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Primary cutaneous plasmablastic Primary cutaneous plasmablastic 
lymphoma presenting as perineal lymphoma presenting as perineal 
ulcero-proliferative growth in ulcero-proliferative growth in 
a human immunodefi ciency a human immunodefi ciency 
virus-seropositive patientvirus-seropositive patient

Sir,
A 33-year-old man, seropositive for human 
immunodeficiency virus, presented with a 4-month 
history of a rapidly growing, painful, ulcerated growth 
on the perineum associated with a foul smelling 
discharge. He was on antiretroviral therapy consisting 
of zidovudine, lamivudine and nevirapine for the past 
2 months. On examination, he was emaciated and had 
generalized lymphadenopathy. Cutaneous examination 
revealed a 8 cm × 6 cm × 7 cm ulcero-proliferative 
growth in the perineal region. The overlying ulcer was 
indurated with a firm-to-hard base, rolled out border 
and yellowish slough in the ulcer floor [Figure 1]. 
Some smaller erythematous nodules were present 
around the ulcerated lesion [Figure 1, arrow]. The 
oral cavity and the rest of the cutaneous and systemic 
examination were within normal limits. A differential 
diagnosis of squamous cell carcinoma, orificial 
tuberculosis, deep fungal infection, Kaposi’s sarcoma 

and lymphoma was considered. Laboratory evaluation 
revealed a leukocyte count of 5.2 × 109 cells/L, 
lactate dehydrogenase of 225 IU/L and CD4+ count 
of 323/mm3. Other investigations were within normal 
limits. Skin biopsy revealed diffuse dermal infiltration 
by large immunoblast-like cells with moderate amounts 
of cytoplasm, large nuclei, vesicular chromatin and a 
single prominent nucleolus. Features suggestive of a 
high-grade lymphoma such as “starry-sky” pattern, 
necrotic areas and apoptotic figures were evident 
throughout the lesion [Figure 2]. Immunohistochemistry 
showed negative staining for CD19, CD20, CD2, CD3, 
CD5, CD30 and positive staining for CD138, CD38 
and multiple myeloma oncogene-1 [Figure 3a-c]. The 
immunohistochemistry for immunoglobulin light 
chain showed lambda light chain restriction [Figure 4a] 
and was negative for kappa light chain [Figure 4b]. 
Immunohistochemistry for Epstein–Barr virus-latent 
membrane protein was negative [Figure 5]. The 
proliferative index marker Ki-67 was positive in more 
than 75% of the cells [Figure 3d]. The lymph node biopsy 
showed a reactive pattern and bone marrow biopsy did 
not show any evidence of infiltration. A diagnosis of 
human immunodeficiency virus-associated primary 
cutaneous plasmablastic lymphoma was made. We 
planned to undertake magnetic resonance imaging 
of the lesion followed by excision and chemotherapy 
while continuing antiretroviral therapy. However, the 
patient refused further investigation and treatment.
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Figure 1: Ulcero-proliferative growth in the perineal region with 
small nodules in the surrounding area (arrow)

Plasmablastic lymphoma is a distinct subtype of diffuse 
large B-cell lymphoma characterized by a diffuse 
proliferation of large neoplastic cells that mostly have the 
morphology of B-cell immunoblasts but have a plasma 
cell immune phenotype.1 It is strongly associated with 
human immunodeficiency virus infection, constitutes 
around 2% of all human immunodeficiency virus-related 
lymphomas and is considered one of the acquired 
immune deficiency syndrome (AIDS)-defining illnesses.2

The exact pathogenesis of human immunodeficiency 
virus-associated plasmablastic lymphoma is poorly 
understood. It comprises a complex interaction 
between genetic abnormalities, chronic immune 
stimulation, human immunodeficiency virus-related 
immunodeficiency and co-infecting oncogenic 
viruses (Epstein–Barr virus and probably human 
herpes virus-8).3,4 The association of Epstein–

Figure 2b: The proliferating lymphoid cells are of medium to 
large size, having moderate cytoplasm, large irregular nuclei and 
vesicular chromatin. Apoptotic cells and phagocytizing histiocytes 
are evident throughout the lesion (H and E, ×400)

Figure 3: Immunohistochemistry (IHC) of tumor cells demonstrating 
(a) negative CD20, (b) positive CD38, (c) positive multiple myeloma 
oncogene-1, (d) Ki67: marker of cell proliferation index is more 
than 75% (IHC, ×100)
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Figure 2a: Diffuse proliferation of lymphoid cells and presence 
of phagocytizing histiocytes imparting a “starry-sky pattern”; a 
feature typical of high grade neoplasm (H and E, ×100)

Barr virus with plasmablastic lymphoma is best 
demonstrated by the expression of Epstein–Barr 
virus encoded ribonucleic acid rather than latent 
membrane protein as the latter is usually negative, as 
in our case. The association with Epstein-Barr virus 
is more commonly seen in human immunodeficiency 
virus-positive plasmablastic lymphoma (75%) and 
post-transplant plasmablastic lymphoma (67%) than 
in immunocompetent patients (50%). The actual 
prevalence of human herpes virus 8 infection in 
plasmablastic lymphoma is controversial.5

In their review, Castillo et al. categorized patients of 
plasmablastic lymphoma into four groups, human 
immunodeficiency virus-positive plasmablastic 
lymphoma, human immunodeficiency virus-negative 
plasmablastic lymphoma, post-transplant plasmablastic 
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lymphoma and transformed plasmablastic lymphoma, 
depending on their immunological status.2 Out of 
590 cases of plasmablastic lymphoma, 369 were human 
immunodeficiency virus-seropositive, 164 were 
human immunodeficiency virus-negative, 37 patients 
were post-transplant and 20 were in the transformed 
group. In all groups, males were commonly affected 
than females but in human immunodeficiency 
virus-negative plasmablastic lymphoma, females 
were relatively more affected than in other groups. 
In comparison to the human immunodeficiency 
virus-positive plasmablastic lymphoma, relatively 
older patients were affected in the human 
immunodeficiency virus-negative group (mean 
age of presentation was 55 years). The mean age of 
presentation in both post-transplant and transformed 
plasmablastic lymphoma groups were 62 years.2 In 
contrast to human immunodeficiency virus-positive 
plasmablastic lymphoma, extranodal involvement was 
most common (95% of patients) with 48% having oral 
cavity/jaw involvement, 12% having gastrointestinal 
tract disease and 6% having skin involvement. In 
7% of the patients, plasmablastic lymphoma was 
the initial presentation of human immunodeficiency 
virus infection. More than half (65%) of the patients 
had advanced disease (stage III or IV) at presentation, 
and 40% had bone marrow involvement and B 
symptoms.2 Plasmablastic lymphoma affects the oral 
cavity with fast local invasion and dissemination. 
Other less commonly involved sites were the central 
nervous system, paranasal sinuses, mediastinum, 
liver, lungs and testes.1 Our patient presented with a 
rapidly enlarging ulcero-proliferative growth in the 
perineum without involvement of the gastrointestinal 
tract. In human immunodeficiency virus-negative 

plasmablastic lymphoma, although the oral cavity 
is commonly involved, involvement of extra-nodal 
sites is more heterogeneous. In addition, in human 
immunodeficiency virus-positive plasmablastic 
lymphoma, bone marrow involvement, B symptoms 
and advanced clinical stage at presentation are more 
common than in the human immunodeficiency 
virus-negative plasmablastic lymphoma.2 Around 
41 cases of plasmablastic lymphoma that involved 
the skin have been reported, of which 22 cases 
were seropositive for human immunodeficiency 
virus. Cutaneous involvement is relatively more 
common in the case of post-transplant plasmablastic 
lymphoma (8 cases, 22%) than in human 
immunodeficiency virus-positive plasmablastic 
lymphoma (22 cases, 6%), human immunodeficiency 
virus-negative plasmablastic lymphoma (10 cases, 7%) 
and transformed plasmablastic lymphoma (1 case, 
5%).2 Plasmablastic lymphoma with cutaneous 
involvement has a male preponderance and is 
commonly associated with Epstein–Barr virus 
infection. It has a rare association with human herpes 
virus 8.6,7 Reddish-purple nodules involving the lower 
limb was the common presenting feature of cutaneous 
plasmablastic lymphoma. We were unable to find 
any previous reports of plasmablastic lymphoma 
presenting as a perineal ulcero-proliferative growth; 
however, there have been reports of plasmablastic 
lymphoma involving the testis and penis.8,9

Differential diagnosis of an ulcero-proliferative growth 
in the perineal region includes epidermoid carcinoma, 

Figure 4: Immunohistochemistry (IHC) of tumor cells demonstrating 
lambda light chain restriction, (a) positive reactivity for lambda light 
chain and (b) negative reactivity for kappa light chain (IHC, ×100)
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Figure 5: Immunohistochemistry (IHC) of tumor cells demonstrating 
negative reactivity to Epstein–Barr virus-latent membrane protein 
(IHC, ×100)
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lymphoma, adenocarcinoma, basaloid carcinoma, 
melanoma and metastasis.4 The histology of plasmablastic 
lymphoma is characterized by monomorphic cellular 
proliferation of large immunoblasts or large plasma 
cells, as seen in our case. Apoptotic bodies and 
mitotic figures are frequent. The neoplastic cells 
express plasma cell markers (VS38c, CD38, multiple 
myeloma oncogene-1, BLIMP1, XBP-1, cytoplasmic 
immunoglobulin and CD138), stain variably for CD79a, 
CD56, CD45, CD10, CD30, Epstein–Barr virus-encoded 
small ribonucleic acids and stain negative for B-cell 
markers (CD20 and PAX5).5,10 The various morphologic 
and immunophenotypic differentials of plasmablastic 
lymphoma are primary cutaneous diffuse large B-cell 
lymphoma-leg type, primary cutaneous diffuse large 
B-cell lymphoma-not otherwise specified, plasmablastic 
and anaplastic variants of plasma cell myeloma and 
plasmacytoma, myeloid sarcoma and metastatic 
melanoma.2,5,6 Primary cutaneous diffuse large B-cell 
lymphoma (both leg type and not otherwise specified) can 
be excluded by the characteristics of CD20 and leukocyte 
common antigen positivity and negativity for plasma 
cell markers such as CD138. The presence of significant 
bone involvement, a monoclonal serum paraprotein, 
lower proliferation index, positive staining for CD56 
and negative staining for Epstein–Barr virus favor a 
diagnosis of plasma cell myeloma. Negative staining for 
myeloperoxidase and S-100 rules out myeloid sarcoma 
and metastatic melanoma, respectively.2,5,6

Patients having plasmablastic lymphoma have a poor 
prognosis. Prognosis largely depends on the advanced 
stage and human immunodeficiency virus status 
does not appear to affect the outcome.2 Standard 
cyclophosphamide, hydroxydaunorubicin (doxorubicin), 
vincristin and prednisone (CHOP) therapy is considered 
inadequate for the treatment of plasmablastic 
lymphoma and recent guidelines recommend more 
intensive regimens. These include cyclophosphamide, 
vincristine, doxorubicin, methotrexate alternating with 
ifosfamide, etoposide and cytarabine, hyperfractionated 
cyclophosphamide, vincristine, doxorubicin and 
dexamethasone alternating with methotrexate and 
cytarabine or dose-adjusted etoposide, prednisone, 
doxorubicin, cyclophosphamide and vincristine.2
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