m |PF is believed to occur in genetically susceptible individuals following repeated or persistent epithelial injury.’

= CA-125 and CA19-9 are markers of epithelial damage that have been associated with disease progression in patients with IPF.23

= Nintedanib is an approved treatment for IPF, which reduces the rate at which the disease progresses.*

m  To investigate the effects of nintedanib compared with placebo on CA-125 and CA19-9 in subjects with IPF using data from the INMARK trial.

Trial design®

s Subjects with IPF and FVC =80% predicted were randomised 1:2 to receive nintedanib or placebo for 12 weeks, followed by an
open-label period during which all subjects received nintedanib for 40 weeks.
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= Blood samples were taken at weeks 4, 8, 12, 16, 20, 24, 36, and 52.
Analyses

m  We assessed:
— the rate of change in CA-125 and CA19-9 from baseline to week 12 using random coefficient regression

— changes in CA-125 and CA19-9 over 52 weeks using a mixed model for repeated measures.

Data were log. , transformed before analysis.

Analyses were performed in subjects who received =1 dose of trial drug and had analysable data for the biomarker.

Subjects

Effect of nintedanib on changes in CA-125

= The adjusted rate of change in CA-125 from baseline to week 12 was significantly different between the nintedanib and placebo

groups (Figure 1).

= Adjusted mean CA-125 levels decreased with nintedanib vs placebo from week 4. After week 12, a decrease in CA-125 was observed
in patients who switched from placebo to nintedanib, which was comparable to the initial decrease seen in the nintedanib group. From

week 20, CA-125 levels were similar between the groups (Figure 2).
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Figure 1. Rate of change in CA-125 from baseline to week 12
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Figure 2. CA-125 over 52 weeks
15 + |
i Nintedanib
14 1 o Placebo/nintedanib*
O
X~ 13
w0
SRS
52 21
EQ 4
T !
o< -
2° 10
?
9
I
8 T 'II T T T T ]
0 4 12 16 20 24 36 52
No. of subjects Week
Nintedanib 68 65 66 100 97 97 94 92
Placebo/nintedanib* 154 132 134 186 178 184 187 169
5 *Subjects received placebo (blinded) for 12 weeks followed by nintedanib (open-label) for 40 weeks.

Effect of nintedanib on changes in CA19-9

= There was no significant difference between the nintedanib and placebo groups in the adjusted rate of change in CA19-9 levels from

baseline to week 12 (Figure 3).

= Adjusted mean CA19-9 levels were similar in both groups over 52 weeks (Figure 4).
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Figure 3. Rate of change in CA19-9 from baseline to week 12
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Figure 4. CA19-9 over 52 weeks
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