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CASE REPORT

Verruciform xanthoma of the penis: 
A rare benign lesion that simulates carcinoma
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Verruciform xanthoma is a rare and
benign condition predominantly affecting

the oral cavity, but also skin and female anogenital mucosa. It
can be flat, papular-warty or crateriform-cystic.
Furthermore it can simulate HPV viral lesion such as condylo-
ma and malignant neoplasia such as verrucous squamous cell
carcinoma. An accurate diagnosis is important to avoid
overtreatment, considering it is a benign lesion that does not
require any radical treatment. We present an extremely rare
case of a 64 year-old man with a small, slighty raised, gray
reddish-dotted lesion on the left portion of the ventral side of
his glans.
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partner. We decided to perform a radical excision of the
lesion as outpatients under local anaesthesia.
After standard formalin fixation and paraffin embedding
of the specimen, 4 μm sections were cut and stained with
Hematoxylin-Eosin. Histopathological examination
revealed the presence of acanthosis, hyperkeratosis and
parakeratosis, associated with neutrophil exocytosis and
with inflammatory infiltrates of large foamy histiocytes at
the apex of the dermal papillae (Figure 1).
Histiocyties were highlighted by immunohistochemical
staining for CD68 + (Figure 2) and for pS100 +, thus
confirming the diagnosis of VX. Negative immunostain-
inig for p16 ruled out a possible viral aetiology. We clin-
ically evaluated the patient 3 months after radical exci-
sion, no recurrence of the lesion was apparent.
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Figure 1. 
This microphotographs
show an hyperplastic
epithelium with
papillary configuration,
acanthosis and
hyperparakeratosis
associated with
neutrophil exocytosis.
No epithelial atypia is
observed. Foamy
histiocytes can be 
seen at the apex 
of the papillae.

Figure 2. 
Immunostaining 
for CD68 PG-M1
highlights foamy
histiocytes.

INTRODUCTION
Verruciform xanthoma (VX) is a rare, benign lesion usual-
ly affecting oral mucosa, but also skin and sometimes
anogenital mucosa, predilecting females (vulva) rather
than males (scrotum, foreskin, etc.) (1). Histologically,
foamy histiocytes aggregates in the subepithelial stroma or
in the papillary dermis in association with verrucous
epithelial acanthosis and hyperparakeratosis, are the hall-
mark of this lesion (2). The extra-oral (cutaneous) occur-
rence of VX is extremely uncommon with less than few
dozen cases reported in literature, most of which occurred
on anogenital areas such as vulva and scrotum. Penis
involvement (foreskin or glans) is even more infrequent
with very few cases described in the literature so far (3).
We present a rare case of VX localized on the glans.

CASE REPORT
A 64 year-old Caucasian man, with a silent past medical
history, was admitted to our institution with a small,
slightly raised, grey reddish-dotted lesion on the left por-
tion of the ventral side of his glans, previously unsuc-
cessfully treated with antibiotic creams, antifungal ther-
apy and antiinflammatory corticosteroid for about one
month. No other similar cutaneous, genital or oral
lesions were detected upon physical examination and no
inguinal lymphadenopathy was present. Blood test, par-
ticularly lipid profile and serological test for sexual trans-
mitted disease were negative both for the patient and his
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DISCUSSION
Clinically VX is a flat, raised or pebbled-warty lesion, its
color being pink, greyish or yellowish depending on the
degree of keratinization. It occurs mostly in adult
patients in their fifth to sixth decade of life as an usually
single, not sore and well-circumscribed lesion of oral
mucosa, but it can also occur on anogenital areas (4).
Histologically VX is most frequently observed in its
papular-warty form, but it has been described, although
less frequently, in other architectural pattern such as flat
and crateriform-cystic (5).
Histological features of the lesion are the same inde-
pendent of architectural pattern and localization.
Epithelium has elongated rete ridges all extending in the
underlying stroma to the same level and sometimes with
fusion of their bases. Acanthosis, hypogranulosis and
hyperparakeratosis are common findings in association
with neutrophil exocytosis, especially localized between
the stratum corneum and the stratum spinosum. No
epithelial atypia nor koilocytosis can be found.
Subepithelial stroma shows a papillomatous pattern with
thin papillae between epithelial ridges, the former with
foamy histiocytes which are localized particularly at the
apices of the papillae. Tlymphocytes e plasma cells, the
latter usually as a band-like infiltrate under the level of
elongated rete ridges, are usually present (6).
VX was described for the first time in 1971 by Shafer in
its oral localization and in 1979 by Santa Cruz in extra-
oral site; particularly VX of penis it was firstly described
by Kraemer et colleagues in 1981 (7). Its etiopathogene-
sis is still nowadays not entirely known; viral causes hav-
ing been investigated, and in particular a correlation with
HPV infection, because of similar clinical and histologi-
cal similarities between VX and HPV-related lesions such
as condylomata (8-9). A second pathogenetic hypothesis
concerns the correlation with lipid disorders, but many
patients do not show alterations in their clinical and lab-
oratory exams to support this possibility (10). Today the
most quoted hypothesis is that VX can have a traumatic
pathogenesis, namely keratinocytes disruption due to trau-
matic injury primes the establishment of an inflammatory
status which typically attracts T lymphocytes and neu-
trophils and later macrophages in order to degrade dam-
aged cellular debris thus becoming foamy histiocytes (10).
Differential diagnosis includes above all viral (HPV) and
malignant lesions (11), VX sharing morphological simi-
larities both with condylomata and with verrucous squa-
mous cell carcinoma. A correct diagnosis is fundamental,
especially excluding the possibility of cancer, because VX
is a benign lesion that does not require any radical treat-
ment and so any over-treatment should be avoided (12).

CONCLUSION
Recognition of genital VX is important to avoid unneces-
sary investigations or surgical procedures and to reduce
patient’s anxiety. To diagnose VX is essential to perform a
biopsy for histoplatologic examination. Microscopy fea-
tures allow for a distinction between VX and squamous
cell carcinoma, which is included in its differential diag-
nosis. The treatment of VX typically involves a simple
surgical excision.
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