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Single logistic Multiple logistic
Variables regression analysis regression analysis
Odds ratio  p-value Odds ratio_# p-value
Sex 0.992 0.989 /--\" —
Age 204 0.002 ((2157) , o007
Days after onset at initiation of acyclovir 1.097 0.144 —
GCS score at initiation of acyclovir 1424 0.002 ((1431) 0013
Initial leukocyte cell count in CSF 1.000 0.784 — —
Maximum cell value in serial CSFs 1.000 0.801 — —
Initial CSF protein 1.001 0.730 — —
Maximum protein values in serial CSFs 1.002 0.495 — —
Detection of lesion by initial CT 6.222 0.044
Detection of lesion by initial MRI 5.400 0.135
Detection of PLEDs on EEG 1.050 0.936
Corticosteroid administration 3467 0.041

Fig. 1 Results for the estimation of predictors of outcome in HSVE by single and multiple logistic
regression analyses.
The patient’s age, Glasgow Coma Scale (GCS) at initiation of aciclovir, and corticosteroid
administration were found to be significant independent predictors of outcome by multiple
logistic regression analysis. A poor outcome was thus evident with older age, lower GCS scores
at initiation of aciclovir, and no administration of corticosteroid. (ref. 8)
CSF = cerebrospinal fluid, GCS= Glasgow Coma Scale, PLEDs = Periodic lateralized epileptiform
discharges.
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Fig. 2 Serial changes of intrathecal Interleukin-6 (IL-6) concentration in each patient with and
without corticosteroid administration.
The initial CSF values for the IL-6 concentration revealed no significant difference between the
patients with corticosteroid administration (left graph) and those without corticosteroid
administration (right graph). The serial changes of IL-6 CSF values in 9 out of the 10 patients
with corticosteroid administration revealed a marked decline to less than the minimum detection
limit in the interval from the 2nd to 16th day after initiation of the treatment with acyclovir and
corticosteroid. However, the ongoing IL-6 values in the CSF of only 2 out of the 10 patients
without corticosteroid administration declined to less than the minimum detection limit by the
20th day. All of the 3 patients who exhibited a transient increase in IL-6 values at the second
CSF sample, did not receive corticosteroid. The IL-6 CSF wvalues in the patients with
corticosteroid administration declined rapidly to less than the minimum detection limit as
compared to those in the patients without corticosteroid administration. The decline rate of IL-6
in patients with corticosteroid administration at the acute stage of HSVE was significant higher
than that without corticosteroid administration (p =0.034, Mann-Whitney U test). (ref. 10)
Symbols: O indicates less than the minimum detection limit; Days* indicates days after initiation
of treatment.
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Abstract

Infection of herpes simplex virus—Clinical diagnosis and treatment for herpes virus encephalitis—

Satoshi Kamei, M.D.
Division of Neurology, Department of Medicine, Nihon University School of Medicine

Recent clinical management of herpes simplex virus encephalitis (HSVE) is reviewed.

The polymerase chain reaction (PCR) in the cerebrospinal fluid (CSF) has been established as a gold standard
method. However, several problems for the PCR remain, as follows: the difference of minimum detection sensitivi-
ties in PCR, and pseudo-negative result which depend on the day of CSF sample collection after onset. Based on
these problems, the diagnostic management of the recent guideline in USA (2008) was revised. Antiviral therapy
is highly effective in reducing the mortality rate. However, only less than one-half of patients are able to return to
normal. Recent therapeutic managements in EU (2007) and USA recommended acyclovir treatment for 2-3 weeks.
However, according to the analysis of prolonged clinical course of HSVE (Taira N et al. 2009), such prolonged acy-
clovir treatment had a limited potential in their outcome. We recently reported that one pharmacological mecha-
nism related to corticosteroid in HSVE was apparently inhibition of pro-inflammatory cytokines such as IL-6 (Ka-
mei S et al. 2009).

(Clin Neurol 2011;51:1040-1043)
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