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	Title: Unraveling the Genetic Basis and Pathogenic Mechanisms of Primary RCM
General Comments from Reviewer: - The manuscript provides a comprehensive review of the genetic underpinnings and molecular mechanisms of Primary Restrictive Cardiomyopathy (RCM). The article covers the clinical presentation, diagnostic techniques, and genetic mutations associated with RCM, along with genotype–phenotype correlations. It emphasizes the importance of precision medicine and highlights emerging molecular approaches like CRISPR and multi-omic data integration.
· The article addresses a rare but severe cardiomyopathy with increasing relevance due to advances in genetic testing. The manuscript flows logically, covering clinical, diagnostic, and molecular aspects.
· It successfully summarizes major genes (e.g., TNNI3, MYH7, DES, FLNC, LMNA) and explains their pathophysiological relevance with supported references and variant tables. Figure 1 and the two tables (gene functions and variants) are informative and well-integrated.
· While sarcomeric and cytoskeletal genes are well-covered, consider briefly discussing Non-coding RNAs (e.g., miRNAs or lncRNAs) regulating gene expression in RCM. Epigenetic mechanisms, which may influence gene-environment interactions in idiopathic cases.
· The manuscript mentions genotype–phenotype correlations, but further elaboration is needed. Include examples of how the same mutation can present with different clinical severities within or across families. Add clinical decision implications, e.g., when to recommend ICD or family screening based on genetic subtype.
· While the review focuses on genetic mechanisms, consider including a section on current and potential targeted therapies, e.g.: Myosin inhibitors, Antisense oligonucleotides and Precision gene therapy approaches (e.g., exon skipping for TTN mutations). Highlight management differences between genotypes (e.g., LMNA mutation → earlier ICD consideration).
The article can be published after minor revision.



