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Supplementary results
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[bookmark: _Ref39914228]Supplementary Figure 1. E-RS™:COPD: A) total score; B) breathlessness subscale; C) cough/sputum subscale; D) chest symptoms subscale (per protocol set).
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Minimum clinically important differences are –2.0 for total score, –1.0 for breathlessness, and –0.7 for cough/sputum and chest symptoms. Data are least squares means treatment–placebo differences and 95% confidence intervals. *p<0.05; †p<0.01; ‡p<0.001 vs placebo. Least squares mean changes from baseline in the placebo group (N=50) were 0.73, 0.75, 1.43 and 1.78 at Weeks 1, 2, 3 and 4, respectively for the total score, 0.27, 0.31, 0.64 and 0.78 for the breathlessness subscale, 0.17, 0.16, 0.42 and 0.42 for the cough/sputum subscale, and 0.27, 0.26, 0.36 and 0.56 for the chest symptoms subscale. Data analyzed for 48, 66, 58, 61 and 47 patients in the ensifentrine 0.75, 1.5, 3 and 6 mg and placebo groups, respectively. Abbreviation: ERS:COPD™, Evaluating Respiratory Symptoms in COPD questionnaire.
[bookmark: _Ref34829085]Supplementary Figure 2. TDI focal score at Weeks 2 and 4 (per protocol set).
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The minimum clinically important difference is 1.0. Data are least squares means treatment–placebo differences and 95% confidence intervals. *p<0.05; †p<0.01; ‡p<0.001 vs placebo. Least squares mean TDI total scores in the placebo group (N=50) were –0.11 and –0.04 at Weeks 2 and 4, respectively. Data analyzed for 51, 71, 61, 64 and 48 patients in the ensifentrine 0.75, 1.5, 3 and 6 mg and placebo groups, respectively. Abbreviation: TDI, Transition Dyspnea Index.
[bookmark: _Ref38883237]Supplementary Figure 3. SGRQ-C total score and domains at Week 4 (per protocol set).
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The minimum clinically important difference for SGRQ-C total score is –4; minimum values for the domains have not been determined. Data are least squares means treatment–placebo differences and 95% confidence intervals. *p<0.05 vs placebo. Least squares mean changes from baseline in the placebo group (N=50) were 0.95, 1.63, –0.97 and 2.00 for the total score and the symptoms, activity and impacts domains, respectively. Data analyzed for 51, 67, 57, 63 and 45 patients in the ensifentrine 0.75, 1.5, 3 and 6 mg and placebo groups, respectively. Abbreviation: SGRQ-C, St George’s Respiratory Questionnaire – chronic obstructive pulmonary disease specific.
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