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To the Editor,

Mogamulizumab, an anti-CCR4 monoclonal antibody,
is currently registered in the treatment of primary
cutaneous T-cell lymphomas (Mycosis Fungoides and
Sézary Syndrome). Its approval was based on the
MAVORIC phase III trial, showing significantly
improved progression-free survival compared with
vorinostat (1). Drug-induced eruptions are reported
as ‘“very common” in the Summary of Product
Characteristics (SmPC) (2), but with no mention of
ulceronecrotic evolution of skin lesions. We hereby
report a case of severe ulceronecrotic evolution
occurring during mogamulizumab in a patient with
primary cutaneous peripheral T-cell lymphoma not
otherwise specified (pcPTCL-NOS).

A 55-year-old man was followed for nodular skin
lesions of clinical vascular appearance, predominantly
affecting the lower limbs and evolving over
several years, with no extracutaneous involvement.
Pathological examination repeatedly showed an atypical
CD3+CD4+CD7- CD30- lymphocytic infiltrate with
a dominant cutaneous T-cell clone and a strong
vascular component, consistent with a pcPTCL-NOS
(3). HTLV-1 serology was negative, and repeated
whole-body CT scans remained unremarkable. These
lesions mostly responded to iterative electron-beam
radiotherapy.

Owing to a final increasing number, size, and
frequency of lesions, still without extracutaneous
involvement, and an unchanged histological pattern
with no large cell transformation, several systemic
treatments were attempted, without success and/or with
significant toxicity (methotrexate, liposomal pegylated
doxorubicin, pegylated interferon and bendamustine).
Because of the continuous and relentless clinical
progression of the cutanecous disease (Fig. 1),
mogamulizumab was introduced as fifth-line therapy
on the basis of CCR4 expression by tumoral cells.
Mogamulizumab was administered according to the
approved regimen for Mycosis Fungoides and Sézary
Syndrome: 1 mg/kg weekly for the first 4 weeks,
followed by administration every 2 weeks.

From day 3 after the first mogamulizumab
infusion onward, some nodules evolved toward
progressive and painful ulceronecrotic lesions, while

the remaining lesional areas either remained unchanged
or kept enlarging. No systemic symptoms or
deterioration in general condition were observed. No
concomitant systemic treatments were administered
during mogamulizumab therapy, apart from analgesics.
This pattern progressively worsened over the following
weeks (Fig. 2), leading to permanent discontinuation
of mogamulizumab after 8 infusions (2 months).
Two months later, the ulcerated lesions persisted,
some of them requiring skin grafting. BV-CHP
(brentuximab vedotin, cyclophosphamide, doxorubicin
and prednisone) was then initiated, resulting in
progressive re-epithelialization and flattening of most
tumours.

Mogamulizumab-associated rashes (MAR) are
frequent and feature variable clinical and histological
presentations, but are typically benign and non-necrotic
(4, 5). Rare cases of Stevens-Johnson syndrome
and toxic epidermal necrolysis have been reported
both in the mogamulizumab SmPC (2) and in the
published literature (4). However, to our knowledge,
ulceronecrotic evolution of lymphomatous skin lesions
has not previously been reported with this drug. Only
one case of ecthyma gangrenosum has been described
in the literature, with a favourable outcome under
antibiotic therapy and without treatment discontinuation
(6). A query in VigiBase, the WHO global database
of reported drug adverse events, using the MedDRA
High-Level Term (HLT) “skin and subcutaneous tissue
ulcerations” and the Preferred Term (PT) “cutaneous
necrosis”, identified nine additional cases, including 2

Fig. 1. Tumoural lesions of primary cutaneous peripheral
T-cell lymphoma not otherwise specified at initiation of
mogamulizumab.
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Fig. 2. Ulceronecrotic evolution of part of the tumoral lesions
shown here 6 weeks after the last mogamulizumab infusion.

cases of ecthymas, 2 skin erosions, 2 cutaneous necrosis
and one perineal ulceration.

Regarding the present case, the intrinsic causality
score was assessed as 2/6 according to the French
pharmacovigilance method (7). Although spontaneous
evolution cannot be excluded, mogamulizumab
was considered a possible contributor to the
ulceronecrotic  lesions, supported by temporal
association. Mogamulizumab may elicit autoantibodies
against keratinocytes and melanocytes, leading to
complement-dependent cytotoxicity in the skin through
regulatory T-cell depletion and loss of peripheral
immune checkpoints (8). Such immune dysregulation
might similarly have contributed to the ulceronecrotic
evolution of skin tumours. Additional hypotheses
include a particularly aggressive MAR or a direct
cytotoxic effect due to high local CCR4 expression in
selected lesions.

This case illustrates the possibility of a rare but severe
cutaneous adverse event of mogamulizumab in CCR4-
expressing, non-epidermotropic cutaneous lymphomas,
and highlights the importance of early and protracted
close clinical monitoring in this setting.
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