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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 addresses an important and highly relevant topic in contemporary oncology, as resistance remains a major limitation to the durability of molecularly targeted cancer therapies. The manuscript brings together several important mechanisms including target alterations, compensatory signalling, tumour heterogeneity, epithelial mesenchymal transition, metabolic adaptation, cancer stem cell characteristics and interactions with the tumour microenvironment. The inclusion of combination treatment strategies and emerging technologies further increases its relevance to researchers and clinicians working in precision oncology. However, several citation to claim mismatches, limited methodological transparency and insufficient distinction between preclinical and clinical evidence should be addressed before publication.
	


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
	4
	

	3. Are the keywords appropriate and useful?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	2
	

	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
	4
	

	5. Are the objectives clearly stated?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	4
	

	6. Is the literature review relevant?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	7. Is the literature review recent?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	4
	

	8. Is the literature search methodology explained properly? 

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	1
	

	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
	3
	

	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
	 4
	

	11. Are the conclusions logically arrived?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	4
	

	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
	2
	

	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
	3
	

	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
	4
	


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. The title, Mechanisms of Resistance to Targeted Therapies in Cancer, accurately represents the scope and scientific focus of the manuscript. No major modification is required.
	

	Is the abstract of the article comprehensive? 

If your answer is NO, please provide a brief, clear suggestion for improvement.
	Yes with minor revision. The abstract provides a good overview of the major mechanisms discussed in the manuscript including target alteration, pathway reactivation, compensatory signalling, epigenetic and metabolic adaptation, tumour heterogeneity, tumour microenvironment, extracellular vesicles, EMT and stem cell like characteristics. It also appropriately introduces combination therapies and emerging molecular technologies. The authors may consider identifying the article explicitly as a narrative review and avoiding language that could imply systematic comprehensiveness unless a literature search methodology is provided.
	

	Is the manuscript scientifically correct? 

If your answer is NO, please provide a brief, clear suggestion for improvement.
	No. 
The overall conceptual framework is scientifically sound. However, several citation to claim mismatches require correction before the manuscript can be regarded as scientifically reliable in its present form.

The most important issues are:

1. Meco et al. 2025 is cited to support compensatory activation of the PI3K/AKT pathway following MAPK inhibition in cancer. However, the cited article concerns MAPK, PI3K/Akt and GSK 3β activity in severe acute heart failure, rather than cancer therapeutic resistance. This reference should be removed and replaced with an appropriate oncology specific source. 

2. Pereira et al. 2024 is cited in support of epigenetic reprogramming and transcriptional plasticity during cancer resistance. However, the cited article focuses on epigenetic reprogramming in ageing and longevity, not cancer drug resistance. It should be replaced with an appropriate cancer specific source. 

3. The statements regarding improved survival with trastuzumab and high response rates with vemurafenib are scientifically valid. However, several references used to support these statements are mechanistic studies involving integrins, EMT or treatment resistance rather than clinical survival or response outcomes. Landmark clinical trials or authoritative clinical reviews should be cited. 

4. The statement that combined BRAF and MEK inhibition demonstrates improved efficacy compared with monotherapy should preferably be supported with clinical trial evidence. The currently cited Chapdelaine et al. study concerns targeted degradation of BRAF V600E and resistance mechanisms in colorectal cancer cells rather than serving as the strongest clinical evidence for the stated claim. 

5. Preclinical evidence, mechanistic findings and established clinical evidence are frequently presented using similar levels of certainty. The authors should clearly distinguish findings demonstrated in cell models or experimental studies from clinically validated treatment strategies. 

These issues are correctable and do not invalidate the central scientific framework of the manuscript.


	

	Are the references sufficient and recent? 

If your answer is NO, please provide clear suggestion for improvement.
	No. Not fully. The bibliography contains numerous recent peer reviewed sources, particularly publications from 2023 to 2025. However, several issues should be addressed before publication.

First, the literature should be updated to include relevant 2026 evidence, particularly because this is a rapidly evolving field. Second, all references should undergo a citation to claim verification process to ensure that each article actually supports the associated statement. Third, the DOI for Liu et al. 2025 is incorrectly written as:

https://doi.org/https://doi.org/10.1016/j.bmt.2025.100119
and should be corrected to:

https://doi.org/10.1016/j.bmt.2025.100119.

The Soragni et al. 2025 consortium information also appears to contain reference manager metadata errors and should be checked against the publisher record.

The bibliographic year of the Boz Er article published in Biology, volume 14 issue 1, should also be verified against the journal's official citation record.

Most importantly, authentic references should not be retained merely because their DOI is valid. They must directly support the scientific statements for which they are cited.


	

	Are there ethical issues in this manuscript?

(YES or NO)

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