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Introduction

Herpetic laryngitis is a rare inflammatory disease caused
by either the Herpes simplex virus (HSV) or the varicella
zoster virus (VZV). It can be usually found in pediatric patients
or immune-compromised adults, but can occur in both im-
mune-competent and immune-compromised individuals."”
The laryngeal manifestations of herpetic infection are vari-
able. Thus, laryngeal endoscopy cannot definitively distin-
guish the condition from others in the differential diagnosis,
such as extensive laryngeal neoplasm, laryngeal tuberculo-
sis, fungal infection, syphilis, abscess, and nonspecific la-
ryngeal inflammation.™* We report herein a case of herpetic
laryngitis in an adult patient who had supraglottic cancer
and cured by radiation therapy.
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Herpetic laryngitis is extremely rare in healthy adults. The local factors that increase suscepti-
bility to herpes simplex virus include irradiation on the head and neck area. A 66-year-old man
who had history of supraglottic cancer had voice change 4 years after the radiotherapy. On
laryngscopic examination, the erosive mucosal lesion was found on his left vocal fold. A patho-
logic examination of the lesion by suspension laryngoscopy revealed that the lesion was herpetic
laryngitis, which was confirmed by immunohistochemical stain as herpes simplex virus. Her-
petic laryngitis should be in the index of differential diagnosis in patients with laryngitis who
have the history of irradiation on the neck.
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Case

A 66-year-old man presented to the otolaryngology clinic
with voice change. On laryngoscopic examination, an ero-
sive mucosal lesion was found on the left vocal folds, resem-
bling acute laryngitis rather than malignancy (Fig. 1B). Four
years ago, he was diagnosed supraglottic cancer at the right
side of tip of epiglottis (differentiated squamous cell carci-
noma, TINOMO). The tumor was resected by laryngeal mi-
crosurgery and addional radiotherapy of 60 Gy for 2 months
was necessary for inaccurate and irregular resection margin.
He was then followed at either 3- or 6-month intervals with
laryngoscopic examination. During the follow-up period, his
only complaints were dry mouth, which was considered to
be radiation-associated mucositis, and mild dysphagia that
improved with rehabilitation therapy. There was no residual
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Fig. 1. No residual lesion or evidence of recurrence of supraglottic cancer 6 months after radiation therapy (A), ulcerative lesion on left
vocal folds (arrow) (B), complete recovery 2 month after diagnostic laryngeal microsurgery (arrow) (C).

Fig. 2. Affected squamous epithe-
lial cells show enlarged nuclei with g=# -\
nuclear eccentuation, eosinophilic %
nuclear inclusion and occasional
multinucleated giant cells (hema-
toxylin eosin, X400) (A), strong posi-
tive reaction to HSV is demonstrated &%
by immunohistochemical stain Fg
(HSV x400) (B). HSV: Herpes sim- &

plex virus.

lesion detected, and no evidence of recurrence (Fig. 1A). He
was a heavy drinker and had mild liver cirrhosis with the
liver function of Child-Pugh classification A. He also had
longstanding stable chronic kidney disease, with a glomeru-
lar filtration rate of 37.5 mL/min/1.73 m2

Forty-five months after the postoperative radiation thera-
py, he had his voice change and came to our outpatient de-
partment. On physical examination, we found the lesion as
described above.

After 2 weeks of medical treatment for his left vocal fold le-
sion with methylprednisolone, a proton pump inhibitor, and ant-
acids, his voice partially improved but there was no change in
the extent of the lesion. So, we decided to perform a larynx
CT scan and whole-body PET-CT, but there was no abnor-
mally enhancing lesion and no suspicious findings to sug-
gest malignancy recurrence. Although these studies were re-
assuring, we were concerned that the lesion did not respond
to medical treatment and decided to perform laryngeal mi-
crosurgery to obtain a histologic diagnosis. The lesion did
not change for a one month from the first detection, the lar-
ynx was re-examined under general anesthesia on the day of
surgery, and multiple biopsies and frozen sections were sent
to pathology. All specimens were negative for malignancy,
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demonstrating an atypical squamous epithelium with an ul-

cerated base that suggested virus-related change. Approxi-
mately 1 week later, the final surgical pathology was avail-
able, where the histopathologic examination revealed diffuse
ulceration of laryngeal mucosa accompanied by neutrophils
and some lymphocytes (Fig. 2A). The squamous epithelial
cells show nuclear and cytoplamic enlargement with focal
multinucleated giant cell formation. Margination of nuclear
chromatin and Cowdry type A inclusion bodies are charac-
teristic of HSV infected cells. Additionally, HSV infection
was confirmed by immunohistochemistry using anti-HSV
antibody (Dako, Carpinteria, CA, USA) (Fig. 2B). Serologic
examination to detect HSV antibodies was positive for IgG
and negative for [gM. Because the disease was regarded as
self-limiting, an antiviral agent was not prescribed. After 2
months, the inflammation on his vocal fold subsided; he re-
mained disease-free after 12 months of follow-up (Fig. 1C).

Discussion

Herpetic laryngitis is extremely rare, accounting for only
one percent of laryngitis cases.” Both possible pathogens,
HSV and VZV, are members of the Herpes viridae family,



characterized by the ability to establish lifetime latencies in-
side specific cells, with a particular preference for the senso-
ry ganglia of the dorsal root.*'"" Various signs of herpetic
laryngitis have been described, including vesicles, ulcers,
bulky fibrinous lesions of the endolarynx, even vocal cord pa-
ralysis.” Ulcerative lesions may involve either the supraglot-
tis or glottis, whereas edema is most commonly described in
the subglottic region.”

Confirmation of herpes virus infection is achieved by cul-
turing the virus from laryngeal tissue but the sensitivity of
this method is limited. Multiple intranuclear inclusions in
histologic sections and immunohistochemical staining for her-
pesvirus agent are also evidence of herpes virus infection.>”
In reported cases, we found these characteristic histologic
feature and immunohistochemical staining using anti-HSV
antibody was also positive.

The herpetic laryngitis can occur in all age bracket. It can
involve children, presenting with clinically significant in-
flammatory conditions such as croup,”” Mancao et al.” re-
ported cases of herpetic croup in pediatric patients. The pa-
tients in immune-compromised conditions such as acquired
immunodeficiency syndrome or long-term corticosteroid use
are more vulnerable to viral infection. However, there are
also reported cases of herpetic infection in immune-compe-
tent patients and some of the reports describing immune-
competent adult patients involve possible locoregional fac-
tors, such as irradiation, that could worsen local immunity.
Our patient had a history of radiation treatment and complained
of dry mouth and throat, factors that could have increased
his susceptibility to HSV invasion.

As described above, laryngeal disorders provoked by the
herpes virus are characterized by the large spectrum of pre-
sentations and polymorphism, and can simulate mucous le-
sions such as extensive laryngeal neoplasm, laryngeal tuber-
culosis, fungal infection, syphilis, abscess or nonspecific
laryngeal inflammation. Especially in patient who had a his-
tory of malignancy like our case, it is difficult to distinguish be-
nign ulcerative lesions from recurrence of malignancy. There-
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fore when following up patients with a history of laryngeal
cancer, ulceration of the larynx should raise suspicion for
malignancy recurrence and pathologic evaluation including bi-
opsy under general anesthesia if necessary, should be con-
ducted to confirm the diagnosis.

Herpetic laryngitis should be included in the differential
diagnosis when patients have complaints localized to the lar-
ynx, especially in the situation of an immune-compromised
status. In a patient with bad local immunity in throat due to ra-
diation therapy or dry mucosa ulcerative lesions of the vocal
fold could be caused by the infection of the herpes virus.
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