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AP RIEFE (non-steroidal anti-inflammatory
drugs : NSAIDs) *° b 1) 7% » RIEHNIZ X 5 FiEw
FEIEIR DI AR A0 2 O fth 0D SE i Be AR PR D I 0°
fioN s, WIEROBECEEE 2N HEML, 20
BIRIE D AR TIIAENE EOXZFEZ T3 IciZFETE 20
BEIIE, REIEBEEE, SRR R 2 R L,
ATERRE D1 | EAETEN DL OB Z Hit) & L 7-
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T2 T 2 TRAME RS A DR HEHK 2 g 3 5
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X7=. CGRP IZFHEHMOKK & U CEELEE % R
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7B EIC K VIEET 5 2 EEEITH Y Y,
W, EE, RO ATEE S W s I HEAEIRICE L
gz kg, £z, BROIERZ T TR, Bl
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R CTENCREIC 725720, BES 7203 20355,
[E B EAE / #E 28 3 B (International Classification of
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SR TRk WRER] &2 EREE O
30%ICHYT 5 [HiIkOHLFER] O2oO0DFE
By A FICaEEN5SY, ik, BEOERE
TAXRIREEAIC I & ARER T, 8% 5 ~ 20 2 icb iz
DIk 2 IZHERR L, FEfili 60 DR Ch b, F
FEZLIE, FYFTFON PR S PHEK
BORTIERDI RS LV, Fo, BEICK ST,
SEJA O BRI~ H RIS = AR & L-BR O T
B, IRR, W, BROBFEOTIKLEDH L, F
7o, FEERE, BURHBDHIC 15 HRM% [RIE
YRR, BURHBELAICI5HU EOBE TS
HAZEHEZCEIY, FEBEEIAIC8 HI L%
MEMEFEE] EERINTHDYY,

2" ® =X

SAAICIE, BMO—@EDRFEIZKVEZ 5 —kKE
S &, SHROIRINE I B 60 DEEBD S > TH
AT D ZREERH Y, REREIAEN ekt
S Ch D, 2016 F D&t H oK 5EEOHHRE I
104BAEHEINTNEY, iz, HEBOH
FHRIZKETIE 11.7%, BKINTIE 14.7% & @t &
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oo BIZHEFENHFEOLETOHEREIIES,
M D 30 ~ 40 AL ED B R KK 18% 12 KA
Tna Y,

(3) /A HE
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KEieEEL 52, #HEIC52 AREFHIFED KX
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PR EBA L ON, BgEmH 5N LMD
%, FEREHEL, 7oy 2 TROENEZIDED I
WU WA E HEEEICZEH HIERZ 2 T
% Z ENDORERREEFE D D & QPR _EHHE
£ N %, Global Burden of Diseases, Injuries, and
Risk Factors Study 2016 (GBD 2016) &, HAX %
B 195 OEPHBX O 328 DIEBIZONWT, F
i EDOHR % EE L7 ETOBMEN T Fk
e, MEEZZ CEZXLHETH L [FREEEFFH
(years lived with disability : YLD) ] % 2016 =55
THE Ui, 2FET T, FERIEERICKNWT
YLD A b <, AT O RN R I 5N
BHEPIKENWZ EXPHLNC I 572",

SR ORI AEICEI 9 S BN O TS,
2016 £ D #H 7 — ¥ X — 2 (National Health and
Wellness Survey : NHWS) % 7= REKiFIE L D,
PRI K DR, SR X OMEEERIRREICBI 5
% fet e B @ QOL (Health-related Quality of Life :
HRQoL) IZX94 A4 B a &, 7@ EwEEIcE
LG SIS KB RERIRZEIC X B 97 B4R &
(absenteeism) DH K, HEL TS0t
FIEIZ K A BREZR(C T (presenteeism) DH /s
HRE X CEREIEOFHROE E s wmsE S
NTHWaY, 7z, KETO R FREOERKAHIZE
T HMEDHIEL E o —ETIE, FBRICKD
HRQoL Ok, E#EE K OIS O ds
ENTHDY, EHOHETIE, HAD 20174
NHWS % W= BT se 0 5, HAR AR B EE
BBEEET R~ v F W7 IER S O BRI L
T, HRQoL D& FREENH EIZK <, absenteeism
M 2.2%I12% LT 6.4%, presenteeism ¥ 22.5% 12
LT 40.2%, #2597 B EREMERE D 24.5% 12K L
44.3%, MIGEIFEE L 23.9% 2% L 45.0% & H &
e <, ERoRBEE AL, 808,320 FIIZx LT
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D, FARARRE R, RARER, BEMREAE 2 %
I HKIE, FE N KOS HIKIC I T 5 ke
PEREREE OB FRRICBEET 2 1M REE E X
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AC: 7Tk 75 —+4, ATP: 77 /> V=Y V&, cAMP: BERT 5 /> v —1) V&, CGRP: # )b b= ViB{n FBI#E~XTF K, CGRPR : # b b= ViB{n FRIE T F R 250k,
CLR : Vv b= ARz ik, MMA : rPi#fEE) ik, RAMP-1: 2% (RIGMEHET Y © /7 1, RCP : ZEKMREEY /{78, TNC : trigeminus nucleus caudalis
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X o THERICNT 2 TRiEEE LCoRetés

BENFEEX N TN B,

CGRP BI#E Az >\ Tk, AFIZEH W T 2021
FEZHNHIRATT, TVIXRT, FUIFRAIT
WRREIN. THIREOL 7 a VR EEICRDD
2D, —HT, TNFEFCTHIERZLERZK - A
I ICIREEX N TIN5 720 HAD F U
BEDOERBEBEZZ2RII NN EMKLS, Fio, Eh
B EMNC B A Z TV 522513 5%iTik &
WEINTNBE2Y 0 Z g, #HEINEERO
BRAT I K B IEREITERIC X 21k, HITIX
EEAAN SRR D2 i ds K OVEBRIZ D W CATRR & K
T, SEEZ TR 55 EETH IR
Iz Z T T i a b e < 1e <, #Y)sia
BIZE > TRV AEEEENEHE L TEZIHN
722 I 6 OB, CGRP B K D&Y%
WiodkEIN W Z &IN5,
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HR 3720 O F HEf 0B EEFHEEE & L TR
HNDHZ ENLWS, FEIRO BB ZENIE ERD
U< T, Froide I O EAE R ORIk OB
2R, BIAATEKTE W, FENTENWE
NEINT, BED QOL s BEHNE L < 3E
EINBZENDHDH, TDizsh, R TEHEE O
1¥, HRQoL A TEN DL L% & Pf 1 CREl X
HEDITIe 57,
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BBDEFY, Fritm O EHA 358 21T 13 R
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BWRICOWTH#HH DD, [ERRERE L E
U7c I E MR MED KIEIC X > Tl &z I
5 BFEROBIESL LURbZ T NAENTHS
SHMEEME A D Z XL TH DB,

FEESEIE, EEPRERRGE, TEENREAE, SRAIMEARED
KORFER e T 2B OKRMKRE, KETE
X O IR DB 5% S i M I iR B CTH D,
BTSASE, MUSASE, SATHEE, RUAHEL X OENSEH %
B B U S VRS O SEIC B3 2 i A — R ik
MERDIEEDFERTHLEEZ BN TN D,
PR, AL E 72X RSN X0 = bRt
ANEM LIS &, FEBCHRONSMAICIER
HERLU 72500 O ft, 0075 B 7o & R R 12 B
T HMOIERDEL B, K, &, BOWEDIRHIHR
IR T 6 TNC, =3 MpREHT, =ik
DHEHE C IS, PREEEIRD C i
CGRP, o b= VS L, MR
WRIEERG I EREZ T, OBz XDy 7
1L, B A RRMED S =R, TNCZ AL T
EMOHORAZL| X T EEX BN TN S,

@QzTLXT7OEREEF (R1:B%238R)

SRR R DB AT H DI CH Y, FE
HORER WL, =“HHEERTHD CRMEE A
0 MffEZ N LU IZIm A b b, TV XX TDE
PV ERRAL I PRI ED IR & = I Cdh D & H 2
BN, Z I EEEICHERE X N7z CGRP gk
JEPED C fiffE L A0 SRAEDRD BN D, CREN S
e X7z CGRP 1, "R SRS K OF A 6 R i
WCHFET 5 CGRP L RRIZA & L, BT 7 &
JRB X ORIEZS &4, 12, CGRP &k
DMEMHIZ XY, 7T IR 7 5 —8 DIEHALH
EFEIN, cAMP RBEZMBEATE NS 52 E0H6
M7 ->TEY, TR KRy 7 Va2 il4
HZEDIRBRENTNS, RIS, T X<TE
CGRP IZ %} U T & HIIZ CGRP 2B RICKE G T 5
ZET, PR DR ESZ MR O R E E®
AOREWT L, S8 D EREFE DBREEIZ LD &0 D R
MANLTHN TN D,

¥, TUVXRTEDTENRENWD, &E5X
Nz U X~ 73 B 2 i 897, B SE D
SR MEER AT HIHE N, R
BUR B, M- 5 3 R 4B 0 i
REAMICEEI N T ERWZ EnD, TV XX TIE
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FELELEEZBNTNWS,

F7o, hREEEDNR, C#RAE AoMRMEICIE, 5
—ODIMEFEEMERTF P Thid o b =D
% AR G-HTlew) 2NFFEL, T L X7 7 X
5-HT1len 123 AEA Lz, N 7% v REHNIZ
5-HT1en IZA5 & L, HEMKAFIZ CGRP DM %
HHEIL, NV T URERORFRICAT SR L
OBREEIAFAMAII =M TH D, M) TY v
AFEFNL, CGRP ZHMEITIIREG L 7el,

(3) CGRP & CGRP &4 (K1:C%=58R)

CGRP X 37THD T I VN6 BHXTF R Th
v, PR, KEMREARS X OBMERICIAL
FBLLTW5, CGRP IIRESEICHELIL TWh 523,
MrxDBIEFICI—-RFINDE2DODDOFEET A
7 + — 2. (CGRPa & CGRPB) W HFETHET 5%,
CGRPa lZ EITMDORK O = 2 — o v B X U=
NAPREMERICHI L, REZHFICL T LHEIE
HxfH L, KBRS K OREILENR O i a5 ok % FA i
THEEZBNTWS, —J, CGRPBIEXEIZHM
ERODZ 22—V TRELTEY, HILEDEME
fExET T2 )y =2 Ve AT
LHEEZEZBNTWD (BEYW, WEsm W, BHK
O B A O ME LR SF) o CGRP a 3 R M A&
R FHARRER D C #RifEd K OV A0 MRMECRBLT
LHT7AY T —LTHY, EIZHBRORAEERIC
BT 5714V 7+ —LThbD,

CGRP %% & 1A 1%, CLR (calcitonin receptor-like
receptor) & RAMP1 (receptor activity-modifying
protein 1) 2 HRER X 5™, CGRP & D HI Kk
HPNEERIEZ D37 2277 =& LTH
< RCP (receptor component protein) 72343 TC,
G % /X278 % A LT, CGRP &E& DR~ fiaH
BERITEET Y,

F 72, CGRP & CGRP =z MA1L, filixe H I ki
WL, FICWHILE o PR & 8RO
MERE MREIZ S CGRP MFEAET 5 2 &G SN
TN,

@xzLx<7 (B1:C%88R)

TVXY 73456 D7 I /BRI N 6D H
FHo2ARBXU 216 DT I /REENS /D LEH2
RKTHERINDHY v/N78 (rf& : £149,000)
T, CGRP Z&MEOMBRIIEIKIZFE AT 252 b
[gG2 &/ 7 u—F VHHETHAS, —Ji, CGRP IZ
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£1 TVUXXTOREREEZ R E U RERHAR
<BHEER>
RRES Ml xemE — W R B
(3R]
20120178 AP 12 B | BRI - R 5 AR
(G-Ph2-EM) 7ZAR (153 61) | 70 > 140 mg
[Sun 2016"] IT | RAEMER SR B | 7mg (108 i) GEE#H)
(G-Ph2- EM-OLT) 21 mg (105 f1)
[Ashina 2021 "] 70 mg (106 1)
20120295 ST AR < 12 AR | BHmIERE - R 52 ke
(G-Ph2-CM) 75 tR (282 %) | 70 mg
[Tepper 20171 I | t8dRUmEE | 70 mg (190 1) 140 mg
20130255 140 mg (188 #1) | 70 — 140 mg
(G-Ph2-CM-OLT) GEE®)
20120296 R IARE] « 24 JAR] | GEAGIHE - 28 JE[H
(STRIVE) , . 7S vAR (319 #) | 70 mg
[Goadsby 2017, | REERBm R 70 mg (314 #1) 140 mg
Goadsby 2020°"] 140 mg (319 1) (&)
20120297 AFAAR : 12 8 | SFAEAGE : 28 H[H
(ARISE) | ERTEREE | 7T AR (289 61) | 70 mg
[Dodick 2018"] 70 mg (283 1) GFE®)
<ERRR >
AR5 , .
S —EE A Ak AraR
Sk Uiz pSES e T E Bk ik fseakBR
20120309 ST AR - 24 AR | FHmIAAE - 5 76 -
(J-Ph2-EM) 75 tAR (136 1) | 70 mg
[Sakai 2019*”] I | AR SR | 28 mg (66 ) 140 mg
(J-Ph2-EM-OLT) 70 mg (135 %) 70 — 140 mg
[Sakai 2021 "] 140 mg (137 %) GEE#H)
20170609 y RN« 24 JAR) | GEAGIE - 28 JE[H
(J-Ph3-EM/CM) I éiﬁ%ﬁﬁﬁ 7S +HR (1314 | 70 mg
[Takeshima 2021 "] SR 70 mg (130 i) GEE®)

I ERATORZIEMRER, (8% wACRDL XYY GEEF#HEZ) £ LT70 mg %
4N 1R TG 5] Thb,

a: ZRBRO _EERGEROK G 2% T Ui d 2 EIA T L,

b: M), TV XX THKE5EILT0 mg Tho7oh, EhiztmEzKET L, M5 8E-co 70
mg $ 5 HART O FIAEAS 2.0 FEIZEE L 72K 25T 70 mg A5 140 mg IZH & L 7=,
c:Mf), TUVXYTEGEITZT0mg TH o720, EhistEEEdET Lo L X <7 140 mg 124

WL 7,

5 it 3t i 2 T R 48 A B ok B (20120309 A B ) F 7o i3 28 I8 B ok B

(20120295/20130255 alR) Z 56 T LTl E 1L 70 mg & 52k L, KT T OfRE
1% 70 mg 205 140 mg IZ38 & Lo, FhEatEE NG TR OM AN E L 140 mg 5 & Uiz,

27 (803)

BRNZEETHINHIF AR TELT 7LV YRR
<73k MEE/ 2 a—FWHIHKTH D,

(6) FERFRDERAKRIER (B 1: HEZSR)

FSERE DEGIARIEIR OFF L, FEIE DI L )i A
EHEHHEIR CTH B, FE- DERIKER & Z DRIEDE
B mE ) S I HOWT, ChETCOMR%E

EHIT D,

o BRI MEHNH (cortical spreading depression :
CSD) IZ X% KIMEE TOBT DAY & FEHE
WIS A DL BRI E D ik, RARERED
& FIZBI5-97 2% 2%,

« BN FARE do K OMRBIR 1T AE7 12 36 U & MR IR MR R AE S
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=2 TU X7 OERRABRTHW-REREOER

SR (A e T B R B D JEAE, R L 7CI3FE) DR ONEH, ik

HHRH | 2RIEE, kodsd, FEFHEO 2w R R T4 Rl B L, 2»DLT

DABLVBOIEEDD Eb 1 D& IHEE L,

P
A | - g
- P ~

< EB) S HRIRENIC XV IEES S

LT OB OFi 2 THE DL E0vi4 4 %,

. %AL\
o M-
< el X OEER K

HHE B

LAUT @ BLAAER 1 3B P EAGEE T 5,

BERE DA O, X7IZIFERO BRI TR IRIGRE (M) 7y v &3y

% | 35 3Y) 2 LS, KR OfFkiRH S L R BRI Bbh 59

MEZE H & B H &3 5,

X O MR R BRI E DR AICE 5457,
« BURIZ I 1T 2 BUR KB B (013 D Ed K U4
NEW, BRERBH 7o575«=Z7ICHE5 9
R

< R T ERIC 36 1 2 HERERE T & iRk o R
B A, RS TR OTEMEAL, ElE K OE
M, Rk Zk, W99, B UEdE R
HTCETRENT 4 YEEIZED, N6 DIER
NRHHENDZ EnDG, PR FEHEKICEITS K
INI VISR Dl RE IS N D,

o =R PHESEREE AR 31 DI A DIEE &K G
EA, SH¥EIMME, S 707« Z7ICE5 9
%W,

4. TL XY TDEIEERAER

TVXXTORBREEZNG & L EhERE
Bra® 112K,

EWNA CTHEBI N B T HE X R IHRARICES
WCRIEMERS K OEHEFEREEE ST 5L X<
7T DEMEES X O ZeEOFHE T,

AT, B IAH A &3 sl (G-Ph2-EM i
5p) C, REEMRFBEBESZICHL L X®T 70
mg O 4812 1[0 (Q4AW) F5IZ XK 5 H@MELED
5N, TV X770 mg HBL 140 mg &A= H
MMAHGRSR (STRIVE i) WONZT L X<~ 70 mg
W B AR (ARISE iR5r) T EM:H A
AEE TR 2 HEMEES XL e RS, #

IAHGAER (G-Ph2-CM all®) 12 & V18 Fr B %
WX LTV XY 7 70 mg 3B &L U 140 mg Q4W #¢
5DHMES X OZLEN RIS N2 E0nb, K
AD R SIRIZR 5 TR E L OREEIN TN S
W/ CORBHERE : TV X7 70 mg £7212
140 mg Q4W #:5-),

EATE BOHEHEZRERMR (J-Ph2-EM i
ba) C, REHEFFREFICHLTIXTOTL X
~ TEECERIEDRD BNy, 28 mg BEORFI
70mg HFH X140 mgHEXVREHTH D, 70
mgHF LV 140 mg HICE T2 HIME L O0E L
WIZRAIETH 5Tz Z DD, KEMRS X UEER
SREEERZIC, T X770 mg WS
MAHESR (J-Ph3-EM/CM #il&) % Eh L, REME
B XM IR EE T L CaEMMES K Lt
PERS N2 Enh, ERTIE A, BAICIE
TLVXYT (BaF#z) &L T70 mg % 48
MIC 1B M RE5T 5] ZHEHEEL, RAD
R SRS SR D FEIEANH] L D RhRE XD R TR ik Te K
wmE T,

AfTl, Zhe oo _EEHRIETO
FHEFHmEE [ A B 5 B8 (monthly migraine
days : MMD) OZA L H#] DR OEKIZINZ
T, WEshiBR (STRIVE 5Bk & & O G-Ph2-CM i
52) &KX OEMHR (J-Ph3-EM/CM iR) Tl
AR RO M (A TR 0 FE A D
@I K L28ROEH) OMREFEEZRT, £



7z, W E XKOCENTOREME 5 (G-Ph2-EM-
OLT i3 & 0'J-Ph2-EM-OLT B&) OfiHE b E
O R

(1) RBRTH A >

RICELETVISTONEREE RS &
U7-FERBRRARRIE, WIind SlisdkE, ®E%L
ft, “EE®R, 77t ARxE, Wi
(B 53R 128 F 213 24 BRE) Ezhicki<
MFERER (RESE) 06ikbd, FRBRO _EHER
AR, BRI L XY T E R TS
A4 BEENC 1B, #E5EIN, £, Mk
BCly, —HEERARYT T LIHRE 2RI
L X~ 7 70 mg £721% 140 mg A 4 AN 1 [0], #E
HXINTce AHIORMBGHERL, Wwoas DR
(G-Ph2-EM %) O#kfal% (G-Ph2-EM-OLT &
B) Tl 5 FMFE T, ENETHRER (J-Ph2-
EM itb&) offkfiadlz (J-Ph2-EM-OLT i) Tl
RE6HEHMEE T, LX< 7oEMES (G100
W) %1757

2) B FHEIER

<FEFHEHIEE >

K AT R S O RT 4 BENZ B S KB H B x
MMD & 7EFE L7z, TV XX 7 OMKERTCHW
FURHOEF#RER 2 107 T, AW HRE, #
BB e (R ORIE, FE
73S RO BNIEH & L,

TE BRI A 24 B OER (E M M
F X OB, STRIVE 3Bk Tl, —HEEHRAR
DiRED3IHA (FHi4~64H) OFH MMD O
N=Z2F7A UpbOEL A% EEFMIEE & L
Too Flo, “EHEWARARORED3IAA CE4~6
B H) O MMD BX—2F A4 05 50%L0 E,
759 LA b F 7213 100% 984 U 7= 8508 OE & % Bk
FHMiEE & Uiz, —Jj, STRIVE i#BRES s+
B (T EERARIE 12 ) <k, “HEEHRR
B D ARG S (B8 3 1 A) Rl 4 O MMD
AW, X—=Z2F 4 1B MMD D2 HE %
B L7,

<fthDFHEHIEE >

AFCl, FEEFHGEHE TH S MMD DX — 2
FA VUM EDOELHEIZIZ T, MMD B X—2Z 5
A VB 50% L EIRA, 75% L R E KT 100
WA Lo F oA WO EKEOD

PEEHE 58 115 (2021411 A)—

29 (805)

QOL % & £ 9 % [l &2 & (Migraine-Specific QOL
Questionnaire : MSQ), HWATE\DREE % 4
3 522 (Headache Impact Test 6 : HIT-6) <
FEBOMEIHADOHEAIENDZEE %
FHifi9- 525 (Migraine Disability Assessment :
MIDAS) Z W/ BE WS 7 7 b J A5l Dk 5
HRT,

7o, BIRFHOMRERGT 5728, HlblEs
®aBEB O 1EBH7-0 O R 5 H & LE R 5
i H# (weekly migraine days : WMD) ] O~X— 2
FA 06O E R L7,

5. TILXY7DEMME

(1) B ERREABR

@ MMD DR—RZ4 »hbDOE{LEEY

PGV R B 3 2 o/ G & U 7o g /b 28 A SR
(STRIVE itb#) X MethitmEE 28 &L
A TR (EAR 2 Vi) (G-Ph2-CM &
B) Ol X<7 70 mg £721 140 mg 5Tl
“HEWRABRORKTHER S TO T T AR E DL
BC MMD DX — 2 F 4 V6 DT FMIZHEE
IR RD BNz, TV X< 7 70 mg HHIT X
% I A& BTN I 5 C > MMID 1%,  SCIE M A B BB
TlE, ARG S (F4~6HH) TOVFY
MMD 23X —Z 5 A V15 3.2 Higd L, 18VEF U
mEH T, REFHERS (3834 H) TOMMD
MR—=ZZ7 40666 HMAD L (FR3), XE
MEIOEEFEREEICAT ST X7 140
mg 512 K 5 MMD O 1%, ZhZhOallko
TUVXYT 70mg 5 ERIRETH -7,

Q@ BERHOHR : YEIHRES% 4 BEE TD

BEERREEEHOEL"”

TV XY T OEBEFIOME T 5700, K
VIR B (STRIVE 58 3 & OME M F 5
B (G-Ph2-CM iRBR) #xg & Lz 2 o0iBRT
OYEE 5% 4 EE (2 [0 #5810 £ To@EBA
SRR H B D2 b 2 Bl L 7=,

2 OO (FAEM: 3k B35 955 6, 18Pk H 8
667 H) ITHEWNWT, TV XX TEOEEDFIT
HEEES% 1 BOFD B bz, KEM A TE
FEEZIZE TS WMD OX— 25 A v 64 B #
EH%1BOMAIE, 70mghE T —03H (p=
0.130), 140 mgHT—06H (p<0.001), 7T+
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31 (807)

-2 T T

ok

A 0 *p <0.05 vs placebo; **p < 0.001 vs placebo -~ Placebo
§ ° - Erenumab 70 mg
I\ - Erenumab 140 mg
—0.54 o 3
ks
— 14 w3k -
w
>
3]
o
215
I
.20
=]
>
= 2 \ \ \ \
g
B3 Baseline Week 1 Week 2 Week 3 Week 4 Data represent least squares means,
E error bars represent standard errors of
B = the means.
% 0 *p <0.05 vs placebo; **p < 0.002 vs placebo Nominal p-values are descriptive without
'; multiplicity adjustment.
é Upper panel (A): episodic migraine
o (STRIVE study).
= Lower panel (B): chronic migraine
=
&) (G-Ph2-CM study).

(Reprinted under a Creative Commons
CC BY 4.0 [https://creativecommons.
org/licenses/by/4.0/1, originally
published by Springer Nature in
Schwedt T, et al. ] Headache Pain 19(1):
92, 2018. Doi: 10.1186/s10194-018-0923-
6. [Reference 49] © The Author(s).)

Baseline Week 1 Week 2

T
Week 3

T
Week 4

T BN CoRRMER R, DEF, RACBTLV X7 (BEFHEZ) &L T70mg Z 4 BEIC 1B RS9 5] Tho

2 REPEES KO BREH IS5 TV X~ 7 OREEHOZR « GIEE5% 4 8E £ TO 1R H2 Y O R 5 H

DZEAL A (STRIVE 3R E & U G-Ph2-CM 55%)

AHT—01HThH-7 (B2:A), FERIC, B
FEREEICE T 29 5% 1H0O WMD D%
i, 70 mg BET— 0.9 H (p<0.05), 140 mg #
T—08H (p=0.18), 7T ABET—05HT
h-7- (E2:B),

F7, WEEGH% 1 BIC—2XF5 4 25 WMD
M B0% LA B Lo oFIG oA+ » X (95
WEEXE) &, REEFEREECENT 72
AR LT, 70 mg BT 1.3 (1.0, 1.9), 140
mg T 2.0 (1.4, 2.7) Th-7z, FERIZ, @R
JRBREICBNWT, 7T eARBECR LT, 70 mg B
T1.8 (1.1, 2.8), 140 mg#HT1.9 (1.2, 2.9 T
260720

TV X7 T, KEMS X OSBRSS
BWTHIEIFEG-& 1 HOFI) SRR R GED 5
Nz, Acis INcmialBoOBE» 5, 48R

DB C OB BRI I N D Z E2VREN

TWBY T VXX TORIRY X7« X%

T4y MIINZT, T X7 OIEEREDFIF

B, EWERAMZFEOEHICE > CTEELMHLR

22 B BEED D B o

@ fthD FEER TFRHER(IC & 2 BBEAREINEITD
PR : MMD DZE™

fth D Fr B T B I IZ X IR EIIZ* 45 =
VX~ T DOMREBRET D, RIEWR SR EE
(STRIVE %) HIOMeHEREREH (G-Ph2-CM
RER) A xR E U BR OB 4 C O %h R % S
L7z,

RAEMER 9B E (STRIVE b)) Tk, 2%
M GHANE 955 F) DHH 42.4% (405 B) A3
DR THRIZXDEFEEZZ T Wiz, 20D
B, 91.4% (370 ) 7% 1 FILL_EDOBBEAE B



32 (808)

39.8% (161 %) 232 FILL EDOEFEARKINFITH -
7oo 1AM LB KO 2 KDL K S TRz X 5
BIFEAINBI O ER O T L X~ TEIZ BT B
IR BB 4 ~6 1) TO¥FH MMD OX—
274 VB DELHED 7T v REEE D% R/
TETHE) X, 1 EOBERRIIE T 70
mg # C—2.0 H (p<0.001), 140 mg #t CT—2.5
H (p<0.001) ThHY, 2 KL EDBERKIIHF T
X 70 mg #F T—1.3 H (p<0.05), 140 mg # T
—2.7H (p<0.001) Th-7/. ZDXDIZ, fih
D F 3 TR OIGEAR B CH =L X~ 7 70
mg EE XV 140 mg T, MMDIZ 7 7 AR L
e U TR MIICE BICI A Utz 72, HKRTE
ffilF s (R4 ~6HH) TOFH MMD 23X — %
FA VU6 50% L B Lo #RE oEE [+
2 (5% EEXED ] &, 1 HIL EDBEEARD)
BTk, 75eABE 17.5%) 2 LT, 70 mg &
T 38.6% [2.9 (1.6, 5.3)], 140 mg BT 39.7%,
(3.1 (1.7, 5.5 ](WTFd p<0.00D), 2HFELED
BENRIIGI T, 75 AR 11.1%) 5L
T, 70 mg #F T 26.5% [2.9 (1.0, 8.3)], 140 mg
BEC362%, 45 (1.7, 12401 (WFhn dp<
0.05) THV, TUXITHTEREICED >,

v U R (G-Ph2-CM b)) T, 2k
M GHANG 667 1) D55 67.9% 45361 231
FILL_EDWEBEARR B, 49.0% (327 F) 2 FILL
L DOBITEARINGITH > 1z AR T EH O
REFRE, TV XTEETIE, 1M LEBSIO2 A
LA_E o> Fy B3R T B 31 & 2 IR AN B O 43 42
@D MMD 287 Z AR & el U CHEREIZHA Uiz,
fth oD i SEJE T BH I K B VR EEANEE) O M F S AR
FHOWMP RN T T Hm&FHIER A B3 HHA) @
MMD DX—=Z2F A VY H6DOELHB DT Z AR
EoZEIF, 1HI EDOEBESRERINEITIX 70 mg # T
—25H, 40mgHT—33HTHY, 2/ ED
BEARRINHFITIE 70 mg BEC— 2.7 H, 140 mg #¥
T—43HTHh->7 (WIFhdp<0.00) (B3),
K7, AAGHMRE S GE3 4 H) O MMD 28X —
A4 06 50% LA A U7 &G [A >
I (5% EEXED ] 1%, 1AL EOEBFEARRD
BIClx, 75 AREE 17.3%) 2 LT, 70 mg B
T 34.7% [2.6 (1.6, 4.5)], 140 mg #f T 40.8%,
(3.3 (2.0, 5.5 (I hnd p<0.00), 2FILLED

P EHE - 58 115 (2021411 A)—

BEREINFI T, 75 AREE 14.2%) XL
C, 70 mg #F T 35.6% [3.5 (1.8, 6.6)], 140 mg
BT41.3% (4.2 (22,79 ] (WFhd p<0.001)
ThY, TUVXXTHTHEREIZED -1

TV RXYTIX, bR EE IS X DB
W ORAEMES X O 3R E& O W T ok
MTce—HLIADEEZR L. 26 DRI,
fth I C DB T - 7= KM K OEM: A
FRBEICBWT, TV XX 7k Em T
WERVE LML DL EZRTHDTH S,

@ R : MMD A 50% LA E, 75% LU E& LT

100%i8 2 L - 155RE DEIE ™

TU XY TOEBKIEEE LT, MMD 28 X— 2
T4 B 50%EE, 75%Lk Ed K TN 100% A
U 7= 9808 OB & 72 31 L 72,

SEM R IR B (STRIVE #BR) 1cx4 2 &
BRABRORAFHIRE S GB4~6 7)) TOVFH
MMD R R—Z 5 A 55 50%Lh s U 7= #8k
FHoEE [+ Xk 5% EEKED] &, 7o+
ABET26.6% 2% LC, 70 mg # T 43.3% [2.1
(1.5, 3.0)], 140 mg B 50.0% [2.8 (2.0, 3.9)]
(T d p<0.00) Tholoo £/, ¥ MMD
MR—=ZF A 6 5% B Ui #iE o E
G LAy X W EEXED] X 772X
(7.9%) 12X LT, 70 mg # T 20.8% [3.1 (1.9,
5.2)1, 140 mg #f T 22.0% [3.4 (2.1, 5.5 (7T
N p<0.001) Tdh -7z T MMD 2 50%LL E
BXO BRI LR L#REDE ST X~
TEHOFPEREIZED 512 F72, ¥ MMD 2
N—=Z T4 V5 100% D Li-frE oE &
[ v XH (95%EHEX M) ] 1, 70 mg BT 3.2%
[1.1 (0.5, 2.8)], 140 mg Bf T 5.0% [1.8 (0.8,
4.2)] THY, 7T7EAREE 2.8%) XDEWICH
Motz (E4),

—7Ji, TVXXTEREGTHBERILHED BN L
Mo 1R B4~ 65 HTOFE MMD OX—
ATA4 U bOEAI L) OEIEIE, TR
NEHAEBEITED > 7= (70 mg # 19.2%, 140 mg B
16.7%, 77t AEE32.9%) (K 4),

STRIVE it 0 —H 5 sl (24 @) 12591
i Cfrbhiz 28 BEO A EEHRABRK T To
i 52 IZFB 1T 5 50%Lh E, 75% L EdE KO 100%
B Ui 0B &41E, 70 mg BT 61.0%, 38.5
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—_
o
=

No prior treatment failure (b)

Baseline Month 1 Month 2 Month 3

—0.5
(=24, 1.5

—2.2
(—4.1, —0.3)*

Change in MMD
placebo at Month 3

Change in MMD erenumab vs

|

P e e I e e |

S © N U AW N = O
L 1 1 1 1 1 1 1 1 1

>1 prior treatment failure

Baseline Month 1 Month 2 Month 3

|

T

S © ® N U AW N = O
L 1 1 1 1 1 1 1 1 1

—2.5
(—3.8, —1.2)**

Change in MMD
placebo at Month 3

—3.3
—4 (—4.6, —2.1)**

Change in MMD erenumab vs

>2 prior treatment failures

Baseline Month 1 Month 2 Month 3

—2.7
(—4.2, =1.2)**

Change in MMD
placebo at Month 3

Change in MMD erenumab vs

—4.3
_5] (—5.8 —2.8)**

|

T e

S © N U AW N O
L 1 1 1 1 1 1 1 1 1

—@—Placebo —@—-Erenumab 70 mg —@—Erenumab 140 mg

Change from baseline in monthly migraine days over 3 months (a) and placebo-adjusted change from baseline in monthly migraine days at
Month 3 (b). In panel (a), data are LSM (95% CI) change from baseline in MMD by treatment groups. In panel (b), data are differences in
LSM (95% CI) change from baseline in MMD, erenumab versus placebo at Month 3. Adjusted analysis utilized a linear mixed model, which
included treatment, visit, treatment by visit interaction, stratification factors (region and medication overuse status), and baseline value as
covariates and assumed a first-order autoregressive covariance structure.

p < 0.05, **p < 0.001.

CI: confidence interval; LSM: least squares mean; MMD: monthly migraine days.

(Ashina M, et al. Cephalalgia 38(10): pp. 1611-1621, copyright © 2018 by International Headache Society. Reprinted by Permission of SAGE
Publications. [Reference 51])

T HATORRHER R, DEW, RACBT LY Xv7 EEFHEZ) &L T70mg Z 4 BEIC 1 RIE FMS59 5] THD

3 U TR IEARVBIR £ 7213 b D R TR ERIZ X IR O iR B E I T AL X~ 7O MMD @
R=2F54 16D HE (G-Ph2-CM iAR)



34 (810) DIREFIE 58 F11y 021F 11 H)—
No change or
Decrease in MMD increase in MMD
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0 159 70

T T

—

100% Response

104 n

>50% Response >75% Response <0% Response

M Placebo (N =316) Erenumab 70 mg (N = 312) B Erenumab 140 mg (N = 318)

Proportions of patients achieving a > 50%, > 75%, or 100% decrease in monthly migraine days (MMD) and no change or increase in MMD during
the last 3 months of the double-blind treatment phase (DBTP) (months 4 through 6). The common odds ratios (ORs) and P values are obtained
from a Cochran-Mantel-Haenszel (CMH) test, stratified by stratification factors region and prior/current treatment with migraine prophylactic
medication. The P values for pairwise comparisons are nominal P values obtained from the CMH test using data including placebo and
corresponding erenumab dose group only. Proportion (%) =n/N * 100. 95% confidence interval (CI) of the ORs for > 50% response: 70 mg vs
placebo (1.52, 2.99) and 140 mg (2.00, 3.92); for = 75% response: 70 mg (1.91, 5.18) and 140 mg (2.05, 5.49); for 100%: 70 mg (0.45, 2.84) and
140 mg (0.78, 4.17). Breslow-day test for homogeneity of the OR cross strata for the > 75% responder over months 4, 5, and 6 is 0.52 for 70 mg
and 0.20 for 140 mg. Breslow-day test for homogeneity of the OR across strata for the 100% responder over months 4, 5, and 6 is 0.54 for 70 mg
and 0.53 for 140 mg. Number in the efficacy analysis set (N); number in the subgroup (n).

(Reprinted under a Creative Commons CC BY-NC 4.0 [https://creativecommons.org/licenses/by-nc/4.0/], originally published by John Wiley &
Sons in Broessner G, et al. Headache 60(9): 2026-2040, 2020. Doi: 10.1111/head.13929. [Reference 52] © The Authors.)
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A. Without medication overuse

0.0

Els)

T = —2.01

2T}

22

g % — 4.0

2 a

o0

£ é ~ 6.0

5 9 Placebo (n = 168)

g —-70 mg (n=111)
— 8.0~ =140 mg (n = 109)

Baseline Month 1 Month 2 Month 3

B. With medication overuse

0.0
20
T X —2.04
2
22
5 % — 4.0
¢ a
£ 2 —6.0- .
s = 9 Placebo (n=113)
&) K 70 mg (n="77)
-8 O,_‘_MO mg (n="78)
Baseline Month 1 Month 2 Month 3

C. Without medication overuse

Placebo (n = 168)

2 507 m 70 mg (n=111)
8 5 o 40  ®M0mg =109
= 31.2
3 N = 30 -
S w £
=25
2332
=}
233w
-
A 0
Month 1 Month 2 Month 3
Adjusted odds ratio(95% CI):
70 mg 2.14 (1.14, 3.99) 1.86 (1.10, 3.16) 1.95(1.17, 3.23)
p=0.016 p =0.020 p=0.010
140 mg 3.00 (1.64, 5.49) 2.24 (1.32, 3.78) 2.25(1.36, 3.74)
p <0.001 p=0.002 p =0.002
D. With medication overuse
2 50 Placebo (n=113)
= ® 70 mg (n=77)
% = % 40 m 140 mg (n="78)
S ®
o N =3 ‘
c ERS 23.424.4
£53%
=}
222w
-
a,

0

Month 1
Adjusted odds ratio (95% CI):

Month 2 Month 3

70 mg 3.26 (1.39, 7.67) 5.31(2.59, 10.91) 2.67(1.36, 5.22)

p =0.005 p <0.001 p =0.004
140 mg 3.21 (1.41, 7.30) 4.65 (2.26, 9.54) 2.51 (1.28, 4.94)
p =0.004 p <0.001 p=0.007

—2.0%

/\ from placebo
—2.0*

/\ from placebo

Change from baseline in monthly migraine days
(MMD) over time. Least-squares mean (LSM)
changes from baseline in MMD in patients (A)
without and (B) with medication overuse among
patients with chronic migraine (CM) who were
assigned to receive placebo, erenumab 70 mg, or
erenumab 140 mg every month. Error bars
represent 95% confidence intervals (CIs).
*p <0.005, **p <0.001 for erenumab vs placebo.
Proportion of patients (C) without and (D) with
medication overuse who achieved > 50% change
from baseline in MMD among patients with CM
who were assigned to receive placebo, erenumab
70 mg, or erenumab 140 mg every month.
(Reprinted under a Creative Commons CC BY-
NC-ND 4.0 [https://creativecommons.org/
licenses/by-nc-nd/4.0/], originally published by
Wolters Kluwer Health, Inc. in Tepper SJ, et al.
Neurology 92(20): €2309-e2320, 2019. Doi:
10.1212/WNL.0000000000007497. [Reference 55]
© The Author(s).)
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A. MSQ-RFR

20+ 19.1

17.7
15+

——

l 11.8

104

e

LS mean (95% CI)

54

Change in MSQ from baseline

Baseline 1 2 3

Month

Group-level MID > 3.2

5.8(2.1,9.4) 5.1(1.4,8.8) 6.0(2.3,9.6)
p=0.002 p=0.007 p=0.002
7.6(3.9,11.2) 5.7(2.0,9.4) 7.4(3.7,11.0)
P <0.001 p=0.002 P <0.001

70 mg

140 mg

B. MSQ-RFP

204

15+

104

Baseline 1 2 3

Month
Difference in LS mean from placebo (95%)

Group-level MID >4.5

3.7(0.4,6.9) 3.3(0.0,6.5)
p=0.028 p=0.051
4.4(1.1,7.6) 3.1(0.2,6.4)
p=0.009 p=0.061

4.1(0.9,7.4)
p=0.013
4.9(1.7,8.2)
p=0.003

C. MSQ-EF

20+ 18.8

18.2
15+

104

— —
}7
— —
©
©

54

Baseline 1 2 3

Month

Group-level MID>7.5

6.8 (2.7, 10.8)
p=0.028
7.2(3.2,11.3)
P <0.001

4.8(0.7, 8.8)
p=0.051
4.7(0.7,8.8)
p=0.023

8.3(4.3,12.4)
p=0.013
8.9 (4.9, 13.0)
P <0.001

Placebo
(n=281)

—- Erenumab 70 mg
(n=188)

—— Erenumab 140 mg
(n=187)

Change in Migraine-Specific Quality-of-Life Questionnaire (MSQ) scores from baseline over 3 months. Least-squares (LS) mean changes from
baseline in (A) MSQ-role function-restrictive (MSQ-RFR), (B) MSQ-role function-preventive (MSQ-RFP), and (C) MSQ-emotional functioning
(MSQ-EF) scores among participants with chronic migraine who were assigned to receive erenumab 70 mg, erenumab 140 mg, or placebo every
month. The error bars represent 95% confidence intervals (CIs). Figure based on the efficacy analysis set. All p values < 0.05, except for MSQ-RFP

at month 2: erenumab 70 mg, p =0.051, and erenumab 140 mg, p = 0.061. MID = minimally important difference.

(Reprinted under a Creative Commons CC BY-NC-ND 4.0 [https://creativecommons.org/licenses/by-nc-nd/4.0/], originally published by Wolters
Kluwer Health, Inc. in Lipton RB, et al. Neurology 92(19): €2250-e2260, 2019. Doi: 10.1212/WNL.0000000000007452. [Reference 56] © The

Author(s).)

I A COAEMER L, T, RACRT LX< BIEFHERZ) & LT70mg % 4 8HIC 1K M54 2] THD

6 BMREEELHICETLIT VXY TORERET VY b A LICKHT IR FEEHZ A ) T« 4754 7fEE
[HHEZREEOUE | LU [REEWIKIE] X2 T7DX=25 (4 v b D%E

XD THEEEIEEDHIR,
CM #5%)

R 5 L 7=

et R RS Ao g & U-idBR (G-Ph2-CM &
B) 2BV XY THBEIOT I REEDOR—
27 A VEEDOMSQ @ [ HHEZEREEEDOHR], [H
HREREEDIIE | XU [BIEIBEE] ox a7
DFHE, N ZE N 42.8 ~45.6 8, 60.3 ~
62.9 HEB K V53.0 ~56.7 HOFHTHY, H I
M REEH 4 R LTWIRVWIRFED 100 5 TH B D
TR U IZ X2 HEIEEI O 5 el R A R X
Nz, TV X<7 (70 mg X 140 mg) BETII,
B 3AARKETINGD3IDDZRaT7TRT I+
AR L CHEICSE L, £/, TV X< 7
HET 7RO Z 37 ORN_FFHMBOED,
70 mg B [HHEEERERROE] ZBRW\WT, #H
W2 a7 OEMENCZH T S R/NEEZ (minimally
important difference : MID) % k8] > CT\W7= (K 6),

(MSQ)
(G-Ph2-

AR, BMICX D HEAEIENDOHEL RS
HIT-6 35 X O'HHEAIENDZEE % 779 MIDAS T
b, T X¥7 (70 mg B XV 140 mg) #5112 X
HMBENEDH BNz, TV IR TEXET T AREE
DR—ZF A VB HIT-6 2 2 7 DA 62.7
~63.4 2% (B HEAEE IO 2D OMEL 5.2,
WL WA Z DMOIERY, SR I E X 21
DAz XV HEIEIIRE) OHPATH -7, #53
H AW SO HIT-6 X 2 7 OFHHEIE, 75 R
(60.2 p) =%t L C, 70 mg & CL 57.6 &, 140
mg FECIX 57.0 ST L7z [R=ZF7A4 B0
A& (95%E X R) : 70 mg B d & O 140 mg
HeEbiz—56 (—6.5 —4.6) &, 7I7EARE
—31(—3.9 —23 &l £/, 537 HK
MTCHRRNICEROD DHEE D5 B8 LD
HIT-6 % 2 7 OV %R U I-#REOE & [FH%



38  (814)

I v X 5% E#XE)] X, 7Z kAR (30.5
%) 1= % L C, 70 mg B T 49.4% [2.3 (1.5,
3.4)], 140 mg BET47.2% [2.3 (1.5, 3.4)] Th
D, TUVXITRCHEICE > (WiFhd p<
0.001),

TUVXRTEIOTTEARABON—ZF A VD
MIDAS D % a2 7 O F-HiE 1% 60.9 ~ 68.0 & D Hi
FThHY, HEBREL2ED81.9%H 21 &AL E (HE
ATGRICERE DR, 61.4%5%41 S L (HEAN
D CEEDZRE) Thoriz, 55 3 HREED
MIDAS D82 a7 DXRX—=Z2 54 Vi H DAL &
(95%EHEXED) 1%, I AREHED —7.5 (—12.4,
—2.7) AL, TV XY770mgdE L1140
mg BEClE, ZTNZh —19.4 (—25.2, —13.6) M
BFXO—198 (=256, —14.0) M Tdh -7z, #
5.3 7 ARERUT MIDAS Ofs 2 2 7 28 21 sl E (H
WAIGCEEDOYE) CTh- -G oEs %
F v Xt (5% EEXED] 1%, T IeREE (77.7
%) 12X LT, 70mg BET 62.9% [0.4 (0.3, 0.7)]
(p<0.001), 140 mg #T 55.7% [0.4 (0.2, 0.6)]
(p<0.001) Thotzo Fiz, 41 HALE (HEAS
D CEE D) Th - i-wrEoEls [k
T v A (5% EEXE) ] 1, 77 wAREE (55.0
%) 1=t LC, 70 mg BET 40.4% [0.5 (0.3, 0.8)]
(p=10.002), 140 mg BT 36.9% [0.5 (0.3, 0.7)]
(p<0.001) TH-7zo TUVXTTETIX, HEE
TG ICEE F 72 13D CHEE D77 K95 o El
HENT T RBELDERICEDL S 7,

BERET Y M LORRIT, TV X~ TR
X % KU B O HRQoL, #4&mk X O i /s
WA HEAEENOZRICET 2EBOEERIZE N
T—H LEIRIZER D b 5 Ao Fx me 3 5
HLDThHb,

@ REAIRS TOHR - MMD DZE{L, REE

HXUVHIT-6 (L™

BSAGYE R S B A i 5 & U 7o i A BB T ARG R
(G-Ph2-EM %) <1, “EEHAKR (128 %
6T L9 (383 ) #ol| XX ik 54 (256
) OIEEHAR (G-Ph2-EM-OLT it5R) 12 #lA4
ATz M9, FEBHEBROT L XY T OK5EIL
70 mg Th -7z Z Dk, RERFEMTmEE L KGT
L, FEEMRARIZE TS 70 mg O 51 O F k-
@AY 2.0 4F (104.0 1) 123 U 7= W5 5 C B ik fi b

i}

P EHE - 58 115 (2021411 A)—

Tho->72250lokb5 &% T L X< 7 70 mg 0 H
140 mg IZ3E&E L=,

e 1 £ (CEEHRARYMZ &4
Wik B 16 ~52BFECo48m), 4FHEXT
54EH (55192, 216, 240, 264, 268 H) OFFHl
I 2 OO RIT 4 [ O MMD <0 F 58 12 %9~ 5 2
TG O H [E#H H % (monthly acute migraine-
specific medication treatment days : MSMD) %5 @
BT — % IR LT,

TV XY 7 140 mg D& X TITHik U7 pR
(132 ) o IEEHIE, #HREOHLE (68 fl),
HEFES (66, BEFrgE 361, RS+
1240, av7S5AT7VALRRE 66) BXOZ
Df Q761 Tho7zo £z, T X~ 7 140 mg
DOWERIZHIE L5 (36 6) o iR s,
HEORE 166, HHFFE B, Hik (2
B, aVTIATVIARR AH) BXTZDM
(1461 THY, BHRATFIZXLHIEFILRD S
nieh -7z,

fRATA R & g > TR B R O R R 5 FEo T L
X< 7 EFK 512X S MMD X MSMD DX —
274 Vb0 LERERTIZRYT, TV XY
T2 XKD MMD & KO MSMD DA 13 5 FEfaj D F
5T HHERF I NIz, 5 FREETO MMD O~ —
274 HEDELHBIE -5.3HTHD, X—2
FA IR LT, MMD 35T 62.3%4 L 7=,
5 R TO MMD 23X —ZF A 56 50% L4 E,
75% LA EER KO 100%84 U 7= a5 OFIGIX, %
NZN 71.0%, 47.1%F X0 35.5%Th - 7=,

F7z, HIT-6 OFHHiTIE, 5FERSDZ 37 D
YENR RN —=Z2F 4 D 60.1 5 (S HE A IC
MLV DB LG 2, WL WRARZ D DRER
A, BRICME I NAMD A 2 XD S ELE/LIREE)
MH49.4 5 (BURTIE, BRI HEEFICIZEA
E, HENVEE ST KB 252 T WIRE) £
ThE L7, BKRWICE®RDOD HUEEE 725 5 R
oz a7 IR U HEBRE L, 564 HTIL 66
%, 5K (B 268) T 73%Th -7, [
oo BEERE T 7 b F L FHE (MSQ X
MIDAS) TH L XX T7HEICX D HELEIEDN
BLOZEOREMIZ DI 5 RZE L I-WEN RBD BN
720



PEEHE 58 115 (2021411 A)—

39 (815)

Response at year 5 of

(a’) Double-blind Open-label treatment phase Open-label treatment phase open-label treatment phase
o treatment phase (Erenumab 70 mg) (Erenumab 140 mg)
=2 0.0 I @ Placebo
g _g — 1.0 | N Erenumag glmg (Baseline monthly migraine days:
g | renuma mg >50%
p=) Vv E b 70 )
52— 2.0+ 3 et o (O 8.7 (0.2) days ) (aWiT) Fnkoten
= £ —3.0 %
=5 %
S E —4.04 I
= I
o 2= 5.0 R e RS o : 0
] 6.0 L D Ve E\I/__I{ Mean change from baseline: A71% >75%
= —6.01 ; . SDONSE
55 ! —5.3 (0.3) days response
S E - 7.0 T T % T T T T T T T T T T T T A T T 1
DBTP 0 4 8 12
OLTP 16 20 24 28 32 36 40 44 48 52 56 60 64 216 240 264 268 100%
Q
Study weeks 35.5% Jy response
n= 376374374 372370361 353 342 340 340 334 333 323 288 294 284 152 136 138

—~
=3
N

Double-blind Open-label treatment phase Open-label treatment phase
treatment phase (Erenumab 70 mg) (Erenumab 140 mg)
E g b Eicﬂﬁah 7 mg (Baseline monthly AMSM days:
— — A Erenumab 21 mg

£3 1.0 ', ¥ Erenumab 70 mg 6.2 (0.2) days
% E — 2.0+ i*%',’%’ Erenumab 70 mg/140 mg
= % L3
g = 3.0 | }M
= 4.0 : T Mean change from baseline:
o= . .
= | & - —4.4 (0.3) days
£ §—5.0 w -
= E !
U - 6 . 0 T T % T T T T T T T T T T T T AT A T 1

DBTP 0 4 8 12

OLTP 16 20 24 28 32 36 40 44 48 52 56 60 64 240 264 268

Study weeks
n= 259257256 255 255 249 245 236 238 235 234 230 225 204 207 203 111 101 99

Efficacy over time. (a) Change from baseline in monthly migraine days. The mean change from baseline in MMDs is shown for patients enrolled in the
parent double-blind study receiving placebo, erenumab 7 mg, erenumab 21 mg, erenumab 70 mg, and for patients receiving erenumab 70/140 mg in
the open-label treatment phase. Error bars represent SE. Proportions of patients who achieved > 50%, > 75%, and 100% reduction from baseline in
MMDs (> 50%, > 75%, and 100% responses) over weeks 253 to 256 are shown. (b) Change from baseline in monthly AMSM days in patients with
baseline monthly acute migraine-specific medication use. The mean change from baseline in monthly AMSM days is shown for patients in the parent
double-blind study receiving placebo, erenumab 7 mg, erenumab 21 mg, and erenumab 70 mg, and for patients receiving erenumab 70/140 mg in the
open-label treatment phase. Error bars represent SE. AMSM, acute migraine-specific medication; DBTP, double-blind treatment phase; MMDs,
monthly migraine days; MSMD, monthly acute migraine-specific medication treatment days; OLTP, open-label treatment phase; SE, standard error.
(Reprinted under a Creative Commons CC BY-NC 4.0 [https://creativecommons.org/licenses/by-nc/4.0/], originally published by John Wiley & Sons
in Ashina M, et al. Eur J Neurol 28(5): 1716-1725, 2021. Doi: 10.1111/ene.14715. [Reference 41] © 2021 The Authors.)
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(28 mg, 70 mg B XLV 140 mg) IZBEHHT, =L
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1.83 HI®A L, ¥ XTOTV X< 7EECHEFm

IZHE 72 MMD oA 0@ bnie [7o &
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mg Bf—1.89 H (p<0.001)]1(F3H X UVES8),
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Difference Versus Placebo
—e— Placebo —e— Erenumab 70mg 28 mg: — 1.25 days, P = .004
1.5 Erenumab 28 mg —e— Erenumab 140mg 70mg: —2.31 days, P <.001
140mg: — 1.89 days, P <.001
1.0
0.5 1
= 0.06 days
= 1 __o
= 0.0 * i
PR !
2
S —1.0 —1.19 days
g
g ~157 —1.83 days
53
S —2.0
=
&)
—2.5 1
— 2.25 days
73.0 .|
*
—3.5 T T T T T T T
Baseline 1 2 3 4 5 6
Month

Change from baseline in MSMD. Data are shown as LSM with 95% Cls. The gray-shaded area represents months 4-6.

Confidence interval (CI); least squares mean (LSM); migraine-specific medication treatment days (MSMD).

*Denotes statistical significance.

(Reprinted under a Creative Commons CC BY-NC 4.0 [https://creativecommons.org/licenses/by-nc/4.0/], originally published by John Wiley
& Sons in Sakai F, et al. Headache 59(10): 1731-1742, 2019. Doi: 10.1111/head.13652. [Reference 45] © 2019 Amgen Inc.)

I ENCoRRHEER R, DB, RACETLY <7 BEFHREZ) &L C70mg Z 4 BEIC 1B F 59 5) Tho

)¢

8 HAANEMFEBHEETOIL XY TOHE  MMD ORN—25 4 V602 L HE (J-Ph2-EM iER)

I Placebo
[J Erenumab 70mg

Overall

Change in MMD over months 4, 5 and 6. Mean
change is shown inside each bar. Error bars

indicate SE. Mean difference between groups
along with a 95% CI and p-value is reported on
the right. CM, chronic migraine; EM, episodic

I
P <0.001

P<0.001

MMD, change from baseline, days

migraine; MMD, monthly migraine days.
(Reprinted under a Creative Commons CC BY-
—6 - NC-ND 4.0 [https://creativecommons.org/
P=0.089 licenses/by-nc-nd/4.0/], originally published by
John Wiley & Sons in Takeshima T, et al.
Difference: — 1.62 Difference: — 1.67 Difference: — 1.57 Headache 61(6): 927-935, 2021. Doi: 10.1111/
95% CI: —2.52, —0.73 95% CI: —2.56, —0.78 95% CI: —3.39, 0.24 head.14138. [Reference 47] © 2021 Amgen Inc.)
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F 4 EPMNETHE X OH TR O 55 a5 O BASGHRE L C ORI EHTTE H OB
(A) ENERER : MMD ODR—X 54 >hvb 50% L LR DEREIE
Erenumab
Study | Phase >50% reduction in MMD Placebo
28 mg 70 mg 140 mg
I | Number of patients in EAS 136 66 135 136
Patients with > 50% reduction
42:1}20309 from baseline at week 24, n (%) 10 (7.4) 13 (19.7) 39 (28.9) 37 (27.2)
Odds ratio (95% CI) 3.21(1.30, 7.88) | 5.60 (2.60, 12.06) | 4.73 (2.24, 9.99)
p-value 0.009 <0.001 <0.001
Il | Number of patients in EAS 131 130
Patients with > 50% reduction
jfji70609 from baseline at week 24, n (%) 22 (16.8) 41 (31.5)
Odds ratio (95% CI) 2.33(1.29, 4.23)
p-value 0.005

The common odds ratios and P values were obtained from a Cochran-Mantel-Haenszel test, adjusted by stratification factor(s).

(B) ENEER : MSMD DR—2 54 »hbDELAE

Erenumab
Study | Phase Migraine days per month Placebo
28 mg 70 mg 140 mg
II | Number of patients in EAS 136 66 135 136
Baseline, mean (SD) 5.57 (2.50) 5.54 (2.84) 5.45 (2.86) 5.97 (2.94)
20120309 Change from baseline at week 24, 0.88
s LSM (95% CI) 0.44,1.33) |~ 0.19 (—0.80, 0.43)|— 1.19 (— 1.64, — 0.74)| — 1.16 ( — 1.60, — 0.71)
Difference from placebo (95% CI) —1.07(— 1.80, = 0.35)| = 2.07 (— 2.66, — 1.49)| — 2.04 ( — 2.63, — 1.45)
p-value 0.004 <0.001 <0.001
I | Number of patients in EAS 131 130
Baseline, mean (SD) 9.23 (5.21) 9.57 (5.88)
20170609 Change from baseline at week 24, —1.10
0 _ _ —2.57(—3.21, —1.93)
4 48) LSM (95% CI) (— 1.74, — 0.46)
Difference from placebo (95% CI) —147(-2.24, - 0.71)
p-value <0.001

The adjusted analysis utilized a generalized linear mixed model, which included treatment, visit, treatment by visit interaction,

stratification factor(s), and baseline value as covariates and assumed a first-order autoregressive covariance structure. P values
for pairwise comparisons were nominal p-values without multiplicity adjustment.
Cl=confidence interval; EAS =efficacy analytical set; LSM =least squares means; MMD =monthly migraine days;
MSMD = monthly acute migraine-specific medication treatment days; SD = standard deviation
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[ beTP }[ ovte }

100 7 Patients (%) achieving
>50% reduction in —&— Placebo
MMD at week 24 of
90 | the DBTP --</s-- Erenumab 28 mg
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Proportions of patients achieving > 50% reduction (upper panel) or > 75% reduction (lower panel)
from baseline in MMD.

Efficacy in the DBTP is shown by the randomized dose groups. Efficacy in the OLTP is shown for the
total population. DBTP, double-blind treatment phase; MMD, monthly migraine days; OLTP, open-
label treatment phase

(Reprinted under a Creative Commons CC BY-NC 4.0 [https://creativecommons.org/licenses/by-
nc/4.0/], originally published by John Wiley & Sons in Sakai F, et al. Headache 61(4): 653-661, 2021.
Doi: 10.1111/head.14096. [Reference 46] © 2021 The Authors.)
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K5 SRR IR EFH G E U B ISR (STRIVE 388 o —HEEHGRIIHOAEEL O RBUEE*

Placebo Erenumab, 70 mg | Erenumab, 140 mg
Event (N =319 (N=314) (N=319)
number of patients (percent)
Adverse event 201 (63.0) 180 (57.3) 177 (55.5)
Adverse events reported by > 2% of patients in any trial group
Nasopharyngitis 32 (10.0) 319.9 35 (11.0)
Upper respiratory tract infection 18 (5.6) 21 (6.7) 15 (4.7)
Sinusitis 72.2) 7(2.2) 11 (3.4)
Constipation 4(1.3) 5(1.6) 11 (3.4)
Arthralgia 6(1.9) 72.2) 7(2.2)
Fatigue 8 (2.5) 6(1.9) 7(2.2)
Nausea 6 (1.9) 7(2.2) 6(1.9)
Influenza 6 (1.9) 4(1.3) 8 (2.5)
Urinary tract infection 7(2.2) 5(1.6) 7(2.2)
Back pain 72.2) 6(1.9) 6(1.9)
Injection-site pain 1(0.3) 10 (3.2) 1(0.3)
Migraine 10 (3.1) 4(1.3) 3(0.9)
Hypertension 8 (2.5) 5(1.6) 0
Adverse event leading to discontinuation of trial regimen 8(2.5) 72.2) 7(2.2)
Serious adverse event ' 7(2.2) 8(2.5) 6(1.9)

* Data are for the safety analysis set (all patients who underwent randomization and received at least one dose of erenumab or

placebo, analyzed according to randomly assigned trial regimen unless the dose received throughout the double-blind treatment

phase differed from the one that had been randomly assigned). More than one adverse event could be reported by a patient.

" Serious adverse events are listed in Table S3 in the Supplementary Appendix*.

13)

(Reprinted from “N Engl ] Med 377 (22): 2123-2132, 2017” [reference 43] with permission. Copyright © 2017 Massachusetts Medical Society.

All rights reserved. Translated with permission.)
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x6 GMEFTREEENRE LA KB (G-Ph2-CM 35 o S E5HEBIAR 04 EEL O RBHE

Erenumab Erenumab
Plicebo 70 mg 140 mg
L (n=190) (n=188)
Adverse events 110 (39%) 83 (44%) 88 (47%)
Serious adverse events 7 (2%) 6 (3%) 2 (1%)
Abdominal adhesions 0 0 1(<1%)
Abdominal pain 0 0 1(<1%)
Cartilage injury 0 0 1(<1%)
Intervertebral disc protrusion 1(<1%) 1(<1%) 0
Appendicitis 0 1(<1%) 0
Costochondritis 0 1(<1%) 0
Fibroma 0 1(<1%) 0
Non-cardiac chest pain 0 1(<1%) 0
Radius fracture 0 1(<1%) 0
Cholecystitis 1(<1%) 0 0
Migraine 1(<1%) 0 0
Pancreatitis 1(<1%) 0 0
Parotitis 1(<1%) 0 0
Urinary tract infection 1(<1%) 0 0
Vomiting 1(<1%) 0 0
Adverse events leading to treatment discontinuation 2 (<1%) 0 2 (1%)
Constipation 0 0 1(<1%)
Gastro-oesophageal reflux disease 1(<1%) 0 0
Fatigue 0 0 1(<1%)
Panic attack 1(<1%) 0 0
Metrorrhagia 0 0 1(<1%)
Cough 1(<1%) 0 0
Dyspnoea 1(<1%) 0 0
Adverse events occurring in > 2% of patients
Injection-site pain 3 (1%) 7 (4%) 7 (4%)
Upper respiratory tract infection 4 (1%) 5 (3%) 6 (3%)
Nausea 7 (2%) 4 (2%) 6 (3%)
Nasopharyngitis 16 (6%) 6 (3%) 3 (2%)
Constipation 1(<1%) 0 8 (4%)
Muscle spasms 4 (1%) 1(<1%) 7 (4%)
Migraine 3 (1%) 3 (2%) 5 (3%)

Data are number of patients (%)

(Reprinted from Lancet Neurol 16(6) Tepper S, et al. Safety and efficacy of erenumab for preventive treatment of chronic migraine: a

randomised, double-blind, placebo-controlled phase 2 trial. pp. 425-434. Copyright (2017), with permission from Elsevier. [Reference 42])
T BENTOARHERER, @Y, RACET LY X7 GE#EFRZ) & LT70 mg % 4 BN 1[0 F 59
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xR7 HMNEKRBRO_EERRR U RBRIEGT—) BXOFnICHi< IFERFE SRR (G-Ph2-EM-OLT i) ol X<
7 OUEFE MR A DFEEL ORBHEE (100 AFEH72 0 ORBHD

Double-blind treatment phase pooled data from four Open-label treatment phase of current
studies study
Erenumb Erenumb
Placebo,
N = 1043, 70 mg, 140 mg, Total, 70 mg, 140 mg, Total,
] N =893, N =507, N =1,400, N =383, N =250, N =383,
n[r] n[r] n[r] n[r] n[r] n[r]
All AEs 551 [280.2] | 460 [261.2] | 267 [230.5] | 727[249.0] | 323[142.0] | 216 [109.9] | 340 [123.0]
Grade > 2 321 [126.5] | 252[108.7] | 153[100.4] | 405[105.4] | 249 [68.7] 180 [57.7] 286 [59.3]
Grade > 3 40 [12.8] 36 [12.9] 22 [11.7] 58 [12.4] 55 [8.8] 40 [6.4] 83[7.1]
Serious AEs 20[6.3] 18 [6.4] 10 [5.2] 28 [5.9] 30 [4.5] 25[3.8] 49 [3.8]
AEs leading to discontinuation of 13 [4.1] 15 [5.3] 12 [6.3] 271[5.7] 16 [2.3] 210.31] 18[1.3]
investigational product

Fatal AEs 01[0.0] 01[0.0] 01[0.0] 01[0.0] 1[0.1] 1[0.1] 2[0.1]
Nasopharyngitis® 77 [25.4] 61 [22.5] 42 [23.2] 103 [22.8] 82 [14.2] 59 [10.1] 111 [10.6]
Upper respiratory tract infection 40 [12.7] 46 [16.6] 21 [11.1] 67 [14.4] 52 [8.3] 53 [8.8] 78 [6.7]
Influenza 20[6.3] 20[7.1] 11 [5.8] 31 [6.6] 36 [5.5] 31[4.8] 56 [4.6]

Abbreviations: AEs, adverse events; n, number of patients reporting at least 1 occurrence of event; r, exposure-adjusted subject incidence

rate per 100 subject-years.

* Events with > 5 patients per 100 patient-years in either erenumab 70 mg/140 mg group during the open-label treatment phase.
" Nasopharyngitis was coded as viral upper respiratory tract infection in Medical Dictionary for Regulatory Activities version 20.0 used for

double-blind treatment phase pooled analysis.

(Reprinted under a Creative Commons CC BY-NC 4.0 [https://creativecommons.org/licenses/by-nc/4.0/], originally published by John Wiley & Sons in
Ashina M, et al. Eur ] Neurol 28(5): 1716-1725, 2021. Doi: 10.1111/ene.14715. [Reference 41] © 2021 The Authors.)
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BTh-7lo PILICE S AEEFELIE, 140 mg T
261 1%), 7 LRET26 (<1%) ZEDHH
N7z, 70 mg BECIXRD 6N 5 72,

2) BHA ORI GHBER (2688 (5F)]"

REMREREEZ AR E LT, WA CERL
TR Bo _EEwakk (128H: 77 R
B, 70 mg #F, 140 mg ff U EBRFGT—2 &0)]
ExnIck < FEERRAR D 256 8 (54 : 70 mg
B, 140 mg #F) OEM&KE 555 (G-Ph2-EM-OLT
AbR) CORBEAEFEFADOHEELORBHE
(100 AMEDH =V DRBUFE) %R T 1277,

Mot 4 kB ORZeWRET — Y O _EHEHRART
DTV X< THE (1,400 B1) OBEFEIEIFE T A D
HEREZOFRBHEIZ, 249.0/100 AETHY, 7
Z AR (1,043 61) @ 280.2/100 A4 & [[A#% €
359 7LCo

THERRABRTOI L X TIHOEEAEERS
BXLOFIRICE > AHEREZORBME L, ThE
.5.9/100 AMEB L 5.7/100 AMETH Y, TT+
ABED 6.3/100 A K O 4.1/100 A4 & [FEET
Ho T

JEE MR (383 #) CORBEMMFAEFADE
ERELORBHEIL, 123.0/100 AFETHY, B
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BEELAERZRBIOFILICE > T-BERZORE
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DEEFRS, EELAEEFRS, TR -TAEHEE
L OFRBUBE OBINIGRD SN > Tz 2 HIDIE
CHOmEINLD, WIndHYEMICK->TT Y
X TG EOBRE L EHE SN,

FEEMRARRIZ BT, FHONMEIHIME (systolic
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blood pressure: DBP) & X OVDABIZEW®R LI H 5
EALITFED I - 720 9 SBP/DBP 1%, X—2Z 5
4 »°C 118/75 mmHg, B TIRT 121/78 mmHg
ESFEMIZHIZ D M EA (2 ~3 mmHg) #5885
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%8 TULXY7 70mg £7-1d 140 mg H 5 E O ERABME 64) 2@ Lozl X

R IRINOE 3]
Erenumab 70 mg/140 mg
(N =401)
Patients with post-baseline results — N1 400
Baseline results, n (%)
Binding antibody positive 0(0.0)
Neutralizing antibody positive 0(0.0)
Post-baseline results, n (%)
Binding antibody positive 39 (9.8)
Transient® 30 (76.9)
Neutralizing antibody positive 3(0.8)
Transient® 2(66.7)
First occurrence of binding antibody positive relative
to first erenumab 70 mg or 140 mg dose
Baseline to 3 months 9(2.3)
>3 — 6 months 14 (3.5)
>6 — 9 months 5(1.3)
>9 — 12 months 7(1.8)
>12 — 18 months 1(0.3)
> 18 — 24 months 2(0.5)
> 24 — 36 months 0(0.0)
> 36 — 48 months 1(0.3)
> 48 months 0(0.0)

* Negative antibody result at the last time point tested for the patient; percentage based on

patients with a post-baseline binding or neutralizing antibody. One patient withdrew from

the study so subsequent neutralizing antibody status could not be determined.
(Reprinted under a Creative Commons CC BY-NC 4.0 [https://creativecommons.org/licenses/by-nc/4.0/],
originally published by John Wiley & Sons in Ashina M, et al. Eur J Neurol 28(5): 1716-1725, 2021. Doi:

10.1111/ene.14715. [Reference 41] © 2021 The Authors.)
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B EBtaE 1 FERICRBL (35/39 61 L, 4Fickb
BAtatR 6 H ARNCRBL (23/39 %)) L7z, &/, 4L
T U XY THRRELEAEES B E ORI ILRR
HHENTED - T,

@) KEH L UMD LEDE :

FEHIREZBFESER BWER

KEBLXTEMO T L X~ 7 OHRMNLETI,
[(BELEBXCER) & U CRBUERIEG, b XU
EIEAEA G XN T\ 5, Fiz, WINOTRACE
TIEEHITXRZEIEAO—>2 & U CHEFEBALIGA
HHEINTWDE, BLFIZZNGDELRIZET 5 R
wELHET D,

@ BBOEE RIS

WA OTHRET — 5 T, T X~ 7RERGE



48

(824)

P EHE - 58 115 (2021411 A)—

®9 EHABIAAR (J-Ph2-EM AR O “EEHRARM TOREER DL

n (%) Placebo Erenumab 28 mg | Erenumab 70 mg | Erenumab 140 mg
(N =136) (N =66) (N =135) (N=137)
Adverse events 92 (67.6) 40 (60.6) 95 (70.4) 95 (69.3)
Adverse events in > 2% of patients in any group
Nasopharyngitis 40 (29.4) 22 (33.3) 39 (28.9) 45 (32.8)
Constipation 2 (1.5) 0(0.0) 6 (4.4) 7(.1)
Pharyngitis 32.2) 3(4.5) 5@3.7) 32.2)
Back pain 2(1.5) 3(4.5) 7(.2) 1(0.7)
Dental caries 3(2.2) 2 (3.0) 6 (4.4) 2(1.5)
Gastroenteritis 4(2.9) 2 (3.0) 2(1.5) 5(3.6)
Upper abdominal pain 1(0.7) 1(1.5) 5@3.7) 2(1.5)
Grade > 3 adverse events 4(2.9) 1(1.5) 3(2.2) 0 (0.0)
Serious adverse events 4(2.9) 1(1.5) 10.7) 1(0.7)
Adverse events leading to discontinuation of 1(0.7) 0(0.0) 2 (1.5) 0(0.0)
investigational product

Adverse events were graded using Common Terminology Criteria for Adverse Events version 4.03 and coded using Medical
Dictionary for Regulatory Activities version 20.1. Analysis of safety included all patients who received > 1 dose of
investigational product, analyzed according to randomized treatment unless the incorrect dose was received during the

double-blind treatment phase.

(Reprinted under a Creative Commons CC BY-NC 4.0 [https://creativecommons.org/licenses/by-nc/4.0/], originally published by John
Wiley & Sons in Sakai F, et al. Headache 59(10): 1731-1742, 2019. Doi: 10.1111/head.13652. [Reference 45] © 2019 Amgen Inc.)
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W) O EEBEABRMIFE COEERL O

Placebo Erenumab
(N = 131) 70 mg Q4W

n (%) (N =130)
n (%)

Treatment-emergent adverse events (TEAEs)* 77 (58.8) 85 (65.4)

CTCAE grade > 2 66 (50.4) 72 (55.4)
CTCAE grade >3 2(1.5) 4(3.1)
CTCAE grade >4 1(0.8) 0(0.0)
TEAEs leading to investigational product discontinuation 0(0.0) 0(0.0)
Fatal adverse events 0 (0.0) 0(0.0)

Most frequent TEAEs (> 3% in either treatment group)

Nasopharyngitis 37 (28.2) 35 (26.9)
Back pain 6 (4.6) 7 (5.4)
Constipation 1(0.8) 6 (4.6)
Pharyngitis 4 (3.1) 5(3.8)
Stomatitis 2 (1.5) 5(3.8)
Diarrhea 1(0.8) 5(3.8)
Musculoskeletal stiffness 1(0.8) 5(3.8)
Gastroenteritis 4(3.1) 4(3.1)
Dental caries 2(1.5) 4(3.1)
Serious adverse events 2 (1.5) 2 (1.5)
Intervertebral disc protrusion 0(0.0) 1(0.8)
Appendicitis 1(0.8) 0(0.0)
Ovarian adenoma 1(0.8) 0(0.0)
Brain contusion ' 0(0.0) 1(0.8)
Clavicle fracture 0(0.0) 1(0.8)
Skull fracture 0 (0.0) 1(0.8)
Subarachnoid hemorrhage * 0 (0.0) 1(0.8)
Wound 0(0.0) 1(0.8)

N = Number of patients in the safety analysis set

n = Number of patients reporting at least one occurrence; % = n/N X 100
* Coded using MedDRA version 22.1. CTCAE version 4.03
" From a patient who reported 5 serious TEAEs due to a bike accident which was not treatment-related.

(Adapted from reference 47 with permission. It is licensed under a Creative Commons CC BY-NC-ND 4.0 [https://

creativecommons.org/licenses/by-nc-nd/4.0/], originally published by John Wiley & Sons in Takeshima T, et al.
Headache 61(6): 927-935, 2021. Doi: 10.1111/head.14138. [Reference 47] © 2021 Amgen Inc.)
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£ 11 WSMNERRBRO _—EERAROL M SIZH N TRX—25 4 V55 SBP A 20 mmHg A %7213 DBP A
10 mmHg DA B3N U 7= 985 0ElE 4 Rlaitas—2)

Placebo QM | Erenumab 70 mg QM | Erenumab 140 mg QM
(n=1,043) (n=893) (n=507)
Week 4
No. of patients with SBP/DBP result 1,022 878 501
SBP increase > 20 mm Hg to SBP < 140 mm Hg 15 (1.5) 14 (1.6) 8(1.6)
SBP increase > 20 mm Hg to SBP > 140 mm Hg 9(0.9 6(0.7) 3(0.6)
DBP increase > 10 mm Hg to DBP <90 mm Hg 57 (5.6) 61 (6.9) 46 (9.2)
DBP increase > 10 mm Hg to DBP > 90 mm Hg 10 (1.0) 19 (2.2) 2(0.4)
Week 8
No. of patients with SBP/DBP result 997 871 497
SBP increase > 20 mm Hg to SBP < 140 mm Hg 12 (1.2) 17 (2.0) 7(1.4)
SBP increase > 20 mm Hg to SBP > 140 mm Hg 3(0.3) 6 (0.7) 3(0.6)
DBP increase > 10 mm Hg to DBP <90 mm Hg 58 (5.8) 65 (7.5) 47 (9.5)
DBP increase > 10 mm Hg to DBP > 90 mm Hg 15 (1.5) 12 (1.4) 2(0.4)
Week 12
No. of patients with SBP/DBP result 985 860 482
SBP increase > 20 mm Hg to SBP < 140 mm Hg 10 (1.0) 24 (2.8) 8(1.7)
SBP increase > 20 mm Hg to SBP > 140 mm Hg 8(0.8) 8(0.9) 4(0.8)
DBP increase > 10 mm Hg to DBP < 90 mm Hg 70 (7.1) 67 (7.8) 44 (9.1)
DBP increase > 10 mm Hg to DBP > 90 mm Hg 12 (1.2) 12 (1.4) 7 (1.5)

Abbreviations: DBP = diastolic blood pressure; QM = once monthly; SBP = systolic blood pressure.

Data are presented as number (%) of patients, except as specified.

Data from 12 weeks of double-blind treatment (or in the STRIVE study, the first 12 weeks of double-blind treatment)

was integrated.

(Reprinted under a Creative Commons CC BY-NC-ND 4.0 [https://creativecommons.org/licenses/by-nc-nd/4.0/], originally

published by Wolters Kluwer Health, Inc. in Kudrow D, et al. Neurology 94(5): €497-e¢510, 2020. Doi: 10.1212/

WNL.0000000000008743. [Reference 62] © 2019 The Author(s).)
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Plaéebo Eren‘umab

Change from baseline in total exercise time (TET). Effect of erenumab on total exercise time (TET) during the post-
treatment exercise treadmill test (ETT). The box plot and whisker plot illustrate the median (line in middle of the box),
mean (diamond), interquartile range (box), 1.5 interquartile range (whiskers), and outliers (open circles). CI, confidence
interval.

(Reprinted under a Creative Commons CC BY-NC-ND 4.0 [https://creativecommons.org/licenses/by-nc-nd/4.0/1,
originally published by John Wiley & Sons in Depre C, et al. Headache 58(5): 715-723, 2018. Doi: 10.1111/head.13316.
[Reference 63] © 2018 Amgen Inc.)
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—&- Group A: Part 1 (sumatriptan and placebo)
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n=20

1000

100

10

1 T T T T T 1
1 2 3 4 5 6

Time after second dose of sumatriptan (hr)

Data presented are mean = standard deviation.

(Reprinted under a Creative Commons CC BY-NC 4.0 [https://creativecommons.org/licenses/by-nc/4.0/], originally
published by SAGE Publications in de Hoon ], et al. Cephalalgia 39(1): 100-110, 2019. Doi: 10.1177/0333102418776017.
[Reference 64] © International Headache Society 2018.)
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Abstract

Antibodies targeting calcitonin gene-related peptide (CGRP) are expected to be effective for migraine
prophylaxis in treatment guidelines in the USA and Europe, and multiple drugs including erenumab
have been approved. In Japan, CGRP-related drugs including galcanezumab, erenumab, and
fremanezumab were approved in 2021. Taking into account the pathophysiology of migraine, new
options for prophylactic treatment of migraine are increasing in Japan.

This review article summarizes the characteristics, disease burden, pathophysiology, and
conventional treatments of migraine, as well as the results of major overseas clinical studies and
Japanese clinical studies of erenumab, a new class of anti-CGRP receptor antibody for migraine
prophylaxis. Since CGRP is a peptide involved not only in migraine but also in various physiological
and homeostatic responses, the potential risk of CGRP inhibition was also reviewed based on the
results of clinical studies with erenumab. The results of clinical studies with erenumab in Japanese
patients with episodic and chronic migraine showed that, similarly to the previous overseas studies,
erenumab therapy reduced the number of migraine days per month (MMD), and the results of the
clinical study with erenumab in Japanese patients with episodic migraine, in which patient-reported
outcome measures were also evaluated, showed improvement effects on challenges and obstacles in
activities of daily living and social activities. These results support the short- and long-term efficacy of
erenumab for migraine prophylaxis. In addition, erenumab was safe and well tolerated, suggesting that
long-term treatment can be continued. Most conventional migraine prophylaxis therapies in Japan are
not designed to meet the specific treatment needs of migraine patients. The use of these treatments
was limited by the occurrence of several adverse drug reactions and tolerability. Anti-migraine
therapeutic strategies using CGRP-related drugs have shifted towards more precise migraine
treatments according to the pathophysiology. Erenumab is expected to be a new preventive therapy
for migraine, which has a large burden of disease in daily life and social activities, contributing to the
improvement of treatment outcomes in Japanese migraine patients.




