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Repeat punch biopsy revealed vacuolar interface dermatitis with central epidermal necrosis 
and ulceration, epidermal dysmaturation, and superficial perivascular infiltrate, again consistent 
with TEC. Direct immunofluorescence was performed given the vesicles seen in the second 
eruption, but the negative result argued against an immunobullous eruption. This rash responded 
more slowly to topical triamcinolone 0.1% ointment, and the patient was given prednisone  
1 mg/kg/day. His rash resolved in 3 weeks, leaving hyperpigmentation in affected areas. There 
was no appreciable nail or mucous membrane involvement. Thorough chart review excluded 
other potential causative medications.

Discussion

To our knowledge, this is the first report of  TEC related to EV therapy. Past reports of cutane-
ous eruptions have described erythematous, scaly papules on the trunk and extremities; inter-
triginous and flexural exanthema; eczematoid and lichenoid rashes with epidermal necrosis; 
and TEN. The body regions affected in these cases overlap in part with the areas affected 
in our patient, notably the trunk, intertriginous, and flexural areas. Our patient’s presenta-
tion was more widespread, also affecting areas such as the entire upper and lower extremi-
ties. It also differed in its dermatologic description; we observed palmoplantar and flexural 
erythrodysesthesia* in his first presentation and widespread erythematous and hyperkeratotic 
papulovesicular eruption in his second presentation. Interestingly, while our patient’s first pre-
sentation on his distal upper and lower extremities and groin was classic for TEC, his second 

* �Erythrodysesthesia: Also known as hand-foot syndrome (HFS), this refers to symmetrical erythema, edema, 
tingling, and pain primarily on the palms of the hands and soles of the feet.

Figure 2. Cutaneous reaction observed during cycle 6, day 8 of EV therapy, presenting 
with diffuse, pruritic, erythematous-to-violaceous, non-folliculocentric, hyperkeratotic 
papules and a few scattered tense vesicles, all most pronounced in the lower extremities
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presentation was less so, given the location of the rash on his abdomen and unusual histologic 
presentation. Nonetheless, TEC can present with a broad spectrum of symptoms that make it 
often difficult to recognize. If misdiagnosed or untreated, its potential complications include 
continued exposure to the causative agent and extensive desquamation and post-inflammatory 
hyperpigmentation.

EV remains a critical component of mUC therapy given its higher and longer response rates 
compared with other options available to patients refractory to first-line treatments. Given its 
novelty, however, the specifics of its cutaneous toxicity are still unclear, making documenting 
and diagnosing them critical for both patient prognosis and for avoiding potentially harmful 
treatments. The expression of Nectin-4 in urothelial cancers and skin keratinocytes and append-
ages, along with previous reports of skin toxicity as a result of various antibody-drug conjugates, 
offers a possible explanation for both the therapeutic target in medications such as brentuximab 
vedotin and the cutaneous toxicity seen with EV therapy.6

The potential for TEC to be a polymorphous cutaneous reaction to EV highlights a need 
for dermatologist involvement in the healthcare team caring for patients with mUC to assist 
with diagnosis and management. Further detailed documentation of cases of cutaneous erup-
tions to EV, including both clinical and histologic images, will be critical toward aiding with 
this goal. Cutaneous eruptions in patients treated with EV should be referred to dermatology 
for appropriate workup, including, when indicated, biopsy for histopathologic confirmation.
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