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Figur 1.1 Early EEG (within 12 or 24 hours after seizure onset) compared to late EEG (more than 12 or
24 hours after seizure onset), observed epileptiform abnormalities

Early EEG Late EEG Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
King 1993 80 156 49 144 BEI1% 0.17 [0.06, 0.24] -
Sofat 2016 17 3z 27 18 31.9% 0300011, 0.49) —
Total {(95% CI) 188 262 100.0% 0.21 [0.10, 0.33] il
Total events 97 TE

ity e CChit= = = P= f f f }

Heterogeneity: Tau®*=0.00; Chi®=1.36, df=1 {(F=0.24); F= 26% 05 035 0 05 05

Test for overall effect: 2= 3.53 (P = 0.0004)

Figur 1.2 MR compared to CT, abnormal findings

Favours late EEG Favours early EEG

MRT cT Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Dzienis 2007 a1 a5 33 85 343% 0.21 [0.06, 0.36] ——
Mikodijevic 2017 28 ar 11 ¥ 302% 0.46 [0.26, 0.66] —
Qlszewska 2014 27 91 23 91 355% 0.04 [F0.09, 0.17] ——
Total (95% CI) 213 213 100.0% 0.23 [0.01, 0.45] -
Total events 106 67
Heterogeneity: Tau®= 0.03; Chi*=11.77, df= 2 (P=0.003); F= 83% 0% 0% U 0% 0s

Test for overall effect: £=2.03 {F = 0.04)

Favours CT Favours MRT
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Figur 2.1 AED administered after first seizure compared to later administration of AED, recurrence of

seizure at 6-24 months

AED after first seizure AED later Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
Chandra 1992 5 115 B3 113 155% -0.581 [-0.61,-0.42] —=
Gilad 1996 ] 45 24 42 13.6% -0.44 [-0.62, -0.26] —
Camfield 1989 2 14 g 17 10.3% -0.39 [-0.69,-0.09] - =
Das 2000 4 36 18 40 13.4% -0.34 [-0.52,-0.15] I —
Assarzadegan 2015 0 a0 b 81 15.4% -0.16 [-0.26,-0.05] —
Marson 2005 129 404 159 408 16.0% -0.07 [-0.14,-0.00] —
Leone 2006 41 2148 45 204 15.9% -0.03 [-0.11, 0.04] =
Total (95% CI) 879 875 100.0% -0.26 [-0.42, -0.11] e
Total events 187 326
Heterogeneity: Tau®=0.04; Chi*=82.35, df=6 (P = 0.00001); F=93% 05 s b 0%s 0s

Testfor averall effect: £= 330 (P =0.0010)

Favours AED after first Favours later AED

Figur 2.2 AED administered after first seizure compared to later administration of AED, 2-year

remission
AED after first seizure AED later Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Leone 2006 174 215 159 204 340% 0.03[0.05 011]
Marson 2005 278 404 249 408 6B.0% 0.08[0.01,0.15] -
Total (95% Cl) 619 612 100.0%  0.06 [0.01, 0.11] L 2
Total events 453 408
Heterogeneity: Chi®*= 087, df=1 (P=032), F=0% 05 0735 b %5 0%

Test for overall effect 2= 2.45 (P =0.01)

Favours AED after first Favours later AED

Figur 2.3 AED administered after first seizure compared to later administration of AED, adverse events

AED after first seizure AED later

Risk Difference Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CIl M-H, Random, 95% Cl
Beghi 19493 14 215 0 204 366% 0.07[0.03, 010 =

Chandra 1992 10 114 2 113 265% 0.07[0.01,013] i

Marson 2005 158 404 126 408 23.3% 0.08[0.02 0158] =

Gilad 1996 ] 45 I 42 10.5% 0.20[0.08, 0.3 —
Camfield 1989 4 14 a 17 3I1% 0.29[0.04, 0.53]

Total (95% CI) 793 784 100.0% 0.09 [0.05, 0.14] L 2

Total events 185 128

Heterogeneity: Tau®= 0.00; Chi*=7.79, df=4 (P=0.10); F= 49% o5 078 b s 0%

Test for overall effect: £=4.01 (P = 0.0001)

Favours AED after first Favours later AED

Figur 2.4 AED with TDM compared to AED without TDM, reduction in seizure frequency
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TDM No TDM Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Sivasankari 2012 06 0a 25 162 064 26 19.2% -1.74 [-2.40,-1.09] e —
Frischer 1981 0.302 0.354 30 0.385 0.354 a0 31.8% -0.23[0.74,0.29) —
Jannuzzi 2000 0.621 0.447 46 0.586 0.447 46 49.0% 0.08 [0.33, 0.49] ——
Total (95% CI) 101 102 100.0% -0.37 [-0.66, -0.08] . 3

Heterogeneity: Chi®= 21.94, df=2 (P = 0.0001); F=91%

Test for overall effect: £= 2594 (P=0.01)

Figur 2.5 AED with TDM compared to AED without TDM, mild adverse events

2 1 0 1 2
Favours TDM Favours no TDM

TDM Ho TDM Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Jannuzi 2000 45 &8 41 58 69.5%  0.07[0.09,0.23] —i—
Sivasankari 2012 1 25 4 26 305%  -0.11[0.27,0.04] —
Total (95% Cl) 83 84 100.0% 0.01 [-0.11,0.13] B
Total events 46 45
Heterogeneity: Chi*=2.94, df=1 (P = 0.09); F= 66% 05 075 b 0bs 0's

Testfor overall effect Z2=021 (P =0.283)

Favours TOM Favours no TDOM
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Figur 2.6 Add-on AED compared to add-on placebo for persons with focal epilepsy, 250 % seizure

reduction

Add-on AED Add-on placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Erivaracetam Biton 2014 T 298 16 98 2.0% 0.10[0.01,018] —
Brivaracetamn French 2010 68 154 9 54 1.5% 0.27 [0.15, 0.40] -
Brivaracetam Klein 2015 182 505 56 263 2.3% 017 [0.10,0.23] -
Brivaracetam Kwan 2014 110 323 26 108 1.9% 0.10[0.00,0.20] —
Erivaracetam Ryvlin 2014 40 298 20 100 1.9% 0.10[0.01, 0.20] —
Brivaracetam Van Paesschen 2013 a8 1048 12 a2 1.3% 013 [0.02, 0.28] T
Eslikarbaz Ben-mM 2010 92 2895 13 100 21% 0.18[0.10,0.27] -
Eslikarhaz Gil-Nagel 2009 58 165 19 ar 1.7% 0.13[0.02, 0.29] —
Eslikarbaz Spetling 2015 153 426 51 224 2.2% 0.13[0.06, 0.20] e
Eslikarbazepin Elger 2007 46 96 13 47 1.1% 0.20[0.04, 0.36]
Eslikarhazepin Elger 2009 T 300 20 102 1.9% 0.06 [-0.03, 0.15] T
Gabapentin Anhut 1994 36 163 11 109 2.0% 012003, 0.21] ——
Gabapentin Appleton 1999 25 119 23 128 1.8% 0.03[0.07,013] T
Gabapentin Sivenius 1991 4] 27 3 18 0.7% 0.02[-0.21,0.24]  —
Gabapentin UK 1990 13 61 ] 66 1.8% 012 [-0.00,0.259] |
Gabapentin US 19493 39 208 8 98 2.2% 0.11[0.03,0.18] -
Gabapentin Yamauchi 2006 20 127 5 a2 21% 0.10[0.01,018] —
Lakosamid Ben-mM 2007 119 321 21 97 1.9% 0.15[0.06, 0.25] —
Lakosamid Chung 2010 118 301 19 104 1.9% 0.21[012,0.30] I
Lakosamid Halasz 2009 120 322 41 163 2.0% 0.12[0.04,0.21] I
Lakosamid Hong 2016 158 364 36 184 2.2% 0.24 [0.16,0.32] —_—
Lamaotrigin Duchowny 1999 44 93 25 101 1.8% 0.20[0.07,0.33] —_—
Lamaotrigin Matsuo 1993 33 143 12 73 1.7% 0.07 [-0.04,018] T
Lamaotrigin Maritaku 2007 65 121 39 122 1.5% 0.22[0.10,0.34] —
Levetiracetam Cereghiona 2000 7o 199 10 95 2.0% 0.25[0.16, 0.34] a—
Levetiracetam Glauser 2006 45 1m 14 a7 1.5% 0.25[0.12,0.37] -
Levetiracetam Inoue 2015 ] 281 8 70 2.0% 0.10[0.01,018] —
Levetiracetam Peltala 2009 34 74 23 79 1.3% 014 [-0.01,0.29] —'—
Levetiracetam Shorvon 2000 53 212 11 112 21% 0.15[0.07,0.23] I
Levetiracetam T=ai 2006 20 47 5 47 1.1% 0.32[0.15, 0.49]
Levetiracetam Ywu 2009 a7 103 26 103 1.8% 0.30[017,0.43] —
Levetiracetam Xiao 2009 13 28 11 28 0.6% 0.07 019, 0.33] I E—
Oxkarbazepin French 2014 94 245 34 121 1.8% 0.10[0.00, 0.20] —
Oxkarbazepin Glauser 2000 55 138 28 129 1.7% 018 [0.07, 0.29] I
Perampanel French 2012 98 267 32 121 1.9% 0.10[0.01,0.20] —
Perampanel French 2013 a4 250 20 136 21% 018011, 0.27] —_—
FPerampanel Krauss 2012 145 a21 33 185 2.3% 010[0.03,017] -
FPerampanel Lagae 2016 49 84 17 48 1.1% 0.22 [0.05, 0.39]
Pregabalin Beydoun 2004 98 2148 ] 98 2.0% 0.36 [0.28, 0.45] —
FPregahalin Elger 2004 103 268 a 73 1.9% 0.27[0.18, 0.37] -
FPregabalin French 2003 121 3585 14 100 21% 0.20[012, 0.28] -
Pregabalin French 2014 a8 2158 39 110 1.7% 0.05[-0.06,017] N
Topiramat Ben-M 1996 12 28 0 28 0.9% 0.43[0.24, 0.61]
Topiramat Chung 2014 A7 124 29 125 1.7% 0.15[0.03, 0.26] I
Topiramat Elterman 1995 16 41 g 45 0.9% 0.19[0.00,0.38]
Topiramat Faught 1996 54 136 8 45 1.4% 0.22 [0.08, 0.36] na—
Topiramat Guberman 2002 T 171 22 92 1.6% 0.21[0.10,0.33] —
Topiramat Karean 1993 45 91 11 36 1.5% 0.37 [0.24, 0.49] —
Topiramat Privitera 1996 58 143 4 A7 1.7% 0.32[0.21,0.43] —
Topiramat Sharif 1996 g 23 2 24 0.7% 0.26 [0.04, 0.49]
Topiramat Tassinari 1996 14 30 3 30 0.8% 0.37 [0.16, 0.57]
Topiramat Yen 2000 11 23 3 23 0.6% 0.35[0.10, 0.59]
Topiramat Zhang 2011 22 46 3 40 1.1% 0.40[0.24, 0.57]
Wigahatrin Bruni 2000 28 a3 14 a3 1.0% 0.22[0.04, 0.39]
Wigahatrin dean 1999 55 129 3 45 1.7% 0.36 [0.25, 0.47] I
Wigahatrin French 1936 40 92 17 90 1.5% 0.25[0.12,0.38] —
Yigahatrin Grunewald 1994 10 22 3 23 0.6% 0.32 [0.07, 0.57]
Zonisam Sackellares 2004 22 T8 12 T4 1.4% 012 [-0.01,0.25] I
Zonisamid Brodie 2005 91 231 21 120 1.9% 022013, 0.31] I
Zonisamid Faught 2001 41 118 16 a5 1.6% 016 [0.04, 0.28] —_—
Zonisamid Guerrini 2013 53 107 K| 100 1.4% 0.189[0.05, 0.32] I
Zonisamid Lu 2011 29 53 18 51 0.9% 0.189[0.01,0.38]
Zonisamid Schmidt 19593 21 71 ] 68 1.8% 0.21 [0.08, 0.33] E—
Total (95% CI) 10764 5626 100.0% 0.18 [0.16, 0.20] L]
Total events 3836 1086
Heterogeneity: Tau®= 0.00; Chi*=149.81, df= 62 (P = 0.00001); F= 59% -0'45 -D.IQS b D.'ES DTS

Test for averall effect: £=16.35 {F = 0.00001}

Favours placebo Favours AED
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Figur 2.7 Add-on AED compared to add-on placebo for persons with focal epilepsy, seizure freedom

Add-on AED Add-on placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Brivaracetam Biton 2014 4] 298 a 93 3.6% 0.02 [0.00, 0.04] -
Brivaracetam French 2010 12 164 1 a4 1.2% 0.06 [0.00,0.11] —
Brivaracetam Klein 2015 23 a05 2 263 3T7% 0.04 [0.02, 0.08] -
Brivaracetam Kwan 2014 5 323 0 108 3.9% 0.02 [-0.00,0.03] o
Erivaracetam Ryvlin 2014 4] 298 a 100 3.6% 0.02 [0.00,0.04] -
Brivaracetam Yan Paesschen 2013 a 105 1 a2 1.0% 0.06 [-0.01,0.12] —
Eslikarbaz Ben-m 2010 13 285 1 100 2.7% 0.03 [0.00, 0.08] -'—
Eslikarbaz Gil-Magel 2009 7 165 1 ar 21% 0.03 [F0.01, 0.07] "—
Eslikarbaz Sperling 2014 a8 426 2 224 4.1% 0.01 [F0.01, 0.03] o
Eslikarbazepin Elger 2007 23 96 4 a7 0.3% 0.15[0.04, 0.27]
Eslikarbazepin Elger 2009 14 300 2 102 2.2% 0.03 [F0.01, 0.08] ™
Gahapentin Appleton 19599 3 119 1 128 2.5% 0.02 [F0.01, 0.05] ™
Gahapentin Yamauchi 2006 1] 127 a a2 3.8% 0.00 [F0.02, 0.02] T
Lakosamid Ben-mM 2007 7 321 a 97 3.6% 0.02 [0.00, 0.04] ™~
Lakosamid Chung 2010 ] 301 i 104 3.4% 0.03[0.01, 0.05] ™
Lakosamid Halasz 2009 a 322 3 163 3.0% 0.01 [F0.02, 0.03] T
Lakosamid Hong 2016 16 364 a 184 3.5% 0.04 [0.02, 0.07] -
Lamotrigin Maritaku 2007 20 121 G 122 0.7% 0.12[0.04,0.19] e
Levetiracetam Cereghiona 2000 11 199 ] 95 2.3% 0.06 [0.02, 0.09] -
Levetiracetam Glauser 2006 7 101 1 97 1.3% 0.06 [0.01,0.11] =
Levetiracetam Inoue 2014 5 281 0 il 31% 0.02 [-0.00, 0.04] ™
Levetiracetam Peltola 2003 a8 T4 1 74 0.8% 0.058[0.02, 0.16] -
Levetiracetam Shorvon 2000 7 212 1 112 2.8% 0.02 [-0.01, 0.08] ™
Levetiracetam Tsai 2006 4 47 i] a7 0.6% 0.09 [-0.00,0.17] |
Levetiracetam Ywu 2009 11 103 2 103 0.9% 0.09[0.02, 0.15] —
Levetiracetam Xiao 2009 3 28 2 28 0.2% 0.04 [F0.11,0.18]  Ra—
Oxkarbazepin French 2014 20 245 4 121 1.6% 0.05 [0.00, 0.10] —
Oukarbazepin Glauser 2000 g 138 1 129 2.3% 0.03 [-0.01, 0.08] m
Ferampanel French 2012 5 267 a 121 37% 0.02 [[0.00, 0.04] ™~
Ferampanel French 2013 9 2480 2 136 27% 0.02 [-0.01, 0.04] ™
FPerampanel Krauss 2012 19 521 2 185 3.6% 0.03 [0.00, 0.04] ™
Perampanel Lagae 2016 18 85 T 48 0.3% 0.07 [-0.07, 0.20] 1T
Fregabalin Beydoun 2004 3] 215 a 93 3.0% 0.03 [0.00, 0.04] *-
Fregabalin Elger 2005 7 268 a 73 3.0% 0.03 [-0.00, 0.05] ™
Fregabalin French 2003 2 3585 a 100 4.3% 0.01 [0.01, 0.02] T
TGE Kalvidinen 1998 2 T 0 T Mot estimable
Topiramat Chung 2014 4 124 2 125 21% 0.02 [F0.02, 0.05] T
Topiramat Elterman 1999 4 41 2 45 0.4% 0.05 [-0.06, 0.16] -
Topiramat Guberman 2002 10 171 2 92 1.6% 0.04 [-0.01, 0.08] I
Topiramat Korean 19949 7 91 1 a6 1.1% 0.07 [0.01,0.12] —
Topiramat Sharif 1996 2 23 i 24 0.3% 0.09 [-0.05, 0.22] I
Topiramat Tassinari 1996 ] 30 0 li] 1.0% 0.00 [-0.06, 0.08] i
Yigahatrin Bruni 2000 4] a8 2 53 0.6% 0.05[-0.04,0.14] T
Vigahatrin dean 1999 ] 129 a 45 1.3% 0.07 [0.02,0.12] -
Yigahatrin French 1996 5 9z i 40 1.4% 0.05[0.00, 0.10] =
Yigahatrin Grunewald 1954 1 22 a 23 0.3% 0.05 [F0.07, 0.16] I
Zonisam Sackellares 2004 ] 0 a0 a Mot estimable
Zonisamid Brodie 2004 14 118 2 120 1.6% 0.03 [0.01, 0.08] T
Zonisamid Faught 2001 5] 118 2 a5 1.4% 0.03 [-0.02, 0.08] T
Zonisamid Guerrini 2013 15 107 3 100 0.8% 0.11 [0.04, 0.18] En—
Zonisamid Lu 2011 3 a3 1 a1 0.8% 0.04 [0.04,0.11] T
Zonisamid Schmidt 1993 ] 0 I a Mot estimable
Total (95% CI) 9211 4726 100.0% 0.03 [0.02, 0.04] |

Total events

413

64

Heterogeneity: Tau®= 0.00; Chi*= 88.67, df= 48 (P = 0.0003); F= 46%
Testfor overall effect: 2= 8.45 (P = 0.00001)

-05

-0.25 0 0.25
Favours placebo Favours AED

0.4
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Figur 2.8 Add-on AED compared to add-on placebo, discontinuation due to adverse events

Add-on AED Add-on placebo Risk Difference Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
Brivaracetam Biton 2014 19 298 2 48 21% 0.04 [0.00, 0.08] e
Brivaracetam French 2010 4 154 el a4 1.6% -003 010,004 -1
Brivaracetam Klein 2014 38 a05 10 263 2.3% 0.04 [0.00, 0.07] ™
Brivaracetam Kwan 2014 23 359 7 121 1.9% 0.01 [-0.04, 0.05] T
Brivaracetam Ryvlin 2014 14 298 4 100 2.0% 0.01 [-0.04, 0.06] T
Brivaracetam Van Paesschen 2013 g 1048 2 a2 1.6% 0.01 [-0.06, 0.08] -IT-
Eslikarhaz Ben-mM 2010 a7 2495 3 100 1.8% 0.161[0.11,0.22] -
Eslikarhaz Gil-MNagel 2009 16 165 i ar 1.6% 0.04 [-0.03, 0.11] T
Eslikarbaz Spetling 2015 20 426 18 224 1.9% 0.11 [0.06, 0.16] -
Eslikarhazepin Elger 2007 7 213 4 47 1.1% -0.01 011, 0.08] T
Eslikarbazepin Elger 2009 32 300 4 102 1.9% 0.07[0.02,0.12] -
Gahapentin Anhut 1994 11 163 4 109 1.9% 0.03[-0.02, 0.08] s
Gahapentin Appleton 1999 3] 1189 3 128 2.0% 0.03[-0.02, 0.07] T
Gahapentin UK 1950 7 61 4 la13] 1.1% 0.05[-0.04,0.15] T
Gahapentin US 1953 7 208 1 98 2.3% 0.02 [-0.01, 0.06] .
Gahapentin Yamauchi 2006 7 127 1 a2 2.0% 0.04 [-0.00, 0.09] =
Lakosamid Ben-M 2007 64 3 A 97 1.7% 0.151[0.08, 0.21] -
Lakosamid Chung 2010 63 3m A 104 1.7% 016[010,0.22] -
Lakosamid Halasz 2009 34 322 a 163 2.0% 0.06[0.01,0.10] "-
Lakosamid Hong 2016 36 364 14 184 1.9% 0.02[-0.03, 0.07] T
Lamotrigin Duchowny 1999 ] 98 G 1m 1.6% -0.01 [-0.07, 0.08] -
Lamotrigin Matsuo 1993 13 143 1 73 1.8% 0.08[0.02,0.13] -
Lamotrigin Maritoku 2007 12 121 2 122 1.8% 0.08[0.02,0.14] -
Levetiracetam Cereghiono 2000 13 199 5 95 1.8% 0.01 [F0.04, 0.07] T
Levetiracetam Glauser 2006 3] 10 g a7 1.6% -0.04 011, 0.03] iy
Levetiracetam Inoue 2015 13 281 1 il 22% 0.03 [F0.01, 0.07] -
Levetiracetamn Peltola 2009 ] T4 2 74 1.6% 0.04 [-0.03,0.10] T
Levetiracetam Shorvon 2000 23 212 G 112 1.7% 0.05 [-0.00, 0.11] ™
Levetiracetarn Tsai 2006 3 47 1 47 1.3% 0.04 [-0.04,013] T
Levetiracetarm Ywu 20049 i] 103 1 103 2.4% -0.01 [F0.04, 0.02] 1
Levetiracetamn Xiao 2009 I 28 a 28 1.6% 0.00[-0.07, 0.07] -1
Oxkarbazepin French 2014 k4] 245 10 121 1.5% 0.14[0.07,0.21] —_
Oxkarbazepin Glauser 2000 14 138 4 129 1.7% 0.07 [0.01,0.13] —'—
Perampanel French 2012 33 267 7 121 1.8% 0.07 [0.01,0.12] —'—
Perampanel French 2013 34 250 4 136 1.9% 0.11 [0.06, 0.16] -
Perampanel Krauss 2012 26 521 B 184 2.3% 0.02 [0.01, 0.058] I~
Perampanel Lagae 2016 3 a8 0 43 1.9% 0.04 [F0.02, 0.09] T
Pregahalin Beydoun 2004 48 215 7 98 1.4% 0.15[0.08,0.23] -
Pregahalin Elger 2005 61 268 ] 73 1.4% 0.16[0.08,0.24] -
Pregahalin French 2003 41 355 13 100 1.8% 0.07 [0.01,0.12] —'—
Pregahalin French 2014 11 215 3 110 21% 0.02 [-0.02, 0.07] i
TGE Kalvidinen 1998 17 T 2 7 Mot estimable

TGE Sachdeo 1997 al 211 7 107 Mot estimable

TGE Uthman 1998 26 206 7 91 Mot estimable

Topiramat Ben-M 1996 G 28 I 28 0.6% 0.21 [0.06, 0.37] .
Topiramat Chung 2014 12 124 4 125 1.7% 0.06 [0.00,0.13] —'—
Topiramat Elterman 1999 1] 41 1 45 1.7% -0.02 [F0.08, 0.04] -
Topiramat Faught 1996 26 136 7 45 0.8% 0.04 [-0.09, 0.16] B
Topiramat Guberman 2002 13 171 2 92 1.9% 0.05[0.00,0.10] "—
Topiramat Korean 1999 7 91 3 a6 1.6% 0.04 [-0.03,0.11] T
Topiramat Movotny 2010 4 112 2 ar Mot estimahle

Topiramat Privitera 1996 23 143 1 47 1.5% 014 [0.07,0.21] i
Topiramat Sharif 1996 4] 23 1 24 0.4% 0.22[0.02,0.42]

Topiramat Tassinari 1996 4 3n 1 an 0.7% 010 [F0.04, 0.24] T
TopiramatYen 2000 2 23 2 23 0.5% 0.00[-0.16, 0.16] B
Wigabatrin Bruni 2000 3] a8 4 a3 1.0% 0.03[-0.08, 0.13] -1
Wigabatrin dean 1999 16 129 1 45 1.5% 0.10[0.03,0.17] =
Wigabatrin French 1996 7 92 2 a0 1.7% 0.05[-0.01,013] "—
Vigahatrin Grunewald 1994 2 22 a 23 0.7% 0.09[-0.05, 0.23] T
Zonisam Sackellares 2004 12 Ta 1 74 1.3% 0.14[0.06,0.22] s
Zonisarmid Brodie 2005 36 iyl a 120 1.6% 0.09[0.02, 0.15] -
Zonisamid Faught 2001 149 118 7 a5 1.2% 0.08[-0.01,017] —
Zonisarnid Guerrini 2013 1 107 3 100 2.2% -0.02 [F0.06, 0.02] 1
Zonisamid Lu 2011 i a3 I a1 2.2% 0.00[-0.04, 0.04] T
Zonisarmid Schmidt 1993 2 71 a ot 2.0% 0.03[-0.02, 0.07] T
Total (95% CI) 10727 5581 100.0% 0.05 [0.04, 0.07] ]
Total events 1149 240

Heterogeneity: Tau®=0.00; Chi*= 200.36, df= 60 (P = 0.00001); F=70% —DI 5 0 525 L 125 055

Test for overall effect: £=7.62 (P = 0.00001)

Favours AED Favours placebo
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Figur 2.9 Add-on AED compared to add-on placebo for persons with focal epilepsy, 250 % seizure
reduction in focal to bilateral tonic-clonic seizures

Add-on AED Add-on placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Brivaracetam Biton 2014 a7 104 13 32 123% 014 [-0.05 0.34)] m
Erivaracetam Ryvlin 2014 52 114 11 37 141% 015002, 033 T
Lacosamide Chung 2010 a0 131 15 45 16.9% 028012, 0.44] e —
Lamotrigine Duchowny 1999 26 46 12 40 10.8% 0.27 [0.06, 0.47] I —
Topiramat Faught 1996 33 42 3 14 8.3% 0.57[0.32,0.82]
Topiramate Elterman 1989 q 20 3 20 5.0% 015014, 0.458] —
Topiramate Guberman 2002 28 55 12 36 11.0% 018003, 038 T
Topiramate Privitera 1996 22 40 3] 17 6.0%  0.20[0.08, 0.47] I e —
Topiramate Sharief 1996 10 14 3 a 2.6%  0.34 [-0.07, 0.75]
Wigahatrine French 1996 15 K| 15 29 T.A% -0.03[0.29, 0232 — E—
Zonisamide Lu 2011 18 36 12 32 8.5% 0.13[0.11,0.36] 7
Total (95% CI) 634 310 100.0%  0.20 [0.13, 0.27] -
Total events 350 108
Heterogeneity: Chi*=14.76, df=10{P=014); F=32% —III'.S —D.'25 ) EI.'25 055

Testfor overall effect. 2= 5.91 (P < 0.00001) Favours add-on placebo Favours add-on AED

Figur 2.10 Add-on AED compared to add-on placebo for persons with generalized tonic-clonic seizures,
250 % seizure reduction

Add-on AED Add-on placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
LEY Berkovic 2007 a4 an ar 84 236% 0.23[0.09, 0.28] —
LTG Biton 2005 42 a8 29 29 17.5% 0.23[0.06, 0.40] —
LTG Biton 2010 a1 Th 29 TP 225% 0.291[0.14, 0.45] —
FER French 2014 A2 a1 32 82 234% 0.251[0.10, 0.40] —
TPM Biton 19494 22 34 8 40 13.0% 036 [0.17F, 0.56] —_—
Total (95% CI) 334 342 100.0% 0.27 [0.20, 0.34] &
Total events 21 135
Heterogeneity: Tau®=0.00; Chi*=1.42 df=4 (P =084, F=0% 0F 095 b 095 0%

Test for overall effect: Z=7.33 (P = 0.00001} Favours placebo Favours AED

Figur 2.11 Add-on AED compared to add-on placebo for persons with generalized tonic-clonic seizures,
seizure freedom

Add-on AED Add-on placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
LEY Berkovic 2007 27 a0 g g4 220% 0.23[0.11,0.358] ——
LTS Biton 2005 22 a8 14 a9 147% 014 [0.02,0.31] b
LTS Biton 2010 3z Th 10 TTO197% 0.29[0.16,0.43] —
FPER French 2015 25 a1 10 82 220% 019 [0.06, 0.31] —
TPM Biton 1999 i Klz] 2 40 M E6% 0.08 [-0.05, 0.20] T
Total (95% CI) 334 342 100.0% 0.19[0.11, 0.26] L 3
Total events 111 45
Heterogeneity: Tau®=0.00; Chi*=6.20, df=4 (P =018}, 7= 36% 05 095 O 0595 08

Test for overall effect: Z= 4.97 (P = 0.00001)

Favours placebo Favours AED
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Figur 2.12 Add-on AED compared to add-on placebo for persons with generalized tonic-clonic seizures,
discontinuation due to adverse events

Add-on AED Add-on placebo Risk Difference Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
LEY Berkovic 2007 1 a0 4 84 26.0% -0.04 [-0.09, 0.02]

LTG Biton 2005 i a8 2 a9 126% 0.05[-0.03,0.14]

LTG Biton 2010 1 7B 2 TTON3% -0.01 [-0.06, 0.03]

FER French 2015 g a1 i 82 126% 0.05[-0.04,0.14]

TPM Biton 1999 1 34 1 40 17.5% 0.00 [-0.07,0.07]

Total (95% CI) 334 342 100.0% -0.00 [-0.03, 0.03]

Total events 17 14

Heterogeneity: Tau®=0.00; Chi*=579, df=4 (P=022), F=31%
Test for overall effect: £= 0.01 (P =1.00)

.05 -025 0 025 05
Favours AED Favours placebo

Figur 2.13 Buccal administration of midazolam compared to rectal administration of diazepam,
cessation of seizure activity within 10 min

Buccal midazolam

Rectal diazepam

Risk Difference

Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Baysun 2005 18 23 17 20 19.8% -0.07 [F0.30, 0.16] — =
Melntyre 2004 71 109 45 110 32.2% 0.24[011,0.37] —
Mpimbaza 2008 36 49 26 89 25.6% 0.29[0.12,0.47] e —
Scott 1995 30 40 23 38 224% 0.16 [-0.04, 0.36] I e —
Total (95% CI) 221 228 100.0% 0.18 [0.04, 0.31] el
Total events 185 111

it 2 — . o S - R - il 1 1 1
Heterogeneity: Tau®=0.01; Chi*=6.93, df=3(P=007); F=57% -0'.5 —U.'25 b 0.125 IJTS

Testfor overall effect: Z=2.52 (F=0.01)

Favours rectal diazepam Favours buccal midazolam
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Figur 3.1 Resective surgery compared to AED, seizure freedom, RCT:s

10
(13)

Surgery AED Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Cwiivedi 2017 44 a7 4 59 449% 0.70[0.58, 0.83) —i—
Engel 2012 10 14 1] 23 220% 067 [0.43, 0.91] —
VWiebe 2001 23 40 3 0 331% 0.50[0.33, 0.67) ——
Total (95% CI) 112 122 100.0% 0.63 [0.49, 0.76] -
Total events 7 7
Heterogeneity: Tau*=0.01; Chi*= 358, df=2(P=017);, F= 44% =_1 -III: 5 g EI=5

Testfor overall effect: Z=9.20 (P = 0.00001)

Favours control Favours surgery

Figur 3.2 Resective surgery compared to AED, seizure freedom, observational studies

Surgery AED Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Markand 2000 34 a3 il 33 225% 0.74 [0.61, 0.86] ——
Mikati 2008 12 17 1 12 109% 0.62 [0.36, 0.89] B —
Picot 2016 86 114 10 88 24.7% 0.61 [0.50,0.71] —
Reuber 2004 ar Th 1 18 208% 0.69 [0.55, 0.84] — -
Taft 2014 a3 96 A 45 21.4% 0.44[0.31,0.58] —
Total (95% Cl) 361 196 100.0% 0.62 [0.51, 0.73] <
Total events 247 17
Heterogeneity: Tau*= 0.01; Chi*=11.60, df=4 (P =0.02); F= 66% -IZI'.S -EI.'25 g EI.'J‘.S Dfﬁ

Testfor overall effect: Z=11.21 (P = 0.00001)

Favours control Favours surgery

Figur 3.3 Resective surgery at epilepsy duration <2 years compared to >2 years, seizure freedom

< 2 years > 2 years Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ramantani 2017 post 7 a 23 42 10.9% 0.33[0.05, 0.60]
Rydenhag 2013 K} 34 89 121 427% 0.15[0.02, 0.28] ——
Schramm 2012 21 22 a1 B0 46.4% 010[-0.02,0.23] T
Total (95% Cl) 65 223 100.0% 0.15 [0.06, 0.24] <
Total events a4 163

. 2_ CChiE = — - - } } } }

Heterogeneity: Tau®= 0.00; Chi*=219, df=2{P=033); F=9% 05 095 © 055 05

Test for overall effect 2= 316 (P =10.

002)

Favours =2 years Favours <2 years
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Figur 3.4 Resective surgery at epilepsy duration <5 years compared to >5 years, seizure freedom

Risk Difference

Weight M-H, Random, 95% CIl

Risk Difference
M-H, Random, 95% CI

<5 years
Study or Subgroup Events Total
Liava 2016 a8 42
Radhakrizhnan 2015 25 28
Rydenhag 2013 52 G0
Schramm 2012 40 45
Total (95% CI) 175

Total events 1485

Heterogeneity: Tau®=0.01; Chi*=6.73, df=3 (P =0.08); F=55%

=5 years

Events Total

107 166 28.4%
52 TTOMT%
Ga 96 26.5%
3z a7 235%

376 100.0%

2549

Test for overall effect: £=3.31 (P = 0.0009)

0.26 [0.15, 0.37]
0.22 [0.0B, 0.37]
0.16 [0.03, 0.25]
0.02[-0.12,0.17]

0.17 [0.07, 0.27]

—.—
R E—

— -
—

<>

05 -025 0 025 05
Favours =5 years Favours <5 years

Figur 3.5 Resective surgery at epilepsy duration <10 years compared to >10 years, seizure freedom

Risk Difference

Weight M-H, Random, 95% Cl

Risk Difference
M-H, Random, 95% CI

<10 years =10 years

Study or Subgroup Events Total Events Total
Bjornaes 2004 a 10 a 21
Janszky 2005 10 11 ch 60
Liava 2016 65 78 g0 124
Radhakrishnan 2014 43 56 34 44
Rydenhag 2013 75 92 45 G4
Salanaova 2002 38 48 110 167
Schramm 2012 62 69 10 13
Simasathien 2013 53 a9 26 ae]
Sun 2014 41 64 46 ar
Total (95% CI) 518 629
Total events 345 340

6.2%
9.7%
13.7%
11.5%
12.9%
13.0%
8.7%
12.2%
12.1%

100.0%

0.42[0.10,0.74]
0.38 [0.18, 0.60]
0.20 [0.08, 0.37]
0.07 F0.10, 0.24]
0.11 [0.03, 0.25]
0.13 [0.00, 0.27]
013 F0.11, 0.37]
0,22 [0.07, 0.37]
017 F0.32,-0.01]

0.15[0.05, 0.25]

Heterogeneity: Tau®=0.02; Chi*= 26.02, df=8 (P=0.001); F=69%
Test for overall effect: £=2.91 (P =0.004)

—_—
|
I
I

—_—

R

.05 -025 0 025 05

Favours =10 years Favours =10 years

Figur 3.6. Resective surgery at epilepsy duration <20 years compared to >20 years, seizure freedom

Risk Difference

Weight M-H, Random, 95% CI

Risk Difference
M-H, Random, 95% CI

<20 years =20 years
Study or Subgroup  Events Total Events Total
Janszky 2005 25 33 16 38
Patra 2014 ar 53 38 53]
Rydenhag 2013 104 131 16 25
Total (95% Cl) 217 129
Total events 166 70

Heterogeneity: Tau®=0.00; Chi*= 2.51, df=2 (P = 0.28) F=20%

Test for overall effect £=3.01 (P =0.003)

28.3%
40.2%
31.6%

100.0%

0.34 [0.12, 0.58]
0.12 [-0.08, 0.24]
0.15 [-0.05, 0.35]

0.19 [0.07, 0.32]

—_—
__._
—

-

1 1 1 1
05 -025 0 025 05

Favours = 20 years Favours < 20 years
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Figur 3.7. Resective surgery at epilepsy duration <5 years compared to >10 years, seizure freedom

Risk Difference

Risk Difference
M-H, Random, 95% CI

0.28 [0.16, 0.41]
0.20 [0.03, 0.37]
0.16 [0.02, 0.30]
012 [-0.13, 0.37]

0.21 [0.14, 0.29]

<5 years =10 years

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl
Liava 2016 aa 42 a0 129 401%

Radhakrishnan 20145 25 28 34 49 201%

Rydenhag 2013 a2 60 45 £4 30.0%

Schramm 2012 40 45 10 13 9.8%

Total (95% CI) 175 255 100.0%

Total events 1484 169

Heterogeneity: Tau®= 0.00; Chi*= 2.40, df= 3 (P = 0.49); F= 0%
Testfor averall effect: Z= 5445 (F = 0.00001)

+
—_—

—

R

<&

.05 -025

0 025 05

Favours =10 years Favours =5 years
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Figur 4.1 Ketogenic diet compared to control, 250 % seizure reduction, children and adolescents

Ketogenic diet

Control

Risk Difference

Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Lamhrechts et al 2016 13 24 4 28 129% 0.31[0.08, 0.53]

Meal et al 2008 28 73 4 72 418% 0.33[0.20, 0.45] ——
Sharmaetal 2013 26 a0 G 82 2389% 0.40([0.24, 0.57] —
Sharmaetal 2016 23 41 K] 40 21.4% 0.459[0.31, 0.66] - =
Total (95% CI) 193 192 100.0% 0.38 [0.30, 0.46] e
Total events a0 17

Heterogeneity: Tau®= 0.00; Chi®= 2.65, df= 3 (P =0.45);, F=0% 05 035 0 055 05

Testfor overall effect. £2=9.26 (P = 0.00001}

Favours control

Figur 4.2 Ketogenic diet compared to control, 250 % seizure reduction, adults

Favours ketogenic diet

Ketogenic diet Control Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight MN-H, Random, 95% ClI M-H, Random, 95% Cl
Zareetal 2017 12 34 a 32 100.0% 0.35[0.19, 052
Total (95% CI) 34 32 100.0% 0.35[0.19, 0.52] e
Total events 12 1]
Heterogeneity: Mot applicable -IZI'.S -IZI.'25 ] IZI.'25 DTS

Testfor overall effect: Z=4.21 (P = 0.0001)

Risk Difference
Weight M-H, Random, 95% Cl

VNS Control
Study or Subgroup  Events Total Events Total

Favours control

Favours ketogenic diet

Risk Difference
M-H, Random, 95% Cl

1.1.2 Adults and adolescents

Hanfarth 22 94 16 102 40.3% 0.08[-0.03,0.19)
WhS-study group 17 54 a 60 34.0% 0.18[0.03,0.33]
Subtotal (95% CI) 148 162 84.4% 0.12[0.02, 0.22]
Total events 39 24

Heterogeneity: Tau*=0.00; Chi*=1.19,df=1 (P=0.27), F=16%
Testfor overall effect Z=2.30(P=0.02)

1.1.1 Children

Klinkenherg 3 19 4 19 156% -0.05 [-0.30,0.19]
Subtotal (95% CI) 19 19  15.6% -0.05 [-0.30,0.19]
Total events 2 4

Heterogeneity: Mot applicable

Testfor overall effect =042 (P = 0.67)

Total (95% CI) 167 181 100.0% 0.09 [-0.01, 0.20]

Total events 42 28

__._

-

—

-

Heterogeneity: Tau*=0.00; Chi*= 275, df= 2 (P=0.25), F=2T%
Test for overall effect Z=1.73 (P = 0.08)
Testfar subgroup differences: Chi*=1.96, df=1 (P=0.21), F= 35.9%

.05 -0.75 0

Control VNS

0.25 0.4
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