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History of
Present
Illness

An 87-year-old man with history of
metastatic prostate cancer started
treatment with enfortumab vedotin, an
antibody drug conjugate targeting
Nectin-4 x
After his second dose of enfortumab, he
developed multiple new growths on the
bilateral lower extremities
The lesions were asymptomatic and
developed over the course of one month
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Patient History
MEDICAL HISTORY

SURGICAL HISTORY

MEDICATIONS

!Upper tract urothelial
cancer, mets to lymph
nodes, s/p resection
!Previously discontinued
pembrolizumab due to
progression
!Advanced prostate cancer,
s/p prostatectomy, on
Lupron

!Radical prostatectomy
!Trans urethral
resection of bladder
tumor
!Left nephrectomy
!Prior excisions of nonmelanoma skin
cancers

!Enfortumab vedotin
!Lupron
!Irbesartan
!Nifedipine
!Levothyroxine
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Physical Exam

CLINICAL FEATURES

Multiple, firm, erythematous hyperkeratotic
papules over the bilateral lower extremities
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Histopathology
SHAVE BIOPSY, LOWER EXTREMITY –
100X
Acanthosis and hyperkeratosis of the
epidermis
Epidermal proliferation of
keratinocytes
Extension into the dermis
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Histopathology
SHAVE BIOPSY, LOWER EXTREMITY –
200X

Squamous eddies
Mitotic figures
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Diagnosis
Squamoproliferative disease 2/2
enfortumab vedotin therapy
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Clinical Course
ILK 10mg/mL to four
lesions + clobetasol

Lesions mostly clear
Acitretin discontinued at 20 wks

Progression of disease
22 total lesions
20-week course acitretin
10mg/day started
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Clinical Course

BEFORE TREATMENT

WEEK 4 OF ACITRETIN
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Clinical Course

WEEK 4 OF ACITRETIN

WEEK 12 OF ACITRETIN
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Clinical Course
ILK 10mg/mL to four
lesions + clobetasol

Lesions mostly clear
Acitretin discontinued at 20 wks

Progression of disease
22 total lesions
20-week course acitretin
10mg/day started

17 new lesions develop
Acitretin 10mg daily
restarted

11

Clinical Course
AFTER TREATMENT DISCONTINUATION
Development of seventeen new
squamoproliferative lesions
Acitretin restarted at 10mg per day
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Clinical Course
ILK 10mg/mL to four
lesions + clobetasol

Lesions mostly clear
Acitretin discontinued at 20 wks

Progression of disease
22 total lesions
20-week course acitretin
10mg/day started

Flattening of lesions at 1 month
Enfortumab held for procedure

17 new lesions develop
Acitretin 10mg daily
restarted

Near clearance
of eruption
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Enfortumab vedotin
&
squamoproliferative
disease

Enfortumab vedotin is an antibody-drug
conjugate directed against Nectin-4,
indicated for advanced urothelial
carcinoma
Flexural exanthem/dermatitis,
hyperpigmentation, and even SJS/TEN
have been reported as cutaneous
adverse effects of this drug
This is the first report of
squamoproliferative lesions arising in a
patient on enfortumab therapy
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Squamoproliferative
disease
AS A CUTANEOUS ADVERSE EFFECT OF IMMUNOTHERAPY
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BRAF inhibitors and
squamoproliferative
lesions

PARADOXICAL ACTIVATION OF THE
MAPK PATHWAY
Blocking BRAF relieves negative
feedback suppression on EGFR
MAPK pathway activated through Ras
and Raf dimers
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Role of
actitretin in
management

Systemic retinoid therapy is effective in
prevention of development of NMSC in
transplant patients
Also effective in non-transplant patients at
high risk due to genetics conditions like
xeroderma pigmentosa
Acitretin binds to nuclear receptor genescontrols cell proliferation and reduces
keratinization
Induces apoptosis via CD95 (Fas) pathway
in SCC cells
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Take home points
Squamoproliferative disease is a previously unreported cutaneous adverse
effect of enfortumab vedotin
The lesions may share clinically and histologically similar features to
verrucous keratoses or keratoacanthomas
Treatment with acitretin may prevent unnecessary surgical procedures or
discontinuation of a patient’s immunotherapy due to this cutaneous adverse
effect
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