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Abstract
The incidence of lymphoma in individuals with Human Immune Deficiency
Virus (HIV) infection exceeds that of the general population. The increased risk
for lymphoma has been attributed to multiple factors, including the transforming
properties of the retrovirus, the immunosuppression and immune dysregulation,
opportunistic infections with other lymphotrophic viruses such as Epstein-Barr
virus and human herpesvirus 8. So here we report a case of swelling of right
thigh in a 40 year old female patient with a retroviral disease which later turned
out to be a primary cutaneous diffuse large B cell lymphoma-leg type.
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Introduction
HIV-1-associated lymphoma was first incorporated into the U.S.
Center for Disease Control and Prevention (CDC) case definition
of AIDS in 1985 [1]. Prior to the use of effective Antiretroviral
Therapy (ART), HIV-1-associated lymphomas constituted 3 to
4% of all AIDS-defining illnesses reported to the CDC. Following
the advent of effective prophylactic regimens for common HIV1-associated opportunistic infections (ex, Pneumocystis jiroveci,
Toxoplasma gondii, Cytomegalovirus) and the development of
antiretroviral monotherapies, the incidence of HIV-1-associated
lymphomas remained constant at 1.6% per year [2]. Without effective
antiretroviral therapy, it is estimated that 5-10% of all HIV-infected
individuals will have lymphomas as either an initial or subsequent
AIDS-defining condition [3].

Figure 1

Case Presentation
A 40 year old female who was seropositive for HIV presented
with history of swelling of the right thigh on and off since 5 months
following which she developed red raised lesions over the right thigh.
Initially localized, later gradually spread to involve the whole of the
right thigh. There was history of ever, on and off with pain at the site of
the lesion for 5 months. Patient was diagnosed to be retrovirus positive
2 years ago and started on Antiretroviral Therapy (ART) two months
ago. The patient was not on ART initially because of her negligence.
On examination, Multiple discrete to coalesced erythematous
nodules and plaques with central area of oozing and crusting was
present over the right thigh (Figure 1,2). On palpation, the lesions
were firm, indurated and tender. Right inguinal lymphadenopathy
was present. Systemic examination was normal. Blood investigations
revealed anemia with haemoglobin 10g/dl and the CD4 count of 50
cells/mm3. Histopathology, Skin with dermal discrete monomorphic
tumor cells showing vesicular nucleus and prominent nucleoli.
Altered dense collagen seen. Other cells like eosinophils and plasma
cells were also seen (Figure 3,4). Histopathology favoured cutaneous
B cell lymphoma, IHC markers was positive for CD20 (Figure 5). The
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Figure 2
Figure 1,2: Multiple discrete to coalesced erythematous nodules and plaques
with central area of oozing and crusting over right thigh.

other IHC markers were not advised as the patient was not affordable
for investigations. Positron emitted tomography did not show any
foci of malignancy anywhere else.
The patient was started on ART, later referred to a regional
cancer institute for further management of the tumor. Unfortunately
the patient succumbed to death within 3 days of discharge from our
hospital.

Discussion
India is one of the countries with the highest HIV burden. In
the developed countries, 34% of AIDS patients suffer from cancer,
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Figure 3: Shows skin with near normal epidermis. Dermis shows dense,
diffuse, discrete tumour cells.

Figure 4: High power magnification - tumor cells with vesicular nuclei,
prominent nucleoli with increased mitosis.

while this incidence is only 3%-4% in the Indian population [4].
While incidence rates of NHL (non-Hodgkin lymphoma) in India
are lower than Australia and Western countries such as Canada
and United States (10-17 per 100,000 populations), it is one of the
common cancers in urban populations in India. Among the urban
Population-Based Cancer Registries (PBCRs) in India, Delhi has the
highest rates of 5.1 per 100,000 persons per year. This is followed by
Mumbai, Chennai, Bhopal and Bangalore, in the decreasing order [5].
They have been less likely to respond to chemotherapy, with shorter
overall survival. Reported predictors of poor survival include low
CD4 count at diagnosis, having a prior ADI (AIDS defining illness),
Central nervous system presentation, other extra nodal presentations,
advanced stage of NHL, high Lactate Dehydrogenase (LDH) levels
and older age [6,7].
Among the cutaneous lymphomas 85% cases comprise of
cutaneous T-cell lymphomas and the remaining 15% cases are of
B-cell origin [8]. Cutaneous B-cell Lymphomas (CBCL) are a specific
group of NHL that has been considered as an advanced stage of
the neoplasm by both the European Organization for Research and
Treatment of Cancer (EORTC) and the World Health Organization
(WHO) classifications [9]. CBCL is uncommon and includes a wide
range of clinical manifestations, histopathology, immuno phenotype
and prognosis. Skin involvement includes single or multiple
infiltrative macules, papules, subcutaneous nodules, ulcerative lesions
and infiltrative dermo hypodermic plaques. The number of lesions,
single versus multiple, is a prognostic factor in primary CBCL [10].
Patients with NHL showed cutaneous compromise in 15-20% of
cases, and in 5% of these, skin lesions are the first manifestation of the
neoplasm, as in our case [11].
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Figure 5: IHC-CD20: Most of the tumor cells show membrane positivity with
CD-20.

AIDS associated B-cell lymphomas are commonly described
to have atypical morphology, extra nodal involvement as primary
manifestation and an aggressive clinical course. The majority of
HIV-related lymphomas are Diffuse Large B-Cell Lymphomas
(DLBCL). DLBCL are a heterogeneous group of NHL with distinct
clinico pathological entities, including B-cell lymphomas with
plasmablastic differentiation. The differential diagnosis between these
histopathological subtypes is made by the immuno histochemical
examination with monoclonal antibodies directed against CD20,
CD45, CD10, CD138, plasma cell clone, VS38c, BCL6, mib 1, kappa
and lambda light chains and cyclin D1 [12].
The pathogenesis of HIV associated lymphoma is the presence
of clonal macrophages harboring HIV integrated in a single site in
polyclonal B-cell lymphoproliferative states or lymphomas, that these
clonal macrophages play a central initiating role in early lymphoma
genesis wherein other immunologic factors play secondary and
tertiary roles leading ultimately to lymphoma. Many molecular
and virologic events occur that appear to be critical for lymphoma
genesis; however, HIV might contribute directly to this process by
driving early stages of lymphoma genesis through expansion of
clonal macrophages and antigen-driven B-cell proliferation. Loss
of B-cell maturational control has been demonstrated by studies of
immunoglobulins associated with AIDS-related lymphoma. The
randomly mutated nature of immunoglobulin variable region genes
in lymphoma suggests that lymphomas may be outgrowths of B cells
responding to any antigen. The overall immunodeficiency induced
by HIV infection also plays a likely role, supported by recent and
encouraging observations of decreased frequency of lymphomas in
patients treated with ART. Most AIDS-related lymphomas appear
to be outgrowths of antigen-driven B cells with growth control
influenced by abnormal T-cell and antigen-presenting cell processes
[13].
In addition to reducing the overall risk of lymphoma, ART has
had other effects on the epidemiologic characteristics of HIV‐related
lymphoma. A study linking the San Diego County Cancer Registry data
with the San Diego County AIDS registry showed that the incidence
of highly aggressive B‐cell lymphomas such as immunoblastic Diffuse
Large B‐Cell Lymphoma (DLBCL) was reduced from 38% of HIV‐
associated non‐Hodgkin lymphomas cases in the pre‐ART era to 19%
in the post‐HAART era [14].
This case has been reported for the rarity of its occurrence, the
mode of presentation mimicking cellulitis and to emphasizes the
need for early initiation of ART.
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