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Introduction: Transitional cell carcinomas (TCC) of the upper urinary tract constitute 
only 7% of urothelial carcinomas. The majority of upper urinary tract TCC arises from 
the renal pelvis, followed by the ureter. The majority of the patients are presented with 
microscopic or macroscopic haematuria, flank pain, or symptoms due to metastasis; 
however, it can be asymptomatic in 10-15%.
Case presentation: Here, we report the case of a 58-year-old male who was referred 
with headache and cranial nerve palsy, later diagnosed with beta-human chorionic 
gonadotropin (beta-HCG) that was secreted from TCC of the renal pelvis with 
nasopharyngeal, lung, and brain metastasis.
Conclusion: Nasopharyngeal metastasis from TCC of the renal pelvis is a rare entity 
and this case report adds to the present literature. 
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Transitional cell carcinomas (TCCs) of the upper 
urinary tract constitute 7% of urothelial carcinomas. 
They are significantly less common than renal cell 
carcinomas. The majority of upper urinary tract 
TCCs arise from the renal pelvis, followed by the 
ureter [1]. It is mostly seen in male patients above 
50 years of age. While the disease is asymptomatic 
in 10-15% of patients, it is symptomatic in the rest of 
cases with microscopic or macroscopic haematuria, 
flank pain, or symptoms caused by metastasis [1]. 
The most common sites of metastasis include the 
liver, lungs, and bone [1]. Unusual metastasis to skin, 

clitoris, duodenum, and larynx has been reported 
in the literature [2-4]. However, metastasis to 
nasopharynx from urothelial carcinoma of the renal 
pelvis has not yet been reported. Here, we report 
the case of a 58-year-old male who presented with 
headache and cranial nerve palsy, later diagnosed 
with beta-human chorionic gonadotropin (beta-
HCG) being secreted from TCC of the renal pelvis 
with nasopharyngeal, lung, and brain metastasis.

CASE PRESENTATION 
A 58-year-old male, with no major comorbidities 
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Figure 1: Radiological Images
(A & B) Computed tomography of the abdomen grossly enlarged 
left kidney with severe parenchymal thinning; (C) Chest computed 
tomography showing bilateral lung metastases; (D) Contrast 
magnetic resonance imaging of the brain (T1) Showing poorly 
defined enhancement in left clivus, suggestive of metastasis

who was a current smoker, was evaluated for a 
three-month history of headache, diplopia, and left 
nasal block. No other organ-related symptoms/
history of recurrent urinary tract infection was 
elicited, although he reported occasional hemoptysis 
during the past fortnight. He reported no addictions, 
drug abuse, or taking chronic medications. At 
the initial presentation, his Eastern Co-operative 
Oncology Group (ECOG) performance status was 
3 with severe headache and dyspnea on exertion. 
Physical examination showed left ophthalmic palsy 
(lateral rectus) and a boggy swelling involving 
the left epigastric, lumbar, and umbilical area. 
External genitalia was normal. Contrast-Enhanced 
Computed Tomography (CECT) of the abdomen 
showed grossly enlarged left kidney with severe 
parenchymal thinning and non-dependent enhancing 
nodules in the renal pelvis (Figure 1A and 1B). 
The left pelvicalyceal system was hugely dilated 
and ballooned out to cross the midline towards the 
right side. The left ureteropelvic junction (UPJ) 
was untraceable; while the left ureter was normally 
traced from L5-S1 level up to the left vesicoureteric 
junction. The right kidney was unremarkable. 
Chest CT showed multiple bilateral nodules with 
peritumoral hemorrhage and cavitary changes 
suggestive of metastasis (Figure 1C). Magnetic 
Resonance Imaging (MRI) of the brain showed 
an irregular ill-defined enhancing lesion involving 
the left clivus and skull base, suspicious of 
metastasis (Figure 1D). His hemogram, coagulation 
profile, renal/lung function tests, c-antineutrophil 
cytoplasmic antibodies, Quantiferon–TB Gold were 
within the normal limits. Cystoscopy was normal. 
Ureteroscopy was attempted, but the procedure could 
not be completed due to respiratory compromise 
on-table. His serum beta-HCG was elevated, the 
highest being 2531 mIU/mL (0.5-6.5). Urine beta-
HCG was also positive. Ultrasonography guided 
Fine Needle Aspiration Cytology of the renal mass 
was suggestive of carcinoma (CK 7+ve; CK20 –ve). 
Nasopharyngeal endoscopy showed an ulcerated 
lesion filling the entire left side of the nasopharynx. 
Biopsy from the nasopharyngeal lesion confirmed 
high grade poorly differentiated carcinoma (Figure 
2A and 2B). On immunohistochemistry (IHC), 
the tumor cells were immunonegative for CK-20, 
TTF-1, SALL4, OCT4, PAX8, Uroplakin, & AFP 
and immunoreactive for CK-7, p63, GATA-3, 
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Glypican, & beta-HCG (occasional)(Figure 2C-
2F). In-situ hybridization for Epstein-Barr virus 
– ribonucleic acid was negative. Histopathologic 
features suggested metastatic high-grade urothelial 
carcinoma. After a multidisciplinary tumor board 
discussion, a diagnosis of TCC in the left renal 
pelvis with metastasis to nasopharynx, lung, and 
brain was made. He underwent palliative radiation 
to the nasopharynx and base of the skull - 20Gy in 
five fractions and was given two cycles of cisplatin-
based palliative chemotherapy, after which he was 
lost to follow up.

DISCUSSION
TCC of the renal pelvis is uncommon compared to 
renal cell carcinoma. The former is predominantly 
seen in men aged >50 years. Other risk factors 
are smoking, phenacetin over usage, human 
papillomavirus infection, Balkan nephropathy, 
Blackfoot disease, etc [1]. Our patient was a male 
smoker in his sixth decade of life. Patients often 
present with haematuria (microscopic/macroscopic), 
loco-regional symptoms, or symptoms caused 

by distant metastasis. The primary lesion can be 
asymptomatic in 10-15% of patients, like in the 
present case, where the patient was asymptomatic 
for the primary lesion and was presented with signs 
of metastasis, i.e, headache, cranial nerve palsy, 
and hemoptysis. Abdominal CT often shows soft 
tissue density lesion (8-10HU) centered in the 
renal pelvis which enhances less compared to renal 
parenchyma with either a small filling defect or as 
large mass distorting the renal sinus. In this patient, 
the involved pelvicalyceal system was ballooned out 
along with extreme thinning of the renal parenchyma 
and non-traceable pelviureteric junction. Clivus 
erosion and hemorrhagic lung metastasis showed 
a huge metastatic tumor load in this case. During 
the workup, we found that the patient’s serum 
beta-HCG was high which was demonstrable in 
the urine as well. Upon literature review, it was 
concluded that 12% of urothelial carcinomas can 
have syncytiotrophoblastic differentiation, either 
due to metaplastic differentiation or pluripotency 
of the native urothelial lining, thereby producing 
beta-HCG which can act in paracrine/autocrine 
fashion [5]. There are several reported cases of 
urothelial carcinomas of the bladder with beta-HCG 
production [6]. Generally, beta-HCG secreting 
urothelial carcinomas are high grade, with higher 
metastatic potential and poor response to the 
treatment, thereby carrying a dismal prognosis [5]. 
The pathological diagnosis of such an entity is made 
after demonstrating TCC components along with 
the syncytiotrophoblasts [7]. Similarly, the biopsy 
of the present patient showed TCC with beta-HCG 
positivity on IHC, thereby correlating with the 
patient’s clinical beta-HCG reports and metastatic 
burden. To the best of our knowledge, this is the first 
case report of TCC of the renal pelvis with beta-
HCG production.
Nasopharyngeal metastasis from renal cell 
carcinoma is well reported in the literature [8]. 
Similarly, TCC of the bladder has been reported 
to metastasize to unusual sites including testis, 
mandible, shoulder girdle, etc. [9-11]. Our case 
adds to the present literature as the first to present 
with nasopharyngeal metastasis from a beta-HCG 
secreting primary TCC of the renal pelvis. Possible 
mechanisms of such unusual metastasis from kidney 
cancer may be due to the rich inherent pressurized 
vascular nature of the organ and its access to the 

Figure 2: Histopathology Images
(A & B) H&E stained nasopharyngeal biopsy (5×), and (20×) 
respectively. Tumor cells with enlarged, pleomorphic nucleus, 
nucleoli, and eosinophilic cytoplasm are seen as nests amidst 
fibrotic stroma, suggesting high grade poorly differentiated 
carcinoma; (C & D & E & F) Immunohistochemistry (IHC) 
nasopharyngeal biopsy showing CK-7, p63, Glypican -3, GATA-
3 positivity respectively

 [
 D

O
I:

 1
0.

30
69

9/
m

ci
.4

.4
.4

35
 ]

 
 [

 D
O

R
: 2

0.
10

01
.1

.2
47

64
92

2.
20

20
.4

.4
.4

.7
 ]

 
 [

 D
ow

nl
oa

de
d 

fr
om

 m
ci

jo
ur

na
l.c

om
 o

n 
20

23
-0

5-
24

 ]
 

                               3 / 4

http://dx.doi.org/10.30699/mci.4.4.435
https://dorl.net/dor/20.1001.1.24764922.2020.4.4.4.7
http://mcijournal.com/article-1-285-en.html


4

Multidiscip Cancer Invest. October 2020, Volume 4, Issue 4

hematogenous and lymphatic system. In the present 
patient, possibly both the routes were involved 
in producing nasopharyngeal, lung, and brain 
metastasis. Endoscopic biopsy is warranted in such a 
case to rule out a primary nasopharyngeal carcinoma 
or benign conditions like Wegner granulomatosis 
and tuberculosis. The prognosis for metastatic 
TCC is extremely poor with a probable 1-year 
survival of 35% [12]. The best intent of treatment in 
metastatic disease is palliation. We have treated our 
patient by extrapolating the guidelines of metastatic 
TCC of the bladder, with systemic chemotherapy. 
He also received palliative radiotherapy to the 
nasopharynx and base of the skull. The standard 
treatment options, as per National Comprehensive 
Cancer Network (NCCN) guidelines, in cisplatin-
eligible patients, are gemcitabine-cisplatin/
carboplatin as well as combination chemotherapy 
with methotrexate, vinblastine, doxorubicin, and 
cyclophosphamide (MVAC). In cisplatin-ineligible 
cases, immunotherapy choices have recently come 
into practice. It would be worthwhile to note that 
recent molecular studies revealed differences 
between upper urinary tract urothelial cancer 
and bladder cancer in terms of molecular/clinical 
subtypes and possibly contribute to differential 
treatment outcome [13]. More insight is needed in 
this area for future refinements in treatment.
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