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There is a range of pharmacological, gene-based, and molecular interventions, many of 
which are in preclinical or clinical development: 
• PXT3003: This is the most advanced pharmacological candidate for CMT1A, consisting 
of a fixed-dose combination of baclofen, naltrexone, and sorbitol. It targets PMP22 over-
expression and is in phase III clinical trials, having shown efficacy in improving clinical 
and electrophysiological outcomes in earlier studies.[1-4] 
• Gene silencing therapies: Antisense oligonucleotides (ASOs), siRNA, shRNA, and 
CRISPR-Cas9 approaches are being developed to suppress PMP22 expression in 
CMT1A and to target other gain-of-function mutations. Notably, customized ASO therapy 



has shown efficacy in CMT2E (NEFL mutations) by reducing axonal degeneration bi-
omarkers in patient-derived models.[1][5-7] 
• Gene replacement therapies: Viral vector-mediated gene replacement is under investi-
gation for loss-of-function forms such as CMT1X (GJB1 mutations), CMT4C (SH3TC2), 
and CMT2A (MFN2). These approaches are progressing from rodent to larger animal 
models, with some nearing clinical translation.[1][6-7] 
• HDAC6 inhibitors: These agents improve axonal transport and have shown benefit in 
preclinical models of both demyelinating and axonal CMT subtypes.[1-2][4][8] 
• SARM1 inhibitors: Targeting axonal degeneration, SARM1 inhibition is a promising strat-
egy for CMT2A and other axonal forms, currently in preclinical development.[8] 
• Metabolic modulators: For SORD-related CMT, govorestat (an aldose reductase inhibi-
tor) is in clinical trials and may become the first approved drug for this subtype.[2][9] 
• Other molecular targets: These include modulation of the neuregulin pathway (myelin 
thickness), unfolded protein response (for misfolded myelin proteins such as MPZ in 
CMT1B), targeting macrophage activation, lipid metabolism, Nav1.8 sodium channels, 
and the P2X7 receptor in Schwann cells.[1][4][9-10] 
• Peptide therapies: For CMT2A, peptides that enhance mitochondrial fusion are in pre-
clinical testing.[8] 
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