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QUIZ SECTION1/3
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A Solitary Pedunculated Lesion on the Scrotal Skin of a 79-year-old Patient: A Quiz
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Department of Dermatology, University Hospital of Basel, Schoenbeinstrasse 40, CH-4056 Basel, Switzerland. E-mail: anna-maria.forster@
usb.ch

A 79-year-old patient presented in our department with 
an approximately 1 cm x 1.5 cm, polypoid, skin-coloured 
plaque on the scrotum of unknown duration. There was 
no obvious enlargement of the lesion throughout the 
patient’s life. No itching, pain, traumatic events, or lo-
cal symptoms were reported. The skin overlying the 
papule was smooth and showed no tenderness on pal-
pation. Clinical history of the patient included latent 
tuberculosis, seminoma, chronic recurrent urticaria with 
angioedema, and recurrent polymyalgia rheumatica. The 
current medications were atorvastatin, oral prednisone, 
tocilizumab (Actemra®), and an antihistaminic if necessary  
(Fig. 1).

What is your diagnosis? 
1: Verruciform xanthoma 
2: Condyloma acuminatum 
3: Verrucous carcinoma 
4: Solitary neurofibroma 
See next page for answer.

Fig. 1. Scrotal verrucous papule approximately 1.5 cm x 1.5 cm, 
with a mild reddish erythema.
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Quiz: Diagnosis2/3

ANSWERS TO QUIZ

Acta Derm Venereol 2025

Fig. 2. Verrucous lesion with 
acanthosis, papillomatosis, and 
parakeratotic cells in crateriform 
invagination. (A–B) Elongated rete 
ridges with broad ends reaching a uniform 
level and papillary dermis packed with 
foam cells surrounding dilated capillaries 
without cytologic atypia in the lesions 
(haematoxylin and eosin [HE]) (50x 
magnification, 400x magnification).

Fig. 3. Foamy macrophages stained strongly positive for CD68 (marker for identifying histiocytes). (A) 200x magnification and PU.1 (nuclear 
marker for identifying histiocytes and dendritic cells); (B) 400x magnification as well as slightly positive for FXIIIa (marker to identifying a variety of 
fibrohistiocytic cells); (C) magnification 200x. OCT2 (marker to identifying immature and mature B cells); (D) magnification 200x, P16 (surrogate marker 
for oncogenic HPV infection); (E) (100x magnification and S100 (marker of Schwann cells and melanocytes); (F) 400x magnification remained negative. 
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Diagnosis: Verruciform xanthoma

Superficial shave-excision of the scrotal lesion was perfor-
med, and histopathologic examination revealed aggregates 
of lipid-containing foam cells in the dermal stroma of 
papillary dermis in association with verrucous epider-
mal hyperplasia without atypia. The dermis contained 
lymphocytes and plasma cells, and there was prominent 
neutrophilic exocytosis (Fig. 2). Periodic acid-Schiff (PAS) 
staining did not show fungal elements. CD68 immuno-
histochemical staining showed positivity in the foamy 
macrophages, confirming the diagnosis of verruciform 
xanthoma. We also performed P16, OCT-2, S100, PU.1, 
and FXIIIa staining, which showed a nuclear positivity of 

PU.1 and a slight positivity of FXIIIa while OCT-2 and 
S100 remained negative. P16 immunostaining, a surrogate 
marker for human papilloma virus (HPV) infection, was 
negative (Fig. 3). Due to the benignity of the lesion and as 
recurrences are rarely reported in the literature no further 
treatment was initiated. The wound after shave-excision 
healed within 1 year. 

Verruciform xanthoma (VX) is a rare clinicopathologic 
entity of uncertain aetiology that occurs primarily in the 
oral mucosa and was first described in 1971 by Shafer. 
Involvement of an extraoral site was first reported in 1979 
by Santa Cruz, with most cases occurring in the anogenital 
skin (1). Histopathologic features are characterized by 
epidermal acanthosis with uniform elongation of the rete 
ridges, papillomatosis, parakeratosis, and filling of the 
papillary dermis by foamy macrophages (2). The presence 
of brightly eosinophilic focal dissecting parakeratin is a 
helpful histologic feature. Considering this, Rush and Ben-
net coined the term a “wart of fire” (3). Clinically verrucous 
xanthomas show a verrucous, papillomatous, polypoid, or 
sessile growth and are often mistaken for viral warts or 

http://medicaljournalssweden.se/actadv
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Quiz: Diagnosis3/3

cutaneous malignancies. Cutaneous verrucous xanthoma 
should be clinically distinguished from CHILD naevus. The 
CHILD naevus in the context of inherited X-linked domi-
nant, male-lethal trait often involves the genital mucosa and 
the inguinal region (4). The predilection of these regions 
is referred to as ptychotropism (5) and could be excluded 
in our 79-year-old male patient. Due to the proclivity of 
verrucous xanthoma for oral and mucosal sites, a viral 
aetiology, similar to HPV, has been considered but a causal 
association has not been established (1). Initial damage to 
keratinocytes by an inciting agent, followed by degeneration 
and foam cell response, was proposed as a possible patho-
genic mechanism in verruciform xanthoma by Mohsin et 
al. (1). Development of local dystrophic xanthoma can be 
seen, for instance, at the site of trauma or in other lesions 
that are common in patients with hyperlipoproteinemia, but 
can also be seen in normolipidemic patients (6). In our case, 
immunohistochemically, the biopsy specimen was negative 
for p16 and an initial trauma or hyperlipoproteinemia could 
be ruled out. Expression of PU.1 has also been recently 
described in histiocytoses and in histiocytic lesions. PU.1 
is expressed in macrophages, histiocytes, and dendritic cells 
(7). As a transcription factor that is similarly expressed in 
multipotent myeloid-lymphoid progenitor cells, PU.1 is 
required for monocyte as well as B-cell differentiation, 
and is used as an important marker to distinguish histiocy-
tosis from histiocyte-rich tumours (8). Interestingly PU.1 
emerged as a robust marker with sharp nuclear staining in 
VX histiocytes. 

This rare case of cutaneous verrucous xanthoma pre-
senting on the scrotum of a 79-year-old patient highlights 
the need for integration of clinical data with histopatho-
logic examination to enable a correct diagnosis. We have 
also reviewed theories behind the aetiology of cutaneous 
verrucous xanthoma and discuss PU.1 as an interesting 
immunohistochemical marker that may help to identifying 
challenging histiocytic entities. 
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