FRET

A ERER
-3.812
% Z
EAEER 811851 &
S+ M 3FE8A 11EH
#H E F R
& REFHRET |FEEES (B E B

OB K

BEFBEER - AFEHEREEMETETHERE
( & H & B )

TVRAw7 (BEFHEER) RAORKEEREET A K71
(FEBRERFEOREMHR) >0 T

REMEOES LEDOEARI S 2016 (FRk 2846 A 2 AHERE) 2B
bVCE%%E%%@ﬁ%@%ﬁM%@éﬁécbﬁﬁ@ﬁiht;k%%
TV EFNERL 2 REICNELRBEICRET A2 DICRBEFEREES A K
SAVEERTAILEELE LR,

SR, = X=T (BETHE#EL) 8 (KRE4L : T4 EE—ETHE
70 mg V) IZOoWT, FEBRECREMIICR L THERATIROEESE
HENRO LBV REERAMESNA FIA L LTRYZLEHELAEDT,
FOEBIZYU T ATA FFA V20 THBERD LY, BEBERD
EREBEEUVERICHTIEMERBEVLET,
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1. LB

EEE OB - BREMOHBROLDITE, R XES A SWHIERERSRD
bbb, EBiT, EFEOPEEMOMELIZ LY | FRERERSOELNREHAERERF
PETHERRPIERBINSPT, ZHbOERAZEICHE L T5BE MR
THZLRRBOREL 2-THY, REMBCEE L WEDEAFE 2016 (L 28 4
6 A2 BEBRE) KBWTH, BFNERRSOERACREEELRISZ L L 3h
W3, '

FREARF2ETIEERRIL, BHERPZEMT 7 7 A VEREDERR LA
BN ERBIEBHD, 0D, FHERUCERSMEICET RS+ SERIND
ECTOM UHERROBELR RIS I LSMFSABAETH L THEAT S L L
biz, BHEAREE LRI BB RS & 2 2 & 23 RER — R OB i T E R
BTEATS L NEETHS, _

Lo T, AFA FT4 0T, BREBRLINETRELOA TV ZEFEIEEY -
BEMRMICESE, UTOERGOSERHERAZIEET 2 BHANLLEREN, 52
FROCBEEEL T, |
B EHA FTA VL, BATEEAER G ERSIR A, —RHEEEA R
WiRRS, —REEEA R ATEES, —AHEEIEA BAPRES —REEEARR
RS R FES R O EIEEFIESEA B AR LENBREZOB DS L1ER
L7,

SREBAEER : TAETEC—ETEOmg R (—ff4 : =V X~7 (@
FHAHZ))

RPLRDMEIIDE . A EERIED RN :

HBehARERVAR . B®%. BARKET LX< (BEFE#L) & LT 70mg % 4
BT 1 BETFRET 5,

BERBEE: Trlrflet




2. FHIORR. 1EREF

TAETE—=ETEIOmgRy (—f4 =L X<7 (BEFEHEL). T 1EFH))
ANy b=V BETFREENTF R (Calcitonin-gene related peptide : CGRP) &4

(Receptor : R) IZXP§ 2 BfEFHM L E MgGE® /7 n—FAHETH S, '

CGRPIBEZFU L TNV RELRNT 2WETF FTHY ., FEEORKELER
CEETLHHTH S, MIFCCGRPBEIIATERTICHRITIEML, BROBERL &b
REBIREDZLHFRERTVWAYY, &bz, AEEAZICCGRPEZRET 5 & HEER
RAERHE SN, CGREOATEORE & 725 THMATET 57 95, AANL, BAH
DEERMIZCGRP-RIZERT D Z & T, CGRPOV /I AV RELE L, FIRFBREICE
V5 FEERBEEORELIGIT 2 Z L BRSNS,



3. FBEERRAR
BUERR TE ARSI S M A T o e =R RARRBROSE =T,

ENEIHERE (20120309308%)
[BRERDITE]

AHIOFHME, EeERCHAERGERERFT BN T, BARAARBEEAFER

(Episodic Migraine : EM) [B&E4TIfIZ xS & Ui BEAL—HEHR Y 7 & K3 RAER
AEPRASTERCEM S i,

BREAMOAEA L Y —= 0 78, SBRIOR—Z F A VHICH< 48R EER
P5H, FORTGARBISHEERBZSH. 2BRNELMBIRERL S, =
B3, “ESRBSP TR TR, AH28mg, 70mgXiE140 mgA 4B 1E K T#E
L. #< FFSHRF S CIEAFI70 mg X140 mg 2 4RI AR F#RE & Sk,

FEFMEE I, —EEREEHORBENIIAE 4, SRU6HAB) BT ARA
BEfE B8 (AT IIREEDRNSREI » AR O_—A T4 P hLOELEE &
iz, ‘

[E/n IR A HE]

> 20~65 D BT

> R7YV—=VZHOREIY AU ERNS, BREEXIIBEOBDREICE
A& EREIEEYS (International Headache Society : THS) OICHDZEhEBhR - HE
L THESHI-FEER Gk H 5 AR AR WA TER) OBER S
D, BHORENRLVETITHD

> REEEBHE: A7V —=V /30 A OFH A KA ER A #2848 L 15 AR
THY, R—ATA VEREOREBIEPIB L EISARNTH S

> B (ATERXIIER RIS JUE : X7V —=r 73 AROFSEE
BERISEERBTHD, =251 VHBEOEREENISARETHS

7245, ICHDE3ERIRD 1.2 §idkood 2 AR 108 £ 5 A Red: A IR R U
HERR AR S RO OMEBIIRE S OREREE AT 5 BFIRBICEI AN LR
oot

[FER] : _
[EEE] .
TEIMER THABRAERERROSN—AS A U hDOELRIZIRIOLBY Th
b, AHI28 mgRE. 70 mgE R M40 mglEC 7T E AR & OERHENICEE R R
A¥oWENRRD b,



#1 BE5RE» B4, 5. 6V BICBITAEHNOAMRBERBRON—R5 A4 b
DAL (AR RER)

77 REE 28 mg 70 mg B 140 mg ¥
(136 %) (66 1) (135 {) (136 #1)
_R—=R5A4DRMA 7.67 7.75 7.84 8.18
RmA (B) ° 2.34) (2.08) (2.31) (2.40)
4, 5, 6 A A BIZBIT :
%Y A A ERYE A 3 0.06 -1.19 -2.25 -1.83
DR—2A54 nbo | [-046,0.58] [-1.91, -0.47] [-2.78, -1.73] [-2.35,-1.31]
%k (H) be )
4, 5. 6 A ABEBIT
HEHAEATRBE -1.25 231 -1.89
DTFEREDE ) [-2.10, -0.41] [-3.00, -1.62] [-2.58, -1.20]
“(B) be :
pfE*© - 0.004 <0.001 <0.001

a: REY: FHE TR EHERE

b LB B/ NZRFEHE  FER : 95%EHRER

o: WERE, R—ATF1 H, FEARTHEOERRR (B EAB], v LBEXRICER] #
ARELRL), PESNTEREVRSHLE PTEIN RO EER CHE L KERERE
RADRETNCCTRIE L, 2B, RECZEUEZRET 7D, MDA 140mg B L
T REOLBRIT, HHREMNICAEETH-EEIR, RICT0mg B 7SR EOK
BWEATV, MEZHICER THoTESIT, BRI 28 mg L 7 7 A HOERETo %

IEERBER T, 459 FIMARE 70 mg idk 40mg & 1 Bl E#H5-Sh, &% 70 mg
DHERE SR 270 Flic BT 38%5 100 BRZE TOAMAEBRRAEOR—RF 1
VB OEHLRIE 1 O LB Y Thote, R 0mg DHERS Shiz 270 FIIC BT B
_R-RF A RO BREEREROEHE (RERZE) X, 779 236) B, HEEH
KBTS AMAEERED_N—RAF A b0 bE (FEHIE [95%CI]) X, &5 28
B, 52 @BR%EU 100 BR#E TENLEHL—239 [—2.85, —1.93] A, -2.58 [-3.08,
-2.09} BERTG—277 [—3.26, —228] ATHY. FERBEEHLEL TRABRED—2Z
FA UL DELETHR L, PROFEESTENE,



0.0 - DBTP » OLTP AMG 334 Open-label Treatment
" ' i TG g QM only (N = 270)
2 0.5 ;
o p
o
£ -1.04 i
C )
o 1
= 154 !
2 '
£ 1
¥ 2.0 ;
o 1
=z i
£ -25- H
m 1
= )
B -3.0- i
w0 [
. h
E -3.5 4 '
2 .
o 404 '
o "
= )
B 451 '
© :
5.0 = i
Hs
270 : 269 266 265 263 263 261 260 252 2115
T T T T T T
B 4% @@@ %, %,
64. @‘f' G“F‘ @»f- @'f‘ G+ QF G’F‘ @‘F_ i G{_‘ G‘F

DBTP : “EERZEMN. OLIP : FREHEGHI. M : oSuiSIRRERM
1: 20120309 READIFERBEINTAIE 70 mg % 1 B LR E S -4RE TR
585 100 BRE E TOHA MR BBO—R T 1 Vi b OZEAL

[Zeatt]

CHERRSHIIBI3EEFSIL. 7T HREE67.6% (92/1368]) . K128 mghE60.6%
(40/66%1) . 70 mgFE70.4% (95/13541) . 140 mgf£69.3% (95/1374#) T Hh, WT
OB T2%U EICRIEBBD N ERFREIR20LBY Thole, RHEZOFE
BHHEOBEEEIXS V- FIXi2ThY ., BLRXE-AFRIRVD LN o7,

BELEEHRIL. 77 2RE29% (4/13661), FH28 mglE1.5% (1/66%1) . 70 mght
0.7% (1/1354), 140 mgFE0.7% (1/13761) TRH LI, WThoBEREESRY
RBEGIEILPIChH o,

-z%ﬁ;'s@ﬁ%mmcgotﬁi%m 75 RBE0.7% (/13681) R OAHAI70 meht
1.5% (2/1354) TRDH b,

BIERIL, 75 & R EE4.4% (6/13641) . AFK28 mgB¥7.6% (5/66H1) . 70 mgiE12.6% (17/135
#). 140 mgB9.5% (13/13781) TRH bhiz,



F2 _HERESHIZBW T TR OB % U LIIERAPRD b - FEES

(Rt R ER)
A AL 28 mgh¥ 70 mg®¥ 140 mg8f

(13641). (6661} (13541) (13741)
FETES 40 (29.4) 22 (33.3) 39 (28.9) 45 (32.8)
(LT 2(1.5) 0(0.0) 6 (4.4) 7(5.1)
WHER % 3(2.2) 3 (4.5) 5(3.7) 3(2.2)
HEE 2(1.5) 3 (4.5) 7(5.2) 1(0.7)
BEw ' 3(2.2) 2(3.0) 6 (4.4) 2(1.5)
BIRR 4(2.9) 2 (3.0) 2 (1.5) 5(3.6)
alii:E 1(0.7) 1(1.5) 5@3.7 2(1.5)
Bk 3(2.2) 0 2 (L.5) 3(2.2)
8% : 2(1.5) 0 3(2.2) : 2(1.5)
A T AT 4(2.9) 1(1.5) 3(22) 1(0.7)
R R 322 1(1.5) 1(0.7) 2(1.5)
I EOE R 0 0 3(2.2) 1(0.7)
K A%t 1(0.7) 2 (3.0) 1(0.7) 1(0.7)
TESTERA AT B 0 0 0 3(22)
REAE 0 2(3.0) 0 1(0.7)
IR 1(0.7) 0 3(2.2) 0
Hgy 0 0 3(2.2) 0
BEEDEN 4(2.9) 1(1.5) 2(1.5) 0
A 2% 0 2(3.0) 1(0.7) 0
BRI 5(3.7) 0 1{0.7) 1(0.7)
iR 4(2.9) 1(1.5) 0 1(0.7)
TESEMLER 1(0.7) 2(3.0) 0 0

Bl (%)

HERBESHI B 2FEFLOREREIGTL. 91.9% (422/459 F) THY, s%ELE
KRR L HEFTRIT. EREESR (59.7% (274/459 1)), A > 7z 2 (16.3% (75/459
By, BB (8.9% (41/459 #)) ., BB (7.4% (347459 ), WRERZ (6.1% (28/459
CBDY. LREERE. R, BEBEA (5.7% (261459 1)) THhotz, ELIEED LIS
7e. EERAEESL 2T H (B, SERE, TERM KRR, HilfEBR
EIXERIE, FEEEBE, FEIT. VANV AERRL/ERRE,. WEARkE, v =
AT U TR B, BRI, RIBTE, HEEMENR,. FEE, FEE, KBR



D —. Bk, EENEBIVE, 5O, MEL, WEEEG. LARRE, BEEEERE
HEV. IIE, B LR, WENEREERE, FKE L) KR»bh. 203 b,
25 (HOMIREE, <4 2875 ) 7TREE 1 Fl) AREE oBEBEREESh
fednotr, HEFILLE-GERRIT 6 (FRBSATTEE, JLE, & Mt
s, SRERMUERE. FER. OBEMEESE1H) KRHOhk,



ERENFEFER (20170609585%)
[REROWE]

AHIORER CEE2MEEZRET 5 BT, AARAEMBER OB TER (Chronic
Migraine : CM) BE25601 2 M8 & L BIEA L - EERT 7 £ R RRABRS EN41E
BETERI N,

BERIEMOYEIA 2 ) —= 8 4B OR—Z T 4 U HicE 24BRO _EER
BEHE SN, A HER, AFHO70mgXidi 7 7R E248I21BE TRS L,

FEFMERIIL, —EERKRSHAOREDINA 4, sEU6TABR) B3 AMA
B ARORN—ATA b OERE ShE,

[/ BiR A7)
> 20~65m DB LM _
» A7 V) —=r7HORKI2A AULRINE, BEFRREHEIIBEOETHEICE
3& ., IHSOICHDHARICHEHL U CTHIE S i R Bk & 2 )8R )l
SkOROATEE) ORERDY . BIORERZLVEITHD
> FEBHEE . A7) —=U 7R b A CTOLTOELEICE-S < CMXILEM
(a) CMIZ, AMERBEESISHU LT, 203 bRERBHKE LToEES
W7o AR AR B A MBS T8 A L LTEET B,
(b) EMIZ, RHEBERMBEAISERMT, €03 bRERALE L ToEHS
Wited B R B B30 A IS CAE L EE LTERT B,
> UTORFEBEEDNTANEEET Bl X7 Y —=2 7 D35 A FICEMO
BEHEWH T LTWER, R—2 51 VHBTHLEMO RS- S 2
2B
(a) AT, CMOES :
AR BNISELULET, 20O Hb_—X T4 VHROAERBAKE LTO
ERP-TRmAMNSALLE
(b) LT, EMDES :
BREBISARET, 205 6_—2 51 VHEOATEHREKE LTO
ERELMm-TRBAN4ALLE

2%, ICHDEE3RED 1.2 HIkD&H D FHER) W& £ 5 BRI A 8RR & UHERiE Rl
ket S IR (MEBIREATE) OBREEL2E7T 285 IRBRICEAAN G,

=7,

[#%XR]
(A %hiE]



FEFEER THAAMAERABROR—RT 4 P bOEIIRIDEBYTHD,
AFI70 mglE T T T e R L OZTEHFHCEERH IR BBOWENBO oM,
FEEMEUCMDEY 7/ —7128 W, Month 4, 5, 6B 2 ARAEERA

CEOR—RATA I OEORFTOmgB I BT AT 7 R L OB/ TREDE
[95%EiE R ] DOREM=IL. EM#ERE T-1.67 [-2.56,—-0.78] H, CMAEERE T-1.57

[-3.39,024] ETHY, EM, CM& bEMZEOSHEEIT-18 2 TERY, BENICE
HOHDHERBO LN, '

%3 HEMHBD b4, 5, 6V ABIIRITHTEHDAMATRBBEDN—RF A irb
DEAL (AT RER) | '

it 70mg B
(131 5 (130 %)
R=RTA DA 11.84 : 12.40
FBURB# (B) ° (5.70) (5.99) -
4, 5. 6 A HIZBY
A AMAEHEB -1.98 -3.60
BOR—ATA [-2.72,-1.24] [-4.36, -2.85]
LDEL (A) b :
4, 5, 6 WA BRI
HEHABAERER ) -1.62
BTSSR EDE [-2.52,-0.73]
(B) b
pféc® - <0.001

a: LB EWME TE: EIERE

b: REY B/ TREHHE TR : 0s%iEEEM

c WEH., FEEOYA Y (EMCM) . FERTHECHEMRR (b (EATABRIcER], ER
BiL), PEENERBERCRSH L FESNLEEROZELER THE LERKERNERES
PRI TEN L,

[Zz2tE]
TEERBICBITAEEESIT. 7T 2RBES8.8% (77/13141) . AFKI70 mgit65.4%
(85/1306]) TEH L., ERERIIRIOLEY Thotlr, KBS OEERROERE
EiXL— R Thy ., BTICE-BRERRBO LR,

EELAEERIT, 75 eREEL% Q1318) . AKI70 mehE1.5% (2/1306) TR
Wb,

BREDOREFIEE B FEFRIT. Rdbhiahoto,
BIERIT, 7T e RB.1% (13151, 70 mgh8.5% (11/1304) TR bk,

#4 “EERBESHMIZBOTO TR0 % ERBRPHD b AESES
(AT SRER)
77 EREE 70 mgiif

10



(131451) (13081
_FIREEL 37 (28.2) 35 (26.9)
HEbAE 6 (4.6) 7(5.4)
fE 1(0.8) 6 (4.6)
AR 4(3.1) 5(3.8)
ED S 4(3.1) 5(3.8)
O R 2(1.5) 5(3.8)
TH 1(0.8) 5(3.8)
A ERRE 1(0.8) 5(3.8)
15 o 2 (1.5) 4(3.1)

I3 (%)

11




4. HEERIToNT -

ARFATER & 72 B BE OBRR R SHGEOHENIL, EOITbhD Z L ARD B,
FEIOFGPEDRAER L W UAOTERREBEEN T LBRLETHD, Rk,
AFIOFEIZ LY BEREWEASER L BRIC LEEREE D 2 L BRBERTD
UTOO~@0FT_TERmETHRIEBNTERTL<ETH D,

O HsRIZ2NT ,
AEmORE, BB TR, DI %ﬁ(@% BHTERODRT A FTF 4 20139)
FREL, AFCONTO+H5RmiEEE LTHAER CLTO<EMEHR>SR) 3
FAENCETAEBROBEET L LTRESNTHSL 2 L,

< EHEMHF> '

ITOEEEWET L,

> ERiGFREHREOTHETELKT Lickic. ERTETHIRBOBRITSFE |

Pl EDOBKBREIToTNDZ L,
> AFIOLBEEES EHEIC T e b T, REMRED EIEITOU T ORI % 58
A D ERTEB L,
> R ETARBOBRICHEETAUTOYRROEMENRELZE LTINS
e, -
- BAMRES
- BAEERRS
- BANEISES RANREME)
- BARES R S
TYRHETERE & OER D7 HICMRIEZIT K B RIEASLIE LB L BA, MEERT
ﬁ%Eﬁ&@wﬁﬁﬁ%ﬁféﬁﬁkﬁ%LwM%ﬁmﬁ@ﬁﬁmﬂﬁ%éﬁﬁmgo
TNWHZ L,

@ BRROEELFREEOEHIZONT

BURAREN D OFZME - REEFOEFNFTROTEL, ﬁigﬁﬁ%ELL%A
(GRS L MEREE BB 2 L GOERLTREE, BEAOKRE -
THHZ &,

@ EBIER~DRHEIZHVT

ERSY AL EEIE (RMP) ORSARMNEECTH SN-EHERRS, EEARESR
P RS R SN ERIERICH LT, MR UL EBERSEORMtE L F T 5 E
B &EHE L, BHERORETPHISICE L CTRERUXE =T, BhICENRAELN T
 BZ{EHIBESCNEI L,
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5. B#ENBRLELDBE
[BH BRIz >N T]
BREOEFEOHWHIHTE-Tid, LATOTRTERETHRETHL Z L2HRTS,

L.

EERUR T (ICHDHE3R) 25EF I +oRBRERER L., AJk0 H 5 Tank
DRVHBROREN A IEREIRR L TV D, NZRERFRBETHE L8
BRINTHAS, /
AEIOBEFBIBA AL LIZBWT, 1P A S0 OFTRBERES4ALE
THD,
MR, RAVE0EE, BEAEOHRE, R FLASI VAL MEDIEEMRIER
CREREEOSMINEREZMIEER L TWABETHY ., ThbDikk:
BT TH AFAFRICXBE E LT3,
AIRTEEAE DO IEERIEOREMNE (77 ) a—VIERIE, V7 b
F RV TA gAY PUEBRES) onThes, TRO~Qn 5 bm 128k
DEMIZ X > THEAXITHER TE 20,

@ ER+HFTHELRRY

@ BEMEBEND

® £, IBHEREORAN L EEME~OHRWVRERH S

(#EofilsE « FILiz>VWT]

AEREPIHEROBB &+ B L, AHREMBETI VA QERER) %

BRZIRELOFREZ M L CEROBESRD DR WIEEIZ, RElokE
HIEEEBETDIZE, FEEORLEHANICREMROBERTIZOWVWTRE L, BEE
BERBOME  BREIC LY B EEFICKEL & SR BolkBaicit, &4
OBREFIEEZERTHZE,

2B, BAEANERSR L LERKRRBRIZEW T, ARO 100 BB 2 5HERER

A,
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6. HEKBLTEET TR

1, AREIORASI R VBEECBERBD & 5 BEIC >V CIARI DR ENERTH
LD, MELBRNIE,

2. TFT74F%v—, ERE ERZSOERLBEERGAHRESLTH
B, BEEFHITT, RERRD ONAHATRBRESELITPLETERE
EORMBETS L,

3. EEALSUHE (BE, TR, ENEERCS LY A% 2 ERRHLDL
NBZEBH B, HLOEFTE, FHOHNERERICERT D,

4, FATCEITINZ, BUSARFEE MR 2 RS o B3 & AFI ORI R UNETE
EROEDITLERFERE BB L THLERTHI &,

5. AFORMPEREL, BLMRNFELERTH L,

6. AFT A TEREEOREMFOEDOEATH B D, AR L BREFICHE
BRAEDRAE U BAE, LEILS U CAEHBEEL A3 L5 BE iR
+5Tk,
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