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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 provides a comprehensive and timely literature review on esmethadone (REL-1017), a novel NMDA receptor antagonist under investigation for Major Depressive Disorder (MDD). Given the significant limitations of current antidepressants—especially their delayed onset and low remission rates—this review addresses a critical need in psychiatric pharmacotherapy. It synthesizes preclinical and clinical evidence supporting esmethadone's efficacy, safety, and positioning within the current treatment landscape. The manuscript is of high value to clinicians and researchers exploring novel rapid-acting antidepressants.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	yes
	

	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 and clearly summarizes the key findings and relevance of esmethadone for MDD. However, one suggestion is to include specific Phase 3 trial names (e.g., RELIANCE-I, RELIANCE-II) to emphasize the robustness of clinical data. Additionally, noting the oral route of administration explicitly would strengthen the practical implications.

Suggested addition:
"Notably, esmethadone’s oral administration and minimal dissociative effects make it a compelling outpatient alternative to ketamine-based therapies."


	

	Is the manuscript scientifically, correct? Please write here.
	The manuscript is scientifically sound, well-structured, and well-referenced. It integrates mechanistic insights with clinical evidence effectively. The pharmacological explanations are accurate, including NMDA receptor subunit specificity and downstream molecular cascades (e.g., AMPA activation, BDNF, mTOR). The discussion is balanced, acknowledging limitations and ongoing research needs.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	The references are adequate, relevant, and recent, covering both foundational and cutting-edge literature (through 2024). No additional references are required at this time.
	

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


	The manuscript is written in clear, scholarly English suitable for academic publication. Minor typographical corrections may be needed, but the overall language quality is excellent.


	

	Optional/General comments


	  Consider restructuring the "Positioning within the Therapeutic Landscape" section to better emphasize esmethadone's niche between SSRIs and ketamine.

  Adding a comparative summary table (e.g., esmethadone vs. ketamine vs. SSRIs) would enhance readability.

  Figures illustrating NMDA receptor subunit selectivity or signaling pathways would be a useful addition.
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