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LETTERS

MRI Findings Suggestive of Herpes Simplex Encephalitis in
Patients with Anti-NMDA Receptor Encephalitis

We read with great interest the recent article by Zhang et al'
regarding brain MR imaging characteristics of 53 patients
with anti-N-methyl-D-aspartate (NMDA) receptor encephalitis.
In their important analysis, the authors describe 4 distinct imag-
ing patterns: normal MR imaging findings (type 1, 53% of pa-
tients), isolated hippocampal involvement (type 2, 13%), other
brain lesions without hippocampal involvement (type 3, 13%),
and other brain lesions with hippocampal involvement (type 4,
21%).

The authors provide representative images of these 4 imaging
types. The image example for type 4 (lesions in both the hip-
pocampus and other brain areas, Fig 1DI and D2) shows an asym-
metric T2/FLAIR hyperintense presentation of both medial tem-
poral lobes and large parts of the left lateral temporal lobe as well
as bilateral frontal, insular, and cingulate involvement. In our
experience, this MRI pattern is very atpyical for anti-NMDA re-
ceptor encephalitis, for which we have observed much more cir-
cumscribed hippocampal T2/FLAIR hyperintense signal altera-
tions, and only in a few patients,” but would be compatible with
herpes simplex encephalitis (HSE) imaging findings.

Recently, it has been shown that up to 20% of patients with
HSE develop postviral anti-NMDA receptor encephalitis.* These
patients have HSE followed by autoimmune encephalitis with
NMDA receptor autoantibodies weeks to months after initial re-
covery. In light of these findings and the imaging pattern sugges-
tive of HSE in the article by Zhang et al," we would like to suggest
that the presented patient did not have isolated anti-NMDA
receptor encephalitis but rather HSE followed by anti-NMDA
receptor encephalitis. In our opinion, it would be most impor-
tant to discriminate these 2 patient groups, and it would there-
fore be very interesting to know how many patients with type 4
have an imaging pattern that would be compatible with HSE
MR imaging findings. We would like to encourage the authors
to present MR imaging examples of all group 4 patients in an
article supplement. This would be of great interest to the read-
ers and of immense help in clinical practice.
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If some patients with type 4 presented by Zhang et al' indeed
have post-HSE anti-NMDA receptor encephalitis, it would also
affect the interpretation of the correlation analysis, in which a
worse outcome was associated with hippocampal lesions. While
most patients with anti-NMDA receptor encephalitis recover
quite well and frequently do not show any specific MR imaging
changes, most patients with HSE have persistent cognitive im-
pairment associated with hippocampal/medial temporal lobe
damage and corresponding MR imaging findings. Hence, includ-
ing patients with post-HSE anti-NMDA receptor encephalitis in
this correlation analysis could bias the analysis toward an associ-
ation of hippocampal involvement with poor outcome. It would
therefore also be very interesting to reconsider this correlation
analysis.
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