREEAICEDER

(Zhega@)

15.1.1 AANC X BIRFT . JRIEARHOZERIENHE STV D,

15.1.2 AETEM SN EERAERE LR L L- 17 OFERBRICB VT, AXHIE2 & e ek
MR G T AR G L I U CREREN 1.6~1.7FEmno2 & DMEND 5,
7B, AFO 5 R TIE, FHECKOMMERES (M, —BMEME MR IEE) ORBFEN T T &
AEHEE L TEL, EOREOMERK 7L LT, Fir (80 mLl ) | #FRIRIE, XY U7 B R
YOO, MR EEENHE STV 5, MIAEFREE 288 LB k0 k., Mg mEE - —
EVERMEE L RAE - Bl E OB T A0, BMUES ORI 248 L W2 EREINTWS, £
72, SMNETOZE BN T, ERPUSAHIRIE S IFER USRI & FARISE RO ERICE 53
LHEDHEND D,

(BIBHEEZIZH T3 ER DB E)

15.1.3 #METHE S 72K 5 DI EE O REEER OUBMEREED 9 SlEkE &) 269 58F %
R L Uiz, BEOHL ) SHI O T 7 2 A5 RERIRERBR OMEHE RICB W T, 24 UL TOEBET
%, BESESCBEEXORELO Y X7 3GL) SHEGRETT 78R L R L TR o T2, ek,
25 LA EOBFIZEHIT 5 ARSESBREKOREELO U 27 OEANTRD 6T, 656 mll Lizkn
TIXZDY A7 NEH Lz, [8.8. 9.1.7 ]

(fEsn)
15.1.1 PURBMIRIRIC L 218N TN D L 91272 > TR A ETUERE ITBIT D 2RENRE SN D
Lotz b, ENICBIT 22 ToFuEEREOMH EoEEIC—RZEEE I TV 5,
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AAIBAREEIC R 1T 2 HHE 2R, B RS BR R RBR OS5, QT IER 25| &2 L2E
SRICICTE A IERPEDSRIE S AU A E1 RITE S AL TV e, ERNAMC I T S - ERR B (GiEs
YRR Z D) DR 48945 BT, ZERIEDOME 1T/ oT, L L, #EAKIEDENO R E
i3 I R TR AT M OV R 52 74 BB R 3R 0D FR 3 6836 HIllC 38U T, SHRIED R BIFINS 2 il X T
W5,

15.1.2 AEOEEKRRR TiX, AF 2 ETe 4 DOIEERIFURE IR ERIZ- OV T, FRAVE I BIE L 72 Ktk
AT AHEEBBEEORTREMD Y 27 N TR LEro- 2 RSN, AEICRT
5 RREMEC B U7 R e IR 2 AT DB E 2kt & Lz, AFID 5 RBRIZOW TR L7- &
A, MImEREE (MEh, —BrERNE N R IES) ORBEE XY 7 BRI LEVEE 7eo 7z
(AT HFEBE1.3%, 7 78RR 0.4%) , SMEOFRINAEIZ B U 72 R AER 28 7 5 min A
FIZOWTEEFENMTDIL, ZOFER, AHI%Z &I ER PR AR 51 & E R GRS b 5%
BRTENFNITE RO LR EEEND DR EINREENT- 2 L0, AR OTEH N A IS UE
U CHMNE TOEFFEDOH RIZHOWTEH L,

15.1.8 AEEtaidix, LN FDA #@EH# A5 T, EWN® SSRI + SNRI % 0H1 9 AN L CTHiat
BT, EAEE OFEER (2007 410 H 31 BA. RANTE Eh72) 12X, ENTR
TOH ) SAITHEEWME STV 5,
<FDA #EEH (2007 45 ) >99 99
FDA X, B4 CHME S 72K D SRR EEORBMIEBRE AT 5 BE xR & Lz, #HEOHH >
7 (SSRI : 6 A, SNRI : 2 A, =ERP1H 2F : 5 Al TUERRHL D 2F : 1Al 2Ot 5> o :
4 A OFTERRRERRAEE (77000 ALLEDORABE Z 3G L Lz, 295 OEBIERRER) %
Rt L7fE R, P19 SFIOBHIZ LV | 24 1KLL FORFIZB W T AR SESCHRERORELDO Y
27 BEEINL., 25 3% 5 64 i £ COBE TITFD Y 27 O¥INTRD 51T, 65 Ll ETIZZo
VAN LTI EEERE L, TOREEEMRIET 2 L 0T XToH ) SFIREERITHERL
7.

ARFNTK O SFtERE (FMRE S OF) [T 58 H L TE6T., AREFICITA 7 v FE VR
FITOMRILE EN TR,

72 B, HATE K OB FEE D B & 5 UK & B 5 L - E NG RRBR B\ T, 18 kLA
24 UL FOBRE (KRAI233 61, 77K 156 ) TOHZBEAGERZO T 7 2RITHT HA
DV A7 X 0.62[0.25, 1.54], 25 5%LL E 64 LA FOEE ORAI 1743 fil, 7 F =78 1138 )
T1X0.78[0.53, 1.16] TH - 72, F£7=. 65 Ll ED B (RA 24 1) TIEAFIHE SR O CHXE
HAEEZORBIIFRD SN o7z,

(2) FFERARERERICEDIER

15.2 FEBGERERERICE DIER
NAFHERERICIBNT, M~ T X (8mg/kg/HLLE, 21 » H) KOWEZ ~ b (2.5/4 mglkg/H LA _E,
21 » H, #5211 BICHE) CHIRBEREORAEHE O EANRE SN TS, ZILHDOFTRIE, e
TIFUCEELEEE LT FomEETIT LS MmN 5, KRB R O FHREICB VT,
b MIBUTDAK S 2\ WITEEO B G &IEERA L ORI 2 BRITRE S LT,

(fEdn)
W EBRICBW T, BEEEEHERFE (10mg/H) @ 125 E 5 40 IS T 2 B4 BEMERG S -5
Az, IREEORASED EFNED L TW\5,
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X. JERREREAERICBET 5IEH
1. EBHER

(1

2)

RN EAER
VI FOFEHIZBIS 2 HE ) OHEM
R EEHER

—AREREAE & U T EAR - PR R

BOUK - SR T 2 EH 2t L

HALRRER » TR, PR - TEER AR,

HERIEEEN

. FROFENELNT,

BB iy (%0 | )| S
—REERER U4 YU | R 0BTI0mERe ek AR FROF AT Y v s
(10-20) TR M
[ M CD-1 % - 3 mg/kg LI b CHEFER) K OVEREENH &
SR il ~ 5 2(10) o 1~10 mg/kg A b
AF VL EZ — LRER| KEPECD-1 R | 10 mg/kg T Y /3L B Z — L AR R 73 i
i - %(9-10) & 1~10 mg/kg B
. it CD1 % | _
A — PR B R . Tl gn | 1~10 mg/kg |10 mg/kg TEBRLAEOMEIMT T
~ 17 2(10)
- F Ly 7| HECD TR | -
g |7 ~vaqg | N | 1T10meke ELL
8
S8 /F ) — WER2 writhing|  HEME CD-1% | N 1 mg/kg LA b CHERE writhing )& 728 &K AF
i (3 v =020 | T | OBTIOMERE g o
e |[BIRIER—T A7 ) »| HEECD1R |, N ; N
1w ) i ¥ 2(10-20) A | 0.3~10 mg/kg |3 mg/kg LA ETT AT U v 7 B IER
. MM CD-1% |,
NI~} . M| 1~10 mg/kg |3 mg/kg LA L CRIEAN A BRFOICIET
" < 7 Z(10)
. e Wistar &
HE 0| 2.5~20 mg/kg |f i TEE) A i 91z
- 77 boh A E By 5 (35) i mg/kg |F5HARER DS FH SR AFRI I
M CD-1 %%
r‘x ~ B9
MolE h + 5 2(10) *a 1~10 mg/kg |87 L
N HEPE CD-1 % 1 XU 3 mglkg TEIBIG IR, 10 mgkg
Eﬂ\a\'—%, ﬁkmj e ,«‘ 3~ - s N
; HETEMERENS SO ¥ 2(10-20) #H | 0.3~10 mglkg |y
8 M Lister N PO
~ 2.5 mglkg T P
K B OV Hooded 5 | fiaps | 020 =29 Eﬁég e HOKRIHET
7 v h6-10) &xg KB ROEE
- - e CD1 % | 1 HH@E%‘E@L%‘:/H /A=At N S
= W) [RIREEER ZH | 0.3~3mgkg |~OBENERHIIEE L, 3mgkg T 24 K
~ 7210 A
. 0~5Hz OIEEh K& < HEN, 5~10Hz OILHE)
EEG HERE Wistar £ 1 pone |0 1~5 mafkg |i0iZE87 L. 10~15Hz OEBIAHL . 15~
7 1) 50Hz DIEBAHL . 5 mglkg TR=0[EE
N T 3 . . _ . .
Tug s Fr “;H% il()1$ fEH | 0.3~10 mg/kg |Mif~7 v Z 7 F R EE A BKAFRIC LA
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SBRTE B (%) ?ilf; R SRR
*+Z7 e BIEOER
455 L 15 ‘“E’(ﬁg) b n | 00110 M | BB L
e e L& |
T b SR %’( fw’) b n | ooi~10pM [F L
TN :E’Efsf B Jn | i~lopM | BEARL
— - : :
H g e 7RI S (e é;) 1~10uM |8 L
o !
| RS v ~(4-16) V;ZO 0.01~10 uM | B L

«

B

;*

FT oW LAY & OMEER

M
2

. . E/LE Y b in .
Lal U % . ~ > SIS B D3
T T Y TR ER16) | vitro| 00110 MM |1 M EL b UGS 230
T T IR EAEY B in o 48
~ yHEL7
WS [5115(4-16) vitro 0.01~10 pM | B3 7 L
AVTaTr /) —VFHEREN EALEY B in [
. ~ 195 7
o DE@Y) vitro 1~10 M [ EER L

WE T > bk in

AFY YRR T (4-8) vitro

1~10puM  |[EERL

LY RLF U v 5o MRS | i
ST RVFUCHRR T MERE | dn |00 oM |10 pM cHnEs A

i (4-16) vitro
e ‘
BT X 5 7y MERE | o 0 M |10 pM IR RS s
(4-8) vitro

HEYE SD %

SRR

4 3R M =

M
2

. . N -
JIINEEYVAONTIEIEE " § SRS - (4) O | 1~10 mgkg |#ERL
SEEE IR 0.1 mg/kg/min LA _E T
TS{EE L
R E'e 1 mg/kg/min THN
BRY 2} O pH 22 VP
L % /3P

N 17~ 2 '
in_i/; KLU & e |
7 RUT Y UEERIMLE - 0.001~1 0.01 mg/kg/min THEIGHIHE, 0.1 KU1
i+ ekt % mg/kg/min % | mg/kg/min CRIERIEA b FEFER G2
T =L 7Y LHRME 1% 7 v 7 a—| Ik |60 5H & s,
i R F(2-4) 0.06~60 WL
A YT V) R mglke) e v
1&‘[: E?%“)fcﬁ l/
5-HT 3 MR T L

1] > 3k

gE?W:J/m%mE 0.1 mg/kg/min CRE S JSFNH]
bR A I I T 0.01 J% 0% 0.1 mg/kg/min R R REHIH
ZRFEAF AL 0.1 X' 1 mg/kg/min TIHK
AR SOG 0.1 X% 1 mg/kg/min Tk
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&G

HRERIE H ;i (B0 ok wh& PR AR
SEEEh R 2 Z VD
D% 0.1 mg/kg/min L ECHIMN
MR R R L
R Y A K O pH IR L
LR WL
ST RUF VST 5 L
FRLFU T |5 %1 njlﬁg/kg/min YA ETHRERIS B REER
R e (A
7= 7V R ILE EF- gﬁfﬁi)%igé Y | 0.001~1 mg/kgfmin |0.1 mg/kg/min LA FTHH
AYTVFVCFRIEIR T | mespim il |60 70T (AR 0.06| gz 720 |
5-HT 77 ML T (4) ~60mgke) 67 oTicg/min CHIR
TEF AU FHRMERT R L
% b X4 I UHERIMER T WL
A N = 0.01 mg/kg/min T 2 FHIED I 23 F 1+
o 5&%/W%EEL%& FSEDZNZAE, 1 mglkg/min TF OIS b
R = FEA TSR
i RAESEA UG 1 mg/kg/min TiH%
B HHBNIRPAZEIZ 3 2 s 1 mg/kg/min TiH%
oo |TOREE SHR O st |1 i BF BE PE| g | jpon | CPABIRE) BT
o SHR(4-12) g EF8 | (Ldfg i fiin
ST L CTh ) PA——— [ RRF I UBRME L5 _an [FHIED A
&HF&U%L%#iVSHﬁ (AMFFIVR | Y ST D IE OSSP
Wb 4 iE ARSI [N %) 1 mg/kg THA M9 3 20O HBSGHIFRD 2
A MY URER
P AEE R i SO e | 1~10mg/kg | fEAICY T R L
(2-7) I
5-HT 35 - (5-HT #&Bx)  |(5-HT #Fx& M/t EA) 5-HT (x4 i+ |k
(3_13; . 0.01~0.1 mg/kg| RIS, 0.01 mg/kg T 5-HT O &
SOGHIARA 2.7 Al 7 b LT
T x v T kHE O TR B E (T varRTryrx Lok ERR) ¥
A B
s . (B0% T 7 v a ViRT ¥ v VR RER)
4 7 R
‘£I$%§25 Tl ol j0~30pM  [10pM THE
el (95% T 7 > a v RT v ¥ LR B
7L
CEIISH) 8 L
P BT , —
ﬁ%?g%%%%%@ %%ggé* &0 | 1~10 mg/kg |3 mgfkg LI -G
(0~2.5 X O 2.5~5hr PRI . ikl Shr 2 I ERE L fEHT)
R R L
faJRH Na & 5 mg/kg T 0~5 hr IZB W T
KR K & 2.5 mg/kg LT 2.5~5 hr (28 THN
WIRP 7 VT F= B R L
KR A & BT L
H 2.5 mglkg T 0~2.5 hr IZBWTIKT., 5
A P mg/kg T 2.5~5 hr (25T L5
. i e 2.5 mg/kg VL T 0~2.5 hr, 2.5~5hrc$
%,ﬁ$K%E i Crl : CD 2.5 mg/kg A =T 2.5~5 hr (2B T L&FH
. SR ClRE (SD) %F v b | A | 0.5~5mgkg |5 mgkg TO0~2.5hr |l ZB8WTEKTF
% Ry L7 F =B (10) 2.5 mg/kg UL ECT25~5hr ICBWTIKT
1 Rz 2L 2.5 mg/kg C 2.5~5 hr ICHBWVTE T
# [ Na R 2.5 mg/kg DL | C L5
i35 K 5 mg/kg TIET

iMyE T Cl =

Mig+H Na 7 V7 F X

MEPKZ7 VT IR

MiEH Cl7 VT T A

Mg 7 VR AT 0 R R

R OWED DV LI

5 mg/kg T L5

WA L

2.5 mg/kg UL b C 5

AR L

A L
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T o MWEEICB T 2R 0#% 510 X 5 53R (LDso) 13X 174~211 mg/kg D& TH 7=, 4 XKW
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F7 oV OEBERICEET LD Th o7,
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<~ AD 3 H AMREOFERGRBRIENCT v P EROA X0 1EME CTORAOBERRE EEL7-, —
ORI T DRFELAT L, B FREB) O T, SaF, Ml L OVAE O HIN & o 7o 3KEE IR K]
T 5 AL MR ES IR CTH o 7=, Tl TIE, A7 P R UHEHIERICL 5 7' e
T T F WO L EME AR R AR D, v U AIBD TEHAREZ &S
L7k A TI9=20 T 70 RA7 27— EAERRDOONTZ, ~TAKRTT v MIEBWT
HIMEREL DD 358D Bz, LV EHEEZ~ DU AIKERE L THREHBIEIC AT o T2,
A X TiE, AMERBEOEINIT EA ERD N>, 8 mglkg VA EOHETEEMMEE M.,
B DOWD i P BRSO O MRER DI & o T2 RO SR S vz, i B ERESO L/ MRk
WD I TG OHREHC L 0 HEOICEIE L2, 47 0P OFREICIVERLIZZ 00, Kl
BT HHEZN LI LNOERNEE L TWA EEZ LN, WO T L FkEis
PEIZERD BT, E-MERED DR DI A X OFBEMIIC S B o T, EEMEEIL, v
AT 3mgkg AT, 7 v b 14ERMF5RR T 1 mgkg DL TF AU X 1EMBEERBR T 2mgkg Th-o
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In vitro X O in vivo |23 1) 5 —#HOZ BFMERB O RITWT bt Tth o 72,

MARMEEAER
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1. AEHERE S

A O UXVEE 25 mg, Y LVFUEESmg, V7 L X YEE 10 mg

D7 LR HRL 1%

VTVUFRYYPAT 4 AFE25mg, VI ULXF VYA T 4 AFE5mg, VT UFIP AT 4 AFE 10 mg

BISE, AHEEIEK (FEE - EMEOMLFEICLVERT 2 L)
BYRSy « A7 B

2. AhEIM
BE
WA T ¢ ABE 2.5 mg
WA T 4 AHE 5 mg, 10 mg :
b A :

3. ARRETORTE
BE. FBRL, A T ¢ ABE

34F

: 24 5 H

34E

D 24

R IRAF

4. BN EDEE

(FA T4 REE)
20. R EDEE

WG 2 /T HDTT Y AL —aEOEERIFTHZ &,

5. BERITEHM
BEMERLTA R DY
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 MERFTERBEABRURERS . FEEENRSA B, RERKEAE
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7L YRR 1% 2001 4F 11 A 29 H 21300AMY00500
XYY AT 4 AGE 2.5 mg 2015 4-9 A 18 H 22700AMX00999
iiv#%ﬁ4z4x%5mg 9005 45 3 7 92 21700AMY00139
T LFY AT 4 A5E 10 mg 21700AMY00140

S FEAEGAE A B

Wi e BRARAEH H

U7X HEE 2.5 mg

U7 L% 4 5 mg

U7 X EE 10 mg

200146 H1H

200146 H 4 H

T L HHIRL 1%

2002 -6 H 14 A

2004 -5 H 17 A

TRV AT 4 AEE 2.5 mg

2015411 H 28 H

2015411 H 30 H

DL RY WA T ¢ A 5 mg

TRV VAT ¢ ZAEE 10 mg

2005 46 H 10 A

20054 7H 1H
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U7X HEE 10 mg 1179044F3021 1179044F3021 113929702 610451003
U7 LR 1% 1179044C1022 1179044C1022 114961602 610462008
DAE SN
NN e 124550902 622455001
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BE : 1996 4F
A e AR EESE © 2000 4F

o

B (B
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20mg % 1 H 1 B4 GO #&5IZ 5D LG
L, MBS LB E, AR OBRE
W, A7 Ve 5~125 mg KO 7 VA4
T 2050 mg OFIPH CHEIEIT D, A
Ty EY 18mg iz oHEE T VAXE
Fv 1hmg Bz 5HAECHARSG T EE
TEFRET STV 7l

IBBRIUE D OIS T2 7 A X F &
DPFARRIE

WEA TP bmg LT A FTET
20mg 7 1 H 1 [m4 LN #EIZEY T
2, MEMEIDSLER Y6, AIMER ORI
WCHEW, T3 5~20mg MOV 7 /LA F
72 20~50 mg OHFPHTHETZIT .

A UTRIE

HELERAA BT 10 mg/ B Th Y @ FE R 5 EIT
1 %= OEEHAREIZIE U C 5~20 mg/ H O&PH T
FAEGRE T2, HEEFEAEN S HEET S HA
ILEERFEMOZIZORIT, Del &b 24 I
ML ERRRE & TIT 5, 52 H 1T 255
VMR TIT 9,

g; EOBRIE Y — K (BMEEO AT
HELEER A A B BB IE DA 15 mg/H TH
Y EE BRI A ORRIRBIZS T T 5~
20 mg/ H O#iFH CTHEME T 5, HEREFAH =
O EET DA XERTM ORI DO HRIT,
el by 24 BEREICLERINR A B TIT o, &
G &2H T 255 X WERIZ TIT ),

PUBNERRE OFIE T ;.

HEEBH A BIZ 10 meg/H TH L MR v’y —
FOWE AT T e b5 2iTo Tl
KT U CHE, A — 5 TR TR DIa i 2 fk
Bt D, BB, R E ) ST e —
POEUIEY G, MBI U RN AT
DBIERR 2T, A7 e ey (HEIC
IS U THRG B2 ) 2kl d 5, WF b
VLA % D EFAIRREIC s U T 5~20 mg/ H O#abH
CHEGREIY D, #EEHMHEN ST 25
SRR O ICOLIT, Diel &b 24
IFRILL Bl 2 &0 TIT 0 G2 HIbd 55
BIEMRIC TIT 2,

e AFARRGR
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2. BIMZBT SRR IRIER
<SS~ OG- T o >

KEDOEATLE 19.5 fhmw) . 19.6 &3] OEOFLHITLU FD LI TH Y . FDA CRERAEH) |
A=A LT VT LIRS,

9. EODHREATHRFICHT IEE

9.5 il

It SUTHENR LTV D AIREE D & 5 2ot ICiX, 168 EORF EMENERIMEZ EE 2 & S b5
OIS D Z L, EIRBYNCPUREHIREN RS SN TV D56, FrERICHILRES . IR, MRk
=R, ERIRINT . SRS OBERUER SO ARANEIEIR N S b bz E OWRERH B,

9.6 #Z7Liw

BHALRNWZ ENEE LY, b FAHF~OBITRHE STV S,

Fio, A=A TV THHIUTOLELBY THDH, 70k, FDA CRERMCE) Tk, 201546 H
30 HZ LT, ZNETHEAL TE7- FDA RBIREKRESHE (A/B/IC/D/IXOFER : BT IV —) OF
TEKT L,

73

A=A T VT DI
(An Australian categorisation of risk of drug | C (2019 4% 6 H)
use in pregnancy)

2% pEOME

A —A NZ U7 D435 . (An Australian categorisation of risk of drug use in pregnancy)

C : Drugs which, owing to their pharmacological effects, have caused or may be suspected of causing,
harmful effects on the human fetus or neonate without causing malformations. These effects may
be reversible. Accompanying texts should be consulted for further details.

2 IR INCHUS MR B G STV D 56 BT R ICHEBUE IR SCHEA AN BIER D U 27 238 %,
FDA CKERHMSCGE) ICBT R - RIALOFEHIUT O LEY TH D,

M FLHINA
KE DA SGE 8.1 Pregnancy
(2026 £ 1 A) Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in
women exposed to atypical antipsychotics, including ZYPREXA, during pregnancy.
Healthcare providers are encouraged to register patients by contacting the
National Pregnancy Registry for Atypical Antipsychotics at 1-866-961-2388 or visit
http://womensmentalhealth.org/clinical-and-research-
programs/pregnancyregistry/.

Risk Summary

Neonates exposed to antipsychotic drugs, including ZYPREXA, during the third
trimester are at risk for extrapyramidal and/or withdrawal symptoms following
delivery (see Clinical Considerations). Overall available data from published
epidemiologic studies of pregnant women exposed to olanzapine have not
established a drug-associated risk of major birth defects, miscarriage, or adverse
maternal or fetal outcomes (see Data). There are risks to the mother associated
with untreated schizophrenia or bipolar I disorder and with exposure to
antipsychotics, including ZYPREXA, during pregnancy (see Clinical
Considerations).

Olanzapine was not teratogenic when administered orally to pregnant rats and
rabbits at doses that are 9- and 30-times the daily oral maximum recommended
human dose (MRHD), based on mg/m? body surface area; some fetal toxicities were
observed at these doses (see Data).

The estimated background risk of major birth defects and miscarriage for the
indicated populations is unknown. All pregnancies have a background risk of birth
defects, loss, or other adverse outcomes. In the U.S. general population, the
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estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Clinical Considerations

Disease-associated maternal and embryo/fetal risk

There is a risk to the mother from untreated schizophrenia or bipolar I disorder,
including increased risk of relapse, hospitalization, and suicide. Schizophrenia and
bipolar I disorder are associated with increased adverse perinatal outcomes,
including preterm birth. It is not known if this is a direct result of the illness or
other comorbid factors.

Fetal/Neonatal adverse reactions

Extrapyramidal and/or withdrawal symptoms, including agitation, hypertonia,
hypotonia, tremor, somnolence, respiratory distress, and feeding disorder have
been reported in neonates who were exposed to antipsychotic drugs, including
ZYPREXA, during the third trimester of pregnancy. These symptoms have varied
in severity. Monitor neonates for extrapyramidal and/or withdrawal symptoms and
manage symptoms appropriately. Some neonates recovered within hours or days
without specific treatment; others required prolonged hospitalization.

Data

Human Data

Placental passage has been reported in published study reports; however, the
placental passage ratio was highly variable ranging between 7% to 167% at birth
following exposure during pregnancy. The clinical relevance of this finding is
unknown.

Published data from observational studies, birth registries, and case reports that
have evaluated the use of atypical antipsychotics during pregnancy do not
establish an increased risk of major birth defects. A retrospective cohort study from
a Medicaid database of 9258 women exposed to antipsychotics during pregnancy
did not indicate an overall increased risk for major birth defects.

Animal Data

In oral reproduction studies in rats at doses up to 18 mg/kg/day and in rabbits at
doses up to 30 mg/kg/day (9 and 30 times the daily oral MRHD based on mg/m?
body surface area, respectively), no evidence of teratogenicity was observed. In an
oral rat teratology study, early resorptions and increased numbers of nonviable
fetuses were observed at a dose of 18 mg/kg/day (9 times the daily oral MRHD
based on mg/m?2 body surface area), and gestation was prolonged at 10 mg/kg/day
(5 times the daily oral MRHD based on mg/m2 body surface area). In an oral rabbit
teratology study, fetal toxicity manifested as increased resorptions and decreased
fetal weight, occurred at a maternally toxic dose of 30 mg/kg/day (30 times the
daily oral MRHD based on mg/m? body surface area).

8.2 Lactation

Risk Summary

Olanzapine is present in human milk. There are reports of excess sedation,
irritability, poor feeding and extrapyramidal symptoms (tremors and abnormal
muscle movements) in infants exposed to olanzapine through breast milk (see
Clinical Considerations). There is no information on the effects of olanzapine on
milk production.

The developmental and health benefits of breastfeeding should be considered along
with the mother’s clinical need for ZYPREXA and any potential adverse effects on
the breastfed child from ZYPREXA or from the mother’s underlying condition.
Clinical Considerations

Infants exposed to ZYPREXA should be monitored for excess sedation, irritability,
poor feeding, and extrapyramidal symptoms (tremors and abnormal muscle
movements).
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9. BEODH REATHREFICHTLIEE
9.7 /IR
INREE RS L U ERRERBR TS LT e,

BEL ERE
KE DA SGE 8.4 Pediatric Use
(2026 £ 1 H) The safety and effectiveness of oral ZYPREXA in the treatment of schizophrenia

and manic or mixed episodes associated with bipolar I disorder were established in
short-term studies in adolescents (ages 13 to 17 years). Use of ZYPREXA in
adolescents is supported by evidence from adequate and well-controlled studies of
ZYPREXA in which 268 adolescents received ZYPREXA in a range of 2.5 to 20
mg/day [see Clinical Studies (14.1, 14.2)]. Recommended starting dose for
adolescents is lower than that for adults [see Dosage and Administration (2.1,
2.2)l. Compared to patients from adult clinical trials, adolescents were likely to
gain more weight, experience increased sedation, and have greater increases in
total cholesterol, triglycerides, LDL cholesterol, prolactin and hepatic
aminotransferase levels [see Warnings and Precautions (5.5, 5.15, 5.17) and
Adverse Reactions (6.1)]. When deciding among the alternative treatments
available for adolescents, clinicians should consider the increased potential (in
adolescents as compared with adults) for weight gain and dyslipidemia. Clinicians
should consider the potential long-term risks when prescribing to adolescents, and
in many cases this may lead them to consider prescribing other drugs first in
adolescents [see Indications and Usage (1.1, 1.2)].

Safety and effectiveness of olanzapine in children <13 years of age have not been
established [see Patient Counseling Information (17)l.

Safety and efficacy of ZYPREXA and fluoxetine in combination in children and
adolescents (10 to 17 years of age) have been established for the acute treatment
of depressive episodes associated with bipolar I disorder.

Safety and effectiveness of ZYPREXA and fluoxetine in combination in children
<10 years of age have not been established.

M o> SPC 4.2 Posology and method of administration
(2026 %24 ) Special populations
Paediatric population

Olanzapine is not recommended for use in children and adolescents below 18 years
of age due to a lack of data on safety and efficacy. A greater magnitude of weight
gain, lipid and prolactin alterations has been reported in short term studies of
adolescent patients than in studies of adult patients (see sections 4.4, 4.8, 5.1 and
5.2).
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