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MEAN CELLULAR AREA (AU)

-Alpha smooth muscle actin

v- tubulin
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Figure 7

BTGF-p

& TGF-8 + itraconazole

b jiges 426 -1.96
{pcn 414 2.72
luar -3.09 -2.00
bar | 261 2.84
e 2.06 1.15
SMADS 211 1.61
lpLAU _1.58 1.41
INFKB1 -1.26 1,05
GREML -1.28 1.78
CERPB _1.16 244
TInaP4 -1.25 1.67
fiL12RA2 -1.25 1,90
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Figure 8
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FTCH gene evpresson

Hh tnduction Stimulus inhibitor Average RLQ | Standard Deviation N
Untreated Untreated 1.00 .03 3

shh-N {1mg/mt) DMSO 2.55 0.24 3
Shh-N [1mg/mt) S5uM Cyclopamine 1.00 0.22 3
1M ltraconazole 0.86 018 3

Shh-N {Amg/m1}

e expression

Hh Induction Stimulus inhibitor Average RLQ Standard Deviation N
Untreated Untreated 1.00 0.04 3

Shh-N {1mg/mL) DMSO 13.00 292 3
Shh-N {1mg/mL)} 5uM Cyclopamine 0.21 0.15 3
Shh-N {1mg/mi) 1uM ltraconazole 0.32 0.02 3
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Figure9
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Figure 11
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Figure 12
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Figure 13
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Figure 16

Characterization of the Modified Ashcroft Scale

0 Alveolar septa: No fibrotic burden at the most ftimsy small fibers in some alveolar walls
Lung structura: Normal fung

1 Alveolar sopta; tsolated gentle fibrotic changes {septum < 3x thicker than normal)
Lung structure: Alveoli partly enfarged and rarefied, but no fibrotic masses present

2 Alveolar sapta: Clearly fibrotic changes (septum > 3x thicker than normal} with knot-llke formation but not
connected to each other .
fung structure: Alveali partly enlarged an

eﬁed ‘but no fibrotic masses

3 Alveolar septa: Contiguous fibrotic walls (septurn » 3x thicker than normat} prednmmantlym whole mlcroscoplc
field
Lung structure: Alveoli partly enlarged and rareﬁed, but no fibrotic masses

4 |l Aveolarsepta: Variable
h Lung structure: Single fibrotic masses (s 10% of m:croscoplcf ield)

5 Alveolarsepta: Variable
Lung structure: Confluent fibrotic masses (> 10% and < 50 % of microscopic field). Lung structure severely damaged

but stifl preserved

6 i -&lveolar septa: Variable, mastly not existent.
 Lung structure: Large cantiguous fibrotic masses (> 50 % of microscopic field). Lung arch:tecture mostly not
| preserved

7 Alveolar septa: Non-existent

Lung structure: Alveoli nearly cbliterated with fibrous masses but still up 1o five air bubbles

§ - Alveblar septa: Non-existent : SR
Lung structure; Microscopic fi led with complete obliteration with fibrotic masses
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Figure 17a
a Histology scoring
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ABDE FGH I JK LM
Group

A-Vehicle implantation

B-25 mgikg Bleo + Vehicle 1 (45% beta-cycledaxtrin) SID
D-26 mgikg Bleg + ltraconazole 6 mg/kg SID
E-26 mg/kg Blgo + liraconazole 10 mglkg SID
F-25 mg/kg Bleo + |traconazole 26 mgikg SID
G-26 mg/kg Bleo + liraconazole 60 mg/kg SID
H-26 mg'kg Bieo + Cmpnd #42 @ 5 mg/kg SID
1-25 mg/kg Bleo + Cropd #42@ 10 mgfkg SID
J-25 mgikg Bleg + Cmpg #42 @ 26 mglkg SID
K-25 mgikg Bleo + Cmd #42 @ 50 mglkg SID
L-26 mg/kg Bleo + Pifenidone, 400 mg/kg BID
M-25 mo/kg Bleo + AMI 152 30 mgikg BID
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Figure 17b

60 4

50+

% STAINED AREA

40 4

A B DE FGH I J K L M
Group
A-Vahicle impiantation
B.25 mg/kpg Bleg + Yehicle 1 (45% beta-gycledoxtrin) SID
D-25 mg'kg Bleo + ltraconazole & mgfkg SiD
E-26 mg/kg Bleo + ltraconazole 10 mg/kg SID
F-26 mg/ikg Bleo + ltraconazole 25 mg/kg SID
G-25 mg/kg Bleo + ltraconarzole 50 maikg $ID
H-25 mgfkg Bleo + #42 @ 5 mg/kg SID
1-26 mg/ig Bleo + Crapd #42@ 10 mglkg SID
J-26 me/kg Bleo + Cmpd #42 @ 25 mgikg SID
. K-26 maikg Bleo + Cmpd #42 @ 50 mg/kg SID
L-26 mg/kg Bieo + Pifenidone 400 mg/kg BID
‘M-25 mp/kg Bleg + AMI 152 30 mg/kg BID
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