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PART 1 (Importance of the manuscript)


	
	Comments of the Reviewers
	Author’s Feedback 


	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 holds major value for scientists by thoroughly reviewing transethosomes—a cutting-edge nanotech drug delivery system that tackles key RA therapy challenges like poor joint penetration, low bioavailability, and toxicity from drugs such as methotrexate. It pulls together preclinical data showing 2-3x better deformability, 10-20x higher synovial buildup, and 65-75% disease control at lower doses than standard options, pointing to game-changing potential for millions with RA. Plus, its side-by-side analysis of liposomes, niosomes, and other carriers, with a 4-6 year outlook for clinical use, makes it essential for pushing forward targeted treatments in inflammatory conditions.
	



PART 2.1 (Objective Publication)

	


	
	Rating of the Reviewers
	Author’s Feedback 

	1. Is the title clear and appropriate for the paper? 
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	2. Is the abstract of the article comprehensive? 
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	1
	

	3. Are the keywords appropriate and useful?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	2
	

	4. Is the background information of the paper sufficient and well organized?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	2
	

	5. Are the objectives clearly stated?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	6. Is the literature review relevant?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	7. Is the literature review recent?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	8. Is the literature search methodology explained properly? 
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	9. Is the Critical analysis of literature done?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	10. Is Identification of research gaps/future directions done ?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	11. Are the conclusions logically arrived?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	12. Are the limitations of the paper discussed?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	13. What is the Quality of references (i.e. from peer reviewed authentic sources)
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor 
N/A = Not Applicable
	3
	

	14. Is the manuscript written in clear and understandable language?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor 
N/A = Not Applicable
	3
	



PART 2.2 (Subjective Evaluation)

	
	Reviewer’s comment

	Author’s Feedback (It is mandatory that authors should write his/her feedback here)


	Is the title of the article suitable?

If your answer is NO, please provide a brief, clear suggestion for improvement.
	
	

	Is the abstract of the article comprehensive? 

If your answer is NO, please provide a brief, clear suggestion for improvement.
	No, the abstract is not comprehensive.
Rheumatoid arthritis (RA), affecting 0.5-1% of the global adult population, faces treatment challenges with DMARDs like methotrexate, which exhibit poor bioavailability, inadequate synovial penetration, and systemic toxicity—resulting in suboptimal outcomes for 30-40% of patients due to the synovial-blood barrier. Transethosomes, advanced elastic nanovesicles incorporating edge activators (e.g., ethanol, terpenes), provide 2-3× superior deformability over traditional liposomes, achieving 10-20× greater synovial accumulation through the EPR effect and enhanced cellular uptake. This review consolidates preclinical findings where methotrexate-loaded transethosomes deliver 65-75% disease suppression at reduced 0.5-1.0 mg/kg doses (vs. 25-35% for free drug), markedly lowering systemic exposure and toxicity. With clinical translation anticipated in 4-6 years, transethosomes herald a paradigm shift in RA management, offering superior efficacy and safety for millions worldwide.
	

	Is the manuscript scientifically correct? 

If your answer is NO, please provide a brief, clear suggestion for improvement.
	1) The paper relies heavily on preclinical CIA/AIA animal studies, claims "emerging clinical evidence" and 4-6 year availability, yet cites no Phase I/II human trials—risking nanomedicine's typical ~90% translational failure rate.
2) The hype feels excessive—labels like "genuine technological advancement" and "transformative" lack head-to-head comparisons with approved nanotherapies (e.g., liposomal doxorubicin) and overlook scaling hurdles like sonication heat and batch variability.
3) Safety concerns underexplored—notes reduced toxicity but ignores long-term nanoparticle organ accumulation, immunogenicity risks, terpene irritation, and lack of human PK data.
	

	Are the references sufficient and recent? 

If your answer is NO, please provide clear suggestion for improvement.
	References inconsistent: repeated citations (e.g., Durbin 1975 misused), mismatched sources (e.g., gastric mucosa studies in RA context), and no visible full bibliography—undermines credibility.
	

	Are there ethical issues in this manuscript?
(YES or NO)

(If yes, kindly please write down the ethical issues here in details)

	No
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