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[Abstract] Objective To explore the efficiency and safety of drugs to prevent the recurrence of
febrile seizures (FS). Methods Relevant literatures were searched via PubMed, EMBASE/SCOPUS,
EBSCO - CINAHL, Web of Science, Cochrane Database of Systematic Reviews from December 1997 to
November 2014 using the following keywords: febrile seizure OR febrile convulsion, recurrence, prevention
OR prophylaxis, medicine OR medication. Publication type was limited to Meta - analysis. Extract the
relevant information of Meta-analysis, such as characteristics of objects, types of study design, number of
clinical trials, number of cases, search strategies, databases, information of methodology (methods of
randomization, concealment, blinding, withdrawal and exit), follow-up time, heterogeneity analysis, subgroup
analysis and outcome assessment, etc. Quality of Reporting of Meta-analyses (QUOROM) and Oxman-Guyatt
Overview Quality Assessment Questionnaire (OQAQ) were used to assess the quality of included Meta -
analyses. Jadad decision was used to assess inclusion and exclusion criteria, search strategies, effectiveness
evaluation, data extraction and data analysis, to explore reliable evidence of evidence - based medicine.

Results  Eventually, four Meta-analyses were included after screening of all the literatures that can be
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searched out. Among those Meta-analyses, the Meta-analysis of Offringa and Newton (2012) was relatively
more reliable. The results suggesed that no clinically important benefits were found in administering
intermittent oral or rectal diazepam, oral phenobarbitone, phenytoin, valproate, pyridoxine, buprofen,
diclofenac and acetominophen to children with FE. Only one clinical trial reported that intermittent oral
clobazam could reduce the recurrence of FE in comparing with placebo at 6-month follow-up (RR =0.360,
95% CI: 0.200-0.640; P = 0.000), but it should be verified by more randomized controlled trials (RCTs).
Among 4 Meta-analyses included in this study, the Meta-analyses of Rosenbloom (2013), Masuko (2003)
and Rantala (1997) did not mention the problems of publication bias; in the Meta-analysis of Offringa and
Newton (2012), a funnel plot was applied for evaluation of this problem, however, no quantitative analysis
was conducted to evaluate the effect of publication bias on the validity of conclusions and no further
processing was mentioned. Conclusions In view of good prognosis of recurrent FE, unsure efficacy of

preventive medicine and high risk of adverse drug reactions, it should not be routinely recommended the

use of antiepileptic drugs, antipyretic drugs or pyridoxine to prevent the recurrence of FE.
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Table 1. Quality evaluation of included 4 Meta-analyses

Rosenbloom,  Offringa and Masuko, Rantala,

lizm etal” (2013) Newton " (2012) etal " (2003) etal ™' (1997)
Database
A Yes Yes Yes Yes
B Yes Yes Yes No
C Yes No No No
D Yes No No No
E Yes No No No
F Yes Yes No No
G Yes No No No
H No No Yes No
I No No Yes No
J No Yes No No
No. of studies 3 26 10 9
RCT Yes Yes Yes Yes
QUOROM 5 7 5 3
(score)
0QAQ (score) 10 16 11 9

A, PubMed, 3¢ [¥ [8 57 % 2 & 43 45 2k ¥ R 22 A 5 B8R 7% 5 B,
EMBASE/SCOPUS, fif > PE % 3C 4 ; C, Cochrane Database of
Systematic Reviews, Cochrane & 4t PF 41 £ 4% 2 ; D, American
College of Physicians Journal Club, 3% [ Py B} B2 Ui p 23 0] T 4H 4R
il ; £, Database of Abstracts of Reviews of Effectiveness, 43 2 1 71
M4 B )% 5 F L, Cochrane Central Register of Controlled Trials,
Cochrane Iii K32 36 72 I #1056, Cochrane Methodology Register,
Cochrane /73 WA 0> 5 H, Cochrane Center of Brazil, Cochrane [
P4 . 5 1, LILACS (Latin American and Caribbean Health
Sciences Literature), $ii. 1" 3% ¥ F1 0 4 Lb {8 3¢ Bl 2% SCk 5 T,
Cochrane Epilepsy Group Specialized Register, Cochrane #4441 %
Mk 7 M H 0 s RCT, randomized controlled trial, Fifl AL X A% i 55 ;
QUOROM, Quality of Reporting of Meta-analyses, Meta 73 7 15 it
I T.H 5 0QAQ, Oxman-Guyatt Overview Quality Assessment
Questionnaire , Oxman-Guyatt 7 4t P JiT it ¥4 4
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Table 2. Performance of heterogeneity analysis and
subgroup analysis in 4 Meta-analyses

Meta-analysis Heterogeneity analysis ~ Subgroup analysis

Rosenbloom, et al ' (2013) No No
Offringa and Newton " (2012) Yes Yes
Masuko, et al " (2003) Yes Not mentioned

Rantala, et al "' (1997) No Not mentioned
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Hp 3E 32t BR & 1A 3R (%)

H S ATE G SE I 3R Activities of Daily Living(ADL)

WZEMMHEZ M & granulomatosis with polyangiitis( GPA)
[FHMAZEM  Wegener's granulomatosis(WG) ]

WEEE 1 prion protein(PrP)

Stroop IR M % Stroop Color-Word Test(SCWT)

L RERBEHUE  epithelial membrane antigen( EMA)

58 G BT AN i B 3k I 12

oligodendrocyte transcription factor-2( Olig-2)
G EEIE  neuropathic pain(NP)
e T A neural stem cells(NSCs)
MRS MR Neuropsychiatric Inventory(NPI)
MZMEE  neurosyphilis(NS)
MAERKET  nerve growth factor(NGF)
M2z A
M RYEBE  neuritic plaques(NPs)
[Z4EBE  senile plaques(SPs) |

M ICHPUE  neuronal nuclei( NeuN)

neurofilament protein(NF)

WINTE

PR RLF A4S neurofibrillary tangles(NFTs)
BRI EKERS  renin-angiotensin system(RAS)
HRKWE  growth hormone( GH)
ffiHFM quisqualic acid(QA)
ML event-related potential(ERP)
WY field of view(FOV)
WG IWORI % argyrophilic grain disease( AGD)
TRH TR 22
receiver operating characteristic curve(ROC #HZk)
TS % Digital Symbol Substitution Test(DSST)
BT W Digit Span Test(DS)
KEEE 4  aquaporin 4(AQP4)
MEARSEZF  sleep deprivation(SD)
22 ZL 505 A0 TR 20 S 5 5 0
mitogen-activated protein kinase/extracellular signal-

regulated kinase(MEK)
PO R 2 B B S R

tetramethyl rhodamine isothiocyanate( TRITC)
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Attached table 1.  Evaluation criteria of QUOROM P!

Heading Subheading Descriptor
Title Identify the report as a Meta-analysis or systematic review of RCTs
Abstract Use a structured format

Obijectives Explicitly describe the clinical question

Data sources List databases and other information sources

Introduction
Methods

Results

Discussion

Review methods

Results

Conclusion

Searching

Selection

Validity assessment

Data abstraction

Study characteristics
Quantitative data synthesis
Trial flow

Study characteristics
Quantitative data synthesis

Describe the selection criteria (i.e. object, intervention, outcome and study design); detailed description of methods for
validity assessment, data abstraction, study characteristics and quantitative data synthesis and can be replicated
Characteristics of the included and excluded RCTs; quantitative and qualitative results (i.e. point estimates and confidence
intervals); and subgroup analyses are described

Describe the main results

A clear description of the clinical issues, biological rationale for the intervention and rationale for review

Details of the information sources (e.g. databases, registers, personal files, expert informants, agencies, manual-searching)
and any restrictions (e.g. years, publication state, language)

Describe the inclusion and exclusion criteria (defining the object, intervention, principle outcomes and study design)

The criteria and process (e.g. masked conditions, quality assessment methods and assessment results) is described

The process and methods (e.g. independently or in duplicate) are described

Describe the type of study design, objects’ characteristics, details of intervention, outcome definitions, research sources, and
clinical heterogeneity analysis

Principle effect measures (e.g. relative risk); methods of combining results (statistical test and confidence intervals), handling
of missing data, statistical heterogeneity analysis, sensitivity analysis and subgroup analysis; assessment of publication bias
Provides a Meta-analysis profile summarizing trial flow

Describe the characteristics of each trial (e.g. age, sample size, intervention, dose, duration of treatment, follow-up period)
Report the selection and validity assessment; present simple summary results for each primary outcome and each treatment
group in each trial; provide data required to calculate effect sizes and confidence intervals in ITT analyses (e.g. 2x2 tables of
counts, X s, proportions)

Summarize the key findings; discuss the clinical inferences according to the internal and external validity; interpret the
results based on the totality of available evidence; describe potential bias (e.g. publication bias) and propose an agenda for
future research

RCT, randomized controlled trial, FHALXHKL:; ITT, intention to treat, & [a)iG7T
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Attached table 2. Evaluation criteria of OQAQ [
Number Question

Search strategy used to find evidence stated

Search for evidence reasonable and comprehensive

Inclusion criteria reported

Bias in the selection of studies avoided

Criteria used to assess the validity of included studies reported
Validity of included studies assessed appropriately

Methods used for combining the findings of studies reported
Findings of studies combined appropriately

Conclusions made by authors supported by the analysis results
Overall quality score
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Attached table 3. Clinical data of the Meta-analyses on prophylactic drug management for the recurrence of febrile seizures

Meta-analysis Study No. of  Subject No. of Intervention Follow-up Result
type  trials subjects period

Rosenbloom, et al' RCT 3 Children of 540  Acetaminophen, ibuprofen, diclofenac 1-2 years No statistically significant difference
(2013) 6-72 months

with FE
Offringa and RCT 26 Children of 6 2740 Diazepam, lorazepam, clobazam, At 6,12, 24,36 Clobazam with definite efficacy; no
Newton™ (2012) months to 7 midazolam, phenytoin, phenobarbitone, months after significant differences in studies of other

years with FE valproate, diclofenac, acetaminophen, treatment and at the  drugs

ibuprofen, pyridoxine age of 5-6 years
Masuko, et alltt RCT 10 Children 1527 Intermittent diazepam, continuous Not mentioned Both drugs with efficacy; trials with
(2003) phenobarbital heterogeneity

Rantala, et al? (1997) RCT 9 Children 1375  Phenobarbitone, diazepam, phenytoin, Not mentioned Phenobarbitone and valproate with

valproate, pyridoxine

efficacy; diazepam, pyridoxine phenytoin
with no significant differences

FE, febrile seizure, #/WE#%; RCT, randomized controlled trial, FEHLXS X5
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