Cureus

Report

Review began 02/21/2022
Review ended 02/23/2022
Published 02/27/2022

© Copyright 2022
Tagliaferri et al. This is an open access
article distributed under the terms of the

Creative Commons Attribution License CC-

BY 4.0., which permits unrestricted use,
distribution, and reproduction in any
medium, provided the original author and
source are credited.

Open Access Case

DOI: 10.7759/cureus.22659

Delayed Metastasis of Clear Cell Renal Carcinoma
to the Colon in the Setting of Benign Kidney
Disease

Ariana R. Tagliaferri 1> %, Caitlyn Costanzo *

1. Internal Medicine, St. Joseph’s Regional Medical Center, Paterson, USA 2. Colon and Rectal Surgery, Sidney Kimmel
Medical Center Thomas Jefferson University, Philadelphia, USA 3. Colorectal Surgery, Thomas Jefferson University
Hospital, Philadelphia, USA

Corresponding author: Ariana R. Tagliaferri, axt173@jefferson.edu

Abstract

Clear cell renal carcinoma (CCRC) is a common variant of renal cell carcinoma (RCC), which presents with
unpredictable features. The occurrence of RCC in those with autosomal dominant polycystic kidney disease
(ADPKD) is debated. Most studies agree that ADPKD does not increase the risk of RCC; however, it makes
diagnosing RCC difficult due to the nature of the disease. RCC frequently metastasizes to the lungs, lymph
nodes, bones, liver, adrenal glands, and brain, but rarely metastasizes to the colon. In all previous reports,
primary RCC was already diagnosed in the kidneys; thus, metastatic CCRC to the colon has never been
described in the current literature in the absence of a primary renal tumor.

Here, we report a rare presentation of metastatic CCRC wherein a patient with ADPKD presented with an
obstructing sigmoid mass six years after bilateral nephrectomy for pathologically benign cysts. Despite a
close follow-up after nephrectomy, our patient’s non-specific symptoms were attributed to underlying
comorbidities and more likely etiologies of back pain, diarrhea, and anemia, thus delaying and complicating
the diagnosis of CCRC which subsequently led to metastases at the time of presentation.

Although past literature has described CCRC metastases to other parts of the gastrointestinal tract or even
described primary clear cell carcinoma of the colon, this is the first case in which a patient with benign
cystic renal disease developed CCRC presenting as metastatic disease of the colon, rectum, liver, and lung.
This paper will address the manifestations of ADPKD and postulate mechanisms for the unpredictable
nature of this patient’s RCC metastasis.
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Introduction

Autosomal dominant polycystic kidney disease (ADPKD) is an inherited disease characterized by bilateral
renal and liver cysts, resulting in end-stage renal failure [1]. In the early stages, it can be difficult to
distinguish between renal cell carcinoma (RCC) and ADPKD clinically. This is because end-stage renal
disease (ESRD) is the most common manifestation of ADPKD, which often mimics a premalignant condition
giving rise to widespread systemic disease [1,2]. RCC rarely presents with the classical “hematuria, flank pain
and palpable mass,” but rather as non-specific systemic symptoms [1]. When RCC occurs in ADPKD patients,
it typically presents at a young age and more commonly as bilateral tumors of the sarcomatous or
multicentric subtype [2-4].

Due to the high prevalence in males, the development of RCC is thought to be related to changes in growth
factors and androgen excess in end-stage kidneys [5]. Although the hallmark feature of ADPKD is the
marked proliferation of expanding cysts, RCC does not have an increased prevalence in ADPKD patients
compared to the general population [1]. Because the prevalence of the ADPKD gene is 1:1,000 and the age-
adjusted incidence of RCC is 5-6/100,000 per year in the general population, the possibility of concomitant
occurrence of both conditions is not inconceivable but uncommon [1,3]. Some feel that patients with ADPKD
are at higher risk due to the development of ESRD, requiring transplantation and/or dialysis, as previous
studies have shown RCC to present many years after transplantation or dialysis in the general population

[2]. On the contrary, many simply recognize the radiological and clinical challenges in diagnosing RCC in the
setting of ADPKD and feel that there is only an apparent increased incidence due to more frequent
radiographic surveillance [2]. The presence of complex cysts, proteinaceous debris, infection, and bleeding
in ADPKD mimic the appearance of RCC on computed tomography (CT) scans and complicate the diagnosis
of RCC preoperatively [2]. Recent studies have advocated for the use of renal arteriography for the diagnosis
of RCC in those with ADPKD due to the high sensitivity and specificity for malignancy [1].
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RCC frequently metastasizes to the lungs, lymph nodes, bones, liver, adrenal glands, and brain, but rarely to
the colon [6]. In all previous reports, primary RCC was already diagnosed in the kidneys, and thus metastatic
CCRC to the colon has never been described in the current literature in the absence of a primary renal tumor
[6,7]. Here, we report a rare presentation of metastatic clear cell renal carcinoma (CCRC), in which a patient
with ADPKD presented with an obstructing sigmoid mass six years after bilateral nephrectomy for
pathologically benign cysts.

Case Presentation
History of presenting illness

Here, we report the case of a 77-year-old man with ADPKD and ESRD who was status post-deceased donor
renal transplantation and on chronic immunosuppression with mycophenolate and cyclosporine for 15 years
prior to presentation. The patient was only taking prednisone at the time of presentation. Over the course of
10 years, he developed bilateral renal masses in his native kidneys and worsening renal failure (Figure 1),
requiring laparoscopic bilateral nephrectomy. The final pathology determined the masses to be benign cysts.

FIGURE 1: CT scan (2012), coronal view of enhancing cysts of the
native kidneys.

Left kidney: inner polar region enhancing mass measuring 4.5 cm (red arrow). Right kidney: inner polar region
enhancing mass measuring 8.0 cm (red arrow).

CT: computerized tomography

Six years following the bilateral nephrectomy, he presented for a screening colonoscopy, during which there
was a failure to pass beyond the sigmoid colon due to due to a friable and obstructing mass. Upon further
questioning, the patient reported a six-month history of blood per rectum and diarrhea. The patient had
three previously normal colonoscopies performed for routine screening.

Radiological and laboratory findings

A follow-up CT scan illustrated an 8.8 cm mass at the rectosigmoid junction (Figure 2).
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FIGURE 2: Rectosigmoid malignancy with extension into the
peritoneum.

(A) Preoperative CT scan, axial view of an 8.8 cm mass at the rectosigmoid junction (red arrow). (B) Preoperative
CT scan, axial view of an 8.8 cm mass at the rectosigmoid junction (red arrow). (C) Preoperative CT scan, sagittal
view of locoregional spread and lymphovascular invasion (red arrow).

CT: computerized tomography

A hypodensity in segment six of the liver was concerning for metastatic disease, and subsequent magnetic
resonance imaging (MRI) revealed numerous, diffuse, subcapsular metastases with variable enhancement
(Figure 3). The largest lesion measured up to 2.9 x 2.9 cm.

FIGURE 3: Hepatic metastases and subcapsular metastases on CT and
MRI.

(A) Preoperative CT scan, axial view of vague hypodensities in segments six and seven in the liver which are not
dense enough to represent cysts. Concerning for metastatic disease (red arrow). (B) Preoperative MRI of the liver,
innumerable cysts, multiple hypoenhancing and hyperenhancing lesions read as hepatic metastases, as well as
subcapsular metastases (red arrow).

CT: computerized tomography; MRI: magnetic resonance imaging

The patient’s carcinoembryonic antigen was elevated at 6.2 ng/mL. At this point, the working diagnosis was
stage IV near-obstructing, bleeding sigmoid colon cancer. According to Medical Oncology, the patient was
not a candidate for chemotherapy after having undergone years of immunosuppressant therapy after
transplantation. Cabozantinib was initiated; however, due to worsening kidney function, diarrhea, and
hypertension, the patient was expedited for surgical treatment exclusively.

Surgical and immunohistology findings

The patient underwent an exploratory laparotomy, low anterior resection with liver, and peritoneal biopsies.
The surgeons found a large mid-rectal cancer appearing to be perforated into the cul-de-sac, multiple
lesions in the liver, and peritoneal cysts posterior to the right lobe of the liver. Pathology reports concluded
metastatic renal cell carcinoma, clear cell type found within all biopsied tissue, which was shown to be
positive for paired box gene 2 (PAX-2), cluster of differentiation 10 (CD-10), and cancer antigen 9 (CA-9) on
immunohistochemical stains (Figure 4).
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FIGURE 4: Surgical specimens from the sigmoid mass revealing clear
cell renal carcinoma.

(A) Rectal tumor tissue showing clear cell renal carcinoma, (B) perirectal fibroadipose tissue with multiple clear
cell renal nodules, and (C and D) peritoneal tissue showing metastatic renal cell carcinoma, clear cell type.

Six regional lymph nodes were recovered and tested negative for tumor occurrence. Pathology from his
transplanted kidneys was reviewed at this time, revealing interstitial fibrosis and tubular atrophy from
cyclosporin toxicity; however, no neoplasm was identified. The patient had an uneventful postoperative
recovery and was redirected to the care of Medical Oncology. Of note, the patient underwent a non-contrast
CT scan as an outpatient with Oncology, where metastatic pulmonary nodules were found (Figure 5).

D 7

FIGURE 5: Postoperative CT demonstrating lung metastases.

Non-contrast CT, axial views with two left lung hyperdensities, representing metastatic nodules (red arrow).

CT: computerized tomography
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Discussion

The first question was to determine if the patient had primary clear cell adenocarcinoma of the rectum, or if
this was truly metastatic RCC from the native kidneys removed in 2012. Distinguishing between the two
entities is vital for therapeutic direction [8]. Although both tumors contain clear cells, RCC cells mainly form
nests or acini-form structures with vascular sinusoids. In contrast, cells of rectal clear cell carcinoma mostly
arrange in glandular tube-like structures, similar to traditional adenomas [8]. Rectal clear cell carcinoma
shows cytokeratin (CK)20 positivity and CK7 negativity. In comparison, RCC is only positive for CD10 and
vimentin [9]. This was the case in our patient, whose histology and staining patterns were consistent with
metastatic renal clear cell carcinoma from his native kidneys.

Up to one-third of patients with CCRC will have metastatic disease at the time of diagnosis [4,10]. Many
individuals will have metastatic disease in multiple organ sites, with a mean of four organs involved;
however, it is not common for RCC to metastasize to the colon or rectum [4,10]. Our patient had pulmonary,
hepatic, and colorectal metastases at the time of diagnosis. The colorectal involvement manifested as
obstruction and bleeding. The most common site of gastrointestinal RCC metastasis is the stomach,
although the prevalence is so low that the probability of a second primary tumor is more likely than the
occurrence of RCC metastasis to the stomach [9]. It is estimated that small intestine involvement is only
present in 3-4% of patients with RCC [10]. Of the few cases involving the gastrointestinal tract, there have
only been 10 cases of metastatic RCC presenting with lower gastrointestinal bleeding, and none of those
cases could confirm the presence of metastasis as a result of direct invasion [8,11]. The exact incidence of
colonic involvement in the general population is unknown [10]. Approximately 61 cases of rectal metastasis
of CCRC in ADPKD patients have been recorded since 1954; however, all patients were previously diagnosed
with primary tumors of the kidneys [3,9]. Our case is very rare because our patient had benign kidney
disease before being diagnosed with metastatic CCRC to his colon, rectum, liver, and lungs.

The exact mechanism of this metastasis is unclear but can be explained as the result of diffuse peritoneal
seeding from an intra-abdominal or retroperitoneal tumor [6]. However, the blood supply of the rectum is
not compatible with the hematogenous spread of RCC [6], which is why the small intestine is more
commonly affected than the colon. Although case reports have proposed direct invasion in duodenal or
gastric metastasis [7], very few cases have found metastasis to the sigmoid or transverse colon by this
mechanism [10]. It has been suggested that spread to the lymph nodes and lungs involves a one-step process
compared to the pancreas, liver, or intestines which may involve a multistep process [4]. Thus, it is plausible
that the patient’s RCC metastasized to the lung or liver first before hematogenous seeding to the colon and
rectum. The patient’s larger cysts found prior to bilateral nephrectomy were on his right kidney, suggesting
that hepatic involvement may have come first via direct invasion; however, because these cysts were benign,
this is unlikely. Additionally, the patient’s shortness of breath preceded his change in bowel habits and
rectal bleeding. Although the patient had routine imaging of his abdomen for underlying comorbidities, he
did have not have imaging of his chest, which may have revealed an earlier diagnosis of pulmonary
metastasis.

It is curious as to how one developed metastatic RCC approximately six years after bilateral nephrectomy in
the setting of benign disease. Metastatic RCC to the gastrointestinal tract can present 7-19 years after
nephrectomy [9]. Other reports have noted colonic metastasis in those with primary RCC, on average, 9.4
years after nephrectomy [9]. Individuals requiring transplantation and dialysis are at a high risk of
developing RCC, regardless of the presence of ADPKD [5,12]. Although our patient was never treated with
dialysis, he was on chronic immunosuppressive agents, which can increase the risk of malignancy post-
transplantation [12]. In fact, a previous study demonstrated that the incidence of cancer is 10 times higher in
renal transplant recipients than in dialysis patients due to immunosuppressant therapy [12]. Despite 15
years of immunosuppressant therapy, our patient never demonstrated signs of malignancy in his
transplanted or native kidneys.

Conclusions

Because the pathology reports confirmed benign cystic disease, there was no suspicion for malignancy for
the six years following bilateral nephrectomy. Despite a close follow-up, the patient’s back pain and
symptomatic anemia were attributed to his underlying osteoarthritis and ESRD, respectively, rather than
evidence of metastatic disease. Additionally, the changes in his bowel habits were considered medication
side effects and further delayed diagnosis. Although the mechanism of metastasis is truly unknown, we can
postulate that it spread hematogenously or via direct invasion to either the lungs or liver before spreading to
the colon and even in the absence of an apparent primary tumor. This is the first case in which a patient
with benign cystic renal disease developed CCRC presenting as metastatic disease of the colon, rectum,
liver, and lung.

Additional Information
Disclosures

Human subjects: Consent was obtained or waived by all participants in this study. Conflicts of interest: In
compliance with the ICMJE uniform disclosure form, all authors declare the following: Payment/services

2022 Tagliaferri et al. Cureus 14(2): €22659. DOI 10.7759/cureus.22659 50f6



Cureus

info: All authors have declared that no financial support was received from any organization for the
submitted work. Financial relationships: All authors have declared that they have no financial
relationships at present or within the previous three years with any organizations that might have an
interest in the submitted work. Other relationships: All authors have declared that there are no other
relationships or activities that could appear to have influenced the submitted work.

Acknowledgements

Id like to acknowledge the patient and his family for allowing me to share this case with our colleagues. I'd
also like to thank Caitlyn Costanzo M.D. and Gerald Isenberg M.D. for their support in writing and
submitting this article.

References

1.

10.

11.

12.

Hajj P, Ferlicot S, Massoud W, et al.: Prevalence of renal cell carcinoma in patients with autosomal
dominant polycystic kidney disease and chronic renal failure. Urology. 2009, 74:631-4.
10.1016/j.urology.2009.02.078

Keith DS, Torres VE, King BF, Zincki H, Farrow GM: Renal cell carcinoma in autosomal dominant polycystic
kidney disease. ] Am Soc Nephrol. 1994, 4:1661-9. 10.1681/ASN.V491661

Chang YL, Chung HJ, Chen KK: Bilateral renal cell carcinoma in a patient with autosomal dominant
polycystic kidney disease. ] Chin Med Assoc. 2007, 70:403-5. 10.1016/S1726-4901(08)70029-7

Saitoh H: Distant metastasis of renal adenocarcinoma. Cancer. 1981, 48:1487-91. 10.1002/1097-
0142(19810915)48:6<1487::aid-cncr2820480635>3.0.c0;2-9

Denton MD, Magee CC, Ovuworie C, et al.: Prevalence of renal cell carcinoma in patients with ESRD pre-
transplantation: a pathologic analysis. Kidney Int. 2002, 61:2201-9. 10.1046/j.1523-1755.2002.00374.x
Thomason PA, Peterson LS, Staniunas R]J: Solitary colonic metastasis from renal-cell carcinoma 17 years
after nephrectomy. Report of a case. Dis Colon Rectum. 1991, 34:709-12. 10.1007/BF02050356

Sugasawa H, Ichikura T, Ono S, et al.: Isolated gastric metastasis from renal cell carcinoma 19 years after
radical nephrectomy. Int J Clin Oncol. 2010, 15:196-200. 10.1007/s10147-010-0025-1

Zheng G, Li H, Li ], Zhang X, Zhang Y, Wu X: Metastatic renal clear cell carcinoma to the rectum, lungs,
ilium, and lymph nodes: a case report. Medicine (Baltimore). 2017, 96:e5720.
10.1097/MD.0000000000005720

Chetty R, Syed A, van der Kwast T: Metastatic clear cell renal cell carcinoma presenting as multiple colonic
polyps. Int J Surg Pathol. 2011, 19:791-4. 10.1177/1066896909333750

Pompa DJ, Carethers JM: Occult gastrointestinal bleeding and colonic mass lesion as initial presentation of
renal cell carcinoma. ] Clin Gastroenterol. 2002, 35:410-2. 10.1097/00004836-200211000-00013

Bekci T, Aydin R, Aslan K: A unique presentation of renal cell carcinoma: both upper and lower
gastrointestinal bleeding. Am ] Emerg Med. 2013, 31:1622.e3-4. 10.1016/j.ajem.2013.06.022

Lee HH, Choi KH, Yang SC, Han WK: Renal cell carcinoma in kidney transplant recipients and dialysis
patients. Korean | Urol. 2012, 53:229-33. 10.4111/kju.2012.53.4.229

2022 Tagliaferri et al. Cureus 14(2): €22659. DOI 10.7759/cureus.22659

6 0of 6


https://dx.doi.org/10.1016/j.urology.2009.02.078
https://dx.doi.org/10.1016/j.urology.2009.02.078
https://dx.doi.org/10.1681/ASN.V491661
https://dx.doi.org/10.1681/ASN.V491661
https://dx.doi.org/10.1016/S1726-4901(08)70029-7
https://dx.doi.org/10.1016/S1726-4901(08)70029-7
https://dx.doi.org/10.1002/1097-0142(19810915)48:6<1487::aid-cncr2820480635>3.0.co;2-9
https://dx.doi.org/10.1002/1097-0142(19810915)48:6<1487::aid-cncr2820480635>3.0.co;2-9
https://dx.doi.org/10.1046/j.1523-1755.2002.00374.x
https://dx.doi.org/10.1046/j.1523-1755.2002.00374.x
https://dx.doi.org/10.1007/BF02050356
https://dx.doi.org/10.1007/BF02050356
https://dx.doi.org/10.1007/s10147-010-0025-1
https://dx.doi.org/10.1007/s10147-010-0025-1
https://dx.doi.org/10.1097/MD.0000000000005720
https://dx.doi.org/10.1097/MD.0000000000005720
https://dx.doi.org/10.1177/1066896909333750
https://dx.doi.org/10.1177/1066896909333750
https://dx.doi.org/10.1097/00004836-200211000-00013
https://dx.doi.org/10.1097/00004836-200211000-00013
https://dx.doi.org/10.1016/j.ajem.2013.06.022
https://dx.doi.org/10.1016/j.ajem.2013.06.022
https://dx.doi.org/10.4111/kju.2012.53.4.229
https://dx.doi.org/10.4111/kju.2012.53.4.229

	Delayed Metastasis of Clear Cell Renal Carcinoma to the Colon in the Setting of Benign Kidney Disease
	Abstract
	Introduction
	Case Presentation
	History of presenting illness
	FIGURE 1: CT scan (2012), coronal view of enhancing cysts of the native kidneys.

	Radiological and laboratory findings
	FIGURE 2: Rectosigmoid malignancy with extension into the peritoneum.
	FIGURE 3: Hepatic metastases and subcapsular metastases on CT and MRI.

	Surgical and immunohistology findings
	FIGURE 4: Surgical specimens from the sigmoid mass revealing clear cell renal carcinoma.
	FIGURE 5: Postoperative CT demonstrating lung metastases.


	Discussion
	Conclusions
	Additional Information
	Disclosures
	Acknowledgements

	References


