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Abstract

We present a case of a 64-year-old man with a hilateral nasal obstruction. An endoscopic biopsy taken from the mass revealed a vascular clear
cell tumor underneath an intact Schneiderian membrane compatible with a renal cell carcinoma. Following inquiry, it was revealed that the patient
had gone through right radical nephrectomy for renal cell carcinomas 17 years prior to admission, a fact that was not known when the biopsy was
taken. A following workup showed areas suspicious for metastases in lungs and maxillary sinuses. The patient started treatment with Sunitinib. On

five months follow- up, the lung lesions had regressed.
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Introduction

Patients with renal cell carcinoma (RCC) develop metastases in
approximately 30% of cases [1]. Common sites of metastases of RCC are
lungs, liver, bone, brain, and adrenal glands, but RCC can metastasize to any
organ [1]. Metastases to the nasal cavity or paranasal sinuses are rare, and
only several case reports have been published [2-8]. To our knowledge case
series of metastatic RCC to the paranasal sinuses have not been published.
Distant metastasis of RCC may be found at presentation or can develop years
after initial diagnosis [1]. The prognosis of patients with metastatic RCC is
poor. In this paper, we report the case of a 64 year old patient who developed
metastasis to the left paranasal sinuses 17 years after nephrectomy for RCC.

Case Report

A 64-year-old man was referred to the otolaryngology outpatient clinic due
to a bilateral nasal obstruction lasting for the last few months, more on the
left and occasional minor bleeding from the left nostril. The patient denied
rhinorrhea, anosmia or pain.

Computed tomography (CT) of the paranasal sinuses showed a polypoid
mass protruding from the ethmoids into the nasal cavity (Figure 1). No evidence
of expansion of invasion of skull base or orbit was noted.

Endoscopic examination of the left nasal cavity revealed a polypoid mass
bulging from the ethmoid into the nasal cavity. The surface area of the mass
was smooth with no evidence of ulceration or necrosis. The right nasal cavity
was without evidence of disease.

The differential diagnosis included an inflammatory process (chronic
sinusitis, fungal non-invasive sinusitis) and neoplastic disease (benign and
rarely, malignant tumors). An endoscopic biopsy was taken and the tissue was
submitted to pathological evaluation.
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On pathologic examination a tumor was present under the nasal lining
epithelium and the respiratory pseudostratified columnar epithelium was
undisturbed (Figures 2A-2C). The tumor was vascular with numerous blood
sinusoids. The tumor cell population was composed of both cells with optically
clear cytoplasm and cells that contained eosinophilic granular cytoplasm
(Figures 2A-2C). There was no pronounced cellular atypia and no marked
mitotic or apoptotic bodies. The impression strongly favored metastatic
RCC. Differential diagnoses included other primaries of metastatic clear cell
carcinoma (e.g. liver, thyroid), clear cell sarcoma, malignant melanoma and
clear cell oncocytoma. An immunohistochemical panel was used in order
to verify the diagnosis. The tumor cells were positive for pankeratin (AE1/3,
CAM5.2), CD10, RCC Ag, PAX8, vimentin and Ki-67 labeling = 15% (Figures
3A-3F).

A revision medical history inquiry revealed a history of radical nephrectomy
due to RCC 17 years prior to admission. Oncologic follow-up for a few
years after initial surgery was without evidence of recurrent disease. Thus,
a pathological diagnosis of metastatic RCC of clear cell type (grade 1) was
rendered.

A Staging workup with fluorine-18, flouro-D- glucose Positron emission
tomography scan (FDG- PET-CT) was done showing numerous multi-sized
nodes in right and left lower lobes of lungs, measuring up to 34 millimeters

)

Figure 1. Coronal CT imaging of the paranasal sinuses. A section at the level of the
anterior (A) and posterior (B) ethmoids. A polypoid mass can be seen originating from the
ethmoid complex (star) and expanding downwards to the nasal floor. The lower border
of the mass appears smooth (long arrow). No evidence of expansion and orbital or skull
base invasion is seen. Ethmoid and maxillary opacifications can also be seen on the right
paranasal sinuses (short arrow).
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Figure 2. A-C: HGE stain showing a clear cell tumor immediately underneath the
shneiderian membrane. The clear cells are arranged in nests separated by a prominent
sinusoidal vascular network. The cells have well defined borders. (4x, 10x, 20x).

A

Figure 3. Immunohistochemically, the tumor cells were positive to: a-AE1/3, b-Vimentin,
¢-CK7, d-CD10, e-RCCAg, f-PAX8 (20x).

mildy enhanced but suspicious for metastatic disease. In addition, fullness
of ethmoid and maxillary sinuses was noted, with no enhancement or
pathological intake. The multi-disciplinary tumor board team decided that a
metastatic disease could not be ruled out on the basis of multiple foci, and their
size. The patient started a daily systemic treatment with P.O. as 50 mg Sutent
(Sunitinib), a multi targeted receptor tyrosine kinase inhibitor. On five months
follow up CT scan, paranasal sinuses were without a significant change but the
lesions in the lungs were reduced by 4 mm each.
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Discussion

About 30% of patients with RCC develop metastases after nephrectomy,
which occur within 5 years [1]. In the present case, the interval of nephrectomy
for RCC and emergence of nasal metastasis was as long as 17 years. This
long interval has been reported in the past [8]. In the present study, the RCC is
clear cell RCC and Fuhrman’s nuclear grade was grade 1[9]. This type of RCC
shows lower possibility of metastasis; however, the present patient showed
nasal metastasis 17 years after the nephrectomy [10]. These findings indicate
that long-term follow-up is needed in patients with RCC and the unique pre
metastatic niche involved in RCC.

The tumor presented characteristic morphological features that raised
the possibility of metastatic RCC which are prominent vascular structures and
epithelial clearcellcomponentwithoutprominentatypia. Immunohistochemically,
RCC has a characteristic signature, which encompasses keratin and vimentin
positivity, CD10, RCC Ag and PAX 8 positivity.

Treatment of metastatic RCC includes a multi targeted receptor tyrosine
kinase inhibitor such as sunitinib 50 mg/day. Other possibilities are Sorafanib,
Pazopanib, Temsirolimus [11].

The prognosis of patients with metastatic RCC is poor with survival ranging
between 10.2 to 22 months [12,13]. In the present case five months follow up
showed shrinkage of the metastatic lesions in the lung although the systemic
sequel included brain infarction, right hydronephrosis, and myelodysplastic
syndrome. Biological treatments usually show gradual results and it takes
several months to detect the improvement.

Conclusion

In conclusion, we reported a case of metastatic RCC of the nasal cavity.
The pathological diagnosis was made without knowledge of the status of the
previous malignancy. The time interval between nephrectomy and nasal cavity
metastasis was as long as 17years. The pre-metastatic niche of RCC is unique
as it enables a relatively late stage formation of the metastatic deposit.
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