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production in bone marrow and increased destruction or
clearance of platelets in peripheral blood. The first is accom-
panied by pancytopenia, is usually caused by chemotherapy,
and is dose-dependent. The second mechanism is divided
into 3 subtypes: the nonimmune subtype, in which the drug
has a toxic effect on platelets; the immune subtype, which is
caused by drug-specific antibodies that bind to the platelets
and is responsible for most cases of drug-induced thrombo-
cytopenia; and the autoimmune subtype, in which antibod-
ies are not drug-dependent. The most frequently involved
drugs are quinine and trimethoprim-sulfamethoxazole,
although vancomycin, anti-inflammatory drugs, anticonvul-
sive agents, diuretics, and tuberculostatic drugs also play
a role. The incidence of drug-induced thrombocytopenia is
around 0.6-1.6 cases/100000 person-years, although this
figure may be underestimated. The condition should be
suspected mainly in polymedicated hospitalized adults with
severe acute thrombocytopenia (generally <10000/pL).
Drug-induced thrombocytopenia usually appears 1 to
2 weeks after initiation of therapy, and recurrences are
observed early after reintroduction. Patients usually present
petechiae, purpura, hematomas, mucosal bleeding, and a
risk of internal bleeding (including brain hemorrhage). The
condition can also be fatal. Diagnosis is based on clinical
findings, depending on the temporal relationship between
initiation of drug therapy and onset of thrombocytopenia
and after ruling out other causes (infection [mainly viral],
vaccination, pregnancy, lymphoproliferative diseases,
autoimmune diseases, and idiopathic thrombocytopenic
purpura) (Table 1). The ideal approach would be to demon-
strate the presence of specific antiplatelet antibodies;
however, the relevant tests are not usually available and are
not performed as part of daily clinical practice. The platelet
count recovers 1 to 2 weeks after the culprit drug has been
withdrawn; in severe cases, corticosteroids, immunoglobu-
lins, and even platelet transfusions are necessary. In patients
with drug-induced thrombocytopenia, corticosteroids can
be withdrawn quickly after the platelet count recovers; in
idiopathic thrombocytopenic purpura, however, the course
of treatment is longer.'® In the case we report, thrombocy-
topenia resolved quickly after withdrawal of acitretin and

treatment with corticosteroids and immunoglobulins. Given
the clear temporal relationship and clinical course after
withdrawal of acitretin, we decided not to readminister
the potential culprit drug to confirm the diagnosis.
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To the Editor:

Mycosis fungoides is the most common cutaneous lymphoma.
The probability of systemic involvement depends on disease
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extension and is very low during the early stages, when the
clinical course is usually indolent. However, the risk of extra-
cutaneous disease 20 years after diagnosis is 10% in patients
with generalized plaques and 35.5% in patients with tumor-
ous lesions.” The most common finding is enlarged regional
lymph nodes, although any organ can be affected, especially
the lungs, spleen, liver, and gastrointestinal tract.? Central
nervous system (CNS) involvement is very uncommon, even
more so in the absence of extracutaneous disease.

The patient was a 47-year-old woman with erythematous-
desquamative lesions that first appeared 6 years previously
and were diagnosed as stage 1b mycosis fungoides after
4 inconclusive biopsies. During a 4-year follow-up period
she received treatment with potent topical corticosteroids,
psoralen-UV-A, interferon, and oral bexarotene. During the
last year, the patient developed tumorous lesions (Fig. 1A),
with 14% Sézary cells (< 1000/uL) in peripheral blood and
unremarkable findings on a computed tomography (CT) scan
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Figure 1 A, Mycosis fungoides in the tumor phase. B, Biopsy (detail) of a tumorous lesion. Note the diffuse large cell lymphoid
infiltrate in the dermis (hematoxylin-eosin, original magnification, x400). C, Immunohistochemical staining showing predominance
of CD4* T lymphocytes (CD4, x400). D, Expression of CD30 antigen in cells of the lymphoid infiltrate (CD30, x400).
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Figure 2 A, Diffuse white matter signal abnormality, especially in the frontal and periventricular regions (arrows). B, Brain
tissue biopsy showing a predominantly perivascular lymphoid infiltrate (hematoxylin-eosin, x200). C, Immunohistochemical staining
showing the CD4* lymphocytic infiltrate in brain tissue (CD4, x100). D, Expression of CD30 antigen in sparse lymphoid cells of brain
tissue (CD30, x40).
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of the chest, abdomen, and pelvis (stage IIb). The dose of
oral bexarotene was increased and local radiation therapy
started, and a partial response was observed. Skin biopsy
of a rapidly growing tumorous lesion revealed large cell
transformation with marked positivity for CD30 (Fig. 1B-D)
that had not been present in the previous biopsies. A few
months later the patient complained of recent memory
loss and depression. The physical examination revealed
nystagmus and dysmetria. An emergency CT scan of the
brain ruled out acute disease. Similarly, a subsequent
CT scan of the chest, abdomen, and pelvis revealed no
significant abnormalities; nevertheless, the patient was
admitted to hospital. Magnetic resonance imaging of the
brain revealed diffuse white matter signal abnormalities,
especially in the frontal region (Fig. 2A), which was compa-
tible with infectious encephalitis. Analysis of cerebrospinal
fluid revealed pleocytosis dominated by T lymphocytes
with no atypia. Culture was negative. Biopsy of brain tissue
revealed infiltration by CD4*CD8" T-cell lymphoma (Fig. 2B
and C) with no large cell transformation and isolated CD30*
cells (Fig. 2D). Chemotherapy was started according to the
BAM protocol (carmustine, methotrexate, and cytarabine).
However, the disease progressed, with biopsy-confirmed
kidney metastases and multiple pulmonary nodules compa-
tible with metastasis. Large cell transformation was not
observed in brain tissue or kidney tissue; therefore, the
case was considered to be a localized phenomenon affecting
the skin. Unfortunately, the patient died from respiratory
insufficiency 3 months after the onset of neurological
symptoms.

In contrast with other cutaneous lymphomas, such as
aggressive epidermotropic CD8" T-cell lymphoma, involve-
ment of the CNS as a result of mycosis fungoides is
exceptional, accounting for 1.6% of a series of 187 patients.?
However, CNS involvement was found in 11% to 14% of autop-
sies performed on patients who died of mycosis fungoides.*
Some authors report meningeal involvement to be the most
common finding,* whereas others claim that intraparenchy-
mal brain involvement is the most common, with both forms
able to occur simultaneously.® The male-to-female ratio for
this disease is 4:1, and in most cases, symptoms appear
between 3 and 5 years after diagnosis of mycosis fungoides.®
The most frequent symptoms include confusion and depres-
sion, which are associated with lethargy and nausea. Optic
and facial nerve involvement is common, as are gait dis-
orders. The prognosis is poor, with a mean survival of 4.5
months after diagnosis.’

As for risk factors associated with CNS involvement, the
series of Stein et al.® showed that patients with at least 2
of 4 risk factors (T3-T4, N3, M1, and B1) had a 1 in 6 risk
of CNS involvement at 10 years of follow-up compared with
a 1in a 100 risk in patients with 1 or none of the 4 risk
factors.

The literature contains barely 10 cases of mycosis
fungoides affecting the CNS associated with large cell
transformation.>”-% Patients with mycosis fungoides and
large cell transformation have a 5% probability of CNS
involvement, compared with 1.6% of patients with no
large cell transformation.® Furthermore, while patients
with large cell transformation usually present extracuta-

neous symptoms before cerebral involvement (lymph nodes
and viscera), some patients with large cell transforma-
tion develop cerebral metastasis without previously having
developed extracutaneous symptoms, as in the case we
present.® These patients should have an annual cerebral
CT scan.? As for CD30 expression, some studies show a bet-
ter prognosis in patients with large cell transformation and
CD30" cells.”™°

Mycosis fungoides very rarely affects the CNS. Patients
with large cell transformation are usually at increased risk,
sometimes without previously having developed extracuta-
neous symptoms. Such patients should undergo radiological
evaluation, and physicians should be on the alert for neuro-
logical symptoms.
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