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B 1EEEL-BERE L, AHI50mg, 100mgR U200mgi% 5% TEFNZ41.80.0%, 67.9%% 1U855.3%
THot=e Tl PILTSYSLIOmgiE 5 R TlE, [RE(TBEETES | ERIEL-HERE (£43.5%
THo1=,




<Ze&HE>

EHEEZYORERIGIE. TSR, AHFI50me, 100mg K U200mgii RIZFIL TS5V S5L1.0me
BEHTENFIN21.2%(18/855) . 44.8%(39/8745l) . 65.1%(56/8645l) . 75.3% (67/8945I) . 89.4%
(76/85f) ToHhoTz. THEEBRIE. TRORDESYTH>T=,

EERMORBRENE . TSR, RFI50mg, 100mgR PF200meili N7 LTS5V S5 La1.0me
B TENFNIT.6%, 43.7%, 60.5%, 75.3%, 87.1%TEH>7=,

CBELAEERIE. IS ARESETIH CMEMEE) (CRBHON -, RHEREIXZORIIZ3ED
KEIRVTILTSIS L1 0mgDFBREEZ T TONEN ARELORERBFRIEBEESN, AEREK
THERZEIELTLV,

REPLICESIBEBRIE. AF200metR 5% T (BEIRE) IZROONIH, REREL
DEREBRIEEESNT=.

CREEBRICEVLT, BEFIO|E (T Mo,

FHEEEZR—E (KRFIR ST EIZHEIR) (LAHGRER)

o ISR | AHSOmg | AFI100mg | AH200mg | [’f:n; ; 74
(n=85) (n=87) (n=86) (n=89) (n=85)
{ERR 224 10 (11.5) 23 (26.7) 38 (42.7) 45 (52.9)
FEMEOEL 1(1.2) 14 (16.1) 17 (19.8) 36 (40.4) 26 (30.6)
i) 2(2.4) 15(17.2) 10 (11.6) 7(1.9) 14 (16.5)
EEE- 3(35) 8(9.2) 3(35) 6(6.7) 6 (7.1)
B 0(0.0) 3(34) 5(5.8) 6(6.7) 3(35)
RER 0(0.0) 3(34) 4(4.7) 7(1.9) 3(3.5)
REHFH 0(0.0) 1(1.1) 4(4.7) 5 (5.6) 0(0.0)
n(%) MedDRA version 19.1

¥ BBREBMPOAEEER
X2 BIERIIRRBEROBETERVEETEREER

@ BENEEIAENICRIFT G (LAIFFER) GFEAT—2%Y

E:b)

AE100mg R UK 200meg DR EN BB EDEE L I1L— 2 TOEGRENICRIZTTEZEDHFRE
&7 SRELBKLTEHHET %,

HERTHIY

%10, ZHERER. BEAL. HRRERWARIBLEMTR. TS5 RRUEERR, 44170
AA—N—BR

ES

2 FRAHERE 68151

FEREE

21 ~50F%DERTE X

-BMIAY18~ 35kg/m?

B A IFERMIZEMS,0007 1 /L L EBERL , FRAIMAER/ \M2—2FFL,. TT7—RRERREX
a7PM0RFETHD . BEREBRERS A/ —

HERA R

WERE(Z, JA4E (0. 6. 10 R 22038 ) LLFERE LT,

TSR EREHEORD. EEFRELGVTRTOBRERHICHRS
* A F(100mg B 1f200mg: B [A3% 5% F N E 11 [E3% 5 (ORFRERF =)
DTV ERTEU50me (IGHEXTER) - 3[E#% 5 (6. 10 R U 2205 FRE &)
EERETEIL Y EIR 5 D8, 12k 2485 fE& =ML,

HEEE

FEmIER

CRCDS-MiniSim*'Z AL f=SDLP*2 (B ITR > TBEL-EEDERDEZEIN LD T h DB
RE)

B XREHMIEE (B BREICKSFFMIER)

REEHGICHITHECRBICHATIER (5. BELTIRELRELDD, 1)

1 Cognitive Research Corporation Driving Simulator-MiniSim
X2 standard deviation of lateral position

21
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PRI IE

AFE100megxt TSR, KE200mgxd TSR, RUCTTUERSIL50mgxd TS5 ERIZDULNT,
FRRIEITHLERETVD. RN R ENBEOERVISUHEERMEZRLI,

FEFMEIEE THASDLPIE. B EIEF . REHR VR EZEENRELEZREANTEEUNRT
T RUBEERAOHEBREDOREREEEFAWTETL, EEE LS EEERL.
Kenward-RogerD AixZ RNV TCEHHEZRAEL -, AFERER SR ETFERBZERIZEITS
SDLPMDZE N ISHEERX D LR M4 4cm™* RFEDIEE . TORERF TS ERIZHLIES EEH 4R
L7-. SDLPOD#HEREHE RN THEMNH X E ThdcmEY KELIVR L McNemari&@ EZ FILN THERL
1=

¥ CRCDS-MiniSimIZBAL T, FStREMAP T ILa—ILEE0.05% DRI TR EITHEESN-SDLPDO ZELIZ4E
L33

HR

<EHhZE>

FEFFEIER

U IIVERSIVS0mg R UV TS5t RE 58, 12Kk U 24B#%I1ZH1THSDLPO RN _FEHED
EDBUEERE D LRI FELHEBRRTHD44cmE LRI SI=1=8 . RKRERD DT REMNFESE
hi=,

FRBIEHERVTSERIESS, 12R U240/ %ICETSSDLPO &R/ FFHED ZE DISHE
HEXMEOLRIE, ELHERRTHD44cmET ATz, U EKY ., AFDHRE8., 12K 2485/
12815 EERRE N TR T HEF (RSN M o1,

AFIHEEFEORES, 12K 248512 D SDLP (cm) (LAIFERER)

JS5tR AFI100mg AKFI200mg
8 /PN _FETYE 29.85 30.83 31.61
Iﬁ TotREDE _ 0.98 1.76
;& (95%{SFE X FS) (—0.43, 2.39) (0.32, 3.20)
12 | BR/INZFEFHE 30.41 30.29 30.09
IE? TotREnE _ —0.12 —0.32
® (95%{S#E X ) (—1.28, 1.04) (—1.51,0.88)
24 | mIN_FEFHIE 32.04 31.07 31.00
IE% TotREDE _ —0.97 —1.04
f; (95%{S$E X FET) (—2.30, 0.36) (—2.40, 0.32)

BIREHEE B

BRI — A TOERANIREEKLICEHTIEERB LML -EZAH, AFI100mg X (T
200meiE 5 TIX. TR TCOWBRE(XRLITEETERERL TV, -, T5tRIB 588
I, ST ERSS250meik 51285 & 12146, 24B5RZ (226108, REITEESRTEGLY
EREL TV,

<Z&MHE>

AEEZNORBENAIE. TSR, KFI100mg K 200mgHi NPTV ERSIL50metk 514
TENEN16.4%(11/6741) ., 42.6%(29/6845]) . 44.1%(30/6845) . 17.6%(12/6845]) THo1=.
BEEEZRIE. TRORDESYTHI=.

BIERMORREIAIX. TSR, RFI100mg R F200mgii NPT ERSIV50meik 5% T
FNEN10.4%(7/67451) . 33.8%(23/6841) . 38.2%(26/68451) . 13.2%(9/6841) Tého1=-

AHRICBWT, EEGEEER,. ARDIICEFAEERRUREHOSHRE (T o1,




FHEEEZ—E (VT OB THULL EIZHIT) (LAIFEKER)

- TS5tk AH1100mg A#200me 971;):1:75’
(n=67) (n=68) (n=68) (n=68)

FEEOHFEL 1(1.5) 11 (16.2) 12 (17.6) 1(1.5)

{EER 0 (0.0) 6 (8.8) 7(10.3) 5 (5.9)

i) 1(1.5) 7(10.3) 4(5.9) 1(1.5)

BRE 1(1.5) 4(5.9) 6(8.8) 0(0.0)

LR 0(0.0) 3(4.4) 6 (8.8) 1(1.5)

n (%) MedDRA version 20.1

X1 BBREARMPOAEER
X2 BIERIEIRRBEROBETERVEETEREER

3) QT/QTcElizHER: M E S 1 EERFRER (LAHPERER) (AEAT—5)'

B A FI100mg B UR400mg® 1% 5 % DI ED R B R VB MBI 23 T 28 E % . Fridericia

EERAWHEIEQT (QTCF) BREIRIEIC, TRk 5L E T 5,
HERTHAY | BEAL . FITILSSI— —E5R. TS5EARRE, 481904 —/—HEk
TR {6 R ¥ ER & 56451
HERAE WERE (X, 4D DR SHARM 4B E D ARE (TR, KF[100me, 400mg, XL 7AFHL Y

400mg) #BAE AL R EIEFICK>CTHEROKZR SN -, BERSHOMIZIEX. T~1487
DAy TINAMER =,

R « A (100mg X [£400mg) % 5% 0D A A QTcFDHRI90%{E 58 X 0 L [R % £ 5T 5 5 T10msec

KETHY . BRAZEDHBE TARIIQTERZSIESEHISIHEVIENTE SN,

AF|HEEZEOREZOLTMFRD A AQTcF (LAHPELER)

ZARF[100mg ARF[400mg EXooaxygiy
90% CI 90% CI 90% CI
AERR | RER ) s | em | REE ) ovm | oem | R R | em
ms) (ms) (ms)
B5H] -0.27 -1.85 1.31 1.26 0.00 2.52 -1.45 -2.96 0.05
0.5 -3.24 -4.73 -1.75 -3.47 -491 -2.02 7.20 5.35 9.05
1 -3.03 -4.67 -1.39 -0.81 -2.68 1.06 12.54 1093 | 14.15
1.5 -3.60 -5.31 -1.90 0.13 -1.67 1.94 11.66 10.10 | 13.22
2 -2.18 -4.04 -0.31 2.28 0.33 4.23 12.42 10.83 14.02
2.5 -1.36 -3.40 0.67 3.22 1.08 5.36 11.12 9.47 12.76
3 -0.64 -2.72 1.43 4.42 2.15 6.68 12.23 10.28 14.18
3.5 -0.76 -2.73 1.21 5.56 3.61 7.51 12.55 10.72 14.38
4 0.45 -1.49 2.39 7.37 5.46 9.28 12.34 10.66 | 14.03
6 -1.94 -4.07 0.19 3.29 1.20 5.37 8.38 6.16 10.59
8 -3.35 -5.42 -1.29 1.77 -0.36 3.91 7.64 5.54 9.73
12 -2.79 -4.83 -0.76 -0.20 -2.06 1.66 5.55 3.64 7.46
24 0.05 -1.82 1.93 1.20 -0.54 293 472 2.99 6.46

h: B, ms: SR, A AQTeF: R—RSAUIZ KD BE DFridericiati EQTREIRD TS REDE

) ARFOERBEN-AiE-AERFNVIAERVAZINESE,

23



Q) RAERHFERHAR
1) SAEZE IHEAERIGHER (LAHOEER) AEANT—2)"

24

=]y

TEAM: FEBOAMMARISNT XKD EERAERVREAEEZHRET HOIC. A
EDAFIIRAEEMZDOBERREVROON-HBRERNSZETHHET 5.
BIXRBH: ZREDAFIRARDFEAOREOERELRUEZEERRT D,

X BEFHEIEE OERICOVWTIEFEER DESR

HEBRTHA

SRR, AIAE, MiERL. ZEER. TS AR, BTHRE. AERESR

R

FEEfRRES1245
(TS5tAREE1035], AFI50mgEE10645]. 100mgEE104451, 200mgE$ 10045, 400mgE£99451)

FIEREE

- 18~65NEX

- ICHD2MZHEEIAR K1 21ZFH-TRIROH I XITFIKROGENFERESE

- FEROBBHMMELLTHSES

- HEEOREEHINORREGETHIES

- 1HAHYDRBEFEREENHIS ~8ETHIESE

- FEERRERVEREOCRAICEAT 25MZRRT 50, REFEAZEI—FIZRRATS
BROEEERNDEIEE

HERA &

ROY—ZU 5 % HEREEAKI (50, 100, 200 [£400mg™® ) BERIFTSEAREEIZT:1:1: 1 1DE|
ABTCEAEBIZEYMIT . BHEBEE X ABRSBEP 1O FERREEROBEROEEENTEE
UETHENBOLNEGE . FAEFIRRABERLIANIZAH] (50, 100, 200X [£400mg) X I1ET
StREHERBRAL, lRA%48E5M. ABRERBICKIMEZAFEH—FIZEERL -, IRELM
IIZRSERELT,

B

<H\#HE>

FEFHER

IR FA2B R DBERRE HRBOON-HBREDEE

BIRET i 15 B

R FA2BS R % DB H D RBH SN - HERE DEIE

<REH>
gEEZRC
%
X1 BEEOEEENN—ISAVEOPEEREEENSBERITERICTELIL,
X2 BEREDEEENIN—RSAVBEOTEERIEEISHKIZEEIE,
3 AEEZRAE)FEYMITE. ABRETECOHROTRTOEEERLEESRL-. T-. EELEES
% (TE-SAE) (AR FA#48BF M LINICHKE . RITRAFTIICHKELURARBEHERLUNIBEL-EELE
EEREEEL

FRATETE

mITTEFAZXNRELE-EEFFMIER OBNERIEMGHENTELZ T2 IEREMBTXNRE
(IMTEE) xR &L=,

FEFMEE CTHLIRA2BEEZDERAENBOON-HREDOEEZ. AEIEFEEAL
THRELT=, Cochran-Armitage DIERIIREEZHANT,. REXRLAEDHRMMEELTML. EET
Ho1EE L., Pearson DDA ZEREEAVTHEZEZ TN ENENLz. RIIZ. T5EHRE
AEID RS FAE (400mg) EELLEEL ., LIFE, T5ERERF200meE D LLE, TSR EARF]100mg
LD LB AFI50mgL400mge D LLEY TS5 RERFI50mgb D LB D IETREEIT 2Tz, SND
DREIL. —DHIORE CHIAZMEEENBONBEDAERLTz, £, BIRFMIEER
D AR A 285 % D BB & JH . F Cochran—-Armitage DB AR EZFAWLT. HE R LAED R AL +EE
FEHEL Tz, LI N OB R E BB BEKEILHEAIS%E LT,




LS

FEFHEER

<H}MHE>

-RA2EEFEZICERRENROONI-HREDEIGIL. TSR E25.9%, AHF|50mgEF43.0%.
100mg®$64.2%., 200mgEE50.7%. 400meFE64.7%THY . AE| & AEEH LTS RE CIIHETF/I
HEEHMRHON=(WLWT D LLE$p<0.03, PearsonDh A ZFIRE) o

F - BERRELNROLNEBREOESLAFOAEDOMICHEITEMICAEELRERIGIE
BAERSH DT (p<0.0001, Cochran-ArmitagetR3E) o

AR 2R R ICEERREL ROON IR E DS (LAHOGER, TEFHAER , mITTEH)

— e P 1] A AH AH
j?z—;ﬁ 50mgBE 100mg Bt 200mg Bt 400mgEE
" (n=79) (n=81) (n=69) (n=68)
H_EﬁEJZET*fFHE]f%I:
&gﬁfﬁf&%\ﬁ; 21 (25.9) 34 (43.0) 52 (64.2) 35 (50.7) 44 (64.7)
DEE . n(%)
" ;gi - - 00227 <0.0001 0.0018 <0.0001

¥ PearsonM A4 ZFH&E (Ml
RUD2BEBLUAICLAX 1 —FEXZRAXIX2BEEZOBEROEEREFEHBRLEN - HERE (X, BREREL
Thotzb M ELT=,

Bl REFMRIE B

2B RICEREANEOONT-HEREDE (X, TS5 REET7.4%, AFI50mgEE13.9%,
100mgE¥13.6%, 200mgF¥18.8%. 400mgd¥27.9% TdHo1=,

BERHEANROON-HEBREDE G LAFORAEDORICHIEZMIZEELRRHERBELNRERDS
1= (p=0.0006. Cochran—Armitaget&E) .

AR A 2B RS % | CBERE R M RO DAL - ERE D E| S (LAHOGRER . BIXEHAIER . mITTER)

TS5tREE AFI50mgEE AF|100mgE A#|200mgEE ARFl|400mgEE
(n=81) (n=79) (n=81) (n=69) (n=68)
7.4% 13.9% 13.6% 18.8% 27.9%

<ZE&HE> (REeUMmMITHRER

CHEEZR (AN ORBEA X, TSR EE31.4%(27/864) . A HI50mgRE68.3% (56/824F]) .
100mgB£73.2%(60/8245I) . 200mgE$87.3%(62/7145l) . 400mgE$87.1%(61/7045) TH>1=.

BEMERXORBEIAIX. TS5EREE22.1%(19/86451) . A FI50mgEE64.6% (53/8245) . 100mgEE
72.0%(59/82451) . 200mg#£85.9% (61/71451) . 400mgE$84.3% (59/705) TH>7=,

cBEHEEER (TE-SAE) (L, AF200mgEETIHI GREIEHELY) ICEDON, BEBELET
SEHENH D EHISNT =,

CARHERRICEWLT. ETHIEEROHoNEM ST,

25



FTHEEERAE)—E (LTI DEETHELLEIZFIR) (LAHORER)

. | | | 1

HAREE jzgg)ﬁ S?ri% 10?)Km§glﬁ¥ 20?;2% 40?)Fmﬁgji¥
(n=82) (n=82) (n=71) (n=70)

EEMHHFEN 1(1.2) 19 (23.2) 23 (28.0) 27 (38.0) 26 (37.1)

k) 2(2.33) 10 (12.2) 17 (20.7) 15 (21.1) 17 (24.3)

ElERfEHEL 1(1.2) 8 (9.8) 12 (14.6) 12 (16.9) 17 (24.3)

R 2(2.3) 2024 9 (11.0) 12 (16.9) 14 (20.0)

{EHR 2(2.3) 8(9.8) 10 (12.2) 8 (11.3) 8 (11.4)
B 1(1.2) 4 (4.9) 4(4.9) 7(9.9) 5(7.1)
Eib - 4 (4.9) 9 (11.0) 3(4.2) 5(7.1)
|HAE - 4(4.9) 7(8.5) 342 4(5.7)
AT - 337 5 (6.1) 4 (5.6) 3(4.3)
R HHRR - - 3(3.7) 4 (5.6) 4(5.7)
RE 101.2) 337 3(3.7) - 4(5.7)

n (%) MedDRA version 12.1

X1 AEER(AE) FEYF TR, RRETECOHED TR TOEEERLEE

%2 BIMEAIFRRBFROETE CEHRVWVEESER(TEAE) LER

%3 EELAEESR(TE-SAE) (ZRA%4SHERILINICHRIE, IZRARNI-HBLIRA RSB LRNIZEE
LI-EELEEBREESR

B ARFOERBEN-AiE-AERNVIAERVAZINESE,

(4) 1RELATFAER
1) ANEARIEAER
@ EM% I 8- B HHRLER (LAIH/MONONOFUERER) ™ 1

26

B FEAM: HEFEICHTIEBER* T 2AF200meBEDASEE TSR ELLET S,
BIRBH: FEERICH TAEFEEKRICNTIARBORAERIGHEEZ TS RBEELET S, £-.
BB AEBEREN T AARFN00meED A ML TS ERBELLLET S,
¥ SEBEEOTEECOVTIXIHEER DESE
HERTHA Y | EIHE. SHEER. TME, BEAL. ZE5R. T ARAB, BTEHMHRER
FOE BEEE~ADXELAHLHEREETSEARARANEE8464I
(FS5tREE258051 . AFI50mgEE109451, 100mgEE26145. 200mgEE218451)
FAEIREE | - 8BLLEDBXL

- ICHD 2D EEZEIARMI 21FH-TRIKDH D XIFBIIRDEWFEEFREE
R ABHEYDRERREERBAI~8E (11 ADEFEBHMNISHRE) THIEE
- BEEFEAODXEAHSFBEROBRPBMELULTHLIEE
- HEEROREESHI0RRGCTHIES
« MIDAS¥AXA7MN LU ETHEEE
%

¢ Migraine Disability Assessment: 18%31 MO HEBEEENDXEELXEELITSE MR T—IL, BR
a7 BEIHAMOAE. RERVHAESHEBEHATAEETH B RIZSHSDEFETOEEM
METLE-BHZAHLTELE TS . LRAOTABVIEREEAFTOXEENENILETRT (BROTF
NM~20FPEEDXE. 21 ~0ITEEDXE).,




FLBAEE | - BE120AURNIC, EMHER. RITZOMOEREHEELLIIZREEHBEREZDHREND
LEE
1R ABEYDFAEFARRII/NNIILEY—ILEREDFERREMAERBDEE
s RO RIBA R LRI R ERREORIBEEF B TSI AHAEEZRBXIEEEL:
BE
- BRURIDBHTE W EHIFSh=EE ., X(dVisit 1(R9)—=25)3LLIVisit 2811 A
LAAIZC-SSRS*MEIZIZHIEAR/SEXIXTENROON-EH
* Visit 1(ROY—ZU ) BNELRIZEYMRIE 7 ILa—ILDERAE A MAKERLHSHELLTERS
KENRBHONDESE
=3
X aRVET7ERFHERT—IL
F)EERES ., BERMICEIEE LGSR ER. XIFaVFO— LA BRLEMEDRENH S EEITHEH ANT
fe&lLt=,

HER A A WNERETSERERILAFIS0mgEE, 100mgEE, £ L<I1£200mgEE(Z, 7:3:7: ea)ttf%’%(:%uu
= BEREIL 1RO FERREICHLT. BREOEEENPEEXIIEETHENZD
NT . oK EFEAEELRALTOVRWMESIZ, ABRE (TS5tRXIEARFI50me, 1oomg, %,L,<
[£200mg) ZHAEFKRRABRBLAICIRAL . #ERE X, AREDRA%R48HM. ABRERA
T2 REZEFEEREICTHEL. AEER. HREDFEA. &U%@M&ﬁé‘ié’lﬁiﬁwﬁ
ML BEEBHEEICFOERLT=,

FERmRE
(&m)
BRESEN
zau::yd ,anu%m SRR s 3~288 A
P P ABSRIAICARA HERRT
- & KT
TSt n=214*" n=211*
SAZYI50mg n=87*1 n=85"2
SAZYY100mg n=208*" n=207*?
SAZYY200mg n=182*" n=179*
1 RLUBTNREE *2 :mITTER

STHIE B <E#ME>

FETEIER

- IRF2EERERICEERH SN A ROON-HERE DENS (200meBt vs. TS5EREE)[T1]
BEELRIREHAEIER
- IRA2EERE % DEEREE A D RERGME (TSR EEE50meEE, 100meBE B 18200meE) [T2]
+ BRAA2BF R ICEEE R E A EDON-HERE DEIE (100megBt vs. TS5AREE) (T3]
Z Dt EFAfhIE B
- IRA2GFMEZICEREEANRBOON-HBRE DR G (50mgBE R U 100meEE vs. TS REE)
- RA2EERIZICERRENEOON-HERE DS (50meBE R U200medE vs. TS ARE)
- IRA2ERIRICRLEHO LUV FEEA IR (MBS) DEENROON-HEREDE S
- [RERICIEER AL, EERERVURELED LUOBEEIER (MBS) DA NEDON-KERED
_-1=_|JA
- BBEEAOEHEUOROONEBREDEE
- EEOEFEELETORM
- IRA2BMZICEEEF~ADOXENBH NG T-HEEDEE™
- IRA2BERZIZPGI-CEREN RO O I-TRERE DE| &

F
<ZzEMHE>
REMEHRRE
HERERY

F

X1 BEROEEENARERAMONMEEIRITEE INSUERICASIE,
X2 BEREOEEENERERAMONMPEE IRGTEEINGUERIRIEITEEIGSIE,
* E R4 DEREEEER r—IILEAVWCEBEDEEEEFEL.
0=EEfELL. =BEEDIERE. =P FEDIERE. -EEDHERE,

27
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3 most bothersome symptom: FEily, F@E. LBBDIE . ARERARNHERE N REEHLUREFEIE
WELTERULER RARICIhLD FERFOREERAAON-HEREDH) .

¥4 HEEEICHT AL AF 1 —EXTERABREFAVT I, ABRERA2EMZICEERAEKLL., 24550
BOBRTEEBMNHEELTNSI L, 4. BEFH AKX DS (Modified) (X, FEBEICHTHLRA¥a—
EXIIEHABREFRANTIC, ARERFAMSRE®RICERAHEAEAL, 4R E OB A CHLEBOEERE
MNEERIRIITEEITHEIELE R,

* LAIHERERICHE LT, LRF 21— (RFA2BE R O m CHAEMNERLTLVELMES) . RITHERE
#*# (IR B OB A THEBIHEALIZLOD. TORBHELEGE) ICHTIESNRELES
I£.NSAD, 7,72/ RU/ RIEHIMHEFBARATRRBIN TS AE-AETHERALTEL
WTEELTz, Tz MIT AU RER], TILTEIV  AEA AR RUNIIVEY—ILEEIE (L AR ZE R A
H2aBMLNICIRAL TIE AN EELT =,

%5 BEEFAOZEE (HREICLS. BEEF~AOXEEICET MR —IL, BERTBEEFEAD
FEEEDEETTMN ? IHLT, HEREIIEBEORT—)L[XELZLO) . BEOXE() ., ELLVE
[E(2) ., X REFHNDE (3) IZAVWTEHET %) TIXFELZL (0) JIEFHML-HEREDEE, =2L. AR
FRRARTICIZpELRL (0)  &FFM L - B8 & L AEMT D SBRAN LT,

36 PGI-C[patient global impression of change : #{EX & C KA ELICEAT 2 EENKREDFTHA—IL. &E
RAARERBEOMNREEDEISTIN? JITHLT, TBRED Ry —IL GEEICKEHEL . HZY
HEL:z. HhTMIHEL=. TIEEL. T HIZERL Iz, MEYEILL -, FEEICKECELL)ZA
WCEHE T 2] ICKYARERBEDNEENFEFICKEHELIRIFTHEYREL - ML=
BEDIA,

X7 AEEZ (TEAE) (ZIRAR4SERELUANICRIR, RIZRAMICHKIBELRAKSEBURNICEELLE-AE
ERLER

fRtTEtE

ANEOBTIIEFEEIFICEDETERL AREFRAI SH1RAR . IRA0S. 1.
15.2.3. 4. 24 R U8B DB R T ABRERAICH T REZEFEEREICEEHEL,
FEFMEERUVEELRRFTMIEE OFEHFTIE. [T1], [T2]. RWNTITI]DIETERIIZ
gatekeepingl K YREZEITLN . E—FEDBREEHNTAI0.05TH S ARSI, [T1]. [T2]
RUM3E. mITTEAN 20 RIZIT o1z, REMFTMIEE X, REEFRTHRER“ERRI
1To1=,

[TE, RAEBICESHEHERN—RFIVORBERFHEOHEROEELZEH-ACXT1vYHE
IFIZEBWaldiREICEDNTEMLT=, [T2]I&. Cochran-ArmitageBFRIREIZXY. 0, 50, 1005
V200% 5 LR BEL TRIEL =, Fiz. [TILFHBAERICER EBHENA—XSAVDRERFHE
DEAOEEEZSH-OC T IEIRET IILIZEDWaldREICE SN TERELT -,
(T [TAR V[T EEFTHEIEE RUEELZRIREHEIEES OFTLUNTIE. EEHD
Thiah otz BETHEAIEEKE005TEELT =,

F BAICRELE-EMMEOR S SHABFT [ AERERERE,CBRERAETOREARI
(1BEEIRE A 1BEELUR) . M T2 DRABRAD RGN (K T2 TRIENBLON- /) T4
UTCEHF+HTHol-. B TEALEN TAVCE D) | HEEE R ERRE AL B EHIR DS
EAl (A RER2B RSB Z0M) . FEBTRELTOFEEOFTFVORTIEERDORER
DEERN(FKEHY FHELEL)E]Z#To1=,

BERHK. ERRERUVURLEHLOEALEIK (MBS) DEEDEITIZHE LT, $FE DS =
THFKITMEE DA ARG >2BE (REHE) . RUOFZRALIZBEOMFIRAR L.
non—responder& 1=,

EEDERHLAETORRE (Time—to—event) D EHT TlX. B R{E L 95%15 FE X [ (Brookmeyer&
CrowleydD HiE) FEHLT-,

HEER(TEAE) (FARAZ 48R LINICHIT ., XIXARAFNICHRIELIRAZRISHRBLINICEEL
EESEREEEL. AESR(TEAE) RUBMERZ#ENLIz. BEER (TEAE) ERKEEED
. ZHtOFVD. BEEOFORVELEEZROXRETOBRBRUBKIEEOBTE
#1To1=,

HBE

¥1 modified intent-to-treat® [ : ITTERH (B’EAILSNIE LI EABRELZRAL. RAROEREODEEEX
IFEAR D FFEFERDBONTHERE) DO FEEBFRIEN SIFMLURNITEARELRAL-HERE
X2 EEAIESNIEIL LABREXIRAL-HERE




HR

<E#:HE>

QEFEHARUERNE MITTER)

RFR26M 2 DEERE AR U EERSE

FEFEER RV EELRIRFHEIEB OFEMFTIE. [T1]. [T2]. RWTITIIDIETER
B Zgatekeepingl ZEWIRTEZ1To 1=,

ChIz&Y . FEFFHIER RV EELRIRFHAIEER O FE— D@ REERITRA0.05TH D

CEDMREESNT =,

[MIFEFHEER 200mgd¥ vs. TS REDRA2EMZDEREL
[T2]EZLEIRFMEE REABEFEEZEOERFELXOHERIGHE

[T EELBIREHBEER 100mglE vs. TSEAREDIRA2ERZDERFSRE

AR 2B R (CEERH LN EERERELROON-HERE DB SIZH LT, AF|100medE.
200mgBt L TSR EDBICHEEEMNEDH LN (p<0.001, A ATV EIRETIVIZE T
BWaldt&3E) , [BEfEH L D200medE vs. TS REE (X ETMHIEE) . BEBRED 100mgdE vs.
TSt (EELRIRGHAIER) (FREIRA TR R]

) BEFBEKIZBOTARISOMeE T TS ERBLOMICEREN RO ONEN > (ZFDOMOFHEIER)

Ff- RA2BREZOEREEXOAESREELZDH SN 1= (p<0.001, Cochran—Armitageltd [[1$&
iE) . (EELEIRETHEIER . BRI AENIER)

FEREEORB R (EERERHHED 1) ZOiOFHES :
FRHRORBRILIE (EREEIRGHERS'2) M 50mgRU100mg vs. P,
100 & 50mgRU200mg vs. 75t
f—— *%%:p<0.001 (vs. PSR, LEM

80.2% DBEELY  BERGE. SELORE
. s (BB HRE ) 78,24 &4) )

80
#:p<0.05. #2#: p<0.001 (vs. 75
TR, FEHOHELZL)

BR= BEHICIO SR EN—AT1
DEERPHEOREOERESZD/C
OYRFrvZERET LICHIFTBEWald
#E

FE&LM : Cochran-Armitaget&m]
H&IE

T fEQEER>. BEMNREFIBOXERE
HEACRESNIIRE. R HREIR,

68.2°

60 55.0

SROP TR

40
235

AEERL

204 166

(S5 A VE)

T T
IS5tk 50mg 100mg 200mg
(n=211) (n=85) (n=207} (n=179)

IR FA2EF R R I BRI R R UBRREN RO ON-HBREDES
(LAHEAER . T EFHMIRE . ERGEIREHBIEE . £ DthOFHEERE . mITTEE)

() RIGHE

X1 BEOEEEMWARERANONMAEE IXEITEE INSLHEKIIGSHIE
X2 BROEERMWERERAMOIMPEE IRITEE INGIERIRITTEE G52 E
* ERERFS4REOEBEEEER 77— LAV TEBEDOEFEEZFEL .
O=ERfALIL. =B E DEESE. =P FE DA, -EEDEHE,

IR A% DERRE K R U B AR E

RARICEBEENBOONI-EERE DEIE(CH T, KFI200megBE TIFARA0 &M S,
100meBf TIXARA1 BRSO TSR BLOMICHEEENRDHONTE (p<0.05, AV R T 1YY
ERETIVIZEITHWaldiRE) . [BFHEAROONIHBREDI ST ZTOMOFHEER.
138 IRFA2EFRE % D200me¥ vs. TR (X EFTMIER ) (TR AT HER]

‘F= RARICERRENZOONHEREDESITELTE. 200mgB TIFARA07EM 5.
100meBE TIAR A 1BRE N ST S RBELEOMITHEBENRHLN* (p<0.05, ASRT 1Y
JEIFETILIZE T BWaldiRTE) . [BERBEAROONI-BKEREDEE X ZDMDFHEIEE.
L%, RA2FRERKRD100med vs. TSR (EELRIREHEIER) 3G HITHER]

ENAFISOmeBE TR T T ARELOMICHEENRO NG Mo (ZOMOFFEIER)
7E2) AKI50me B TIXAR BB ETTSARBLEOBICHEEZNBOON G > (ZOMDOEFFHIER)
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30

100 ZOMOEES :

Fotern=211) BRA0.5~1.505/% SHAE vs. ISR,
50mg (n=85) 265/ 50mg. 100mg vs. FSEm
80-| —M— 100mgin=207) *x%:p<0.001(vs, FSER, FEHD

B\BEBH)

#:p<0.05. ### : p<0.001 (vs. F3t

. EEHORFEZL)

£ o BEREHIC R SR EN—2 5 VDT

E FHEOERAOERESSHLEOV ATy
JEREFILICBIFBWaldigE

T 1EDIEBR. [ERNREFIROEREN

BHICRESNLIBE. HEERER.

—&— 200mg(n=179)

o
5 (EEHERE')

0.0 0.5 1.0 1.5 20

ARFA % ISR (B5RS)
IRARICERAERISZEOON-HEHREDE|S
(LAIHERER, Z DD EHEIER .
== URR B 25 RS2 D 200meRE vs. TS5 RE T ETAEER . mITTER)

1005 ZDBOFAES
F3tumin=211) BRA0.5~1.505M% SHE v; TIem,
5 «ox  205RI% S0mg. 200mg vs. PSR
S0mg (1=85) (BEEBEENE ) - . : S

*%%:p<0.001 (vs. Sl BEED
HEH)

#:p<0.05, ### : p<0.001 (vs. Tt
W, SEMOEERL)

go-{ -~ 100mg(n=207)
—&— 200mg(n=179)

# 60 HEEMIR SR EN—R (VDL B
2 FERDEBDEMESHIOYAFAy
% JEREFIVCBIFBWaldiEE

8 t fiEOERR EEIEDERN
(%) 40+ BHICHESNVCAE. BRREIE,

204

00 05 1.0 15 20
ARFA4: DBFRS (5:50S)
RE®ICERERENZEOON-HEHEDE|S
(LAIHERER . Z Db DEE{HIE R |
F=ZLIRFA2EER £ D 100meEE vs. TSERBITEELRIRIMIER . mITTER)

S Z DD ERS L F AT (mITTERF)

M)TRUDREABEADRISA (M) T2 TRIEDELN/M) T AU TIEFR+5 Tho1=) DER
PERBNETECAH NITAVDRGAEO RISE. IRA26EME% OBERE X R UVERH
ENBOON-BREDESICHLTREEAERSIEI o= (BEFEE %K p=0.153, BBRENE:
p=0.168, AL ATy I EIRETIL) . (BT J IL—TRHT)

-REERRERENEARYROBER ARG (ARMER BN S&E58M) /AR
B (Z0ih) 1O B R EF BT ET oS5, ARSI, RA2EMEZOEREXRUER
WEHRHONI-HEREDE SR L TREEAERIGEA oI (BBRNE p=0.290, AP ATy
YERETIV) . (BT T IL—TEH)




AR 2B AR ICEERE RN ROONI-HBREDES
(LAIHERER . )T 2L DRTABRAD RGBS AR OREERN QYT 7 IL—T8H .

mITTEFA*)
e AH| RE| RE| Y
TS5uRE 5OmgE 100mg R 200mg XE{EA
. " 14.6% 20.0% 34 5% 43.4%
MUTEL T ey | a5t | (1a/621) | (51/148B1) | (53/12240)
DEARE p=0.153
~oRR | B 21.4% 10.0% 26.5% 34.0%
T+5 | (12/56%41) (2/2041) (13/49451) (16/47451)
. 0.0% . 22.2% 44.4%
I MR ooy | | e |z i
’ N 18.2% 23.8% 33.9% 40.1%
(35/192450) | (19/80%1) | (61/180%1) | (61/152f51)

#:p<0.05, ###:p<0.001 (vs. TS5, LEMHDFARELL)
RARRICBRESRER—ZASIVDRERFHECFERDEREEDH-AOC ATy IRIRETVIZEITS

Wald#& 7E

a: ARHE P EREETo TGN
b: BEAMOBIRFED =B D A% 15EL

AR 2R ICERRRENROON-HREDEE
(LAIHZRER, M) T2 DRLAERA~DRICH RS AR AR OBEER OY T 5 IL— T8,

mITTERX)
— s AH ARH ARH o
T5tuRE 50meEt 100mgE: 200mgE REER
LR Rt 54.3% 71.0%* 80.4%"** 83.6%"**
o ud HY (82/151451) (44/62151) (119/14841) | (102/122451)
DFCARE |- : : - - p=0.168
~D RS it 57.1% 65.0% 79.6% 66.0%
+45 (32/56451) (13/20451) (39/49451) (31/47451)
47.4% 88.9%" 74.1%
# a
" AR+ (9/19431) (2/580) (24/27151) (20/27151) _
A= 55.7% 70.0%* 78.9%*** 78.9%"* p=0.290
sk (107/192451) (56/80151) (142/180%1) | (120/15245l)

#:p<0.05, ##:p<0.01, ###:p<0.001 (vs TS5tR, LEMDARLEL)
BREHIREHEA—RSIVDRBEREFHENERADEREEHOCRTYIERETILIZEITS

Wald#& 5E

a: BEA0BIRBD=O B D AHEIBE

¥ M)TEUOFEABRO KRG TR, mTTEAOSLEETA T OFERRBRIHIMBRELTREL
t=o TR TAUTIEFR 2 IO BARRIZLU TOESY THoT -,
EETMNTAODERBRBRAHIEBREDNDSIS., M) T2 TIE

P e 26.3%(172/65541)
1. A GELEFR 9 TH-ERE 16.9%(29/172451)
2. —ELIRREMAEONEI o HERE 0.6%(1/172451)

3. N)T AV hEERIE LI ERE 2.3%(4/172451)

4. BEAILEKIRERIC. FERABEORELLICETIEME

(MTOQ") 27 AHE Aot HERE 81.4%(140/1721)

5 EROEAICKYRIET+7 e n-1KERE (L5234

D35 DECEL 1B 83.7%(144/172451)
6. N\UTAVUNWZERTHAHERSE 2.9%(5/172451)

* migraine Treatment Optimization Questionnaire

O =LEHLWEHAEIK (MBS) DE A (mITTER)

R ZICRLEDLOMEAEIR (MBS) *DE XA RDON-HEBREDESIZHENT,
AFKI100meBE B U200meBE & TSR BEDBIZHEEEAROH LN (p<0.05, A AT oYY
BIRETILIZEITBWaldRE) . (ZDfDEHEIER)

~FE =, 100meEBE TIXIRA BRI S TS ERBELOMICEEENEDOONLY (p<0.05, AY R
T4V EIRETIVIZEITDWaldiRTE) . (FDDEEEIER)

) AREISOmeBETIE TS RBLEORBICHEEEANRD LN, 1= (ZO MO FEER)

31




32

(]
o
I

#:p<0.05 (vs. 7Sk, SEEOHE
L)
£ PSR ENR—2S A VDB
80+ 7 DEMOEWESHIOTR
F0uDEMET LB BWaldiRg
55.9 m 60.37
?g% 60 - AR 58.0 2
5 465
&
@ 497
204
B (73) () RIEHE
T T
IStk 50mg 100mg 200mg
n=157) (n=59) (n=150) (n=121)
Bk AA2m M R ICREEH LULBELEAEIR (MBS) DEA N RO ON-HEEDEE
(LAIHERER . Z Dt DFHEIEE . mITTEE)
100 #:p<0.05 (vs. TSR, LEROERE
p
TSR (n=157) L)
50mg(n=59) REAERICH SR EN— 51 DR TR
807  _m~ 100mgin-1s0) FERORROERESHIOTZT 1
i JEREFILICHIFBWaldE
i
B 60
=1
Ell
a
@ 407
20
0 T T T
0.0 0.5 1.0 1:5 20

AR AR OEsRE (579)

RAZICREEHLVDBEREAER (MBS) DERAREDHONI-HKEREDEIE
(LAIHERER . Z DD FHEIER . mITTERE)

3 most bothersome symptom: By, FBE. SXBBDSE . ABRERBANHERE N REEH LV EEAE
RELTEIRLIER RRARTIZCSH LD FEEFEOREFERN AN HEEE DH)

@B E LD (Modified) ITTEM)

- IR PR 240 R 2 (D BE 5% 5 2k D #5#5 (Modified) X' MBSO LN -HERE DEISZH T, RHI100mg
Bt 200mgBE L TSERBOMICAEENROOLNTT (p<0.01, A AT v EIRETILIZE T
BWaldi&3E) ., (ZDDEEMIER)

) AFISOmeBE CIE TS RBLORBICHEEEARD LN -1 (ZOOFFEER)




100 #%%:p<0.001 (vs. FS5ER £

EHOERSY)

##:p<0.01, ###:p<0.001
(vs. PSR, SEHOTEEL)
RAEMICHRSHLIA-25
DR BE/RTFHEOQEROERES
BHEOY AT v IAREFILICS
[FBWaldigE

T EDQIRBIE. EENRETFIR
DERFEHERICKRESNILIAB.
HTILREIR,

2050 =) 2483 (z omomEE)

80+

60

ROPITHERE

&
i
=l
=
i)

40+

23.5
BEEGL

201 166

14.2

(35)

TStk 50mg
(n=211) (n=85)

(27)

T T
200mg FStR  50mg
(n=179} (n=190) (n=75)

() =il

100mg
(n=207)

100mg
(n=181) n

200mg

154)

BESRH K DL (Modified) DRSO LN -HERE D E|S
(LAIHERER , Z Db DEEMEIE B | 205 R1% (ImITTER . 24B R (XITTEA™?)

¥1 FEREICONTHLAF 1 —REXIBHRAREZAVT (S, ARER AR R RICEBAVALL. 24854
BROBRATHLHBDEEEA AR IRIITERE ITHDH &, 24K K D EEFE O EIEE O FFEFERA
"BohGh>1=-HERE BT A LRI LT,

X2 4B DEERAXE, TTEREN G245 H & DR O EEEOFHEER N Fon G o= BRE X
BITMBIRL TS, COT=8. 2K R OmITTERE LY BHIHLS DL,

SEEDEFEELAFEFTORMITTER)
CEFEREHEDORRICIIERDERFERETTORBOFRIEL, TS5EAREE.2687 . &K
50mgE¥6.88FF ], 100mgE¥2. 7585 /. 200meEE2 3005 ThHoT=. (ZDMDEEMIER)

BEFEEBRORLKRICESIERDERFHERETORRE
(LAIHELER . Z Db DEHEIE R L ITTEM)

TS5wRE# A FI50meBE AFN00mgBt | AFI200mgEf
(n=212) (n=87) (n=208) (n=180)
SRR HRBIE 178 72 188 153
BEESHRETO
RS D P R {E 9.26 6.88 2.75 2.30
(B (6.26, 13.44) (3.46, 15.19) (2.40, 3.78) (1.54, 3.02)
(95%{EFB X ) *

X 95%{S 38X [El (XBrookmeyer&CrowleyD A iZTHEH LT -,

OHEAFADIEEICREFTEENTTER)
RAEMBICEEAEFADIENZDHONENO-HEREDEIEHZE T, KHFI1200mgdE &
TS5ERBLEOBIZAEEENROHLNTE (p<005. A ATy EIFBETILIZE 1+ BWaldig
E). (ZDMDETMIER)
) ARFIS0meE . 100meB CIETSERBEDEICAZENBOHLNEN 1= (ZOMOTEET)
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100 #:p<0.05(vs. FStM, SEHOHE
xL)
SAEMIIRS#HEN-AS/YOFEA
FPHEOBEDBEEZSHIOIR
F4wIAREFILCBITBWaldiRE
80
i 60
5]
&
2
=
a
(%)
40
24.7 254 28.7*
HEERL BEERL
20 18.4
(38) (51) () =inE
0 T T T 1
TSR 50mg 100mg 200mg
(n=206) (n=85) (n=201) (n=171)

RA2EEFERICBBREFEAOXEAROONGEN O BEREDEE
(LAIHELER . Z D thDEHEIE R L ITTERE)

X BEEEAOXEE HBRECLS. BEEFEANOXBEEICHTSHER7—IL, BEFRIBEELEFADX
BIIEDERETI M ? HIHL T, WEREIIRBDOR T —IL[XELZL0) . BEOXZEN), HELLXE
(2) B RFHLNDE ) IEAVTEHEY 5) TIXMELL (0) 1 EFHEL-HEREBDRE . f=FL. ARER
FARTICI &AL (0) 1 &FFM L - 4R BR 3 (BT M SERSI LT,

OPGI-CITRIFTEEITTER)

AR 2R & ICPGI-CREA RO LN HEE DI EHCHENT, KEIGH LTS RELDM
IZHEEEMNRHLNT(p<0.05, AP ATy EIRET ILIZH T BWaldiRTE) o (Z DD T IE
8)

1007 #:p<0.05. ###: p<0.001 (vs. 75
R BEROFRERL)
80 65 BEBER—ASAVORE
ETHROEROERESHLOYR
i F v DREFIICHD BWaldizE
60
% 247w 48.3°
g 404 356
(%) 236
20
. (50) (93) () : RIS
T T
IStk 50mg 100mg 200mg
(n=212) (n=87) (n=208) (n=180)

RFA2B R ICPGI-CREMN O ON-HERE DI S
(LAIHERER, DD EFMIER . ITTER)

3¢ PGI-C[patient global impression of change : #E& &1L A EILICRET A AIEMNREDFHERT—IL, B
FGARERAZOHMRIEIEDLSITEMN ? IITHL T TBREDRT—IL (FEEIZKEHEL. hMEYHRE
Lfz. T hICHEL = BEAL. DT HIZEILLz. hMEYEELTz, EBICKECERLE)ZRNTEE
g B1ICkYABRERAROMRENFEEICKEHELZIRIETALRYREL - I LFHEL-HHERE DE
2

=

OPGI-CITRIFFTEE[EEEZFHHHFVWRMER) RBOFER (ERHY/FIELL)
(mITTER) 1 (BT 5 IL—T )

EEEZREHMOEORWMER) RBEOAEINOSS EABNEToECA, FHMEOHEN
ERUERDEEEROEEL, RA2EMZICPGI-CHEAROHON-HEREDE|AIZHNLT
REERZERSIEI o1z GRENEDHEL: p=0.164, {BIR :p=0.727, AR Ty Y EIRETIL), (Y
5 I—T )




FEMHOENRMEEDRIBEOEERIZHT=.
BR FH2BERE 2 [ZPGI-CEREN RO ONT-HHERE DB S (LAIHERER ., YT 5 IL—T . mITTER)

. AFI AF AF -
TS5RE 50mgEt 100mgE: 200mg XE{EA
. 64.7% 48.1% 53.4%

FENE BY (2/760) (11/17451) (37/77451) (47/88451) ~0.164
BEN | L 24.0% 28.4% 44.8% 48.8% p=r
¢~ | (48/2000) | (19/674) | (56/1256(1) | (40/8245l)

18.2% . 52.3% 50.0%

- BY | iy | XN gy | osaomy |
AR p=0.727
fL 24.5% 36.4% 44.3% 51.5%
| (48/19661) | (28/7741) | (70/158%1) | (67/130%1)

RAZRICBRERER—RSIVDRERFHECFERDEREED-AOC ATy IRIRETVIZEITS

Wald#& 5E

a: BHA0GIRED=-OHRDHELRE

<TEMU> (REMFFHIER R RER)
AEER(TEAE) M D HRRE|S (L. TS5HREE23.4%(50/21445)) . RHFI50mgEE50.6% (44/8745)) .
100mgE£70.7% (147/208451) . 200mgE£80.8% (147/182451) T 1=,
EMERFORIFVEE X, TS5ERE145%(31/21441) . AFKI50mgEE47.1%(41/87451) . 100mgEE
64.4% (134/208451) . 200mg#$80.2% (146/18245) THo1=. ELENERIL. TREORDEBYT

HoT=.

HRHARICEWT. ERGHEEER.

FHEMER—E (VT DE T LIZFER) (LAIHERER)

HBRAPILICES>-HEEREUVRTHOHE I LM o7

TS5tRE AFI50mgEE AHF|100mgBE | AHF[200mghE

(n=214) (n=87) (n=208) (n=182)
EFEMHHFEN 6(2.8) 18(20.7) 76(36.5) 89(48.9)
1ERR 11(5.1) 7(8.0) 43(20.7) 40(22.0)
Bk 2(0.9) 6(6.9) 23(11.1) 21(11.5)
| NAE 1(0.5) 5(5.7) 13(6.3) 18(9.9)
& E R 0(0.0) 1(1.1) 10(4.8) 22(12.1)
Eib 4(1.9) 2(2.3) 10(4.8) 15(8.2)

n(%)

MedDRA/J version 23.0

DULDEEEREXRBLHRE LS THEERER (TEAE) DRRE S RURAEEE™

(LAIHERER)
TS5uRE A H|50mgRE AEI100meBE | AHI200mghE
(n=50) (n=44) (n=147) (n=147)
srxy | BE 48(96.0) 40(90.9) 131(89.1) 124(84.4)
(TEAE)®D | HEE 2(4.0) 4(9.1) 16(10.9) 22(15.0)
BREEE | g 0(0.0) 0(0.0) 0(0.0) 1(0.7)

n(%)
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FEHEOHFEND, BEEHFVRVELEESFR(TEAE)D
FEHFE TR (FRR) B U R #theRa (B ™ (LAIHELBR)

TS5tRE AFI50mgEE AF|100mgEE AF200mgEE
(n=214) (n=87) (n=208) (n=182)

RBEET . REET . REET . FHIET .
DESES e Liss| DESES EEE T LisTs| DESES e s DESES EEF s

FEIE 10 15 0.9 15 0.7 3.0 0.6 26
HELY | (04-16) | (04-20) | (0.3-1.7) | (1.0-2.8) | (05-0.9) | (1.2-4.1) | (0.5-1.0) | (1.5-4.7)

EERtE | 115 (11%%?:_ 14 34 05 33 05 6.0
HELY | (115-11.5) 1006) (0.9-32) | (1.7-45) | (05-0.8) | (1.0-5.7) | (0.1-0.8) | (2.4-10.0)

(R 1.0 2.0 16 30 0.9 35 0.8 3.2
- (05-2.0) | (1.0-55) | (0.9-2.2) | (2.0-35) | (0.5-1.6) | (2.0-6.6) | (0.5-1.4) | (2.0-5.0)

i 33 8.5 05 38 0.7 2.9 1.0 58
= (05-11.8) | (3.3-16.0) | (0.0-4.1) | (3.7-6.5) | (0.4-16) | (1.4-54) | (0.5-1.8) | (2.5-12.5)

o R AE (1SR H-FE 3mSR H)
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LWOFEBRFEFTOBRBMRUOFRERBZRL -, 2RFETORREE (I, FEMEHFEL39.4%(188/477
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TEBM: FEBICHITIRARMEOEREL RURLEDLUOBEHER (MBS) *& K|
BETSERBTHET S,

BIREM: FEEICH T HBEMERRURLEDLOMEAHER (MBS) DB KIS T HAFIFED
FEBUICRBFEIEEET S,
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- HEEROREEHNORRETHIES
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%
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A7IE BEHAMOLASE. RERUHSHEFALRAEETH A, RIZTNODFETOEEN
METLEAHESHLTER TS, BRIT7THABVEEREEFORIEENS NI LETRTT (RRO711
~201FhEEDXE, 21 ~0EEEDXE),
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AERAE

FEAPHECERAOEELZBIEFLLT. ARET TR B X IEARFIS0mgEE . 100mgBiHL<
1£200mgB 12, 1:1:1: 1 DL TEMESICEIYT H =, HERE L. 1BID FEFEFEIEICKIL T, B8E
NEEENTEEXIFEETHELRDHONLEWMEEIZ, BBRE (TR IEEFI50me.
100mg., L <13200mg) Z HEFR R B4R LINICIRALE: WIERA) . AHXERTIX1RO K 5EE
FAEICHL T, BREICKRLTHERA2EERZ OFET T RN SHERAZ24FRURNIC, LR
Fa1—ABXIIERALAEDE=OHDARBEOEMBRAX TIHERAZLTHENIEELIZXGEMAR
). #ERE . AREDORAKSHER. ARERABICH T OIMELEFEEBIICEEHEL -,
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SZ=Y9200mg n=649*' n=528*2 | ®EMIERMA2EHM B CTMBRNRHSNG
b e S MolBET ABRENUADKAROLR

* REMBITIRER *2: mITTHR F1—-BEGSHAUBH-EBE (BIIARME)

© SLERIEAR % 265 RALIAICH "RHSN
1ot 285R % LI ICBRUIHE (BHRA)

¥ ABRNORAZERVAZ, AFORDBSN-AE-AE2RNVIAZRVUAZSIOESE,

FHEEE

<H#E>

FEMAER

- WIEAR A28 R ICEEREE K AR H SN HERE DB S (AHI200megBE vs. TS5HAREE)[1]

BEELRIREHAEIER
- PIEIRR 2RISR EEH LU FEEEIR (MBS) 2D AN RO LN - HERE D ES (KH
200mgEt vs. FS5EARED)[2]

- WIEIAR 2B CEREE A D RO DN - 1HERE D EIE (RF|100medf vs. T5tARE)[3]

- YIEIARF2BE R IR EEH LUV BEEEER (MBS) DEEA RO LN - HERE D EIE (AFI100mg
B vs. TS5RE [4]

- FIEAR 2B R CEERE A A R DN IERE D EIE (KFI50meEE vs. TS5RE)[5]

- FIEIARA2E R ICREEH LLOBEEER (MBS) D E LN EBOH DN - HERE D E A (RFI50mgRE
vs. 75tRE)[6]
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- FETMREE A TEBEANROONHBREDES
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X1 BEOSEEEINARERAMOIEE MEEIRIFTEEINSEKICEDIL,

* ERERFRIREOEEEEETMERy—IILERAVCEEDEFEELFTML -,
0=EEELL. =R ENHERE. =1 ZEDERK. =EENERE.

32 most bothersome symptom: &y, FBH. FHLBED S5 ABRERANICHERE N RBEHLUOBEHIE
WELTERLIER RARIZCSIh LD FEFOREERDAHAON-HEREDH) .
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* ERERFSIREOEREEETIMRAYy—IILERAVTEED EAEEETML-.
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IREDHEKELE FA0.025& LTz, TN DETlIE B (EMAIEE K #0.05 CEEH L DR
I BB E K #£0.025) THEHT LTz, [11[21[31[4](5][6]1% . mITTE ™ &R &RIZ1To 1z, REMEETE
BERIF. RE MBI RERERMRITIT otz BEER (TEAD) [LEMBAOHFEIZH MDD
T, IRAZSERLUAICEKR., RIEZRARICHKELRARISEHERUNICEEL-EETEREE
L. BEEXR(TEAE) RUBIERE®EHR L -,
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BEEHK. EBRRERUVRLEDOLOBEHAER (MBS) DB X DEEMTIZE 1T K AER UthF],~
EBIMOEBRERABEDT—2ORYBNIELUTICEED . HH. TETMERRVEELEIR
SHEIE B #RE. WE R UEMOEERERME O LZREADUKIHEIER TAAN G o115
Bl BRREHSBRNTIEARETH T,

T—ROEY KLY

LETMEER OAAND | AREVRRA2EREEZES
BAoTHE (RAIE) SRERZE X B AR A 2B R £ B m LASH
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SRERZE WO AR FA 2B R A D BF responder®®_ Z O % (& 5L {5 = D
T—5%EA
ABEBREVERAERBLYEDOR R B R DT — 2% R

tuFERALI=5E

AEREXERA2EBUANORR
CARBREMRRA <3 5 5Hi)
AREVERABEEYEORR
BMORBREZBRAL | CAREMERAICH Y HEHE)
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1 modified intent-to-treat®E M : ITTHEM (E{EALSN 1B LI EBEBREZRAL. RAZROEFEODEEEX
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X2 EEAIESNIEIL LABREXIRAL-HERE

X3 BEANEE. AR T—4%EA
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QIEEHARUEERNE GEEEXIEIMTTEMN. BEREFITTERM)

WO AR A28 % DEERE H K R U EER R E

W E AR 2R R ICEERH KN ERREATOONEHBREDEAIZENT, RBISHL
TouRELEOMICEEZENROONT- (BERHH L IL50meEE : p<0.01, 100mgdE K& U 200mg# :
p<0.001, BEFERE XAFIREE: p<0.001, AP RTA VI EIRETIVIZEITBWaldiRTE) . [EBFEH
L D200mgEE vs. TS ERE(EESLMIER) . 50mgBE vs. TS5EAREE, 100mgE vs. TSR

B (EERLEIREHEIR B ) (IREMGBITHR, SFERADEFERE I ZTOMOFTHIER]
100 ZOMORTES:
[rr—— R IS BN ROONICRE
S .01, %%%: p<0.001 (vs. St
80 EMOEESY)
<0.001 (vs. PSR, HEED
65.9%¢
# %
8 o0 53.1
&
2
a
(%) 404 286"
FELHA
¥
21.3
20
(115)  (274) () : RS
T T T
ISR 50mg 100mg 200mg
(n=539)(n=516) n=556) (n=536) (n=532)(n=513) (n=528)(n=503)

VEIRR 2R ICERELARVERNENBDOON-HBREDIE
(LAHKE B, T E51MIEE . EEHEIREHEIER .
BEEH K EImITTEE™ ., EREREILITTER)

X1 BREOEEEINEARERAMONEE HEEIRIITEEINSEKICLEDIL
X2 BEROEEEDARBRERBIOIPEE IRIITEE INSCEL IRIFTEREILDIIE, HLLLIIRA
BIDIEE INLEKICEEIE
* ERERFRIEEOEBEEETHR—ILEAWNCEEDOEEEZIML-.
0=BEJEHL. 1= EDER. 2-FEENDIERF. -EEDERH,
%3 modified intent-to-treatfE [ : ITTEH (B A{LSNIEI LABREZRAL. RAZOBERDOEEEX
TR D FEH#E RN FON-HERE) D55 FEERRBEN SRR LINIEBRELIRAL-HERSE

BEELRUVEBREDHR

CEEREHRAROON-HERE DEIEI1ZH T, KFI100meghE K 18200mgEE T 1B AR F 1 B
BHOSTSERBLEOBICAEENEOLNEE (FNFp<0.05K Up<0.001, AR T 195
BIRETIVIZEITAWaldiRTE) . [ZEFERFADEIS X ZDMOTAIER . 46 . IRA2EEME%
MD200meBt vs. TS ARB(TETHIER). 50meiE vs. T5tREE, 100mgBE vs. T5HRE
(BELBIRMIER) (FREIAGMEATIER]

1) YMIERRFAOSHEBE I ARIRBLEL TS ERBLEOBICAZENEHLNEN 1= (ZOMOTHEEE)

FE- ERUELNZHON-HEREDESIZHE LT, AHFI200mgEE Tl #1E AR 05 & H
5. AFI50mgEE R U 100mg B TIIAMERAIBBENSTSERBELEOBICEEENRADHLN
1=%2 (N E 1p<0.05, p<0.01 R Up<0.001, AS AT 4w EIRETILIZE T ZWaldiRE) . (£ D
thoSTHEEH)
3E2) #)[E AR FH0.5B5 RS # (L A HI50meBE B UN100me B TIE TSR B LRI A EZNRHONE N 1= (F
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100+ FOMOFEEAES :

ISR EHOFER TEEH RO NIZEED
80 50mg gE
—— 100mg #%:p<0.01. %%%: p<0.001 (vs, FSt
=1 dokst=t10))
—4— 200mg i g :
60 #:p<0.05. ### : p<0.001 (vs. 75€

. ZEHOBEGL)

(BELHAFMAR ) (FEHIEE) SRR SEEN—2SA VDL ER

R DPBEORERE

(%) 40 - FHEOEROBEMRESHLEOI AT 1y
SERET LIS WaldHE
- / 1 DRI, RENREFBOE A
FAICRETNLIED. S=E@EIR.
(BECEIXGFERE ‘:
0 1 T T T
00 15 20
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(n=488)

) (n=469) [( 2}
(n=455) (n=456) (n=461) (n=528)

LB iR R CEEREEAMNRDOON-HEREDE S
(LAHKERER ., Z Db DEEMIE R | =2 LAR 2R %R D 200medE vs. TS REF T EEFLMIE
B. IRA2ERE#ZD50meEE vs. T5tREE. 100mgiE vs. TS5 REIZEELFIREHMEEE.

mITTEH)
1007 #1p<0.05. ## :p<0.01. ### : p<0.001
PS5k (vs. 7SR, SWMIEDHBEL)
a0 50mg HEEHICRSBEEN—2S1 VDL TER
2 B BOEEESHIEOIRAT (v
%R CHIFBWaldBE
% 60
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z
S 44
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0 T T T
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EZEHER R CHEABARENDOONI-HEREDEE
(LAHKZRER . 2Dt DFHEIEER | ITTERED)

S EHLEDLLLBEF AR (MBS) DEE (mITTER)

- ¥ EIR A2 ICRBEDL LV FEEGE IR (MBS) *DE AN RO ON-HBEDOESIZE L
T AL EBETSEARBLEORBICAEENROH LN = (50megsE :p<0.01, 100mgEE K UF200mgf¥:
p<0.001, AP ATy I EIRETILIZH T BWaldiRE) .

~FE 1=, 200mgEE T M EIARA30S HE M S, 100meEE TV EIRA IR ENS TS REEDR
ICEBEAZHOLNTP (p<0.01, A ATV EIRETILIZE TEWaldiEFE) , [FEH A0
B EIEFDMOEMIEE, 5. RA2BEEZOEXRAEE vs. TS5 ERB(EELBIREHEE
B) (SRR AR AT EE R ]

) AKIS0me B TIE IR ETHEENBOH LN o1 QERIE LB EABI RIS R . &5
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1007 #%1p<0.01. #%%: p<0.001 (vs. 5
i, SEHEORESDL)
RAZEHITIHSHEN—ATIVDHIE
807 BIBEOEROAREZ DOV
F4vZBREFILICH I BWaldig®
i T = OREBF, BESETIEDER
BB 60 487+ HEFICRES MBS, SFEREIE
& 40.8° 44.2+ (EEBBRIEAS )
2l i (EBEHREED )
= (BELEEIAFEHES )
%) 407 335
20
(172) (221) () RIGHIH
T T
TSk 50mg 100mg 200mg
(n=514) (n=512) (n=500) (n=483)
#E AR A28 A& IR EEH LV (MBS) DHAM RO ONT-HREDEE
(LAHKEAER . EELGEIREHEEE . mITTERH)
100 *%:p<0.01 sk p<0.001 (vs. S5t
F5ti . SEHEOBE®)
80 50mg #i#:p<0.01, ###:p<0.001 (vs. 7S5
—=— 100mg e iR, B E M DEBEEL)
(EEBRIRHEREE 1) _ e . -
# —— 200mg HEERCHSRER—51 Y OF R
B 60 (EERGEATGRG ) 55 IDEMESHIOIAT 97
% @REFILICET DWaldgEe
= t =0IEBE. BENREFIEDERES
%) 40 BRICRES TR HFIREIE.
20

0 T T
0.0 0.5 1.0 5 2.0
AR FR# DB (B5R8)
{n=440) (n=458) (n=456)
(n=436) (n=438) (n=451)
(n=418) (n=443) (n=442)
200mg (n=483) (n=418) n=417) (n=422)

& B R TRUEHLLVBEREAER (MBS) DIH KA RHON-HKERE DEIE
(LAHKERER . T DFHEBIER | f=FZLIRFA2F MR X ERLEREFHEIRES . mITTEED)

3 most bothersome symptom: Eily, FBE. SBBDSE . ARERBANIZHERE N REEH LV EREAE
RELTERLIER RRARTIZCSH LD HEEFEOREFERN AN HEEE DH)

QHELEFE~NDXEEICRIFIEZEITTER)

WERAERRICBEEEEFE~AOXENRHON-HEREDE|S (ZDMDOFHHIER) (ERIC
TTEBYTHY. YERA2EBMZICEEEFTADXENEDOONEI - HEREDEEXIC
BWT, REBHLETSERBELOMICHEEREZLNRHON (EFTHEDO D AIZE DL, 50megEE:
p<0.05. 100mgE¥ & U'200mgEE : p<0.001. Cochran—Mantel-Haenszel#& 7€) o

AER A2 RICAELEEADXENBOON-HREDEE
(LAHKERER . Z DM DFHHIER . TTERED

TS5tREE AFKI50me Rt AFE[100mgdE | AHF|200mghE
(n=576) (n=598) (n=571) (n=565)
X pEAL (0) 143(24.8) 187(31.3) 193(33.8) 209(37.0)
BEOXEN) 161(28.0) 165(27.6) 177(31.0) 145(25.7)
ZL0LVEE2) 139(24.1) 108(18.1) 91(15.9) 92(16.3)
Xt REENWE(3) 73(12.7) 76(12.7) 52(9.1) 57(10.1)
%‘I}é‘;;:&z—t) ® -~ p<0.05 p<0.001 p<0.001

ol : HEEE T IHEDFEADH E TR LI=Cochran-Mantel-Haensze & E (£ MDD HFI=EH <)

X HEEFEAOXIEE RBREICLS. BEEE~OXEEICBT2FHER7—/IL. BRIBELEEFE~ADX
BEEDERETIMN ? LT, HERENRBEDOR 7 — )L [XELZL(0) . BEOXE (1) ELLXE
(2) . R REFHNDER) IZANTEEY $) TIXEAZL (0) I&FHEL-#KBREDES
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OPGI-CIZRIFTHETTEM)
¥ E AR 2B R & ICPGI-CREA RO LN HERBEDEEXZE VT, AREBHETSEREL
DREIZHEENRHBNT=(p<0.001, Cochran-Mantel-Haenszelt& 7€) . (Z DD ELMHIEE)

100+ ###:p<0.001 (vs. 7SR, £EED
AL
HERTHEOEROFETHELLE
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g 60
)
:éu A1 2%k 42 S
(%) 407 0.6
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TSR 50mg 100mg 200mg
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PGI-CRO7DEE|E  WIERFA2FREZICHENROON-HEBEEDE S
(LAHKEER . 2D EE@IER . ITTEF)

3¢ PGI-C[patient global impression of change : #E& &1L A EILICRET I AIEMNREDHER T —IL, B
FGARERAZOHMRIEIEDLSITETMN ? IITHL T TRED R —IL (FEEIZKREHEL . HEYHR
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T B ICkYARERABZONZREFEREICKECHELIRIEM A GEY R E LI EFHAL-HERE D
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N.WFTNOBRELEBRELORRBENBEETELRL LTSN,
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A TS5tuREE AKI50megBE | AHFl100mgdE | AHKI200mgEf
(n=645) (n=654) (n=635) (n=649)
FEIEHFEL 16 (2.5) 55 (8.4) 112 (17.6) 114 (17.6)
{ERR 13 (2.0) 35 (5.4) 29 (4.6) 42 (6.5)
R 6 (0.9) 16 (2.4) 37 (5.8) 40 (6.2)
n(%) MedDRA/J version 23.0
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RABFEEUNITIEBEL B EEREESR
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~20[EFEEDKE, 21~40FEEDXE)
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s SFELRICEYRIEITIILa—IILOEAENHILLLIE AL EBDONDEE

£

X aAVE7BREEERT—IL

HERA A

FEEFHEEROEELZENIREFELT. HRETS R ITAFI100mgdEH L<[£200meghE
[Z.1: 11D TEAEEICEIYFF -, HERE L. 1EDOHERBRECHLT, BREOEEELG
EEXIIEETHRENREDOLNBVREIZ, ARE (TSR ILAHF100mgt LL[£200mg) %
FEFIRBABERLURNICIRBLE (FERR) . 1RO K EFEEEICHLT, REICECTHERR
2B OEET T RISV EIRARUEBRLUNIC, LAF1—ABRXIIBRABRD=HD
AREOEMBAXGERBZLTEEINIELLE*GEMRA) . #EE X ARZEORAR
485#%1 ABBRERAICHTIHNREEFERBBAGICEERL .

FERmFELE

(8@) R

BESEN l l > GLADIATORER
= GEE®RT. HHORA)

A A < = [CHB{TTTRE

RAoU—-=v7 J|ERE FAEBAEE®
P P ABFRLIAICERA nﬁﬁﬁﬁgT
Fbe

ISR =617* n=524*2

LT OBE(3. H)CRAA 265/ % D5 7 %~
S2A=U9 —630+ n=503+2 . ANORA%24BMLURICEREDENRAE
SA=Y92100mg n=630*" n=503 o TEHENTEELT.
SAZYF2200mg n=609*' n=518*2
*1 RRUBITIRED  *2: mITTHED

el i RMHENRHON
fent mrﬂw SRS (BEH)

¥ ARNORAZERVAZ, AFORDBSN-AE-AE2RVIAZRVCAZSIOESE,
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FF I

<BHE>

FEFHIER

- WIEAR 26 R ICEER L AR D ON - HERE DB S (AHKI200mgBE vs. TS5HREE)[1]

BEELEIXREHAEIER

- MEIRRFA2BEZICREEH LU BEEERE R (MBS) 2D E AN RO SN - HERE D EIE (KF
200mgRt vs. FS5tiREE)[2]

- WIEIARF2EERGE I CEEREE R A RO D= 1HERE D ENS (AF|100mgEE vs. TSR E)[3]

- YERRFA2BERE IS REEH LU BEEEEE IR (MBS) D SE AN RH DN - 1RERE D EIS (RFKI100mg
B vs. T5ARED 4]

Z DD EEmIER

- RIS CHEBEANROLN-HEBEEDES

- BRI S TRULEDLUOFEEER (MBS) DIHEANEOON-HEREDES

- EF I A THEEREYNRBOON-HREDES

- BEEEAOXENROLNI-HEBEEDE S

- PGI-CROT7DRE|E

<ZzEMHE>
HESERY

X1 BEEOSEEDNARERARMONEE TEEIRIITEEINSEKXILEDIL,

* EREEESIREOEREEETMRy—ILEAVCEEDEEEEZTML .
0=EAfE#L. 1= EDHERE. 2=hEENERE. =EEDER.

32 most bothersome symptom: iy, F@E. BBDIE . ARERARNHERE N REEHLUREFEE
WELTERLER RARICIIh LD FEROREERAAHAON-HEREDH) .

%3 BRARAN. BRAB05. 1. 1.5, 2, 3, 4, 24 R UN48RE 1%

X4 BEROEEEDARERBIMOMEE IRIZTEEINSEE IRIFTEREZHREIE, LLIKRA
BIDIEE INLLEKICEDIE,

* B AR SIREOEREEETMRAy—ILERAVTEEDEEELZTML .
0=EEJEZL. 1= EDERE. =15 ENERE. =-EEDERE.

%5 BEEFADZEE (HREICLS. BEEF~AOXEEICET MR —IL, BRTBEEFEAD
FEEEDEETTM ? IHLT, HEREBIIEBORT—)L[XELZLO) . BEOXE() ., ELLVE
FE(2). xR EANE (3) 2BV TEHET %) 2 AL TEHi,

36 patient global impression of change : #{5% & [C& D ELICEAT 2 BRENREDFEA T —IL, BRMNAER
ERABOMNRIZEDISITT M ? IITHLT, TEREDORT—IL GEBICKREHEL. HMEYHEL
f=. HIMIHEL =, BEABL. T HIZELLz hMRYBELTz, EBIZKECERLI) FHAVTEE
i %,

X7 AEER(TEAR) LEMRAOEEICHIDHLT . IRAZRASERMLNICRE ., XITRARICHKEHELURA
BASEHMLNICIBEL-HEBRETR, T-. EELAEER(TE-SAE) (LBMIRAOEFEIIH N D
53, RA®SEBELUAICHER., IXRARIHRELRBZISERLURNICEEL-EELEEERETE
%0

HATE B

AMEOBRFIEFEEIRICEIEEREL-, TEMAER RUEELE|REHEIE B O
TlZ., [1121[31[4]1D IE THAFE 1B R B gatekeepingE AV TE—EDBEBRERHEL, WThERTE
DEEKEZE FR0025E LT, T DO EFHIE B (EAIFE K %0.05 (FEREH X O I A
EIK#0.025) THRFTLT =, (11[21[31[4](1&. mITTERX £/ KIZITot=. TEMFEER X, B
BRI RERERNRIZTof=, BEEZR (TEAE) (LEMRADGHEI M MHLT, RAR
ASHERILIAICRIR, RIZIRARICHRBELIRA®ZSERUNICEBEL-EEERLEEZL.AE
EZR(TEAE) RUBIERZET L=,
FEFAMBEERVEELRIREHEIEE OB TIEL, RAERIEREHERN—RS/ODRER
FHEOFEROAEL2EOE-OC ATy IRIRETIILERWNTEALE.
BEEH K. BERRERUVREHEDOLOBEHEIER (MBS) DBk DETIZE T2 K AER U E]~
EBMOBEBRERBEDT —FOBMUYFENNILUTICEED ., 8. TETAEERVEELEIR
SHEIE B A RE. WERUEMOEERERBEZ O LR ADUZIEIER TAANEIH o115
BlE. BHIXMEHSBRNTIBRIEETHo1=,




T—H2DIRYKL

LF%EMIER DA NA
B oTHE (RAIE)

SRERZEAEIAR A 2B R R B

SRRV IR A 2B RE B s LLSH

non—-responder

fhFIERALI=5 &

SABRZEX B AR AR 2/ R AN OO B £

BRERA2BMBEZE TIlEnon-
responder®® FM & (XFMESAD
T—H%EFER

BREMERA2EBLVEDER

FER RO T—2%ER

AREVERA2EMUAORR
RREAERAICX Y HEFiE)
BREMERA2BELYEDORR
CRREMRARA IS $51)
BMORBREZRALLFERLUBED
HAFRTEMOBREIIHT S
ZEAMEEDOANLN LGN O5E
TREREIBNNAR A IS 9 5 i)

KAEZE $Hnon-responder

BMOEBEERAL
=5&

non—-responder

1 modified intent-to-treat® [ : ITTERH (BiEALSNIE LAREZRAL. RAZOEREDEEEX
TR D FHEIE R TS NI-ERE) D55 FEERFEEN DFHLINIAREL IRAL-HERE

X2 EEAIESNIEIL LABREXIRAL-HERE

X3 BEAENEL. A a0 T —4EER

LS

<H >
QHEFEHARVERNE GERAKEIMTTER, BEREFIITTER)

#E AR A2 R D BRI A R U EE R E

W E AR A2 R R ICEEEH N R RE A TOONE-HBREDERIZENT, RFIRHL
TS5ERBEEOBICHEEENEDHLNT=(p0.001, A ATy Y EIBETILIZE I+ B Waldig
TE) o [BBfEHKD200medE vs. T ARB (XEFMIBER). 100med vs. TS5 HRE(EEL
BIREHMEIE B ) ISR AR #E R, B @R m DBER N E X Z DM O FEIEE ]

1004
. HE Zo8a
-
w0k p<0.001 (vs. FStit
80
70,04 71.4
#® 60
B
x 49.7
&
o
(%) 40 282 32,27
SR FEIEAR )
20- 15.3
i (80) (234) () : RIS
T
73R 100mg 200mg
(n=524) (n=471) n=503) (n=477) (n=518) (n=462)

YERA2EAE R ICHEEE R RUVERREN N AOON-HREDES
(LAHJERER, BB RUEELEIREHMBIEE .
BERESE K EImITTEE™ ., EREREILITTER)

X1 BEROEEEDARERAMOMBEE). hEE IRILTEEINLTERIGLIL
X2 RO EEEDARERAIOIPEE IRIITEE INMSERIRIETEE 12552 &, HLLIKIRA
AIDITEE NSLELXICREIE
* ERERFRIEEOEREEETHR—ILEAWNCEEDOEEEZITML .
0=BEJEHL. 1= EDER. 2-FEEDIERK. -EEDERE.
%3 modified intent-to-treat&E [ ITTHE (BEA{LSNIE LU LAREZXRAL. RAZDOBEREOEEEX
IEAER D FREFER M FEON-HERE) D55 FEEREEN S LUNIABRELIRAL-HERSE
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BRI R R UBEEHED#RE

BEEEAARHON-BEREDENSIZELT, KF200meBETIX A ER A 1B &M S, AF
100mgEE CIE M EIARA 1 5EREMN S, TS ERELOMICHEREENEHLNT=P (p<0.001, AY
ATV EIFETIVIZEITBWaldiRE) . [ZEFFHERRDEIS L ZO MO MIER . 48, IRA
2051 D200mefE vs. TS uAREE(EEFHMIER) . 100medi vs. TS5 ARE (BB R XA
EHB) ISR RIS R ]

) WE IR A0SR & T AKIR B LTS RBEDBICHEEENBOHLNEN>T= (ZO MO EEIFR)

F - BRERESROONE-HEBEEDEARICENT, AFISH CYRRASHKE#EM M TS+
RELORBIZEEZEEATOHLNT=(p<0.05, A ATy EIGETIVLIZE T ZWaldiEE) . (FD
haFFEHIEE)

100 ZOHDHEES :
RHEDROSN A

FS5tR
—i— 100mg
807 _¢— 200mg %»:a:n%io.oc‘ (vs. 7St SEMD
" ###:p<0.001 (vs. St BB/HEDE
& 60 BEL)
2l
&
4 .|
% O
204
09—
0.0 0.5 1.0 1.5 20
BRAA#% DBFR] (B5RS)
ISttt (n=431 n=440)
100mg (n=402; (n=419] n=427.
200mg 4 427)

(LAHJUERER . Z DD EEMIE R . 1=1-UBR A 2B R 1% D 200meB¥ vs. TS5tREH T EESTEIE
H. IRA2EMED100meiE vs. TS RBIIEELRXREEEIER . mITTER)

100 #:p<0.05. ### 1p<0.001 (vs. 75t

L BEMOEELL)

TSR
—— 100mg N—2SA DR
807 —¢— 200mg ... FHEOEMOEREZHOIRF v
y  JEREFIVICHIFBWaldERE
#®
& 60
=
2
& 0
o *
20
0 T T T
0.0 0.5 1.0 1:5 20
BRAI & DB RS (B5R8)
ISt (n=554) (n=441) (n=456) (n=465) (n=471)
100mg | (n=451) (n=467) (n=476) (n=477)
200mg (n=555) (n=435) (n=448) (n=457) (n=462)

LB il R CEERNENRDOON-HEREDOE G
(LAHJUEER . Z DD EEEIEE . ITTERD)

S ELEHLWFEHFAEIR (MBS) DEL (mITTER)

-VIERRFA2ERERICELEDL LOBEEER (MBS) *DEENROONE-HEBEDESIZHE L
T AFEBRETSERBEOBICHERENZROHONT=(p0.001, AP ATy I EIGETIVICE
[+2Wald#&E) .

“F - REIGETIL, WERANS ENSTSERBELEOBICAEEENREH LN T=(p<0.05, O
ATAVIEIRETIVIZE T EWaldiRE) . [ZFHARFADEIEIEZOMOFHEER . 8. IRA
2B DOARFIEE vs. TS5 EARE (EELRIREHAIER) (IR R]




1004

%% p<0.001 (vs. TS, £E%
DEESEY)
BAZEHIIE SHEN—AS /ORI
80 BEFHEOERAOARESHEOIR
F4vZEREFILICBIFBWaldiRE
t (IE DB, EENREFIROEE
w AHEEICRESNICEE. HFHREIR
B2 60 -
&
= 40,9
a8 (EERERITHES )
(%) 40
295
20
5 () : () : SR
piachi 100mg 200mg
(n=488) (n=469) (n=481)
MEMR A2 ZICRLEDL LV (MBS) DEEAN RO ON-HEREDEE
(LAHJERER . EELRIRFHEIER . mITTERME)
100+ *%%:p<0.001(vs. FS M. BELD
ISt D)
—— 100mg #:p<0.05, ###:p<0.001 (vs. 7S5t
80 _g= 200mg i, SEUOFELL)
E; [CIREEEN—2T1 DR IER
i FHEQERADEREZZIHLOV AT 1y
B 60 JEREFILICBITBWaldigE
S%U e THEOESE. BECREFMOEE
5-3 (ERGEXFERE)  BSHICRESNEIRE. BFIIEEIE
404 o
(%) T EELHRIERS )
20+
0 T T T
0.0 0.5 1.0 1.5 20
RFAH DB (B5RS)
SR (=524 (n=386) (r Q0) (n=406) (n=488)
100mg (n=503) (h=379) (n=393) (n=400) (n=469)
200mg (n=518) n: ) (n=385) (n=394) (n=481)

&R R TROEHLLVBEREAER (MBS) DIERARBHONI-HRERE DEIE
(LAHUERER . £ D DFFEIR B | 7=ZLAR A2 MR (T EELRIRETMEIEE . mITTERM)

3 most bothersome symptom: By, FBE. SBBDSE . ARERBANIZHERE N REEH LV EREAE
KELTEIRLIER RRARTIZCSH LD HEEFEOREFERN A SN HEEE DH)

CHEAFADXBEICRIFTIEZEWTER)

VIERA2BERICEEEE~NDOXENROHON-HEEDE S (ZOMOFHEEER) IFXKIC
TTERYTHY. YERA2EMZICEEEFTADXENEDOONEI - HEREDEEXIC
BUVT RBIRBETSERBLEOBICEEENARDONI (EFHED D MIZE <, p<0.001,
Cochran—Mantel-Haenszel#& ) ,

PERA2EERICAELEEFAOXENBOON-HBREDEE
(LAHJEKER . Z Dt DR B L ITTERM)

TS5tREE AF|100mgE AF200mgEE
(n=554) (n=562) (n=555)
Z &L (0) 119(21.5) 181(32.2) 180(32.4)
BEDOXEN) 156(28.2) 137(24.4) 115(20.7)
ZL0L\RE(2) 122(22.0) 95(16.9) 92(16.6)
Xt REHWE (3) 74(13.4) 64(11.4) 75(13.5)
%‘i‘g;gﬁt) 4 - p<0.001 p<0.001

oliE : HEERE T IHEDFE AN H E TR L=Cochran-Mantel-Haenszeli& & (£ LMD S I=EH )

X HEAFE~AOXEE RBREICLD BHEEE~OXEEICET2FER7—/IL. BRIBELEEFE~ADX
BEEDEETIMN ? LT, HEREINRBEDOR 7 — )L [XELZL(0) . BEOXE (1) ELLXE
(2) . R REFNDE ) IZANTEHEY $) TIXEAZL (0) IEFHEL-#RBREDES
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®PGI-CICRIFTHEATTEH)
¥ E AR 2B R & ICPGI-CREA RO LN HERBEDEEXZE VT, AREBHETSEREL
DEIZEEENFERDHSNT=(p<0.001, Cochran-Mantel-Haenszel#&7E) . (F DD ELEIER )

1007 #i# 1 p<0.001 (vs. PS5, BEHED
ARGL)
FEBATHEOEROERTHEELL
80 4 Cochran-Mantel-Haenszel#7E (257
OB HICETIL)
.?% 60
=
&)
& _—
(%) 40 37.2%% 37.8%4%
21.8
20
: (121) () RLmE
IS5tk 100mg 200mg
(n=554) (n=562) (n=555)

PGI-CRO7DEE|E IR RFA2FEEZICHENROON-HEBEEDE &
(LAHUERER . Z DM D EEMIEE . ITTER)

3¢ PGI-C[patient global impression of change : #E& &1L A EILICRET I AIEMNREDHERT—IL, B
FARERAZOHNRIEIEDLSITETMN ? IITHL T TERED R —IL (FEEIZKREHEL . MUK
EL.hIMITHEL. EihEL. DT HICEBELEz. AEYERL. FEICKECELLI)ZAHNT
e B]ICkYARERABZDONREFEREICKEHELIRIEMAGYRE LI LFHEL-HERE D

)

<ZEM> (REMMIER ; R MBI RER)

BEER(TEAE)M DOHIFE &L, TS5HNREE16.4%(101/61745]) . AH100mgRE36.3%(229/630
f511) . 200mgR¥42.7%(260/60945I) TH 1=,

BIERAMORIRENE X, TS5EREE12.6%(78/617451) . AFI100mgEE32.5%(205/630451) . 200mg
7$38.9%(237/60945) TH o1z, ELENERAIL. FRRDERDESY THo1=,

CBELGAEETEZR(TE-SAE) ¥, TS5 wARET1H GEDIEMEKRE) . AFI200megEE T2 [F A,
SIE (B 1D IZBHONA. WThHABRELOREBERIEFEESN .

CARHERICEWT, BB ILICE-AEE R (TEAE) D& (X ah o1,

CEEBEBIYM TR AREDORBRICIFIOFETARO NI, ERIL, thElOBHKILE
ERETH =, ARELORRBRITHOEHIETI SN,

FHEMER—E (LT DEE T EIZFEIR) (LAHJGKER)

HAE T5tuREE A F[100mgd¥ AHI200mgEE
(n=617) (n=630) (n=609)
FEIESHEN 19 (3.1) 75 (11.9) 94 (15.4)
R 13 (2.1) 36 (5.7) 46 (7.6)
&R 14 (2.3) 33(5.2) 32 (5.3)
n (%) MedDRA/J version 23.0

X1 FESRZR(TEAE) [LEBMIRADHEICHAMNDLLT ., BRAKISEFBLANICHIE ., IZRATI-HELRA
BASEERILINICHEL-EEERETE

X2 BIMEAIERRBEBROETE CESHRWVEESER(TEAE) EER

X3 BEEGHEER(TE-SAE) (XEMRADEEICHANMDST, lRAHKISHREILINICEIR. XILARARIIZ
HELURA®RSHBLUANIEELEEELETERLES




@ #%‘EE M4AER (LAIJ/CENTURIONERER) (S EIAT—4) (R &

E]:0)

<ZEERH>

TEBHM: RERICHSITARAKHZOBEFBER RUERE O FERREICHTS—ELE
BEIMERRIBRETSARBTLET S,

BIREH: FERICN T 5E NN ERRIBRETSEARBTHER T S,

<EEHRH>
ARERDOHEEENDOXENJTIEREDOFELTET 5.

¥ HEFHMEIEE OERICOVTIXEHEEE DIESR

HEBRTHI

<Z_ESH#>
FEMH, SHRER. fiAE, BEAL. —ET5R. TS5t RWE., HTERHER

<FFERH>
SBIHE. ZiesRER. fiME, FRERL. FER. RUKREHER

BEEE~NDXENHIHEREETHINEARAES
<ZEEHRH>
1613451 : <t BBEE 538451, AFI100mgEE 53945, 200mgEE 536451

<SEEHRH>
40145 (FERFR AR LRBREZ IR AL - E R

FIEREE

<ZEFHH>

18U LD EL

\ICHD-3D B EEI NI RUN1.21FHm=TRIKDH D RXILFTKRDLNFERES

AN AHEYOREREEREMNI~8E (1A DOEFBAHHAI5ARE) THIESE
BEEEADOZEAHDAEREOBRYEMELULTHIESE
-REROREEHRIN0ZmR G THIEE

‘MIDASH*#ZaA7 N L ETHZESE

<EERH> (ETHANEELIZETRILER)
—EEREIICEML, —EERSITEL LD AEEREISILTARELRALLEE
CEERHATRABRIELG o EBE

*

¥ EFRICOVWTILEHEIEE DRSS R

FRRREE

- BE1I2HAMRNICIEBERER. RIZZOMOEHEEELIIZREEMEREZDREN
HEEE

AR ABHEYDAEFARRII/NIILEY— ILEEDFERE A EBDEE

C RT3 B URNICHERRFORBREEZ R TS A5AEEMIBRXIIERL:
£25

s BRURIDEOH TEW RSN -EE, XkVisit 1(RIY—=25) £ LLIEVisit 28715 A
LAAIZC-SSRS*MEIZIZHIEARSEXILTEAROON-EH

c RO —Z UGN ELURICEYRIETILA—ILDEBREAMKEERNAH L LILE R KE
MNEHLNZEE

%

X aAVE7BREHERT—IL
E)BERAE S, BERAICRIEL AR, RIFAVIO—ILFELSNEDFEELAHIEETEA AN
aaEELT=,

AERA A

<Z_EERH>

WREXTBE . X BE2. AFI100mgBE X (F200mgEE(Z1:1:2: 2D L CEEAIZEIY i+ F1=, #]
BEE AEORBEERECHLT. EROEEENTEERILEETHENROHONT thD
REEEABREZRALTCVVEMESI(C, ARE IR RUS B2 TIE TS AR3E R UAH
50mg1 [E% ARFIFETIEAE100mgX [£200me) EFNZF N D FEAEFKIRRABELNIZRAL .,
RRERAZSHEULORBREED T T, ROFERREIEO-ODORAZITL. AREDRA
%AsE5ME. ABRERAICHTIMREEFEEBFICHE L,
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<JFERE>

_EERPRTR. —HOBEREIFEERIABITLUI . FERYITIE. ROV—= T KR
(CEERYIOREBRE T RIRLER—) T, £H1%AF100mgBEIEIY 1 F 7=, LIEDRIZFIZ. F
SERUVEBRMEICEDE0Mg X (£200meglZEEB A REL LTz, HERE (L. 120 AR, HEBEREIC
HLTENENIRT D, A EHERDTITABREELRAL, ARERAR. 246U LD
MfREHITT. ROFBEFREOEHORAZTVD. AREORANEUVRAZOEESINT:
R T. ABRERAICH T 2 REMEE BERICERERL.

ZEEIR : JFER
| AR (E50)
womste ol ol o=l wel § 4 7
BEAHBE (1 EBOREZ HBRICREES. 20 BEICHRR. 305 RICRIEERE) BE1208M
2OU—=T WERlL SRIEBAE 4885H 48651 486 78~
P B2 ARRLMICARA Bk Bk Bk —EER

BT REE
_ N _ . SAZYIY _ N '
MR1 PSR }n=500 ,— 75tk —50mg — IStk
sim2 75k | "7 — 56 — 75em - Somg T — 523992100mg
n=485*" _ _ n=401*'
SAZY9100mg n=459+2 — 100mg 100mg 100mg s sy J

S52Z3Y9>200mg N=486*' _ 200mg — 200mg — 200m S2ZY5Y50mg X3
gn=466’2 e e g || 3AZY9200mglc

*1 | MBI REL (HREOWNIR 7S tKE =500, SRAZY9>/50mghf n=323) E
*2:ITTSERR H

X BRI TSERTS5ER/EHOmg TSERDIER . SBEH2E TSR/ TS5tRTS5HR
AE50mg D IEF TR

S R

<BHMHE>

—EERH

FTEIMEIER (100mgBE B U 200meEE vs. TS5tRE)

RAD FEREEERORAEEZICERERNDROON-HBEEDE S

- FEEREREIRI OS5 2E L E* CHRA2GMZICEREANROON-HBREDEE

EELRIREHEIE B GFCEEEMNEOEDIX100mgEE R U 200mgEE vs. TSHAREE)

RV B EREXERORA2ERZICIERERESHA RO ON-HBREDI S

- REERREIE D55 2R L L CRA2MEZICERUENROLN-HBREDEE

RO FEREREFORAIBMZICERIENBHON-HEBREDEE

-RAD FEERE RO RAR24GHERERINFRYL-BBREDEIE

R FEERFEERORA1ERZICERERNEHLNI-HEEEDE|E (200mgEE vs. TS5

HRE)

M) TRUTER+ R THBBEEEFATRIO FEFE RO RA2MEZICEREX

NEHON-HREDEE

RYIOHEREXEERORB2EEEZICAEEFTADOIENROLNEIN>T-HERE DB &%
£

Z D DBIREHHIE B

-RAD FEBRERORA2RMRICKRLEDLOEAER (MBS) Y DEEAARDH O]
BREDEE

-RADFERREERORARS MR TEBEERSROON-HBREDEE

-IRVID FEER RO IR FA2B M & ICPGI-CEN RO SN -HEBRE DB S

*
Z DD EIREFHHE B EHREDEEISHT D —ELI-ERME)
MITEUTRFTATHOBRERFA LT OMOBEBRERATO ., FEBHEEIENDS52H
LLE CHEBHANRBOON-EREDES

F
FERM

FEFEER

MIDASK¥ 27 D _EERPDR—RS/U LD FEHEILE

F 28| R 1E B

MIDASOEEREERE . HR BB RUV A7 ED_EERADR—RS/ONoDFEHELLE




<mEH>
EEEGH

X1 BEROEEEDEARERANMOMEE] IDEEIXFTEEINSCERICESIE,
* ERERFRIRMEOEREERETMERT—ILERAWNCERED EEEFFTMEL-.
0=BEfEAL. 1= EDIERK. 2-hEEDER. EEDHER,

%2 AHF100mgBE R U200meE L. RILABREXRAL-RVDIEDRIEOAHAERRELT=,

X3 BBREOEEENARERAIOMMPEE IRIITEEINSUERIRIIMEE IHDIE, LLLIZRA
AIDIEE IALHEKICESIE,

* ERERERIEEOEREEETMER T — LAV CERO EEEZFTML-.
0=BEfEHL. 1=B2EDIEHE. =P EEDHER. =EENDHEMRE,

¥4 REERICHTALAX 1 —EXEEFKABELZAVTIZ, ARERM26MEZICEBICEKL. 24850
BOBFRTHEEBIALLTNSZ L,

X5 ThRYTALCER+ R THOHREINERTEEERDEESH,

X6 HEEF~NDOXIEE(HWEBREICLS. BEEE~NDXEEICETHEHBRT—IL, ERIBEEZ~D
XEIFEDEBETTN ? UL T, WEREIIBRBEDOR T —IL[ZELL(0) . BEOXE(), FLL
X[E(2) | MEAREHIDE (3) IZALTEHET ) TIZMELL (0) ILFFME LR EDEIE .

37 most bothersome symptom: Bily, FiBE. FBBDS5 . BRERAANICHERENFLEDLLUOMERE
FERELTRIRLIER (BRARTIIZSN SO FEBFEDOMEERN A SN HEEDH)

%8 FRAHEI. ARA0.5. 1. 2. 4, 6, 24 R U 48B5 8%

%9 PGI-C[patient global impression of change : #{E& & [C kA ZEILICRET A2 BIBFMNRED MR —IL,
BRVARERAROMRIIEDLSTIMN 2 IIH LT, TEEBEDORT—IL GEEICRECHELZ. B
BYBELz. hTHIHELZ. TIEHL. DT HIZERL-. AMEYEELTZ. IEBICKECELT)
FRAVWTEHET ALYV ARERBEDOMREFEICKEHEL - IEIMTOGYHEL-IELFFMEL
F-HBREDEIE,

310 Migraine Disability Assessment: iB8Z&3nAMD HEFEEED X EEF*EELTHEHERT—IL,
#HRaAT7IE BEHAROLEE. RERUVHKHEEINFAIGEETH A . RIZTNEDEEITD
EEMMETLEEHEZAHLTELE TS, RROT7THAEVNIERBEFTORIEENT N EETRT
(#RATN~20FHEEDOXIE. 21 ~40FEEDXE),

X111 BESBRAE) TV TR BRBRETECOHRDIRTOEEEREERL. BESR(TEAE) (&
FRA%4SEFFELIANIZHEIR. RILIRAFI-RBELURAZSHEBLURNICEEL-EEEREEE. .
EEGHEEBERSAD FEYMAHITE. AR TECOHBOIRTHOEELEEERLTEEL.EE
HHEER(TE-SAE) (XARFAZ4SERLINICHRIR ., X ILRAFICHELIRAZ4EHLIANICEEL
BEELEEERELER.

fRtTEtE

BRI EEREICEIESEREL .

FEHAEER RV EELRIREHEIER (&, ITTEE* R UITT-consistency E ¥ & R R ELT=,
REMTMIER L. REMBINRER 1R EL -,
FEFMEERVEELRGHEIER O ZEHDFETIX. Graphical approachz FALNTE15E
DBIREFFAEL =, FIBOBERIL. T U0 ERFERORA2REMEZICERELNSE
HoN-HEBREBDEGIZONT, RFIRHETSERBZEER I A REGEREICEY L TONT =,
< HEERREIR M55 20 LU L THRA2FEMEIZ (CEERE AN EBDHLN-HEREFDE|E(ZDL
T AFERETSEARRZERTHRGREIL. RYDRFLEHNSIN-IHEIZOHERL
Tzo BARBEHOEINSINZEICIE., TORFBEEIZEIY B TONFIEDBRIEEDH LN
ORGSR EICHEANRIN -, TEFMER RVEELRIRHHIER OBEFTOREICHIETS
2HRDFE1FEDBIRILEAE 2 FA10.025ZFlfES L f=, GE . EEOETIEHAIBEKE0ST
EhElt=,

FEMBEER X, RAZHICRSHMEEZ SO0 XTI EIBETIVLERWTEHAL.E
BKEFMAI0.05E LTz, ZDMDENREEMIEE L. T EFTMIER LRBOOAD ATy EIRS
WERWTETL-,

Fi-. FRICHEEL-EDEDO D EFERHT [N T2 TIEFR+ 9 THHHEBRE (M) T4 T
ER+HTHO=WBRE NI T2 TRIEHAELN-HEEE I ZOMDITTERDHERSE) ]
#=11o1=,

BEfEEA. BEIERVURLED LV HEEER (MBS) DEXOBITICENT, B EDTME SR
TEHFZITMEE DA AN G256 (REHE) . RUFIZRALIGEEOMFIRARIE.
non—responder& 1=,

REMORBRITI. ABRLERERREECLEOEEER (TEAE) D EEZ1To-. BEEER
(TEAE) IR A48 ANICR I, RIZBRARICHKRLRARSERURNICEEL-§ESE
RETFEEL. BEEXR (TEAE) RUEBMERZEHRLT=.

X1 EEALCSHIEM EARELZRAL. RABEMNEBECICEROEEEDOMERNBOLN-HERE
X2 MTEEDOSS. BHEOREITHTE2—ELLEEICETIVT A DBTICHL T, ABERRXIE
IO+ RN EO NI IRERE"
* FEEARMEIEDS52E L LICKT 2R OFHETIE. ZRAD2E X (E3EDITTO FFH*f F &747
SREBEREFZECHLT, 2L QAR RIEFEOERNFONIHERE
X3 EEALCSNIEL EAREZIRAL-HERE

51




52

R=ZSAVDOMN) T FERRBTTER) < ZEERH>

pof:ick:cd A FI100mgB# AHI200mg R
(n=487) (n=459) (n=466)
FITEBREREHY (n) 318 294 306
F)FTETIER+ 59 TH-T=
#HERE [n (%)]

204(64.2) 196(66.7) 212(69.3)

M)AV TIET R Tho-HBRE IDEE
TR)FETIEFR+ R THOHERE 1EE. UTOVWT MDY TIIHEEEL,
FITET—EBLIZHEMN AR FA 2B e 22 DEEJEE K7L
BohiEhof-#ERE =IED FEEE R IE3E D55 2[0 CEAREE KL

IO XN
S 3y
I‘Ujol)-l//nﬁg ?&ET&@F&FEEE

- — *1
PLLECLOBSBRE 22 (NTA DR XEIZES)

mTOQ-6[migraine treatment
optimization questionnaire (the 6—
item version) 1% : K EEREAERD R
HbICET 2 ERIZE-61E A ir]>
DSLNAEBEDEF AT (&RE
24) BMEL B E

X1 B|IE. FITEUERAL T

¥2 WE, N TEoDERLHLHHERE

AERTHLUT

AFORAEEE (REUHBITHERER) <EERY>

EEREATIE, 2BIDKREN00mgEEIZENY T DA F=AY. LIBE D ERRREFIZ, 50mg~DFE A
200mg~DEENEOHLNT=, S0mg~DELEFEH (L. HEELH69.0%, 200mg~DEFHE
HIE. A +0HEHHEH02%THoT=,

AFI100megZ B L 1-1RERE 1X67.8%, 200mgl T2 L LUIRE MK L 1= 1RER & 1512.7%, 50mgl BEL
LAREMEGE L =4 ERE (X10.5%, B E DR ELE R # T o= BEBREL7.2%TH-o 1=,

EHOORAREE
7.2%

50mgICZEEE Ul
10.5%
—

200mgICZ B Lk
12.7%

100mg %4kt

67.8%

R

<HBHHE>

ORUDHERFEE<_ETHREA>

BEEHARUVERNENTTEH)

RO BEEREEEORMAGFEZICERELN RUBBREHROON-HREDE S
IZBVNT, RFIEBHLETSEARBLEOMICAEEENROHOLNT= (p<0.001, AP ATy EIRET
), (BEEHEKTEETMER. BERANETEELEREHMAIER CHY . BRI AERER)

E . RO R EREREBORAIBRAZICEREARVERRENEDOON-HEREDE
BIZBEVWTH, AFEBHLETSERBEDORBIZEEEZNROHONT CHLD100meEE :p<0.01,
SHED200meRE . ED 100mgE R U200mgRE : p<0.001, O ATy EIGETIL) ., (BEREE L
M200mgRE ., BEFEHRED 100meBE R U 200me & (L EBLBIREHEEB THY . BRI RITEE
B BEREHEDI100meBE T FDMDBIREEIER)




100~ s¥x:p<0.001 (vs. FSth £SO
a—— WRBY)
- s LM SR MEEZHLIOYR
80 654w EEe FAvIAREFI
(EEBEATEAE ) ssmamemagy T HEOEERE. EENREFIEORE
i PRENSRES NUTAB, AT TR,
B 60
]
5-5 413
40 29.34es
0 25.8°= (EEHERS')
(E=FEHES )
20
8.4
. (37) (183 (108) 4(274) (127) () REHI
T
Piac 100mg 200mg
(n=443) (n=419) (n=434)

=YD FERBREEFORA2EMRICERERRVERRENROON-HREDEE
(LAIEABR . X EFTMMIEE . EELE|IRTHEEE. [TTERE)

1004 TOROFEES:
_- H%& 100mg vs. SR
. skk:p<0.001 (vs. FSER. BFH
80 DFEED)
##:p<0.01(vs. 7SR, LEHODR
w0 L)
B 60+ 48.7++ 47,000 HREHICRSHEMNESHLOVR
i%ﬂ (EBGERFENE ) (EEsEmEEE') T AVIERETI
"S. t M EDIEEE. EENREFIROEE
(%) 40+ PREICHESNIZER. BT R TIE.
29.3
12,74+
209 (EBBEREFEAS ")
2.0
. @ 3o () : EEH
T
Pach 100mg 200mg
(n=443) (n=419) (n=434)

YD FEFERERORAIRHRICEBEARVERRELVZOON-HKBREDE S
(LAIVGHER . EEARIRGHEIEE . £DMOBIRTMEEE . ITTERE)

X1 BEOSEEEINARERAMOIEE HEEIRIITEEINSEKICHEDIL
X2 BEROEEENERERAMOMMEE IRFTEEINSCEEL IRIITEE 2HE2E, L LUSRA
BIDIBE INSEXICHEEIE
* ERERFRIEEOEREEETMAT—ILERWNCEEDEEEETML-.
0=BEfEHL. 1= EDIERE. =P EEDERE. =EENERE.

hITELTER+ R THHBREICE T LBERALRVERRETTEADSILETEUT
[FF+5THIRERE) (BT T IN—T#E#)

NITRAUTER+ R TH B EEA CTH L ERBHTET o, TOHE. YD FERFEHR
e DRR A2 R ICEEBE R R U BB REN RO ON-HEREDEFICE T, KEISHE
TS5 tRBEEOBICEEENEOLNT=(p<0.001, A AT IEIRETIL) . (B TTIL—THE
. BRI EELERGTEIEE)

1001 *#%:p<0.001(vs. PSR, $HH
DOFESY)
p——— ##5:p<0.001 (vs. 7M., SEMD
80 rp———— L)
64,55 HEEHRICE SR EZHIZOYR
" 60.1%5 F I TDREFI
5§ 60 t H=OESE. EEGREFIEOET
5 DEEICEET NI IAE. HF IR,
= 399
@ 407
2400
[ =4 b AE ")
20
8.8
. a7 @7 () b
Pidcai 100mg 200mg
(n=193) (n=183) (n=203)

RO EREEROIRAEMZICERELARVERRENZHON-HEBREDIES
(LAIVERER . EELEIREHEIER . ZD DB REHAER .
I IN—T@. MTERDSHM TEAUTIEA 9 ThHo=-HEBRE)
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EHLEHLLVEEEIR (MBS) DEL (TTER)

ERPID HEEREFEERORBA2EZICREEDLOBEEIER (MBS) *DH LA RH NI 1HER
FEDERIZBVWT., REISHLETSERBLOBICAEENROH SN T= (100mgEf :p<0.001,
200mg#¥:p<0.01, AR TAVIEIRET L) . (ZDHMDEIREEHEIER)

1004 ##:p<0.01. #h#: p<0.001 (vs. 5
2R, BWIEDIHERIL)
RO SR E g EZH O
804 F4yIARET IV
i
B 604
=
gl &
= 40.4% 39.0%
@ 07
280
20
(1) () I
0 T
TSR 100mg 200mg
(n=396) (n=376) (n=395)

=D FEEREREERFOIRA2M &I
RUEDHLVOBEEER (MBS) DEEN RO ON-HERE DI &
(LAIJERER ., T D DEIREEMEIEE . ITTER)

% most bothersome symptom: Eily. F@EL. SBHBDS5 . ARERAFIERE S FELELLVOBERE
KELTRIRLIAER (BRARTNIZCN S0 FERDOREHEERLALN-HHERE DH)

BEEHADOESE(TTER)

D HERFERORAZRUARBERELAISFHEL-BEBREDBISICENT, KEI& &L
TS RELEOMICHEEENRH LN T= (100mehE K U200medE :p<0.001, AP R T4y Y EIGE
TV, (BELRIRFHAIER .. REMLETHER)

100+ #x%:p<0.001 (vs. 7SR, £H4LO
| P pyT— BT
(H48) _
= BRI SR A S OYR
TAvIZORETIL
80+ T NECIRE R, BEEIIRTE FIEDER
HRENCRESNIEE ., HFIFRTIE.
# 60+
53
&
2l
a
(A
29,34
25.8% (TWEEAES )
(FEFRES )
17.3”’
20 13.6%* (ZRBEHRFERD )
(BEEAHEEE )
8.4 4.3
(19)
o (108) ) (75) () RIbEE
TSR 100mg 200mg TSR 100mg 200mg
(n=443) (n=419) {n=434) (n=443) (n=419) (n=434)

R0 FEFEREFORAKRAFMBEREEANFREL-EREORS
(LAEABR . EEGEIRFHERE . ITTSRED

¥ REBICHTALAF1—ERIERAREZAVTIC, ARERA2MRICEBIVHRL ., 24851
DEFRTLEBAEERL TSI E

BELEE~NOXEECRIIIZEATER)

B0 REEREEEORBEBZICEEEFTADIENEDHONEN>-HEEEDEIEXIC
BVWT. REIEBHETSERBLORBICEEEZLAH o= (p<0.001, AR Ty I EIRBETIL),
(BERRIRFMEIEE . RGBTSR




1007 ok p<0.001 (vs. L, HEED
W)
SEEMICE S B M ESHEOYA
80 FAvIARTFI
T =R, BEOREFIEDETE
" B I e = N EE
B 60
=1
£
&
)
18.6%* 19.8+++
20 - (EELERIMEEE (EEGRGHERE )
95
a (42) () RnH
T
ISR 100mg 200mg
(n=443) (n=419) (n=434)

RO FERREEFORAEEZRICEEEEADIEABDHONEN > -HEBEEDIE
(LAIUERER EELBIREHMEIEE . [TTER)
X HEAZAOXEE HRREICLD. BEEE~AOXEECEHTAFERr—IL, BRTBEEEADX
BEEEDRERETTMN? IITHLT, B EIIRBEDOR—)L[XIELL(0) . BEOXE(1), ELLVXE
(2). $ERREHIDLE Q) I ZANTHEMT 3) CIXEAL(0) | EHEL-HBREDNES

PGI-CIZRIFTEHEITTER)

R0 K EEEERORA2GERICPGI-CRENEOON-HERE DA IZH LT, £F
BELETSERBEDOBICEEZEENH 1= (p<0.001, AR T vIEIBETIL) ., (FDHDEIR
SEMIER)

100 #2¢:p<0.001 (vs. TSR, EEHD
=)
HAZEHICIRSHEMEESHILOVR
80 F v I@REFI
%
B 60
=1
2
&
@ 07 29.8%
20+ 133
0 (59) () RIbEE
TR 100mg 200mg
(n=443) (n=419) (n=434)

=AOFEFEFEERFORA2ERZICPG-CRENBOONT-HKREDEE
(LAIVGRER . £ DD BIREHEEE . [TTSRE)

3% PGI-C[patient global impression of change: #E&E KD ELICRT A2 EIEMNZEDHHRY—IL, BN
CERERAROMRIIEDLSTI M ? HUIHLT, TEBEORT—IL (FEFEICKREHE Lz, MEYH
ELE.HDTMHEL-. BELGL. bTMHICEBLIz. MEYEBELT=, EBIZKECELLI)ZRNT
AT A KYABRERAEOMRENFERICRECHELLIRIETHEYREL-IEFEMmL-HBRED

&

SBEHODHBERERE<—EEHRE>
BEEH R R U BEHRNE (ITT-consistency5E [)

BEEHFEIEOS>52E L LT, RAEEZICEBEARUVERRENZOON-HBEED
BEICEWT, AFIRBHETSERBLEORBICERENREHLNT=(p<0.001, AR Ty AR
ETI), (EREKTTETMER. SERNEIEELRRMIEL THY . R
7)
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100 #%%:p<0.001 (vs. SR, £F:HED

)
. —-_— BREHICRSHEMAESOREOTR
. s 66,7 TAyZERET I
62.31 (EBBERTEED ) T [FEDEBE. BENET FIEOEE
% BB ) PBRICRES N IEE, BT RREIE,
B 60|
=1
2
5 36.9
@ 40
207 43
(16) "
o (118) (49) (207) (82) (222) () ZieEs
At 100mg 200mg
(n=373) (n=320) (n=340) (n=332) (n=336) (n=333)

REEFEFRMEIEDS>52EULT
BEREELXRUVERBIENZROON-HEE DS  IRA2FM %
(LAIJERER, T EFMHIEE . EEAEREEMIER . ITT-consistency5E M)

FJTETEF T+ THoHEREICE T SEEE L R UEEERE (TT-consistency EF D 55

T2 TRER+R THOMBERE) (Y TV IL—T )

RITEUTRF TS THOHREERA TR ERAENET ol TOHER. FEFER/ERE
D362E Ll T, RAEMEZICEREARVERRENROONHBREDRSICHENT,
ARNEBETSERBLEOBICEEENROONT-GHERD100megEE :p<0.05, ;HKD200meEE,
HZED100mgHE & U200mghf :p<0.001, O ATy EIGETIV) ., (FDMDBIRELEER .
HI5IL—TEHT)

1007 #:p<0.05. ### : p<0.001 (vs. 5
i, £EEDHLBL)
- HE HEEMICHRSHAMEESHILOVR
80 rp———— FvIBRET I
- 6274
B8 60 -
&
g
&
(%) 40 336
504
o 4.3
(7) . y
5 (48) (17) "/84) (31) 704 () s
ISR 100mg 200mg
(n=161) (n=143) (n=154) (n=151) (n=154) (n=150)

REEEREIEOS52EUET
BEREEARUVERIENZOON-HEE DS IR %
(LAIVERER., Z D DEIREEMEIER . 75 IL—TfRH7. ITT-consistency M D55
TR TIEF+ R TH O HERE)

<zEMH> (REMFHER K2 ERTARER)

*_E5EH

FHERBEROLEVEESBR (TEAE) M R & (. xtHEE$36.8% (184/5005) [ TS+ KAR AR
32.4%(162/50015) . A%(I50mgfR FER%17.0% (55/323151) 1. A%I100mgE£67.6% (328/4854H) .
200mgE£72.2%(351/4864) THo1=. BH. TS5 REIIRATIE D FEREEICH LT, KA
50mgE¥ (X 1[E D FEEfEFAEICRTL T, 100mgd¥ B F200meB¥ I I A T4EI D FrEEf@ FEAE (TR L
T. FhEnRAL =,

FRERFHERDHBVEIERRIERE (X, xTEE25.8%(129/5004) [ 5t AR A EE22.6%
(113/500%51) . AFI50mghlk FARE13.3% (43/32345) 1., A#100mgE$63.1%(306/485%51) . 200mgE¥
69.5%(338/486f]) THOT= (ZHDREELMHOARIEZFTERLER) . THEMERIE. TED
FDEBYTHoT=

EEGEEBR(SAE) (L, BHTIHISLFEES. FENERE. BRSE. ME.BEE.E
it FHEREE. B (B 1) ], RFN00meBETTHISH [ REX (24) . FIEFE HM., Mg
. [EERE. MR, FEERE. BIEMAEER (R 14) ], 200meBETofil 1244 [ O b= fE (R
B.OBRE. BRAL. AREERER. BEHEE. REX X, EYELAER. FBEE.FF
. FEER. PEX. LREEEI (R 1) 1ICEBHON, ZTD56, FEE. BRSE (T




NETSEARRAR) . 2 (KFI100mgsE) . HRRE S H BB R U0 = &8 (A#]200mg
B IXEELGEEER(TE-SAE) M ThHotz. ZND5b A UEEE L, AF(200mgtDEER
BEABETELRLEEIIRShT=,

REEDIEICES-HEER (AE) O, xR T6M]. AHF|100mgEET364. 200megEETI7HIIZ5R
Honfz, EHPIEERIE, B TR (261) . 100mgB R U200mgi CREMEDENN(ENTE
NUBIEVBI) THoT=.

CREEBRICEVLT, BEAIO|E (T o1,

FHEMERA—E(WLWT DB THHLLICHER) (LAUEER)

- XHRE (n-500) AFI100meB | AHI200meE
BEXEE TS5ERBAR | ARFI50meiR AR (n=485) (n=486)
(n=500) (n=323)
EFEMHHFEN 28 (5.6) 19 (5.9) 147 (30.3) 178 (36.6)
B 14 (2.8) 7(2.2) 69 (14.2) 93 (19.1)
Eib 20 (4.0) 4(1.2) 51 (10.5) 68 (14.0)
B 13 (2.6) 6 (1.9) 51 (10.5) 67 (13.8)
1ERR 10 (2.0) 2 (0.6) 32 (6.6) 53 (10.9)
EERMESHEL 4(0.8) 3(0.9) 41 (8.5) 47 (9.7)
ENIE 1(0.2) 1(0.3) 21 (4.3) 30 (6.2)
HAOET 2 (0.4) 0 (0.0) 21 (4.3) 29 (6.0)
n (%) MedDRA/J version 23.0
S FERH (PRERE)

BESBR(TEAE) XM RIRBIE L. AFIFE61.6%(247/40141) ThHoT1=.

BIER R & (X, AFIF$53.6%(215/40145)) ThHofz. EHEMERIE. FTRROERDESYT
Hot=.

-EELRAEBR(SAE) XL, AFIFECeHI104 [ REYIRR. RER. T, FTRSMRUSTLIL
X—. BITAR. B, FEEE. REMRE. INREBRRE, FEFEHE &4 1IZR
Hoh, FN56, FEEFEITEELTEETER (TE-SAE) M THo=. WTHELRBRELORRE
RIFBESNII=,

GRERR UL ICE S AESRR (AE) L. AFIFT146I REMEHFEL (64 . F|AHIE 261 . F
REBKRH. SO, PR, DMERAE, EERtEHFEN (B JISEBHENT=,

ARHREBRICEVWT ABRELORRBFRNETESN TULVEVWETHIXERO SN o1,

FHEER—E (5%l EIZHIF) (LAIVGEER)

HARE AFIEE (n=401)
FEIESHFEL 106 (26.4)
FERLE 51 (12.7)
B 39 (9.7)
Eib 34 (8.5)
BERETFEIR 32 (8.0)
{ERR 28 (7.0)
Figpabnd 21 (5.2)
n (%) MedDRA/J version 23.0

F—AhvrFTH 2020568128

X1 AEEZR(TEAE) (LARAZASEREINICHER., RIZRAMICHKRLURMRISHELUNIIEELL-AE
BREEER

X2 BIMEAIERRBEBROETE CEHRWVEEER(TEAE) EER

X3 EEUHEBERGADFEYMTR. RBRETECTOHBOITRTOEELEESRLESE

X4 BEELHEBR(TE-SAE) [XRAZ4SERLIANICHIR. XITRARTIZHRELIRA®SEHERUAIZEER
LEEELHEEREESR

%5 AEER(AD) FEIWFHTE. SRETECOHBDIRTOEEEREER
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QERLI-ABERRECLICH N UEDAEERERBLL-BEREDE S

CAELERERERESMMEOHBREERNRELT, BELEEECLCIHULEDBEEEER
(TEAE) * 2 HBL-HREDEEFHELIz, TORE. ZEFRAITH LTI, 100mgBETIE
1[E B D FE/ET49.8%, 4[E B T32.0%THY. 200mgEE TIL1[E H D F{ET54.8%, 41 B TI3.2%T
Hot=. FHkIZ. IFERBIZH LTI, 1B B O FEIET38.0%, 41 H T28.7%TH>T=

BELEREERECEICH= AU EOBEER (TEAE) 2RIBLE-BBREDEE
<ZEEHRH> (LAUGER)

1B B DFE 2B B DHFE 3EBDHEE AE B DHFEE
jatﬂfﬁ a _b
(n=266) 51(19.2) 37(13.9) 27(10.2)
A 100meB¥ 126(49.8) 86(34.0) 78(30.8) 81(32.0)
(n=253)
A#|200meF¥ 132(54.8) 110(45.6) 92(38.2) 80(33.2)
(n=241)
n (%)
a:3X(X4[E] B
b:EFZET
AEL-RERRECLICH- AU LEOEEER (TEAE) ZXRBL-EEEDRES
<IEERH> (LAIUGRER)
1B B DFE 2B B DFEE EBDFEE AR B OHFE
A 90(38.0) 71(30.0) 73(30.8) 68(28.7)
(n=237)

n(%)
FT—ARHYrATH 202056 H128

¥ BEER(TEAD) [FRAR4SFELINICHER, XILRARMCRELRARSEHERUNICBEL-AES
REFEE

2)

L MHER

D NEFEIHEEHRZLMHSE (LAHL/GLADIATOR R ER) (WAEAT—4)22

B FEBM: FBERICHTI2REORAERRMERAOEZEERUVERHEREET S,
BIXREW: FEERICTA2ARFORPEDNEZIEERET S,
HERTH A | FEIHE. SHEERERE. fimE, BEAL. FER. REREHER
POE- 3 BEEEAODXENHDHIERZAITIHEARAEE2171H (LAHKERER R ULAHIRERZ 52
T L1355 R UA7656B1%ST))
(100mg#$1046451. 200mg#$112541)
FAEREE | -ATROFEIIHDDHST | IHSIZKSERREERE 5 8 (ICHD-2004) DB E4E - HEERE A
=
FEMERBRTHALAHKR B X XLAHIGRERZ S T LI-EE
=3
FHEBRNEE | LAHKEER X (XLAHUEERZ S 1R
HERAE ¥ REARF|100megEE X (£200mgEE (. 1: 1D L TEMESBIZE|Y (1=, BERE (X, WIED HEER

REICHL T EAROEEENPFERITEETHENROONZLMGEIZ, AFI100mg X
200meZ FAE R RARRE LIAICIRAL =, AR T, IRA2FFEROFHET T &RAGRAER
24 LINIC, LAF 12— EXIIBRABRD-OOXFOEMBAXITHERAZLTHELN
EELEH?, RR 12D AR ORBREARM P ICHEEL-EREOFEFERECHL T, DEIDRAL
BRI, BV o -REDAFIORAZITL. RAMRUVRARORESNI-MRET. AFR
RIcH I 2REEFEEBICREHEL=.




[#5%58 : GLADIATORGAR]
FFEIRT. SMOIRA

5 Y Y 5§

RR8EM BR120BM (1188, RUAFNTE 3588, 60RB. 92RBICHKER)

- '3 A ) A
AOV—ZVTHbR ROU—ZVT7Kbr  SFR(EMBE A
RIERIE RIERIL ABSRILAAICARAR 12n88
s BRI T RBR
I5tR
AZY950mg SAZII100mg n=991* n=954*2 P>
5 =Y92100mg
SAZYF2200mg SAZYI200mg n=1,039*" N=1,000"2 s>
(SEATEERIES ) * I REMRITIRERD  *2: mITTHE

1 AREREEEORETRIT. BMARA EERE100meB DHATEEELT=.
X2 RENORERVAZ. RROERZEIN-Ai%-AZRRFIVIAERUVAZINESE,

S

FEMEIER

ZEH(BEEEYSE)

Bl REFAMRIE B

BEREEEONBHON-RERVEEBRENE S

SRR ECNRBOON-RERVEEREDE S
ERBEHLOBEFIER (MBS) D AN RBOSN-RIERUVEREDEIE
*MIDAS¥* X7

%

X1 BEEZRAD) EEYF T, ABRETECOHBOITRTOEEZREEERZL. EEER (TEAD (XiR
Fk4SEERILINICRKIR. RIZRARIICRBRLIRARSEHBLUNICEELL-EEBREETRLT, T,
EELHESR (TE-SAE) IEARAZ4SEBUNICHI ., RIZRAFNICRBELRARISHFRLUANICEE
LI-EEGEEEREERLT-.

X2 BEEOEEEDARERAMOMEE]. hEE IRIITEEINSEXRIZGEEIL,

X3 BEREOEEEDNARERBAAIOIPEE IRIITEE INMSERIRIITEE I2HSZE, HLLIEIRA
AIDIEE IALUEKICESIE,

* EREERFRIEEOEREEETMRAT—IL RN CEEDEEEETML .
0=EBR%EL. IR EDERE. -1 EEDERF. -EEDHERE,

34 most bothersome symptom:ZEily, FiBE. BB D55, ARERARTIHERE N REEH LV EEE
KELTERIRLIER (RABRTIZCSN S D HEEFEOREEERNAHONHEEDH) .

35 Migraine Disability Assessment:iB8E31 AN R EFEEENDXEEEZEE/LTSEDFMRAYT—IL,
WROTIE. BEIHABOLES. RERUVHSHEENA T AIRETHoI-BH. Xli;#’hbo)/ﬂ'if]f@ﬂi
EMNMETLE-BAEZEHLTELE TS, RROATHHAEVIEEREBEFTOXEENSNILEETRT (&

A7 N~20[EHEEDOTE, 21 ~0FEEDKE)

fRtTEtE

AMEORTIEFEEBIRICEIEEEL . BIHEQEITIITTERS X IIMITTER %
HEIZTV. REEOENIEREMENT R REMCER]RIZT oz, BNMEFFHEIEER TIL.
BREEIZHTI2ADEZ120 O RUOEELH T EEMAL-. WEBRECEDFEDMEE.
BELE=ERME(~5EB, 10EE. 15E 8. 20E B) ZEIZEHMAEiIL=, 1=, ERNHEELEES
EMBEFELT, AERLE-FRERBMSE L L OHERE DT MmEITo=,
BRHXRUORLEDLWOBEEIEIR (MBS) DE XD ETIZEWNT, REIRA2BFUAIZLR
Fa1—EFAWIGEIE@BITNSKRN LT,

REMOBITTIX ABELERERREENBRULOEEICEST2EEESR (TEAE) DiEHE%
1To1=. EEE X (TEAE) (XARFA%48EEREI LIRNICHI ., XIXARAFIZHIRLARAZISER LA
BELL-EESREEEL. BESB R (TEAE) RUEBIERZEHLI

X1 BEALCINIEULAREZRAL. AR EEEREL-HRE

32 modified intent-to-treat®E [ : ITTEF D55 FEEFHR LN AR LINIARELZRAL-HERE
X3 EEACSNIELU EARELZRAL-HERE

¥4 FHBREORBRYBOINATE
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HR

<ZEME> (FEFTMEER ; ZeMBTTRER)

CAERFEROLEVEESR (TEAE) M ORI S (X, AF100mgEE45.1%(447/991451) . 200mg
#%52.5%(545/1,03945) TH->1=,

CAREHERDAEVEER*ORER S (. AFI100mghE37.3%(370/99141) . 200mgF$45.8%
(476/1,039f5)) THoT=. EHEMERIEL. TROKRDEBYTH-T=,

EBEGEEER(TE-SAE) "X, AF100mgEf T3HI[HEE K. B (L5) . MERE (F146D 1.
200mgEET8l12(F [ B % (244) . SR E L . BRFRIRE. Rk, RfEESELr L. ESEHE
TSR, RIS, RIBRE. EHAE. BEX. FENEREE (1) 1ISRBHONTHN.
WIFhEARFIEORRBERIEIEESNT=,

BRI ICESI-BEBR (AE) MK, AFI100mgBET11311. 200mgBET148flIFRHENT=,
FAPIEERITFEEOFEL (100mgEE T2815, 200mgiE T4445)) TH-oT-=,

CAREERICEVLT, BEFIO|E (T o1,

FHEMER—E (LI hh DEF T LIZHFKE) (LAHLEKER)

- AF|100mgE AF|200mgEE

XA (n=991) (n=1039)
FEIESHELN 152(15.3) 216(20.8)
{EHR 77(7.8) 94(9.0)
FERLE 51(5.1) 84(8.1)
RH 46(4.6) 60(5.8)
Bl 35(3.5) 53(5.1)

n (%) MedDRA/J version 23.0

X1 HEEZR (TEAE) (XRAZBHEBLANICHER., RIXRAFICHRELIRA®RISEHEBMURNICEEL-FE

BREER

X2 BIFREEREROBEE CERVEEER(TEAE) EEER
X3 EELGHAEER(TE-SAE) [FARAZ4SEFLINICHIR. XIZARAETICHKIELIRA®R4CEELNIZER

LEERELEEEREER

X4 BEFRAD)FEWMH R HBRETETCOHRDIRTOEEREREES

BB RBEREECLICH - HULDBEEZRERBL-BREDEE

CHELEREBEEENSEULOBREICEWNT, ARL-FEBRECLICH- IHUED
BEEE R (TEAE) *2RIEBL-BEEDEIE (X, 100mgEETIX1E B D FEMET205%, 5EE T
10.9%THY. 200megE Tl 1[8] B D FKAET27.5%, 5[E B T14.5%TH>oT=,

BEL-FEBRECEICH- ML EOBEER (TEAE) ZERL-EREDES
CRELI-FEERREEHLSEUEDOHERE) (LAHLEAER)

1BBEDOFEE | 20EOFKE | SEBEOHE | ABIBEORE | 5EIEDOFEE
ARH
100mgBE | 118(205) 76(13.2) 75(13.0) 60(10.4) 63(10.9)
(n=576)
AH
200mgEE | 159(275) 113(19.5) 104(18.0) 89(15.4) 84(145)
(n=579)

n (%)

X BEZEXR(TEAE) [ZIRA®RASEBLUNICHIE, RIXRAMICHBLIRARSEMURNICEEL-FESE

REER

<H >

OMIDASHARATICRIF T 2L

(ITTERD

- HEEEREED X EEEMIDASHIZLYEHEL =& 5, ARFI100mgEE. 200mgEE (2§57 HMIDASH
RAT . FNEFNR—RSAUBETIL29.2. 286 (EEDZE) . 120 B & TIX16.4, 147 (hZEE
DX[E) THof=. (BIRTEER)




401

== 100mg == 200mg
M
|
D 301
A
>
#
A 2041
i |
r
gl
B 10
e
0 T T T T
N=RS51V 1nR#& 3nRA# 6nR# 9nR% 12nR#&
100mg (n=969) (n=723) (n=686) (n=554) (n=488) (n=459)
200mg (n=1.012) (n=763) (n=711) (n=606) (n=528) (n=492)

MIDASZ 7 (LAHLERER., BIREEMIER . ITTEE)

3 MIDAS (Migraine Disability Assessment) ::8%3h B D HEEFEEED X EEXEELT B2 HERYy—
o AT BEINABDMLEE. RERUVHEKMBIHAFRARETHI-BH. RIZTHSDEHTO
EEEMETLE-EHEAHLTERT S, BROATABVIIEREEFTOXEENS N LETT (B
A7 ~201Z P EE DX, 21~40FEE DX

QIEE AR UEERENE GEEEXIEIMTTEMN. BEREFITTEM)

BEREARUVEERNE RA2BMRICERELARUVERIENZOON-REDEIE
AR CEERH RN RO LN RIEDE|E (L. KE100mgEET26.7%, KF|200mgEET
32.2%TH o1z, iz, FRFA2EMRICEBERE D ROLN-REDEIEIL. AF|100meii T

54.3%, AF|200mgBE T57.7% ThHho1=. (BIREHEER)
SRR ORMOMEER(Q) HSREDEER(Q4) ETHEFBELRVBERRELNZDHS
NE=REDEIRIEITEORDESYTH 1=,

100 ;
' Il 100mg
Il 200mg
80+ BRAA 20594 I CTMER D RS NI RAE/ AR ERRAUIC T N TORE
= o0
gl
[s=)
(%)

M E
AR 2B ICEERE R A RO N = REDEIS (LAHLERER ., BIREHEIER . mITTSH)
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100

Il 100mg

Il 200mg

80 PR %ICRRMUE D ROSNICRIE/ AR ERABUILINTORE
F
3
D
=l
=
o
(%)

MR E
AR 2B R ICEERREL ROON - REDE S (LAHLEAER, BIXFHEER . TTERE)

X1 BREOEEEINEARERAMONEE HEEIRIITEEINSEKICLEDIL
¥2 BEOEEEANABRERANOIDEE IREITEE INSELIRIFIMEE HEDIE. HLULRA
ATDIERE IMLEKICHEIE
* B AR SIREOEREEETMRAy—ILERAVTEEDEEEEZTML .
0=EEJEZL. 1= ENERE. =1 EENERE. =EEDERE,

BEEHARVERRRE AR FERFEELNSE UL DHERE (YT T IIL—T )

CAEL-REERFENSE L LOBEBREOH S EE THEBEERARVERRE O HET>1=,
FORER. 1~5E B DHEETIRA2EEZICERERAROON-BEEDEAE., KH|
100mg®¥T26.6 ~33.2%, 200mgEf T32.0~37.5%ThHhoT=, [FIXRFHMIEE (FEEEELEMNEHON
RERVEEBREDEIE) DY ITJ IL—TEHT]

cFEFRIC. BERRENROON-HEBRE DB S L. AF[100megBET57.6~64.2%, 200mg#t T58.5~
68.9%ThHo1=, [BIRFHEIER EERIENRDOON-RERUVEBREDES) DY IV IL—TF
R4 ]

100
Il 100mg(n=576)
Il 200mg(n=579)
80 FRAI 26594 ICTRR A RO S IR BE (B U BIEDM A S ELL 0B
#
B 60
=1
Ell
a : 37.5
40 1 i 33.6 34.0
(%) 28.8 328 1 330 204 597 32.0 33.2 324
' 26.6
204
187/@210 166/192 168/ 182/ 150/ 195/ 191/ @187/
. 567 W 560 565 W 572 566 M 568 564 M 573 576 W 578

e ={ 0 1@8o 2EEHO SEE® AEE® SEE®O
TRTORE R FAE A R RIE

RFA2B R ICEEREEAN RO ON-HBREDE S
BEL-FEEBRENSE U EDWERSE)
[LAHLERER. BIREHMAIES GEEEEANBOON-RERVBEBREDEIS)D
I I ITTER]




1004

M 100mg(n=576)
[ ] 200mg(n*579)

80 - : BRA2BS M RN E RO N REE/ GBI REL RO S B EOREE
: 68.9

i &y 14 627 616

61.8

572 591 60.2 ggs

60 57.6

R ObRETSEERE

-

40+

201

BRUIE @80 280 3@Bn 4@Bn S@E®n
FTRTOHEE FE F(F FE A RIE

R ICERRENROON-HBRENE S
BEL-FEEBRAENSE U EDHERSE)
[LAHLERER. BIREHMAIERS GEREHREN RO ON-RERVBEBREDEIE)D
I IN—FEH ., ITTEM]

O =HEHLLBEFAEIR (MBS) DjE %

=LEH LW AR (MBS) D4 - BR 285 #& (SR BMEH LW\ FEAEE IR (MBS) D H L AR

LNF-REDEIE (MTTER)

ARF2ERZ ICREBEH LOBEEAE R (MBS) ¥ 0D H LA EBHON = HEDEIE (L. AF100me
B T37.2%, AHF|200mgEE T40.5%TH 1=, (BIXREEMIER)

HEBRHMORYOmER (Q) M LREDOMEAELR (Q4) FTOHELIEHLLBEEEAEIK (MBS) D
HEDNZEOON=RIEDEEILTREORDELYTHoT=,

100
Il 100mg
Il 200mg
80 , BRAI2BFM&ICR DD UL BEAER (MBS) DFEXN SRS NI RAE/FRZRBUIL T NTORE

(e hapd

AR 285 R ISR BEHO LUV BEHEE R (MBS) DIEE A RO ON-RIEDEE
(LAHLERER , B REFHIE R . mITTSE)

3 most bothersome symptom: iy, FiBEL. HBHE D55 . AERERARTHERE SR OEHOLLVBEHAE
KELTRIRULIAER (BRARTNIZCN 50 FEREDOREHEERLALN-HHERE DH)

EHEHLLVHEAER (MBS) D% CARLI-FEEREREAEASE L EDHERE (TTEHA. YJ45

I—TEEHT)

CRERLIREERREENSE L EOHERE OIS S TRBEH LUV AR (MBS) DEXD
FfZEIT oz TDHER. 1~5E B O FEETRA2BEMZICREEHLOBEREAER (MBS) DJE
EMNBOON-HERE DEIS L. 100mgiE T38.3~44.0%, 200mgit T42.4~471%TH>T=, [El
RELMIE B (RBBEHLOFEEAER (MBS) DEANROON - RERVEEBEEDEIE) DYT
FI—T ]
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100~
Il 100mg(n=567)

Il 200mg(n=563)
80 i AR AR 2B CRBRO UL BB (MBS) DML SR SN ERE S BUIZRAETMN SELLE DSk

60
440 474 45.3 5 459

R ObEEMRSBRE

—~

b=p-{ 0 == 280 3EE® 4QE® SEE®
IRTDRE FAE FAE FAE FAE RAE

BR 285 R ICR L EH LU BEEESE R (MBS) DE LA RO LN I-HKEBRE DS
BEL-FEEBRENSE U EDWERSE)
[LAHLEAER . BIRETAEIE B (REBEH LUV FEREAEIK (MBS) DERN RO SN RIERUHERE
DEE)DY T IV—THEHF ITTEM]

@ EMIEFEA~OFE (LAHBRER) (SMEAT—5) 2

B AE|DEYEFEET SRRV TIVISY S LELERFMT S,
HERTHAY | FE I B—ER. BEAL. HBRERCARIBUEMER. T RRUEREME, 58/0X
F——5 5
POE- 182 B w0 2 F{F AR ER & 5845
FAEIREE | -18~555% CBMIAV18~32ke/m*DEEL B &
SEEEMOEYFERE
HR MR RIHEIZE (RO STEEVE, NILEY— LB, VIILET L. TAYVE Oy, AR
TA—IL/ TARTOARTA—IL, y-ERAF I ITFL—FEE) &, BEREFENEETIC(MEH
EREBBEHID) CAETICIOEIU EFERALECENHS
RO EN2BBURICEEE BNEE T ICHIRAR R INEIE fE5HEA 1R L&A
L=
ZOMOIREM (AELF(FE, BEER|. MREREBE. ORELE)Z. ARFEMNEETIC
CNETICIEULFERLECEAHS
BE5AE ARER(X. FILTSYSLDRBRIBES LTS ERED BN AT e HERE T T HEE DR

BRI & AFI100mg, 200mg R U400me™ D EYEIFIEE TSR R UTILTSYS L2meb Ltk
ERAE RSP Joaey (bt

< BEMEREFREAR >

BWEEICTSERRUTIVISYS L2meZ BEIR 5 LT, Drug Liking GEMIRELFIE) VASH R L
T LTSV SLDHARIES LTS REDEANMN AT TH S HERE D &I HARIZFBITL
1=

< FHmEARE >

WERE (Z TSR, KFI100mg, 200mg, 400mgX (FTIL TS5V S L2mex BEEZ 5 L. Drug Liking
VASE AW TEYEIFEEETEL =,

X1 Visual Analog Scale
X2 FIVTSVSLDRBRIBS LTS EREDHAMNARETHIWBREDERIELUTOESY
RS RABRILURICTRTOENZMTMEET T TEHILEESH . TILTSV S LImgD IR ST A
bNBLFI SN =R E
FTENIEREO D, RARET T TELLHIB SN IRERE
-100mm D 18 R E T HDrug Liking VASIZHE WL T, TS5tRIFEE#ZDEIZEH40mmEL LE0mmEL T D
HREHENIZHLEERE
-Drug Liking VASIZHEWT, ZILT SV S LEEHDEIEN TSR LY 15mmLl LB MEERE




BRI

FTEFHHEIRR
Drug Effects Vas Battery™' (D X E R & T# %Drug Liking VASDR KR RT7 (E,.0)

X1 EYOEAMEICKIBRETHNNRETMT 5O DRE, Drug LikingF ZLIDDRENSERSN
%, Drug LikingCld. VAS100mm®D 0% ETHBELN ], 100&T & THIFE 1 ELTEREL =
X2 MRS S IZUNE L T-{8 & DDrug Liking VASD L XI7 D55 NHREZ AT

PRI AR

Drug Liking VASDE ...[&. #ifl. I EIER UV ABREZEENR. HBREZIVA LUNRELTEDT:
BHRREDRETILEAV. B8N BRICE TS EMERDESGREZ AR
JKEEOOSCEEL . RBIZHAERERETSEARBZEROR/NZFEFEDOZEDI%EEXME
D ERA14mmETESZHBE IS, AFIEAEHRE R DDrug LkingRA7 W T 5tR 5% LYD
BIETEAEWELZ, £ FILTSVS LB SR EAFEAERSROR/N_EFHEDED
0% EFEXE D TIRA Bmm%E LEI>7-15 &2, AF|1% 5% DDrug Liking RO T7 DE oD IFSMT
IWTSYSLEYEELELT,

R

<EHhE>

*Drug Liking VASDE, .. DE/N"FFHIEE., TS5EREFRE%R T30, FILTSVS L2megik 5%
T85.4, AHK|100meg%k 5 T68.6. 200mgi% 514 T73.3, 400mgi% 5% T16.6 THo1=. AFIZH
ERE#RLETSEREBESZOR/N_FEFHEDE (0%SFEXME) (X, AFI100mg%k 5% T15.6
(11.7, 19.6) . 200mgi% 5 T20.3(16.3, 24.3) . 400mgi% 5 T23.6(19.6, 27.6) ThHot=. T/N_
FEEHEDZDINSEREO LEIX. KEOWThOHAETHLEFIREL-FHME14mm%E £
|V, REIOEYEIFHE T TS EREYEE NI EA TSN,

Ff  RBBRAERERETIVTSVIL2mgR 5 R DR/IN_FFHEDZE (0%EEXMA) 1.
A #I100mg#% 512 T16.8(12.8, 20.8) . 200mgt% 514 T12.1(8.10, 16.1) . 400mgi% 514 T8.79(4.80,
12.8) TH o1z, AFI100mgi%k 5 R U 200mek 5 DR/N_FEFHEDEDINEERHEOT
RAEATRELISmmE LAY, BRKAEDHE TIRAIDIVDEYEFERITILISVYS L
FYHEWNZ EATRENT=,

-Drug Liking VASD A7 DEHE (L. 15 H8HEHEETITRAICHRERIDRITIZRET=,

90
85 IStk
PIFSYS L 2mg
B 80 —&- SRIYFV 100mg
rn< 75 - SZ=Y9V 200mg
8 W SZZYIY 400mg
; 701 FE+SD
£ 651
KA
™ 60T %
=
O 554
. X
50 -
45 ! T T T T T T T T T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
R5#%5R (h)
ZAF[100mg. 200mg. 400mg. 7L TSV S L2mgRUTS5RERBOKREHZD
Drug Liking VASOD ¥ 207 DX HEFS (LAHBERER)
<=REH>

CAEEZYORBFISIE. TSR, RAFIRETILTSVSLEVEEHI RS L-HEBEED
5. 98.3%(57/5845) Tdhot=.

BMERPORRE 1L, TR, KFI100mg. 200mgRK U 400mgii (M= 7 IL TSV 5 L2melk 5
B TENEN21.8%, 61.8%, 78.2%, 85.5%, 94.3%THo1=. THEMERIEL. FEEDERDESYTH-
f=o

RERIE ICEo-BEERI2FICEDH LA, WThOBERELD KT DR ETZ
[T TULVEMoT=,

ARERICBVWTC. EELEERRRURTHOHE EEMh o1,
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FHENMER—E (KHFI100mg, 200mg K M400mgik 5% (2, RIRI SN EKFIR S ST TION L
THo1=HD) (LAHBEER)
F5tA | A#100mg | AH200mg | AH400mg | | W; gj 74
{ERR 36 32.7 40.0 545 84.9
ZEZ=RN 10.9 25.5 49.1 455 434
Wpof=b) B 1.8 10.9 73 7.3 22.6
BESE 5.5 5.5 5.5 5.5 15
HEERE 0 7.3 10.9 9.1 1.9
FEIESHFEL 0 5.5 10.9 36 3.8
it 0 1.8 55 36 9.4
% MedDRA version 20.0
X1 RBRHETOEEER
X2 BMEAIXRRBEBROEETCEEVEEBREEE

) ARFOERBEN-RAE-AERFNVIAERVAZINESE,

(5) BE-RERRAR

(6)

66

1) BHEREFEE (LAHNGRER . AEAT—5)
EMBRECDOLNTIE, (LIOEENEEEET HRE I OESE

2) FFHEEREE (LAHFERER. SAEAT—%)
EVBEISOVTR, VLIORENEREHTIEEINESRE

3) BihE (LAHAGER, LAIGHER . SAEIAT—4)
EMBRECOLTIE, L0 ENEEEHTIEE I OESHE

ARNERA

1) ERARFERE (—RERRERAE BEERARERE ERARELRRE) . RERTRT —FX—X

AE. RERTRGKRABRONE
<HEFEARERAE R, OFEVFOPIRMEER) . EEFE>

B8 HEREEENRELT. HERETICEHARAFNDREMERETILEZTIERAN
EL. BMEERERTHILERIRBET B,

KA SAEHAR 190 B . BRI 1460 B . BIZXHAR : 05 RHIR B A5 12;E8 R

B 12 AE 51 3K 500451

S iWabso PREHFAR

<BERTERT —HN—RAFERRIZHTHER) . EEFE>

WEIRIZE (T HE AR E R VI IREER

(B8]

EIRICHE T ARFIDERAREEREFT T HEEBIT, FFINLF RO IFELRVEYRERIF O FAERZ R E
THET. ERARETICE T O2RFFERDFELBWERERIFRORER ) RV T 5.



(=MEETE]

RET R GHAIC OV TIXEFEREREA TRE T 5.)

2) ARBFHLLTERFPENABERITERLIZAE-

HERDOBE

ERXRRIRVEEHEZRED L. BYICRET S,

(7 0t

1) BERHARVERRE: FERRERRNSARERAETORMA (LAHGRER: 477 )L—T )

FEBERERBNSARERAETORMA (BRRE1BRLURE) I2OWT, B SEBEFTZE
Tot=. TDHER. FEBRERBHISIBERECIRALLISEL . IBRLUBRICRALEZSAL. R
R ICERREN RO ONIBHERE DB EIZHE L TAHFI100meEE, 200mgii & TS5 REFL DM
ICHEEENROLN- (1EFREXREICRALIZIEE (£p<0.05, 1FFHELIEIZARAL-5 & (£p<0.001, AY
AT EIRETIVICEITBWaldiRTE) . Ff-. FEEBERERENS1BRBLURICIRALZE S, R
B2 ICEEREEAN RO ONT-HEE DB SIZ DL TEARAEI100meEE, 200mgii TS REED
MICHEEENROHONY (p<0.001, AR T4V EIRETIVIZH T BWaldiRE) . (HIT T IL—THE
#r)
) AKIS0meBETIE A BB RERIRA D 1B RALIRICIRAL IS S DR & RUH EERAERAH S 1850
KBIRALESADEBEL BRREIIOVTISERBEOMICEEENRO LN EN o1 (HTH
IL—TEHT)

#:p<0.05. ###:p<0.001
(vs. SR SEHDRAR
)]

BESH-ORERAX COREOZOER  HKp=0.125, Ep=0.475

100 USRS 1B5RA LS BREEHICRERER—2S
AYDEERFHROEED
4 EEESHEOVAT vIE
i :: ’g; BEFILICBFBWaldigEe
78.8° §1.2° 80.9% LEERE RERICRSH.
807 719 R—25A VDL BAHETHE

A DERAOAES. BHED. K5
66.0° BEBAEHOREERES
64.0 ) SHIZBNOOY AT 1 v 7 W
EFIERLE
# 60
5%
& 48.8
2
Py
(=)
(%) 40+
28.1
HEEGL
24.4 20.8
BEEUL
20+
11.2
. (21) (55) POMEDE (14) (61) () RITHIE
T T T T T
ISt 50mg  100mg 200mg FStHR  50mg  100mg  200mg
(n=86) (n=32) (n=66) (n=69) (n=125) (n=53) (n=141) (n=110)

AR 2B R ICEEEH R R U BRB R EN RO ON-HEREDEEG
[LAIHERER . FrEEfR FAERIE M DR BB A E T ORI R (1B REIR . 1B LARR)
H I I—TR]
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2) REBROBRAED-ODERA (LAHKRER R LAHJGA RO & 8T AEAT—5)5 %
LAHKEREE R U'LAHJERER DB S EMTICKY . RBIC KD R EROBHRABRD-HOBRBEOEN TS
BEtLTz, TOHRER. ABREOHERAZ 2B LIAIZEERACVER LA, 248 URICEHELIZEES

SRBREZBIRALLEE. BIRABEBZICEFEANEOON-EBREEDEEL. UTORDES

L)—GEOT:O
EROBHEABEDE-OICBIRAL-#HEETD.
BiRFA2BERICERELIARHON-HEEDES
(LAHKERER B U'LAHJERER D BF & . ITT-second dose-B FAEEM)
BE5# (WERA/ERA)
A#50mg/ A#I50mg/ AF[100mg/ | AFKI100mg/ | AHFI200mg/ | AHKI200mg/
TS5uREE | AKISOmeEE | TS5ARE A%(100mg T5tRE | AHF200mg?
S 50.0% 66.7% 22.2% 43.5% 33.3% 50.0%
(2/4451) (6/9%51) (2/9%1) (10/23451) (4/12451) (8/16451)
AIRL 3 2.00 2.61 1.80
AR/ Tt N (0.18. 22.06) - (0.45. 14.98) N (0.39; 8.25)
NEE (95%CI)
plE® - 0.584 - 0.279 - 0.445

a:Mantel-HaenszeliZx MDA X kb B 1F95%CI

GH. BRAL-HEBREICSV T, BIRAL-SEOFEESER (TEAD) *ORBE & (3., #IEIRFARIC
LEARTEMIFEBDH NG AT,

FEEROBHRABRD=OICERAL-HEETO.
YERAZNSBIRAFTRUBRARISFFRLIAIZ
EEER(TEAE)F1 DU EHRBL-HRENE S
(LAHKEER R ULAHJSRBR D H &)

T5tuRE AFHI50mgEE AR F100meB¥ AH|200mgE
PVERAZMNCBIRAZETO 3.4% 23.1% 13.0% 37.2%
FEER(TEAE) (1/2951) (3/13431) (6/46151) (16/43451)
BRFA %R LIAD 6.9% 15.4% 8.7% 14.0%
FEER(TEAE) (2/29451) (2/13451) (4/46491) (6/43151)
¥ BESER(TEAD) LEMRADOEFECHANDHLT | IRAKISEHELINICRIE., XILRANICFHKELIRA%RS

FELRNICBEL-EERREER.

)RR OERBEIN-AE-AERNVIAERVAZEINESE,




VI. ExhIEE(CREJ HIEH

1. EEZHICEEHSELEMNLLETE
ZaLian

2. EEEH
(1) YERSG-1ERKE

FEEROREICIE. PR TOERI T FILEE. RUXETOZX#RBROBEHHNERLTLSESN
3,
Fo BRO. AREE . =X AR2ROMRMROSFIRITHREAL TS O UIFZREKIE. C0E
BT TIVGESC=XBROEFBHERAELTLS,
FREVAVIE AR UIFRBRISERMICES T 502V RERTH S, MiK—RBEFEBMEEHL.
PR TIEABERERD T TIVGEEZIHT 51EM0 . RETIXEX RSO MR R RECEBGEEIC
EhHLMREENE (CGRPYOYILASVELE) DIME EINGIT 58T, FERBREICKT 2ERAERT
EEZLNTNS 27, SybTIH RS 150 % E TICMAE—RKEMZ@EBLIZ (5vh)?,
7H. BERE O UEIEAE RS 51z (ex vivo) Y,

(HEEmSRAEL) FEREEETS (1K) (5zEvIvRmE) @ FASYIY
=R REOBFHENH ORI
 BERMAE PERICEDS

R
EREERRE (PiX)
- BEYTF I nEE D

SA3Y9Y

O
1FEEHE
Al

L] a2 (]

- e W EENHE ¢ . ®— WEGEEYE

o y772 3
B DA B DR

HEMPARRREICEET 2RBTEYE
A —RBEFYEEE T 2aERH. ERLIcRZEPREL
BiE SRS T SRR R 2iE SEH & gt
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(2) EHERMTHHEBRBAE

70

1. In VitrosRBR
1) EAF=UIFRERICK T H1ER
@ EbEOFZURREITTT DEEERIME (n vitro)?
ErMORZUFRBRRISHT HTRAIDEI DR ERERVBRREEFHEL - ZOHER. TRIDEY
DEOF=UIFZEARIZH T HAEFE I (K) EX2.2240.23nMTHY . EOC=UIFZREKIZX TS
B, EO=V1BRERISH T HHEMMEDK4405TH 1=,

EMEORZUZBRISHTESRAZIDIACDFEEHRIME (n vitro)

2REKRYIT44F EHIAHE K&
O IAZ IR [*H] 8-OH-DPAT 1055+135nM (8)
o= 1BZREE [*H] 5-HT 982+161nM (6)
+ak=U1DZAK [*H] 5-HT 1357+157nM (8)
O EZEK [°H] 5-HT 595+59nM (6)
O UIFREEK [*H] 5-HT 2.22+0.23nM (8)
tORZ22AZEIK ['*1] DOI >59uM (6)
tOk=22BZRIE [*H] 5-HT >1.9uM (6)
+Or= 2CZ Rk ['%1] DOI >3uM (6)
Or= 62 RN PHI LSD >3.9uM (6)
OIS HIK [*H] 5-HT >3uM (6)
FH9{E+SE T LI-EER D)
K=PAEE %L, 8-OH-DPAT=8-ERAF L -2-(C-n-TRAEILTZ/)TF32 DOI=1-(25-DARFL-4-3—RF Tz =)L) -2-F

=/70/8 LSD=YEIILT S TFILTIR
Fik EMIO—U b OV REEER W Tin vitrofisHE U RS Ty A 5L T, BEHEE THESRIDEY,
XIFZDIERIEFRAVTEHEL =,

@ tDEOr= EBHELOESEIMEDLLEE (n vitro)?
ErORZUZSRAICHTEIIAZICAV R UMD O B EDOFESEERUEIREZHEL
Tzo TR, LOFZUIFZBERR VOV IBZBARIZSHTETAIDEIVDKIEX, TNEFN
1.85%181463nMTH 1=,

ErEOR U ZRERISHTEHFIRAIDAD RUMM OO AEEIFE D FE SR [KIE (nM) ] (in vitro)

o wAb=VREHRYT 44T
1A 1B 1D 1E 1F 2A 2B 7

+Ook=> 0.076 0.53 0.30 6.64 11.0 875 13.7 0.45
5-CT 0.030 0.24 0.074 5004 763 660 125 0.18
SRAITAY 228 1463 555 366 1.85 >30000 5977 17322

RATR)TaY 72.9 513 1.00 1898 28.5 >3000 >5000 639
5 JILSR) TRy 16.4 0.47 0.11 15.5 28.1 >3000 34629 86.5
7| FIrITEY 15.0 0.60 0.50 7.35 1.79 >3000 8295 1162
f’j YR TEY 474 10.3 1.47 167 152 >3000 3078 >10000

ILR)TaY 1.95 0.53 0.10 61.3 16.9 1155 446 199
I)LT4zy 0.20 0.45 0.49 412 734 7.22 1.4 59.4

K=PAEE . 5-CT=5-HILARFX Y IR T A3 {EIEL1[EDEER (duplicate) THONTKEETRT
Bk ErMO— b AU ZREERANT, MEMUHVFEARRICKY,. SAISEUOEM OV ZRKIZHT S
EERERVBEREZ MO OV EBIERUN) T4 R FBEARELLERL,



2) ErEARZUIFRBIARANDIEENEN (in vitro)”

AN ZBENERIESNDE. GIVNIBEENLTT TR I5—ENEESNS, T4
A RBIZLDMERNRKT T /00— ) VB (cAMP) RE LR ZEEIC. ErR—2 bRz
1ZBREAVSAIDEAL DA NZRRICH T HEBEREEELL. TOHRE. o=
IFZRIERICHTHIRAIDA MECEE3.74nM., E,, fE(£92.95% Tdho1=, Tf=. TAITAU(FI0uM
FTCORETEANVIARBARRU AN VIBRAKOVTRICH L THRE TR EEEE
YAV )oY il

CDEIIT, FRIDAVIFMERMEICHFEE T HEEAONS LAV IBREKRELEL TEAMUIF
SFREICHLTELEREZRL =,

ErEAR I ANZRIKICH T EIRAZD 2 DENEM (in vitro)

A=A EE aOr=VIBREE A= EZERE O AFZEK

&M ECso Emax ECso Emax ECso Emax ECso Emax
(nM) (%) (nM) (%) (nM) (%) (nM) (%)

otz 422 111.72 4.89 91.93 246 114.47 3.29 96.88
SRIDAY >10000 - >10000 - 681 72.74 3.74 92.95
AR TaY >10000 - 47.6 89.04 1025 103.56 9.28 68.74

.'] VILER) T4 | >10000 - 13.6 88.72 6.68 132.09 10.0 71.95
7| FIRITEY >10000 - 8.95 96.94 17.8 101.51 415 87.18
f’l YR FaY >10000 - 83.0 97.30 457 102.19 287 104.64
ILR)TEY 1806 73.86 10.0 89.61 20.8 89.87 7.41 54.94
I)LTEz 0.17 121.26 0.12 85.23 1133 73.53 1075 99.14

ECso=Ix AR IS D50%EHELDRE. EnaHBREDRARMEZEZ LA =V X(I5-CTOIOU M) DRIGELBELIZFOB D E

Hik: cAMPEFAERERIZLY ., SAZICAVDEM O—2bEAM V1A, FARZVIB, FAMZVIER [EEAMZVIFZEE
12T 2EBMEREMO A=V EBER VM) T2 REFI LR LUz, EAM N ZBEAEEILSIN DL, GHU /R
JEENLTCT T IS—ENEESNDS, TAHIIL ROV RIEKICEDMBERAMPREE LR EIREIC. ERMR—2 1k
AL NZERERVTHBEO LA ZRRICH T 2EEBEREEEE Lz, SRIDAVERTIMEL . SHE
BEEELYECENKEN I AW DV TILE, o [BEZEH LGN DT,

Al
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2. Ex vivoR W in vivoit BR
1) EXHZERESBEETHIERFEETIVIZES TS1EH
@ mEgao\omENREIZXTAEEER(SUR?

EXHBOABREEREE, FBETOERBICESLTVWSRED—IHTHS . HRERMERED
BETHAERTOMBEI N\VMENFRICHTEIRAID2VOBREERAZ. VAV
R (EXWREHRBIC LD BRMEREETT L) ICEYRBRE LT,

FYMMIZRIDA01, 1, 10mg/ke R ITFE K) 2R O/REL. EXBBHICERTHE 52 -%
OmMENFHEZEE Lz, ZO#R. SAIDACOROBS1BEZICERTOmMEL /M
ENRENAERFENICEAEZ SNz, 0.1mg/keTIXERIEH DN N >1=A, 1 R U 10mg/keD A
ECIEBAENBELOLBETEREENALNTZ (p<0.05, —TTELEANOVAEZDunnettiR € ) o

Fiz, MFA AV MENRRICHT DRI OBEEERDOEGRIEERETT 51280, SRAZDF2Y
10mg/kgD B AR OR 51, 2R V48R ICE T2 BETO =X HBEHICERREE S 2 =%
DIMEFL NI MENRHLEEREH LU -, TORR . IIFIER XRS5 1 Rk L2485/ 1 THExt
BELDLEBETEEENHONT=H (p<0.05, Student tHRTE) . XS 48EEZ ICIX A M BEELA
BELHLNGED T,

FRIVAV(E, MBEF NV MENRHEEBREL. TOERIZDLEEL24MEFRT S EMNRE
N FRIDAVRFSYMIBVWTEX @O @EREREZIFEL-EEZONT -,

2.0

1.8 3

B 164

o144
(%)

1.2_ %ﬁ

= SAZII

1.0 T T T T T T T T
0.01 0.1 1 10

A= (#0O) (mg/kg)

FHEESE (n=4)
*:p<0.05 (vs. BE) . —TTEZEANOVA#DuUNnettiEE

mEER RO MENRHICHTESIAZIDEVOBEEER (BEKRER. SV
Hik: SDZ Y (Mn=4) IZ5RIDA0.1, 1, 10mg/kg R IEBE K) E =X AR HELS TR O 1 BRERTIC®RHZOKRS L.
mIFANRIMENBHDOI—H—ELT, TILA LA VAVFAL T R—MEHH T MET LTI (FITC-BSA) £/
LY, 20meg/keD FAE CERFIBD 25 ATCEEIRAIEA Lz, =X AR OBERRBEZ(C, FMEMBICHS L TFITC-BSA
DMENRHICKIHERAELZRATEL, SAIDAVERSIBMZICETIRAERET —4%— TEEANOVAEDunnett
HRE CHEMLT.



2.0
T
T

1.8-1 2 I
.
= =
5 16 o
E —— S52=U910mg/kgiE0]
g4
(%)

1.0 I T

| \ | \ ! T T |
0 5 10 15 20 25 30 35 40 45 50
5 (h)

THEESE (n=4)
*:p<0.05 (vs. J&8R) . Student tRE
mFAVNYMENRHIZHT HIRID20OREER (EREGKME. SV
ik Yk (n=4) ITSRI DA 10me/kgRITFEE (K) E =R @R EHEXRIBD 1, 24X (S48 HFTIRFIEORE L, &F

RIZBFTAERETOMmMBI A VMENRRICHT HEEEAZTFMELI, RFRICETATAIVAVELBEED
{E%Student tHRTE THLELT=,

FYP =X R EAIRRUBHREICS T 5 = X R R FE R c-FosHKBRITx T HEEER (Svh)?
REERERS U TIVEEET =X MR L. FlBER TP RAIRVREAIOTMBREENS
HIMEEMEEME T 5. PRAITIE, COMBEENE ICSYRBARRUVBHEN - R=21—0Y
MNEMIEEIND L SEERFcfosHBRD LREMNE D, ZD1=H . =X MEMNLFHEZT1-HkE
De—fosFEBR L. PREBRTORBERERL T TILEEDEZRLLTHLLNS, TRIDIVD
FREZFRTORERERV Y TIVEEOHEEEAZ. SvrERALHRIZKURETLT:,
SYMISRITHU, 3, 10XIX100 ¢ g/ke. LY334370 (BEHEXTER) RILAEE K &, ZEXRARER
RO 1B OREL -, TORE. EXABEARRVBRE(CEH T DFosFK I MR
DT, FRIDAU3,10, 100 ¢ g/keBE CTREHLDHEICARENADNT= (p0.05, —TEE
ANOVA# Tukey—Kramerf& %€ ) o

LEEKY, FYMIBENT, SRV EXHEERRHE O BAREVBHFREICS T - R=a1—
A2 OEHALEMHEIL, PIRBERTOREROERGELAELCEATESINT,

73



SYPEXHRRAZREVBREICE TH =R AERIBEFERcFosRRITHT S
SAIVEVDOBREER GV

BE5#® 18] B 1=V O F SR % (HiEk)

B 85+55(17)

1ug/kg 73+2.1(6)

_ . 3ue/ke 51+5.6%(5)
ZRIVAY

10 1 g/kg 52+4.4%(10)

100 i g/kg 47+11.6%5)

LY334370%2 (B £ %t HR) 43+3.3%15)

FfE+SE

*:p<0.05 GAIE &L D L8, — LA EANOVAL Tukey—KramertR i€ )

X1 ZRABERHERA QMRS RBI DM E R TEH

X2 RETILTHREIERISEHONBIRMEON =V IFEBIE

Fik: SDSY () ITSRITAL (1,3, 10X [£100 1 g/kg) . LY334370 (IS 1%t HE) X ILA I (K) £ =R BBREERRHD 185
RN OBREL. = X7 E RME B U GERERAD OBFRE X IEZEAIIZH T, Fosto U BEHRRER
SEEE TS aMEEE TRz, REIOFosIEEMRLN S RHAIDFosEEMARSERL . R THESL T
WRHEYOFSMEHEELL. BYESREEICH T, —TEBANOVAK Tukey-Kramert& & TREMT LTz, HE.
10 1 g/kgBED 145, 100 1 g/keBED 145, LY334370BED15l% [T hiBEE L TRITHMSERI LT,

FYMERMEREFRBICL D =X @EBRHES RIS HEEER (TYN?
BRICET5=X#EMERDEELT, FEBICESLTVSERERED—HTHSH, BRI
EERERELIEO= X AREHESA(TCC) DR EEZIRIELLZSY D FERFETILIC
BIFDSRICEVDIERERELL=,

TYMIZREID AU 5me/ke X LB (EBBIER) ZHIRNTED Lz, TORR. REsH M0
45D ENCEEMERERRICESTCCOFMEILICDNT, TRIVA 5me/keBELIBE X HREED
BIZHEEEMNAHDNT=(p<0.05, REBIFEANOVALHRTE) o

AEREY. FYMIBWTIRAIDAVFEXARNEREZIBLELMEL-IEATERSNT,

12019
1004
804
60

40+ "

X HEBOTZTVAUN—,
STerroHBFOb R EmE X 1|

- £EBRIRA
0y - SA=UIY
EARAR

0 T T T T T T T

-15 0 15 30 45 60 75 90
B (97)

FHELSE (n=8/8%)
*:p<0.05 (vs. jBIK) . REAZANOVARKRUETE

SYMERMERTR M- LS =R HRABESHBERLICHTEIAIDEVOBEER (SVH)
7% SDS vk (fn=8/3) DIERERHLTCCOMBFRZEMILS R, SRAIVFbmg/ke RSB R (B RIBR) &

B aiEiiL. TCCOMBREHNEIREMBMNS0NMBIELz. EHTOFROBRBEILICODVTRERE
ANOVATHEMTL . BEENHONT-IGEIRE C2RELEELT -,

)RR OREFIEARETHD,



2) =ZXAHRMEREMEIERVCGRPIEABEE T HEIFEETIVICEITH1ER

@ ITHR=ZX#ERMSDCGRPIH (T3S HBAEVER (ex vivo)”

CGRPIZHEBREEFEICES T 2HBRTFRTHS, EXAREMNER FE, = XERHRUV=X
HEEREAIRR) D SDIEIES) D L (KC) RIEIZ L ACGRPIBIZH T 25AICAV D REERAE.

I ORZA zex vivoiRER THEETL 1=,

SRAITALI0 U MR LB (EIREIER) #KCIARI0NRIITARMLTI-, TDHEER., KCIREIZLS
CGRPIHIZ DT, SRIVAVEEBREE DB ICHEEENH DN T (p<0.05, FEIWilcoxonFF 5

fHERIHRTE . HEK#%=0.05),

UEKY  IORICEVWTSRIDAVIEI =X #RMNERIZHSITHCGRPOMEERELI=C LA TR

BaInt-,

| T

EFoo0n.

R SAZYIY
#ET

=RERRAZ

30

20

EEFooN.,

*

. e 1

T
BIR SRAZIIY
#ET

EERFomN..

=R
30
20
104
0
BR SAZVIY
FETF

(BBR% : n=9~10. =XMZH . n=12. =X WERA% :n=9~10
% p<0.05 (GBR+KCIB EDHE. FRIWilcoxonff S{TIREE)
HAR—2A 54 VITHT HIEHHE

TEIE. S XA RV = X EEREAIKIZE T AKCIRIHIZ L BACGRPHHE (ex vivo)

Ak C5IBL/6JT IR (1) hhOIEE, = X MR ET . = R R EAIZERIRLIz, SAZIVA 0y MXITAE (£ ERIER)
FRMLTIZ1053 & (ZKCIZ &K BHCGRPIIHEFFEL , 100 % DCGRPEEFRIFE LIz, NA—ASA U DCGRPEEIZX T
HKCHLIEREDCGRPEED L EE H L. KCIFIKIZ L ACORPIHE DIEIEL LT -, SAIUAY XILBEZ R MLI-IED
KCIRIZ =& HCGRPHE D ELERIZ (. FAIWilcoxonFF BT IBRIEEZE ALz,

75
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®

Q@ BERRIE. AT Y 1LV RUCGRPIZKYFF LI IERBARD M E RIS T HEEER (TVh)?

CGRPIF=X iR EiVOEIE LD =X MR REICHFET IHBRTFRTHY . BEIICRIRT HLMm
EWRERALGECEY REBEREICEET 5, BESREDELZIEELT HNEM o CGRPD K
HIZHTEIRIDALDOEEE, TRV RRICEYRELT=,

SRITAE03, 1, 3R U 10me/keZ . BARFEEE KRN (150~300 4 A)  hTH A2 (10 4 g/kgD
FIRMIZE) XL EM o CGRP (1 1 g/keDEARMIR 5 ) MERTIZIX L. BIEEBREDORAEL
ER—RFZAUDLDERELTHEHLEL -, TORKR. FAZIDAVORIEEICLY . ERFIHRYS
HTHAL D OERBIREDEINEL, BESBHE LB L THEICBAEEINT (p<0.05. — TR E
R 188 FEANOVAEDunnettiR ) . 4+ EE o CGRPD RIGIZH T3 ERIE. SAZICA DT LD
AEICEVTHLR DN M 51=(p=0.911, —TEE K& BIEANOVAEDunnetti& ) .

UEKY, SYMIBWTIRZIVAVITEREARFE D ELZIEZEL T SN A o CGRPO R ZE
FELfZEREEINT, — A TYMIBWVTHEY o CGRPOEAZRAELLGM>f2EMN D, TR
SUAVIF o CGRPERAEMETR BN EEZ N T,

| BEAH | | NTHAIY

80 80

60 o= 60 -
) ) L
3 I
8 40 L " 8 40 "
m 3« 1 3

*

(%) b (%)

201 20

0 0 T
B 0.3 1 3 10 B 0.3 1 3 10
mg/kg mg/kg mg/kg mg/kg mg/kg mg/kg mg/kg mg/kg
SAZTIIY SAZIIY
| aCGRP

807 T
W 60
I
2
IR
ES
(%)

204

F9fE+SE
(BRI : FNEFNN=8, hFYA Y FNEFNN=8, CGRP: TNEFNN=5)
04 *: p<0.05 (BREDER. —TEEREAEANOVAKRDUNNetRTE)
BIR 0.3 1 3 10

mg/kg mg/kg mg/kg mg/kg

SAZVIY

BERRIM. WTH 1LV RUCGRPIZKY R L BIZEBIRD MEIRIRISH T EIRAIDEDER SV
A& SO () D EEBRERZD TEHIIIL ERBEMBETOREDIROBHZICIVERBIREZEEL L, Bk

FIEES R (150~300 4 A) . ATH A2 (10 4 g/keDFERARA I 5 ) X1 @ CGRP (1 1 g/keDEFARMIZ 5 ) (T L D FEE
PIROMEWLRRGE, SRAIDIVREBE (EERIER) OS2 FFHFTIORRICERLZ. SAIVE03, 1. 3R U
10mg/kglTBRFIH. hTH AU X[E o CGRPUE DS RIE5 L=, BEFREORAEILERA—RSIUHALDE
1L (F19{B+SE) TRL., — L E RE B EANOVAR DunnettiR T [T & W LB L 1=,

e FR B IRBE R - SR
HAERL



VI. EMSREICRE I HIEH

1. A REDHS
(1) aELAMGnPRE
FZUEHGL

(2) EREREBRTHEREIN-MPRE
DHE% S5 HER (LAIEGER) (BERA)S2
B AR AR A16451(ZA&I50mg, 100mg, 200mgR 400meg™ B ER A G LI=LE, TRIDIVD
toa D B RAB (L 1.50 ~ 2.50B5 ., t,,D 24 F HE T HI4BFH TH o710 C,oxs RTFAUC, [T 5 E DN
EHIZERLT-,

1000 4

50mg
—#— 100mg
i 800 —4— 200mg
ig -{J- 400mg®
;5( 600 TAE+SD
2 :
>/ 4004 |f
4
B
(ng/mb) 004 &
o

30

B5HOWER ()
HREZOKZSHFOMBRIRIDIVRERE (BARAERREAN)

HEZEARSHOMBPSIAIVIVDEYPHE/NFA—2(BRABERN)

BEE tmax i Crmax AUCy o CL/F V,/F
(H1%0 (h) *! (h) *2 (ng/mL) (ng*h/mL) (L/h) (L
50mg 2.27 353 54.1 362 138 705
(n=6) (1.48-4.03) (2.76-4.50) (35) (46) (46) (34)
100mg 2.50 3.50 122 791 126 639
(n=7) (0.50-4.03) (2.72-3.97) (18) (22) (22) (15)
200mg 2.26 435 249 1540 130 816
(n=8) (1.05-4.17) (3.79-5.10) (39) (26) (26) (23)

400mg™ 1.50 417 680 3780 106 636
(n=7) (1.02-4.03) (3.55-6.15) (40) (32) (32) (44)

B T8 (EBHRE%)

X1 hR{E (F/ME-FRAKAE)
X2 BAFHE (R/IME-FRKIE)

B ARFOERBEIN-AE-AERNVIAERVAZINESE,

QR ER 5 HER (LAHESER) (REMA . AEAT—2)°

S E AR A 4302 AFKI200mg B UM400meg P £ 1 B 1E7TABRER OB S L5, EREIEEDHS

*Lfd:h\of:o




REZEOREHOMBHSIRAIDILDEDFE/NFA—2 G EANEERA)

= | &&5H trmax ti/o AUC ., Cinax CL/F V,/F
BSE | Gy | W™ | 0% |gh/mD| g/ml) | Wk | L | RAAUC | RAGk
18 H 2.00 413 2070 349 94.8 564 . o
(n=28) |(0.50-4.00) |(3.46-5.14) (32) (32) (32) (32)
200mg
78 H 2.00 434 2160 353 92.8 581 1.03 1.02
(n=26) |(1.50-3.02) |(3.58-5.34) (29) (29) (29) (27) (18) (21)
18 H 2.00 3.82 4530 750 87.0 479 . o
. (n=15) |(1.00-4.00) | (3.19-4.43) (39) (44) (40) (37)
400mg™®
78 H 2.00 4.05 4690 808 85.4 498 1.02 1.06
(n=14) |(1.50-2.50) |(3.45-5.18) (36) (41) (36) (38) (13) (19)
HATE I E (EERE%)

X1 R {E (F/ME-&KfE)
X2 AT HE (F/ME-HRAKIE)

A ARFOERBEN-RAE-AERFTVIAERVAZEINESE,

(3) hEE
ZLERLL

4) BE-HRARXOZE
1) BEOFE (LAHREER) (BREA . NHNEAT—2)C

SVE AR BE RS0 SR FI200meZ EEH R U B HICERRORS Lz, ZEBRUBE O, OH
RAE(FZFNZF 1508/ KB 25005 THoT=0 tu PP RIEIZ, ZRERIRE LB HRIR S OB THETE
BIIZHE 72 (p=0.01, WilcoxonfF B {TIERIIRTE) MERDHN =AY, EAEH
INERXEIFOEEA TV ot [ SERBF RS LB EBEEDOVT LB 8HE TH o=, £, TR
B 5 LU T, BR IR 5 TC,.h822%, AUC, o AN 19%IE ML =A%, C D& IXIEARIZ E) (C,, : 43%.
AUC, :38%) DEEFNTH o1z, KERI L. AFIEBEOHEIIOIDOOLTIRATHIENTESLE

~ /8

bfF

DNI=ZEDHRIED

EZZbhi=,
4001
200mgRERS
—.— 200mgZMEES
% 300 FAELSD
P
= |
A
3 2004
=
=
P
B
(ng/mL) 1007
O L T T T T I T T : ’
012 3 4 6 8 12 16 24 30
#B5EDEH (h)

78

EREFXGEREEZEORSHOMBHRIAIDIVRERER (SEAZRRA)




EERXIBERERZEORERDODSAIDLD OEYEE/NTA—2 (SEAREREAN)

RIN_REMEHED L

INSA—A BE5AE n /N Z T 0] TF 1 fiE B/ EER
(90%{E %8 X FH)
tmax 200mg BEES 30 2.50 (1.00-8.00)*" 0.50 (0.00, 1.48)*?
(h) 200mg ZEREEFIRE 30 1.50 (1.00-4.00)*" p=0.01%®
t/ 200mg BEES 30 3.852 (2.51-4.85)* s
(h) 200mg ZEREREIR S 30 3.817 (2.98-4.77)*
Cinax 200mg BEES 30 365.1
1.216 (1.052, 1.
(ng/mL) 200mg ERERFIRE 30 300.2 216 (1.052, 1.405)
AUCO-t,,, 200mg B&IRS 30 2097.9
(ngh/mL) 200mg EEEEIRE 30 1769.5 1186 (1.099, 1.278)
AUC) o 200mg BEERE 30 2116.5
1.187 (1.102, 1.27
(ng'h/mL) 200mg ZEREFIRE 30 1782.9 871102, 1.279)

X1 R {E (FE)

X2 PR{EDZE (90%SEXE)
%3 WilcoxonfF S {FIELIIRTE
X4 T {E (EE)

%5 HHL TV

2) BHEAEDOEZEWEAT—4)03

EWBIRE/NTA—4
e FRAE SRIUHEY RN ZREMTHEDL
po o £ %0 <
prRx | HR BEE Are (QOXERERR)
N2 AUCooo Coro
e _.— | Day 1~7IZ n
S FN Day —3K&U7I iy il 0.97 0.88
(CYP3ARE) 2me%E R 200mg# Yiae | 26/281 (091 1.04) | (0.83,0.94)
1H1EERE
R «— | Day 1~7(Z -
HIz4> | BEERA | Day —3RUTIC ik el 1.05 0.90
(CYP1A2RE) | 406 | 100mgZigs5 200me% 2 |28 099 112) | (087, 094)
1H1AEKRE
e o3 _.— | Day 1~7IZ I
FILTHIRH Day —3RU7IC b 1.05 0.93
(CYP2C9) 500mg% 1% 5 200me% heZasr 1267281 (101 108) | (0.90, 0.97)
181E%EE
BAgs/ 0.97 0.93
2<hyFa, |BEBA | 100meZ 200me% eany 3939 (094,100 | (0.8, 0.98)
4011 HEZS HEKRE ;iﬁflﬁgi{ 49/38 1.04 1.10
Mg (1.00,1.09) | (1.01,1.20)
Day 4~101= | Day 1RUSIZ | sacsss | 42/a4| 100 088
Sas/a— |BREA o 1 mom 200mg% S (097,104) | (0.83,0.94)
44451 RS/ X7
®E5 1B1EIRE | sors5/0—0 | 42/42 0.999 0.96
Hgs (0.97,1.03) | (0.92, 1.00)
Day 3~13|Z
25mgZx1B1ET L 1.10 1.09
BEEREA B 5 RAEL. Day 1%\ 14 ?z&;ﬁa 20720 (1.04,1.17) | (1.00, 1.19)
rES<—k éO{ﬁll 50mgZ1H2[H [2200mg%
FTi in%s 181 @:]trx“ﬁ"_' HEBSE/ 1.00%4 0.97
Day141Z50mg% rESw—rEs | 20/20 ’ ;
o 0.98, 1.02 0.95, 1.00
SEHNSY | BEMA | Day 1RU10IZ Dazyog;ggl: Jutiionsy 64/66 125 122
=x3,5— 13 IFFLS5—h
ITHFIS5—b 66151 150me%i% 5 |B1ERS et (1.12,1.39) | (1.08, 1.37)
. .. ,_ | Day 8~10[Z I
s . |BEERLA | Day 1RUM0IZ BRRS 1.15 1.07
RRNRAIFZ 50 | 10metiks 1??5?35 Mz 130730 | (407 123) | (0.990, 1.17)

X1 ERERSHIK

X2 PKOHEET R R G
%3 ERRSEHIE

X4 AUC,
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2. YRR REY/NTA—E

1M

2)

3)

4

(5)

(6)

80

AT A %

SRAEIDAL M8 M7, (SR)-M18K UL (S,S)-MI8DEMENREIL., /oA /I\—F AV METIZKVER LT,
BOKREBEAEYBNE (PopPK) BITICIE, F I HEARISGEBRTHR-BOBRERD583HOEME
BT 2% &, BIRNIR5PopPKMEMTICIE, 55 1 MR 1R R UE I R 1 3HER TR F RN %
BERDI2BIOEMBET 25D BIKRARUTBEORSROMBIIRIDAVDREHB L.
BEEDEEERES2-OV/IN— AV ETIILTRIFIZER TE1z, B O 5PopPKET ILIZIE., 1RIRUR,
—BFRRIRIRDERE IR T 5O DEHD LSOy IN— AR, RUNAFTRASE)T4~D
REDEZEEEHT=

R U 3K 5 3
—REPHREFEE Ka:1.82/h

HREEEH
ZEEMHGL

GUTFURS®

AFROBSROENTODEHV)T I X(CL/F) GEETIHE) (X BARANMKERE T106~138L/h, S} E
AEERE TI42~137L/hTHY? | B O 5PopPKET LA SIFI=CL/FDHEME114L/hERFEE TH o1,
F1=. PopPKEEMTICEDCHIRNIB 5P R DL HF )T X (CL) DFEHMEIL66.2L/h THo1=*,

B ARROERSN =A% FARRITVIAERUARIOESE,

DIEE

AFROBRERORNMNTORMEE(V/F) GERAFEHIE) (FBARABRERATE36~816L, S EARERE
FLAT607~814LTHY | O EPopPKET LSBT AID AV DR HERE (P R+ KM OHEEE
628.5LEAFEE THo1-%,

F 1z, PopPKIRMTICEDCEIRMN I 5P RO N ERTE (Vss) DT HBEIX304LTH 12>,
E)AFIORBEN A% ARRTVIAZRVUARIOESR,

ZFDith
ZLLAL



3. BERGREaL—ay) 8
(1) fEFAHE
[VIL2.(1) T AR IDIESHE,

(2) NFA—FEHER
BORE5PopPKETILEALNT, F#t. AR, RiE. MAIRURKRELZECHES O EZTMLI-, Hat
FHICHRELGHESELLT. KENCL/FRUV/F(HILIAV/IA—FAVRD BN T O R WERE) 12, FHH
CL/FIZ, EE%F 1 (BEHERE XILEE) BV, /FICHAAENT=,
FEWHICKDSAICAVBEEDEEIZOVTIL, 655 U LD HERE (1815]) TE5/% K i D #HERA (5654)
EHARC. HTAUCHEMFEHEIEZNZTN15%RUI0%EMLT-A ., ELDREE (FEAMEBDEHEH
RTHY. ERMICEOIHERABEFELEZ 1=
F. CL/FRUV/FIZCRIFTREDEEICKY . SRAIDAVOBRBEEFAENEVHERE CTREHNEL
WERE LR THADLIZA, REHD LA RVISU DL DR F LA EN D REDOBEBREDEZED
ZIE. Crox T24%K . AUCTIMRIB TH oz KR KLY KENTRAIVEAVDBREEICRIZTEER
EYEBEOBRABESOHENTHY . REICE IHERHMITELER -,
UEKY. Fih. ANE. RIE. BRI RUVAREICEDIGGRIDCAVORAERMIEITELE R,

4. u&u 36)
SAZITUAVIIEOBEHEOHNIZIRINES N, FOE 5 PopPKERIT CTHETE L1t (P R{E) [L1.8E I TH o 1=,
E& PR FA 2 (50~ 200mg) M EEFETIL ., PopPKEEMTICKYHETE L= I/ NA AT RASE ) T41£50~58%TH>
1=

5. 9
B EHIL

<BE>

(1) % — Rk EE T
Dimg/kg AR OKRE (Svh) 2
Fischerowh (Bf) ICTRID AU Img/keZ BEAIFORELI-EE, 5150 RICMBFIRE(L48.2ng/mL,
IR EE(X75.4ng/gl TEL ., X/ MR IL1.56 TH oIz U LKV, BEISHDRICIETAZI DA (L MMiKE—AK
BFZEBLTWNASIENRESNT, Ff-. MBERUVETDAUC, ol&. TN E 1 158ng"hr/mLE U 409ng-
hr/g Y. fix/MEEAUCLLIX2.6 TH 1=,

81



(2

(3)

4

82

FYMIZREID A Img/kgr BEIEOR G LI-EEDMBHRRVBMADTIRAIDEVRE (FVH)

M #FARE (ng/mlL) f PR E (ng/g) fji/ M % .
155 1% 48.2 75.4 1.56
3093 i& 59.7 107.1 1.79
455 % 426 103.7 2.43
605> 1% 393 88.3 2.25

Q6mg/kg AR O E (Svh)®

SDIYN () ZERAWA— IS OF T 5T74—8ER T, [“CIZRIVAUZbme/keDAE THREIR AR5 LT
LE BB IBEZOR R CTHRFESNESECHMLILIEND, ["CIZREIDA M MIK—IKNEFZE#
FTEHIEN RSNz, BVRSREREN RO M. B E % (£94000ng-eq/g) . X RIK (£
11000ng-eq/g) B U T Z4K (#918000ng-eq/g) TdH>71=,

1% — R B RA P E R (Tu k)™

1E3R18A B MSDSYMI[CIZARIDAL100me/ ke BRI ARG LI-LE, B 51X (F2RH&RICia R4
BHROMHFAEREFRSESEL, BIT. 8. K. FERUOHICHSTEEN R Sh 1= (38100~
22400ng-eq/g) . BENYIIN % /BE R 0% iR EE L (30.875~ 1 38D EFH ThHo1=, 1=, B 5 24BN &R
BEHRIRERICBVT, TR TORKRRES T TRETREENRE SN,

A~ DOBITHEGYN)®

SHEIORIFITBEOBRE P DSDIYMI[UCIZRIDHA100mg/keZ B EIFOHR G LIzLE, FiELi+
AR IR E (L IR 5 4R & TR = 1E23000ng-eq/glTE L= . 2485112 (2(X14300ng-eq/g& /i o1z, F=.
Pt/ mBERRELE, B51, 4. SRV 24K E DT R TOHR R T3.24~384DEH TH 1=,

BERA~NDBITIE
ZEEMGL



()

(6)

Z DDA DIBITHE (SR

SDZwh (It #) R ULister HoodedZwh (i) Z AL A— 5D H T 5T71—HEE T, [“CIZRIDAY
6mg/keZ ARG LI-LE MRICHE T ERE M REREILSDTYMETI1370ng-eq/g. 1 T1290ng-ea/g
Tho1=, FFiE (SDZw i T45860ng-ea/g. liff T22390ng-eq/g) . fifi (SDZv M T28220ng-eq/g. T
23380ng-eq/g) . /\—4% —R (SDSY M T12260ng-eq/g. It T26860ng-eq/g) R VB fid (SDS YT
25090ng-eq/g. i T10280ng-eq/g) FTKIZLL RE L RETREREMN RO LN, MEETESRE (Lister
HoodedZw &R : 2230ng-eq/g) U ZHEAFEZRE (BNE : 10060ng-eq/g B U F = :4820ng-eq/g) T H K
STREREZ B Z HMETEEN RSN 1=, 1=, Lister HoodedTwh (i) DERD TR IER VAR K ETEL
METREREAREIN, SRZSDAUHINTZTOREBYD ATV BRICEMMEE RT CEMREINT-
M. ABHEFHECHOTASBEEIRONGA o2,

MBFEAEESE (n vitro)®®
[MCIZREIVAVEEMDMIB A IV EDFEEELIRIRKFERING S EEEFH (15~500ng/mL) TRIELT=
ECA SARIDAVDERMER INIFEB EIE55~60%THY . SAZCAVEREIZIKELENST-,

6. {3

(M

BB R U SR BR

AENELEICCYPLISNDERICKYRBIEN D, XD ETELRBMIET L ETIZKEMSTHY . MiE T

FRIRTHIRIDIVEAEYE DA E LSO, D ELRBEMEL T ERYDVERDERIEIZKDMT
M#EFI27.7%) M7, M8ZE I+ L1=M18 (5 H(210.5%) B ERH ST,

F F o 3 F OH
H H
N /NI SN N |N\ 0
F o N N - F 0 Z AN

M18
Mg Mgk - frop
ERUIVROBEL ERUIVIROEEL
i . OH
H
BT N N\

S F O | = N__
SAZVY M8
MmiRch - ‘:F' MméRcp - pRep « EfECP

EFTHDSRAZIDAL D EELR B R U R BEREK
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84

(2) RBIEETHEE(CYPE) DHTFE. F5EO
In vitroTSAID AV ORHITEE T SBERERFLIZECH, CYPLNOBERATERBITHL 7
B TARMBA DK HIIZ. CYP2C19RUCYPSAUHMIADRBIZBI 5F BT TNtz

3) VEEEHEDHEERVZDEEY
Fa PR = (50~200mg) D EFE TIL, PopPKEETICKYHETE L= B/ NA AT RASE )T 41£50~58%T
H-ot=,

(4) RFEYPOFHEOFERVEMLL, FELEY
SHT 2 BRI 2B (L. SAIS R TK=1.85nM, M7TK>8280nM, M8 TK=1753nM, (S,R)-M18T
K»>8280nMTHY ., FJRITAL DR AE CIIRBMIIEEFRHE RSBV EEZIONT=,
ERRREBR CTEIEL =S AI DAV I3t 2R B DAUC, . D L (X M7T0.589, M8T3.61, (SR)-M18T
0.802T#H 7=,

. ﬁFﬁﬂ' 36, 39)

B OB EPopPKEITIZE ISRAIDAL DL, , (BT E) X595 78 TH o1,
NEABEHEBRESHENRIZ, ["CITRAITHA200meZ B AR OKRELIzEE, BIRFTEEDH995%HV R &
VEERICEURS Nz, BIETRED T HE MR TR THY . SAZSTAVEEME DR FH 50D FH[E IR E
(£86.8% ThHo1=o TRIDAVKEILKEL TIREED291%H, MBEL TR 5 EDHI66%A R RIS =,

. FSOAR—4—ZHd AR 4

SAIVAVRUVZDOREMDIELS D AR—2—DEB LD REMERFTLIZESA SRAZIDAUILin vitroak
ERCP-gpDEE THAHENTRENT=?, £f=. MBIEMATET, MATE2-KR UP-gpDE B THAHZEMTENT=2 4,
In vitroCORIVAVRUZ DR EYD P-epZBE T SR BEMFEFMLI-EZA. SRIDEY MT MR U
(S,R)-M18DIC, D T {BEIXFNZF 8451, 37.88, 66.74%1N64.94 u MTHY . P-gpZfAET BT EM RSN,
In vitroTIAZIVAV RUZDREYABCRPERE T HAIREMZEHELI=ECA. SRAIDEU RUMIDIC,D
EHEIE. TNEN136.2RU312u MTHY . BCRPERAE T S hVRSNIY,

In vitroCZAI DAV NMATEI RUMATE2-KZHE T Al REMEZEHEIL =2 A TRI TR DIC; D F B
ZNEN6.68RU5.09u MTHY ., TRIDAVIEMATEI RUMATE2-KERE T A ENREEIN Tz, BBERTT R
SUAUAMATEI RU . RIEMATE2-KZHE T AR % 5Tl 57- (2. LAHUERDIFRMEHEIE B &L
T OLTFZUBDIT IV ADERERZTEL -, TOHER. SAIVAVEEURBMEFEFTOILTFZY
BOUTISVRIE, T5EREEHRELBELTNNBD LA, S RAFUCOMBFFEEFELLEN>FzZEM
5. OLTF=UBIVTIVRIZHTBIRAIDAVDEEILBEETHLIIENREINTY,



B EICLDBRER

BB

10. FEDEREHITIESE

(M

SREICSITAEYMBRRUMENDEZE (LAHAGKER. LAIGEKER) WAEAT—2)7

SRR FRARER E (65 LA L) 185 R UNE R FEMRERE (18~455%) 17HIICT5RI DA 200meZ BB O 3%
BELIZEEDITRIDIVDEYEIRB/NTA—FIELUTDEEYTHo = TRAIVAVDAUC, . [EE EFHKER
ETEFEHRESY26%BMLI-HY, EARMES (FERREERE4%. EERRIKREIN OFEERNTHY.
FERIITRAIDIVDENBREICEEEZRIFILVEEZ SN,

F1-. BHEREHEBREHIZSIRISAE100mg X F200me#E Q1% 5% 24D ME~DEZE LM LI-&
CH IBHMEDA—RSA UMD ELE CEFHE) DRAX LR (FHRERIABFELURNICERDLN, TS
DA 100mg, 200mg R U TS5 ERFEETENRENI.T. 6.6 RU7.3mmHg TH o1z, INFEHMEDR—X 54
UhbDELE (FHE) DD T, RLEVWTEHEIZETETS5EREDEDBHEBERE D LRIX. SR
CAVOVWTNORAER THERICRELZ10mmHgE TR ofz, WEHMEDA—RSAU MDD ELE
[CEALT.SRISAVDTSERICHT IELHMNREIN, SAIDHAVEEHBEHEBEOOTE LR LD
BEMEIERH NG,

SAIVAVDENBENFA—RIRIFTTERDEE

RNZFBAEHEDLL

INSA—5 THERE n RIN_FRMFIYE BhE /55
(90%{5 #8 X 1)
Cres ol 18 368 1.21 (0.96, 1.52)
(ng/mL) TR 17 304 I
AUCo-oo EEE 18 2480
(ng-h/mL) Ery e 1970 1.26 (1.03, 1.55)
hREDE
INSA—H THERE n th R {E EinE &S pfE™
(90%{E AR A1)
t = 18 2.00
max 0.50 (0.00, 0.50) 0.0254
(h) =EE 17 2.00

3E) WilcoxonlBRIFIMREIZ KD
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(2)

(3)

FFREIEE B E(CH T HEYENEE (LAHFERER) (MEAT—2)*

IEEITHEREE 8/ . BREERTHEREFEE & (Child-PughY 5 R A) 845 B U th 5 FE BT 4 REFE = 28 (Child-Pugh
95 ZB)8HIICSRITHA200meE AR O 5 LIzLEDTRIDA DEMENRE/SA—RTLUTDES
YTHoTz0 trae DR RIBICEEFHEEE LT EEFRERETEZEORMTHEEENROOA I (EhTh
T2.5285fH . 1.388FME . p=0.0079. WilcoxonERLFIIRTE) o t,,,D A TFIYEI . [EEIFHEEE T5.0985/H.
P EETEEEE R E T2 TH o=, EEFEAEE LR T BERUTEEREETEE T,
SAZUAVDC,  DEMEHEEENZTNI19%RUI%LF L., AUC, «DEMFEHEIXZNENIURY
35%IBML =A% (BRI ZE S (Crraes AUC, o DIEMARIZE B (S, IEHE T REE TEN T 1 25%, 30%, BEEEATHE
REEEBRETENTNG%, 38%, PEEFEAERETRETENTNATY, 59%) OHENTHoT-, KHER
MilE. CoBUAUC, | CEERMICEZDH I EEHONLEA DT,

FRIDAVDEPEENT AR RIF T HERETOZE

’FA—4 wBERE n ﬁﬁ{ilfl;ﬁ:ﬁﬁg ﬁd\:(s?%%{;lﬁzg;:f@&
FaFmE | 8 | 220 L e
o BEFRENE | 8 | o0 egmpmieE e | o 9
hEEFRENE | o 204 | mEmRENE SEEEmenE | | 00
FEEMRE | 8 | 1610 marmE e | ol
s | mEFRERE | 8 | 100 | EEReeEE/ERFee | o0
PHEFWENE | 8 | 20 | BEFREREcszEmeEs | 00
KS4—5 BB n | R (92:%5{%{%%%) il
IERATHRE 8 2:52 ﬁ—@;ﬁ‘rﬁ\;&%ﬁ (—1._7%,83.00) 01819
EE) BEHRERE | 8 2.00 ¢%§g§;§g§§ (_2_;1)',33_75) 0.0079
hEEITEEE | 8 1.38 _fifggfééﬁ;‘é% (0.0(())_’6;3.25) 02045

3E) WilcoxonBRIFREIZ LD

BHREEEZTEEICBTO2EYENE (LAHNGER) MMEAT—2)*

IEEBEHEEE (eGFR:90mL/ 5 /1.73m*LL L) 8B R U E E B REMEE B & (eGFR: 30mL/ %3 /1.73m*K i)
8= RAITA200meZF AR AR E LIz EZE DT RIS AL DENFRE/NNFA—RIILUT D ESY TH 1=,
EHEBEHERICLERLT. EEEHRERETRETIEISAZIDZ2VNDC,, D EMFHEIX13%. AUC D %
Al FHfE (T 18%E ML T=AS . BRI ZEE) (C,s AUC, DRI EN (T, FEEBHEEE TENE N 44%,
44%, EEBEHRERESTEETENTNISY, 32%) OEE N TH o1, KFERMN LI, Cruk FAUC, .| ZERER
HICEEDHLSEFAONGEMN 1=,



11.

REDAVDEYHEE/INGA—RRIZTT EHEEEDZE

2
R _REMFEYED L
INTA—H HERE n RN M FYE EETHEET  EXTiBEE
(90%f5 $E X )
o] IEEEHEEE 8 259
max 1.13 (0.81, 1.58)
(ng/mL) BEBHAEEE 8 293
AUCq-c IEEEHEE 8 1600
(hg-h/mL) I 5 T390 1.18 (0.85, 1.64)
hREOE
INSA—H WERE n R {E EETHERT THEBMEE oEY
(90%{= 8 X )
t EEEHEE 8 2.50
max 0.38 (-0.50, 1.25) 0.4684
(h) EEBHEES 8 1.78

3E) WilcoxonBRIFREIZ LD

Dt
FZUEHGL
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VI. Z2t* (EALOZEES) CEISEE

88

KSR

NBEELZDER

-3
=
ESNTLVEND

. BERABELTOER

2.

ER(ROBEIFEELGNIE)

AHE DAL BBEDCBRERENHLESE

(f&E5R)
EERERITHTE—BRIETIBRFEELTHREL . BEICKFDEI KR LBBEZRRLI-IGE . K
DBREICKYSLHICEETBBIERERRT 2EENLH D,

. DREXR I RICEET HEELEZDER

[V2MEERIEHMRICEET HFE | ZSBT 5L,

. AERUVRAEICEET SEREEDER

[VARERUVRAEICEET S FEIZSHBTLHILE,

. BEEGEARWIRLEZDER

8. EELEARMIRE

8.1 AFIREIZLVIER. DFEVFELHODONALENHAD T, FFREPDEZICIIEBEDELEFR
BREESHMOBEIRESELVLITTETHIE, [17315 8]

82 FEEFEDAMHAREORABROZVNEBICEV T BENBLTIBEICE. TRADOERBSIC
FBHEEFICVDIAEEREERBL, REEFIETHLE, BULREETICE,

(f#3)

8.1

AFITIRR. OFEVNEEIRESN TS0, BEDRMTXEESEITHEL
BHE.NEABERACAFZEREOREL. 2205 E%E [ 1858 (LAHGERER. LAIFERER) 2HLY
T AFRSERDOEGENICRIZTEELLOFRNEMEELR I aL—2EAVTFRHEL TS, 25888
DIERENMS BROCHFENEVSTERDBEICH N DOLT, 50D RISEEGEN~DEENEDHLN
=—A. %58, 12RU24BMRICIE, BRRMICEERDHHEERREN~DEEFROONEM =, (TV5.
(2)2) QB ENEEIREENICRIFTTHE (LAHGEER) IR UT V 5.(2)2) O B BN EEERAE NI RIFT T ks
fEl (LAIFERER) |DIESHR)



82 CHMFETICENNTERSN-ET MHAFRBRTE. EREBEABETERVNERESNI-IEFDER
BBITLHEER I FALN 121020 UL, —REICIE 2 EARE DB ELSERE A LT EF O
ABZICKPBEBINDIVRIIZRYBTLENG, R ZEC A ARTEIRELEFICHERREFICES
XENEHBEFICITTFHREDEIS LR T S L

. BFEOEREFTHIBEICHTHIER
(1) EHHE-BIEERFOHLIESE
RESNTLVEL

(2) BEHaEREEERE
BESNTLVEWN

() FiaeEEERE

9.3 FFiREEE RS

931 EEDOHHEEREEERE

AEBREDRAIEEEEIRFTH L, EEOHHAEREETEEZIRELEBHRRAEBRIIERL TLEL,
(FZER)

HERETICRESN BN RERTEOREHEBRRVERKRRICEN T, EEMFHEEEETREECS TS
SAIUAVIRE(ICETRIERIEB/ON T, (TVI10.(2) FF4EEEE R EICH T 5 EYENRE (LAHFERER) |
DIESH)

(4) H£JEREZEHT HE
BRESNTLVELY

89



(5) W%

9.5 1F4F

PER R IFIEIRL TLBETREE D H D LI, AR EDAREAEKRIEE LR EHESNDIERICDOH R
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FEOEBEEEEL. BAOBERIEPLERHTHEIERELL,
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(1) HFREREZDEH
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RAMNEMEIZHohNEIENH
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SEIERA—EBXR%E

FEREEERNRELIZ. BRARUSNEADERKRRREHEL-BHER REIKR

*) LAHK. LAHJ, LAIH, LAIUGHERZ B & LT-. IRFAZR48EFHLINICHKIR. XIZMRARTICHIR LR A& 48R LL
RICEELEIEAR

BElERDIELE SR E(%) BERDIELE FIRBIE %)
STl xF SR 45148 4625 EAKEE L 1(0.02)
B e FIRBI%K (%) 1884(40.74) B e 1(0.02)
BREFEHIUTERE 2(0.04) FRIRBFES 1(0.02)
ALY 1(0.02) SAREKIE 1(0.02)

2% 1(0.02) HEREE 1428(30.88)

MAEH IV NREE 2(0.04) FEEOHFEN 863(18.66)
=il 2(0.04) {EAR 317(6.85)
REREE 1(0.02) FERLE 276(5.97)
T I45F— RIS 1(0.02) B SRR 96(2.08)
RHEBLURERES 13(0.28) FERR 60(1.30)
BAURER 13(0.28) R 35(0.76)
RHES 166(3.59) TEEE 30(0.65)
S 26(0.56) FEEE 20(0.43)
EHEEETDHS 18(0.39) HBiEEE 19(0.41)
Z2E5H 17(0.37) AEIEE 15(0.32)
FEELIKRE 13(0.28) GIEEES 12(0.26)
ERSE 13(0.28) EBNKER 8(0.17)
BELE 12(0.26) 1BARAE 8(0.17)
BT 11(0.24) T Bk A% L S REAE IR BE 8(0.17)
bk 8(0.17) HEEBEE 7(0.15)
KR EH 7(0.15) KLLMD EL 7(0.15)
RAREE 7(0.15) BEERA IR % 7(0.15)
P21 6(0.13) REPEE 6(0.13)
5255 6(0.13) CRXRTT 6(0.13)
B -BEBCHKES 3(0.06) REEE 6(0.13)
S B 3(0.06) BEERE 5(0.11)
EEXRM-ZEIHEE 2(0.04) g R 5(0.11)
I8 2(0.04) FEEJE 4(0.09)
INDV O RAE 2(0.04) Ke-TRIDIKEE 4(0.09)
NI RIS 2(0.04) KEBRE 3(0.06)
BESE 2(0.04) i 3(0.06)
BIERRE 1(0.02) AERERIET 3(0.06)
mRE 1(0.02) FAMEREIEE 3(0.06)
18 BN & R 1(0.02) IAH/O—XR 2(0.04)
EE 1(0.02) FEEEE T 2(0.04)
5D9R 1(0.02) SHERIE 2(0.04)
BHERKHEX 1(0.02) REEEE 2(0.04)
R IES 1(0.02) Bk 2(0.04)
TRES 1(0.02) REEE 2(0.04)
FEIREE 1(0.02) EHEANRE 1(0.02)
1FENEE 1(0.02) Ak 1(0.02)
BB 1(0.02) BEmHELH 1(0.02)
fia 1(0.02) EFRIE 1(0.02)
BEIZER 1(0.02) BHLANILOET 1(0.02)
FAHES 1(0.02) EATE R 1(0.02)
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BElERDIELE S50 5 (%) BERDIELE FIR51ER (%)
PEEmES 1(0.02) FEIR 3R, 2R KU RIES 14(0.30)
WIMEEREREIES 1(0.02) IeF 0 BRI & 7(0.15)
T2 HE 1(0.02) THNERZ % 1(0.02)
HEBE 1(0.02) LKy 1(0.02)
BEENELR 1(0.02) 88 1(0.02)
FLIRES 1(0.02) ORENREE SR 1(0.02)
Bk ELES HEERE 1(0.02) Bl SR 1(0.02)
EE 1(0.02) 2R 1(0.02)
IREFER 1(0.02) SF|SERAE 1(0.02)
EIROEET 1(0.02) HY 1(0.02)
BEHEHREES 1(0.02) BRES 313(6.77)
O UfEREE 1(0.02) EiD 200(4.32)
REE AR B R R 1(0.02) & it 40(0.86)
P 1(0.02) ORE & 26(0.56)
KRR 1(0.02) THi 22(0.48)
bR ILIRIRER 1(0.02) [ 12(0.26)
PARAERICERT SEEREOHEND 1(0.02) O R E§ R 10(0.22)
IREE 61(1.32) HIEFRR 8(0.17)
Z18 25(0.54) OO$E—RE 8(0.17)
HOES 18(0.39) LHEERTR 6(0.13)
SR 6(0.13) EER A 5(0.11)
=0 3(0.06) (e 3(0.06)
AREE 2(0.04) [k 1(0.02)
AR FE M 2(0.04) EEAHA 1(0.02)
BARGE 1(0.02) ] 1(0.02)
REEES 1(0.02) XL 1(0.02)
PIRERE = 1(0.02) (m)=3= 1(0.02)
R 1(0.02) OEMERE 1(0.02)
FHF AR 1(0.02) RERLUR THEES 22(0.48)
HIRE 1(0.02) ZFE 10(0.22)
BB LUHRBES 107(2.31) B33 4(0.09)
EEREEIA 89(1.92) AT 2(0.04)
HIg 12(0.26) SeHRE B G 2(0.04)
FE R BaEL 2(0.04) ZOFERE 2(0.04)
SERTEREIREE 1(0.02) Al Sk 5 1(0.02)
HE ek 1(0.02) 733 1(0.02)
FEWMEL 1(0.02) HERRBLUHESHEIEST 151(3.26)
BARIMERIERMEHFELY 1(0.02) BmAERT 93(2.01)
IDEEE 45(0.97) e 21(0.45)
EfES 36(0.78) 7o i A % 11(0.24)
SaRR 6(0.13) Fh R 8(0.17)
FRAR 2(0.04) ERER 5(0.11)
DMERES 1(0.02) HEE 4(0.09)
L= RSN IR AE 1(0.02) 53] 4(0.09)
=58 1(0.02) SR 3(0.06)
MmEEE 33(0.71) HEhE 2(0.04)
IzTY 16(0.35) AR 2(0.04)
AL 10(0.22) ERE L 1(0.02)
E £ 2(0.04) BEETREE 1(0.02)
FRAE AR 2(0.04) S 1(0.02)
B B R A 1(0.02) R R 1(0.02)
S IE 1(0.02) e 1(0.02)
Lf/—8B& 1(0.02) S FE7 1(0.02)
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BElERDIELE S50 5 (%) BERDIELE FIR51ER (%)
BHLURBES 3(0.06) ffasE 2(0.04)
& BR 1(0.02) ot B 2(0.04)
EA=173 1(0.02) KBREB K 1(0.02)
PRAZE 1(0.02) HITEE 1(0.02)
EWRBLVIERES 2(0.04) L EEEREEL 1(0.02)
RigEE" 1(0.03) Rl 1(0.02)
RIEFEHM*™ 1(0.03) KM FE 1(0.02)
— -2 HEESLVRGHBIDIRE 487(10.53) EiE 1(0.02)
B 201(4.35) FEL 1(0.02)
| NGE 107(2.31) EHRR 1(0.02)
HBak 61(1.32) fERE 1(0.02)
EERK 50(1.08) BERE 16(0.35)
BE 16(0.35) RSN 8(0.17)
o 15(0.32) mEET 2(0.04)
R BB A 1 2% 12(0.26) RIpEE 2(0.04)
R 11(0.24) mEES 1(0.02)
ARk 9(0.19) KELR 1(0.02)
[0X40X¢~ 9(0.19) DEREETR 1(0.02)
HITES 8(0.17) DEREE 1(0.02)
(mp:= 7(0.15) #RE+ERIE N 1(0.02)
B BT % 6(0.13) BE. PESLVNESHHE 4(0.09)
E| W A kdiopE 4(0.09) hiE 4(0.09)

MedDRA Version 23.0
*a: KM EMLGERIINT 550538734

9. MERRERRICRETRE
R/ESNTLVEL

10. BEHRE
HESNTULVEL

1. BRAEDIE

14. BRLDFE

141 FEEIZAFEHDTE

PTPEREDEAIIPTPY— oYL TIRAT L5168 T 5L, PTPY—FDERERICTEY | BELVEL A&

NEREHBEATIAL. BEICEIREAEZELTHIRRAREDEELESHELZHRT I LD H S,

(FR3R)

141 BEERFMSHEBREEICE I ERAEEMARMIXEZFDERIZH=>TDQRAIZDWNTI(FERK
SIFE1R1TR) ICEDWTHRELT =,
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12. ZOMDEE
(1) BEER{EAIZEIIESR

15. ZOMDEE

15.1 BRERERICEDER

15.1.1 1R EH D L HIERRERY O H 55 Bk A 58651% Xt R I EYIE 1T DT 1T o7z, AKI100mgX
(F200mex B EIE ARG LI-LEDEMEF L. TR EYUS EBERBTHETILTSY T L2mekl)
Eho1=2,

) PR IENGIF, EHERVZOMDERENE. AERTZEMNEE T ITFERALER

15.1.2 AFIEN) TR RFERIEORBHAICE S EREHDRITEFINTLVEL,

(f&E5R)

1511 XFIOFEY L EFAZERHIET S7-6. CCOSDERHEFEICRTELT=, ([V.5.(4)2) QEMREITHEADE

& (LAHBEER) |DIESHR)
1512 EERFAERICHELT. AFIEN) T REBHIEORIBFHREICES EREMNRITBETINTLVELY,

(2) FFERIREBRICEDER
BESNTLVEN
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X. FFERIREAERICEII SIHE

1. ZEBEHER
(1) EMFEIBHER
[VI. ExhEB(ICBHI HEE IDIESHE,

(2) REMEERARY
1D DIE RIS BER (A X, in vitro)

E—5 LK (#2451, M6451) (S5 RIDH06, 2R [E6me/keZ B[O S EL. DMER~NDEEFET
fiLf=. TDFER. 6mg/keBETOIRB DO TEEDEM (12[E/5) A% 520~ 1205 R (CROHLNT-HY
mE. DERRUVEEZENEAICH T HEEIEROLNGEN >z, ULLY REARICETLESMEE
[X6mg/kg&L 1=,
Ff=. invitrosdBR T RAI DAV W URITHK B M (S,S)-M18, M7, MBR U (S R)-M-18MhERGTF ¥R ILEfR
EEERAZTMLIz. TOFER. SAIDALDIC,fEIX3.1 u MT. BERRAKBAERSHEDC,,, (GEES
BEEmEHRE) OI0ETH o1, T, KB DIC,IEIXI0 u MEBTH 1=,

2) PREMERICHTAER(IVR Ty 1X)
CD-1Y R (HEIRIF106/E) IZSAZIVAL 01 (EREEBERIGDA) . 1. 4XIF12mg/keZ BIEFHIR
RIFEEL., PIREBERADEEETMEL-. TORR. IXNTORAEH THER BT HEZMED
A, 12mg/keB¥ TEBZEE T . FBARET. EERELRERUSADUTREEDHROSNT,
F YVR FYMRUARICSRAIDAVE R OKRSLE-EEARICEN T, BERESHOET. REK.
EB) R BEAGL, BER RN, BRMBERESGE PR HERICEEL-—RIKEBFI R AR
HoNTzh, ERIIEMNI200meF R OKRELEEDC, DIERBICHE T IBREBEICELTROHLN

7(—:56) o

3) MR RICHTHER(SGYM
SDS vk (T8I /) IZSARITA AR E12mg/ kg B A 2 EEBHIRNIR 5 LR [FIRB[ZR~NDE
EIRHoNGEI Oz, U EKY ., KEHERICHTHEEZE S (X 12me/kgbLT=,

4) BligRIET HER (TYh)
Fischerwh (H8fl/E$) IZSRIDA1, 4R (I 12me/keZ B A EARAR S LR, TRXTOHAEHT
RpHR U R EREHEM OBEMGIBMRUERREENROON-A MEBEEREDEILEHE ST
WEh =1z, BT TIERWNEEZEZONT -, UEXY ., KEHERICH(THESEME (X 12me/kgbLT=,
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S 988

Foa

(3) ZFDithDZEIERER: FFIEMBEE (IME)~D
1) EFAENRIZx 3 B4R (ex vivo) >

EFNBBIREANT, SASCACOMENRGEEROEEEZR Lz, FAVRT YA, T7FOS
U46619[C KB HTIVENTFE FRUVIEFELET T, FAIDHY (InM~100 4 M) X [(FRAT R TE2 (1InM~

100 u M) Z A MIL T, MR D DKL ZRE L=,

FSRIVAVIE BEMANRZELAZVNEHRUHENARZETIANEFHOLNTNIZELNTH.,
1INM~100 y MDBETR—X S/ MbDIHER KR UU466191Z KB ETINHEEZ D UIHE{E AE RSEN o1,

| BEENRREE LB PRBIR |
1007 100
-= 2ThUTFI -8= XThUFI+U46619
80 == SAZVUI 80 == SAZVIU+U46619
BIR BiE+U46619
5 60
1 ¥
8 b
£ 40+ S
(%) (%)
20
5 -
I T T T | I
9 8 7 6 5 4
HREREERE (—Log (W) ] REREEIRE [—Log (V)]
RRENARZH T SISk
1007 100
-= ATRUTFI = ZYMITI/+U46619
80 == SAZIIY 80 - == SAZII+U46619
iy BE+U46619
s 60
Iy
&
£ 40
(%)
20
0 ﬁ
I T T T T T
9 8 # 6 5 4
HEREERE (—Log (W] HEREIRE [-Log (W)]

TELSE LEROBEIEN=7 (BIEE(En=5). THRORAEn=5

#:100mM KCUC KL BIRFEICH T 2ED %

EFRBEIRIZM BRI EARURTN) T2 O /ERA (ex vivo)
ik ERREIAR GREIAR/ S( /SR FEMBEF18HIMDAF) ISFAVREH VA7 FO5UL6619%FME. TSCF0%F

ML THRHEE

L. RIFGARER T SMERLMEEHARER LAVMER 53T 1=, U46619IZ R HRTIRHE

DHEETRVEFEETT.SAIDEY (InM~100 u M) RIFRATR)TH (InM~100 u M) IZ&Y Boh=-RIGE.

100mM KCI&ELERL = URfEERELTRL . BERIGHEEERLT=,
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100

2) ErEEIARIZX T SYER (ex vivo) >
ErEEIIREALT, SAIDAVOMERBEERADEEERFT LIz, JAIVE2 (1InM~100 ¢ M) X (&
AR TE (1InM~100 4 M) Z /ML T, MR DD ELERIEL =,
FRAIDAVIFEMEHBEIIRODEC Y F RTEREZSNFOVTNIZENTEINM~100 u MBET
IRfEEAZ RSN ST,

| TRBIRG(8S | | MR |
100 100
-= AXNUTFT -— AILIFI
807 —e= sz=UIY 80 —e= szzvyy
= # B
Iy 607 g 60
e 8
% 40 = 40
(%) (%)
20 20
0 0
I I | T T I ‘I? T I I T T
9 8 7 6 5 4 9 8 7 6 5 4
HEREERE [—Log (M) ] REREERE [—Log(M)]

FHESE (n=6) . BEINREN S TEBROKEFNDIT oz (n=6)
#:100mM KCUCLBIEICH T 2B 0%

EFEBHIRICHNTEIAIDEVRUVRINIT 2 OERE (ex vivo)

ik ENEBER (D EBEE RURT LR EEFLUAF) DMEBEREEL. 100mM KCIIZ& i KUNHE K it % 8l
ELT=. 30D A Far—2a30DESAIDA (InM~100 4 M) RIZATR)FE2 (InM~100 4 M) [2EYESH
f=RI5%. 100mM KCIELE B LI IRMEEREL TR, BERIGHBREER LI,

3) ErIEREIARICR T B1ER (ex vivo) >
ErREEBARZANT, SRSV OMENEIERDBEEZRE L, SAIDAL (InM~100 u M)
RXIERAIR) TR (1InM~100 4 M) ZFML T, SBBERADELFRIEL =,
SAIVAVIFERREEEARY K (2HELTInM~100 « MiBE TIRFEERE RGN o1=,

| BB |
100
- AU TSIY
80 —gm s2=USY
g 60
@
£ 40
(%)
; SEIE+SE (n=6)
0 o o

#:100mM KCUCXRBINMBICH T HEHE

[ T T T T T

9 8 7 6 5 4
WEREERE [—Log (M)]

ErRREEEIRISH T HSRAIDAV RURTMN) T2 DR (ex vivo)
ik PIEEER (RN FHEZTEEMILYAT) OMEBEREEL. 100mM KCIIZkSRARIUER EZERIE LTz, 30
HEDAFAR—230 D% SAZITEL (InM~100 4 M) X [ERTR)TAL (1InM~100 u M) IZKY BN =RIE%E.
100mM KCIEELERL 1= URfER ELTERL . BE RIGHREER LT,



2 BB
(1) HERSHERR

HERSEH
BRROBEE (mg/ke)
RiE #ORE HiIkRRE
<R 300° -
Sk 300° 100
AX >120° >30¢

a:5HER V4B EROZEFHRARICE TS5 HOBENSHELT .
b:4HMRAKREFHRARICE T2 EWBHOBENSHEELT,

c: fEAFBIR EABROBENOHEELT=,
d: EARMENER SRR O RENSHE L =,

(2 RERSSMHHAR

REHRESH
EiE BEEmeg/ke)/ | NOAEL e
(fpige/BE) e | PR | e ELBERR
900: BESE B (24) . B EEE ., EfMIZxT D
100. 200, RIGDEM, SAYO—XAMHRE. FE B H
rasH2< ™ X 300/250%, 450, 43R 950 TEIEDR ., KRR 1)/ NBRIESE. BRI FFMERE 1.
(e 1t %8~ 10451]) 900 = . R VR, RE LR OEE
#0 =450: $ASE BEX (HEAHI) | FEfmRF 0D A RE. #EEN L
2300: BEREBDET. BRE EFXH. IREL
CD-1%™ R 30. 100, 200 - N
(2% 10%1) 20 1@@ | 200 &L
SDSwk 10. 30. 50, 100 - N
(2% 10%1) 20 48R | 100 B
250: B EE 0 Em (i) . KRREBEOZE L
(H) . Bl IS HEETHEREDEL () RUE
85 O PR #E R B T B ()
=100: 5 IER$R (BFepER, U2/ BK) DIEMN. Cad
10. 30 50. 100 N0 (HE) . A5 800, CID R (5 . FRIERE
SDZwhk * ‘200‘ * 133 B30 | fEOZEAL (). Bl IS ETHEEEOELLR
(U it - 10451) @0 M50 | U'BEBEE OO FRME A B M B E ()
i 200: FRMEREL . AES OE Y RUATRIY VD
A () . m/NMROEM., 822 /0D R
(). 7ILT= DD () . A/GLED R
() . ALTEE D, DIEEE0EMN, BITE=DE
. BiEEZ0EM (M)
=100: A O—XRAEFRERVES, BHEE
L RRE. MRIEZRE) . B ISHEET
10. 30 50. 100 HBEDEAL () DI ES OB (M) . D
SDZvhk * ‘200‘ * 2638R5 50 MDA () | e - B8, KEER =2 —
(U 1 - 10451)) @0 OVl eRHARK
= 200: FET= (BE251. M) | FEtst, (A E DR
(H) . BMHETHETEDELR ) .. DIEEED
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60:SAIO—XRMEFKIE., IRE. EEFKF. BF
NPT EHET. SEOREIL. B 35T Bk
(EM m”é;ﬁ) 5, ‘?f;g 60 4B 20 | BRET. BEOTIE. $HE. BIE. EMBOR
= B, RERIEIR . BRK, REOE DL, AER.
EEEEFH A . NaR U CIDE NN, FRED N (1)
E—J LK 5.10. 20, 50 13RS 20 50 ¥RE;. FRtHE. BREEET. KEDOHFELD.
(e e 2% 3451)) ®0 e EEHEDRFD
E R 5. 10. 20, 30, 50/40: k8. BRSESHET. K GMEEY) . M
R B4 50/40° 3958 R 30 | EiI.BEORIE. B, FE, 848, QTR
#0 NDEE. QRSHEIROEE

A/GH=F7 T 5 0TI ALT=7 5=V T2 /M50 RT25—+H, Ca=h)L L, Cl=oa—)L, Na=F kI L

a: %528 B2, 5 E5%300mg/keh 5250meg/kgl iR E L 1=,

b: %5258 B (M) X% 5308 B (##) <. x5 E%50mg/keh 540me/kel HELT=,

BIEMERER (n vitro. in vivo)

HMEFZRWSEIREAREESAER (AmesitiR) . FrA=Z—XN\LREZ—IIE (CHO) HiflaZ AW B4KE
BEREEUN vivokx DA BR/IZERERICEBWLWTSRIDAV I BEEREE RSEMN 1=,

AARMERER (k. THR)
SUbERAW2ERAARERBRR PN VRV 1=y ras H2Y O RZAN26BENARERBRDO NS
NITBWTH, SAIVAVEBREICLDEZDIEMEROHoNEMoT=,

ATEFRAFEMHHR SV, VYF)

IYNERW-ZRERVERECTONHAMREEICETHIHBRTIE, SAIDIVBREICL DU HETE/ NS
AR UNHREE~NDAELCHZEIRDONG N1,

SRRV YT ERAN-E-RERREEICETHRABRTE. BELCEBASHOROONIAZ(MRKEESE
D64E (SVh) RU28E (4 F) AT 2AEI TRRERAEDBDRUBREENAROONT=, HF
ERAVNVROKREICEIE-BRAEERBR T, BRSEISRRIIAETERRIBRRAREICL
SL.BHECBRSHEOZRNGELEZZONT, T, AFRBRTIBRITOME RO (DEHF
Ri8) MESETRDHON=A REREE B DV HFIE- IR REEHRICEVTRBEDOARIEXER
HohEMof=Cemn, RELDEERIFENEEZONT-,
IUPERVWEHARNRUTHERDOEESVICHAOHEICETIHRTE. BHYOKERBNERY
BHEENELCELTHRET, IR AU S BREMOER. SEERKOEMLERICHARETED
EENBHONT,

B RrFl L8R (in vitro)

In vitrolZTSvh, AXBRUErD LM, MIFRVMFEEAV., ALERVILEEES S GEMDERERM)
ZEHMELT=o SASDAUIE 10mg/mLUTDRETIVRRUEIDEMICTHL, F5mg/mLUTDRET
AXQOEMITH LB HEERIGEN 2D FUESWRETIHBOLARED LN, £F20.71mg/mLEYELY
BETHIRTOBTILERVMFEHAHLETEE THoT=,



() ZDHORHEM
KRR (SYM
FybEAVIRFERRICEV T, SAIVAUBREIZISBKKFREIROHONT . ROV DTEEV R
REDOSENLADRIEEROONGEMN =, FRAIVEVBEIAOS VIRV -BER5HR
[CHENTELRIEERZRL =,

St =R ER (in vitro)
In vitro 3T3=a—FZJLLYRERYIAALEEHERICE T, SRIVAVIIAERERSAI o1,
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1. HHE 5
& LA R—EE50me, LA7R—EE100mg
BIE WAZEEERCIE-EMEOLAZICKYERTEHIL)
BRED TRIDAY
BIZE

2. HhHEAR
AhHAM : 360 A

3. AFENRETORE
ERRfE

4. BFIRWLWEDZEE
BRESNTLVALY

5. BERITEHM

BERAEESRAAN HY

KT UoL sy  HY

ZTOMBERITOEM LAR—EERAINSIAN(RMP QYRIR/MEFEID-OIZEBEINIZEH.
M. BMEICETLIHEEINRSR)
(BFRA—54))— ERERERTRGEERRHAR - AL wwwlilymedical jo
F—=#B%A et EEBFZRERITHR—LR— https://www.medicalcommunity jp
~15E)

6. F—m % - Exh3E
ZLan

7. ERERAEERAR
20194108118 CXE)

8. BLERFAZEFABRUERRES. EMBXNBFAD. REMABEAR

RS SLERFTEREEAH REES EEEENBEAR R AR
LAR—§¢ 50mg 2022%1H208 30400AMX00003 20224 4F 208 202246 A8H
LAR—§E 100mg 202241 H 208 30400AMX00002 202244 F 208 202246 A8H

104




9. BEERFTBHREM. RERVABREEEMENEABRVEDOAE

ZHLEL

10. BEERR. BMERAREABRVEORE

ZHLAL

1. BEEM

104ERS : 202241 A20H ~203241819H

12. BRARRGIRICEET 5158

AEIHERRZTHL=H. BEFHEBHE

BERIE4ELFRELSN TS,

e —
=R N L]

1075 (ER 1843 A6 A1) [T DE, 2023F4A KB ETIE.

13. &£E2—F
EEFEAEMmEE B EEHI—F _ Lt rEENE
== ,: =
Rt 4 IEEE ST (Yda—F) HOT (13#7) & & SN
LAHR—E&E 50mg 1190030F 1024 1190030F 1024 1288506010101 622885001
LA7R—%E 100mg 1190030F2020 1190030F2020 1288513010101 622885101

14.

RERHET EDTE

AEFNDOMERIHRICEET DIRICEVTIAFIFXERERFRICKD HERIMEEICIYIFTIRD
BOWREERIHAWVIIHTIRDH S FEFEICHEEZHMNITONBEICOARETEHIE, 1ESNTLVDD
T.ERICH->TREI+RBETHE,

(RH4E4A19B HRER0419515)
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International Headache Society: Cephalalgia. 2018; 38: 1-211
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HAEHEEGRENICRITTSIAIDFI D EE(T) (LAIFERER)
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HAEHSRIDEIDOTQTHER (LAHPERER) (202241 208 &
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HREHFERFEEEEZRNRELISESE O AR (LAHOFER)
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HANER FEREEEERRELI-ENE I 155 (MONONOFU
FHER) (202241 H20R & &R, CTD2.7.6.20)
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HRERFEEEFEENRELI-SEF MEER (SAMURAIG
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HRNER FEREEERRELI E S MHHER (CENTURION
FHER) (202241 H20R & &R, CTD2.7.6.25)

Ashina M, et al.: Cephalalgia. 2021; 41: 294-304

Serrano D, et al.: Headache. 2015; 55: 502-518
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Brandes JL, et al.: Cephalalgia Reports. 2020; 3: 1-5
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(CNS31616)
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XI. 3F&H

1. TESETORTERR
2022F5 ARATIAIVAVIFIBAIZH T HETREHESI R EFEDLLBVFEREORMEI AR IZEE-HREL
TREZEDH8HETEESIN TS,
ABIZHTEMEXEHR. BERVRAZRFUTOESYTHY . NETORZBIKREIEL D, BERNDEFR
REDHEFETAAZFERTH &,

4. MEEX LR
FEEE

6. RERUVAE
BHEBRAISESRAZIOAL ELTIEN100meZ FEEREERICROKS 5. 2L, EFEOKREICTECTIE

50mgX [$200meZF iR 59 5 EMTED,
BEREDEXRIZHBRLIZGEIE. 24 H Y DRE S EN200meF B A BV SR TER S5 TES,

NEZHTHFEFTIRR (2022F5 A H)

E4 *KE

BR5E4 REYVOW

=14 Eli Lilly and Company

Flf - 1R4& T4 Lsa—T 4% §E (50mg. 100mg)

ShEEX (ExhE BAIZH T BRIIREESI R IEEDLENFBEEO S AR

RERUVAZ 2 A EL50mg, 100mgX [£200mgE HE(CIGLEOBET 5,
=1L, 4E TR EFIEFETETHIE,

2. B BT ORI ER
<HFHE~DREICEHT HEHR>
AIBORAXES 12471, 9.6 REFIOEDEHITLUTOELYTHY . FDACKERMNXE) LITELD,

9. REDERZHIHEEICEHTLHIE

9.5 1w

ERX(TITIRLTLODAIEEE D H A HEIZIE. AELOAREELGEIEMEEZ LR S LHESN DB EICOAE
5952, X EANERE-RRERRLEICEHTAHRTIL BRRBREED28EICHATIBEET. BR
BEBEREQEMEVBEOLONERDEENEDOLNT,

9.6 RELIF

BELOBEREMRVBIAREOERMZEREL. RAOBEX(THIUEZRETTEHIE, SYMIBLTEH
BRUZORBYMDE TR ADBITHEDONT-,
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HBE.FDACKE RN XE) TIX. 2015F6 H30B%3 > TC. CNETHEALTE/-FDARRRBIREH 58
(A/B/C/D/x MR : IBATI)—)DRILEKRTLT=,

FDACKERMAIXE) I2HE T 5127 REFDEHIILUTDELYTHS.

Hi8e RS
KEDRMAXE 8.1 Pregnancy
(20214128) Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women
exposed to REYVOW during pregnancy. Healthcare providers are encouraged to register
pregnant patients, or pregnant women may enroll themselves in the registry by calling 1-
833-464-4724. To learn more please call or visit www.migrainepregnancyregistry.com.

Risk Summary

There are no adequate data on the developmental risk associated with the use of REYVOW
in pregnant women. In animal studies, adverse effects on development (increased incidences
of fetal abnormalities, increased embryofetal and offspring mortality, decreased fetal body
weight) occurred at maternal exposures less than (rabbit) or greater than (rat) those
observed clinically (see Data).

In the U.S. general population, the estimated background risk of major birth defects and of
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively. The
estimated rates of major birth defects (2.2% to 2.9%) and miscarriage (17%) among deliveries
to women with migraine are similar to rates reported in women without migraine.

Clinical Considerations

Disease—Associated Maternal and/ or Embryo/ Fetal Risk

Published data have suggested that women with migraine may be at increased risk for
preeclampsia and gestational hypertension during pregnancy.

Data

Animal Data

Oral administration of lasmiditan (0, 100, 175, or 250mg/kg/day) to pregnant rats throughout
organogenesis resulted in increases in skeletal variations at the mid and high doses and
reduced fetal body weight at the high dose. The high dose was associated with maternal
toxicity. At the no—effect dose (100mg/kg/day) for adverse effects on embryofetal
development in rats, plasma exposure (AUC) was approximately 10 times that in humans at
the MRHD.

Oral administration of lasmiditan (0, 50, 75, or 115mg/kg/day) to pregnant rabbits throughout
organogenesis resulted in malformations (skeletal and visceral), increases in skeletal
variations and embryofetal mortality, and decreased fetal body weight at the highest dose
tested, which was associated with maternal toxicity. Plasma exposure (AUC) at the no—
effect dose (75mg/kg/day) for adverse effects on embryofetal development in rabbits was
less than that in humans at the MRHD.

Oral administration of lasmiditan (0, 100, 150, or 225mg/kg/day) to rats throughout
pregnancy and lactation resulted in increases in stillbirth and neonatal mortality at the
highest dose tested, which was associated with maternal toxicity and delayed parturition.
Plasma exposure (AUC) at the no—effect dose (150mg/kg/day) for adverse effects on pre—
and postnatal development was approximately 16 times that in humans at the MRHD.

8.2 Lactation

Risk Summary

There are no data on the presence of lasmiditan in human milk, the effects of lasmiditan on
the breastfed infant, or the effects of lasmiditan on milk production. Excretion of lasmiditan
and/or metabolites into milk, at levels approximately 3 times those in maternal plasma, was
observed in lactating rats following oral administration of lasmiditan.

The developmental and health benefits of breastfeeding should be considered along with the
mother’s clinical need for REYVOW and any potential adverse effects on the breastfed infant
from REYVOW or from the underlying maternal condition.

110



<INREADEREIZET BIEH>

ABIZHETHNREADEREICEATIEBIIUTOESYTHY . KEDHAXELFTELD,

9. RENEREFILEBHICHTLER

9.7 /MR

INRFERRELERREAERITEHEL TLVELY,

5L EREIES
RKEDORTXE 8.4 Pediatric Use
(2021%128) Safety and effectiveness in pediatric patients have not been established.
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