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Cutaneous is an extremely rare metastatic area of bladder urothelial carcinoma. Pure cutaneous metastasis
without systemic metastasis is very rare and less than ten cases have been reported in the literature. Our patient
had various lymphatic fistulas to her skin due to pelvic lymphadenectomy and radiotherapy in her previous
cervical cancer. We believe that the most probable mechanism underlying our patient’s cutaneous metastasis is a
lymphatic spread via those lymphatic fistulas. Inmunotherapy is a very important option for patients who cannot

receive cisplatin. This is the second case in the literature to apply immunotherapy in the setting of cutaneous

metastasis of bladder cancer.

1. Introduction

Bladder cancer is the tenth most common cancer globally, with
approximately 573,000 new cases and 213,000 deaths in 2020. Men
have a higher incidence and mortality rate, about four times of women,
with global incidence and mortality rates of 9.5 and 3.3 respectively per
100,000. Therefore, it is sixth most common cause of cancer and the
ninth most common cause of cancer death in men, ranking higher
compared to women.' Cutaneous metastatic disease from bladder uro-
thelial carcinoma is a very rare condition. The incidence of cutaneous
involvement by all urological malignancy has been reported from 1.1%
to 2.5% with cutaneous metastases from the bladder being 0.84%.° The
most common metastatic sites are liver, lung and bones. We report a case
of urothelial carcinoma in an 80-year-old female who developed cuta-
neous metastasis a few months after radical cystectomy.

2. Case report

An 80-year-old female presented with a 6-7-month history of he-
maturia. She had complaints of dysuria, groin pain and urgency feeling
to urinate. Her chronic illnesses included hypertension, anemia,
atherosclerotic heart disease, first degree mitral and tricuspid valve
regurgitation. Her Karnofsky & ECOG performance score was 2. Her past

medical history included nephrectomy of left kidney, cervical cancer
with radiotherapy treatment and pelvic lymphadenectomy and cuta-
neous fistulization of lymphatic drainage secondary to the radiotherapy
and pelvic lymphadenectomy. Physical examination showed right
costovertebral angle tenderness, and multiple cutaneous fistula orifices,
that had been present for about 20 years, were seen on the patient’s skin.
Cystoscopy was performed due to the suspicion of a tumor, and it
showed tumoral lesions in trigone of bladder. Clinicians performed
transurethral resection of the bladder tumor (TURBT) for the treatment.
Pathological diagnosis of the TURBT showed pT2G3 urothelial carci-
noma. Thoracoabdominal CT was obtained for radiological staging and
it did not show metastasis. Patient underwent a radical cystectomy plus
urethrectomy and right ureterocutaneostomy. Postoperative patholog-
ical results revealed urothelial carcinoma of stage (T4aNOMO). Immu-
nohistochemistry revealed positivity for cytokeratin (CK) 7 and GATAS.
As the patient was ineligible for cisplatin, instead of using the gemci-
tabin + cisplatin protocol, Pembrolizumab was started. About two
months after radical cystectomy, the patient complained of reddish,
painful, tender lumps with an - Erythema Nodosum appearance located
on the abdomen(Fig. 1). Punch biopsy of the cutaneous nodule revealed
extensive infiltration from a high-grade transitional cell bladder carci-
noma with CK 7 GATA3 YMA CK positivity(Fig. 2).
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Fig. 1. Multiple cutaneous metastases on abdominal wall.

3. Discussion

Bladder cancer is among the malignancies for which the treatment is
difficult and lengthy. American Cancer Society’s data shows that, the 5-
year relative survival of general bladder cancer patients is about 77%,
however, if we focus on metastatic bladder cancer patients, the 5-year-
survival rate drops significantly, to 5%." As we can infer from this data,
most bladder cancer patients die from metastasis. Mueller et al. has
found the overall incidence of cutaneous metastasis from primary solid
visceral malignancies to be 2.9% with urological malignancies’ cuta-
neous metastases being 1.3% and cutaneous metastases from the bladder
being less than 1%.>

Although bladder carcinoma is among the prevalent malignancies,
the prevalence of cutaneous metastasis accompanying the disease is very
rare. Hence, it is important for clinicians to have an awareness of this
condition, which has a very poor prognosis.Research has shown that,
after being diagnosed with a cutaneous metastasis from a urologic
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tumor, more than 98% of patients survived less than a year.? Moreover,
from the time cutaneous metastasis first appeared, the median
disease-specific survival was less than 6 months.® According to litera-
ture, cutaneous metastasis occurs via four different mechanisms; 1)
Hematogenous, 2) Lymphatic, 3) Overspread from the underlying
tumor, 4) latrogenic implantation from operative scar.”

Our patient had a history of pelvic lymphadenectomy and radio-
therapy in her previous pelvic cancer. Her physical examination showed
various lymphatic fistulas to her skin that had been present for about 20
years. Therefore, we believe that the most probable mechanism under-
lying our patient’s cutaneous metastasis is a lymphatic spread via those
lymphatic fistulas.

Due to the patient’s existing comorbidities and her Karnofsky &
ECOG performance score, there are not many treatment options at the
moment. Chemotherapy is the treatment of choice, although it is seldom
curative. The MVAC regime (methotrexate, vinblastine sulfate, doxo-
rubicin hydrochloride, and cisplatin) or the combination of gemcitabine
and cisplatin are among the known therapies with their remissions rates
being reported up to 70%. Nonetheless, the prognosis is poor.

Immunotherapy is a very important option for patients who cannot
receive cisplatin. The FDA has approved six immunotherapy agents for
metastatic bladder cancer(Avelumab, Nivolumab, Pembrolizumab, Ate
zolizumab, Enfortumab, erdafitinib). Unfortunately, Inmunotherapy is
both difficult and expensive to achieve in the developing countries.
Chemotherapy could not be continued due to the side effects and the
treatment regimen was changed to immunotherapy in our case. This is
the second case in the literature to apply immunotherapy in the setting
of cutaneous metastasis of bladder cancer.”

4, Conclusion

In conclusion, cutaneous metastasis from bladder urothelial carci-
noma is an extremely rare form of presentation. Presence of a skin
metastasis has been shown to be a poor prognostic sign in patients.” It is
important for all clinicians to be aware of these cutaneous lesions as they
may be early clinical symptoms of an underlying metastatic disease. In

Fig. 2. a) Hematoxylin eosin staining shows urethelial carcinoma infiltration in the superficial dermis (magnification x100), b) Hematoxylin eosin staining shows
urethelial carcinoma infiltration in the deep dermis (magnification x100), ¢) Immunohistochemical staining shows nuclear GATA3-positivity (magnification x100),
d) Immunohistochemical staining shows cytoplasmic cytokeratin 7 positivity (magnification x100).
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patients with bladder cancer, metastatic cancer should be included in
the differential diagnosis of newly formed cutaneous lesions. Skin biopsy
should be performed in order to avoid misdiagnosis in suspected pa-
tients. Treatment is often palliative in most cases due to the advanced
stage of the disease and poor prognosis.
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