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L E T T E R

Letter to the editor regarding “early timing of anesthesia in 
status epilepticus is associated with complete recovery:  
A 7-year retrospective two-center study”

We read with great interest the recently published paper 
“Early timing of anesthesia in status epilepticus is associated 
with complete recovery: A 7-year retrospective two-center 
study”.1 The authors, focusing on a relevant question, ana-
lyzed 246 status epilepticus (SE) episodes receiving intuba-
tion (of 762 patients overall with SE treated in two hospitals), 
concluding that early anesthesia is associated with better 
outcome, shorter SE duration, and fewer infections.

This article is credited for stimulating the discussion on 
early SE management. However, these findings have a po-
tential practical impact, as it may be inferred that earlier use 
of anesthetic drugs than currently recommended2–4 should 
be broadly encouraged in patients with SE. However, post 
hoc analysis of meticulously controlled data from prospec-
tive randomized studies showed that both early and late 
anesthetic treatments are associated with worse clinical 
outcomes.5 In addition, decisions to perform endotracheal 
intubation in established SE is mostly based on local prac-
tices, and do not depend entirely on patient characteristics 
or early clinical recovery after SE treatment.6 In the present 
study, the results favoring early intubation may be the con-
sequence of the methods chosen for comparisons.

There is a marked local practice variation across the 
two centers (e.g., 44% vs 12% of anesthetized patients; in 
the first center, anesthetics administration occurred as 
first or second line in >50% of patients); this suggests a 
natural experiment, and the authors performed statistical 
adjustment for center of recruitment. However, to avoid 
information bias (which is statistically not correctable), 
case ascertainment should be symmetrical across centers; 
this may be questionable in the studied cohort, as to our 
knowledge only one center maintains a prospective SE 
registry since several years.7

Furthermore, the authors compared patients who re-
ceived anesthesia earlier than recommended (as first- or 
second-line treatment) with those receiving it later (after 
third-line treatment), but not with those not anesthetized. 
We fear that this choice may introduce a selection bias (also 

not amendable with statistics). It has been shown that a 
consistent proportion of SE patients receiving early anes-
thesia are intubated post-ictally after a single seizure, or due 
to nonepileptic events, or in cases of early responding SE,8 
which would have probably responded to any first-line treat-
ment. The surprisingly lower mortality rate of anesthetized 
patients in the present study (6%), compared to a contem-
porary multicenter cohort of refractory SE patients receiving 
anesthesia (27%),9 supports this hypothesis. Comparing such 
patients with those experiencing refractory SE (or receiving 
anesthesia as third or later treatment) does not seem entirely 
sound. Patients with refractory SE have indeed clearly worse 
outcomes,10 and it would have been crucial to at least ac-
count for SE refractoriness in the statistical corrections, and 
to report the proportion of patients dying with ongoing SE.

In summary, it may be possible that SE patients de-
serve early anesthesia, but before changing current treat-
ment guidelines (which are still insufficiently followed, 
particularly at the beginning of the SE episode),11 a proper 
analysis of the existent data and ideally a randomized-
controlled trial seem necessary.
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