Experimental Control Weight Weight

Study Total Mean SD Total Mean SD Mean Difference MD 95%—Cl (common) (random)
103 Mei 2004 35 260 . 37 457 . ' -1.97 0.0% 0.0%
646 Silberstein 2006 138 -1.43 2.5400 73 -1.04 2.5400 ; -0.39 [-1.11; 0.33] 18.1% 17.6%
920 Diener 2004 282 -1.54 2.9700 143 -1.10 2.8700 -0.44 [-1.02; 0.14] 27.5%  20.7%

455 253 -0.42 [-0.87; 0.03] 45.5% -

=0.42 [-0.87; 0.03] -— 38.3%

207 Silberstein 2009 153 -6.40 5.8000 153 -4.70 5.3000
421 Brandes 2004 237 -2.75 3.4613 114 -1.30 3.4167
390 267

-1.70 [-2.94; -0.486] 6.0%  9.5%
-145 [-2.21;-068]  16.0%  16.7%
-1.52 [-2.17; -0.86]  22.0% -
-1.52 [-2.17; -0.86] - 262%

479 Silberstein 2004 354 412 4.0000 115 5.30 3.6000 -1.18 [-1.96; -0.40] 15.5% 16.4%

756 Lipton 2011 159 -6.62 3.5400 171 -5.26 3.5900 -1.36 [-2.13; -0.59] 15.8%  16.6%
999 Diener 2007 32 -3.50 6.3000 27 0.20 4.7000 -3.70 [-6.51; -0.89] 1.2% 2.5%
545 313 -1.36 [-1.90; -0.82] 32.5% -
-1.36 [-1.90; -0.82] --  355%
Common effect model 1390 833 -0.97 [-1.27; -0.66]  100.0% -
Random effects model -1.07 [-1.53; -0.61] -—  100.0%
| | ! | | |
Heterogeneity: /° = 55%, t° =0.1771, p = 0.04 6 -4 -2 0 2 4 6

Test for subgroup differences (common effect): X% =10.37,df =2 (p < 0.01)
Test for subgroup differences (random effects): i, = 10.37, df = 2 (p < 0.01)

Supplementary Material 2.1: Subgroup analysis for the reduction in monthly migraine days based on the

number of monthly migraine days at baseline (below vs. above the median value). NR = not reported.



Experimental Control Weight Weight

Study Total Mean SD Total Mean SD Mean Difference MD 95%—Cl (common) (random)
103 Mei 2004 35 260 .37 457 . ' -1.97 0.0% 0.0%
207 Silberstein 2009 153 -6.40 5.8000 153 -4.70 5.3000 —E =1.70 [-2.94; -0.486] 6.0% 9.5%
421 Brandes 2004 237 -2.75 3.4613 114 -1.30 3.4167 = -1.45 [-2.21; -0.68] 16.0% 16.7%
479 Silberstein 2004 354 412 40000 115 5.30 3.6000 —-7— -1.18 [-1.96; -0.40] 15.5% 16.4%
646 Silberstein 2006 138 =1.43 25400 73 -1.04 2.5400 i =0.39 [=1.11; 0.33] 18.1% 17.6%
756 Lipton 2011 159 -6.62 3.5400 171 -5.26 3.5900 —'+ =1.36 [-2.13; -0.59] 15.8% 16.6%
920 Diener 2004 282 -1.54 29700 143 -1.10 2.8700 - -0.44 [-1.02; 0.14] 27.5% 20.7%
1358 806 o -0.93 [-1.24; -0.63] 98.8% -
< -1.00 [-1.44; -0.56] -—  97.5%
999 Diener 2007 32 -3.50 6.3000 27 0.20 4.7000 -3.70 [-6.51; -0.89] 1.2% 2.5%
Common effect model 1390 833 <> =0.97 [-1.27; -0.66] 100.0% -
Random effects model < -1.07 [-1.53; -0.61] == 100.0%
T 1 T 1
Heterogeneity: 1° = 55%, © = 0.1771,p = 0.04 6 -4 -2 0 2 4 6

Test for subgroup differences (common effect): xi = 3.67, df =1 (p = 0.06)
Test for subgroup differences (random effects): y; = 3.46, df = 1 (p = 0.06)

Supplementary Material 2.2: Subgroup analysis for the reduction in monthly migraine days 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 Total Mean SD Total Mean sD Mean Difference MD 95%—Cl (common) (random)
103 Mei 2004 35 260 . 37 457 . o -1.97 0.0% 0.0%
207 Silberstein 2009 153 -6.40 5.8000 153 -4.70 5.3000 —¢—;— -1.70 [-2.94; -0.486] 6.0% 9.5%
646 Silberstein 2006 138 -1.43 2.5400 73 -1.04 2.5400 - =0.39 [-1.11; 0.33] 18.1% 17.6%
756 Lipton 2011 159 -6.62 3.5400 171 -5.26 3.5900 -5 -1.36 [-2.13; -0.59] 15.8% 16.6%
999 Diener 2007 32 -3.50 6.3000 27 0.20 4.7000 + -3.70 [-6.51;-0.89] 1.2% 2.5%
517 461 < -1.05 [-1.53; -0.57] 41.1% -

= -1.30 [-2.19; -0.41] -—  46.2%

421 Brandes 2004 237 -2.75 3.4613 114 -1.30 3.4167 = -1.45 [-2.21; -0.68] 16.0% 16.7%
479 Silberstein 2004 354 4.12 40000 115 5.30 3.6000 - =-1.18 [-1.96; -0.40] 15.5% 16.4%
920 Diener 2004 282 -1.54 29700 143 -1.10 2.8700 = -0.44 [-1.02; 0.14] 27.5%  20.7%
873 372 < -0.91 [-1.31; -0.51] 58.9% -

< -0.98 [-1.61; -0.35] - 53.8%

Common effect model 1390 833 & -0.97 [-1.27; -0.66] 100.0% -
Random effects model : : : < : : | -1.07 [-1.53; -0.61] == 100.0%

Heterogeneity: I = 55%, t° = 0.1771, p = 0.04 6 -4 -2 0 2 4 &
Test for subgroup differences (common effect): xi =0.20, df = 1 (p = 0.65)
Test for subgroup differences (random effects): 7 = 0.33, df = 1 (p = 0.57)

Supplementary Material 2.3: Subgroup analysis for the reduction in monthly migraine days based on the risk

of bias (high vs. low). Rob = risk of bias.



