
Supplemental Method 

Data were summarised and analysed by cohort/dose, treatment groups (including combined 

treatments) and/or pooled by continuous, cyclical and placebo as appropriate. For the efficacy 

analyses, the placebo patients were pooled from the three cohorts.  

Descriptive statistics (n, mean, SD, median, minimum and maximum) for patient demographics 

including age, weight, height, gender and other baseline characteristics were calculated for 

continuous data. Categorical data were summarised using ‘n’ and percentages based on the 

number of non-missing values.  

The primary efficacy endpoint was analysed using the analysis of covariance (ANCOVA) model 

using treatment and baseline macrolide use as fixed effect factors, and baseline CFU (in log10 

unit), as covariate. Patients from continuous- and cyclical-TIP groups within a cohort were 

pooled together as there was difference in terms of treatment given in both groups up to Day 29. 

Step-wise Dunnett’s procedure was used to control the family-wise type-I error rate (three dose 

levels versus placebo) at the two-sided 5% significance level. For all primary and secondary 

endpoint analyses, a nominal significance level of 0.05 (two-sided) was applied. 

Time to event variables (such as time to first pulmonary exacerbation, hospitalisation, use of 

anti-pseudomonal antibiotics) was analysed using a Cox regression model stratified by baseline 

macrolide use by including treatment as a fixed-effect factor, and number of pulmonary 

exacerbations in the 12 months prior to screening as a covariate. Hazard ratios and 95% CIs were 

provided. 

Rate ratios and 95% CI were provided for count data (such as number of pulmonary 

exacerbations, usage of anti-pseudomonal antibiotics) and were analysed using a generalised 

linear model, assuming the negative binomial distribution, including treatment and baseline 

macrolide use as fixed-effect factors, and number of pulmonary exacerbations in the 12 months 

prior to screening (only for analysis of exacerbations) as a covariate. The log exposure to 

treatment in years was included as an offset variable in the model; rate ratios and 95% CI were 

provided. 

An ad-hoc analysis of area under curve (AUC) for change from baseline in CFU (in log10 unit) 

was performed using an ANCOVA model using the same set of factors/covariates as included in 



primary analysis. AUC was derived using trapezoidal formula. For discontinued patients, AUC 

was based on baseline to the last available post-treatment visit. Intermediate missing values were 

estimated using linear interpolation. Adjusted means were displayed together with the associated 

standard error and 2-sided 95% CI. Pairwise comparisons of treatment versus pooled placebo 

were also conducted. Furthermore, CFU change from baseline was analysed using a linear 

repeated measure model (MMRM), using the unstructured covariance matrix. 

Data analysis was performed by ICON. Statistical analyses were performed using SAS® Version 

9.4. 


