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Abstract

Verrucous carcinoma is a rare subtype of squamous cell carcinoma can occur anywhere of our body.
Differential diagnosis between verrucous carcinoma and benign lesions like squamous cell papilloma
is crucial to avoid inappropriate treatment. Surgical excision with reconstruction offers favorable
outcomes, emphasizing the significance of comprehensive management and long-term follow-up to
monitor recurrence. Increased awareness of verrucous carcinoma’s clinical features and diagnostic
challenges is essential for early detection and effective treatment, ultimately improving patient
outcomes and reducing morbidity associated with this rare malignancy.
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1. Introduction

Verrucous carcinoma is a rare, well-differentiated squamous cell carcinoma(SCC) manifested as
an exophytic or papillary projection usually on a mucosal surface [1].

This tumor is generally recognized as a low-grade malignancy, slow progression, local
invasiveness, and low incidence of metastasis. Extraorally, it can occur in any part of the body, a
common site being the anogenital region [2]. Intraorally, the gingiva and buccal mucosa are the
common site. Verrucous carcinoma of the lip is clinically quite rare and only several cases of that
were reported in the world, diagnosed in only 1 to 3 of every 1,000,000 persons each year [3].

In contrast, Verruca, a squamous cell papilloma, is a common skin disease with a low recurrence
rate even with simple treatment. It typically presents as a soft, pedunculated mass supported on a
stem or stalk, with numerous finger-like projections. These projections may vary in length and shape,
depending on the accumulation of keratin, a skin-forming protein, around the lesion. Conservative
surgical excision, which removes both the head and the base of the lesion, may be performed if
treatment is indicated, with recurrence being unlikely.

While malignant transformation from benign verruca is rare, if symptoms do not improve with
continuous treatment, surgical removal may be recommended, with subsequent histopathological
examination after excision, typically involving a referral from dermatology to plastic surgery.

It's important to note that oral papillomas that show poor response to adequate treatment for
more than 3 months should raise suspicion of verrucous carcinoma. In such cases, prompt
management of the tumor is essential.

There was a case where a patient initially diagnosed with verruca based on tissue examination
was later found to have verrucous carcinoma through surgically excisional biopsy. This underscores
the importance of performing complete excisional biopsy of the lesion to avoid the potential
misdiagnosis of a benign tumor and subsequent incorrect treatment. Additionally, we report an
unusual case of verrucous carcinoma of the lower lip.
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2. Case Description

A 75-year-old male patient presented to our department with a tumor on the lower lip, initially
diagnosed as a verruca based on a punch biopsy (Figure 1). However, its size increased after repeated
cryotherapy over the course of a year. On physical examination, a cauliflower-shaped exophytic
asymptomatic lesion measuring 2.5 cm x 1.7 cm was ob-served in the middle portion of the lower lip
(Figure 2). We planned surgery, believing it was not a simple benign lesion. The patient underwent
with general anesthesia and na-sotracheal intubation. Frozen biopsy was performed, and the initial
result showed a sus-picious lesion in the 9 o'clock direction, indicating potential cancer.
Consequently, exten-sive excision was performed, including a safety margin, resulting in a negative
margin. This resulted in approximately a 3cm x 2cm defect, unilateral for lateral defects and bilat-eral
for central defect. Reconstruction was performed using the step ladder advancement flap technique,
which facilitated the restoration of the lip in cases where more than 2/3 of the lip was affected. The
procedure involved the excision of two small rectangles situated in a stair-step design, descending
from medial to lateral at a 45-degree angle from either side of the base of the defect. Typically, stairs
can consist of 2-4 segment. A design with two segments was chosen, and the width of the stairs was
adjusted to match the size of the defect. During dissection, it is crucial to avoid the labial artery, and
the flap was de-signed to avoid the labiomental crease to preserve the aesthetic unit. Once dissected,
the flap was transposed to cover the defect, reaching only the subcutaneous tissue and skin.
Subcutaneous tissue repair was performed using vicryl 5-0 and 6-0, while skin repair was done using
black silk 6-0 (Figure 3).

Figure 1. Clinical image during the initial visit. A 75-year-old male patient who presented to our clinic due to a
persistent lesion on the lower lip, which was diagnosed as verruca through punch biopsy. Pathology image
(H&E stain, x40).

Figure 2. Persistent lesion on lower lip. Despite approximately one year of treatment, significant improvement
was not achieved. Upon examination, a cauliflower-shaped, exophytic, asymptomatic lesion measuring 2.5 cm

x 1.7 cm was observed in the middle portion of the lower lip.
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Figure 3. Defect after excision with negative margins on frozen section. A frozen biopsy revealed SCC (squamous
cell carcinoma), and the defect measured approximately 3cm x 2cm. To reconstruct, the advancement flap by

step ladder technique was performed.

We maintained a full liquid diet for 2 days and applied ointment without dressing due to the
lesion's location. As no other complications such as bleeding or hematoma occurred, the drain was
removed. A soft diet was initiated after 3 days. All stitches were re-moved, and the patient was
discharged after 7 days.

3. Results

Histopathological examination of the specimen from the permanent biopsy revealed a
proliferation of well-differentiated epithelium with minimal atypia at the epithelial connective tissue
interface (Figure 4). Cleft-like spaces lined by a layer of parakeratin extended from the surface deep
into the lesion. These findings were consistent with verrucous carcinoma.
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Figure 4. Surgical Pathology Findings Post-Operation. The histopathological examination of the specimen
revealed a proliferation of well-differentiated epithelium with minimal atypia at the epithelial-connective tissue

interface which indicated squamous cell carcinoma. (H&E, x100).

Clinical follow-up indicated complete healing of the lesion, with oral competence observed and
no recurrence or complications noted at the 18-month follow-up (Figure 5).
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Figure 5. Follow-up Results Post-Surgery. During the 18-month follow-up period, no additional lesions were

observed, and there was no functional impairment or other complication.

4. Discussion

Verruca, a squamous cell papilloma, is caused by infection with the human papillomavirus
(HPV). The HPV subtypes most often found in oral squamous cell papilloma are HPV-6 and HPV-
11. These subtypes are not associated with malignancy or precancer [4]. When the papillomas are
found on the skin they are more commonly referred to as warts or verruca. Squamous cell papillomas
may also occur on many other parts of the body.

Oral papillomas are painless and may be left untreated. They appear not to change in size,
spread to other parts of the oral cavity, or turn into malignant tumors. If treatment is indicated then
conservative surgical excision that removes the head and the base of the lesion may be performed.
Recurrence is unlikely. The exact etiology of the condition is unknown, though it is associated with
human papillomavirus infection, chronic infection, traumatic scars, tobacco, and chemical
carcinogens [5].

If a verruca is identified as a benign tumor, appropriate treatments such as cryo-therapy should
lead to symptom improvement. However, if there is no response to continuous treatment and the
lesion persists or recurs in the same area, it is important to consider the possibility of malignancy,
and a surgical biopsy may be necessary for diagnosis [6,7].

Verrucous carcinoma is a subtype of well differentiated squamous cell carcinoma. This tumor is
distinct in its slow growth and no metastatic potential [8]. But this lesion can be locally destructive
despite its deceptively benign clinical behavior if not treated [9]. It is predominantly seen in elderly
males over the sixth decade [10,11]. This tumor may occur in several locations in the head and neck
with the most common sites being the oral cavity (55.9%) [12]. Because it is unusual and can be
difficult to diagnose, the treatment may be delayed. Verrucous carcinoma is usually exophytic
papillary in nature with pebbled surface. But it may always not appear as typical appearance.

The etiology of verrucous carcinoma is not completely established, although a few studies have
shown an association with prior injuries, scars, and chronic inflammation [13,14]. Tobacco use,
including snuff, is also associated with the development of verrucous carcinoma. Human
papillomavirus (HPV) has also been implicated as a cause of verrucous carcinoma [15]. Therefore,
clinically suspecting verrucous carcinoma warrants obtaining a smoking history, inquiring about
previous medical conditions, and considering HPV virus testing to aid in diagnosis.

Microscopically this tumor is characterized by predominant exophytic overgrowth of well-
differentiated keratinizing epithelium having minimal atypia associated with in-tense chronic
inflammatory infiltrate. The pathological diagnosis of verrucous carcinoma is not so difficult.
However, in some cases, small or superficial biopsy specimens may only exhibit hyperkeratosis,
acanthosis and papillomatosis. Therefore, in some cases, verrucous carcinoma, appearing benign
with "pushing" borders and an intact basement mem-brane, can be mistaken for a benign lesion
histologically. Deeper and adequate biopsy specimens, along with a sufficient volume, must be
obtained whenever verrucous carcinoma is suspected for a definitive diagnosis. In fact, multiple
biopsies are sometimes recommended for diagnosing verrucous carcinoma [16].
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Once a diagnosis of verrucous carcinoma has been established, complete resection of the tumor
is considered as the treatment of choice. Verrucous carcinoma has a good prognosis when treated
early with local excision. Extensive lesions, however, may require more-aggressive procedures. It is
important to diagnose accurately the verrucous carcinoma for preventing the most extensive
involvement of adjacent areas and/or wide surgical resection of the tumor [17].

5. Conclusions

Verrucous carcinoma is a subtype of SCC and is a very rare disease. On the other hand, benign
disease such as verruca are relatively common. Typically, treatment for such benign diseases
identified through biopsy is straightforward. However, if there is no improvement despite
continuous treatment, consideration should be given to surgical complete excision for both treatment
and diagnosis. Since diagnosis relies on biopsy, there's a risk of persisting with incorrect treatment
without considering other conditions.

Although verrucous carcinoma is rare, it can occur on the lips, albeit less frequently. In cases
where it might be mistaken for verruca, complete excision and a secondary diagnosis through frozen
biopsy should be considered, as demonstrated in the aforementioned case. Given its malignant
nature, complete excision is the primary treatment principle for verrucous carcinoma. Subsequently,
reconstruction options should be tailored to the patient's needs, considering both functional and
aesthetic criteria.
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