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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 investigates pain modulation mechanisms related to the TRP channels. It provides additional evidence regarding the target-selective inhibitory effects of the low molecular weight hyaluronan fragment HA35 on the inhibition of TRPV1 and TRPA1. These findings could pave the way for further research on HA35 in pain management, both in preclinical and in clinical settings. Then, HA35 may hold promise as a potential candidate for novel analgesics or adjunct therapies.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	The title is suitable
	

	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 comprehensive. However, the authors should include the detailed p-values of comparing HA25 and HA1600 on TRPV1 and TRPA1 to clearly demonstrate that HA35 more potent inhibitor than HM1600. Since this manuscript focus on HA35 and HA1600, the results and conclusion sections should write about these two compounds rather than HMWHA.
	

	Is the manuscript scientifically, correct? Please write here.
	The manuscript is scientifically sound, but there appears to be some confusion between HA35 and HA1600 in certain sections. For example, in the final sentence of the second paragraph of subsection 3.3, the author writes “after incubation with HA35 the current decreased to 1800.8 pA, with an inhibition rate of 22.32%” instead of “after incubation with HA1600….” (based on the context and experimental design). The authors should carefully review the manuscript to ensure consistent and accurate labeling of these compounds throughout. 
In the third paragraph of the Introduction section, the authors reference their own prior studies. To clearly distinguish these from the current study, I recommend changing "our studies" to "our previous studies" for better precision.
	

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

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


	The language quality is generally adequate. However, I recommend revising the second paragraph of subsection 3.5 to enhance clarity and cohesion. The current presentation could benefit from restructuring to better connect ideas and more clearly articulate the experimental findings
	

	Optional/General comments


	This manuscript requires consistent terminology and formatting throughout.

- The author should uniformly use either term of HA35 or B-HA, HA1600 or HA (there are difference between in the figure/ chart and paragraph). 
- There is a confuse in the note of the figure 2, chart label as a and c but in the note write “…while b represent HA1600”. 

- Several instances show HA1_600 instead of HA1600. In the table 1, exponential values appears as 104 and 105 rather than the correct 10^4, 10^5 notation.
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