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transient meningiOencePhalitis 
assOciated With adenOvirus 
infectiOn
to the editor: 

a denoviruses (AdV) are DNA viruses 
that typically cause infections involving 

the upper or lower respiratory tract, gastro-
intestinal tract, or conjunctiva. Neurological 
manifestations of AdV infections in immu-
nocompetent children are considered rare, 
and include meningitis, myelitis, encephali-
tis and Reye-like syndrome [1]. There are a 
few case reports describing a distinct entity 
of AdV-associated-encephalopathy [1,2]. 

We encountered three male children 
(mean age 6.5 years, range 4.5–10 years) 
who presented to the emergency depart-
ment (ED) with a reduced level of con-
sciousness, convulsions and other signs 
and symptoms consistent with adenovirus 
infection, which included tonsillitis (P1 
and P3) and conjunctivitis (P2). Physical 
examination revealed nuchal rigidity in 
two patients. Lumbar puncture (LP) dem-
onstrated no pleocytosis in P1. In P2 pleo-
cytosis was evident (5 polymorphonuclear 
cells, 7 lymphocytes and 5 unidentified 
cells), and in P3 pleocytosis could not be 
ruled out due to a bloody tap. Toxic screen 
and brain imaging, including computed 
tomography (CT) with contrast media and 
magnetic resonance imaging (MRI), were 
unremarkable. Electroencephalogram 
revealed generalized encephalopathy in two 
children and was unavailable for the third 
patient. Using polymerase chain reaction 
(PCR), AdV was identified in the cerebro-
spinal fluid (CSF) (P2 and P3), sputum (P1 
and P3) and blood (P2 and P3). Treatment 
included antibiotics, acyclovir and dexa-

methasone upon admission. Although 
the three patients were dramatically ill at 
presentation in the ED, they all recovered 
rapidly (3–5 days after admission) with no 
neurological sequelae. 

Most published cases of AdV-related en- 
cephalitis occurred in neonates or immu-
nocompromised children, and were typi-
cally associated with a fulminant and often 
fatal course [3]. The current notion is that 
central nervous system (CNS) involvement 
due to AdV is rare in the pediatric immu-
nocompetent host [4]. 

A MEDLINE search of English-language 
literature for the period 1972–2013 revealed 
only nine other case reports depicting an 
acute profound encephalopathy due to AdV 
that resolves quickly and has no substantial 
sequelae [1,2]. The most extensive included 
seven patients, all of whom presented with 
transient encephalopathy and unremark-
able LP results, associated with intercurrent 
AdV infection [1].

All three patients described here simi-
larly had a stereotypic course of profound 
encephalopathy and seizures in the pres-
ence of intercurrent AdV infection. Patients 
2 and 3 had adenovirus virorachia, strongly 
supporting direct adenoviral involvement 
of the CNS, although in view of the bloody 
contamination of the CSF of patient #3, we 
cannot exclude the possibility that the CSF 
PCR positivity was a reflection of intercur-
rent adenovirus viremia. They all had nor-
mal neuroimaging, rapid convalescence, 
and good neurological outcome. 

Due to clinical improvement, the pa- 
tients were not tested for other viral infec-
tions. Moreover, tests for arbovirus infection 
are not routinely carried out in our institu-
tion. Overall, the clinical, laboratory and 

imaging studies in our patients support the 
diagnosis of AdV-related encephalitis.  

Evaluation for AdV infections in the ED 
is not routinely carried out in the setting 
of pediatric encephalopathy/encephalitis. 
Finding the etiological agent in cases of 
acute encephalopathy is important for 
prognosis and management and to reassure 
parents if benign entities are documented. 

Our findings should increase awareness 
of this eventually benign and reversible 
clinical entity. Further studies are needed 
to assess whether routine evaluation for 
adenoviral infection should be a part of the 
encephalopathy and encephalitis investiga-
tion algorithm.
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In the circulation, the secreted protein Reelin acts to stem 
bleeding after injury. Receptors for Reelin are found on the 
endothelial cells that line blood vessels. Ding et al. questioned 
whether Reelin contributes to atherosclerosis: plaque buildup in 
arteries. Mice that lacked Reelin in the circulation were protected 

from diet-induced atherosclerosis. Reelin deficiency prevented 
leukocytes from sticking to endothelial cells, a critical first step 
in the inflammatory response that promotes atherosclerosis.
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