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does not clarify the differences and similarities between these 2 groups; I think this 

phrase can be deleted with no harm to the manuscript. If accepted the key words 

referring to them can be deleted and others like pathogenesis, pathophysiology, genetic 

etc. can be added I do understand that the manuscript is a narrative review, and no 

structured methodology is defined, but I recommend you to clarify the method for the 

paper selection/ search for the readers. 
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This review article aims to addresses the pathogenesis of Non-alcoholic Fatty Liver 

Disease in children and adolescence. Although the target is of clear relevance, the review 

does not, unfortunately, hit the target.  Main critiques 1. The several pathways 
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described in the pathophysiology of NALFD/NASH is reported in an acritical way. 

Much more perspective needs to be inserted to explain what is known, what is not and 

what we need to explore next.  2. In the title is mentioned that focus was put on 

children and adolescents as data indicate that the clinical course in these subjects may be 

quite different and more severe than in adults. Unfortunately, this issue is marginally (at 

least) addressed. The only potentially novelty of the Ms is the difference between 

pediatric and adult NAFLD;  several recent and less recent extensive review papers 

have been published on NAFLD/NASH 3. The Ms needs to have much more 

illustrations as the only Figure is inadequate to give the message. 
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In this manuscript, the authors provide a review of factors that contribute to the 

pathogenesis of progressive NAFLD. Discussion of these factors is framed as a transition 

in mechanistic understanding of the disease from the classic “two hit hypothesis” to the 
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more current “multiple hit model”. The manuscript is well written and provides a good 

summary of the field’s current understanding of several different factors that contribute 

to NAFLD development and progression. While the title implies a focus on pediatric 

NAFLD, this specific focus is somewhat lacking throughout the manuscript, a point that 

could be addressed by changing the title or adding some specific comparison and 

contrast to adult NAFLD. Overall, I do not have any major issues with the manuscript, 

but there are several minor issues (see attached "Comments to Authors" document) that 

could be addressed to improve its clarity and comprehensiveness. 
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