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Introduction and Aims Conclusion

The open-label Phase 1b ATLAS study compared the safety and tolerability of two
doses of inhaled pirfenidone (AP01) 100 mg twice daily (bid) and 50 mg once daily AP01 100 mg bid This analysis suggests that 100mg bid of nebulised pirfenidone has superior
(gd) in IPF. In light of the disease severity and availability of licensed treatments an Statistically-significant benefit (p<0.05) vs placebo from all studies efficacy compared to placebo

active control was selected (ie 50mg once daily).

Population Difference in LS Means (95% C.L), P-Value In contrast, the lower dose (50mg gd) was comparable to placebo, supportin
Progression of FVC over 48 weeks was modeled by a linear regression with random ’ ( g qd) P P , SUPP 2

intercept and slope effects. The study demonstrated a statistically significant benefit INFULSIS1 15254, 329) 1 0.0063 ' >0mg qd as a non-effective dose.

of APO1 100mg BID compared to 50mg QD, based on the slopes of mean change in . . e .

FVC % predictged over 42 weeks _0.4{; [95% ClI: -3.2, 2.3] F\)/S _4.9% [-7.5, _g2.3]’ INPULSIS-2 149 ( 24, 275) These fmqlmgs build on the. existing data from the ATLAS study which showed
respectively. The difference in slopes (100mg BID — 50mg QD) was 4.5% (95% Cl: 0.7, the superiority of 100 mg bid to 50 mg qd

8.2; p=0.022, equating to 154 ml [95% Cl: 25, 284] ) at 48 weeks (1) INBUILD 116 (11, 222)

The results support the continued clinical development of nebulised APO1 in
fibrotic lung diseases.

To evaluate the effectiveness of APO1 100 mg bid relative to placebo from previously-

. . . ASCEND 205 (87, 323) | 0.0007
conducted pivotal ILD studies, meta-analysis was performed.
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Placebo groups were collected from available data for 4 reference studies — | AP(;;I. >0 rlng ﬂd. 1 studs References
INPULSIS-1 and INPULSIS-2 (2), INBUILD (3) and ASCEND (4) Results comparable to placebo in all studies
To account for key population differences between ATLAS and reference studies, Population Difference in LS Means (95% C.L), P-Value

1. West, A. et al. Inhaled pirfenidone solution (APO1l) for IPF: a
randomised, open-label, dose—response trial. Thorax Published Online

weights were assigned to ATLAS subject values to match the mean baseline
characteristics of each reference study

INPULSIS-1 48 (-96, 191) | 0.5154

_ _ o . | -irst: 22 March 2023
The tollowing baseline characteristics were used to normalize populations across INPULSIS-2 9 (-121, 138) : 2. Richeldi, L. et al. Efficacy and Safety of Nintedanib in Idiopathic
studies Pulmonary Fibrosis. New England Journal of Medicine 370, 2071-82
O Age INBUILD  -8(-119, 102) , (2014).
o Sex 3. Flaherty, K. R. et al. Nintedanib in Progressive Fibrosing Interstitial Lung

Diseases New England Journal of Medicine. 381, 1718-1727 (2019).
4. King, T. E. et al. A Phase 3 Trial of Pirfenidone in Patients with

o Baseline FVC percent predicted
o Baseline DLco percent predicted
o Time since diagnosis (excluded for INBUILD as data not available)

ASCEND 72 (-46, 191) | 0.2325

p-value M diopathic Pulmonary Fibrosis. New England Journal of Medicine 370,

2083-2092 (2014).
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. Sgnoroich L . et o Matahingacjste indiect comparsons:  new
’ i tool for timely comparative effectiveness research. Value Health 15,
placebo rates (5). The same approach was used to compare 50 mg gd with placebo in 940-947 (2012).

each reference study.
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