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HNhFAXw7 (BT z) 8AH (KFEL : =2 VT 1 B TFE 120
mg A— A Pz F—RURBETE 120 ng U ) 20Tk, T4
NHR AT (BEFERELZ) BRORBEFERABET A T4 (FERBR
YeDRIEMF]) 122V T) (SF34E 48 20 AFHITEEFKFR 04208 1 5
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1. BT

EESOBDMYE - BEMOEFEOT DT, RAXESICE SO IEIERHEH IR
DD, EHIZ, TEOBEEOERICL Y, EEESSOEFHZFRIER
BEEPAETAERRAARENAITTC, ZNLOEERZHEICKNE LT3 BEITHEY)
IR T 5 Z L REBOBRE L 2o THY . BREMEGEE L WEOEARTE2016 (F
FR284E6 A2 H BIREIRTE) IKBWTH, EFMERLEOERORREHEEZRSL Z &
LEANTWS,

FREARF2ETIERS L. BEEASCEEET e 7 7 A VERFEOEREM L
BOENMTRERBZENDHD, Z0kd, ARHERUELECET S FRSH4EHRE
NBEETOM, YEEELOBRELBR RT3 SIS BECH L TERT
BBz, BHERBRRE LBV ERNGE & 32 LR —EOEFL T
TEFRBECERT - L REBETH S,

LizdoT, AHA FFA Tk, HRERPINETEELNTWIEFESE
7« RHEEMRIICESE, DTOERROE B AEREHET IHRANOLERE
. BAFRUHEEERETT,

BB, AXA FT4 0%, METERARREMERBRESHE, —RE@EEAR
AR ES —RHMEA B AR RS, —REFEA AR RES R TEE
JEEFTEBIEA B AR D ENBREEOBEAIOL EER LT, '

WMBELBBERS  TATANF A RTE120mg I — b P2y F—, ZBHTLT
ABRTHE 120mg ¥V P (—RA : InhxA=7 (RIEFHE
#z))

HRERDPEI DR A FARRIEOFIEISH]

HREZEARERVER : BY., RARKBINVI R AT (BEFHEEL) & LTHER
240mg FETHRES L., LRI 1 VAR TI20mg 2 X THRET

.. 5.

BMERTEST: AFRA—F4 )V —KAaH

2. AFIOKME, {FHBR

TAFNF AR TFE 120mg F— A P2 F F— ZAHVT L ETE 120mg ¥
Vud (—f4 : VIR A-7 (BRisFHEMz) . BT (FH) X Arirb=
VBEFEESTF K (Calcitonin-gene related peptide : CGRP) 1A T 2 B THK
Z e MEIgG4E 7 7 a—FNVRETH S,

CORP I EK SXWRE TRETIMELTF 1T, DEHE, KERE BES
BB AEBRHBHY 2, FERBETIIOP CGRPBRENXERELTEY Y | K
FEREIC CGRP #5125 L FERBERFEIND Y, LEd-T, ®/7a—7F
NRAEIZ X D CGRP DFREIR, FEERRIEORELIH TS Z L BREFRFENR 5,



3. BRBRRRAK
FERTE BIEORIEIR OARRRICHEMEZIT o R ELRBARROEREF T,

(1) EPI% 245858 (CGANBER)

[REBROBE] ‘ ,

AR OFEMER VLR VHARRKEBEHRERRT5 BT, BRAAREERTER
BE 450 PlExF e U-EBEALZEER T 7 £ AN RS ERN 40 R TER
ST,

¥1AABDOR—27 4 RIESEICEL 6 V BB ZESREKSHIM. £0%k4h
AMBHBRIFE I, —EERESHEATORE - BREIX. 77 R, £#120

(RO 240) Xik240mg %A 1B (£6[E) , KTHREL &N, EEFEHEAB
i, ZEERESH 6 1 BTk 5 14 AR&H Y 0 Migraine Headache Days (MHD,
KRR ZREROROBEI 57 B O_R—2F A vhbOELRE SN,

[ 7 BIR B ]

o 18~65 BB ITL :

» [EAEEERHF<S (International Headache Society : IHS) @ ICHD #E 3R BIR (1.1 X
I 1.2) OERIZEDHFRBOBE2RIT TV HEE

 1HEUEMMLHAEREXDD . BRYIORENSOKIVATTHDBE

o RZV—=VIHIO 3 BARGR—RAZA CREMHEPO 1 R &) O MHD
MEH 4~14 BTHY . FEBRIENAICFE 2B EH - T BF

/2%, ICHD % 3 I p R TER S 7LD FRMBERGcibl P EEAR, BREERMEIRA
Rt = 2 — R F—, BRI, XIHBEY 744 7 [ARESERERE (LR
XITFEEME) | RGN A TR, RORESMEADE RS AR (MERFNER) %
at] ORBELHTLBH M SN,

[#R]
ARFEORKRIT. ABARTH D 120 mg BEROBRBORIRTT 5,

(Bt ER]
FHFMEER Thd MHD OR—RFG AL Vb OEBROERIZER 1 LBV TH
W, TTEARBEOMICERENTEINE,



# 1 MHD D=— R 5 A 1 bOEE (ITTHEITHRER) (CGANRER)

A 75 R ER AH 120 mg F 5
(N=230) (N=115)
AR T A ED 8.6 (3.0) 8.6 (2.8)
ZEERBEHeVARED . 83 (5.1) 5.6 (4.4)
R=R T bOEE (B/A) BE2EY -0.6 (0.2) -3.6 (0.3)
| BERAzE [95%EMEEM)] &3 -3.0 [-3.8,-2.2]

1) EHRE (EEEE)

% 2) B HFIE (EERE)

I 3) p<0.001 {(FEMEORELY , FEKE : @H 005 . REOSEROREEILE, AT v 7 ¥ UrE
@ Dunnett BREL B\ iz, RERE, BB (B) | #5¥ ¥k (A) OoXEEAZEEDNR, ~—X74
YO 1IABHIEYVOMHD, R—RFA D1 HFbEDOMHD L8 (B) OXEEAZLEEL L
mixed mogél}%;epeated measures (MMRM)  (GE4#iRiE | £, 6 VB OREHMICRT 2 REGHEOER
Bizkb '

[ZetEDRER] ,
CGANREBR O _EERBEHBOFEFROERNZE 2ITTT,

F2ZEERBREHMOAEEROEN (REWARTHSER) (CGANRR)

PRI X5 AH] 120 mg 5B
(N=230) (N=115)
n (%) n (%)
FETH) 0 0
BEELFEEER 0 3(2.6)
BRECREPEIIZE-AEES 0 “5(4.4)
HEER 149 (64.8) 98 (85.2)
BRE L ORRABENTEMRZVEEFER 17 (7.4) 34 (29.6)

OBER: N= RS REA AR OB, n - REAIK

CEEHRBESBRIIRDLNEVTRNOBETRERAENES sl LoFEEHYFHE 3
R, :

FI_EERREHMB TROLALERTEER (RO RES) (CGANFER)

TR SHE AF 120 mg R E5H¥

(N=230) N=115)
n (%) n (%)

HEHER AL B 5(2.2) 17 (14.8)

B A R AR 3(L3) 12 (10.4)
TSN E S ER 00 10 (8.7)
A 2T AT T 3(1.3) 9 (7.8)
EESER A 3(1.3) 7(6.1)
W 5(2.2) 7(6.1)
B 5(22) 7(6.1)

M N =2 REAOBEL; n = RREK



(2) EPFREFSE 3 BEER (CGAW HER)

[FREROEE]

MF CHRA TS RREEFERECEBEFFERBZ T 2R 0FHER TR
M2 HRET 5T, REMAERBE ITBEFEEEEE 462 6] (BARAN 42 filz
Str) 2RERE LTEES{EZEER Y 7 2R R s R A EAN 64 FEY CEES
iz,

AR I VAR OAR—2 T4 CAIEHHE, 3 VMO ESHEEHRRUT3I A
Ao ESHRIFEHE A bER I, —ESREEMMYToRE - BRIX. 5%
FRIEAK 120 mg (FIEIOH 240mg) A 1E (£3E) , KTHREL&hi, B
FMEER L, —ESHRREL3 VAR5 1 VAMHZY © MHD (R XILAER
BOBVWAREBIoEE) OR—RFA4oHhb0E{LRE SR,

(A BRiR BLHE]

o 18~TS OB ik

» ICHD#E3IR (1.1, 12X 1.3) OEBICEZ2ABERORBKEZT T TWAHEE

o 1EEHIPSRFERESSH Y . BRYPIORBED S0RE VAT TH B BE,

v RZV—=UFHIO3IHARVR—RT A CRIEBBRO 1 5 HH7Y @ MHD

Bt 4 AU ETHY, BEORVABBICEY 1 BU Lo -BE,

o BE 10 FEREPERTS Q PABLORKTHEORE) Thott, XIE
EMEUERREERB L LT, UTIEEEND 2~4 TEREO N ERBREORAERN
BB HRER+DThHo /iR (BREE. LFEHFIEMDORER) 2877
HRE,

a. 7argo— LV EA M rRr—

FEFe—T

A7 0 B XD divalproex

7IRDFFU

flunarizine

HFHNF

AR BEIARY Y X 28R (BHEAFTEBICXTHRAY ) X AERORER

M E N TWIEES)

h, ZOMFTFFRBECHREMHREE L TEETEARIN TV SERMS

CARBIIEBRLERRBR Th oMo, RN THERICEET 22088 - 2RER-

ROWEBIBNEEN TV, FATEEINTVA A Y PUEREIR hicEEh T

)

N

723, ICHD % 3 i B iR CREE SN 2 HIHIFRIERBLIEE B TR, FRERAIER
A= o — A F— BERER. ARy 7247 [RRRERAER (L



R IFREN) | REREM A TR, R OUNRERTR S > AT (MET R
W) 2ai] ORBELETREERASHE,

[RE#]
[(HEMEDRER]
FEFMERITHS MHD DR—2RF A Vb DELBEOERIIER 4 0L BV TH
b, T ERBEOMCHEENFENT. £, REEREBBE R OB RR
BEOHSEMIB T2 EETMERAORRIZIZ SO LBY ThHol,

4

FAMHD O_—RA T A VinbOE{LE (TTHEFFRIRERM) (CGAW HER)

TSR A3 120 mg
|/A RER i

(N=230) (N=232)
Nz A L) 129 (5.7) 134 (6.1)
—EEHRBEHRIVAED 114 (6.7 8.4 (6.4)
R—AZA ripbOELE (B/A) EDEY -1.0 (0.3) -4.1(0.3)

0/ {2 =3.1

Bz DS%EHEERM] &3 [-3.9,-2.3]

E 1) EE (PEREE)

B 2) B/hTREINE (HRNEERE)

¥ 3) p<0.0001 (gated testing IZ X 2B EEOTRE SV | FEAR : W 0.05) , BHEF. MWIRIE, &

Be (B) . BE#LxR (A) OXEERYREDR, ~—A7A4 0 1 ZAHY O MHD RUAS—2X

SA4 0 1 HAHEYVO MHD &3k (B) OXEERZH ZERE L mixed models repeated measures
(MMRM} (GE4rduiE : EE, 37 AoREMicR T 2% EFO0ERIC L v

5 M A ERBRE R VB R RBAE ORSEFICET A MAD D=2 54 LD
R (ITTREFTHRER) (CGAWRER)

R RSy SRR 184k} R R S 4
TR A 120 mg IR A3 120 mg
A B RER RE58 L RER
(N=132) (N=137) (N=98) (N=95)
N2 T A R 9.2 (2.7) 9.5 (3.0) 18.1 (4.6) 192 (4.7)
“EHERRSINAED 8.0 (4.8) 5.9 (42) 159 (6.3) 123 (7.3)
Ay Ry PELR g5 03) 29 (0.3) 22 (0.6) 59 (0.7

) EEE EERE)

H’2) BT RIE (EHRE)

3 BEE, MEXIE, R () | REHEER (B) OXREEREZEEYUR, -2 74D |
HHFEYVDOMHD RRR—RA S A D 1A BHi) O MHD &R (A) ORE/EREHEERE L mixed
mode;ég?eated measures (MMRM)  (3E080kiE - EiE. 3 YR ORSHBEICRIT 2 REEOTHRI
i}

(ZZetEniEER]
CGAWRBRO _EERESHMOFTEEROBNER 6ITTT.



* 6 _EERBEEHHAOEERROEN (REMEITESEH) (CGAW R E)

TSRS AF) 120 mp 5

(N=230) (N=232)

n (%) n (%)
FE-H 0 0
HELRFEER 2 (0.9 2 (0.9
BREOREPILEE - HHEFSR 0 .1 (04)
FEES 122 (53.0) 119 (51.3)
BBEE DEARBEREITENRRVEEER 34 (14.8) 37 (16.0)

e N- Bl A REn nBER; n- REHK

“EERBEUE RO b EREEESE. LEEE (77 A 21 F, FH
120 mg #1645} ROVEHMADER (77 BREE 134, FH 120 mgB3H) THotz,

(3) ERENR S (CGAPBER)

[RBROBE]

AEEEMREG L 2o, AEMRUEDMLLHET 5 BT, CGAN R
BRO_EEMRESHBZET L BRAREERERRE 246 AIRUHROBAAR
MR B R 65 Bl R R4 & LIcE BRI RS E N 44 gk TR S i,

ARBRIZ 1A ABOR—RF A VHEHF. 120 A BOFERESHF. 4 7 AED
BEBHMILEREh, REEFRRAE D, FERREYRA LMK L. B
i - BRI, A 120 (CGANRBRO 7 7 £ REEH BT L KEW R BE U8
MR EEREFIIMEOR 240) Xik240mgZ A 1EH (£12M) . ETFRE S EhE,

[REMHERREOIRRIRENE)
» CGAN REO_ESRIBZETLEBRELRERBRR~SM L0, BR B
SNFEHEIT CGANRBREZSROZ &,

[i8 4t 5 5R BE (D = 72 R A v

v 18~65 D BMEIT LM

» ICHDE3MBIR (1.3) OERICII2BEFEROBEEZ T TEY., BEIOR
IER SOMEIVETOBRER S V) —=FR/i0 3 BARRUR—RZ 1 AHIELRA
PO 1 HASHEYOEBEENES 15 AUE (0 bHEROBEEERETS
BERRHoT-AMNAICSALIE) THY, HEOARVAENAICENIBULTS
- - BE

723, ICHD % 3 il p U CER XN 2 FAFESGIE B IR, FREARER
FERREE= 2 — o NF— BRER, IRAEBT 7547 [ARREERER (I
IR RE) | IRFHAEMEFEE, ROBMBERTREZAE D FER MERAE
) 2Eh] ORBEEZETLEIERIAShI,



[##]

[ZetnmkR]

CGAP BB DI ERBFSHMOFEEROENEKR 717 T,

FTHERBSHHOFTEEROEN (oMM xRER) (CGAPRER)
) 4wt ] RS TN
#1200 mg AR 240mg  EF120mg  EH] 240 mg S#
N=120) N=126) N=32) (N=33) ON=311)
n (%) n {%) n (%) n (%) n (%)

A 0 0 0 0 0
ERLEEER 4(3.3) 2(1.6) 1(3.1) 2(6.1) - 9 (2.9)
HBREOCREPINIE 7 5(4.2) 7(5.6) 3(9.4) 4(12.1) 19 (6.1)

FEES
HERE 108 (90.0) 117 (92.9) 31 (96.9) 29 (87.9) 285 (91.6)
HEE L OERBERESERE 39 (32.5) 47 (37.3) 9 (28.1) 7(21.2) 102 (32.8)

Hisk W EEFSR

B N = ARSI OB E K, n = RBFIK

FERESHRIC b%ﬂtwfhmmﬁf%ﬁ%AmlMﬂt@ﬁ%$§%§8
[N j—
#8 #‘é‘*ﬁ&%ﬁﬂ FITHRDONEEREEESR (KM HRER) (CGAP RER)
it Lidanit ] - JEAARLE ]
HH 120mg  AF240mg  FF 120 mg  FH) 240 mg a#
(N=120) (N=126) N=32) (N=33) (N=311)
n {%) n (%) n (%) n (%) n (%)
IREE 52 (43.3) 61 (48.4) 13 (40.6) 16 (48.5) 142 (45.7)
TESERALACBE 22.(18.3) 31 (24.6) 3 (9.4) 3(9.1) 59 (19.0)
HESTERA 5 R 17 (14.2) 26 (20.6) 5(15.6) 4121 52 (16.7)
AT NT A 13 (10.8) 16 (12.7) 4(12.5) 2(6.1) 35(11.3)
TR ER A 5(4.2) 14 (11.1) 2(6.3) 3(9.1) 24 (1.7)

B N =R SR 0 BEY; n = BEAH



4. HERRITOWT

ARG & 72 5 BEOBRR R EMGEOHNNIT. BIIZITPhs ZEBRDL
P, AR ORENE S FEE L TSN OEBRRLENT S I L BLETH D,
T, AKOREICEYEEAEERARSER LB b EEEE T80 & BUE
R, UFOO~@DT_RTEFBETHERICBNTHEATEETHS,

D KEERic-OWT

. REER OREE, B L 7%, 22U I5R (B35 BEOBEVA F7 A 12021
Yy ZBEL, FRICOWTOShaEEA LTV AEM (UTO<EME
H>2B) BAFICETHEROBEEL LTRESNHTND I &,

< ERTEHF >
UTFOREELR-TZ L,
> EMRFRGE 2EOMITHERET LRI, EREETIRBOBRIC
SHEULDEEEREZERALTNDZ &,
> AR OLEHEE EHRNITo 7 £ T, WEHEROREIEI oW T O WA
PcfTH 2 M TEBRT L,
> HRZETHIERBRORRICEETIUTOESOFEMECREEZR LTS
Tk,
» BAPRR SRS
- BARERFES
- BARRZES REeRREME)
- BARMBREARIES

. TYRMEEEE & DEN D DI MRIZIZ L ABRESVELHBLBE, YUk
BB EFGSE OEMt 2 F TS EM & EHE L, HERICE RS T
& AEEINESTWNE L,

@ BEADOEFELWREROER I OVWT

. WEMELEN S OFDE - TENZSOERZFHNFROTHES, AFERBREL
e BT EN RN & SRR P2 HONICITI S0 ERLEREE,
EAOEEIIESTND I L,

® BHER~OXRIZ2NT

. EEMY A7 EEHE (RMP) OZ2MERFIFRICERLSHZBHIERS, £
roEEIEEIhERIERICR LT, MEER ULa i E R O B &
BTHEAMEEEL, BHEHORITCRINCE L TIRERUIELZZT, Eb
IOEGIRAEN TE ZFHRE-TND T L,



5. BERRLROBE

[BFRRIT-oVT]
BEOERDHMIZHTc> T, LTO 1L~4.0FTRTEBLTRETHALIZ L2
T3,

| EREESE (CHD £ 3 i) 23FC+aR2REEE L, kod 5 X
KORWREROFBENSARERELU ERBR L TWS, IBEARETHLZ
LR ENTVA,

2. AHORSHMENI I VAUEZBNT, | YHHY O MHD AEH 4 AL ET
»3,

3. HREIR, BRARORE BEFEOCHRF. X PVATRTUAY MEDEEDRER

 UCAEBRECAMIARSLZEEER L TVWABRETHY., FRbOBREEE
FZfTo TChHL BRAERBCEELZE LTS,

4, FHTHARORARBECREMHE (FurT ) o—NVREBER, VT ok
FRY A, R Y DUERIES) OVWTRE, TRO~@D35Hm 128k
DAL - TERAXIIMETE 2V,

O BREB+FITBELRZD
@ Ln-’ﬁ'? &ﬁs{ib A
‘@-Tu\x¢a¢%%mﬁﬁm5féﬁ~w%w@4ﬁ@@

[#5 Ok - Fiiz2nT]

AFE G HITEROZRBE+MCHEL., FAFERHBEI VR CERER) 2B
LZIZRREDOF M Z2EG L TEROEEPRD bREWERICIE, FRAOREF1E
EEETL L, X 0% BERRICREUMOTTIZON TR L, BHREER
MOWFE EREC LY ARARCEEZ ER SR Ao BFEE, AAloksH
IEEEETZ L,

BB, BRARSSRE LIEBRERRBRIZBNT, 250 18 P A 2B 2 3 ERRRITA
7

10



6, BRETERLTHETE¥WH

1.

ARORAITH LEERBEECEFRELF T2 BE IOV TIXAA OB EN
BETHBHLD, BELRZNZE,

TF74F%—, MEGRIE BERSEZOEERBEERHEEINATNS, B
B4V, BEFRD LR EHAIIIREZEDICPIET 574 EEDAR
MBHITH 2 &, BEEARBEERIGIIAARSEERIZBN TS
ERBY, FRERIGHESI ZEEHD,

AT CEFICmL, RERFEEEVPEETIEHSICES S AR ORER CEIE
FROEDIZLERERETAEEL THOERTIZ &,

AF|O RMP Z#iE L., BEMERNEIELZHRITIZ L,
AENIAERBEOCBEMR O DOEXTH 7D, AANC L 2TREFICH
TRAENE LB ek, VERARLTAMEREREEAVWS LY, BEITE
HITAZE,

B DBREIZOW T, SUEIRFSARRICTM 21T - LBERRBR TR 1NRER
EhtTtws, BERSRBEOMNEKXEEZN ETZEE20N5, BEREEE
BT Blehblco Tk, EROZUMEZEEBIRF L., BFITH L TRIIZ2ES.
PR EEY TR L,
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