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Cystic fibrosis (CF) is an autosomal genetic disorder caused by mutation in the CFTR (Cystic Fibrosis
Transmembrane Conductance Regulator) gene resulting in the absence of the protein. A large number
of patients present at least one nonsense mutation, bringing severe phenotypes (1). Nowadays, no
definitive cures exist for nonsense mutations-related disorders (NRDs), however, small molecules as
translational readthrough-inducing drugs (TRIDs) seem to have a promising therapeutic potential for
the treatment of many genetic disorders as CF (2).

Three optimized read-through compounds (NVs), NV848, NV930, and NV914, recently discovered
and patented by our group seem to have potential efficacy in the treatment of nonsense mutations of
the CFTR gene in vitro and are safe in vivo (3, 4). Since animal model provides an invaluable resource
for the identification of potential therapies for genetic disorders and the assessment of in
vivo effectiveness of potential therapies targeting nonsense mutation, we tested the ability of N\VV848
molecule to restore CFTR in pulmonary tissue of a mouse model for CF, carrying
the G542X nonsense mutation (5). The G542X mouse model has reduced Cftr mRNA levels and the
absence of CFTR function. To evaluate the rescue of CFTR protein by NV848 TRID, G542X
homozygous mice were treated with the molecule for 2 weeks. After oral treatment, the expression
of the protein was analysed by Real-Time RT PCR and immunoblotting in lung tissues.

NV848 treatment results in a significant higher amount of the CFTR protein, compared to the
controls. This encouraging result suggest a potential in vivo efficacy of the TRID molecules and
confirm the animal model a useful and relevant tool for the evaluation of potential personalized

therapy in CF.
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