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	Reviewer’s comment

	Author’s Feedback (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.

	Tumor microenvironment is crucial for the growth and progress of the lesion. Altering the dynamics of the microenvironment has shown to be effective in controlling the growth of the neoplastic lesion. Thus this article has a good impact as it studies the pharmacological effect on the microenvironment which can be a very useful tool.
	

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

	It is ok though lengthy but can be considered. A short title with tumour microenvironment on pharmacological resistance can be more effective.
	

	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 provides an overview of the Tumor Microenvironment (TME) and the associated underlying factors contributing to therapy resistance in patients. However, the abstract lacks sufficient specificity and clarity with respect to its methodology. The statement describing the study design as a "narrative review" is vague; there is no clear indication of how articles were selected or the criteria for inclusion/exclusion regarding articles or the analytical framework used to synthesize literature included in the review. The results section does not present any unique analytical perspective or synthesis of evidence from the literature reviewed. Rather, it presents several well-established concepts in oncology without providing a clear understanding of the new contribution of the review to the vast body of literature evidencing TME-mediated drug resistance. The conclusion is broad and somewhat generic, with a focus on the need to integrate multiple disciplines while failing to demonstrate the contribution of new insights or critical evaluation as a result of this review in addition to being a summary of already established knowledge. 

What could be added to improve the abstract: 
The abstract would benefit from methodologic detail and clarity regarding the specific number and type of studies reviewed. Further, the abstract could be improved by discussing how the review presents new insights and/or contributes a unique conceptual framework when summarizing or providing established knowledge as previously referenced.
	

	Is the manuscript scientifically, correct? Please write here.
	The manuscript generally adheres to scientifically valid biological principles regarding the tumor microenvironment (TME) and its role in resistance to therapy. The mechanisms reviewed are commonly found in both cancer biology and the medical literature (i.e. reduce penetration into tumor cells; activation of hypoxia-inducible factor via hypoxic conditions; regulation of immune checkpoints; polarization of tumor-associated macrophages; and vascular abnormalities). The references cited in this manuscript are from respected and reputable studies that lend support to the scientific basis of this review.
Despite being largely conceptually sound, the manuscript contains multiple scientific limitations that impact the credibility and rigor of the manuscript as an academic review. First, there are inconsistencies with the critical analysis of the research articles that were cited, and there are multiple statements presented in a vague fashion without limitations of the studies and/or different cancer types (i.e. some cancer types have markedly different tumor microenvironments; therefore, the mechanisms of resistance are not the same among all cancer types). Second, the authors provide generalizations in their descriptions of some of the mechanisms of resistance that create an impression of a uniform mechanism of resistance that is present in all types of malignancies; however, the truth is that the TME is unique for each type of malignancy. Third, the authors did not adequately describe how they selected the literature that was included in the manuscript, and therefore it is impossible to determine if their literature search was complete, unbiased, and/or selectivity cited.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	yes
	

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

	Yes the language of the article is suitable for scholarly communications
	

	Optional/General comments
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	Author’s Feedback

	
You are hereby suggested to include following recent references to improve the quality of the manuscript.

Sun, Y. (2016). Tumor microenvironment and cancer therapy resistance. Cancer letters, 380(1), 205-215.

Han, L., Xu, J., Xu, Q., Zhang, B., Lam, E. F., & Sun, Y. (2017). Extracellular vesicles in the tumor microenvironment: Therapeutic resistance, clinical biomarkers, and targeting strategies. Medicinal research reviews, 37(6), 1318-1349.
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	Reviewer’s comment
	Author’s Feedback (It is mandatory that authors should write his/her feedback here)


	Are there ethical issues in this manuscript? 

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