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Kidney-sparing management for upper tract urothelial carcinoma (UTUC) has be-
come more common but is still most limited by inaccurate histopathologic diagnosis.
Ureteroscopy is the preferred method of pathologic diagnosis and staging but is limited by
high rates of disease undergrading and understaging. In a meta-analysis, staging could not
be performed in 32% of patients, and the cumulative nondiagnostic ureteroscopic biopsy
rate was 8%, with some individual series rates as high as 64% [1]. This inability to achieve
a pathologic diagnosis or stage can delay nephron-sparing therapies for low-grade and
low-stage disease and contribute to disease progression. Substantial cumulative under-
staging in 46% and undergrading in 29% of patients still occurred when biopsies were
successfully performed. Endoscopic ablation and segmental ureterectomy were discussed
as the primary kidney-sparing surgical techniques in a recent review article discussing
kidney-sparing management of UTUC [2]. Although both remain surgical options, seg-
mental ureterectomy is a substantially more morbid and invasive operation compared to
endoscopic ablation. Conversely, endoscopic ablation is often an outpatient procedure but
is severely limited by the aforementioned understaging and undergrading.

High-grade disease and subepithelial connective tissue invasion (T1 disease) are im-
portant to diagnose on the initial biopsy because they guide UTUC management and
yield important prognostic information. Muscle invasion (T2 disease) on a nephroureterec-
tomy specimen is highly predicted by the combination of high-grade disease and >T1
stage at the time of biopsy [3]. Although the phase III POUT trial showed improved
disease-free survival with adjuvant chemotherapy for locally advanced UTUC [4], only
15% of nephroureterectomy patients remain eligible for cisplatin-based chemotherapy after
surgery [5]. However, a recent phase II trial demonstrated a pathologic response with
improved survival outcomes after neoadjuvant gemcitabine and split-dose cisplatin [6].
Progression-free and overall survival rates at 5 years were 72% and 79%, respectively [6].
Patients with partial and complete pathologic response were associated with signifi-
cantly improved progression-free and overall survival compared to non-responders [6].
This level 1 evidence underscores the importance of identifying high-risk UTUC prior
to nephroureterectomy.

Advancements in preoperative imaging to improve UTUC clinical staging can be
further enhanced by endoscopic surgical techniques that are not solely ablative. Bladder
tumors and prostate adenomas are increasingly resected endoscopically by en bloc enu-
cleation, making this technique a natural extension for UTUC. The complete resection of
large upper tract tumors with extensive subepithelial connective tissue along the tumor
base can be safely performed through ureteroscopic en bloc enucleation [7]. This technique
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is performed by entering the subepithelial connective tissue plane with low ablation laser
settings and maintaining this plane through laminar irrigation from the ureteroscope [7].
Although this is a new technique, upper tract tumor en bloc enucleation overcomes the
limitations of current endoscopic biopsy and ablative techniques to improve diagnostic
and therapeutic potential. This endoscopic technique underscores the ability to perform
a thorough upper tract tumor resection using a basic ureteroscope and laser available to
most urologists in an ambulatory setting.

Author Contributions: Conceptualization, J.S.J. and N.A.A.; methodology, ].5.].; software, ].S.].;
validation, J.5.J., M.A. and N.A.A; formal analysis, ].S.].; investigation, ].S.J.; resources, ].5.].; data
curation, ].S.J.; writing—original draft preparation, J.S.J., M.A. and N.A.A.; writing—review and
editing, ].S.J., M.A. and N.A.A ; visualization, J.5.].; supervision, M.A. and N.A.A.; project adminis-
tration, J.5.J.; funding acquisition, J.S.J. All authors have read and agreed to the published version of
the manuscript.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.

Subiela, ].D.; Territo, A.; Mercadé, A.; Balafia, J.; Aumatell, J.; Calderon, J.; Gallioli, A.; Gonzdlez-Padilla, D.A.; Gaya, ].M,;
Palou, J.; et al. Diagnostic accuracy of ureteroscopic biopsy in predicting stage and grade at final pathology in upper tract
urothelial carcinoma: Systematic review and meta-analysis. Eur. J. Surg. Oncol. 2020, 46, 1989-1997. [CrossRef]

Ghoreifi, A.; Sari Motlagh, R.; Fuchs, G. Modern Kidney-Sparing Management of Upper Tract Urothelial Carcinoma. Cancers
2023, 15, 4495. [CrossRef]

Margolin, E.J.; Matulay, ].T; Li, G.; Meng, X.; Chao, B.; Vijay, V.; Silver, H.; Clinton, T.N.; Krabbe, L.-M.; Woldu, S.L.; et al.
Discordance between Ureteroscopic Biopsy and Final Pathology for Upper Tract Urothelial Carcinoma. . Urol. 2018, 199,
1440-1445. [CrossRef]

Birtle, A.; Johnson, M.; Chester, ].; Jones, R.; Dolling, D.; Bryan, R.T.; Harris, C.; Winterbottom, A.; Blacker, A.; Catto, ] W.E,; et al.
Adjuvant chemotherapy in upper tract urothelial carcinoma (the POUT trial): A phase 3, open-label, randomised controlled trial.
Lancet 2020, 395, 1268-1277. [CrossRef]

Tsui, K.-H.; Lin, Y.-H.; Hou, C.-P; Juang, H.-H.; Chen, C.-L.; Chang, P.-L.; Shao, I.-H. Risk factors associated with ineligibility of
adjuvant cisplatin-based chemotherapy after nephroureterectomy. Drug Des. Dev. Ther. 2014, 8, 1985-1990. [CrossRef] [PubMed]
Coleman, J.A.; Yip, W.; Wong, N.C.; Sjoberg, D.D.; Bochner, B.H.; Dalbagni, G.; Donat, SM.; Herr, HW.; Cha, EK,
Donahue, T.F; et al. Multicenter Phase II Clinical Trial of Gemcitabine and Cisplatin as Neoadjuvant Chemotherapy for Patients
With High-Grade Upper Tract Urothelial Carcinoma. J. Clin. Oncol. 2023, 41, 1618-1625. [CrossRef] [PubMed]

Jue, J.S.; Armenakas, N.A. Upper Tract Tumor En Bloc Enucleation: A Novel Approach to the Diagnosis and Management of
Upper Tract Urothelial Carcinoma. Urology 2023, 174, 196-200. [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1016/j.ejso.2020.06.024
https://doi.org/10.3390/cancers15184495
https://doi.org/10.1016/j.juro.2018.02.002
https://doi.org/10.1016/S0140-6736(20)30415-3
https://doi.org/10.2147/DDDT.S72197
https://www.ncbi.nlm.nih.gov/pubmed/25364228
https://doi.org/10.1200/JCO.22.00763
https://www.ncbi.nlm.nih.gov/pubmed/36603175
https://doi.org/10.1016/j.urology.2023.01.006
https://www.ncbi.nlm.nih.gov/pubmed/36681329

	References

