SAGE Open Medical Case Reports
Case Report i i

SAGE Open Medical Case Reports
Volume 9: 14

© The Author(s) 2021

Article reuse guidelines:
sagepub.com/journals-permissions
DOI: 10.1177/2050313X211065884
journals.sagepub.com/home/sco

®SAGE

Recurrent, oral cavity tumor-like
exophytic lesions mimicking neoplastic
disease in a patient with history of
human papillomavirus-mediated
squamous cell carcinoma

McKenna Hawthorne'!, Tristan Tham?2(?, Brent Ponder'

and Alexandros Georgolios'

Abstract

Reactive hyperplasia is a phenomenon responsible for exophytic lesions in the oral cavity, and may appear to be suspicious,
especially in patients who have a significant history of malignancy. Here, we present a case of reactive hyperplasia mimicking
recurrence in a patient who was previously treated for tonsillar carcinoma. Physicians who commonly see patients with oral
lesions, particularly oral surgeons and otolaryngologists, should be cognizant of the unusual presentation of these lesions as

they may mimic the physical characteristics of recurrence.
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Introduction

The identification of any lesions in the mucosa of the oral
cavity requires high vigilance for the clinician, as malignant
neoplasias in these anatomic regions manifest a variety of
forms and clinical presentations.! Close observation and low
threshold for biopsy should be maintained especially in
patients with history of head and neck malignancies, or pre-
vious irradiation of the oral cavity.

Reactive hyperplasia is a phenomenon responsible for
exophytic lesions in the oral cavity, and may appear to be
suspicious, especially in patients who have a significant his-
tory of malignancy. They are a group of fibrous connective
tissue lesions that occur in the oral cavity as a secondary
result of chronic injury or local irritation.>* These lesions are
not neoplastic, but arise due to a repeated process of granula-
tion and scar formation following tissue repair. Here, we pre-
sent a case of reactive hyperplasia mimicking recurrence in a
patient who was previously treated for tonsillar carcinoma.

Case

A 49-year-old male was referred to our clinic with a 4-week
history of a 3-cm right submandibular neck mass associated

with mild right discomfort in swallowing. The physical
examination revealed additionally an irregular exophytic
process in the right pharyngeal tonsil. A computed tomogra-
phy (CT) neck was performed that demonstrated a heteroge-
neous mass in the right submandibular space, consistent
with a level 1B necrotic nodal mass and asymmetric enlarge-
ment in the right tonsil (Figure 1). The patient was taken to
the operating room for direct laryngoscopic examination
and biopsy and was diagnosed with a human papillomavi-
rus-mediated squamous cell carcinoma of the right tonsil
metastatic to the right neck, finally staged as T2N1MO,
(Stage I) P16 positive squamous cell carcinoma of the right
tonsil.
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Figure |. Axial cut CT of right oropharyngeal neoplasm with
right submandibular neck metastatic lymphadenopathy.

The patient was managed with concurrent chemoradia-
tion. The patient received 8 weeks of radiation to a total
amount of 6300cGy. He was treated concurrently with
4weeks of docetaxel and carboplatin. Following this, pem-
brolizumab was added to the treatment to optimize the
response, and he completed eight cycles of pembrolizumab
without major issues.

Approximately 2 months after completion of his chemo-
radiation, the patient was transferred to the emergency room
with severe oropharyngeal bleeding. A large exophytic nod-
ule in the dorsal tongue was noticed on the physical exami-
nation, but the bleeding spontaneously resolved after fluid
resuscitation in the emergency room. The patient was seen
later in the office, and concerns about recurrent malignancy
were raised. He was taken to the operating room and the
lesion was excised under general anesthesia, along with a
smaller similar exophytic nodule that was noticed near this
lesion. To our pleasant surprise, the pathology report was
negative for malignancy and was consistent with acellular
eosinophilic necrotic material associated with recent hemor-
rhage for both of the lesions. During the laryngoscopic
examination, a smaller nodule in the left piriform sinus was
noticed, that was biopsied as well, and reported as inflamma-
tory necrotic debris with attached squamous epithelium with
reactive atypia.

The patient returned approximately 6 weeks later with the
similar exophytic nodule in the dorsal tongue, approximately
1 cm anteriorly to the previously noticed nodule (Figure 2).
He was taken back to the operating room for excisional
biopsy, which was consistent this time with granulation tis-
sue without evidence of malignancy (Figure 3). In the direct

Figure 2. Recurrent exophytic nodule on dorsal tongue.

Figure 3. Acute inflammation and benign vascular proliferation,
representing granulation tissue (100X magnification), recurrent
dorsal tongue nodule.

laryngoscopic examination, we noticed an exophytic nodule
in the left tongue base, which was reported as thrombosis
with ulceration and radiation effect. After the second trip to
the operating room, the patient had a further uneventful
course without any other recurrences of the oral exophytic
nodules.

Discussion

Lesions in the oral cavity generally present with various
forms, including ulceration, pigmented lesions, and exo-
phytic lesions. The clinical term “oral exophytic lesions™ has
been used previously in the literature to describe as patho-
logic growths projecting above the normal contours of the
oral mucosa.*® Reactive hyperplasia is the most frequent
phenomenon responsible for exophytic lesions in the oral
cavity, typically associated with low-grade injuries and
appear as pedunculated or sessile masses with smooth to
firm surface, and various colors and consistency.



Hawthorne et al.

Radiation effects in the oral cavity are also well-estab-
lished including mucositis, hyposalivation xerostomia, radi-
ation-induced dental caries, trismus, and osteoradionecrosis.®
Depending on the staging, external beam radiation therapy
and brachytherapy have been used successfully as the pri-
mary modality for treating patients with early stage oral can-
cer, and they are the standard of care for use as adjuvant
therapy in post-operative cases of patients with advanced
stage oral cancer.’

In our patient, the ominous presentation with oral hemor-
rhage raised immediate concern for regional recurrence of
his malignancy or for a metachronous malignant lesion in his
oral cavity. The differential diagnosis also included oral cav-
ity sarcomas: irradiation of the oral mucosa has a known
association with oral cavity sarcomas,® but these typically
present late.’ They are considered as a complication of radio-
therapy, but are extremely rare events with a reported inci-
dence of 0.06%-0.17% in large series of patients.'®!!
Medication side effect was also considered, but the patient
was only on pembrolizumab having completed his conven-
tional chemotherapy 2months prior to this presentation.
Pembrolizumab is a monoclonal antibody FDA approved
since 2016 for specific oncologic indications, which is not
known to specifically cause oral exophytic lesions.!?
Pyogenic granulomas, a subset of reactive hyperplasia, are
also seen in the oral cavity; this term is a misnomer because
the lesion is unrelated to infection and arises in response to
various stimuli including low-grade local irritation, hormo-
nal factors, and after oral mucosa trauma.'>!'# These lesions
are usually located in the gingival or alveolar areas; how-
ever, extra-gingival locations of these granulomas have also
been reported.'>!® In a large series of patients with intra-oral
pyogenic granulomas, approximately 5% of them were
located on the tongue.'’

Nevertheless, the pathologic examination ruled out malig-
nancy in the subsequent recurrent presentations. The first
time, the tongue lesions examination revealed acellular eosin-
ophilic necrotic material associated with recent hemorrhage
in line with the patient’s clinical presentation with oropharyn-
geal bleeding. The subsequent recurrent tongue lesion, which
arised almost in the same area of the dorsal tongue approxi-
mately 6 weeks after our initial biopsy, demonstrated acute
inflammation and benign vascular proliferation, consistent
with granulation tissue (Figure 3). The lesion that was noticed
in the piriform sinus was reported as inflammatory necrotic
debris, with attached squamous epithelium demonstrating
reactive atypia also without concerns for malignancy.
Although the etiology of these recurrent nodular lesions in
our patient is unclear, we expect that his history of radiation
and possibly local mechanical trauma may have contributed
on this clinical presentation. Reactive granulation tissue is
associated with benign vascular proliferation and these
lesions bleed frequently, as in the patient’s clinical presenta-
tion with oropharyngeal bleeding in the emergency room.
The patient was followed for additional 9 months after the

second biopsy, and demonstrated no evidence of recurrence
on his malignant disease or any nodules in his oral cavity.

Conclusion

In our patient, the recurrent nature of the lesions, and the
recent history of malignant neoplasm in the area required
prompt action to exclude the possibility of recurrent neo-
plasm. This clinical presentation highlights the broad differ-
ential diagnosis of exophytic oral lesions. In the present case,
despite the suspicious clinical appearance of the recurrent
oral mucosa lesions, no malignancy was identified in the two
subsequent biopsies. No specific etiology was identified for
the development of these reactive lesions, that seemed to be
unrelated to the patient’s primary malignancy. Excessive
diligence and low threshold for tissue biopsy should be
applied, especially in the post-treatment surveillance of head
and neck cancer patients where delays in the diagnosis may
have negative impact in survival.
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