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ABSTRACT

Renal cell carcinoma (RCC) with gallbladder metastasis is a very rare entity, whether as a synchronous or metachronous

lesion. Additional ancillary immunohistochemical tests may be required to make the diagnosis. We report the case

of a 66-year-old woman with primary RCC and a synchronous gallbladder metastasis, who underwent laparoscopic

radical nephrectomy and cholecystectomy in the same setting. Gallbladder histopathology revealed clear cell RCC

similar to the primary tumor. With positive immunostaining of the tumor for CA-1X, she responded well to interleukin-2

immunotherapy.
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INTRODUCTION

Renal cell carcinoma (RCC) has an unpredictable presentation
and a tendency to metastasize to unusual sites. Metastases
can be synchronous or can occur metachronously decades
after primary diagnosis. Tissue markers, history of RCC,
and characteristic histological appearances often aid in the
appropriate classification and distinction between primary
and secondary organ disease [1]. To date, a few cases have
been published in which there has been noted gallbladder
disease concurrent with or occurring after primary disease [1-
13]. Herein, we report the case of a 66-year-old woman with
synchronous primary RCC and gallbladder metastasis at the
time of diagnosis.

CASE REPORT

A 66-year-old otherwise healthy woman was incidentally found
to have a right renal mass. Computed tomography confirmed
an irregular and hypervascular 8-cm mass in the right kidney.
There was also a 2-cm hypervascular mass noted in the base of
the gallbladder (fig. 1). Combined laparoscopic right radical
nephrectomy and cholecystectomy was performed. Renal
histopathology revealed high-grade clear cell RCC, pT3aNOo,

with peri-nephric fat invasion and no nodal involvement (fig.
2). Histopathology of the gallbladder revealed similar findings,
consistent with clear cell carcinoma of renal origin (fig. 3).

With no demonstrable residual disease, close surveillance
was elected. Follow-up imaging studies 5 and 8 months after
nephrectomy were unremarkable, but imaging 11 months
after nephrectomy demonstrated multiple small lung nodules,
an exophytic left renal mass, and a left adrenal mass. Since
immuno-histochemical stains of the primary tumor had been
strongly positive for CA-IX, high-dose interleukin-2 therapy
was administered. The patient currently had stable disease 20
months after completion of immunotherapy (32 months after
nephrectomy) without additional treatment.

DISCUSSION

Kidney tumors account for about 3% of all adult cancers. RCC
accounts for approximately 85-90% of all renal tumors [4-6].
Of patients with RCC, 23-30% present with metastases at the
time of diagnosis, most commonly to the lungs, mediastinum,
bone, liver, and brain [4]. One of the most notable features
of RCC is its metastasis to unusual sites. Metastasis may then
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simulate other disease entities, depending on location and
organs involved [2,7].

Gallbladder involvement is rare and may be an incidental
finding or a symptomatic condition that prompts further
investigation. Acute cholecystitis and right upper quadrant
pain have been reported with gallbladder involvement [4,6].
On autopsy specimens, gallbladder involvement is rare. The
incidence of gallbladder metastasis has been reported to be
0.57% (3 of 523 cases of RCC) in a large autopsy series by
Bennington et al. [8]. Weiss et al. [14] reported 4 cases of
gallbladder disease at autopsy in a separate series with 687
cases. Metastatic disease is even rarer during life [8]. In a prior
analysis of 20 cases of renal cell carcinoma metastatic to the
gallbladder, no significant difference was observed between
right and left kidneys or between males and females [1].
Of these 20 cases, 8 occurred more than 3 years after initial
nephrectomy. Willis [15] reported that secondary carcinomas
hematogenously metastasizing from primary organs to the
gallbladder initially generate flat nodules below the mucosa
and later grow into pendunculated tumors.

Primary clear cell carcinoma of the gallbladder has also been
reported [16]. In some cases, especially in the setting of possible
metachronous lesion, it may be difficult to distinguish primary
clear cell carcinoma of the gallbladder from metastatic cell
disease to the gallbladder from the renal primary. Special stains,
such as CA-IX, vimentin, chromogranin A, synaptophysin, PAS,

Figure 1. CT of primary RCC with gallbladder
metastasis. There is a right renal tumor and associated
mass in the gallbladder (black asterisk). Both lesions
demonstrate similar hypervascular enhancement.
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CD10, CEA, and CA19-9, can be used to assist in these cases
[1,9,10].

Most patients with clinically localized renal tumors are cured
by surgical resection. In the setting of metastatic disease,
patients should be clinically evaluated for metastatectomy
and systemic therapy. Immunotherapy with interferon or
interleukin is the most established systemic treatment, but
recent advances include the use of targeted (tyrosine kinase)
therapy. Our patient received interleukin-2 and had a stable
tumor burden 20 months after treatment. Regarding her
prognosis, multiple organ metastatic disease, as she has,
correlates with a worse outcome [6]. However, Hellenthal et al.
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Figure 2. 10x Hematoxylin-eosin stain of resected
kidney mass. Left half of the field illustrates
conventional clear cell type renal cell carcinoma
demonstrated by organoid growth pattern and acini
lined by clear cells.
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Figure 3. 10x Hematoxylin-eosin stain of gallbladder
resection demonstrates tumor composed of clear cells
with organoid vascular growth pattern, identical to
primary tumor.
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[17] recently reported a case similar to ours, with simultaneous
nephrectomy and cholecystectomy for concurrent RCC in the
kidney and gallbladder, with 30-month disease-free survival
without systemic therapy. Our patient’s constellation of disease,
already unusual with the synchronous gallbladder metastasis,
is even more notable when considering her contralateral renal
metastasis; bilateral RCC has an incidence of only 1.8% [2].

In conclusion, renal cell carcinoma metastatic to the gallbladder
is unusual. The majority of such patients are asymptomatic.
Management should be undertaken in the context of the
patient’s condition and with systemic therapy considerations.
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