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INTRODUCTION

Brentuximab vedotin (BV) is an antibody-drug
conjugate composed of an anti-CD30 monoclonal
antibody conjugated to microtubule-disrupting

agent monomethyl auristatin E (MMAE) and is

indicated in the treatment of cutaneous T-cell lym-
phomas (CTCL)." The most widely reported side
effect associated with BV therapy is peripheral
neuropathy, affecting 67% of the patients.” This

report highlights a case of grade 3 hand-foot syn-
drome (HFS) developing in a patient with CTCL
treated with BV.

CASE REPORT

A 36-year-old Hispanic man with a new diagnosis

of stage 1B (T2, NO, MO, B1b) CTCL presented to a
multidisciplinary clinic with multifocal, 5-15—cm,
indurated, lichenified plaques covering approxi-
mately 30% of his body surface area, including the
torso, extremities (sparing the hands and feet), scalp,
neck, and with extensive involvement of the geni-
talia and perineum. The patient failed a 3-month trial
of twice-daily high-potency topical steroids. He was
uninsured, which precluded the use of photother-
apy, topical nitrogen mustard, imiquimod, or oral
bexarotene. Additionally, the genital distribution
precluded the use of nonsteroidal topicals. We
secured hospital-based coverage on a charity basis
and initially treated the patient with pralatrexate

15 mg/m* over 3 of 4 weeks. He had stable disease
after 6 cycles. Approximately 3 months later, his

lesions progressed, and he began BV 1.8 mg/kg
every 3 weeks. After 3 infusions, he presented to the
clinic with severe desquamation of the palms and
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soles, causing severe pain and limitation in activities
of daily living (Figs 1 and 2).

Given his minimal response to BV and his severe
adverse events (AEs), the brentuximab treatment
was discontinued, and the patient received oral
prednisone. Follow-up examination demonstrated
complete resolution of both palmar and acral HFS,
with full re-epithelialization and resolution of pain
(Fig 3).

DISCUSSION

BV is a Food and Drug Administration-approved
antibody-drug conjugate treatment for relapsed/re-
fractory CD30" CTCL. BV binds to cell-surface CD30
molecules and is internalized by endocytosis. A
protease in lysosomes subsequently cleaves the
conjugate molecule, releasing MMAE into the
cytosol. MMAE is cytotoxic and induces cell-cycle
arrest via inhibition of microtubule formation."” The
CD30 molecule is a transmembrane receptor that is
highly expressed on the surface of various cancer
cells, with low expression on nonmalignant cells.'
Given this mechanism of action and the favorable
results in the international randomized phase III trial,
ALCANZA, BV is an ideal treatment for CD30"
malignancies.” Interestingly, BV has shown efficacy
in patients with CTCL with varying levels of CD30
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Fig 1. Clinical presentation. Palmar desquamation on the left (A) and right (B) hand after
brentuximab vedotin therapy.
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Fig 2. Clinical presentation. Acral desquamation (A) and dorsal digital involvement (B) after
brentuximab vedotin therapy.

Fig 3. Resolution of hand-foot syndrome after discontinuation of brentuximab vedotin and
administration of oral prednisone therapy.
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positivity, including patients like ours with <10%. ‘In
the ALCANZA trial the most common AE was pe-
ripheral neuropathy, occurring in 67% of patients in
the BV group. Other AEs included nausea (36%),
diarrhea (29%), and fatigue (29%).” HFS, or palmar-
plantar erythrodysesthesia, occurs in approximately
2% of patients receiving chemotherapy.

The pathophysiology has not been fully eluci-
dated; however, it is thought to be secondary to
direct toxic injury to superficial and deep eccrine
ducts, which are densely distributed in acral skin.
The efficacy of BV relies on its internalization into
target cells, trafficking to lysosomes, and cleavage of
cytotoxic MMAE from its conjugate monoclonal
antibody by cysteine proteases;’ therefore, a pro-
posed mechanism for brentuximab-induced HFS is
overaccumulation of cytotoxic MMAE in palmar and
acral skin due to increased cleavage by lysosomal
cysteine proteases. A literature review produced one
reported case of HFS in a patient with Hodgkin
lymphoma after a second infusion of BV,” and a
single reported case of grade 2 HFS in a patient with
Sézary syndrome during BV therapy.’

It is essential for dermatologists and oncologists to
consider HFS as a potential AE in patients on
immunotherapy so that decisions may be made to
alter the course of oncologic treatment. We submit
this report of a patient with Stage 1B CTCL devel-
oping grade 3 HFS during BV therapy.
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