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Introduction: There are still controversies over pill substitution
among AEDs: some studies claimed that switching between brand
and generic AED (generic substitution) can lead to breakthrough
seizures; other studies have refuted these concerns. France and some
US states recommend limiting substitution of generic AED. We aimed
at further estimating the association between generic substitution and
loss of seizure control.

Patients (or Materials) and Methods: We used data from the French
National Health Insurance Information System linked with the
French Hospital Discharge Database to identify a cohort of patients
aged 18 years or more who filled a prescription in 2010 tor AED
that had at least 1 brand-name and 1 generic form available on the
French market (carbamazepine, lamotrigine, levetiracetam, oxcar-
bazepine, topiramate, or valproic acid). Patients with a medical his-
tory of stroke or cancer and women who gave birth (ICD-10 codes,
O80-084) were excluded. We used a case-crossover design to assess
the relationship between seizure-related hospitalization and generic
substitution. For this preliminary analysis, cases were identified as
individuals with a seizure-related hospitalization between July 2010
and December 2010 (ICD-10 codes, G40 or G41). The index date
was defined as the date of first occurrence in the inpatient file of the

codes of interest pending a preceding hospitalization-free period of at
least 6 months with regular dispensations of targered AED. The case
period corresponded to the 3 months preceding the index date; the
control period was defined as the 3 months immediarely preceding the
case period. Generic substitution was defined as a filled prescription
for a generic AED that was preceded by a filled prescription for a
brand-name counterpart. Martched odds ratio estimates were based
on the ratio of discordant pairs of case and control periods in regard
to generic subsriturion; ORs and 95% Cls were estimated using con-
ditional logistic regression model. All analyses were conducted using
the SAS sranisrical package (version 9.2; SAS Institute).

Results: The cohort included 566,549 adult patients flling rargeted
AED. We identified 10,089 patients with eligible seizure-related hos-
pitalization in the second half of 2010, excluding stroke, cancer, and
childbirth. Among them, 2980 had regular dispensations. Generic
substiturion was observed in 461 patients, 273 in the case period and
258 in the control period; marched OR = 1.08 (95% CI, 0.88-1.32).
Conclusion: Generic substitution was not associated with an elevated
risk of seizure-related hospiralization.
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