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Article history: INTRODUCTION: Oral squamous papilloma is a benign tumor, but its potential for malignant transfor-
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carcinoma (SCC) arising from a squamous cell papilloma (SCP).

CASE PRESENTATION: A 61 years old immunocompromised female patient complained of an asymptomatic
white mass on the buccal mucosa. The diagnosis of squamous cell papilloma (SCP) was made, and the
benign nature of the lesion was confirmed by two biopsies. The lesion suddenly increased in size, and the
third biopsy revealed a malignant squamous cell carcinoma (SCC) grade II. At this stage, radical surgical
intervention was the treatment of choice, and reconstruction with a combination of the pectoralis major
and deltopectoral flaps was performed.

DISCUSSION: Clinical and histopathological diagnosis of oral squamous papilloma is challenging.
Reconstruction of composite head and neck defects is another challenge, especially in elderly and
immunocompromised patients. The whole process of diagnosis and progress of the presented case might
provide useful knowledge regarding the nature of the lesion and its future management.

CONCLUSION: The authors emphasize the need for establishing a clear understanding of potentially
malignant oral lesions. Close observation, multiple biopsies, early detection, precise diagnosis, and a
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multidisciplinary team approach are all of paramount importance.
© 2020 The Authors. Published by Elsevier Ltd on behalf of IJS Publishing Group Ltd. This is an open
access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

1. Introduction

The worldwide updated cancer prevalence reported an increase
in the incidence of oral cancer [1]. Despite that, it was regarded as
the sixth most common cancer worldwide [2]. Oral squamous cell
carcinoma accounts for 90% of the histologic type of oral cancer [3]
and may or may not be preceded by oral potentially malignant dis-
orders. The association of viruses and cancer was well documented.
More than 20% of cancer prevalence worldwide could be related to
infectious agents, including viruses, bacteria, and parasites. Over
15% of these cases are associated with viruses [4]. Human papil-
lomavirus (HPV) is an epitheliotropic oncogenic DNA virus rarely
found in oral mucosa, probably due to saliva clearance [5]. Never-
theless, more than 200 genotypes were detected in the oral mucosa
[6]. HPV infection of the oral mucosa may result in benign or malig-
nant disease. The role of HPV as an independent risk factor in oral
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carcinogenesis was well recognized in the literature [3]. HPV posi-
tivity claimed to override traditional prognostic indicators such as
tumor grade and histological subtype [7]. However, other studies
reported a non-significant association between HPV and oral can-
cer, suggesting its presence to be merely an incidental finding [8].

According to the classification of the World Health Organiza-
tion (WHO), oral squamous cell papilloma is a benign hyperplastic
exophytic localized proliferation with a verrucous or cauliflower-
like morphology, which its base may be sessile or pedunculated
[9]. It was reported to have two types: isolated-solitary in adults
and multiple-recurring in children. The color of the lesion varies
depending on the level of keratinization and vascularization [9].
Oral squamous papilloma is regarded as an innocuous lesion that is
neither transmissible nor threatening [10]. The virulence and infec-
tivity of oral papillomas are very low, unlike other HPV-induced
lesions [11]. The site and size of oral papilloma can be used as risk
factors for malignant transformation [12]. Although any intraoral
site may be affected, the palate, tongue, lips, and gingiva are the
most common. However, those present on the gingiva are associ-
ated with a higher risk of malignant transformation [13]. Also, if the
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size of the oral papilloma is larger than 10 mm, the risk increases
[14].

Although untreated lesions of oral squamous papilloma do
not usually change over time, several treatment modalities can
be implemented. Conventional surgical excision without safety
margin, cauterization or cryosurgery, electrocautery, intralesional
injection of interferon, and the application of salicylic acid [15].
Laser ablation can also be used but with caution because viral par-
ticles are reported to be found in laser plumes after laser ablation
[16]. The possibility of prophylactic HPV vaccination is certainly
hope but may not be useful for treating existing disease. It is a
necessity to develop effective prevention and treatment methods.
The presented case report is in line with SCARE guidelines [17].

2. Case history

A 61 years old female patient, with a chief complaint of an
intraoral white lesion covering the mucosa of the right cheek that
appeared 2 years ago (Fig. 1). The patient was a non-smoker and
non-drinker and suffered from end-stage renal disease (ESRD). The
undertaken biopsy from the right buccal mucosa and histopatho-
logical examination revealed an oral squamous papilloma (Fig. 2).
A year later, a second biopsy performed, and the pathological diag-
nosis of an oral squamous papilloma persisted.

The patient presented 6 months later, complaining of the
enlargement and change in the consistency of the lesion causing
discomfort and dysfunction. Clinical examination revealed that the
lesion extended to involve the floor of the mouth (Fig. 3) and the
extraoral skin of the right cheek (Fig. 4). Bilateral suspicious lymph
nodes were also noted. MRI and CT scan with contrast revealed a
well-defined soft tissue mass measuring 6.2 x 2.5 x 3.5 cm along
its maximum dimensions. The lesion was opposite the mandibular
body (likely deep to buccinators muscle) with no evidence of bone
erosion. It displayed a hypointense signal in TIWIs and hyperin-
tense signal in STIR images with faint homogenous post-contrast
enhancement. Multiple submental and bilateral submandibular
lymph nodes were displaying no intrinsic calcifications or areas of
breaking down. The largest of which was at the right submandibular
group measuring 17 x 10 mm.

Fig. 1. Showing the first clinical presentation of the lesion.

Fig. 2. Showing oral viral papillomatous lesion (H&E, x100), showing papillomato-
sis (blue arrow head), koilocytosis (black arrow) and dykeratotic figures (white
arrow).

Fig. 4. Showing intraoral and extraoral extension of the lesion.
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Fig. 5. Showing moderately-differentiated squamous cell carcinoma (H&E, x100),
showing some keratin pearls (white arrows).

Fig. 6. Showing moderately-differentiated squamous cell carcinoma (H&E, x400),
showing mitotic figure (blue arrow) and prominent nucleoli (black arrow).

The multidisciplinary team included surgical oncologists, oral
and maxillofacial surgeons, surgical pathologists, and maxillofacial
prosthetists. The treatment plan was dictated by the severity of the
condition. Neck dissection, hemimandibulectomy, and the place-
ment of areconstruction plate to bridge the mandibular defect were
performed. The combination of Pectoralis major flap for intraoral
reconstruction and deltopectoral flap for extraoral coverage were
used. The two flaps raised at the same time without compromising
the vascularity of each other as described by McGregor, LA. [18].
The postoperative pathological diagnosis was squamous cell car-
cinoma (SCC) grade II (Figs. 5, 6). The histopathological analysis
of the dissected lymph nodes showed no metastatic involve-
ment. The duration of postoperative follow-up was short since
the patient died of complications of acute renal failure 1 month
postoperative.

3. Discussion

Some authors define oral cancer as the group of neoplasms
affecting any region of the oral cavity, oropharyngeal regions, and
salivary glands, which accounts for the most majority of head and
neck cancer [19]. While others define it as the neoplasm involving
the oral cavity and begin at the lips and ends at the anterior pil-

lars [7]. Controversial definitions and terminologies diminish the
real impact of the disease and affect the decision-making process
of treatment. The use of specific terms instead of generic terms
shall be implemented. Clinical and histopathological diagnosis of
oral squamous papilloma can be challenging. At clinical presenta-
tion, they may mimic invasive cancer while the histopathological
features of a conventional oral squamous cell carcinoma may be
absent [20]. When the histopathological sample is inconclusive;
the pathology report shall reflect the possible differential diagnosis
and recommend a second biopsy [14]. Although, it was suggested
that the term oral verrucous hyperplasia (OVH) be used as a holding
diagnosis when a definitive diagnosis of papillary lesions cannot be
confirmed [14]. However, another study proposed that oral verru-
cous hyperplasia (OVH) may constitute a distinct entity and shall
be considered in the classification of oral potentially malignant
disorders [21].

In our case report, oral squamous papilloma (OSP) presented
on the buccal mucosa which is not the usual site for this lesion.
However, the buccal mucosa is reported to be the most common
site of occurrence of oral verrucous carcinoma (OVC) [22]. Gener-
ally, oral squamous papilloma is asymptomatic, which can explain
the late presentation and lack of follow-up shown by the patient
in the current case report. Although alcohol and tobacco are con-
sidered major risk factors for oral cancer; their association was
not observed in our study. A rising incidence of oral cancer in
patients with no history of alcohol or tobacco reported by other
authors [3,12]. The higher risk of carcinoma reported in elderly
patients can be related to genetic susceptibility contributing to the
phenotype [13,23]. The association of malignancy and immuno-
suppressive therapy is mediated through several pathogenic direct
and indirect factors [24,25]. Therefore, the dose of immunosup-
pression shall be adjusted carefully to reduce the risk of malignant
transformation.

Composite head and neck defects are a reconstructive chal-
lenge due to the complex anatomy and functional demands of
this region. Free flaps are usually preferred and are considered
the gold standard for reconstruction. Local and regional flaps have
a long, reliable history and sometimes provide a superior option
in some patient-specific conditions [26]. The pedicled pectoralis
major flap constitutes one of the most universal flaps in head and
neck reconstruction. It offers a three-dimensional reconstruction of
the facial contour as well as protection of the great neck vessels in
a single-stage operation. Choosing the best reconstructive option
for each patient is controversial, and the surgeon must include the
patient in the decision-making process. In the context of substan-
tial pre-existing co-morbidity, the systemic factors of patients with
advanced disease may implicate poor microcirculation and wound
healing [27]. These patients are likely to prefer local flaps for recon-
struction as the patient in our case report.

Herrero, R., et al., [28] performed a multicenter case-control
study in nine countries, and Lingen, M.W,, et al., [29] who sought
data from 2005 to 2011 regarding HPV-associated oral squa-
mous cell carcinoma. Although both series contributed much to
our understanding of this evolving disease; they did not report
clear follow-up and prognostic data [16]. In our case report, the
patient’s death was a reflection of the high level of pre-existing
co-morbidity rather than a treatment-related complication. The
authors emphasize the need for establishing a clear understanding
of potentially malignant lesions. Close observation, multiple biop-
sies, early detection, precise diagnosis, and a multidisciplinary team
approach are all of paramount importance.
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