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	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 presents a novel nanotechnological approach that addresses a critical pharmacokinetic limitation in current malaria therapy the mismatch between the short half-life of artemether and the long half-life of lumefantrine. By engineering a triple-drug solid lipid nanoparticle system that co-encapsulates artemether, lumefantrine, and paracetamol, the study introduces an innovative strategy to synchronize drug release while simultaneously providing symptomatic relief. The findings contribute to the growing body of research on controlled and sustained drug delivery, demonstrating how nanocarrier systems can be optimized to improve therapeutic ratios, reduce dosing frequency, and potentially curb antimalarial resistance. This work not only advances the understanding of multi-drug co-delivery systems but also offers a practical foundation for next-generation combination therapies in malaria and other infectious diseases.
	

	Is the title of the article suitable?
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	“Quality-by-Design Optimization and Characterization of Artemether–Lumefantrine–Paracetamol Co-Loaded Solid Lipid Nanoparticles for Synchronized and Sustained Drug Release”
	

	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 well-structured, effectively presenting the study’s background, objectives, methods, results, and significance. However, it can be improved by reducing its length and removing some repetitive statements about the pharmacokinetic mismatch and synchronization concept. The focus should be maintained on the triple-drug SLN system and the major quantitative results, such as particle size, encapsulation efficiency, and release kinetics. Additionally, a clearer comparison between the SLN formulation and the free drugs would strengthen the results section. The conclusion should emphasize the translational relevance of the findings, particularly their potential to improve malaria treatment efficacy and compliance. Overall, the abstract successfully conveys the scientific importance of the study but would benefit from conciseness, sharper focus, and a stronger closing statement highlighting its future application.


	

	Is the manuscript scientifically, correct? Please write here.
	the manuscript is scientifically sound and technically well-executed. The experimental design follows a systematic and validated Quality-by-Design (QbD) approach using a Box–Behnken model, which is appropriate for formulation optimization. The methods for particle size analysis, encapsulation efficiency, DSC, and in vitro release studies are standard, reliable, and well-documented in nanomedicine research. The data interpretation is logical and consistent with known principles of solid lipid nanoparticle behavior, including the relationships between lipid composition, particle size, and release kinetics. The kinetic modeling and mechanistic explanations are accurate and align with established drug release theories. Overall, the study demonstrates good scientific rigor, reproducibility, and internal consistency, with no major methodological or conceptual errors evident.
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	To strengthen the scientific depth and ensure the work reflects the most current research, it would be beneficial to include more recent references (2018–2024) related to malaria nanomedicine, SLN-based drug delivery, and pharmacokinetic synchronization.
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