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Abstract
Enfortumab vedotin is an antibody-drug conjugate
targeting nectin-4 and is being studied in the
treatment of various epithelial carcinomas including
urothelial carcinoma; early data suggests efficacy and
tolerability. Rash has been described as an adverse
event associated with treatment with enfortumab
vedotin, but has not been characterized to date. We
report a patient with metastatic urothelial carcinoma
treated with enfortumab vedotin who developed
erythematous, scaly papules and plaques on his torso
and extremities with corresponding histologic
features of vacuolar interface dermatitis and
maturation disarray of keratinocytes. He was
successfully treated with topical corticosteroids.
Cutaneous toxicity appears to be a common adverse
reaction in this growing class of antibody-drug
conjugates.

vedotin for metastatic urothelial

Case Synopsis
A man in his 70s with a history of metastatic
urothelial carcinoma involving the right ureter,
lymph nodes, and lungs presented to outpatient
dermatology clinic for evaluation of a scaly, pruritic
rash involving the torso and extremities. Two weeks
prior to presentation he received an infusion of
enfortumab vedotin as part of a phase I clinical trial.
He subsequently developed the eruption within
days of his first dose and noted minimal
improvement with triamcinolone 0.1% cream. Of
note, the patient was previously on a clinical trial of
pembrolizumab, which was discontinued two
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Introduction
Enfortumab vedotin is an antibody-drug conjugate
comprised of an anti-nectin-4 antibody joined to
monomethyl auristatin E (MMAE), an antimitotic
agent that inhibits microtubule assembly. Early
phase clinical trials are currently underway to study
the use of enfortumab vedotin in advanced
urothelial carcinoma, ovarian cancer, and non-small
cell lung cancer [1]. Clinical and histopathological
features of cutaneous toxicity owing to enfortumab
vedotin have not been previously characterized. We
report a case of a papulosquamous drug eruption
developing in a patient undergoing treatment with

Figure 1. Clinical image of rash due to enfortumab vedotin.
Erythematous, scaly, pruritic papules on the chest and upper
abdomen in a patient treated with enfortumab vedotin for
metastatic urothelial carcinoma. Similar lesions were present on
the back and extremities.
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Figure 2. Punch biopsy demonstrated a vacuolar interface dermatitis with dermal edema and maturation disarray of epidermal
keratinocytes. A) H&E, 40×; B) 400×).

months earlier because of progression of disease. He
also developed a rash while on pembrolizumab,
which was morphologically distinct from his current
eruption and had resolved prior to enrollment in the
enfortumab vedotin trial. He furthermore denied
mucosal involvement, fevers, chills, or malaise.

including bladder, breast, lung, ovarian, head/neck,
and esophageal cancers [1]. Nectin-4 is important in
the skin, as defects in nectin-4 have been linked to
cases of ectodermal dysplasia-syndactyly syndrome
characterized by hair, nail, and teeth abnormalities,
syndactyly, and palmoplantar keratoderma [2].

On examination, he was found to have
erythematous, scaly, variably excoriated pink
papules involving the extremities, neck, chest, back,
and abdomen with sparing of the face (Figure 1). No
oral or conjunctival mucosal erosions were noted. A
punch biopsy was performed and revealed a
vacuolar interface dermatitis with maturation
disarray of keratinocytes and a sparse perivascular
lympho-eosinophilic
infiltrate,
which
was
interpreted to be consistent with a drug eruption
(Figure 2). Review of his medication timeline did not
identify any other recent medications or other
possible causative agents. He was prescribed
clobetasol 0.05% cream for his rash and oral
antihistamines for the associated pruritus. His rash
was noted to be significantly improved at his
oncology follow up two weeks later. Additional
cycles of enfortumab vedotin resulted in recurrences
of his rash which similarly responded to topical
corticosteroids and oral antihistamines.

We hypothesize that nectin-4 expression in the skin
may contribute to its cutaneous toxicity. However,
rash also appears to be a common adverse reaction
in studies involving other antibody-drug conjugates
that incorporate MMAE, occurring in 27 to 31% of
patients treated with brentuximab vedotin, 45% of
patients treated with glemutumumab vedotin, and
13-31% of patients treated with polatumumab
vedotin, suggesting the cutaneous toxicity of these
drugs may not be solely mediated by the antibody
component [3-5]. Phase 1 data for enfortumab
vedotin in the treatment of metastatic urothelial
carcinoma is promising and suggests the drug is
overall well tolerated; the most commonly reported
treatment-related adverse events are fatigue, rash,
nausea, and decreased appetite [6, 7]. Grade 3 or
higher adverse events reported include anemia,
hyponatremia, urinary tract infections, and
hyperglycemia, each of which occurred in ≤7% of
patients [8]. To our knowledge, our report is the first
to characterize the clinical and histopathological
features of the rash associated with treatment with
enfortumab vedotin. As many other antibody-MMAE
conjugates
including
tisotumab
vedotin,
pintuzumab vedotin, sofituzumab vedotin, and
lifastuzumab vedotin are also under investigation for
treatment of various malignancies, it is important to

Case Discussion
Enfortumab vedotin targets nectin-4, a member of a
family of calcium-dependent, immunoglobulin-like
adhesion molecules found in adherens junctions and
expressed in various epithelial malignancies
-2-
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be aware of toxicities that may be common to this
class of medications.

corresponding histologically to a vacuolar interface
dermatitis with maturation disarray of keratinocytes.
Cutaneous toxicity may be common to multiple
members this class of antibody-drug conjugates,
which are being studied in the context of multiple
different malignancies.

Conclusion
Enfortumab vedotin is an investigational agent that
shows promise in the treatment of urothelial
carcinoma. Development of a rash has been
described as an adverse reaction to enfortumab
vedotin, which morphologically is comprised of
erythematous, scaly papules and plaques
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