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Psoriatic Skin Lesions after Apalutamide Treatment
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Apalutamide is a next-generation androgen receptor
inhibitor, which has significantly improved the survival
of prostate cancer patients (1, 2). However, high inci-
dence rates of skin rashes (23.8% and 27.1%) have been
reported during apalutamide treatment (1, 2). We report
here a case in which psoriatic skin lesions appeared after
administration of apalutamide. The amelioration of the
skin rash after the discontinuation of the drug and its
reappearance after re-administration of the drug indicated
that apalutamide was the causative agent. As low serum
testosterone levels have been reported in male patients
with psoriasis (3-5), this case highlights a previously
unreported cutaneous adverse event of apalutamide treat-
ment, which might be related to hormonal imbalances.

CASE REPORT

A 79-year-old Japanese man with prostate cancer was
referred to us to have skin eruptions, which had per-
sisted for 4 months, evaluated. A rash had appeared
on the patient’s forearm 94 days after the initiation of
oral apalutamide (240 mg/day) treatment and gradually
spread to his entire body. Topical corticosteroids did
not ameliorate the rash. He was treated with intensity-
modulated radiation therapy for prostate cancer before
starting apalutamide. Other medications (levetiracetam,
famotidine, and magnesium oxide) were administered
for 2 years. His medical history included benign brain
tumour, which was surgically removed 2 years pre-
viously. The patient and his family had no history of pso-
riasis and/or psoriatic arthritis. On examination, he had
asymptomatic, widespread, sharply demarcated, scaly
erythema on his scalp, face, trunk, and extremities (Fig.
1a, b). Histological examination revealed hyperkerato-
sis, parakeratosis, acanthosis with elongated rete ridges,
a Munro microabscess, and dilated blood vessels in the
dermal papillae (Fig. 1¢). These findings were com-
patible with psoriasis. Apalutamide was discontinued,
and topical corticosteroids/vitamin D3 was initiated.
The skin rash improved rapidly, but phototherapy with
narrow-band UVB once a week was initiated because the
patient wanted to rapidly resume apalutamide treatment
upon the complete resolution of the skin rash. The rash
improved further and had completely resolved within
1 month (Fig. 1d, e). One week after resolution of the
rash, apalutamide treatment was restarted at a decreased
dose (120 mg/day). Five days later, the patient noticed

Fig. 1. (a, b) Sharply demarcated erythematous scaly papules and plaques
were present on (a) the trunk and upper extremities and (b) the buttocks.
(c) The skin biopsy specimen showed psoriasiform epidermal hyperplasia
with hyperkeratosis and parakeratosis. In addition, there were telangiectatic
blood vesselsin the papillary dermis together with perivascular lymphocytic
infiltrates (haematoxylin-eosin; original magnification x100). (d, e) The
rash completely resolved after discontinuation of apalutamide. Images
of the trunk (d) and buttocks (e) are shown. (f, g) Erythematous scaly
plaques recurred on (f) the right thigh and (g) the buttocks after the re-
administration of apalutamide.

a few scaly erythematous lesions on his left buttock
and left thigh. Treatment with topical corticosteroids/
vitamin D3 was resumed, but the skin rash continued to
spread (Fig. 1f, g). We are currently managing the skin
eruptions with topical corticosteroids/vitamin D3, which
have been partially effective, but new rashes continue
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to develop. A recent laboratory examination showed a
decreased serum testosterone level (3.6 [normal range
131-871 ng/dl]).

Written informed consent for publication of the clinical
images was obtained from the patient.

DISCUSSION

Skin rashes associated with apalutamide are commonly
described as macular or maculopapular (6, 7), but other
forms of cutaneous adverse reactions, including toxic
epidermal necrolysis, lichenoid drug eruptions, and
urticaria, have also been reported (7). The median dura-
tion of treatment at the onset of such skin rashes is 82
days (6). To the best of our knowledge, this is the first
report of psoriatic skin lesions arising after apalutamide
treatment. Although the eruptions were not macular or
maculopapular, our patient developed a skin rash within 3
months, and the previously reported eruptions developed
within a similar timescale (6).

The pathomechanism underlying the psoriatic skin le-
sions that developed in the case described here is unclear.
It has been reported that the serum levels of testosterone,
a type of androgen, of patients with psoriasis were signi-
ficantly lower than those of healthy controls (3—5), and
severe psoriasis is associated with low serum testosterone
levels (4, 5). The current patient’s serum testosterone
level was extremely low. Thus, one plausible explanation
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is that the apalutamide-induced inhibition of androgen
signalling causes sex hormone imbalances, which may
trigger psoriasis. Although further cases are needed to
establish a causal link and understand the pathogenesis
of'the condition, this case may provide new insights into
the molecular mechanisms of psoriatic reactions.
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