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Pembrolizumab-induced resolving papulosquamous eruption: An
enigmatic presentation in a patient with renal cell carcinoma
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ABSTRACT

Lenvatinib, a multiple tyrosine receptor kinase inhibitor, and pembrolizumab, an anti-programmed cell death protein 1 humanized antibody, both are
indicated in the treatment of renal cell carcinoma (RCC). Both these agents rarely produce cutaneous adverse events. In this instance, a RCC patient who
received both medications and experienced a papulosquamous eruption as an uncommon cutaneous side effect of both medications is being reported. The
potential drug triggers preceded the symptom onset and the observed symptom resolved on discontinuation of pembrolizumab.
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INTRODUCTION

The US Food and Drug Administration approved the oral
multiple tyrosine receptor kinase inhibitor lenvatinib for
the treatment of thyroid cancer, hepatocellular carcinoma
(HCC), endometrial carcinoma, and renal cell carcinoma
(RCC)." Immune checkpoint inhibitors are highly selective
drugs that take advantage of critical biochemical pathways
that cancerous cells use to sidestep the host immune response.
The first anti-programmed cell death protein 1 (PD-1)
humanized antibody authorized for use in cancer treatment,
pembrolizumab, functions by blocking the PD-1/PD-1L axis,
beneficial in the treatment of melanoma, non-small-cell lung
cancer and also in RCC.?! Here, a case of RCC receiving
both agents developed papulosquamous eruption, which is
a rare cutaneous adverse event of both agents. Withdrawal
of pembrolizumab resulted in spontaneous resolution of the
lesions, and the patient was continued on lenvatinib.

CASE REPORT

A 61-year-old male patient of intermediate risk RCC
presented with generalized, erythematous, moderately
itchy, scaly plaques and papules (Common terminology
criteria for adverse event, CTCAE grade 2) after receiving
an injection of pembrolizumab 200 mg. Simultaneously,
he was also receiving lenvatinib 20 mg once daily orally,
which was initiated 3 days before receiving pembrolizumab.
The eruption started from the upper and lower limbs and

subsequently involved the trunk. There was no history of
frank pustulation or of burning sensation. On detailed
history, it was found that he had received both agents
2 months back, and at that time, he experienced a similar
eruption in lesser severity that developed 7-10 days
after treatment initiation. In the previous episode, both
medications were stopped in view of skin eruption
(Naranjo score 4) in the oncology department, which led
to subsidence without any specific treatment. In between
the two episodes, he did not develop any cutaneous lesions.
He did not give a history of prior upper respiratory tract
infection, simultaneous mucosal ulceration, facial edema, or
scalp involvement in both episodes.

On examination, generalized involvement of the body
sparing the face and scalp in the form of erythematous, scaly,
well to ill-defined, papules and plaques along with peripheral
white, semi-adherent scaling resembling collarette scales
was observed [Figures 1 and 2]. Some lesions were arcuate
to annular and maximum involvement over the dorsum of
the feet was evident. Over the trunk, lesions were papular, ill-
defined, less erythematous, and scaly than the limbs.

All the blood investigations, including peripheral smears,
were within normal limits. The patient refused to undergo
a skin biopsy. Pembrolizumab was stopped, and the patient
was continued on lenvatinib 20 mg. He was advised to
apply emollients liberally and prescribed a twice-daily oral
antihistamine (levocetirizine 5 mg) to alleviate itching. The
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Figure 1: Multiple well to ill-defined erythematous annular plaque
and papules with peripheral whitish scaling over the chest, left arm,
and forearm.

Figure 2: Erythematous whitish scaly, well-defined linearly arranged
plaque over the dorsum of feet bilaterally.

patient presented after 4 weeks with significant improvement
in terms of resolving erythematous, papules and plaques
and pruritus [Figures 3 and 4] and did not have any further
episodes on follow-up.

DISCUSSION

Although anti-PD-1 medications are usually well tolerated,
between 18% and 42% of patients experience cutaneous
adverse effects. The most common cutaneous adverse effects
among patients receiving pembrolizumab are reported to be
maculopapular eruption, pruritus, and hypopigmentation or
vitiligo-like lesions.”* Common dermatological adverse events
caused by lenvatinib include xerosis, hair and skin discoloration,
and  palmoplantar  dysesthesia.”’  Lenvatinib-induced
psoriasiform eruption and palmoplantar erythema in a patient
of HCC were first reported by Sally et all® in 2021. A recent
report described two patients with psoriasiform rash attributed
to nivolumab for stage IV melanoma and to pembrolizumab
and TAK-981 for stage IV colorectal cancer. Remarkably, the
biopsy findings were an overlap of psoriasiform, spongiotic, and
lichenoid dermatitis. The rash cleared partially with apremilast
in the first patient, and in the second patient, ixekizumab
resulted in a complete resolution. In the present case, a biopsy
was not carried out; however, the temporal correlation of the
onset of rash after pembrolizumab and the complete resolution
after its withdrawal indicates its causality. The patient could be
continued on lenvatinib uneventfully.
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Figure 3: Almost resolved skin eruption after 4 weeks of stopping
pembrolizumab.

Figure 4: Resolved skin lesion over lower limbs with residual post-
inflammatory hyperpigmentation.

CONCLUSION

Understanding immune-mediated cutaneous adverse effects
in cancer patients would facilitate early detection and allow
us to either change the regimen or decrease the dose, thereby
improving the quality of life. The present case report describes
not only a rare cutaneous adverse event due to anti-PD-1
but also shows the importance of detailed history elicitation
and stoppage of the suspected drug that would facilitate the
complete resolution of lesions.
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