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Body: Objectives: This study assessed the use of LCI as a more sensitive measure of improvement in lung
function in subjects with FEV1 in the normal range Methods: This Phase 2, randomized, double-blind,
placebo-controlled, multicenter, crossover study evaluated the effect of ivacaftor on LCI derived from
multiple breath washout of SF6 using an open system Innocor device. Key inclusion were age ≥6 years, a
G551D-CFTR mutation on at least one allele, FEV1 >90% predicted, and LCI >7.4 (upper limit of normal).
Ivacaftor 150 mg or placebo was administered q12h for two 4-week periods with a 4-week washout in
between. Results: Mean (SD) baseline parameters for the 20 randomised patients were 16.6 (10.9) years
for age, 9.0 (1.5) for LCI and 97.2 (10.6) percent predicted for FEV1. The treatment effect of ivacaftor for
adjusted mean change from baseline in LCI at Day 29 was -2.07 (P=0.0004) whereas the mean change
from baseline in FEV1 was 7.0% (P=0.0117). Treatment difference for the mean change from baseline in
sweat chloride was -45.8 mmol/L (P<0.0001). In the ivacaftor period, adverse events were reported in 13
subjects and serious adverse events in 2 subjects; the correspondent changes in the placebo period, were
AEs in 15 and SAEs in 1 subject. Conclusions: In subjects with CF who have mild lung disease, ivacaftor
treatment improved ventilation inhomogeneity as measured by LCI and respiratory function as measured by
percent predicted FEV1. Adverse events were consistent with previous ivacaftor studies and mostly related
to manifestations of CF. Sponsored by Vertex.
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