(ﬁ( Cochrane
/o Library

Cochrane Database of Systematic Reviews

Prognosis of adults and children following a first unprovoked

seizure (Review)

Neligan A, Adan G, Nevitt SJ, Pullen A, Sander JW, Bonnett L, Marson AG

Neligan A, Adan G, Nevitt SJ, Pullen A, Sander JW, Bonnett L, Marson AG.
Prognosis of adults and children following a first unprovoked seizure.
Cochrane Database of Systematic Reviews 2023, Issue 1. Art. No.: CD013847.
DOI: 10.1002/14651858.CD013847.pub2.

www.cochranelibrary.com

Prognosis of adults and children following a first unprovoked seizure (Review) Wl LEY
Copyright © 2023 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.


https://doi.org/10.1002%2F14651858.CD013847.pub2
https://www.cochranelibrary.com

: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

TABLE OF CONTENTS

ABSTRACT ettt ettt ettt ettt ettt e b et e bt e bt e st e bt e st e st e st e st e st e a e e st e at e st e et e et et e et e et e et e et e et e et e et e et ea b e et ea b e et eat et et et et et et et et e tetetenbetante 1
PLAIN LANGUAGE SUMMARY .ottt ettt et et sa bbb bbb bbb bbb bbb bbb e b e b e b e b e b e b e b e b e b e b e b e b e besbesbesbesbes 2
SUMMARY OF FINDINGS .ottt ettt ettt ettt b e bbb bbb bbb bbb e b e b e e b e e b e e b e e b e e b e e b e e b e e b e e b e s b e e b e e b e e b e ebesbesbesbesaesnes 4
BACKGROUND ...ttt ettt et et s b e sbe st e sbesbe s b e st esbesbesbesbesbesbesbesbesbesbesbesb e s b e s b e sbesbesbesbesb e s b e sbe s b e eb e s bt ebeeseeseeseesteneeneeneestenteseentans 6
OBUJECTIVES ettt ettt ettt b bbb b bbb e b s b e b s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e s b e sbe s bt sbesaesbesaesutont 6
METHODS 7
RESULTS 9

Figure 1. 10

Figure 2. 14

Figure 3. 16

Figure 4. 17

Figure 5. 19

Figure 6. 21
DISCUSSION 23
AUTHORS' CONCLUSIONS ..ttt sttt ettt ettt ettt ettt et ettt e b et et et et e e et et et et et et et e b entenbentent 24
ACKNOWLEDGEMENTS ..ottt ettt e st st st s bt st s s s bt e b s bt s bt s bt e bt e bt s a e e bt s st e st e atsateat e st e st et e st emt e et e et e ateat et ent et ent et et et entententensensansante 24
REFERENGCES .ottt bs e b e bb e b e bbebbebbeabeab e bt e bt eabeabeabeabeabesbesbessessenbesnenne 26
CHARACTERISTICS OF STUDIES ..ttt ettt et ettt et et sb bbb bbb bbb e b e b e b e b e b e b esbe b et et e besbesbenbesbenne 34
DATA AND ANALYSES <ottt ettt ettt et ettt et ettt et et et et et et et et et et et e b et e be b ebenberbe b e sse b esbesbesbesbessesbebesbessessessessessensens 67

Analysis 1.1. Comparison 1: Seizure Recurrence, Outcome 1: Seizure Recurrence at 6 Months ... 68

Analysis 1.2. Comparison 1: Seizure Recurrence, Outcome 2: Seizure Recurrence at 12 Months 69

Analysis 1.3. Comparison 1: Seizure Recurrence, Outcome 3: Seizure Recurrence at 24 Months ......ccccceeveenirennieneienencneene. 71
ADDITIONAL TABLES oottt b bbb bbb bbbt b bbb e e b b e e b e e b e o b e e bt o b e e bt e bt e bt e bt e b e e bt e bt e bt ebtebtebtentententen 71
APPENDICES 7
HISTORY ettt sttt s e st e st s b st s b s b s b e s b e s besbesbe s b e sbe s b e sbesa e s b e s b e sbe s b e ssesb e s bt e bt ea e e st eb e e st eat e st es e e bt estes e e st estentent e st estententententeneeneeneen 84
CONTRIBUTIONS OF AUTHORS ..ottt sb bbb bbbt bbbt b e bbbt bt s b s s bt e bt e bt s bt e bt s bt e bt e bt s bt sbsebtensebtonten 84
DECLARATIONS OF INTEREST oottt ettt ettt sttt sttt sttt bttt b e b e b et e b et et et e bebesnesnen 84
SOURCES OF SUPPORT .ottt ettt ettt st st s st s st s s bt s st st et et e st e st e st e st s st e st e st e st e et e et e st e st e st eatea e e st e st e st emteatentemtentententententnt 84
DIFFERENCES BETWEEN PROTOCOL AND REVIEW  ..cuiiitiiteieeitesteeiteieetesitesttetesneesseesstsssesaeesaeeseessesanessesssesnsesssessessessessessseenseseessesas 84
INDEX TERMS ettt sttt sttt ettt e b e b et et et et e b et et et et et enb et et et ebenbenbebebebesbenbesense 85
Prognosis of adults and children following a first unprovoked seizure (Review) i

Copyright © 2023 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



- Coch rane Trusted evidence.
= . Informed decisions.
q Li b rary Better health. Cochrane Database of Systematic Reviews
[Prognosis Review]

Prognosis of adults and children following a first unprovoked seizure

Aidan Neliganl,2, Guleed Adan3:4, Sarah J Nevitt>5, Angie Pullen®, Josemir W Sander2,7, Laura Bonnett>, Anthony G Marson34.8

1Homerton University Hospital, NHS Foundation Trust, London, UK. 2Department of Clinical and Experimental Epilepsy, UCL Queen
Square Institute of Neurology, London, UK. 3Department of Pharmacology and Therapeutics, Institute of Systems, Molecular and
Integrative Biology, University of Liverpool, Liverpool, UK. 4The Walton Centre NHS Foundation Trust, Liverpool, UK. SDepartment
of Health Data Science, University of Liverpool, Liverpool, UK. 6Epilepsy Action, Leeds, UK. "National Hospital for Neurology and
Neurosurgery, London, UK. 8Liverpool Health Partners, Liverpool, UK

Contact: Aidan Neligan, a.neligan@ucl.ac.uk.

Editorial group: Cochrane Epilepsy Group.
Publication status and date: New, published in Issue 1, 2023.

Citation: Neligan A, Adan G, Nevitt SJ, Pullen A, Sander JW, Bonnett L, Marson AG. Prognosis of adults and children following a first
unprovoked seizure. Cochrane Database of Systematic Reviews 2023, Issue 1. Art. No.: CD013847. DOI: 10.1002/14651858.CD013847.pub2.

Copyright © 2023 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

ABSTRACT

Background

Epilepsy is clinically defined as two or more unprovoked epileptic seizures more than 24 hours apart. Given that, a diagnosis of epilepsy
can be associated with significant morbidity and mortality, it is imperative that clinicians (and people with seizures and their relatives)
have access to accurate and reliable prognostic estimates, to guide clinical practice on the risks of developing further unprovoked seizures
(and by definition, a diagnosis of epilepsy) following single unprovoked epileptic seizure.

Objectives

1. To provide an accurate estimate of the proportion of individuals going on to have further unprovoked seizures at subsequent time
points following a single unprovoked epileptic seizure (or cluster of epileptic seizures within a 24-hour period, or a first episode of status
epilepticus), of any seizure type (overall prognosis).

2. To evaluate the mortality rate following a first unprovoked epileptic seizure.

Search methods

We searched the following databases on 19 September 2019 and again on 30 March 2021, with no language restrictions.

The Cochrane Register of Studies (CRS Web), MEDLINE Ovid (1946 to March 29,2021), SCOPUS (1823 onwards), ClinicalTrials.gov, the World
Health Organization (WHO) International Clinical Trials Registry Platform (ICTRP). CRS Web includes randomized or quasi-randomized,
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. In MEDLINE (Ovid) the coverage end date always lags a few days behind the search date.

Selection criteria

We included studies, both retrospective and prospective, of all age groups (except those in the neonatal period (< 1 month of age)), of
people with a single unprovoked seizure, followed up for a minimum of six months, with no upper limit of follow-up, with the study end
point being seizure recurrence, death, or loss to follow-up. To be included, studies must have included at least 30 participants.

We excluded studies that involved people with seizures that occur as a result of an acute precipitant or provoking factor, orin close temporal
proximity to an acute neurological insult, since these are not considered epileptic in aetiology (acute symptomatic seizures). We also
excluded people with situational seizures, such as febrile convulsions.
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Data collection and analysis

Two review authors conducted the initial screening of titles and abstracts identified through the electronic searches, and removed non-
relevant articles. We obtained the full-text articles of all remaining potentially relevant studies, or those whose relevance could not be
determined from the abstract alone and two authors independently assessed for eligibility. All disagreements were resolved through
discussion with no need to defer to a third review author.

We extracted data from included studies using a data extraction form based on the checklist for critical appraisal and data extraction for
systematicreviews of prediction modelling studies (CHARMS).

Two review authors then appraised the included studies, using a standardised approach based on the quality in prognostic studies (QUIPS)
tool, which was adapted for overall prognosis (seizure recurrence).

We conducted a meta-analysis using Review Manager 2014, with a random-effects generic inverse variance meta-analysis model, which
accounted for any between-study heterogeneity in the prognostic effect. We then summarised the meta-analysis by the pooled estimate
(the average prognostic factor effect), its 95% confidence interval (Cl), the estimates of 1> and Tau? (heterogeneity), and a 95% prediction
interval for the prognostic effectin a single population at three various time points, 6 months, 12 months and 24 months. Subgroup analysis
was performed according to the ages of the cohorts included; studies involving all ages, studies that recruited adult only and those that
were purely paediatric.

Main results

Fifty-eight studies (involving 54 cohorts), with a total of 12,160 participants (median 147, range 31 to 1443), met the inclusion criteria for the
review. Of the 58 studies, 26 studies were paediatric studies, 16 were adult and the remaining 16 studies were a combination of paediatric
and adult populations.

Most included studies had a cohort study design with two case-control studies and one nested case-control study. Thirty-two studies
(29 cohorts) reported a prospective longitudinal design whilst 15 studies had a retrospective design whilst the remaining studies were
randomised controlled trials.

Nine of the studies included presented mortality data following a first unprovoked seizure. For a mortality study to be included, a
proportional mortality ratio (PMR) or a standardised mortality ratio (SMR) had to be given at a specific time point following a first
unprovoked seizure.

To be included in the meta-analysis a study had to present clear seizure recurrence data at 6 months, 12 months or 24 months. Forty-six
studies were included in the meta-analysis, of which 23 were paediatric, 13 were adult, and 10 were a combination of paediatric and adult
populations.

Ameta-analysis was performed at three time points; six months, one year and two years for all ages combined, paediatric and adult studies,
respectively. We found an estimated overall seizure recurrence of all included studies at six months of 27% (95% Cl 24% to 31%), 36%
(95% Cl 33% to 40%) at one year and 43% (95% Cl 37% to 44%) at two years, with slightly lower estimates for adult subgroup analysis
and slightly higher estimates for paediatric subgroup analysis. It was not possible to provide a summary estimate of the risk of seizure
recurrence beyond these time points as most of the included studies were of short follow-up and too few studies presented recurrence
rates at a single time point beyond two years. The evidence presented was found to be of moderate certainty.

Authors' conclusions

Despite the limitations of the data (moderate-certainty of evidence), mainly relating to clinical and methodological heterogeneity we have
provided summary estimates for the likely risk of seizure recurrence at six months, one year and two years for both children and adults.
This provides information that is likely to be useful for the clinician counselling patients (or their parents) on the probable risk of further
seizures in the short-term whilst acknowledging the paucity of long-term recurrence data, particularly beyond 10 years.

PLAIN LANGUAGE SUMMARY

Predicting a second seizure after a single unprovoked seizure
Why was this review performed?

Asingle unprovoked seizure is fairly common, with estimates that up to 3% to 4% of the population will have one by age 85. This translates
to approximately one in 25 people having an epileptic seizure during their lifetime. It is therefore of the utmost importance that accurate
prognostic data are available so that clinicians can reliably counsel people on the risk of further seizures, and factors that predict the
recurrence of seizures and therefore the development of epilepsy.

What is the aim of the review?

Prognosis of adults and children following a first unprovoked seizure (Review) 2
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The main objective of this review is to provide people presenting with a single seizure, their families, and the clinicians looking after them,
with more accurate information relating to the risk of further unprovoked seizures and the development of epilepsy.

The additional objective of this review is to provide people presenting with a single seizure, their families, and the clinicians looking after
them, with more accurate information relating to the risk of premature death following an unprovoked seizure.

Key messages

Despite some quite big differences in the design of the studies included in this review, we were able to provide information on the risk of
having another seizure at 6 months, 12 months and 24 months.

What was studied in the review?

We searched for relevant studies that had a reliable design and that reported the number of people who had a second seizure after a first
unprovoked seizure. We found 58 studies involving 12,160 people. Twenty-six studies involved children only, 16 were adult only and the
remaining 16 studies were a combination of children and adults. People had to have been followed up for a minimum of six months and
include a minimum number of 30 people.

What were the main results of the review?

We collected the reported second seizure rates at 6 months, 12 months and 24 months. We then combined the data at these three set time
points and were able to compare the chances of having a second seizure according to how much time had passed after the first seizure. At
six months the chances of having a second event was 27%, whilst it was 36% at one year and finally at two years it was 43%. The chances
of having a second seizure are slightly higher in children compared to adults.

How up to date is this review?

The evidence is current to March 2021.

Prognosis of adults and children following a first unprovoked seizure (Review) 3
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SUMMARY OF FINDINGS

Summary of findings 1. Seizure recurrence and mortality at 6 months

Prognosis of adults and children following a first unprovoked seizure

Outcome: Seizure recurrence and mortality* at 6 months

Population Anticipated Seizure recurrence (95% Cl) Number of studies  Overall certainty of the
(participants) evidence (GRADE)
Mixed (adults and 27 per 100 people 27 (7111) OO0
children)
(24 to 31 per 100 people) Moderatea;b
Adults 25 per 100 adults 7(1914) SO0
(19 to 30 per 100 adults) Moderated;b
Children 30 per 100 children 14 (2232) SO0
(23 to 37 per 100 people) Moderatea;b

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

Low certainty: our confidence in the effect estimate is limited; the true effect may be substantially different from the estimate of the
effect.

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.

a. Downgraded once due to heterogeneity

b. Although some study limitations were observed, the majority of studies were judged to be at low risk of bias; no downgrade made due
to study limitations

* No specific mortality data at 6 months

Summary of findings 2. Seizure recurrence and mortality at 12 months

Prognosis of adults and children following a first unprovoked seizure

Outcome: Seizure recurrence and mortality* at 12 months

Population Anticipated Seizure recurrence (95% Cl) Number of studies  Overall certainty of the
(participants) evidence (GRADE)
Mixed (adults and 36 per 100 people 34 (6843) DBDO
children)
(33 to 40 per 100 people) Moderatea,b
Adults 35 per 100 adults 9 (2468) SO0
(31 to 38 per 100 adults) Moderatea,b
Children 38 per 100 children 16 (2313) DO
(31 to 44 per 100 people) Moderatea;b
Prognosis of adults and children following a first unprovoked seizure (Review) 4
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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 certainty: we are moderately confident in the effect estimate; the true effect is likely to be close to the estimate of the ef-
fect, but there is a possibility that it is substantially different.

Low certainty: our confidence in the effect estimate is limited; the true effect may be substantially different from the estimate of the
effect.

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.

a. Downgraded once due to heterogeneity

b. Although some study limitations were observed, the majority of studies were judged to be at low risk of bias; no downgrade made due
to study limitations

* No evidence of increased mortality (SMR) in idiopathic and cryptogenic seizures at 12 months (Loiseau 1999)

Summary of findings 3. Seizure recurrence and mortality at 24 months

Prognosis of adults and children following a first unprovoked seizure

Outcome: Seizure recurrence and mortality* at 24 months

Population Anticipated Seizure recurrence (95% Cl) Number of studies  Overall certainty of the
(participants) evidence (GRADE)
Mixed (adults and 43 per 100 people 27 (6908) DO
children)
(39 to 47 per 100 people) Moderatea;b
Adults 41 per 100 adults 9 (2043) ODDO
(37 to 44 per 100 adults) Moderatea,b
Children 45 per 100 children 12 (2172) SO0
(36 to 54 per 100 people) Moderatea,b

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

Low certainty: our confidence in the effect estimate is limited; the true effect may be substantially different from the estimate of the
effect.

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.

a. Downgraded once due to heterogeneity

b. Although some study limitations were observed, the majority of studies were judged to be at low risk of bias; no downgrade made due
to study limitations

* No specific mortality data at 24 months

Prognosis of adults and children following a first unprovoked seizure (Review) 5
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BACKGROUND

Epilepsy, clinically defined after two or more unprovoked epileptic
seizures, is one of the most common neurological disorders
worldwide, with significant psychosocial sequelae; it has an
estimated incidence of 50 to 70 per 100,000 person years, and a
prevalence of 5 to 10 per 1000 persons. It affects more than 50
million people world-wide (Neligan 2012; Ngugi 2011). Given that a
diagnosis of epilepsy can be associated with significant morbidity
and mortality (Loiseau 1999), it is imperative that clinicians (and
people with seizures and their relatives) have access to accurate
and reliable prognostic estimates and models, to guide clinical
practice on the risks of developing further unprovoked seizures
(and by definition, a diagnosis of epilepsy) following a single
unprovoked seizure.

Description of the health condition and context

The condition under study is the occurrence of a single unprovoked
epileptic seizure of any semiology (study of signs/symptoms), and
the subsequent risk of seizure recurrence of any type, within a
two-year period. Seizure semiology is defined according to the
recent International League Against Epilepsy (ILAE) classification
of seizures (Scheffer 2017). Epileptic seizures are synchronous and
excessive discharges in the cerebral cortex, leading to a clinically
discernable event. There are many seizure types, depending
on the area of the cerebral cortex in which the discharges
originate. Seizures can be broadly sub classified into focal onset
or generalised seizures, depending on whether the epileptic focus
originates in a localised area in one cerebral cortex, as in focal
onset seizures, or from both hemispheres simultaneously, as in
generalised seizures. Focal seizures can be subdivided into seizures
with and without impairment of consciousness, depending on
how localised and widespread the epileptic focus is. Seizures
may take the form of short sensory, motor, or psychic symptoms,
typically lasting 15 to 30 seconds and resolving without cognitive
sequelae, or progress to an episode of impaired or complete loss of
consciousness. All focal onset seizures have the potential to evolve
from a state without impaired consciousness, to one with impaired
consciousness, or complete loss of consciousness (focal to bilateral
tonic-clonic seizure), as a result of the localised epileptic focus
spreading to a more widespread area, or to the opposite cerebral
hemisphere.

Focal seizures with impaired consciousness, which predominantly
arise from the temporal or frontal lobes, are said to occur when
the person is less responsive, or more commonly, completely
unresponsive to external stimuli, with or without prominent motor
symptoms. These seizures can be short (15 to 30 seconds in
frontal seizures, often with hypermotor activity), or more prolonged
(two to four minutes in temporal seizures, often with oral or
manual symptoms), following which there may be a period of
confusion that lasts several minutes, and amnesia for the episode.
Generalised seizures, which can occur without warning, or evolve
from a more focal seizure (focal to bilateral tonic-clonic seizure
typically involve loss of tone (atonia) and posture, with bilateral
convulsive movements (tonic-clonic movements) lasting several
minutes, during which there may or may not be associated tongue-
biting, or incontinence (urinary, or faecal, or both), or both). A
typical generalised seizure lasts several minutes (normally less
than five minutes), following which there is a prolonged period of
drowsiness and confusion lasting minutes to hours, during which
the person may sleep. People may have a headache or generalised

muscle aching following a generalised seizure. Generalised seizures
may have isolated features of a generalised tonic-clonic seizure,
such as atonia (atonic seizures), a tonic phase (tonic seizures),
or a clonic phase (clonic seizures). Other generalised seizure
types include absence seizures (brief staring episodes without a
significant component, lasting less than a minute, occurring in
children), and myoclonus (brief involuntary contraction of a single
muscle or group of muscles).

Description of the prognostic factors

The primary outcome of this review is overall prognosis (seizure
recurrence and mortality) in people with a single unprovoked
seizure. We will identify potential prognostic factors in relation to
seizure recurrence in a separate review (Adan 2021). Prognostic
factors in relation to mortality following a first unprovoked seizure
will be briefly discussed if relevant.

Health Outcomes

Seizure recurrence and mortality following a first unprovoked
seizure.

Why it is important to do this review

Itis estimated that the cumulative incidence of a single unprovoked
epileptic seizure in the general population is approximately 3%
to 4% by the time one reaches 85 years of age (Hauser 1993).
Consequently, almost one in 25 people will have an epileptic
seizure during their lifetime, and it is imperative that accurate
prognostic data are available so that clinicians can reliably counsel
people on the risk of further seizures, and factors that predict
the recurrence of seizures and the development of epilepsy.
People who present with a single unprovoked seizure will be
typically investigated with magnetic resonance imaging (MRI),
and possibly an electroencephalogram (EEG), depending on age,
which is justified on prognostic grounds. Nevertheless, it is unclear
what additional risk an abnormal EEG or a specific abnormality
on MRI confers. If the risk is sufficiently increased, this may
justify commencing antiepileptic medication after a single seizure
(rather than after two or more unprovoked seizures more than
24 hours apart, as is standard practise). People presenting with a
single seizure, their families, and the clinicians looking after them,
deserve more accurate prognostic estimates of the risk of further
unprovoked seizures and the development of epilepsy.

OBJECTIVES

Primary objectives

To provide an accurate estimate of the proportion of individuals
going on to have further unprovoked seizures and the development
of epilepsy at any subsequent time point, following a single
unprovoked seizure (or cluster of epileptic seizures within a 24-
hour period, or a first episode of status epilepticus), of any seizure
type (overall prognosis). In particular we will try to provide accurate
estimates for seizure recurrence at specific time points, namely at
6 months, 12 months and at 24 months and beyond.

Secondary objectives

To evaluate the mortality rate following a first unprovoked epileptic
seizure.

Prognosis of adults and children following a first unprovoked seizure (Review) 6
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Investigation of sources of heterogeneity between
studies

We anticipate that there will be heterogeneity between studies,
particularly in studies that have focused on adults compared to
the paediatric population, and studies that have a combination of
paediatric and adult populations.

METHODS

This review was conducted within the framework of the Cochrane
Epilepsy Review Group, and reported in line with the PRISMA
guidelines (Moher 2009). This methods section is based on the
exemplar Cochrane Prognosis Review protocol for prognostic
factors (Hayden 2014, and the general protocol template of the
Cochrane Prognosis Methods Group.

Criteria for considering studies for this review

Population: Children (1 month to 16 years) and adults (> 16 years)
with a previous unprovoked epileptic seizure of any semiology in
observational cohort studies, case control and nest case-control
studies and randomised controlled trials of first unprovoked
seizures.

Intervention:not applicable in the context of an overall prognosis
review.

Comparator: not applicable in the context of an overall prognosis
review.

Outcome: the primary outcome is recurrence of a further
unprovoked seizure of any semiology where a clear time point
for seizure recurrence (for example at 6 or 12 months) is given.
The secondary outcome is mortality following a first unprovoked
seizure.

Timing :any seizure recurrence of any semiology more than 24
hours after the index seizure, in studies with a minimum of six
months follow-up, with no upper time limit for inclusion.

Settings: hospital outpatients or the community.

Types of studies

We included mostly cohort studies, both retrospective and
prospective, of all age groups (except those in the neonatal period
(< 1 month of age)), of people with a single unprovoked seizure
(of any semiology), followed up for a minimum of six months, with
no upper limit of follow-up, with the study end point being (an
unprovoked) seizure recurrence, death, or loss to follow-up. We also
included randomised controlled trials of immediate and delayed
treatment in first unprovoked seizure cohorts. In addition, we
included rare case-control or nested case-control studies (typically
in the context of specific aetiologies) where applicable. To be
included, studies must have included at least 30 participants (West
2019).

Targeted population

Population and hospital cohorts of people older than one month,
presenting with a single unprovoked seizure of any semiology, with
a follow-up period of at least six months.

We excluded people with seizures that occur as a result of
an acute precipitant or provoking factor, or in close temporal

proximity to an acute neurological insult (such as a head injury,
acute cerebrovascular accident), since these are not considered
epileptic in aetiology (acute symptomatic seizures; (Kwan 2010)).
We also excluded people with situational seizures, such as febrile
convulsions, which occur in young children in the context of a high
temperature.

Types of prognostic or predictive factor(s) or model(s)

Not applicable.

Types of outcomes to be predicted

The primary outcome is the occurrence of a second (unprovoked)
epileptic seizure, more than 24 hours after the original seizure of

any type.

We analysed this as the proportion of people who go on to have a
further seizure where a seizure recurrence rate is given for a specific
time period. Specifically we aimed to provide estimates for seizure
recurrence at the clinically important time points of 6 months, 12
months, 24 months and beyond. We also present, where available,
the risk of seizure recurrence following a first unprovoked seizure
in specific populations such as people with dementia, people with
a moderate to severe traumatic brain injury and people following
a single episode of idiopathic status epilepticus (as opposed to
a single self-terminating unprovoked seizure). This necessitated
the inclusion of a number of case-control and nest case-control
studies.

The secondary outcome is mortality following a first unprovoked
seizure, again where a proportional mortality ratio (PMR) or
standardised mortality ratio (SMR) at a specific time point (for
example five years) is given.

Search methods for identification of studies
Electronic searches

We searched the following databases on 30 March 2021, with no
language restrictions.

1. The Cochrane Register of Studies (CRS Web), using the strategy
outlined in Appendix 1.

2. MEDLINE Ovid (1946 to March 29, 2021), using the strategy
outlined in Appendix 2.

3. SCOPUS (1823 onwards),
in Appendix 3.

using the strategies outlined

4. ClinicalTrials.gov, using the strategy outlined in Appendix 4.

5. The World Health Organization (WHO) International Clinical
Trials Registry Platform (ICTRP), using the strategy outlined
in Appendix 5.

CRS Web includes randomized or quasi-randomized, 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. In MEDLINE (Ovid) the coverage end date always lags a few
days behind the search date.

To avoid unnecessary duplication of work, we used the same search
for both this review and the prognostic factors review (Adan 2021).

Prognosis of adults and children following a first unprovoked seizure (Review) 7
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Searching other resources

We also searched for additional relevant studies in the reference
lists of included studies, and any relevant systematic reviews
identified in our search.

Data collection
Selection of studies

Two review authors (AN, GA), conducted the initial screening of
titles and abstracts identified through the electronic searches, and
removed clearly irrelevant articles. We then obtained the full-text
articles of all potentially relevant studies, or those whose relevance
cannot be determined from the abstract, AN and GA independently
assessed studies for eligibility. A pilot test of the inclusion criteria
of the first 10 potential eligible studies was performed to ensure a
similar approach by both review authors.

Where studies are reported in multiple publications or reports, we
collated all relevant reports under a single study, so that the study,
rather than the report, is the unit of interest in the review.

We outlined the study selection process in a PRISMA study flow
diagram (Moher 2009).

Data extraction and management

We extracted data from included studies using a data extraction
form based on the checklist for critical appraisal and data
extraction for systematicreviews of prediction modelling studies
(CHARMS; (Moons 2014)); a pilot test was carried out on several
studies and appropriate edits made thereafter. Two review authors
(AN, GA) extracted data and a third review author (SJN) checked the
data. We resolved disagreements through discussion, or if required,
consultation with a fourth review author (AGM).

List of data extracted:

« Date of first seizure and any subsequent seizures
o Age
« Gender

« Seizure semiology - focal onset, generalise, impairment of
consciousness

We contacted trial authors for missing data and gave them 30 days
to respond, after which time, only published data were included for
the purposes of this review.

Assessment of risk of bias in included studies

Two review authors (AN and GA) appraised the included studies
for bias, using a standardised approach based on the quality
in prognostic studies (QUIPS) tool, which was adapted for the
overall prognosis (seizure recurrence; Hayden 2013, Appendix 6).
In the case of discrepancies, AN and AG discussed and reached
a consensus view. In particular there is no specific bias tool
available for an overall prognosis review (nor indeed for data
extraction, as the CHARMS extraction form and the QUIPS tool
are specifically designed for prognostic factors, although one
for overall prognosis reviews is in preparation for the former
(personal communication from the Cochrane Prognostic Methods
Group (PMG). Consequently, a pilot test of the use of the
QUIPS tool on the first 10 eligible studies was carried out and
appropriate modifications to the QUIPS tool. These modifications

were discussed and approved by SIN (who is a member of the
Cochrane PMG).

Our approach assessed the risk of bias of all prognostic studies (in
addition to any missing or unclear information) for six domains of
bias; study participation (selection bias), study attrition, prognostic
factor measurement, outcome measurement, adjustment and
statistical analysis, and reporting. We judged each domain at high,
unclear, or low risk of bias, using the modified version of the QUIPS
tool.

We also judged overall risk of bias, by defining studies with a low
risk of bias as those in which we rated most of the six domains at
low risk of bias.

Measures of association or predictive performance measures
to be extracted

Not applicable.

Dealing with missing data

We included studies that give an overall prognosis (seizure
recurrence rate) even if there are missing or incomplete data on
some participants, as long as a clear seizure recurrence ratio at a
specific time point of follow-up was given.

Where required, we calculated or estimated seizure recurrence
ratios on any data reported (e.g. 2 x 2 frequency tables, graphs,
and figures, such as Kaplan-Meier curves, using indirect estimation
measures as described by Parmar 1998 and Tierney 2007).
Specifically we calculated seizures recurrence ratios at 6 months,
12 months and 24 months if possible.

Assessment of heterogeneity

We anticipated that clinical and statistical heterogeneity will be
present between studies, due to the wide inclusion criteria for
study design and participant populations. Consequently, we used
a random-effects model for the meta-analysis.

We considered the clinical heterogeneity of included studies based
on the study design, study duration, potential biases of the study,
the participant population, the definition and measurement of
the prognostic factor used (including any cutoff points), and the
outcome measurement.

We synthesised associations within clinically relevant subgroups
(for example we synthesised studies of adult and paediatric
cohorts separately). To assess statistical heterogeneity across
studies included in each synthesis, we inspected forest plots, and
quantified heterogeneity statistically using the I? statistic and Tau?
(the estimate of between-study variance; (Snell 2016)).

Assessment of reporting deficiencies

Where data required for the review were not reported in a study,
we contacted corresponding authors and if no reply was received
within 30 days, the study was excluded.

Data synthesis
Data synthesis and meta-analysis approaches

We anticipated that relevant data for this review would be
presented in a range of formats, and levels of detail. Therefore,
wherever possible, we transformed the data to a common format

Prognosis of adults and children following a first unprovoked seizure (Review) 8
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for synthesis; we examined the impact of any assumptions made
when transforming data in a sensitivity analysis (e.g. if data were
converted from one effect measure to another, or estimated from
graphical figures).

We conducted the meta-analyses using Review Manager 2014,
with a random-effects generic inverse variance meta-analysis
model, which accounts for any between-study heterogeneity in
the prognostic effect. We then summarised the meta-analysis
by the pooled estimate (the average prognostic factor effect),
its 95% confidence interval (Cl), the estimates of I*> and Tau?
(heterogeneity), and a 95% prediction interval for the prognostic
effectinasingle population (Riley 2011); we calculated thisin STATA
version 15 (Stata).

In the case it was not appropriate to combine results using a meta-
analysis (due to excess clinical heterogeneity or lack of appropriate
data presented), we presented the results qualitatively, considering
the strength and consistency of results using the following schema:

« strong evidence of effect: consistent findings (defined as greater
than 75% of studies showing the same direction of effect) in
multiple low risk of bias studies;

« moderate evidence of effect: consistent findings in multiple high
risk of bias, or one study with low risk of bias;

« limited evidence of effect: one study available;

« conflicting evidence of effect: inconsistent findings across
studies;

« no effect: no association between participant expectations and
the outcome of interest.

Subgroup analysis and investigation of heterogeneity

We conducted separate meta-analyses based on studies including
adults and children (age group as defined within the individual

study), in the expectation that the overall prognosis would differ
in paediatric compared to adult populations. With regard to age,
overall prognosis summary data have been presented separately,
given that epidemiological and prognosis studies in epilepsy tend
to study children and adults separately, with different overall
prognosis and prognostic factors.

Sensitivity analysis
Not applicable.

Conclusions and summary of findings

We used an approach modified from the GRADE framework to
assess the overall certainty of evidence regarding the association
of each prognostic factor with each outcome (Guyatt 2011; Hayden
2014; Huguet 2013; lorio 2015).

We rated the overall strength of evidence as high, moderate, low, or
very low considering the phase of the prognostic study and internal
validity, size and precision of effect, heterogeneity, generalisability,
and potential reporting bias.

RESULTS
Description of studies
Results of the search

The search generated 1310 records and review of the relevant
bibliographies did not identify any further studies; 1100 studies
were screened after 210 duplicates were removed. We obtained 138
fulltext papers (Figure 1) including several reviews for bibliographic
checks and background material. We excluded 80 studies with
reasons (Table 1). We included 58 studies in the qualitative analysis
and 46 studies were included in the meta-analysis.

Prognosis of adults and children following a first unprovoked seizure (Review) 9
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Studies are described in detail in the Characteristics of included
studies table. To be included, a study had to present the seizure
recurrence rate after a first unprovoked seizure at a specific time
point rather than as a proportion of the total who had a seizure
recurrence. For studies which reported seizure recurrence in several
publications of seizure recurrence at different time points (for
example the National General Practice Study of Epilepsy (NGPSE)
and the FIRST study) only the publications including recurrence
at the 6-month, 12-month and 24-month time points (Hart 1990;
Musicco 1997), as well as the final recurrence data (Leone 2006; Bell
2016), as well as the final mortality data if presented separately
(Leone 2011).

Fifty-eight studies (involving 54 cohorts), with a total of 12,160
participants (median 147 range 31 to 1443), met the inclusion
criteria for the review (Al-Momani 2020; Annegers 1986; Arthur
2008; Assarzadegan 2015; Austin 2002; Baldin 2017; Bell 2016; Benn
2009; Beretta 2017; Bessiso 2001; Blom 1978; Boonluksiri 2003;
Bora 1995; Boulloche 1989; Camfield 1989; Camfield 1985; Chan
2012; Chandra 1992; Chen 2016; Daoud 2004; Das 2000; Elwes
1985; Geut 2017; Gilad 1996; Haltiner 1997; Hart 1990; Hauser
1990; Hesdorffer 2009; Hopkins 1988; Huang 2008; Hui 2001; Inaloo
2008; Jagtap 2013; Jason 2018; Kanemura 2015; Kawkabani 2004;
Kho 2006; Klotz 2021; Lawn 2015; Leone 2006; Leone 2011; Lin
2014; Llevadias 2004; Logroscino 2008; Loiseau 1999; de Rezende
Machado 2021; Mahamud 2020; Marson 2005; Mizrogi 2015; Musicco
1997; Schreiner 2003; Scotoni 2004; Shinnar 2000; Shinnar 2005;
Van Donselaar 1991; Winckler 2004; Zhang 2014; Zhang 2017).

Of the 58 studies 26 studies were paediatric studies (Al-Momani
2020; Arthur 2008; Austin 2002; Bessiso 2001; Blom 1978; Boulloche
1989; Boonluksiri 2003; Camfield 1989; Camfield 1985; Chan 2012;
Daoud 2004;Inaloo 2008; Jagtap 2013; Jason 2018; Kanemura 2015;
Klotz 2021; Lin 2014; Llevadias 2004; de Rezende Machado 2021;
Mizrogi 2015; Scotoni 2004; Shinnar 2000; Shinnar 2005; Winckler
2004; Zhang 2014; Zhang 2017); 16 were adult (Assarzadegan
2015; Bora 1995; Baldin 2017; Chandra 1992; Van Donselaar 1991;
Gilad 1996; Haltiner 1997; Hopkins 1988; Huang 2008; Hui 2001,
Kawkabani2004; Kho 2006; Lawn 2015; Logroscino 2008; Mahamud
2020; Schreiner 2003), and the remaining 16 studies were a
combination of paediatric and adult populations (Annegers 1986;
Bell 2016; Benn 2009; Beretta 2017; Chen 2016; Das 2000; Elwes
1985; Geut 2017; Hart 1990; Hauser 1990; Hesdorffer 2009; Leone
2006; Leone 2011; Loiseau 1999; Marson 2005;Musicco 1997).

Most included studies had a cohort study design with two case-
control studies (Hesdorffer 2009; Mahamud 2020) and one nested
case-control study (Chan 2012). Thirty-two studies (29 cohorts)
reported a prospective longitudinal design (Arthur 2008; Austin
2002; Baldin 2017; Bell 2016; Bessiso 2001; Blom 1978; Boonluksiri
2003; Bora 1995; Boulloche 1989; Chen 2016; Daoud 2004; Das
2000; Van Donselaar 1991; Hart 1990; Hauser 1990; Hopkins 1988;
Huang 2008; Jagtap 2013; Inaloo 2008; Kanemura 2015; Kawkabani
2004; Kho 2006; Klotz 2021; Lawn 2015; Loiseau 1999; Mizrogi 2015;
Schreiner 2003; Scotoni 2004; Shinnar 2000; Shinnar 2005; Winckler
2004; Zhang 2014), whilst fifteen studies had a retrospective design
(Annegers 1986; Benn 2009; Beretta 2017; Camfield 1985; Elwes
1985; Geut 2017; Hesdorffer 2009; Hui 2001; Jason 2018; Al-Momani
2020; de Rezende Machado 2021, Llevadias 2004; Logroscino 2008;
Zhang 2017), one of which was a multicentre study (Beretta 2017).

The remaining studies were randomised control trials, foremost
amongst them in terms of cohort size and duration being the

FIRST study (Musicco 1997; Leone 2006; Leone 2011) comparing
immediate versus delayed treatment following a first generalised
tonic seizure and the MESS study (Marson 2005) compared
immediate versus delayed treatment following a first seizure of any
semiology although those presenting with absence or myoclonic
jerks were small in numbers (<1%). The remaining randomised
control trials compared treatment with carbamazepine or placebo
in children following a first seizure (focal or generalised seizure)
(Camfield 1985) or carbamazepine or placebo following a first
generalised tonic-clonic seizure in adults (Gilad 1996). Two studies
compared treatment with sodium valproate or placebo following
a first focal seizure (aware or unaware) or generalised tonic-
clonic seizure (Chandra 1992), or following a first generalised
tonic-clonic seizure (Assarzadegan 2015) in adults. The final
randomised controlled trial (Lin 2014) compared children with
a first unprovoked seizure (seizure type not specified) with
epileptiform discharges on an EEG were randomised to treatment
with listening to Mozart’s Sonata for Two Pianos in D major, K.448
(Mozart K.448), with the treatment group listening to the first
movement of Mozart K.448 for eight minutes once daily before
bedtime for at least six months. Recurrence rates at 12 and 24
months were compared between the treatment and the control
groups and changes in the frequency of epileptiform discharges on
follow-up EEGs was also compared between the two groups.

Nine of the studies included presented mortality data following
a first unprovoked seizure. For a mortality study to be included
a proportional mortality ratio (PMR), or a standardised mortality
ratio (SMR) had to be given at a specific time point following a
first unprovoked seizure. One-year mortality associated with a first
unprovoked seizure was the sole focus of the one prospective
study (Loiseau 1999) ,whilst mortality data were either presented
separately for several cohort studies (Shinnar 2005; Leone 2011),
or in conjunction with other prognostic data such as in the NGPSE
cohort (Hart 1990; Bell 2016), and in a prospective Swiss cohort
study after six months (Kawkabani 2004). One study of 10-year
mortality following a single unprovoked epileptic seizure compared
to an episode of idiopathic status epilepticus (Logroscino 2008).
One case-control study compared short- (30-day case fatality)
and long-term mortality (10-year mortality) comparing an acute
symptomatic seizure (defined as occurring within seven days of an
acute insult (Beghi 2010)), or a first unprovoked seizure occurring
more than seven days after the acute insult in people with a
cerebrovascular accident (CVA), a traumatic brain injury (TBI) or
a central nervous system (CNS) infection (Hesdorffer 2009). The
recurrence rate of a new (or second) unprovoked seizure was also
calculated. The final mortality study followed a cohort of patients
with a first unprovoked seizure or a new diagnosis of epilepsy in a
defined geographical area (Northern Manhattan, New York) over a
four-year period (Benn 2009).

Seizure types included

Almost all studies excluded acute symptomatic or provoked
seizures, and where such seizures were included in a study, for
inclusion these data had to be presented separately (Hesdorffer
2009; Bell 2016), or had to be extracted from the data presented in
the analysis (Loiseau 1999; Kho 2006).

Most studies excluded those who presented with typical absence
seizures, myoclonic jerks or infantile spasms, given the fact that any
presentation with such seizures is unlikely to have been the first
presentation and the very high probability of seizure recurrence,
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although these were specifically included in a small number of
studies (Austin 2002; Blom 1978; Llevadias 2004; Marson 2005).

Several studies only included people with a single generalised
tonic-clonic seizure (Assarzadegan 2015; Bora 1995; Boulloche
1989; Das 2000; Elwes 1985; the FIRST Study (Musicco 1997; Leone
2006; Leone 2011); Gilad 1996), while several studies specifically
excluded cases of status epilepticus (typically defined as a seizure
or a series of seizures without an intervening period of recovery
lasting more than 30 minutes) (Chan 2012; Van Donselaar 1991;
Gilad 1996; Hui 2001; Kanemura 2015; Mizrogi 2015), although many
studies did not make any specific mention of status epilepticus and
did not record any cases.

Treatment

Excluding the six randomised controlled studies involving anti-
seizure medications, 23 studies (22 cohorts) presented recurrence
on a combination of treated and untreated patients, which in the
majority of cases it was not possible to separate these groups out
and therefore recurrence data for all studies are presented as a
combination of the two. In18 studies (Al-Momani 2020; Boonluksiri
2003; Chen 2016; Daoud 2004;Van Donselaar 1991; Elwes 1985; Geut
2017; Hui 2001; Boulloche 1989; Kanemura 2015; Klotz 2021; Lin
2014; Mizrogi 2015; Schreiner 2003; Scotoni 2004; Winckler 2004;
Zhang 2014; Zhang 2017), treatment with anti-seizure medication
was a specified exclusion criteria, whilst in two studies (Arthur
2008; Baldin 2017), no specific mention of treatment was made nor
presented in the results.

Specific populations

Three studies presented the risk of a second unprovoked seizure
(more than seven days after an acute insult if specified) in specific
subpopulations and the results are therefore presented separately.
The risk of a second unprovoked seizure in a cohort of patients with
TBland afirstunprovoked seizure (Haltiner 1997). The second study
examined the short- and long-term mortality (and risk of a further
unprovoked seizure) was calculated for those with a CVA, TBI and
CNS infection (Hesdorffer 2009). The third study examined the risk
of developing epilepsy following a first unprovoked seizure at five
years in a cohort of patients with dementia (Mahamud 2020).

Meta-analysis

To be included in the meta-analysis a study had to present clear
seizure recurrence data at 6 months, 12 months or 24 months.
46 studies were included in the meta-analysis, of which 23 were
paediatric (Al-Momani 2020; Arthur 2008; Austin 2002; Bessiso 2001;
Boonluksiri 2003; Boulloche 1989; Camfield 1985; Camfield 1989;
Daoud 2004; Jagtap 2013; Jason 2018; Inaloo 2008; Jason 2018;
Klotz 2021; Lin 2014; Llevadias 2004; de Rezende Machado 2021;
Mizrogi 2015; Scotoni 2004; Shinnar 2000; Winckler 2004; Zhang
2014; Zhang 2017), 13 were adult (Assarzadegan 2015; Baldin 2017,
Bora 1995; Chandra 1992; Van Donselaar 1991; Gilad 1996; Hopkins
1988; Hui 2001; Huang 2008; Kawkabani 2004; Kho 2006; Lawn
2015; Schreiner 2003), and 10 were a combination of paediatric and
adult populations (Annegers 1986; Beretta 2017; Chen 2016; Das
2000; Elwes 1985; Geut 2017; Hart 1990; Hauser 1990; Marson 2005;
Musicco 1997).

The data at the three time points six months, one year and two years
were presented separately for all ages combined, paediatric and
adults.

Six months - Paediatric (Arthur 2008; Bessiso 2001; Boonluksiri
2003; Boulloche 1989; Camfield 1985; Daoud 2004; Jason 2018;
Inaloo 2008; Lin 2014; Mizrogi 2015; Scotoni 2004; Shinnar 2000;
Zhang 2014; Zhang 2017); Adult - (Assarzadegan 2015; Bora 1995;
Van Donselaar 1991; Hopkins 1988; Kawkabani 2004; Lawn 2015;
Schreiner 2003); Paediatric and Adult combined - (Annegers 1986;
Chen 2016; Elwes 1985; Hart 1990; Marson 2005; Musicco 1997).

Oneyear - Paediatric (Al-Momani 2020; Boonluksiri 2003; Boulloche
1989; Camfield 1985; Camfield 1989; Daoud 2004; Inaloo 2008;
Jagtap 2013; Klotz 2021; Llevadias 2004; de Rezende Machado 2021,
Mizrogi 2015; Scotoni 2004; Shinnar 2000; Zhang 2014; Zhang 2017);
Adult - (Bora 1995; Chandra 1992; Van Donselaar 1991; Gilad 1996;
Hopkins 1988; Hui 2001; Kho 2006; Lawn 2015; Schreiner 2003);
Paediatricand Adult combined - (Annegers 1986; Beretta 2017 Chen
2016; Das 2000; Elwes 1985; Geut 2017; Hart 1990; Hauser 1990;
Musicco 1997).

Two-years - Paediatric (Austin 2002; Camfield 1985; Daoud 2004;
Inaloo 2008; Jason 2018; Lin 2014; Mizrogi 2015; Scotoni 2004;
Shinnar 2000; Winckler 2004; Zhang 2014; Zhang 2017); Adult
(Baldin 2017; Bora 1995; Van Donselaar 1991; Gilad 1996; Hopkins
1988; Huang 2008; Hui 2001; Lawn 2015; Schreiner 2003); Paediatric
and Adult combined (Beretta 2017; Chen 2016; Elwes 1985; Hart
1990; Marson 2005; Musicco 1997).

Follow-up beyond two years

Twenty-five studies reported seizure recurrence of >2 years, of
which 11 were paediatric, with a maximum reported follow-up
period of 10 years (Shinnar 2000); six were adult with the longest
follow-up period being 10 years (Lawn 2015); and eight were a
combination of paediatric and adult populations, with the longest
follow-up reported being that in the NGPSE (>20 years Bell 2016). Of
these, eight out of the paediatric studies, five of the six adult studies
and all of the eight combined paediatric and adult studies were also
included in the meta-analysis.

Excluded studies

We excluded 80 studies from the review for the following main
reasons (see Characteristics of excluded studies table: Table 1):
12 studies and their corresponding full texts were unable to be
accessed (Binelli 1988; Gupta 1993; Jafari 2020, Koelfen 1991;
Kollar 2006; Masato 1999; Murthy 2020; Rozsavolgyi 2007; Tanabe
2005; Thoon 2006; Weber 1987; Zhang 2016); 21 studies included
duplicate datasets that were included elsewhere in this review
(Benn 2008; Bonnett 2010; Bonnett 2014; Cremo 1993; First Seizure
Trial Group 1993; Hauser 1982; Jallon 2007; Kim 2006; Kita 1992;
Lawn 2013; Lindsten 2001a; Lindsten 2001b; Olafsson 1998; Ramos
Lizana 2009; Scotoni 1999; Shinnar 1990; Shinnar 1993; Shinnar
1996; Stroink 1998; van Donselaar 1992; Winckler 1997); two studies
had an insufficient follow-up duration (Alesefir 2020; McIntosh
2021); three studies had an insufficient number of participants
(Drenthen 2021; Kotov 2020; Koutroumanidis 2018); 17 studies
had an ineligible population (Brown 2015; Chen 2018; Fonseca
2018; Haapaniemi 2014; Hesdorffer 1996; Lindsten 2000; Liihdorf
1986; Mahamud 2018; Mahler 2015; Matsushita 1993; Pathan
2014; Potchen 2014; Poudel 2016; Pujar 2018; Qadri 2017; Ramos
Lizana 2000; Takami 2015); 21 studies had seizure recurrence
rates which were not clearly stated (Langenbruch 2019; Bensken
2020; Douw 2010; Fisch 2016; Hesdorffer 2007; Jallon 2001; Jha
2004; Keret 2020; Khan 2020; Kim 2016; Kim 2020; Kramer 1997;
Llaurado 2020; Maia 2017; McManus 2021; Olivé-Gadea 2019;
Paliwal 2015; Saemundsen 2008; Sathirapanya 2020; Specchio
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2019; van Donselaar 1997) , and four studies described recurrence  Arisk of bias assessment was performed on the 46 studies included
time points which were not clearly stated (Falip-Centellas 2002;  in the meta-analysis, but not for the mortality studies, nor for
Martinovi¢ 1997; Najafi 2008; Pereira 2014). studies with a follow-up time period >2 years. Figure 2 shows the
risk of bias for each cohort, whilst Figure 3 shows assessments for
each domain across studies. We were able to assess each study in
all available domains. Overall all, studies were felt to have at least
one domain with moderate or unclear risk of bias. Lawn 2015 was
felt to be the study with the lowest risk of bias.

Ongoing studies
We found no ongoing studies.

Risk of Bias
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Figure 2. (Continued)
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Figure 3.
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Results with overall study heterogeneity (12 = 93%). The estimated seizure

Seizure recurrence at six months

Seizure recurrence at six months following a first unprovoked
seizure is shown in Figure 4. The overall estimated recurrence
rate at six months for all studies (All studies: 27 studies, 7111
participants) was 27% (95% confidence interval (Cl) 24% to 31%)

recurrence rate for adults (7 studies, 1914 participants) was 25%
(95% Cl 19% to 30%, |12 = 88%), whilst the estimated recurrence rate
for children (14 studies, 2232 participants) was slighter higher at
30% (95% Cl 23% to 37%), again with very high study heterogeneity
(12 = 95%).
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Figure 4.
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Assarzadegan 2015 0.079207921  0.026872273 3.9% 0.08[0.03, 0.13] - 09220000
Bessiso 2001 0.333333333  0.082060994  2.4% 0.33[0.17, 0.49] R ?2?272000
Boonluksiri 2003 0.516483516  0.052385752  3.3% 0.52[0.41,0.62] . P00 2 @2
Bora 1995 0.319727891  0.038465637 3.7% 0.32[0.24, 0.40] - 020020
Boulloche 1989 0.218487395  0.037879803 3.7% 0.22[0.14, 0.29] - [ BN NN EON )
Camfield 1985 0.363095238  0.037101621  3.7% 0.36[0.29, 0.44] - 2222 2@°?
Chen 2016 0.164179104  0.032000971 3.8% 0.16[0.10, 0.23] - 0200220
Daoud 2004 0.128301887  0.020543604 4.1% 0.13[0.09, 0.17] - 200000
Elwes 1985 0.458646617  0.043206959  3.5% 0.46[0.37, 0.54] - 72 0®2 @
Hart 1990 0.269417476  0.021857421 4.0% 0.27[0.23, 0.31] - 20200
Hopkins 1988 0.279411765  0.022214464  4.0% 0.28[0.24,0.32] - 0200672006
Inaloo 2008 0.288461538  0.036272781 3.7% 0.29[0.22, 0.36] - 020020~
Jason 2018 0.089068826 ~ 0.01812413  4.1% 0.09 [0.05, 0.12] - ®®? 2 2@
Kawkabani 2004 0.315789474  0.037702653 3.7% 0.32[0.24, 0.39] - 202000
Lawn 2015 0.240601504  0.015131521 4.2% 0.24[0.21,0.27] - P00 OS®
Lin 2014 0.413043478  0.072597545  2.7% 0.41[0.27,0.56] J— [ XN N N
Marson 2005 0.19001387  0.014610457 4.2% 0.19[0.16, 0.22] - 22 00000
Mizrogi 2015 0.356164384  0.056046863 3.1% 0.36[0.25, 0.47] - 2 ®?29°®
Musicco 1997 0.183770883  0.018920708  4.1% 0.18[0.15,0.22] - 2220200
Schreiner 2003 0.229299363  0.033550149  3.8% 0.23[0.16, 0.30] - ?@®2@®2 @2
Scotoni 2004 0.150234742  0.024481886 4.0% 0.15[0.10, 0.20] - 2200000
Shinnar 2000 0.221130221  0.020571183 4.1% 0.22[0.18, 0.26] - 920000
Van Donselaar 1991 0271523179 0.036192856  3.7% 0.27[0.20, 0.34] - EIC NN
Zhang 2014 0.297297297  0.053133134 3.2% 0.30[0.19, 0.40] —_ 22 00000
Zhang 2017 0.331578947  0.034154013 3.8% 0.33[0.26 , 0.40] - 7000000
Subtotal (95% CI) 100.0% 0.27[0.24, 0.31] ¢
Heterogeneity: Tau? = 0.01; Chi? = 347.36, df = 26 (P < 0.00001); I = 93%
Test for overall effect: Z = 14.01 (P < 0.00001)
1.1.2 Adults
Assarzadegan 2015 0.079207921  0.026872273  14.8% 0.08[0.03, 0.13] - 0®:200
Bora 1995 0.319727891  0.038465637  13.1% 0.32[0.24, 0.40] 200
Hopkins 1988 0.279411765  0.022214464  15.4% 0.28[0.24,0.32] - 90?200
Kawkabani 2004 0.315789474  0.037702653  13.2% 0.32[0.24,0.39] - 020720
Lawn 2015 0.240601504  0.015131521  16.2% 0.24[0.21, 0.27] = e
Schreiner 2003 0.229299363  0.033550149  13.8% 0.23[0.16, 0.30] - 2 @2 @2
Van Donselaar 1991 0271523179 0.036192856  13.4% 0.27[0.20, 0.34] - N NN )
Subtotal (95% CI) 100.0% 0.25[0.19, 0.30] ¢
Heterogeneity: Tau? = 0.01; Chi2 = 48.12, df = 6 (P < 0.00001); I2 = 88%
Test for overall effect: Z = 8.37 (P < 0.00001)
1.1.3 Paediatric
Arthur 2008 0.58  0.040298883  7.3% 0.58 [0.50 , 0.66] - 222@@® 2 2
Bessiso 2001 0.333333333  0.082060994 5.7% 0.33[0.17, 0.49] — 02?272000
Boonluksiri 2003 0.516483516  0.052385752  6.9% 0.52[0.41,0.62] . 2902 2@
Boulloche 1989 0.218487395  0.037879803 7.3% 0.22[0.14, 0.29) - 0202070
Camfield 1985 0.363095238  0.037101621  7.4% 0.36[0.29, 0.44] - 222202007
Daoud 2004 0.128301887  0.020543604 7.7% 0.13[0.09, 0.17] - 200000
Inaloo 2008 0.288461538  0.036272781  7.4% 0.29[0.22, 0.36] - 0200 @
Jason 2018 0.089068826  0.01812413 7.8% 0.09 [0.05, 0.12] - 0022207
Lin 2014 0.413043478  0.072597545 6.1% 0.41[0.27 , 0.56] . 09 ® >
Mizrogi 2015 0.356164384  0.056046863  6.7% 0.36[0.25, 0.47] — P02@2@®
Scotoni 2004 0.150234742  0.024481886 7.7% 0.15[0.10, 0.20] - 00000
Shinnar 2000 0.221130221  0.020571183 7.7% 0.22[0.18, 0.26] - 7020000
Zhang 2014 0.297297297  0.053133134 6.8% 0.30[0.19, 0.40] — 27 909000
Zhang 2017 0.331578947  0.034154013 7.4% 0.33[0.26 , 0.40) - 000000
Subtotal (95% CI) 100.0% 0.30 [0.23, 0.37] ¢
Heterogeneity: Tau? = 0.02; Chi2 = 238.14, df = 13 (P < 0.00001); I = 95%
Test for overall effect: Z = 8.00 (P < 0.00001)

' + +
-1 0.5 0.5

Risk of bias legend
(A) Study participation
(B) Study attrition

(C) Prognostic factor measurement
(D) Outcome measurement

(E) Study confounding

(F) Statistical analysis and reporting
(G) Overall risk of bias

We judged the certainty of the evidence to be moderate. We
downgraded the certainty of evidence due to high levels of
statistical heterogeneity between studies (Summary of findings 1).

The forest plot for seizure recurrence at one year is shown in Figure
5. Overall estimated seizure recurrence at one year for all studies (34
studies, 6843 participants) was 36% (95% Cl 33% to 40%) with very
high study heterogeneity (12=89%). As shown for seizure recurrence

Seizure recurrence at on year at six months, the estimated seizure recurrence rate for adults (9

Prognosis of adults and children following a first unprovoked seizure (Review) 17
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studies, 2468 participants) was lower than for all studies at 35% 2313 participants) was higher at 38% (95% CI 31% to 44%) with very
(95% CI 31% to 38%), but with lower study heterogeneity (I12=64%),  high study heterogeneity (12 = 90%).
whilst the estimated seizure recurrence rate for children (16 studies,

Prognosis of adults and children following a first unprovoked seizure (Review) 18
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"Seizure Recurrence Proportion” "Seizure Recurrence Proportion"” Risk of Bias
Study or Subgroup e Recurrence Proportion& SE ‘Weight 1V, Random, 95% CI 1V, Random, 95% CI A BCDETFG
1.21Al1
Al-Momani 2020 0.551724138  0.029203484  3.2% 0.55[0.49, 0.61] - 209007 @
Annegers 1986 0.360849057  0.023322848 3.3% 0.36[0.32, 0.41] - 0?2200
Beretta 2017 0.348684211  0.038653618 3.0% 0.35[0.27, 0.42] - ®?2 2200
Boonluksiri 2003 0.659340659  0.049681464  2.7% 0.66 [0.56 , 0.76] — 2 @@ 2 2
Bora 1995 0.414965986  0.040638544  3.0% 0.41[0.34,0.49] — 0200
Boulloche 1989 0.285714286  0.041412217  2.9% 0.29[0.20, 0.37] — 02020
Camfield 1985 0.398809524  0.037777583  3.0% 0.40[0.32, 0.47] - PO 0E
Camfield 1989 0.35483871  0.085934746 1.9% 0.35[0.19, 0.52] —_— [ X X N
Chandra 1992 0.298319328  0.029656642  3.2% 0.30 [0.24, 0.36] -~ 29000
Chen 2016 0.298507463  0.039530902  3.0% 0.30[0.22,0.38] -~ 02007
Daoud 2004 0.249056604  0.026566216  3.2% 0.25[0.20, 0.30] - 2000
Das 2000 0.289473684  0.052022094  2.7% 0.29[0.19, 0.39] —_ 0?2220
de Rezende Machado 2021 0.459459459  0.057932447  2.6% 0.46 (035, 0.57] — 22 @72 2
Elwes 1985 0.62406015  0.041999739  2.9% 0.62[0.54,0.71] - 2?2@@7
Geut 2017 0.509615385  0.049019967 2.8% 0.51[0.41, 0.61] —_— 027200
Gilad 1996 0.344827586  0.050958798  2.7% 0.34[0.24, 0.44] . 0®:200
Hart 1990 0.368932039  0.023771832  3.3% 0.37[0.32, 0.42] ~ [ X N N
Hauser 1990 0.139423077  0.02401765  3.3% 0.14[0.09, 0.19] [ X X X K
Hopkins 1988 0.389705882  0.024143932  3.3% 0.39[0.34, 0.44] - 0200~
Hui 2001 0.303030303  0.040000278  3.0% 0.30[0.22,0.38] — 2@ 2
Inaloo 2008 0.416666667  0.039472122  3.0% 0.42[0.34, 0.49] — 0290~
Jagtap 2013 0.2 0.063245553 2.4% 0.20[0.08, 0.32] — [ X AN )
Kho 2006 0.416666667  0.025983732  3.2% 0.42[0.37,0.47] - 2200
Klotz 2021 0.285714286  0.060368161  2.5% 0.29[0.17 , 0.40] - 00200
Lawn 2015 0.329573935  0.016639889 3.4% 0.33[0.30, 0.36] - LXK K]
Llevadias 2004 0.393939394  0.060145171  2.5% 0.39[0.28, 0.51] —_ 20?220
Mizrogi 2015 0.493150685  0.058515083  2.5% 0.49[0.38, 0.61] — 2@2 @2
Musicco 1997 0.267303103  0.021620073  3.3% 0.27[0.22,0.31] - 222 @2
Schreiner 2003 0.27388535  0.035590753  3.1% 0.27[0.20, 0.34] - 2 @2 @2
Scotoni 2004 0.248826291  0.029622965 3.2% 0.25[0.19, 0.31] - 272000
Shinnar 2000 0.28992629  0.022490459  3.3% 0.29[0.25, 0.33] - 19200
Van Donselaar 1991 0.331125828  0.038298368 3.0% 0.33[0.26, 0.41] - 720000
Zhang 2014 0351351351 0.055495748  2.6% 0.35[0.24, 0.46] - 2200 @
Zhang 2017 0.389473684  0.035376467 3.1% 0.39[0.32, 0.46] . 20000
Subtotal (95% CI) 100.0% 0.36 [0.33 , 0.40] 'y
Heterogeneity: Tau? = 0.01; Chi2 = 313.72, df = 33 (P < 0.00001); I> = 89%
Test for overall effect: Z = 20.11 (P < 0.00001)
1.2.2 Adult
Bora 1995 0.414965986  0.040638544  9.1% 0.41[0.34, 0.49] - [ BN N NN
Chandra 1992 0.298319328  0.029656642  12.0% 0.30[0.24, 0.36] - 2090000
Gilad 1996 0.344827586  0.050958798  7.1% 0.34[0.24,0.44] —- 082000
Hopkins 1988 0.389705882  0.024143932  13.6% 0.39[0.34, 0.44] - [ BN N NN
Hui 2001 0.303030303  0.040000278  9.3% 0.30[0.22, 0.38] - 02®2 20
Kho 2006 0.416666667 ~ 0.025983732  13.1% 0.42[0.37,0.47] - 2720000
Lawn 2015 0.329573935  0.016639889  15.8% 0.33[0.30, 0.36] - [ XXX X X
Schreiner 2003 0.27388535  0.035590753  10.4% 0.27[0.20, 0.34] - 2 92@®2 @
Van Donselaar 1991 0.331125828  0.038298368  9.7% 0.33[0.26, 0.41] - 270000 >
Subtotal (95% CI) 100.0% 0.35 [0.31, 0.38] [}
Heterogeneity: Tau? = 0.00; Chi2 = 22.51, df = 8 (P = 0.004); I = 64%
Test for overall effect: Z = 20.10 (P < 0.00001)
1.2.3 Paediatric
Al-Momani 2020 0.551724138  0.029203484  6.9% 0.55[0.49, 0.61] - 70072700
Boonluksiri 2003 0.659340659  0.049681464  6.2% 0.66 [0.56, 0.76] - 20072 2@
Boulloche 1989 0.285714286  0.041412217 6.5% 0.29[0.20, 0.37] - 0270?20?20
Camfield 1985 0.398809524  0.037777583  6.6% 0.40 [0.32, 0.47] . 22222@°2
Camfield 1989 035483871  0.085934746  4.7% 0.35[0.19, 0.52] —_— 290 20"
Daoud 2004 0.249056604  0.026566216 7.0% 0.25[0.20 , 0.30] - 2200000
de Rezende Machado 2021 0.459459459  0.057932447  5.9% 0.46 035, 0.57] —_ 22@2 2@°?
Inaloo 2008 0.416666667  0.039472122 6.6% 0.42[0.34, 0.49] - [ BN N NN N
Jagtap 2013 0.2 0.063245553  5.6% 0.20 [0.08 , 0.32] —— ? 2 ®
Klotz 2021 0.285714286  0.060368161  5.8% 0.29[0.17, 0.40] I 002900
Llevadias 2004 0.393939394  0.060145171  5.8% 0.39[0.28, 0.51] — ®20 ?
Mizrogi 2015 0.493150685  0.058515083  5.8% 0.49[0.38, 0.61] —_— ? 2 @2 @2
Scotoni 2004 0.248826291  0.029622965  6.9% 0.25[0.19,0.31] - 27200000
Shinnar 2000 0.28992629  0.022490459  7.1% 0.29[0.25, 0.33] - ? N NN
Zhang 2014 0351351351 0.055495748 6.0% 0.35[0.24, 0.46] — ? [ X X X X )
Zhang 2017 0.389473684  0.035376467  6.7% 0.39[0.32, 0.46] - XXX X
Subtotal (95% CI) 100.0% 0.38 [0.31, 0.44]

Heterogeneity: Tau? = 0.01; Chi2 = 144.02, df = 15 (P < 0.00001); I2 = 90%
Test for overall effect: Z = 12.01 (P < 0.00001)

Risk of bias legend
(A) Study participation
(B) Study attrition

(C) Prognostic factor measurement

(D) Outcome measurement
(E) Study confounding
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Figure 5. (Continued)

(L) Prognostic ractor measurement
(D) Outcome measurement

(E) Study confounding

(F) Statistical analysis and reporting
(G) Overall risk of bias

We judged the certainty of the evidence to be moderate; we
downgraded the certainty of evidence due to high levels of
statistical heterogeneity between studies (Summary of findings 2).

Seizure recurrence at two years

The forest plot for seizure recurrence at two years is shown in Figure
6. Overall estimated seizure recurrence at two years for all studies
(27 studies, 6908 participants) was 43% (95% Cl 39% to 47%) with

very high study heterogeneity (12 = 92%). As shown for seizure
recurrence at six months and at one year, the estimated seizure
recurrence rate at two years was lower for adults (9 studies, 2043
participants) than for all studies at 41% (95% CI 37% to 44%)
with lower estimated study heterogeneity (12 = 58%), whilst the
estimated seizure recurrence rate for children (12 studies, 2172
participants) was higher at 45% (95% Cl 36% to 54%), with very high
study heterogeneity (12 = 95%).

Prognosis of adults and children following a first unprovoked seizure (Review) 20
Copyright © 2023 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



c Coch rane Trusted evidence.
= . Informed decisions.
1 Libra ry Better health. Cochrane Database of Systematic Reviews

Figure 6.
"Seizure Recurrence Proportion” "Seizure Recurrence Proportion" Risk of Bias

Study or Subgroup &quot;Seizure Recurrence Proportion&quot; SE Weight 1V, Random, 95% CI 1V, Random, 95% CI A BCDETFG
1.3.1A1

Austin 2002 0.727678571  0.029743132 3.9% 0.73[0.67 , 0.79] - 020020~
Baldin 2017 0.384615385 0067466001 3.0% 0.38[0.25, 0.52] — [ X BN X X N
Beretta 2017 0.421052632  0.040046627 3.7% 0.42[0.34, 0.50] - 0220000
Bora 1995 0.421768707  0.040731397 3.7% 0.42[0.34,0.50] - 020020~
Camfield 1985 0.464285714  0.038477304  3.7% 0.46[0.39, 0.54] - 2222 2@°?
Chen 2016 0.462686567  0.043072978 3.6% 0.46[0.38 , 0.55] —-— 0200220
Daoud 2004 0.328301887  0.028847011 3.9% 0.33[0.27, 0.38] - 200000
Elwes 1985 0691729323  0.04004132  3.7% 0.69 [0.61,0.77] - ?20®2 ®
Gilad 1996 0.436781609  0.053175424  3.4% 0.44[0.33, 0.54] — 0020000
Hart 1990 0.42961165  0.024387919 4.0% 0.4310.38, 0.48] - 2200
Hopkins 1988 0.490196078  0.02474893  4.0% 0.49 [0.44 , 0.54] - 9200200
Huang 2008 0.387387387  0.046238551 3.6% 0.39[0.30, 0.48) — 020®~2 2
Hui 2001 0371212121 0.042050987  3.7% 0.37[0.29, 0.45] —-— 9?2@®?2 2072
Inaloo 2008 0.461538462  0.039913425  3.7% 0.46 [0.38, 0.54] - [ N NN R
Jason 2018 0.20242915  0.025566583  4.0% 0.20 [0.15, 0.25] - ®®? 2 2@
Lawn 2015 0.419799499  0.01747063 4.1% 0.42[0.39, 0.45] - N e
Lin 2014 0.565217391  0.073091172 2.9% 0.57[0.42, 0.71] I 0®®° ® >
Marson 2005 0.32038835  0.017378054 4.1% 0.32[0.29, 0.35] - 22 00000
Mizrogi 2015 0.547945205  0.058250905  3.3% 0.55 [0.43 , 0.66] —_ 7020 2@®
Musicco 1997 0.353221957  0.023350408 4.0% 0.35[0.31, 0.40] - 2220200
Schreiner 2003 0312101911  0.036979449  3.8% 0.31[0.24,0.38] - 70202 @®
Scotoni 2004 0.366197183  0.033009943 3.9% 0.37[0.30, 0.43] - 22 00000
Shinnar 2000 0.371007371  0.02394511 4.0% 0.37[0.32, 0.42] - 72090000
Van Donselaar 1991 0.397350993  0.039822718 3.7% 0.40[0.32, 0.48] . 70000720
Winckler 2004 0.513761468  0.047873172 3.5% 0.51[0.42, 0.61] . ®@00000
Zhang 2014 0.378378378  0.056378089 3.3% 0.38[0.27 , 0.49] —_ 22 00000
Zhang 2017 0.452631579  0.036110666 3.8% 0.45[0.38, 0.52] - 7000000
Subtotal (95% CI) 100.0% 0.43[0.39, 0.47] ¢

Heterogeneity: Tau? = 0.01; Chi? = 316.22, df = 26 (P < 0.00001); I = 92%
Test for overall effect: Z = 19.54 (P < 0.00001)

1.3.2 Adult

Baldin 2017 0.384615385 0067466001 5.7% 0.38[0.25, 0.52] — [ X BN X X X
Bora 1995 0.421768707  0.040731397  10.7% 0.42[0.34,0.50] - 9200 ®
Gilad 1996 0.436781609  0.053175424 7.9% 0.44[0.33, 0.54] — 020000
Hopkins 1988 0.490196078  0.02474893  15.6% 0.49[0.44, 0.54] - 02006072006
Huang 2008 0.387387387  0.046238551  9.3% 0.39[0.30, 0.48] - 020®2 22
Hui 2001 0.371212121  0.042050987  10.3% 0.37[0.29, 0.45] - @?2@®?2 2@
Lawn 2015 0.419799499  0.01747063  18.0% 0.42[0.39, 0.45] - N e
Schreiner 2003 0312101911 0.036979449  11.7% 0.31[0.24, 0.38] - 2 @297 ®
Van Donselaar 1991 0.397350993  0.039822718  10.9% 0.40[0.32, 0.48) - T 0000 O
Subtotal (95% CI) 100.0% 0.41[0.37,, 0.44] ¢

Heterogeneity: Tau? = 0.00; Chi2 = 19.04, df = 8 (P = 0.01); I> = 58%

Test for overall effect: Z = 21.67 (P < 0.00001)

1.3.3 Paediatric

Austin 2002 0.727678571  0.029743132 8.7% 0.73[0.67 , 0.79] - 0200 ®
Camfield 1985 0.464285714  0.038477304  8.4% 0.46[0.39, 0.54] - 222 2@7
Daoud 2004 0.328301887  0.028847011 8.7% 0.33[0.27, 0.38] - 200000
Inaloo 2008 0.461538462  0.039913425  8.4% 0.46 [0.38, 0.54] - 9290 ®
Jason 2018 0.20242915  0.025566583  8.7% 0.20 [0.15, 0.25] - ®®?2 2 2@
Lin 2014 0.565217391  0.073091172 7.3% 0.57[0.42,0.71] — [ X N NN N
Mizrogi 2015 0.547945205  0.058250905 7.8% 0.55[0.43, 0.66] —.— 2 @®2@® 2@
Scotoni 2004 0.366197183  0.033009943 8.6% 0.37[0.30, 0.43] - 22 00000
Shinnar 2000 0.371007371  0.02394511 8.8% 0.37[0.32, 0.42] - P 20000
Winckler 2004 0.513761468  0.047873172 8.2% 0.51[0.42,0.61] . 200000
Zhang 2014 0.378378378  0.056378089 7.9% 0.38[0.27 , 0.49] —— 27 909000
Zhang 2017 0.452631579  0.036110666  8.5% 0.45[0.38, 0.52] - 000000
Subtotal (95% CI) 100.0% 0.45[0.36 , 0.54] <*

Heterogeneity: Tau? = 0.02; Chi2 = 212.43, df = 11 (P < 0.00001); 12 = 95%
Test for overall effect: Z =9.79 (P < 0.00001)

Risk of bias legend

(A) Study participation

(B) Study attrition

(C) Prognostic factor measurement
(D) Outcome measurement

(E) Study confounding

(F) Statistical analysis and reporting
(G) Overall risk of bias

We judged the certainty of the evidence to be moderate; we  We assessed publication bias for all three meta-analyses by visually
downgraded the certainty of evidence due to high levels of assessing funnel plots of ten randomly selected studies, with no
statistical heterogeneity between studies (Summary of findings 3).  significant evidence of publication bias.

Mortality following a first unprovoked seizure
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Results relating to mortality following a first unprovoked seizure
were reported in nine studies including 2373 participants (Bell
2016; Benn 2009; Hesdorffer 2009; Kawkabani 2004; Leone 2006;
Leone 2011; Logroscino 2008; Loiseau 1999; Shinnar 2005). Meta-
analysis of mortality results could not be conducted due to
variability in the reporting of results. A summary of study SMRs at
different time points, where given, are detailed in Table 2.

In the prospective cohort study by Loiseau, one-year mortality was
calculated for 505 people with a first unprovoked seizure. Overall,
the standardised mortality ratio (SMR) was 4.1 (95% Cl 2.5 to 6.2).
Mortality was related to underlying seizure aetiology with no deaths
reported with an idiopathic seizure (SMR 0), an SMR of 1.6 (95% Cl
0.4 to 4.1) for those with a cryptogenic seizure and an SMR of 19.8
(95% Cl 14.0 t027.3) for those with a remote symptomatic seizure or
a seizure in a progressive condition. (Loiseau 1999).

In the prospective cohort study by Shinnar of 407 children following
a first unprovoked seizure followed up for a mean of 14.2 years,
nine children died. Four deaths were considered to be unrelated
to the seizure, all four children did not have any further seizures
and were not on anti-seizure medication. In contrast, the other
five children who died all had refractory epilepsy on multiple
medications and four of the deaths were considered to possibly
be SUDEP (sudden unexpected death in epilepsy) related. It was
concluded that initiating treatment after the first seizure would not
have altered mortality in any of the five cases (Shinnar 2005).

Delaying treatment after afirst generalised tonic-clonic seizure was
also not found to mortality in a long-term follow-up analysis of 419
patients in the FIRST study. Patients were followed up for a median
19.2 years (0.2 to 21.5 years), during which time 40 people (9.6%)
died, 19 (8.9%) in the immediate treatment group and 21 (10.3%)
in the delayed treatment group. The probability of survival at all
time points was comparable in the immediate versus the delayed
treatment groups (one year (100%), five years 97% (95% Cl 95%
to 99%) versus 98% (95% Cl 95% to 100%)), 10 years, 94% (95%
Cl 91% to 97%) versus 97% (95% Cl 94% to 99%) and 20 years
(91% (95% C| 87% to 95%) versus 89% (95% Cl 85% to 94%)) (P =
0.7). In multivariate analysis, the only significant predictor of higher
mortality (HR (hazard ratio) 3.4 (95% Cl 2.5 to 4.3)) was a remote
symptomatic aetiology, with mortality being highest in those failing
to achieve a five-year seizure remission (Leone 2011).

In the NGPSE (Hart 1990; Bell 2016), 302 people with a single
unprovoked seizure were followed up for a median of 17 years (10.0
to 24.1) years during which 109 (36%) died. The SMR was 2.65 (95%
Cl 2.23 to 3.15) in those with a single seizure at presentation, with
the SMR being highest if the first seizure was in childhood (<18
years: SMR 5.34 (95% Cl 3.32 to 8.59))compared to those with the
first seizure laterin life (=18 years: SMR 1.89 (95% CI 1.75t0 2.25)). In
the 146 people with a single seizure who went into early remission
(defined as no recorded seizures after the first year of follow-up) and
had more than two years follow-up, the SMR was 1.86 (95% Cl 1.40
to 2.46), whilst in 112 people who ever had a single notified seizure
and greater than one-year follow-up the SMR was 1.57 (SMR 95% ClI
1.15t0 2.13) (Bell 2016).

In a retrospective study of reported seizures in Northern Manhattan
over a three-year period, 123 people were identified with a single
seizure with a case fatality of 14.6% (18/123) observed, with the
majority of deaths being attributable to malignant neoplasms.
Cardiovascular disease and pneumonia and influenza (Benn 2009).

One prospective study compared the 10-year mortality following
a first unprovoked seizure with that following a first of idiopathic
episode of status epilepticus. Two-hundred and ninety-one people
with afirst unprovoked seizure were identified compared to 16 with
status epilepticus. At 10 years, there were five deaths (31.2%) in
the status epilepticus compared to 27 (9.3%) in the seizure group.
Kaplan-Meier analysis estimated the cumulative mortality at 10
years was to be 32.3% and 11.8%, respectively. The SMR for status
epilepticus at 10 years compared to the general population was
2.6 (95% CI 0.8 to 5.3) compared to an SMR of 1.2 (95% 0.8 to
1.6) for those with a first unprovoked seizure and an SMR of 1.3
(95% CI 0.9 to1.8) for a first unprovoked seizure of any type (307).
Amongst those aged > 65 years, status epilepticus was associated
with a higher risk of mortality (SMR 3.18 (95% CI 1.01 to 6.60)), but
not a first unprovoked seizure of short duration (SMR 0.73 (95%
Cl 0.39 to 1.18)). In those who did not develop epilepsy (184/307
(59.9%)) the cumulative risk of mortality was comparable in the
status epilepticus (20%) and seizure group (13.7%) (P = 0.5). In
those who had further unprovoked seizures (127/307 (40.0%)), the
cumulative risk of mortality at 10 years was 60% in the status
epilepticus group and 9.6% in the seizure group. After adjusting for
age and sex, the presence of status epilepticus was associated with
an increased risk of death amongst those who developed epilepsy,
there was no increased risk conferred in those who did not have a
seizure recurrence (Logroscino 2008).

The final study assessed the mortality associated with three
aetiologies (CVA, TBl and CNS Infections), comparing those with an
acute symptomatic seizure to those with an unprovoked seizure
for each aetiology with the 30-day and 10-year mortality for each
group calculated. A first acute symptomatic seizure was associated
with a significantly higher risk of 30-day mortality (21.4% (95% ClI
16.9% to 26.9%)) compared to a first unprovoked seizure (3.4%
(95% Cl 1.4% to 7.9%) P <0.001). Those with an acute symptomatic
seizure had a rate ratio (RR) of 6.9 times more likely to die within
30 days compared to those with an unprovoked seizure (95% Cl 2.8
to 17.3). The 30-day mortality for those with an unprovoked seizure
with stroke was 5.0% (95% Cl 2.1% to 11.5%), whilst there were
none observed at 30 days after a first unprovoked seizure in the TBI
and CNS Infections groups. Amongst 30-day survivors the 10-year
mortality was comparable for those with acute symptomatic and
unprovoked seizures (RR 1.0 (95% CI 0.7 to 1.5). Specifically, the 10-
year mortality for those with an unprovoked seizure and stroke was
71.6% (95% Cl 61.0 to 81.4)), and an unprovoked seizure and TBI
was 28.1% (95% Cl 15.6% to 47.4%). There were no observed deaths
at 10 years in those with an unprovoked seizure and CNS infection
(Hesdorffer 2009).

Seizure recurrence in specific populations

In a cohort of 63 participants with a moderate to severe traumatic
brain injury, who had a late post-traumatic seizure (>7 days
following the head injury), the risk of a further unprovoked seizure
was 47% at one month, 69% at six months, 82% at one year and
approximately 86% at two years (Haltiner 1997).

The risk of a further unprovoked seizure at 10 years was calculated
at 71.5% (95% Cl 59.7% to 81.9%) for those with stroke, 46.6% (95%
C130.4% to 66.3%) for those with a TBI, and 63.5% (95% CI 21.2% to
98.6%) for those with a CNS infection (Hesdorffer 2009).
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In those with a single episode of idiopathic status epilepticus, 5 out
of 16 (31.3%) developed epilepsy at 10-year follow-up (Logroscino
2008).

Individuals with a first unprovoked seizure and dementia were
identified using the Swedish Dementia Register and were matched
by age and gender to controls with a first unprovoked seizure
without dementia. The five-year risk of developing subsequent
epilepsy after a first unprovoked seizure was 32% (95% CI 27% to
37%) for those with dementia and 31% (95% Cl 25% to 38%) in
controls. The five-year risk of epilepsy was 48% (95% ClI 37% to
59%) for those aged 70 years and below and 26% (95% CI 21%
to 30%) for those aged 70 years and above. The five-year risk of
developing subsequent epilepsy, calculated by dementia subtype,
was highest amongst those with early onset Alzheimer’s (50% (95%
Cl 33.3% to 66.7%)), followed by Frontotemporal dementia (39%
(95% Cl 11.2% to 66.8%)), unclassified dementia (35.3% (95% ClI
23.0% to 47.6%)), mixed type dementia (34.1% (95% CI 23.1% to
45.1%)), and vascular dementia (26.4% (95% Cl 17.6% to 35.2%)).
The lowest risk of subsequent epilepsy was seen in those with
Lewy body dementia (8.5% (95% C10.0% to 19.9%)) and Parkinson’s
disease with dementia (10.0% (95% CI 0.0% to 23.1%) (Mahamud
2020).

Seizure recurrence beyond two years

Twenty-five studies (24 cohorts; 6774 participants) reported seizure
recurrence rate beyond two years, with the majority reporting
seizure recurrence rates for five years or less (summarised in Table
3), with only three studies (1252 participants) reporting recurrence
rates at 10 years or more (Lawn 2015; Bell 2016; Beretta 2017).

In the NGPSE in the 302 people with a single unprovoked seizure at
presentation, the probability of remaining seizure-free at five years
from the first seizure was 43% (95% Cl 37% to 49%), 39% (95% 33%
to 44%) at 10-years from the first seizure, 38% (95% Cl 33% to 44%)
at 15-years, 38% (95% Cl 33% to 44%), at 20-years and 36%(95%
Cl 30% to 42%) at 25-years. In those who presented with a single
seizure and remained seizure-free for the first five years (n = 113),
the probability of remaining seizure-free at 10-years was 90%(95%
Cl 82% to 94%) 89%(95% CI 81% to 93%), at 15-years, 89%(95% Cl
81% to 93%), at 20 years 83%(95% Cl 72% to 90%) at 25-years. For
those who presented with a single seizure and remained seizure-
free for the first 10 years (n = 94), the probability of remaining
seizure-free at 15 years was 99%(95% Cl 92% to 99.8%), 99%(95% Cl
92% t0 99.8%) at 20-years and 92% (95% Cl 80% to97%) (Bell 2016).

In a multicentre retrospective cohort study, 1006 patients with
newly diagnosed epilepsy were followed up over a median 16
years (10 to 57 years), comparing seizure recurrence in 854 (84.9%)
people diagnosed with epilepsy using the traditional definition
of epilepsy (TD) (defined as two or more unprovoked seizures
more than 24 hours apart) and 152 people (15.1%) were diagnosed
with epilepsy using the new definition (ND) (one unprovoked (or
reflex) seizure and an estimated probability of seizure recurrence
occurring over the next 10 years or diagnosis of an epileptic
syndrome (Fisher 2014)). 92% of those with the ND of epilepsy were
started on treatment within one month of the first unprovoked
seizure (comparable to those with the TD). The probability of
occurrence of a second unprovoked seizure was 34.2% at one year,
42.1% at two years, 66.5% at five years, 83.6% at 10 years, and
89.1% at 15 years, consistent with the ND with a probability of >60%
seizure recurrence at 10 years (Beretta 2017).

Certainty of the evidence (GRADE)

The evidence presented was of moderate certainty. Most studies
showed reasonably consistent results, although there was
heterogeneity it appeared to be driven by a few studies which
showed quite extreme results compared to the others. This
heterogeneity was the main driving factor to downgrade the
certainty of the evidence by one level. This moderate level of
certainty applied across all three time points, (6 m, 12 m and 24
m) and for adults, children and all studies. The evidence was not
downgraded further as it was thought that the heterogeneity did
not impact on the overall results too much.

DISCUSSION
Summary of main findings
Seizure recurrence

When counselling people with a first unprovoked seizure as to
their risk of a further unprovoked seizure, clinicians are faced
with a lack of clarity in the evidence with significant variation
in the estimates provided. The primary aim of this review was
to provide more precision as to the risk of seizure recurrence
at specific time points. We included 46 studies in the meta-
analysis, out of 58 included studies in the review, with an estimated
seizure recurrence at six months of 27% (95% Cl 24% to 31%),
36% (95% Cl 33% to 40%) at one year and 43% (95% ClI 37%
to 44%) with slightly lower estimates for adults and slightly
higher estimates for children. It was impossible to provide a
summary estimate of the risk of seizure recurrence beyond these
time points. Most of the included studies had a short follow-
up, and few studies presented recurrence rates at a single time
point beyond two years. Few studies had a follow-up period
beyond 10 years, and only one, the NGPSE (Bell 2016) provided
recurrence risks beyond 20 years. The early (and small) randomised
controlled trials (RCTs) of short follow-up duration suggested an
apparent reduction in seizure recurrence in immediate versus
delayed treatment. This initial benefit is lost with longer follow-
up with near-identical rates of three year- and five-year remission
achieved in those in whom treatment was initiated or delayed
after a first unprovoked seizure, as demonstrated by the MESS
(Marson 2005) FIRST (Musico 1997 [https://revman.cochrane.org/
#/584919020710582866/dashboard/htmlView/current?
revertEnabled=false&versionWithProductionChanges=false#STD-
Musico-1997]) studies.

Mortality following a single unprovoked seizure

Similarly, this study tries to clarify the associated mortality with
a first unprovoked seizure. Overall, the data seem to support
the consensus that the underlying aetiology mainly drives the
underlying risk of mortality with a first unprovoked seizure. Those
with a remote symptomatic aetiology and failure to achieve
seizure remission are the most important predictors of mortality.
In particular, those with an idiopathic or cryptogenic first seizure
did not appear to be at a higher risk of premature mortality
than the general population. Delaying treatment following a first
unprovoked seizure did not increase the risk of early death.
In summary, the primary driver of mortality following a first
unprovoked seizure appears to be the underlying aetiology, but
nevertheless this is with the caveat that we did not undertake any
formal assessment of prognostic factors for mortality in this review.
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Comparison with other studies or reviews

Given the clinical importance of the risk of seizure recurrence
following a first unprovoked seizure, there have been surprisingly
few studies, other than narrative reviews covering clinical aspects
of first seizures such as (Jiménez-Villegas 2021), addressing this
question. Those systematic reviews (and meta-analysis), where
these have been done, has been in children. In an early systematic
review and meta-analysis, the risk of seizure recurrence in 16
studies was given as 51% overall (to last follow-up) with a reported
recurrence rate range of 23% to 71%. At or near two years
seizure recurrence rate was estimated to be 36% and 47% in
prospective and retrospective studies, respectively (Berg 1991). A
more recent meta-analysis again in children from six studies in
815 neurologically and developmentally normal children (aged 1
month to 17.5 years) gave an estimated seizure recurrence rate
within three years of 45% (95% Cl 37% to 60%) (Garcia 2017),
which is broadly in line with our results. For adults, we found no
systematic reviews/meta-analyses to guide clinical practice.

In terms of mortality we only identified one early mortality review
based on a small number of studies, with the authors concluding
that mortality is largely driven by underlying aetiology, is higher
in children and highest in the first year following the seizure. In
contrast, it was concluded that a single idiopathic unprovoked
seizure was probably not associated with increased mortality
(Beghi 2005).

Overall completeness and applicability

The primary aim of this review was to provide clarification as to
the risk of seizure recurrence following a first unprovoked seizure
in children and adults. In providing seizure recurrence estimates at
6 months, 12 months, 24 months as well as providing a narrative
overview of seizure recurrence beyond two years, is of practical
clinical utility. In particular, having accurate estimates for seizure
recurrence at si6 and 12 months, is important as this is the time
period that patients with a first seizure are typically excluded from
driving in most countries. This is also the typical duration of follow-
up thatis offered to patientsin a First Seizure clinic. Having a seizure
recurrence estimate at two years is similarly of clinical importance
as this is the time point that patients with seizures are considered
in seizure remission. It was our intention to provide clear separate
seizure recurrence estimates following a first unprovoked seizure
for people treated and not treated with anti-seizure medications,
but this was not possible. In many cases it was not possible to
separate those treated and not treated with patients typically
grouped together. This was a feature of most studies other than the
RCTS such as the Mess (Marson 2005) and the FIRST study (Leone
2006; Musicco 1997). Indeed, the recent ILAE definition of epilepsy,
where someone can be diagnosed with epilepsy following a single
seizure with a clear epileptic syndromic diagnosis on EEG further
complicates the picture (Fisher 2014). This is reflected in the most
recent large cohort studies from Australia (Lawn 2015) and Italy
(Beretta 2017), where a large number of people started on anti-
seizure medication (ASMs) following a first unprovoked seizure.
This has implications for future research.

Potential biases in the review process

One of the major issues of the review process relates to the
fact that this is an overall prognosis review whilst the available
tools for data extraction (CHARMS) and assessment of study bias

(QUIPS and PROBAST) are specifically designed for prognostic
factors studies (CHARMS and QUIPS) and prognostic models studies
(PROBAST). This necessitated modification of these tools to allow
their adaption potentially introducing bias as well as a sub-optimal
assessment of bias. In discussion with the Cochrane Prognostic
Methods Group, it is hoped that an extraction tool and bias
assessment tool specific for overall prognosis reviews will be
developed in time.

Certainty of the evidence

The limitations of the findings of this review are inherent in
the evidence. There was significant heterogeneity between the
included studies, with the result that any summary statistics need
to be interpreted with caution. Repeat sensitivity analysis following
exclusion of studies considered at the highest risk of bias did not
significantly change the observed heterogeneity. This is something
that we will try to explore further in the prognostic factors review
(Adan 2021). This is particularly the case with the paediatric studies
(with the I2 scores consistently >90%), where there was significant
variation in how the specific age group was defined, ranging from
one month to three years in one study to one month to 19 years
in another. Secondly, we had initially intended to present the risk
of seizure recurrence separately for those treated and not treated.
This was not possible as most studies contained a combination of
treated and untreated individuals. Accordingly, it was necessary
to provide recurrence rates for the combined groups even when
recurrence rates for the two groups were presented separately, as
in the MESS study. Combining treated and untreated people in a
single cohort will undoubtedly become more widespread given the
new ILAE definition of epilepsy. A diagnosis of epilepsy following
a first unprovoked seizure can be if the risk of seizure recurrence
is estimated to be > 60% at ten years (Fisher 2014), as discussed
above.

Implications and recommendations for future research

There is a clear need to standardise definitions in terms of age as
to what constitutes the different age groups in prognostic studies.
It is also apparent that further studies of first seizure cohorts need
to clearly differentiate between people who are treated and not
treated to allow for the separate prognosis for the two groups to be
delineated. Moreover, there is a need for longer prospective cohort
studies to give a clearer consensus on seizure recurrence rates
beyond two years. Finally, tools for data extraction and assessment
of bias need to be developed for overall prognosis studies in the
future.

AUTHORS' CONCLUSIONS

With moderate certainty and despite the limitations of the data,
we find that providing summary estimates for the risk of seizure at
six months, one year and two years for both children and adults
provides useful information for the clinician counselling patients
(or their parents) on the risk of further seizures in the short term
whilst acknowledging the paucity of long-term recurrence data,
particularly beyond 10 years.

ACKNOWLEDGEMENTS

We would like to acknowledge the Cochrane Epilepsy Group and
the Cochrane Methods Support Unit (Rachel Richardson) for all
their advice and support.

Prognosis of adults and children following a first unprovoked seizure (Review) 24
Copyright © 2023 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



c Coch rane Trusted evidence.
= . Informed decisions.
1 Libra ry Better health. Cochrane Database of Systematic Reviews

We, and the Cochrane Epilepsy Group, are grateful to the following
external peer reviewers for their time and comments. Kerry Dwan,
Giorgia Giussani.

Prognosis of adults and children following a first unprovoked seizure (Review) 25
Copyright © 2023 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



= COCh rane Trusted evidence.
o § d decisions.
N LI b ra ry g‘e;::'leleal:lf.lswns

Cochrane Database of Systematic Reviews

REFERENCES

References to studies included in this review

Al-Momani 2020 {published data only}

Al Momani MA, Almomani B, Hani SB, Lux A. Recurrence of
first afebrile unprovoked seizure and parental consanguinity:
a hospital-based study. Journal of Child Neurology
2020;35(10):643-8. [PMID: 32493117]

Annegers 1986 {published data only}

Annegers JF, Shirts SB, Hauser WA, Kurland LT. Risk of
recurrence after an initial unprovoked seizure. Epilepsia
1986;27(1):43-50. [PMID: 3081336]

Arthur 2008 {published data only}

Arthur TM, deGrauw TJ, Johnson CS, Perkins SM, Kalnin A,
Austin JK, et al. Seizure recurrence risk following a first seizure

in neurologically normal children. Epilepsia 2008;49(11):1950-4.

[PMID: 19154398]

Assarzadegan 2015 {published data only}

Assarzadegan F, Tabesh H, Hesami O, Derakhshanfar H,
Beladi Moghadam N, Shoghli A, et al. The role of antiepileptic
treatment in the recurrence rate of seizures after first attack:
arandomized clinical trial. Iranian Journal of Child Neurology
2015;9(2):46-52. [PMID: 26221163]

Austin 2002 {published data only}

Austin JK, Dunn DW, Caffrey HM, Perkins SM, Harezlak J,

Rose DF. Recurrent seizures and behavior problems in children
with first recognized seizures: a prospective study. Epilepsia
2002;43(12):1564-73. [PMID: 12460260]

Baldin 2017 {published data only}

Baldin E, Hauser WA, Pack A, Hesdorffer DC. Stress is associated
with an increased risk of recurrent seizures in adults. Epilepsia
2017;58(6):1037-46. [PMID: 28418198]

Bell 2016 {published data only}
Bell GS, Neligan A, Giavasi C, Keezer MR, Novy J, Peacock JL, et

al. Outcome of seizures in the general population after 25 years:

a prospective follow-up, observational cohort study. Journal of
Neurology, Neurosurgery & Psychiatry 2016;87(8):843-50. [PMID:
26780937]

Benn 2009 {published data only}

Benn EK, Hauser WA, Shih T, Leary L, Bagiella E, Dayan P, et al.
Underlying cause of death in incident unprovoked seizures in
the urban community of Northern Manhattan, New York City.

Epilepsia 2009;50(10):2296-300. [PMID: 19490054]

Beretta 2017 {published data only}

Beretta S, Carone D, Zanchi C, Bianchi E, Pirovano M, Trentini C,
et al. Long-term applicability of the new ILAE definition

of epilepsy: results from the PRO-LONG study. Epilepsia
2017;58(9):1518-23. [PMID: 28786106]

Bessiso 2001 {published data only}

Bessisso MS, El-Said MF, Almula NA, Azzam SB, Sweid HA,
Al-Ali MG. Risk of seizure recurrences after first unprovoked

seizure during childhood. Neurosciences 2001;6(2):95-8. [PMID:
24185269]

Blom 1978 {published data only}

Blom S, Heijbel J, Bergfors PG. Incidence of epilepsy in children:
a follow-up study three years after the first seizure. Epilepsia
1978;19(4):343-50. [PMID: 100316]

Boonluksiri 2003 {published data only}

Boonluksiri P. Risk of seizure recurrence following a first
unprovoked seizure in children. Journal of Tropical Pediatrics
2003;49(6):379-81. [PMID: 14725418]

Bora 1995 {published data only}

Bora I, Seckin B, Zarifoglu M, Turan F, Sadikoglu S, Ogul E.
Risk of recurrence after first unprovoked tonic-clonic seizure
in adults. Journal of Neurology 1995;242(3):157-63. [PMID:
7751859]

Boulloche 1989 {published data only}

Boulloche J, Leloup P, Mallet E, Parain D, Tron P. Risk of
recurrence after a single, unprovoked, generalized tonic-
clonic seizure. Developmental Medicine & Child Neurology
1989;31(5):626-32. [PMID: 2806743]

Camfield 1985 {published data only}

Camfield PR, Camfield CS, Dooley JM, Tibbles JA, Fung T,
Garner B. Epilepsy after a first unprovoked seizure in childhood.
Neurology 1985;35(11):1657-60. [PMID: 4058756]

Camfield 1989 {published data only}

Camfield P, Camfield C, Dooley J, Smith E, Garner B. A
randomized study of carbamazepine versus no medication
after a first unprovoked seizure in childhood. Neurology
1989;39(6):851-2. [PMID: 2524679]

Chan 2012 {published data only}

Chan DW, Long M, Kumar P, Kao M. Nested case-

control study of children presenting with first afebrile
seizure at KKH: seizure recurrence and comorbidities.
Proceedings of Singapore Healthcare 2012;21(4):272-7. [DOI:
10.1177/201010581202100409]

Chandra 1992 {published data only}

Chandra B. First seizure in adults: to treat or not to treat.
Clinical Neurology & Neurosurgery 1992;94(Suppl):S61-3. [PMID:
1320521]

Chen 2016 {published data only}

ChenT,SiY, Chen D, Zhu L, Xu D, Chen S, et al. The value of 24-
hour video-EEG in evaluating recurrence risk following a first
unprovoked seizure: a prospective study. Seizure 2016;40:46-51.
[PMID: 27344497]

Daoud 2004 {published data only}

Daoud AS, Ajloni S, El-Salem K, Horani K, Otoom S, Daradkeh T.
Risk of seizure recurrence after a first unprovoked seizure:

a prospective study among Jordanian children. Seizure
2004;13(2):99-103. [PMID: 15129838]

Prognosis of adults and children following a first unprovoked seizure (Review) 26
Copyright © 2023 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.


https://doi.org/10.1177%2F201010581202100409

Trusted evidence.
Informed decisions.
Better health.

= 3 Cochrane
st g Library

Cochrane Database of Systematic Reviews

Das 2000 {published data only}

Das CP, Sawhney IM, Lal V, Prabhakar S. Risk of recurrence
of seizures following single unprovoked idiopathic seizure.
Neurology India 2000;48(4):357-60. [PMID: 11146601]

de Rezende Machado 2021 {published data only}

de Rezende Machado M, Bruck |, de Paola L, Cat MN,

Antoniuk SA, Silvado CE. The first unprovoked seizure in
typically developing children: a real-life setting in southern
Brazil. Clinical EEG & Neuroscience: Official Journal of the EEG &
Clinical Neuroscience Society (ENCS) 2021;52(6):455-61. [PMID:
33047612]

Elwes 1985 {published data only}
Elwes RD, Chesterman P, Reynolds EH. Prognosis after a first

untreated tonic-clonic seizure. Lancet 1985;2(8458):752-3.
[PMID: 2864487]

Geut 2017 {published data only}
Geut |, Weenink S, Knottnerus ILH, van Putten MJA. Detecting
interictal discharges in first seizure patients: ambulatory EEG
or EEG after sleep deprivation? Seizure 2017;51:52-4. [PMID:
28797915]

Gilad 1996 {published data only}
Gilad R, Lampl Y, Gabbay U, Eshel Y, Sarova-Pinhas I. Early
treatment of a single generalized tonic-clonic seizure to prevent
recurrence. Archives of Neurology 1996;53(11):1149-52. [PMID:
8912488]

Haltiner 1997 {published data only}
Haltiner AM, Temkin NR, Dikmen SS. Risk of seizure recurrence

after the first late posttraumatic seizure. Archives of Physical
Medicine & Rehabilitation 1997;78(8):835-40. [PMID: 9344302]

Hart 1990 {published data only}

Hart YM, Sander JW, Johnson AL, Shorvon SD. National General
Practice Study of Epilepsy: recurrence after a first seizure.
Lancet 1990;336(8726):1271-4. [PMID: 1978114]

Hauser 1990 {published data only}

Hauser WA, Rich SS, Annegers JF, Anderson VE. Seizure
recurrence after a 1st unprovoked seizure: an extended follow-
up. Neurology 1990;40(8):1163-70. [PMID: 2381523]

Hesdorffer 2009 {published data only}

Hesdorffer DC, Benn EK, Cascino GD, Hauser WA. Is a first acute
symptomatic seizure epilepsy? Mortality and risk for recurrent
seizure. Epilepsia 2009;50(5):1102-8. [PMID: 19374657]

Hopkins 1988 {published data only}

Hopkins A, Garman A, Clarke C. The first seizure in adult

life: value of clinical features, electroencephalography, and
computerised tomographic scanning in prediction of seizure
recurrence. Lancet 1988;331(8588):721-6. [PMID: 2895259]

Huang 2008 {published data only}

Huang CW, Tsai JJ, Ou HY, Wang ST, Cheng JT, Wu SN, et al.
Diabetic hyperglycemia is associated with the severity of
epileptic seizures in adults. Epilepsy Research 2008;79(1):71-7.
[PMID: 18280115]

Hui 2001 {published data only}

Hui AC, Tang A, Wong KS, Mok V, Kay R. Recurrence after a
first untreated seizure in the Hong Kong Chinese population.
Epilepsia 2001;42(1):94-7. [PMID: 11207791]

Inaloo 2008 {published data only}

Inaloo S, Sadeghi E, Rafiee M, Heydari ST. Risk of seizure
recurrence following a first unprovoked seizure in childhood.
Iranian Red Crescent Medical Journal 2008;10(4):303-8.

Jagtap 2013 {published data only}

Jagtap SA, Mauskar A, Naik N. The risk of seizure recurrence
after a first unprovoked seizure in childhood: a prospective
study. Journal of Pediatric Neurosciences 2013;8(1):73-4. [DOI:
10.4103/1817-1745.111435]

Jason 2018 {published data only}

Jason EA, Tomson T, Carlsson S, Tedroff K, Amark P.
Neurodevelopmental comorbidities and seizure control 24
months after a first unprovoked seizure in children. Epilepsy
Research 2018;143:33-40. [PMID: 29653321]

Kanemura 2015 {published data only}

Kanemura H, Sano F, Ohyama T, Mizorogi S, Sugita K, Aihara M.
EEG characteristics predict subsequent epilepsy in children
with their first unprovoked seizure. Epilepsy Research
2015;115:58-62. [PMID: 26220377]

Kawkabani 2004 {published data only}

Kawkabani A, Rossetti AO, Despland PA. Survey of management
of first-ever seizures in a hospital based community. Swiss
Medical Weekly 2004;134(39-40):586-92. [PMID: 15592950]

Kho 2006 {published data only}

Kho LK, Lawn ND, Dunne JW, Linto J. First seizure presentation:
do multiple seizures within 24 hours predict recurrence?
Neurology 2006;67(6):1047-9. [PMID: 17000974]

Klotz 2021 {published data only}

Klotz KA, Sag Y, Schonberger J, Jacobs J. Scalp ripples can
predict development of epilepsy after first unprovoked seizure
in childhood. Annals of Neurology 2021;89(1):134-42. [PMID:
33070359]

Lawn 2015 {published data only}

Lawn N, Chan J, Lee J, Dunne J. Is the first seizure epilepsy - and
when? Epilepsia 2015;56(9):1425-31. [PMID: 26222507]

Leone 2006 {published data only}

Leone MA, Solari A, Beghi E, FIRST Group. Treatment of the
first tonic-clonic seizure does not affect long-term remission of
epilepsy. Neurology 2006;67(12):2227-9. [PMID: 17190950]

Leone 2011 {published data only}

Leone MA, Vallalta R, Solari A, Beghi E, FIRST Group. Treatment
of first tonic-clonic seizure does not affect mortality: long-term
follow-up of a randomised clinical trial. Journal of Neurology,
Neurosurgery and Psychiatry 2011;82(8):924-7. [PMID: 21531706]

Prognosis of adults and children following a first unprovoked seizure (Review) 27
Copyright © 2023 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.


https://doi.org/10.4103%2F1817-1745.111435

Trusted evidence.
Informed decisions.
Better health.

= 3 Cochrane
st g Library

Cochrane Database of Systematic Reviews

Lin 2014 {published data only}

Lin LC, Lee MW, Wei RC, Mok HK, Yang RC. Mozart K.448 listening
decreased seizure recurrence and epileptiform discharges

in children with first unprovoked seizures: a randomized
controlled study. BMC Complementary and Alternative Medicine
2014;14:17. [PMID: 24410973]

Llevadias 2004 {published data only}

Llevadias Jané J, Fernandez Santervas Y, Curcoy Barcenilla Al,
Pineda Marfa M. First apyretic seizure: behavior in the
emergency service and course in one year. Revista Espanola de
Pediatria 2004;60(6):424-9.

Logroscino 2008 {published data only}

Logroscino G, Hesdorffer DC, Cascino G, Hauser WA. Status
epilepticus without an underlying cause and risk of death: a

population-based study. Archives of Neurology 2008;65(2):221-4.

[PMID: 18268191]

Loiseau 1999 {published data only}

Loiseau J, Picot MC, Loiseau P. Short-term mortality after a

first epileptic seizure: a population-based study. Epilepsia
1999;40(10):1388-92. [DOI: 10.1111/j.1528-1157.1999.tb02010.X]
[PMID: 10528934]

Mahamud 2020 {published data only}

Mahamud Z, Mononen C-P, Brigo F, Garcia-Ptacek S, Zelano J.
Risk of epilepsy diagnosis after a first unprovoked seizure in
dementia. Seizure 2020;82:118-24. [PMID: 33068958]

Marson 2005 {published data only}

Marson A, Jacoby A, Johnson A, Kim L, Gamble C, Chadwick D,
et al. Immediate versus deferred antiepileptic drug treatment

for early epilepsy and single seizures: a randomised controlled
trial. Lancet 2005;365(9476):2007-13. [PMID: 15950714]

Mizrogi 2015 {published data only}

Mizorogi S, Kanemura H, Sano F, Sugita K, Aihara M. Risk factors
for seizure recurrence in children after first unprovoked seizure.
Pediatrics International 2015;57(4):665-9. [PMID: 25676481]

Musicco 1997 {published data only}

Musicco M, Beghi E, Solari A, Viani F. Treatment of first tonic-
clonic seizure does not improve the prognosis of epilepsy. First
Seizure Trial Group (FIRST Group). Neurology 1997;49(4):991-8.
[DOI: 10.1212/wnl.49.4.991] [PMID: 9339678]

Schreiner 2003 {published data only}

Schreiner A, Pohlmann-Eden B. Value of the early
electroencephalogram after a first unprovoked seizure. Clinical
Electroencephalography 2003;34(3):140-4. [PMID: 14521275]

Scotoni 2004 {published data only}

Scotoni AE, Manreza ML, Guerreiro MM. Recurrence after a
first unprovoked cryptogenic/idiopathic seizure in children:
a prospective study from Sao Paulo, Brazil. Epilepsia
2004;45(2):166-70. [PMID: 14738424]

Shinnar 2000 {published data only}

Shinnar S, Berg AT, O'Dell C, Newstein D, Moshe SL, Hauser WA.
Predictors of multiple seizures in a cohort of children

prospectively followed from the time of their first unprovoked
seizure. Annals of Neurology 2000;48(2):140-7. [PMID: 10939563]

Shinnar 2005 {published data only}
Shinnar S, O'Dell C, Berg AT. Mortality following a first

unprovoked seizure in children: a prospective study. Neurology
2005;64(5):880-2. [PMID: 15753427]

Van Donselaar 1991 {published data only}
van Donselaar CA, Geerts AT, Schimsheimer RJ. Idiopathic
first seizure in adult life: who should be treated? BMJ
1991;302(6777):620-3. [PMID: 2012874]

Winckler 2004 {published data only}

Winckler MIB, Rotta NT. Clinical and electroencephalographic
follow-up after a first unprovoked seizure. Pediatric Neurology
2004;30(3):201-6. [PMID: 15033203]

Zhang 2014 {published data only}

Zhang T, Ma J, Gan X, Xiao N. Are afebrile seizures associated
with minor infections a single seizure category? A hospital-
based prospective cohort study on outcomes of first afebrile
seizure in early childhood. Epilepsia 2014;55(7):1001-8. [PMID:
24861704]

Zhang 2017 {published data only}
Zhang L, Huang Z, Tang J, Li Y. Risk factors following first
spontaneous epileptic seizure in children below 3 years of

age. International Journal of Neuroscience 2017;127(9):745-51.
[PMID: 27680779]

References to studies excluded from this review

Alesefir 2020 {published data only}
Alesefir W, Maillard L, Klemina I, Vignal J-P, Tyvaert L. Short-
term risk of relapse after a first unprovoked seizure in an adult
population. Neurophysiologie Clinique 2020;50(2):87-92. [PMID:
32067861]

Benn 2008 {published data only}
Benn EK, Hauser WA, Shih T, Leary L, Bagiella E, Dayan P,
et al. Estimating the incidence of first unprovoked seizure
and newly diagnosed epilepsy in the low-income urban
community of Northern Manhattan, New York City. Epilepsia
2008:49(8):1431-9. [PMID: 18336560]

Bensken 2020 {published data only}

Bensken WP, Navale SM, Andrew AS, Jobst BC, Sajatovic M,
Koroukian SM. Delays and disparities in diagnosis for adults
with epilepsy: findings from U.S. Medicaid data. Epilepsy
Research 2020;166:106406. [PMID: 32745887]

Binelli 1988 {published data only}

Binelli S, Alessi ME, Franceschetti S, Granata T, Mazzucchelli M,
Panzica F, et al. Longitudinal study after a first epileptic seizure.
Bollettino - Lega Italiana contro l'Epilessia 1988;62-63:191-3.

Bonnett 2010 {published data only}

Bonnett LJ, Tudur-Smith C, Williamson PR, Marson AG. Risk
of recurrence after a first seizure and implications for driving:

Prognosis of adults and children following a first unprovoked seizure (Review)

28

Copyright © 2023 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.


https://doi.org/10.1111%2Fj.1528-1157.1999.tb02010.x
https://doi.org/10.1212%2Fwnl.49.4.991

Trusted evidence.
Informed decisions.
Better health.

= 3 Cochrane
st g Library

Cochrane Database of Systematic Reviews

further analysis of the Multicentre study of early Epilepsy and
Single Seizures. BMJ 2010;341:c6477. [PMID: 21147743]

Bonnett 2014 {published data only}

Bonnett LJ, Marson AG, Johnson A, Kim L, Sander JW,

Lawn N, et al. External validation of a prognostic model

for seizure recurrence following a first unprovoked seizure
and implications for driving. PLOS One [Electronic Resource]
2014;9(6):€99063. [PMID: 24919184]

Brown 2015 {published data only}

Brown JW, Lawn ND, Lee J, Dunne JW. When is it safe to return
to driving following first-ever seizure? Journal of Neurology,
Neurosurgery & Psychiatry 2015;86(1):60-4. [PMID: 24769470]

Chen 2018 {published data only}

Chen B, Cheng M, Hong S, Liao S, Ma J, Li T, et al. Clinical
outcome of recurrent afebrile seizures in children with benign
convulsions associated with mild gastroenteritis. Seizure
2018;60:110-4. [PMID: 29935410]

Cremo 1993 {published data only}

Cremo R, Chianale G, Ziana P, De Mattei M. Patients at first
unprovoked epileptic seizure examined in the department
neurological emergency: study of prognostic factors. Bollettino
Lega Italiana Contro L'Epilessia 1993;84:123-4.

Douw 2010 {published data only}

Douw L, de Groot M, van Dellen E, Heimans JJ, Ronner HE,
Stam CJ, et al. 'Functional connectivity' is a sensitive predictor
of epilepsy diagnosis after the first seizure. PLOS One [Electronic
Resource] 2010;5(5):10839. [PMID: 20520774]

Drenthen 2021 {published data only}

Drenthen GS, Jansen JF, Gommer E, Gupta L, Hofman PA,

van Kranen-Mastenbroek VH, et al. Predictive value of functional
MRI and EEG in epilepsy diagnosis after a first seizure. Epilepsy &
Behavior 2021;115:107651. [PMID: 33309424]

Falip-Centellas 2002 {published data only}

Falip-Centellas M, Rovira RM, Gratacds-Vinyola M, Lluis C, Pérez-
Pérez S, Padré-Ubeda L. First tonic-clonic generalized seizure:
recurrence, and prognosis factors. Revista de Neurologia
2002;34(10):924-8. [PMID: 12134320]

First Seizure Trial Group 1993 {published data only}

First Seizure Trial Group. Randomized clinical trial on the
efficacy of antiepileptic drugs in reducing the risk of relapse
after a first unprovoked tonic-clonic seizure. Neurology
1993;43(3 Pt 1):478-83. [PMID: 8450987]

Fisch 2016 {published data only}

Fisch L, Lascano AM, Vernaz Hegi N, Girardin F, Kapina V,
Heydrich L, et al. Early specialized care after a first unprovoked
epileptic seizure. Journal of Neurology 2016;263(12):2386-94.
[PMID: 27604619]

Fonseca 2018 {published data only}

Fonseca Hernandez E, Olivé Gadea M, Requena Ruiz M,
Quintana M, Santamarina Pérez E, Abraira del Fresno L, et al.
Reliability of the early syndromic diagnosis in adults with new-

onset epileptic seizures: a retrospective study of 116 patients
attended in the emergency room. Seizure 2018;61:158-63.
[PMID: 30172139]

Gupta 1993 {published data only}

Gupta SK, Satishchandra P, Venkatesh A, Subbakrishna DK.
Prognosis of single unprovoked seizure. Journal of the
Association of Physicians of India 1993;41(11):709-10. [PMID:
8005923]

Haapaniemi 2014 {published data only}

Haapaniemi E, Strbian D, Rossi C, Putaala J, Sipi T, Mustanoja S,
et al. The CAVE score for predicting late seizures after
intracerebral hemorrhage. Stroke 2014;45(7):1971-6. [PMID:
24876089]

Hauser 1982 {published data only}

Hauser WA, Anderson VE, Loewenson RB, McRoberts SM.
Seizure recurrence after a first unprovoked seizure. New
England Journal of Medicine 1982;307(9):522-8. [PMID: 7099224]

Hesdorffer 1996 {published data only}

Hesdorffer DC, Hauser WA, Annegers JF, Rocca WA. Severe,
uncontrolled hypertension and adult-onset seizures: a
case-control study in Rochester, Minnesota. Epilepsia
1996;37(8):736-41. [PMID: 8764811]

Hesdorffer 2007 {published data only}

Hesdorffer DC, Logroscino G, Cascino GD, Hauser WA.
Recurrence of afebrile status epilepticus in a population-based
study in Rochester, Minnesota. Neurology 2007;69(1):73-8.
[PMID: 17606884]

Jafari 2020 {published data only}

Jafari N, Emami FS, Nasehi MM. Evaluating risk factors
for recurrent seizures in children younger than 14 years
old. Journal of Mazandaran University of Medical Sciences
2020;30(188):81-8.

Jallon 2001 {published data only}

Jallon P, Loiseau P, Loiseau J. Newly diagnosed unprovoked
epileptic seizures: presentation at diagnosis in CAROLE study.
Epilepsia 2001;42(4):464-75. [PMID: 11440341]

Jallon 2007 {published data only}

Jallon P, De Zélicourt M, Fagnani F, Laurendeau C, Failliot M.
Mortality within three years after the inclusion according to
CAROLE study. Epilepsies 2007;19(3):173-7. [DOI: 10.1684/
epi.2007.0105]

Jha 2004 {published data only}

Jha SK. Clinical profile of solitary seizures. Medical Journal
Armed Forces India 2004;60(2):146-8. [DOI: 10.1016/
S0377-1237(04)80106-0]

Keret 2020 {published data only}

Keret O, Hoang TD, Xia F, Rosen HJ, Yaffe K. Association of late-
onset unprovoked seizures of unknown etiology with the risk
of developing dementia in older veterans. JAMA Neurology
2020;77(6):710-5. [PMID: 32150220]

Prognosis of adults and children following a first unprovoked seizure (Review)

29

Copyright © 2023 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.


https://doi.org/10.1684%2Fepi.2007.0105
https://doi.org/10.1684%2Fepi.2007.0105
https://doi.org/10.1016%2FS0377-1237%2804%2980106-0
https://doi.org/10.1016%2FS0377-1237%2804%2980106-0

Trusted evidence.
Informed decisions.
Better health.

= 3 Cochrane
st g Library

Cochrane Database of Systematic Reviews

Khan 2020 {published data only}

Khan A, Lim H, Almubarak S. Importance of prompt diagnosis
in pediatric epilepsy outcomes. Seizure 2020;80:24-30. [PMID:
32504870]

Kim 2006 {published data only}

Kim LG, Johnson TL, Marson AG, Chadwick DW, MRC Mess Study
group. Prediction of risk of seizure recurrence after a single
seizure and early epilepsy: further results from the MESS trial.
Lancet Neurology 2006;5(4):317-22. [PMID: 16545748]

Kim 2016 {published data only}

Kim H, Oh A, De Grauw X, De Grauw TJ. Seizure recurrence in
developmentally and neurologically normal children with

a newly diagnosed unprovoked seizure. Journal of Child
Neurology 2016;31(4):421-5. [PMID: 26215392]

Kim 2020 {published data only}

Kim S, DeGrauw T, Berg AT, Hass KB, Koh S. Evaluation of
pediatric patients in new-onset seizure clinic (NOSc). Epilepsy &
Behavior 2020;112:107428. [PMID: 32920376]

Kita 1992 {published data only}

Kita MW. Seizure recurrence after a first unprovoked seizure: 36
month follow-up of 238 patients. Journal of Insurance Medicine
(Seattle) 1992;24(3):203-6. [PMID: 10148488]

Koelfen 1991 {published data only}

Koelfen W, Maser P, Korinthenberg R. [Risk of recurrent

seizures after the first afebrile grand mal seizure in childhood].
Monatsschrift Kinderheilkunde. Organ der Deutschen Gesellschaft
fur Kinderheilkunde 1991;139(9):639-42. [PMID: 1745258]

Kollar 2006 {published data only}

Kollar B, Buranova D, Goldenberg Z, Klobucnikova K,
Varsik P. Solitary epileptic seizure - the risk of recurrence.
Neuroendocrinology Letters 2006;27(1-2):16-20. [PMID:
16648779]

Kotov 2020 {published data only}

Kotov AS. Management of patients with single and rare epileptic
seizures. Russkii Zhunal Detskoi Nevrologii 2020;15(2):12-6. [DOI:
10.17650/2073-8803-2020-15-2-12-16]

Koutroumanidis 2018 {published data only}

Koutroumanidis M, Bruno E. Epileptology of the first tonic-
clonic seizure in adults and prediction of seizure recurrence.
Epileptic Disorders 2018;20(6):490-501. [PMID: 30530414]

Kramer 1997 {published data only}

Kramer U, Phatal A, Neufeld MY, LeitnerY, Harel S. Outcome of
seizures in the first year of life. European Journal of Paediatric
Neurology 1997;1(5-6):165-71. [PMID: 10728213]

Langenbruch 2019 {published data only}

Langenbruch L, Rickert C, Gosheger G, Schorn D, Schliemann B,
Brix T, et al. Seizure-induced shoulder dislocations - case series
and review of the literature. Seizure 2019;70:38-42. [PMID:
31252362]

Lawn 2013 {published data only}

Lawn N, Kelly A, Dunne J, Lee J, Wesseldine A. First seizure
in the older patient: clinical features and prognosis. Epilepsy
Research 2013;107(1-2):109-14. [PMID: 24055222]

Lindsten 2000 {published data only}

Lindsten H, Nystrom L, Forsgren L. Mortality risk in an adult
cohort with a newly diagnosed unprovoked epileptic seizure: a
population-based study. Epilepsia 2000;41(11):1469-73. [PMID:
11077462]

Lindsten 2001a {published data only}

Lindsten H, Stenlund H, Forsgren L. Remission of seizures
in a population-based adult cohort with a newly diagnosed
unprovoked epileptic seizure. Epilepsia 2001;42(8):1025-30.
[PMID: 11554889]

Lindsten 2001b {published data only}

Lindsten H, Stenlund H, Forsgren L. Seizure recurrence in adults
after a newly diagnosed unprovoked epileptic seizure. Acta
Neurologica Scandinavica 2001;104(4):202-7. [PMID: 11589648]

Llaurado 2020 {published data only}

Llaurado A, Santamarina E, Fonseca E, Olive M, Requena M,
Sueiras M, et al. How soon should urgent EEG be performed
following a first epileptic seizure? Epilepsy & Behavior
2020;111:107315. [PMID: 32694039]

Liihdorf 1986 {published data only}

Liihdorf K, Jensen LK, Plesner AM. Epilepsy in the elderly:
prognosis. Acta Neurologica Scandinavica 1986;74(5):409-15.
[PMID: 3825499]

Mahamud 2018 {published data only}

Mahamud Z, Burman J, Zelano J. Risk of epilepsy after a single
seizure in multiple sclerosis. European Journal of Neurology
2018;25(6):854-60. [PMID: 29512931]

Mahler 2015 {published data only}

Mabhler B, Carlsson S, Andersson T, Adelow C, Ahlbom A,
Tomson T. Unprovoked seizures after traumatic brain
injury: a population-based case-control study. Epilepsia
2015;56(9):1438-44. [PMID: 26332184]

Maia 2017 {published data only}

Maia C, Moreira AR, Lopes T, Martins C. Risk of recurrence after
afirst unprovoked seizure in children. Jornal de Pediatria
2017;93(3):281-6. [PMID: 27686587]

Martinovi¢ 1997 {published data only}

Martinovi¢ Z, Jovié N. Seizure recurrence after a first generalized
tonic-clonic seizure, in children, adolescents and young adults.
Seizure 1997;6(6):461-5. [PMID: 9530942]

Masato 1999 {published data only}

Masato M, Busetto M, Ravenna C. The first idiopathic epileptic
seizure in adult life: follow-up and statistical analysis for

a correct therapeutic approach. Rivista di Neurobiologia
1999;45(3):255-67.

Prognosis of adults and children following a first unprovoked seizure (Review) 30
Copyright © 2023 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.


https://doi.org/10.17650%2F2073-8803-2020-15-2-12-16

= COCh rane Trusted evidence.
o § d decisions.
N LI b ra ry g‘e;::'leleal:lf.lswns

Cochrane Database of Systematic Reviews

Matsushita 1993 {published data only}

Matsushita M, Nakamura K, Usuki T, Kugoh T, Suwaki H,
Hosokawa K. Retrospective study of single unprovoked seizure.
Japanese Journal of Psychiatry & Neurology 1993;47(2):356-7.
[PMID: 8271594]

Mclntosh 2021 {published data only}

Mclntosh AM, Tan KM, Hakami TM, Newton MR, Carney PW,
Yang M, et al. Newly diagnosed seizures assessed at two
established first seizure clinics: clinic characteristics,
investigations, and findings over 11 years. Epilepsia Open
2021;6(1):171-80. [PMID: 33681660]

McManus 2021 {published data only}

McManus E, Gilbertson L, Timmings P, Lynch C, Asztely F. Long-
term outcome of 200 patients referred to a first seizure clinic.
Acta Neurologica Scandinavica 2021;143(2):140-5. [PMID:
32885416]

Murthy 2020 {published data only}

Murthy JM, Jaiswal SK, Reddy MP, Srikrishna S. Incidence
study of epilepsy using the ILAE 2017 classification of
epilepsies in a cohort of school children accessing education
in government primary schools in south India. Neurology India
2020;68(6):1389-93. [PMID: 33342874]

Najafi 2008 {published data only}

Najafi MR, Mehrabi A, Najafi F. Seizure recurrence after a first
unprovoked seizure: with and without treatment. Journal of
Research in Medical Sciences 2008;13(4):161-5.

Olafsson 1998 {published data only}

Olafsson E, Hauser WA, Gudmundsson G. Long-term survival of
people with unprovoked seizures: a population-based study.
Epilepsia 1998;39(1):89-92. [PMID: 9578018]

olivé-Gadea 2019 {published data only}

Olivé-Gadea M, Requena M, Fonseca Hernandez E, Quintana M,
Santamarina E, Abraira del Fresno L, et al. Etiology, seizure
type, and prognosis of epileptic seizures in the emergency
department. Epilepsy & Behavior 2019;92:327-31. [PMID:
30763767]

Paliwal 2015 {published data only}

Paliwal P, Wakerley BR, Yeo LL, Ali KM, Ibrahim [, Wilder-

Smith E, et al. Early electroencephalography in patients with
Emergency Room diagnoses of suspected new-onset seizures:
diagnostic yield and impact on clinical decision-making. Seizure
2015;31:22-6. [PMID: 26362373]

Pathan 2014 {published data only}

Pathan SA, Abosalah S, Nadeem S, Ali A, Hameed AA,
Marathe M, et al. Computed tomography abnormalities and
epidemiology of adult patients presenting with first seizure
to the emergency department in Qatar. Academic Emergency
Medicine 2014;21(11):1264-8. [PMID: 25377404]

Pereira 2014 {published data only}

Pereira C, Resende C, Fineza I, Robalo C. A 15-year follow-up of
first unprovoked seizures: a prospective study of 200 children.
Epileptic Disorders 2014;16(1):50-5. [PMID: 24691297]

Potchen 2014 {published data only}

Potchen MJ, Siddiqgi OK, Elafros MA, Koralnik 1J, Theodore WH,
Sikazwe I, et al. Neuroimaging abnormalities and seizure
recurrence in a prospective cohort study of Zambians with
human immunodeficiency virus and first seizure. Neurology
International 2014,6(4):5547. [PMID: 25568738]

Poudel 2016 {published data only}

Poudel P, Chitlangia M, Pokharel R. Predictors of poor
seizure control in children managed at a tertiary care
hospital of Eastern Nepal. Iranian Journal of Child Neurology
2016;10(3):48-56.

Pujar 2018 {published data only}

Pujar SS, Martinos MM, Cortina-Borja M, Chong WK, De Haan M,
Gillberg C, et al. Long-term prognosis after childhood convulsive
status epilepticus: a prospective cohort study. Lancet Child and
Adolescent Health 2018;2(2):103. [PMID: 30169233]

Qadri 2017 {published data only}

Qadri |, Bhat AS, Hussain WS, Kakroo AA. Profile of first time
seizure in infants with 1 to 12 months of age presenting to a
tertiary care pediatric hospital. Journal of Pediatric Neurology
2017;15(4):171-4. [DOI: 10.1055/s-0037-1603560]

Ramos Lizana 2000 {published data only}

Ramos Lizana J, Cassinello Garcia E, Carrasco Marina LL,
Vazquez Lopez M, Martin Gonzalez M, Munoz Hoyos A. Seizure
recurrence after a first unprovoked seizure in childhood:

a prospective study. Epilepsia 2000;41(8):1005-13. [PMID:
10961628]

Ramos Lizana 2009 {published data only}

Ramos Lizana J, Aguirre Rodriguez J, Aguilera Lopez P,
Cassinello Garcia E. Recurrence risk after a first remote
symptomatic unprovoked seizure in childhood: a
prospective study. Developmental Medicine & Child Neurology
2009;51(1):68-73. [PMID: 19021679]

Rozsavolgyi 2007 {published data only}

Rozsavolgyi M, Rajna P. [The familial incidence of epilepsy in the
group of epileptic patients examined after their first seizure--
pilot study]. Ideggyogyaszati Szemle 2007;60(1-2):23-9. [PMID:
17432090]

Saemundsen 2008 {published data only}

Saemundsen E, Ludvigsson P, Rafnsson V. Risk of autism
spectrum disorders after infantile spasms: a population-based
study nested in a cohort with seizures in the first year of life.
Epilepsia 2008;49(11):1865-70. [PMID: 18557779]

Sathirapanya 2020 {published data only}

Sathirapanya P, Praipanapong A, Kongkamol C,
Chongphattararot P. Predictors of early recurrent seizure
after first seizure presentation to an emergency service:
a retrospective cohort study. Seizure 2020;78:1-6. [PMID:
32120277]

Prognosis of adults and children following a first unprovoked seizure (Review) 31
Copyright © 2023 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.


https://doi.org/10.1055%2Fs-0037-1603560

Trusted evidence.
Informed decisions.
Better health.

= 3 Cochrane
st g Library

Cochrane Database of Systematic Reviews

Scotoni 1999 {published data only}

Scotoni AE, Guerreiro MM, De Abreu HJ. First seizure: analysis
of risk factors for recurrence. Arquivos de Neuro-Psiquiatria
1999;57(2B):392-400. [PMID: 10450345]

Shinnar 1990 {published data only}

Shinnar S, Berg AT, Moshe SL, Petix M, Maytal J, Kang H, et
al. Risk of seizure recurrence following a first unprovoked
seizure in childhood: a prospective study. Pediatrics
1990;85(6):1076-85. [PMID: 2339031]

Shinnar 1993 {published data only}

Shinnar S, Berg AT, Ptachewich Y, Alemany M. Sleep state and
the risk of seizure recurrence following a first unprovoked
seizure in childhood. Neurology 1993;43(4):701-6. [PMID:
8469326]

Shinnar 1996 {published data only}

Shinnar S, Berg AT, Moshe SL, O'Dell C, Alemany M, Newstein D,
et al. The risk of seizure recurrence after a first unprovoked
afebrile seizure in childhood: an extended follow-up. Pediatrics
1996;98(2 Pt 1):216-25. [PMID: 8692621]

Specchio 2019 {published data only}

Specchio N, Pietrafusa N, Bellusci M, Trivisano M, Benvenga A,
de Palmal L, et al. Pediatric status epilepticus: identification of
prognostic factors using the new ILAE classification after 5 years
of follow-up. Epilepsia 2019;60(12):2486-98. [PMID: 31721184]

Stroink 1998 {published data only}

Stroink H, Brouwer OF, Arts WF, Geerts AT, Peters AC,

van Donselaar CA. The first unprovoked, untreated seizure
in childhood: a hospital based study of the accuracy of the
diagnosis, rate of recurrence, and long term outcome after
recurrence. Dutch study of epilepsy in childhood. Journal of
Neurology Neurosurgery and Psychiatry 1998;64(5):595-600.
[PMID: 9598673]

Takami 2015 {published data only}
Takami Y, Satake E, Ban H. [Risk of seizure recurrence after a

first unprovoked seizure in childhood]. No to Hattatsu [Brain &
Development] 2015;47(6):427-32. [PMID: 26717643]

Tanabe 2005 {published data only}

Tanabe T, Hara K, Kashiwagi M, Shichiri M, Suzuki S,

Wakamiya E, et al. [Prospective study of first unprovoked
seizure]. No to Hattatsu [Brain & Development] 2005;37(6):461-6.
[PMID: 16296348]

Thoon 2006 {published data only}

Thoon KC, Phuah HK. First afebrile seizures: a retrospective
review. Paediatrics, Child and Adolescent Health 2006;1(1):15-8.

van Donselaar 1992 {published data only}

van Donselaar CA, Schimsheimer RJ, Geerts AT, Declerck AC.
Value of the electroencephalogram in adult patients with
untreated idiopathic first seizures. Archives of Neurology
1992;49(3):231-7. [PMID: 1536624]

van Donselaar 1997 {published data only}

van Donselaar CA, Brouwer OF, Geerts AT, Arts WF, Stroink H,
Peters AC. Clinical course of untreated tonic-clonic seizures
in childhood: prospective, hospital based study. BMJ
1997;314(7078):401-4. [PMID: 9040384]

Weber 1987 {published data only}

Weber M, Schaff JL, Vespignani H, Legras B. [Five years after a
first epileptic seizure appearing late in life]. Revue Neurologique
1987;143(5):368-74. [PMID: 3116636]

Winckler 1997 {published data only}

Winckler MI, Rotta NT. Prognostic factors for recurrence of a
first seizure during childhood. Arquivos de Neuro-Psiquiatria
1997;55(4):749-56. [PMID: 9629334]

Zhang 2016 {published data only}

Zhang LY, Tang JH, Li Y. Risk factors for 5-year recurrence of
spontaneous symptomatic epileptic seizures in infants and
young children. Chinese Journal of Contemporary Pediatrics
2016;18(4):301-5. [PMID: 27097572]

Additional references

Adan 2021

Adan G, Neligan A, Nevitt SJ, Pullen A, Sander JW, Marson AG.
Prognostic factors predicting an unprovoked seizure recurrence
in children and adults following a first unprovoked seizure.
Cochrane Database of Systematic Reviews 2021, Issue 1. Art. No:
CD013848. [DOI: 10.1002/14651858.CD013848]

Beghi 2005

Beghi E, Leone M, Solari A. Mortality in patients with a first
unprovoked seizure. Epilepsia 2005;46 Suppl 11:40-2.

Beghi 2010

Beghi E, Carpio A, Forsgren L, Hesdorffer DC, Malmgren K,
Sander JW, et al. Recommendation for a definition of acute
symptomatic seizure. Epilepsia 2010;51(4):671-5. [PMID:
19732133]

Berg 1991

Berg AT, Shinnar S. The risk of seizure recurrence following
a first unprovoked seizure: a quantitative review. Neurology
1991;41(7):965-72.

Fisher 2014

Fisher RS, Acevedo C, Arzimanoglou A, Bogacz A, Cross JH,
Elger CE, et al. ILAE official report: a practical clinical definition
of epilepsy. Epilepsia 2014;55(4):475-82. [PMID: 24730690]

Garcia 2017

Garcia Pierce J, Aronoff S, Del Vecchio M. Systematic review and
meta-analysis of seizure recurrence after a first unprovoked
seizure in 815 neurologically and developmentally normal
children. Journal of Child Neurology 2017;32(13):1035-9.

Geersing 2012

Geersing GJ, Bouwmeester W, Zuithoff P, Spijker R, Leeflang M,
Moons KG. Search filters for finding prognostic and diagnostic

Prognosis of adults and children following a first unprovoked seizure (Review) 32
Copyright © 2023 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.


https://doi.org/10.1002%2F14651858.CD013848

Trusted evidence.
Informed decisions.
Better health.

= 3 Cochrane
st g Library

Cochrane Database of Systematic Reviews

prediction studies in Medline to enhance systematic reviews.
PLOS One 2012;7(2):e32844. [PMID: 22393453]

Guyatt 2011

Guyatt GH, Oxman AD, Schiinemann HJ, Tugwell P,
Knottnerus A. GRADE guidelines: a new series of articles
in the Journal of Clinical Epidemiology. Journal of Clinical
Epidemiology 2011;64(4):380-2. [PMID: 21185693]]

Hauser 1993

Hauser WA, Annegers JF, Kurland LT. Incidence of epilepsy
and unprovoked seizures in Rochester, Minnesota: 1935-1984.
Epilepsia 1993;34(3):453-68. [PMID: 8504780]]

Hayden 2013

Hayden JA, van der Windt DA, Cartwright JL, Cote P,
Bombardier C. Assessing bias in studies of prognostic factors.
Annals of Internal Medicine 2013;158(4):280-6. [PMID: 23420236]]

Hayden 2014

Hayden JA, Tougas ME, Riley R, Iles R, Pincus T. Individual
recovery expectations and prognosis of outcomes in non-
specific low back pain: prognostic factor exemplar review.
Cochrane Database of Systematic Reviews 2014, Issue 9. Art. No:
CD011284.[DOI: 10.1002/14651858.CD011284]

Huguet 2013

Huguet A, Hayden JA, Stinson J, McGrath PJ, Chambers CT,
Tougas ME, et al. Judging the quality of evidence in reviews of
prognostic factor research: adapting the GRADE framework.
Systematic Reviews 2013;2:71. [PMID: 24007720]]

lorio 2015

lorio A, Spencer FA, Falavigna M, Alba C, Lang E, Burnand B, et
al. Use of GRADE for assessment of evidence about prognosis:
rating confidence in estimates of event rates in broad categories
of patients. BMJ 2015;350:h870. [PMID: 25775931]]

Jiménez-Villegas 2021

Jiménez-Villegas MJ, Lozano-Garcia L, Carrizosa-Moog J.
Update on first unprovoked seizure in children and adults: A
narrative review. Seizure 2021;90:28-33.

Kwan 2010

Kwan P, Arzimanoglou A, Berg AT, Brodie MJ, Hauser WA,
Mathern G, et al. Definition of drug resistant epilepsy: consensus
proposal by the ad hoc Task Force of the ILAE Commission on
Therapeutic Strategies. Epilepsia 2010;51(6):1069-77. [PMID:
19889013]]

Moher 2009

Moher D, Liberati A, Tetzlaff J, Altman DG, PRISMA Group.
Preferred reporting items for systematic reviews and meta-
analyses: the PRISMA statement. BMJ 2009;339:b2535. [PMID:
19622551]]

Moons 2014

Moons KG, de Groot JA, Bouwmeester W, Vergouwe Y, Mallett S,
Altman DG, et al. Critical appraisal and data extraction for
systematic reviews of prediction modelling studies: the

CHARMS checklist. PLOS Medlicine 2014;11(10):e1001744. [DOI:
10.1371/journal.pmed.1001744] [PMID: 25314315]

Neligan 2012

Neligan A, Hauser WA, Sander JW. The epidemiology of the
epilepsies. In: Stefan H, Theodore WH, editors(s). Epilepsy Part |
(Handbook of Clinical Neurology vol. 107). Amsterdam: Elsevier,
2012:113-33. [DOI: 10.1016/B978-0-444-52898-8.00006-9] [PMID:
22938966]

Ngugi 2011
Ngugi AK, Kariuki SM, Bottomley C, Kleinschmidt I, Sander JW,
Newton CR. Incidence of epilepsy: a systematic review
and meta-analysis. Neurology 2011;77(10):1005-12. [PMID:
21893672]]

Parmar 1998

Parmar MK, Torri V, Stewart L. Extracting summary statistics to
perform meta-analyses of the published literature for survival
endpoints. Statistics in Medicine 1998;17(24):2815-34. [PMID:
9921604]]

Review Manager 2014 [Computer program]

Nordic Cochrane Centre, The Cochrane Collaboration Review
Manager 5 (RevMan 5). Version 5.3. Copenhagen: Nordic
Cochrane Centre, The Cochrane Collaboration, 2014.

Riley 2011

Riley RD, Higgins JP, Deeks JJ. Interpretation of random effects
meta-analyses. BMJ 2011;342:d549. [DOI: 10.1136/bmj.d549]
[PMID: 21310794]

Scheffer 2017

Scheffer IE, Berkovic S, Capovilla G, Connolly MB, French J,
Guilhoto L, et al. ILAE classification of the epilepsies:
position paper of the ILAE Commission for Classification and
Terminology. Epilepsia 2017;58(4):512-21. [DOI: 10.1111/
epi.13709] [PMID: 28276062]

Snell 2016
Snell KI, Hua H, Debray TP, Ensor J, Look MP, Moons KG, et al.
Multivariate meta-analysis of individual participant data helped
externally validate the performance and implementation
of a prediction model. Journal of Clinical Epidemiology
2016;69:40-50. [PMID: 26142114]

Stata [Computer program]

Stata. Version 15. College Station, TX, USA: StataCorp, 2017.
Available from www.stata.com.

Tierney 2007

Tierney JF, Stewart LA, Ghersi D, Burdett S, Sydes MR. Practical
methods for incorporating summary time-to-event data into
meta-analysis. Trials 2007;8:16. [DOI: 10.1186/1745-6215-8-16]
[PMID: 17555582]

West 2019

West S, Nevitt SJ, Cotton J, Gandhi S, Weston J, Sudan A,
et al. Surgery for epilepsy. Cochrane Database of
Systematic Reviews 2019, Issue 6. Art. No: CD010541. [DOI:
10.1002/14651858.CD010541.pub3]

Prognosis of adults and children following a first unprovoked seizure (Review) 33
Copyright © 2023 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.


https://doi.org/10.1002%2F14651858.CD011284
https://doi.org/10.1371%2Fjournal.pmed.1001744
https://doi.org/10.1016%2FB978-0-444-52898-8.00006-9
https://doi.org/10.1136%2Fbmj.d549
https://doi.org/10.1111%2Fepi.13709
https://doi.org/10.1111%2Fepi.13709
https://doi.org/10.1186%2F1745-6215-8-16
https://doi.org/10.1002%2F14651858.CD010541.pub3

: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

seizure. Cochrane Database of Systematic Reviews 2021, Issue 1.
References to other published versions of this review Art. No: CD013847. [DOI: 10.1002/14651858.CD013847]
Neligan 2021

Neligan A, Adan G, Nevitt SJ, Pullen A, Sander JW, Marson AG.
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CHARACTERISTICS OF STUDIES

Characteristics of included studies [ordered by study ID]

Al-Momani 2020

Study characteristics
Notes Retrospective cohort, paediatric study: 1mth-16 yrs, excluded: Previous febrile seizures, absences, my-
oclonus, participant number: 290
Item Authors' judgement  Support for judgement
Study participation Unclear Retrospective case review
Study attrition No Retrospective study, missing data and incomplete data regarding investiga-
tions
Prognostic factor mea- No Mixed modalities of prognostic factors (imaging - uses CT, MRl and US)
surement
Outcome measurement Unclear Incomplete follow-up data
Study confounding Yes Univariate and multivariate analysis conducted
Statistical analysisand re-  Yes Appropriate statistical methods applied include modelling of data
porting
Overall risk of bias Unclear Moderate
Annegers 1986
Study characteristics
Notes Retrospective Registry, paediatric and adult, exclusion criteria: absences, myoclonus and infantile
spasms. ASMs given to 60.6% of participants. Participant number: 424.
Item Authors' judgement  Support for judgement
Study participation Yes Clear inclusion/exclusion criteria with large numbers of participants
Study attrition Unclear Moderate drop off rate over the follow-up period
Prognostic factor mea- Unclear Limited prognostic factors are considered in the study
surement
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Annegers 1986 (Continued)

Outcome measurement Yes Clear and well-defined outcomes with clear time points in the data reporting
Study confounding Yes Multiple corrections for confounding factors made
Statistical analysisand re- ~ Yes Appropriate employment of the statistical methods of the time of publication

porting

include modelling

Overall risk of bias

Yes Low

Arthur 2008
Study characteristics
Notes Prospective cohort, paediatric: 6-14 yrs, Absences, myoclonus, infantile spasms excluded, no mention
of ASM administration, participant number: 140
Item Authors' judgement  Support for judgement
Study participation Unclear Exclusion of children with absence and other none motor seizures
Study attrition Unclear No clear mention of study dropout or loss to follow-up provided
Prognostic factor mea- Unclear A reasonable number of prognostic factors have been extracted for the pur-
surement poses of the study
Outcome measurement Yes clear time points and outcomes defined in the study
Study confounding Yes Adjusted for missing data.
Statistical analysisand re- ~ Unclear Apropiate use of statistical methods to analyse and present results
porting
Overall risk of bias Unclear Moderate

Assarzadegan 2015
Study characteristics
Notes Prospective RCT, GTCS only included, no specific mention of status epilepticus but no cases recorded,
unclear age of included participants, partial treatment of participants with ASMs, participant number:
101
Item Authors' judgement  Support for judgement
Study participation No Unclear age criteria
Study attrition Yes Low dropout rate and loss to follow-up reported
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Assarzadegan 2015 (Continued)

Prognostic factor mea- Unclear Compares treated and untreated participants
surement

Outcome measurement No Follow-up only at 6 months

Study confounding No No adjustment attempted

Statistical analysisand re-  No No adjustment

porting

Overall risk of bias No High risk

Austin 2002
Study characteristics
Notes Prospective cohort, paediatric cohort: 4-14 yrs. All seizures included in study - focal aware seizures and
absences. ASMs given. 225 participants.

Item Authors' judgement  Support for judgement

Study participation No Prospective multicentre study, clear selection criteria - bias as not representa-
tive ages 4-14 for a paediatric cohort and no justification given for age... also
children with febrile seizures excluded

Study attrition Unclear Unclear dropout rate

Prognostic factor mea- No Not relevant to seizure recurrence but prognostic factors are not the primary

surement end point of the study

Outcome measurement Yes Adequately reported outcomes at multiple time points

Study confounding Unclear Children included in the study compared with healthy siblings

Statistical analysisand re-  Yes Appropriate methods applied

porting

Overall risk of bias Unclear Moderate

Baldin 2017
Study characteristics
Notes Prospective cohort. Adult cohort, No mention of ASMs or seizure types. 52 participants.
Item Authors' judgement  Support for judgement
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Baldin 2017 (continued)

Study participation No Ascertainment methods different for each recruiting site. Poor response rate of
those who agreed to take part.

Study attrition Yes No dropouts reported in the study
Prognostic factor mea- Unclear No prognostic factors of seizure recurrence reported
surement
Outcome measurement Yes Outcomes are well defined
Study confounding Yes Multiple adjustments made for varying factors
Statistical analysisand re-  Yes Reasonable statistical methodology applied to data
porting
Overall risk of bias Unclear Moderate
Bell 2016
Study characteristics
Notes Prospective cohort. All age cohort. 302 participants but missing data in 22 participants (324-22).
Item Authors' judgement  Support for judgement
Study participation Yes Prospective well-characterised participants for all categories
Study attrition Unclear High dropout rate but prolonged follow-up period mitigates this
Prognostic factor mea- Yes Multiple variables measured
surement
Outcome measurement Yes Clear definition of outcome and measurement
Study confounding Yes Multiple adjustments
Statistical analysisandre-  Yes Appropiate analysis applied to the data
porting
Overall risk of bias Yes Low
Benn 2009
Study characteristics
Notes Retrospective Registry. Paediatric and Adult cohort. 123 participants.
Item Authors' judgement Support for judgement
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Benn 2009 (continued)

Study participation No Unable to clearly differentiate between acute symptomatic and unprovoked,
retrospective registry

Study attrition Unclear No mention of missing data or any participants have been lost to follow-up

Prognostic factor mea- Unclear No prognostic factors measured

surement

Outcome measurement Yes Well-defined outcome and consistent amongst all participants

Study confounding Yes Adjusted according to cause and race/demographic

Statistical analysisand re-  Yes Appropriate analysis

porting

Overall risk of bias Unclear Moderate

Beretta 2017

Study characteristics

Notes Multicentre retrospective cohort study. All ages in cohort. Focal aware, unaware and generalised
seizures all included. ASMs given to most participants - 92.8%. 152 participants.

Item Authors' judgement  Support for judgement

Study participation Yes Very well-defined recruitment criteria

Study attrition Unclear Unclear if missing data recorded or complete data sets for all patients
Prognostic factor mea- Unclear Prognostic factors not applicable

surement

Outcome measurement Yes Clearly defined and reported

Study confounding Yes Multiple adjustments made in analysis

Statistical analysisandre-  Yes Data appropriately and comprehensively reported in study

porting

Overall risk of bias Yes Low

Bessiso 2001

Study characteristics
Notes Prospective cohort. Paediatric cohort - 2mths-12 yrs. Absences, myoclonus and infantile spasms all ex-
cluded. ASMs given to some participants (5/33 15.1%). 33 participants.
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Bessiso 2001 (Continued)

Item Authors' judgement  Support for judgement

Study participation No Small sample size despite limited exclusion criteria, some are treated

Study attrition Unclear Limited follow-up data presented - no mention of follow-up

Prognostic factor mea- Unclear Conflates imaging data - MRl and CT otherwise reasonable

surement

Outcome measurement Unclear Poorly reported but 6 month outcomes presented

Study confounding No No adjustment for key variables - some patients treated (5/31) after first
seizure

Statistical analysisand re-  No Limited detail of statistical methodology used and justification

porting

Overall risk of bias No High

Blom 1978
Study characteristics
Notes Prospective cohort. Paediatric cohort: <16 yrs. ASMs given to some participants. All seizures including
focal aware seizures and absences. 71 participants.
Item Authors' judgement  Support for judgement
Study participation No Unclear inclusion criteria
Study attrition No No clear reason for loss of follow-up given
Prognostic factor mea- Unclear Limited prognostic factors taken into account
surement
Outcome measurement No Unclear outcome reporting
Study confounding Unclear Descriptive study only
Statistical analysisand re-  Unclear Descriptive study only
porting
Overall risk of bias No High

Boonluksiri 2003

Study characteristics
Notes Prospective cohort. Paediatric cohort: 2mths - 15 yrs. Status epilepticus included.Absences, my-
oclonus, infantile spasms excluded. No ASMs given. 91 participants.
Prognosis of adults and children following a first unprovoked seizure (Review) 39

Copyright © 2023 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



= 3 Cochrane
st g Library

Trusted evidence.
Informed decisions.
Better health.

Cochrane Database of Systematic Reviews

Boonluksiri 2003 (continued)

Item

Authors' judgement

Support for judgement

Study participation Unclear Unclear how participants are identified

Study attrition Yes No apparent loss to follow-up

Prognostic factor mea- No No brain imaging for cohort, CT scan only in a proportion

surement

Outcome measurement Unclear Defines what a seizure recurrence but relatively short follow up period
(9.9months per participant)

Study confounding Unclear Performs a multivariate analysis but not completely accounting for most fac-
tors

Statistical analysisand re- ~ Yes Appropriate statistical methodology applied and presentation of data

porting

Overall risk of bias Unclear Moderate

Bora 1995
Study characteristics
Notes Prospective cohort. Adult cohort > 16 years. GTCS only. ASMs given (42.2%). No specific mention of sta-
tus epilepticus but no cases recorded. 147 participants.
Item Authors' judgement  Support for judgement
Study participation No Risk of bias introduced as only those with generalised tonic clonic seizures and
normal imaging on CT were included
Study attrition Unclear Minimal loss to follow-up
Prognostic factor mea- Yes Very comprehensive
surement
Outcome measurement Yes Well outlined and documented
Study confounding Unclear Attempts to control for some factors
Statistical analysisand re-  Yes Well-described methodology with multiple Kaplan Meier curves
porting
Overall risk of bias Unclear Moderate
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Boulloche 1989

Study characteristics

Notes Prospective cohort, single-centre paediatric cohort 2-16yrs. GTCS only included. 73(61%) prescribed
ASMs. 119 participants.

Item Authors' judgement  Support for judgement

Study participation No Only generalised seizures included and also excluded those who had focal ab-

normalities on EEG

Study attrition Unclear Unclear re loss to follow-up

Prognostic factor mea- No All abnormal imaging has been excluded from the study

surement

Outcome measurement Unclear Reasonable description of outcomes

Study confounding No 61% of sample had ASMs started

Statistical analysisand re- ~ Unclear Dated statistical methods employed

porting

Overall risk of bias No High

Camfield 1985

Study characteristics

Notes Retrospective Registry. Paediatric cohort: 1mth - 16 yrs. No specific mention of status epilepticus but
no cases recorded. ASMs given to 68.5%. Exclusion criteria: absences, myoclonus and infantile spasms.
Focal aware, unaware and generalised seizures all included. 168 participants.

Item Authors' judgement  Support for judgement

Study participation Unclear Works on the assumption that all children after a first seizure would get an EEG

Study attrition Unclear 80% response rate for postal survey

Prognostic factor mea- Unclear Limited prognostic factors considered

surement

Outcome measurement Unclear Not clear how seizure recurrence defined

Study confounding Unclear Partial treatment of cohort

Statistical analysisand re-  Yes Appropriately analysed and reported

porting

Overall risk of bias Unclear Moderate
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Camfield 1989

Study characteristics
Notes Prospective RCT. Paediatric cohort: 1mth - 16 yrs Absences, myoclonus and infantile spasms excluded.
31 participants.

Item Authors' judgement  Support for judgement
Study participation Yes Very clearly definied study population
Study attrition Yes No issues with drop out of study
Prognostic factor mea- No Only prognostic factor considered is treatment
surement
Outcome measurement Unclear Unclear definition of recurrence and how it is established
Study confounding Unclear Some attempts made to ensure factors were controlled for
Statistical analysisand re-  No Small study numbers so only simple comparative stats performed
porting
Overall risk of bias Unclear Moderate

Chan 2012
Study characteristics
Notes Nested case control study. Retrospective cohort. Paediatric cohort: 1mth -15 yrs. Status epilepticus ex-

cluded. ASMs given but numbers unclear from study. 54 participants.

Item Authors' judgement  Support for judgement
Study participation No Over 50% uncontactable - large proportion of eligible patients not recruited
Study attrition Unclear Unclear dropout rate or follow-up
Prognostic factor mea- Unclear Reasonable spread of prognostic factors collected
surement
Outcome measurement No Unclear outcomes that are being measured in the study
Study confounding Unclear Multivariate analysis attempted to control for confounding factors
Statistical analysisand re-  No Data are not transparent and easily interpretable
porting
Overall risk of bias No High
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Chandra 1992

Study characteristics
Notes Prospective double-blind RCT. Adult cohort > 16 years. Focal aware, unaware and generalised seizures.
228 participants.
Item Authors' judgement  Support for judgement
Study participation Unclear Single centre, adult patients with a low number of eligible patients declined
with a reasonable number recruited despite being a single centre.

Study attrition Yes Only 6 out of 234 declined or dropped out of the study
Prognostic factor mea- No Only looking at one variable - the impact of treatment vs no treatment.
surement
Outcome measurement Yes Careful consideration of outcome and well detailed in the paper
Study confounding No No adjustment undertaken
Statistical analysisand re-  No Raw data on recurrence presented only, no modelling performed.
porting
Overall risk of bias No Simple descriptive study, no statistical analysis performed.

Chen 2016
Study characteristics
Notes Prospective cohort. Ages of participant: 3-77yrs. No ASMs Absences, myoclonus and unspecified

seizures excluded. SE included. 134 participants.
Item Authors' judgement  Support for judgement
Study participation Yes Representative sample, consecutive patients, single centre but very clear in-
clusion criteria.

Study attrition Unclear Difficult to ascertain patients lost to follow-up from description
Prognostic factor mea- Yes Very well defined and well documented
surement
Outcome measurement Yes Very clear outcomes
Study confounding Unclear Unclear if controlled for variables that could effect outcomes
Statistical analysisand re-  Unclear Univariate analysis undertaken only, no multivariate analysis performed
porting
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Chen 2016 (continued)

Overall risk of bias Yes Low
Daoud 2004
Study characteristics
Notes Prospective cohort. Paediatric cohort: 3mths-14 yrs. SE included. No ASMs. Absences, myoclonus, in-

fantile spasms excluded. 265 participants.

Item Authors' judgement  Support for judgement
Study participation Yes Consecutive patients from large teaching hospitals, representative of wider
population
Study attrition Unclear Unclear re: dropout rates
Prognostic factor mea- No All patients did not have uniform investigations eg EEG and brain imaging due
surement to cost limitations
Outcome measurement Yes Detailed reporting of recurrence at several time points that are well described
Study confounding No No adjustments undertaken
Statistical analysisandre-  No Univariate analysis only no multivariate analysis performed
porting
Overall risk of bias No High
Das 2000
Study characteristics
Notes Prospective RCT. Age of cohort: 0-50yrs. ASMs given (45%). GTCS only included. 76 participants.
Item Authors' judgement  Support for judgement
Study participation No Excludes those with febrile seizures in past also excludes childhood absence,

unclear if recruitment consecutive

Study attrition Unclear Unclear dropout/retention rate in study
Prognostic factor mea- Unclear Some basic prognostic factors reported eg EEG findings
surement
Outcome measurement Unclear Outcomes not clearly defined
Study confounding No No clear attempts employed for adjustments
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Das 2000 (Continued)

Statistical analysisand re-  No Basic statistical methods described
porting
Overall risk of bias No High

de Rezende Machado 2021

Study characteristics
Notes Retrospective cohort. Paediatric cohort: 1mth -14yrs. ASMs given. No specific mention of SE but no cas-
es recorded. Focal and generalised seizures included. 74 participants.

Item Authors' judgement  Support for judgement
Study participation Unclear Retrospective study
Study attrition Unclear No clearly reported dropout rates
Prognostic factor mea- Yes High number of prognostic factors collected and presented
surement
Outcome measurement Unclear Recrrence rates presented but not very clearly defined with time points
Study confounding Unclear unclear that adjustments undertaken
Statistical analysisandre-  No No univariate or multivariate modelling undertaken and no survival curves
porting presented
Overall risk of bias Unclear Moderate

Elwes 1985
Study characteristics
Notes Retrospective cohort. All ages. GTCS only included. No ASMs. 133 participants.
Item Authors' judgement Support for judgement
Study participation Unclear Restricted to those with generalised tonic clonic seizures unclear if patients

are representative

Study attrition Unclear Reasonable follow-up but no mention of dropout rates
Prognostic factor mea- No Limited description and measurement of relevant prognostic factors
surement
Outcome measurement Yes Well described and presented
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Elwes 1985 (continued)

Study confounding Unclear No mention of adjustments

Statistical analysisand re-  Yes Appropiate use of stats and presentation of data
porting

Overall risk of bias Unclear Moderate

Geut 2017
Study characteristics
Notes Retrospective cohort. Paediatric cohort >6 yrs. Normal EEG, focal and generalised seizures make up in-
clusion criteria. No specific mention of SE but no cases recorded. No ASMs. 104 participants.
Item Authors' judgement  Support for judgement
Study participation No Only convulsive seizures, only those with an EEG, which was normal - retro-
spective review, unclear if all patients were consecutive
Study attrition Unclear Retrospective study
Prognostic factor mea- Unclear Rudimentary description of prognostic factors eg MRl normal/abnormal - EEG
surement changes are more specific in description
Outcome measurement Yes Well-described outcome in text
Study confounding No No adjustments made
Statistical analysisand re-  Unclear Limited stats techniques applied
porting
Overall risk of bias Unclear Moderate

Gilad 1996
Study characteristics
Notes Prospective RCT. Adult cohort: 18-50 years. Treatment with CBZ for some participants. GTCS only in-
cluded. SE excluded. 87 participants.
Item Authors' judgement  Support for judgement
Study participation No Narrow age range for inclusion, had to present to hospital within 24 hours of
seizure, only convulsive seizures included
Study attrition Yes Four patients out od 91 dropped out
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Gilad 1996 (continued)

Prognostic factor mea- Unclear Limited prognostic factor measurement - mainly focused on recurrence

surement

Outcome measurement Yes Well defined and represented

Study confounding Yes Adjustments attempted for a number of factors

Statistical analysisandre-  Yes Appropriate methods employed and described

porting

Overall risk of bias Yes L

Haltiner 1997

Study characteristics
Notes Nested prospective cohort study. Adult cohort >16 yrs. 63/404 who had one late posttraumatic seizure.
ASMs given. 63 participants.

Item Authors' judgement  Support for judgement

Study participation No Very specific cohort of patients that is not generally representative of the
wider population who will have an unprovoked seizure given nature of the
study

Study attrition Yes Eight participants died, and 5 were lost to follow-up

Prognostic factor mea- Yes Extensive prognostic factors

surement

Outcome measurement Yes Very well reported

Study confounding Unclear Unclear adjustment but also crossover between treated and untreated

Statistical analysisand re-  Yes Appropiate statistical methods applied with graphical representation in form

porting

of survival curves etc

Overall risk of bias

No High

Hart 1990
Study characteristics
Notes Prospective cohort. All ages. ASMs given to 15%. 412 participants.
Item Authors' judgement  Support for judgement
Study participation Yes Well-described cohort
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Hart 1990 (continued)

Study attrition Yes low rates of loss to follow-up
Prognostic factor mea- Unclear Reasonable list of aetiologies given
surement
Outcome measurement Yes Clear outcomes and definitions of end points
Study confounding Unclear Confounders mentioned but no clear adjustments made
Statistical analysisandre-  Yes Appropiate statistical analysis with kaplein meyer curves calculated
porting
Overall risk of bias Yes Low
Hauser 1990
Study characteristics
Notes Prospective cohort. All ages included. Focal and generalised seizures. SE included. ASMs given (80%).

208 participants.

Item Authors' judgement  Support for judgement
Study participation No Very narrow inclusion criteria - recruitment had to be within 24 hours
Study attrition Yes 20 partixipants out of 208 withdrew from the study
Prognostic factor mea- Yes Well described
surement
Outcome measurement Yes Well represented
Study confounding Unclear Some attempt to adjust made
Statistical analysisandre-  Yes Appropiate methods used
porting
Overall risk of bias Yes Low
Hesdorffer 2009
Study characteristics
Notes Retrospective Registry. Case-control study. Acute vs unprovoked seizures in Stroke, TBI and CNS Infec-

tions. Stoke (101); TBI (37); CNS infection (10). All seizures including focal aware seizures are included.
Only first seizure included if associated with CVA, TBI or CNS infections. SE (25.7%) included. All ages
<1->65. 148 participants.
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Hesdorffer 2009 (continued)

Item Authors' judgement  Support for judgement

Study participation Yes Representative of wider population

Study attrition Unclear Case-control database study

Prognostic factor mea- No Rudimentary in selection of factors

surement

Outcome measurement Yes well described and defined outcomes with time points clearly set out
Study confounding Yes Multiple adjustments made

Statistical analysisand re- ~ Yes Well described and represented

porting

Overall risk of bias Yes Low

Hopkins 1988

Study characteristics
Notes Retrospective Registry. Prospective cohort. Adult cohort >16 yrs. Follow-up in single centre. Unclear if
retrospective or prospective. ASMs given. No specific mention of SE but no cases recorded. 408 partici-
pants.
Item Authors' judgement  Support for judgement
Study participation No Unclear inclusion criteria with bias involved
Study attrition Unclear No mention of dropout rate
Prognostic factor mea- Yes Good description of factors
surement
Outcome measurement Yes Well-described outcomes
Study confounding Unclear Adjustments only for age and sex, unclear if others made
Statistical analysisand re-  Yes Appropiate statistical methods applied and reported
porting
Overall risk of bias Yes Llow
Huang 2008
Study characteristics
Notes Prospective cohort. Single centre. Focal and generalised seizures, myoclonus. 22 (19.8%) SE. ASMs giv-
en. 111 participants.
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Huang 2008 (continued)

Item Authors' judgement Support for judgement

Study participation No Specific cohort of patients, only those with hyperglycaemia - unclear if febrile
seizures also were excluded

Study attrition Unclear No mention of dropout from study

Prognostic factor mea- Yes Comprehensive reporting of factors

surement

Outcome measurement Yes Given recurrence rates in table format and in text

Study confounding Unclear Attempts made e.g. comparison between hyperglycaemic cohort and none DH

Statistical analysisand re- ~ Unclear Univariate analysis performed no multivariate modelling

porting

Overall risk of bias Unclear Moderate

Hui 2001
Study characteristics
Notes Retrospective cohort. Single centre. Participants >14 years. GTCS only. Absences, myoconus, infantile
spasms excluded.SE excluded. No ASMs. 132 participants.
Item Authors' judgement  Support for judgement
Study participation No Multiple exclusion criteria makes it a none representative cohort
Study attrition Unclear Retrospective so unclear
Prognostic factor mea- Yes Multiple prognostic factors
surement
Outcome measurement Unclear seizure recurrence until 4 years
Study confounding Unclear Some adjustment undertaken
Statistical analysisand re- ~ Yes Appropiate stats - univariate and multivariate, survival curves included
porting
Overall risk of bias Unclear Moderate
Inaloo 2008
Study characteristics
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Inaloo 2008 (continued)

Notes Prospective cohort. Paediatric cohort: 1mth - 18yrs. Absences, myoconus, infantile spasms excluded.
Focal and generalised seizures included. No specific mention of SE but no cases recorded. 156 partici-
pants.

Item Authors' judgement  Support for judgement

Study participation No Excluded a number of presentations e.g. myoclonus and absence, also unclear
if cases are consecutive

Study attrition Unclear No mention

Prognostic factor mea- Yes Lots of prognostic factors reported and displayed appropriately

surement

Outcome measurement Yes Well documented

Study confounding Unclear Unclear if adjustments have been made

Statistical analysisandre-  Yes Uni- and multivariate analysis

porting

Overall risk of bias Unclear Moderate

Jagtap 2013
Study characteristics
Notes Prospective cohort. Paediatric cohort: 1mth - 12yrs. Single centre. ASMs given (15 (37.5%)). 20% SE. Fo-
cal aware, unaware and generalised seizures. 40 participants.
Item Authors' judgement  Support for judgement
Study participation No Unclear selection criteria, no inclusion or exclusion criteria
Study attrition No No mention of dropout despite short follow-up
Prognostic factor mea- Unclear Some factors measured but limited
surement
Outcome measurement Unclear Seizure recurrence rates mention in text but 12 mths only
Study confounding No No adjustments, mixed treated and untreated
Statistical analysisand re-  No Descriptive stats only used
porting
Overall risk of bias No High
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Jason 2018
Study characteristics
Notes Retrospective Registry. Paediatric cohort: 1mth-18 yrs. ASMs given. All seizures including focal aware
seizures are included. 247 participants.
Item Authors' judgement  Support for judgement
Study participation Yes Representative of a paediatric population
Study attrition Yes 16/750 were lost before 2 years of follow-up
Prognostic factor mea- Unclear Not the relevant factors to seizure recurrence - more catered to neurodevelop-
surement mental abnormality
Outcome measurement Unclear Recurrence of seizure is not the main objective of paper
Study confounding Unclear Adjustments made
Statistical analysisand re-  Yes Extensive statistical methods explained
porting
Overall risk of bias Unclear Moderate

Kanemura 2015

Study characteristics

Notes Prospective cohort, Paediatric cohort: 1mth-15yrs. Single centre. No ASMs. SE excluded. 87 partici-
pants.

Item Authors' judgement  Support for judgement

Study participation Unclear Retrospective study, unclear how selection occurred
Study attrition Yes Nine children who met the criteria did not have follow-up data
Prognostic factor mea- Yes Extensive prognostic factors are described in the paper
surement
Outcome measurement Unclear seizure recurrence at 4 years given
Study confounding No No adjustments
Statistical analysisand re-  Unclear No survival curves
porting
Overall risk of bias Unclear Moderate
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Kawkabani 2004

Study characteristics

Notes Prospective cohort, adult cohort, Focal and generalised seizures. SE included. ASMs given. 58 partici-
pants.

Item Authors' judgement  Support for judgement

Study participation Yes Very extensive criteria for study

Study attrition Unclear 14% lost to follow-up at 6 months

Prognostic factor mea- Yes Lots of prognostic factors listed for inclusion

surement

Outcome measurement Unclear Recurrence data only until 6 months

Study confounding Yes Adjustments performed

Statistical analysisand re-  Yes Multivariate and univariate analysis performed

porting

Overall risk of bias Yes low

Kho 2006

Study characteristics

Notes prospective cohort, adult cohort. SE excluded. ASMs given. Provoked seizures included (497-137=360).
Focal and generalised seizures. 360 participants.

Item Authors' judgement  Support for judgement

Study participation Unclear inclusion/exclusion criteria well set out but unclear re: how exactly patients re-

cruited, includes provoked and unprovoked

Study attrition Unclear No mention of dropouts

Prognostic factor mea- Yes Extensive reporting

surement

Outcome measurement Yes Clear outcome given and survival curves clearly documented

Study confounding Yes Appropiate adjustments performed

Statistical analysisand re-  Yes Comprehensive analysis

porting

Overall risk of bias Yes Low
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Klotz 2021
Study characteristics
Notes Prospective cohort. Paediatric cohort: age 0.2 -17.4. Focal and generalised seizures included. 56 partici-
pants.
Item Authors' judgement  Support for judgement
Study participation No Very selective inclusion criteria - at least 10 minutes of good quality EEG with
sample rate >1000 within the first 72 hours after seizure had to be available.
Study attrition No High drop out rate
Prognostic factor mea- Unclear Very specific measurement of EEG factors
surement
Outcome measurement Yes Well described
Study confounding No No adjustment
Statistical analysisand re-  Yes Comprehensive
porting
Overall risk of bias Unclear Moderate

Lawn 2015
Study characteristics
Notes Prospective cohort. Adult cohort. 21% treated with ASM. All seizures types included. SE not specifically
mentioned. 798 participants.
Item Authors' judgement  Support for judgement
Study participation Yes Very well described and clear inclusion/exclusion criteria
Study attrition Yes Forty- eight patients (6%) had <1 year of follow-up of whom 22 patients died
within the first year.
Prognostic factor mea- Yes Lots of prognostic factors presented
surement
Outcome measurement Yes Clear presentation of outcome
Study confounding Yes Controlled for variety of factors
Statistical analysisand re-  Yes Univariate and multivariate analysis, survival curves clearly presented
porting
Overall risk of bias Yes Low
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Leone 2006
Study characteristics
Notes Prospective RCT. Paediatric and Adult cohort. GTCS only. 419 participants.
Item Authors' judgement  Support for judgement
Study participation Unclear Prospective RCT - clear inclusion/exclusion, some patients randomised to
treatment which introduces bias
Study attrition Yes Low dropout rate and loss to follow-up
Prognostic factor mea- Unclear Ample prognostic factors measured
surement
Outcome measurement Yes Cear outcomes and time points
Study confounding Unclear Some adjustment attempted for confounding factors
Statistical analysisand re-  Yes Appropriate analysis made for the age of paper
porting
Overall risk of bias Yes Low
Leone 2011
Study characteristics
Notes Prospective RCT. Paediatric and Adult cohort. GTCS only (primary or secondary). Median follow-up 19.7
yrs. 419 participants.
Item Authors' judgement  Support for judgement
Study participation Yes Well-defined inclusion/exclusion criteria
Study attrition Yes Low dropout rate in follow-up
Prognostic factor mea- Unclear Moderate reporting of prognostic factors
surement
Outcome measurement Yes Clear measurement of outcomes
Study confounding Unclear Attempts for confounding adjustments
Statistical analysisand re-  Unclear appropriate use of statistical methodology
porting
Overall risk of bias Yes Low
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Lin 2014
Study characteristics
Notes Paediatric RCT. Paediatric cohort, <18 years. Seizure types not specified. No ASMs. Had to have epilep-
tifrom discharges on an EEG post first unprovoked seizure to be included. 46 participants.
Item Authors' judgement  Support for judgement
Study participation No lIncludes only those children with epileptiform discharges on EEG
Study attrition Yes Two patients only lost to follow-up out of 48
Prognostic factor mea- Unclear Some factors measured but not exhaustive
surement
Outcome measurement Yes Seizure recurrence by 24 months - quite clear
Study confounding Unclear Unclear if controlled for different factors
Statistical analysisand re-  Yes Reasonable in approach
porting
Overall risk of bias Unclear Moderate

Llevadias 2004

Study characteristics

Notes Retrospective cohort. Paediatric cohort: 8mths -17 yrs. ASM started in 50.1%. Included absence
seizures and myoclonus. SE included. 66 participants.

Item Authors' judgement  Support for judgement

Study participation Yes Well described

Study attrition Unclear No mention of dropout

Prognostic factor mea- No Very limited included factors

surement

Outcome measurement Unclear Reasonably clear outcome

Study confounding No No adjustments, especially for those treated and untreated

Statistical analysisand re-  Unclear Limited statistical analysis

porting

Overall risk of bias Unclear Moderate
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Logroscino 2008

Study characteristics

Notes Retrospective cohort. Paediatric and Adult cohort. Mortality at 10 years of FUS and SE. 307 participants.

Item Authors' judgement  Support for judgement

Study participation Unclear Unclear as this study sample is not entirely representative of the general popu-
lation

Study attrition Unclear No mention

Prognostic factor mea- Unclear In the context of recurrence not many factors but in the context of mortality

surement relevant factors presented

Outcome measurement Unclear Not entirely clear with the recurrence data but the mortality data, the primary
outcome of the study was displayed here without any issues

Study confounding Yes Adjusted for confounding

Statistical analysisand re-  Yes Very clear statistical analysis and presentation

porting

Overall risk of bias Unclear Moderate

Loiseau 1999

Study characteristics
Notes Prospective cohort. Paediatric and Adult cohort: 2.5-94 years. Included provoked seizures (289)
(804-289 =515). 515 participants.
Item Authors' judgement  Support for judgement
Study participation Yes Large numbers, consecutive cases well-defined inclusion/exclusion criteria
Study attrition Yes Low loss to follow up - 3.9%
Prognostic factor mea- Unclear Aetiology of seizure really the main and only prognostic factor collected
surement
Outcome measurement Yes Clear outcomes and time points clearly stated
Study confounding No No clear adjustment performed
Statistical analysisand re-  Yes Appropiate statistical methods applied to the dataset
porting
Overall risk of bias Yes Low
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Mahamud 2020

Study characteristics
Notes Retrospective case control. Adult cohort. SE included. Acute/remote symptomatic excluded. 1131 par-
ticipants.
Item Authors' judgement  Support for judgement
Study participation No Specific sub population - not generallisable to the general population.
Study attrition Unclear Case-control - not applicable.
Prognostic factor mea- Yes Extensive prognostic factors
surement
Outcome measurement Yes Very clear and well represented
Study confounding Yes Lots of adjustments
Statistical analysisand re-  Yes Well presented
porting
Overall risk of bias Unclear Moderate
Marson 2005
Study characteristics
Notes Multicentre RCT. Paediatric and Adult. ASM given and recurrences reported separately. 1443 partici-
pants.
Item Authors' judgement  Support for judgement
Study participation Unclear Only patients where there was equipose re: starting treatment was included
Study attrition Unclear Sizable proportion refused randomisation and another number were lost to
follow --up
Prognostic factor mea- Yes Multiple risk factors measured
surement
Outcome measurement Yes Very clear outcome measurement
Study confounding Yes Multiple adjustments made
Statistical analysisand re-  Yes Excellent stats reporting
porting
Overall risk of bias Yes Low
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Mizrogi 2015
Study characteristics
Notes Prospective cohort. Paediatric cohort. Focal and generalised seizures. Absence, myoclonus excluded.
SE excluded. No ASMs. 73 participants.
Item Authors' judgement  Support for judgement
Study participation Unclear clear criteria but some patients excluded e.g. for having organic brain lesions
which may not be epileptogenic also SE excluded
Study attrition Yes Less than 10% without follow-up data
Prognostic factor mea- Unclear Basic list of factors included
surement
Outcome measurement Yes Well documented at various time points
Study confounding Unclear Unclear if adjustments have been made
Statistical analysisand re-  Yes Good and appropriate
porting
Overall risk of bias Unclear Good and appropriate

Musicco 1997

Study characteristics
Notes Prospective RCT. Paediatric and Adult cohort (>2yrs). GTCS only (primary or secondary). ASMs partially
given - 215/419 - treated 204/419 - untreated. 419 participants.
Item Authors' judgement  Support for judgement
Study participation Unclear Well-described patient population
Study attrition Unclear No mention of dropout rates clearly in the manuscript
Prognostic factor mea- Unclear Comprehensive list of factors but age of study precludes routine neuroimaging
surement
Outcome measurement Yes Clear endpoints of study and outcomes reported
Study confounding Unclear By nature of study - some patients had been treated with ASM
Statistical analysisand re-  Yes Appropiate statistical methods utilised and survival curves utilised
porting
Overall risk of bias Yes Low
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Schreiner 2003

Study characteristics
Notes Prospective cohort. Adult cohort >16 years. All seizure types including SE included. Absences and my-
oconus excluded. No ASMs given. 157 participants.

Item Authors' judgement  Support for judgement

Study participation Unclear Adult patients coming to emergency dept with unprovoked seizure, clear crite-
ria for study however only those with an EEG within 48 hours included, which
is not representative of the wider population

Study attrition Yes Seven patients lost to follow-up

Prognostic factor mea- Unclear extensive for EEG measures but few other factors considered e.g. imaging

surement

Outcome measurement Yes Well presented

Study confounding Unclear Unclear adjustments made

Statistical analysisand re-  Yes Survival curves and multivariate/univariate analysis performed

porting

Overall risk of bias Unclear Moderate

Scotoni 2004

Study characteristics

Notes Prospective cohort. Paediatric cohort - Imth -17 yrs. No ASMs. Absence seizures, myoclonus, infantile
spasms. SE (6%) included. Focal and generalised seizures included. 213 participants.

Item Authors' judgement  Support for judgement

Study participation Unclear Clear criteria but exclude absence and myoclonus which will introduce some

bias

Study attrition Unclear 16% of participants had less than 6 months of follow-up

Prognostic factor mea- Yes Extensive

surement

Outcome measurement Yes Well reported

Study confounding Yes Plenty of adjustments

Statistical analysisand re- ~ Yes Appropriate survival curves, uni and multivariate analyses

porting
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Scotoni 2004 (continued)

Overall risk of bias Yes Low

Shinnar 2000

Study characteristics

Notes Prospective cohort. Paediatric cohort: Imth -19 yrs. No ASMs. All seizures included. No specific mention
of SE. 407 participants.

Item Authors' judgement  Support for judgement

Study participation Unclear Imaging is variable across the cohort despite EEG being uniformly provided

Study attrition Yes Incredibly low despite the long follow-up

Prognostic factor mea- Unclear Not extensive in the reporting and definition of factors

surement

Outcome measurement Yes Very well set out and incredibly clear

Study confounding Yes Adjustments made for various confounders

Statistical analysisandre-  Yes Appropriate statistical analysis of data performed and presented clearly

porting

Overall risk of bias Yes Low

Shinnar 2005

Study characteristics
Notes Prospective cohort. Paediatric cohort, predominantly a mortality study. 407 participants.
Item Authors' judgement  Support for judgement
Study participation Yes Clear inclusion/exclusion criteria
Study attrition Unclear No clear mention of study dropout rate
Prognostic factor mea- No Limited prognostic factors described
surement
Outcome measurement Yes Clear outcome measurement with time points
Study confounding Unclear No mentioning of adjustments undertaken
Statistical analysisand re- ~ Yes Aappropiate presentation and analysis of data
porting
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Shinnar 2005 (continued)

Overall risk of bias

Yes

Low

Van Donselaar 1991

Study characteristics

Notes Prospective cohort. Adult cohort, >15 yrs. Focal and generalised seizures included. SE excluded. No
ASMs. 151 participants.

Item Authors' judgement  Support for judgement

Study participation Unclear Some patients unduly excluded e.g. those presenting with status or prolonged

seizures.

Study attrition Yes Two patients lost to follow-up out of a total of 151 participants

Prognostic factor mea- Yes Well-described and defined factors

surement

Outcome measurement Yes Clear outcome reporting and measurement

Study confounding Yes Adjustment for a number of factors performed

Statistical analysisand re-  Unclear No multivariate analysis performed, all univariate

porting

Overall risk of bias Yes Low

Winckler 2004

Study characteristics

Notes Prospective cohort, Paediatric cohort: 1mth - 16 yrs. All seizures. No specific mention of SE. No ASMs.
109 participants.

Item Authors' judgement  Support for judgement

Study participation Yes Consecutive patients, really clear inclusion and exclusion criteria

Study attrition Unclear Not clearly stated

Prognostic factor mea- Yes Very extensive collection of factors included

surement

Outcome measurement Yes Very clear outcome and risk for epilepsy development given at multiple time

points
Study confounding Yes Multiple adjustments
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Winckler 2004 (continued)

Statistical analysisand re-  Yes Well-reported methods
porting
Overall risk of bias Yes Low
Zhang 2014
Study characteristics
Notes prospective cohort, Paediatric: 1mth -3yrs. Three groups of children with a FS, Gl, non-Gl illness and
FUS. Epileptic spasms excluded, otherwise all seizure types included. 5.4% SE. No ASMs. 74 partici-
pants.
Item Authors' judgement  Support for judgement
Study participation Unclear Dififcult to generalise because very young cohort with mild infection
Study attrition Unclear Moderate attrition rate - 31 did not have valid follow-up out of 287
Prognostic factor mea- Yes Very comprehensive
surement
Outcome measurement Yes Very comprehensive
Study confounding Yes Multiple adjustment
Statistical analysisand re- ~ Yes Excellent statistical analysis
porting
Overall risk of bias Yes Low
Zhang 2017
Study characteristics
Notes Retrospective cohort, Paediatric cohort: 1Imth - 3 yrs. All seizures and SE included.No ASMs. 190 partici-
pants.
Item Authors' judgement Support for judgement
Study participation Unclear Unclear how cases were identified and included, only children under 3
Study attrition Yes Loss of follow-up rate of 6%
Prognostic factor mea- Yes Very comprehensive
surement
Outcome measurement Yes Well-documented
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Zhang 2017 (Continued)

Study confounding Yes

Multiple controls employed and adjustment attempted

Statistical analysisand re-  Yes
porting

Appropiate and survival curves clearly included, univariate and multivariate

analysis

Overall risk of bias Yes

Low

ASM: anti-seizure medication; CBZ: carbamazepine;CNS: central nervous system; CT: computerised tomography; DH: diabetic
hyperglycaemia;EEG: electroencephalogram; FUS: first unprovoked seizure; Gl: gastrointestinal infection; GTCS: generalized tonic-clonic

seizures; MRI: magnetic resonance imaging; mth: month; SE: status epilepticus; TBI: traumatic brain injury;US: unprovoked seizure; yrs:

years.

Characteristics of excluded studies [ordered by study ID]

Study Reason for exclusion
Alesefir 2020 Insufficient follow-up duration
Benn 2008 Duplicate dataset

Bensken 2020

Insufficient data on seizure recurrence rates

Binelli 1988 Full text not available for review

Bonnett 2010 Duplicate dataset

Bonnett 2014 Duplicate dataset

Brown 2015 Participants do not fulfil study inclusion criteria
Chen 2018 participants do not fulfil study inclusion criteria
Cremo 1993 Duplicate dataset

Douw 2010 Unclear recurrence rates

Drenthen 2021

Insufficient participant numbers

Falip-Centellas 2002

Unclear recurrence time points

First Seizure Trial Group 1993

Duplicate dataset

Fisch 2016

Unclear recurrence rates

Fonseca 2018

Participants do not fulfil study inclusion criteria

Gupta 1993

Full text not available for review

Haapaniemi 2014

Participants do not fulfil study inclusion criteria

Hauser 1982 Duplicate dataset
Hesdorffer 1996 Participants do not fulfil study inclusion criteria
Hesdorffer 2007 Unclear recurrence rates
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Study Reason for exclusion

Jafari 2020 Unable to access fullfil text
Jallon 2001 Unclear recurrence rates

Jallon 2007 Duplicate dataset

Jha 2004 Unclear recurrence rates

Keret 2020 Unclear seizure recurrence rates
Khan 2020 Unclear seizure recurrence rates
Kim 2006 Duplicate dataset

Kim 2016 unclear recurrence rates

Kim 2020 Unclear seizure recurrence rates
Kita 1992 Duplicate dataset

Koelfen 1991

Full text not available for review

Kollar 2006

Full text not available for review

Kotov 2020

Insufficient participant numbers

Koutroumanidis 2018

Insufficient number of participants

Kramer 1997

Unclear seizure recurrence rates

Langenbruch 2019

No seizure recurrence rates reported

Lawn 2013

Duplicate dataset

Lindsten 2000

Participants do not fulfil study inclusion criteria

Lindsten 2001a

Duplicate dataset

Lindsten 2001b

Duplicate dataset

Llaurado 2020

Unclear seizure recurrence rates

Liihdorf 1986

Participants do not fulfil study inclusion criteria

Mahamud 2018

Participants do not fulfil study inclusion criteria

Mahler 2015

Participants do not fulfil study inclusion criteria

Maia 2017

Unclear recurrence rates

Martinovi¢ 1997

Unclear recurrence time points

Masato 1999

Full text not available

Matsushita 1993

Participants do not fulfil study inclusion criteria
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Study

Reason for exclusion

McIntosh 2021

Insufficient follow-up duration

McManus 2021 Unclear seizure recurrence rates
Murthy 2020 Full text not available for review
Najafi 2008 Unclear recurrence time points

Olafsson 1998

duplicate dataset

Olivé-Gadea 2019

Unclear seizure recurrence rates

Paliwal 2015

Unclear recurrence rates

Pathan 2014

Participants do not fulfil study inclusion criteria

Pereira 2014

Unclear recurrence time points

Potchen 2014

Participants do not fulfil study inclusion criteria

Poudel 2016

Participants do not fulfil study inclusion criteria

Pujar 2018

Participants do not fulfil study inclusion criteria

Qadri 2017

Participants do not fulfil study inclusion criteria

Ramos Lizana 2000

Participants do not fulfil study inclusion criteria

Ramos Lizana 2009

Duplicate dataset

Rozsavolgyi 2007

Full text not available for review

Saemundsen 2008

Unclear recurrence rates

Sathirapanya 2020

Unclear seizure recurrence rates

Scotoni 1999

Duplicate dataset

Shinnar 1990

Duplicate dataset

Shinnar 1993

Duplicate dataset

Shinnar 1996

duplicate dataset

Specchio 2019

Unclear seizure recurrence rates

Stroink 1998

Duplicate dataset

Takami 2015 Participants do not fulfil study inclusion criteria
Tanabe 2005 Full text not available for review
Thoon 2006 Full text not available for review

van Donselaar 1992

Duplicate dataset
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Study

Reason for exclusion

van Donselaar 1997

Unclear recurrence rates

Weber 1987

Full text not available for review

Winckler 1997

Duplicate dataset

Full text not available for review

Zhang 2016

DATA AND ANALYSES

Comparison 1. Seizure Recurrence

Outcome or sub- No. of studies No. of partici- Statistical method Effect size
group title pants
1.1 Seizure Recur- 27 "Seizure Recurrence Proportion" (IV, Random,  Subtotals only

rence at 6 Months

95% Cl)

"Seizure Recurrence Proportion" (IV, Random,
95% Cl)

0.27[0.24,0.31]

"Seizure Recurrence Proportion" (IV, Random,
95% Cl)

0.25[0.19, 0.30]

"Seizure Recurrence Proportion" (IV, Random,
95% Cl)

0.30[0.23, 0.37]

1.1.1Al 27
1.1.2 Adults 7

1.1.3 Paediatric 14
1.2 Seizure Recur- 34

rence at 12 Months

"Seizure Recurrence Proportion" (IV, Random,
95% Cl)

Subtotals only

"Seizure Recurrence Proportion" (IV, Random,
95% Cl)

0.36[0.33, 0.40]

"Seizure Recurrence Proportion" (IV, Random,
95% Cl)

0.35[0.31,0.38]

"Seizure Recurrence Proportion" (IV, Random,
95% Cl)

0.38[0.31, 0.44]

1.2.1All 34
1.2.2 Adult 9

1.2.3 Paediatric 16
1.3 Seizure Recur- 27

rence at 24 Months

"Seizure Recurrence Proportion" (IV, Random,
95% Cl)

Subtotals only

"Seizure Recurrence Proportion" (IV, Random,
95% Cl)

0.43[0.39, 0.47]

"Seizure Recurrence Proportion" (IV, Random,
95% Cl)

0.41[0.37, 0.44]

1.3.1All 27
1.3.2 Adult 9
1.3.3 Paediatric 12

"Seizure Recurrence Proportion" (IV, Random,
95% Cl)

0.45[0.36, 0.54]
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Analysis 1.1. Comparison 1: Seizure Recurrence, Outcome 1: Seizure Recurrence at 6 Months

"Seizure Recurrence Proportion”

"Seizure Recurrence Proportion

Risk of Bias

Study or Subgroup &quot;Seizure Recurrence Proportion&quot; SE Weight 1V, Random, 95% CI 1V, Random, 95% CI A BCDETFG
1.11A1

Annegers 1986 0.299528302  0.022244943 4.0% 0.30[0.26 , 0.34] - @2 20000
Arthur 2008 0.58  0.040298883  3.6% 0.58 [0.50 , 0.66] . 220@ 2 2
Assarzadegan 2015 0.079207921  0.026872273 3.9% 0.08[0.03, 0.13] - 09220000
Bessiso 2001 0.333333333  0.082060994  2.4% 0.33[0.17, 0.49] R ?2?272000
Boonluksiri 2003 0.516483516  0.052385752  3.3% 0.52[0.41, 0.62] . P00 2 @2
Bora 1995 0.319727891  0.038465637 3.7% 0.32[0.24, 0.40] - 020020
Boulloche 1989 0.218487395  0.037879803 3.7% 0.22[0.14, 0.29] - °:20:209°0
Camfield 1985 0.363095238  0.037101621  3.7% 0.36[0.29, 0.44] - 2222 2@°?
Chen 2016 0.164179104  0.032000971 3.8% 0.16[0.10, 0.23] - 0200220
Daoud 2004 0.128301887  0.020543604 4.1% 0.13[0.09, 0.17] - 200000
Elwes 1985 0.458646617  0.043206959  3.5% 0.46 [0.37 , 0.54] - 22 0@® ?
Hart 1990 0.269417476  0.021857421 4.0% 0.27[0.23, 0.31] - [ X XN N @
Hopkins 1988 0.279411765  0.022214464  4.0% 0.28[0.24,0.32] - [ BN X N ®
Inaloo 2008 0.288461538  0.036272781  3.7% 0.29[0.22,0.36] - 0200 ?
Jason 2018 0.089068826  0.01812413  4.1% 0.09 [0.05, 0.12] - ®@® 2 22 ?
Kawkabani 2004 0.315789474  0.037702653  3.7% 0.32[0.24, 0.39] . 202000
Lawn 2015 0.240601504  0.015131521 4.2% 0.24[0.21,0.27] - LXK K] ®
Lin 2014 0.413043478  0.072597545  2.7% 0.41[0.27, 0.56] J— 002 ® > ?
Marson 2005 0.19001387  0.014610457 4.2% 0.19[0.16, 0.22] - ? XX XX ]
Mizrogi 2015 0.356164384  0.056046863  3.1% 0.36[0.25, 0.47) — 2 @® 2 @® 2 ?
Musicco 1997 0.183770883  0.018920708  4.1% 0.18[0.15, 0.22] - 22 2@ @®
Schreiner 2003 0.229299363  0.033550149  3.8% 0.23[0.16, 0.30] - 702 @® ?
Scotoni 2004 0.150234742  0.024481886 4.0% 0.15[0.10, 0.20] - 2200000
Shinnar 2000 0221130221  0.020571183  4.1% 0.22[0.18,0.26] - ? @ 2 @
Van Donselaar 1991 0.271523179  0.036192856  3.7% 0.27[0.20, 0.34] - EIC NN
Zhang 2014 0.297297297  0.053133134 3.2% 0.30[0.19, 0.40] —_ 2200000
Zhang 2017 0.331578947  0.034154013 3.8% 0.33[0.26 , 0.40] - 700 ®
Subtotal (95% CI) 100.0% 0.27[0.24, 0.31] ¢

Heterogeneity: Tau? = 0.01; Chi? = 347.36, df = 26 (P < 0.00001); I = 93%

Test for overall effect: Z = 14.01 (P < 0.00001)

1.1.2 Adults

Assarzadegan 2015 0.079207921  0.026872273  14.8% 0.08[0.03, 0.13] - 920000
Bora 1995 0.319727891  0.038465637  13.1% 0.32[0.24 , 0.40] 200 ?
Hopkins 1988 0.279411765  0.022214464  15.4% 0.28[0.24,0.32] - 0200 @
Kawkabani 2004 0.315789474  0.037702653  13.2% 0.32[0.24, 0.39] - ®202000
Lawn 2015 0.240601504  0.015131521  16.2% 0.24[0.21, 0.27] = [ XX XXX X
Schreiner 2003 0.229299363  0.033550149  13.8% 0.23[0.16, 0.30] - ?@®2 @ ?
Van Donselaar 1991 0271523179 0.036192856  13.4% 0.27[0.20, 0.34] - T 900S O
Subtotal (95% CI) 100.0% 0.25[0.19, 0.30] ¢

Heterogeneity: Tau? = 0.01; Chi2 = 48.12, df = 6 (P < 0.00001); I2 = 88%

Test for overall effect: Z = 8.37 (P < 0.00001)

1.1.3 Paediatric

Arthur 2008 0.58  0.040298883  7.3% 0.58 [0.50 , 0.66] - ?22@ ?
Bessiso 2001 0.333333333  0.082060994  5.7% 0.33[0.17, 0.49] — @222 [ ]
Boonluksiri 2003 0.516483516  0.052385752  6.9% 0.52[0.41,0.62] . O N I ®
Boulloche 1989 0.218487395  0.037879803 7.3% 0.22[0.14, 0.29] - 0?20~ 2 @
Camfield 1985 0.363095238  0.037101621  7.4% 0.36[0.29, 0.44] - POOEG ®
Daoud 2004 0.128301887  0.020543604  7.7% 0.13[0.09, 0.17] - 200000
Inaloo 2008 0.288461538  0.036272781  7.4% 0.29[0.22, 0.36] - 0200 ® >
Jason 2018 0.089068826  0.01812413 7.8% 0.09[0.05, 0.12] - [ X XN @®
Lin 2014 0.413043478  0.072597545 6.1% 0.41[0.27 , 0.56] . 0®®° ® >
Mizrogi 2015 0.356164384  0.056046863  6.7% 0.36 [0.25, 0.47] — 7P02@2@®
Scotoni 2004 0.150234742  0.024481886 7.7% 0.15[0.10, 0.20] - 2200 @
Shinnar 2000 0.221130221  0.020571183 7.7% 0.22[0.18, 0.26] - 20000
Zhang 2014 0.297297297  0.053133134  6.8% 0.30[0.19,, 0.40] —— 22 @@ @®
Zhang 2017 0.331578947  0.034154013 7.4% 0.33[0.26, 0.40] - 000000
Subtotal (95% CI) 100.0% 0.30 [0.23, 0.37]

Heterogeneity: Tau? = 0.02; Chi2 = 238.14, df = 13 (P < 0.00001); I2 = 95%
Test for overall effect: Z = 8.00 (P < 0.00001)

Risk of bias legend

(A) Study participation

(B) Study attrition

(C) Prognostic factor measurement
(D) Outcome measurement

(E) Study confounding

(F) Statistical analysis and reporting
(G) Overall risk of bias
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Analysis 1.2. Comparison 1: Seizure Recurrence, Outcome 2: Seizure Recurrence at 12 Months

"Seizure Recurrence Proportion” "Seizure Recurrence Proportion"” Risk of Bias
Study or Subgroup q e Recurrence Proportion& SE ‘Weight 1V, Random, 95% CI 1V, Random, 95% CI A BCDETFG
1.21Al1
Al-Momani 2020 0.551724138  0.029203484  3.2% 0.55[0.49, 0.61] - 70072700
Annegers 1986 0.360849057  0.023322848  3.3% 0.36[0.32,0.41] - 220000
Beretta 2017 0.348684211  0.038653618 3.0% 0.35[0.27, 0.42] - ®?2 2200 @®
Boonluksiri 2003 0.659340659  0.049681464 2.7% 0.66 [0.56 , 0.76] —_ X ) ? @ 2
Bora 1995 0.414965986  0.040638544 3.0% 0.41[0.34, 0.49] - 02002 02
Boulloche 1989 0.285714286  0.041412217  2.9% 0.29[0.20, 0.37] — 0202020
Camfield 1985 0.398809524  0.037777583  3.0% 0.40[0.32, 0.47] - P2222@°
Camfield 1989 0.35483871  0.085934746 1.9% 0.35[0.19, 0.52] —_— 2902?20
Chandra 1992 0.298319328  0.029656642  3.2% 0.30 [0.24, 0.36] -~ 2900000
Chen 2016 0.298507463  0.039530902 3.0% 0.30[0.22, 0.38] - 2002?20
Daoud 2004 0.249056604  0.026566216 3.2% 0.25[0.20 , 0.30] - 20000
Das 2000 0.289473684  0.052022094 2.7% 0.29[0.19, 0.39] — 0?2?22 000
de Rezende Machado 2021 0.459459459  0.057932447  2.6% 0.46 (035, 0.57] — 22@®@72 2@
Elwes 1985 0.62406015  0.041999739  2.9% 0.62[0.54,0.71] - 2200202
Geut 2017 0.509615385  0.049019967  2.8% 0.51[0.41,0.61] —- 0?2?2002 2
Gilad 1996 0.344827586  0.050958798 2.7% 0.34[0.24, 0.44] - [ ] NN
Hart 1990 0.368932039  0.023771832 3.3% 0.37[0.32, 0.42] - [ X NN NN )
Hauser 1990 0.139423077  0.02401765 3.3% 0.14[0.09, 0.19] - [ X X N NN ]
Hopkins 1988 0.389705882  0.024143932  3.3% 0.39[0.34, 0.44] - 020060
Hui 2001 0.303030303  0.040000278  3.0% 0.30[0.22,0.38] — [ N RN )
Inaloo 2008 0.416666667  0.039472122  3.0% 0.42[0.34, 0.49] — [ N )
Jagtap 2013 0.2 0.063245553 2.4% 0.20[0.08, 0.32] — 00200
Kho 2006 0.416666667  0.025983732  3.2% 0.42[0.37,0.47] - 27 009 O
Klotz 2021 0.285714286  0.060368161 2.5% 0.29[0.17 , 0.40] N [ X B X X
Lawn 2015 0.329573935  0.016639889 3.4% 0.33[0.30, 0.36] - o+
Llevadias 2004 0.393939394  0.060145171  2.5% 0.39[0.28, 0.51] —_ ©20720"°
Mizrogi 2015 0.493150685  0.058515083  2.5% 0.49[0.38, 0.61] — 202072 @
Musicco 1997 0.267303103  0.021620073  3.3% 0.27[0.22,0.31] - 222@2@
Schreiner 2003 0.27388535  0.035590753  3.1% 0.27[0.20, 0.34] - 20202 @
Scotoni 2004 0.248826291  0.029622965 3.2% 0.25[0.19, 0.31] - 2720000
Shinnar 2000 0.28992629  0.022490459  3.3% 0.29[0.25, 0.33] - 1920080
Van Donselaar 1991 0.331125828  0.038298368 3.0% 0.33[0.26, 0.41] - 720000
Zhang 2014 0351351351 0.055495748 2.6% 0.35[0.24, 0.46] — 27209000
Zhang 2017 0.389473684  0.035376467 3.1% 0.39[0.32, 0.46] . C NN NN )
Subtotal (95% CI) 100.0% 0.36 [0.33 , 0.40] 'y

Heterogeneity: Tau? = 0.01; Chi2 = 313.72, df = 33 (P < 0.00001); I> = 89%
Test for overall effect: Z = 20.11 (P < 0.00001)

1.2.2 Adult
Bora 1995 0.414965986  0.040638544  9.1% 0.41[0.34, 0.49] - [ BN N NN
Chandra 1992 0.298319328  0.029656642  12.0% 0.30[0.24, 0.36] - 100000
Gilad 1996 0.344827586  0.050958798  7.1% 0.34[0.24,0.44] —- 082000
Hopkins 1988 0.389705882  0.024143932  13.6% 0.39[0.34, 0.44] - [ BN X RN )
Hui 2001 0.303030303  0.040000278  9.3% 0.30[0.22, 0.38] - 02®2 20
Kho 2006 0.416666667 ~ 0.025983732  13.1% 0.42[0.37,0.47] - 2720000
Lawn 2015 0.329573935  0.016639889  15.8% 0.33[0.30, 0.36] - ot o+ o+ o+
Schreiner 2003 0.27388535  0.035590753  10.4% 0.27[0.20, 0.34] - 192020
Van Donselaar 1991 0.331125828  0.038298368  9.7% 0.33[0.26, 0.41] - 270000 >
Subtotal (95% CI) 100.0% 0.35 [0.31, 0.38] [}

Heterogeneity: Tau? = 0.00; Chi2 = 22.51, df = 8 (P = 0.004); I = 64%

Test for overall effect: Z = 20.10 (P < 0.00001)

1.2.3 Paediatric

Al-Momani 2020 0.551724138  0.029203484  6.9% 0.55[0.49, 0.61] - 70072700
Boonluksiri 2003 0.659340659  0.049681464  6.2% 0.66 [0.56, 0.76] - 20072 2@
Boulloche 1989 0.285714286  0.041412217 6.5% 0.29[0.20, 0.37] - 0270?20?20
Camfield 1985 0.398809524  0.037777583  6.6% 0.40 [0.32, 0.47] . 22222@°2
Camfield 1989 035483871  0.085934746  4.7% 0.35[0.19, 0.52] —_— 290 20"
Daoud 2004 0.249056604  0.026566216 7.0% 0.25[0.20 , 0.30] - 200000
de Rezende Machado 2021 0.459459459  0.057932447  5.9% 0.46 035, 0.57] —_ 22@2 2@°?
Inaloo 2008 0.416666667  0.039472122 6.6% 0.42[0.34, 0.49] - [ BN N NN N
Jagtap 2013 0.2 0.063245553  5.6% 0.20 [0.08 , 0.32] —— ? 2 ®
Klotz 2021 0.285714286  0.060368161  5.8% 0.29[0.17, 0.40] I 002900
Llevadias 2004 0.393939394  0.060145171  5.8% 0.39[0.28, 0.51] — ®20 ?
Mizrogi 2015 0.493150685  0.058515083  5.8% 0.49[0.38, 0.61] —_— ? 2 @2 @2
Scotoni 2004 0.248826291  0.029622965 6.9% 0.25[0.19, 0.31] - ? L X X X}
Shinnar 2000 0.28992629  0.022490459 7.1% 0.29[0.25, 0.33] - ? 70000
Zhang 2014 0351351351 0.055495748 6.0% 0.35[0.24, 0.46] — ? [ X X X X )
Zhang 2017 0.389473684  0.035376467  6.7% 0.39[0.32, 0.46] - 200000
Subtotal (95% CI) 100.0% 0.38 [0.31, 0.44] ¢

Heterogeneity: Tau? = 0.01; Chi2 = 144.02, df = 15 (P < 0.00001); I2 = 90%
Test for overall effect: Z = 12.01 (P < 0.00001)

Risk of bias legend

(A) Study participation

(B) Study attrition

(C) Prognostic factor measurement
(D) Outcome measurement

(E) Study confounding
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Analysis 1.2. (Continued)

(L) Prognostic tactor measurement
(D) Outcome measurement

(E) Study confounding

(F) Statistical analysis and reporting
(G) Overall risk of bias
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Analysis 1.3. Comparison 1: Seizure Recurrence, Outcome 3: Seizure Recurrence at 24 Months

"Seizure Recurrence Proportion” "Seizure Recurrence Proportion" Risk of Bias

Study or Subgroup &quot;Seizure Recurrence Proportion&quot; SE Weight 1V, Random, 95% CI 1V, Random, 95% CI A BCDETFG
1.3.1A1

Austin 2002 0.727678571  0.029743132  3.9% 0.73[0.67,0.79] -~ [ BN X NN N
Baldin 2017 0.384615385 0067466001 3.0% 0.38[0.25, 0.52] — [ X BN X X N
Beretta 2017 0.421052632  0.040046627 3.7% 0.42[0.34, 0.50] - 0220000
Bora 1995 0.421768707  0.040731397 3.7% 0.42[0.34,0.50] - 020020~
Camfield 1985 0.464285714  0.038477304  3.7% 0.46[0.39, 0.54] -~ 222 2@~?
Chen 2016 0.462686567  0.043072978 3.6% 0.46 [0.38, 0.55] —-— 0200220
Daoud 2004 0.328301887  0.028847011 3.9% 0.33[0.27, 0.38] - 200000
Elwes 1985 0691729323  0.04004132  3.7% 0.69[0.61, 0.77] - ?20®2 ®
Gilad 1996 0.436781609  0.053175424  3.4% 0.44[0.33, 0.54] — 0020000
Hart 1990 0.42961165  0.024387919 4.0% 0.4310.38, 0.48] - 2200
Hopkins 1988 0.490196078  0.02474893  4.0% 0.49[0.44, 0.54] - 9200200
Huang 2008 0.387387387  0.046238551 3.6% 0.39[0.30, 0.48] — 020®~2 2
Hui 2001 0371212121 0.042050987  3.7% 0.37[0.29, 0.45] —-— 9?2@®?2 2072
Inaloo 2008 0.461538462  0.039913425  3.7% 0.46 [0.38, 0.54] - [ N NN R
Jason 2018 0.20242915  0.025566583  4.0% 0.20[0.15, 0.25] - ®e 2 @2
Lawn 2015 0.419799499  0.01747063 4.1% 0.42[0.39, 0.45] - N e
Lin 2014 0.565217391  0.073091172 2.9% 0.57[0.42, 0.71] I 0®®° ® >
Marson 2005 0.32038835  0.017378054 4.1% 0.32[0.29, 0.35] - 22 00000
Mizrogi 2015 0.547945205  0.058250905  3.3% 0.55[0.43 , 0.66] —_ 7020 2@®
Musicco 1997 0.353221957  0.023350408 4.0% 0.35[0.31, 0.40] - 2220200
Schreiner 2003 0312101911  0.036979449  3.8% 0.31[0.24, 0.38] - 70202 @®
Scotoni 2004 0.366197183  0.033009943 3.9% 0.37[0.30, 0.43] - 22 00000
Shinnar 2000 0.371007371  0.02394511 4.0% 0.37[0.32, 0.42] - 72090000
Van Donselaar 1991 0.397350993  0.039822718 3.7% 0.40[0.32, 0.48] . 70000720
Winckler 2004 0.513761468  0.047873172 3.5% 0.51[0.42, 0.61] . ®@00000
Zhang 2014 0.378378378  0.056378089 3.3% 0.38[0.27, 0.49] —_ 22 00000
Zhang 2017 0.452631579  0.036110666 3.8% 0.45[0.38, 0.52] - 7000000
Subtotal (95% CI) 100.0% 0.43[0.39, 0.47] ¢

Heterogeneity: Tau? = 0.01; Chi? = 316.22, df = 26 (P < 0.00001); I = 92%
Test for overall effect: Z = 19.54 (P < 0.00001)

1.3.2 Adult
Baldin 2017 0.384615385 0067466001 5.7% 0.38[0.25, 0.52] — [ X BN X X X
Bora 1995 0.421768707  0.040731397  10.7% 0.42[0.34, 0.50] - 9200 ®
Gilad 1996 0.436781609  0.053175424  7.9% 0.44[0.33, 0.54] —— 000000
Hopkins 1988 0.490196078  0.02474893  15.6% 0.49[0.44, 0.54] - 02006072006
Huang 2008 0.387387387  0.046238551  9.3% 0.39[0.30, 0.48] - 020®2 22
Hui 2001 0.371212121  0.042050987  10.3% 0.37[0.29,, 0.45] - ®: e 2@
Lawn 2015 0.419799499  0.01747063  18.0% 0.42[0.39, 0.45] - N e
Schreiner 2003 0312101911 0.036979449  11.7% 0.31[0.24, 0.38] - 2 @297 ®
Van Donselaar 1991 0.397350993  0.039822718  10.9% 0.40[0.32, 0.48] - T 0000 O
Subtotal (95% CI) 100.0% 0.41[0.37 , 0.44] ¢
Heterogeneity: Tau? = 0.00; Chi2 = 19.04, df = 8 (P = 0.01); I> = 58%
Test for overall effect: Z = 21.67 (P < 0.00001)
1.3.3 Paediatric
Austin 2002 0.727678571  0.029743132 8.7% 0.73[0.67 , 0.79] - 0200 ®
Camfield 1985 0.464285714  0.038477304  8.4% 0.46[0.39, 0.54] - 222 ? @ 2
Daoud 2004 0.328301887  0.028847011 8.7% 0.33[0.27, 0.38] - 200000
Inaloo 2008 0.461538462  0.039913425  8.4% 0.46 [0.38, 0.54] - 9290 ®
Jason 2018 0.20242915  0.025566583  8.7% 0.20[0.15, 0.25] - ®®?2 2 2@
Lin 2014 0.565217391  0.073091172 7.3% 0.57[0.42,0.71] — [ X N NN N
Mizrogi 2015 0.547945205  0.058250905 7.8% 0.55[0.43, 0.66] —.— 2 @®2@® 2@
Scotoni 2004 0.366197183  0.033009943 8.6% 0.37[0.30, 0.43] - 22 00000
Shinnar 2000 0.371007371  0.02394511 8.8% 0.37[0.32, 0.42] - P 20000
Winckler 2004 0.513761468  0.047873172 8.2% 0.51[0.42,0.61] . 200000
Zhang 2014 0.378378378  0.056378089 7.9% 0.38[0.27,, 0.49] —— 27 909000
Zhang 2017 0.452631579  0.036110666 8.5% 0.45[0.38, 0.52] - PR N NN NN
Subtotal (95% CI) 100.0% 0.45[0.36 , 0.54] <*
Heterogeneity: Tau? = 0.02; Chi2 = 212.43, df = 11 (P < 0.00001); I2 = 95%
Test for overall effect: Z =9.79 (P < 0.00001)
' + + |
-1 0.5 0.5 1

Risk of bias legend
(A) Study participation
(B) Study attrition
(C) Prognostic factor measurement
(D) Outcome measurement
(E) Study confounding
(F) Statistical analysis and reporting
(G) Overall risk of bias
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Table 1. Characteristics of Excluded Studies [ordered by study ID]

Study

Reason for exclusion

Langenbruch 2019

No seizure recurrence rates

Falip-Centellas 2002

Unclear recurrence time points

Alesefir 2020

Insufficient follow-up duration

Benn 2008

Duplicate dataset

Bensken 2020

Unclear seizure recurrence rates

Binelli 1988 Full text not available for review

Bonnett 2010 Duplicate dataset

Bonnett 2014 Duplicate dataset

Brown 2015 Participants do not fulfil study inclusion criteria
Chen 2018 Participants do not fulfil study inclusion criteria
Cremo 1993 Duplicate dataset

Douw 2010 Unclear recurrence rates

Drenthen 2021

Insufficient participant number

First Seizure Trial Group 1993

Duplicate dataset

Fisch 2016

Unclear recurrence rates

Fonseca 2018

Participants do not fulfil study inclusion criteria

Gupta 1993

Full text not available for review

Haapaniemi 2014

Participants do not fulfil study inclusion criteria

Hauser 1982 Duplicate dataset

Hesdorffer 1996 Participants do not fulfil study inclusion criteria
Hesdorffer 2007 Unclear recurrence rates

Jafari 2020 Unable to access full text

Jallon 2001 Unclear recurrence rates

Jallon 2007 Duplicate dataset

Jha 2004 Unclear recurrence rates

Keret 2020 Unclear seizure recurrence rates

Khan 2020 Unclear seizure recurrence rates
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Table 1. Characteristics of Excluded Studies [ordered by study ID] (continued)

Kim 2006 Duplicate dataset

Kim 2016 Unclear recurrence rates

Kim 2020 Unclear seizure recurrence rates
Kita 1992 Duplicate dataset

Koelfen 1991

Full text not available for review

Kollar 2006

Full text not available for review

Kotov 2020

Insufficient participant number

Koutroumanidis 2018

Insufficient number of participants

Kramer 1997

Unclear recurrence rates

Lawn 2013

Duplicate dataset

Lindsten 2000

Participants do not fulfil study inclusion criteria

Lindsten 2001a

Duplicate dataset

Lindsten 2001b

Duplicate dataset

Llaurado 2020

Unclear seizure recurrence rates

Liihdorf 1986 Participants do not fulfil study inclusion criteria
Mahler 2015 Participants do not fulfil study inclusion criteria
Maia 2017 Unclear recurrence rates

Martinovié 1997

Unclear recurrence time points

Masato 1999

Full text not available for review

Matsushita 1993

Participants do not fulfil study inclusion criteria

Mclntosh 2021

Insufficient follow-up duration

McManus 2021 Unclear seizure recurrence rates
McManus 2021 Unclear seizure recurrence rates
Najafi 2008 Unclear recurrence time points

Olafsson 1998

Duplicate dataset

Paliwal 2015

Unclear recurrence rates

Pathan 2014

Participants do not fulfil study inclusion criteria

Pereira 2014

Unclear recurrence time points
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Table 1. Characteristics of Excluded Studies [ordered by study ID] (continued)

Potchen 2014 Participants do not fulfil study inclusion criteria
Poudel 2016 Participants do not fulfil study inclusion criteria
Pujar2018 Participants do not fulfil study inclusion criteria
Qadri 2017 Participants do not fulfil study inclusion criteria
Ramos Lizana 2000 Participants do not fulfil study inclusion criteria
Ramos Lizana 2009 Duplicate dataset

Rozsavolgyi 2007 Full text not available for review

Saemundsen 2008 Unclear recurrence rates

Sathirapanya 2020 Unclear seizure recurrence rates

Scotoni 1999 Duplicate dataset

Shinnar 1990 Duplicate dataset

Shinnar 1993 Duplicate dataset

Shinnar 1996 Duplicate dataset

Specchio 2019 Unclear seizure recurrence rates

Stroink 1998 Duplicate dataset

Takami 2015 Participants do not fulfil study inclusion criteria
Tanabe 2005 Full text not available for review

Thoon 2006 Full text not available for review

van Donselaar 1992 Duplicate dataset

van Donselaar 1997 Unclear recurrence rates

Weber 1987 Full text not available for review

Winckler 1997 Duplicate dataset

Zhang 2016 Full text not available for review

Table 2. Summary of mortality data following a first unprovoked seizure where standardised mortality ratios
(SMRs) are provided

Author Number Study Design Overall SMR (time)/Subgroups
Loiseau 1999 505 1-year Prospective 4.1(95% Cl 2.5-6.2)*
Cohort 0.0 (Idiopathic)**

1.6 (95% C1 0.4-4.1)
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Table 2. Summary of mortality data following a first unprovoked seizure where standardised mortality ratios

(SMRs) are provided (continued)

(Cryptogenic)
6.5 (95% Cl 3.8-10.5)

(Remote symptomatic)
19.8 (95% Cl 14.0-27.3)

(Progressive conditions)

Logroscino 2008 307 10-year Prospective 1.3 (95% Cl 0.9-1.8)
Cohort
291 (SS) 1.2 (95% C1 0.8-1.6)
16 (SE) 2.6 (95% Cl 0.8-5.3)
Bell 2016 302 Prospective cohort  2.65 (95% Cl 2.23-3.15) (SS at presentation)

Median follow-up

17.0 years (IQR
10.0-24,1)

5.34 (95% Cl 3.32-8.59) (aged < 18 years at onset)
1.98 (95% Cl 1.75-2.25) (aged > 18 years at onset)
1.89 (95% Cl 1.47-2.43 (idiopathic/cryptogenic)
4,13 (95% Cl 3.26-5.23) (remote symptomatic)
1.57 (95% CI 1.15-2.13) (only 1 SS notified ever)
1.49 (95% Cl 1.02-2.19 (idiopathic/cryptogenic)

1.72 (95% CI 1.03-2.85) (remote symptomatic)

Table 3. Summary of mortality data following a first unprovoked seizure where standardised mortality ratios (SMRs) are provided

Legend:

SE - status epilepticus; SS - unprovoked single seizure; idiopathic/cryptogenic - generalised or focal seizure in which no clear cause is
identified other than a presumed genetic aetiology; remote symptomatic - clearly identified preceding cause known or long-standing
abnormality identified on neuroimaging; progressive conditions - identified neurological aetiology with clinical progression such as brain

tumours or neurogenerative conditions.
*No deaths reported

**Includes those with idiopathic/cryptogenic and remote symptomatic aetiologies but not progressive conditions

Table 3. Studies with reported >2 years seizure recurrence rates

Study Cohort size

Seizure recurrence

Paediatric Studies

Arthur 2008 150 66.0% (2.5 years)
Blom 1978 71 60.6% (3 years)
Boulloche 1989 119 32.6% (3 years)
37.7% (8 years)
Camfield 1985 168 51.8% (>4.5 years)
Chan 2012 54 39.8% (7 years)
Daoud 2004 265 37% (3 years)
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Table 3. Studies with reported >2 years seizure recurrence rates (continued)

Kanemura 2015 87 55.2% (4 years)
Mizrogi 2015 72 57.5% (4 years)
Scotoni 2004 213 43% (3 years)
Shinnar 2000 407 43% (5 years)
46% (10 years)
Zhang 2017 190 48% (3 years)
52% (4 years)
52% (5 years)
Adult Studies
Bora 1995 147 44.1% (3 years)
47.0% (4 years)
Gilad 1996 87 44.8% (3 years)*
Hopkins 1988 408 52% (3 years)
Hui 2001 132 42% (3 years)
47% (4 years)
Mahamud 2020 T743** 31% (5 years)
Lawn 2015 798 51% (5 years)
59% (10 years)
Paediatric and Adult
Hart 1990/Bell 2016 302 46% (3 years)
57% (5 years)
61% (10 years)
62% (15 years)
62% (20 years)
64% (25 years)
Beretta 2017 152 66.5% (5 years)
83.6% (10 years)
89.1% (15 years)
Chen 2016 134 51.3% (>2 years)
Elwes 1985 133 71% (3 years)
Hauser 1990 208 29% (3 years)
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Table 3. Studies with reported >2 years seizure recurrence rates (continued)

35% (5 years)
Logroscino 2008 291 40.5% (10 years)
Marson 2005 1443 53%(5 years)*

56% (8 years)*

*Treated and untreated combined

APPENDICES

Appendix 1. CRS Web search strategy

1. ((first or single or initial) ADJ4 seizure*):AB,KW,KY,MC,MH,TI AND CENTRAL:TARGET

2. (unprovoked or untreated):AB,KW,KY,MC,MH,TI AND CENTRAL:TARGET

3. #1 AND #2

4. ((first or single or unprovoked) adj3 seizure*):TI AND CENTRAL:TARGET

5.#30R #4

6. MESH DESCRIPTOR Diagnosis EXPLODE ALL AND CENTRAL:TARGET

7. MESH DESCRIPTOR Risk Factors EXPLODE ALL AND CENTRAL:TARGET

8. MESH DESCRIPTOR Recurrence EXPLODE ALL AND CENTRAL:TARGET

9. MESH DESCRIPTOR Mortality EXPLODE ALL AND CENTRAL:TARGET

10. (diagnos* or prognos* or risk or recur® or recurrence* or relaps* or remission* or mortalit*):AB,KW,KY,MC,MH,TI AND CENTRAL:TARGET
11.#6 OR #7 OR #8 OR #9 OR #10

12. MESH DESCRIPTOR Epilepsy EXPLODE ALL AND CENTRAL:TARGET

13. (epilep*):AB,KW,KY,MC,MH,TI AND CENTRAL: TARGET

14. MESH DESCRIPTOR Seizures AND CENTRAL:TARGET

15. #12 OR#13 OR #14

16. #11 AND #15

17. MESH DESCRIPTOR Epilepsy EXPLODE ALL WITH QUALIFIER DI AND CENTRAL:TARGET
18. MESH DESCRIPTOR Seizures WITH QUALIFIER DI AND CENTRAL:TARGET

19. #16 OR #17 OR #18

20. (Validat* OR Rule*):AB,KW,KY,MC,MH,TI AND CENTRAL: TARGET

21. (Predict*):TI AND CENTRAL:TARGET

22. (Predict* AND (Outcome* or Risk* or Model*)):AB,KW,KY,MC,MH,TI AND CENTRAL:TARGET

23. ((History or Variable* or Criteria or Scor* or Characteristic* or Finding* or Factor*) and (Predict* or Model* or Decision* or Identif* or
Prognos*)):AB,KW,KY,MC,MH,TI AND CENTRAL:TARGET

24. (Decision*):AB,KW,KY,MC,MH,TI AND CENTRAL: TARGET
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25. (Model* or Clinical*):AB,KW,KY,MC,MH,TI AND CENTRAL: TARGET

26. MESH DESCRIPTOR Logistic Models AND CENTRAL:TARGET
27.#25 OR #26
28. #24 AND #27

29. (Prognostic and (History or Variable* or Criteria or Scor* or Characteristic* or Finding* or Factor* or Model*)):AB,KW,KY,MC,MH,TI AND
CENTRAL:TARGET

30. #20 OR #21 OR #22 OR #23 OR #28 OR #29

31. (Predict* OR Scor* OR Observ*):TI,AB AND CENTRAL:TARGET

32. MESH DESCRIPTOR Predictive Value of Tests AND CENTRAL:TARGET
33. MESH DESCRIPTOR Observer Variation AND CENTRAL:TARGET

34. #31 OR #32 OR #33

35. (Stratification OR Discrimination OR Discriminate OR "c-statistic" OR "c statistic" OR "Area under the curve" OR AUC OR Calibration OR
Indices OR Algorithm OR Multivariable):AB,KW,KY,MC,MH,TI AND CENTRAL:TARGET

36. MESH DESCRIPTOR ROC Curve AND CENTRAL:TARGET

37.#35 OR #36

38.#30 OR #34 OR #37

39. #19 OR #38

40. #5 AND #39

41. (cancer* or glioma* or glioblast* or neoplasm* or tumor* or tumour* or stroke):TI AND CENTRAL:TARGET
42. ((eclamp* or alcohol withdraw* or febril*) NOT "non-febril*"):TI AND CENTRAL:TARGET

43.#41 OR #42

44. #40 NOT #43

Appendix 2. MEDLINE search strategy

This includes the search filters recommended by the Cochrane Prognosis Methods Group (Geersing 2012).
1. ((first or single or initial) adj4 seizure?).tw.

2. (unprovoked or untreated).tw.

3.1and2

4. ((first or single or unprovoked) adj3 seizure?).ti.

5.30r4

6. exp Diagnosis/ or exp risk factors/ or exp RECURRENCE/ or exp Mortality/

7. (diagnos$ or prognos$ or risk or recur? or recurrence? or relaps$ or remission$ or mortalit$).tw.
8.6or7

9. exp Epilepsy/ or epilep*.tw. or seizures/ [seizures deliberately not exploded]

10.8and 9

11. exp Epilepsy/di or seizures/di [seizures deliberately not exploded]

12.100r11
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13. Validat$.mp. or Predict$.ti. or Rule$.mp. or (Predict$ and (Outcome$ or Risk$ or Model$)).mp. or ((History or Variable$ or Criteria or
Scor$ or Characteristic$ or Finding$ or Factor$) and (Predict$ or Model$ or Decision$ or Identif$ or Prognos$)).mp. or (Decision$.mp. and
((Model$ or Clinical$).mp. or Logistic Models/)) or (Prognostic and (History or Variable$ or Criteria or Scor$ or Characteristic$ or Finding
$ or Factor$ or Model$)).mp.

14. Predict$.ti,ab. or Predictive value of tests/ or Scor$.ti,ab. or Observ$.ti,ab. or observer variation/

15. "Stratification".mp. or roc curve/ or "Discrimination".mp. or "Discriminate".mp. or "c-statistic".mp. or "c statistic".mp. or "Area under
the curve".mp. or "AUC".mp. or "Calibration".mp. or "Indices".mp. or "Algorithm".mp. or "Multivariable".mp.

16.13or140r15

17.120r 16

18.5and 17

19. exp *Neoplasms/ or exp *Stroke/

20. (cancer$ or glioma$ or glioblast$ or neoplasm$ or tumor$ or tumour$ or stroke).ti.
21. exp *Pre-Eclampsia/ or exp *Eclampsia/

22. exp *alcohol withdrawal seizures/ or exp *seizures, febrile/
23. ((eclamp$ or alcohol withdraws$ or febril$) not non-febril$).ti.
24. 0r/19-23

25.18 not 24

26. exp animals/ not humans.sh.

27.25not 26

28. (case adj (report? or study or studies)).ti.

29.27 not 28

30. remove duplicates from 29

Appendix 3. SCOPUS search strategies
Subject search

((((((T1ITLE-ABS-KEY((first OR single OR initial) PRE/4 seizure) AND TITLE-ABS-KEY(unprovoked OR untreated)) OR (TITLE((first OR single OR
unprovoked) PRE/3 seizure))) AND (((TITLE-ABS-KEY(diagnos* OR prognos* OR risk OR recur OR recurrence OR relaps* OR remission OR
mortalit*)) AND ((TITLE-ABS-KEY(epilep* OR "infantile spasm" OR "ring chromosome 20" OR "R20" OR "myoclonic encephalopathy" OR
"pyridoxine dependency") OR (TITLE-ABS-KEY(syndrome) W/2 (aicardi OR angelman OR doose OR dravet OR janz OR jeavons OR "landau
kleffner" OR "lennox gastaut" OR ohtahara OR panayiotopoulos OR rasmussen OR rett OR "sturge weber" OR tassinari OR "unverricht
lundborg" OR west)) OR TITLE(seizure OR convuls*) OR (TITLE-ABS-KEY(lafora*) W/4 (disease OR epilep*) AND NOT (TITLE(dog OR canine)
ORINDEXTERMS(dog OR canine)))) AND NOT (TITLE(*eclampsia) OR INDEXTERMS(*eclampsia)))) OR ((TITLE-ABS-KEY(Validat* OR Rule*) OR
TITLE(Predict*)) OR (TITLE-ABS-KEY(Predict* AND (Outcome* OR Risk* OR Model*))) OR ((TITLE-ABS-KEY(History OR Variable* OR Criteria
OR Scor* OR Characteristic* OR Finding* OR Factor*)) AND (TITLE-ABS-KEY(Predict* OR Model* OR Decision* OR Identif* OR Prognos*)))
OR (TITLE-ABS-KEY(Decision* AND (Model* OR Clinical* OR "Logistic Model*"))) OR (TITLE-ABS-KEY(Prognostic AND (History OR Variable*
OR Criteria OR Scor* OR Characteristic* OR Finding* OR Factor* OR Model*))) OR (TITLE-ABS(Predict* OR Scor* OR Observ*) OR TITLE-
ABS-KEY("Predictive value of tests" OR "observer variation")) OR (TITLE-ABS-KEY(Stratification OR "roc curve" OR Discrimination OR
Discriminate OR "c-statistic" OR "c statistic" OR "Area under the curve" ORAUC OR Calibration OR Indices OR Algorithm OR Multivariable)))))
AND NOT (TITLE(animal* OR mouse OR mice OR rat OR dog OR canine) AND NOT TITLE(human* OR patient OR child* OR infant* OR
adolescen* ORadult OR elderly OR man OR men OR male ORwom?n OR female))) AND ((TITLE-ABS((randomiz* OR randomis* OR controlled
OR placebo OR blind* OR unblind* OR "parallel group" OR crossover OR "cross over" OR cluster OR "head to head") W/4 (analy* OR
investigat® OR method OR procedure OR study OR studies OR trial))) OR ((( TITLE-ABS(("before and after" OR cohort OR comparative OR
"cross section*" OR "follow up" OR longitudinal OR multicenter OR observation* OR prospective OR quasicontrol* OR "quasi control*" OR
quasiexperiment* or "quasi experiment*" OR quasirandom* OR "quasi random*" OR "record linkage" OR retrospective OR "time series")
W/4 (analy* OR investigat* OR method OR procedure OR study OR studies OR trial))) OR (TITLE-ABS(case* W/3 (comparison* OR control* OR
series))) OR (TITLE-ABS((clinical OR epidemiologic OR evaluation OR validation) PRE/3 (study OR studies OR trial))) OR (ABS("time points"
W/3 (over OR multiple OR three OR four OR five OR six OR seven OR eight OR nine OR ten OR eleven OR twelve OR month OR hour OR day
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OR "more than"))) OR (ABS(control W/3 (area OR cohort OR compare* OR condition OR design OR group OR intervention OR participant OR
study))) OR (TITLE-ABS("control year" OR "experimental year" OR "control period" OR "experimental period")) OR (TITLE-ABS((strategy OR
strategies) W/2 (improv* OR education*)))) OR (TITLE-ABS-KEY((single OR doubl* OR tripl* OR treb*) PRE/3 (blind* OR mask*))) OR (TITLE-
ABS-KEY("4 arm" OR "four arm"))))) AND NOT (TITLE(case PRE/O (report OR study OR studies)))) AND NOT (TITLE(cancer* OR glioma* OR
glioblast* OR neoplasm* OR tumor* OR tumour* OR stroke OR eclamp* OR "alcohol withdraw*" OR febril*) AND NOT TITLE("non-febril*"))

Citation search

Documents that cite

PMID(26780937 OR 18184149 OR 2864487 OR 1978114 OR 26215392 OR 26222507 OR 24055222 OR 10528934 OR 23181965 OR 25676481
OR 24691297 OR 8692621 OR 27680779)

LIMIT-TO(DOCTYPE, "ar" ) OR LIMIT-TO(DOCTYPE, "cp") AND (EXCLUDE(EXACTKEYWORD, "Animals") OR EXCLUDE(EXACTKEYWORD,
"Nonhuman") OR EXCLUDE(EXACTKEYWORD, "Case Report"))

[DOCTYPE, "ar" = Article, DOCTYPE, "cp" = Conference paper]
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Appendix 4. ClinicalTrials.gov search strategy

diagnosis OR prognosis OR risk OR recurrence OR relapse OR remission OR mortality | (first OR single OR initial OR unprovoked OR
untreated) AND (epilepsy OR epileptic OR seizure)

Appendix 5. ICTRP search strategy

(diagnosis OR prognosis OR risk OR recurrence OR relapse OR remission OR mortality) AND ((first OR single OR initial OR unprovoked OR
untreated) AND (epilepsy OR epileptic OR seizure))
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Appendix 6. Preliminary study selection, data extraction, and risk of bias forms

We will use a modified version of the quality assessment strategy recommended by bias to assess the quality of included studies (Hayden
2013). This assessment will cover six domains of potential bias: study participation, study attrition, prognostic factors measurement (as
detailed above), outcome measurement (seizure recurrence, death), study confounding, statistical analysis, and reporting. Our approach
will assess the risk of bias by considering responses to the prompting items for all reported prognostic factors together (in addition to any
missing or unclear information).

The issues to consider for judging the overall rating of risk of bias for each domain are listed below. We will provide study methods and
comments, in addition to a rating of reporting within the review.

Bias: study participation

Goal: To judge the risk of selection bias (likelihood that the relationship between prognostic factors (PF) and outcome is different for
participants and eligible non-participants)

Issues to consider for judging overall rating of risk of bias

Source of target population The source population, or population of interest, is adequately described, including who the tar-
get population is (e.g. all people with a single unprovoked seizure, or people with a specific type
of seizure, focal onset or generalised, or a single seizure occurring after a specific aetiology e.g.
seizure after traumatic brain injury), when (time period of study), where (tertiary care epilepsy
clinic, First Seizure Clinic, general neurology or paediatric clinic, Accident and Emergency, prima-
ry care, community), and how (description of recruitment strategy - referrals from Accident and
Emergency, primary care).

Comprehensive description would include demographic (age, sex, date of seizure), relevant co-
morbidities and history (history of childhood febrile seizures, previous head injury, previous cere-
brovascular accident, dementia), seizure type (focal, generalised, undefined), and whether any
treatment (anti-epileptic medication) was initiated, and for how long.

Method used to identify popu-  Recruitment methodology is adequately described (direct referrals from primary care, Accident
lation and Emergency), or is identified directly from the community (method of case ascertainment is
clearly described).

Recruitment period Place of recruitment (setting - e.g. First Seizure Clinic, and geographic location) are adequately de-
scribed.

Inclusion and exclusion crite- Inclusion and exclusion criteria are adequately described, and define a discrete group with a single

ria unprovoked seizure. In particular, people with provoked (acute symptomatic) seizures are specif-

ically excluded, as people referred with a single seizure and have had a recurrence by the time of
initial review in clinic are excluded, or people are included as a seizure relapse, with an accurate
timeframe established.

Adequate study participation The baseline characteristics of the individuals enrolled are adequately described. This would in-
clude age, sex, date of seizure, seizure type, and any identified risk factors for epilepsy or comor-
bidities.

Summary study participation: The study sample represents the population of interest on key characteristics, sufficient to limit po-
tential bias of the observed relationship between PF and outcome (low, moderate, or high risk of bias).

Bias: study attrition

Goal: To judge the risk of attrition bias (likelihood that relationship between PF and outcome are different for completing and non-
completing participants
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Issues to consider for judging overall risk of bias

Proportion of baseline sample available for Response rate (i.e. proportion of people in a cohort on whom we have complete fol-
analysis low-up seizure recurrence/mortality data) is adequate.

Attempts to collect information on partici- Attempts to collect information on participants who were lost to follow-up are ade-
pants who dropped out quately described.

Reasons and potential impact of subjects lost ~ Potential individual reasons for loss to follow-up are provided.
to follow-up

Outcome and prognostic factor information Baseline demographic characteristics and potential risk factors for seizure recur-
on those lost to follow-up rence are adequately described in those lost to follow-up.

Summary study attrition:

Loss to follow-up (from baseline sample to study population analysed) is not associated with key characteristics (i.e. the study data
adequately represent the sample) sufficient to limit potential bias to the observed relationship between PF and outcome (low, mod-
erate, high risk of bias).

Bias: prognostic (PF measurement)

Goal: To assess the risk of measurement bias of prognostic factors related to seizure recurrence

Issues to consider for judging overall risk of bias

Definition of the PF Potential PFs, such as specific electroencephalogram (EEG) findings and specific neuro-imaging
findings, are clearly and consistently defined.

Valid and reliable measure- Method of documentation of seizure recurrence is consistent for all individuals, i.e. use of seizure

ment of PF diaries, confirmed eyewitness accounts with accurate dates, and accurate seizure classification to
avoid misclassification bias. Clear details of EEG or neuroimaging methods provided, and classi-
fication of seizure type made using appropriate methods (e.g. using International League Against
Epilepsy (ILAE) classifications (e.g. Berg 2010 or earlier versions)).

Method and setting of PF mea-  The method of establishing seizure recurrence (e.g. seizure diary, eyewitness account) is consistent
surement for all participants.

Proportion of data on PF avail- ~ Adequate proportion of the cohort has complete data on potential PF (adequate to be judged,
able for analysis based on context of the study).
Method used for missing data If used, appropriate methods of imputation are used for missing individual PFs.

Summary prognostic factor measurement:

PFs are adequately measured in study participants to sufficiently limit potential bias (low, moderate, high risk of bias).

Bias: outcome measurement

Goal: To assess the risk of bias related to seizure outcome (differential measurement of seizure outcome related to the baseline level
of PF
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Issues to consider for judging overall risk of bias

A clear definition of what constitutes a seizure recurrence is provided, including clear documenta-
tion of the time period between the index seizure and seizure recurrence, as well as clear documen-
tation of seizure semiology.

Definition of the outcome

Valid and reliable measure-
ment of outcome

The method of establishing seizure recurrence (outcome measurement) used is adequately valid
and reliable, to limit misclassification bias. In particular, that sufficient clinical details are available
regarding all potential seizures after the index seizure, to avoid misclassification of other differen-
tials (syncope, non-epileptic attacks, provoked (acute symptomatic) seizures).

Method and setting of out- The method and setting of seizure recurrence is the same for all study participants.

come measurement

Summary outcome measurement: outcome is adequately measured in study participants to sufficiently limit potential bias (low,
moderate, high risk of bias).

Bias: study confounding

Goal: To judge the risk of bias due to confounding - i.e. the effect of a PF is distorted by another factor related to the PF and the risk of
seizure recurrence or mortality

Issues to consider for judging overall risk of bias

Important confounders mea-
sured

Allimportant potential confounders related to the risk of seizure recurrence, such as significant
sleep deprivation, anti-seizure medication (ASM) treatment initiated, and premature mortality fol-
lowing a single seizure (such as important medical comorbidities, like ischaemic heart disease and
diabetes mellitus) are measured.

Definition of the confounding
factor

Clear definition of important confounding factors measured are provided (e.g. what constitutes
significant sleep deprivation in the context of seizure recurrence).

Valid and reliable measure-
ment of confounders

Measurement of all important confounders is adequately valid and reliable (e.g. confirmed docu-
mentation in previous medical records, clear EEG parameters for classification for non-diagnostic
features).

Method and setting of con-
founding measurements

The method and setting of confounding measurements and recording are the same for all study
participants.

Method used for missing con-
founding factor data

Appropriate methods are used if imputation is used for missing confounding factor data.

Appropriate accounting for
confounding

Important potential confounders are accounted for in study design (i.e. matching for key variables
- age, sex, seizure semiology).

Summary study confounding: important potential confounders are appropriately accounted for, limiting potential bias with respect
to the relationship between PFs and the outcome (low, moderate, high risk of bias).

Bias: statistical analysis and reporting

Goal: to judge the risk of bias related to the statistical analysis and presentation of results
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Issues to consider for judging overall rating of bias

Presentation of analytical There is sufficient presentation of data to assess the appropriateness of the analysis used.
strategy

Model developmental strategy ~ The strategy for prognostic model building is appropriate, and the statistical model used is appro-
priate for the study design.

Reporting of results There is no manifest selective reporting of results.

Summary statistical analysis and reporting: the statistical analysis is appropriate for the design of the study, limiting potential for
presentation of invalid or spurious results, and selective reporting is unlikely (low, moderate, high risk of bias).
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first seizure such as the FIRST study and the MESS study would not have been included in this review. These differences in the methodology
of the studies is reflected in the risk of bias assessment of these studies and is addressed in the discussion section of the review.
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