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INFECTIOUS/AUTOIMMUNE DISORDERS

Clinical Features of Infectious and Autoantibody Encephalitis
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Investigators from University of Sydney, Australia;
John Radcliffe Hospital, Oxford, UK; Imperial College,
London, UK; and other centers, studied infectious, immunemediated/autoantibody associated and unknown forms of
encephalitis, including frequencies, clinical and radiological
phenotypes, and long-term outcome. In a retrospective
single-center cohort of 164 Australian children, an
infectious encephalitis occurred in 30%, infectionassociated
encephalopathy
in
8%,
immunemediated/autoantibody-associated encephalitis in 34%, and
unknown encephalitis in 28%. An etiology was proposed in
118 (72%) patients, of whom 64 (39%) were confirmed, 29
(18%) probable, and 25 (15%) possible. In order of
decreasing
frequency,
subgroups
included
acute
disseminated encephalomyelitis (21%), enterovirus (12%),
Mycoplasma pneumoniae (7%), N-methyl-D-aspartate
receptor antibody (6%), herpes simplex virus (5%), and
voltage-gated potassium channel complex antibody (4%).
Movement disorders, psychiatric symptoms, agitation,
speech dysfunction, CSF oligoclonal bands, MRI limbic
encephalitis, and clinical relapse were more common in
patients with autoantibodies. Age at presentation was a
mean of 5.5 years (range 5 weeks-15.1 years), and 94 (57%)
were male. The majority (35%) presented during the
Australian winter season. Clinical features were fever
(77%), seizures (54%), headache (43%), weakness (37%),
agitation (34%), CSF pleocytosis (71%). EEG slowing
occurred in 85%, and epileptiform discharges in 21%.
Outcome was abnormal in 49% patients, after a median
follow-up of 5.8 years. Herpes simplex virus and unknown
forms had the worst outcomes. An abnormal outcome was
more common in patients with status epilepticus, MR
diffusion restriction, and ICU admission. Recognition and
treatment
of
the
relatively
common
immunemediated/autoantibody-associated cases of encephalitis
should be a clinical priority. [1]
COMMENTARY. In this study, using the Granerod
classification [2], encephalitis was defined as an acute
encephalopathy with >-2 of the following: fever >38 °C,
seizures or focal neurologic signs, CSF pleocytosis
(>5wbc/uL) or elevated CSF neopterin (>30nmol/L), and
EEG slowing or abnormal MRI. Confirmed diagnosis had

the organism or autoantibody detected in CSF or brain. A
probable diagnosis had serological evidence of acute
infection or autoantibody, and a possible diagnosis was
based on detection of the organism from stool or
nasopharynx. The term infection-associated encephalopathy
rather than encephalitis was used for encephalitis related to
influenza virus or rotavirus. Encephalopathy is defined as an
altered or reduced level of consciousness and change in
personality or behavior or confusion lasting >24 hours [3].
In the UK, the Aetiology of Encephalitis Study Group [4]
made a diagnosis by first-line laboratory testing in 111
(55%) of 203 patients. HSV was detected in 19%, varicellazoster virus in 5%, and Mycobacterium tuberculosis was
identified in 5%. Sixteen (8%) samples showed either Nmethyl-d-aspartate receptor or voltage-gated potassium
channel complex antibodies. An etiological diagnosis was
not determined in one-third of cases, a similar frequency to
that found in Australia.
Disclosures

The author(s) have declared that no competing interests exist.

References

1. Pillai SC, Hacohen Y, Tantsis E, Prelog K, Merheb V, Kesson A, et al.
Infectious and Autoantibody-Associated Encephalitis: Clinical Features
and
Long-term
Outcome.
Pediatrics.
2015;135(4):e974-84.
http://dx.doi.org/10.1542/peds.2014-2702. PubMed PMID: 25802349.
2. Granerod J, Cunningham R, Zuckerman M, Mutton K, Davies NW,
Walsh AL, et al. Causality in acute encephalitis: defining aetiologies.
Epidemiol Infect. 2010;138(6):783-800. http://dx.doi.org/10.1017/
s0950268810000725. PubMed PMID: 20388231.
3. Granerod J, Ambrose HE, Davies NW, Clewley JP, Walsh AL, Morgan
D, et al. Causes of encephalitis and differences in their clinical
presentations in England: a multicentre, population-based prospective
study. Lancet Infect Dis. 2010;10(12):835-44. http://dx.doi.org/
10.1016/s1473-3099(10)70222-x. PubMed PMID: 20952256.
4. Ambrose HE, Granerod J, Clewley JP, Davies NW, Keir G,
Cunningham R, et al. Diagnostic strategy used to establish etiologies of
encephalitis in a prospective cohort of patients in England. J Clin
Microbiol. 2011;49(10):3576-83. http://dx.doi.org/10.1128/jcm.0086211. PubMed PMID: 21865429

Pediatric Neurology Briefs 2015;29(4):32. http://dx.doi.org/10.15844/pedneurbriefs-29-4-7.
ISSN: 1043-3155 (print) 2166-6482 (online). Received 2015 Apr 19. Accepted 2015 Apr 26. Published 2015 Apr 29.
©2015 The Author(s). This work is licensed under a Creative Commons Attribution 4.0 International License.

32

