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PART 1 (Importance of the manuscript)


	
	Comments of the Reviewers
	Author’s Feedback 


	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 manuscript examines the relationship between conventional histopathology, spatial omics and artificial intelligence, focusing on the evidential requirements for inferring molecular information from H&E morphology. It distinguishes reproducible morphology–molecule associations from unsupported claims of cell-intrinsic molecular inference and discusses key sources of bias, including spatial resolution, data leakage, technical artefacts and domain shift. The review provides a relevant framework for evaluating the biological credibility and translational potential of AI-derived spatial molecular signatures.

	





PART 2.1 (Objective Evaluation)

	
	Rating of the Reviewers
	Author’s Feedback (Revision of the Manuscript and Feedback of Authors are mandatory for Rating of 2 and 1)

	1. Is the title clear and appropriate for the paper? 
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	5
	

	2. Is the abstract of the article comprehensive? 
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	5
	

	3. Are the keywords appropriate and useful?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	5
	

	4. Is the background information of the paper sufficient and well organized?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	5
	

	5. Are the objectives clearly stated?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	5
	

	6. Is the literature review relevant?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	5
	

	7. Is the literature review recent?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	5
	

	8. Is the literature search methodology explained properly? 
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs 5Improvement 1 = Poor N/A = Not Applicable
	5
	

	9. Is the Critical analysis of literature done?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	5
	

	10. Is Identification of research gaps/future directions done ?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable

	5
	

	11. Are the conclusions logically arrived?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	5
	

	12. Are the limitations of the paper discussed?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	5
	

	13. What is the Quality of references (i.e. from peer reviewed authentic sources)
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor 
N/A = Not Applicable
	5
	

	14. Is the manuscript written in clear and understandable language?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor 
N/A = Not Applicable
	5
	




PART 2.2 (Subjective Evaluation)

	
	Reviewer’s comment

	Author’s Feedback (It is mandatory that authors should write his/her feedback here)


	Is the title of the article suitable?

If your answer is NO, please provide a brief, clear suggestion for improvement.
	YES
	

	Is the abstract of the article comprehensive? 

If your answer is NO, please provide a brief, clear suggestion for improvement.
	YES
	

	Is the manuscript scientifically correct? 

If your answer is NO, please provide a brief, clear suggestion for improvement.
	YES


	

	Are the references sufficient and recent? 

If your answer is NO, please provide clear suggestion for improvement.
	NO
Minor revision is recommended. The authors acknowledge that access to subscription-based bibliographic databases was limited and that the evidence was assembled through a combination of accessible scholarly databases, citation searching, and verified journal records. It would be advisable to undertake a final update of the literature search before publication and to verify that the most recent peer-reviewed studies addressing external validation, foundation models, multimodal learning and spatial resolution are adequately represented.

	

	Are there ethical issues in this manuscript?
(YES or NO)

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

	NO
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