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Figure 1
Body weight change
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Mixed-effects analysis with Dunnett's multiple comparisons test
p<0.05 vs BLM HEC 10 mivkg/PO/BID: D4 - D21
p<0.05 vs BLM Vehicle 250 mg/kg/PO/BID: D6-D21
p<0.05 vs BLM Vehicle 500 mg/kg/PO/BID: D1-D21

-o— Sham Saline

~#- BLM HEC 10 mL/kg/PO/BD

~e~ BLM Nintedanib 60 mg/kg/PO/BID
“© BLM Vehicle 250 mg/kg/PO/BID
“© BLM Cmpd 5 30 mg/kg/PO/BID
—®- BLM Vehicle 500 mg/kg/PO/BID
—~o— BLM Cmpd 5 65 mg/kg/PO/BID
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Figure 2

Survival
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Log-rank, Mantel-Cox test
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Figure 3

Mouse lung weight
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One-tailed Mann-Whitney test
*n<0,05 vs BLM HEC 10 mi/kg/PO/BID
#p<0,05 vs BLM Vehicle 250 mg/kg/PO/BID
##40,05 vs BLM Vehicle 500 mg/kg/PO/BID
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Figure 4
inspiratory capacity
{mean £ 5D}
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Unpaired ¢ test

*p<0,05 vs BLM HEC 10 mUkg/PO/BID
#p<0,05 vs BLM Vehicie 250 mg/kg/PO/BID
#4<0,05 vs BLM Vehicle 500 mg/kg/PO/BID
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Figure 5
Vital capacity
{mean £ 50}
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*p<0,05 vs BUM HEC 10 mUkg/POIBID
#p<0,05 vs BLM Vehicle 250 mg/kg/POBID
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Figure 6

Chord Compliance
{mean £ 50
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Figure 7

Forced vital capacity
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Figure 8
Forced expiratory volume at 100 ms
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Figure 9
Dynamic compliance
{mean + 5D}
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Figure 10

Ashcroft score
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Wilcoxon Signed Rank Test One-tailed Mann-Whitney test
#p<0,05 vs BLM HEC 10 ml/kg/PO/BID *p<0,05 vs BLM HEC 10 miskg/PO/BID
##p<0,05 vs BLM Vehicle 250 mg/kg/PO/BID **1<0,05 vs BLM Vehicle 250 mg/kg/PO/BID
###p<0,05 vs BLM Vehicle 500 mg/kg/PO/BID #**n<0,05 vs BLM Vehicle 500 mg/kg/PO/BID

_ Normal lung {no fibrosis)

Minimal fibrotic thickening of alveclar or bronchial walls {network of fine collagen fibrils)
m Moderate fibrotic thickening of walls without obvious damage to lung architecture

4 Fibrosis with damage of pulmonary structure {coarse fibrous bands or small fibrous masses,
intra-alveolar collagen fibrils)

m Large fibrous area with severe distortion of lung structure



% of COL1A1 positive surface (mean)
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Figure 11

COL1A1 positive surface (%)
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One-tailed Mann-Whitney test
*p<0,05 vs BLM HEC 10 mU/kg/PO/BID

**p<0,05 vs BLM Vehicle 250 mg/kg/PO/BID
#¥%p<0,05 vs BLM Vehicle 500 mg/kg/PO/BID
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Figure 12
Inflammation score: Lymphocytes
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###p<0,05 vs BLM Vehicle 500 mg/kg/PO/BID (3,05 vs BLM Vehicle 500 mg/kg/PO/BID
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Figure 13

Inflammation score: Eosinophiles
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Wilcoxon Signed Rank Test One-tailed Mann-Whitney test
#p<0,05 vs BLM HEC 10 ml/kg/PO/BID *p<0,05 vs BLM HEC 10 mi/kg/PO/BID
##p<0,05 vs BLM Vehicle 250 mg/kg/PO/BID **p<0,05 vs BLM Vehicle 250 mg/kg/PO/BID

###p<0,05 vs BLM Vehicle 500 mg/kg/PO/BID ***15<0,05 vs BLM Vehicle 500 mg/kg/PO/BID
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Figure 14
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Figure 14 (continued)

Compound 9
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Figure 14 (continued)
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