Experimental Control Weight  Weight

Study Events Total Events Total Risk Difference RD 95%=Cl (common) (random)
103 Mei 2004 0 58 2 57 —1 -0.04 [-0.09; 0.02) 5.5% 14.0%
479 Silberstein 2004 83 357 11 116 — 0.14 [0.07;0.21) 16.5% 13.3%
646 Silberstein 2006 21 140 4 73 —8— 0.10 [0.02;0.17] 9.0% 12.6%
920 Diener 2004 100 285 15 143 o —=— 0.25 [0.17;0.32] 17.9% 12.9%
=

e
207 Silberstein 2009 18 160 10 161 o 0.05 [-0.01; 0.11) 15.1% 13.8%
421 Brandes 2004 73 353 14 113 —— 0.08 [0.01;0.16) 16.1% 13.0%
756 Lipton 2011 21 176 18 185 — 0.02 [-0.04; 0.09] 17.0% 13.6%
999 Diener 2007 6 32 3 27 — T 0.08 [-0.10; 0.26] 2.8% 65.8%

e

e
Common effect model 1561 875 < 0.10 [0.07;0.13] 100.0% —
Random effects model e— 0.08 [ 0.02; 0.14] == 100.0%

Heterogeneity: I° = 83%, t° = 0.0062, p < 0.01 IR UL

Test for subgroup differences (fixed effect): x% =12.46, di =B <@PH0.1 0 0.1 02 03

Test for subgroup differences (random effects): xg =0.89, df =2 (p =0.64)
Supplementary Material 4.1: Subgroup analysis for adverse events leading to discontinuation based on the
number of monthly migraine days at baseline (below vs. above the median value). NR = not reported.



Experimental Control Weight Weight

Study Events Total Events Total Risk Difference RD 95%=Cl| (common) (random)
103 Mei 2004 0 58 2 57 — -0.04 [-0.09; 0.02] 55%  14.0%
207 Silberstein 2009 18 160 10 161 T 0.05 [-0.01; 0.11] 15.1% 13.8%
421 Brandes 2004 73 353 14 113 —— 0.08 [0.01;0.16) 16.1%  13.0%
479 Silberstein 2004 83 357 11 116 *-"'— 0.14 [0.07;0.21] 16.5% 13.3%
646 Silberstein 2006 21 140 4 73 —— 010 [0.02;0.17] 9.0% 12.6%
756 Lipton 2011 21 176 18 185 —-°— 0.02 [-0.04; 0.09] 17.0% 13.6%
920 Diener 2004 100 285 15 143 o —==— 025 [0.17;0.32] 17.9% 12.9%
<
-
999 Diener 2007 6 32 3 27 ——-H— 0.08 [-0.10; 0.26] 2.8% 6.8%
Common effect model 1561 875 <2> 0.10 [0.07;0.13) 100.0% -
Random effects model - 0.08 [0.02; 0.14] == 100.0%

Heterogeneity: I° = 83%, T = 0.0062, p < 0.01 T T
Test for subgroup differences (fixed effect): If =0.07,df = +(oFL2F0.1 0 01 02 03
Test for subgroup differences (random effects): x2 = 0.01, df = 1 (p = 0.94)

Supplementary Material 4.2: Subgroup analysis for adverse events leading to discontinuation based on the
proportion of patients that had previously used prophylactic therapy (below vs. above the median value). NR

= not reported.



Experimental Control Weight Weight

Study Events Total Events Total Risk Difference RD 95%~=Cl (common) (random)
103 Mei 2004 0 58 2 57 — -0.04 [-0.09; 0.02) 5.5% 14.0%
207 Silberstein 2009 18 160 10 1861 —-——r 0.05 [-0.01;0.11] 15.1% 13.8%
756 Lipton 2011 21 176 18 185 — 0.02 [-0.04; 0.09] 17.0% 13.6%
999 Diener 2007 6 32 3 27 T 0.08 [-0.10; 0.26] 2.8% 6.8%
=
-
421 Brandes 2004 73 353 14 113 —'— 0.08 [0.01;0.16] 16.1% 13.0%
479 Silberstein 2004 83 357 11 116 e 0.14 [0.07;0.21) 16.5% 13.3%
646 Silberstein 2006 21 140 4 73 —-'-— 0.10 [0.02;0.17]) 9.0% 12.6%
920 Diener 2004 100 285 15 143 i o—=— 025 [0.17,0.32] 17.9% 12.9%
e
Common effect model 1561 875 0- 0.10 [ 0.07;10.13) 100.0% -
Random effects model - 0.08 [0.02;0.14] == 100.0%

Heterogeneity: I* = 83%, 1° = 0.0062, p < 0.01 [ — T 1
Test for subgroup differences (fixed effect): If =19.30, df =-0(p <MP+0.1 0 01 02 03
Test for subgroup differences (random effects): 3> = 8.07, df = 1 (p < 0.01)

Supplementary Material 4.3: Subgroup analysis for adverse events leading to discontinuation based on the
risk of bias (high vs. low). Rob = risk of bias.



