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Pulmonary disease

Cystic fibrosis 
(CF)

Cystic fibrosis 
transmembrane 
conductance regulator 
(CFTR)

In vitro studies suggest stabilizing two distinct 
steps of mutant DF508 CFTR protein folding 
could help treat CF. In vitro studies showed the 
DF508 mutation in CFTR disrupts two protein-
folding steps and leads to CFTR degradation. 
Computational and thermodynamic analyses of 
DF508 CFTR identified two sets of suppressor 
mutations that synergized to correct CFTR 
folding and restore protein function to wild-
type levels. Next steps include screening for 
compounds that affect each CFTR folding step 
and identifying which folding step is affected by 
existing CFTR-targeted compounds. 
Vertex Pharmaceuticals Inc.’s VX-809, a CFTR 
corrector, is in Phase II trials to treat DF508 CF. 
Vertex’s VX-661, also a CFTR corrector, is in 
preclinical development to treat DF508 CF.
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