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(FERBRIEOCREMSH) ToNT

BREPMBEE L WEOERSTS 2016 (ERk 2846 A 2 B HZBEE) T8
WC . EFNEESOEAORELCHEZ NI Z ENBIIAETNEZ L 2%
T EFNEEN 2B N ERBEICRE T2 DICREFEREES A R
FAVEERTAIEELELE,

S, 7VvRxA<7 (BEFRBRL) BF BR4 : 7Va PETHE
226 mg ¥V V) IKOWT, FERRFEOCREMRICS LTHERT RO
BEFHZMNEOLRBVEEERMET A F7 AL LTHRYEELEDEL
DT, FOHERICY > TR, AFTA RIS Zo20THEEEND LS,
BENOEFEEEEVCERICHTABME2BEWNLET,
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1. Ui

EEAOHME - BEMORBOLDITIL, R XEEICESOERERERRRD
s, XL, SEEOREEROERICL Y., HEEKGSOEFNRFTRIEARF
AT AEERABEBESNGHT, TNHOEELFEILNE L T2 B CETICRG
TBHZEPRBOREL 2o TRV, BEMECEY & QR OEARK#H 2016 (T 28 5
6 B2 BESRE) KB\ Th, BFNERMSOFERAOREEEZRLZ L LN
TWw5, '

FRAVERF 2T A BRI, EREARRAE TR 7 7 A VBBRIFOERM, LB
B ERB I ENDHD, ZORD, FPIHRUVREHICET 2HES+AERESLS
FTOM. USERLOBELZ B ZTLI - AR S BEIS LTHERATS & &
bic, BWERSRE LRI LERMEE & D 2 & R —EOEM 21 =T ER
BCEAT A2 ERNEETHD, |

LEBST, BHA FFA 0 TiE, RBRBRECINLE TRELON TV D EFESN -
B RMcESE DTOERRORERERPEET2BRA»OMLERER, £2
FRUEEEEYTT,

R\ FHA KT A, MIEATEIEAER S ERR M, — A B A
RS —tREA BT SEES, —REMEA AANRSES, —BEREABER
AR AR RS B O EFEEFIEEIEA B AR O ENISRESOH IO b & fER
L, '

WEBLABEER  TVa PR TE2SSmg Y vy
’ | (—ffds - 7=k A~=7 (BETHEEZ))
ML RBPENINE . FEEBRIEOCREMG _ ,
HELRDEERORE B, BAKEY Lk X~7 (BETESEZ) & LT4BEIC
1E225mg #ETRETZ, T R2EBIK1IE67TSmg #KT
®’E5ET2, .
B Y R R OEFH . KENEERSH




2. FA DR TERBRF

TYaCETHE25mg V) P (A 7 LR A< (BFEMBRL), BT (E
A X, 8O OBRANCAIN Y b= U BETFEELTF K (Calcitonin gene-related
peptide: CGRP) IZfE & T 5~ U AR EEE DO v MEAE 07V » G (1gG) 2Aa/kappa
T ) 7 u—FAMAETH B, - |

AR OFREBARIT E X+ SICER IR TRV, {51 0RIBAERED % FAH
CHETAEXWMEOMBIEATAZ LT, —REBR=-=—u COEEEBREZY,
PRI D CGRP RV T A F AP 7 PO MEEBEDMBETF Pk Eh,
TERRELD T DORIFMEIENER X, ME ORERIERICEWVEBROMRAEE X h
HBLETERBECLR LN UBMBNRTNS Y,

DX S, CGRP IIAEROKEARICELE L TEY, B/ 7n -5k 3
CGRP OMAEZ, FIRBEREORELMHT S Z L BRI 5,



3. ERERAIR
AR R IEOREME ORFRIFITIUE 21T - 2 LR BRFBRORKEE T T.

(1) BHAERRELS - L ERLRS I/HERER (406-102-00001 FRER)
[RBROBE]

AR OAPER RS L BE 5 B AT, (84 A B8 (Chronic Migraine, LA T TCMI)
B 569 ) (BARN 479 flaEly) 208 E L-EEALZESHR T 7 B AMRBIEERR
Eﬁzfﬁ AARUEBED 67 ik TEBINT,

4 @HOARS V—=v FH (=T 42) T R BN ZEERRSHML &
hic, “TEERBSHMICBT 31RREOME - AEIR1OLBY ThHok, R
MEB . CEERESN 12 BicBiT 5 4 BRlld 0 O _EOmER B &O~—
AL NBOERELE Shiz, '

%1 —EERESHMCETZAREORE - BE

_ R - A&
7 REE FEEREZ4RECIE, 1288 G3E) ETRE L
: . FIEIEAH] 675 mg ™, BARRIZAA 225 mg % 4 #MIC 1 B, 12 8F G+
225 mg/4
AR 225 mg/ A BRE o v
T 675 mg. L St H BRIz 1 EL 1238 G
A 675 me/ 12 MBS Ef;rfﬂ mg, LAEIRT 5 4 @AM 1 EL 1238/ G3E)

%) AFOZFBRIhEREBERVCARER. 438-IC 1 E 225 mg, X 12882 1 B 675 mg O THRESTH
Do

< ERBREE>
« 18 mRLAE 70 BEAT D FE Mgz ik
- MERS 12 7 ALLEIC AR (EREHASS (International Headache Society, BAT
MHS]) @ ICHD &3 MR pIRICES) ORELZE TS, UIEEKKIEC L » HEER
(IHS @ ICHD % 3l BARIC X VDR BIZES L2v) BrRm@sh 8% T, »
DR DOFIER SO ML T TH B,
< Ay ) —=rZHBPI. BT CM OEEERTRTBE
- FERAEBRISBELLE®S ‘
- O~@OWThrEEETREERER AREXEAERBORVWEEZ -7 H
#) NRALLSS
@ ICHD £ 3EpIED 1.1 AkORWAEER] © CBIUD
@ ICHD 3/ pHRD 1.2 §ikHAHEER] © BB XUC
@ FEREIEDNS (FIERBETELED I b, 1 285z 3hTWiRn)
@ MmEZMENTEY, FMIC MY 77 URERGUIZAFEEELER LE

235, ICHD &3 R B AR 112 HidkDdH 5 FEEM) & Ehs AR TE (1
FEMER ORI R OUME ATk A 5 BB (MR ORI AUHEY

4



BT 5 BBIRBRCAS AN NP0 T,

[RR]

<FEhtE> _

FEFIMMEE THhA _EERESH 2 BT0 48MH7 Y OFRSEL FOER A K
DR—RAFA PO OEERER 2IIRT, 7R EBR LU THAAREE bIZ, 4
BESH Y OPREED EOER R T 2 BER RO BRER SR,

#®2 “EBEERESH12ATO4BMBE-YOFSELLOEEBHO
R—ZS54 UhEDETIER (FAS)

A FH
225 mg/4 W 675 mg/12 B TR
(n=187) m=189) (n=190)
R—RAT A EY 13.2£54 13.4%54 13.5+5.0
“EEREEN 1287 93%5.9 9.5:£6.0 11.2£54
R T A b DOEEED E3) —4.121+0.43 —4.14+0.43 —2.450.43
TIEREFELOEEY —1.67 —1.69
[o5% (= 4R ] [—2.54, —0.80]  [—2.55, —0.82] -

piE . 0.0002 0.0001

E 1) EEELREERE

¥ 2) BT SRR

) BERE, MR, BRUSN—X I YEORINTHEERORTRZBEENR, —AF7A4 0 ToOPE
B O AR R ARRERERE TR L L ANCOVA, 2B, RECEHENZRHE TS
ez, F1DIZAE 225 me/4 WL 77 RBOREEZITV., FEEZREDOAEEAE, KRiz
675 mp/12 WM & 77 RBEOHEE{T o7,



<EZaM>

HERESIT, AKI225 mg/4ARE61.7% (11661). 675 mg/12@E61.1% (1168), 7
B RB61.8% (11841)) IKAH b, THERRSHRIZB DT TADOHET2%EL L
RO ONEREERIIFTIOLBY Thote, .

£3 ZEEREEEBEICEOTHDTMIOET2%ULICRELEARER

(BE2MERHTRER)
Al

HEA4 . 225mg/4RBE 675 mg/12 B i gt

(n=188) (n=190) (©=191)
AL AR 33 (17.6%) C 23 (12.1%) 24 (12.6%)
LiEEES% 30 (16.0%) 40 (21.1%) 36 (18.8%)
TESTERALAIBE © o 29(15.4%) 23 (12.1%) 21 (11.0%)
HEATEN &R 14 (7.4%) 24 (12.6%) 17 (8.9%)
AT 5 Rk 10 (5.3%) 3 (1.6%) 5 (2.6%)
L 5 (2.7%) 1(0.5%) . 1 (0.5%)
AN , 4 (2.1%) 2(1.1%) 3 (1.6%)
T : 3 (1.6%) 4(2.1%) 0
Wi B, - 2(1.1%) 4(2.1%)
Bl 2 (1.1%) 5 (2.6%) 2(1.0%) -
JEE Bt 0 4(2.1%) 1({0.5%)

BR(%)

| REIEBRD bR o, BERTERSIT, A5 225 mg/4 WEE3 F [1.6% (B

. BatE, meB) 1. 675mg/12 BEE 1 B [0.5% (7)) ] TR bk,

WL IARIE & OREME T LMl S e, BEFECE > HFEERIT. MAAK

BCHEDLOIT. I EREET 2 [1.0% (FEEE, FERskEEm, Al skEsEmn) ]

B LI, 2B, BWERIX, &% 225 mg/4 R 29.3% (55 61) . 675 mg/12 3EF 32.1%
614, 77 wREE283% (54 H) IZWD BNz,



2) REVAEEREL S L U EREELE N /IHERE (406-102-00002 HER)
[RERDOHE]

AR OETHMER LML HRFT2 BT, REMFTHE (Bpisodic Mlgrame LT

EM1) BE 35661 (BAAN30LFEET) ZHRE LnEEALZESRT 7 ¥R
FRILERRR AR URED 67 R TEEShE, '

4 BEIORZ ) —=TH (R—RXF4) Im 12 BRBRZEEREERM & &
he, _EERBSHBICBITIRBECHE - HEBIIKR4D LB Thotr, FTEF
BEER, —EERIZEH 2 BICRT S 4 BBV OREBBRDR—R 51
HOELEE XN,

f4 _EERESHMEICHBIZABREOCRE - BRE
A - AR
TR TI7ERELABEICIE, 2EAM GF3E) ETESE
AF 225 mg/4 BB AHI225mg 2 4BEIC 1E, 128 GF3E) FTRE
PENIAF 675 mg, BU%IZ7 7 R % 48R 1 @, 12 @R (GF 3 @)
BT#E

A 675 mg/12 B

<FEARBIRENE>
- 18 RRLA L 70 BREANT DB L Lt
- MERSE 12 » ALLEANCHEERR (IHS @ ICHD 4 3 fR p HRIZES<) OBEEEE+
%, XIZERAREIBTIZ & v A EE% (HS @ ICHD # 3 fR B ARIC Xk W h o EEHRICES L7
VY BRIBRENSBE T, HORBEBOREN S0 LT ThH 5,
- A7 V== ZHERIC, BT O EM OEREER I BE
- ERAHEN6RALIEI4 AT THS
- O~ ThrEREETAIERAEN4 B LSS
@ ICHD-3p WrE#D .1 AJkORWHEERK] @ CBXTD
@ ICHD-3p 2 E#ED N2 AkoH 5 FER] OBBIVC
@ REERAEDLALD (HIEAZWEED O b, 1 o8Bl IhTwvwizn)
@ EEZEESNTBY, ERIC N 77 U RER NI RATEFRERALE

2%, ICHD # 3 iR p LD 112 Bk H 5 AEM] IS kh s AFREEAEE (L
Tt R ORI RUEERMERIIEE /5 AR (MERFERE) OREEIISHES
B 5 BETRRICESAAN NP 2T,



[#ER]

<HHhHE> ,
TEFMEEE THD, —EERESH 1280 4 BRH Y OREKERRON—R

SAUHLOELEERSICFRT, 77 RBL R L THARIRE biT, 48RS
D O R R BRI T 5 A ERES BB S i,

x5 “EERESHI12ETO4BESL-YOREEFERRD
R—=254 ohbDELRE (FAS)

S S .
225 mg/4 B 675 mg/12 B8 T EXRE
(n=121) (0=117) (n=116)
R R T A VD) 8.6%£2.5 8.842.5 9.0+2.8
TEERESH 12 8EY 49+3.0 5.0%+33 82+37
R—RG A L OELRED) B —4.00+0.37 —4.02£0.38 —1.02£0.38
75 REEL OFEEY —2.98 —3.00
[95%{E 4 KR ) [—3.74, —2.23] [—3.76, —2.24] —

p1E <0.0001 <0.0001

T 1) EEigiEE
E2) B RO HE TR
¥ 3) BER, 4, BRUS—I T VRO TR THREHOTELEENR, ~—AF 4 L TORR

B ARE A EERESERE TR Y L ANCOVA, 2B, REOCZEMFIHETILHIC, 1)
WwizAH] 225 me/4 BIE L 77 L RFOEEEITV., FRESHD SBAIX, KRIZ675mg/12 8

BL7 I ERBOLBEITo ),



<RZa> :

HEFRIT. KA 225 mg/4 BEE 57.0% (69 ). 675 mg/12 B 62.7% (74 ), 7
FEFRFE658% (776D IIRH LN, ZEEREEHFICBWTONTRANORET 2%
B ECBDONIREERIIR 6D LBY Thot,

6 _—_EERESHRICBEOTOWThOOBT2%LULICHBEL-AEER

(REURITIRER)
A

BRA 225mg/4 WEE 675 mg/12 BEE 7R

(n=121) (n=118) (n=117)
e R TA IR 19 (15.7%) 14 (11.9%) 15 (12.8%)
bact ogtitive T v 18 (14.9%) 14 (11.9%) 12 (10.3%)
EMRERSR ) 17 (14.0%) 15 (12.7%) 16 (13.7%)
RSSO 11 (9.1%) 16 (13.6%) 7 (6.0%)
ESTEMLE 5 FERE 7 (5.8%) 2 (1.7%) 0
L INT Y 6 (5.0%) 2 (1.7%) 1 (0.9%)
S EMLERR 4 (3.3%) 2(1.7%) 0
8% 3 (2.5%) 1 (0.8%) i
et 2 (1.7%) 2 (1.7%) 4 (3.4%)
FESERM H if 1 (0.8%) © 4 (3.4%) 1(0.9%)
N ' 1(0.8%) 3 (2.5%) 0
B 1 (0.8%) 0 3 (2.6%)
T 0 3(2.5%) 0
HERE 0 3(2.5%) 0
FEEMED E W 0 1(0.8%) 3 (2.6%)
RS 0 0 3 (2.6%)
P1%(%)

RLUEEREBRETERIRD O Lo, BEPLRICE > FEFRIT, A5
675 mg/12 R TIIFRD G T, 225 mg/4 BHET L F [0.8% (EHEMEAED], 77 &
AEET 1A [09% (MERARZER) ] KR bivds, 7eds, BHERIE, Z%0225 mg/4 BT
26.4% (32 41). 675 mg/12 HWHFE31.4% (R74]) ., FFEHAEE23.9% (284 ITEDHPh
Fral



(3) BHAERRE LR L EELREMIERER (TV48125-CNS-30049 k)
(RBOFE]

FRIOAIMER VRS E BT 5 BAIT,. CM A% 1130 ) (BAA 109 fiz &)
Pxtdl L EEALITEERY 7t R REERRBEEAAD 132 MR TEESH
7o .
RERAIR, Ak BE. TETIER ROERBIREAET, 406-102-00001 HREER
}EEnh,

8. ICHD 3 BB ARD M2 fikodbs IR KEEh2 A REEAFEERE (I
MR OFEES) R OB EE S RTE (MER AR OBRERIEHEL
5 BEERBICHAAAN bR o e, |

[ 2]

<HHhE>

FEFMEE THHEEREEM 12 BT 4 BM S OPEEL LOTENR H K
DR—AGA D OERER TIORT, 77 RBE LB L THEARBL bz, 4
A7z 0 o PR FOTER BT 3 EE AR BER Sk,

%7 —EERESH128TO4BMBE Y OHFELEOBEERO
R—RF14 vhbDELE (FAS)

Al
b 225 mg/4 A 675 mg/12 A#E T 7 ERHE
(n=375) (n=375) (©=371)

N—R T A EY 12.8+5.8 13.2:£5.5 13.3£5.8
“HERESH 12HED 8.0::6.3 8563 10.4+6.4
Re—RF A winh OB RED, #3) —4.560.30 —426+031  —2.46+031
T TR L OEEY) —2.11 —1.81

[95%fEHHIX M ] [—2.76, —1.45] [—2.46, —1.51] -
p 1B , <0.0001 ' <0.0001
p HES <0.0001 <0.0001 -

&) R

% 2) BRI AR '

¥ 3) BER. AT, HREUA—AT A EOFFERTHEEAOFEZBAENR, A—RAF S TOP
S O HHRCHIRBEGFEL L AER L Ui ANCOVA, 28, REDSHILZRET
BEHIC, Ao XERME A EURKBHEGBER IC>WT, BEIEFFIERA . A
225 mg/4 @R L 77 RPER OV TOEEFMER, —EEREEH 2Bk 5 48Mbi VO
RERBHOS—RF 4 hbOEER, 225meg/4 BEE 675 mg/12 MBOHFE & 77 ERRIC
WTOSEEER. 225 mp/4 BH L 7S5 2Rl oW TOZHERRESH 12 HiZBiT5 4 8
7= b SRRl OFR A0S 50%EA LD L IR 0FIE . 675 mg/12 B & 7T AR OV
T OEEREME B QIEIC R EIT, FRICRo BSOS T> b ahik,

¥ 4} Wilcoxon rank-sum BiE (ANCOVA - L AIRZED M IZT-2vT Shapiro-Wilk RETHE (p=0.0063)
Thofin, FAMOHEBITHEY Y Wilcoxon rank-sum W% EEAEAT & L)
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<TEH>

BEFERIT. AF) 225 mg/4 WEE 71.2% (270 ), 675 nmig/12 BHE 70.5% (265 F) .
- TR 64.0% (240 F1) ICREW o, TEERESPRICBONTOTAOET
WL IR DN HEFRIIRZD LB Thot,

®8 HERBRSHRBICELWTWI MO DET2%UEICREALL-AESER

(R&EBHxRER)
Al

BRE 225mg/4 B 675 mg/12 BB TR

{(n=379) (n=376) (n=375)
SRR 99 (26.1%) 114 (30.3%) 104 (27.7%)
A AL AR S 90 (23.7%) 74 (19.7%) 68 (18.1%)
ST B ALEE 75 (19.8%) 80 (21.3%) 60 (16.0%)
RGBT 16 (4.2%) 18 (4.8%) 15 (4.0%)
AEEESR 15 (4.0%) 19 (5.1%) 20 (5.3%)
FEMED FEWN 11 (2.9%) 9 (2.4%) 5(1.3%)
FEATERAL H 1 - 8(2.1%) 7 (1.9%) 10 (2.7%)
HESTEMLE D R 8 (2.1%) 6 (1.6%) 0
B 6 (1.6%) 4 (1.1%) 11 (2.9%)
Bl et 4 (1.1%) 10 (2.7%) 10 (2.7%)
it 4 (1.1%) 4 (1.1%) 8 (2.1%)
B (%)

T, AH 675 mg/12 HEET 1§l (ECRBE-TAEERES  BUREMMES) 32
O oA, BREL OBEMIIRV LTS, TOMOEERFEFRIL, &K
225 mg/4 EHE 5 B [1.3% (EE - BEEBH - REBIT. EHE. BREE. REER,
BILEZ V—¥)], 675mg/12 BEE 2 # [0.5% (ZLEEM - FEBEHEFR. Wl 7
TR 6B [1.6% (B - KBTI, BFEAE. WS, FERERE - 4818 - SRS -
FYREE, FTEVIRTE, AR ] KR LN, 77 e REOMREEE - #11 - K
MRS - BRPIREUE R ERE . 1RERR & OBEMEIT RV ST ST, BEPIERES
EHEERIY, FH 225 mg/4 BHTTH (1.8%). 675mg/12 BEHTSH (1.3%), 7
SERBETH (21%) BHHHh, WTINRIPDOBETCEEBICTRD b i S8 358
% (225 mg/4 BEE 2 B, 675 mg/12 38H 2 ) . FEFTEBALALEE (225 mg/4 1BFF 1 #,
675 mg/12 EMBE2F) RORER (F7ERE24) Thol, 2B, BHWERIZ, &H
225 mg/4 BHF 51.2% (194 ) . 675 mg/12 IWHF 49.5% (186 ). 77 & HEE 42.4% (159
F) IZFRH b,

11



(1) REHFERSEE LSS L EREFRENHEMNER (TV48125-CNS-30050 RR)
[ERER D3]

BEIOFIER RR2MEERITH BT, EM BE 74 f (BERAN 75 flaTr)
PR E Li-EiEALT Et@77tfﬁ%w@ﬁﬁ#@Wﬂﬁ>HSﬁ&T%méh
Tee

FEREAR, m%-ﬁﬁ\EE%%@E&@I&%%E%M\m@w}mmzaﬁaﬁ
L Ehis,

R, KHD%3Mﬂﬁ®rizm%®béﬁﬁrJL@inéﬁﬁﬁﬁﬁﬁr(m
%&&Uiﬁﬁ)&UM%&%%&ﬁaﬁﬁr(Mﬁﬂﬁﬁr)@%EﬁRmAﬁr%
ﬁ?éﬁ%ﬁﬁ%hﬁ#ﬂﬁ%ﬂ&#oto

[#52R1 |
<HEME> | -

EEHEHEB TH 2 _EERESH L BETO 4 BREHY OFFRBERDO—AT
A UPBOEMEERIICTT, TTLRHLERLTHAARL bIC, 4BHHLY
DRI BB 5B RO BHERE S h

£9 —EERERSH12ETO4BESZYORBEEAYRO
R=RF54 M bDEEE (FAS)

ZH

225 mg/4 AR 675mg/12 B T ERE
_ (n=375) (n=375) (n=371)
R—R T A B 8.9+2.6 92+2.6 9.1%2.7
“EERESH 28T . 49%37 © 5340 6.5%3.7
R—RF A b ORE{LRED &) —3.66+£025 . = —3.45%025 —2.20%0.24
S5 E R L DEEY — 147 —125
[osviEERK ] [—2.01, —0.93] [—1.79, —0.72] -
p1E <0.0001 <0.0001
p =4 <0.0001 <0.0001 Lo

) EHERIENERE

1 2) B/ TRIEHIE AR AR

i 3) Er R, HE, iurﬁ:&tb«-—z F A B FERRFEEEE A mﬁm%.ﬁﬁ% R—AGA4 S TOR
G BB U TESE RS AR R LR L Li- ANCOVA, 28, BEOCSELFIRE-4 D 2Diz,
B O T EIEE B RURIRATEEER oW, BEIBEFFERAVW R, F4225 mp/4
Bl 7S ERBICOVWCOEEFMER. CEERREN 1280 R 5 4 B HE 0 O S TR A%
78 50%EL B Ui BRE OBE, 675 mg/12 REE & 75 B RBIC- 0T O R EEFEHE A OIFIC gk
BTV, ﬁmaot%%m&mmmaﬁazaaéntn_

7 4) Wilcoxon rank-sum % E (ANCOVA IZ X 2HZOEH M T -5\ Shapiro-Wilk #E CHE (p<0.0001)
Th-oleicdh, FRIOREIICHE Wilcoxon rank-sum #7E XML L)

12



<ZretE>

AEELIT, AA 225 mg/4 BEE 66.2% (192 F1), 675 mg/12 BEE 66.3% (193 F1),
77 AREE584% (171 4) WD bk, ZHEERBERGFHMIZBWTHTANORT
2% EICRO N AEFEERIIRI0OLBY Thot,

£ 10 —EERFBREYBICEVWTVWThADOBET 2% EICRRLE-HEEER

(REMRTNRER)
F ]
BSR4 225 mg/4 BRE 675 mg/12 @R 7T ERE
‘ (n=290) (n=291) (n=293)
ESTERIEER 87 (30.0%) 86 (29.6%) 76 (25.9%)
TS BB TR 71 (24.5%) 57 (19.6%) 45 (15.4%)
TESTE LA 52 (17.9%) 55 (18.9%) 41 (14.0%)
FRERY o 16(5.5%) 11 (3.8%) 15 (5.1%)
FIRERS i 11 (3.8%) 11 (3.8%) 9 (3.1%)
PR B REY 7 (2.4%) 10 (3.4%) 4 (1.4%)
sEkde 6(2.1%) 4 (1.4%) 3 (1.0%)
B 4 (1.4%) 7 (2.4%) 5(1.7%)
Bl et - 4 (1.4%) 2 (0.7%) 8 (2.7%)
FESRRAL HH M 3 (1.0%) 9 (3.1%) 6 (2.0%)
I 2 (0.7%) 6 (2.1%) 4 (1.4%)

FEL(%)

FEL L, A 675 mg/12 BHET 1 FIFRD bhvie s, TARRIE L OB EMEIX ARV LR X
Wiz, ZOMOEELREESESIL, AH 225 mp/4 B3 51 [0.8% (RIFER, £EHMHR
EARAMESEIE, RIREE) ], 675 me/12 B8R 2 41 [0.5% (BHm, BES ] 77t
AREETH [1.9% (H - PEBEEHEF. 2B FHtDEV, FERERIEER, XK
YrREGE, EIEE, BHETF, BARE)] KEDbh, Y7 ERABHOBRETRY
225 mg/4 B OLLHEEMERMAMRELRE, WREL OBEE 2V LS h
Fo BEMIEZE - FEFRIE, A 225 mg/4 BRE, 675 mg/12 BRR VT 7R
HTHE SHBDLLN, WTFNILORCTEEFHIZED DN FRIENMAE

(225 mg/4 BEE 1 61,675 mg/12 38#E 2 §) , THI(675 mg/12 W#E 2 #1) , 2 (675 mg/12
B2 F) BRCD o (675 mg/12 BRE 2 6) Thote, 2ds, BIVERAIL, A 225 mg/4
WHE 47.6% (138 41), 675 mg/12 WAL 47.1% (137 /), 77 ERFE 37.2% (109 F) &
RHbNTE,

13



(5) BiEAERERCREEAEREE L NR L L REEEHER (406-102-00003 3
®) '
[FEROEBE]

AFEEBPRE Lr: 20ESERVEREEZRFT2ENT, FEREE 50 #
(CM B4 34 6], BM BE 16 6, BB ANER) Exide LEFEREARGHER
BEAO 11 R TEREIN,

ABBDAZ V—=v T (R—RF A ) I2fE 52 BRBRRSHE L Ehi, TaE
YR B T ARBEORYE - AREIR110LBY Thots, '

Fz11 BKEHMICRTSABREORE - AE
A - AR
AR 225mg/4 BB AR 225mg™ & 4BHIT 1E, 28R GH13E) KTRE
AF| 675 mg/12 BB AFH) 675 mg % 12 BMIZ 1 B, 52 BE GH5E) HTRSE
) OM #IEOH 675 mg, Ak, FEORBEShAERERCARR, 4821 B 225mg. Xik 1238/
2 1B 675 mg DETHRETH S, :
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V) WRIB XN B BET, POoNEBORENRSOEBUTTH S,

s AL ) —= Y FHBRIE CM OREHE (TER LA 15 BULE o REEROEYE (T
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(GEF RN 4 BLLE 14 BEAT o REREOEE (TRRO~@) OWVwFhhrDgf
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@ HEDHSNTEY, BHIC M) 74 VRENUIRAFERLHER LE

72¥5, ICHD % 3 LB IR 112 Ak H 5 AHR] IKEEN 5 AMEEAERE
R UFIRME) ROREERT L5 AR (MERATRR) OBRERIIIEIHES
BT 3 BEERRICELANR DR AR T,

[#2R]

<FEM>

HEESL, AH 225 mg/4 BEE 92.0% (23 41). 675 mg/12 IBEE 88.0% (22 4i) KR
B b, EEMAICBOTOTRAORET S ERRBD b EEEFRIIH 12 0
LB Tholk,
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F12 BEHBEICELVTOTEIIORTS%LICRBLE-EEESR

(RLBTHRER)
AH|
HHA 225 my/4 IRBE 675 mg/12 R
(0=25) (n=25)
Lg% 18 (72.0%) 14 (56.0%) -
SR ALBE 7 (28.0%) 5 (20.0%)
AR 3 (12.0%) 2 (8.0%)
HER 3 (12.0%) 1 (4.0%)
EEHEMEE 5 B 2 (8.0%) 1 (4.0%)
A % R 2 (8.0%) 1 (4.0%)
TS L A 1(4.0%) 3 (12.0%)
5K 1 (4.0%) 2 (8.0%)
A VTN 1 (4.0%) 2(8.0%)
AR~ L~ 1(4.0%) 2 (8.0%)
HEnE 1 (4.0%) 2 (8.0%)
HI%(%)

LR bhehot, TOMOEEREEERIL. A 675 mg/12 HEE 2 #1[8.0%
GUOLEHERRIEE, < bETHM ] 5B bh, Wi bIERE & oBEMET2Yy
YT ST, BEPLICESTZHETERIE, 25 675 mg/12 BT 241 [8.0% (&
BB, < BIETHIM)] 52 bhde, 7235, BUEMIL, &5 225 mg/4 188 44.0% (11

B . 675 mg/12 WEE 24.0% (6 H) IZRH BhT-,

<HhtE>
FAEE TH D, TBFEH 52 B TO 48RSV O EEE R ROFEEOHERITE 13
DOEBYTHoT,
£ 13 154 52 B/ ERBHOHS
R R A 1% Bk 3 A At 6 4 A% 120 At
13.9+55 H 9.8+6.6 H 11.8+7.1 B 11.0+64 H 10.5::6.6 H
(n=50) (1=50) (n=50) (n=47) (n=45)
(EI{E AR ERZE)
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< [EEREM: > ,
U TofEREERHETI L,
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> FREETAEBRORRCEETIUTOX20EMECRELZHFL TS
ek, ‘
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- BRI RS
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. YRMETERG & DERO Iz MRS L ARENRNE LB LEBE. Mk
B IERE RS OB R A B R LS L, BERCEE RIS T
= BISHINESTNAE D L,

@ BRNOEELBHREROEHIZONT

. BERARE D b OAME - REMFORENFROFTES, AEFRPRELL
BAICET RIS R EEE R L2 HONITI Z L SOERLFRER, &
HoEfIrEsTnBEZ L,

@ BHER~O#IGIZ2WT
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5. EXNBLRDBE
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W5, :

1. EREERSE (ICHD % 3 ) 22BI-+aRBREERL, #kodH 5 I3ET
KD NFEEBEORESA EEEU LR LTS, TBEAEETHL
EBERIN TS,

2. AHOBEREFI 3 AALLEIRBNT, L VATV ORERAEMNES 4 B
ETHB,

3. MR, REROCRE, BEFEOHR., X ML ATRXT AL VEDOEREMRIER
VCRFBEREEOSEHERESEIIERE L TWIEETHY, FROLOHRKREE

- B ToCHL AEAERREIEEEL LTS,

4. FHMTHABOFERBECREMHE (urT )/ n—NiERRE, ~A 7ol
TR UL, g ) PUEBRES) onwThdhd, TEO~Qn 560 1oLk
OB X - TEAXIERE TS 20,

@ PER+FIZBEALRN
@ EEMEREY _
@ #S. XNEFEEASOBANLEEM~OBNEERH S

[#5DfkE: - PIkizonT] _
ARG PR OB E+SICHE L, 4B 1 BB ORA AR 5 Bk
34 A (3EERESE) . 12EMIC | BREOEAIAKBERSL® I A (1 EREER)
Xik 608 QEREE) &BERICHELOEREZTML TEROEERED bk
WIEEITIE. ARIOREFILEBETE I L, EEE0% D EPNICRSREOESI
COWVWTHRET L, BB EREOHEE - BESICL D AREFRIIXEBEZ &3 Rok
BATIR, FHoREhEEEETSI L,

2B, BEARAERSEE LEBRRRICBWNT, &R0 15 A 282 5EAKRIER
by,
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6. REKELTHETREHH
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AR DA LEBRBEEDCREERED H 3 BFILOWTIEFFOREHER
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BT L, '

WA STz BERSREAE R T 5 RS B S & AR ORHE R OB IERER
DI DIHBREREZ+LEM L THOERTIZ L,

KE|D RMP 285t L, ZLERFFEEHERTIZ L,

AR FEREOREMH O b ORI TH B izd, FAN L 2 REPICIRIER
ER A U B AT, SBEICS CTAMIRREEZAVS LS, BEIEETDC
&,

4RI 1 EoRENS 128 | Eos, Xik 12 80 1 BoREND 48
Rz 1 EIDRECERT 554, BEROYERER, ERMOKRERSFERIC
TH5Z k.
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