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Abstract

Background: The aim of the present work was to present three clinical
cases with uncommon presentations of metastatic kidney cancer.
Clinical cases: The first case was that of a woman that presented
with metastasis to the thyroid gland after thyroidectomy. The rest of
the extension studies were negative, and she did not require adjuvant
treatment. The second case was a woman that came to the emergency
department due to urinary retention secondary to urethral metastasis
from a kidney tumor, with no metastases at other levels. The third case
was a man that presented with recurrence of papillary renal cell carci-
noma in the bladder mucosa associated with lung metastases.
Discussion: Thirty-four percent of metastases to the thyroid gland have
a renal origin. The urethra is an uncommon site for metastasis. In ge-
neral, bladder metastases from renal carcinoma have a poor prognosis,
with only 56 cases described in the literature. The treatment of choice
for resectable lesions is surgical extirpation, and anti-angiogenic thera-
py is reserved for nonresectable lesions.

Conclusions: The thyroid gland, bladder, and urethra are uncommon
sites of metastases from kidney cancer. They tend to indicate advanced
disease stages and treatment is surgical extirpation in cases of resecta-
ble lesions.
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Introduction

Kidney tumors account for approximately 3%
of the cancers that affect humans and their inci-
dence is believed to increase slightly each year.
Half of kidney tumors are asymptomatic and
one-third of patients with symptoms present
with metastatic disease. In addition, one-fourth
of patients with kidney cancer have metastasis
at diagnosis® and one-third of patients with di-
sease confined to the kidney present with local
or distant metastasis after treatment.®

The classic sites of metastasis from kidney
tumors are the lungs (50%), bone (49%), lym-
ph nodes (6-32%), skin (11%), liver (8%), and
brain (3%).®® The majority of metastases occur
after the first 5 years, especially at the first 3
sites mentioned.

The aim of the present work was to present
three clinical cases of renal carcinoma with un-
common sites of metastases.

Case presentation

Case 1: A 61-year-old woman had an unremar-
kable past medical history. She came to the
endocrinology service for consultation due to
a nodule in the right thyroid lobe, with no as-
sociated symptomatology. Fine needle aspira-
tion (FNA) revealed atypical cells and thyroi-
dectomy was performed due to the diagnostic
suspicion of papillary thyroid carcinoma. Ana-
tomopathologic study of the specimen showed
4 nodules with clear cell carcinoma that affec-
ted both thyroid lobes and the thyroid capsule.
Probable kidney metastasis was diagnosed (fi-
gures 1 and 2).

Figure 1 Hematoxylin and eosin (H&E) staining
(x100) showing two different tissues; normal thyroid
tissue and a nodule with large clear cells (star).

Figure 2 H&E staining (x300) showing clear cell
carcinoma.

Her evaluation was completed in the con-
sultations and revealed a 12 x 10 cm right kid-
ney tumor that made contact with the right
hemidiaphragm and the liver, compressing and
displacing the vena cava and the portal vein.

The patient underwent open right nephrec-
tomy plus cavotomy in June 2007. She was re-
leased to her home on postoperative day 6 with
no complications.
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The definitive anatomopathologic study
stated Fuhrman 1 clear cell carcinoma, with
extensive areas of necrosis and bleeding that
infiltrated Gerota’s capsule without surpas-
sing it. The disease extended to the renal
vein, affecting the edge of the tumor resection
(pT4NxM1).

The patient did not receive adjuvant treat-
ment and continues to be checked at our servi-
ce. She has been disease-free for 8 years since
the diagnosis of the metastatic kidney tumor.
Follow-up protocol includes computed axial
tomography scans of the chest, abdomen, and
pelvis and serial laboratory studies according
to the regimen recommended by the European
Association of Urology (EAU).

Case 2: A 75-year-old woman had a past
medical history of 5 births, high blood pressu-
re (HBP), and diabetes mellitus (DM) treated
with oral antidiabetic agents. She came to the
emergency service of our hospital in Septem-
ber 2004 due to difficulty to urinate and symp-
toms of acute urinary retention associated with
left renal/ureteral pain. Physical examination
revealed a 2.4 x 2.5 cm, polypoid, pedunculated
formation at the level of the urethra.

Imaging studies identified a large mass in
the left kidney and the excretory tract was in-
filtrated with intra-aortic and para-aortic ade-
nopathies and suspicion of thrombosis of the
portal vein.

The patient underwent open left radical
nephrectomy and surgical exeresis of the ure-
thral caruncle. She was released to her home
on postoperative day 4 with no complications.

The anatomopathologic study stated Fu-
hrman 2 clear cell adenocarcinoma in the left
kidney that infiltrated the perirenal adipose
tissue, with neoplastic thrombosis of the renal
vein that reached the resection edge. The ure-

thral lesion was a tumor implant of the renal
carcinoma (stage p T4AN1M1) (figures 3 and 4).

Figure 3 H&E staining (x100) showing normal
genital skin infiltrated by clear cells (star).
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Figure 4 H&E staining (x400) showing Fuhrman 2
clear cell kidney tumor.

The patient did not receive adjuvant treat-
ment and is currently disease-free, according to
the EAU protocol, at follow-up of 11 years.

Case 3: A 64-year-old man had a past medi-
cal history of HBP, DM, hypercholesterolemia,
and non-muscle-invading bladder cancer. Se-
veral lesions consistent with left kidney tumor
were identified in follow-up imaging studies.
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The anatomopathologic study stated Fuhr-
man 2 clear pT1 adenocarcinoma (figures 5 and 6).
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Figure 5 H&E staining (x300) of the resected bladder
tissue showing the vascular axes with clear cells.

Figure 6 H&E staining (x400) showing the vascular axis

more clearly.

A bladder lesion was found at follow-up
and after its resection, the anatomopathologic
study reported papillary clear cell renal cell
carcinoma metastasis that infiltrated the muco-
sa, as well as pulmonary metastases. Treatment
with sunitinib was begun, resulting in disease
control after 8 months of treatment. The pa-
tient continues to be followed, according to the
EAU regimen.

Discussion

The classic metastatic sites of kidney tu-
mor are the lungs (50%), bone (49%),
lymph nodes (6-32%), skin (11%), liver
(8%), and brain (3%). The majority of metas-
tases occur after the first 5 years, especially at
the first 3 sites mentioned.

The thyroid gland is a frequent site of me-
tastasis, but only 2.1% of malignant pathology
of the thyroid gland is metastatic.® Thirty-four
percent of the metastases that affect the thyroid
are from kidney tumors, 15% are from pulmo-
nary tumors, 14% are from the gastrointestinal
tract, 14% are from breast cancer, thus metasta-
sis should be kept in mind as a cause of thyroid
nodule. Metastases do not usually affect the
hormone production of the gland. Thyroid
puncture enables 90% of the cases of malignant
thyroid disease to be correctly classified and
only 58% of the cases are metastatic.®

The urethra is an uncommon tumor site
and metastases at that location are even rarer.
Metastases to the urethra have been described
that originate from the colon, lungs, kidneys,
and prostate,*® but described cases are scarce.
The theories about the pathogenesis of kidney
tumor metastases to the urethra are similar to
those utilized to explain metastases to the bla-
dder. The urinary tract is a possible dissemina-
tion route,” based on the fact that tumor cells
infiltrate the mucosa of the renal pelvis where
they enter the urine, given the greater inciden-
ce of those tumors if the collecting system is
perforated that has been described. Another
theory is that the disease arises from retrogra-
de tumor emboli. Further research is needed
to determine the causes of those pathologies.
Diagnosis can only be confirmed through
biopsy, which can also be employed as treat-
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ment. Those lesions require high clinical suspi-
cion, especially if there is a history of interest.””

The finding of a metastatic tumor in the
bladder is very rare and is believed to account
for less than 2% of cases. The tumors that most
produce bladder metastasis are: gastric adeno-
carcinoma, melanoma, and adenocarcinomas
of the breast and colon. Kidney cancer with
metastasis to the bladder is an extremely rare
entity, with only 56 cases described in the me-
dical literature.® It can present more frequent-
ly as gross hematuria or as obstructive symp-
toms. Clear cell tumor is the histologic type
of kidney cancer related to those metastases.
Metastases can be synchronous (23%) or me-
tachronous (77%) and the mean time between
kidney tumor treatment and the appearance of
bladder metastasis is 33 months.®

There are primarily three mechanisms
described for metastasis to the bladder: hema-
togenic, lymphatic, and urinary. Hematogenic
metastases can be produced by systemic circu-
lation, which is currently the most well-known
metastatic mechanism, or they can be produced
in a retrograde manner, using the gonadal vein
and metastasizing as retrograde tumor embo-
li. In lymphatic dissemination, the tumor cells
reach the lymphatic system and take advantage
of the interconnections between lymph vessels
and blood vessels to spread. The urinary mecha-
nism is based on the fact that carcinogenic cells
have been found in the urine of patients with
kidney tumor. It is a mechanism that acts throu-
gh drop metastasis. However, metastasis in the
ureter has not been demonstrated in patients
with primary kidney tumor. In addition, those
dissemination mechanisms can fuse with one
another, creating complex combined mechanis-
ms. Generally, bladder metastases from a kidney
tumor indicate that the disease is extended and

has a poor prognosis, albeit cases of long-term
survival have been described. The cancer-speci-
fic survival varies between 77 and 25%.1%

The treatment of choice in cases of metas-
tases is surgical extirpation, as long as they are
resectable. If not, treatment is anti-angiogenic
therapy, as described in the clinical practice
guidelines.

Conclusion

Metastases to the thyroid, bladder, and the ure-
thral caruncle are rare sites for metastases from
kidney cancer and tend to indicate advanced
disease stages. When resectable, their treat-
ment is surgical extirpation.
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