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LETTER TO THE EDITOR

Exacerbation of psoriasis induced by lenalidomide in a patient with multiple
myeloma

Dear Editor,

We reported a 54-year-old man with a long history of mild pla-
que psoriasis presented to our Dermatology Unit with multiple
confluent erythematous scaling psoriatic plaques on his trunk
and lower and upper limbs developed during his third course of
lenalidomide treatment for multiple myeloma. The Psoriasis Area
and Severity Index (PASI) was 14 (Figure 1(a–c)). The patient
reported two more recent episodes of psoriasis exacerbation con-
comitantly with lenalidomide treatment. Each relapse of psoriasis
started a few days after the beginning of each course of lenalido-
mide, which was administered orally at a dosage of 25mg and
15 on alternate days during the first and the second course,
respectively. In both cases psoriasis improvement was rapidly
achieved after discontinuation of lenalidomide and a short course
of oral prednisone. No infections occurred in the last months.
Concomitantly with lenalidomide, he was treated with daratumu-
mab, enoxaparin sodium, lansoprazole, acyclovir and montelu-
kast. We proposed to avoiding discontinuation of lenalidomide
and to starting topical treatment with calcipotriol and betame-
thasone valerate foam. Psoriasis improved after 4weeks of the
aforementioned therapy (PASI 9) with further clinical improve-
ment. Phototherapy was also suggested as a maintenance ther-
apy and the patient reached PASI 90 (Figure 2(a–c)).
Lenalidomide is a targeted immunomodulatory drug and an ana-
logue of thalidomide. In 2006, lenalidomide was approved by the
FDA for the treatment of multiple myeloma (MM) in patients who
had received at least one previous therapy (1). Lenalidomide has
multiple mechanisms of action, including immunomodulatory,
antiangiogenic and antineoplastic effects (2). Lenalidomide pro-
duces antitumor activity by multiple mechanisms: it activates
CD8 T cells, reduces the number of regulatory T cells, enhances
T-cell immune synapses, and increases the ratio of T-helper 1

subsets over T-helper 2 subsets (3). Lenalidomide inhibits prolifer-
ation and induces apoptosis of certain hematopoietic tumor cells.
Furthermore, Lenalidomide blocks tumor angiogenesis by inhibit-
ing the migration and adhesion of endothelial cells and the for-
mation of microvessels (2). Lenalidomide is more effective than
thalidomide in inducing T cell proliferation and enhancing IL-2
and interferon c (IFNc) production. Finally, this drug could also
inhibit the production of proinflammatory cytokines such as
tumor necrosis factor-a (TNF-a), IL-1, IL-6 and IL-12 and may
increase the production of the anti-inflammatory cytokine IL-10
(2,3). The most common toxicities of lenalidomide are hemato-
logical, including neutropenia, anemia and thrombocytopenia.
Non-hematologic adverse effects include gastrointestinal disor-
ders, fatigue, skin rash, pruritus, cough, pyrexia, dyspnea, periph-
eral edema, infection, insomnia, muscle cramps, tremor, and
dizziness (4). Moreover, lenalidomide use has been associated
with severe skin disorders, such as toxic epidermal necrolysis
(TEN), Stevens-Johnson syndrome (SJS), and drug reaction with
eosinophilia and systemic symptoms (DRESS) (2). To the best of
our knowledge, this is the first reported case of psoriasis exacer-
bation induced by lenalidomide. Until now, two cases of psoriasis
induced by thalidomide have been described (5,6) ,and several
exacerbations of psoriasis by thalidomide have been reported in
literature (7,8). Although the mechanism by which these reac-
tions occur is not fully understood, a role of lenalidomide on
TNF-a has been suggested. The most widely accepted hypothesis
suggests there is an interaction between TNF-a and interferon
alfa (IFN-a). Recently, some Authors confirmed that TNF regulates
type I-IFN production by plasmacytoid dendritic cells (pDCs) and
that anti-TNF therapy causes its increase, leading to paradoxical
psoriasis (9). Although exacerbation of psoriasis by lenalidomide
is a rare event, it should be promptly managed by a dermatolo-
gist in order to avoid discontinuation of life-sparing therapies.

Figure 1. (a–c) Clinical presentation of exacerbation of psoriasis.
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Figure 2. (a–c) Clinical resolution after phototherapy and topical treatment.
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