wWoE AR
| RERTRE S | EmEEER R kOB
oo K

A5 AR R I - AR I i A R IR I A PR R
(2 H & K )

TLw X AT (BT z) BH O RwEEAHEET A KT A >
(BRI FBAEDOFRIEMH]) (2> T

R B R & i O H AR T B 2016 ((FAk 28 4F 6 H 2 A BIERIRE) 128
WT HEHTEELOEH Ok EHEZXD Z ENEVIAENTZZ L 2%
T CLUERT E R L A B B R B ITRAM T D o D ISRl I HEE T 1
TA L EERT D EE LE L,

AR, 7 v xA=7 (Bia#z) 85 (ReEs 7Y a BT T
226 mg U V) IZHOWT, FEREIEOREIEMGNCKT L THEAT 2B
MEFHZHIRO LBV REHEHHEET A FT7 A4 LTRY ELDEL
DT, TOHEMHIZH 2> TE, KUTA RTA VIZHOVWTHESND K9,
HENOERERE L OERICHET2EmE BBV ET,



B

REERAHEETA KT A4
TZL~vRrA~T (B z)
(BR7E4 : 7V a bR THE225mg >V )

dp
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A FEE
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1. [ ZC®IC

R Sh DA « ZARMEDORER DT D11, P SCEE IS 2l B2 23K
Hd, I, IWHEORFEHANOERT LV | HUIRE 35S OS5 72 #rRE A
EAETHERLPARENDZT T, 2NHDOERNZEICHE LT 5 BEIETIC R
THZENEBOBREL 2o TV, RFMBLER & dOfEO AT E 2016 (R 28 4
6 A2 AEGEIRE) ICBWTH, EHNERLEOHEAOREIMHEEZR DL Z L s
TWnD,

FHERREF 263 2 ER M, KEERASCZ 2T 1 7 7 A VRBEFOESR R &
ONCERD N D, 20D, AMEROZEEICET RS HoEEIND
FTCOM, YUZERLOBEEZMZITHZ LN/ EINIBEFICH L THRATS L &
BT, BWEFA DN REEL LB LBk 2 & D 2 & DS ATRE 7 — 18 O B % jit 7= 97 e
BCHEMT2ZENEETH D,

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

I, ARIA RTA 0%, MNIATBOE NEHE G ERE R O, — RN R AR
PR A EIE N B AR e, — AR AN B AR RS, — BB AR AR
AR AR 2 B OVREE FEE FITE DA N B AR IS IR O 1D b &Rk
L7,

WG LI HEIES 7Y a T TFE25mg v Y
(—4 7L~ x A~ T (BinTE#Z))

R E R DREUIBE © 7 BRI A OO FAE P

REERDMEROHE 8%, RAZIZ7 b3 X~7 (Eisffz) & LT4EMIC
18] 225 mg # TG 5, XX 12 EFIZ 1B 675 mg % T
B53 %,

s R B ¥ F - RS




2. AFN DR, TEREF

TYabtETFE25mg v Y (R4 7 L~ A~ T (B ) DUT TR
A1) X, AR LY b = BART-BHE 7T K (Calcitonin gene-related
peptide : CGRP) IZ#5G 3 2~ U A KD v MufE 7 v~ U o G (IgG) 2Aa/kappa
/7 0—FAHUETH D,

JrEETE OIR BRI F 720 ISR S AU TW 22 WS | ] & > D IR A 550D 1 A% J&] PH
WAHET D = XA OMRITIEH T4 2L T, —RER=a—a U OIEHRIENEZ Y|
MFEKER DD CGRP %7 A K AP 7 & DI EVEEME DR T F RS S 4,
f 61320 "C ORI ARIE A3 A S AL, IIAE OO BE Zp FRARIZ AV JE P O 23 38 S 4
HTETERPELDEVOIMBEIHENTND Y,

ZOEDHIZ, CGRP A EROREBAERICEHG L TRY, £/ 70 —TAHFIC LD
CGRP DFRLFEZ, FERFEMEDOIRIEZIHIT L5 Z L B3RS D,



3. ERRRE
Jr BA TR FEAE O FIEINH] O A GRRF IR 217 - 72 22 B AR RER O Bl 2 7~ 7,

(1) 1B A 2 kb5 & U 72 [E B[R] 25 11/ AHERER (406-102-00001 #U5R)
[FRABR O ]

AHN DA N VLRV E FEd 2 B #9184 7 8% (Chronic Migraine, LA~ TCM )
B 569 B (AARN 479 Bl & Gie) xR E LT BIEAL —EEM Y 7 &R G
By B AR ) OREE D 67 fiigk C 5kt S 7=,

4\BORA 7 ) —=v TH] (R—RAT A1) 1Tk 12 HED _EERBEGHM L S

B G HMICB T 2IRBREORE - HR&EFER10LBY Tholo, FEFF

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

x1 _—_EERESHRBICETLAREORE - AE

FiE - R
77 AR 7Iw R % 4B LA, 1258 GF3E) K TR

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

TAHA LU S e AR A 4T 1] 12 ;
Al 675 mg/ 12 g VI 675 me, PRRET AR 4B 1R 12580 GG 3 D
1T

) ARFOAERE N HELOHEZ, 4HMIZ 1H 225 mg, XX 12 @8I 1B 675 mg DF THRE5TH
50

< ERBIRSENE>
+ 18 kLA | 70 LA 0 HME S At
- FEDE 12 7 AL EANIC A 8R (ERSFAE Y% (International Headache Society, LA T
Fm&)@KMD%3Wﬁ%K%6<)®fﬁ%ﬁ¢5\Xﬁ%%%%Kibﬁﬁﬁ
(IHS @ ICHD % 3 it B WiUZ £ 0 DK BIZE A L7RVY) DRI 5EBE T, 2
O R EEIE DFIEN 50 L FTH D,
« A7 V== 7RI, LT O CM DS EZ - AE
SE H £ 1S BLL ES D
O~@DDNF AU Z i 7o 3 78R B3 (P8R IR BR OBV Z o 72 A
#) N8HULEDHD
O ICHD # 3 iR B hRD (1.1 HIIRD WA ERR] © CIHB LD
@ ICHD # 3 iR B hR> 1.2 Rk H 5 FER] © BB LUC
@ REERgEOND (FHER2WEED S B 1 O S THRWY)
@ FEEZMESNTERY, RIS MY 77 U RER UL EAFHEREMHEH L

723, ICHD % 3 Wi B> 1.2 BiJkO & 5 H8ER | 128 40D R 7 88w (0
FEME R OVFHENE) K O ERTIR 2 £E 5 i OSSR 589%) O BEEIRE LA DHE %

4



FHTHEFITHBRITHAAN SN2 o T2,

GRS

<H >

TEFREE Th D _EHERKRGM 12T 4 B H7- 0 OPSELLEOTERE B
DR=RAFA U NODEEELR 2T, 77 BRREL L CTHAFREE I, 4
W& 7= 0 OHFREELL EOBRE B EICKT 2 7 BB MR S vz,

x2 _—EERKREH12:ETO4ERHEYOHFEELULEDOEFEBKD
R—R54 o bDEILE (FAS)

AF
225 mg/4 W 675 mg/12 H#E 77 v ARt
(n=187) (n=189) (n=190)
NR—R T A D 13254 13.4+54 13.5+5.0
CHEREGH 12 8ED 93+5.9 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) f/h IR S AERERA 7S

1 3) WG, MR ERON—R2T A VRO FEER T A O ELE TR, X—RAT A TOHE
FELL L oOEES Bk O R SIE S A A B L L7 ANCOVA, 2B, MEDLEMZ TS
721, FIDICAA] 225 mg/4 BREE 77 v RBEOLE 21TV, AEENBRD LNHEIE., RIC
675 mg/12 WEEL 7T B RO 21T~ 7=,



>
HEHFELT, KF225 mg/487E61.7% (1166]) . 675 mg/120E61.1% (11661). 7
T AREE61.8% (118%41) (23 bivlc, —HEMRKGHEIZB W TWF O T2%LL =
RO LN A EFRIIRIOLEBY THHo Tz,

K3 “EERBRSHREICEVLVTOVINADET 2%ULICERLE-EEER

(R MBITRER)
AF

EHLA 225 mg/4 BEE 675 mg/12 WA 77 v AREE

(n=188) (n=190) (n=191)
S A 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%)
TS 14 (7.4%) 24 (12.6%) 17 (8.9%)
RSB Z 9 FEI 10 (5.3%) 3 (1.6%) 5 (2.6%)
R 5(2.7%) 1 (0.5%) 1 (0.5%)
7Nz W 4 (2.1%) 2 (1.1%) 3 (1.6%)
T 3 (1.6%) 4 (2.1%) 0
M 5. 2 (1.1%) 4 (2.1%) 0
G 2 (1.1%) 5 (2.6%) 2 (1.0%)
5 2% 0 4 (2.1%) 1 (0.5%)

Bl (%)

FHEIERD b oTz, BEERAERERIT, KA 225 mg/4 B3 #] [1.6% (I5HH
1. Euﬂ:{’g M ED 1. 675 mg/12 FEE 141 [0.5% (A > 7= P) ] IZRBO LD,
W BRI L OBEME IV Sl S T, B FIEICE S B EELT, mAH
HTIIRO LT, 7T BREET2 6 [1.0% FEER., FBREREHE N, [ RS n) |
PR BTz, 7B, BITER X, AHK 225 mg/4 AL 29.3% (55 1)) . 675 mg/12 AL 32.1%

(61 f5), 7ZAREE283% (54 4) 2RO BT,



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

RHNOEF DR eV 2 Red 2 HI T, KB (Episodic Migraine, LA T
[EMJ) 3 356 f5il (HARN 301 fila&te) Zxte LIEEAL _HEHEM 7 7 8Rxf
FRERIREAER S H AR K OEE 0 67 iz C e S iz,

4BBOA T ) —=v TH] (R—RAT 1) 1Tk 12 BN —EEREGHME S
nic, —#HE ﬁ&@%ﬁ B DEBREOHE - HRIIRA4DOLEBY Thotz, HEFT
MER X, —EEREGH 1281875 4 8BRS0 OFERAEOR—2T A
HOEbEE ST,

x4 —_EERREHRICETLIEREORE - AE

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

« 185k LA k70 s AT D M S 2otk
- [FERS 12 » ALLERTICHEER (HS o ICHD %4 3 kit B hICHES<) oiEE A3
% ATERAEIENC X v FEEJE (IHS @ ICHD 25 3 KRB IC X 0 fh D IS L7
V) DRI NS BE T, O BRI ORIEN 50 LT Th D,
< A7 V== ZHIFRIT, LUFO EM OREEA T2 R
SHIR AN 6 HUL E 14 HLLFTH D
O~@DONWF N Zml- T AR AN 4 AU EH D
@ ICHD-3B 2Wik#ed 1.1 BJRDORWHEEE] O CHB LD
© ICHD-3B 2l 1.2 miJkDH 2 8] O BB ILOC
@ REEmMA DD (FERZEIEED 5 5, 1 D0z ST
@ fEEZW S TRBY ., BEWIC N 77X U REARIIEAFEREZHERH L

7235, ICHD % 3 Wi p > 1.2 midkod 5 FEER ] 12E& 0D F M 7 idim (0
FEME R OFIENE) e OISR VERTIK 20 5 A 88 (MR R 580m) OB R U B BHE %2
BT 5BREITRBRIHAAN SN2 T,



GEES
<A >
TERHMBEE CTh D, “HERKEGH 12 B TO 4 B DY O FEEH KON —2
AU OERERER SR, 7T L RREL ol U CRIARIEE L b, 4 @b
D O KR BB A E E R R S LT

x5 _—EERESH12ETO4EEH-YDHREREAKD
R—R54hbDEILE (FAS)

AF
225 mg/4 W 675 mg/12 HHE 77 v ARt
(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 AR L DAEES) —2.98 —3.00
[95%/15 #E X ] [—3.74, —2.23] [—3.76, —2.24] —
p fiE <0.0001 <0.0001

1) A AR U R

H2) B/ R iR

F3) B bRt MR ERONS—R T A RO FEER TR Of A BEESR, N—ATF A L TOREHE
I BB OVR BRI ISIE R A 2 LA B L L7 ANCOVA, B, MEDLEMZFTIET 572012, 4
DITAH 225 mg/4 WREL 7T B RO LB 21TV, AEZENRO bIHEIE, KIZ 675 mg/12 #
ML 7T ERBEOKEIT- 72,



<>

HEHFELT, KHF 225 mg/4 BEE57.0% (69 #1). 675 mg/12 #HEE 62.7% (74 1)), 7
7B AR 65.8% (77 41) IO BT, “HEMREGEHMICB O TWTRNORET 2%
DLEIZEOONTAEELIIR 6D LBV Tholz,

F6 —EERRSHREICEVLVTOVINADET2%ULIZERLE-EEER

(REMEBAINRER)
AFH

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

(n=121) (n=118) (n=117)
ST ALBE 19 (15.7%) 14 (11.9%) 15 (12.8%)
SRR 18 (14.9%) 14 (11.9%) 12 (10.3%)
LD 17 (14.0%) 15 (12.7%) 16 (13.7%)
et SEEhAZ ST 11 (9.1%) 16 (13.6%) 7 (6.0%)
HEFERALZ 9 PRI 7 (5.8%) 2 (1.7%) 0
L I7Nx W 6 (5.0%) 2 (1.7%) 1 (0.9%)
RS AT 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
iR=R e 0 3 (2.5%) 0
FEMED 0 1 (0.8%) 3 (2.6%)
B 0 0 3 (2.6%)
BIE(%)

W ERITEELRAEERERIIRD LN Tz, BT IRCE - T-HEERIT, AH
675 mg/12 ARETITFE O BT, 225 mg/4 HEET 141 [0.8% (GEHFBOLALEE) ], 7Tk
REET 10 [0.9% (MERIARZEH) ] I8 bz, 7. BITERAIE. AAI 225 mg/4 HEE
26.4% (32 41), 675 mg/12 WL 31.4% (37 41) . 77 BAEE23.9% (28 fil) IZRDH B
77



(3) 1B F YR AR A xS & L 7 [ERRIC A 2 TAHEAER  (TV48125-CNS-30049 #ER)
[FBR DA ]

AHNOF MR O 22 T 5 BT, CM B3 1130 1l (HASA 109 #1 % & Te)
xtGrl LT EAL S M7 T AR LGRS E NS O 132 sk TIHME S 4
776

BRI, A - HE, B A L O E 22 @RI, 406-102-00001 #5k & [F]
k& Sz,

723, ICHD % 3 hE B R 1.2 BidkD & 5 F 88 | 125 40D s 8w (0
FEME R OVFHENE) K O ERTIR 2 E 5 7o SRR 589%) O BEEIRE LA DHE %
BT 5 BEITRRITERA AN SR o T2,

(#5521

< B B>

TEFHIEE Th 5 _EHERKEEGH 12T 4 BB H -0 OPSELLEOEERE B
DR—=AFA b DEEER TITRT, 77 BARREE g L CHARREE I, 4
W& 7- 0 OHFERELL OB B EUICK T 2 A BB A R S 7z,

x®7T _EEmBEEH12ETO4ERBH-YOREELULDOEREHED
R—XS5A4ohbDEILE (FAS)

AF
225 mg/4 W 675 mg/12 HHE 77 AR
(n=375) (n=375) (n=371)
NR—=RF A D 12.8+5.8 13.2£55 13.3+5.8
CHEREGH 12 8ED 8.016.3 8.5+6.3 10.4+6.4
R—=R T A U HOE[CEE), 3 —4.56+0.30 —4.26+0.31 —2.46+0.31
7T R AR L DAEES) —2.11 —1.81
[95% 15 X [#] ] [—2.76, —1.45] [—2.46, —1.51] —
p fi& <0.0001 <0.0001
p fiEES <0.0001 <0.0001 —

TE 1) EAME A e (R

H2) /N R iR

1 3) BehRE, PERI, MUK O — R T A VIO JTEESR TSR O A EER, N—A T A L TOF
HELL EOiEE AL R IR RIER TR a2 AR L Lz ANCOVA, 723, MEDLEMZIRES
D720, FEWED FHEFAGE B & ORIKBIFHEE B>\ T, FEEEFF IIE#H% WHNT, AF
225 mg/4 WREL 7T AR OW T OFEMIER , “EHEMRKGH 12 812815 4 @ HZY
FEEIR H LD R— R A b Ok, 225 mg/4 WREL 675 mg/12 Lﬁiwﬁ/\& 7 7B RS
WTOTEEFMEE, 225 mg/4 Bt L 77 B RBEICOWTO _EEREGH 12 8ICBT 2 4 8 ®
720 OREELL F O HEDS 50%L0 Eid Lm&’%ﬁ‘%@%/\ 675 mg/12 WAEEE 75 BEREECOWD
TOEHEFMIE H ORI 21TV, BRICR S TG BICRORERE(TH 2 & & Eniz,

1 4) Wilcoxon rank-sum %€ (ANCOVA (T K 2 772D I _’Db T Shapiro-Wilk # & THE (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 AR 64.0% (240 #1)

675 mg/12 EE 70.5% (265 H) .

2%LL EICED ONT-HEFRIIEXRSDLEEY ThoT-,

IO LTz, —EHERBEGHMICEWTOWTULORET

£8 —EERRSHRICEVLVTOINADET2%ULICERLE-EEER

(REeMEBAIRER)
AFH
HEA4 225 mg/4 #EE 675 mg/12 HEEE 7T B AREE
(n=379) (n=376) (n=375)
ST 99 (26.1%) 114 (30.3%) 104 (27.7%)
bEs S AT 90 (23.7%) 74 (19.7%) 68 (18.1%)
TESHEALALEE 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%)
FEMED 11 (2.9%) 9 (2.4%) 5(1.3%)
TESHERAL HH 1. 8 (2.1%) 7 (1.9%) 10 (2.7%)
TESHEALE 2 FERK 8 (2.1%) 6 (1.6%) 0
G 6 (1.6%) 4 (1.1%) 11 (2.9%)
FIENESN 4 (1.1%) 10 (2.7%) 10 (2.7%)
B 4 (1.1%) 4 (1.1%) 8 (2.1%)
BIE(%)

FETCIE, AHK 675 mg/12 BEET 1 Bl GELICE > T-AEFS  [BIEEHEMNIEER) 32
OO, TRERIE L O EMEIT W E I SN, TOMOEERAEFEERIT. AH
225 mg/4 WFE 5 B [1.3% (EEE - BEEg 4 - REaih, iR, BRSE. IREMS A,
EfEZ U —¥)]. 675mg/12 #EE2 Bl [0.5% (mSh - FEBESEI. M)l 7
ZRAREE 6 ] [1.6% (il - BHEFHr. BREAIE, WS, FEULIREE - #2600 - SRR -
SEWRBUE, R E, R 5ETR) Hmb%m 77 R REEOMER A - - R
RV « SEY)IBEOE 2 bR X | JRBRIE & OBEMEIX 2V SR S e, BEEFIRlicE
kﬁ%%%m\xﬂzxmy4ﬁﬁf7@Juww\MﬁmﬂzﬁﬁfsﬁJﬂw@ f
FTEREET 8B (2.1%) 38D HIL, WIFNMDORE THEEBNERD BN FR IS
95 (225 mg/4 BEE 2 B, 675 mg/12 HEE 2 B1]) . FEHEAALEE (225 mg/4 BEE 1 4,
675 mg/12 BEE2 ) KO (7 BREE2H]) Thot-, 2B, BWEAIZ., AA
225 mg/4 FEE 51.2% (194 ) . 675 mg/12 FEE 49.5% (186 #) . 77 & REE 42.4% (159
) IZRRH b,

k=11

11



(4) SAEVE e B 2t g & L 7 [EBR AL [A) 5 IAHEAER  (TV48125-CNS-30050 FER)
[FBR DA ]

AHN DA R O M2 ey 5 BT, EM B35 874 ] (HAN 75 Bl & & Te)
xtGrl LT IEEAAL —EHE M7 7 AR GRS E NS O 123 sk TIHME S
776

BRI, A - HE, B B L O E @RI, 406-102-00002 #5k & [F]
k& Sz,

723, ICHD % 3 hE B R 1.2 BiIkO & 5 F8ER | 125 40D 7 RE M im0
FEME R OVFHENE) K O ERTIR 2 £E 5 78 SRR 5890m) O BEEIRE LA DHE %
BT 5 BEITRRITER AN SN o T2,

[R5 3]
<AE>
EEFFIAA T 5~ SRS 120 4 DT ) 0 J5 R D~— 2
AVPEDOEEERIITRT, T BRFELHIER L THAKREE HIZ, 4 BHZY
ODFI‘—LEr H;& ﬁ@‘éﬁ fcﬁ(ﬁ/}\ﬁ‘ﬁﬁmuémﬁ_o

x99 _—_EERESH12ETO4EMEH-YDHREREBHD
R—ZXFA4 o bDELE (FAS)

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

NR—=RF A D 8.9+2.6 92+2.6 9.1+2.7
“EEREGH 12 8ED 49+3.7 53140 6.5+t3.7
R—=R T A U HOE[CEE), 3 —3.66+0.25 —3.45+0.25 —2.20+0.24
7T R AR L DAEES) —1.47 —1.25
[95% 15 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

HF2) R/ T RERME SRS

H3) BERE MR MK O —R T A IO R T HERER O RZ B ENR, X—RA 74 TON
SHIF R OV SR R IE R E R A JLE B L L= ANCOVA, 2. BEDLEMZFIET D702,
F2NMED FEFMA B & ORIKFEAGE B 122\ T, .Eﬁriﬁﬁﬁwgﬂto$ﬁ2%my4k
LT TERBICOVWTOFEFMIEE, —EERKRSH 1288155 48 &7 o F5EkE B3
#(MULﬁthw%%@%A6BmyuLﬁk77ﬁTﬁ_omfmiﬁﬁﬁﬁﬁwﬁ T
BTV, ABICRSTHEICROMEEITHI Z & L s,

&Mwmmmmwwm@mQWGWA X BHEZED ESMEIC OV T Shapiro-Wilk #E THE (p<0.0001)
Thol=z72., FHIOHTEIZHE Wilcoxon rank-sum i 1E & LR M & L7z)

12



<>

HEFERIT, AA 225 mg/4 HEE 66.2% (192 f51]) . 675 mg/12 EE 66.3% (193 #i) .
7T B ARRE 58.4% (171 f]) @O LT, —HERKESHIMICBONTWTNNORET
2% EIZRBO ONTEAEERIIRI0DEBY ThoTz,

£10 —EERESHBICEVTVINIDET 2%ULICRBEL-EEER

(REeMEmATRER)

AFH
HEA4 225 mg/4 WA 675 mg/12 ERE 7T B AREE
(n=290) (n=291) (n=293)
ST 87 (30.0%) 86 (29.6%) 76 (25.9%)
bEs S AT 71 (24.5%) 57 (19.6%) 45 (15.4%)
RS AT RLBE 52 (17.9%) 55 (18.9%) 41 (14.0%)
R ARGE R 16 (5.5%) 11 (3.8%) 15 (5.1%)
VDN 11 (3.8%) 11 (3.8%) 9 (3.1%)
PR BRI G 7 (2.4%) 10 (3.4%) 4 (1.4%)
RS 6 (2.1%) 4 (1.4%) 3 (1.0%)
B 4 (1.4%) 7 (2.4%) 5(1.7%)
EIEY S 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(%)

FETIE, AA 675 mg/12 BEET 1 BlERH S0, TRERIE & O BE M 13 700 &y <
Nz, TOMOEERAERLIL. AFK 225 mg/4 HEE3 ] [0.8% Rk, EHME
EVERIMERIE, AfRZ) ], 675 mg/12 AL 2 1] [0.5% (BpHifm, JEEE) ], 77+
REET B [1.9% (H5f - FEREEEIT. QB - HEitEo WV, RS IEERE, K
YEmoE, RmbE, FEERT BRWE) ] RO, T EARFOEER KW
225 mg/4 RO EHVEIREMERAMERIELZFRE . 1GR3 & OBEMEII 2V EHEr s
7o BHHIEICE S T-AERFLIL. AA| 225 mg/4 BEE. 675mg/12 BREL O 7R
HTH S HFERO LI, WO CHEBENIIFE O & A7 5 3 K ALK BE
(225 mg/4 WHE 1 1,675 mg/12 WHE 2 ) . FH1(675 mg/12 HHE 2 #1]) . A% (675 mg/12
WEE 2 ) KOV 29 (675 mg/12 HFE 2 ) TH o7z, 7285, BIEMIX, A 225 mg/4
TARE 47.6% (138 131]) . 675 mg/12 HHE 47.1% (137 #) . 7T B AREE 37.2% (109 f) 1
RO BT,
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(5) 847 SRR M OSAEME B R 2 ki & L 7 R 53R (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 - HiE
AF 225 mg/4 FRE AFKN 225 mg ™ & 4 WENC 1B, 52 @ GF13[E) K T&E
AHK| 675 mg/12 EE  AAK| 675 mg 2 12 N 1], 52 8 GF5E) & 5
H) CMIFHIEIO & 675 mg, 7235, AANOKE I Ak E O EZ, 4 B 1E 225 mg, X% 12 [
IZ1[E 675 mg D FHRE5TH 5,

< FE R UE >
-+ 185k LA 1 70 LA T O B ST Atk
- [FIERS 12 » AL ERNCHEER (HS @ ICHD %5 3 hit p BUC IS <) OIRIEE A+
% SUTEEFHEIWC X v FreEm (IHS o ICHD %5 3 ilt p iR L W o R EICTEA L
2VN) BRI ENDEE T, ORIEROBIEN 50 LT TH D,
« 27 V) —= 7 HIMTIC CM OREYE (FEFE B8 15 BLLED-S REERm O EYE (T
FLO~@) OWT OS2 7= T R EE B 5 8 HEL Ed %) X EM DL
(SA% B4 4 HULE 14 BELF 2 R8O (TRRO~®) OWFhinogk
T2l IR BN 4 BRI EDH D) &=,
@O ICHD-3p Wik 1.1 kD2 WHEEF ] O CEB LD
@ ICHD-3B 2l 1.2 Bk ®H 5 8] O BB EIOC
@ FEmMAgEbiILD (FEMZEEMED 5 B 1 DWlZ S Tunhian)
@ WEEZMENTRY ., BHRIC N 72 RIEFI U EAFEARE2HEH LI

7238, ICHD % 3 Wi p o> 1.2 midkod 5 FEER ] 12& 00D F M 7 idhm (0
FEME R OFIENE) R OISR PERTIK 20 5 A 88 (IR R 580R) OB R U B BHE %2
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, BHEHRNIZEBWTWOTINNDORET 5% EIZRD b NTHEFLITE 12 ©
EBYThoT,
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x12 BEHBEICEOLVTOWINLDOBETSRULIZRRLE-FEER

(REMBITRER)
AH

HRA4 225 mg/4 675 mg/12 HHE

(n=25) (n=25)
R HEE 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%)
PN 3 (12.0%) 1 (4.0%)
HEHERALZ 9 R 2 (8.0%) 1 (4.0%)
H #E A EEE 2 (8.0%) 1 (4.0%)
TESTERAL IR 1 (4.0%) 3 (12.0%)
I Wk 1 (4.0%) 2 (8.0%)
f TN W 1 (4.0%) 2 (8.0%)
[ e~ L~ 2 1 (4.0%) 2 (8.0%)
GRS 1 (4.0%) 2 (8.0%)

BiI%(%)

WTITFRO b2 oo, T OMOEERAFFRIT, AA 675 mg/12 HHEE 2 41 [8.0%
(FLUFPEMBEREE, < BBEEFHM) ] 1IZRO L, Wb IREREE & OB EM X200
I ST, BEEHIRICE ST A EERIT. AA 675 mg/12 BEET 2 6 [8.0% (T4
EACALEE, < B FHM) ] B iz, ks, BIVEMIX. AK) 225 mg/4 AL 44.0% (11
). 675 mg/12 FEE 24.0% (6 1)) 1ZFBH BT,

<EBIME>

FHIEE CTH D, 1R 52 o 4B &H 7= O FEadm B O EEOHER 1258 13
DEBYThHhoT-,

& 13 ®’E5H 52 BMDOFERBHEDHERE

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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< [E R >
LN OHEEZ =42 L,
> [EAIGFFEUG % 2 FOYFHE AE T L72%&IZ, SERE 2T HEAD
SHELLEOBRKRRBRAEAE L TNDHZ &,
> AHIOFHE & EHENAT o 72 BT BGAkGEDFEIT DU T O] %3
AT ZEMTEHZ L,
> WA ETHRBOZFKICHET AU TOFEOEMEOREZA L TWVD
Z &,
- H AR P2
- HARBR P&

e

N

p=(11}
>

- AANRZES RENRHEERE)
© HARNARRE AR
. ZRNPEERE & ORI O T2 MRI T X DA LEE LR L7 a . M

A ST BRE RSB O BEPIVE 2 A9 D ERAl & HE U, MBI ) At is s T
T LGN ESTNDZ L,

@ BERNOEREMEREEDOAEHIZONT

. B 2550 b OF N - ZEVEE O FAFROEHC, AEHRPEAE L
A6 i L A R L leNIAT O T L FOEIREMIGHRE R, 1%
ROEHINHESTND Z Ly

@ BEHWER~DRIIZOVNT

. 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

[ BRI oW T

B G OBEEDOHEINZHT= > TE, LTFD 1.~4.0FT_RCEf-THEETHDH Z L2k

BT 5,

1. [EBREER¥E (ICHD % 3 i) 225+ a2 £ L, aikod 2 Enn
JED 72 5T OFEAED A ICHEEEILL EFEBLL T\ D B ERIERE CTH D =

EHER STV D,
2. ARFNOEERLERT 3 D ALLEIZB T, 1 DA B O EER BB KLY 4 B LA
ETH S,

3. MEAR, BAIEOFE, @IEEREOHER, A ML AYRT AL NMEOIEEYIFIEK
O BEREIEORMEIAREZBEICER L T DHERETH Y, T b DOIRH 4
UNZAT > CTH B AERIC K EEZ X7 LT\ 5,

4. A TEARO FERBEIEORIEIMHZE (e T ) v — VIEREE, SV 7 afg
FRU DA, vR Y PUERES) OWnThen, FiO~0n o Ho 1 oLk
DB X o THEH IR T Z 220,

O RBFHITH/E LR
@ AFMEIMEN
@ o, XMIIRWERZOBLEN O REE~DRNERENH D

[# 5 Ofikfe - HikizonT]

ARFNEE G AR OFGE Z /0 BZ2 U, 4 BN 1 B S-OBE 1A 5-B 6%
34 H GEEES) 12 B8 1 FEEGOEAIIAKIF5-8G% 3 7 A (1 Bl#5%)
Xix 6 mH QL% & BRITIRE EOBIMEZ T L TUEROSENRD b
WIEAIZIE, AFNOF G-Ik BT D 2 L, £ 0% G EHIRIC R Gk D BRI
DUVTHRFT L, SR EERBLOE R - BIEEIC L0 BEAEIRICKEE X -8l 2oT
LEix, AFoEGFIEEBETLH L,

B, BARANZGE LTBRRBRICI T, AFID 15 H 282 58 R IL
U,
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O AHIDRAIH L EEZ2IBBUIEDBEERE O H 5 BE IOV TR O G082
Thorld, &5 LN &,
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TEDRVE UGB 1T, RIS U CatiiaEEr Hnws ko, BEICHRET 52
Lo

® 4RI 1 EOFG25 12 BN 1 E oS, i 12 BRI 1 BOEENS 438
M 1 BOBEICEFT 54, EHRLOERE T, ZEATORERSTEBIC
1792 &,

e BEN)

1) Tony W Ho, et al., CGRP and its receptors provide new insights into migraine

2)

pathophysiology. Nat Rev Neurol. 2010; 10: 573-582.
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