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	Title: From Infancy to Frailty: Age- and Disease-Linked Modulation of Drug Metabolism
General Comments from Reviewer: - The article comprehensively addresses how drug metabolism varies across different age groups and disease states. It systematically explains the three phases of drug metabolism (modification, conjugation, and excretion) and their modulation in neonates, children, adults, and the elderly. The manuscript also explores how hepatic, renal, cardiovascular, endocrine diseases, nutritional status, and genetic polymorphisms impact pharmacokinetics, reinforcing the need for individualized therapeutic strategies. The writing is well-organized, references are appropriate, and the discussion is scientifically sound.
· Article covers age-specific differences in drug metabolism from infancy to old age and provides detailed insights into the effects of diseases. Demonstrates a strong grasp of pharmacokinetic principles with extensive referencing from peer-reviewed sources.
· Article highlights implications for dosing strategies, adverse drug reactions, and the impact of polypharmacy in elderly and chronically ill patients. Stresses the importance of pharmacogenetics and predictive models, aligning with current trends in precision healthcare.
· Include a visual summary or comparative table summarizing metabolic changes across different age groups and disease conditions. This would help readers quickly grasp the key distinctions and implications.
· Expand briefly on clinical examples for Phase III metabolism (e.g., drugs affected by MRP transporters). When mentioning biomimetic catalysts, consider briefly stating their role in drug discovery.
· Add a case or brief example illustrating how gut microbiota alters specific drug outcomes. or the genetic variation section, include a table or list of common drugs affected by CYP polymorphisms (e.g., codeine, warfarin, tamoxifen).
The article can be published after minor revision.



