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Case report

Severe adverse skin reaction to chlorambucil in
a patient with chronic lymphocytic leukemia
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Chlorambucil, an alkylating agent, is used primarily
as a daily palliative therapeutic agent for chronic
lymphocytic leukemia (CLL) and low-grade non-
Hodgkin’s lymphomas. The important side effect of
a therapeutic dose is depression of bone marrow,
and subsequent leukopenia and thrombocytopc:nia.l
Reported allergic skin reactions, especially toxic
epidermal necrolysis (TEN), due to chlorambucil are
rare in the English literature.>” In this brief report,
we describe a case of severe cutaneous reaction
during treatment of CLL with chlorambucil.

A 60-year-old male was admitted to the hospital
with symptoms of anemia and abdominal discomfort.
He was diagnosed with B cell CLL 6 years ago. He
was treated with chlorambucil, prednisolone and
received splenic radiotherapy at the time of diag-
nosis. He was doing well for 5 years. The patient
was suffering from symptoms of anemia and abdom-
inal discomfort due to huge splenomegaly. Blood
counts revealed anemia, thrombocytopenia and peri-
pheral lymphocytosis, Rai stage IV. Bone marrow
aspirate and trephine biopsy revealed a dense
infiltrate of small lymphocytes. Immunophenotyping
of peripheral blood mononuclear cells confirmed
the diagnosis of B cell CLL Chlorambucil,
10 mg/daily before breakfast, was started. On day 20
of chlorambucil treatment, he was admitted to
hospital again because of the skin lesions. Physical
examination revealed diffuse maculopapular erythe-
ma with flaccid bullae of skin, and edema of face,
legs, neck, scrotum and trunk. He also had fever
rising up to 38°C, pharyngitis and conjunctivitis.
Blood counts revealed lymphocytosis, eosinophilia,
anemia and thrombocytopenia. Skin biopsy was
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reported as chronic vasculitis. TEN was diagnosed
and chlorambucil was stopped. Skin lesions im-
proved within 3 weeks.

The incidence of severe skin lesions due to side
effects of drugs such as TEN are very rare, ranging
from 0.4 to 1.2 per million per year. The most
common drugs involved in this condition are sulfon-
amides, anticonvulsants, allopurinol and non-steroidal
anti-inflammatory agents. TEN is characterized by
fever and a diffuse wide-spread macular erythema
precedes the formation of large flaccid bullae. Muco-
sal lesions such as stomatitis, pharyngitis and conjunc-
tivitis are also common.” To date, only one case of
TEN has been reported due to the use of chlorambucil
in a patient with CLL in the English literature.> Our
patient with CLL is the second case of TEN associated
with chlorambucil treatment. Delayed allergic reac-
tions by chlorambucil have also been reported in
another patient with CLL.> Accurate diagnosis of TEN
and cessation of the drug is essential because of a high
incidence of mortality.“’S Diagnosis must be con-
firmed by cutaneous biopsy. TEN associated with
chlorambucil is a rare syndrome and should be kept in
mind in patients with CLL receiving chlorambucil
treatment.
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