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Systemic Therapy of Primary Cutaneous B-cell Lymphoma, Marginal Zone Type, with
Rituximab, a Chimeric Anti-CD20 Monoclonal Antibody

Sir,

According to the European Organization for Research and
Treatment of Cancer (EORTC) classification, the major sub-
types of primary cutaneous B-cell lymphomas are follicle
centre-cell lymphoma and immunocytoma/marginal zone
lymphoma, both characterized by indolent behaviour and
favourable prognosis in the majority of patients (1).
Radiotherapy, surgery excision and intralesional interferon are
the preferred treatments in patients with solitary or localized
skin lesions (2). Multiagent chemotherapy alone or associated
with interferon-o or with radiotherapy is limited to multifocal
skin lesions (3).

Rituximab, a genetically engineered anti-CD20 monoclonal
antibody, already approved for the treatment of non-
Hodgkin’s lymphomas (3, 4), has been recently used in primary
cutaneous B-cell lymphoma (5).

The recent observation of a patient affected by a primary
multifocal B-cell cutaneous lymphoma, marginal zone type,
prompted us to use Rituximab as a single agent, with
satisfactory results.

CASE REPORT

A 38-year-old man presented a 10-year history of progressive eryth-
ematous nodules located on the back and thorax with no lymphadeno-
pathies (Fig. 1). A total of 8 lesions, 1-5cm in size, was counted. The
patient, who had not received any previous treatment, was otherwise
in good health.

Skin biopsies showed diffuse lymphocytic infiltrate with few follic-
ular centres in the dermis sparing the subepidermal zone and reaching
the subcutaneous tissue (Fig.2a). Small lymphocytes and mono-
cytoid cells were the main neoplastic component. Immunohisto-
chemical staining revealed positivity for CD20 (Fig. 2b, d) and for
A-immunoglobulin light chains (Fig. 2c), whereas k-light chains, CD5
and CD10 were negative. A scattered CD3 positivity was also observed
within and around the neoplastic infiltrate. Staging of the patient (TC
total body, bone marrow biopsy, laboratory findings) showed no
abnormalities and anti-Borrelia burgdorferi antibodies were absent.

The clinical picture, the immunohistological findings and the absence
of extracutaneous localizations were indicative of a primary cutaneous
B-cell lymphoma of marginal zone type. The multifocal localization

Fig. 1. Multiple erythematous nodules are evident on the back.

and the strong CD20 positivity prompted us to use Rituximab, as a
single agent, at the dosage of 375mg/m? once a week for 4 weeks as
an intravenous infusion in 1 litre of normal saline. At the end of this
schedule, the more recent 3 nodules disappeared and the other lesions
were reduced in size by at least 50%. One of these persistent lesions
was biopsied. A substantial reduction in the neoplastic infiltrate,
mainly involving the interstitial and mantle follicular components,
was observed (compare Fig.2a with 2e).The immunohistochemical
staining revealed down-regulation of CD20 antigen expression (com-
pare Fig. 2b and 2d with 2f) and different distribution of immuno-
globulin light-chain positivity. After 6 months of follow-up, clearing
or partial remission of the pre-existing lesions and absence of a new
relapse completed the clinical picture.

DISCUSSION

Marginal zone B-cell lymphoma, characterized clinically by
solitary or cluster erythematous papules, nodules or plaques,
usually shows an indolent clinical behaviour, slow evolution
and good prognosis (3).

Rituximab is a monoclonal antibody directed against the
B-cell specific antigen CD20, which is a 297 amino acid
phosphoprotein expressed on pro-B-cells and B-cells, and
overexpressed on malignant B-cells. CD20 antigen seems to
be involved in B-cell differentiation and proliferation (6). This
antibody, binding with high affinity to CD20 antigen, mediates
complement-dependert cell lysis and antibody-dependent cel-
lular cytotoxicity. It has also been shown to sensitize chemo-
resistant human lymphoma cell lines and to induce apoptosis
in vitro (7). In most patients, this treatment is well tolerated
without serious systemic adverse effects. Temporary peripheral
blood B-cell depletion may occur, but it has not been associated
with immunodeficiency or significant changes in immuno-
globulin G levels (8). Recent data demonstrate complete or
more often partial remission in half of the patients with
systemic relapsed low-grade lymphomas. The follow-up
showed a median remission of about 1 year (9).

We used Rituximab as a first-choice agent for the treatment
of a disseminated cutaneous marginal zone lymphoma with
no additional chemotherapy, and observed a good therapeutic
response and no significant side-effects. Furthermore, we
observed the downregulation of CD20 antigen on neoplastic
cells at the end of therapy. The loss of CD20 expression is a
phenomenon already reported in the literature, which seems
to occur only rarely (10) and may decrease the efficacy of this
treatment. However, Treon et al. reported that interferon-y at
pharmacologically achievable concentrations induced CD20
expression on B-lymphocytes (11). It will be interesting to
observe the clinical response to an interferon-y/Rituximab
combined treatment in patients with CD20* lymphoprolifer-
ative diseases.
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Fig. 2. Histology and immunohistochemical study. () Diffuse lymphocytic infiltrate of the dermis sparing the subepidermal border with some
follicular structures (H&E; original magnification x 125). (b) Strong positivity on immunostaining for CD20 of the infiltrating cells in the upper
dermis (x 160). (c¢) Positivity on immunostaining of A-immunoglobulin light chains (x 160). () Strong positivity at immunostaining for CD20
in the deep dermis (x 160). (¢) Evident reduction in neoplastic infiltrate after anti-CD20 treatment (H&E; x 125). (f) Down-regulation of CD20
expression after anti-CD20 treatment ( x 160).
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