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	PART  1: Comments


	
	Reviewer’s comment
Artificial Intelligence (AI) generated or assisted review comments are strictly prohibited during peer review.

	Author’s Feedback (Please correct the manuscript and highlight that part in the manuscript. 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 critical and comprehensive overview of dose justification for nanoparticle formulations, addressing key challenges in bioavailability, pharmacokinetics, and regulatory considerations. It bridges the gap between preclinical data and clinical application, offering valuable insights for researchers developing nanomedicines. The proposed "Equivalent Dose Model" introduces an innovative approach to nanotoxicology, which could standardize risk assessment in the field. This work is highly relevant for scientists, clinicians, and regulators aiming to optimize nanoparticle-based therapies while ensuring patient safety.
	

	Is the title of the article suitable?
(If not please suggest an alternative title)

	
Dose Justification for Nanoparticle Formulations: Bridging Bioavailability, PK/PD, and Regulatory Challenges."
	

	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.

	1. Briefly mentioning the Equivalent Dose Model (a novel contribution).
2. Clarifying the clinical implications (e.g., reduced side effects with lower doses).
3. Adding a sentence on regulatory hurdles (e.g., FDA/EMA expectations).
	

	Is the manuscript scientifically, correct? Please write here. 
	The content is scientifically sound, but the following corrections are needed:
· Typo: "depends patient patient-related factors" → "depends on patient-related factors."
· Clarify the weighting factors in the Equivalent Dose Model (are these empirically derived or theoretical?).
· Justify the safety factor of 10 for HED (cite a guideline or study).

	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
-
	References are generally adequate, but consider adding:
1. A 2023/24 review on nanoparticle regulatory guidelines (e.g., Nature Nanotechnology).
2. Recent work on QSAR models for nanotoxicity (e.g., ACS Nano 2024).
	

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

	The language is technically proficient but occasionally dense. Suggestions:
· Simplify jargon (e.g., "non-Fickian diffusion" → "non-linear release kinetics").
· Fix minor grammatical errors (e.g., "the therapeutically effective dose" → "the therapeutic effective dose").
	

	Optional/General comments

	1. Humor Attempt: The LD₅₀ section could use a disclaimer: "No rats were overdosed in the making of this manuscript (we hope)."
2. Figure Suggestion: A flowchart comparing conventional vs. nanoparticle dosing would aid readability.
Overall Recommendation: Accept with minor revisions (grammar, clarity, and reference updates).
This chapter has tremendous potential and contains a wealth of valuable information. With some restructuring and additional visual aids, it could be as effective as a well-calibrated nanoparticle drug delivery system. 
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	Are there ethical issues in this manuscript? 

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