REH]0811%5%5
SM3HES8H1T1H

wHEA (50 RERRE

HOEIF R A TER (R)
EREEERREER () & -

HOE T R W i A R EE S UR)
‘I EmA EREER (5 K

ez

JEA I B R R RUR R
( ~ E A K )

U CGRP HURBLAN AR D Eem i FHHEE T A R 7 A4  OREICHE I HES
IHIZHOWT

PUCCGRP HUARBLA] 72 a U Rl IZoWTE, [7 b3 X~7 (Bioifz)
DOEBERHET A RT A 0o T) B : A 348 A 11 BAFIT AR 0811 45
5 FIEA G A - AETEATE R ER A FEAE R @) OLB Y FoEEHHEE T A K
TAUBRESNIZE ZHTT, ZHITHE D SEERAIORBUEN Lo EFEE TiLo L
BY LT LHOT EE T ORRERMER ., A SR % (26 L CHMMUEZ BV L ET,

(1) 7¥a bR FE22mg > U I8 HOWTIE, SaEff HEE T A KT A4 A2h e, A%
PR OVZEMEICET 2 RN+ SR T 5 £ ToOM ARG ORELZMZITHZ LN
MEFSND2BFEICH U THEAT L L &I, BWERNREL LI BRIC BB xS a & 5 2
ENFREZR —E D EF 2 7= T EFREEATHEMN T2 L5 +oET L2 &,

(2) AREFNOFEBAIEIC Y 72 > Tid, IROFIHEZ ZHERMBAME O EMICIE#ET5 2 &,
O AREANCEET 2BFEOFMLE L L TRESILVTWADERMICOW T L FO T I3
L. A~FDOWNWTNUDHDODFEROHEMEDHEELZA L TWNDLILELEEINTNDETED, ¥



BRI 7z > Tk, 2 ME ORZEMIZ L TO T ~F D 5 bt T5 6D
(TERIEAAET ) 226 TEAEAA ) £TO I BEY%T 50022 Thid) .,

7 RS 2 OMHEZE T L2 RIC BR A 23 DB OZIFIZ 5 F
VL EDOERRZRERZ A LT\ D,

A AR

v Hﬁﬁr%A

— ABARNETE RAEAREME)

% Eﬂﬂiﬂu$$ft§*$+ =

Q@ AFNOEEBEETIS » ALLEICBIT S 1 » Ad7-0 o FriEdE B2 (FiEds XL A oE
JEDEWNE - 57 BHE) DO,

© AFNOEGOESDOHENZH Tz > TiE, LLFTOTIZEE L, A ~= DWW & il
TTRETHLIZEZMRTDHI L EINTWD T, KA GHTO F BRI IEDFR
JEANHIZEIC L D 1REORM (TRNEEZEMET | o TRNREEH] 05 B4 15
D& TREHE),

7 FEFEYRER O BRBEOCBHEIREELBICE R L TWHIEETHY . £
D OWRFEZEUNAT> Th HEAEIEIC K EEZ 72 LTV 5,

A AR TEUAGE O F BRI EOFIEMBI DO N NDD R+ G b8
FSOTHEfE 2 T & 720y,

v ARFTEEARE O R BE BAEOFIEIHIZE DO WF I8 | AEPEDME < A SO Ak
N TE 720,

T KRFTBEUARE O R IR FEEORIEMH KON, 2R, UIEWEMEF DR
JRN DB APESOFRWERE D & 0 SUIHEREDS T X 72w,

(3)  AAIFGHITAEIR O 2 0Bz L, 4B IS lﬁl&ff@iaé\ﬁizliﬁﬂ&“@%ﬁé‘?&
3 A (3 E4#%) . 12 WEIZ 1 [R5 O5EIIARAIR 5-BRMA% 3 » H (1 Bl#E51%)
X% 6 - A (2Ex51%) 2 HZITHRR EOARMEZ L L TERDOSENTRD &7
WISEIIE, AR ORGP ILZZE ST L 2 & &SN TWD T2, Yikalh 2 Ik L 72 B
DI A O AR, JEROUGEDRFEO b B AT 0 2 &,

(4) ARFNOFEGRIRE S | EHIHN I Gk O ZA | Z’Db\“ﬁﬁiﬂ/ SRR FEAEFE Bl DT
K BEHEFIC LY BHEAEGNICEZ - S Ro e G BIiE, ARIOHR G ik% B E
THZ &,



AR ]

# o 3E ﬁ I
w| wETBRE S (mEEER (R B OB
Fooal K

A S AR R I - AR I A R IR I A PR AR R
(2 H & K )

TlwxAvT (BiafHz) WA OREEHAEET A R A v
Chr 88 JE (R D SIERIH]) (22> T

RF M BOE S & E O AT E 2016 (CERL 2846 A 2 HEEIE) |
WL HEFTERSOFERHOREVHEZXD Z ENEV AT & ffx
JCLVEHERGN 2 BN ER BT IR T 2 -0 ISR HHEE T A K
TAUEEMRTDHZEELE L,

S, 7L~ A~T (GEEBTES ) BA] (RE4 - TV a BEETE
225 mg VU V) IZHOWT, REERBIEORIEMHNII S L THEHT 280
HMEFRHZNRO B G HAMEET A FTI4 L THRDELEDEL
7=DT, ZOEHICH > TE, KTA RTA4 oW THESIND XD,
EENOEBEERE LK ORI T 2 EmE BBV L ET,



BIHS

REERAHEETA FF A
TR A~T (B FHE#z)
(BR7E4 : 7V a B THE225mg vV )

dp

5F1 348 A
A FEE

I
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1. IZL®IZ

2. ARFIOFE, TERBF

3. ERRAEGRE

4. FgkIZ >N T

5. \hExtG LD B

6. BHEICE L THEIREFHIHE

P2
P3
P4
P16
P17
P18



1. [ ZC®IZ

RS DA « ZARMEDORER DT D11, AT SCEEICIES W 2l B2 23K
HIb, DT, IWEORFEHANOERT LV | HUIRE 35S OS5 72 88 E A
EAETHERLPDEARENDT T, 2NHDOERNZEICHE LT 5 BEIETIC R
THZENEBOBREL 2o TV, RFMBLER & dOfEO AT EE 2016 (CFR 28 4F
6 A2 AEERE) ICBWTH, EHNERLEOHEAOREIMEEZR L Z L s
TWD,

FHERREF 2683 2 EER M, KEERASCZ 2T 1 7 7 A VRBEFOESK R & B
ONCERD RN D, 20D, AMEROZEMEICET RS HoEEIND
FTOM, YUZERLOBEEZMZITHZ ENMFHEINBEFICH L THRATS L &
BT, BWEFA DN REEL L 2B LBk 2 & D 2 & DS ATRE 7 — 18 O B %91t 7= 97 ek
BCHEMT2ZENEETH D,

L2 o T, KA RTA 2 Tlid, BIBEES 2 E TR LN TV D EEIRZY) -
B2 RHNC S & | DUT ORI Ofcil 7ol ] 2 HEE 3 2815000 b B 7 B 35 %
TR O EFHERT,

I, RIA RTA 0%, MSIATBOE NESE G ERE R O, — R AR AR
R BN B AR e, — AR AN B AR RS, — BB AR AR
AR AR S B OVREE FEE FITE Eh VA N B AR IS IR ER O 1D b &Rk
L7,

WG LR HEIEN 7Y a B TFE25mg v Y
(—4 : 7L~ x A~T (BinE#Z))

R E R DREUIBE © 7 BRI A OO FAE P

REERDMEROHE 8%, RAIZIZ7 b3 X~7 (Eisffiz) & LT4EMIC
181225 mg #f THGT 5, XiX 12 EFIZ 1B 675 mg % T
B53%,

s R 9B ¥ F . KRR




2. AFN DR, TEREF

TYabtFETFE25mg v oY (kL4 7 L~ A~ T (B z) . DUT TR
A1) X, RADOBIRAIC I LY b = BAEF-BE 7T K (Calcitonin gene-related
peptide : CGRP) IZ#5G 3 2~ U A KD v MefE 7 v~ U o G (IgG) 2Aa/kappa
/7 0—FAHUETH D,

JrEETE OIR BRI F 720 IR S AU TV 22 WS | 0] & > D IR AN 550D 1 A% J&] PH
\AHET D XA OEIRITIEH T4 2L T, —RER=a—a U OIEHRIENEZ Y|
MFEHER DD CGRP oV 7 AKX AP 7 E DI EVEEME DR T F RO S,
f 51320 "C O PRSI IE A3 A S AL, IS OO BE 7 FRARIZ AV JE P O 23 38 S 4
HZETERNPELDEVOIRBAONTND Y,

ZOEDHIZ, CGRP A EROREAERICEHG L TRY, £/ 70 =T AHFIC LD
CGRP DFRLFEZ, FERFEMEDOIIEZIHIT L Z L B3RS D,



3. ERRRE
Jr BA TR FEAE O FIEINH] O AFRRF IR 217 - 72 22 B AR RER O ploiE 2 7~ 77,

(1) 1B AR 2 kb5 & U 72 [E BRI [R] 285 11/ AHERER (406-102-00001 #U5R)
[FABR O]

AEN DA M VRV E FEd 2 B #9184 7 8% (Chronic Migraine, LA F TCM )
B 569 B (AARN 479 Bz Gie) xR E L BIEAL —EEM Y 7 &A%
By B AR ) OREE D 67 fitigk C 5kt S 7=,

4\BORA T ) —=v TH] (R—RAT A1) 1Tk 12 HED _EERBEGHM L S

B G HMICB T 2IRBREORE - HR&EFER1DLBY Tholz, EEFF

MEH I, —EEREGY 12 BI85 4 B & 720 oS ELL EOER Ao~ —
ATA4 b DOELREE ST,

x1 _—_EERESHRBICETLAREORE - AE

FiE - R
77 AR 7IwRE 4B E, 128 GF3E) K TR

o RIENEAH] 675 mg P LAREIEAH] 225 mg & 4 WS 1 [, 12 @R G
KA 225 mg/4 FRE
225 me /4 D) BTG

TAHA LU T e AR A 4T 1], 123 ;
ol 675 mg/ 12 g VI 675 me, PRRET AR 4B LR 12580 G 3 D
1T

W) AR OGRS VI HER O &L, 4 BEIZ 1E 225 mg, XX 12 BEIZ 1E 675 mg DE TG TH
50

< ERBIRSENE>
+ 187 LA b 70 LA T 0 BT etk
- [AEEAS 12 7 A LA ERNC FEads  (JEBREE)R %% (International Headache Society, LT
Fm&)@KMD%3Wﬁ%K%6<)®fﬁ%ﬁ¢5\Xﬁ%%%%Kibﬁﬁﬁ
(IHS @ ICHD % 3 [l B WiUZ £ W D BITHE A L7RVY) DRI 5 EBE T, 2
O R EEE DFIEN 50 LA FTH D,
« A7 V== 7RI, LT O CM DS EZ 7o RE
SER B BN 15 BLLED D
O~@DNF AU Z i 7o 3 7 80 B3 (P8R IR BR OBV Z o 72 A
¥) N8 HULEDHD
O ICHD # 3 iR B hRD (1.1 HIIKDRWHERR] @ CHB LD
@ ICHD %3 R B hR> 1.2 Rk H 5 B © BB LUC
@ REEIgEOND (FER2WEEED 5 B 1 O S TH2RW)
@ FEEZMEINTERY, RIS MY 77 U RERIUIEAFHEREMHEH L

723, ICHD % 3 Wi p > 1.2 BiJkO & 5 F8ER | 128 40D 7 RRE M 7 88 (0
FEME R OVFHENE) K O ERTIR 2 £E 5 o SRR 589R) O BEEIRE LA DHE %

4



FHTHEFITHBRITHAAN SN 2o T2,

[R5

<H >

FEFREE TH D _EERKRGM 12 @ TO 4 BB S0 OPSELLEOTERE H K
DR—=AFA U NODEEELR 2T, 77 BARREL I L CTHAFREE I, 4
W& 7= 0 oLl EOBRE B EICK T 2 7 BB MR S vz,

x2 _—EERREH12:ETO4ERHEYOHFEELULEDOEFEBKD
R—R54 o bDEILE (FAS)

AF
225 mg/4 W 675 mg/12 H#E 77 v AREE
(n=187) (n=189) (n=190)

NR—R T A D 13.2+54 13.4+54 13.5+5.0
C“EEREGH 12 8ED 93+59 9.546.0 11.2+54
NR—=R T A b OEACETE, 1E3) —4.12+0.43 —4.14+0.43 —2.45+0.43
7T AR L DFEIES) —1.67 —1.69
[95%/5 #E X fH ] [—2.54, —0.80] [—2.55, —0.82] —
p il 0.0002 0.0001

1) R AR E

T 2) e/ IR S AERERA S

1 3) WERE, MR ERON—R2T A VRO FEER T A O ELE TR, =R T A TOPE
FELL OB Bk O R IIE S A B L L7 ANCOVA, 2B, MEDLEM 2K S
72912, FIDITAA] 225 mg/4 BREE 7T ¥ RBEOE 21TV, AEENBRO LNHEIE., RIC
675 mg/12 EE L 75 & RBED M 21T - 7=,



>
HEHFERIT, KF225 mg/48RE61.7% (1166]) . 675 mg/120H61.1% (11661]). 7
T AREE61.8% (118%1) (238 bivie, —HEMRKGHEIZB W TWF O T2%LL =
RO LN A EFRIIRIOLEBY THHo Tz,

K3 “EERRSHRICEVLVTOVINADET 2%ULICERLE-EEER

(R MBI RER)
AF

EL4 225 mg/4 BB 675 mg/12 WA 77 v ARk

(n=188) (n=190) (n=191)
S A 33 (17.6%) 23 (12.1%) 24 (12.6%)
RRUGEREN 30 (16.0%) 40 (21.1%) 36 (18.8%)
TESTERALALBE 29 (15.4%) 23 (12.1%) 21 (11.0%)
TSR 14 (7.4%) 24 (12.6%) 17 (8.9%)
TSRO Z 9 FEI 10 (5.3%) 3 (1.6%) 5(2.6%)
L] 5(2.7%) 1 (0.5%) 1 (0.5%)
7Nz H 4 (2.1%) 2 (1.1%) 3 (1.6%)
T 3 (1.6%) 4 (2.1%) 0
M S, 2 (1.1%) 4 (2.1%) 0
G 2 (1.1%) 5 (2.6%) 2 (1.0%)
5 fpE 2% 0 4(2.1%) 1 (0.5%)

Bl (%)

FHEIERD b oTz, BEERAERERIT, AHAI 225 mg/4 B3 #] [1.6% (I5HH
1. Euﬂ:{’g M ED 1. 675 mg/12 FEE 141 [0.5% (A > 7= )] IZRBO HILZDs,
W BRI L OB EME XV Sl S T, B FIRICE S B EEFSIT, mAA
HCTIIRO LT, 7T BREET2 6 [1.0% 7EER., AFBREREHE N, [ RS ) |
PR BV, 7B, BITER X, AHK 225 mg/4 AL 29.3% (55 1)) . 675 mg/12 AHE 32.1%

(61 ), 7ZAREE283% (54 4) 2RO BT,



(2) AEMERIREE x5 & U - FEEEICES I/ MHEENR  (406-102-00002 FRER)
[FBR O]

RHFNOEF DR eV ERed 25 HI T, KB (Episodic Migraine, LA T
[EMJ) 3 356 f5il (HARN 301 filz5Ete) Zxie LIEEA{L _EHEM 7 7 8Rx%f
FRERIREAER S H A K OREE 0 67 Mgk C e S iz,

4BBOA T ) —=v TH] (R—RAT 1) 1Tk 12 HEN EHEREGHM L S
iz, “HEHERBESHIRICE T 2IEEORE - HEIZRI4DO LB Thotz, EEGT
MER X, —EEREGH 1281875 4 BEHZY OFERAEOR—2T A
HOEbEE ST,

x4 —_EERREHRICETIEREORE - AE

M- A&
7T v R 7T R % 4 BRI 2 WM GEF3ED s
AF 225 mg/4 ERE &K 225 mg & 4 ﬁ 2 A GE3E) K T#EE
mEi$ﬁ6ﬁmguVi77tT%4 AR 1A, 12 B8R (GF3 =)
1 675 mg/12 A
AH mg/12 A#E -
< E P TE>

« 185k LA k70 s LA T D T M S 2otk
- [FERS 12 » ALLERNCHEERR (HS o ICHD %4 3 kit B hICHS<) oiEE A3
% ATERAEIENC X v FEEJE (IHS @ ICHD 25 3 KRB IC X 0 fh o I A L7
V) DRI NS BE T, OB ORIEN 50 LT Th D,
- A7 V== ZHIFRIT, LUF O EM OREEA 72 R
SEIR AR 6 HUL E 14 HLLFTH D
O~@DONWF N2 Zml- T AR AN 4 AU EH D
O ICHD-3B 2Wik#ed 1.1 BJRORWFERE] O CHB LD
© ICHD-3B 2l 1.2 miJkDH 2 8] O BB LOC
@ FEEwAEbND (HEERZHEED 5 B, 1 S0l S Tunan)
@ MBS TRY., BRI Y 7¥ U RERIUTEAFHEREHT L

7238, ICHD % 3 Wi p o> 1.2 midkod 5 FEER ] 12& 5 F R 7 idhm (0
FEME R OFIENE) R OISR VERTIK 20 5 A 88 (IR R 580R) OB R U & BHE %2
BT 5BREITRBRIHAAN Lo T,



[ER]
<A >
TERHMBEE CTh D, “HERKREGH 12 B TO 4 B DY O FEE KON —2
AU OERER SR, 7T L RREL ol U CRIARIEE L b, 4 B b
D O KR BB A E E R B HER S LT

x5 _—EERESH12ETO4EMEH-YDHREREAKD
R—R5A4 o bDEILE (FAS)

AF
225 mg/4 W 675 mg/12 HHE 77 v AREE
(n=121) (n=117) (n=116)
NR—RA T A LA 8.62.5 8.8+2.5 9.0+2.8
CHEMREGH 12 8ED 4.9+3.0 5.0+3.3 8.2+3.7
R—=R T A DO EE), 13) —4.00+0.37 —4.02+0.38 —1.02+0.38
7T R L OAEES) —2.98 —3.00
[95%/15 #E X i ] [—3.74, —2.23] [—3.76, —2.24] —
p fiE <0.0001 <0.0001

1) EAME AR U

H2) R/ R iR

F3) BehEE, MR, ERON—R T A RO EER TR Of A BEESR, N—A T A L TORHE
I B3R VR BRR ISIE R AR 2 LA B L L7 ANCOVA, B, MEDLEMZFTIET 572012, 4
DITAH 225 mg/4 WREL 7T B RO LB 21TV, AEZENRO bIHEIEL, KIZ 675 mg/12 #
ML 7T ERBEOKEIT- 72,



<ZEeME>

HEFELT, KRH 225 mg/4 BEE57.0% (69 #1). 675 mg/12 #HEE 62.7% (74 1)), 7
7B AR 65.8% (77 41) IO BN, “HEREGEHMICEB O TWTRNORET 2%
DLEIZEOONTAERELIIR 6D LBV Tholz,

£6 —EERBRSHREICEVLVTODINADET2%ULIZERLE-EEER

(REMEBAINRER)
AFH

HEA4 225 mg/4 #EE 675 mg/12 HEEE 7T AEE

(n=121) (n=118) (n=117)
TSR ALEE 19 (15.7%) 14 (11.9%) 15 (12.8%)
SRR 18 (14.9%) 14 (11.9%) 12 (10.3%)
N EE % 17 (14.0%) 15 (12.7%) 16 (13.7%)
et SEhAZ ST 11 (9.1%) 16 (13.6%) 7 (6.0%)
HEHERALZ 9 PRI 7 (5.8%) 2 (1.7%) 0
L 7Nx W 6 (5.0%) 2 (1.7%) 1 (0.9%)
RS AT I AR 4 (3.3%) 2 (1.7%) 0
T2 3 (2.5%) 1 (0.8%) 0
GIER ) 2 (1.7%) 2 (1.7%) 4 (3.4%)
TESHERAL H 1 1 (0.8%) 4 (3.4%) 1 (0.9%)
IR 1 (0.8%) 3 (2.5%) 0
B 1 (0.8%) 0 3 (2.6%)
TR 0 3 (2.5%) 0
k=R e 0 3 (2.5%) 0
FEMED 0 1 (0.8%) 3 (2.6%)
B 0 0 3 (2.6%)
BIE(%)

W ERITEELRAEEERIIRD LN o Tz, BEGTIRCE - T-HEERIT, AH
675 mg/12 ARETITFE O BT, 225 mg/4 HEET 141 [0.8% (GEHFBALALEE) ], 7Tk
REET 10 [0.9% (MERIARZEH) ] I8 bz, 7. BITERAIE. AAI 225 mg/4 HEE
26.4% (32 #), 675 mg/12 WL 31.4% (37 41) . 77 BAEE 23.9% (28 fil) IZRBDH B
776



(3) 1B F YR AR A x5 & L 7z [ERRI (A 2 TAHEAER  (TV48125-CNS-30049 #ER)
[FBR O]

AHNOF MR O 22 BT 5 BT, CM B3 1130 il (HASA 109 #1 % & Te)
xtg e LT ER (L ZEHEMR T 7 At RGN E N 0 132 flisk CHhE S i
776

BRI, A - HE, BRI A L O E @RI, 406-102-00001 #5k & [F]
k& STz,

723, ICHD % 3 hE B R 1.2 BidkO & 5 FEER | 125 40D 7 RRE M gm0
FEME R OVF ) K O ERTIR 2 E 5 78 OISR R 5890 ) O BEEIRE LA DHE %
BT 5 BEITRRITER AN SN o T2,

(#5521

< B B>

TEFHIEE Th D _EHERKEGH 12T 4 B H -0 ORSELLEOEERE B
DR—=AFA b DOEEER TIIRT, 77 BARREE g U CHAFIREE I, 4
WM& 7- 0 OFERELL OB B EUICKT T 2 A BB A R S vz,

x®7T _—_EEmEEH12ETO4ERBH-YOREELULDOEREHED
R—XZ5A4ohbDEILE (FAS)

AF
225 mg/4 W 675 mg/12 HHE 77 AR
(n=375) (n=375) (n=371)
NR—=RF A HED 12.8+5.8 13.2£55 13.3+5.8
CHEREGH 12 ED 8.016.3 8.5+6.3 10.4+6.4
R—=R T A ) H OB EE), 3 —4.56+0.30 —4.26+0.31 —2.46+0.31
7T RARHEE OAEES) —2.11 —1.81
[95% (5 X [#] ] [—2.76, —1.45] [—2.46, —1.51] —
p fi& <0.0001 <0.0001
p fiEES <0.0001 <0.0001 —

TE 1) EAME AR U (R

H2) /N R iR

¥ 3) BehEE, PERI, MUK O — R T A VIO T EESR TSR O A EESR, N—A T A L TOH
HELL EOIEE AL R IR BIER TR A AR L Lz ANCOVA, 723, MEDLEMZIRES
L7120, FEWED FHEFANE B & ORIKBIFHEE B IZ >\ T, FEEEFF IIE#H% WLz, AF
225 mg/4 WREL 7T AR OWTCOFEMIER, “EHEMRKGH 12 8ICB1 5 4 @ HZY O
FEEIR H LD R— R A inb O b, 225 mg/4 WREL 675 mg/12 Lﬁiwﬁ/\& 7 7B RREZD
WTOTEEFMEE, 225 mg/4 Bt L 77 B RBEICOWTO _EEREGH 12 8ICB T2 4 8 S
720 ORERELL FOEE HEDS 50%LL Eid Lm&’%ﬁ‘%@%/\ 675 mg/12 WEEE 75 BREECOWN
TOEHETMIE H ONEIZ IR 21TV, BRICR S TG BICRO-EREITH 2 & & Eniz,

1 4) Wilcoxon rank-sum % (ANCOVA (T K 277D I _’Db »"C Shapiro-Wilk # & CTHE (p=0.0063)
Thol=7=2 ., FRIOHEIZHE Wilcoxon rank-sum W E & EE 2 ff#MT & L7=)

10



A >

HERGIT, AA| 225 mg/4 FEE 71.2% (270 B1) .
7T AREE 64.0% (240 #1)

675 mg/12 XL 70.5% (265 #) .

2%LL EICED ONT-HEFRIIRSDLELY ThoT-,

RO LTz, —EHERBEGHMICEBWTOWTLORET

£8 —EERBRSHREICEVLVTLINADET2%ULICERLE-EEER

(REeMEBAIRER)
AFH
HEA4 225 mg/4 #EE 675 mg/12 HEEE 7T AEE
(n=379) (n=376) (n=375)
B E TR 99 (26.1%) 114 (30.3%) 104 (27.7%)
bEs S AT 90 (23.7%) 74 (19.7%) 68 (18.1%)
TS ALEE 75 (19.8%) 80 (21.3%) 60 (16.0%)
R ARGE R 16 (4.2%) 18 (4.8%) 15 (4.0%)
S HEE S 15 (4.0%) 19 (5.1%) 20 (5.3%)
FFENED 11 (2.9%) 9 (2.4%) 5(1.3%)
TESHERAL HH 1. 8 (2.1%) 7 (1.9%) 10 (2.7%)
TSI E 2 PRI 8 (2.1%) 6 (1.6%) 0
GET 6 (1.6%) 4 (1.1%) 11 (2.9%)
FIENESN 4 (1.1%) 10 (2.7%) 10 (2.7%)
BRI 4 (1.1%) 4 (1.1%) 8 (2.1%)
BIE(%)

p={113

FETTIE, A 675 mg/12 WEET 1 6] GEICE - 7= A EFES - BVEEHEMEMRER) 38
OO, IRERIE L OB EMEIT W E I SN, EOMOEELRAEFEFERIL. AH
225 mg/4 WFE 5 B [1.3% (EEE - BEEE 4 - REaih, iR, BRSE. IREMS A,
EMEZ U—¥)]. 675mg/12 #EE2 Bl [0.5% (mSs - FEBEEEI. M)l 7
ZRAREE 6 1] [1.6% (Tl - BHEFHr. BREAIE. WS, PR IREE - #00 - SRR -
SEYRBUE, R AE, R 5ER) Hm@%n 77 R REEOMER A - - R
RV « SRR EOE 2 bR X | JRBRIE & OBEMEIX 2V SR S e, BB fkicE
kﬁ%%%m\xﬂzxmy4ﬁﬁf7@Juww\MﬁmﬂzﬁﬁfsﬁJﬂw@ f
FTEREET 8B (2.1%) 38D HIL, WM ORE THEEBNTRD BN FR IS
95 (225 mg/4 BEE 2 B, 675 mg/12 HEE 2 B1) . FEHEAAEE (225 mg/4 BEE 1 4,
675 mg/12 BEE2 ) KOREER (77 BREE2H]) ThHol-, 2B, BHWEAIZ., A4
Dh@MﬂﬁSﬂ%G%ﬁD6ﬁmQU TERE 49.5% (186 1)) . 77 & REE 42.4% (159
Bl IZRRH b,

11



(4) SAEYE T oEd B 2t g b L 7 [EBR AL [A) 5 IAHEAER  (TV48125-CNS-30050 FER)
[FBR O]

AHN OGN R O M Z2 Bed 5 BT, EM B35 874 i) (HAN 75 Bl & & Te)
xtGrl LT EEAL —EHE M7 T AR GRS E NS O 123 sk TIHME S
776

BRI, A - HE, B B L O E 22 @RI, 406-102-00002 #X5k & [F]
k& Sz,

723, ICHD % 3 hE B R 1.2 BiIkO & 5 F8ER | 125 40D 7 s 7 8dm (0
FEME R OVFHENE) K O ERTIR 2 E 5 78 SRR 5890 ) O BEEIRE LA DHE %
BT 5 BEITRRITER AN SR o T2,

[R5 3]
<AE>
EEFFIIAA T B~ SRS 120 4 DT D 0 J5 R D~—2
AUDEDOEEERIITRT, T BRFLIR L THAKREE HIZ, 4 BHZ0
ODFI‘—LEr H;& ﬁ@‘éﬁ fcﬁ(ﬁ/}\ﬁ‘ﬁﬁmuémﬁ_o

x99 _—EERESH12ETO4EMEH-YDHREREBHD
R—ZXS5A4 o bDELE (FAS)

AF
225 mg/4 W 675 mg/12 HHE 77 AR
(n=375) (n=375) (n=371)

NR—=RF A HED 8.9+2.6 92+2.6 9.1+2.7
“EEREGH 12 8ED 49+3.7 53140 6.5+3.7
R—=R T A ) H OB EE), 3 —3.66+0.25 —3.45+0.25 —2.20+0.24
7T RARHEE OAEES) —1.47 —1.25
[95% (5 X [#] ] [—2.01, —0.93] [—1.79, —0.72] —
p fi& <0.0001 <0.0001
p fiEES <0.0001 <0.0001 —

1) SEEIE AR A

¥ 2) F/h T RERME SRS

H3) BERE MR MR ON—R T A IO F R T HERER O RE2 B EMR, X—A 74 TON
SHIF R OV SR R IE R E R A JLE B L L= ANCOVA, B, BEDLEMZFIET D702,
F2NMED B EFAMA B & ORIKFEAGE B 122\ T, .Eﬁriﬁﬁﬁwgﬂto$ﬁ2%my4k
LT TERBICOVWTOFEFMEE, —EERKRSH 1288155 4 8M&720 o F5EkE B3
#(MULﬁthw%%@%A6BmyuLﬁk77ﬁTﬁ_omfmiﬁﬁﬁﬁﬁwﬁ T
BTV, ABICRSTHEICROLEEEITHI Z & L s,

&Mwmmmmwwm@mQWGWA X BHEZED ESMEIZOWT Shapiro-Wilk #E THE (p<0.0001)
Thol=72., FHIOHTEIZHE Wilcoxon rank-sum i & & LR M & L7z2)
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<>

HEFERIT, A 225 mg/4 HEE 66.2% (192 f51]) . 675 mg/12 EE 66.3% (193 i) .
7T BARE584% (171 f]) @O L, —HERKESHIMICBNTWTNNORET
2% IO ONTEAEERIIRI0D LB ThoTz,

£10 —EERESHBICEVTVINIDET 2%ULICRBL-EEER

(REMEBAIRER)

AFH
HEA4 225 mg/4 W 675 mg/12 ERE 7T AEE
(n=290) (n=291) (n=293)
B E TR 87 (30.0%) 86 (29.6%) 76 (25.9%)
bEs S AT 71 (24.5%) 57 (19.6%) 45 (15.4%)
TS RLBE 52 (17.9%) 55 (18.9%) 41 (14.0%)
R ARGE R 16 (5.5%) 11 (3.8%) 15 (5.1%)
SRHEE A 11 (3.8%) 11 (3.8%) 9 (3.1%)
PR BRI G 7 (2.4%) 10 (3.4%) 4 (1.4%)
RUE SR 6 (2.1%) 4 (1.4%) 3 (1.0%)
B 4 (1.4%) 7 (2.4%) 5(1.7%)
Bl e 4 (1.4%) 2 (0.7%) 8 (2.7%)
TESHERAL H 1 3 (1.0%) 9 (3.1%) 6 (2.0%)
I 57 2 (0.7%) 6 (2.1%) 4 (1.4%)

BiIE5(%)

FETCIE, AA 675 mg/12 BRET 1 FlRRSH S0, TRERIE & O BE M 13 700 &y <
Nz, TOMOEERAERGIL. AFK 225 mg/4 HRE3 ] [0.8% Rk, EHMEE
EVERIAERIE, AfEZ) ], 675 mg/12 HAE 2 1] [0.5% (RpHifm, BEEE) ], 77+
REET B [1.9% (Hf - FE eI, QB - FEitEo V., IR IEERE, K
YEmoE ., RmpE, EERT BRWE) ] RO, T e ARFOEER KW
225 mg/4 RO EHVEIREMERAMERIEZFRE . BB & OBEMEII RV & s
7o BHHIEICEST-AERFLIL, AA| 225 mg/4 BEE. 675mg/12 BREL O 7R
HTHK SHFEROLIL, WO CHEBENIIFE O &I 5 T K AL BE
(225 mg/4 WHE 1 1,675 mg/12 WHE 2 ) . FH1(675 mg/12 HHE 2 #1) . % (675 mg/12
WEE 2 ) KOV 29 (675 mg/12 HFE 2 5]) ThH o7z, 7285, BIEMIX, A 225 mg/4
TARE 47.6% (138 131)) . 675 mg/12 WHE 47.1% (137 #) . 7T 2 AREE 37.2% (109 f) 1
RO LT,
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(5) 847 SRR M OSAEME B R 2 ki e & | 7= R 530k (406-102-00003 3K
B)

[FBR O]

KA B G Lic & & 022 R OAREEREFTT 2 BT, FEEmREH 50

(CM fE57 34 i, EM fE37 16 B, &6 H AR NIER]) Zxi4 & LI-IEEmEN& 556k
DIENO 11 sk THEE S iz,

4EMDOAT Y —= T (X—RF A ) IZhe< 52 B GHIM & S iz, 16E
HEICB T 21 EORE - HEFIR 11 OB ThoT,

11 BS5HMICETHRBREORE - HE
ik - H&E
AFA 225 mg/4 FRE AFKN 225 mg ™ & 4 WEENC 1B, 52 @ GF13[E) K T#&EE
AHK| 675 mg/12 #EE  AAK| 675 mg Z 12 NS 1], 52 8 (GF5 ) & 5
H) CMIFHIEIO & 675 mg, 7238, AANOKE S kKO X, 4 BHFIC 1E 225 mg, X% 12 [
IZ1[E 675 mg D FHRE5TH 5,

< E TR L UE >
-+ 185k LA | 70 LA T O B ST etk
- [FIERG 12 » AL ERNCHEER (HS @ ICHD %5 3 hit p BUC IS <) OIRIEE A+
% SUTEEAFHIWHC X v FreEim (IHS o ICHD %5 3 ilt p iR L W oo R EICTE A L
2VN) ARIBRENDEE T, MORIEROBIEN 50 LT TH D,
« 27 ) —= 7 HITIC CM OEYE (FEFE B8 15 BLLE REERm O Y (T
FLO~@) OWT OS2 w7 T R EE A5 8 HEL Ed %) X EM D FEHE
(SA% B&s 4 HULE 14 HELF 2 R8O (TRRO~®) OWFinogs
T2l R BN 4 BRI EDH D) &=,
@O ICHD-3p Wik 1.1 kD2 WHEEF ] O CEHB LD
@ ICHD-3B 2l k¥ 1.2 Bk ®H 5 ) O BB EILOC
@ FomMAEgEbiILD (FEMZEEMED 5 B 1 DWlZ S Tunhian)
@ WEEZMENTRY ., BHRRIC N 72 RIEHI U EAFERE2HEH LI

72%. ICHD % 3 BB IR 1.2 Bk H 2 R8N ) (28 40D R eah (A1
FEME R OF M) K OMMERPERTIR A2 £F 5 R oass (IMER FEER) OBEERE XA PHE %
BT 5BREITRBRIHAAN SN2 T2,

[FER]
>
HERELIL, AH 225 mg/4 BHEE 92.0% (23 ). 675 mg/12 TRE 88.0% (22 f1l) (ZFR
O o, BHEHIRIZEBWTWHOTINNDORET 5% EIZRRD b NTHEFLRITE 12 ©
EBYThoT,
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x12 BEHBEICEOLVTOWINDIDOBETSRULIZRRLE-FEER

(R MBI RER)
AH|
HRA 225 mg/4 675 mg/12 FHE
(n=25) (n=25)
R NHEE 2% 18 (72.0%) 14 (56.0%)
TSR AL BE 7 (28.0%) 5 (20.0%)
TS B A A 3 (12.0%) 2 (8.0%)
e 3 (12.0%) 1 (4.0%)
TEHERALZ 9 FEIRR 2 (8.0%) 1 (4.0%)
H R EEE 2 (8.0%) 1 (4.0%)
TESTERAL IR 1 (4.0%) 3 (12.0%)
I Wk 1 (4.0%) 2 (8.0%)
frINx W 1 (4.0%) 2 (8.0%)
[ e~ L~ 2 1 (4.0%) 2 (8.0%)
GRS 1 (4.0%) 2 (8.0%)

BiI%(%)

WO b2 oo, T OMOEERAFFRIT. AA 675 mg/12 HHEE 2 41 [8.0%
(LR PEMBREE, < BEEFHM) ] 1RO L, Wb IREREE & oBEM T 20
I ST, BEEHIRICE ST HEERIT. AA 675 mg/12 BEET 2 6 [8.0% (T4
EACALEE, < BRI ] B Hiiz, ks, BIVEMIX. AK 225 mg/4 AL 44.0% (11
1) . 675 mg/12 FEE 24.0% (6 1)) 27RO BT,

<EBME>

FHIEE TH D, 1 52 o 4 B8 &H 7= © FEadm B O EEOHER 1258 13
DEBYThHhoT-,

& 13 ®’E5H 52 BMOFERBHEDHERE

N—2F A 1A% 3 A% 6 7 A% 12 0 A%
13.9+55 H 9.8+6.6 H 11.8+7.1 H 11.0+64 H 10.5+6.6 H
(n=50) (n=50) (n=50) (n=47) (n=45)

M = R 72)
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4. FEERIZHOWT

AFNDWIE & 75 D BFE OB K OF G-kfe OHIWr X, BEENIZATHOIL D Z & 3R b,
AFN OG- A 72 Frofg & LS OFRERZERNT 5 2 ENKETHD, Fiz,
AFNOEHIC X0 BEZRBEWEANFEIL LBRIC bl e ktic a3 5 2 E NN E -,
UTOO~@DT X TE T HRICBWTHERT & TH D,

O mRIZHOWT

. e OFHE, £l & T, 2 IRIE (25 BN EER ORI A R 74 22013
D) BBINL, AFNCONWTO 57252 H LTS ER (LT o< [ERigE:
> DAANET H2REOEMEE L L TEHEEISNTND Z &,

< [E R >
LN OHEEZ =52 L,
> [EAIGTFEUG % 2 FOYHE ZE T L=%&IZ, BERE 2T HEEAD
SHELLEOBKRBRAAE L TNDZ &,
> AHIONFHE & EHENAT o 72 BT BGAkGEDRFEIT DU T O] %3
UNATH ZEMTEH T L,
> HWEETHRBOZFKICHET AU TOFPEOEMEOREZA L TWVD
Z &,
- H AR P
- HARBR P2

PRI

N

b=}
>

- AANRZES RE AR E)
© H AR R
. PRSI & ORI O T2 MRI FIZ X DA LIE LR L7 a . M

A ST BRE RSB O BEPIME 2 A9~ D ERAl & HE U, MBI ) A is 3 T
ELREINESTNDZ L,

@ BENOEREMEREERDMAHIZONT

. BURA 255D b OF N - ZEVEE O FAFROEHC, AEHRPEAE L
A6 L A R L leNIAT O T L FOEIRMIGHRE R, 1%
R OEHIDHESTND Z Ly

@ BEHWER~DRIHIZOVNT

. PESREL U A 7 FHGEHE (RMP) OZMERet FHEICTE S -AWER<e, A
FoOFERICEHE SN IZRWERIC LT, Hazhiia TR o B %
BI DHEMEEE L, BIEHOZK XN L TREE RO EEZ T, B
([ZTEE) e ALE R TE DERFINE - TND Z &,
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5. BExtG LR BE

(e N IANE |

B G OBEEDOHENZH T2 > TE, LTFD 1.~4.0FT R CEf-THEETHDH Z L2k

BT 5,

1. [EBREER3E (ICHD %3 3 i) 2252+ a2 £ L, Aikod 2 Enn
JED 72 5T OFEAED A ICHEEEILL EFEBLL T\ D B ERIERE CTH D =

LR SN TN D,
2. KA OBGERMGET 3 VAU LIZRNT, 1 WA S0 O R R B3 4 AL
ETH D,

3. MEAR, BAIEOFE, @EIEEREOHER, A N AR Y AL NEOIEEYIFIEK
OB EIEORMEIAREZBEICERB L T DHERETH Y, T b DOIRH 4
UNAT > CTH B AERIC K EEZ X7 LT\ 5,

4. A TEARO FERBIEORIEIMHZE (e 7T ) v — VIEREE, V7 afg
FRU DA, vR Y PUERES) OWThen, FiO~00 o bo 1 oLk
DB X o TSI T Z 220,

O ZRBHHITH/E LR
@ HFMEIMEN
@ o, XIIRWERZOBLEN O REE~DRWERENH D

[# 5 Ok - HikizonT]

ARFNEE G AITIER OFGE Z /0 BZ2 U, 4 BN 1 B G-OBE 13RI 5-B 6%
34 H GEEES) 12 8 1 RGOS IIAKIB 5-8G% 3 7 A (1 Bl#5%)
Xix 6 H QL% & BLITIHE EOBIMEZ TN L TUEROSENRD b
WIEAIZIE, AFNOF G-Ik BT D 2 L, £ 0% G EHIRIC R Gk D BRI
DUVTHRET L, B EERBLOME R - BIEEIC L0 HEAERICKEE X -8l 2oT
LEix, AFoEGHIEEBETLH L,

B, BARANZGE LTBRRBRICI T, AFID 15 I H 282 568 R IL
v,
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6. REICBRLTHETREHH

O AHIDRAK L EEZ2IBBUEDBEERE O H 5 BE IOV TR OF G- =
Thorld, &5 LN &,

@ 774 Tx—, MERE, Fﬁ @E%@L@f&mﬁﬁiéhfwé Bl
BhE IO, BESEO DS AICIIREEE ISR IET 5 e Py A g
21O &,

@ WA SCEITIN Z . B ARTESEE DR 2 BRI T 5D & ARHI DR K& OV EAE
DI DITBE 2w E R L T2 &,

@ AAIDO RMP ##AGE L, KR FHAEMETHZ &,

® AANTHEREIEIEORIEMH D72 D OIS TH 272, AFNZ L DI IZER I
TEDRVE U7 B i, RBITS U CaMiiaEEr Hnwa Lo, BEICRET 5 2
&

® 4N 1 EOFG25 12 BN 1 E oS, T 12 BRI 1 BOEENS 438
M 1 BOBEICEFT 54, EHRLOER T, ZERTORERSTEBIC
1792 &,
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