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Rapid Recurrence and Transformation of Verrucous Carcinoma of Lower Lip
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We report a 52-year-old male with recurrent verrucous carcinoma of lower lip and rapid transformation into squamous 
cell carcinomas (SCC) three years after surgery. To date, verrucous carcinoma has been regarded as a variant of well-
differentiated SCC, which sometimes shows invasive changes but rarely metastasizes. With this case, we highlight the 
possibility of early recurrence and rapid transformation into SCC and emphasize the need for surgical resection with ad-
equate margins. To our knowledge, such rapid transformation into SCC merely three months after surgery has never been 
reported in the literature.
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INTRODUCTION

Verrucous carcinoma (VC) of the skin is a rare variant 
of squamous cell carcinoma (SCC), which shows exo-
phytic nodular growth and is potentially malignant. This 
tumor is generally recognized as a locally invasive SCC 
with little propensity for metastasis. Surgical excision 
seems to be the clear preference for treatment. Although 
most of the VCs grow slowly, this case showed a differ-
ent early recurrence and rapid transformation into SCC 
within three months even after a wide excision with ad-
equate margins.

CASE REPORT

A 52-year-old male presented with a one-year history 
of recurrent growing verruciform lesion on the lower 
lip. The patient had smoked half a pack of cigarettes a 
day for 35 years, but quit smoking one year ago after 
the malignancy was confi rmed. He also had a history of 
chewing betel nuts in the past and had quit for one year. 
The fi rst examination a year ago revealed a 30×15 mm 

verruciform nodule restricted to the lower lip (Fig. 1a) 
and biopsy report showed verrucous carcinoma (Fig. 2a). 
There were no clinical fi ndings suggestive of metastasis. 
Surgical resection and full-thickness skin grafting were 

Fig. 1 The picture shows a 30×15 mm verruciform nodule 
restricted to the lower lip (a) and a recurrent lesion 
on the lower lip with central ulceration (b).

Fig. 2 (a) Verrucous carcinoma is characteristic of hyper-
parakeratinized epithelium proliferating in a papil-
lary form and extending deep into the connective 
tissue with broad and bulbous rete ridges showing 
pushing margins; (b) squamous cell carcinoma is 
characteristic of a violation of the basement mem-
brane and a downward growth of broad rete pegs 
and islands of squamous epithelium. (H and E stain, 
×40)
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performed. Histological examination revealed verrucous 
carcinoma. Six months after surgery, a growing verruci-
form lesion of about 20×15 mm was found on the lower 
lip and the lesion had been successfully treated with a 
carbon dioxide laser. Three months later, a verruciform 
lesion of about 30×15 mm was found on the lower 
lip with central ulceration (Fig. 1b) and biopsy report 
showed squamous cell carcinoma (Fig. 2b). The patient 
underwent wide excision, neck lymph node dissection 
and anterolateral thigh free fl ap reconstruction with free 
cut-end margin. Pathologic report showed a picture of 
SCC with well to moderately differentiated lower lip 
tissue characterized by verrucous hyperplasia of tumor 
cell nests showing focal moderate differentiation with 
stromal invasion at high-power magnification (Fig. 2). 
The patient was discharged 10 days after surgery. During 
one-year follow-up, neither recurrence nor metastasis has 
been detected.

DISCUSSION

In 1948, the clinicopathological concept of verrucous 
carcinoma (VC) was fi rst established by Ackerman, who 
described a variant of squamous cell carcinoma (SCC) 
of the oral cavity in 31 patients.1 VC has a characteristic 
gross appearance of large, exophytic, soft, fungating neo-
plasms with a pebbly mamillated surface. Microscopical-
ly, club-shaped fi ngers of hyperplastic epithelium gradu-
ally pushed rather than infi ltrated their way into deeper 
tissues. The epithelium was well differentiated and the 
basement membrane remained intact.

The current World Health Organization classifi cation 
describes VC as a slow-growing variant of SCC with 
pushing margins.2 Moreover, oral VC is a phenomenon 
with slow growth, no metastatic potential and lowest 
invasive potential, accounting for 2% to 9% of all oral 
carcinomas.3,4 VC of the oral cavity is most commonly 
found on the lower lip followed by the hard palate, in-
ferior gingiva, and buccal mucosa.5 The etiology of VC 
is strongly associated with smoking, alcohol, papilloma-
virus infections, which may play important roles in its 
pathogenesis.6,7

VC has unique biological behavior and is fairly rare 
compared with the conventional form of SCC.3 On the 
other hand, invasive oral SCC is the most common oral 
cancer, which develops from carcinoma in situ or non-
invasive dysplastic precursor lesions.8 Furthermore, oral 
SCC has regional lymph node involvement and distant 
metastatic potential.4 Owing to different characteristics 
in terms of invasiveness, metastatic potential, prognosis, 

and response to conventional treatments, two tumors 
must be correctly differentiated by pathologist.3,4

According to Koch et al.5 and Ferlito et al.9, the cor-
rect diagnosis is heavily dependent on close collaboration 
between clinician and pathologist, and the provision to 
the latter of a suffi ciently large biopsy specimen, because 
distant metastasis associated with VC can be a conse-
quence of an incorrect diagnosis or of the presence of 
foci of SCC in lesions with warty features.9,10 Incomplete 
resection may lead to multiple recurrences and routine 
histopathological evaluation fails to identify those tumors 
that will progress to become biologically aggressive 
SCC.11

Medina et al. have reported the coexistence of foci 
of less-differentiated squamous carcinoma in 20% of 
VC of the oral cavity as ‘hybrid verrucous-squamous 
carcinoma’.12 Anaplastic transformation of VC into 
squamous cell carcinoma usually occurs following ra-
diation therapy13, but some authors were also sure that 
anaplastic transformation could occur not only due to ir-
radiation, but also naturally.12

In molecular pathogenesis, the membrane location 
of the transforming growth factorβtype II receptors 
(TGFβR-II) in VC exposes the receptor to the growth 
inhibitory control of TGF-βand, probably explain-
ing why VC tumors are less aggressive clinically. The 
marked reduction of membranous TGFβR-II and their 
predominant cytoplasmic location diminishes TGF-
βgrowth inhibition and may contribute to the transfor-
mation of VC into more aggressive SCC.11

According to the treatment results of a series of 2,350 
patients with VC by Koch et al.5, those patients with VC 
of the oral cavity initially treated with surgery had better 
survival. Wide excision with reconstruction is indeed the 
treatment of choice for VC of the oral cavity although 
local recurrences are observed despite of clear surgical 
margins confirmed by histopathology.14 While the de-
veloped VC with rapid transformation into SCC may be 
associated with a recurrence which could not be detected 
early, this aggressive course of VC has to be kept in 
mind.

In conclusion, although VC does not occur frequently 
and has excellent prognosis with surgical management, 
this neoplasm presents a potential for local recurrence 
that should be considered during surgical planning in 
the oral cavity. With this case, we highlight the possibil-
ity of early recurrence and transformation into SCC and 
emphasize the need for more aggressive follow-up after 
surgery.
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