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Abstract. Herpes zoster laryngitis and Ramsay-Hunt syndrome in a patient with chronic renal failure. Objective: We
report on a clinical case of simultaneous and unilateral involvement of the facial and superior laryngeal nerve in a patient
with chronic renal disease undergoing haemodialysis.
Method: A 75-year-old man with chronic renal failure was referred to our department suffering from severe odynophagia.
During flexible endoscopy, vesicles were found on the mucosa of his right supraglottic larynx. Two days later, peripheral
facial nerve palsy with a mild auricular rash appeared in the patient.
Results: The clinical presentation suggested varicella-zoster virus reactivation, which was confirmed serologically, and

appropriate treatment was administered.

Conclusions: Involvement of more than one cranial nerve in herpes zoster infection is possible, especially in vulnerable
patients such as those with chronic renal failure. It is also important to suspect involvement of the superior laryngeal

nerve in cases of odynophagia and throat pain, even when hoarseness is absent.

Introduction

Varicella zoster virus (VZV) in-
fection is a common infectious
disease of early childhood. The
virus remains in a latent state in
the ganglia of the dorsal roots
after the primary infection and its
reactivation  causes  zoster.
Immunocompromised subjects are
more susceptible to the disease
and failure in cell-mediated
immunity permits the reactivation
and spread of the virus from the
satellite cells of the nerve ganglia
to the fibres of the peripheral
nerves.' The best known sites of
varicella zoster virus reactivation
in the head and neck region are the
trigeminal and facial nerves. Herpes
zoster in the innervation territory
of the superior laryngeal nerve is
rare, as is multiple cranial nerve
involvement. On the other hand,
Herpes simplex virus 1 is possibly
correlated with Bell’s palsy and it
also appears to be the causative
agent in cases of delayed facial

nerve paralysis after middle ear
surgery.’

We report on the clinical pres-
entation and management of a
case of herpes zoster involving
two cranial nerves in a patient
with chronic renal failure.

Case report

A 75-year-old man was referred to
us by the department of internal
medicine for evaluation of intense
odynophagia and throat pain.
There was no hoarseness and the
pain was described as a continu-
ous, burning sensation in the right
side of his neck, worsening with
swallowing. The patient had been
admitted to the hospital two days
previously for pneumonia and he
was receiving intravenous anti-
biotics. He reported that the throat
pain had started five days before
his admission to the hospital. His
personal history included hyper-
tension and chronic renal failure,

for which he was undergoing
haemodialysis.

During physical examination,
no pathology of the mouth, oro-
pharynx, nose, neck or ears was
noted. However, endoscopic ex-
amination of the larynx and hypo-
pharynx revealed erythema, oede-
ma and a white smear covering the
mucosa of the right arytenoid
region of the larynx. Ruptured
vesicles of the epiglottis, tongue
base and false vocal cords were
noted on the right side, while
mobility of the true vocal cords
remained normal. Due to the med-
ical history, the initial differential
diagnosis included tuberculosis,
fungal infection and vesiculo-bul-
lous diseases, including viral in-
fection. Analgesics were added to
the patient’s treatment and a sero-
logical profile was requested.

Two days later, the patient com-
plained of pain in the right ear,
inability to close his right eye and
sialorrhea. During otoscopy a few
vesicles were observed on the skin
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of the concha and external auditory
canal of his right ear with normal
tympanic membrane. Neurologi-
cal examination was suggestive of
peripheral palsy of the right facial
nerve (House-Brackmann grade
V). The audiogram was normal
and the CT scan of the brain
and petrous bone did not reveal
any abnormalities. The diagnosis
of Ramsay-Hunt syndrome was
made clinically and an agent
against VZV (valacyclovir) and
methylprednisolone were added to
the patient's treatment. Pain was
managed adequately with anal-
gesics. Dosages were adjusted
appropriately according to the
patient’s creatinine clearance. His
eye was protected with artificial
tears and the application of an eye
patch.

Seven days later, the patient’s
viral serological profile was
obtained. It was highly suggestive
of VZV infection. Specifically, the
concentrations of IgM and IgG
were 29.30 U/ml (grey zone 10-
15 U/ml) and >3000 mIU/ml
(grey zone 50-100 mIU/ml),
respectively. Serology for other
viruses such as HSV,, HSV,,
HIV,, HIV, and CMV was nega-
tive (HSV,, HIV,, HIV,) or sug-
gestive of an old infection (HSV,
and CMV). Based on the above,
the diagnosis of VZV infection
with superior laryngeal nerve
involvement and simultaneous
Ramsay-Hunt syndrome was es-
tablished. The odynophagia and
throat pain improved considerably
after two weeks and flexible en-
doscopy was normal. However,
six months later, a residual dys-
function of the facial nerve was
noted (House-Brackmann grade
1D).

Three months after the onset
of the disease, a new serological
profile was drawn up and the

concentrations of VZV IgM and
IgG antibodies were 3.50 U/ml and
365 mlU/ml, respectively, while
there was no change of HSV, and
CMV IgG titers.

Discussion

Like all herpes viruses, VZV has
the characteristic of remaining in a
latent phase inside the neurons of
ganglia after the primary infec-
tion.'” Despite the presence of the
latent virus in these neurons, little
morphological change and no
inflammatory response has been
noted during latency.! Varicella
and zoster are two sides of the
same coin, with zoster (shingles)
being the result of the reactivation
of VZV, mainly seen in adults due
to impairment of the host’s cell-
mediated immunity. This impair-
ment is observed in patients with
chronic renal failure undergoing
haemodialysis.* It has also been
suggested that the amount of
latent viral DNA material and the
degree of viral replication are
other determinants of the expres-
sion of VZV reactivation.'

The acute inflammatory re-
sponse to VZV reactivation in our
case caused supraglottic zoster
laryngitis. Herpetic laryngitis is a
rare inflammatory disease caused
by herpes simplex or herpes zoster
virus.’ As indicated by the distri-
bution of the laryngeal lesions, the
superior laryngeal branch of the
vagus nerve was involved in the
inflammatory process. The inter-
nal branch of the superior laryn-
geal branch connects directly to
the inferior vagal ganglion, in-
ducing sensation in supraglottic
mucosa. The further involvement
of other cranial nerves is facilitat-
ed by the anatomical relations
between their roots and the corre-
sponding ganglia’
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Vocal fold paresis has been
described in most cases of laryn-
geal herpes zoster® and it is sus-
pected that VZV is involved in the
aetiology of isolated vocal fold
paresis.” Intact vocal fold mobili-
ty, as in our case, is rare.

In general, doubt in diagnosis
can be resolved by sampling
vesicular fluid, body fluid or tissue
and the direct detection of virus
DNA or antigens.? The histology
can also be helpful, showing
multiple intracellular inclusions,
in combination with the conse-
quent immunobiochemistry. Fur-
thermore, the sensitivity, specifici-
ty and reproducibility of enzyme-
linked immunoassays in serum are
comparable to other serological
tests for antibody.! It has been
shown that IgM antibodies against
VZV appear 8-10 days after the
appearance of the skin or mucosal
lesions. On the other hand, IgG
antibodies show up 4-6 days after
the vesicular rash appearance,
reaching their peak three weeks
later.?

Imaging studies of herpetic
cranial neuropathy using magnetic
resonance imaging (MRI) have
been reported. Contrast-enhanced
MRI, in particular, showed en-
hancement of some of the nerves
involved.’ In the same report, par-
ticipation of the vagus nerve was
also documented through the
unilateral enhancement of the
pharynx on T2-weighted images,
which may represent oedema due
to the denervation of the vagus
nerve.

In this patient, the history and
the physical examination (particu-
larly the unilateral erosions and
the typical Ramsay-Hunt syn-
drome), in combination with the
virus serology profile, helped us
establish the diagnosis without
using invasive methods.
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The therapeutic efficacy of
the antiviral agents and cortico-
steroids is controversial. According
to some authors efficacy depends
on timing.*" Early administration
during the initial stages of the dis-
ease may prevent the dissemination
of the infection by haematogenic or
nervous pathways and the conse-
quent rare complication of herpetic
meningoencephalitis.” In addition,
it is important to consider dosage
adjustment for antiviral agents
against VZV, like valacyclovir,
when these are to be administered
in patients with chronic renal fail-
ure. Dosage reduction is recom-
mended for patients with chronic
renal failure in order to avoid
adverse effects, especially neuro-
toxicity, leading to disturbance of
consciousness, confusion, halluci-
nation, dysarthria and ataxia."

In conclusion, it is essential to
make a decisive differential diag-
nosis in cases of unilateral mucos-
al lesions of the larynx, whether or
not in association with other cra-
nial nerves paresis, and apply
early treatment.
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