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Supplementary Figure 1: The risk of bias (A) and traffic light plot (B) for the included trials.
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Supplementary Figure 2: Forest plot of monthly migraine days (MMDs) at different doses of Atogepant during weeks 1-4.
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Supplementary Figure 3: Forest plot of monthly migraine days (MMDs) at different doses of Atogepant during weeks 5-8.
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Supplementary Figure 4: Forest plot of monthly migraine days (MMDs) at different doses of Atogepant during weeks 9-12.
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Supplementary Figure 5: Forest plot showing ≥ 50% reduction in monthly migraine days in Atogepant and placebo groups after performing sensitivity analysis.
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[image: ]Supplementary Figure 6: Forest plots showing efficacy outcomes of Atogepant between different dosages: A) 10 mg QD vs 30 mg QD, B) 10 mg QD vs 60 mg QD, C) 30 mg QD vs 60 mg QD, D) 60 mg QD vs 30 mg BID.











Supplementary Figure 7: Forest plot of the incidence of AEs in the Atogepant and Placebo groups after performing sensitivity analysis.
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image3.tiff
Atogepant Placebo Std. Mean Difference Std. Mean Difference
Studyor Subgroup ___Mean _SD_Total Mean SD Total Weight IV, Random, 95% CI_Year IV, Random, 95% C1
4.2.1 Atogepant 10 mg GD

Goadshy etal 2020 418 355 92 -314 36 178 60%  -029(054,-0.04] 2020

Allani et al 2021 381 38 214 296 368 214 107%  -023[0.42,-004 2021 —
Subtotal (95% CI) 392 167%  -025[0.40,-0.10] -
Heterogeneity Tau*= 0.00; Chi*= =070 F= 0%

Test for overall efect Z= 3.22 §

4.2.2 Atogepant 30 mg QD

Goadshy etal 2020 389 364 182 -314 36 178 90%  -0.21[041,000] 2020 —
Allani et al 2021 399 343 223 -296 368 214 10.9%  -02000.45, 2021 —
Subtotal (95% CI) 405 392 19.9% >
Heterogeneity: Tau = 0.00; ChP = 0.34, if= 1 (P= 0.56); F= 0%

Test for overal eflect Z= 3,65 (P = 0.0004)

42.3 Atogepant 60 mg QD

Goadshy etal 2020 346 346 177 -314 36 178 89%  -009[030,012 2020 —
Allani et al 2021 427 343 222 296 368 214 108% 03705, 2021 —
PozoRosichetal 2023 -7.25 7.04 255 -517 721 246 125% 029047, 2023 —
Tassorelletal2024  -402 658 150 191 6B 155 7%  -038LOED, 2024 —_—
Subtotal (95% CI) 809 793 398% 028041, >
Heterageneity Talr = 0.01; GhP= 4.75, 0= 3 (P = 0.18), F= 37%

Test for overall efect Z= 4.44 (P < 0.00001)

4.2.4 Atogepant 30 mg BID

Goadshy etal 2020 421 373 78 314 38 178 £5% 020005, 2020 —
Allani et al 2021 753 7 253 617 721 206 124%  -033L05, 2021 —
Subtotal (95% CI) 332 424 178%  -032[047,047] >
Heterageneity: Tau = 0.00; ChP= 0.06, if=1 (P= 0.81); F= 0%

Test for averall eflect Z= 4.26 (P < 0.0001)

4.2.5 Atogepant 60 mg BID

Goadshy etal 2020 448 364 87 314 3B 178 £8%  -037[063,-011] 2020 —
Subtotal (95% CI) 87 178 58%  -0.37[0.63,-0.11] e
Heterogenety: Not applicable

Test for overall efict Z= 2.81 (P = 0.005)

Total (95% CI) 1939 1000%  -028[-0.35,-0.22] >
Heterogeneity: Tau= 0.00; Ch*= 6.34, of=10 (P = 0.79); —

Testfor oversll effect Z= 5.93 (P < 0.00001)
Testfor subaroun differences: Chif= 1.04. df= 4 (F = 0.90)
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image4.tiff
Atogepant Placebo Std. Mean Difference Std. Mean Difference
Studyor Subgroup ___Mean _SD Total Mean SD Total Weight IV, Random, 95% CI_Year IV, Random, 95% C1
4.3.1 Atogepant 10 mg GD

Goadshy etal 2020 442 345 92 36 347 178 66% 0241049002 2020

Allani et al 2021 433 38 214 302 351 214 104% 036055017 2021 —
Subtotal (95% CI) 306 392 17.0%  -031[:0.47,-0.16] -
Heterageneity: Talr = 0.00; ChP = 056, if=1 (P= 0.48); F= 0%

Test foroverall eflect Z= 4.03 (P < 0.0001)

4:3.2 Atogepant 30 mg QD

Goadshy etal 2020 393 352 182 -36 347 178 92%  -009[030,041] 2020 —
Allani et al 2021 433 358 223 303 351 214 105% 037055018 2021 —
Subtotal (95% CI) 405 392 197%  -0.23[-0.50,0.03] g
Heterageneity: Talr = 0.03; ChP= 3.1, 0= 1 (P= 0.0); F= 72%

Test for overall eflect Z= 1.72 (P = 0.09)

4:3.3 Atogepant 60 mg QD

Goadshy etal 2020 416 319 177 -36 347 178 91%  -047[038,004] 2020 —
Allani et al 2021 51 358 222 302 351 204 104% 0420051023 2021 —_—
Pozo-Rosichetsl 2023 -7.28 736 256 -635 7.21 245 118%  -0.13[0.30,008] 2023 —
Tassorel et al 2024 41 588 150 224 56 155 B0%  -0320055 2024 —_—
Subtotal (95% CI) 809 793 39.3% >
Heterageneity: Talr = 0.01; ChP= 5.88, 0= 3 (P = 0.12); F= 49%

Test foroveral eflect Z= 3,62 (P = 0.0003)

4.3.4 Atogepant 30 mg BID

Goadshy etal 2020 521 347 79 -36 347 178 60%  -04B[073,-0.19 2020 —_—
Allani et al 2021 836 753 253 635 721 206 107%  -027[0.45,-008] 2021 —
Subtotal (95% CI) 332 424 17.6%  -034[-052,-0.16] -
Heterageneity: Talr = 0.01; ChP= 1.38, df= 1 (P= 0.24); F= 26%

Test for overal eflect Z= 3,68 (P = 0.0002)

435 Atogepant 60 mg BID

Goadshy etal 2020 436 345 87 36 348 178 4%  -0.22(0.48,004 2020 —
Subtotal (95% CI) 87 178 64%  -0.22[-0.48,0.04] R
Heterogenety: Not applicable

Test for overall efect Z= 1,66 (P= 0.10)

Total (95% CI) 1939 2179 100.0%  -0.27[-0.34,-0.20] *
Heterageneity: Talr = 0.00; ChF= 12.78, if= 10 (P = 0.24); F= 22% —

Testfor oversll effect Z= 7.56 (P < 0.00001)
Testfor subaroun differences: Chif= 1.04. df= 4 (F = 0.90)

o
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Atogepant  Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M.H,Random,95%Cl Year M-H, Random, 95% CI
1.4.1 Atogepant 10mg QD

Goadsby etal 2020 53 92 72 178 98% 1.420111,183] 2020 —
Ailani et a1 2021 19 214 B2 214 103% 1.92[1.51,2.44] 2021 ——
Subtotal (95% CI) 306 392 20.1% 1.66[1.23,2.23] R
Total events 172 134

Heterogeneity: Taw"= 0.03; Chi*= 2.90, df= 1 (P = 0.09); F= 5%

Testfor oversll effect: Z= 3.34 (P = 0.0008)

142 Mogepant 30mg QD

Goadsby etal 2020 o7 @2 72 178 114% 1320105165 202 —
Al et al 2021 131223 62 214 106%  203[160.257) 2021

Subtotal (95'% C1) 105 302 209%  163[107,249]

Total events 28 134

Heterogeneity. Tau= 0.08; ChF = 6 77, df=1 (7 = 0.009); F= 85%

Testfor overal effect. Z= 2.26 (P= 0.02)

1.4:3 Mtogepant G0mg QD

Goadsby etal 2020 91 177 72 178 4% 128(102,161) 2020 —
Al et al 2021 135 222 62 24 00% 2100166285 2021

Pozo-Rosichetal2023 105 256 64 246 5% 158[122,204] 2023 —
Goadsby etal 2024 3 es 22 7T 40%  138[0.89,215 2024 —
Tassorellief al 2024 78 15 23 155 00%  280[194,408] 2024

Subtotal (95% CI) 519 501 24.6% 140[1.20,164] -
Total events 21 158

Heterageneity: Taw"= 0.00; ChP*= 1.38, df= 2 (P = 0.50); F= 0%
Testfor oversll effect: 2= 4.18 (P < 0.0001)

1.4.4 Mogepant 30mg BID

Goadsby etal 2020 4 79 72 178 94%  144[1.11,188 2020 —
Pozo-Rosichelal2023 108 253 64 246 G6%  1.64[127,212] 2023 —
Goadsby etal 2024 % 92 2 7T 41%  137[089,212) 2024 T
Subtotal (95% CI) 421 501 23.4% 151[1.28,1.79] >
Total events 190 158

Heterageneity: Taw"= 0.00; ChP*= 0.74, df= 2 (P = 0.69); F= 0%
Testfor oversll effect: 2= 4.84 (P < 0.00001)

145 Mogepant 60mg BID

Goadsby etal 2020 54 87 72 178 102% 1.53(1.20,196] 2020
Subtotal (95% CI) 87 178 102% 153[1.20,1.96]
Total events 54 72

Heterogeneity: Not applicable
Testfor oversll effect: Z= 3.46 (P = 0.0005)

Total (95°% CI) 1741 1964 100.0% 154140, 169] *
Total events o75 o56

Heterogensiy. Tau?= 0.01; ChF = 14.17, f=10 (P = 0.17), "= 20% & i
Testfor overal effect 2= 6.93 (P < 0.00001) Favours [Placebo] Favours [togzpant]
Test for subaroub differences: Chif= 1.30 df= 4 (P = 0.86). F= 0%
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Atogepant  Placebo Risk Ratio Risk Ratio
Study o Subgroup ___Events _Total _Events Total Weight M.H,Random, 95% CI_Year M.H, Random, 95% CI
2.1.1 Atogepant 10mg QD

Goadshy etal 2020 61 93 92 186 80%  1.33[108,163 2020 —
Allani et al 2021 17221 126 227 100%  093[079,110] 2021

Subtotal (95°% C) 31 08 180% 1111078 156]

Total events 178 218

Heterageneity: Talr = 0.05; ChP= 6,69, if= 1 (P= 0.010); F= 85%

Test for overall eflect Z= 0.67 (P = 0.57)

2.1.2 Atogepant 30mg QD

Goadshy etal 2020 115 183 92 186 92%  1.27(106,153 2020 —
Allani et al 2021 119 228 126 227 100%  092[078,108] 2021 —r
Subtotal (95% CI) 411 408 192% 1.08[0.79, 1.48] -
Total events 234 218

Heterogeneity Tau*= 0.04; Chi*= =1(P=001);F=85%

Test for overall eflect Z= 0.47 (P = 0.64)

2.1.3 Atogepant 60mg QD

Goadshy etal 2020 107 186 92 186 88%  1.16[096,1.41] 2020 —
Allani etal 2021 124231 126 221 102%  095[080,117] 2021 —r
Allergan 7021 223 543 @8 186 00%  082(069,088 2021

PozoRosichetsl2023 165 261 126 255 00%  1.28[110,1.49] 2023

Goadshy etal 2024 52 @0 43 84 5% 1130086148 2024

Tassorel et al 2024 81 156 84 157 79%  097[079.120] 2024 —=
Subtotal (95% CI) 663 619 325% 1031093, 1.15] 4
Total events 364 345

Heterogeneity: Tau*= 0.00; Ch =3(P=035F=9%

Test for overall eflect Z= 0.60 (P = 0.55)

2.1.4 Atogepant 30mg BID

Goadshy etal 2020 52 B8 82 186 73%  122[095,153 2020 T
PozoRosichetal2023 145 257 126 255 103%  1.14[0.97,1.35 2023 —
Goadshy etal 2024 5 @4 43 84 5B%  1120086,1.47) 2024 -
Subtotal (95% CI) 437 525 232% 146103, 1.31] g
Total events 251 261

Heterogeneity Tau*= 0.00; Chi*= =2(P=080)F=0%

Test foroverall efect Z= 2.44 (P= 0.01)

2.1.5 Atogepant 60mg BID

Goadshy etal 2020 5 9 a2 185 7.2% 1181094148 2020

Subtotal (95°% Cl) 91 186 72%  118[0.94,1.48]

Total events 53 a2

Hetetogeneity: Not applicable

Test for overall efect Z= 1.41 (P= 0.16)

Total (95°% CI) 1916 2176 100.0% 1.09[1.01, 1.18] .
Total events 1080 1134

Heterageneity: Talr = 0.01; ChP= 19,54, if= 11 (P = 0.08); F= 44% I g ¢

Testfor overall effect 2= 2.25 (
Testfor subaroun differences: Chi

0.02)
949 di=4 (P =065

o

s [Atogspant Favours [Placebo]
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Atogepant Placebo Std. Mean Difference Std. Mean Difference
Studyor Subgroup ___Mean _SD Total Mean SD Total Weight IV, Random, 95% CI_Year IV, Random, 95% C1
4.1.1 Atogepant 10 mg GD

Goadshy etal 2020 339 345 92 179 347 178 61%  -046(072-021] 2020

Allani et al 2021 314 381 214 162 338 214 107%  -0.44[063,-025 2021 —
Subtotal (95% CI) 306 392 168%  -0.45[:0.60,-0.30] d
Heterogeneity: Taur = 0.00; ChP= 0.01, if=1 (P= 0.81); F= 0%

Test for overall eflct Z= 5.74 (P < 0.00001)

4.1.2 Atogepant 30 mg QD

Goadshy etal 2020 346 351 192 -179 347 178 90%  -0.48F069, 2020 —
Allani et al 2021 343 343 223 162 338 214 108% 053072, 2021 —
Subtotal (95% CI) 405 392 197%  051[08: >
Heterogeneity: Taur = 0.00; ChP= 014, if=1 (P= 0.71); F= 0%

Test for overall efect Z= 7.05 (P < 0.00001)

4.1.3 Atogepant 60 mg QD

Goadshy etal 2020 303 346 177 -179 347 178 90%  -036F0ST, 2020 —
Allani et al 2021 396 328 222 162 338 204 105%  -070[0.D, 2021 —
PooRosichetal 2023 6.2 736 256 -377 721 246 125% 033051, 2023 —
Tassorel et al 2024 42 548 150 133 535 155 77%  -05307, 2024 —
Subtotal (95% CI) 809 793 307%  -048[0.6 -
Heterageneity: Talr = 0.02; ChF= 8.30, 0= 3 (P = 0.03); F= 68%

Test for overall efect Z= 5,32 (P < 0.00001)

4.1.4 Atogepant 30 mg BID

Goadshy etal 2020 827 32 78 179 347 178 £E%  -044[070, 2020 —_—
Allani et al 2021 664 BEE 253 377 721 206 124%  -0.41[059, 2021 —
Subtotal (95% CI) 332 424 17.9%  -042[0.57,-027] >
Heterageneity: Tau = 0.00; ChP= 0.02, if=1 (P= 0.69), F= 0%

Test for overall efect Z= 5,56 (P < 0.00001)

4.15 Atogepant 60 mg BID

Goadshy etal 2020 355 373 87 179 347 178 53%  -049[075-023 2020 —
Subtotal (95% CI) 87 178 59%  -0.49[.0.75,-0.23] -
Heterogenety: Not applcable

Test for overal eflct = 3.72 (P = 0.0002)

Total (95% CI) 1939 2179 100.0%  -0.47[-0.53,-040] >
Heterageneity: Talr = 0.00; ChP=10.30, =10 (P = 0.41); F= 3% —

Testfor oversll effect: Z= 14.40 (P < 0.00001)
Testfor subaroun differences: Chif= 0.82 df= 4 (P = 0.94).
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Favours [Atogspani] Favours [Placsh





