
Infectious mononucleosis is a benign, self-limit-
ing disorder caused by primary Epstein-Barr vi-
rus (EBV) infection. Various neurological diseas-
es, such as encephalitis, meningitis, acute inflam-
matory polyneuropathy, Bell’s palsy, and periph-
eral neuropathy, may be associated with EBV in-
fection; however, involvement of the central ner-
vous system (CNS) is relatively uncommon [1-
5]. Rare cases of hypoglossal nerve palsy associ-
ated with acute EBV infection have been report-
ed in children [6-9]. Herein, we report a case of 
unilateral and reversible hypoglossal nerve palsy 
with acute EBV infection. The study was re-
viewed and approved by the Ewha Womans 
University Seoul Hospital Institutional Review 
Board (IRB File No: SEUMC 2021-07-028). 
The requirement for informed consent was 
waived by the board. 

A previously healthy 17-year-old man present-
ed with a 7-day history of severe left sublingual 
pain, paralysis, and lingual dysarthria. He had not 
received any dental treatment in recent years. 
However, he had recently experienced upper re-
spiratory tract infection symptoms, which in-
cluded cough and rhinorrhea, for 5 days before 
he was left with sublingual paralysis. He was 
barely able to move his tongue to the left side, 
with severe pain in the tongue that disturbed  
his sleep and made it difficult to swallow food 
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(Fig. 1). He complained of occasional but severe 
pain extending to the tongue, cheeks, throat, and 
chest, with difficulty breathing. The patient’s vi-
tal signs were stable and within the normal range, 
and his body temperature was normal 1 day be-
fore arrival at the hospital. Blood tests revealed 
mild leukocytosis and elevation of C-reactive 
protein, with no electrolyte abnormalities except 
mild hyponatremia. On physical examination, 
multiple lymph nodes were palpable, including 
level II left cervical lymphadenopathy, with the 
largest node measuring approximately 1.0 × 1.5 
cm. The lymph nodes were firm, discrete, and 
minimally tender. No enlargement of the liver or 
spleen and no skin rashes were observed. Mag-
netic resonance (MR) imaging of the brain and 
neck after hospitalization demonstrated level II 
bilateral reactive lymphadenopathy, while MR 
angiography showed no specific findings. Neck 
computed tomography showed levels II and III 
bilateral reactive lymphadenopathy and enlarged 
adenoids and palatine tonsils, with bilateral ton-
silloliths. In serologic tests for viruses, herpes 
simplex virus, varicella-zoster, and mumps were 
not detected. However, EBV serology results 
were positive for EBV viral capsid antigen 
(VCA) immunoglobulin M (IgM), EBV VCA 
IgG, early antigen IgG, and Epstein-Barr nuclear 
antigen IgG; furthermore, negative findings on 
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EBV polymerase chain reaction testing confirmed the reactivation 
of EBV. The patient was administered intravenous (IV) steroids 
and gabapentin. The pain was effectively controlled using gabapen-
tin. After administering IV dexamethasone for 5 days, oral prednis-
olone was prescribed. The patient fully recovered, and no other  
sequelae remained (Fig. 1). 

EBV may affect many organ systems; however, CNS involve-
ment of EBV is uncommon and not fully understood [1]. CNS 
manifestations may include aseptic meningitis, encephalitis, myeli-
tis, optic neuritis, cranial nerve palsies, transverse myelitis, “Alice in 
Wonderland” syndrome, and Guillain-Barre syndrome. Recently, 
three pathogenetic pathways underlying the CNS manifestations 
of EBV have been identified: first, direct invasion of EBV into 
nerves, second, immune-mediated reaction in the nervous system 
due to EBV, and third, reactivation of latent infection [1]. Although 
isolated cranial nerve palsies occurring in the setting of acute EBV 
infection have been reported for almost all 12 cranial nerves, there 
are limited reports of hypoglossal nerve palsy due to EBV infection 
reactivation in adolescents. 

Acute EBV infections account for approximately 2% to 5% of in-
fection-related neurological diseases [2,3]. Hausler et al. [4] inves-
tigated 48 pediatric patients with neurological complications of 
acute and persistent EBV infection and reported a similar (4%; 
2/48) rate of infection-related neurological disease. Reactivated or 
chronic EBV infections were found in 17% (8/48) of patients. Fur-
thermore, considering that these infections were encountered in 
only a few case reports described in the literature, Hausler et al. [4] 
suggested that the impact of EBV reactivation on pediatric neuro-
logical disease may be higher than commonly assumed. In rare cas-
es, reactivated EBV infections may cause persistent neurologic se-
quelae, such as hippocampal lesions. 

Hypoglossal nerve palsy may result from a variety of conditions, 
including neoplasms, trauma, aneurysms, and infections. Keane 
[5] reviewed 100 patients with 12th nerve palsy observed at a sin-
gle hospital over 26 years. In his study, hypoglossal nerve palsy due 
to infection was infrequently identified, in just 4% (4/100) of pa-
tients, and only 15% of cases had a complete or nearly complete re-
covery. Hypoglossal palsy associated with EBV infection, unlike 
that caused by many other factors, is characteristically isolated, uni-
lateral, and reversible [6-9]. If hypoglossal nerve palsy is either bi-
lateral or associated with other cranial nerve signs, neuroimaging is 
mandatory to exclude other structural causes. Early EBV infection 
status should be evaluated in cases of isolated unilateral hypoglos-
sal palsy. Furthermore, detection of serologic signs of EBV infec-
tion is of prognostic significance, and may predict recovery within 
6 months. Four previously reported cases showed recovery within 
6 months, two of which were treated using corticosteroids. These 

cases of CNS involvement of EBV had the same clinical picture as 
ours [7,8]. 

Herein, we report a case of unilateral and reversible hypoglossal 
nerve palsy resulting from the reactivation of infectious mononu-
cleosis. Although cases of hypoglossal nerve palsy after infection 
with EBV are rare and cause severe symptoms, such cases could be 
managed with symptomatic treatments such as steroids and pain 
control medications, which have an excellent prognosis, as ob-
served in our case. Future follow-up is required to determine 
whether recurrent neurological symptoms due to reactivation of 
EBV occur in this patient. 
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Fig. 1. The status of the patient’s tongue movement before and 
after treatment. (A) Photograph of the patient’s tongue showing 
deviation to the right side, indicating left side hypoglossal palsy. 
The patient had difficulty pushing his tongue forward due to 
excruciating pain and was unable to move his tongue to the 
left side. (B) Improvement of tongue movement after treatment, 
permitting its free movement in all directions (post-treatment).
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