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Abstract

The prevalence of epilepsy in persons with multiple sclerosis (MS) is thrice that of the
general population. The association between epilepsy and MS prognosis and its
management are however largely unknown. The prevalence of concomitant MS and
epilepsy is low, making recruitment of sufficient numbers of patients for single-centre
studies difficult. To circumvent this, we cross-referenced the Swedish MS register
(SMSreg), which covers at least 80% of prevalent MS cases, with a series of other
national registers, making a cohort of up to 370 MS patients with epilepsy available
for our studies. This thesis addresses clinically pertinent questions on diagnosis,
prognostic impact and treatment of epilepsy in MS.

In a first-ever evaluation, we found the 10-year risk of epilepsy following a first
unprovoked seizure in MS to be 51.4% (95% CI 44 —58.9%). Hence, a single seizure
in MS is not sufficient for epilepsy diagnosis as it does not exceed the diagnostic
threshold (60%) (Paper I). In assessing the prognostic impact of epilepsy, we found
epilepsy to be associated with at least fourfold increased mortality, although seizure-
related deaths were rare. Epilepsy was not associated with an increased risk of
conversion to secondary progressive MS (Paper I1). Regarding treatment of epilepsy in
MS, we discovered carbamazepine to be the most prescribed antiseizure medication at
treatment initiation, although retention tended to be higher with lamotrigine (Paper
I11). Lastly, we tested the hypothesis whether the introduction of disease modifying
treatments for MS has affected the incidence of epilepsy in MS. We could not confirm
this, but instead found a steady increase in epilepsy prevalence between 1991 — 2018
(Paper IV).

In conclusion, we confirm a negative prognostic association between epilepsy and MS
and offer novel insights into diagnosis and treatment of epilepsy in MS. We also
demonstrate the feasibility and necessity of using a register-based approach to study a
relatively rare form of acquired epilepsy.
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