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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.


	The manuscript holds some properties, and types of actions of Esmethadone. Tried to help a big segment of society suffered from depression. With escalade social and economic problems this huge amount of people is likely to increase. The manuscript as it discussed clinical and molecular aspect of Esmethadone, it has a scholar aspect for future works.       
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	Yes the title is suitable, but it could be more developed like: 
Characteristics and interactions of Esmethadone at patients with major depressive disorder.
To attract more readers, and give the manuscript more value.           
	

	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 sited some important points. As it begins with presentation of the disease world widely spread at a huge number of people, followed with the suggested efficient medication, Supported with clinical evidences. Recent works on Esmethadone encouraged the author to organize such important manuscript.

This coherence made the abstract easy to understand.  
	

	Is the manuscript scientifically, correct? Please write here.
	Yes, as all scientific proofs were cited, as the effect of Esmethadone, most references existed. The targeted receptor that in accord with all previous works. Subsections are coherent each title hold the content of its paragraph. The objective mentioned in the introduction has well studied.
Use of Esmethadone aimed to low glutamatergic receptors activity, the use of NMDA were as best choice. 
Chemical interactions of different receptors were well compared.   
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	Reference 5 the title corresponds to a work by: Kyle AB Lapidus 1, Laili Soleimani 1, James W Murrough .. Neuropsychiatr Dis Treat. 2013 Aug 7;9:1101–1112. doi: 10.2147/NDT.S36689.

Reference 7 the title corresponds to a work by: H U Zeilhofer 1, D Swandulla, G Geisslinger, K Brune…Eur J Pharmacol. 1992 Mar 17;213(1):155-8. doi: 10.1016/0014-2999(92)90248-3
Reference 13: 2011 Jan;11(1):33-6. doi: 10.1586/ern.10.176.

Reference 20, 28 29, 32, 34 35 not found

Reference 33 : Efficacy and Safety of Esmethadone (REL-1017) in Patients With Major Depressive Disorder and Inadequate Response to Standard Antidepressants: A Phase 3 Randomized Controlled Trial

                                                                                                                  
	

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


	Yes, as all sections are understandable.                                                  
	

	Optional/General comments


	Some references should be decoded as FDA.                
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