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To the Editor,
Sézary syndrome (SS) is a leukaemic and aggressive
rare variant of primary cutaneous T-cell lymphomas
(CTCLs) characterized by generalized erythroderma,
lymphadenopathy, circulating malignant T-cells (1) and
a poor prognosis, particularly in advanced stages (2).
Mucosal involvement has been exceptionally reported
in CTCL and usually occurs in advanced, leukaemic
or transformed diseases (3). The oral cavity is the
most frequently reported site, with gingival, lingual,
buccal or perioral lesions (3, 4). Few cases of large
cell transformation have also been described in the
oral cavity, generally associated with poor prognosis
(5). We hereby report an original case of SS well-
controlled by mogamulizumab, with secondary solitary
oral mucosal progression successfully treated with
pegylated liposomal doxorubicin.

A 62-year-old male patient with no significant
medical history was diagnosed with SS with
predominant haematological involvement. Initial
treatment with methotrexate was quickly discontinued
due to cutaneous hyperesthesia and worsening
skin involvement. Mogamulizumab combined with
extracorporeal photochemotherapy (ECP) was
subsequently implemented, leading to a complete
haematological response and a near-complete cutaneous
response after a few months, despite a transient
and mild mogamulizumab-associated rash with no
other significant adverse events. Twenty months
after mogamulizumab initiation, painful proliferative
and erosive lesions developed in the oral cavity,
initially involving the right upper gingiva. Direct
immunofluorescence, viral PCR testing and serological
screening for antibodies of autoimmune bullous
dermatoses were negative. The lesions rapidly evolved
to a large intrabuccal tumoural mass invading the
whole right side of the mouth, including upper
gingiva, hard palate and inner cheek mucosa,
associated with ipsilateral cheek oedema (Fig. 1A).
While a sustained complete haematological response
was confirmed, (18)F-FDG PET/CT revealed intense
hypermetabolism of the oral lesion and newly appeared
right cervical satellite lymphadenopathies (Fig. 1B).
Histological examination of multiple oral biopsies
identified a dense dermal infiltrate of medium-sized,
highly atypical CD3+CD4+CD8- PD-1+lymphoid cells

with epitheliotropism, with approximately 20% of
CD30+cells; the already known tumoural T-cell clone
was present, supporting the diagnosis of specific oral
mucosal involvement of SS. Mogamulizumab was
discontinued, and the patient received 8 cycles of
pegylated liposomal doxorubicin (20 mg/m² every 3
weeks), achieving a complete clinical response (Fig.
2A) confirmed by PET/CT (Fig. 2B). Mogamulizumab
and ECP were subsequently resumed as maintenance
therapy.

This case highlights the importance of systematic
mucosal surveillance in addition to cutaneous
monitoring and of histological assessment of any
atypical lesion in this setting, even in the absence
of haematological progression. Reported cases of
CTCL with mucosal involvement remain rare and
predominantly occur in mycosis fungoides patients,
with clinical presentations ranging from erythematous
plaques to ulcerative or tumoural lesions of the
gingiva, tongue, palate or inner cheek mucosa (3–
5). In most reports, mucosal involvement affects
patients with advanced disease and is frequently
associated with nodal dissemination or large cell
transformation with poor overall outcome (3–5).
Conversely, our case illustrates an unusual clinical
pattern, characterized by a localized, strictly unilateral
oral mucosal progression with no skin relapse,
associated with regional lymphadenopathies of dubious

Fig. 1. (A) Unilateral tumoural oral mucosal involvement affecting
the right upper gingiva, hard palate and inner cheek mucosa;
(B) (18)F-FDG PET/CT showing intense hypermetabolic activity of the
oral mucosal lesion with right cervical satellite lymphadenopathies.
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nature despite sustained complete haematological
response under mogamulizumab. This observation
highlights a potential dissociation between blood and
tissue compartments in SS, emerging data already
observed with mogamulizumab in this setting.

Mogamulizumab, an anti-CCR4 monoclonal
antibody, can induce prolonged and high-quality
responses in SS even after treatment discontinuation,
but secondary and sometimes heterogeneous resistance
may occur after initial response, potentially related
to loss of CCR4 expression (6–8). Recent data
suggest that tumour heterogeneity reshaping under
mogamulizumab may result in the selection of CCR4-
negative resistant subclones within tissue compartments,
potentially explaining localized disease progression
despite ongoing systemic response (8).
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Fig. 2. (A) Complete clinical resolution of oral mucosal lesions after
8 cycles of pegylated liposomal doxorubicin; (B) (18)F-FDG PET/CT
confirming complete metabolic response of the oral lesion and cervical
lymph nodes
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