CPICKN APXUB

3A LIE/TORYTHO JIEKAPCTBO

SERBIAN ARCHIVES
OF MEDICINE

Address: 1 Kraljice Natalije Street, Belgrade 11000, Serbia
+381 11 4092 776, Fax: +381 11 3348 653

E-mail: office@srpskiarhiv.rs, Web address: www.srpskiarhiv.rs

Paper Accepted” ISSN Online 2406-0895

Case Report / [Ipuka3 6oecHHKA

Miljan Foli¢*?", Aleksandar Trivi¢}?, Bojan Pavlovié!?, Ivan Bori¢ié¢3, Jovica Milovanovi¢!?

Recurrent epistaxis as manifestation of renal cell carcinoma
sinonasal metastasis

[Tonassbajyhe kpBapeme U3 Hoca Kao MaHU(ecTallja CHHOHA3aJTHE METacTase
KapimHoma 0yOpera

IClinical Centre of Serbia, Clinic for Otorhinolaryngology and Maxillofacial Surgery, Belgrade, Serbia;
2University of Belgrade, Faculty of Medicine, Belgrade, Serbia;
SUniversity of Belgrade, Faculty of Medicine, Institute of Pathology, Belgrade, Serbia

Received: December 31, 2018

Accepted: March 14, 2019

Online First: April 18, 2019

DOI: https://doi.org/10.2298/SARH181231035F

“Accepted papers are articles in press that have gone through due peer review process and have been
accepted for publication by the Editorial Board of the Serbian Archives of Medicine. They have not
yet been copy edited and/or formatted in the publication house style, and the text may be changed
before the final publication.

Although accepted papers do not yet have all the accompanying bibliographic details available, they
can already be cited using the year of online publication and the DOI, as follows: the author’s last
name and initial of the first name, article title, journal title, online first publication month and year,
and the DOI; e.g.: Petrovi¢ P, Jovanovi¢ J. The title of the article. Srp Arh Celok Lek. Online First,
February 2017.

When‘the final article is assigned to volumes/issues of the journal, the Article in Press version will be
removed and the final version will appear in the associated published volumes/issues of the journal.
The date the article was made available online first will be carried over.

fCorrespondence to:

Miljan FOLIC

Clinical Centre of Serbia, Clinic for Otorhinolaryngology and Maxillofacial Surgery, 2 Pasterova Street,
Belgrade 11000, Serbia

E-mail: mfolic@yahoo.com



Srp Arh Celok Lek 2019 | Online First April 18, 2019 | DOI: https://doi.org/10.2298/SARH181231035F P>

Recurrent epistaxis as manifestation of renal cell carcinoma
sinonasal metastasis

[Tonasspajyhe KpBapeme U3 Hoca ka0 MaHU(ecTaIlja CHHOHA3aIHE METacTa3e
KapuuHoMa OyOpera

SUMMARY

Introduction Renal cell carcinoma is the most
frequent infraclavicular primary tumor metastasising
in sinonasal region, although those metastases are not
common. We present an unusual case of recurrent
epistaxis as initial sign of renal carcinoma sinonasal
metastasis and discuss about diagnostic and treatment
options.

Case outline A 66-year-old patient was admitted to
the hospital due to recurrent and severe epistaxis.
Patient underwent nephrectomy due to renal cell
carcinoma, with no signs of relapse during 3-year
follow-up. Nasal endoscopy and computed
tomography revealed large mass in nasal cavity,
spreading to the anterior and posterior ethmoid cells,
sphenoid sinus, orbit and anterior cranial fossa.
Definite diagnosis of renal cell carcinoma metastasis
in sinonasal region was made by pathologist after
biopsy and further radiological examination showed
no signs of malignant disease in abdomen, thorax or
pelvis. Although patient had received 50 Gy of
radiation therapy, malignant disease was evaluated as
progressive with furter extension in anterior cranial
fossa and maxilla and patient died 5 months after
occurrence of epistaxis.

Conclusion In patients with recurrent epistaxis that
also had a history of renal carcinoma, endoscopic
finding of tumefaction in nasal-cavity should raise a
suspicion of sinonasal metastasis. In such cases biopsy
is mandatory to differentiate a.metastasis from primary
sinonasal tumors. Histological confirmation should be
followed by radiological examination of abdomen,
thorax and pelvis to evaluate the possibility of renal
cell carcinoma. recurrence or metastatic dissemination
elsewhere;
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metastasis; nasal cavity
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CAXETAK

YBon Kapumnom penamanx hemnja je Hajuemhn
WHQpaKIaBUKYJIapHH TYMOp KOjU MeTacTasmpa Y
CHHOHA3aJIHM PETHOH, MaJa OBE METacTa3e HHCY
TOJIMKO decte. IIpencraBsbamMo HeoOWMHaH —ciydaj
MAIMjeHTa KOJ KOTa je KpBapeme M3 Hoca OWIIO MPBH
3HaK CHHOHA3aJIHE METacTa3e PeHATHOI KapLUHOMa U
JUCKYTYjeMO O JHWjarHOCTHYKHM W - TEPaIldjCKUM
MoryhHocTHMA.

Ipukaz  Gosecumka’  Ille3necermecToroanmu
OOJICCHUK je MPUMJBEH Ha OOJHHYKO JICUCHE 300T
noHaBbajyher, HMHTCH3MBHOT KpBapema U3 Hoca.
[NammjeHTy je  mpeTXOmHo, . 300r  KapIUHOMA
OJICTpareH OyOper W TOKOM TPOTOAWIIECT Ipahema
HHje ¥Mao 3HAKOBE peJarca . MaJurHe OOJeCTH.
EHIOCKOTICKMM - MPErsieioM | | KOMIIjyTepH30BaHOM
ToMoTpadujoM | yTBph)cHa je BeINKH W3paITaj y
HOCHO] LIYIJBMHHU, KOJU C€ INUPH y MpPEAEe U 3a/kbe
eTMouziHe henuje, cheHOUTHN CHUHYC, OYHY AYIJbY U
npenmy, MOXKAaHy jamy. buorcujom je mocraBibeHa
[MjarHo3a MeTacTa3e KapimHoma OyOpera, a jgajba
pamuolionmKa HCIUTUBAaka y MCKIbYYMIa MOCTOjamhe
penarnca MajJMrHe OoJIeCTH y Mallo]  Kapiiuiiy,
adnoMeHy WM TrpyaHoM komry. Mako je mamujeHT
MIPUMHO PATUOTEPAIjy, TYMOP j€ HCHOJBHO Jajby
MPOTPECH]jy Y MPEamh0oj MOKIAHO] jaMH W MaKCHIH, a
MAIMjeHT je TPEeMHHYO 5 Mecel HaKOH II0jaBe
KpBapema 13 Hoca.

3akspyuak Kon OomecHuka ca  moHaBIbajyhum
KpBapewmeM M3 HOCa, KOjH Y JIMYHO] aHAMHE3W MMajy
nojatak o KapuuHoMy OyOpera M KOJ KOjHX je
€H/IOCKOTICKUM TIpersieloM BuheH TymMe(dakT y HOCHO]
IIyIUBMHHM, Tpebamo Ou mocymMmarn Ha MoOryhHOCT
CHHOHA3allHE MeTacTa3ze. Y TakBUM CIIy4yajmBHMa
obaBe3Ha je Owmocmuja Kako OM ce pa3IMKOBAO
NpUMapHd  TYMOp  OA  MeTacTase. Haxon
MIATOXHUCTOJIOIIKE MOTBPJE MeTacTa3se KapIuHOMa
OyOpera TOTpeOHO je CHIPOBECTH  PaJHOJIONIKO
UCIIMTHBAakE Maje Kapiuie, abJoMeHa W TpyAHOT
KoIlla Kako OM ce HMCKJbydWsia Jlajba JWCEMHHAlja
MaJIurHe 6oJIecTH.

KibyuHe peuu: EemucTakca; KapuuHOM OyOpera;
MeTacTa3a TyMopa; HOCHA NIyIJbUHA
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INTRODUCTION

Nasal cavity and paranasal sinuses are very rare site of metastatic disease. Renal cell
carcinoma (RCC) is the most common malignant renal tumor with unpredictable course that
develops extranodal metastases of head and neck in 1.1% of cases [1]. It is reported to be the
most frequent infraclavicular primary tumor metastasising in sinonasal region, although those

metastases are not common [2].

We present an unusual case of recurrent epistaxis as initial sign of RCC. sinonasal
metastasis and discuss about diagnostic and treatment options. Patient’s written.consent was

obtained and publication conforms to the ethical standards.

CASE REPORT

A 66-year old male was admitted to the hospital due to recurrent and severe epistaxis.
Patient had a medical history of hypertension and cardiac arrhythmia regulated with standard
medications prescribed by cardiologist and ‘pacemaker implanted 4 years earlier. Patient
underwent nephrectomy due to RCC, with no signs of relapse during 3-year follow-up. Also,

he had a sigmoid colon carcinoma resected 13 years earlier, with no signs of recurrence.

The initial laboratory testing excluded a coagulopathy or high blood pressure as a direct
cause of bleeding (prothrombin time 10.7 seconds, activated partial thromboplastin time 31.7
seconds, international normalized ratio 1.1, platelet count 210 x 10%/mL, blood pressure
110/80 mm Hg).

During endoscopic examination, a large hypervascular outgrowth in nasal cavity was
determined as the source of the bleeding. CT scan showed soft-tissue-density mass in nasal
cavity, spreading to the anterior and posterior ethmoid cells, sphenoid sinus, orbit and
anterior cranial fossa (Figure 1). Despite the CT scan finding, patient had no visual
impairments or neurological deficits, except hyposmia. During hospital treatment, patient

complained of frontal headaches which were treated with standard analgesic therapy.

Definite diagnosis of RCC metastasis in sinonasal region was made by pathologist after

endoscopic biopsy (Figure 2). Haematoxylin and oesin staining showed a tumor composed of
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large clear cells organized in acini. The cells showed immunohistochemical positivity for

renal cell carcinoma antigen, vimentin and CD10, but were negative for CK7 and CK20.

Further radiological examination with computed tomography showed no signs of
malignant disease in abdomen, thorax or pelvis. Finding of the neck ultrasound was normal

with no enlarged lymph nodes or signs of neoplastic disease in thyroid gland.

Althought patient had received 50 Gy od radiation therapy, malignant disease was
evaluated as progressive with furter extension in anterior cranial fossa and maxilla. The

patient with incurable RCC sinonasal metastasis died 5 month after the epistaxis appearance.

DISCUSSION

Nasal secretion, stuffy nose and epistaxis are very common complaints in
otorhinolaryngology practice. In such cases, detection of hypervascular tumefaction in the
nasal cavity found during clinical examination should raise a suspicion for primary sinonasal
tumor, such as hemangiomas, hemangiopericytomas, adenocarcinomas or melanomas.
Infrequently, those patients are diagnosed with metastatic sinonasal tumor spreading from
distant primary sites. Primary and metastatic sinonasal tumors are difficult to differentiate by

clinical and radiological examination, therefore the biopsy is recommended.

Sinonasal metastases are quite rare; however, RCC is the most common malignancy
that metastasizes to this area [3]. Common sites of RCC metastases are lungs, liver, adrenal
glands, brain and bones. Most of the patients develop multiple RCC metastases, such as in the

lung and liver; on the other hand sinonasal metastases are commonly solitary.

Hematogenous spread of RCC tumor cells to the sinonasal region is carried out by two
routes; one is responsible for the dissemination through the inferior vena cava, heart, lungs
and maxillary artery and the other leads to head and neck region via Batson’s paravertebral
venous plexus, bypassing the lungs. Therefore, caval route could be responsible for the
concurrent lung or brain metastases and retrograde venous route could explain uncommon
presentation of sinonasal metastasis without evidences of malignant tumor elsewhere.
Another explanation for solitary sinonasal metastasis of RCC could be lymphatic spread of

tumor cells via thoracic duct.
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Today, RCC is often asymptomatic and is generally detected incidentally. One-third of
newly diagnosed RCC patients have a distant metastasis as the initial presentation; another
one-third of RCC patients develop a metastasis during follow-up [4]. In our case, patient
underwent curative nephrectomy 3 years before the appearance of recurrent nasal bleeding
and has been disease-free during regular follow-up. Radiological examination showed
solitary sinonasal metastasis with no metastatic spreading elsewhere. The long latency
interval may be attributed to the slow-growing characteristic of renal cell carcinoma and the
fact that RCC is under the influence of host immunity. Were there any metastasis elsewhere
undetected by radiological examination or RCC developed a solitary sinonasal slow-

progressive metastasis, is the question that need to be addressed.

The common presentation of RCC sinonasal metastasis comprises. nasal-obstruction,
swelling and pain. Approximately 46% of those patients complained of recurrent epistaxis
due to highly vascular nature of RCC and its metastasis [5].-Identification of von Hippel-
Lindau tumor suppressor (pVHL) considerably improved  understanding of the RCC
molecular biology. pVHL is a component of E3 ubiquitin ligase complex that targets o units
of hypoxia-inducible factors (HIF-1, HIF-2) for proteasomal degradation in environment with
normal oxygen concentration. In hypoxic conditions, HIF-1a is stabilized and induces the
transcription of a number of downstream genes involved in pathogenesis of head and neck
squamous cell carcinoma. HIF-1a significantly contributes to carcinogenesis by inducing
angiogenesis through the synthesis of VEGF. HIF is known to be upregulated by VHL gene,
which functional loss is‘identified in majority of clear cell RCCs. This sequence of events is
responsible for increasedvascularity of RCC sinonasal metastases and epistaxis as major sign

of disease.

Histopathological-confirmation of sinonasal metastatic RCC should be followed by the
evaluation of the possible recurrence of primary tumor or distant spreading elsewhere.
PET/CT has a high sensitivity and specificity in detecting RCC recurrence and results are in
correspondence with conventional radiological examination with CT and MRI [6]. On the
other hand, PET/CT is more powerful in detection of early metastatic disease, especially in
bones and muscles [7]. High level of false positive results due to inflammation or scaring

should raise carefulness with clinician during RCC evaluation on PET/CT.

Metastatic renal carcinoma has a poor prognosis due to chemotherapy and radiotherapy

resistance and silent growth. Surgical treatment is considered optimal choice for patients with
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single resectable sinonasal metastasis. 5-year survival of 35 % is reported with such patients
after radical excision and nephrectomy [5]. Treatment modalities such as radiotherapy,
chemotherapy or immunotherapy are reserved for the patients with unresectable metastatic
disease. In last decade, numerous molecular-targeted agents were approved with positive
impact on survival of patients with metastatic RCC [8]. Antiangiogenic therapy with VEGF
inhibitors is considered the first-line of targeted therapy, comprising a great variety of novel
agents [9]. Generally, chemotherapy is used with patients who didn’t respond to
immunotherapy. Patients with metastasis in multiple organs have a very poor prognosis, with
5-year survival below 7 % [10]. Our patient had a nonresectable metastasis and radiotherapy

didn’t achieve any benefit, which can be explained with tumor biology and volume.

In patients with recurrent epistaxis that also had a history of. renal carcinoma,
endoscopic finding of tumefaction in nasal cavity should raise a suspicion of RCC sinonasal
metastasis. In such cases biopsy is mandatory to differentiate a metastasis from primary
sinonasal tumors. Histological confirmation should be followed by radiological examination
of abdomen, thorax and pelvis to evaluate the possibility of RCC recurrence or metastatic

dissemination elsewhere.

Conflict of interest: None declared.
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Figure 1. The 66-year old male with recurrent and severe epistaxis and history of colon

carcinoma resection and nephrectomy due to renal cell carcinoma; CT scan of the paranasal
sinuses: axial views; arrows point to renal cell carcinoma sinonasal metastasis with orbital

and anterior cranial fossa extension
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Figure 2. Histopathological finding after endoscopic biopsy of sinonasal tumor in 66-year-
old male; A) tumor is under the strip of flattened pseudostratified epithelium (arrow) (H&E);
tumor is composed of large clear cells organized in acini; B) tumor is positive for renal cell
carcinoma antigen; C) tumor is positive for vimentin; pseudo-stratified epithelium is negative

(arrow)
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