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ABSTRACT

Objective: To update the 2004 American Academy of Neurology/Child Neurology Society prac-
tice parameter on treatment of infantile spasms in children.

Methods: MEDLINE and EMBASE were searched from 2002 to 2011 and searches of reference
lists of retrieved articles were performed. Sixty-eight articles were selected for detailed review;
26 were included in the analysis. Recommendations were based on a 4-tiered classification
scheme combining pre-2002 evidence and more recent evidence.

Results: There is insufficient evidence to determine whether other forms of corticosteroids are as
effective as adrenocorticotropic hormone (ACTH) for short-term treatment of infantile spasms.
However, low-dose ACTH is probably as effective as high-dose ACTH. ACTH is more effective
than vigabatrin (VGB) for short-term treatment of children with infantile spasms (excluding those
with tuberous sclerosis complex). There is insufficient evidence to show that other agents and
combination therapy are effective for short-term treatment of infantile spasms. Short lag time to
treatment leads to better long-term developmental outcome. Successful short-term treatment of
cryptogenic infantile spasms with ACTH or prednisolone leads to better long-term developmental
outcome than treatment with VGB.

Recommendations: Low-dose ACTH should be considered for treatment of infantile spasms.
ACTH or VGB may be useful for short-term treatment of infantile spasms, with ACTH considered
preferentially over VGB. Hormonal therapy (ACTH or prednisolone) may be considered for use in
preference to VGB in infants with cryptogenic infantile spasms, to possibly improve developmen-
tal outcome. A shorter lag time to treatment of infantile spasms with either hormonal therapy or
VGB possibly improves long-term developmental outcomes. Neurology® 2012;78:1974–1980

GLOSSARY
AAN � American Academy of Neurology; ACTH � adrenocorticotropic hormone; AE � adverse effect; AED � antiepileptic
drug; BD � Breslow-Day; CI � confidence interval; ERG � electroretinogram; FDA � Food and Drug Administration; IVIg � IV
immunoglobulin; LEV � levetiracetam; NZP � nitrazepam; OR � odds ratio; RCT � randomized controlled trial; TPM �
topiramate; TRH � thyrotropin-releasing hormone; TSC � tuberous sclerosis complex; UKISS � United Kingdom Infantile
Spasms Study; VABS � Vineland Adaptive Behavioral Scale; VGB � vigabatrin; VPA � valproic acid; ZNS � zonisamide.

Infantile spasms constitute a unique, age-specific epi-
lepsy syndrome of early infancy characterized by epilep-
tic spasms often accompanied by neurodevelopmental
regression and an EEG finding of hypsarrhythmia.
When all 3 components are present, the eponym “West
syndrome” is commonly used. The incidence is 2–3 per
10,000 live births1,2; the lifetime prevalence rate is
1.5–2 per 10,000 children.3 Infantile spasms are slightly

more common in males, and a family history exists in
3%–6% of cases. The spontaneous remission rate of
infantile spasms described in limited natural history
studies is 30%.4,5 A 2004 American Academy of Neu-
rology (AAN)/Child Neurology Society parameter on
the medical treatment of infantile spasms6 concluded
that adrenocorticotropic hormone (ACTH) is probably
an effective agent for short-term treatment of infantile
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spasms (Level B). The 2004 parameter also concluded
that vigabatrin (VGB) is possibly effective for short-
term treatment of infantile spasms (Level C) and for
treatment of children with tuberous sclerosis (Level C).
In children with infantile spasms and tuberous sclerosis,
2 Class III studies7,8 from the 2004 practice parameter
(combined n � 28) showed spasms cessation at 2–3
weeks in 16 of 28 (57%) patients treated with VGB,
with overall response rate of 100% in both studies.
Therefore, VGB is possibly effective for short-term
treatment of infantile spasms in the majority of children
with tuberous sclerosis (Level C). Data were insufficient
at that time to recommend other antiepileptic drugs
(AEDs), the ketogenic diet, pyridoxine, or IV immuno-
globulin (IVIg) for short-term treatment of infantile
spasms or to assess the impact of treatment on long-term
outcomes.

In August 2009, the US Food and Drug Admin-
istration (FDA) approved VGB for use in infantile
spasms and as add-on therapy for refractory seizures.9

Since 2004, only one study provided evidence higher
than Class IV, a single large Class III randomized
controlled trial (RCT) comparing low-dose and
high-dose VGB for treatment of infantile spasms.10

This study showed more patients in the high-dose
group achieved spasms cessation within 14 days relative
to those in the low-dose VGB group (15.9% vs 7%;
p � 0.03). In the symptomatic tuberous sclerosis com-
plex (TSC) subgroup, the spasm-free rate was higher in
those allocated high-dose VGB (25% vs 16.7%). A post
hoc analysis video-EEG performed at any subsequent
visit showed hypsarrhythmia resolution in 30.8% of pa-
tients on high-dose VGB vs 13.2% on low-dose VGB.

Considerable variation remains in the management
of infantile spasms. This is evident in the recently pub-
lished US Consensus Report11 and the various re-
sponses it drew.12,13 The agents used, dosage regimen,
and treatment duration vary significantly among stud-
ies, which remain limited to small numbers of prospec-
tive trials and even fewer RCTs. Most published
outcome measures are short-term and based on small
numbers of patients. These variable practice patterns in
treating infantile spasms and 8 years of an emerging
body of literature on the subject have necessitated an
update of the 2004 parameter. Therefore, we reviewed
the literature to update the guideline with recommen-
dations to address the following clinical questions for
which previous data were insufficient:

1. Are other forms of corticosteroids as effective as
ACTH for short-term treatment of infantile
spasms?

2. Are low-dose ACTH regimens effective for short-
term treatment of infantile spasms?

3. Is ACTH more effective than VGB for short-term
treatment of infantile spasms?

4. Is there a role for the ketogenic diet or for AEDs
other than VGB in managing infantile spasms?

5. Does the successful short-term treatment of in-
fantile spasms lead to long-term improvement of
neurodevelopmental outcomes or a decreased ep-
ilepsy incidence?

DESCRIPTION OF THE ANALYTIC PROCESS
An updated literature search of MEDLINE and
EMBASE databases (2002–August 2011) using the
OVID interface was conducted using the process de-
scribed in the 2004 parameter (see appendix e-3 on
the Neurology� Web site at www.neurology.org).6

The combined MEDLINE and EMBASE text word
searches identified 1,935 articles. All search titles and
abstracts were analyzed for content. English-language
articles on therapy, prognosis, and adverse effects
(AEs) were selected. Sixty-eight articles were chosen
for detailed review; 26 were included in the analysis.
Two panelists independently reviewed, abstracted,
and classified the articles, to assess the quality of data
related to study design and treatment effect. A third
panelist arbitrated any disagreements in ratings. For
each question, evidence is sequentially analyzed and
then summarized to determine the overall strength of
the evidence and to formulate recommendations.

Articles selected for detailed review required a
clearly stated diagnosis of infantile spasms, an EEG
demonstrating hypsarrhythmia or modified hypsar-
rhythmia (articles using routine EEG recording were
included because not all articles used prolonged
video-EEG monitoring), and inclusion of children
aged 1–36 months. Infantile spasms were classified as
either symptomatic (i.e., of known cause) or crypto-
genic (of unknown cause but presumably genetic in
many infants) as defined by the International League
Against Epilepsy.14 Cases described as idiopathic
were included in the cryptogenic group for analysis.

We excluded studies of children with Lennox-
Gastaut syndrome, studies of children aged �1
month or �36 months at the time of study entry,
and studies wherein an EEG was not initially per-
formed to confirm the presence of hypsarrhythmia or
modified hypsarrhythmia. Also excluded were retro-
spective studies with single case reports, case series
containing fewer than 4 infants, studies on long-term
prognosis that were uncontrolled for treatment, let-
ters, abstracts, unpublished data, and review articles.

Analysis included short-term, intermediate, and
long-term outcome measures. Short-term outcome
measures were defined as complete spasms cessation;
hypsarrhythmia resolution and, where documented,
EEG normalization; and relapse rate. AEs and mortality
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were documented. For studies with a mean follow-up of
�12 months, intermediate to long-term outcome mea-
sures were EEG without epileptiform abnormalities, ab-
sence of seizures, and normal development. Data
recorded included the number of patients entering and
completing the trial, age at spasms onset, age at study
entry, treatment lag (time of spasms onset to treatment
initiation with the agents described herein), gender, eti-
ology, drug dosage, therapy duration, cointerventions,
and follow-up duration.

The Cochran-Mantel-Haenszel statistical method
was used in the meta-analysis to quantify the clinical
efficacy of ACTH vs VGB (question 3). This method
is used to perform a stratified analysis when compar-
ing odds ratios (OR) across studies. It combines the
ORs while maintaining the group from which the
data came. The Breslow-Day (BD) statistic is then
applied to test the homogeneity of the OR across the
strata. When the BD statistic is nonsignificant, all
studies in the meta-analysis are pointing in the same
direction, signifying concordance.

The AAN�s 4-tiered article classification scheme
for therapeutic evidence was used (appendix e-4); the
strength of the recommendations was linked to the
evidence (appendix e-5).

ANALYSIS OF EVIDENCE Short-term outcomes.
Other forms of corticosteroids. Are other forms of corticosteroids
as effective as ACTH for treatment of infantile spasms (table e-1)?

Previously reviewed evidence. Five studies were identi-
fied in the 2004 parameter: 2 RCTs (1 Class II,15 1
Class III16) using prednisone; 2 Class III prospective,
open-label studies using prednisolone17 and predni-
sone18; 1 Class III prospective cohort series using li-
posteroid19; and 1 Class IV retrospective case series
using prednisone.20 Oral corticosteroid dose ranged
from 2 to 3 mg/kg/day. The prospective Class II and
III studies reported 29%–39% responder rates for
spasms cessation.

Updated evidence. Three studies (n � range from 10
to 55) were included for analysis. One study, a large
Class III RCT (n � 55), compared a high-dose oral
prednisolone protocol (40 – 60 mg/day) with IM
ACTH.21 This short-term study showed spasms re-
sponder rates of 76% for synthetic ACTH and 70%
for prednisolone, with neither agent showing signifi-
cant difference in the EEG response rate at 14 days
(p � 0.61). A small, prospective Class IV case series
(n � 10) using a course of pulse IV methylpred-
nisolone for 3 days followed by a 2-month oral pred-
nisolone taper showed spasms cessation and
hypsarrhythmia resolution in 50% of patients within
14 days.22 In a small, retrospective Class IV study
(n � 18), spasms resolution at treatment day 10 was
better with ACTH than dexamethasone.23

Conclusion. Data are insufficient regarding the
equivalence of other corticosteroids to ACTH (Class
III and IV evidence).

Recommendation. The evidence is insufficient to re-
commend the use of prednisolone, dexamethasone, and
methylprednisolone as being as effective as ACTH for
short-term treatment of infantile spasms (Level U).

Low-dose ACTH. Are low-dose ACTH regimens effective for

short-term treatment of infantile spasms (table e-2)? The previ-
ous parameter identified 4 studies reporting use of
low-dose ACTH: a Class I RCT24 comparing high-
and low-dose natural ACTH; a Class II RCT16 com-
paring low-dose natural ACTH with prednisone; a
Class III RCT25 comparing high- and low-dose syn-
thetic ACTH; and a Class III prospective, open-label
study of natural ACTH.26 Response rates to low-dose
ACTH in the RCTs varied from 42% to 75%. The
doses and forms of ACTH used in these studies vary;
however, the Class I RCT24 (n � 50) comparing 150
IU/m2 with 20 IU/day of natural ACTH showed no
significant difference in clinical spasms cessation
(50% vs 58%, respectively), hypsarrhythmia resolu-
tion (23% vs 21%, respectively), or relapse rates (or
AEs) (15% vs 21%, respectively). The same low-dose
natural ACTH was used in a Class II RCT16 (n �

12) showing an EEG and clinical response rate of
42% and relapse rate of 33%.

Conclusion. A Class I study showed similar efficacy
between low-dose (20–30 IU) and high-dose (150
IU/m2) natural ACTH, and a Class II study using
the same low-dose natural ACTH showed clinical
and EEG response rates of �40%. The evidence sug-
gests that low-dose ACTH is probably as effective as
high-dose ACTH for short-term treatment of infan-
tile spasms (Class I and II evidence).

Recommendation. Low-dose ACTH should be con-
sidered as an alternative to high-dose ACTH for
treatment of infantile spasms (Level B).

ACTH vs vigabatrin. Is ACTH more effective than viga-
batrin for short-term treatment of infantile spasms (table e-3)?

Previously reviewed evidence. Two studies were identi-
fied in the 2004 parameter, a Class III RCT8 and a
Class IV retrospective case series.27 In the Class III
study, which included patients with TSC, spasms
cessation at 20 days of therapy occurred in 74% of
patients given synthetic ACTH vs 48% of patients
given VGB (p � 0.12). When data on patients
with TSC are excluded, spasms cessation in pa-
tients allocated ACTH vs VGB is 72% vs 40%,
respectively, with OR of 3.9 favoring ACTH
(95% CI 0.99 –15.27).

Updated evidence. Three studies (n � range from 28
to 107) met inclusion criteria. A large, multicenter
Class III randomized controlled study (n � 107, ex-
cluding TSC cases) compared VGB with hormonal
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therapy using high-dose synthetic ACTH or high-
dose prednisolone.21 This study demonstrated bet-
ter spasms-free outcomes for ACTH (76%) over
VGB (54%) at 14 days, using an intention-to-treat
analysis. Responder rates were similar for the symptom-
atic and cryptogenic groups. Resolution of hypsarrhyth-
mia was 89% for ACTH vs 56% for VGB, but EEG
was not performed in all cases at follow-up. AEs were
reported in similar numbers for both treatment arms
(ACTH � 44%, VGB � 54%). Outcome of the same
107 patients at age 14 months28 showed the proportion
of infants with spasms cessation without subsequent re-
lapse was similar in the 2 treatment arms (hormonal
therapy � 40%, VGB � 37%; p � 0.71).

A meta-analysis comparing the clinical response of
synthetic ACTH with that of VGB in 2 Class III stud-
ies8,21 excluding patients with TSC was performed using
the Cochran-Mantel-Haenszel statistical methodology
to produce combined OR for the 2 studies. The overall
OR of spasms cessation using ACTH was 3.10 (95%
confidence interval [CI] 1.34–7.20, p � 0.0076), indi-
cating ACTH was 3 times more likely than VGB to
result in spasms cessation. The B-D statistic (p � 0.68)
for the homogeneity of the ORs was nonsignificant, in-
dicating concordance.

A small Class III study (n � 9) comparing high-
dose natural ACTH with VGB29 showed no signifi-
cant difference, with all patients in both treatment
arms responding. All patients had resolution of clini-
cal spasms and hypsarrhythmia after 2 weeks of ei-
ther treatment arm, although 5 of the 9 patients
continued to have moderate to severely abnormal
EEGs and were crossed over to the alternate drug.

Conclusion. Two Class III studies (1 from the 2004
parameter and a later study) demonstrated that
ACTH is more effective than VGB for short-term
treatment of children with infantile spasms (exclud-
ing those with TSC). A small Class III study and a
Class IV study found no difference in short-term
outcome between ACTH and VGB.

Recommendation. ACTH (Level B) or VGB (Level C)
may be offered for short-term treatment of infantile
spasms. Evidence suggests that ACTH may be of-
fered over VGB (Level C).

Other agents. What other agents are as effective as ACTH for
treatment of infantile spasms (table e-4)?

Previously reviewed and updated evidence. All previous
and current studies were rated Class IV for treat-
ment using valproic acid (VPA),30,31 nitrazepam
(NZP),32,33 pyridoxine (vitamin B6),34,35 zoni-
samide (ZNS),36,37 IVIg,38 thyrotropin-releasing
hormone (TRH),39 topiramate (TPM),40,e1 leveti-
racetam (LEV),e2 the ketogenic diet,e3,e4 and com-
bination therapies using ACTH and VGB,e5

hydrocortisone, and VPA.e6

Sulthiame. One Class II randomized, double-blind,
placebo-controlled study demonstrated a 30% re-
sponder rate to sulthiame vs placebo (p � 0.025)e7;
this finding is not different from spontaneous remis-
sion rates at as early as 1 month from spasms onset as
described in limited natural history studies.4,5

ACTH � magnesium sulfate. One Class III random-
ized, open-label studye8 (n � 38) comparing combi-
nation therapy of ACTH � magnesium sulfate
(MgSO4) with ACTH monotherapy demonstrated
better spasms-free outcome (63.2% vs 42.1%, p �
0.003) and EEG normalization (47.4% vs 26.3%)
for combination therapy at 4 weeks. Mean personal-
social developmental quotient using the Gesell test at
baseline and after treatment at 24 weeks was signifi-
cantly improved (from 48.6 to 65.2; p � 0.05) for
the ACTH � MgSO4 group and nonsignificant for
the control group (ACTH monotherapy).

Conclusions. Data from previously reviewed and up-
dated evidence are insufficient to determine whether
VPA, vitamin B6, NZP, LEV, ZNS, TPM, the keto-
genic diet, sulthiame, or other novel therapies (e.g.,
IVIg, TRH) are effective in the treatment of infantile
spasms (Class III and IV evidence). A single Class III
study showed better outcome for combination ther-
apy with ACTH and MgSO4.

Recommendations. The evidence is insufficient to rec-
ommend other therapies (VPA, vitamin B6, NZP,
LEV, ZNS, TPM, the ketogenic diet, or novel/com-
bination therapies) for treatment of infantile spasms
(Level U).

Intermediate to long-term outcomes. Does successful early
treatment of infantile spasms lead to long-term improvement of
neurodevelopmental outcomes or decreased incidence of epilepsy
(table e-5)?

Previously reviewed evidence. Seven studies provided
Class III and IV evidence for long-term outcome
of infantile spasms. None was a randomized or
controlled study: 5 were prospective, open-label
studies17,e6,e9 – e11 and 2 were retrospective case
series.e12,e13 The evidence was insufficient to recom-
mend use of ACTH, corticosteroids, VGB, VPA,
and vitamin B6 to improve long-term outcomes of
children with infantile spasms. Data also were con-
flicting or insufficient to conclude that early treat-
ment initiation improves long-term outcomes of
children with infantile spasms; 1 prospective Class
III study17 noted an improved neurodevelopmental
outcome associated with early therapy commence-
ment of �1 month, whereas another prospective
Class III studye11 and a retrospective Class IV
studye13 did not observe such findings.

Updated evidence. Six studies provided Class II, III,
and IV evidence for intermediate to long-term out-
come of infantile spasms. A Class II large RCT (n �
107) reported overall spasms-free outcome in 76% of
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the VGB treatment arm vs in 75% of the hormonal
therapy arm (synthetic ACTH or prednisolone) at
14-month follow-up.28 Mean Vineland Adaptive Be-
havioral Scale (VABS) scores did not differ signifi-
cantly overall between treatment groups (hormonal
therapy 78.6 vs VGB 77.5). However, in patients
with cryptogenic infantile spasms, the mean score
was higher for the hormonal treatment than for the
VGB treatment (88.2 vs 78.9, respectively; p �

0.025, 95% CI 1.2–17.3). No significant differences
in seizure freedom were seen between treatment arms
(62% VGB vs 51% hormonal therapy). Outcome of
the same 77 patients was described at 4 years using
the VABS and an epilepsy questionnaire.e14 Assessors
were blinded to treatment, providing Class II evi-
dence. There was no significant difference between
patients treated with either hormonal therapy of
VGB in development and epilepsy outcomes, but pa-
tients with cryptogenic infantile spasms who were al-
located hormonal treatment had higher mean VABS
scores of 96 relative to scores of 63 for those allocated
VGB (p � 0.033, 95% CI 1–42). Multiple regres-
sion analysis was used to examine effects of lead time,
age at spasms onset, etiology, and treatment alloca-
tion on the developmental outcome at 4 years in the
same 77 patients.e15 Lead time duration was defined
as the time from spasms onset to start of treatment. A
3.9-point decrease in mean VABS was observed for
each increase in category of lead-time duration (p �

0.03, 95% CI �7.3 to �0.4) after controlling for
the effects of treatment and etiology (table e-5). For
each month increase in age of spasms onset an in-
crease in developmental quotient of 3.1 points (p �

0.014, 95% CI 0.64–5.5) was observed.
One Class III study29 using either natural ACTH or

VGB showed better cognitive outcomes in the crypto-
genic group, with 40% showing normal development,
40% mild delay, and 20% significant delay. None of
the patients in the symptomatic group had normal de-
velopment posttreatment. No correlation was found be-
tween treatment lag time and cognitive outcome.

Conclusions. A Class II study showed that hormonal
therapy (ACTH or prednisolone) relative to VGB
therapy leads to better neurodevelopmental outcome
in children with cryptogenic spasms. One previous
Class III study and 1 newer Class II study showed
that shorter lag time to treatment improves long-
term cognitive outcomes.

Recommendations.

1. Hormonal therapy (ACTH or prednisolone) may
be considered for use in preference to VGB in
infants with cryptogenic infantile spasms, to pos-
sibly improve developmental outcome (Level C).

2. A shorter lag time to treatment of infantile spasms
with either hormonal therapy or VGB may be

considered to improve long-term cognitive out-
comes (Level C).

CLINICAL CONTEXT This update focuses on ques-
tions for which data were insufficient to answer in
the 2004 practice parameter. There was a marked
paucity of randomized treatment trials carefully de-
signed to provide a definitive answer to any of the
questions proposed initially.

The United Kingdom Infantile Spasms Study
(UKISS) showed higher responder rates for infants
treated with high-dose ACTH and prednisolone
than with VGB (Class III); however, the evidence is
still insufficient to conclude that prednisolone is as
effective as ACTH, because UKISS was underpow-
ered to answer this question.

The current literature suggests that the underly-
ing etiology of infantile spasms is an important
outcome determinant. Analysis of children with
cryptogenic spasms may provide more insight into a
treatment’s efficacy by removing the confounding ef-
fect of etiology. Class II data from UKISSe14 suggest
that hormonal agents (e.g., ACTH, prednisolone)
are associated with better developmental outcome
than VGB. Questions remain, however, regarding
optimal ACTH formulation, dose, and treatment
duration.

ACTH imposes a burden of treatment because of its
cost and mode of administration (IM). Cost can be pro-
hibitive, particularly in the United States. Factors affect-
ing cost are varied and complex and include differing
formulations (United States vs elsewhere) and dosing
regimens, which can vary by patient age and treatment
duration. For a list of online resources regarding drug
costs, see appendix e-6. ACTH therapy is usually initi-
ated in a hospital-based setting and usually with nursing
supervision. The AEs of hormonal therapy have been
extensively discussed in the previous parameter, the
most common being hypertension (0%–37%), irrita-
bility (37%–100%), infection (14%), and cerebral atro-
phy (62%)6 (see tables e-1–e-3).

VGB has been used in Europe since the late 1980s
and in Canada since 1994. In August 2009, the US
FDA approved VGB for use in infantile spasms and
as add-on therapy for refractory seizures,9 with a
black box warning for potential permanent visual
impairment; the drug is available only through the
Lundbeck Inc. restricted Support, Help and Re-
sources for Epilepsy (SHARE) program. Although
concerns persist regarding visual field constriction
and retinal toxicity with VGB use, the risk appears to
be lower with short-term use. In a study of 92 adult
patients taking VGB,e19 the cumulative VGB dose
contributed significantly (p � 0.001) to the extent of
visual field loss. Another study of 91 childrene20 us-
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ing perimetry showed patients with visual field con-
striction had received a higher total dose and longer
duration of VGB therapy. Electroretinogram (ERG)
30-Hz flicker amplitude has proven to be a useful
tool in predicting retinal toxicity in infants treated
with VGBe21,e22; however, VGB may not be solely
responsible for ERG changes in children with infan-
tile spasms treated with VGB because pretreatment
baseline retinal electrophysiology may be abnormal
in infantile spasms,e23,e24 and the risk may be higher
in patients taking VGB with other AEDs.e25

There are also recent reports of abnormal MRI
signal intensity or restricted diffusion-weighted im-
aging affecting the thalamus, basal ganglia, dentate
nucleus, and brainstem in patients receiving VGB for
infantile spasms.e26,e27 However, these changes are
reversible when therapy is discontinued, and the clin-
ical significance of the MRI abnormalities is cur-
rently unknown.

To date, the evidence is insufficient to support
the use of agents other than ACTH and VGB.

FUTURE RESEARCH Multicenter RCTs of infantile
spasms with multiple treatment arms (ACTH vs VGB
vs prednisolone, or combination hormonal therapy and
VGB) are needed to determine the most effective ther-
apy for infantile spasms and should include EEG, clini-
cal seizure occurrence, and standardized developmental
outcome measures. The International Collaborative
Infantile Spasms Study (ICISS, ISRCTN54363174),
a multicenter RCT comparing hormonal therapy �
VGB with hormonal therapy alone, is currently un-
derway. It is hoped that this study, and the recently
concluded Canadian randomized, double-blind trial of
add-on flunarizine to prevent cognitive deterioration as-
sociated with infantile spasms (ISRCTN36757519),
will provide further evidence regarding the use of com-
bination therapy. In addition, further studies are needed
to determine the optimal duration of VGB therapy, to
minimize the retinal toxicity AE in patients with infan-
tile spasms.
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2. Ludvigsson P, Ólafsson E, Sigur�ardóttir S, Hauser WA.

Epidemiologic features of infantile spasms in Iceland. Epi-
lepsia 1994;35:802–805.

3. Trevathan E, Murphy CC, Yeargin-Allsopp M. The de-
scriptive epidemiology of infantile spasms among Atlanta
children. Epilepsia 1999;40:748–751.

4. Hattori H. Spontaneous remission of spasms in West syn-
drome: implications of viral infection. Brain Dev 2001;23:
705–707.

5. Hrachovy RA, Glaze DG, Frost JD Jr. A retrospective study
of spontaneous remission and long-term outcome in patients
with infantile spasms. Epilepsia 1991;32:212–214.

6. Mackay MT, Weiss SK, Adams-Webber T, et al. Practice
parameter: medical treatment of infantile spasms: report of
the American Academy of Neurology and the Child Neu-
rology Society. Neurology 2004;62:1668–1681.

7. Elterman RD, Shields WD, Mansfield KA, Nakagawa J.
Randomized trial of vigabatrin in patients with infantile
spasms. Neurology 2001;57:1416–1421.

8. Vigevano F, Cilio MR. Vigabatrin versus ACTH as first-
line treatment for infantile spasms: a randomized, prospec-
tive study. Epilepsia 1997;38:1270–1274.

9. Willmore LJ, Abelson MB, Ben-Menachem E, Pellock JM,
Shields WD. Vigabatrin: 2008 update. Epilepsia 2009;50:
163–173.

10. Elterman RD, Shields WD, Bittman RM, Torri SA, Sagar
SM, Collins SD. Vigabatrin for the treatment of infantile

Neurology 78 June 12, 2012 1979

www.aan.com


spasms: final report of a randomized trial. J Child Neurol
2010;25:1340–1347.

11. Pellock JM, Hrachovy R, Shinnar S, et al. Infantile spasms:
a U.S. consensus report. Epilepsia 2010;51:2175–2189.

12. Fukuyama Y. The Japanese scheme of ACTH therapy in
West syndrome. Epilepsia 2010;51:2216–2218; author reply
2221.

13. Riikonen R. A European perspective: comments on “In-
fantile spasms: a U.S. consensus report.” Epilepsia 2010;
51:2215–2216; author reply 2221.

14. Commission on Classification and Terminology of the In-
ternational League Against Epilepsy. Proposal for revised
classification of epilepsies and epileptic syndromes. Epilep-
sia 1989;30:389–399.

15. Baram TZ, Mitchell WG, Tournay A. High-dose cortico-
tropin (ACTH) versus prednisone for infantile spasms: a
prospective, randomized, blinded study. Pediatrics 1996;
97:375–379.

16. Hrachovy RA, Frost JD Jr, Kellaway P, Zion TE. Double-
blind study of ACTH vs prednisone therapy in infantile
spasms. J Pediatr 1983;103:641–645.

17. Lombroso CT. A prospective study of infantile spasms:
clinical and therapeutic correlations. Epilepsia 1983;24:
135–158.

18. Hrachovy RA, Frost JD Jr, Kellaway P. A controlled study
of prednisone therapy in infantile spasms. Epilepsia 1979;
20:403–477.

19. Yamamoto H, Asoh M, Murakami H, et al. Liposteroid
(dexamethasone palmitate) therapy for West syndrome: a
comparative study with ACTH therapy. Pediatr Neurol
1998;18:415–419.

20. Snead OC, Benton JW, Myers GJ. ACTH and prednisone in
childhood seizure disorders. Neurology 1983;33:966–970.

21. Lux AL, Edwards SW, Hancock E, et al. The United King-
dom Infantile Spasms Study comparing vigabatrin with pred-
nisolone or tetracosactide at 14 days: a multicentre,
randomised controlled trial. Lancet 2004;364:1773–1778.

22. Mytinger JR, Quigg M, Taft WC, Buck ML, Rust RS.
Outcomes in treatment of infantile spasms with pulse
methylprednisolone. J Child Neurol 2010;25:948–953.

23. Haberlandt E, Weger C, Sigl SB, et al. Adrenocortico-
tropic hormone versus pulsatile dexamethasone in the
treatment of infantile epilepsy syndromes. Pediatr Neurol
2010;42:21–27.

24. Hrachovy RA, Frost JD Jr, Glaze DG. High-dose, long-
duration versus low-dose, short-duration corticotropin
therapy for infantile spasms. J Pediatr 1994;124:803–806.

25. Yanagaki S, Oguni H, Hayashi K. A comparative study of
high-dose and low-dose ACTH therapy for West syn-
drome. Brain Dev 1999;21:461–467.

26. Hrachovy RA, Frost JD Jr, Kellaway P. A controlled study

of ACTH therapy in infantile spasms. Epilepsia 1980;21:

631–636.

27. Cossette P, Riviello JJ, Carmant L. ACTH versus viga-

batrin in infantile spasms: a retrospective study. Neurology

1999;52:1691–1694.

28. Lux AL, Edwards SW, Hancock E, et al. The United King-

dom Infantile Spasms Study (UKISS) comparing hormone

treatment with vigabatrin on developmental and epilepsy

outcomes to age 14 months: a multicentre randomised

trial. Lancet Neurol 2005;4:712–717.

29. Askalan R, Mackay M, Brian J, et al. Prospective preliminary

analysis of the development of autism and epilepsy in children

with infantile spasms. J Child Neurol 2003;18:165–170.

30. Fisher E, Siemes H, Pund R. Valproate metabolites in serum

and urine during antiepileptic therapy in children with infan-

tile spasms: abnormal metabolite pattern associated with re-

versible hepatotoxicity. Epilepsia 1992;33:165–171.

31. Siemes H, Spohr H-L, Michael T. Therapy of infantile

spasms with valproate: results of a prospective study. Epi-

lepsia 1988;29:553–560.

32. Chamberlain MC. Nitrazepam for refractory infantile

spasms and the Lennox-Gastaut syndrome. J Child Neurol

1996;11:31–34.

33. Volzke E, Doose H, Stephan E. The treatment of infantile

spasms and hypsarrhythmia with Mogadon. Epilepsia

1967;8:64–70.

34. Ohtsuka Y, Matsuda M, Ogino T. Treatment of the West

syndrome with high-dose pyridoxal phosphate. Brain Dev

1987;9:418–421.

35. Pietz J, Benninger C, Schafer H. Treatment of infantile

spasms with high-dosage vitamin B6. Epilepsia 1993;34:757–

763.

36. Suzuki Y, Nagai T, Ono J. Zonisamide monotherapy in

newly diagnosed infantile spasms. Epilepsia 1997;38:1035–

1038.

37. Yanagaki S, Oguni H, Yoshii K, et al. Zonisamide for West

syndrome: a comparison of clinical responses among dif-

ferent titration rate. Brain Dev 2005;27:286–290.

38. Echenne B, Dulac O, Parayre-Chanez MJ. Treatment of

infantile spasms with intravenous gamma-globulins. Brain

Dev 1991;13:313–319.

39. Matsumoto A, Kumagai T, Takeuchi T. Factors influenc-

ing effectiveness of thyrotropin-releasing hormone therapy

for severe epilepsy in childhood: significance of serum pro-

lactin levels. Epilepsia 1989;30:45–49.

40. Glauser TA, Clark PO, Strawsburg R. A pilot study of

topiramate in the treatment of infantile spasms. Epilepsia

1998;39:1324–1328.

1980 Neurology 78 June 12, 2012



DOI 10.1212/WNL.0b013e318259e2cf
 2012;78;1974Neurology

C.Y. Go, M.T. Mackay, S.K. Weiss, et al.
Neurology and the Practice Committee of the Child Neurology Society

of the Guideline Development Subcommittee of the American Academy of 
Evidence-based guideline update: Medical treatment of infantile spasms : Report

 
October 25, 2012This information is current as of 

 

 Services
Updated Information &

 http://www.neurology.org/content/78/24/1974.full.html
including high resolution figures, can be found at:

 Supplementary Material

 .DC1.html
http://www.neurology.org/content/suppl/2012/06/10/78.24.1974
Supplementary material can be found at: 

References

 1
http://www.neurology.org/content/78/24/1974.full.html#ref-list-
This article cites 40 articles, 9 of which can be accessed free at:

Citations

 urls
http://www.neurology.org/content/78/24/1974.full.html#related-
This article has been cited by 1 HighWire-hosted articles:

Subspecialty Collections

 http://www.neurology.org/cgi/collection/infantile_spasms
Infantile spasms

 http://www.neurology.org/cgi/collection/eeg_
EEG

 rs
http://www.neurology.org/cgi/collection/developmental_disorde
Developmental disorders

 http://www.neurology.org/cgi/collection/all_pediatric
All Pediatric

 behavior
http://www.neurology.org/cgi/collection/all_neuropsychology_
All Neuropsychology/Behavior
following collection(s):
This article, along with others on similar topics, appears in the

Permissions & Licensing

 http://www.neurology.org/misc/about.xhtml#permissions
tables) or in its entirety can be found online at: 
Information about reproducing this article in parts (figures,

 Reprints
 http://www.neurology.org/misc/addir.xhtml#reprintsus

Information about ordering reprints can be found online:

http://www.neurology.org/content/78/24/1974.full.html
http://www.neurology.org/content/suppl/2012/06/10/78.24.1974.DC1.html
http://www.neurology.org/content/78/24/1974.full.html#ref-list-1
http://www.neurology.org/content/78/24/1974.full.html#related-urls
http://www.neurology.org/cgi/collection/all_neuropsychology_behavior
http://www.neurology.org/cgi/collection/all_pediatric
http://www.neurology.org/cgi/collection/developmental_disorders
http://www.neurology.org/cgi/collection/eeg_
http://www.neurology.org/cgi/collection/infantile_spasms
http://www.neurology.org/misc/about.xhtml#permissions
http://www.neurology.org/misc/addir.xhtml#reprintsus

