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Editorial on the Research Topic

Recent advances in the treatment of upper urinary tract and
bladder cancers
The results of the treatment of urothelial cancers affecting upper urinary tracts and,

mainly, bladder, present the view of suboptimal management of the disease, with

approximately 50% of patients undergoing radical cystectomy for muscle-invasive

bladder cancer not surviving 5 years (1). Even non-muscle invasive bladder tumors are

associated with suboptimal outcomes, including a significant risk of long-term cancer-

specific mortality, which is particularly pronounced in patients with T1HG disease (2).

Thus, the unmet need of modern urooncology is the sufficient adjuvant treatment in the

perioperative setting. Recent advancements in the immunotherapy allow us to draw

preliminary conclusions on adjuvant treatment to be implemented in new clinical

scenarios, including BCG-unresponsive non-muscle invasive disease of the bladder. The

results of randomized controlled trials (RCTs) involving immune checkpoint inhibitors

(ICI) in the adjuvant setting after radical cystectomy for muscle-invasive bladder cancer

(MIBC) are conflicting and though further research is needed for conclusive evidence (3).

Recent progress in the minimally invasive surgical techniques have prompted the revision

of concepts on the treatment of tumors located within upper urinary tract, as well.

This Research Topic focused on novel approaches in urothelial cancers, including

upper urinary tract and bladder tumors through one original research (Bracarda et al.), two

systematic reviews and meta-analysis (Liu et al., and Zeng et al.) and one case report

(Mao et al.).

Bracarda et al. focused on a unique project aiming at redesigning the current model of

care for advanced urothelial carcinoma patients to identify limitations and recommend

future actions. In the group of panel experts, the analysis of the two scenarios as part of a

multidimensional consensus process was performed, reaching for the recommendations for

specific domains of the disease, while Delphi methodology was used to establish consensus

among the panelists. This is the representation of the search for the rethinking of the

current management and treatment model for advanced urothelial carcinoma, which

nowadays often leads many patients to abandon treatment as a consequence of limited

treatment options with poor tolerability. On the other hand, a multidisciplinary approach

would be often the answer for an early and effective diagnosis and improved quality of life
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of the oncologic patients. While novel treatment modalities impose

great value for the patients’ life, clinicians are forced to balance this

positive clinical impact with the economic implications of the new

treatment options. The paper represents an innovative analysis

model for other healthcare systems or countries. As a result, U-

CHANGE Project was proved to be easily applicable to local level,

indicating a minimum level of acceptance: accuracy, adequate

medical education for patients and caregivers, and access to

innovative therapeutical tools for a more efficient patient care.

In the paper by Mao et al. a recent bladder-preserving strategy

was presented and encompassed multimodal treatment including

maximal transurethral resection of the tumor (TURBT) combined

with chemotherapy plus immune checkpoint inhibitor -

tislelizumab. The current papers on bladder-preserving techniques

introduce the new concept of an alternative to radical cystectomy,

which is a truly debilitating procedure with a significant impact on

patients’ quality of life in one hand, and with often unsatisfactory

oncological results for advanced MIBC at the same time (4).

However, the present trimodal bladder-preserving treatment has

well-known drawbacks, e.g. some patients experience reduced

bladder capacity and develop overactive bladder (5). Tislelizumab

is a novel humanized monoclonal antibody programmed death

receptor-1 (PD-1) inhibitor, which proved its applicability in the

single-arm phase 2 trial (NCT04004221/CTR2017007) in the

treatment of patients with metastatic urothelial cancer and high

PD-L1 expression, who had failed platinum-based chemotherapy

regimens (6). The authors reported two cases diagnosed with

recurrent MIBC who achieved pathological complete response

and bladder-preserving after maximal TURBT combined with

chemotherapy plus tislelizumab. In the above cases, the authors

replaced the postoperative concurrent chemoradiotherapy with

tislelizumab until the end of follow-up without MIBC recurrence

in both patients, suggesting that tislelizumab may be efficacious in

the multimodal management for selected MIBC patients, although

randomized trials are required to confirm that findings.

Liu et al. performed a meta-analysis that is an update of the

previous one published by Hu et al. (7), aiming mainly on the effect

of long-term use of metformin on oncological results of the bladder

cancer treatment. There were 12 retrospective cohort studies on the

association between the usage of metformin and the incidence or

oncologic outcomes of bladder cancer included. The authors

concluded that metformin could decrease the incidence and

prolong recurrence-free survival of bladder cancer but showed no

significant protective effects for overall survival and progression-

free-survival. Thus, metformin may emerge as preferred

antidiabetic drug for high-risk bladder cancer patients with type 2

diabetes mellitus, which could simultaneously decrease the

recurrence risk.

Current postoperative adjuvant management of non-muscle

invasive bladder cancer comprises intravesical bacillus Calmette–
Frontiers in Urology 02
Guéarin (BCG) immunotherapy and intravesical chemotherapy (8).

Due to the limitations of BCG therapy, novel drugs and strategies

are awaited (9). Zeng et al. reported the results of the network meta-

analysis, which showed that hyperthermia intravesical

chemotherapy (HIVEC) performed slightly better than BCG in

preventing recurrence but demonstrated lower efficacy in

preventing tumor progression, although both differences were not

statistically significant. However, in the subgroup analysis of studies

involving highly predominant male population and ≥ 2.5 year of

follow-up, a significantly better RFS for HIVEC compared to BCG

was observed. This suggests that HIVEC offers an alternative to

BCG for reducing tumor recurrence rates in male patients.

In summary, there is a growing need to improve the current

landscape of treatment modalities of urothelial cancers, both in the

aspect of management guidelines and novel therapies. As elucidated

in this editorial, we have provided a concise introduction to a series

of papers that collectively illuminate the evolving frontier of

urothelial cancer care. The challenges posed by this disease

necessitate a multi-faceted approach, encompassing not only the

optimization of established protocols but also the investigation and

integration of novel therapeutic modalities. In the face of these

challenges, ongoing studies will undoubtedly lead to improved

outcomes, enhanced quality of life, and renewed hope for those

affected by urothelial cancer.
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Zapała and Ślusarczyk 10.3389/fruro.2023.1300741
References
1. Su X, Dong C, Liao W, Liu W. Oncological effectiveness of bladder-preserving trimodal
therapy versus radical cystectomy for the treatment of muscle-invasive bladder cancer: a system
review and meta-analysis.World J Surg Oncol (2023) 21(1):271. doi: 10.1186/s12957-023-03161-z

2. Slusarczyk A, Zapala P, Zapala L, Borkowski T, Radziszewski P. Cancer-specific
survival of patients with non-muscle-invasive bladder cancer: A population-based
analysis. Ann Surg Oncol (2023). doi: 10.1245/s10434-023-14286-6

3. Bellmunt J, Hussain M, Gschwend JE, Albers P, Oudard S, Castellano D, et al.
Adjuvant atezolizumab versus observation in muscle-invasive urothelial carcinoma
(IMvigor010): a multicentre, open-label, randomised, phase 3 trial. Lancet Oncol (2021)
22(4):525–37. doi: 10.1016/S1470-2045(21)00004-8

4. Silina L, Maksut F, Bernard-Pierrot I, Radvanyi F, Crehange G, Megnin-Chanet F, et al.
Review of experimental studies to improve radiotherapy response in bladder cancer: comments
and perspectives. Cancers (Basel) (2020) 13(1):1–22. doi: 10.3390/cancers13010087

5. Rodel C, Grabenbauer GG, Kuhn R, Papadopoulos T, Dunst J, Meyer M, et al.
Combined-modality treatment and selective organ preservation in invasive bladder
Frontiers in Urology 03
cancer: long-term results. J Clin Oncol (2002) 20(14):3061–71. doi: 10.1200/
JCO.2002.11.027

6. Ye D, Liu J, Zhou A, Zou Q, Li H, Fu C, et al. Tislelizumab in Asian patients with
previously treated locally advanced or metastatic urothelial carcinoma. Cancer Sci
(2021) 112(1):305–13. doi: 10.1111/cas.14681

7. Hu J, Chen JB, Cui Y, Zhu YW, Ren WB, Zhou X, et al. Association of metformin
intake with bladder cancer risk and oncologic outcomes in type 2 diabetes mellitus
patients: A systematic review and meta-analysis. Med (Baltimore). (2018) 97(30):
e11596. doi: 10.1097/MD.0000000000011596

8. Garcia JA, Dreicer R. Adjuvant and neoadjuvant chemotherapy for bladder
cancer: management and controversies. Nat Clin Pract Urol. (2005) 2(1):32–7.
doi: 10.1038/ncpuro0068

9. Hornak J, Brisuda A, Babjuk M. Management of BCG failure in non-muscle-
invasive bladder cancer the present and the future. Rozhl Chir. (2022) 101(3):108–13.
doi: 10.33699/PIS.2022.101.3.108-113
frontiersin.org

https://doi.org/10.1186/s12957-023-03161-z
https://doi.org/10.1245/s10434-023-14286-6
https://doi.org/10.1016/S1470-2045(21)00004-8
https://doi.org/10.3390/cancers13010087
https://doi.org/10.1200/JCO.2002.11.027
https://doi.org/10.1200/JCO.2002.11.027
https://doi.org/10.1111/cas.14681
https://doi.org/10.1097/MD.0000000000011596
https://doi.org/10.1038/ncpuro0068
https://doi.org/10.33699/PIS.2022.101.3.108-113
https://doi.org/10.3389/fruro.2023.1300741
https://www.frontiersin.org/journals/urology
https://www.frontiersin.org

	Editorial: Recent advances in the treatment of upper urinary tract bladder cancers
	Author contributions
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


