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Letters to the Editor

Verruciform xanthoma of  the penis: A rare case with an 
unusual clinical morphology

Sir,
Verruciform xanthoma is a rare benign lesion of unknown 
etiology. Although it primarily affects the oral mucosa, the 
genital area including vulva, scrotum and penis may also be 
involved. Only 33 cases of penile form have been reported in 
the literature till date.1‑5

We herewith present a   78‑year‑old  Turkish man with 
a 2‑month history of a rapidly growing asymptomatic 
exophytic tumoral lesion on the ventral part of the penis. 
The lesion measured 1  ×  1  cm and showed a combined 
morphology with a yellowish, erythematous, verrucous base 
and a bright yellowish‑pink, pedunculated component with 
a papillomatous, “mulberry‑like” surface  [Figure  1]. There 
was neither a coexisting extragenital lesion nor inguinal 
lymphadenopathy. His current and past medical history 
was unremarkable, except for a traditional circumcision 
procedure in the childhood. Blood tests including lipid profile 
were within the normal levels and serology for hepatitis and 
human immunodeficiency virus was negative.

An incisional biopsy involving the papillomatous part of 
the tumor showed verruciform acanthosis in the epidermis 
and numerous lipid‑laden, foamy histiocytes in the papillary 
dermis [Figures 2 and 3], revealing a diagnosis of verruciform 
xanthoma. Additionally, p16 immunohistochemistry revealed 
only a weak patchy staining of epidermal cells, which 
excludes a possible human papilloma virus infection in the 
pathogenesis. Complete surgical excision was planned, but 
the patient refused treatment . In a 20‑month follow‑up, no 

change was observed in the remaining basal portion of the 
tumor [Figure 4].

The etiopathology of verruciform xanthoma remains elusive 
till date. An association with human papillomavirus infection 
or lipid disorders has been suggested, but not confirmed, in 
most of the patients.1 Owing to its association with lichen 
planus, an autoimmune etiopathology including apoptosis of 
epithelial cells has also been proposed.2 The latest concept 
however is based on a traumatic or inflammatory injury 
leading to keratinocyte degeneration and an inflammatory 
reaction, which induces macrophages to engulf lipid material 
released from the epithelial cells and become lipid‑laden, 
foamy histiocytes.3 The xanthomatous appearance in 
verruciform xanthoma is related to the presence of these 
subepithelial foamy histiocytes and epithelial hyperplasia is 
a secondary change.

Verruciform xanthoma may occur in the setting of various 
cutaneous disorders such as congenital hemidysplasia with 
ichthyosiform erythroderma and limb defects  (CHILD 
syndrome), inflammatory linear verrucous epidermal nevus 
and dystrophic epidermolysis bullosa, suggesting that it 
may be an unusual reactive phenomenon.1 It has also been 
reported in patients following bone marrow transplantation, 
with or without graft versus host disease.4 Nevertheless, our 
patient had no associated dermatoses or systemic diseases.

Penile verruciform xanthoma typically presents as an 
asymptomatic, solitary lesion of 2–10 mm in an otherwise 

Figure  2: The papillomatous part of the tumor seen under low 
magnification [hematoxylin and eosin (H and E), ×20]

Figure  1: Penile tumoral lesion showing a combined morphology with 
a yellowish, erythematous verrucous base, and a bright yellowish‑pink, 
pedunculated component with a papillomatous, “mulberry‑like” surface
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healthy man, usually after the fifth decade of life. It may 
grow slowly over years or rarely, as in our case, shows 
rapid growth in just a few months. A review of previously 
reported cases revealed that although the pedunculated or 
sessile tumor on the penis may present in a broad range 
of colors, from whitish or skin‑colored to pinkish‑red 
and brown,    it usually has a yellowish hue, which may be 
considered as an important clinical clue for differentiation 
from other tumoral lesions, including mainly condyloma 
acuminatum.1‑5  Moreover, in some cases, it may be indurated 
and focally ulcerated, mimicking malignancy.   Although 
the clinical differential diagnosis of verruciform xanthoma 
includes several benign and malignant conditions, which 
are summarized in Table 1, its morphological characteristics 
and histopathological appearance with subepithelial foamy 
histiocytes are unique, and   performance of a biopsy in 
suspicious cases is crucial to the diagnosis.3‑5  As genital 

occurrence is not a well‑known feature of verruciform 
xanthoma, the diagnosis of penile verruciform xanthoma 
may be delayed, and patients may receive incorrect or 
unnecessarily aggressive treatments.

In the literature, penile lesions of verruciform xanthoma are often 
described as wart‑like papules/nodules with a “cauliflower‑like” 
verrucous surface, whereas scrotal verruciform xanthoma may 
also present with “mulberry‑like” papillomatous lesions.2 
However, a combined morphology consisting of a pedunculated 
component on a verrucous base, as in our case, has not been 
reported previously in penile verruciform xanthoma.

Surgical excision remains the gold standard for the treatment of 
verruciform xanthoma, whereas superficial electrocauterization, 
carbon dioxide laser, cryotherapy, radiotherapy, topical 
steroids, and imiquimod have been used in select cases.5 Given 

Table 1: Differential diagnosis of penile growths

Characteristic 
features

Verruciform 
xanthoma

Condyloma 
acuminatum

Squamous 
cell/verrucous 
carcinoma

Giant molluscum 
contagiosum

Condyloma latum 
(syphilis second 
stage)

Xanthoma*

Etiology Unknown, reactive 
process?

HPV 6, 11 HPV 16, 18 
(possible factor)

Molluscum 
contagiosum virus

Treponema pallidum Lipid metabolism 
disorders

Most common age 
of onset

>50 years (elderly) <50 years (young 
adults)

>50 years (elderly) Childhood or young 
adults

<50 years (young 
adults)

Variable

Number of lesions Solitary Multiple Solitary Multiple Multiple Solitary
Size of lesions 2-10 mm Variable Variable >1 cm 3-4 cm Variable
Color of lesions Yellowish, white-skin 

colored, red-brown
Skin-colored, brown Reddish White, skin-colored Whitish, yellowish Yellow-orange

Morphologic and 
other features of 
lesions

Wart-like papule/
nodule

Exophytic, 
vegetative papules/
nodules

Indurated, ulcerated 
nodule/tumor

Dome-shaped papules 
with central waxy core

Macerated, vegetative 
papules/plaques

Papule/plaque

Surface of lesions Verrucous/
papillomatous surface

Flat/papillomatous 
or verrucous surface

Verrucous surface Flat surface with 
central umblication

Flat surface Flat surface

Regional LAP - - ± - + -
*Unusual in genitalia. LAP: Lymphadenopathy, HPV: Human papilloma virus, -: negative, ±: positive or negative, +: positive

Figure 3: In higher magnifications, proliferative squamous epithelium and 
foamy histiocytes under the epithelium are remarkable (H and E, ×200)

Figure 4: The yellowish, erythematous verrucous base of the tumor after 
incisional biopsy involving the pedunculated portion
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the benign nature of verruciform xanthoma, a wait‑and‑see 
approach is another option, especially in elderly patients, and 
it was the choice made in this case.

Although rare, verruciform xanthoma should be kept within 
the differential diagnosis for solitary tumoral penile nodules 
with a yellowish color in elderly patients. It should be noted 
that verruciform xanthoma lesions may have an atypical 
clinical appearance of the described variants, such as showing 
two components.
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