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Lasmiditan Placebo
Study or Subgroup Events Total
2.1.1 50 mg
Farkkila M et al, 2012 53 82 19 86
Goadsby PJ et al, 2019 166 654 75 645
Subtotal (95% CI) 736 731
Total events 219 94

Heterogeneity: Chi? = 1.35, df = 1 (P = 0.25); I = 26%
Test for overall effect: Z = 7.67 (P < 0.00001)

2.1.2100 mg

Farkkila M et al, 2012 59 82 19 86
Kuca B et al, 2018 229 630 101 617
Goadsby PJ et al, 2019 229 635 75 645
Subtotal (95% CI) 1347 1348
Total events 517 195

Heterogeneity: Chi? = 5.46, df = 2 (P = 0.07); I? = 63%
Test for overall effect: Z = 13.14 (P < 0.00001)

2.1.3 200 mg

Farkkila M et al, 2012 61 71 19 86
Kuca B et al, 2018 260 609 101 617
Goadsby PJ et al, 2019 253 649 75 645
Subtotal (95% CI) 1329 1348
Total events 574 195

Heterogeneity: Chi? = 4.29, df = 2 (P = 0.12); I? = 53%
Test for overall effect: Z = 15.14 (P < 0.00001)

2.1.4 400 mg

Farkkila M et al, 2012 59 70 19 86
Subtotal (95% CI) 70 86
Total events 59 19

Heterogeneity: Not applicable
Test for overall effect: Z = 6.41 (P < 0.00001)

Total (95% ClI) 3482 3513

Total events 1369 503
Heterogeneity: Chi? = 17.33, df = 8 (P = 0.03); I> = 54%
Test for overall effect: Z = 22.23 (P < 0.00001)

Test for subgroup differences: Chi? = 6.47, df =3 (P = 0.09), I = 53.6%
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Supplementary Figure 1 Meta-analysis of the total TEAEs after therapy with lasmiditan compared with placebo. The diamond indicates the estimated relative risk with 95% confidence interval for the pooled patients. M-H, Mantel-Haenszel; CI, confidence interval.
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2.2.1 <50 mg
Ferrari MD et al, 2010 22 88 6 42 81% 1.75[0.77, 3.99] n
Subtotal (95% ClI) 88 42 8.1% 1.75 [0.77, 3.99] e
Total events 22 6
Heterogeneity: Not applicable
Test for overall effect: Z = 1.33 (P = 0.18)
2.2.250 mg
Farkkila M et al, 2012 19 82 0 86 0.5% 40.88[2.51, 666.20] >
Goadsby PJ et al, 2019 56 654 16 645 16.1% 3.45[2.00, 5.95] —
Subtotal (95% Cl) 736 731  16.6% 4.55[2.70, 7.67] <
Total events 75 16
Heterogeneity: Chi? = 3.37, df =1 (P = 0.07); > =70%
Test for overall effect: Z = 5.69 (P < 0.00001)
2.2.3100 mg
Farkkila M et al, 2012 21 82 0 86 0.5% 45.07[2.77,732.12] >
Kuca B et al, 2018 79 630 21 617 21.2% 3.68[2.31, 5.88] —a—
Goadsby PJ et al, 2019 115 635 16 645 15.9% 7.30[4.38, 12.17] —
Subtotal (95% ClI) 1347 1348 37.5% 5.75[4.10, 8.06] 2
Total events 215 37
Heterogeneity: Chi? = 6.40, df = 2 (P = 0.04); I? = 69%
Test for overall effect: Z = 10.14 (P < 0.00001)
2.2.4200 mg
Farkkila M et al, 2012 27 71 0 86 0.5% 66.46[4.13, 1070.61] —_—
Kuca B et al, 2018 99 609 21 617 20.8% 4.78 [3.02, 7.55] ——
Goadsby PJ et al, 2019 117 649 16 645 16.0% 7.27 [4.36, 12.11] —
Subtotal (95% Cl) 1329 1348 37.3% 6.59 [4.72, 9.21] 2
Total events 243 37
Heterogeneity: Chi? = 4.70, df =2 (P = 0.10); I = 57%
Test for overall effect: Z = 11.06 (P < 0.00001)
2.2.5400 mg
Farkkila M et al, 2012 26 70 0 86 0.4% 64.94[4.03, 1047.06] .
Subtotal (95% ClI) 70 86 0.4% 64.94 [4.03, 1047.06] e
Total events 26 0
Heterogeneity: Not applicable
Test for overall effect: Z = 2.94 (P = 0.003)
Total (95% CI) 3570 3555 100.0% 5.81[4.72, 7.14] ¢
Total events 581 96
Heterogeneity: Chiz = 27.28, df =9 (P = 0.001); 12 = 67% } |

Test for overall effect: Z = 16.71 (P < 0.00001)

Test for subgroup differences: Chiz2=12.14, df =4 (P = 0.02), I?=67.1%
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Supplementary Figure 2 Meta-analysis of dizziness after therapy with lasmiditan compared with placebo. The diamond indicates the estimated relative risk with 95% confidence interval for the pooled patients. M-H, Mantel-Haenszel; CI, confidence interval.
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Lasmiditan Placebo RiIskK Ratio RiIskK Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.3.2 50 mg
Farkkila M et al, 2012 4 82 0 86 1.0% 9.43[0.52, 172.52]
Goadsby PJ et al, 2019 18 654 8 645 16.1% 2.2210.97, 5.07] -
Subtotal (95% CI) 736 731 17.1%  2.63[1.20, 5.75] D
Total events 22 8
Heterogeneity: Chiz2=0.91, df =1 (P = 0.34); 2= 0%
Test for overall effect: Z = 2.43 (P = 0.02)
2.3.3100 mg
Farkkila M et al, 2012 8 82 0 86 1.0% 17.82[1.04, 303.85]
Kuca B et al, 2018 19 630 12 617 24.3% 1.55[0.76, 3.17] T
Goadsby PJ et al, 2019 21 635 8 645 15.9% 2.67 [1.19, 5.98] —
Subtotal (95% CI) 1347 1348 41.1% 2.37 [1.42, 3.94] <@
Total events 48 20
Heterogeneity: Chi? = 3.38, df =2 (P = 0.18); I?=41%
Test for overall effect: Z = 3.32 (P = 0.0009)
2.3.4 200 mg
Farkkila M et al, 2012 2 71 0 86 0.9% 6.04[0.29, 123.83]
Kuca B et al, 2018 32 609 12 617 23.9% 2.70[1.40, 5.20] —a
Goadsby PJ et al, 2019 17 649 8 645 16.1% 2.11[0.92, 4.86] T
Subtotal (95% CI) 1329 1348 40.8% 2.54 [1.54, 4.21] <@
Total events 51 20
Heterogeneity: Chiz = 0.54, df =2 (P = 0.76); 1> = 0%
Test for overall effect: Z = 3.62 (P = 0.0003)
2.3.5400 mg
Farkkila M et al, 2012 5 70 0 86 0.9% 13.48[0.76, 239.65]
Subtotal (95% CI) 70 86 0.9% 13.48 [0.76, 239.65] e ——
Total events 5 0
Heterogeneity: Not applicable
Test for overall effect: Z=1.77 (P = 0.08)
Total (95% Cl) 3482 3513 100.0% 2.58 [1.87, 3.57] <&

Total events 126 48
Heterogeneity: Chi? = 6.46, df = 8 (P = 0.60); I? = 0%
Test for overall effect: Z=5.78 (P < 0.00001)

Test for subgroup differences: Chiz =1.37,df =3 (P =0.71), 2= 0%
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Supplementary Figure 3 Meta-analysis of nausea after therapy with lasmiditan compared with placebo. The diamond indicates the estimated relative risk with 95% confidence interval for the pooled patients. M-H, Mantel-Haenszel; CI, confidence interval.
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2.5.1 <50 mg
Ferrari MD et al, 2010 10 88 4 42  15.5% 1.19[0.40, 3.58] - I
Subtotal (95% CI) 88 42 155%  1.19[0.40, 3.58] i
Total events 10 4
Heterogeneity: Not applicable
Test for overall effect: Z=0.31 (P = 0.75)
2.5.250 mg
Farkkila M et al, 2012 10 82 2 86 5.6% 5.24[1.18,23.22] I A—
Goadsby PJ et al, 2019 18 654 6 645 17.3% 2.96 [1.18, 7.41] B
Subtotal (95% CI) 736 731 22.9% 3.52 [1.62, 7.64] e
Total events 28 8
Heterogeneity: Chi? = 0.41, df =1 (P = 0.52); I? = 0%
Test for overall effect: Z=3.18 (P = 0.001)
2.5.3100 mg
Farkkila M et al, 2012 17 82 2 86 56%  8.91[2.13,37.39] —_—
Kuca B et al, 2018 26 630 2 617 58% 12.73[3.03, 53.41] —_—
Goadsby PJ et al, 2019 26 635 6 645 17.0% 4.40[1.82,10.62] —_—
Subtotal (95% CI) 1347 1348 28.4% 6.99 [3.62, 13.48] .
Total events 69 10
Heterogeneity: Chi? = 1.84, df =2 (P = 0.40); I? = 0%
Test for overall effect: Z=5.79 (P < 0.00001)
2.5.4200 mg
Farkkila M et al, 2012 15 71 2 86 52%  9.08[2.15, 38.40] e E—
Kuca B et al, 2018 19 609 2 617 57% 9.62[2.25,41.14] L —
Goadsby PJ et al, 2019 31 649 6 645 172%  5.13[2.16,12.22] —_—
Subtotal (95% CI) 1329 1348 28.1%  6.77 [3.51, 13.07] .
Total events 65 10
Heterogeneity: Chi? = 0.78, df = 2 (P = 0.68); I? = 0%
Test for overall effect: Z=5.70 (P < 0.00001)
2.5.5400 mg
Farkkila M et al, 2012 16 70 2 86 51%  9.83[2.34,41.31] —_—
Subtotal (95% CI) 70 86 51% 9.83[2.34, 41.31] —
Total events 16 2
Heterogeneity: Not applicable
Test for overall effect: Z = 3.12 (P = 0.002)
Total (95% ClI) 3570 3555 100.0% 5.38 [3.78, 7.66] <o
Total events 188 34
Heterogeneity: Chi? = 12.71, df =9 (P = 0.18); I? = 29% I t t
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Supplementary Figure 4 Meta-analysis of fatigue after therapy with lasmiditan compared with placebo. The diamond indicates the estimated relative risk with 95% confidence interval for the pooled patients. M-H, Mantel-Haenszel; CI, confidence interval.
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2.4.1 <50 mg

Ferrari MD et al, 2010 21 88 0 42 1.3% 20.78 [1.29, 334.92]

Subtotal (95% Cl) 88 42 1.3% 20.78 [1.29, 334.92] ——
Total events 21 0

Heterogeneity: Not applicable

Test for overall effect: Z = 2.14 (P = 0.03)

2.4.250 mg

Farkkila M et al, 2012 2 82 2 86 3.7% 1.05[0.15, 7.27]

Goadsby PJ et al, 2019 16 654 6 645 11.6% 2.63 [1.04, 6.68] ——
Subtotal (95% Cl) 736 731 15.3% 2.24[0.98, 5.14] -

Total events 18 8

Heterogeneity: Chi? = 0.70, df = 1 (P = 0.40); 12 = 0%

Test for overall effect: Z=1.91 (P = 0.06)

2.4.3100 mg

Farkkila M et al, 2012 9 82 2 86 3.7% 4.72[1.05, 21.19] —
Kuca B et al, 2018 36 630 13 617 251% 2.71[1.45, 5.06] —a
Goadsby PJ et al, 2019 37 635 6 645 11.4% 6.26 [2.66, 14.74] —_—
Subtotal (95% Cl) 1347 1348 40.3% 3.90 [2.43, 6.26] <o

Total events 82 21

Heterogeneity: Chi? = 2.54, df =2 (P = 0.28); I?=21%

Test for overall effect: Z = 5.65 (P < 0.00001)

2.4.4200 mg

Farkkila M et al, 2012 12 71 2 86 3.5% 7.27 [1.68, 31.41]

Kuca B et al, 2018 48 609 13 617 24.7% 3.74 [2.05, 6.83] —
Goadsby PJ et al, 2019 43 649 6 645 11.5% 7.12[3.05, 16.62] -
Subtotal (95% Cl) 1329 1348 39.7% 5.03 [3.17, 7.99] <@

Total events 103 21

Heterogeneity: Chi? = 1.82, df = 2 (P = 0.40); I? = 0%

Test for overall effect: Z = 6.85 (P < 0.00001)

2.4.5 400 mg

Farkkila M et al, 2012 14 70 2 86 3.4% 8.60 [2.02, 36.58] _—
Subtotal (95% Cl) 70 86 3.4% 8.60[2.02, 36.58] —l
Total events 14 2

Heterogeneity: Not applicable

Test for overall effect: Z=2.91 (P = 0.004)

Total (95% CI) 3570 3555 100.0% 4.48 [3.33, 6.02] <&

Total events 238 52

Heterogeneity: Chi?2 = 10.35, df =9 (P = 0.32); 12= 13%
Test for overall effect: Z =9.89 (P < 0.00001)

Test for subgroup differences: Chi2 =5.08, df =4 (P = 0.28), I?’=21.3%
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Supplementary Figure 5 Meta-analysis of paraesthesia after therapy with lasmiditan compared with placebo. The diamond indicates the estimated relative risk with 95% confidence interval for the pooled patients. M-H, Mantel-Haenszel; CI, confidence interval.
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2.6.2 50 mg

Farkkila M et al, 2012 8 82 2 86
Goadsby PJ et al, 2019 35 654 13 645
Subtotal (95% CI) 736 731
Total events 43 15

Heterogeneity: Chi? = 0.30, df =1 (P = 0.59); I> = 0%
Test for overall effect: Z = 3.56 (P = 0.0004)

2.6.3 100 mg

Farkkila M et al, 2012 10 82 2 86
Kuca B et al, 2018 36 630 14 617
Goadsby PJ et al, 2019 29 635 13 645
Subtotal (95% CI) 1347 1348
Total events 75 29

Heterogeneity: Chi? = 1.04, df =2 (P = 0.60); I = 0%
Test for overall effect: Z = 4.42 (P < 0.00001)

2.6.4 200 mg

Farkkila M et al, 2012 8 71 2 86
Kuca B et al, 2018 33 609 14 617
Goadsby PJ et al, 2019 42 649 13 645
Subtotal (95% CI) 1329 1348
Total events 83 29

Heterogeneity: Chi? = 0.93, df =2 (P = 0.63); 1= 0%
Test for overall effect: Z = 5.05 (P < 0.00001)

2.6.5 400 mg

Farkkila M et al, 2012 8 70 2 86
Subtotal (95% CI) 70 86
Total events 8 2

Heterogeneity: Not applicable
Test for overall effect: Z =2.06 (P = 0.04)

Total (95% CI) 3482 3513
Total events 209 75
Heterogeneity: Chi? = 3.00, df = 8 (P = 0.93); = 0%

Test for overall effect: Z = 7.85 (P < 0.00001)
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Supplementary Figure 6 Meta-analysis of somnolence after therapy with lasmiditan compared with placebo. The diamond indicates the estimated relative risk with 95% confidence interval for the pooled patients. M-H, Mantel-Haenszel; CI, confidence interval.
