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Abstract

Background: Clear cell renal cell carcinoma (ccRCC) is a prevalent malignant tumor within the urinary system, characterized by a high metastatic 
potential. However, instances of ccRCC metastasizing to the head and neck are exceedingly rare. 
Case presentation: This article presents two patients who were admitted to the Department of Otorhinolaryngology Head and Neck Surgery. Case 
1: A 61-year-old East Asian male patient presented with a painless, progressive enlargement of the left neck.  Imaging revealed a 3.6 × 2.3 cm en-
hancing solid lesion with cystic components in the deep lobe. After surgical resection, histopathology with immunohistochemistry (CD10+ , vi-
mentin+ ) suggested metastatic clear cell carcinoma of renal origin. Subsequent Positron Emission Tomography-Computed Tomography (PET 
CT) confirmed a left renal mass (11.4 × 10.1 cm, SUVmax 5.86) with ipsilateral lung nodules, establishing the diagnosis of ccRCC with parotid 
and pulmonary metastases. Case 2: Another 69-year-old East Asian male patient presented to the hospital with a complaint of foreign body sen-
sation in the pharynx. This individual had previously undergone laparoscopic left nephrectomy for left renal cell carcinoma 14 years prior. Subse-
quent electronic laryngoscopy identified a new growth on the right side of the pharyngeal wall, leading to laryngoscopic resection of the lesion. 
Postoperative pathology indicated metastatic clear cell carcinoma originating from the renal site. 
Conclusion: Both cases involved metastatic lesions of ccRCC in the head and neck region, underscoring the critical importance of promptly 
conducting PET-CT scans and relevant pathological assessments when encountering head and neck masses with unidentified primary origins to 
ascertain whether they represent metastatic clear cell renal cell carcinoma(mCCRCC). The vague initial clinical manifestations of mCCRCC pose 
significant obstacles to its early clinical detection, necessitating multidisciplinary consultations, prolonged patient monitoring, and the adminis-
tration of postoperative radiotherapy, chemotherapy, immunotherapy, and other interventions to enhance patient survival rates.
Keywords: clear cell renal cell carcinoma; head and neck metastasis; parotid; oropharyngeal mass 

1 First Clinical Medical College, Shanxi Medical University, Taiyuan, Shanxi ,China

2 Department of Otorhinolaryngology-Head and Neck Surgery, First Hospital of Shanxi Medical University, Taiyuan, Shanxi, China

* Corresponding Author.

Head and Neck Diseases  Conflux, 2026; 2(1): 22-30.

Introduction

Renal cell carcinoma (RCC) is one of the most lethal malig-
nancies in the urinary system and exhibiting a propensity for 
head and neck metastasis following breast and lung cancers 
[1]. Clear cell renal cell carcinoma (ccRCC), chromophobe re-
nal cell carcinoma (chRCC), and papillary renal cell carcinoma 
(pRCC) are distinct subtypes of RCC. Among these subtypes, 
ccRCC is the predominant histological subtype, accounting for 
approximately 75% of all RCC diagnoses, known for its aggres-
sive nature, high metastatic potential, and elevated recurrence 
rates [2]. Studies indicate that 30% of patients have metasta-
ses at diagnosis [3],  and another 25–40% will develop meta-
chronous metastases after nephrectomy [4].The most frequent 
sites of metastasis in RCC include the lungs (76%), bones 

(42%), and liver (41%). In contrast, metastasis to the head and 
neck is exceedingly rare, affecting regions such as cervical 
lymph nodes (48%), paranasal sinuses (34%), thyroid (14%), 
skull (10%), parotid glands (5%), tongue (5%), and facial skin 
(5%) [5]. In a large series of 671 RCC patients, only one case of 
parotid metastasis was documented [6]. This article presents 
two cases of ccRCC metastasizing to the head and neck, while 
also examining their clinical features and treatment strategies.
Herein we describe two unusual presentations of ccRCC ini-
tially manifesting as head and neck masses: one in the deep 
lobe of the parotid gland and one in the lateral oropharyngeal 
wall 14 years after nephrectomy. These cases highlight the 
diagnostic challenges and underscore the importance of a 
thorough metastatic work up and long term surveillance.
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Case presentation

Case 1: A 61-year-old East Asian male patient was admitted 
to the hospital following the discovery of a painless mass in 
the left parotid gland three weeks prior. He reported no dis-
comfort, including pain, fever, weight loss, or facial paralysis. 
The patient has a 20-year history of hypertension, which is 
well-managed with regular treatment and effective blood pres-
sure control. There is no family history of hereditary diseases. 
A specialized examination revealed a hard, painless mass ap-
proximately 4 cm in diameter in the left parotid gland region, 
characterized by well-defined boundaries and normal mobility. 
The bilateral neck appeared asymmetrical, with no palpable 
enlarged lymph nodes. There were no signs of inflammation or 
local infection on the skin, facial nerve function was intact, and 
the examination of the remaining cranial nerves showed no 
significant abnormalities.
To clarify the diagnosis, comprehensive laboratory and im-
aging examinations were conducted. Initial laboratory tests 
showed no significant abnormalities, including complete blood 
count, renal function tests, liver function tests, electrolyte lev-
els, coagulation, and infectious disease screening. Ultrasound 
of the salivary glands and cervical lymph nodes detected a 
cystic and solid mass in the upper region of the left parotid 
gland measuring 3.2 × 2.8cm, with a clear boundary and reg-
ular shape. The solid component exhibited rich vascular dis-
tribution, indicating a potential mixed tumor (Figure 1). Plain 
scan and enhanced computed tomography (CT) of the soft 
tissue in the neck revealed a clearly demarcated lesion in the 
left parotid gland region, measuring approximately 3.6 × 2.3 
cm, exhibiting significantly uneven enhancement. Within this 
lesion, multiple non-enhanced cystic cavities were identified, 
and a "marginal vascular sign" was noted surrounding the le-
sion. The enhancement degree diminished during the venous 
phase, demonstrating a "fast-in and fast-out" enhancement 
pattern. The soft tissue structures of both sides of the neck 
appeared symmetrical, with no evident abnormalities in size, 
shape, or density. Additionally, no conspicuous enlarged lymph 
node shadows were detected in either side of the neck, rais-
ing the possibility of adenolymphoma (Figure 2). Fine needle 
aspiration cytology (FNAC) was considered but not performed 
because the lesion was deeply situated and highly vascular 
(Grade 3 flow), raising concerns for both hemorrhage risk and 
sampling inadequacy. Furthermore, while the encapsulated 
appearance reduced the likelihood of tumor seeding, the po-
tential for dissemination if malignant could not be completely 
ruled out. Therefore, after discussion with the patient who 
preferred definitive surgical management, direct excision with 
intraoperative frozen section was undertaken.
Differential diagnosis before surgery: Warthin tumour, pleo-
morphic adenoma, salivary duct carcinoma, and metastasis 
(especially in view of the hypervascular features). Because of 
the absence of known primary cancer, metastatic disease was 
considered less likely but not excluded. The patient underwent 
the necessary preoperative examinations and subsequently 
had surgery under general intravenous combined anesthesia 
on December 18, 2024. During the procedure, the tumor was 
identified in the deep lobe of the left parotid gland. It was solid, 
encapsulated, and measured approximately 4.0 × 4.0 × 3.0cm, 
with indistinct margins from the surrounding tissues, a brittle 

texture, and a tendency to bleed. The left common trunk of the 
facial nerve was dissected under facial nerve monitoring. After 
ensuring the protection of each branch of the facial nerve, the 
deep lobe mass of the parotid gland was excised. Intraopera-
tive frozen section analysis suggested a low-grade malignant 
salivary gland tumor, prompting the resection of the surround-
ing glandular tissue.

Figure 1. Ultrasound: Left parotid 3.2×2.8 cm cystic-solid mass with 
thick walls, internal septations, and rich vascularity (Color Doppler 
Grade 3). Scale bar = 1 cm. Arrow indicates mass.

Figure 2. CT neck with contrast: Axial arterial phase showing 3.6×2.3 
cm heterogeneously enhancing left deep parotid mass with "fast-in 
fast-out" pattern and peripheral vascular rim (arrow).

Postoperative histopathological examination, complemented 
by immunohistochemical (IHC) phenotyping, revealed tumor 
cells organized into nest-like clusters characterized by mod-
erate cell size, clear cytoplasm, and marked hemorrhage. 
IHC analysis demonstrated strong positivity for PAX8, CD10, 
vimentin, and carbonic anhydrase IX (CAIX), while the tumor 
cells were negative for CK7, p63, p40, S100, SOX10, and GATA. 
The Ki-67 proliferation index was 10% (Figure 3 and Figure 4). 
A consultation with the urology department recommended 
a comprehensive PET-CT examination.  Postoperative PET-
CT revealed a left renal mass measuring 11.4 × 10.1 cm with 
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heterogeneous enhancement and increased FDG uptake (SU-
Vmax 5.86), demonstrating perinephric fat invasion consistent 
with T3a disease. Metastatic involvement was identified in the 
left parotid surgical bed (SUVmax 7.39) and bilaterally in the 
lungs, with the largest nodule located in the posterior basal 
segment of the left lower lobe measuring approximately 1.2 
cm (SUVmax 2.18). No bone metastases were detected, and 
brain imaging was not performed as the patient remained 
asymptomatic. Integrating the imaging findings, histopatho-
logical analysis, and the patient's medical history, a differential 
diagnosis was made for various benign and malignant parotid 
gland masses. Ultimately, the patient was diagnosed with 
mCCRCC to the parotid gland. Following the diagnosis, the 
patient was referred to urology and medical oncology for mul-
tidisciplinary management. After multidisciplinary team (MDT) 
discussion, a decision was made to initiate first-line systemic 
therapy with pembrolizumab plus axitinib, with consideration 
of cytoreductive nephrectomy after three cycles if a favorable 
response was achieved. Systemic therapy commenced with 
pembrolizumab 200 mg intravenously every three weeks and 
axitinib 5 mg orally twice daily; the axitinib dose was subse-
quently reduced to 3 mg twice daily after two weeks due to the 
development of grade 2 hypertension. The first restaging CT 
scan, performed approximately 8 weeks after treatment initia-
tion and evaluated per RECIST 1.1 criteria, demonstrated a par-
tial response (PR) in the primary renal mass, which measured 
8.3 × 7.4 cm, representing a 27% reduction from baseline. The 
bilateral pulmonary nodules remained stable as non-target 
lesions, and the parotid surgical bed showed no evidence of 
local recurrence. The patient's renal function remained stable, 
with an eGFR of 45 mL/min/1.73 m². The patient is currently 
alive with disease 10 months after initial presentation, experi-
encing continuous symptomatic relief, and remains on ongo-
ing systemic therapy with regular imaging surveillance. TNM 
staging (AJCC 8th edition): cT3aN0M1 (lung, parotid).
Case 2: A 69-year-old East Asian man was hospitalized for a 
one-week history of a foreign body sensation in the throat. He 
denied experiencing dry, itchy, or sore throat, or shortness of 
breath. An electronic laryngoscopy examination identified a 
new organism on the right pharyngeal lateral wall, measuring 
approximately 1.0 × 1.0 × 1.0cm, displaying a smooth surface 
with a small amount of attached pseudomembrane (Figure 5). 
Palpation during a specialized physical examination did not 
detect any lymph nodes in the neck. Initial laboratory tests re-
vealed a significant decrease in glomerular filtration rate (47.9 
ml/min/1.73 m²) with no other notable abnormalities. The pa-
tient has a history of poorly controlled hypertension spanning 
over two decades. Fourteen years ago, he underwent laparo-
scopic left nephrectomy due to ccRCC with hemorrhagic cystic 
changes in the left kidney (pathology: pT1b, Fuhrman grade 2, 
margins negative). Subsequent annual physical examinations 
showed no abnormalities in urine routine or renal function.
Following the completion of the necessary preoperative ex-
aminations, the patient underwent resection of a pharyngeal 
lesion with the assistance of a laryngoscope on May 8, 2025. 
During the procedure, a red solid neoplasm located on the 
surface of the right pharyngeal palatine arch was excised. 
Intraoperative cryotherapy indicated that the morphology of 
this mass was consistent with metastatic clear cell carcino-
ma of renal origin (Figure 6). The surrounding adherent tissue 
was also excised to ensure complete resection. Postoperative 

Figure 3. H&E stain, low power (×40): Nested architecture of clear cells 
with delicate vascular network and focal hemorrhage. Scale bar = 500 
μm. 

Figure 4. H&E stain, high power (×400): Clear cytoplasm with distinct 
cell borders, round nuclei, prominent nucleoli. Red blood cells in inter-
stitium. Scale bar = 50 μm.

Figure 5. Laryngoscopic view: Smooth, reddish, submucosal mass 
on right lateral oropharyngeal wall, measuring 1.0×1.0 cm, with small 
pseudomembrane.

pathology confirmed the diagnosis of mCCRCC. The patient 
had a pathologically confirmed history of left ccRCC treated 
with nephrectomy 14 years earlier, and intraoperative frozen 
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section of the oropharyngeal lesion revealed classic clear cell 
morphology, which was subsequently confirmed on routine 
histopathology. Given the definitive history of ccRCC and the 
characteristic pathological features, the diagnosis was consid-
ered sufficiently established at that time. Furthermore, due to 
the patient's advanced age (69 years) and pre-existing chronic 
kidney disease stage 3 (eGFR 47.9 mL/min/1.73 m²), the clin-
ical team had concerns about the potential nephrotoxicity of 
iodinated contrast agents required for PET-CT or contrast-en-
hanced CT. After thorough discussion with the patient and his 
family, a decision was made to proceed with close surveillance 
following complete local excision rather than immediate exten-
sive staging investigations. Additional immunohistochemical 
markers—such as PAX8, CK7, p63, p40, S100, and SOX10—
were not pursued at that time due to resource considerations 
and the perceived diagnostic certainty based on the strong 
clinical and pathological correlation.
Following MDT consultation, the patient was staged as pTx-
N0M1 (solitary oropharyngeal metastasis) according to the 
AJCC 8th edition, with the current recurrence classified as 
distant metastasis (M1) given the 14-year interval since the 
original nephrectomy. After discussion at a MDT board, the 
medical oncology team recommended adjuvant systemic ther-
apy with nivolumab plus cabozantinib as the preferred option 
for intermediate-risk recurrence, versus observation, acknowl-
edging that the prolonged latency might suggest an aggres-
sive clone with high metastatic potential. The patient elected 
active treatment and initiated therapy with nivolumab 240 mg 
intravenously every two weeks plus cabozantinib 40 mg orally 
daily; the cabozantinib dose was reduced to 20 mg daily due to 
baseline chronic kidney disease. The first restaging evaluation, 
performed approximately 8 weeks after treatment initiation 
and assessed per RECIST 1.1 criteria, demonstrated no mea-
surable disease (status post-surgical resection) and no new 
lesions. Treatment was continued as an adjuvant approach. As 
of the most recent follow-up, the patient remains stable with 
no evidence of disease progression and continues on regular 
imaging surveillance. Additionally, we have created detailed 
clinical timelines for both cases (Table 1 and Table 2), which 
include all key events from initial presentation through diagno-
sis, treatment, and follow-up. The timelines are presented in a 
clear chronological format with approximate dates and corre-
sponding clinical events.

Discussion

We report two exceptional cases of ccRCC presenting initially 
as head and neck masses: one in the parotid deep lobe and 
one isolated oropharyngeal metastasis 14 years after nephrec-
tomy. Both presentations are extraordinarily rare; only a hand-
ful of similar cases have been reported. A summary of the 
most relevant published cases is presented in Table 3.
mCCRCC presenting with head and neck space-occupying le-
sions as the initial manifestation is exceptionally uncommon 
in clinical practice, representing only 13% of distant metasta-
sies of RCC [6]. Most head and neck metastatic tumors stem 
from primary lesions in the upper digestive or respiratory 
tracts, with metastases from distant primary sites, such as 
renal tumors, being infrequent. Due to the kidney receives 25% 
of the circulating blood volume, RCC, a hypervascular tumor 

Figure 6. H&E stain (×200): mCCRCC with clear cell morphology, rich 
vasculature, and hemorrhage. Scale bar = 100 μm.

with numerous arteriovenous shunts, can disseminate to the 
head and neck via the paravertebral venous plexus (Batson’s 
plexus) [7]. This mechanism underscores its significance as 
a rare cause of head and neck metastases unrelated to the 
upper digestive or respiratory tracts. Despite its relatively low 
overall incidence, priority should be given to considering it in 
the differential diagnosis of head and neck space-occupying 
lesions. In the absence of any other identified primary tumors, 
the clinical differential diagnosis for a patient presenting with a 
mass in the head and neck encompasses both benign lesions 
and malignant tumors, the latter including primary tumors and 
metastases. Benign tumors in this region typically exhibit slow 
growth and are often discovered incidentally. Their duration 
can range from several years to several decades [8]. In some 
patients, head and neck metastases may arise following rad-
ical nephrectomy for RCC, with time intervals varying from 
several months to several years. mCCRCC is associated with 
a poor prognosis, characterized by a 5-year survival rate of 
less than 10% and an average life expectancy of 5.8 months 
[1]. Research indicates that complete surgical resection of 
isolated metastases can significantly enhance the long-term 
survival rates of affected patients. O'Dea et al. investigated 
patients who underwent radical nephrectomy for RCC and had 
isolated metastatic sites completely excised. Their findings 
indicated that patients with metastases identified within a 
specific timeframe following nephrectomy exhibited a more 
favorable prognosis compared to those whose primary tumors 
and metastatic sites were diagnosed and treated concurrent-
ly. The 5-year survival rate for the former group was 50% [9]. 
Although RCC is characterized as a radioresistant tumor, it 
demonstrates a notable response to chemotherapy and radio-
therapy. Moreover, the implementation of targeted therapy and 
immunotherapy can substantially enhance survival outcomes 
for patients [5]. The first case is notable for the deep lobe loca-
tion and the synchronous lung metastases, underscoring the 
need for complete staging even when a head and neck mass 
appears isolated. The hypervascular imaging features (fast 
wash in/wash out on CT) mimicked a primary salivary gland 
tumour, but should raise suspicion for metastasis from a high-
ly vascular primary such as RCC. The second case illustrates 
that ccRCC can recur after more than a decade, and isolated 
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Date Event Clinical/Pathological Details

November 20, 2024 Symptom onset Patient notices painless left preauricular mass 

December 5, 2024
Initial presenta-
tion

ENT clinic visit; physical exam confirms 4 cm firm, mobile left parotid mass

December 6, 2024 Ultrasound
Left parotid: 3.2×2.8 cm cystic-solid lesion, well-circumscribed, rich vascularity (Grade 
3 flow on color Doppler). No FNA performed due to high vascularity and differential 
including Warthin tumor

December 8, 2024
CT neck (con-
trast-enhanced)

Left deep parotid lobe: 3.6×2.3 cm heterogeneously enhancing mass with "fast-in fast-
out" enhancement pattern, central cystic areas, peripheral vascular rim sign. Differen-
tial: Warthin tumor vs. salivary malignancy vs. metastatic hypervascular lesion

December 10, 2024 Preoperative labs Normal renal function, no hematuria

December 18, 2024 Surgery
Left deep lobe parotidectomy with facial nerve preservation (monitored with NIM-Re-
sponse 3.0). Intraoperative findings: 4.0×4.0×3.0 cm encapsulated, friable, highly 
vascular mass

December 18, 2024
Intraoperative 
frozen section

"Low-grade malignant salivary gland tumor" → prompted complete deep lobe resec-
tion with margin clearance

December 22, 2024 Final pathology
Metastatic ccRCC: Nested architecture, clear cytoplasm, delicate vasculature. Immu-
nohistochemistry: PAX8(+), CAIX(+), CD10(+), Vimentin(+), CK7(-), p63(-), SOX10(-), Ki-
67 10%

December 24, 2024 PET-CT staging

Primary: Left kidney lower pole cystic-solid mass 11.4×10.1 cm, SUVmax 5.86, peri-
nephric fat invasion (T3a). Metastases: Left parotid (post-surgical bed, SUVmax 7.39), 
bilateral pulmonary nodules (The larger one is located in the posterior basal segment 
of the lower lobe of the left lung, approximately 1.2 cm, SUVmax 2.18), no bone or 
brain metastases

December 28, 2024 MDT consultation
Urology, oncology, radiation oncology. Decision: Systemic therapy first-line (pembroli-
zumab/axitinib), consider cytoreductive nephrectomy after 3 cycles if response

January 5, 2025
Treatment initia-
tion

Pembrolizumab 200mg IV q3weeks + Axitinib 5mg PO BID (dose reduced to 3mg BID 
after 2 weeks due to grade 2 hypertension)

February 20, 2025
First restaging CT 
(8 weeks)

RECIST 1.1: Primary renal mass 8.3×7.4 cm (27% reduction, PR), pulmonary nodules 
stable (non-target). Parotid surgical bed clear. eGFR stable at 45 mL/min/1.73m²

April 2025 Ongoing Continuous relief; alive

Table 1. The detailed clinical timelines for Case 1.

Note: Detailed clinical timeline for Case 1, illustrating the diagnostic trajectory from presentation with a left parotid mass through staging, surgi-
cal resection, and systemic therapy initiation. Key findings include characteristic hypervascular imaging features, definitive pathology confirming 
metastatic ccRCC with supportive immunohistochemistry (PAX8+, CAIX+), and favorable early response to pembrolizumab/axitinib combination 
therapy.

head and neck metastases may be the first sign. Therefore, 
lifelong surveillance is mandatory after nephrectomy.
Most patients with mCCRCC initially present with clinical 
symptoms related to metastatic sites. Risk factors for this 
condition include older age, male gender, hypertension, smok-
ing, and obesity. The absence of specific indicators in imaging 
studies and routine biological examinations complicates the 
differentiation of mCCRCC from the primary disease at the 
metastatic site, thereby hindering the development of an accu-
rate treatment plan. Typical symptoms associated with tumors 
originating in the kidneys include hematuria, low back pain, 
and abdominal masses. However, in the case discussed in this 
article, the patient did not exhibit these characteristic symp-
toms during the initial visit; instead, the primary complaint 
was a painless mass in the head and neck. Postoperative 

pathological analysis confirmed the presence of a malignant 
tumor with renal metastasis. mCCRCC typically has a relatively 
insidious onset, and its clinical symptoms are often subtle. It 
is frequently diagnosed when patients undergo evaluation for 
various non-specific symptoms or other medical conditions. 
Determining whether a head and neck mass is primary or met-
astatic cancer can be challenging. Yu reported that the accura-
cy rate of ultrasound diagnosis for parotid gland tumors is only 
78.6% [10]. The ultrasound characteristics of Case 1 in this ar-
ticle resemble those of benign tumors, suggesting a potential 
risk of misdiagnosis. To minimize the likelihood of misdiagno-
sis, a thorough medical history inquiry, careful consideration 
of the relationship between systemic and local factors, and a 
meticulous physical examination, including necessary general 
assessments, are essential for accurately determining the tu-
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Date Event Clinical/Pathological Details

May 2011 Initial diagnosis Left nephrectomy for pT2aN0M0 ccRCC, Fuhrman grade 2, clear cell type
2011-2024 Surveillance Annual abdominal CT and chest X-ray, no recurrence detected
April 1, 2025 Symptom onset Foreign body sensation right oropharynx

May 6, 2025 ENT evaluation Laryngoscopy: 1.0×1.0 cm smooth reddish mass, right lateral pharyngeal wall

May 8, 2025 Surgery
Laryngoscopic transoral resection of right oropharyngeal mass with 5mm margins. 
Intraoperative findings: Highly vascular, friable red mass

May 8, 2025
Intraoperative 
frozen

Consistent with metastatic ccRCC (clear cells, rich vasculature)

May 12, 2025 Final pathology ccRCC metastasis, negative margins (R0), lymphovascular invasion present

May 15, 2025
MDT consulta-
tion

Medical oncology recommendation: Adjuvant systemic therapy with nivolumab/
cabozantinib (preferred for intermediate-risk recurrence) vs. observation (high-risk 
for further metastasis given 14-year latency suggesting aggressive clone)

May 20, 2025
Treatment deci-
sion

Patient elected active treatment. Initiated Nivolumab 240mg IV q2weeks + 
Cabozantinib 40mg PO daily (dose reduced to 20mg due to baseline CKD)

July 2025
First restaging (8 
weeks)

RECIST 1.1: No measurable disease (post-surgical), no new lesions. Treatment 
continued as adjuvant approach

September 2025 Ongoing Stable, no progression

Note: Detailed clinical timeline for Case 2, illustrating an ultra-late recurrence (14 years post-nephrectomy) of ccRCC manifesting as 
isolated oropharyngeal metastasis. The timeline encompasses the 14-year disease-free interval, diagnostic workup, complete surgical 
resection, and initiation of adjuvant immunotherapy-based systemic treatment, highlighting the importance of prolonged surveillance in 
ccRCC survivors.

Table 2. The detailed clinical timelines for Case 2.

Table 3. A summary of the most relevant published cases.

mor's nature. 
The most prevalent histological type of RCC is ccRCC, which 
typically presents as nest-like transparent cells abundant in 
glycogen when examined under light microscopy. Its charac-
teristic histological feature includes a rich network of intersti-
tial blood vessels, with red blood cells often visible within the 
vascular lumen or between the nests of clear cells [11]. In his-
tochemical analyses, RCC typically exhibits positive staining 
for glycogen and lipids. Immunohistochemical findings reveal 
a high expression rate of CD10 and Vimentin, which supports 
the diagnosis of RCC. Vimentin is predominantly expressed 
in mesenchymal tissue cells and tumor cells derived from 

mesenchymal tissue, while it is absent in normal epithelial 
cells. Historically, Vimentin served as a marker to differentiate 
mesenchymal tissue components from those of other origins. 
Recent literature has demonstrated that Vimentin is aberrantly 
expressed in the epithelial tumor cells of poorly differentiated 
carcinomas, indicating that this abnormal expression is closely 
associated with the invasive and metastatic potential of tumor 
cells [12-13]. CD10 exhibits strong positive expression primar-
ily in normal renal balloon epithelial cells and proximal convo-
luted tubular epithelial cells, predominantly localized in the cell 
membrane with potential positivity in the cytoplasm below. 
Its positive presence in mCCRCC correlates with advanced 

Reference Age/Sex Site Time from 
nephrectomy Other metastases Outcome (follow up)

Owens et al. 1989 [9] 55/M Parotid 0 (synchronous) Lung, brain, bone Alive at 2 years

Owens et al. 1989 [9] 75/F Parotid 8 years None recurrence (6 months 
after parotid resection)

Spreafico et al. 2008 
[7] 67/M Parotid 1 years neck lymph nodes Alive, radiotherapy

Ahmed et al. 2023 [5] 66/M Larynx 0 (synchronous) None Alive, NED at 4 months

Present Case 1 61/M Parotid
(deep lobe) 0 (synchronous) Lung Alive, on IT at 10 months

Present Case 2 69/M Oropharynx 14 years None Alive, NED at 8 months

Note: Comparative summary of published ccRCC head and neck metastasis cases, highlighting the rarity of deep parotid involvement 
(Case 1) and the unprecedented 14-year latency for oropharyngeal recurrence (Case 2) among reported series.
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tumor stage, suggesting involvement in invasion and progres-
sion. Notably, poorly differentiated mCCRCC tumors display a 
significantly lower CD10 expression rate compared to moder-
ately and well-differentiated tumors, indicating a link between 
CD10 expression and mCCRCC cell differentiation [14]. From a 
pathological perspective, a definitive diagnosis of mCCRCC re-
quires a panel of IHC markers. PAX8 is the most sensitive and 
specific marker for renal origin. CD10, and vimentin are sup-
portive but not entirely specific. Exclusion of salivary gland tu-
mours (p63, p40, S100, SOX10) and other clear cell neoplasms 
(e.g., from thyroid, adrenal, or female genital tract) is essential 
[14]. Ki 67 provides prognostic information. In our cases, the 
IHC profile was classic for ccRCC and ruled out mimics. 
Our report has limitations. First, we lack long term follow up 
for both patients, especially regarding treatment response 
beyond 10 and 8 months. Second, the decision not to perform 
FNAC in two cases might be debated; however, in many cen-
tres, surgical excision is preferred for deep parotid lesions 
when malignancy is suspected, because FNAC can be non di-
agnostic or misleading. Despite these limitations, these cases 
contribute valuable observations: (1) ccRCC can present as a 
parotid deep lobe mass, which has not been specifically high-
lighted before; (2) a latency of 14 years before oropharyngeal 
metastasis is one of the longest reported; (3) hypervascular 
imaging features should prompt consideration of ccRCC; (4) a 
comprehensive IHC panel is crucial for accurate diagnosis.

Conclusion

In summary, instances of mCCRCC spreading to the head and 
neck are exceedingly uncommon, representing only approxi-
mately 6% of cases [15]. mCCRCC should be included in the 
differential diagnosis of hypervascular head and neck masses, 
even in patients without known renal cancer or with a remote 
history of nephrectomy. The diagnosis relies significantly on 
identifying the distinct pathological characteristics of meta-
static cancer through meticulous IHC analysis. The presence 
of CD10 and Vimentin positivity aids in confirming the diag-
nosis of mCCRCC. When encountering clear cell carcinoma 
in pathological samples, consideration must be given to the 
potential metastasis of RCC. Timely PET-CT and a thorough 
immunohistochemical work up are essential for correct di-
agnosis and staging. Patients typically do not exhibit evident 
symptoms like hematuria or lumbar pain. Merely excising 
the metastatic cancer lesions does not result in complete re-
mission. Prompt initiation of MDT consultations is essential, 
with a comprehensive treatment approach primarily centered 
on radical surgical excision. Regular and lifelong monitoring 
should also be implemented. The primary lesions associated 
with head and neck metastatic cancer predominantly arise 
from the upper digestive and respiratory tracts, with a minority 
originating from distant organs. Specifically, 45% of metastatic 
cancers are classified as malignant melanoma, while 37% are 
identified as squamous cell carcinoma. Distant metastatic 
cancers may also originate from sites such as the breast, kid-
neys, and prostate [16]. For the majority of these patients, a 
definitive diagnosis is achievable only through postoperative 
pathological examination. Consequently, in clinical practice, 
it is advisable to extend the follow-up period for patients with 
mCCRCC as much as possible. In cases where patients pres-

ent with head and neck masses without identifiable tumors in 
that region, primary tumors located below the clavicle should 
be considered, prompting the initiation of appropriate staging 
examinations. For isolated metastatic lesions, surgical inter-
vention may be indicated. Additionally, postoperative immuno-
therapy or molecular targeted therapies can be employed to 
extend patient survival and enhance quality of life.
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