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Dear Editors,

Prostate cancer is the second most commonly diagnosed malignancy in men
worldwide [1, 2]. For patients with castration-resistant prostate cancer, androgen
deprivation therapy combined with second-generation androgen receptor
inhibitors, such as apalutamide, has demonstrated improved disease
progression and survival rates [2]. A dose-dependent rash is a common
adverse event [3], while lichenoid drug eruption (LDE) has been
rarely reported [4].

We present the case of a 78-year-old male (body mass index: 30.6) with a history
of hypertension managed with amlodipine for 3 years. One prior year, he was
diagnosed with prostate cancer (cT4N1MI1) and subsequently started on oral
apalutamide (240 mg/day). Apalutamide was the first hormone treatment for his
life. One month after initiating apalutamide therapy, he developed a rash on his
upper limbs, which was asymptomatic. Despite topical corticosteroid treatment at a
local clinic, the rash progressed. Six months after initiating apalutamide (5 months
after rash onset), he was referred to our department. Clinical examination revealed
erythematous plaques with keratotic scales extending to the dorsum of the hands,
trunk, and lower limbs (Figures la-c). The rash is not present on the mucous
membranes and covers approximately 30% of the body surface area.
Histopathological analysis showed band-like lymphocytic infiltration, including
eosinophils and melanophage, in the papillary dermis. Additionally, the
basement membrane exhibited liquefactive degeneration with partial epidermal
projections (Figures 1d,e). During administration of apalutamide, the cancer
showed a tendency to shrink. Considering the drug rash, a screening test for
infectious lesions was conducted before starting systemic prednisone. This test
revealed pneumonia. According to the respiratory medicine specialist, this
pneumonia could not be ruled out as being caused by infection. During the
screening, apalutamide was continued at a reduced dose, but the skin rash
worsened, leading to its discontinuation. The rash subsided (Figures le,f) a few
months later, leading to a diagnosis of grade 3 drug-induced rash (amlodipine was
being continued).

Recently, multiple reports have described apalutamide-induced LDE. Prontskus et al. [4]
analyzed 16 previously documented cases, demonstrating a significant reporting odds ratio
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FIGURE 1

Dark purple—brown erythema with keratotic scaling was observed on multiple body regions. (a) Knees and lower legs. (b) Right forearm. (c)
Histopathological findings: Band-like lymphocytic infiltration, including eosinophils and melanophages, in the papillary dermis. Liquefactive
degeneration of the basement membrane with partial epidermal projections [(d) X200 magnification and (e) X400 magnification] The keratotic
scaling of the rash has disappeared, and the erythema has turned into pigmentation. (f) Right lower legs. (g) Right forearm.

and information component for LDE associated with apalutamide.
While LDE
apalutamide-induced rashes, these findings suggest a non-

remains an uncommon presentation among
incidental association between the drug and lichenified eruptions.
Standard management includes discontinuation of apalutamide and
corticosteroid therapy. In a previous case series [4], the drug was
discontinued in all cases where the condition improved.

Grade 3 apalutamide-induced rashes typically manifest
within 4 months of treatment initiation. However, previous
reports have documented LDE cases with extensive rash
development occurring after a prolonged latency (over
12 months) [1], consistent with the gradual evolution of
lichenoid lesions [1, 4]. This trend is the same for LDEs by
other drugs. In contrast, our case is notable for its early onset,
occurring just 1 month after apalutamide initiation. In
addition, other few cases of apalutamide-induced LDE
within 1 month were present [4]. No definitive evidence
supports a shorter incubation period in our patient. A
major limitation of our case is the inability to assess the
patient’s skin condition before or during the early rash
stage. Notably, drug eruptions associated with amlodipine
have also been reported [5], raising the possibility of a
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multifactorial etiology involving drug interactions or
predisposing conditions.

Given the limited data available, LDE can potentially occur at
any stage of apalutamide therapy. Moreover, there have been a
few reported severe LDE cases that developed shortly after
starting apalutamide [4], as in this case. Therefore, clinicians
should remain vigilant for drug-induced eruptions when
evaluating new or worsening skin rashes, irrespective of

treatment duration.
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