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	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.


	
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	
	

	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.


	
	

	Is the manuscript scientifically, correct? Please write here.
	
	

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

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


	
	

	Optional/General comments


	Manuscript Title: From Bench to Bedside: Structural and Biological Barriers to Therapeutic Translation in Pancreatic Cancer
·  This manuscript provides a thorough narrative review of the translational barriers to pancreatic ductal adenocarcinoma (PDAC). It does this by combining a literature review of: molecular biology, the tumor microenvironment, preclinical models, clinical trial limitations, regulatory and economic obstacles, new translational approaches. While this review is ambitious, has a strong conceptual foundation and is well-structured, there are many issues that will limit its ability to be published immediately in a high impact journal, including scientific issues, structural issues and methodological issues.

Final Recommendation: Major Revision

· - Include a new section dedicated to describing a literature search strategy (i.e., databases used, search terms, date range, the criteria for articles included).

· - The majority of studies presented in the manuscript describe the studies but do not provide adequate critical evaluation of study design deficiencies; statistical power; translational validity; or the failure rates of previous therapies targeting similar mechanisms.

· Example:

· KRAS targeted strategies (combination inhibition approaches based on research done by Mariano Barbacid) are discussed in an overly positive fashion, with limited discussion of the recent history of translational failures associated with inhibiting the KRAS pathway.

· The PARP inhibitor discussion fails to compare response to PARP inhibitors with respect to effect size and the challenges with regard to stratifying patients for best response.

· An important purpose of a high-quality review is to describe the findings, and also to comprehensively critique the quality and validity of the published literature for reproducibility and reproducibility.

Major Scientific Comments

1. This manuscript of consolidate high-density content into paragraphs, creating more visual clarity by displaying the connectivity across Biology, Preclinical modelling 

2. Also, the clinical Design, and structural Barriers via a graphically presented synthesis. 

3. Authors are references/citation format needs to be made uniform throughout the manuscript. 

4. The language used must be improved as scientific journal formatting standard.

5. The authors are must to be Abbreviations and acronyms should always be defined where first used.

6. To conclusion part specifically authors are Inclusion of specific examples of clinical trials.

7. The corresponding authors make ensure that the revised version should include a 1 or 2 figure include as per the manuscript and strengthening the revised manuscript. 

8. The authors are ensured the provided the all references are consistency as per journal format. 

Scientific strength of this manuscripts

· This paper addresses a crucial problem in oncology with thoughtful interdisciplinary synthesis and communicates conceptually ambitious yet clinically relevant material. However, it reads more like an overview of high-level narrative perspectives than it does like a critically constructed systematic review.

· The paper needs to meet publishable quality standards, including:

· Clarity of methods; Stronger critical analysis of the evidence cited; Quantitative support for structural claims made; Reduction in redundancy;

Final Decisions: 

Final Recommendation: Major Revision

This Research article has a great deal of promise yet still needs improvement concerning the areas of scientific accuracy, proper order of material and written critique before this article could be put up for publication opportunities.
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