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[ Abstract]Objective To evaluate the efficacy and safety of atogepant in the prophylactic
treatment of migraine. Methods The randomized controlled trials (RCTs) of atogepant in the
prophylactic treatment of migraine were collected by searching PubMed, Embase, Cochrane
Library, CNKI, VIP, WanFang and the SinoMed database. The experimental group was given
atogepant, and the control group was given the placebo. The search time was from the inception
to April 2024. Two researchers independently screened the literature, extracted data, and assessed

the risk of bias of the included studies. Meta-analysis was performed using RevMan 5.3 software.
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Results 3,552 patients in a total of 5 RCTs were included. The results of the Meta-analysis showed

that compared with placebo, atogepant significantly reduced monthly migraine days [SMD=-0.40,
95%CI(-0.48, -0.31)], monthly headache days [SMD=-0.40, 95%CI(-0.48, -0.31)], and acute
medication use days [SMD=-0.45, 95%CI(-0.53, -0.36)], however, atogepant significantly increased
the number of patients with >50% reduction in monthly migraine days [RR=1.83, 95%CI(1.40,
2.38)]. For safety, the total incidence of adverse reactions [RR=1.02, 95%CI(0.88, 1.20)], and the

incidence of serious adverse reactions [RR=1.33, 95%CI(0.75, 2.33)] between two groups were not

statistically significant (P>0.05). Conclusions Atogepant has shown good efficacy and safety in

the prophylactic treatment of migraine patients. The above conclusions are limited by the quantity

and quality of included studies and need to be verified by more high-quality research.

[Keywords ] CGRP receptor antagonists; Atogepant; Migraine; Meta-analysis;

Efficacy; Safety

i Sk IR — b DL R 22 A R L R R
B Sk AN B S R, T AT REREAT 4x B RE AR A0
Oy MReE ESERNRNE N, ATRER N B E T H
ATETESIRE . AR AR AR R i Sk IR A
(=2 ABE, Rl ot i Ko et B, Atk
FLEDAT 10 AN FEA SRR e i T A B
TG AN IE AR YT B RBUAS, Sk 25 D A FiL:
ok TEORRYGUH, i Sk B BB P67 H AR
FUAFID KA | Iz B AEREEE | I D DR
B IS RAE AT TR

FRT, IR S Ry . Brimary i
TG 2515 A 90 20 i Sk TR 2 A R0y 101 ik 2y
EAR Z W B VR YT AN 52 FUSCRANVEE P, I dEsk,
AT S Sk 9 AR AT BE 5 A 1 2R i DA AF DG ik
( calcitonin gene-related peptide, CGRP) B9 ¥4 &
YERA G, CORP HAY KA | ek 4 g . i
T TCBAL AN IR BPR R T RE . HSZ AR
TILT-FrA al R K i Sk I8 A R AL . CGRP
SZARKEPT2S —~CORP B 5w FEHLR E B T O Sk T
WBIAYT ", KRR AL T — R RN IR YT L
P, AHHGE R E 2 KT R Dk U
X B T E R RANME

2021 4F G B 2 B A HR (FDA) it
HE T EASL T T A A S Im Y 1 259 -
FIHET 1 (Atogepant ) , XS —~NLTTHT
BT A s Sk i ) IR 25, A A ) e g
K—K, HK 10, 30 5% 60 mg™, KT, mA LI
A BTN BTG PR RO AT RGP
PR AR B 5 R ] Meeta 53 BT4R TS AN [8] 57) 2 BT 5
BGOSR R A SR A

1 RS
1.1 BANSHERRARAE

WASRAE: OFFFERT S MR E bR LR 22
(IHS) Frife, Wbl km g (PR BUR R
FEIR) AR R 18~80 &5 @ T s iti: X4
A FHBTFE S P, KRR R B4 RidE
bie EEEE R AR bR AL 1 A i Sk AR
NES Y 4 S & S AV SE L AN O AR G ORISR
FARE. PR A SR A
P S I 1) R I LD 50% W FEE. P EAN
F KW (serious adverse events, SAE ) &4 FFNH
AR A2 @WFFE T, FEHLA I
( randomized controlled trial, RCT) . A 57 H
SRR 8 H O — Mk AR, T3 A Sk AN
SRAPETR, PR UABR 3o SRR Sk AR A Rl
PERRYPEIR, v LT 2R, REZTohe 1. Ih
PR E A Sk 2 A T 25 ) A AR AR SRR BT
R BRI hHZE 2 )55

HEBRbRIE: (DFERIFSE . LR FIE RCT BF5Y;
Q@ZRHETA < 18 % A\Hf; @FEE KERIEIEK
SCHR s @ICHH RS, JRdetr .
1.2 XHEERRE

iF B HLK R PubMed. Embase. Cochrane
library . CNKI, #E3%. J7 5 Fi v [ 4= 1) B2 2 e
VE A AP 2 2024 4F 4 H 1 H T BTG PEAE
K BB T A R AP EAR DG RCT W15, [
R ClinicalTrails.gov 2551l AT T 7 W X iy DA 4
A RTEWHAL: . H SCR R4S . Atogepant |
AGN-241689, FHL75 . fi ks 2SR R A

yxxz.whuznhmedj.com



EZF#EHE 2024 £ 10 BE 34 5% 10 B New Medicine, Oct. 2024, Vol.34, No.10 1153

£ 45 : Atogepant, AGN-241689 . migraine, i &
AN TRVECE PESEAT R R R, SRR R E Sy o SORI
3C. P PubMed Bt A 5], A 2R SR WLATE 1.

#1 "atogepant"[Title/Abstract] OR "AGN-241689"[Title/
Abstract]|

#2 "migraine"[Title/Abstract|

#3 "randomized controlled trial"[Title/Abstract]
OR "randomized control trial"[Title/Abstract] OR
"RCT"[Title/Abstract]

#4 #1 AND #2 AND #3

#E1 PubMed &R R E&
Box 1. Search strategy in PubMed

1.3 XEkIFIE S R RHRE

2 I N DL AT AR R SR A A
X, PRASLHRESTE SR RCT, #5 2 ARG
B —Zm), s iesR e 3 B WL eh
TERMEBRUN A EAE: H—1EE . RRFEH. 2
OB KRG IR SRR AR | T I
SR SRR RRAE
1.4 WM\ B R XU A

2 N GURYE Cochrane fifap KU DAl T 5
ROBL.0 F3 4 7 6 44 A 53 Ml A JRURS: 647 PEARY
PN N i R e i = D O 4 e o i R
JE . XWESRHN S . BARAIRA SR R
PEHRCE ST 45 . M R R R IR 5 7 AN A SC
AR AT XU ), A s, TUAESRES 3 s i
1.5 HITZESH

K H] RevMan 5.3 B A7 401t 0. 4%
JE AN (P> 0.1 H P < 50% ) I, SR
ERNREARL [z, RIS, — 52K
A5 IF RO 1 R AR fG B ( relateive risk,
RR) #195% & {5 X [f] ( confidence interval, CI)
TR EMEAR T A IR ROV R AR AL Y 52

( standard mean difference, SMD ) #195%CIl F/x ,

SR HARMIE IR, TR XAS [R) 5510 & 0 BT 46 75 o
PEATIWLH M. R STATA 12.0 A4 TR0 E 43
Hrig e R A e vk, R BIPEO & 36 0w 475
P< 0.05 h2ERAGIEE L.

2 #R

21 XEHiEREERER
YR AL ARAS Sk 339 5, HRIREIEMALE

yxxz.whuznhmedj.com

HEBRFRUEZ RIS, 5 F RCT 44 Meta 204,
AT AR LA 1,
2.2 MANHARMERFHES REXEE TS

gy A S RCT ™, 5 K 3 552 il 3k
B, HABTHE T R 2 536 1, ZEEHIZH 1016
B o K AR R HESL, A SCHRIEARRFAE L 1,

gty KU B4 7 ThT, 4 % RCT gy 1o
X4 AT it B XU SRS AE, 1 gy U
AR AR AT HE . B DR OLAh, 5 TS
Al T8 S AR A e IR, A SRR BT 8
AR 2,
2.3 MetafrthE R
231 FHE AR KRR

45 RCTV VRS TiZ 85 fadn, 52732
Bl . 45 BF g 220 RO M DN (P=0%,
P=045) , [EEBVFEE Meta 7325 F R, 5
TRFIAAR L, BTHC PR R T34 H
39 KL [SMD=-0.40, 95%CI (-0.48, -0.31) ],
ERAFHITERE L (P<005), WE2, %
BT HE T PEAS A 45 25 ) i AT AL o A, A5 R W
R, BT 4T PE10 mg, qd ZH[SMD=-0.41, 95%CI
(-0.56, -0.25) ]. 30 mg, qd 4 [SMD=-0.41,
95%CI (-0.55, -0.27 ) ]. 60 mg, qd 2 [SMD=-0.39,
95%CI (-0.49, -0.29) ]. 30 mg, bid 41 [SMD=

B PG AR S AR O Sk oAb RAR KT ZRARFHAHSC SR
(n=338) (n=1)
[ ]
v
VENEEIRES N
(n=163)
el SRR B
(n=163)

—>{ HBR (n=106)
v

[ e 4 SO T (n=57)

HEBR (n=52)

o RIS Bt6HR (n=16)
™ AERCTHISE (n=33)
JHHREE (n=3)

y
| AMetsHi ik (n=5) |

E1 XEkiFikiRiEE
Figure1. Flow chart of literature screening

o R SO A Ak SRtk A PubMed (n=85) | Embase
(n=96) . Cochrane Library (n=118) . CNKI (n=4) , %
E(n=1) . FH (n=27) , PEAABEFHBEE (1=7) ;
#Clinical Trials.gov (n=1) .




FEY S LY i S S (10T WESITTY

L) L) FH Ly Loy L (¢ PTOT Mietosse,

Ly Ly L) LWy L) L) (€C0T Y10 =070d

LSRRl L) LY i LRl Sl (10T eV

L) L) FH Ly Loy Loy 101/0TOT A45peoD)
M g g

(8 SN T [ RV R e ML Frl L4 MY M7

HHUR SN EHLATE\ 7 S

S[el] pepn|oul JO JUBWISSaSSE Selq JO YsiY "g 8|gel

CETWEERRWE FTWVIUQ FTHFVEYRD FFHWH0 FFWABHO T W EV IR T
@ FFUPRORQ FFUTHYLTLO FFHT U AL FO WY UBHEFE U be+® R BRSSP EBR Y WU U e +© WY U, U b+@ HY U FY U EH+D ' H

EZFF40 2024 £ 10 A& 34 5% 10 8 New Medicine, Oct. 2024, Vol.34, No.10

(0TEO0LEOLON )

@one®L®G) 43 08~8I (948 T4} 41! A0S S[BLL[ [BOTUT]) (» 10T ULS IOy
(@) ( LTSOYLYOION )
MmeLOO®EODD Tl 08~81 9s1 ENE 24 €L £3ojomo eoueT oy, (1P COT 1[PI0ssE,
@@ ( LETSSSE0LON )
mWeE®LEO®EDM pbSw g ‘piqSwog ¢l 08~81 816 & Tl 1ooue] (21€C0T Y180y —020g
EDE@N©D QUIIPIY ( 6SOLLLEOLON )
®B®LOEO®E @@ pbswg *pbSwog ‘pbwgr I 08~81 089 EREIZA 8¢ JO [PUINO[ puBfSuy] MoN (10T ey
ED@an©D piq w9 *prq Sw g *pb (9TE8YSTOLIN )
®®LOO®E®@O@  Swy “pbswg *pbwor I SL~8I 6£9 EpEY 24 8L ABofomoN woueT oy, (010T0T Aqspeo)
() (&) HZShyt sk X
A4 BHE(57 R WKLY (G ey
Lk ity AT ey Qi

1154

selpn]s papnjoul 8y} Jo solslislorIeYD disey “| 9|qe

& FHEHMN\ 13

yxxz.whuznhmedj.com



EZF#EHE 2024 £ 10 BE 34 5% 10 B New Medicine, Oct. 2024, Vol.34, No.10

1155

-0.40, 95%C1( -0.54, -0.25 )], 60 mg, bid £ [SMD=
-0.44, 95%CI (-0.70, -0.18) ] A543 H fik
SR B E TR, Z2RYASRIT¥E
X (P<0.05) W#3,
232 FHER KRR

4 %% RCT PR AR Tixgh e ds, 362732
B 45 9T 22 8] 5 P D (P=26%,
P=0.26) , [ 5 2500 AR B Meta 53 #7 45 2R o,
BT HE T PR AP 24019 H Sk R & I T 2 R
2 [SMD=-0.40, 95%CI (-0.48, -0.31) ]|, 2
SHEGHFEEY (P<0.05) , UWWE 3, $&iE6
FEH ARG R A T A o, 25 R Bos,
Bl 4L 75 2 10 mg, qd 20 [SMD=-0.43, 95%CI
(-0.59, -0.28) 1. 30 mg, qd 4 [SMD=-0.42,
95%CI( -0.56, -0.28 )], 60 mg, qd 24 [SMD=-0.39,
95%CI( -0.49,-0.29 )] .30 mg, bid 21 [SMD=-0.35,
95%CI( -0.50,-0.21 )],60 mg, hid 21 [SMD=-0.36,
95%CI (-0.61, —0.10) |°F¥14 H 3k Jm K E
FIRT LA, EREGEIT ¥R (P <0.05),
W2 3,
2.3.3 F¥H ARkR e R L)
50%# % 4 4

4 5 RCT W 4l T4 Rdebn, 32732
Bl . S 2 SRR K (P=79%,
P=0.002) , B ML & LAY Meta 43 B 45 2R 2
N, SRBEFIAAR L, BT PR A A
S 1 R B R LR/D 50% 1) FR 3 B 35 1
[RR=1.83, 95%CI (1.40, 2.38) ]|, 2% H 4 it
RN (P<005), WE 4, BT EEAN
[ 245 250 i AT WA o3 Ay, S5 R Wos, BlHEa i
10 mg, qd 21 [RR=1.66, 95%CI (1.23, 2.23) .
30 mg, qd 4 [RR=1.63, 95%CI (1.07, 2.49) ],
60 mg, qd 4 [RR=1.82, 95%CI (1.34, 2.48) |
30 mg, bid Z1 [RR=1.54, 95%CI (1.28, 1.84) ]
60 mg, bid 41 [RR=1.53, 95%CI (1.20, 1.96) ]

N
Ay

Experimental Control

25 A Sk 9 R B FE > 50% 1 R E L
Vi Em TRENE, ZRWA5IT¥EL (P
< 0.05) , Wik3,
234 FHER EEBHER R

4 5% RCT VRS T s R de e, 3£ 2732
] 8 . 45 W 5% 22 1a) [R) S PR 4 b (P=0%,
P=0.67) , [HERAE] Meta 73 Hr45 R Bow,
BATHE 75 PE 2P 2 5 ) 20k 25 0 F R B 1%
T 2H [SMD=-0.45, 95%C1( -0.53, —0.36 )],
ERAGIH#EL (P<0.05) , WHES5, &1
BTHE TS PEASIR] 45 25 0 S A T W4 o3 B, 252 W
7N, FIFETPE 10 mg, qd 4 [SMD=-0.45, 95%CI
(-0.61, -0.30) ]. 30 mg, qd i [SMD=-0.49,
95%CI (-0.63, -0.35) ]. 60 mg, qd ZH [SMD=
-0.43, 95%CI (-0.53, -0.33) ]. 30 mg, bid £4
[SMD=-0.44, 95%CI (-0.59, -0.30) |. 60 mg,
bid 4 [SMD=-0.44, 95%CI (-0.70, -0.18) |}
Y943 7 225 W i - AR T2 BN 4
ERWAGIFFEL (P<0.05) , W33,
235 BRRRABAEAEHR

5% RCT'Y S T4 Jmdats, 4t 3 552 fil
BHF AW Z RS TR R( P=79%, P < 0.001 ),
B AL 250 0L 455 7 Meta 43 A7 45 R s, BT 4675 PR 4H
SRR S RN AR 2ERTGTE L
[RR=1.02, 95%CI (0.88, 1.20) , P=0.77], VL& 6.
Fi BT T PEAR [ 45 25 00 e A T A o0 b, 25 SR
R, BTHET PE 10 mg, qd 41 [RR=1.11, 95%CI
(0.78,1.56 )].30 mg, qd 41 [RR=1.08, 95%CI( 0.79,
1.48) 1. 60 mg, qd 41 [RR=1.02, 95%CI ( 0.87,
1.21)].60 mg, bid 21 [RR=1.18, 95%CI( 0.94, 1.48 )]
AN RO R AR SR A ML, 2257088
S E L (P> 0.05) ; 1B+ 7 # 30 mg bid
2H AN ROV kAR e T BRI 24 [RR=1.17,
95%CI( 1.02,1.34 )], 2R A ZITH#E (P <0.05)
W3k 3,

Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD_Total Weight IV, Fixed, 95% CI IV, Fixe 5% Cl
Ailani 2021 -3.94 2968 659 -2.5 292574777 214 29.6%  -0.49[-0.64,-0.33] —a—

Goadsby 2020 -3.87 285 617 -2.9 266833281 178 256%  -0.34[-0.51,-0.18] ——

Pozo-Rosich 2023 752 6382 509 -51 627375486 246 30.7%  -0.33[-0.48,-0.18] ——

Tassorelli 2024 42 496386946 154 -1.9 4.97995984 155 14.1%  -0.46 [-0.69, -0.24] —_—

Total (95% CI) 1939 793 100.0%  -0.40 [-0.48, -0.31] >

Heterogeneity: Chi? = 2.67, df = 3 (P = 0.45);
Test for overall effect: Z =9.21 (P < 0.00001)

yxxz.whuznhmedj.com

2=0%

05 -025 0 025 05
Favours [experimental] Favours [control]

E2 T8 ARLBRERKE

Figure 2. Forest plot of monthly migraine days
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W50% B E L 30mg qd AN 85 Rt AL RR: 1.63 (1.07, 2.49) 0.02
60mgqd 4" 82 RiEAIL RR: 1.82 (1.34, 2.48) <0.001
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Figure 3. Forest plot of monthly headache days
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Figure 4. Forest plot of the number of patients with a 50% reduction in the mean number of migraine

days per month compared to baseline

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% Cl| 1V, Fi % Cl
Ailani 2021 -3.77 2962 659 -24 2926 214 29.8% -0.46 [-0.62, -0.31] —
Goadsby 2020 -3.7 2721 617 -24 2668 178 25.5% -0.48 [-0.65, -0.31] I
Pozo-Rosich 2023 -645 6.38 509 -4.1 6274 246 30.7% -0.37 [-0.52, -0.22) —
Tassorelli 2024 -37 4964 154 11 498 155 14.0% -0.52 [-0.75, -0.29] - "
Total (95% Cl) 1939 793 100.0%  -0.45[-0.53, -0.36] >

Heterogeneity: Chi? = 1.57, df = 3 (P = 0.67); I’ = 0%

Test for overall effect: Z = 10.31 (P < 0.00001) 05 -025 0 025
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Figure 5. Forest plot of acute medication use days

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events otal Events Total Weijght = =
Allani 2021 360 680 126 222 21.5% 0.93(0.82, 1.07)
Allergan 2021 223 543 98 196 19.5% 0.82[0.69, 0.98] o
Goadsby 2020 388 639 92 186 20.3% 1.23[1.05, 1.44] ——
Pozo-Rosich 2023 310 518 126 255 21.1% 1.21(1.05, 1.40) =
Tassorelll 2024 81 156 84 157 17.5% 0.97[0.79, 1.20)
Total (95% Cl) 2536 1016 100.0% 1.02(0.88, 1.20]
Tolal evenls 1362 526

Heterogeneity: Tau” = 0.02: Chi* = 18.68, df = 4 (P = 0.0009); I = 79%

Test for overall effect: Z=0.30 (P = 0.77) 05 0. ! 1.6 B
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Figure 6. Forest plot of total incidence of adverse reactions

R4 REAERRE &R Metas 4 R

Table 4. Meta—analysis results of different incidences of adverse reactions

0.5

Favours [experimental] Favours [control]

E) SR ) PATRE B P (%) B IR RR (95% CI) Pf#

R S0 3552 0 il 1.86 (1.33, 2.61) <0.001
I R 4o 3239 0 [#] 0.85 (0.63, 1.15) 0.28
R 50 3552 0 iy 0.99 (0.69, 1.41) 0.94
R S0 3552 1 il 3.52 (229, 5.42) <0.001
HATSEVET 5o 3552 0 [t 1.27 (0.83, 1.93) 0.27
I R 4l 3239 48 fi] 2t 091 (0.59, 1.38) 0.65
IR T e 2o 1727 0 [ 1.90 (0.74, 4.85) 0.18
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Experimental

Control

Ailani 2021

eig
2 49
Allergan 2021 24 543 7 196 49.2%
Goadsby 2020 5 639 2 186 14.8%
Pozo-Rosich 2023 1" 518 3 255 192%
Tassorelll 2024 4 156 0 157 24%
Total (95% ClI) 2536 1016 100.0%

Total events 46 14
Heterogeneity: Chi? = 4.42, df =4 (P = 0.35); I” = 10%
Test for overall effect: Z = 0.98 (P = 0.33)

Risk Ratio

yi-I1 xXed (]
0.33 (0.05, 2.30)

59

1.24 (054, 2.83]
0.73(0.14,3.72) — T
1.81(0.51, 6.41] —T
9.06 (0.49, 166.83) I I —
1.33 [0.75, 2.33) r

0.005 0.1 1 10 200

Favours [experimental] Favours [control]
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Figure 7. Forest plot of serious adverse reactions
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Figure 8. Funnel plot of monthly migraine days
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