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An 85-year-old male was examined for indolent red- 
purplish nodules and plaques, some of them ulcerated, loca-
ted on the left arm and on the right lower limb (Fig. 1). The 
lesions first presented nearly a month before and they were 
asymptomatic but fast growing. No systemic symptoms 
were reported. Medical history included arterial hyper-
tension, under treatment with ACE inhibitors, and benign 

prostatic hyperplasia. Physical examination showed right 
inguinal palpable and painless lymphadenopathy. Labora-
tory tests, including blood count, liver and kidney function, 
inflammatory markers, and serum protein electrophoresis, 
were within normal limits except for a mild increase in C-
reactive protein levels (CRP). 

Positron emission tomography/computed tomography 
demonstrated one uptaking right inguinal lymph node of 1.9 
cm in diameter. An incisional skin biopsy of the lesions in 
the lower extremities was performed and showed atypical 
lymphocytes CD20+ predominantly infiltrating dermis 
and subcutaneous tissue, while no epidermotropism was 
observed. In addition, positivity of Bcl2 and Bcl6 was 
shown in B-cells.

What is your diagnosis?
Differential diagnosis 1: Primary cutaneous diffuse large 
B-cell lymphoma (PC-DLBCL)
Differential diagnosis 2: Kaposi sarcoma
Differential diagnosis 3: Non-tuberculous mycobacterial 
infection
Differential diagnosis 4: Primary cutaneous follicular 
helper T-cell lymphoma 

See next page for answer.

(A) (B)

Fig. 1. (A) Indolent red-purplish nodules and plaques on the right lower 
limb. (B) Indolent red-purplish nodules and plaques on the left arm.
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Diagnosis: Primary cutaneous diffuse large B-cell 
lymphoma 

Primary cutaneous diffuse large B-cell lymphoma (PCD-
LBCL) is an aggressive subtype of cutaneous B-cell 
lymphoma that typically occurs at the lower extremities 
(1). Clinical presentation may include macules, solitary 
or multiple nodules, or papules, which may ulcerate or 
coalesce to form plaques with infiltrated borders, covering 
even large areas (2). Tumour growth is usually rapid and 
involves either the lower or upper extremity with mono- or 
bilateral distribution. However, the simultaneous involve-
ment of multiple body regions is rare. PCDLBCL at initial 
stage usually presents without clinical signs of extracuta-
neous dissemination.

There are no pathognomonic diagnostic clues allowing 
the clinical diagnosis of PCDLBCL, thus histological 
examination is mandatory. PCLBCL is characterized by a 
dense dermal infiltrate with a diffuse and/or nodular pattern 
composed of > 80% large tumour cells corresponding to 
centroblasts and/or immunoblasts, with numerous mitoses 
and a proliferative index > 39% (3). No epidermotropism 
or lymphocyte infiltration is generally observed (4). Im-
munohistochemistry demonstrates BCL2 amplification in 
PCLBCL (Fig. 2). 

The morphology and distribution of skin lesions some-
times provide crucial information guiding physicians 
towards the diagnosis, even though various conditions may 
share similar clinical presentations. PCDLBCL presents 
similarities to Kaposi sarcoma (KS). KS is an angioproli-
ferative disorder generally presenting as violaceous papules 
or plaques and ulcerated nodules, predominantly localized 
at the lower extremities (5). KS is characterized by the 
proliferation of oddly shaped endothelial cells, which may 
occur in the elderly (6). 

In our patient, the age and the presence as well as the site 
of the purplish nodules could have suggested KS. Dermos-
copy constitutes a useful diagnostic tool to identify typical 
dermoscopic features related to KS, such as the rainbow 
pattern or the presence of serpentine vessels (5). 

Another potential consideration for the differential diag-
nosis is the primary cutaneous follicular T-cell lymphoma 
(PCTL), which is characterized by numerous red, infiltrated, 
and non-ulcerated papules, plaques, and nodules, mainly 
appearing on the chest, extremities, or in the head and neck 
region (7). The classic histology of PCTL includes a dense 
dermal presence of CD3+ T and CD20+ B cells, which do 
not penetrate the epidermis (7). Immunohistochemistry 
can help in confirming PCTL by demonstrating BCL6 and 
CD10 expression (7).

An additional alternative in the spectrum of differen-
tial diagnosis could be a non-tuberculous mycobacteriosis 
(NTM), which is an opportunistic cutaneous infection 
caused by pathogens different from Mycobacterium tuber-
culosis or Mycobacterium leprae. NTMs may have a va-
riable clinical presentation mainly including erythematous 
papular-nodular lesions, often complicated by ulceration. 
Among all species, Mycobacterium marinum infection 
may lead to the outbreak of violaceous nodular lesions 
localized at the extremities due to the contact with aquatic 
environments (8). Systemic manifestations such as pulmo-
nary disease, lymphadenopathy, and disseminated disease 
usually occur along with skin and soft tissue disease. Fever, 
night sweats, weight loss, and hepatosplenomegaly are the 
most frequent systemic manifestations. Culture of skin 
specimens is the primary diagnostic examination, despite 
its low specificity (8). 

In our patient, on the basis of histological diagnosis of 
PCDLBCL, systemic chemotherapy was started. Skin le-
sions on both upper and lower extremities regressed after 
the first cycle of R-CHOP (rituximab, cyclophosphamide, 
doxorubicin, vincristine, and prednisone) and systemic 
therapy was consequently interrupted. At 3-month follow 
up, lesions recurred and a second cycle of R-CHOP was 
carried out. 

Treatment strategies for PCDLBCL vary based on the 
patient’s age, the International Prognostic Index (IPI), and 
the feasibility of intensified dosing approaches. In patients 
aged 60 to 80 years, the standard of care is typically repre-
sented by 8 cycles of chemotherapy combining a CHOP 
regimen with rituximab. For patients who are 80 years 
and older, it is advisable to opt for an attenuated CHOP 
regimen (9).

Fig. 2. Histopathologic representation of primary cutaneous diffuse 
large B-cell lymphoma.
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