FINAL
Evidence review for effectiveness of antiseizure therapies in the treatment of tonic or atonic seizures

GRADE tables for review question: What antiseizure therapies (monotherapy or add-on) are effective in the treatment of tonic
or atonic seizures/drop attacks?

Table 11: Clinical evidence profile. Comparison 1: add-on rufinamide versus any other add-on antiseizure medication in paediatric

patients
1 (Arzima- very seri- no serious in- no serious very seri- none Median Median time  ®000 CRITICAL
noglou 2019) ous’ consistency indirectness ous? time inthe inthe control VERY LOW
interven- group=28
tion weeks
group=
142 weeks
1 (Arzima- RCT very seri- no serious in- no serious very serious®  none 10/25 5/12 RR 0.96 17 fewer per @000 CRITICAL
noglou 2019) ous’ consistency indirectness (40%) (41.7%) (0.42to 1000 (from VERY LOW
2.19) 242 fewer to
496 more)
1 (Arzima- RCT very seri- no serious in- no serious very serious®  none 2/25 112 RR 0.96 3 fewer per ®000 CRITICAL
noglou 2019) ous’ consistency indirectness (8%) (8.3%) (0.1 to 1000 (from VERY LOW
9.57) 75 fewer to
714 more)
1 (Arzima- RCT very seri- no serious in- no serious very serious* 25 12 - - MD 1.2 @000 IMPORTANT
noglou 2019) ous’ consistency indirectness higher (7.6 VERY LOW
lower to 9.99
higher)
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1 Very serious risk of bias in the evidence contributing to the outcomes as per RoB 2

2 Evidence was downgraded by 2 as IQRs have not been reported and therefore the medians provided are subjectively very imprecise
395% ClI crosses 2 MIDs (0.8 and 1.25)

4 95% crosses 2 MIDs (+/- 0.5 x control group SD for social functioning changes=+/-6.55)

Table 12: Clinical evidence profile. Comparison 2: Add-on low-dose clobazam versus add-on high-dose clobazam

2 (Conry 20089, serious’ no serious in- no serious no serious none 35/85 68/85 RR 0.51 392 fewer Yoo o) CRITICAL
Ng 2011) consistency indirectness imprecision (41.2%)  (80%) (0.39 to per 1000 MODERATE
0.68) (from 256
fewer to 488
fewer)
1 (Conry RCT serious' no serious in- no serious serious? none 32 36 - MD 125 ®DO0 CRITICAL
2009) consistency indirectness higher (65.3 LOW
to 194.7
higher)
1 (Ng 2011) RCT Nno Serious  No serious in- no serious serious® none 4/53 12/49 RR 0.31 169 fewer [CleTe) CRITICAL
risk of bias  consistency indirectness (7.5%) (24.5%) (0.11to per 1000 MODERATE
0.89) (from 27
fewer to 218
fewer)
1 (Ng 2011) RCT Nno Serious  No serious in- no serious no serious none 4/53 15/49 RR 0.25 230 fewer [CER) CRITICAL
risk of bias  consistency indirectness imprecision (7.5%) (30.6%)  (0.09 to per 1000 HIGH
0.69) (from 95
fewer to 279
fewer)

% of patients with reported severe side effects
2 (Conry 2009, RCT serious’ no serious in- no serious very seri- none 4/85 7185 RR 0.56 36 fewer per @000 CRITICAL
Ng 2011) consistency indirectness ous* (4.7%) (8.2%) (0.17 to 1000 (from VERY LOW

1.83) 68 fewer to
68 more)

CMortality

1 (Ng 2011) RCT Nno Sserious  No serious in- no serious very seri- none 0/53 0/49 RD 0.00 0 per 1000 ®D00 CRITICAL
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risk of bias  consistency indirectness ous® (0%) (0%) (-0.04 to (from 40
0.04) fewer to 40
more)
2 (Conry 2009, RCT serious’ no serious in- no serious serious® none 4/68 11/70 RR 0.38 97 fewer per  @®00 CRITICAL
Ng 2011) consistency indirectness (5.9%) (15.7%)  (0.13to 1000 (from LOW
1.13) 137 fewer to
20 more)
1 (Conry RCT serious’ no serious in- no serious serious® none 16/29 30/32 RR 0.59 384 fewer ®D00 IMPORTANT
2009) consistency indirectness (55.2%)  (93.8%) (0.42to per 1000 LOW
0.83) (from 159
fewer to 544
fewer)
1 (Conry RCT serious’ no serious in- no serious no serious none 13/29 30/32 RR 0.48 488 fewer [CeTe) IMPORTANT
2009) consistency indirectness imprecision (44.8%) (93.8%) (0.32to per 1000 MODERATE
0.72) (from 262
fewer to 637
fewer)

1 Serious risk of bias in the evidence contributing to the outcomes as per RoB 2

2 95% ClI crosses 1 MID (+/-0.5 x control group SD for mean reduction in drop attacks= +/- 114.5)
395% ClI crosses 1 MID (0.8)

4 95% ClI crosses 2 MIDs (0.8 and 1.25)

5 Absolute effect range crosses 2 absolute MIDs (10 more per 1000 and 10 fewer per 1000)

Table 13: Clinical evidence profile. Comparison 3: add-on felbamate versus placebo
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1 (Felbamate serious’ no serious in- no serious very seri- none 4/37 1/36 RR 3.89 80 more per @000 CRITICAL
study group consistency indirectness ous? (10.8%)  (2.8%) (0.46 to 1000 (from VERY LOW
1993) 33.17) 15 fewer to
894 more)
1 (Felbamate RCT serious’ no serious in- no serious very seri- none 5/28 0/22 RR 8.72 180 more @000 CRITICAL
study group consistency indirectness ous? (17.9%)  (0%) (0.51 to per 1000 VERY LOW
1993) 149.75) (from 20
more to 330
more)
1 (Felbamate RCT serious’ no serious in- no serious serious® none 7116 113 RR 5.69 361 more ®D00 CRITICAL
study group consistency indirectness (43.8%)  (7.7%) (0.8 to per 1000 LOW
1993) 40.51) (from 15
fewer to
1000 more)
1 (Felbamate RCT serious’ no serious in- no serious no serious none 37 36 - MD 31 lower ®®@0 CRITICAL
study group consistency indirectness imprecision (50 to to 11 MODERATE
1993) lower)
~ Mean change in frequency of atonic seizures (Better indicated by lowervalues)
1 (Felbamate RCT serious’ no serious in- no serious serious® none 28 22 - MD 37 lower @®®00 CRITICAL
study group consistency indirectness (72.24 to LOW
1993) 1.76 lower)
~ Mean change in frequency of generalised tonic-clonic seizures (Better indicated by lower values)
1 (Felbamate RCT serious’ no serious in- no serious no serious none 16 13 - MD 52 lower @®@®0 CRITICAL
study group consistency indirectness imprecision (82.04 to MODERATE
1993) 21.96 lower)
- Treatment cessation due to adverse drug effects
1 (Felbamate RCT serious' no serious in- no serious very none 1/37 1/36 RR 0.97 1 fewer per ®000 CRITICAL
study group consistency indirectness serious? (2.7%) (2.8%) (0.06 to 1000 (from VERY LOW
1993) 14.97) 26 fewer to
388 more)
CMortality
1 (Felbamate RCT serious’ no serious in- no serious very none 0/37 0/36 RD 0.00 0 per 1000 @®000 CRITICAL
study group consistency indirectness serious* (0%) (0%) (-0.05 to (from 50 VERY LOW
1993) 0.05) fewer to 50
more)
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1 (Felbamate serious’ no serious in- no serious serious® none MD 0.57 ®D00 IMPORTANT
study group consistency indirectness higher (0.24 LOW
1993) to 0.9 high-

er)
¥All seizures: atonic, tonic, generalised tonic-clonic, atypical absence, and complex partial

1 Serious risk of bias in the evidence contributing to the outcomes as per RoB 2

2 95% ClI crosses 2 MIDs (0.8 and 1.25)

395% ClI crosses 1 MID (1.25)

4 Absolute effect range crosses 2 absolute MIDs (10 more per 1000 and 10 fewer per 1000)
5 95% Cl crosses 1 MID (+/- 0.5 x SD in the control group for mean change in frequency of atonic seizures= +/- 6.5, for global outcome variable= +/-0.3425)

Table 14: Clinical evidence profile. Comparison 4: add-on rufinamide versus placebo

2 (Glauser RCT no serious  no serious in- no serious no serious none 30/102 9/94 RR 3.03 194 more OODD CRITICAL
2008, Ohtsuka risk of bias  consistency indirectness imprecision (29.4%)  (9.6%) (1.52to per 1000 HIGH
2014) 6.02) (from 50

more to 481

more)
1 (Glauser RCT no serious  no serious in- no serious no serious none 39/73 19/62 RR 1.74 227 more PODD CRITICAL
2008) risk of bias  consistency indirectness imprecision (53.4%) (30.6%) (1.13to per 1000 HIGH

2.68) (from 40
more to 515
more)
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1 (Glauser RCT no serious  no serious in- no serious very none 73 60 Median Median ®®00 CRITICAL
2008) risk of bias  consistency indirectness satous (range) (range) Low

reduction reduction in

in the the control

interven- group 1.4

tion group (-100 to -

-42.5 709.6),

(-100.0to  p<0.0001

1190.8)
1 (Ohtsuka RCT no serious  no serious in- no serious very none 28 28 Median Median ®®00 CRITICAL
2014) risk of bias  consistency indirectness serious? reduction reductionin  LOW

in inter- the control

vention group=

group= -3.6%,

-24.2% p=0.031
1 (Ohtsuka RCT no serious  no serious in- no serious very none 10 12 Mediap Mediap ) Selele) CRITICAL
2014) risk of bias  consistency indirectness SErteus? reduction  reductionin | oy

in the the control

interven- group=

tion -6.1%,

group= p=0.221

-63.1%
1 (Ohtsuka RCT Nno Serious  No serious in- no serious very none 2 10 Medlap Median in ®D00 CRITICAL
2014) risk of bias  consistency indirectness SEees reduction  control LOW

in inter- group=

vention 2.4%,

group= p=0.107

-57.4%

1 (Ohtsuka RCT no serious  no serious in- no serious serious® none 7/28 1/30 RR 7.5 217 more OO0 CRITICAL
(0.98 to per 1000
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risk of bias  consistency indirectness (25%) (3.3%) 57.16) (from 1 few- MODERATE
er to 1000
more)
2 (Glauser RCT no serious  no serious in- no serious serious® none 10/102 2/94 RR 4.76 80 more per  @DDO CRITICAL
2008, Ohtsuka risk of bias  consistency indirectness (9.8%) (2.1%) (1.07 to 1000 (from 1 MODERATE
2014) 21.23) more to 430
more)
2 (Glauser RCT no serious  no serious in- no serious no serious none 19/102 7/94 RR 2.79 133 more PODD CRITICAL
2008, Ohtsuka risk of bias  consistency indirectness imprecision (18.6%)  (7.4%) (1.31to per 1000 HIGH
2014) 5.92) (from 23
more to 366
more)

! Evidence downgraded by 2 as ranges are subjectively very wide
2 Evidence was downgraded by 2 as IQRs have not been reported and therefore the medians provided are subjectively very imprecise
3 The evidence was downgraded by 1 as the 95% CI crosses 1 MID (1.25)

Table 15: Clinical evidence profile. Comparison 5: add-on lamotrigine versus placebo

1 (Motte 1997) RCT serious' no serious in- no serious no serious none 26/79 14/90 RR 2.12 174 more [SeISTe) CRITICAL
consistency indirectness imprecision (32.9%) (15.6%) (1.19to per 1000 MODERATE
(from 30
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more to
429 more)
1 (Motte 1997) RCT serious’ no serious in- no serious very none 75 90 Median Median @000 CRITICAL
consistency indirectness serious? reductionin  reduction VERY LOW
intervention in control
group= group=
-34% -16%
p=0.01
1 (Motte 1997) RCT serious’ no serious in- no serious very none 3/79 7/90 RR 0.49 40 fewer @000 CRITICAL
consistency indirectness serious® (3.8%) (7.8%) (0.13to per 1000 VERY LOW
1.82) (from 68
fewer to
64 more)

1 Serious risk of bias in the evidence contributing to the outcomes as per RoB 2
2 Evidence was downgraded by 2 as IQRs have not been reported and therefore the medians provided are subjectively very imprecise
395% ClI crosses 2 MIDs (0.8 and 1.25)

Table 16: Clinical evidence profile. Comparison 6: add-on low-dose clobazam versus placebo

1 (Ng 2011) RCT no serious  no serious in- no serious serious’ none 23/53 18/57 RR 1.37 117 more SISITe) CRITICAL
risk of bias  consistency indirectness (43.4%) (31.6%) (0.84to per 1000 MODERATE
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2.24)

(from 51
fewer to 392
more)
1 (Ng 2011) RCT Nno Serious  No Serious in- no serious very none 4/53 2/57 RR 2.15 40 more per  ®@®00 CRITICAL
risk of bias  consistency indirectness serious? (7.5%) (3.5%) (0.41 to 1000 (from LOW
11.26) 21 fewer to
360 more)
1 (Ng 2011) RCT Nno serious  No Serious in- no serious very none 4/53 1/57 RR 4.3 58 more per  @®00 CRITICAL
risk of bias  consistency indirectness serious? (7.5%) (1.8%) (0.5to 1000 (from9 LOW
37.27) fewer to 636
more)
1 (Ng 2011) RCT Nno Serious  No Serious in- no serious very none 3/53 2/57 RR 1.61 21 more per  @®00 CRITICAL
risk of bias  consistency indirectness serious? (5.7%) (3.5%) (0.28 to 1000 (from LOW
9.28) 25 fewer to
291 more)
1 (Ng 2011) RCT no serious  no serious in- no serious very none 0/53 0/57 RD 0.00 0 per 1000 @00 CRITICAL
risk of bias  consistency indirectness serious?® (0%) (0%) (-0.03 to (from 30 LOW
0.03) fewer to 30
more)
- Treatment cessation due to adverse drug effects
1 (Ng 2011) RCT Nno Serious  No serious in- no serious very none 1/36 0/38 RR 3.16 30 more per  @®00 CRITICAL
risk of bias  consistency indirectness serious? (2.8%) (0%) (0.13 to 1000 (from LOW
75.2) 40 fewer to
100 more)

195% ClI crosses 1 MID (1.25)
2 95% ClI crosses 2 MIDs (0.8 and 1.25)
3 Absolute effect range crosses 2 absolute MIDs (10 more per 1000 and 10 fewer per 1000)

Table 17: Clinical evidence profile. Comparison 7: add-on medium-dose clobazam versus placebo
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1 (Ng 2011) RCT Nno Sserious  No Serious in- no serious serious’ none 34/58 18/57 RR 1.86 272 more [CleTe) CRITICAL
risk of bias  consistency indirectness (58.6%) (31.6%) (1.2to per 1000 MODERATE
2.88) (from 63
more to 594
more)
1 (Ng 2011) RCT Nno Serious  No serious in- no serious very none 7158 2/57 RR 3.44 86 more per  @®00 CRITICAL
risk of bias  consistency indirectness serious? (12.1%)  (3.5%) (0.75 to 1000 (from9 LOW
15.86) fewer to 521
more)
1 (Ng 2011) RCT Nno Serious  No serious in- no serious serious’ none 9/58 1/57 RR 8.84 138 more [CeTe) CRITICAL
risk of bias  consistency indirectness (15.5%)  (1.8%) (1.16 to per 1000 MODERATE
67.57) (from 3 more
to 1000
more)
1 (Ng 2011) RCT Nno serious  No Serious in- no serious very none 6/58 2/57 RR 2.95 68 more per  @®00 CRITICAL
risk of bias  consistency indirectness serious? (10.3%)  (3.5%) (0.62 to 1000 (from LOW
14) 13 fewer to
456 more)
CMortality
1 (Ng 2011) RCT no serious  no serious in- no serious very none 0/58 0/57 RD 0.00 0 per 1000 @00 CRITICAL
risk of bias  consistency indirectness serious?® (0%) (0%) (-0.03 to (from 30 LOW
0.03) fewer to 30
more)
- Treatment cessation due to adverse drug effects
1 (Ng 2011)1 RCT Nno Serious  No serious in- no serious very none 4/36 0/38 RR 9.49 110 more ®D00 CRITICAL
risk of bias  consistency indirectness serious? (11.1%)  (0%) (0.53 to per 1000 LOW
170.17) (from O to
220 more)

195% Cl crosses 1 MID (1.25)
295% ClI crosses 2 MIDs (0.8 and 1.25)
3 Absolute effect range crosses 2 absolute MIDs (10 more per 1000 and 10 fewer per 1000)
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Table 18: Clinical evidence profile. Comparison 8: add-on high-dose clobazam versus placebo

1 (Ng 2011) RCT no serious  No serious in- no serious no serious none 38/49 18/57 RR 2.46 461 more DODD CRITICAL
risk of bias  consistency indirectness imprecision (77.6%) (31.6%) (1.63to per 1000 HIGH
3.7) (from 199
more to 853
more)
1 (Ng 2011) RCT no serious  no serious in- no serious no serious none 12/49 2/57 RR 6.98 210 more [CEIS) CRITICAL
risk of bias  consistency indirectness imprecision (24.5%)  (3.5%) (1.64 to per 1000 HIGH
29.68) (from 22
more to
1000 more)
1 (Ng 2011) RCT no serious  no serious in- no serious no serious none 15/49 1/57 RR 17.45 289 more OODD CRITICAL
risk of bias  consistency indirectness imprecision (30.6%)  (1.8%) (2.39to per 1000 HIGH
127.38) (from 24
more to
1000 more)
1 (Ng 2011) RCT no serious  no serious in- no serious very seri- none 5/49 2/57 RR 2.91 67 more per  @®00 CRITICAL
risk of bias  consistency indirectness ous' (10.2%)  (3.5%) (0.59 to 1000 (from LOW
14.33) 14 fewer to
468 more)
1 (Ng 2011) RCT no serious  no serious in- no serious very seri- none  0/49 0/57 RD 0.00 0 per 1000 @300 CRITICAL
risk of bias  consistency indirectness ous? (0%) (0%) (-0.04 to (from 40 LOW
0.04) fewer to 40
more)
1 (Ng 2011) RCT no serious  no serious in- no serious no serious none 5/34 0/38 RR 12.26 150 more CODD CRITICAL
risk of bias  consistency indirectness imprecision (14.7%)  (0%) (0.7 to per 1000 HIGH

213.79) (from 20
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more to 270
more)

1 95% ClI crosses 2 MIDs (0.8 and 1.25)
2 Absolute effect range crosses 2 absolute MIDs (10 more and 10 fewer per 1000)

Table 19: Clinical evidence profile. Comparison 9: add-on topiramate versus placebo

1 (Sachdeo Nno Serious  No serious in- no serious no serious none 15/46 4/50 RR 4.08 246 more per DPDD CRITICAL
1999) risk of bias  consistency indirectness imprecision (32.6%)  (8%) (1.46 to 1000 (from 37 HiGH
11.39) more to 831
more)
1 (Sachdeo RCT Nno serious  Nno serious in- no serious very seri- none 5/46 0/50 RR 110 more per ®@D00 CRITICAL
1999) risk of bias  consistency indirectness ous' (10.9%)  (0%) 11.94 1000 (from 10  LOW

(0.68 to more to 200
210.06) more)

1 (Sachdeo RCT no serious  no serious in- no serious serious? none 11/46 5/50 RR2.39 139 more per [SleISTe) CRITICAL
1999) risk of bias  consistency indirectness (23.9%) (10%) (0.90 to 1000 (from 10  MODERATE
6.36) fewer to 290
more)
1 (Sachdeo RCT Nno Sserious  No serious in- no serious very seri- none 0/46 0/50 RD 0.00 0 per 1000 ®D00 CRITICAL
63

Epilepsies in children, young people and adults: evidence reviews for tonic or atonic seizures
FINAL (April 2022)



FINAL
Evidence review for effectiveness of antiseizure therapies in the treatment of tonic or atonic seizures

risk of bias  consistency indirectness (0%) (0%) (-0.04to  (from 40 fewer
0.04) to 40 more)
1 (Sachdeo RCT no serious  No serious in- no serious serious? none 9/46 3/50 RR 3.26 136 more per ADDO CRITICAL
1999) risk of bias  consistency indirectness (19.6%) (6%) (0.94 to 1000 (from 4 MODERATE
11.31) fewer to 619
more)

195% Cl crosses 2 MIDs (0.8 and 1.25)
2 The evidence was downgraded by 1 as the 95% CI crosses 1 MID (1.25)
3 Absolute effect range crosses 2 absolute MIDs (10 more per 1000 and 10 fewer per 1000)
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