
Discussion

Familiarity with tumors that are histologically identical is 

critical.

Considering an appropriate differential diagnosis and 

following a stepwise immunohistochemical approach will be 

crucial in spotting the mimickers and rendering appropriate 

management promptly.

Results

• Microscopic evaluation of liver mass biopsy revealed an 

insular growth pattern with monotonous epithelioid cells 

arranged in nests, morphologically suggestive of a well-

differentiated neuroendocrine tumor (WDNET) (See 

Figures A & B).

• However, neuroendocrine immunohistochemical stains, 

including synaptophysin, chromogranin, and CD56, were 

all negative, and the Ki-67 staining was 37%, higher than 

expected for a WDNET (See Figures C & D).

• This prompted broadening of the differential and 

consideration of other entities.

• Following further workup, a diagnosis of metastatic 

urothelial carcinoma was confirmed by immunopositivity 

for immunohistochemical markers P40 and GATA3 (See 

Figures E & F).

The authors would like to thank the department of

Pathology & Anatomical Sciences for the opportunity.

Caitlyn J. Smith BS, Keela R. Scott MD, Katsiaryna Laziuk MD, Alex Hinken BS, Deepthi S. Rao MD, MS, FCAP
Department of Pathology & Anatomical Sciences, University of Missouri, Columbia, MO 65212, USA

Spotting the Deceiver: Metastatic Urothelial Carcinoma to the Liver 

Masquerading as a Well-Differentiated Neuroendocrine Tumor Histologically

(The authors have no conflicts of interest as it relates to the content of this abstract) 

Conclusion

Acknowledgements

1. Knowles M, Dyrskjøt L, Heath EI, Bellmunt J, Siefker-Radtke AO. Metastatic urothelial 

carcinoma. Cancer Cell. 2021 May 10;39(5):583-585. doi: 10.1016/j.ccell.2021.04.012. PMID: 

33974855.

2. Cheung C, Zhang L, Clifton MM, Park A, Meissner M, Fulmer BR. Metastatic urothelial 

carcinoma to the liver with unknown primary tumor. Urol Case Rep. 2019 Aug 10;27:100993. 

doi: 10.1016/j.eucr.2019.100993. PMID: 31453109; PMCID: PMC6704036.

3. Audisio M, Buttigliero C, Turco F, Delcuratolo MD, Pisano C, Parlagreco E, Di Stefano RF, Di 

Prima L, Crespi V, Farinea G, Cani M, Tucci M. Metastatic Urothelial Carcinoma: Have We 

Take the Road to the Personalized Medicine? Cells. 2022 May 11;11(10):1614. doi: 

10.3390/cells11101614. PMID: 35626651; PMCID: PMC9139766.

4. Nadal R, Clara JA, Valderrama BP, Bellmunt J. Current Therapy for Metastatic Urothelial 

Carcinoma. Hematol Oncol Clin North Am. 2021 Jun;35(3):469-493. doi: 

10.1016/j.hoc.2021.02.010. Epub 2021 Apr 10. PMID: 33958146.

5. Aly-Khan A. Lalani & Guru P. Sonpavde (2019) Systemic treatments for metastatic urothelial 

carcinoma, Expert Opinion on Pharmacotherapy, 20:2, 201-

208, DOI: 10.1080/14656566.2018.1544242

6. Al-Ahmadie, Hikmat. “Invasive Urothelial Carcinoma.” ExpertPath, Elsevier, 

https://app.expertpath.com/document/invasive-urothelial-carcinoma/bba59c0c-a414-4a30-

9f9b-3a516f120b5f?searchTerm=urothelial%20carcinoma. Accessed 29 Aug. 2022.

7. Al-Ahmadie, Hikmat. “Urothelial Carcinoma of Renal Pelvis.” ExpertPath, Elsevier, 

https://app.expertpath.com/document/invasive-urothelial-carcinoma/bba59c0c-a414-4a30-

9f9b-3a516f120b5f?searchTerm=urothelial%20carcinoma. Accessed 29 Aug. 2022.

References

• Urothelial carcinoma is a highly lethal malignancy in the 

metastatic state and is the sixth most common cancer in 

the United States, which is likely due to exposure to 

multiple known risk factors such as, aromatic amines, 

tobacco smoke, and benzene.

• Metastatic urothelial carcinoma (UC) of the bladder is 

generally considered an aggressive disease with the 

potential to metastasize to lymph nodes, bones, lungs, 

liver, and peritoneum.

• Metastatic disease also carries a worse prognosis 

compared to non-muscle invasive disease, with a 5-year 

overall survival of 6% vs. 90%, respectively. 

• Platinum-based chemotherapy has been the backbone of 

first line treatment for patients with advanced UC and 

single-agent immune checkpoint inhibitors (ICI) are the 

standard of care for patients following progression on 

chemotherapy.

• To further complicate the matter, the treatment 

landscape of metastatic disease, especially that which is 

unresponsive to first-line platinum-based chemotherapy 

agents, is largely still an area without clearly defined 

guidelines.

• The accurate diagnosis of metastatic urothelial 

carcinoma is challenging especially in the setting of 

histological mimickers.

• Without pathological expertise and additional 

immunohistochemistry, metastatic tumors could remain 

incorrectly diagnosed and delay therapeutic intervention.

Introduction

Case Report

• Herein, we describe a 62-year-old man who presented 

with jaundice, elevated LFTs, diffuse abdominal pain, 

and early satiety. 

• MRI imaging of the abdomen revealed a hilar 

hyperintense mass involving the common bile duct, 

bilateral hepatic ducts causing narrowing, a 1.1 cm mass 

in segment 6, and hydroureteronephrosis with thickening 

of the renal pelvis.

• The clinical differential diagnosis included 

cholangiocarcinoma and other tumors including a 

metastatic neuroendocrine tumor (NET).

Figure D. Ki-67 37%

Figure A. H&E section of metastatic UCa in the liver (l4x) Figure B. H&E section of metastatic UC in the liver (20x)

Figure E. p40 positive

Figure C. Chromogranin negative

Figure F. GATA3 positive
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Figure G. This example of invasive UC shows 

prototypical invasion of the muscularis propria, which is 

characterized by infiltrating tumor cells that surround 

large confluent aggregates of compact smooth muscle.

Figure H. This invasive UC (black open arrow) contrasts 

the eosinophilic muscle bundles of the muscularis propria 

(black solid arrow) with the more myxoid and spindled 

reactive myofibroblastic proliferation (white solid arrow).

Figure I. There is unequivocal invasion of the renal 

parenchyma in the form of irregular tumor clusters (black 

open arrow) to warrant a pT3 stage.
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