SUPPLEMENTARY MATERIAL 
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Atherothrombotic risk factors: ≥65 years of age for men, ≥70 years of age for women; waist circumference ≥40 inches for men, waist circumference ≥38 inches for women, estimated glomerular filtration rate <60 mL/min and microalbuminuria (≥30‒300 μg/mg creatinine on a spot urine test or ≥30 mg albumin on a 24-hour urine collection), dyslipidemia, diabetes, or hypertension. Exclusion criteria included: current use of triple therapy (inhaled corticosteroid [ICS]/long-acting muscarinic agonist [LAMA]/long-acting β2-agonist [LABA]), COPD exacerbation within 4 weeks of screening, unstable or life-threatening COPD or CV disease, lung disease other than COPD, planned lung transplant or lung surgery, or malignancy treated within 5 years before screening.

Figure S1 Baseline versus concomitant treatment 
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aConcomitant users include patients who initiated treatment prior to randomization and continued beyond the first dose of study treatment
bBaseline users include patients who took treatment within 15 days prior to the administration of the first dose study treatment, regardless of continuation

Figure S2 a baseline treatment; b concomitant treatment subgroups
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Baseline users include patients who took treatment within 15 days prior to the administration of the first dose study treatment, regardless of continuation. Concomitant users include patients who initiated treatment prior to randomization and continued beyond the first dose of study treatment. Patients receiving LABA with ICS included those taking fixed and free combinations. Fixed combinations were defined as >1 drug in a single device; free combinations used multiple individual devices. Of note, monotherapy subgroups were defined as those not taking fixed combination and, therefore, they were not exclusive from other subgroups. Of the 517 patients receiving LABA or ICS monotherapy, 116 were taking a free combination of LABA and ICS

Figure S3 Moderate-to-severe COPD exacerbation rate during the first year of treatment by concomitant treatment (on-treatment)
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Data derived using the negative binomial regression model with treatment group, baseline ICS use, baseline COPD severity, history of ≥1 exacerbation in the past year, and smoking status as factors, and the log of the exposure time adjusted for the time the patients experience exacerbations as an offset variable. Concomitant users include patients who initiated treatment prior to randomization and continued beyond the first dose of study treatment

Figure S4 Change from baseline in trough FEV1 over 156 weeks in a patients receiving concomitant LABA (±ICS) and b patients receiving concomitant LABA+ICS
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FEV1 forced expiratory volume in 1 second, ICS inhaled corticosteroid, LABA long-acting β2-agonist, MMRM mixed model for repeated measures, n number of patients in analysis, N number of patients in the treatment group
***P < 0.001 for aclidinium versus placebo
Data are least squares means ± standard error. The analysis was based on an MMRM for change from baseline in trough FEV1 with pre- and post-bronchodilator (albuterol/salbutamol) FEV1 at screening visit and baseline FEV1 as covariates, and treatment group, smoking status, baseline ICS use, visit, and treatment-group-by-visit interaction as fixed effect factors. Visit is fitted as a categorical variable, and the variance–covariance matrix is assumed to be unstructured. Week 156 includes assessments from patients who completed 3 years treatment or who were on-treatment when the study was stopped. Concomitant users include patients who initiated treatment prior to randomization and continued beyond the first dose of study treatment

Figure S5 Change from baseline in CAT total score over 156 weeks in a patients receiving concomitant LABA (±ICS) and b patients receiving concomitant LABA+ICS
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CAT COPD assessment test, ICS inhaled corticosteroid, LABA long-acting β2-agonist, MMRM mixed model for repeated measures, n number of patients in analysis, N number of patients in the treatment group
Data are least squares means ± standard error. The analysis was based on an MMRM for change from baseline in CAT assessments with baseline CAT total score as a covariate, and treatment group, smoking status, baseline ICS use, visit, and treatment-group-by-visit interaction as fixed effect factors. Visit is fitted as a categorical variable, and the variance–covariance matrix is assumed to be unstructured. Week 156 includes assessments from patients who completed 3 years treatment or who were on-treatment when the study was stopped. Concomitant users include patients who initiated treatment prior to randomization and continued beyond the first dose of study treatment
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