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ABSTRACT

Background

This is an updated version of the Cochrane Review first published in 2014, and last updated in 2018.

For nearly 30% of people with epilepsy, seizures are not controlled by current treatments. Stiripentol is an antiepileptic drug (AED) that
was developed in France and was approved by the European Medicines Agency (EMA) in 2007 for the treatment of Dravet syndrome as an
adjunctive therapy with valproate and clobazam.

Objectives

To evaluate the efficacy and tolerability of stiripentol as add-on treatment for people with drug-resistant focal epilepsy who are taking
AEDs.

Search methods

For the latest update, we searched the following databases on 27 February 2020: Cochrane Register of Studies (CRS Web); and MEDLINE
(Ovid, 1946 to 26 February 2020). CRS Web includes randomised or quasi-randomised controlled trials from the Specialized Registers of
Cochrane Review Groupsincluding Epilepsy, Cochrane Central Register of Controlled Trials (CENTRAL), PubMed, Embase, ClinicalTrials.gov,
and the World Health Organization International Clinical Trials Registry Platform (ICTRP). We contacted Biocodex (the manufacturer of
stiripentol) and epilepsy experts to identify published, unpublished and ongoing trials.

Selection criteria

Randomised, controlled, add-on trials of stiripentol in people with drug-resistant focal epilepsy.

Data collection and analysis

Review authors independently selected trials for inclusion and extracted data. We investigated outcomes including 50% or greater
reduction in seizure frequency, seizure freedom, adverse effects, treatment withdrawal and changes in quality of life.

Main results

On the basis of our selection criteria, we included no new studies in the present review update. We included only one study from the
earlier review (32 children with focal epilepsy). This study adopted a responder-enriched design and found no clear evidence of a reduction
in seizure frequency (= 50% seizure reduction) (risk ratio (RR) 1.51, 95% confidence interval (CI) 0.81 to 2.82; low-certainty evidence) or
evidence of seizure freedom (RR 1.18, 95% Cl 0.31 to 4.43; low-certainty evidence) when add-on stiripentol was compared with placebo.

Stiripentol led to a greater risk of adverse effects considered as a whole (RR 2.65, 95% Cl 1.08 to 6.47; low-certainty evidence). When we
considered specific adverse events, confidence intervals were very wide and showed the possibility of substantial increases and small
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reductions in risks of neurological adverse effects (RR 2.65,95% Cl 0.88 to 8.01; low-certainty evidence) and gastrointestinal adverse effects
(RR 11.56, 95% CI 0.71 to 189.36; low-certainty evidence). Researchers noted no clear reduction in the risk of study withdrawal (RR 0.66,
95% CI1 0.30 to 1.47; low-certainty evidence), which was high in both groups (35.0% in add-on placebo and 53.3% in stiripentol group; low-
certainty evidence).

The external validity of this study was limited because only responders to stiripentol (i.e. patients experiencing a = 50% decrease in seizure
frequency compared with baseline) were included in the randomised, add-on, placebo-controlled, double-blind phase. Furthermore,
carry-over and withdrawal effects probably influenced outcomes related to seizure frequency. Very limited information derived from the
only included study shows that adverse effects considered as a whole seemed to occur significantly more often with add-on stiripentol
than with add-on placebo.

Authors' conclusions

We have found no new studies since the last version of this review was published. Hence, we have made no changes to the conclusions of
this update as presented in the initial review. We can draw no conclusions to support the use of stiripentol as add-on treatment for drug-
resistant focal epilepsy. Additional large, randomised, well-conducted trials are needed.

PLAIN LANGUAGE SUMMARY

Stiripentol as an add-on treatment for drug-resistant focal epilepsy
Background

Epilepsy is one of the more common chronic neurological disorders; it affects 1% of the population worldwide. A large proportion of these
people (up to 30%) continue to have seizures despite adequate therapy with antiepileptic drugs (AEDs), used singularly (as monotherapy)
orin combination (polytherapy). These individuals are regarded as having drug-resistant epilepsy. Stiripentol is an AED that was developed
in France and was approved in 2007 by the European Medicines Agency (EMA) as add-on therapy with valproate and clobazam for the
treatment of Dravet syndrome (a rare, drug-resistant epilepsy that begins in the first year of life in an otherwise healthy infant). This review
appraises evidence for the use of stiripentol as add-on treatment for drug-resistant focal epilepsy in individuals taking AEDs.

Results

On the basis of our review criteria, we included only one study in the review (32 children with focal epilepsy). This study adopted a
responder-enriched design and found no clear evidence of seizure reduction (= 50%) nor of seizure freedom with add-on stiripentol
compared with placebo. Add-on stiripentol led to greater risk of adverse effects considered as a whole (risk ratio (RR) 2.65, 95% confidence
interval (Cl) 1.08 to 6.47) compared with placebo. Generalisation of study results to a more widespread population is limited by the fact
that only responders to stiripentol (i.e. patients experiencing a decrease in seizure frequency of at least 50% compared with baseline)
were included in the randomised, add-on, placebo-controlled, double-blind portion of the study. Also, the very small sample size with
the correspondingly high dropout rate prevents generalisation of study results. Finally, because of the adopted design, carry-over and
withdrawal effects probably influenced outcomes related to seizure frequency.

Certainty of the evidence
We judged the included study to be at low to unclear risk of bias. Using GRADE methodology, we rated the certainty of the evidence as low.

Currently, no available evidence supports the use of stiripentol as add-on treatment for drug-resistant focal epilepsy. Large, randomised,
well-conducted trials on this topic are needed.

The evidence is current to February 2020.

Stiripentol add-on therapy for drug-resistant focal epilepsy (Review) 2
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SUMMARY OF FINDINGS

Summary of findings 1. Stiripentol compared with placebo for drug-resistant focal epilepsy

Stiripentol compared with placebo for drug-resistant focal epilepsy

Patient or population: people with drug-resistant focal epilepsy

Settings: community

Intervention: stiripentol

Comparison: placebo

Outcomes* Illustrative comparative risks** (95% Cl) Relative effect No. of partici- Certainty of the Comments
(95% CI) pants evidence
Assumed risk Corresponding risk (studies) (GRADE)
Placebo Stiripentol
=50% seizure re- 467 per 1000 705 per 1000 RR 1.51 (0.81t0 2.82) 32 000
duction (378 to 1000) (1)
low a,b
Seizure freedom 200 per 1000 236 per 1000 RR 1.18 (0.31t04.43) 32 ®POO
(62 to 886) (1)
low a,b
=1 adverse effect 267 per 1000 707 per 1000 RR 2.65 (1.08 t0 6.47) 32 ®POO
(288 to 1000) (1) low ab
Neurological ad- 200 per 1000 530 per 1000 RR 2.65 (0.88 t0 8.01) 32 DBOO
verse effects (176 to 1000) (1) low a,b
Gastrointestinalad- 0 eventsoccurredin 0 events occurred in the stiripen- RR11.56 (0.71to 32 ®POS
verse effects the placebo group tol group 189.36) (1) low a,b
(0to0)
Dropouts 533 per 1000 352 per 1000 RR 0.66 (0.30 to 1.47) 32 PO
(160 to 784) (1) low a,b

* Quality of life was not assessed in this study.
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**The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% Cl) is based on the as-
sumed risk in the comparison group and the relative effect of the intervention (and its 95% Cl) and is calculated according to the following formula: corresponding inter-
vention risk, per 1000 = 1000 x ACR x RR.

ACR: assumed control risk; Cl: confidence interval; RR: risk ratio

GRADE Working Group grades of evidence

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainy: we are moderately confident in the effect estimate; the true effect is likely to be close to the estimate of effect, but there is a possibility that it is sub-
stantially different.

Low certainty: we are moderately confident in the effect estimate; the true effect is likely to be close to the estimate of effect, but there is a possibility that it is substantially
different.

Very low certainty: we have very little confidence in the effect estimate; the true effect is likely to be substantially different from the estimate of effect.

aDowngraded once for risk of bias and once for imprecision (small sample size which is made even smaller with dropouts).
binformation is from only 1 small paediatric study. The main issues with this study are imprecision (small sample size which is made even smaller with dropouts) and applicability
(due to the high risk of carry-over effect).
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BACKGROUND

This is an updated version of the Cochrane Review first published
in 2014 (Brigo 2014), and last updated in 2018 (Brigo 2018)

Description of the condition

Epilepsy is one of the more common chronic neurological
disorders; it affects 1% of the population worldwide.

A large proportion of these people (up to 30%) continue to
have seizures despite adequate therapy with antiepileptic drugs
(AEDs), used singularly or in combination (Cockerell 1995; Granata
2009). These individuals are regarded as having drug-resistant
epilepsy. Although there is no universal definition of drug-resistant
epilepsy, most definitions refer to continued seizures despite
AED treatment, and the definition most often used encompasses
continued seizures despite frequent medication changes (French
2006).

Various criteria have been used to define drug-resistant epilepsy.
In 2010, an internationally accepted definition of drug-resistant
epilepsy was proposed by a Task Force of the International
League Against Epilepsy (ILAE) as "failure of adequate trials of
two tolerated, appropriately chosen and used AED schedules
(whether given as monotherapy or in combination) to achieve
sustained seizure freedom" (Kwan 2010). Standard drugs (e.g.
carbamazepine, phenytoin, valproate) do not control all patients’
seizures. Over the past 15 to 20 years, however, numerous newly
available AEDs have offered promise for the treatment of drug-
resistant epilepsy.

Seizures may occur within (and may rapidly engage) bilaterally
distributed networks (generalised seizures) or networks limited
to one hemisphere and are discretely localised or more widely
distributed (focal seizures) (Berg 2010).

In this review, we aimed to investigate the efficacy and tolerability
of add-on stiripentol in people with focal drug-resistant epilepsy.

Description of the intervention

Stiripentol is an AED that was developed in France and approved
in 2007 by the European Medicines Agency (EMA) for the treatment
of Dravet syndrome as adjunctive therapy with valproate and
clobazam (Chiron 2007).

The safety profile of stiripentol is good, with most adverse
events related to a significant increase in plasma concentrations
of valproate and clobazam after the addition of stiripentol
(Perez 1999). Adverse events include drowsiness, ataxia, nausea,
abdominal pain and loss of appetite with weight loss.
Asymptomatic neutropenia is occasionally observed (Chiron 2007).

How the intervention might work

Stiripentol is structurally unrelated to any other marketed
AED. An effect of stiripentol pertaining to gamma-aminobutyric
acid (GABA), which has been demonstrated in vitro (Quilichini
2006), is probably due to allosteric modulation of the GABA-
A receptor (Fisher 2009). The efficacy of stiripentol could
therefore be related to potentiation of GABAergic inhibitory
neurotransmission (Quilichini 2006), and enhancement of the
action of benzodiazepines (Fisher 2009). In humans, stiripentol
also inhibits cytochrome P450 enzymes (CYP) in the liver,

resulting in increased plasma concentrations of concomitant AEDs
metabolised by CYP (Chiron 2005). In patients affected by severe
myoclonic epilepsy in infancy, now usually known as Dravet
syndrome, such a pharmacokinetic interaction particularly applies
to clobazam (Giraud 2006).

Why it is important to do this review

To date, no studies have systematically reviewed the literature on
the role of stiripentol as treatment for focal drug-resistant epilepsy;
thus its use in conditions other than Dravet syndrome remains to
be evaluated.

In this systematic review, we aimed to assess and summarise
existing evidence regarding the efficacy and adverse effects of
stiripentol as add-on treatment for people with drug-resistant focal

epilepsy.
OBJECTIVES

To evaluate the efficacy and tolerability of stiripentol as add-on
treatment for people with drug-resistant focal epilepsy who are
taking AEDs.

METHODS

Criteria for considering studies for this review
Types of studies

We included studies that met the following criteria.

« Randomised controlled trials (RCTs)
» Double-blind, single-blind or unblinded trials

We decided to include only the above types of studies, as they
are considered to provide the most effective means of evaluating
benefits and risks of treatment (Strauss 2005).

We excluded all other study designs, including cohort studies,
cross-over studies, case-control studies, outcomes research, case
studies, case series and expert opinions.

We analysed different treatment groups and controls separately.
We applied no language restrictions.

Types of participants

We considered people with focal epilepsy defined according to
ILAE criteria (International League Against Epilepsy 1989). We
considered participants regardless of age, sex and ethnicity,
including children with disabilities. As no definition of drug-
resistant epilepsy has been universally accepted, for the purposes
of this review we included all trials conducted to assess stiripentol
in drug-resistant epilepsy, however it was defined, but we noted
which definition was used. If possible, on the basis of rough
data we considered individuals to be affected by drug-resistant
epilepsy as defined by Kwan 2010. We excluded those affected by
Dravet syndrome, as another systematic review of ours specifically
assesses the role of stiripentol in this epileptic condition (Brigo
2013).

Stiripentol add-on therapy for drug-resistant focal epilepsy (Review)
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Types of interventions

« Active treatment group received stiripentol, in addition to
conventional AED treatment

« Control group received no treatment, and matching add-on
placebo or another AED was used as a comparator

Types of outcome measures

For each outcome, we performed an intention-to-treat primary
analysis to include all participants in the treatment group to which
they were allocated, irrespective of the treatment they actually
received.

Primary outcomes

« Fifty per cent or greater reduction in seizure frequency:
proportion of participants with at least a 50% reduction in
seizure frequency at the end of the study compared with the pre-
randomisation baseline period

o Seizure freedom: proportion of participants achieving total
cessation of seizures. We used the most current ILAE-proposed
definition of seizure freedom: no seizures of any type for 12
months, or three times the longest (pre-intervention) seizure-
free interval, whichever is longest (Kwan 2010)

Secondary outcomes

« Adverse effects
* Proportion of participants who experienced at least one
adverse effect
* Proportion of participants who experienced individual
adverse effects (to be listed separately)
« Proportion of dropouts or withdrawals due to adverse effects,
lack of efficacy or other reasons
« Improvement in quality of life as assessed by validated and
reliable rating scales (e.g. Quality of Life In Epilepsy (QOLIE-31))

Search methods for identification of studies
Electronic searches

Searches were run for the original review in May 2012. Subsequent
searches were run in August 2013, August 2015 and August 2017.
For the latest update, we searched the following databases on 27
February 2020.

« Cochrane Register of Studies (CRS Web), using the search
strategy set out in Appendix 3

« MEDLINE (Ovid, 1946 to 26 February 2020), using the search
strategy set outin Appendix 1

CRS Web includes randomised or quasi-randomised controlled
trials from PubMed, Embase, ClinicalTrials.gov, the World Health
Organization International Clinical Trials Registry Platform (ICTRP),
the Cochrane Central Register of Controlled Trials (CENTRAL), and
the Specialized Registers of Cochrane Review Groups including

Epilepsy.
We imposed no language restrictions.

Searching other resources

We contacted the manufacturers of stiripentol (Biocodex)
(contacted by email on 31 May 2012, on 13 August 2015 and on 22
August 2017) and experts in the field (contacted by email on 31 May

2012, on 13 August 2015 and on 22 August 2017) for information
about unpublished or ongoing studies. We reviewed the reference
lists of retrieved studies to search for additional reports of relevant
studies. We also considered conference proceedings of the ILAE.

Data collection and analysis

We did not implement intended methods for assessing
heterogeneity, reporting biases, synthesising data and performing
subgroup and sensitivity analyses found in the protocol of this
systematic review because of the low number of studies (Brigo
2012). In case future review updates identify more than one study,
we may conduct data analyses referring to methods reported in
the previously published protocol of the present systematic review
(Brigo 2012).

Selection of studies

Two review authors (FB and SCI) independently screened titles and
abstracts of all publications identified by the searches to assess
their eligibility. At this stage, we excluded publications that did not
meet inclusion criteria. After screening, we assessed the full-text
articles of potentially eligible citations for inclusion. We reached
consensus on selection of trials and on the final list of studies. We
resolved disagreements by discussion.

Data extraction and management

Two review authors (FB and SCI) independently extracted the
following characteristics of each included trial from the published
reports, when possible. We used data extraction forms and resolved
disagreements by mutual agreement. We recorded the rawest
form of data, when possible. In the case of missing or incomplete
data, we contacted the principal investigators of included trials to
request the required additional information.

Participant factors

« Age

« Sex

« Epileptic seizure type and epilepsy syndrome
« Causes of epilepsy

« Duration of epilepsy

« Number of seizures or seizure frequency before randomisation
« Presence of status epilepticus

« Numbers and types of AEDs previously taken
» Concomitant AEDs

« Presence of neurological deficit/signs

« Neuropsychological status

« Electroencephalographic (EEG) findings

» Neuroradiological findings (computed tomography
magnetic resonance imaging (MRI))

(cm),

Trial design

« Criteria used to diagnose epilepsy
« Definition of drug-resistant or refractory epilepsy

« Trialdesign (i.e. RCT, parallel group or cross-over, single-blinded
or double-blinded)

« Inclusion and exclusion criteria
« Method of randomisation
« Method of allocation concealment

Stiripentol add-on therapy for drug-resistant focal epilepsy (Review)
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« Method of blinding
« Stratification factors
« Number of participants allocated to each group

« Duration of different phases of the trial (baseline, titration,
maintenance and optional open-label extension (if any))

Intervention and control

« Intervention given to controls
« Dosage of stiripentol
« Duration of treatment period

Follow-up data

« Duration of follow-up
« Reasons forincomplete outcome data
« Dropout or loss to follow-up rates

« Methods of analysis (e.g. intention-to-treat, per-protocol, worst-
case or best-case scenario)

Primary outcomes

« Fifty per cent or greater reduction in seizure frequency:
proportion of participants with at least 50% reduction in
seizure frequency at the end of the study (numerator)/
number of participants at pre-randomisation baseline period
(denominator)

« Seizure freedom: proportion of participants achieving total
cessation of seizures (numerator)/number of participants at pre-
randomisation baseline period (denominator)

Secondary outcomes

« Incidence of adverse effects of any type: numbers of adverse
effects (numerator)/total number of participants at pre-
randomisation baseline period (denominator)

Assessment of risk of bias in included studies

Two review authors (FB and NLB) assessed risk of bias of each trial
according to approaches described in the Cochrane Handbook for
Systematic Reviews of Interventions (Higgins 2011). We assigned risk
of bias as yes (low risk of bias), no (high risk of bias) or unclear
(uncertain risk of bias).

We evaluated the following characteristics.

« Random sequence generation (selection bias)

« Allocation concealment (selection bias)

« Blinding of participants and personnel (performance bias)
« Blinding of outcome assessment (detection bias)

« Incomplete outcome data

« Selective reporting (reporting bias)

« Other bias (including outcome reporting bias)

Measures of treatment effect

For dichotomous outcomes, we extracted the number of
participants in each arm who experienced the outcome of interest.
Data for our chosen outcomes were dichotomous, and our
preferred outcome statistic was the risk ratio (RR), calculated with
uncertainty in each trial, expressed with 95% confidence intervals
(Cls).

Dealing with missing data

For each outcome, we performed an intention-to-treat primary
analysis to include all participants in the treatment group to which
they were allocated, irrespective of the treatment they actually
received.

Assessment of heterogeneity

As only one study satisfied ourinclusion criteria, we did not perform
an assessment of heterogeneity.

If we had included more than one study, we would have assessed
heterogeneity as follows.

For each outcome, we would have made an intention-to-treat
primary analysis in order to include all patients in the treatment
group to which they were allocated, irrespective of the treatment
they actually received. We would have tested heterogeneity of the
intervention effects among trials using the standard Chi? statistic (P
value) and the I? statistic. We would have evaluated homogeneity
among trial results using a standard Chi? test and we would have
rejected the hypothesis of homogeneity if the P value was less than
0.10.

Our interpretation of I* for heterogeneity would have been as
follows.

+ 0% to 40%: may not be important

+ 30% to 60%: represents moderate heterogeneity

+ 50% to 90%: represents substantial heterogeneity

+ 75% to 100%: represents considerable heterogeneity

We would have combined trial outcomes to obtain a summary
estimate of effect (and the corresponding Cls) using a fixed-effect
model unless there had been significant heterogeneity (that is I?
> 75%). If there had been substantial heterogeneity we planned
to explore the contributing factors for heterogeneity. If there was
substantial heterogeneity that could not readily be explained we
would have used a random-effects model.

We would have assessed possible sources of heterogeneity (for
example clinical heterogeneity, methodological heterogeneity or
statistical heterogeneity) by using sensitivity analysis as described
below.

Assessment of reporting biases

As only one study satisfied our inclusion criteria, we did not carry
out an analysis of reporting biases.

If we had included more than one study, we would have assessed
reporting bias as follows (Brigo 2012).

We would have used a funnel plot to detect reporting biases when
sufficient numbers of studies (10 or more) were available. There
are several possible sources of funnel plot asymmetry (publication
bias, language bias, citation bias, poor methodological quality, true
heterogeneity, etc.) and we would have analysed them according
to the trials.

Data synthesis

As only one study satisfied ourinclusion criteria, we did not perform
a meta-analysis.
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If we had included more than one study, we would have synthesised
data as follows.

Provided we thought it clinically appropriate, and we found no
important clinical and methodological heterogeneity, we would
have planned to synthesise the results in a meta-analysis.

We would have synthesised data on all seizures and also according
to seizure type. We would have analysed different treatments and
controls separately, including no treatment and placebo together.
We would have used Review Manager 5 to combine trial data.

Subgroup analysis and investigation of heterogeneity

Aseligible data were limited, we did not perform subgroup analysis.

As per protocol, we planned no subgroup analysis to further
investigate heterogeneity (Brigo 2012).

Sensitivity analysis

As eligible data were limited, we did not perform a sensitivity
analysis.

If we had included more than one study, we would have performed
sensitivity analysis as follows.

In the case of residual unexplained heterogeneity, we would
have evaluated the robustness of the results of the meta-analysis
by comparing fixed-effect and random-effects model estimates,
removing trials with low methodological quality or excluding trials
with large effect size. We would have also used the worst-case
and best-case scenarios whenever possible. If the conclusions we
observed remained unchanged, then we would have considered
the evidence to be robust.

Summary of findings and assessment of the certainty of the
evidence

We used GRADE quality assessment criteria in the Summary of
findings 1, including all outcomes assessed in this review (Guyatt
2008).

RESULTS

Description of studies

See Characteristics of included studies and Characteristics of
excluded studies.

The only included trial—Chiron 2006—used a responder-enriched
design, whereby participants responding to stiripentol during a
pre-randomisation baseline phase were randomly assigned to
continue stiripentol or to have it withdrawn. This trial therefore
compared the effects of continuing versus withdrawing stiripentol.
We only included data from the randomised, double-blind, add-on,
placebo-controlled portion of the trial in the present review.

Results of the search

The update of searches for this review yielded two results
(Cochrane Register of Studies (CRS Web) (0); MEDLINE 1946 to 26
February 2020 (2)). We found no duplicates. After removing one
obviously irrelevant item, we identified one article for possible
inclusion. On further evaluation of title and abstract, we also
excluded this article as it did not meet the inclusion criteria (Figure
1). Hence, review authors found no additional studies for inclusion
in this updated version of this review. In the previous versions of
this review (Brigo 2014; Brigo 2015; Brigo 2018), we identified one
study that met our inclusion criteria (Chiron 2006).
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Figure 1. Study flow diagram. The results shown in this figure include the original searches conducted for the
review and all subsequent updates.
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Included studies
Chiron 2006

Investigators in Chiron 2006 aimed to study stiripentol as add-
on therapy to carbamazepine for childhood focal epilepsy by
adopting a responder-enriched design. Participants were 32
children with focal epilepsy. All included participants were defined
as "refractory to the usual antiepileptic drugs (including valproate,
carbamazepine, benzodiazepines and phenytoin), as well as to
vigabatrin". Presence of drug-resistant epilepsy was not, however,
specified among the inclusion criteria. The study included 18 boys
(seven in the stiripentol group and 11 in the add-on placebo group)
and 14 girls (10 in the stiripentol group and four in the add-
on placebo group). Mean age was 8 + 3 years (mean * standard
deviation) among participants in the stiripentol group and 10.4 +
3.4 years in the add-on placebo group.

The first study period consisted of a one-month baseline with
a single-blind, add-on placebo. The second period was a four-
month open phase with open, add-on stiripentol. These first two
study periods adopted a non-randomised before-after design. At
the end of this open phase, responders (defined as participants
with at least a 50% decrease in seizure frequency during the open
period versus baseline) were randomly assigned to stiripentol or
to add-on placebo for a two-month, double-blind period. Then all
participants received long-term open stiripentol.

The following criteria were required for patients to be included in
the baseline period: (1) focal seizures; (2) receiving carbamazepine
as co-medication, with a benzodiazepine (clobazam or
clonazepam) or vigabatrin, or both, administered in association;
and (3) receiving at least 400 mg/day of carbamazepine.
Participants had to be responders (i.e. experiencing = 50% decrease
in seizure frequency during the third month of the open period
versus baseline) in the open phase to be eligible for randomisation.
Researchers did not include participants receiving other drugs or
those whose parents were unable to comply regularly with drug
delivery and daily seizure diaries.

Investigators reported neither conflicts of interest nor study
sponsors.

Excluded studies

None of the articles obtained by the updated search strategy
appeared to meet the eligibility criteria (see Results of the search);
we therefore considered them not relevant.

In the previous versions of this review—Brigo 2014, Brigo 2015
and Brigo 2018—we excluded three studies as they were non-
randomised trials (Loiseau 1988; Perez 1999; Rascol 1989). These
studies adopted an uncontrolled before-after design. Chiron 2000,
published as a conference proceeding, provided preliminary results
(interim analyses) of the study of Chiron 2006, which was published
afewyearslateras anin extenso paper presenting definitive results;
we included it in the present review. The other excluded study
was a randomised, double-blind, parallel-group trial that evaluated
the efficacy of stiripentol as add-on therapy to carbamazepine
versus carbamazepine monotherapy in individuals with epilepsy
uncontrolled by carbamazepine monotherapy (Loiseau 1990). We
excluded this study because it did not clearly specify whether
patients with focal epilepsy were included. Moreover, this study
was conducted in individuals with epilepsy "uncontrolled by

carbamazepine monotherapy": most available definitions of drug-
resistant epilepsy require failure of at least two AEDs for such
a diagnosis (Berg 2006). As a consequence, we did not consider
participants in this study as affected by drug-resistant epilepsy,
even when we applied the internationally accepted definition of
drug-resistant epilepsy: failure of adequate trials of two tolerated,
appropriately chosen and used AED schedules (whether given
as monotherapy or in combination) to achieve sustained seizure
freedom (Kwan 2010).

Risk of bias in included studies

See Characteristics of included studies.

Allocation

Researchers in Chiron 2006 used a computer-generated list to
randomly assign participants, and a pharmacist dosed the tablets,
to ensure that investigators were blinded (low risk of selection
bias).

Blinding

Study authors described the second part of the trial as double-
blinded (low risk of performance bias). Each participant received
tablets of both stiripentol and "placebo of stiripentol" and tablets
of both carbamazepine and "placebo of carbamazepine", and a
pharmacist prepared the individual tablets (low risk of selection
bias). Part of the carbamazepine schedule was administered as
"open carbamazepine"; however, the dose could be decreased
when necessary.

Incomplete outcome data

Investigators reported the number of dropouts and specified
reasons for dropout. Although these reasons were similar among
participants in the two groups, and despite the fact that strict
escape criteria were specifically required for a responder-enriched
design, the number of dropouts in both arms (add-on stiripentol
and placebo) was high and far exceeded 20% (53.3 versus 35.3)
(high risk of attrition bias).

Selective reporting

Published reports included all expected outcomes (low risk of
reporting bias).

Other potential sources of bias

Through its responder-enriched design, this study conducted
a primary efficacy evaluation of an enriched population of
participants, as the result of random assignment only of
participants who responded to open-label treatment (high risk of
selection bias).

This trial used as a primary endpoint the number of participants
who met the escape criteria during the double-blind period,
defined as (1) increased seizure frequency during the double-
blind period compared with the pre-randomisation period; (2)
significantly increased seizure severity during the double-blind
period compared with the open period; and (3) status epilepticus
during the double-blind period. However, this study provided
individual participant data only for the randomised, double-blind
portion of the trial, thus allowing us to include this information in
the present review.
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Length of follow-up for the randomised, double-blind study (only
two months) was not adequate for evaluation of a change in seizure
frequency.

Effects of interventions

See: Summary of findings 1 Stiripentol compared with placebo for
drug-resistant focal epilepsy

Add-on stiripentol versus add-on placebo

See Summary of findings 1

We found one study that compared add-on stiripentol with
add-on placebo and recruited 32 participants (Chiron 2006).
As outlined under Description of studies above, this trial used
a responder-enriched design, whereby participants responding
to stiripentol during a pre-randomisation baseline phase were
randomly assigned to continue stiripentol or to have it withdrawn.
This trial therefore compared the effects of continuing versus
withdrawing stiripentol.

Primary outcomes

See Data and analyses.

Fifty per cent or greater reduction in seizure frequency, and seizure
freedom

No clear evidence showed a reduction in seizure frequency (= 50%
seizure reduction) (RR 1.51, 95% CI 0.81 to 2.82; Analysis 1.1) nor
occurrence of seizure freedom (RR 1.18,95% CI 0.31 to 4.43; Analysis
1.2) when add-on stiripentol was compared with placebo, although
a non-significant trend favouring add-on stiripentol was reported
for both outcomes. In the add-on placebo group, 4 out of 15
participants experienced worsening of seizure frequency compared
with the baseline period.

Secondary outcomes

See Data and analyses.

Adverse effects

Add-on stiripentol led to greater risk of adverse effects considered
as a whole (RR 2.65, 95% CI 1.08 to 6.47) when compared
with placebo (Analysis 1.3). When we considered specific adverse
events, confidence intervals were very wide and included the
possibility of substantial increases and small reductions in risk of
neurological adverse effects (RR 2.65, 95% Cl 0.88 to 8.01; Analysis
1.4); or gastrointestinal adverse effects (RR 11.56, 95% Cl 0.71 to
189.36; Analysis 1.5).

Proportion of dropouts or withdrawals due to side effects, lack of
efficacy or other reasons

We noted no clear reduction in the risk of study withdrawal (RR
0.66, 95% Cl 0.30 to 1.47), which was high in both groups (35.0%
in add-on placebo and 53.3% in stiripentol group) (Analysis 1.6).
Eight participants in the add-on placebo group (35.3%) dropped
out because of loss of response (seven for an increase in seizure
frequency and one for an increase in seizure severity), and four
experienced worsening compared with baseline. Six participants
in the stiripentol group (53.3%) dropped out (five because of an
increase in seizure frequency and one for an increase in seizure
severity).

Improvement in quality of life as assessed by validated and reliable
rating scales

The included study did not assess this outcome.
DISCUSSION

This review aimed to assess the efficacy and tolerability of
stiripentol as add-on treatment for drug-resistant epilepsy.

In this updated version of the systematic review, we identified no
additional studies for inclusion. Hence we have made no changes
to the conclusions of this update as presented in the initial review
(Brigo 2014); and in the updated versions (Brigo 2015; Brigo 2018).

Summary of main results

We included only one study, which we identified in the first
version of this review (Chiron 2006). This study adopted a
responder-enriched design. Although all included participants
were "refractory to the usual antiepileptic drugs (including
valproate, carbamazepine, benzodiazepines and phenytoin), as
well as to vigabatrin as a new drug", the presence of drug-
resistant epilepsy was not considered among the inclusion criteria.
Furthermore, investigators did not provide a definition of refractory

epilepsy.

The only study we included in the present review found no
clear evidence of seizure reduction (= 50%) or of seizure freedom
with add-on stiripentol compared with placebo. Add-on stiripentol
led to greater risk of adverse effects considered as a whole
compared with placebo; however we are uncertain of this effect,
because the results are imprecise. We found no clear difference in
neurological adverse effects and in gastrointestinal adverse effects
between add-on stiripentol and placebo, although the included
study showed a non-significant trend toward more frequent
adverse effects after add-on stiripentol. The study showed no
clear differences in the proportion of dropouts between add-on
stiripentol and add-on placebo, although with a trend toward
increased dropouts among add-on placebo participants.

Overall completeness and applicability of evidence

Despite an overall low risk of bias, the responder-enriched design
of the included trial raises several ethical and methodological
concerns. This design shifts the focus to a participant subgroup
when accumulating data suggest greatest benefit for that
subgroup. Only the second portion of this study met the inclusion
criteria of the systematic review (randomised, add-on, placebo-
controlled, double-blind trial), whereas the first portion of the
study adopted a non-randomised, before-after design. Inclusion of
responders to add-on stiripentol alone (i.e. those experiencing a =
50% decrease in seizure frequency during the third month of the
open period versus baseline) in the second portion of the study may
severely reduce the external validity of the results, limiting their
generalisation to a more widespread population. This study design
has therefore resulted in a primary efficacy evaluation of a highly
selected 'enriched' population of participants as a result of random
assignment only of those who responded to open-label treatment
(high risk of selection bias).

Furthermore, a responder-enriched design carries the risk of a
carry-over effect in the add-on placebo group. A carry-over effect
occurs when the effects of an intervention given during one period
persist into a subsequent period, thus interfering with the effects
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of a different subsequent intervention. Risk of a carry-over effect
in the add-on placebo group of the included study seems to be
high, because in the add-on placebo group, add-on stiripentol was
withdrawn over three weeks (a long period, especially given that
the overall length of the randomised, double-blind portion of the
trial was only two months). Furthermore, investigators included
no washout period during the randomised, double-blind phase, to
reduce the carry-over effect. As a consequence, it is likely that a
carry-over effect may have influenced outcomes related to seizure
frequency in the included study, with possible reduction in seizure
frequency in the add-on placebo group. Conversely, a responder-
enriched design carries the risk of a withdrawal effect secondary
to withdrawal of add-on stiripentol in the add-on placebo group
during the randomised add-on placebo-controlled phase of the
trial. The withdrawal effect may be responsible for an increase in
seizure frequency (which, unlike reduction in seizure frequency,
becomes a relevant endpoint within such a study design). This
should be carefully taken into account when strict escape criteria
are defined, to prevent exposure of participants in the add-on
placebo group to seizures that may become more severe or more
prolonged and may even evolve into status epilepticus. Regarding
this last aspect, it is noteworthy to consider that in both the add-
on stiripentol and add-on placebo arms the percentage of dropouts
was extremely high as the result of an increase in seizure frequency
or severity.

Length of follow-up for the randomised, double-blind study (only
two months) was probably inadequate to permit evaluation of
changes in seizure frequency.

Additional research is needed to assess the efficacy and tolerability
of add-on stiripentol for treatment of drug-resistant focal epilepsy.
Future studies should be randomised and double-blinded, should
aim to recruit a sufficiently large number of participants and should
assess clinically meaningful outcome measures, while adopting
an internationally accepted definition of drug-resistant epilepsy
(Kwan 2010).

Certainty of the evidence

We are prevented from generalisation of study results to a more
widespread population by the fact that only responders to add-
on stiripentol (i.e. those experiencing a = 50% decrease in seizure
frequency versus baseline) were included in the randomised, add-
on, placebo-controlled, double-blind portion of the study. Also,
the very small sample size with correspondingly high dropout
rates prevents generalisation of study results. Finally, because of

the adopted design, carry-over and withdrawal effects probably
influenced outcomes related to seizure frequency. Using the GRADE
methodology, we rated the certainty of the evidence as low.

Agreements and disagreements with other studies or
reviews

No other studies or reviews on the same topic have been published
so far.

AUTHORS' CONCLUSIONS

Implications for practice

We have found no new studies since the last version of this
review and we have therefore made no changes in this update
to conclusions as presented in the initial review. Currently, no
available evidence supports use of add-on stiripentol for treatment
of drug-resistant focal epilepsy. Although we derived very limited
information from only one included study, investigators noted that
adverse effects considered as a whole seemed to occur significantly
more frequently with add-on stiripentol than with add-on placebo.

Implications for research

Additional research is needed to assess the efficacy and tolerability
of add-on stiripentol for treatment of drug-resistant focal epilepsy.
Future research should consist of randomised, double-blind studies
and should aim to recruit sufficiently large numbers of participants
and assess clinically meaningful outcome measures. Investigators
should avoid a responder-enriched design because of the risk of
carry-over and withdrawal effects in the add-on placebo group,
and because of the reduced external validity of this study design.
Furthermore, they should adopt the internationally accepted
definition of drug-resistant epilepsy.
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Study characteristics

Methods

Controlled trial using a responder-enriched design

First 2 study periods adopted a non-randomised before-after design

Second portion of the trial adopted a randomised, placebo-controlled, double-blind, parallel design

Only the second portion of this responder-enriched trial was included

Participants

Individuals who were responders when taking add-on stiripentol during a pre-randomisation baseline

period were randomly assigned to continue add-on stiripentol or to add-on placebo. All participants
who entered the preceding study were children with focal epilepsy. 32 participants were randomly as-
signed: 17 to add-on stiripentol and 15 to add-on placebo

Add-on stiripentol group: 7 male, 10 female (total 17 participants); age: 8 + 3 years (mean + standard

deviation)

Add-on placebo group: 11 male, 4 female (total 15 participants); age: 10.4 + 3.4 years

Inclusion criteria for baseline period

« Focal seizures

» Receiving carbamazepine as co-medication, with a benzodiazepine (clobazam or clonazepam) and/
or vigabatrin administered in association

+ Receiving 2400 mg/d of carbamazepine

Inclusion criteria for randomised, placebo-controlled, double-blind, trial
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Chiron 2006 (continued)

Participants had to be responders (i.e. 2 50% decrease in seizure frequency during third month of open
period vs baseline) to be eligible for randomisation

Exclusion criteria for baseline period

Participants receiving other drugs and those whose parents were unable to comply regularly with
drug delivery and daily seizure diary

Exclusion criteria during double-blind period

Increase in seizure frequency during double-blind period compared with pre-randomisation period;
participant should drop out on the day that the number of seizures during the double-blind period
reached that of the baseline period (normalised to 30 days)

Significant increase in seizure severity during double-blind vs open period (seizures more prolonged
or cyanotic, or secondarily generalised, or resulting in a fall or a postictal deficit)

Status epilepticus during double-blind period

Interventions « Add-on stiripentol vs add-on placebo
« First study period was a 1-month baseline with single-blind add-on placebo
» Second period was a 4-month open phase with open add-on stiripentol
*  First 2 study periods adopted a non-randomised before-after design
» At end of open phase, responders were randomly assigned to add-on stiripentol or add-on placebo
for a 2-month double-blind period
* At baseline, add-on placebo was added to current dose of carbamazepine (dose 1), which had not
been modified during baseline. During open period, 50 mg/kg/d of add-on stiripentol replaced
add-on placebo from the first day, twice daily, whereas the carbamazepine dose was decreased by
50% (dose 2). After 1 month of the open period, if a few seizures persisted and tolerability was ac-
ceptable, add-on stiripentol dose was increased for the next 3 months according to minimum plas-
ma concentration which was measured at steady state 2 weeks earlier: up to 90 mg/kg/d if plasma
concentration of add-on stiripentol < 10 mg/L, and up to 75 mg/kg/d if 10 < plasma concentration
of add-on stiripentol < 15 mg/L, but no increase if plasma concentration of add-on stiripentol > 15
mg/L. At randomisation, add-on stiripentol or add-on placebo was administered double-blind at
the same dose as was administered during the last 3 months of the open period
* In the add-on placebo group, add-on stiripentol was withdrawn over 3 weeks, whereas carba-
mazepine dose was increased to dose 1 by progressive escalation each week. In the add-on
stiripentol group, doses of add-on stiripentol and carbamazepine remained unchanged.
+ Length of follow-up for randomised double-blind phase was 2 months
Outcomes « Primary endpoint: number of participants meeting escape criteria during the double-blind period (see
'Exclusion criteria during the double-blind period' under the section 'Participants’')
« Secondary endpoint: percentage change in seizure frequency during second month of the dou-
ble-blind period vs baseline
Notes « Trial was conducted at a single centre (France)
« All participants were refractory to the usual antiepileptic drugs (including valproate, carbamazepine,
benzodiazepines and phenytoin), as well as to vigabatrin as a new drug
« Presence of refractory epilepsy was not considered among inclusion criteria
« No definition of refractory epilepsy was provided
« Conflicts of interest or study sponsor was not reported
Risk of bias
Bias Authors' judgement  Support for judgement
Random sequence genera-  Low risk Participants were randomly assigned by a computer-generated list

tion (selection bias)
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Allocation concealment
(selection bias)

Low risk Central allocation (pharmacy-controlled randomisation). "Each patient re-
ceived tablets of both stiripentol and "placebo of stiripentol" and tablets of
both carbamazepine and "placebo of carbamazepine". "Individual tablets
were prepared by the pharmacist"

Blinding of participants
and personnel (perfor-
mance bias)
All outcomes

Low risk Second part of the trial was defined as “double blind”. "Each patient received
tablets of both stiripentol and "placebo of stiripentol" and tablets of both car-
bamazepine and "placebo of carbamazepine". "Individual tablets were pre-
pared by the pharmacist"

Blinding of outcome as-
sessment (detection bias)
All outcomes

Low risk "Each patient received tablets of both stiripentol and "placebo of stiripentol"
and tablets of both carbamazepine and "placebo of carbamazepine". "Individ-
ual tablets were prepared by the pharmacist"

Incomplete outcome data
(attrition bias)
All outcomes

High risk Numbers of dropouts from each group were reported, along with reasons
for dropout. However, number of dropouts in both arms was high (add-on
stiripentol and add-on placebo) (53.3% vs 35.3%)

Selective reporting (re- Low risk Study protocol is not available, but published reports include all expected out-
porting bias) comes
Other bias High risk Through its responder-enriched design, this study resulted in a primary effica-

cy evaluation of an enriched population of participants, as a result of random
assignment only of those who responded to open-label treatment (high risk of
selection bias). High risk of carry-over and withdrawal effects

Characteristics of excluded studies [ordered by year]

Study

Reason for exclusion

Loiseau 1988

Not randomised. Uncontrolled before-after design

Rascol 1989

Not randomised. Uncontrolled before-after design

Loiseau 1990

Not specified whether study was conducted in individuals with focal epilepsy. Not conducted in
those with refractory epilepsy

Perez 1999

Not randomised. Uncontrolled before-after design

Chiron 2000

This study was published as a conference proceeding and provided preliminary results (interim
analyses) of the study of Chiron 2006, which was published a few years later and is included in the
review

DATA AND ANALYSES
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Comparison 1. Add-on stiripentol versus placebo

Outcome or subgroup title No. of studies No. of partici- Statistical method Effect size
pants
1.1 >50% seizure reduction 1 32 Risk Ratio (M-H, Fixed, 95% Cl) 1.51[0.81,2.82]
1.2 Seizure freedom 1 32 Risk Ratio (M-H, Fixed, 95% Cl) 1.18[0.31,4.43]
1.3 >1 adverse effect 1 32 Risk Ratio (M-H, Fixed, 95% Cl) 2.65[1.08, 6.47]
1.4 Neurological adverse ef- 1 32 Risk Ratio (M-H, Fixed, 95% CI) 2.65[0.88, 8.01]
fects
1.5 Gastrointestinal adverse 1 32 Risk Ratio (M-H, Fixed, 95% Cl) 11.56[0.71, 189.36]
effects
1.6 Dropouts 1 32 Risk Ratio (M-H, Fixed, 95% Cl) 0.66[0.30, 1.47]

Analysis 1.1. Comparison 1: Add-on stiripentol versus placebo, Outcome 1: = 50% seizure reduction

Add-on stiripentol Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Chiron 2006 12 17 7 15 100.0% 1.51[0.81, 2.82]
Total (95% CI) 17 15 100.0% 1.51[0.81, 2.82]
Total events: 12 7
Heterogeneity: Not applicable 0.01 0.1 1 10 100
Test for overall effect: Z = 1.30 (P = 0.19) More in placebo group More in stiripentol group

Test for subgroup differences: Not applicable

Analysis 1.2. Comparison 1: Add-on stiripentol versus placebo, Outcome 2: Seizure freedom

Add-on stiripentol Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Chiron 2006 4 17 3 15 100.0% 1.18[0.31, 4.43]
Total (95% CI) 17 15 100.0% 1.18[0.31, 4.43]
Total events: 4 3
Heterogeneity: Not applicable 0.01 0.1 1 10 100
Test for overall effect: Z = 0.24 (P = 0.81) More in placebo group More in stiripentol group

Test for subgroup differences: Not applicable
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Analysis 1.3. Comparison 1: Add-on stiripentol versus placebo, Outcome 3: =1 adverse effect

More in placebo group Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Chiron 2006 12 17 4 15 100.0% 2.65[1.08, 6.47] _._
Total (95% CI) 17 15 100.0% 2.65[1.08, 6.47] ‘
Total events: 12 4
Heterogeneity: Not applicable 0.01 0.1 10 100
Test for overall effect: Z = 2.14 (P = 0.03) More in placebo group More in stiripentol group

Test for subgroup differences: Not applicable

Analysis 1.4. Comparison 1: Add-on stiripentol versus placebo, Outcome 4: Neurological adverse effects

Add-on stiripentol Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Chiron 2006 9 17 3 15 100.0% 2.65[0.88, 8.01]

Total (95% CI) 17 15 100.0% 2.65[0.88, 8.01] 4-

Total events: 9 3
Heterogeneity: Not applicable 0.01 01 10 100
Test for overall effect: Z = 1.72 (P = 0.08) More in placebo group More in stiripentol group

Test for subgroup differences: Not applicable

Analysis 1.5. Comparison 1: Add-on stiripentol versus placebo, Outcome 5: Gastrointestinal adverse effects

Add-on stiripentol Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Chiron 2006 6 17 0 15 100.0% 11.56 [0.71, 189.36] _+
Total (95% CI) 17 15 100.0% 11.56 [0.71, 189.36] _‘

Total events: 6 0
Heterogeneity: Not applicable 0.01 01 10 100
Test for overall effect: Z = 1.72 (P = 0.09) More in placebo group More in stiripentol group

Test for subgroup differences: Not applicable

Analysis 1.6. Comparison 1: Add-on stiripentol versus placebo, Outcome 6: Dropouts

Add-on stiripentol Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Chiron 2006 6 17 8 15 100.0% 0.66 [0.30, 1.47]
Total (95% CI) 17 15 100.0% 0.66 [0.30, 1.47]
Total events: 6 8
Heterogeneity: Not applicable 0.01 01 1 10 100
Test for overall effect: Z = 1.01 (P = 0.31) More in placebo group More in stiripentol group

Test for subgroup differences: Not applicable
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APPENDICES

Appendix 1. MEDLINE search strategy
This strategy includes the Cochrane Highly Sensitive Search Strategy for identifying randomised trials (Lefebvre 2019).

1. (stiripentol or Diacomit).tw.

2. exp Epilepsies, Partial/

3. ((partial or focal) and (seizure$ or epilep$)).tw.

4.20r3

5. (randomized controlled trial or controlled clinical trial or pragmatic clinical trial).pt. or (randomi?ed or placebo or randomly).ab.
6. clinical trials as topic.sh.

7. trial.ti.

8.50r6o0r7

9. exp animals/ not humans.sh.

10.8nnot9

11.1and 4 and 10

12. (monotherap$ not (adjunct$ or "add-on" or "add on" or adjuvant$ or combination$ or polytherap$)).ti.
13.11 not 12

14. limit 13 to ed=20170821-20200227

15. 13 not (1$ or 2$).ed.

16. 15 and (2017$ or 2018$ or 2019$ or 2020$).dt.

17.140r 16

18. remove duplicates from 17

Appendix 2. Cochrane Register of Studies (CRS Web) search strategy
1. (stiripentol or diacomit):AB,KW,KY,MC,MH,TI AND CENTRAL:TARGET

2. MESH DESCRIPTOR Epilepsies, Partial EXPLODE ALL AND CENTRAL:TARGET

3. ((partial or focal) and (seizure* or epilep*)):AB,KW,KY,MC,MH,TI AND CENTRAL:TARGET

4. #2 OR #3 AND CENTRAL:TARGET

5.#1 AND #4

6. (monotherap* NOT (adjunct* OR "add-on" OR "add on" OR adjuvant* OR combination* OR polytherap*)):TI AND CENTRAL:TARGET
7. #5 NOT #6

8. #7 AND >21/08/2017:CRSCREATED

WHAT'S NEW

Date Event Description
27 February 2020 New search has been performed Searches updated 27 February 2020; no new studies were identi-
fied.
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Date Event Description

27 February 2020 New citation required but conclusions Conclusions are unchanged.
have not changed

HISTORY

Protocol first published: Issue 5,2012
Review first published: Issue 1,2014

Date Event Description

21 August 2017 New search has been performed Searches updated 21 August 2017; no new studies were identi-
fied.

21 August 2017 New citation required but conclusions Conclusions are unchanged.

have not changed

10 August 2015 New citation required but conclusions No new relevant studies identified; no changes made to conclu-
have not changed sions
10 August 2015 New search has been performed Searches updated 10 August 2015
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DIFFERENCES BETWEEN PROTOCOL AND REVIEW

We added the GRADE quality assessment criteria in the 'Summary of findings' table (Guyatt 2008).
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INDEX TERMS

Medical Subject Headings (MeSH)

Anticonvulsants [adverse effects] [*therapeutic use]; Dioxolanes [adverse effects] [“therapeutic use]; Drug Resistant Epilepsy [*drug
therapy]; Drug Therapy, Combination; Epilepsies, Partial [*drug therapy]; Patient Dropouts [statistics & numerical data]; Randomized
Controlled Trials as Topic; Seizures [drug therapy]

MeSH check words
Child; Humans

Stiripentol add-on therapy for drug-resistant focal epilepsy (Review) 21
Copyright © 2020 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



