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Description

Kaposi’s Sarcoma (KS) is a multicentric antiproliferative tu-
mor of mesenchymal origin with 4 variants, namely, classic, Afri-
can, AlDS-associated, and iatrogenic. The iatrogenic variant has
been associated with immunosuppressive treatment [1]. latro-
genic Kaposi’s Sarcoma (IKS) co-occurring with Rheumatoid Ar-
thritis (RA) seems to result from a complex interaction between
geographic, genetic, environmental, and immunological factors,
as well as various drugs used in patients with RA [2]. While the
distribution patterns of KS subtypes remain unknown, the per-
centage of IKS in published case series ranges from 9% to 27%.
In a cohort of 143 non-transplanted patients with IKS, RA was
the most frequent underlying condition (12.7%) [1]. Two cases
of IKS associated with JAK inhibitor (Jakinib) therapy were re-
cently published. In one, a patient with ulcerative colitis treated
with tofacitinib for 2 years developed IKS, which resolved after
discontinuation of the drug. To our knowledge, this is the first

published case in which treatment with tofacitinib could be as-
sociated with IKS [3]. In the other, a patient with RA associated
with monoclonal gammopathy of undetermined significance
treated with baricitinib developed IKS, although clear causality
could not be established. We present a case of KS in a patient
with RA treated with tofacitinib in which the Jakinib was not
discontinued and the patient’s condition improved significantly
after therapy with acitretin.

The patient was a 70-year-old woman with a 15-year history
of seronegative RA that responded poorly to methotrexate, in-
fliximab, and tocilizumab. She was therefore prescribed tofaci-
tinib 5 mg BID, with methotrexate maintained at 15 mg weekly
and prednisone at 2.5-7.5 mg.

Twenty-four months after initiating treatment with tofaci-
tinib, the patient developed palpable painful violaceous lesions
on the dorsa of the feet, soles, and pretibial regions (Figure 1A)
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Figure 1: (A) Typical cutaneous lesions of Kaposi’s sarcoma. (B) Resolution of Kaposi’s
sarcoma lesions months after discontinuation of prednisone and methotrexate and
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and was referred to the dermatology department. A thorough
work-up that included blood tests, HIV serology, chest x-ray,
and fecal occult blood test ruled out infection and neoplasia.
A skin biopsy revealed histopathological changes typical of KS
and positive findings for HHV-8. Treatment with prednisone and
methotrexate was discontinued, tofacitinib was maintained,
and oral acitretin 25 mg was prescribed for treatment of KS.

After 18 months of treatment with acitretin, the skin lesions
recovered fully (Figure 1B). IKS has been reported in patients
receiving corticosteroids and, less frequently, with azathioprine,
methotrexate, leflunomide, mycophenolate, cyclophospha-
mide, and antitumor necrosis factor alpha agents [1,5,6].

Although the mechanism by which corticosteroids can in-
duce or worsen KS is not fully understood, it could be related to
direct or indirect stimulation of cell growth, which can enable
proliferation of KS cells and induce an increase in viral replica-
tion of HHV-8 [7]. It is also known that inhibition of the JAK/STAT
pathway can predispose to viral infections such as that caused
by varicella zoster virus, although its association with HHV-8 has
not been described. Some authors have suggested that Jakini-
bs such as ruxolitinib, which inhibits the JAK2/STAT3 pathway,
could reduce levels of proinflammatory cytokines such as IL-6
and TNF and, possibly, CD4 and/or CD8 cell counts and impair
natural killer cell function. These effects may favor the repli-
cation of viruses such as HHV-8 [8]. The immunosuppression
caused by the combination of prednisone, methotrexate, and
tofacitinib might have precipitated IKS. Therefore, we decided
to continue treatment with tofacitinib to maintain low RA ac-
tivity. This was achieved without precluding remission of IKS,
suggesting that tofacitinib was not the only cause of IKS. The
course of IKS can vary with the mechanisms underlying immune
activation, individual responses to treatment, and other, associ-
ated risk factors. In conclusion, tofacitinib does not necessarily
worsen IKS and could be maintained during treatment of IKS to
ensure continued good control of RA.

Key message: Tofacitinib might not worsen IKS and makes it
possible to sustain effective control of RA.
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