HEF0S8S1 1%L
SM3HE8H11H

#ITEAE () RERRE
HAEARERAEEER F)
EREERREER B & - B
HIEM R & mnE ERIER (D)
g EREER B &

B4 B AR R ERRE
( »~ H & B )

L CGRP FLABFN AR D e mBERHEET A R T A4 L OEREITH - &
IHIZDOWT

il

=

PLCGRP HUARLE) (72 a UE Tl I2oW T, (7~ X~7 (EizFHl#z) RUA|
DORBEERHEET A FT A4 12> T) GRS 34F 8 A 11 BT IRAIEES 0811 2
5 5RAFME RS - AEEARERLFEEEERE®N) OLB0 | EffRMHEET A R
TADRESNIZE ZATETN, ZHUTHE D YEHIORBEH FOEEFEL T &
BYETDHOT, BB T ORREREE, FE % 3 L CRMRUEZ BBV L E T,

(1) 7¥abtRTE22mg >V DI oWnWTiE, REfEfAHEET A K714 I2hEn, B
MR OZ2MEICET 2 ERD+0EET 2 ECTOM, ARGORELE Z 52 &N
HMEINLEFICHLUTTERT L &I, BWERDIH L CBRICRE R IR A &5 2
LR —E DB Zm - T EREE CHEMAT 2L > +08ET LI &,

(2) ARBFNOEGBHIEIC S 72> T, RO FTEZ ZEREAAEOREMIZ L& T 5 Z &,
O ABANCEAT 21EFEOBMEE L L TERE SNV TV AERICOW T, LTFOTIZ3%Y
L, A~FDOWNWTNNPOFEEOEMEDREELZB L TWNLILLEEINTWVDLTD, &


02270074
マル写


BRI Y Tz » TE, 2B EOHEMICUTOT ~F D5 LS4+ 560
(TERNZEMET | /o TEMEMAA] £ TOI BEET L2002 TR,

T ERIRFFESE 2 EOMMBHE ZE T LRI R E 2T 2 REBORIRIZ 5 F
LI EDEERERZH L T\ D,

A BAMRTEE

v BAREEETR

= HANPTEZ BENHFENE)

A BAAMRREAM R

@ FAIDOEERRMETS » AU EIZEBIT S 1 » A7z o Frid B (RridE XL Al
TROEEVINEZ 72 HE) DO,

@ AHOFEEGEOEELEDHWICHT>TUL, LTOTIZEE L, A ~ZDWT % i
ETERECTHDLZEEMRT LI ESINTWVD D, AKEIFERTO FEERRIEDF
FERNHIZEIZ X D8O (TRNEEREMT ) 7o TANREEHT) 05 L4 T 5
HLOEETRE),

7 IEEWEER R BERBEEORMINGRELZBECER L TWHRBETHY . £
HOIREZBEYNAT> TH BEARICKEE X2 LTWD,

A RETEEAGE O F IR B IEOFIEMBIZEDO TN RPN+ I2EF L
FA SIS T & 720y,

v AR CTBEAFR O R R EIEOFIEMHIE O WT U003 | BAEMEDME < 8 ULk
R TE R,

T RETEEAGEO IR BIEOREMBIZEONT N0, B, IIRIERAZEOE
RN DREEESOBEWEREN H 0 A UL TE 20,

(3) AAFEGEPIEROBHEZ T5IZBZE L, 4 BREIC 1 BRE OB EIIAFR S FIntk
37 A (3EER) . 12 BHIC 1 EHREOHSIIARAREHGE 3 » A (1 [EKREEK)
Xix6 r A (2EEE5%) 2 BRICHE EOFRMEZFHE L TEROSEDNB D b
WIGEIZIE, ARIOREGPIEEZEBRET DL & LaNTWDH oD, Hi%akil 4 FEh L 72
D2 RN EOMZEMIC, EROUENBOONICFE LT D2 L,

(4) AEFOFREGEWGHE G EMHNIR GO ZD IOV TRET L, SRR EMERILOHE
K BRI LY B EABICKEZ S 2SR Ro e B AIE, KAlOREH L2558
THZ L,



AR ]

AR ER 0811 % 5 &
A Ff1 34 8 A 11 H

#oE O R
w| REFEREN (HEZER (B B B
oA K

A R - R A R G A R
(& F % W)

TR A7 (BlaFilz) REOREERHEET A T A
(FrEaJm B AR D BIEMH]) 12> T

REMEEE L EOREARTE 2016 (k2846 A 2 BE#HERE) 2k
W EHWEELOFEAORBEHEEZHNAZ EPRRVIAENTZI 2%
JC EFMERELZEICVNEREBF IR T A0 ICKREFEAMEET A R
FAVEERRTHZEELE L,

S, 7w A~T (BEER ) BE (RKE4 7Y a BEETHE
225 mg UL Y) IZHOWTC, FEEBREORKEMHICK L HEAT HED
HEFHZINKO LBV REFERHEET A 74 ELTERDEEDEL
DT, TOFEHICHE TS T, ATA RTA VIOV THESND LD,
HEENOERKEEN OEFICHTHEMEBBENLE T,
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REFEHAHEETA YT A4
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1. ILBHIZ

EEGOFE - BREMEOHEFROT- DI, IR STEEICE SV E E e AR D
5D, 5T, IWEORHEFMTOEASIC LV | FUREIR TS OFEF 2 Bl /E R
ZETOHERLNAREINIT T, INOHOERS 2 EICKE L4 5 BEICETNIC R
THZENEBROBEL 2> THY | REFEMBGER & EDOEARFE 2016 (FEAL 28 4F
6 A2 BEERRE) 2B\ TH, EFMNERLEDFEROFKEILHEELZRS Z & L3
TW5b,

FREREF 26T 2 EEML, BEEASLEM T 1 7 7 A VW HBBEFEOERES & B
ONIERDZENHD, 07D, BEROLZEEICET 2 ERN+oEREINLD
FTOM, BEERGLOBRELEZ T 2 A HF SN BEICH L ERT D L &
B2, BITERA DRI U BRIC L E RIS A & D 2 & WNARE/AR — B OB A 7= T =R
BCHEATLIZENEETHD,

L7TeMRoT, BAA RT7A4 2 TlE, BBEESINE TILE LN TV D EFIKEN) -
FIEHRMICESE UTOEELOK#ELFERZHET 280 b nEREM, B2
FROEEEERZ T,

I ABITA T A %, MSIATEOE NEE G ERESRQEHE, —tAEAE R
iR, —iEEE N B AR TS, —REEEAN B AR FES . —RERTEANB AR
Rt RSB 7 e OV E FE B FITEENE AN B AN I E NIEEFE=OW IO b & B
L7,

KL R HERL 7Y a R TFE2Smg VY oY
(—f4 : 7L~3x A~ (BT Z))

R LR DMBEUIIE © T ERR FEAE OO FEAE ]

HELhAREROEE: @%, RAICIE 7 L3 A~7 (BEERZ) & LT4BREIC
1B 225 mg # 2 T#&579 %, XX 12 8MIZ 18 675 mg KT
B59 5,

& IR R ¥ E . REFEREEAST




2. FFNORE. TERBF

TYabtRETE2Smg ) Y (kA T LY AT (BB LT TR
A1) X, BALOBIRAC ALY b= BInFE@E~7F K (Calcitonin gene-related
peptide : CGRP) IZfE & T 2~ U AHIBAHE O b MefE 7 =7 U o G (IgG) 2Aa/kappa
B/ 7 —FAHUETH D,

FEESE OJFRREAE TR T £ 77 AR S LT R WS AT B 2O FIE S RE R 0D 1 JE B
WCAFET 5 =X ROERIHERAT5 2L T, —RERE=o—a U OIEHENEZ Y,
FRFEAEAR 22D CGRP 0V 7 A AP 7 E O MENFEMEDRRRATTF RAHH S 4,
B JEJE ) C O R MERIE AN S 4L, A O BE 2R PEARIC AR E B O 0 8 S 4
HZETEBBNELD EVIFBNIOLNTWND Y,

ZO X HIZ, CGRP IIFEER ORIEAFICES L TRV, £/ 7 a—FAPRic k%
CGRP DOAEIX, AEERBRIEOREZIHIT L2 LRI D,



3. ERERRE
BRI T AE O FIEINHI O KGR MM 21T » 72 ER R O KAE 2 RT,

() BMEFEEREE 235 & U ERRILE S O/IMFEERER  (406-102-00001 FX5%)
[FABr O]

ABNOBNE R 222 BT 5 B #1814 7 588 (Chronic Migraine, LA F TCM )
BE 569 (HARN 479 Bl Ete) Zxt5l LBIEAL —EEMHR T 7 R x R
BRN B A K OREE O 67 gk TFEE S iz,

4BEEDOA T ) == TH] (R—=2T 1) 1< 12 BN _E5RFR5HM L &
iz, —EERESHMICBT 2RBREORE - AEEIR1OLBY Thote, EEFE
MIER X, —EERRESY 12818175 4 BREH Y OFEL EoOSER B Ho~N—
ATA L OELEE ST,

x1 _EERESHEICETHAREORE - AZ

Ak - HE
7T R IR E 4B 1B, 1288 GF3E) KRTRS
IAHAI 675 mg . LARRIIAH 225 4 M 1L 12 88 G
A 225 mg/4 JHEE BIENIAHA] mg DL L 3 A mg % 4 BT 1 (Al HE G
3[E) K TS
IAK] 675 mg. LIREIZT TR % 4 8B 18], 12 8 (B3
R 675 mg/ 12 R zjﬁl#;&tﬁl mg, LRI T 7 Z 4 W 1A W G 3E)

) AFRNOERENIZAELOCHEIX., 4 8EIC 1R 225mg, XX 12 38R 1 [ 675 mg OF F#ETH
E)O

< E RN E >
-+ 18 7K LA | 70 LA T 0 BT At
- FERE 12 7 AU EANCHER (EBREUR 72 (International Headache Society, LA T
"HS)) @ ICHD % 3 i  MRIZ35<) OFIELET 5. UTEHHIITIC L 0 F5EE
(IHS ¢ ICHD % 3 it p hRIC & 0 IO RBICHEE Lig\y) AVRIBS D BET, 2
OREERORIEN S0 UL T TH D,
- 27 V== THIFRIC, LITO CM O LT EE
- BB IS U LEDD
- O~@OWFI T IR AR (R SUIAEROR VAR Z 72
¥ M8HMULEDD
@ ICHD % 3 iR B iR (1.1 BIJEDO2WHEER] @ C B LD
@ ICHD 3 iR Bk (1.2 kD H 2 FEER] OB EBLOC
@ RFEEmMSEgEDLILD (REERZEEED 5L 1 ORI STV
@ WeEDBSINTEBY ., FRIC MY 77 URERUIEAFEREHEH L

723, ICHD 3R B hRD T1.2 BidkO & 5 FEER | ([O& 45 FrpcErE a0
TR OFIENE) KOS ERTIR A 0 Frea (MER T 5aR) OBERERE UL A OHE %

4



BT 2 BEITRBRICHEAAN N2> T,

[FER]

< B3>

FEFMEE CThHL _EEREEH 2B CTO 4 BEH- 0 OFEEL EOTER B K
DR—=AFTA INLDOEAEZR 2IIRT, 77 8RR E L CTHARRES B2, 4
B S 0 OREEL EOEFE B IR 2 8B RPN HER SN,

K2 —EEREREH12ETO4EESHYDOFEELLOERBHD
R—=RSA o bDEILE (FAS)

A
225 mg/4 HEE 675 mg/12 HEE 77 kAR
(n=187) (n=189) (n=190)
NR—R T A ED 13.2+5.4 13.4+5.4 13.5+5.0
CHEMRKEM 2 BED 9.3+5.9 9.546.0 11.2+54
NR=Z T A Db OE(LEE, E3) —4.12+0.43 —4.14+0.43 —2.45+0.43
T RRBEE OEED —1.67 —1.69
[95%{E 8 X [H ] [—2.54, —0.80] [—2.55, —0.82] —

p il 0.0002 0.0001

H 1) EEE R E

1 2) Foh RV E SRR E

F3) Bebat, A, ERON—R T A RO IR TEERORREEEHE, N—RAT A TORE
FELLEOFESE B O R SR BIERFERE LR L Lz ANCOVA, 28, MEDLEEEZFHET D
T2, FIDIZAHE] 225 mg/4 BEEL 7T R RBEOLEZITV., AEENRD DNEEAIE. KIC
675 mg/ 12 WRE L 7T B ARBEO I AT T2,



<ZEMHE>

HEESRIT, AHF225 mg/4l8EE61.7% (1166) . 675 mg/12i8%E61.1% (116%1) . 77
T AREE61.8% (11861]) (28D b, ZEHEBRKRGHRICE W T TILNORET2%LL =
WD ONT-BEFRIIRIOLEBY THo T2,

%3 Z—EERESHBICEVTOVINMIDET 2%ULICREBEL-EEER
(ReMETRER)

AH

FRLY 225 mg/4 WAL 675 mg/12 HEE AN 152

(n=188) (n=190) (n=191)
s AT 33 (17.6%) 23 (12.1%) 24 (12.6%)
nEEE % 30 (16.0%) 40 (21.1%) 36 (18.8%)
TESTEBALALEE 29 (15.4%) 23 (12.1%) 21 (11.0%)
TS IE TR 14 (7.4%) 24 (12.6%) 17 (8.9%)
HESHELE 9 SRR 10 (5.3%) 3 (1.6%) 5(2.6%)
IR 5(2.7%) 1 (0.5%) 1 (0.5%)
L 7hz W 4 (2.1%) 2 (1.1%) 3 (1.6%)
T 3 (1.6%) 4(2.1%) 0
i S5 2 (1.1%) 4(2.1%) 0
GITIN 2 (1.1%) 5(2.6%) 2 (1.0%)
B k2% 0 4 (2.1%) 1 (0.5%)

11125(%)

FTIXERD b2 noT-, EELRAEEESRIT. A 225 mg/4 BEE3 6 [1.6% (BEH
i, B, mE) 1. 675 mg/12 AL 1 6 [0.5% (> 7= W) ] IZBO LD,
W HIRBRE L OREME I eV E Il ST, S FIEICE ST AEESRIT, mAA
HETIEROONT, 7T BREET 26 [1.0% (FiERE. FEREREHE I, B EkEasm) ]
PO Bz, 7B, BWERIL. AA| 225 mg/4 BEE 29.3% (55 f) . 675 mg/12 HEE 32.1%

(61 f5), 77 vREE283% (54 6) TR BT,



(2) EMEREF XIS L | - ERELFEE T/HEEER  (406-102-00002 3X5R)
[FRBR O]

KENDOBFNER NEE=EEBETT 2 BT, KEMEER (Episodic Migraine, LA
[EM]) B3E 356 5l (AN 301 fla&ie) Zxtgl LI-BIEAL_EEKR Y 7 RNt
FRELERSER S B A K OREE 0 67 fiigk CFEME I i,

4 BEORA7 ) —=2 TH] (R—R T4 ) 12 12 BENP_EEHREGHAL
iz, —EE/RESHMICBST 2RBREORE - AEIEIRI4OLBY Thoto, EEFE
R B IX, —EHERKEY 28I 4 #BEH7-0V ORFERBBEOX—RT A4 )
5OEELE I,

x4 _—_EERESHBICETRABREORE - AE
ML - H&E
7T v AR 7T RE 4B 1R, 1288 GF3BE) ETEE
AHI 225 mg/4 WEE AHI 225 mg & 4 RS 1], 128 GF3 W) KRG
WIENEIAH] 675 mg, LAMIE 7T &R 4 4 IR 1 3], 12 8/ (G 3 =)
B T 5

AHAl 675 mg/12 EEE

< ERBIRELE>
- 18 kLA b 70 mRLA T 0 BT
- FERS 12 » ALLERTICHEER (HS @ ICHD %4 3 ki p iici—S<) oREEH T
% TEEAHIENC X v FEER (IHS @ ICHD % 3 hi B IC & 0 o BIC#E & L7
W) BIRIBEINDHEBET, DOREERORIEN SO T TH 5,
- A7 Y ==V ZHIEHRIC, LT O EM OREER - T BE
- FEmBHN6 AU E 14 BLUTTHS
- O~@oWnWThurkim- T REER AN 4 B ED D
@O ICHD-3p ZWr#ED 1.1 fikoR2WFEER] © CBLUD
© ICHD-3p WD 1.2 fikoH 5 FEER] OB BLOC
@ FEEmMNGEDILD (FEEBZMEED 95 1 OB S TnRn)
@ FEEZMSNTEBY, EREICNY 77X U REAIUIZAFEREZHFER L

723, ICHD 3R B hRD T1.2 BidkD&H 5 FEER | ([C& 45 FrpcErE a0
TR OFIENE) KOS ERTIR A 5 Freaf (BER T 5aR) OBEAERE UL A OHE %
BT 2 BEITRBRICHEAAN N2> T,



[FER]

<BhHE>

FEFMEE THDH, —EHEREGSH 2B TO 48BH-0 O FEERBEOR—2R
FAUINEDOEBER S IRT, T ERELHE L THAFRES bIC, 4 BRH-
Y o RS BT DB B RB BRER S,

x5 _—_EERESH12ETO4ERSG-YDRERBRO
R—=RSA o bDEILE (FAS)

A
225 mg/4 W 675 mg/12 H#E 77 kAR
(n=121) (n=117) (n=116)
NR—R T A LE 8.612.5 8.8+2.5 9.0+2.8
CHEMRKEM 12 BED 49+3.0 5.0%3.3 8.2+3.7
NR—=Z T A b OE(LEE, E3) —4.00+0.37 —4.02+0.38 —1.02+0.38
7T AREEE DFEED) —2.98 —3.00
[95%{E X [H ] [—3.74, —2.23] [—3.76, —2.24] —
p fiE <0.0001 <0.0001

F D) FE R

¥ 2) B/ RER iR E

1 3) #ebHE, M, ERON—XT A VO R FHEEROFELBEEDR, N—ATF A L TOREH
I B3R OV IR SE S E R A AR L Lz ANCOVA, 28, MEDLEMZTET S 7202, 4
DA 225 mg/4 BREL 7T B ARBOLERZITWV., AEZENRD SNIZHEE, RIT675mg/12
LTI RO EITo T,



<ZEME>

HEREGT, KA 225 mg/4 BEE 57.0% (69 ). 675 mg/12 BEE 62.7% (74 5l) . 7
T EAREE65.8% (774 I8RO OLNT-, ZEERKRGHMICE N TWTILNDOET 2%
PLEIZRBOONTEBEFRIIRO6DLELBY ThoT-,

£6 Z—EEREBESHBICEVTOWVINADET2%ULIZREBELE-FEER
(ReMETRER)

AH

LAY 225 mg/4 HRE 675 mg/12 EEE 77 AR

(n=121) (n=118) (n=117)
ST ERALALEE 19 (15.7%) 14 (11.9%) 15 (12.8%)
TS BB A 18 (14.9%) 14 (11.9%) 12 (10.3%)
R HEE S 17 (14.0%) 15 (12.7%) 16 (13.7%)
TESTEBAL T 11 (9.1%) 16 (13.6%) 7 (6.0%)
TSR 2 PR 7 (5.8%) 2 (1.7%) 0
f TNz W 6 (5.0%) 2 (1.7%) 1 (0.9%)
S AR 4 (3.3%) 2 (1.7%) 0
Tz 3 (2.5%) 1 (0.8%) 0
GIEpr 2 (1.7%) 2 (1.7%) 4 (3.4%)
TESTERAL H i, 1 (0.8%) 4 (3.4%) 1 (0.9%)
R 1 (0.8%) 3(2.5%) 0
TN 1 (0.8%) 0 3 (2.6%)
TR 0 3 (2.5%) 0
(NEEE] 0 3 (2.5%) 0
FEMED 0 1 (0.8%) 3 (2.6%)
Jr R 0 0 3 (2.6%)
Bil£5(%)

L EITEEREERERIIRO LN o T, BEFIRICEST-HEERIT, KA
675 mg/12 WEETITRD HALT . 225 mg/4 BHET 1 6] [0.8% (FEFHTALAEH) ], 77k
REET 16 [0.9% (HERIMRZEH)] I8 b, 728, BIERIEL. AAI 225 mg/4 HEE
26.4% (32 ). 675 mg/12 HEE 31.4% (761, 77 AR 23.9% (28 ) IZFHHIL
77



() BrAEEEE A L U FEERILFEFMHFER (TV48125-CNS-30049 35x)
[FRBR O]

AFNOFIE R LM B2 BE T, CM B3 1130 ] (A A 109 Flz2&Tr)
Zxtg s LTDEERLZEEMR Y 7 B BILEGEBR AN E NS 0 132 fiigk CFEME S 4L
77

RERHAM, FE - HE. FEHEEE RO E 7SRRI 406-102-00001 75 & [F]
L& S,

723, ICHD 3 R phRD T1.2 BidkD & 5 FEER | ([O& 45 FrpcErE a0
TR OF M) K OB ERTIR 2 £ 9 Froam (MERFr5am) OBEERE XX & OHE %
BT 2 BEITRBRICHEAAN N> T,

CEES|

< B3>

FEFMEE CThHL _EEREEH 2B CTO 4 BEH- 0 OFEEL EOTER B K
DR—=AFTA INLDOEAEZR TIRT, 77 8RR E L CTHARRES B2, 4
B S 0 OREEL EOEE B HICKHT 2 8B RB D HER SN,

x7 _—_EEBEEH12ETO4EBH-YOREFEEULOEREEHD
R—RSA4AohbDE{LE (FAS)

A
225 mg/4 HEE 675 mg/12 HEE 77 B AREE
(n=375) (n=375) (n=371)

NR—R T A ED 12.8+5.8 13.2+5.5 13.3+5.8
CHERKEM 12 BED 8.016.3 8.5+6.3 10.4+6.4
N—R T A D DAL EE), E3) —4.5610.30 —4.26+0.31 —2.46+0.31
T REEE DFEED) —2.11 —1.81
[95%f5 #E X [#] [—2.76, —1.45] [—2.46, —1.51] —
p fiE <0.0001 <0.0001
p fEES <0.0001 <0.0001 —

D) EHE R R

H2) B RVYIE ISR

ﬁn)&ﬁﬁ PERI, MUl V=R T A O BRI OB A B EER, N—R T A TOHR

T“LAL@;EF HE R O R SR BIE S ER A B L Lz ANCOVA, 728, MED L EM 4T

oy )) B O FEEFEAMTE B & OFE] R E B 2oV, @mlllaf“illlﬁﬁxﬁﬁb\%hto AH
2%my4kﬁ&77tfﬁ~OWT®£EJﬁﬁﬁ THERESH 12BIZBT 5 4 BMHZY O
Hﬁﬁﬁﬁ®N_X?4V#%@%k%\ﬂh@Mﬁﬁ&6Hmynﬁﬁ®ﬁAk77tTﬁuo
WTOEEFMEE, 225 mg/4 BWHEL 7 I 2 ARBICHOWTO EHERBEGH 123818175 4 @ H
k@@¢%£uimﬁﬁaﬁﬁﬂ%&iﬁ&bt%%ﬁ@ﬂA6ﬁmynkﬁk77tfﬁ~0“
TOEEFHME B ONEIZ IR 21TV, BEICR SR EICROEEIT) 2 & L &z,

¥ 4) Wilcoxon rank-sum & (ANCOVA T L 2 772D IEHIME _Ob\’C Shapiro-Wilk f#7& CTH & (p=0.0063)
Thol-T-% . FEIOHTEIZHE Wilcoxon rank-sum HE % EE MM & LT-)

10



<ZeiE>

HEREGT, KA 225 mg/4 BEE 71.2% (270 F) .
77 v AREE 64.0% (240 ) |

2%J;LJ:. \—Dh&bghﬁ_ﬁi%% ii'% 8 o)&k @ T&)Oﬁ_o

675 mg/12 #EE 70.5% (265 ) .
RO b, —HERKRSHRICESWTWTINORET

£8 Z—EEREBEEHBICEVLVTHOWINADET2%ULIZREBELE-FEER

) 1

(REMBTRER)
AH
HHAH 225 mg/4 #EE 675 mg/12 HEE 77w AR
(n=379) (n=376) (n=375)
e SRR ivAZ 2] 99 (26.1%) 114 (30.3%) 104 (27.7%)
TS A 90 (23.7%) 74 (19.7%) 68 (18.1%)
TESTEBALALEE 75 (19.8%) 80 (21.3%) 60 (16.0%)
RGBSR 16 (4.2%) 18 (4.8%) 15 (4.0%)
S EE 2 15 (4.0%) 19 (5.1%) 20 (5.3%)
FEMED 11 (2.9%) 9 (2.4%) 5(1.3%)
TESTERAL H i, 8 (2.1%) 7 (1.9%) 10 (2.7%)
BESTHLZ O FERK 8 (2.1%) 6 (1.6%) 0
TN 6 (1.6%) 4 (1.1%) 11 (2.9%)
] e 2 5% 4 (1.1%) 10 (2.7%) 10 (2.7%)
ARt 4 (1.1%) 4 (1.1%) 8 (2.1%)
Bil£5(%)

FETIE, AF 675 mg/12 BEET 1] FECICESTHBEEFES

O BTN,

225 mg/4 JFE 5 B [1.3% (HE - 55

BVERAZEMENT R ) 3R
GBI & ORSEME TV L ST, EOMOEERFEEFFSRIL. £H
B - REEIT, HHE. BRSE, REGA,

miLEZ U—E)]. 675 mg/12 HEE 2 5] [0.5% (R@EEH - FEEEE. X)), 7
BT, BREGE. WWE. PEREEE - G - R

T B REE 6 [1.6% (i - $HF
SEYNBBUE, B EHE, FEERE) ]
THMEVRIE - SRR EUE 2 R & |
THEESIT. AF 225mg/4 BEET 76 (1.8%) .
TR REETSH (2.1%) §

9% (225 mg/4 #EE 2 i,
675 mg/12 BEE2 i) KOREEE (X7 2REE2H6]) Tholz, 70k,

675 mg/12 BEE 2 #1) |

WIZFRO B, 7T B AREEOMR R - B8R - R
TRERIR L O REE M

T Efllrans, &EGPIRICE

675 mg/12 BEET 5 ] (1.3%) . 7
B0 DAL, WD ORE CTEEGNCER D b EGTIES AL
EFHERACALBE (225 mg/4 FEEE 1 64,
BITERIL, AFH

2%my4ﬁﬁ5m%(W4M%6ﬁngnr@ﬁ4u%(mém%tfﬁtﬁﬁ4mmww9

‘—wu &) Ehf_o

11



(4) REMREREE ZXG L U EELEFENAERE (TV48125-CNS-30050 5X57)
[FRBR O]

AHNOFIER LM% BT 2 BT, EM B 874 5l (AARN 75 flz&Te)
xtGe e LT EERAC ZEEMR T 7 B At REERBR A E NSO 123 JEak THEE S 1
77

RERHAR, L - HE. FEHEEE RO FE 7SRRI 406-102-00002 75 & [F]
L& S,

723, ICHD 3 R phRD T1.2 BidkD & 5 FEER | ([O& 45 FrpcErE a0
TR OF M) K OB ERTIR 2 £ 9 Froam (MERFr5am) OBEERE XX & OHE %
BT 2 BEITRBRICHEAAN N> T,

(R

<HHhE>

EEFHMEHE TH L _EERKRGH 128 TO 4 BRHY OFIEEAKOS—AT
AUPOOEACREZR IR, 77 UREEE B L CTlAAIREL b2, 48RS
O FrERsE B USRS D F BB D ERR S T,

®9 _—_EEREsH12BTO4BEBGH-YDOKERFEBH®
R—XS5A4ohbDEILE (FAS)

A
225 mg/4 HEE 675 mg/12 HEE 77 B AREE
(n=375) (n=375) (n=371)

NR—R T A ED 8.9+2.6 9.2+2.6 9.1+2.7
CHERKEM 12 BED 49+3.7 53%4.0 6.5+3.7
N—=2F 4 b OEREED, E3) —3.66%+0.25 —3.45+0.25 —2.20+0.24
T REEE DFEED) —1.47 —1.25
[95%{E 8 X [H ] [—2.01, —0.93] [—1.79, —0.72] —
p fiE <0.0001 <0.0001
p fEES <0.0001 <0.0001 —

W) FHE R

1 2) b R E IR RERRE

1 3) BB, MR, IR O —R T o IO FEF TR ORELZBEEDR, X—2T7 4 TOF
SEYR 4R OV R RAE L A2 HAE B L L2 ANCOVA, 728, MEDSEMZRET 7201,
D FEEFEMIE B K OBIRAOFEMIE B 2oV T, BENEFTFIES AV B, ARHEI 225 mg/4 38
BEE T T RERBCOWTOEEFMHEE, —EHERKZRESEHM 12828175 4 8M &7 O A5 F
73 50%Lh ERD U= B8R E OFIE . 675 mg/12 WEEE 7T B RBEIC OV COEEFARTE H OJEIC Hei
TV, BRI ST EICROLEEITH 2 & &Sz,

£ 4) Wilcoxon rank-sum € (ANCOVA |2 X 372D IEMMEIZ DV T Shapiro-Wilk € THE. (p<0.0001)
ThHololzd, FRIOHEIZHE Y Wilcoxon rank-sum R E % E B 7T & LTz)
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<ZEME>

HEREGT, KA 225 mg/4 BEE 66.2% (192 ). 675 mg/12 BEE 66.3% (193 #1) |
7T B AREE 584% (171 f5l) 1RO LN, ZEHERBSHMICEONTHT IO T
2%LL EICERO DN BEFEZRIIR 10D LB ThoTe,

£10 —EERESHBICEVTVVINADET 2% ULIZREBLE-FEER

(REMBTRER)

AH
R 225 mg/4 AR 675 mg/12 R 7T A
(n=290) (n=291) (n=293)
e SRR ivAZ 2] 87 (30.0%) 86 (29.6%) 76 (25.9%)
TS A 71 (24.5%) 57 (19.6%) 45 (15.4%)
TESTEBALALEE 52 (17.9%) 55 (18.9%) 41 (14.0%)
RGBSR 16 (5.5%) 11 (3.8%) 15 (5.1%)
VDS 11 (3.8%) 11 (3.8%) 9 (3.1%)
PR G 7 (2.4%) 10 (3.4%) 4 (1.4%)
SUE R 6 (2.1%) 4 (1.4%) 3 (1.0%)
TN 4 (1.4%) 7 (2.4%) 5 (1.7%)
Rl S JPE J% 4 (1.4%) 2 (0.7%) 8 (2.7%)
TESTERAL H i, 3 (1.0%) 9 (3.1%) 6 (2.0%)
W 97 2 (0.7%) 6 (2.1%) 4 (1.4%)

B1%(%)

FETCIE, A 675 mg/12 BEET 1 FIFRD HAVZM, IRBRER & O BEE M I & f]lir X
Nic, TOMOEELFEESIT. A 225 mg/4 BEE3 5] [0.8% (RER, £HMMR
ﬁﬁﬁﬁﬁgﬂﬁ,ﬁﬁﬁgﬂ\éﬁngAZ%ﬁzﬁij%(%mmumﬁa%]\fﬁﬁ
REET B [1.9% (6 - FEREEiEr. EFE - FEEO £V, FEERIEEE, X
YhaEUE., RimyE, BEEF BARMWE)] CROLIL., T ERBOERE RN
225 mg/4 WEEOLFHEREMEMRERIELRE . RBRIE L ORFEMEIL 20 L S
7o BEHRIRICESTHEESRIT, KK 225 mg/4 BEE, 675mg/12 BEEKR T 7R
HTHE 5 HIEROLIL, WTI) OB CTEEFICER O O 7o FES T E R AL BE
(225 mg/4 B 1 151,675 mg/12 FEE 2 ) . THI (675 mg/12 @EEE 2 1)) \ % (675 mg/12
HEEE 2 1)) KO IR (675 mg/12 HEE 2 f5) Th o7, 7ed. BWERIL. AH| 225 mg/4
TEEE 47.6% (138 f51]) . 675 mg/12 WEE 47.1% (137 ). 77 wREE37.2% (109 )
P b,
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(5) 1B A EEE R OB A BEE R E 2 x5 & L - R 53U (406-102-00003 3
B

(B oW E])

A REEEG Lo L 2OREEROEEELRETH2ENT, FEBEE 50 f
(CM B3 34 5, EM B3 16 i, 2F BARNER) Zxt5 & L-EFEhELR 5
ERNO 11 gk TEE S 417z,

4 BEDOA T V== T (N—=2T A ) IZH< S2 @B EREHM & S, 1BE
HRCB T 2IRBREORE - AEBIIR 11 OLBY ThoTo,

®11 BEHRICETHRBREORE - BE

k- H&E
AF 225 mg/4 HRE $ﬁmﬁ@@%4LW’ LOS2 R BR13E) TS
AFAHI 675 mg/12 A AHAl 675 mg & 12 BRI 52 ] BHsE) EZT#EE

) CMIIHIEIDO & 675 mg, 72k, AFIOAR SN HELOCHEX, 488 1E 225mg, X 12 #H
IZ 118 675 mg D THRE5TH 5D,

< ERTEANELAE>

- 18 LA R 70 B LA T O B ST At

- FEBRE 12 » AU ERNCHEER (IHS © ICHD % 3 fil p FUICHES <) OFREEF
%, SUTEEHFHIErC X 0 FrEEsE (IHS o ICHD %6 3 it p iliC L W hoRBICE A L
2N) DR ENDLBE T, DOFEBORIEN SO T Tho,

+ A7 V== 7T CM O (B BN 15 HU LD SREEROEE (T
FLO~@) OWTNILDOFGMEZ-TRER A 8 AL E®H D) XX EM D EHE
(EERm A% 4 ALLE 14 BUTOREROELE (TLO~®) onTFhnodk
HER-TREERBEES 4 B EH D) ZHT-,

O ICHD-3p WD 1.1 FRORWFEERE] O CHBLUD

© ICHD-3p WD 1.2 FikOH 5 FEER] O BB LOC

@ FEEmAEEDOND (FEERZ2MEED OB 1 DA STV

@ FeEZM SN TRBY, BRICHNY 77X U RERUIEZAFEREFEH L

723, ICHD 3R B hRD T1.2 BidkD&H 5 FEER | ([C& 45 FrpcErE a0
TR OFIENE) KOS ERTIR A 5 Freaf (BER T 5aR) OBEAERE UL A OHE %
BT 2 BEITRBRICHEAAN N2> T,

[FER]
<TEME>
BERESIL, K 225 mg/4 BEE 92.0% (23 ). 675 mg/12 HEHE 88.0% (22 f5i]) |ZFR
o, HEHIRICENTWT IO T 5% EICRO DN BEELIIER 12 ©
LB ThoT,
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x®12 BEHBEICEVTLWIILDETS%RULEICRBRL-FEER

(REMBTRER)
AF
L4 225 mg/4 HEE 675 mg/12 HEE
(n=25) (n=25)
nEgE R 18 (72.0%) 14 (56.0%)
SR ALEE 7 (28.0%) 5 (20.0%)
TG AL AR 3 (12.0%) 2 (8.0%)
EL S 3 (12.0%) 1 (4.0%)
FESHALZ D FERK 2 (8.0%) 1 (4.0%)
H 1N EERE 2 (8.0%) 1 (4.0%)
e S Az 2 1 (4.0%) 3 (12.0%)
I K 1 (4.0%) 2 (8.0%)
L7z W 1 (4.0%) 2 (8.0%)
e~/ ~L 2 1 (4.0%) 2 (8.0%)
i 1 (4.0%) 2 (8.0%)

B1%(%)

FECIIFRO bR o Te, T OMOBEERFEEESRIT, AHK| 675 mg/12 BEE 2 41 [8.0%
(IR MR, < LETHM) ] IRO LI, W bR & oBEM X720
CHr ST, BEFIICESTHEEESRIL, AK 675 mg/12 BEET 2 1 [8.0% (5
EACEE, < HEETHM) ] B iz, 2, BIERIX, &K 225 mg/4 BEE 44.0% (11
). 675 mg/12 R 24.0% (6 f5]) (23D BT,

<HNME>

FHEIEE CTH D, 1BEHI 52 8 To 48 H7- 0 O F8ERE B O FEHEOHER T 13
DERBYThHoT,

& 13 HE5H 52 BRORERBBDIERE

R—=2AF A v 1 7 Atk 3 A% 6 7 A% 12 7 A&
13.9455 A 9.8+6.6 H 11.8+7.1 H 11.0+£6.4 H 10.5+6.6 H
(n=50) (n=50) (n=50) (n=47) (n=45)
(Y5l = AR 22)
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4. HEFIZHOWT

AFIDEIG & 72 5 B ORI K O GG OF|n X, EYIIThIL D 2 & 23R B,
AHN OGN EY) 72 AR & EN LS OBRFEREBLZENT 22 EDBBRETH DL, £,
AHKNOTEEIC LY BEZREWEANER LIBRICHEU R3S LT 5 2 ENUBERTZD,
UTOO~@DT R TEHTHRICBWTHERT2X&ETH 5,

D HEZicHOW\T

. R ORI, R & T, 2 16K (S5 BUEROZET A K712 2013
) BEFIL, AANCOWTO+Slemi#E A L CWDERM (LIT o <ERMEHS:
>ZH) BARANCET HEROEERE L L TREISNTND Z &,

< BERE >
UToORERELHT-TZ L,
> ERREFERE% 2 FEOPHIHEZET Lizkic, ERZ2E2ET2RBOBIEIC
SHEL EOBRKREREAELTNDZ L,
> AANIOEHE E ERENAT - 7= £ T, BEKGEDORIEICHOWTOH|M 4
UNATH 2 EMTEH T L,
> HREZETOREBODEICEETIUTOFEOFEMEOREELE L TND
ze,
- BAMRFS
- BRBRTS
- BARHZES RENFIEME)
- B ARV
. TRMETETR & ORI D7D MRI 1 L HHRE D LE LHIE L BE . Mk
BT EREREMBE OB 2 E T 5 EMM & EE L, LEERHIEY) 725023 T
EHRHINESTND T &,

@ BRENOERMBEBREEOEHIZONT

. RPN ORFE - BEMFEOEFZHFEROETHS, BEFLNREL
BAICE O % L EELE R E2ENIT I 2 EHEOEEMEFRERE., 1§
FADIRH|NESTNDH I &,

® BIEA~DRIZOWNT

. EIEG Y X7 EFHEE (RMP) OZEMHRFIEFRICEREH I NEERSC., FH
FoOFERICEREINEWERICH LT, HEZhust T EEEREERE O FEM M2
BT HEMEEE L, BIEAOZKCXNICE L CTREROIEEZ T, B
(BT R ALE N TE DIEHINESTND Z &,
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5. &#ExR LD BE

[BERR IOV ]

BEOEBZOHMIZHT-> UL, BUTD 1. ~4.OFT R TCERIZTERETHDLZ L&

15,

1. EEFERSE (ICHD % 3 M) 2&BlIct+ogELER L, fikod 5 XL
KON OFIEN A ICERE EFRBE L 0D, UXBHRER CTHD
EMMHERR STV D,

2. AFIOEERRMERT 3 W AULEICBN T, 1 B A B O FEERE B R 4 AL
ETH D,

3. MEMR, BAIEOEE, BIEEEOMRE, A ML AVRY AL NMEOIEEWIFEK
OB REIEOAMIIIGREZBEICER L TWHIBRETHY . TN OIRELE
PNAT > CH HEAERICKELE - LT\ 5D,

4. RICEEAROFEERFEEORENHZE (e r'7 ) v — ) VIERIE, L7 o
FRU DA, mR Y VUERES) ounwThuen, FTiO~0m o Hbo 1 Sk
DO L o TR XTI TE 720,

O BEB+ZIHE LR
@ EHEMEMEN
@ HE. XIEWERZOBSENLREE~DOBNEEN D D

[#5 DffkE - H ki)
AFNEHIEROBRE 2 ICBE L, 4 8BS | BliEOGE IR 5G4
3 A @ EEER) | 128 | BEiEOBEIIAFIFRERG% 3 7 A (1 E#RE%)
Xix6 #A QEHKEHR) & BRIIEE EOBEREMEZFHME L TEROWENRZZD SR
WBEIZIE, AFIOREFIEEZEETDHZ &, F-20% L EHICE GO ETIC
DWTHREFT L, FARBEIERBOER - BHEIC LY BEARICKEL X & 2oT
BEIIE, ARloO®RGFILEEBETH L,

B, BERANZGE L LT-BRRBRICBW T, AXFID 15 7 B 2182 5 FRERIL/
VY,

17



6. BREIZEBELTHEEBEITREHIE

@

@

© ®

AR ORATCR LEEZBBUEOBEER O H 5 BEIZHOWTIARF OB ENER
Tholed, &5 LW &,

T T4 T v—, MEEE, EFRZEOEELBEUERIGHRE SN TS, B
Ba 24TV, BEPRED DN GEICIHREG2EHICHIET 5 78 CEy R LE
PITH 2 &,

A SCEICIN %, BUEIRFEZEE MR T 5 BRI H D & ARA O F54% K& O%E 1Ef#
DI DIZERERE TR L ThOFERTLZ L,

AF|O RMP Z#Gt L, ZEMERFTEELHERT DL L,

AFNZA R EEORIEMHI O 72O DIEX|Th 5726 RENZ L HIEE I FHREF
ENRAE LTS AITIE, BB U TEaMIEEELZHWD L), BEFEICRET L2
L

4B 1 EO®EE D 128821 BEo®S, XX 12 #BEIC 1 BloEENG 48
B 1 B OBREICEFTLEE, ZEZOE®RE T, ZERTOKRERSTEBIC
TH 2 &k,

BEHR)

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

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

2) BYEER OB A BT A AAERER S (W) . AAMRE TS - AATR S () .

(& PEGEIR ORI A KT A > 2013, BT ESERE; 2013.
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