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Iatrogenic Kaposi’s sarcoma induced by rituximab and 
corticosteroid treatment for pemphigus vegetans in an  
HIV-negative patient
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Sir
Kaposi’s sarcoma is a rare multifocal angioproliferative 
tumour caused by human herpesvirus-8 infection. Four clinical 
variants have been distinguished: classic Kaposi’s sarcoma, 
endemic Kaposi’s sarcoma, AIDS-related Kaposi’s sarcoma 
and iatrogenic Kaposi’s sarcoma (an entity that usually 
affects patients who undergo long-term immunosuppressant 
therapy for immune-mediated or proliferative disorders or 
solid-organ transplantations).1
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Figure 1: (a) Purple and dusky erythematous papules, plaques and nodules of Kaposi’s sarcoma on the right leg, (b) Kaposi’s sarcoma manifesting as purple 
and erythematous papules and plaques with scaling and ulceration, (c) Purple papules of Kaposi’s sarcoma on the right thigh
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An  eighty two-year-old Moroccan man with a history of diabetes 
mellitus, hypertension and treated pulmonary tuberculosis 
attended the dermatology department of Mohammed VI 
University Hospital of Oujda with multiple purpuric lesions over 
the legs since three months. He was on oral prednisone 55 mg/
day for histopathologically proven pemphigus vegetans. He 
was also receiving gliclazide 30 mg/day and amlodipine 5 mg/
day for diabetes mellitus and hypertension, respectively. Due to 
inadequate response of pemphigus vegetans to treatment with 
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systemic corticosteroids, he was administered two doses of 1g 
rituximab 15  days apart, which allowed slow tapering of oral 
prednisone. Six months after the initiation of corticosteroids and 
nearly three months after the first dose of rituximab, the patient 
noticed the appearance of multiple brightly erythematous papules 
as well as purpuric lesions on the lower limbs.

Clinical examination revealed multiple purple and dusky 
erythematous papules, plaques and nodules on the anterior 
aspect of the right leg [Figure 1a] and around the left ankle. 
Most of the lesions were scaly while some lesions on the 
left ankle were ulcerated [Figure 1b]. Similar purple papules 
were also seen on the right thigh [Figure 1c] hips and trunk 
along with purpuric lesions on the thighs. His pemphigus was 
in remission. Dermoscopy of the papules and plaques showed 
purple-pink peripheral scales, small brown globules and a 
rainbow pattern [Figures 2a-2c].

Figure 2a: Dermoscopy of a nodular lesion of Kaposi’s sarcoma showing 
nodular lesion with peripheral scales {orange arrow} (3Gen DermLite III 
DL3N, polarised light, ×10)

Figure 2b: Dermoscopy of a nodular lesion of Kaposi’s sarcoma showing 
small brown globules {yellow arrow} and purple-pink colouration {green 
arrow} (3Gen DermLite III DL3N, polarised light, ×10)

Figure 2c: Dermoscopy of a nodular lesion of Kaposi’s sarcoma showing 
rainbow pattern {black arrow} (3Gen DermLite III DL3N, polarised light, ×10)

Skin biopsy from a purple nodule on the right leg showed 
circumscribed proliferation of spindle cells arranged 
in fascicles, slit-like vascular channels [Figure  3a], 
extravasation of erythrocytes [Figure  3b] and lymphocytic 
inflammatory infiltrate. The nuclei of the tumour cells 
demonstrated immunoreactivity for CD31 [Figure  4a] and 
latent nuclear antigen-1 of  human herpesvirus-8 [Figure 4b]. 
Indirect immunofluorescence detected antibodies to human 
herpesvirus-8 lytic antigens. Serology for HIV was negative.

A whole body computed tomography scan and upper 
gastrointestinal endoscopy and colonoscopy showed no 
evidence of metastasis. A final diagnosis of nodular iatrogenic 
Kaposi’s sarcoma was made and the patient was treated 
with topical 5-fluorouracil. Systemic corticosteroids were 
continued to be tapered as per the clinical response. Marked 
resolution of skin lesions was noted after three months of 
once-daily application of 5-fluorouracil [Figure 5a-c].

Kaposi’s sarcoma typically presents as purple patches and 
plaques with a possible involvement of extracutaneous sites, 
especially the oral mucosa, gastrointestinal tract and lymph 
nodes. Since its first description, four clinical variants of 
Kaposi’s sarcoma have been described: classic, endemic, 
iatrogenic and AIDS related.1,2 The iatrogenic variant of 
Kaposi’s sarcoma is rarely reported and accounts for 5% to 
20% of cases in the previous reported series.3-6 It is most often 
seen in patients having undergone solid organ transplantation 
and those undergoing prolonged immunosuppressive therapy 
with agents such as cyclosporine, azathioprine, corticosteroids 
and rituximab.3

Our patient was dually immunosuppressed with 
corticosteroids and rituximab therapy. Rituximab is a 
chimeric monoclonal antibody which targets CD20 antigen 
expressed in more than 95% of normal and malignant B cells, 
inducing complement-mediated and antibody-dependent 
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Figure 3b: Skin biopsy from a nodule of Kaposi’s sarcoma on the right leg 
showing circumscribed proliferation of spindle cells arranged in fascicles, slit-
like vascular channels and extravasation of erythrocytes (Perl’s stain, ×200)

Figure 3a: Skin biopsy from a nodule of Kaposi’s sarcoma on the right leg 
showing circumscribed proliferation of spindle cells arranged in fascicles and 
slit-like vascular channels (H and E, ×50)

Figure 4a: The nuclei of the tumour cells of Kaposi’s sarcoma demonstrating 
immunoreactivity for CD31 (13B10 clone ×200)

Figure 4b: The nuclei of the tumour cells of Kaposi’s sarcoma demonstrating 
immunoreactivity for latent nuclear antigen-1 of human herpesvirus-8 (13B10 
clone, latent nuclear antigen-1 of human herpesvirus-8, ×200)

cellular cytotoxicity.

Several case reports and series have implicated rituximab 
in the development of Kaposi’s sarcoma in HIV-positive 
as well as HIV-negative patients. According to the recent 
studies, rituximab can decrease T-cell immunity;7,9 
however, the link between rituximab-mediated CD20+ 
B-cell depletion and human herpesvirus-8 activation and 
the development of Kaposi’s sarcoma remain unclear. In 
all the previous reported cases, rituximab was administered 
along with other immunosuppressive agents which makes 
it difficult to delineate its exact role in the development 
of Kaposi’s sarcoma.7,8 Corticosteroids have also been 
implicated in the development and the dissemination 
of Kaposi’s sarcoma.10 Consequently, the role of 
corticosteroids in the causation of Kaposi’s sarcoma in our 
case cannot be excluded. Their mechanism of action is the 
inhibition of growth factor-beta, a protein that inhibits the 
growth of endothelial cells.10

There are no guidelines for the management of iatrogenic 
Kaposi’s sarcoma. Regardless, the reduction or the interruption 
of immunosuppressant agents is the most widely accepted 
therapeutic option often combined with local or systemic 
therapies depending on the disease stage and severity.11 In our 
case, given the stability of his pemphigus and the absence of 
new bullous lesions, it was decided to decrease the corticosteroid 
dose and not readminister rituximab. We opted for treatment 
with topical 5-fluorouracil for its proven anti-Kaposi’s sarcoma-
associated herpes virus activity.12,13

This case report aims to increase awareness regarding 
the rare complication of Kaposi’s sarcoma following 
immunosuppressive treatment.
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Figure 5a: Clinical images after treatment: Regression of Kaposi lesions of 
the right thigh

Figure 5b: Clinical images after treatment: Partial regression of Kaposi 
lesions of the left ankle

Figure 5c: Clinical images after treatment: Partial regression of Kaposi 
lesions of the right leg
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