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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.

	Risk factors of metabolic syndrome seem to drive incidence of gallstone disease into faster icrease between men Although data are not universal several reports point towards it Thus it is mandatory to better understand the pathophysiology and pathogenesis behind this epidemiological shift in paradigme. Thus a review highlighting those changes as well mechanism behind them is useful
	

	Is the title of the article suitable?
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	“Biological, Metabolic, Lifestyle, and Clinical Factors leading to a faster increase of gallstone disease prevalence in men” seems to be better 
	

	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 should better describe the content of the review providing a brief precis of the document Half of it or more describes the introduction and the aim of the study Thus it should be better balanced
	

	Is the manuscript scientifically, correct? Please write here.
	Data on gallstone disease epidemiology; incidence and prevalence among both genders in different parts of the world should be included in the review in addition to a reference to an age related subgroup report. More details on pathophysiology including the role of gut microbiome would be useful More details on the role of adipose tissue and related hormones like adiponectin or leptin should be reported The effect of metabolic changes in DM should be described in more details The effects of lipid metabolism and mitochondrial alterations as well as ROS production in bile salt production motility disorders and lipid metabolism should be described For every risk factor a plaucible mechanism of action should be provided Moreover the effect of every risk factor expressed as RF with confidence intervals should be provided Authors should avoid going back and forth repeating things providing scatter details from pieces of evidence found .They should focus into organizing data in a comprahensive net Prostate Ca is a different entity and should be descibed separately
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	Novacek G. Gender and gallstone disease Wiener Medizische Wochenschrift 2006;156:527-33

Ning Q, et al. Estimating global prevalence of gallbladder stones in general population from 2000 to 2024: systematic review and meta-analysis Ann Med 2025;57:2570795 

Arida AU, Ruhl CE Increasing gallstone disease prevalence and associations with gallbladder and biliary tract mortality in the US Hepatology 2023;77:1882-95
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