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asymptomatic tumor of 2 cm in diameter in the region of 
the left cheek that had grown progressively over the last 6 
months (Figure 1). Two biopsies were taken with 
inconclusive results, and the tumor was finally removed. 
In the histological studies of the surgically removed 
tissue, findings characteristic of verrucous carcinoma 
were reported (Figure 2). Polymerase chain reaction 
(PCR) assay for the identification of the human 
papilloma virus (HPV) type 6, 11, 18, 31, and 33 was 
negative. There was no recurrence of the tumor 2 years 
after surgical removal.

Case 2 was a 74-year-old man who attended in 2001 for 
a verrucous lesion 4 cm across at the widest point in the 
right temporal region that had been present for more than 
2 years (Figure 3). Two biopsies were taken but the 
histological findings were inconsistent with the clinical 
appearance of the lesion. In view of the delicate condition 
of the patient and the inconclusive microscopic results, the 
tumor was removed by electrosurgery followed by curettage 
and electrocoagulation of the base of the lesion. Pathologic 
study of the tissue revealed histological changes indicative 
of verrucous carcinoma (Figure 4). PCR testing for HPV 
6, 11, 16, 18, 31, and 33 was negative. The patient was 
monitored regularly over the following 3 years with no 
signs of local recurrence.

In 1948, Ackerman coined the term “verrucous 
carcinoma” and established the clinical and histological 
criteria for diagnosis on the basis of 31 cases affecting the 
oral cavity. Previously, in 1896, Buschke and Löwenstein 
observed 2 patients with similar lesions in the genital 
region; with Aird et al describing plantar cuniculatum 
epithelioma in 1954.1-2 Verrucous carcinoma generally 
presents in the palmoplantar region, or on the oral, anal, 
and genital mucosa, and facial involvement is in fact 
exceptionally rare.1-7 

Histological l y, verrucous carc inomas display 
microscopic similarities independent of location, 
showing a characteristic association of exophytic and 
endophytic components within the same lesion. The 
former consist of acanthosis and papillomatosis that 
generally display massive hyperkeratosis and frequent 
parakeratosis. The endophytic component is made up of 
a well-differentiated squamous epithelium, forming 
”bulbous” projections or processes, lumps that increase 
in size ”pushing” the dermis. These extend to the 
reticular dermis and even the subcutaneous tissue, with 
no pattern of invasive growth. Other characteristics 
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Case 1 was a 45-year-old man with no relevant medical 
or surgical history, who consulted in 1996 because of an 
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Figure 1. Case 1: verrucous, crateriform tumor, close to the left 
oral commissure. 

Figure 2. Case 1: exo-endophytic epithelial proliferation with 
hyperkeratosis and parakeratosis along with keratin-filled cystic 
formations. Hematoxylin-eosin, ×10.
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include the formation of keratin cysts and the presence 
of a variable inflammatory infiltrate.1,2 Clinical and 
histological differential diagnosis should mainly include 
other variants of squamous carcinoma, common warts, 
keratoacanthomas, and reactive epidermal hyperplasias. 
Less commonly, they can be confused with certain 
benign adnexal tumors, giant seborrheic keratoses, 
verrucous melanomas, verruciform xanthomas, and even 
with iododermas and bromodermas.2 Wherever 
diagnostic doubt exists, the complete removal of the 
tumor is required in order to reach a correct diagnosis as 
biopsies alone cannot show the ‘exo-endophytic’ growth 
characteristic of verrucous carcinoma. In the 2 cases 
presented, biopsies were taken from the lesions on 
several occasions giving contradictory results. Diagnosis 
of 1 of the cases was further complicated by the 
keratoacanthomatous clinical appearance of the lesion. 
In both cases complete excision of the tumor was 
required for definitive diagnosis. 

The pathogenesis of the disease has classically involved 
chemical factors like chewing tobacco—in the case of 
Ackerman tumor—and various others including chronic 
inflammation. More recently, the identification of HPV by 
in situ hybridization or PCR in some of these tumors—
mainly on the mucosa—has prompted consideration of 
the virus as another pathogenic agent. Both low risk (HPV 
6 and 11) and high risk (HPV 16 and 18) genotypes have 
been implicated here. In fact, HPV 6 and 11 are 
characteristically related to Buschke-Löwenstein 
carcinoma, while other forms (HPV 16, 18, and 33) have 
also been demonstrated in verrucous carcinomas in other 
locations.1,2,8,9 In our 2 patients PCR did not identify 
HPV. This is in agreement with the findings of many other 
authors who confirm that it is rare to find these viruses in 
verrucous carcinomas in zones outside those traditionally 
affected.2,8,10 

In summary, we have described 2 cases of verrucous 
carcinoma of the facial area—a very rare location 
cons ider ing  there  a re  on l y  5  c ases  prev ious l y 
published.3-7 PCR for the identification of HPV was 
not undertaken in any of those 5 cases. PCR did not 
reveal presence of HPV in either of our patients, a fact 
that suggests the appearance of verrucous carcinomas 
in such light-exposed locations is the outcome of 
different pathogenic factors—mainly ultraviolet 
radiation—as is the case in other cutaneous squamous 
cell carcinomas. 
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Figure 3. Case 2: clinical appearance of the verrucous 
carcinoma. 

Figure 4. Case 2: epithelial tumor of mixed exophytic-verrucous 
and endophytic growth, consisting of atypical squamous cells. 
Hematoxylin-eosin, ×10.
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