| etter 1o the Editor

Sorafenib-Associated Psoriasiform Skin Changes

To the Editor:

As the use of new biologic agents becomes more com-
mon, associated cutaneous side effects warrant consid-
eration. Multikinase inhibitors cause rashes including
anaphylaxis, papulopustular eruptions, paronychia,
xerosis, and telangiectases. Gefitinib, the inhibitor of
the epidermal growth factor receptor tyrosine kinase,
is the only multikinase inhibitor reported to cause
psoriatic exacerbation.! Sorafenib was developed as a
raf kinase inhibitor but is now known to also inhibit
vascular endothelial growth factor receptors 1, 2,
and 3, and platelet-derived growth factor receptor B.
Sorafenib is US Food and D i i
approved for the treatment of
lular carcinoma and advanced
is under investigation for stage
noma. Dermatologic side effect
facial dermatitis, hand-foot skin reaction, and other
nonspecific reactions that generally do not require
discontinuation.? repqrt sorafenib-

I'ma history of hepatiti S,
hepatocellular carcinoma, and psoriasis presented
to our dermatology clinic with pustules and plaques
on his dorsal hands of 1 year’s duration (Figure 1).
The patient had a 20-year history of plaque psoriasis
involving his elbows, knees, legs, and back. After
1 month of sorafenib therapy, pustules and plaques
developed on his dorsal hands. He reported no hand
eruptions prior to sorafenib use. The patient reported
that he self-discontinued sorafenib and hand lesions
cleared within 1 month. He was then restarted on
a lower dose, which resulted in fewer hand lesions
than the first time. The patient was not taking any
medications that would have exacerbated psoriasis
and he denied any tobacco use. Elbow and leg lesions
responded well to medium-potency topical steroids
and phototherapy; however, the hand eruption was
refractory to treatment.

Biopsy of an elbow plaque showed confluent
parakeratosis with Munro microabscesses and pso-
riasiform epidermal hyperplasia with broad-based
rete ridges, all consistent with classic psoriasis.
The lesions on the dorsal hand demonstrated
parakeratosis, psoriasiform epidermal hyperplasia
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igure 1. al hand with pink plagues with mini-

| scal d pustule
ith bro re s, n philic
micropustules (Figure 2). For the patient’s hand

lesions, the differential diagnosis included psoriasis
exacerbation versus a psoriasiform drug eruption. It
was possible that the hand reaction was due to irrita-
tion and a subsequent Kébner phenomenon, which
seemed less likely than our proposed diagnoses.

Comment
We cannot definitively determine if the patient’s
hand lesions were due to a sorafenib-induced psoria-
sis exacerbation or psoriasiform drug eruption. The
patient reported a direct correlation between starting
sorafenib and appearance of hand lesions. Pathology
was not consistent with literature reports of the
common sorafenib-associated hand-foot skin reac-
tion,” which is characterized by symmetric, tender,
erythematous areas on the palms and soles that are
worsened by friction and heat exposure and associated
with numbness or tingling.* Histology showed epider-
mal parakeratosis and dyskeratosis as well as a dermal
perivascular lymphocytic infiltrate.?

There is a lack of understanding of the patho-
genesis of tyrosine kinase inhibitor—associated
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Figure 2. Shave biopsy from the dorsal hand showing parakeratosis, psoriasiform epidermal hyperplasia with
broad-based rete ridges, and few neutrophilic micropustules (A and B)(H&E; original magnifications X 10 and

x40, respectively).

cutaneous reactions. Future reSearc direports of
instructive clinical cases will enhance wle
about these medications.
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