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Treatment of stature using CNP 

 

Short stature and craniofacial abnormalities are common findings in patients with RASopathies. 

However, the etiology of these conditions remains unknown, and available treatments to promote 

growth are not devoid of risk. Preclinical research focused on the skeletal maladies associated with 

FGFR3 activating mutations and neurofibromatosis type 1 (NF1) highlighted the importance of 

properly regulated RAS/ERK signaling during the process of endochondral formation, which give the 

skeleton its size and shape. These studies revealed that chronic activation of RAS/MEK/ERK 

signaling in growth plate chondrocytes, triggered by activating mutations in FGFR3 or NF1 loss of 

function, impairs their differentiation and function, leading to short stature and impaired bone healing. 

In both conditions, RAF-1 inhibition by C-type Natriuretic Peptide (CNP) improved bone growth in 

preclinical animal models; a pharmacokinetically stable, recombinant version of CNP is currently in 

clinical trials for the treatment of dwarfism caused by FGFR3 mutations. CNP thus represents a 



potential targeted therapeutic drug to improve the stature of patients affected with disruption of the 

RAS/MEK/ERK pathway. 
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