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ACQ, Asthma Control Questionnaire; AQLQ, Asthma Quality of Life Questionnaire; b.i.d., twice daily; Cl, confidence interval; FEF, forced expiratory flow; FEV,, forced expiratory volume in 1 second; FLU, fluticasone; GLY, glycopyrronium; ICS, inhaled
corticosteroid; IND, indacaterol; LABA, long-acting 32-agonist; LAMA, long-acting muscarinic antagonist; LSM, least squares mean; MF, mometasone furoate; 0.d., once-daily; PEF, peak expiratory flow; SAL, salmeterol; SGRQ, St George's Respiratory
Questionnaire; TIO, tiotropium
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24-week, multicenter, randomized, partially-blinded, parallel-group,

Phase llIb study in patients with uncontrolled asthma

Pre-randomization period

f  Run-in period
(2 weeks)

Open-label
AL/FLU

50/250 ucll
y)

Randomized treatment period (24 weeks)

Screening
period (1 week)

via Breezhaler®

(twice-dai
or 50/500 ug

(twice-daily) via Accuhaler® + TIO (5 ug once-daily) via R®

IND/GLY/MF high-dose (150/50/160 ug once-daily)

Follow-up period

Open label SAL/FLU high-dose (50/500 ug twice-daily)

Rescue medication available
Day-21 to Day-14 Day-14 to Day-1 Day 1 to Day 169

Randomization (1:1:1)

Primary endpoint Secondary endpoints

Exploratory endpoints

» Change from baseline in AQLQ total
score after 24 weeks

» Change from baseline in AQLQ and ACQ-7 total scores

» Proportion of patients achieving the minimal clinically important difference
in AQLQ of =0.5 and ACQ-7 of =0.5 (responders) over 24 weeks

» Change from baseline in trough FEV,, FVC and FEF 25-75%, over 24 weeks

» Health status (SGRQ), PEF and rate of
asthma exacerbations over 24 weeks

Study design [ARGON]: Patients (aged >18 years), symptomatic (ACQ-7 >1.5) despite treatment with LABA/ICS medium- or high-dose, received IND/GLY/MF high- (150/50/160 ug) or medium-dose (150/50/80 ug) 0.d. or SAL/FLU high-dose (50/500 ug) b.i.d.+TI0 5ug
o.d. for 24 weeks. The primary objective was to confirm the non-inferiority of either dose of IND/GLY/MF to SAL/FLU high dose + TIO in terms of AQLQ. Additional endpoints: ACQ-7, lung function, health status (SGRQ), exacerbations, and safety after 24 weeks.
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Rate ratio 0.57
0.30 (95% C 0.33, 0.98); P=0.042

0.25 (

reduction |

96 mL

0.20

improvement in trough
FEV, at week 24'

0.15

0.10

0.05
from baseline vs. SAL/FLU
high-dose (twice-daily) + TIO (once-daily) 0.00

(p<0.001)" IND/GLY/MF high-dose ~ SAL/FLU high-dose + TIO

Moderate exacerbations

Annualized rate of exacerbations
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*LS mean treatment difference: 0.073; one-sided non-inferiority p<0.001 for both comparisons. 'LS mean treatment difference: -0.124; p=0.004. *LS mean treatment difference: -2.00; p=0.04.

Study design [ARGON]: Patients (aged >18 years), symptomatic (ACQ-7 >1.5) despite treatment with LABA/ICS medium- or high-dose, received IND/GLY/MF high- (150/50/160 ug) or medium-dose (150/50/80 ug) 0.d. or SAL/FLU high-dose (50/500 ug) b.i.d.+TI0 5ug
o.d. for 24 weeks. The primary objective was to confirm the non-inferiority of either dose of IND/GLY/MF to SAL/FLU high dose + TIO in terms of AQLQ. Additional endpoints: ACQ-7, lung function, health status (SGRQ), exacerbations, and safety after 24 weeks.





