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Enfortumab Vedotin-Induced Cutaneous Toxicity
Scott Whitlock, MD. Jennifer Wintringham, BS. Abby Van Voorhees, MD
Eastern Virginia Medical School

A 68 year old man with known metastatic urothelial carcinoma presented to the hospital for a new-onset rash, and the
inpatient dermatology service was consulted. The patient relayed a 6-day history of progressive worsening rash, worst
on the feet, starting approximately 3 weeks after initiation of weekly treatment with IV infusions of enfortumab vedotin
for his metastatic bladder cancer. Physical exam revealed symmetric, confluent, exquisitely tender erythema on the feet,
and scattered erythematous papules and small bullae on the lower legs, arms, and back. Lab results were significant for
pancytopenia.

A clinical diagnosis of enfortumab vedotin-induced cutaneous toxicity was made. The affected areas improved
significantly over the following days with clobetasol ointment twice daily to the affected areas, and cool compresses.
Treatment with systemic corticosteroids were considered, but deferred due to the patient’s high risk of infection, and
satisfactory improvement with conservative therapy.

Enfortumab vedotin is a nectin-4-directed antibody-drug conjugate, FDA approved in 2019 as a third-line treatment for
locally advanced or metastatic urothelial cancer. The drug binds selectively to nectin-4, expressed on tumor cells,
leading to tumor cell apoptosis. In clinical trials, cutaneous reactions were reported in 48% of patients®. Morbilloform,
eczematous, lichenoid, bullous, TEN, and hand-foot syndrome-like presentations have been described*3*#>, By assisting
in the recognition and management of this and other acute cutaneous adverse effects of oncologic therapies,
dermatologists have the distinct opportunity to assist patients in continuing life-prolonging therapies for advanced
malignancy.

1. Rosenberg JE, O'Donnell PH, Balar AV, McGregor BA, Heath El, Yu EY, Galsky MD, Hahn NM, Gartner EM, Pinelli
JM, Liang SY, Melhem-Bertrandt A, Petrylak DP. Pivotal Trial of Enfortumab Vedotin in Urothelial Carcinoma
After Platinum and Anti-Programmed Death 1/Programmed Death Ligand 1 Therapy. J Clin Oncol. 2019 Oct
10;37(29):2592-2600. doi: 10.1200/JC0.19.01140. Epub 2019 Jul 29. PMID: 31356140; PMCID: PMC6784850.

2. Hirotsu KE, Rana J, Wang JY, Raghavan SS, Rieger KE, Srinivas S, Fan AC, Kwong BY, Novoa RA, Zaba LC.
Clinicopathologic characterization of enfortumab vedotin-associated cutaneous toxicity in patients with
urothelial carcinoma. J Am Acad Dermatol. 2020 Dec 7:50190-9622(20)33156-X. doi:
10.1016/j.jaad.2020.11.067. Epub ahead of print. PMID: 33301805.

3. Keerty D, Graham L, Haynes E, Hembree TN. Flexural Exanthema From Enfortumab Vedotin. Cureus. 2020 May
13;12(5):e8102. doi: 10.7759/cureus.8102. PMID: 32542157; PMCID: PMC7292715.

4. Wu S, Adamson AS. Cutaneous toxicity associated with enfortumab vedotin treatment of metastatic urothelial
carcinoma. Dermatol Online J. 2019 Feb 15;25(2):13030/qt4j44w7w6. PMID: 30865407.

5. Sasaki R, Fujimura T, Lyu C, Aiba S. Severe eczematoid and lichenoid eruption with full-thickness epidermal
necrosis developing from metastatic urothelial cancer treated with enfortumab vedotin. J Dermatol. 2020
Dec;47(12):1436-1438. doi: 10.1111/1346-8138.15577. Epub 2020 Aug 29. PMID: 32860247.






