the pathogenesis of human herpesvirus-6 encephalitis/en-
cephalopathy may be different between patients with fe-
brile-period onset and those with exanthematous-period
onset. However, the onset of neurologic signs did not cor-
relate with the occurrence of sequelae, The frequency of
neurologic sequelae was higher in patients with abnormal
computed tomography findings than in those with normal
findings (P = 0.0097), suggesting that computed tomogra-
phy is a useful procedure for predicting patients’ progno-
ses. Magnetic resonance imaging is considered more
sensitive than computed tomography for the detection of
abnormal radiologic findings. However, magnetic reso-
nance imaging did not predict the occurrence of neurologic
sequelae, and abnormal findings were evident in 12 of 21
patients without neurologic sequelae, probably because of
excess sensitivity.

Although specific findings of exanthem subitum-associ-
ated encephalitis/encephalopathy could be useful for pa-
tient management, no characteristic findings have been
demonstrated to date. Examination of cerebrospinal fluid
is useful in diagnosing ceniral nervous system infections.
In contrast to herpes simplex encephalitis, most patients ex-
hibited normal cerebrospinal fluid in this survey. Detecting
viral DNA in cerebrospinal fluid is important for determin-
ing the etiologic agent of the disease, and human herpesvi-
rus-6 DNA was detected in 53.8% of patients in this survey.
However, because polymerase chain reaction protocols and
sensitivities are not standardized, further studies using
a standardized polymerase chain reaction protocol are nec-
essary to determine the detection rate of human herpesvi-
rus-6 DNA in these patients. Recently, it was
demonstrated that diffusion-weighted magnetic resonance
imaging (without the corresponding apparent diffusion co-
efficient result) or fluid-attenuated inversion recovery mag-
netic resonance imaging is useful in the early detection of
abnormal findings in encephalitis patients [35]. In this sur-
vey, abnormal findings in diffusion-weighted magnetic res-
onance imaging were reported for many patients, but these
observations varied, without any specific findings. Further-
more, the mean time for performing magnetic resonance
imaging was 8.7 days after onset of illness, which suggests
that magnetic resonance imaging may be difficult to
perform in the acute phase of the disease. To evaluate the
reliability of radiologic examinations for detecting the char-
acteristic findings of the disease, it is necessary to define
a protocol for radiologic examinations, and to analyze
a large number of cases prospectively. Moreover, details
of radiologic findings should be examined in future sur-
veys, to identify the characteristics of exanthem subitum-
associated encephalitis/fencephalopathy.

Although this study provides important information
about exanthem subitum-associated encephalitis/encepha-
lopathy (in particular, the unexpectedly high incidence of
severe neurologic sequelae), it has several limitations
because it was a questionnaire-based epidemiologic study.
Although a severe case of encephalitis is easy to diagnose
in exanthem subitum-associated encephalitis/fencephalopa-
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thy, it may be difficult to distinguish between mild enceph-
alitis/encephalopathy and atypical febrile seizures in a case
with mild signs. Therefore, different thresholds for the diag-
nosis of mild exanthem subitum-associated encephalitis/
encephalopathy among pediatricians might affect case re-
ports. Moreover, the possibility of bias at the responding
hospitals cannot be completely ruled out. To solve these
problems, a future prospective study following exanthem
subitum-associated encephalitis/encephalopathy  within
a small area (e.g., Aichi Prefecture) is necessary. .
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