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	PART  1: Review Comments


	
	Reviewer’s comment
	Author’s comment (If agreed with the reviewer, correct the manuscript and highlight that part in the manuscript. Authors must write his/her feedback here)

	Is the manuscript important for the scientific community?
Please write a few sentences explaining your answer
	
	

	Is the title of the article suitable?
Do you have any alternative Title in your mind?
	
	

	Is the abstract of the article comprehensive?
If your answer is No, please provide suggestions

	
	

	Do you think the English quality of the article is suitable for 
scholarly communications?
If your answer is No, please provide suggestions
	
	

	Please provide your comments regarding the appropriateness
of different sections of the manuscript.
	This study successfully developed mannose-anchored rifampicin-loaded nanostructured lipid carriers (NLCs) for targeted drug delivery to alveolar macrophages. The synthesized targeting ligand, N-octadecyl-mannopyranosylamine, along with stearic acid and oleic acid, formed the NLCs via melt homogenization and ultrasonication. Comprehensive characterization showed these NLCs had good aerodynamic properties, sustained drug release, and maintained antimicrobial activity against Bacillus subtilis. Importantly, the NLCs demonstrated non-cytotoxicity and efficient internalization in alveolar macrophages (RAW 264.7), indicating their potential for use in inhaled tuberculosis therapy via a dry powder inhaler. This innovative approach holds promise for enhancing tuberculosis treatment.  
This article effectively outlines the aim and key outcomes of developing ligand-conjugated rifampicin-loaded nanostructured lipid carriers (NLCs) for inhalation therapy. The successful synthesis and characterization of mannose-conjugated lipids, efficient entrapment of rifampicin, and spray drying of NLCs are notable achievements. The study highlights the promising quality control parameters, such as particle size and polydispersity index, and demonstrates the potential for pulmonary administration through spherical, micron-sized particles. The formulation's antibacterial activity and efficient nanoparticle release after dispersion are significant strengths.
Suggestions 
Provide more detailed results and statistical analysis of the in-vitro release and antibacterial activity studies to strengthen the evidence for the NLCs' efficacy.
Include data on the stability of the spray-dried NLCs over time to ensure the formulation maintains its properties during storage.
Emphasize the importance of conducting in-vivo organ distribution studies to confirm the targeting efficacy and biodistribution of the NLCs within alveolar macrophages.
Safety Profile: Expand on the cytotoxicity studies and include any long-term safety data to ensure the formulation is safe for prolonged use.
Comparative Analysis: Compare the developed NLCs with existing rifampicin delivery systems to highlight the advantages and potential improvements over current therapies.
These additions would provide a more comprehensive understanding of the formulation's potential and pave the way for future research and clinical applications.
	

	Do you think that the references in the manuscript are proper, 
recent and sufficient?
If you have any suggestions, please write here.
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	Are there ethical issues in this manuscript? 
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