= Inthe INBUILD trial in subjects with chronic fibrosing ILDs with a progressive phenotype (other
than idiopathic pulmonary fibrosis [IPF]), nintedanib reduced the rate of decline in forced vital
capacity (FVC) (mL/year) over 52 weeks by 57% versus placebo.’

= Although the INBUILD trial was not designed to study individual ILDs, subgroup analyses
suggested that there was no heterogeneity in the treatment effect of nintedanib across subgroups
by ILD diagnosis.? In patients with autoimmune disease-related ILDs, nintedanib reduced the rate
of decline in FVC (mL/year) by 58% versus placebo.

= Adecline in FVC of >10% predicted has been associated with mortality in patients with
autoimmune disease-related ILDs.>*

s To analyze the effects of nintedanib on categorical changes in FVC in subjects with autoimmune
disease-related |LDs in the INBUILD trial.

Trial design’

= Subjects had an ILD other than IPF, diagnosed by the investigator according to their usual clinical
practice, reticular abnormality with traction bronchiectasis (with or without honeycombing) of
>10% extent on HRCT, FVC =45% predicted and diffusing capacity of the lungs for carbon
monoxide (DLco) >30%—-<80% predicted.

= Subjects met >1 of the following criteria for ILD progression within the 24 months before
screening, despite management as deemed appropriate in clinical practice:

Relative decline in FVC =10% predicted

Relative decline in FVC =5%—-<10% predicted and
worsened respiratory symptoms

Relative decline in FVC =5%—-<10% predicted and
increased extent of fibrosis on HRCT

Worsened respiratory symptoms and increased
extent of fibrosis on HRCT

= Subjects were randomized to receive nintedanib 150 mg bid or placebo, stratified by HRCT
pattern (usual interstitial pneumonia [UIP]-like fibrotic pattern or other fibrotic patterns).

Analyses

= In the subgroup of subjects with autoimmune disease-related ILDs, we analyzed
— Absolute change from baseline in FVC (mL) at week 52
— Absolute change from baseline in FVC % predicted at week 52

— Proportions of subjects with absolute and relative declines in FVC >5% and >10% predicted
at week 52.

https://www.usscicomms.com/respiratory/ACR2020/Matteson

Subjects

r

Subjects with autoimmune disease-related ILDs (n=170)
Other autoimmune ILDs*
MCTD-ILD

*Subjects with an autoimmune disease noted in the “Other fibrosing ILDs” category of the case report form, including Sjoégren’s disease-related ILD, IPAF and
undifferentiated autoimmune disease-related ILD.
RA, rheumatoid arthritis; SSc systemic sclerosis; MCTD, mixed connective tissue disease; IPAF, interstitial pneumonia with autoimmune features.

RA-ILD

Baseline characteristics of subjects with autoimmune disease-related ILDs

53% female

& Mean (SD) age 64 (11) years
(SD) age 64 (11) y
| —

50% former or current smokers

75% UIP-like fibrotic pattern on HRCT

Mean (SD) FVC 70.9 (14.9) % predicted

Mean (SD) DLco 48.0 (15.1) % predicted

77% taking DMARDs and/or

glucocorticoids’

Based on WHO standardized drug groupings, including baricitinib and excluding denosumab.

Absolute changes from baseline in FVC at week 52
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Nintedanib (n=82) Placebo (n=88)

-185.7

Difference: 93.0
(95% CI: 14.1, 172.0)
Relative reduction: 50%
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Nintedanib (n=82) Placebo (n=88)

Difference: 3.3
(95% CI: 0.9, 5.6)
Relative reduction: 55%

Categorical changes in FVC % predicted at week 52

m  The proportions of patients with absolute declines in FVC >5% predicted or >10% predicted at
week 52 were lower in the nintedanib group than in the placebo group (Figure 3).

®
OR 0.43 OR 0.33
(95% CI: 0.21, 0.85) (95% CI: 0.14, 0.80)
nominal p=0.015 nominal p=0.014
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,i__’ Absolute decline in FVC ,i__’ Absolute decline in FVC
: >5% predicted - >10% predicted
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Values shown are the percentages of subjects with the respective decline. Missing values were imputed using a multiple imputation approach. Based on a logistic
regression model including baseline FVC % predicted and fibrotic pattern on HRCT (UIP-like fibrotic pattern or other fibrotic patterns). OR, odds ratio.

= The proportions of patients with relative declines in FVC >5% predicted or >10% predicted at
week 52 were lower in the nintedanib group than in the placebo group (Figure 4).

OR 0.47 ® OR 0.46
(95% CI: 0.24, 0.91) (95% CI: 0.22, 0.94)
nominal p=0.024 nominal p=0.033
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,i__’ Relative decline in FVC ,i__’ Relative decline in FVC
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Values shown are the percentages of subjects with the respective decline. Missing values were imputed using a multiple imputation approach. Based on a logistic
regression model including baseline FVC % predicted and fibrotic pattern on HRCT (UIP-like fibrotic pattern or other fibrotic patterns). OR, odds ratio.
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