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	Reviewer #1 This is a well documented review focusing on the role of TGF-β pathway in the Marfan syndrome. Comments: - The manuscript would highly benefit from revision by a native English speaker before re- submission. At present, it requires extensive editing to bring it up to standards. - Many references are missing. Below is a non exhaustive list: - “Recently, the connection between fibrillin-1 homeostasis and a new molecule family, called ADAMTS (A Disintegrin And Metalloproteinase ThromboSpondin motifs) has been studied.” - “Mutations in ADAMTS10 and fibrillin-1 genes cause Weill-Marchesani syndrome.” - “One feature, lens ectopy is common in these two syndromes, while several symptoms of Weil-Marchesani syndrome are the opposite of those that typical to Marfan syndrome including bradydactily, small stature, articular rigidity.” - “Dysfunction of ADAMTS leading to dislocated lens has been described in another study.” - “The ADAMTSL6β protein was reported to play an essential role in connective tissue structurization and regeneration.” - “Expression of ADAMTSL6β improved microfibril impairment following periodontal ligament injury in a Marfan mice model, and it also stimulates microfibril regeneration.” - “Moreover, the level of TGF-β released in high concentration is being reduced in the periodontal ligaments right after ADAMTSL6β administration.” - Some references are inappropriately cited: “Losartan administration brought important results, including each of the development of characteristic Marfan symptoms following administration in the Marfan mice [34].” “[34] Forteza A, Evangelista A, Sanchez V et al. Study of the efficacy and safety of losartan versus atenolol for aortic dilation in patients with Marfan syndrome. Rev Esp Cardiol, 2011; 64(6):492-8.” - The title should be modified to reflect the fact that the manuscript focuses on the role of TGF-β pathway in the Marfan syndrome. - The manuscript should be re-structured: the paragraph entitled “The role of TGF-β in the manifestations of Marfan syndrome” should be divided into sections describing “the TGF-β activation pathways”, “the TGF-β signal transduction pathways’, and “the TGF-β pathway hyperfunction”. - The genetic component is superficially described. The authors report that there are “more than 1000 variation(s) in mutation” in FBN1. Is there a correlation between the position of the FBN1 mutations and the phenotype? As stated by the authors, FBN1 has also been associated with the Weill-Marchesani syndrome. Mutations in FBN1 were also reported in at least 6 other phenotypes. This is not discussed in the manuscript. The authors report that mutations in TGFBR2 have been associated with the Marfan syndrome. Mutations in TGFBR1 were also reported in the case of type-2 Marfan syndrome. This should be mentioned in the review and the clinical outcomes should be described, especially since “Clinical outcomes appear similar between treated patients with TGFBR2 mutations and individuals with FBN1 mutations (Attias et al. (Circulation 2009). - Figures: please check for spelling mistakes (replace “compilant” by “compliant”). 
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