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ACQ, Asthma Control Questionnaire; b.i.d., twice daily; Cl, confidence interval; FEV;, forced expiratory volume in one second; FLU, fluticasone; GLY, glycopyrronium; ICS, inhaled
corticosteroid; IND, indacaterol; LABA, long-acting 2-agonist; LAMA, long-acting muscarinic antagonist; MF, mometasone furoate; 0.d., once-daily; SAL, salmeterol.
References 1. Kerstjens HAM, et al. Lancet Respir Med. 2020;8(10):1000-1012. 2. Of|L:{|0{°
Lancet Respir Med. 2020;8(10):1000-1012 [Supplementary appendix].
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Study design
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A multicenter, randomized, 52-week, double-blind study in patients with asthma

Double-blind treatment period (52 weeks)

Pre-randomization period §

Screenin Run-in

(2 weeks, RAEES)
Medlum to high Medium-dose
dose LABA/I S LABA/ICS?

Randomization 1:1:1:1:1

Follow-up period

IND/GLY/MF high-dose (150/50/160ug once-daily)
via Breezhaler®; placebo via D®

IND/MF high-dose (150/320ug once-daily)
via Breezhaler®; placebo via D®

SAL/FLU high-dose (50/500pg twice-daily)
via D®; placebo via Breezhaler®

Rescue medlcatlon§ available throughout study '
Day-28to Day-15 Day-14to Day-1 Day 1 to Day 365 30 days

Primary endpoint

Key secondary endpoint

» Change from baseline in trough FEV: with
MF-IND-GLY vs. MF-IND at week 26

» Change from baseline in ACQ-7 score with either dose

of MF-IND-GLY versus the respective dose of MF-IND
atweek 26.

Study design [IRIDIUM]: In this 52-week, double-blind, double-dummy, parallel-group, active-controlled phase 3 study, patients were recruited from 415 sites across 41 countries. Patients
aged 18 to 75 years with symptomatic asthma despite treatment with medium-dose or high-dose ICS-LABA, at least one exacerbation in the previous year, and a percentage of predicted
FEV; of less than 80% were included. Enrolled patients were randomly assigned (1:1:1:1:1) via interactive response technology to receive medium-dose or high-dose MF-IND-GLY (80 ug,
150 wg, 50 ug; 160 g, 150 g, 50 ug) or MF-IND (160 pg, 150 ug; 320 ug, 150 ug) o.d. via Breezhaler, or high-dose fluticasone-salmeterol (FLU-SAL; 500 ug, 50 ug) b.i.d.. The primary outcome
was change from baseline in trough FEVi with MF-IND-GLY versus MF-IND at week 26. Safety was assessed in all patients who received at least one dose of study drug.
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FEV: (5min-1h) with MF-IND-GLY, MF-IND and FLU-SAL
at different time points on Day 1 (full analysis set)’
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‘ IND/GLY/MF medium-dose == IND/GLY/MF high-dose

IND/MF medium-dose == IND/MF high-dose == SAL/FLU high-dose

Data are presented as LS mean.

Exacerbations
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Annualised rate of severe exacerbations

at week 52

1.6
2
S M
=
©
2 12
[J]
b
X 1.0
(S}
—
o Rate ratio (95% Cl),
o 08 0.58 (0.45-0.73); p<0.001
E
T 06 ' |
N
]
3
C . -
= Reductionin

annualized rate of
severe
exacerbations

High-dose
MF-IND-GLY

High-dose
FLU-SAL

EEFO

oo-

| FLU/SAL [HH| =&

Annualized rate of exacerbations

(]
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Study design [IRIDIUMI: In this 52-week, double-blind, double-dummy, parallel-group, active-controlled phase 3 study, patients were recruited from 415 sites across 41 countries. Patients
aged 18 to 75 years with symptomatic asthma despite treatment with medium-dose or high-dose ICS-LABA, at least one exacerbation in the previous year, and a percentage of predicted
FEV: of less than 80% were included. Enrolled patients were randomly assigned (1:1:1:1:1) via interactive response technology to receive medium-dose or high-dose MF-IND-GLY (80 ug,
150 ug, 50 ug; 160 ug, 150 ug, 50 ug) or MF-IND (160 ug, 150 ug; 320 ug, 150 ug) o.d. via Breezhaler, or high-dose fluticasone-salmeterol (FLU-SAL; 500 ug, 50 ug) b.i.d.. The primary outcome
was change from baseline in trough FEV: with MF-IND-GLY versus MF-IND at week 26. Safety was assessed in all patients who received at least one dose of study drug.




