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ABSTRACT:

Proliferative verrucous leukoplakia (PVL) is a form of oral
leukoplakia, which was first described in 1985 by Hansen et al.
PVL is reported by various authors as very aggressive form of

Leukoplakia due to its high rate of recurrence and a high rate of
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malignant transformation. Aetiology of PVL remains unclear as
well as its diagnosis and management. In this article a case report
and the criteria for diagnosis of Proliferative verrucous leukoplakia
are discussed.

Available Online: October, 2011
© NAD, 2011 - All rights reserved

Key words: Proliferative verrucous leukoplakia, Leukoplakia, oral,

oral cancer.

Introduction:

Oral leukoplakia (leuko = white; plakia = patch) is
defined by the World Health Organization (WHO) as
“awhite patch or plaque that cannot be characterized
clinically or pathologically as any other disease.” The
term is strictly a clinical one and does not imply a
specific histopathologic tissue alteration.’

Proliferative verrucous leukoplakia (PVL) is a rare
oral leukoplakia, characterized by proliferation,
multiple foci of occurrences, and high rate of
malignant transformation.? Due to this since 1985,
PVL been segregated from other types of leukoplakia
by Hansen.? The aetiology of PVL is unclear. Unlike
other forms of oral leukoplakia and oral squamous
cell cancer, PVL lesions are not strongly associated
with a history of alcohol or tobacco use or the
presence of candidiasis, nor has evidence of
immunodeficiency or vitamin deficiency.?

Viruses including human papillomavirus (HPV)*
and Epstein-Barr virus® have been said to play a role
in occurrence of PVL.
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CASE REPORT:

A 64 year old male patient visited private clinic,
with a chief complaint of painless white patches on
his left side of cheek inside the mouth since 7 months.
Patient also gave history of slightly burning sensation
on chewing of spicy foods since 10 days. Patient did
not give any history of habit of tobacco usage both
in chewing and smoking.

On Extra oral examination his face was
symmetrical and nothing abnormal was detected.
Intra oral Examination revealed an irregular shaped
single white patch of approximately 2x1 cm. on the
left side of the buccal mucosa. It was extending
anteriorly from the distal margin of the lower left 2™
premolar, posteriorly extending up to the mesial
aspect of 2" molar (Fig.1). The surface of the lesion
was almost smooth with few fissures in between.The
surrounding mucosa was normal in structure and
colour. On palpation, inspectory findings like site,
shape, and extent were confirmed and the lesion was
non scrapable. The lesion on palpation was non
tender. It was provisionally diagnosed as smooth
leukoplakia.
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A differential diagnosis of Verrucous carcinoma,
Hypertrophic Candidiasis and plaque type Lichen
Planus,was given.Incisional biopsy biopsy was made.

The H and E stained sections shows
hyperkeratotic stratified squamous epithelium
overlying a fibrous connective tissue. At one end
epithelium was showing hyperplasia (Fig.2) and other
slight atrophy. Histopathological diagnosis of Hyper
ortho keratosis and epithelial atrophy was made.
Patient was asked to visit the hospital for a regular
check up once in a month.

On 3 months follow up a recurrent lesion on the
same buccal mucosa and also a new lesion was seen
on the right side of lower lip.The lesion on the buccal
musosa was now showing more fissures on the
surface.The surface of the lesion on the lower lip was
exophytic with multiple nodular projections with
fissures in between. They were provisionally
diagnosed as verrucous carcinoma. Both the lesions
were taken for incisional biopsy.

Histo Pathology:

The H and E stained sections of both the lesions
showed mild dysplastic features like proliferative
corrugated hyperkeratosis, Acanthosis, increased
mitoses in basal and supra basal layers of epithelium.
Rete processes are broad and regular and do not
extended appreciably deeper than the general level
of the basement membrane in the surrounding
mucosa. The underlying fibrous connective tissue
stroma shows mild chronic inflammatory cell
infiltration (Fig.3).Finally by correlating with clinical
features this case was diagnosed as a Proliferative
Verrucous Leukoplakia.

Discussion:

PVL is a rare disease often seen in middle-aged
and elderly women, occurring predominantly on the
buccal mucosa, palate, gingiva, and tongue. Female
to Male incidence ratio of occurrence is roughly 4:1.
While women are most commonly affected on the
buccal mucosa, men have lesions more commonly
on the tongue.Only 30% of patients with proliferative
verrucous leukoplakia give a history of smoking,?
whereas the smoking incidence is much higherin the
patients affected by conventional leukoplakia.
Aetiology of PVL is still enigma. Some authors
suggested PVL might have an infectious etiology -
possibly a viral infection like HPV or EBV. Although

several authors have suggested that HPV might have
arole in the pathogenesis of PVL,* Bagan et al. failed
to find HPV in their group of patients and suggested
that there is no association of PVL with HPV,® rather
in their studies they have detected the presence of
EBV in a large percent of patients.®

A number of the reported cases of PVL have
initially presented as a solitary flat homogenous
leukoplakia, while others present with multiple
involved sites at time of diagnosis. Whatever be the
initial presentation, recurrence after treatment is
seen. Soon after first treatment the lesions appear
again, not only at the previous site but also at new
sites’8 - the gingiva being most commonly affected?®
site. The patient reported here also showed initially a
solitary lesion on the left buccal mucosa, and within
ashortduration the lesion appeared and also showed
other site of involvement on the lip.

PVL exhibits persistent growth, eventually
becoming exophytic and verrucous in nature®''2 As
the lesions progress, they may transform into full-
fledged squamous cell carcinoma (usually within 8
years of initial PVL diagnosis)"'"'2 Hansen et al.
described that PVL develops through a
histopathological continuum encompassing 10
stages - from hyperkeratosis to squamous cell
carcinoma. Later, Batsakis et al. proposed only 4
stages of continuum before forming Oral Squamous
cell carcinoma.’ Histopathologically, PVL changes
gradually from a simple plaque of hyperkeratosis
without dysplasia to verrucous hyperplasia, followed
by verrucous carcinoma finally Oral Squamous Cell
Carcinoma.

Clinical differential diagnosis would range from
Frictional Keratosis, Homogenous Leukoplakia,
Papilloma, Papillary Hyperplasia, Cowdens Syndrome,
Verrucous Hyperplasia and Verrucous Carcinoma.

The ambiguity of PVL is further aggravated
because there are no criteria that dictate how
extensive the leukoplakic changes should be or how
many or which oral sub sites should be involved or
how many recurrences should have occurred in order
to qualify for the diagnosis of PVL." This lack of exact
diagnostic criteria is a prime reason due to which
patients of PVL do not get correct treatment.

The treatment that is recommended consists of
multiple techniques such as CO2 laser surgery,
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surgery associated with radiotherapy, cryotherapy,
retinoid A, systemic vitamin A therapy, topical
vitamins, bleomycin, and photodynamic therapy.

CONCLUSION

Proliferative verrucous leukoplakia is a rare but
highly aggressive, Progressive form of oral
leukoplakia. Patients with PVL are benefited if we
have the earliest possible diagnosis and better
treatment can be rendered to these patients, thus
improving their prognosis. All the patients with a
recurrent white lesion, however innocuous in
appearance, should be suspected as PVL. Vigorous
follow up is required. Continued biopsy of old and
new lesions is a must. Have to be treated with
aggressive approach. PVL can be diagnosed with
confidence only in a retrospect and serial biopsy.
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Fig.1. White patch (Leukoplakia) on the left buccal mucosa, showing
few fissures.
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Fig.3. H&E Section Showing Proliferative Corrugated Hyperkeratotlc
And Mild Dysplastic Epithelium
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