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Abstract

Background: The indication and optimal duration of antiepileptic drug
(AED) prophylaxis after aneurysmal subarachnoid hemorrhage (SAH) re-
mains controversial. Our institution practices routine seizure prophylaxis for
variable durations at the discretion of the neurosurgeon and neuro-intensivist.
Given the propensity of late onset seizures to progress to chronic epilepsy, we
sought to investigate the efficacy of extended AED prophylaxis in reducing
the risk of late seizures. Methods: This retrospective study analyzed 36 pa-
tients who were admitted to our neurosurgical intensive care unit (NICU)
over a 2-year period (1st November 2015 to 31st October 2017). All hospital
admissions records, electronic medication records as well as outpatient visits
up to 1 year were reviewed. Late onset seizures were defined as seizures oc-
curring more than 7 days post-intervention (or presentation if no interven-
tion was performed) up to 1 year of follow-up. Results: Majority of the pa-
tients received Levetiracetam (94%) as seizure prophylaxis and late onset sei-
zures occurred in 6 (17%) of the patients. Those patients who received a
greater proportion of in-patient stay with AED prophylaxis had a statistically
significant lower risk of developing late seizures (OR = 0.964, 95%, p = 0.02).
Although the value tended towards benefit (OR = 0.382) for AED > 21 days
in-hospital, the result was not statistically significant (p = 0.307). Conclusion:
An extended duration of AED prophylaxis, in particular Levetiracetam, may
confer some benefit in reducing risk of developing late seizures. However, the
optimal duration of therapy is yet to be determined and further large mul-
ti-centered randomized studies are necessary.
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1. Introduction

Seizures as a complication of subarachnoid hemorrhage (SAH) from aneurysmal
rupture have been reported to have an incidence ranging from 10% to 26% [1]
[2] [3]. It is an important clinical concern with potentially catastrophic conse-
quences from re-rupture of an unsecured lesion [4]. Seizures are also associated
with immediate complications of increased intra-cranial pressure and metabolic
stress as well as late complications such as chronic epilepsy and poor outcome 30
to 90 days from aneurysm rupture [3] [5].

Onset seizures are usually defined as seizures occurring at the time of and
within 12 - 24 hours of aneurysm rupture and have been reported at a rate of
about 10% [5]. Although most series have not found onset seizures to be inde-
pendently associated with poor outcome or with chronic epilepsy [6], there has
been an association in one study [5]. Early seizures (within 1 week from inter-
vention) have an incidence of 2.3% and late seizures (>1 week from interven-
tion) occur at a rate of 5.5% [7]. Of note, 53.6% of patients who developed a late
seizure progressed to chronic epilepsy [1].

Despite more than three decades of research to minimize seizure load, the in-
dication and optimal duration of antiepileptic drug (AED) prophylaxis remains
a subject of much controversy. Due to concerns about safety of routine AED
prophylaxis, primarily Phenytoin, related to neurological deterioration, vasos-
pasms and poorer outcome [8] [9], there was a paradigm shift against AED
prophylaxis with some institutions recommending no prophylaxis [10].

The advent of Levetiracetam with superior tolerability and favorable pharma-
cokinetic profile has brought about renewed support in the practice of AED
prophylaxis [11]. A recent survey sent to 25 US centers with high volume aneu-
rysmal SAH cases revealed 52% of respondents endorsing utility of seizure
prophylaxis with 94% using Levetiracetam as the first-line medication [12]. Du-
ration of AED prophylaxis was highly varied, ranging from 1 day to 6 weeks fol-
lowing SAH with most clinicians preferring a duration of 7 to 21 days.

In our center, routine seizure prophylaxis is being practiced with close fol-
low-up of patients for a year after SAH. This presents a unique dataset where
extended AED therapy and late onset seizures can be examined. Therefore, we
conceptualized this study to review the effect of the duration of AED prophy-
laxis on the incidence of late onset seizures occurring more than 7 days
post-intervention up to 1 year. Given the propensity for late seizures to progress
to chronic epilepsy [1], we believe they may be amenable to extended AED
prophylaxis. We also examined the factors that may contribute to late onset
seizures that may form part of a set of criteria for recommendation of ex-

tended AED prophylaxis.

2. Methods

We retrospectively analyzed patients who were admitted to our NICU with

aneurysmal SAH over a 2-year period (1st November 2015 to 31st October 2017).
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Institutional Review Board approved this study (CIRB 2018/2417) with waiver of
informed consent. We identified these patients using the hospital International
Classification of Diseases (ICD) discharge diagnosis of SAH [13]. Patients were
excluded if SAH was secondary to non-aneurysmal causes such as trauma or
spontaneous intraparenchymal hemorrhage. Patients with pre-existing seizure
disorder or death within 72 hours were also excluded. All hospital admission
records, electronic medication records as well as outpatient visits up to 1 year
were retrospectively studied. Our electronic database captures nationwide data
and all outpatient as well as emergency visits will be recorded. Baseline demo-
graphic information (age, sex, co-morbidities), clinical characteristics at presen-
tation (GCS recorded, modified Fisher grade and location of aneurysm), type of
intervention (clipping, coiling or none), evidence of vasospasm, length of hos-
pital stay and GCS at discharge were recorded. Seizures were documented ac-
cording to their time of onset: [1] [2]

1) Onset seizure—within 12 - 24 hours of presentation;

2) Early seizure—within 7 days of intervention or presentation if no interven-
tion was performed;

3) Late seizure—more than 7 days post-intervention or presentation, up to 1
year of follow-up.

Seizures observed in the pre-hospital setting at initial presentation or during
the follow-up period by family members or caregivers, paramedics and ED staff
were recorded. Seizures were diagnosed clinically or by EEG as inpatients.

Choice of AED, including loading dose and duration of therapy was left to the
discretion of the attending intensivist and neurosurgeon. Levetiracetam was the
predominant choice and was initiated at a loading dose of IV 1000 mg followed
by a 500 to 750 mg BD maintenance dose. Phenytoin was administered at IV 1
gm loading with 100 mg every 8 hours.

Statistical analysis was performed using IBM SPSS Statistics (Version 26) with.
Results of univariate logistic regression are presented in Table 1. Statistical sig-

nificance was set at p < 0.05.

3. Results

A total of 41 patients were admitted during this period with the diagnosis of
aneurysmal SAH.2 died within 30 days of admission. A further 2 inpatient mor-
talities were recorded and did not complete the 1-year follow-up period. 1 pa-
tient developed early seizures within 7 days despite prophylaxis and was ex-
cluded. The clinical characteristics of the patients included in the final analysis
are displayed in Table 2.

Of the 36 patients who were included in the analysis, 21 suffered from an
aneurysm in the anterior circulation and 15 in the posterior circulation. 21 pa-
tients had a modified Fisher grade of 23 and 2 (6%) patients were reported to
have onset seizures with 1 patient subsequently developing a late seizure after

discharge at 210 days. Most of the patients (94%) were given Levetiracetam as
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Table 1. Overall seizure risk by clinical characteristics.

No of patients

No of patients

without seizures  with seizures OR (95% €D p Value
GCS on arrival 30 6 0.690 (0.528, 0.903) 0.007
Total Duration of AED in hospital
<21 days 13 4 Reference
>21 days 17 2 0.382 (0.060, 2.421) 0.307
Proportion of Inpatient 30 6 0.964 (0.934,0.994)  0.019
Stay with AEDs
Modified Fisher Grade
0-2 13 2 Reference
3-4 17 4 1.529 (0.242, 9.675) 0.652
Location of Aneurysm
Anterior circulation 17 4 Reference
Posterior circulation 13 2 0.654 (0.103, 4.136) 0.652
Vasospasms
No 20 3 Reference
Yes 10 3 2 (0.34,11.756) 0.443
Hydrocephalus
No 22 4 Reference
Yes 8 2 1.375 (0.210, 9.015) 0.740
Intervention
Clip 14 1 Reference
Coil 11 4 5.091 (0.496, 52.287) 0.171
None 5 1 2.800 (0.146, 53.709) 0.495
Table 2. Demographics and clinical characteristics.
Value (%)
Age, Mean +/- SD 57 +/-13
Male 10 (28)
Female 26 (72)
SAH Severity
Anterior Circulation 21 (58)
Posterior Circulation 15 (42)
GCS<13 12 (33)
Modified Fisher > 3 21 (58)
DOI: 10.4236/0jmn.2019.94037 404 Open Journal of Modern Neurosurgery
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Continued
Complications
Onset seizures 2 (6)
Vasospasms 13 (36)
Hydrocephalus 10 (28)
Levetiracetam 34 (94)
AED Prophylaxis
Phenytoin 2(6)
Levetiracetam 34 (94)
Median Duration of AED (IQR) 25 days (13, 48)
Average Proportion of Inpatient Stay with AEDs 71
Intervention
Clipping 15 (42)
Coiling 15 (42)
No intervention 6 (16)
Late Seizures
>7 days to 3 months 3
>3 months to 1 year 3
Mean time of onset of late seizures 128 days
Outcome
Median LOS 38 days
GCS < 15 at discharge 4 (11%)

prophylaxis and no delayed neurological deficits (DNID) were reported. 13
(36%) patients were diagnosed with vasospasms and 10 (28%) developed hydro-
cephalus during their stay. Median LOS was 38 days with median duration of
AED administered at 25 days. Majority of the patients made a full neurological
recovery with only 4 patients (11%) having a GCS of <15 at discharge.

3 patients developed delayed seizures between 14 days to 3 months and 3 oth-
er patients presented with late seizures beyond 3 months to a year of follow-up.
In total, 6 (17%) patients developed late onset seizures. Mean time of onset of
late seizures was 128 days (4.3 months).

Patients with a better GCS on arrival had a lower risk of developing late sei-
zures (OR = 0.690, 95% CI = (0.528, 0.903), p = 0.007). Those patients who re-
ceived a greater proportion of inpatient stay with AED prophylaxis had a statis-
tically significant lower risk of developing late seizures (OR = 0.964, 95% CI =
(0.934, 0.994), p = 0.019). Although the value tended towards benefit (OR =
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0.382 95% CI = (0.060, 2.421)) for AED > 21 days in hospital, the result was not
statistically significant (p = 0.307).

4. Discussion

The purpose of this study is to examine our local experience with extended du-
ration of AED prophylaxis in relation to late onset of seizures. We also analyzed
the various interventions and known risk factors that are associated with late
seizures that often progress to chronic epilepsy.

Seizures in aneurysmal SAH are predominantly simple partial seizures with or
without secondary generalization. Non-convulsive status epilepticus has been
reported in up to 18% of cases [2] [14] [15]. Diagnosis will require a high index
of suspicion and performance of an EEG. Routine seizure prophylaxis with
AEDs remains controversial as there is a lack of demonstrable benefit [16] [17].
Phenytoin was the predominant AED in these studies and there was considera-
ble concern over their routine use due to adverse impact on outcome. Phenytoin
was identified as an independent predictor for poor functional outcome at 14
days (OR 1.5%, 95% CI 1.2 - 1.9) and for poor cognitive outcome at 3 months (p
= 0.003) [9]. The use of AEDs in patients with aneurysmal SAH was also asso-
ciated with poor 3-month outcome with worse Glasgow outcome scale, vasos-
pasms, neurological deterioration, cerebral infarction and fever [8].

On the other hand, some studies have demonstrated increased risk of late sei-
zures in patients who are not started on AED prophylaxis compared to those
who were treated early [7] [18]. More recent studies with Levetiracetam as the
main drug suggest lower seizure incidence and better functional outcomes at
discharge as compared to traditional AEDS [19] [20].

A separate study by Murphy-Human T ef a/ comparing extended course of
phenytoin with a 3-day course of Levetiracetam in 442 patients found a higher
rate of in-hospital seizures in the latter group (3.4% vs 8.3%) [21]. The authors
attributed most of this difference to late seizures in the Levetiracetam group and
suggested a longer duration of prophylaxis may be required to minimize sei-
zures. Considering this finding, the same authors conducted the first rando-
mized trial evaluating duration of seizure prophylaxis after SAH by comparing
the effectiveness of a short 3-day course of Levetiracetam to an extended course
of the same drug till discharge [22]. In-hospital seizures occurred in 3 (9%) in
the short course versus 1 (2%) in the extended group. Although superiority of
extended duration of Levetiracetam was not demonstrated, there was a trend to
benefit in reducing in-hospital seizures.

After retrospectively reviewing our own group of patients, we found a statisti-
cally significant difference in the OR for late seizures in patients who received a
higher proportion of inpatient stay with AED prophylaxis as compared to those
who received a lower proportion(p = 0.019). However, the absolute OR is small
(0.964) and its impact on clinical significance remains to be further investigated.

A 21-day cut-off point, which was the upper limit described in the study by De-
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wan MC et al, [12] was applied in our data analysis. The OR for patients on ex-
tended duration of AEDs > 21 days trended towards benefit (0.382), but the re-
sult was not statistically significant (p = 0.307). It would, nonetheless, be difficult
to recommend routine till-discharge prescription of AED due to increased cost
and they should only be reserved for patients who fulfil a predefined set of clini-
cal criteria. Other factors examined such as modified Fisher scale, presence of
vasospasms or hydrocephalus did not yield statistically significant results. Most
of our patients received Levetiracetam and it was generally well tolerated with no

reported clinically significant side effects or DNID.

5. Limitations

Our study has some limitations due to its retrospective design. The diagnosis of
seizures was mostly clinical except for one via EEG. Routine EEG monitoring
was not performed in all subjects and this may lead to under-reporting of sei-
zures, especially non-convulsive seizures. Although our electronic medical
records system is robust and covers nationwide data, side effect of AEDs may
have been under-recorded. Other limitations include a smaller final sample size
due to mortalities during the long follow-up period specified in our study. Given
the difficulty in recruitment for randomized trials [19], a large multi-centered
study will be required to determine the optimum duration of Levetiracetam as

well as specific criteria for extended duration of AED prophylaxis.

6. Conclusion

Patients who had a larger proportion of inpatient stay on AED prophylaxis had a
statistically significant reduction in risk of developing late seizures. Patients who
received more than 21 days of AEDS had an OR (0.382) that trended towards
benefit but was not statistically significant. The optimum duration of AED
prophylaxis, specifically Levetiracetam and the clinical criteria for recommenda-
tion of extended duration of AEDs to prevent late onset seizures will require

further large multi-centered randomized studies.
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