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We report a pediatric case who developed bleomycin-induced hyperpigmentation
and hypersensitivity reactions to both etoposide and vinblastine while receiving
chemotherapy for germ cell tumor. Skin hyperpigmentation related to
chemotherapeutic agents has been reported only rarely in pediatric patients.
This patient developed a characteristic skin hyperpigmentation which was
"flagellate” in appearance. Two features of the hyperpigmentation were
noteworthy: development at a low cumulative dose of bleomycin and persistence
after cessation of chemotherapy. Additive effect of cisplatinum-induced
hyperpigmentation was suggested. Although hypersensitivity reactions to
etoposide have been previously reported, hypersensitivity reactions to
vinblastine are almost unknown. To our knowledge, this is the first report of
hypersensitivity reaction to vinblastine in a child in English literature.
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Unlike some serious and life-threatening side
effects of anticancer drugs, hyperpigmentation
has been reported only rarely in pediatric patients
because it is usually accepted as a problem of
simple cosmetic concern. Hypersensitivity
reaction (HSR) is another toxic side effect of
anticancer therapy which may necessitate
alterations in the chemotherapy regimen and may
even be life-threatening. Certain drugs like
L-asparaginase cause HSRs in a significant
number of patients, while HSRs to some other
chemotherapeutic agents like Vinca alkaloids are
almost unknown!. An increasing number of
HSRs have appeared in pediatric oncology
literature, as in the case of epipodophyliotoxins,
but have been noted only recently anecdotally?.

We herein present a pediatric patient who
demonstrated bleomycin-induced skin pigmentation
and HSRs to both etoposide and vinblastine (VBL).

Case Report

In December 1996, a previously healthy 14-year-
old girl presented with an abdominal mass, and
she was diagnosed as stage IV endodermal sinus

tumor originating from the left ovary with
hepatic metastasis. After excision of the primary
tumor, chemotherapy was started with combined
PEB protocol (P: Cisplatinum 120 mg/m?, 5 hour
parenteral infusion, on day 1; E: Etoposide
100 mg/m? parenteral infusion over 1 hour on
days 1-3; B: Bleomycin 15 mg/m? IV, on day 2).

During the first course of chemotherapy, a HSR
developed with urticaria, flushing, bronhcospasm,
cyanosis and dyspnea at the 15% minute of the
first etoposide dose. The infusion was
discontinued and the reaction was controlled with
parenteral antihistaminic and corticosteroid. Her
past history revealed no record of asthma, atopy,
drug allergy or adverse reactions to radiological
contrast media. Since VBL is another active agent
against germ cell tumors, etoposide was replaced
with VBL (6 mg/m? IV days 2 and 3). She
tolerated the next two courses of chemotherapy
well without any significant toxicity.

Three weeks after the third course, when she
had already received a total of 60 mg bleomycin
and 576 mg CDDP she was noted to have areas
of linear, dark brown hyperpigmentation over
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chemical class. Because of a grade 3 reaction,
we replaced etoposide with VBL.

Most antitumor agents have been recognized to
cause HSRs in at least a few cases, but HSRs
to Vinca alkaloids are almost unknown!. Young
et al.10 reported a patient who developed HSR
to VBL during a phase I study. To our
knowledge, this is the first pediatric patient who
developed HSR to VBL.

More data on uncommon toxic side effects of
chemotherapy should appear in pediatric
oncology literature to help clinicians be aware
of the potential side effects and to prevent
unnecessary interventions. This may also
stimulate studies searching for the
pathogenesis of some uncommonly occurring
toxic side effects. Future prospective studies
on bleomycin-induced hyperpigmentation,
especially at lower cumulative doses and
during the acute stages of toxicity, may help
to clarify the pathogenetic mechanism for this
unique toxicity.
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