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Refractory status epilepticus: Is there room for grading

refractoriness?

To the Editors:,

We read with interest the work by Dr Beuchat and col-
leagues, and we congratulate them for providing insights
into the outcome of status epilepticus (SE) at successive
treatment steps and for clinically confirming the notion of
refractory SE (RSE).!

In a post hoc analysis of the SENSE (Sustained Effort
Network for treatment of Status Epilepticus) cohort study,
the likelihood of SE cessation significantly decreased
between the first two and the third treatment lines and
remained relatively stable afterward.! These findings are
clinically relevant because they highlight the possibility
of controlling seizure activity after different treatment
failures. Similarly, the case fatality and the likelihood of
good functional outcome at discharge were significantly
different across treatment steps; these findings were ex-
plained by the difference between the first two and the
third attempts, with no significant difference thereafter."
It is, however, worth noticing that there was a tendency
toward less favorable outcomes with increasing number
of treatments failed; whereas 8% of people with SE re-
sponsive after the first two treatments died and 75% had
a good functional outcome, the corresponding figures for
those treated with more than five antiseizure medications
(ASMs) were 26% and 38%."

The lack of analyses based on the types of treatments
(i.e., ASMs vs. general anesthesia) did not allow explora-
tion of whether differences exist according to the use of
anesthetic agents. In a real-world cohort of routine-care
SE management based on a stepwise approach, subjects
with RSE that resolved with subsequent ASMs had a simi-
lar mortality, but a higher rate of poor functional outcome
at discharge compared to subjects with responsive SE.
Additionally, subjects with RSE that resolved with anes-
thetic agents were at higher risk of death and worsening
of functional status at discharge compared to subjects
with RSE that resolved with ASMs.? In a large, admin-
istrative dataset containing medication data, the cohorts
of low (i.e., treatment with none or one intravenous ASM

and no intravenous anesthetics), moderate (i.e., treatment
with more than one intravenous ASM and no intravenous
anesthetics), and high refractory SE (i.e., treatment with
at least one intravenous ASM and at least one intrave-
nous anesthetic) were defined.’ High refractory SE was
associated with a higher in-hospital mortality compared
to moderate and low refractory SE, and the composite
endpoint of in-hospital mortality and discharge to hos-
pice was significantly more common in high (25.3%) than
moderate (13.6%) and low (7.9%) refractory groups.3

The currently available evidence, despite the limits
that allow inferring associations but not causation, sug-
gests that different degrees of refractoriness may bet-
ter suit the heterogeneity of SE and the spectrum of SE
burden and outcome.* Additional, ideally prospective
studies including participants matched for their disease
rather than treatment preferences and controlling for the
effects of potential confounders like etiology’ and semi-
ology®’ are needed to identify the best framework of SE
refractoriness.
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