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Letter to Editor

Renal cell carcinoma and cutaneous paraneoplastic syndromes
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Dear Editor,
We read the very recent article of this Journal by Mondal, 
reporting a 61-year-old man who had a papulosquamous 
eruption with generalized, erythematous, scaly, plaques 
and papules after utilizing pembrolizumab in the treatment 
of renal cell carcinoma (RCC).[1] The patient refused 
the skin biopsy, and the final conclusion was based on 
Naranjo’s score.[1] Additional conundrum in the diagnostic 
evaluation might include challenges inherent to the RCC, a 
malignancy very frequently diagnosed by incidental imaging 
findings, and in up to 40% of the symptomatic cases may 
evolve with some paraneoplastic syndrome (PNS), which 
justifies eponyms such as “the great imitator” or “the great 
dilemma.”[2-8] The RCC accounts for 3% of all adult cancers 
and 85% of all kidney tumors.[5] Therefore, the objective of 
this contribution is to briefly comment on new data from the 
literature about the skin changes developed in patients, even 
before the diagnosis of RCC.
An 84-year-old woman was reported with a recent pruritic 
erythematous rash and disseminated large bullae involving 
the torso, upper limbs, face, and oral mucosa.[2] Laboratory 
investigations were unremarkable, and skin biopsy evaluation 
was consistent with bullous pemphigoid; the abdominal 
imaging studies disclosed advanced, clear cell RCC in the 
left kidney lower pole with invasion of fat and vessels.[2] This 
was the first report of non-synchronous clear cell RCC with 
paraneoplastic bullous pemphigoid presenting with skin 
eruptions and mucosal lesions.[2] A 67-year-old male patient 
presented with multiple keratotic spicules on the palmar 
surfaces of the hands diagnosed as spiny keratoderma, and 
a computed tomography study showed a nodule in the left 
kidney with the histological pattern of a clear cell RCC.[3] 
The authors emphasized that the spiny keratoderma has been 
rarely described in association with malignancies such as 
esophageal and laryngeal carcinomas, lung adenocarcinoma, 
and melanoma, more often preceding the development of 
the tumor.[3] A 63-year-old woman with lower back pain, 
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concomitant hypertension, and pulmonary sarcoidosis 
presented with a lumbar spinal syndrome and a lesion at the 
T7 vertebra, besides a left kidney mass and multiple right 
pulmonary nodules and bone lesions.[4] Although 20% of 
patients present with PNS, in this specific case, the diagnosis 
was established while investigating the symptomatic 
presentation.[4] After the left radical nephrectomy and the 
diagnosis of a disseminated clear cell RCC, she underwent 
immunotherapy with avelumab and axitinib, maintaining 
a good outcome.[4] An Indian retrospective study on RCC, 
from April 2016 to February 2020, included 142 patients with 
58  years of median age at presentation, 67% symptomatic, 
and 33% incidental diagnoses.[5] More than 50% of the 
total patients presented with PNS: Elevated erythrocyte 
sedimentation rate (62.5%), hypertension (25%), anemia 
(17%), Stauffer’s syndrome (16%), thrombocytosis (12%), 
polycythemia (4%), or hypercalcemia (3%).[5] The age of 
presentation was earlier, and the patients had a higher 
tumor stage; almost 69% were clear cell RCC, followed by 
papillary (20%) and chromophobe (8%) carcinomas.[5] The 
authors stressed the elevated number of cases with early 
age of presentation presenting with PNS, may be attributed 
to biological differences either in tumor genetic or 
environmental factors.[5] A 75-year-old man who had 
a rapidly progressive scleroderma even after treatment 
with methotrexate and prednisone was diagnosed with a 
right renal mass; the specimen of the partial nephrectomy 
revealed a papillary RCC with a negative surgical margin.[6] 
However, he evolved to develop scleroderma renal crisis 
and end-stage renal disease despite the institution of 
captopril, mycophenolate mofetil, plasmapheresis, and 
immunoglobulin; contrary to the reports where scleroderma 
improved after nephrectomy; and the authors emphasized 
the hypothesis of the scleroderma being a risk factor for 
RCC.[6] A 37-year-old man presented with chronic papules 
and pruritus on the hands and erosive arthritis in hands, 
hips, and knees; the biopsy samples revealed dermal 
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infiltrates of histiocytoid cells besides multinucleated cells 
resembling Touton-type giant cells.[7] Considering these 
findings consistent with the final diagnosis of multicentric 
reticulohistiocytosis, the patient underwent treatment with 
infliximab, methotrexate, and folate.[7] After several years 
of treatment, he was diagnosed with a grade  II right clear 
cell RCC; a partial right nephrectomy was performed, and 
methotrexate and infliximab were restarted.[7] Subsequently, 
the patient had no digital skin lesions, and he showed 
improvement in the arthritis. A  47-year-old woman 
with systemic sclerosis (SSc) diagnosed in March 2020 
also presented with a high nuclear-grade  RCC with a 
predominant tubuloalveolar growth pattern and papillary 
features confirmed by left nephrectomy.[8] She was initiated 
on mycophenolate mofetil in February 2021, and the clinical 
improvement of sclerodactyly and cutaneous sclerosis 
was confirmed 5  months later. The authors highlighted the 
rapidly progressive course of the disease, the short time 
from the onset of SSc till the RCC diagnosis, and the prompt 
clinical improvement after the treatment of the neoplasia, all 
supporting the hypothesis that the SSc was paraneoplastic.[8]

In conclusion, we highlight the need to have a high index of 
suspicion to enable the early diagnosis of RCC.
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