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%=1 CGRP B@EPAEDO EERARSE RO E &b CUk™ #—idkdm L, SFiimzemnlz,)
Monoclonal . R Inclusion
. Target Phase Dosing L. Outcomes Ref. Adverse events
antibody criteria
Eptinezumab a-, B- Phase 1I Once IV: EM: 5-14 | MMDs: 1000 mg (—5.6), 61 URI, sinusitis,
(ALD403) CGRP ligand 1000 mg MMDs placebo (—4.6) nasopharyngitis, UTI,
Humanized IgG1 Phase IIb Once IV: 10, CM: 15-28 | MMDs 75% responder fatigue, b;_ick pain, arthralgia,
30, 100, 300 mg | MMDs rate: 300 mg (33%), o nausea, dizziness.
100 mg (31%), placebo
(21%)
Phase I (PROMISE 1) | Once IV: 30, EM MMDs: 30 mg (—4.0), TEAE: 58.4% (30 mg), 63.2
100, 300 mg 100 mg (—3.9), 300 mg % (100 mg), 57.6% (300
(—4.3), placebo (—3.2) | 63 | mg), and 59.5% (placebo),
upper respiratory tract
infection, fatigue (>2%).
Phase Il (PROMISE 2) | Once IV: 100, |CM MMDs: 100 mg (—7.7), TEAE: 43.5% (100 mg),
300 mg 300 mg (—8.2), placebo 64 52.0% (300 mg), and 46.7%
(—3.2) (placebo), Nasopharyngitis
(>2%).
Fremanezumab a-, B- Phase 11 Monthly SC: EM: 8-14 | MMDs: 225 mg (—6.3), Injection site reaction,
(TEV48125) CGRP ligand 225 mg X 3, MMDs 675mg (—6.1), placebo | 65 | nausea, sinusitis, dizziness,
Humanized 1gG2 675 mg X 3 (—3.5) URL
Phase I Monthly SC: CM: 15+ | Headache hours: 675/225
675 mg then MMDs mg (—59.8), 900 mg 66
225mg X 2, or (—67.5), placebo (—37.1)
900 mg X 3
Phase I (HALO) Monthly SC: EM: 6-14 | MMDs: monthly (—3.7), AE: 66% (quarterly), 66%
225mg X 3 MMDs quarterly (—3.4), (monthly), and 58% (placebo).
. _ 67
Quarterly SC: placebo (—2.2)
675 mg X 1
Phase I (HALO) Monthly SC: CM: 15-28 | MMDs: monthly (—4.6), AE: 70% (quarterly), 71%
225mg X 3 MMDs quarterly (—4.3), (monthly), and 63% (placebo).
s 68
Quarterly SC: placebo (—2.5)
675 mg x 1
Phase Illb (FOCUS), Monthly SC: EM or CM: | MMDs: monthly (—4.1), AE: 55% (quarterly), 45%
patients with migraine | 225 mg X 3 12 MMDs | quarterly (— 3.7) (monthly), and 48% (placebo).
who had previously not 35
responded to two to four | Quarterly SC:
classes of migraine 675 mg x 1
preventive medications

CGRP calcitonin gene-related peptide, CM chronic migraine, EM episodic migraine, IV intravenous, MMD monthly migraine days
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£ 1 CGRP BHFAEDOEERFBEROZ LD (DDE) G Z—fdi L, SHrid#Hzamlz.)
Monoclonal . Inclusion
. Target Phase Dosing L Outcomes Ref. Adverse events
antibody criteria
Galcanezumab a-, B- Phase 1I Every 2 weeks | EM: 4-14 | MMDs: 150 mg (—4.2), 60 Injection site reaction, URI,
(LY2951742) CGRP ligand SC: 150 mg X 6 | MMDs placebo (—3.0) abdominal pain.
Humanized IgG4 Phase Il (EVOLVE-1) | Monthly SC: | EM: 4-14 | MMDs: 120 mg (—4.7), AE: 66% (120 mg), 68%
240 mg then MMDs 240 mg (— 4.6), placebo 20 (240 mg), and 60% (placebo).
120 mg or (—2.8)
240 mg X 5
Phase I (EVOLVE-2) | Monthly SC: EM: 4-14 | MMDs: 120 mg (—4.3), Common AEs: Injection site
240 mg then MMDs 240 mg (—4.2), placebo 7 pain, at similar rates in all
120 mg or (=2.3) treatment groups.
240 mg X 5
Phase Il (REGAIN) Monthly SC: CM: 15+ | MMDs: 120 mg (—4.8), Higher in 240 mg: injection-
240 mg then MMDs 240 mg (— 4.6), placebo 75 site pruritus and sinusitis.
120 mg or (=2.7)
240 mg X 2
Phase IlI, Long term, Monthly SC: EM or TEAEs with a frequency >
Open label 240 mg then CM:Safety 10% of patients in either
120 mg or at 12 dose group were injection
240 mg X 2 months 73 site pain, nasopharyngitis,
upper respiratory tract
infection, injection site
reaction, back pain, and
sinusitis.
Erenumab CGRP Phase 11 Monthly SC: EM: 4-14 | MMDs: 70 mg (—3.4), Common AEs:
(AMG334) receptor 7,21 mg, MMDs placebo (—2.3). 7and 21 | 61 | nasopharyngitis, fatigue,
Fully human IgG2 70mg %X 3 mg not significant and headache.
Phase 11 Monthly SC: CM: 15+ |MMDs: 70 mg (—6.6) Common AEs: injection-site
70 mg, MMDs and 140 mg (—6.6), 62 | pain, upper respiratory tract
140 mg X 3 placebo (—4.2) infection, and nausea.
Phase Il (ARISE) Monthly SC: EM: 4-14 | MMDs: 70 mg (—2.9), Most common AEs were
70mg X 3 MMDs placebo (—1.8). >50% ” upper respiratory tract
MMD reduction: 70 mg infection, injection site pain,
(40%), placebo (30%) and nasopharyngitis.
Phase Il (STRIVE) Monthly SC: EM: 4-14 | MMDs: 70 mg (—3.2), The rates of adverse events
70 mg, MMDs 140 mg (— 3.7), placebo 75 | were similar between
140 mg x 3 (=1.8 erenumab and placebo.
Phase IlIb (LIBERTY), |Monthly SC: EM: 4-14 | MMDs with 50% or The tolerability and safety
in patients with episodic | 140 mg X 3 MMDs greater reduction from profiles of erenumab and
migraine in whom baseline: 30% erenumab, placebo were similar. Most
previous treatment with 14% placebo 34 | common AE was injection
two-to-four migraine site pain.
preventives had been
unsuccessful.

CGRP calcitonin gene-related peptide, CM chronic migraine, EM episodic migraine, IV intravenous, MMD monthly migraine days
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Jis %0 (monthly average migraine days, MMD) 7%
4 HfA Ulze ZRUE, 2 CGRP BEHLAIEN =
NETOTHERETE2ES LR EZH/EST L L
TR LICKERTHDH ENWZ HPY, CGRP BEA#HLpLI
I, AKRERITIIEEAF O T Bh AN D 7o B
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B L CHFET B Z &0 0 Rt Ic EE @
EELTCWAAERESH DY, IHIZ, CSDICZK -
THEDO~ 7 a7 v =P DOIEMEN R 52 &bl
HINTWs",

2. £ #

1982 4F1Z Amery 2MRGEEZ H205 " U CLARE, F3A
MDY &b —8IEI Fa vy R 7HER2IC X
HIRIWF—=RENED > TNAZ E3ph>TX
7o, 3k a vy B T RED MELAS C, B
FEENEDONDL Z EE L ABpNTNSE Y,

MRI % PET % {i > 7=8F5EIZ K - C, #ikodH 5
HUEREECIIARL RXUVBNER LTS &, F
7o, Bk Te o Fr S B CIARMN ATP & 23K
T, 73— 2O ARFEIEOMER ADOKE D S8
WEWSTZHENREIN TS, 2950\ il
HWORBCBE ST 58 VN7 Exa— R LTWh5iE
ZTDELIMNI ha vy R T7HERTHY, I hav
FV7a—7 1 v 27 @EF mtDNA OSLE & Fr i
E OB HZ R D MTENHEA TN DY,

VI. CMICED A D=L

v (CM) &1, SR T ERZIEC

P EHE 57 F115 (2020411 A)—

HoTobDny, ZOREMEIHEZ 5 EEHIZHR
OWENEIL LIREZ WD, FEHEM OB K% 3
%N CM IZBBATT 579 Envbi T2y, izl
EM & CM & DROBAT 2 VR BE DFEL,
CM DZWNIZIBERILETH LY,

EM M”56 CMIZE S A B Z X LTERIZE 0D -
TWigWhWh, V2277574 —=E0LTI3, ERAVE
N (KRR, HATgE), SR OmIR (8 H
B, HAFEE (WO X EHERFEEMER, KRR
RZ VR, FHBEEE), SN CBR 2R
B o7 oA VER, EHEME) KETHENTH
%", Bigal & Lipton H13Z DT, REZED
BRIEDS T35 Z &0, JRADREOI LT 52 &,
HRR AR AN I U TR 72 5 2 £ CM A\
DESTE =T HEBXTNDHY, ZnbHid, R
PHEEMERAE DR LR Bl - T B EHEZE I N5
D, R FE RS S KE T o7 « =7
NCM CTEHEIC R 6N, ZNH SEME DM
RO THHTIZ e VEL 2 ErmEI N TN
B0, CM & X e ME R AE & 5\ B ME
5, CM TIERIEMPRENERRIF 2 /N A /82 LT
REMERSEN X CWDDOTIXEDHERIS H 5D, F
FERE E N Cnvien,

CM & EM EDENWERTY—H—DHETH S
D, ZO—DELTRINTNWDSDH, HITRIZH
9 41N (habituation) Td %, Habituation &I,
BVBRINDFRITHT 5L AR 208N d 5 2
ExEL, FREMOEER VP ELTCEBLZLHIE
MNTE S, EM TREAIORBIZHNT DL ARV
MEL, RIERIZHT SV AR ZRE6N5
N, CMIZ/bERAIDOL ZRY ZHREL< kD, K
R T BV ARV ZANMER LTS, DFY
habituation 28 5N 5 X512/ 5,7,

ZDEs, NU~FRREZHKHZ 2 —1 /T
CGRP & 4t 3 ¥ L T \ 3 transient receptor
potential (TRP) channels O{EHEALDY, =R ffER
DELEE & CGRP Ok tt, Z U TAzfede LT
5 EDHNEH L, TRP channels 1% Ca® " L NV
e L TRk 2 IR B 7 o v R IZBI 5 AR Y
INIBTHDHNT, e TH TRPAL X TRPV1 &
FSESE & OBIEMEDNEH X, B2 < o FERN
frionTnd, 0L 25, TRP 2t ~OJ
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