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	Reviewer’s comment

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

	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.


	This manuscript addresses a crucial and highly practical question in transfusion medicine. One critical step in FFP preparation is the pre-freezing holding time, as it directly affects both patient safety and the therapeutic quality of the product. If the holding time is too short, higher levels of viable leukocytes may remain, raising the risk of immunological complications. On the other hand, if the holding period is prolonged, essential but labile coagulation factors can degrade, reducing the clinical effectiveness of transfusion. By examining the available evidence, this review provides valuable insights into how best to strike that balance between leukocyte inactivation and protein preservation. Clarifying this balance is not only a laboratory concern but also a matter of patient outcomes.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	The title accurately describes the focus of the review on holding time in FFP and its clinical implications. It is concise and informative. (One minor suggestion: to emphasize clinical impact, it could be rephrased as “Optimizing Holding Time of Fresh Frozen Plasma to Balance Safety and Efficacy,” but the current title is already appropriate.)
	

	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 clear, well-organized, and provides a strong overview of the central issue, balancing the preservation of coagulation factor activity with the reduction of residual leukocytes. That said, the abstract feels a little dense in places; breaking up longer sentences into shorter ones could improve readability and flow. All of the major points are covered, but the addition of a concrete details such as quantitative findings or thresholds (where available) on factor decay or leukocyte levels, would make the abstract even more informative and give readers a clearer sense of practical takeaways. Overall, the abstract captures the scope and significance of the review very well, and with a touch more conciseness, it could become even more accessible to a broader audience.
	

	Is the manuscript scientifically, correct? Please write here.
	The manuscript is scientifically sound. The introduction clearly establishes the role of FFP in transfusion and cites appropriate sources. The literature review accurately highlights that FFP was once considered “acellular” but actually contains residual leukocytes linked to transfusion reactions and infections. In discussing holding time, the authors appropriately characterize the trade-off: as holding time increases, FVIII and other factors progressively decline, while the leukocyte count and activity decrease.

The sections on temperature management and biochemical processes are detailed and plausible. They also mention pH shifts and proteolytic enzyme release as contributors to subtle protein changes. These discussions are consistent with current understanding in transfusion biology. I found no scientifically incorrect statements or major omissions. However, there are some suggestions:
1. One suggestion is to include more quantitative or comparative data where possible. For example, when discussing residual leukocyte inactivation, it could be helpful to cite specific studies that measured leukocyte viability over time at different temperatures.
2. Should also include regulatory requirements of EQDM regarding residual leucocytes in FFP and Leucoreduced FFP.
3. Also suggested to include the concept of Biological Response Modifiers (BRMs) and the role of holding time in their generation (which was arbitrarily discussed in the manuscript). 
4. Similarly, a summary of typical per cent retention of FVIII or fibrinogen after 8 vs. 24 hours (with relevant citations) would strengthen the arguments.
5. A summary table or figure showing key factor activities and leukocyte counts over time might also be valuable (though I recognize this is a narrative review and such data may not be centrally available).
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	Citations for many sentences in Section 3.1 and Section 4 are missing. Many of the references are old, and I suggest that the authors cite recent (post-2020) and relevant studies to strengthen the manuscript.
	

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


	The English is generally excellent and suitable for a scholarly journal. The writing is formal and uses appropriate technical terminology. Long, complex sentences are common, reflecting the thorough nature of the review; most are grammatically correct and clear. To enhance readability, the authors could consider breaking up a few lengthy sentences.
	

	Optional/General comments


	The review is text-heavy. Consider adding a table or schematic that summarizes optimal holding time ranges, their effects on key factors, and any mitigations (like filtration or cooling). This would help readers quickly grasp the practical recommendations.
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	Are there ethical issues in this manuscript? 


	No
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