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	PART  1: Comments


	
	Reviewer’s comment
Artificial Intelligence (AI) generated or assisted review comments are strictly prohibited during peer review.

	Author’s Feedback (Please correct the manuscript and highlight that part in the manuscript. It is mandatory that authors should write his/her feedback here)

	Please write a few sentences regarding the importance of this manuscript for the scientific community. A minimum of 3-4 sentences may be required for this part.

	This chapter is timely because immunohistochemistry (IHC) remains a widely accessible bridge between routine histopathology and molecular stratification in bladder cancer. By consolidating diagnostic panels (including differential diagnosis of CIS vs reactive atypia), surrogate luminal/basal subtyping approaches, and biomarker concepts relevant to staging and therapy selection, the manuscript can support more standardized practice across diverse pathology settings. Its translational strength is the workflow-oriented synthesis of markers that can inform clinicopathologic reporting where comprehensive transcriptomics is not routinely available. The chapter would be further strengthened by explicit discussion of assay standardization and limitations (e.g., PD‑L1 assay/score non-interchangeability) and by updating regulatory/indication statements to reflect recent changes.
	

	Is the title of the article suitable?
(If not please suggest an alternative title)

	The title is accurate but broad. If the goal is discoverability and clarity, a slightly more specific option could be: “Immunohistochemistry in Bladder Cancer: Diagnostic Panels, Molecular Subtyping, and Predictive Biomarkers” or “From Diagnosis to Therapeutic Stratification: IHC Applications in Bladder Cancer Pathology”.
	

	Is the abstract of the article comprehensive? Do you suggest the addition (or deletion) of some points in this section? Please write your suggestions here.

	The abstract is broadly comprehensive and follows a logical sequence (diagnostic → subtyping → staging/prognosis → predictive biomarkers → future directions). Two concise improvements would be: (i) explicitly flag that marker performance/cutoffs vary by assay and clinical context (particularly PD‑L1), and (ii) add one sentence on pre-analytical/analytical standardization and interpretive variability. Minor copy-editing is recommended for typographic consistency (e.g., spacing in “PD‑L1”).
	

	Is the manuscript scientifically, correct? Please write here. 
	The scientific framework is appropriate for a book chapter; however, several statements should be tightened with date-anchored wording and stronger source support. In particular, sections describing immune checkpoint inhibitor indications should avoid implying static FDA approval status, because urothelial carcinoma accelerated-approval indications for atezolizumab were later removed from the label (e.g., label notes “Accelerated Approval Indication Removed” for urothelial carcinoma in 4/2021). If the text discusses availability/withdrawal of specific indications, it should clearly indicate jurisdiction (US vs EU/other) and provide a current regulatory reference. Additionally, any quantitative performance claims (e.g., very high sensitivity/specificity) should be presented as study-dependent and contextualized by cohort size/specimen type.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
-
	The reference set appears generally current for core pathology guidance and IHC marker discussions. To broaden the biomarker landscape and link tissue IHC with complementary diagnostic avenues (including urine-based biomarker concepts), add: Matuszczak M, Salagierski M. “Diagnostic and Prognostic Potential of Biomarkers CYFRA 21.1, ERCC1, p53, FGFR3 and TATI in Bladder Cancers.” Int. J. Mol. Sci. 2020;21(9):3360. DOI: 10.3390/ijms21093360. This can be cited in the introduction/biomarkers overview and/or future directions as context for TP53/FGFR3 relevance beyond tissue IHC.
	

	
Is the language/English quality of the article suitable for scholarly communications?

	The chapter is generally readable, but it would benefit from professional copy-editing for typography, hyphenation/spacing consistency (e.g., “PD‑L1”), and smoothing occasional run-on sentences. Table formatting should be reviewed for alignment and readability in print/PDF output.
	

	Optional/General comments

	Consider adding a short, practice-oriented subsection that lists recommended minimal IHC panels by clinical question (e.g., CIS vs reactive atypia; variant histology triage; luminal vs basal surrogate subtyping; predictive biomarkers such as PD‑L1/HER2 where applicable). For PD‑L1, explicitly distinguish assay platform and scoring algorithm, and note that assays/scores are not necessarily interchangeable. For HER2, note the growing relevance of accurate HER2 assessment in pan-solid tumor therapeutic development, including the U.S. tumor-agnostic accelerated approval of trastuzumab deruxtecan for unresectable/metastatic HER2-positive (IHC 3+) solid tumors (April 2024).
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	Are there ethical issues in this manuscript? 

	(If yes, Kindly please write down the ethical issues here in details)
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