CASE REPORT

Unusually thickened skin and neuropathy in a
patient with prostate cancer
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INTRODUCTION

Taxanes, such as docetaxel, are chemotherapeu-
tics used to treat various malignancies. In this report,
we discuss a patient with prostate cancer who
developed a taxane-induced sclerodermoid reac-
tion, a rare adverse effect of these medications.

CASE REPORT

A 69-year-old man with a history of prostate
cancer treated with radiation presented to the clinic
with progressively worsening and persistent foot
pain. Three years prior to the presentation, he was
diagnosed with prostate cancer that required proton
beam therapy and hormone therapy. Because of the
cancer recurrence, he later enrolled in a clinical trial
that used docetaxel and degarelix. Shortly thereafter,
he noted bilateral swelling of his feet that initially
responded well to furosemide treatment. These
symptoms gradually progressed into sharp, burning
pain that radiated along his inner thighs. Gabapentin
treatment provided mild improvement. During this
visit, he complained of taut skin, constant pares-
thesia, and intermittent razor-like pain in both
feet. He denied any muscle weakness, bowel or
bladder disturbances, or similar symptoms else-
where. Physical examination of his feet revealed
erythematous, indurated, leathery-like skin that
extended up to the thighs, bilateral hair loss, and
onychodystrophy (Fig 1). The upper extremities,
cardiopulmonary, and abdominal examinations
were unremarkable. Laboratory studies were or-
dered, and a 4-mm punch biopsy specimen from
the right leg was obtained for histopathology (Fig 2).

Histopathologic ~ examination revealed an
increased dermal thickness and thickened, focally

Fig 1. Bilateral feet demonstrating alopecia, erythema,
induration, and onychodystropy.

homogenized collagen bundles in the reticular
dermis, consistent with dermal sclerosis. Superficial
and deep perivascular infiltrate of lymphocytes and
plasma cells were also observed. Serology results
were negative for antinuclear, antitopoisomerase,
anticentromere, and anticardiolipin antibodies.
Comprehensive metabolic panel, complete blood
cell count, erythrocyte sedimentation rate, and C-
reactive protein were unremarkable. The history,
physical examination findings, and biopsy results
confirmed a diagnosis of a docetaxel-induced scle-
rodermoid reaction. The patient declined metho-
trexate therapy because of polypharmacy and the
potential side effects. The induration and paresthesia
have slowly improved since he completed the
docetaxel course 9 months ago. Prostate cancer has
responded well to the chemotherapy.
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magnification. B, Medium magnification. (A and B, Hematoxylin-eosin stain.)

DISCUSSION

Docetaxel and paclitaxel belong to the taxane
class of chemotherapeutics that are widely used to
treat various malignancies. Their primary mecha-
nism of action is the disruption of microtubule
polymerization." Common adverse effects of these
medications include neutropenia, myelosuppres-
sion, cardiotoxicity, neurotoxicity, and hypersen-
sitivity reactions.” Taxane-induced sclerodermoid
reaction is a rare side effect, with only a handful of
cases having been documented. The lower ex-
tremities are most frequently affected and can
lead to severe limitations in joint mobility.
Although the pathogenesis of this phenomenon
is unclear, paraneoplastic, pseudo—graft-versus-
host disease, and autoimmune etiologies have
been hypothesized.”

Diagnosis of taxane-induced sclerodermoid reac-
tion requires a high clinical suspicion. Several
months after the initiation of docetaxel or paclitaxel
treatment, patients may complain of painful acral
erythema (erythrodysesthesia), which can resolve
before the subsequent dose, paresthesia, and pe-
ripheral edema that is responsive to diuretics.* Many
patients who are placed on such chemotherapies are
likely on other medications that can muddy the
diagnosis. Immunofluorescence, serology, and
routine laboratory tests are often unremarkable. A
full-thickness skin biopsy with histopathology
reveals fibrous septae of the subcutaneous fat and
thickened collagen bundles, along with diffuse
perivascular  inflammatory  cell infiltrates.'”
Discontinuation of the taxane tends to resolve the
edema and scleroderma-like skin changes within a
year. Evidence of steroids in the management is
conflicting, although concomitant use with metho-
trexate may lead to a more rapid regression.’

The differential diagnoses include systemic scle-
rosis (scleroderma), eosinophilic fasciitis, and
radiation-induced skin fibrosis. The key features
that distinguish docetaxel-induced sclerodermoid

reaction from systemic sclerosis (scleroderma)
include the timing of the rapid progression of dermal
involvement, improvement after discontinuing the
medication, and absence of autoimmune endothelial
injury on biopsy specimens.” Aside from taxanes,
other mimics of systemic sclerosis may include
exposure to organic solvents (eg, vinyl chloride,
benzene, toluene), medications (eg, bleomycin,
valproate, carbidopa, pentazocine), and certain
substances (eg, rapeseed oil, L-tryptophzln).i’6
Eosinophilic fasciitis is another scleroderma-like
disorder causing acutely painful, swollen extrem-
ities, and indurated peau d’orange skin that ulti-
mately progresses into contractures and disability.”
Histopathology reveals a sclerosing process with a
lymphocytic infiltrate containing eosinophils; labo-
ratory tests will be notable for a mildly elevated
erythrocyte sedimentation rate and polyclonal hy-
pergammaglobulinemia.” Radiation-induced skin
fibrosis is a chronic condition that develops within
4 to 12 months after radiotherapy, and it is charac-
terized by soft tissue atrophy, alopecia, scarring,
retraction, and stiffness.” Histology of radiation-
induced skin fibrosis shows evidence of extensive
hyalinization of reticular collagen.

We thank the patient for granting permission to publish
this information and Raymond Zhu, MD, for contributing
to the final pathology interpretation.
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