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Disease progression and Mortality in ARTEMIS-IPF and GAP Cohort
subjects with low vs. high serum LOXL2 levels

100+ Disease Progression
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FIG. 13A
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Percent Subjects in Different LOXL2 Categories by Baseline Ishak Stage

i
1

s N N

%
5 (4
4

Ishak Siage ot Baseline
”;
1

21/43

PCT/US2013/067591

TN

3

Tl

& oW W

spelang %

Serum LOXLZ ipgiml)

FIG. 15



PCT/US2013/067591

WO 2014/070939

22/43

D91 DI

5
fi:4
, 2
-
2
o
N
- G
g

Zo=N

d

8002

SIBOINY 0 JRsiasey U sielong

B} X0 wnisg

F=H

a

R

s

41314

GG

{puid} 21RO winseg

%43

SISOULIT alEIsIed Yk sjoalgng

$199[QNs gHD Ul S|9AS] ZTXOT WNJSS (02 XM) OFZ-329Mm pue (79) auljaseg



PCT/US2013/067591

WO 2014/070939

23/43

H9I DI

‘ iy
4]
e .
” \.\..\im“w

S804 up uoonpay aBRIS 7 2 Yy $199lqng SOYLIDHION

(91 DIA

Il 4, g Ll
P
[% 4

0004
005}
B60Z
Dosz
D008

£

s1s0uI o) uossaiBolg yum sosigng

$399[qNs gHD Ul S|9A3] Z1XOT WNJSS (07T M) 0FZ-399m pue (1) auljaseg

Aisés‘i;ﬁﬁ} IO wneg

{pusBd) 21X Oy winieg



PCT/US2013/067591

WO 2014/070939

24/43

LI DI

(B} 2THG winieg
} 3 ; g

wawsacuduy siBojoisiy
$0 I0ppRig B 82 IO suljesey

Juswanosdwl| 2180|01SIH JO JOIDIP3Id € Se ZIXOT 2uljaseq

&
2
&

soslgng ¥



WO 2014/070939

P <0.001

P < 0.001

PCT/US2013/067591

25/43

N\

N\

38%
39%

EEEXEEEEEE

sjuaned Jo a8ejuadiad

Year 1 Year s

Baseline

FIG. 1§



PCT/US2013/067591

WO 2014/070939

26/43

6l OI4

88=N T9=u T9=u 88=N
0T %o9M bt 2aM C1 P9 ouijaseg

LOEDERUBNTY JO AT o oo
C mw mmvwwhw \\\\\\\..\\\\\\\
LB vl

poliad Juawieas] yoam-Qpz J9A0 S193[qNns gHD Ul S|9AI] ZTXO1S

00¢
a0y
009
008
0001
Hi7AS
ocovi
0091

0081



PCT/US2013/067591

WO 2014/070939

27/43

q0¢ DI

2100 SIS0Jq14 Yeys| pauulg

94-v4 €4-04
2@

(ASUlIYM-UUBIN-UOXOI|IMN)
1000°0>d

[ 0001

[ 000¢

[ 000€

 000%

[ 0009

- 0009

VOC DIA

(jw/3d op) uoneaynuenb joywim

21095 SISouqI4 Yeys

949 G4 ¥4 €41 ¢4 T4 04

|w/3d ZIXO1

%% S vw
S R T
o =) i v
/ o v

3 Q
o D
Ry 2.

% Q

w5 o

x& v
% Q

4
xﬁ

9J00S SIS0JqI} Y eyYsS| auljaseq 03 Sulplodde S|aAd| Z1XOTS duljaseq

- 0001

- 000¢

[ 000€

- 0007

- 0009

L 0009

|w/3d ZIXO1



PCT/US2013/067591

WO 2014/070939

28/43

[C DI

3591 WINS YUBJ UOXOD|IM «

pajesuadwodag @ palesusadwo)
3 7
: 88=N
18=N
w «200°0 = d
9SeaSIP JOAI|

palesuadwodap SnSIaA palesuadwod Yim s129lgns gHD Ul S|9A”| Z1XO1S

[£%]
in

auljaseq 1e Z1X010130|




PCT/US2013/067591

29/43

WO 2014/070939

c¢ DI

|]9A3] 3402S UIYIM $323[QNs Jo JaquinN
1} SSOMOT —

24025 13N
SIRVLIETCITTI 0T 6 8 L 9
: LT RS
Al 8
o B 2
© - S 5
+ 7T S ORIRS:
| gl N
W - ...}ix%\\%w.llll S m il. qDIp_.
..... Tl T e | gel &
o e 3
- » 3
v 0T 0P
1T

ATdN *SA TXO'

$3102S @3N SholieA Ylim s123lgns gHD Ul S|9A3| ZIXOTS



PCT/US2013/067591

WO 2014/070939

30/43

aec HDIA JDEC DI

Vee DIA

.

9Se3SIP JDAI| 21181S9|0Y2D Ul UOISSaJdxa ul9104d Z1XOT



WO 2014/070939 PCT/US2013/067591

31/43

FIG. 24B

w ‘@mﬁ%&g SALRION

FIG. 24A

LOYLZNBE *

R AP OO O e O
\Q\\\- &\\\' 'Q\\\‘- - Q\\\\ ‘

wotssIdxg sapRpy

LOXL2 mRNA expression in animal cholestatic disease models



NS

LOXL2 doma

WO 2014/070939 PCT/US2013/067591

32/43

o2

bhanY
k3

P
e

w

4
A

Srsh enk

“

#7

7
BN

4

7
Iy

Nod e

“rh

AT ALY

s

34

T ered

S e

7

v

g

CATALYTIC DOMAIN

%
‘

> 7

%7,

TP

SIGNAL PEPTIDE

FIG. 25

SEQ ID RO 1



PCT/US2013/067591

WO 2014/070939

33/43

9¢ DIA

{pauuig) 21098 SISCJGLY Heus]

L0000 > d
BI00C SISCIGLY "SA UOIRIIUSIUOT WSS 21XV




PCT/US2013/067591

WO 2014/070939

34/43

LC DI

sjuaiigd [enpiapyj

T

waged Enprpul ug 0}

SpUodSsLIoD JBg yoee

4
:
R
:

m - mmaﬁ

173

AJQLS ¥ veaw

g
i 4
i

i

i

i

i

i

i .
& 4
] .
]

i

i

i

i

i

i

‘] £
:

i

i

i

i

i

i

i

‘] r
i

i

i

‘]

0002 B
005 =

lm;‘ﬁd z?xm

00Ge

sjuBled 3 SHiedol WL WSS Ul $|8AST ZIXOT



PCT/US2013/067591

WO 2014/070939

35/43




PCT/US2013/067591

WO 2014/070939

36/43

21008 $15013 42y
{ges S

{199905959999999995599999994

:
;

\\\\\\\\\\\\\\\\

o
flid) suen
wrueg IOt

0L 499

B409% mmweﬁ& 3eys]

=irg 2= x 159
§ .
o
— L oon
VOIS TS al t: 13 AR g
M g9
I Wy e
Y \.\m“f 753
.............. o rrce 555 TS
* - 4% ﬁ%w =
=23
- DY
21008 BB0IGLS Yous]
AT &%s QE::Q 4
2
B aaae qaseanet L7
£
o S P
WSS ¥ Mu o
; L B
SO S - DI b
37
- a -o00e 53
K. ¥
- Y
¥2 %050

S PUB 200G SI505LS 4PU5)
awjoseg poubig A S10A3 WINIBE ZTXOY

6¢C OIA

&8@ BRI WU
5

L. % .
auigs  ipsuioy
. . 7
\\\\\\\\ “\\\\\\\ ) \fﬁ
S5 VAN
.......................... _ﬂw m
Popniv m\.uw .
.\.\ m\\ﬁx fin ) m
ha,
3 £
R G
o
o T
y A
w94 AR
05, 180414 HRUS]
iz s& @& 2 o)
.\\\\\\\.‘\\\\\\\\ ............. L RRRAENRIRRRIR
HY, pyre
& m
P -4
o R B by
P &% mmw
: S
vssorstbrssires ., £
2$ e k% o\«.\&w\.@
g %50k
BIDIG SEONYL HRS)
\w\& 2 ?Nw »M“ 52
... £
.............. o
3 4 . t 5580
......................... evsrsessnsessnsessnseisnst % 5
. oo BB
rrorersiresasan. - \,\,C\\»\“W ge 3
: .3

B} PR BIYTS SISOAYL HRYE]
BUREBLY POMGY M1 SJBAGY WNIBE ZTXDYT



PCT/US2013/067591

WO 2014/070939

37/43

0¢ DIA

81038 $180.014 Heys]
2= og (pis) g

s
R A
................... L RR—
[
H ]
.m %
£
L

(u/Bd) "ou0

sjpAs WNJAS ZTX0T 198lGNS-Unim URIDSl



PCT/US2013/067591

WO 2014/070939

38/43

£
&
o~
S
e
=
28
=
- o
=

Yood
R
K3

- e

=
&R

o

L

L
&iﬁgﬁéﬁ Uo7

Wnies TIX0

{;m:s; 9007
Winieg 2107

gel, =BI098 ¥BYS) - m&mm

fo) %6

S|EAIBYU] SOUBPHUOT %86 YIM 'BI00G $I1S0iq1J ¥BYs]
BUNasey paumE AQ SWIL JSAQ UOHBAVSIUOT WINISS ZIXO ] Veipaly



WO 2014/070939

39/43

PCT/US2013/067591

Madian WithinSubject LOXLZ Levels vs, HA and TIMPY

- . fshak
PRERRES a ~ 1 ad 8
- RENEIRE:
E 1800
<
RS
£ 1000+ .
£ S
\& ¥ o~
5 ¥
& 50 ¥
© Puyplos < 3
Qi Correkation = Q82
H H
$ G n’}»‘{} ’*f'} 0 48\}\, %\,\»
Madian LOXL2 {poind}
fshak
ol a¥ <
%" 00
L
Pt AL R
— LeR o
% N
=3 -
£
&
=
Sovalie = 50048
A Coralalion = 8,88
200
3 : B o H - H )
G 100G B 0 480 s

Median LOXLE {pgimiy

FIG. 32



PCT/US2013/067591

WO 2014

40/43

|

Col

I TAALABOD23
TAA+MES

TAA+BAPHN

{3 CTRL
TAA+vehicle

agen fractions

FIG. 334

sali&acid

SUNLIAADIDAL B 10 %

Total hepatic hydroxyproline

FIG. 33B

TAS 1hwaaks



PCT/US2013/067591

WO 2014/070939

41/43

Relative hepatic collagen

Suann /euindixcipfny 1o B

SN, OEEY reUNRyY

£ 7%
R e

FIG. 33C

Tean S o . o~

Fyks SEETLS RSN SRS

B, 83T Falery
K 3

@& 23

T oz

et v L,

& L u o<

o o
%

B EE

Collagen gel contraction assay

L

vase (88 uabeos 0 9%,

FIG. 33D



WO 2014/070939 PCT/US2013/067591

42/43

«»<0.0001

— O
P )
B v -
S ONG % X
Q3 ]
oH
A & o
{3 o
TS
13
e ———— t
: :
oy t t B
Ll N H ¥
- : : .
ks s N
3 3 ¥
1 ¥
¥
¥
¥
W~
3
P S
H
— =
ammmmnsmnsansdasasnsansanss
Faan) el mesessssssasalsasasasas
T Wiaal a8 ffands 4R
R Q=R AN 3 YWIrSSE Fai
Sageing Wealk 48 Weak 240



WO 2014/070939

2R
3
O
¥
ad
Ol oo s N
a2 e
2L8g
o
32
&
Exa
23 &&"}
L3 =
-
2
o

PCT/US2013/067591

43/43

p=0.0446 =, 1659 p=0.0288

£
£} S——
3
- 3
¥
s H
)
g
5:3
s
Y
;
.

2
K

~

: B tiiaals & Wiank 24
Raselne Week 48 Week 240

FIG. 34B



