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FIG. 19. Body weight changes
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FIG. 21. Body weight
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FIG. 23. Liver-to-body weight ratio
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FIG. 26. Plasma triglyceride
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FIG. 28. Liver triglyceride
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FIG. 30B. Representative photomicrographs of HE-stained 1
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FIG. 31. NAFLD Activity score
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FIG. 32A. Steatosis score
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FIG. 32C. Hepatocyte ballooning score
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FIG. 33A. Representative photomicrographs of Sirius red-stained liver sections
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FIG. 33B. Representative photomicrographs of Sirius red-stained liver sections
(continued)
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FIG. 34. Fibrosis area
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FIG. 35A. Representative photomicrographs of F4/80-immunostained liver
sections
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FIG. 35B. Representative photomicrographs of F4/80-immunostained liver
sections (continued)
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FIG. 36. Inflammation area
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stained liver sections

37A. Representative photomicrographs of Oil red
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FIG. 37B. Representative photomicrographs of Oil red-stained liver sections
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FIG. 38. Fat deposition area
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FIG. 39A
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FIG. 39C

Collagen Type 1

[
® *t. = ybiy-} punodwod-93d
®
Yo}
©
o
4 o0
[ ] ETRITTEY.Y
[
L] L] L L §
S i e w et
o~ - - o (=]
vg9¢/) 2dA} uabejon
o ®
] _|0|0|+ L ybiy-| punodwon-934
®
v ® _..OL = MOF| punodwod-93d
c LY
o
c
% ® =3[01YaA

¥
<
o~

1.54
.0
5

$a9¢/L adA] uabejjon

7-9 wks

5-9 wks

Treatment period:

FIG. 39D

TGF-B

n.S.

n.s.

B y61y-} punodwo)-93d

PY = 321YaA
r L
S S 3
« o i
va9erd-491
 ybiyy punodwon-93d
® _ _. ®
° 0|+ = MOl| punodwod-934d
| _ S
[ J
m *m ETRIETY
T L Ll
e o 2 3
) o~ \E i
va9¢/9-491

7-9 wks

Treatment Period: 5-9 wks

SUBSTITUTE SHEET (RULE 26)



PCT/US2015/057228

WO 2016/065326

42/81

9/¢ d3d1d3dSdId1ddIdSdId1d3dSd {z°*dw))TZ494-€21-(2)Id €T €21 punodwo)
913 d3dSdd1d1dd3dSdSO999d3d1ddIdSddIdLld [(Z ‘du)TZ494-221-(Z)MNd T 721 punodwo)
%3 d3dSdd3d1dd3dSd0333d3d1ddIdSddIdid  [(Z 'dwd)T1Z494-T271-(Z)INd 1y 12T punodwo)
€L€ d3d1dd3dSdd333dId1ddIdSd {Z 'dwd)TZ494-0271-(2)INd oy 07T punodwo)
zLE d3d1d0333d3dSd (z "dwd)TZ494-6T1-(2)INd 61y 61T punodwo?
TLE d3d1dSO99d3dSd {z 'dwd)TZ494-8T1-(Z)INd 187 81T punodwo)
0L d3dSdd3d1ldd3dSddid.id (z 'dw))Tz494-LT71-(Z)3Nd LY LTT punodwo))
69€ d3dLldd3dSdd3d1dd3IdSddIdiddIdSddId LddIdSd|{z ‘dwd)rzd94-9T171-(2)Id 9Tt 91T punodwo)
89¢ d3d1dd3dSddid1ddIdSd {Z "dwd)TZ494-S11-{2)3Nd Sty STT punodwo)
(9€ d3dSd {7 dwd)TZ494-v11-(7)3INd vt $1T punodwo)
99¢ SdSdidd1SdSdLdd1SdSdSdldd1SdSdidd1Sd |{z ‘dwd)trz404-€T1-(2)Id 333 €17 punodwo)
G9¢ d3d1dd3dSddIdLddIdSddId1ddIdSd (z dwd)Tz494-211-{2)INd 1483 TIT punodwio)
3 $9595995$H9HHEHOHHINHHHTHOHH (z dun)rz494-111-(7)INd 1tv 11T punodwo)
€9€ dDILIYITOIDDINNNIIOOY (z "dwd)tz494-0T1-(2)INd oty 011 punodwo
79¢ SdSd1dd1SdSd1dd1Sd (¢ dwd)17494-61-(2)INd 60t 60T punoduo)
19€ $959595959595959 (Z owd)TZ494-81-{7)3INd 80Y 80T punodwo?)
09¢ $9999599959999H (T "dwd)TZ494-1-(2)3INd LOY LOT punodwo)
6S€ $995995999959999 {z dwd)1Z494-91-(2)3Nd S0Y 90T punodw o
8S¢€ SOHHHHHHHHSO (Z "dw))TZ7494-51-(7)3INd Sob S0T punodwo)
LS€E did1dd3dSd {2 dwd)Tz494-v1-(¢)INd vOb 0T punodwo?
9G¢ Q333303333 (2 dwd)TZ494-€7-(2)INd €0t £0T punodwo)y
SSE $HHHH (Z "dwd)TZ494-21-(Z)3INd oy 20T punoduio
vSE 35) (T 'dwD)TZ494-11-(2)INd 10% 10T punodwio)
:ON gl D39 apndad 3undauuo) juswadueary uoisn4/:ON Q] D3s|a2wepn punodwo)

sujaj0.d uoisn4 apidadA|od TZ-494 PaYIPOIN ‘VOb ‘Ol

SUBSTITUTE SHEET (RULE 26)



PCT/US2015/057228

WO 2016/065326

43/81

€8€ [$993953919539V9$915919395S9L3IY (T "dWD)TZ494-ExSyO-(vyEDIWSNH-0T-(T 'dwd)TZz404] TSP 9vT punodwo}}
€8€ [S9D3IDSIDLOSIOVOSOLSOLOIDSSOLIN (2 "dWD)TT403-EXSHO-(vyEDIVSPH-0T-(Z "dwd)Tzao4]| osv SHT punoduio)
78€ S39VY9591591939559139 (T "dwd)TZ494-EXSHO 323 T punodwo)
-(585-na1 sap ‘V¥ED)VSNH-60Z1-(T "dwd)1Z494
78€ $39Y9S91591939559139 (z dwd)Tz493-£X510 st €41 punodwo)y
-(585-n31 $3p ‘VYEIIVSNH-6021-{Z "dwd)TZ494

8¢ $39V9591551939559139 (T "dwd)T1Z494-ex5¥9-(VHEDIVSNH-6007-(T ‘dwd)Tz404| Ltv Ty punodwo)
8¢ S3OV9S91$91939559139 (z "dwd)1z494-£x5p0-(vHEI)WSNH-60Z1-(7 'dwd)TZ4094] 9vv TtT punodwo
8¢ $3DVOS5915D1939559139 (VP€2)VSNH-6071-(T "dwd)TZ4D4 evb OvT punodwoy
£8€ [$993953919539VOS$DISOLOINSOLI) (vved)VSNH-0TT1-(Z "dwd)TZ494 424 6€T punodwo))
8¢ $39V95915919395591319 (VYEDIVSNH-6071-{Z ‘dw))TZ494 1342 8€T puncdwo?
6L€ 1939559139 (VPEDIVSNH-5021-(Z "dwd)TZ494 ovb LET punodwio)
08¢ $91$919395$5139 (T "dwd)TZ493-L0771-(585-n31 S2p WrEI)WSNH LEY 9€T punodwo)
65€ $99995§959959995 (T 'dw))TZ494-TTZ1-(585-N37 $3P ‘WHED)VSNH 9ty SET punodwo?)
08¢ $91591939559139 (Z 'dw))TZ494-L0271-(585-N37 S3P “WHYED)VSNH SEP vET punodwo)
6S€ $99995999959999 (z dwd)17494-TT21-($85-n31 53p ‘WYEIIVSNH vED £€T punodwo?)
I8¢ $39V9H$91591939559139 (Z "dwd)TZ494-6071-(VHEIIVSNH 237 ZET punodwo)
18€ $9995959999559H555999 (Z "dw))T7494-8021-(VHEDIVSNH 13} 1ET punodwo)
08¢ $91591539559139 (z ‘dwd)1Z494-20771-(wredIVSNH OtY 0€T punodwo)
65€ $99995999959999 (2 'dwd)TZ494-9071-(VHEI)VSNH 6v 621 punodwo)
6LE 19398591319 (T "dw3)1Z2494-5027-(vPED)WSNH (123 82T punodwo)
8L€ $999959999 (Z 'dw))TZ394-v01-(VYED)VSNH iy L21 punodwo)
LLE [YED) (2 'dw))1Z494-€021-(VrED)VSNH 9TY 9ZT punodwo)
SSE $9999 (T dud)TZ494-20071-(vrEd)VSPNH STy SZT punodwo)
vSE ) (T dw))TZ494-1021-(VED)VSNH (73] 71 punodwo)
‘ON apndad Sunauuo) juswadueny uoisng :ON [swepn punodwo))
ai al
D3s D3s

‘40v 'O

SUBSTITUTE SHEET (RULE 26)



PCT/US2015/057228

WO 2016/065326

44/81

9.E d3d1d3dSd3dtdd3dSdId1dIdSd (z dwd)1Z494-£21-(T)3INd vLY 691 punodw
SLE d3dSddid1dd3dSdS9999d3dLddIdSddIdld [(Z ‘dun)Tz494-z221-(T)Ind €LY 89T punodwo)
(753 d3dSdd3d1dd3dSda333dId1ddIdSddidid [z dwolrzaoi-T1T1-{T)INd i £9T punoduio}
€LE d3d1dd3dSd0333d3dLddIdSd (T "dw))T17494-021-(T)INd 1LY 991 punodwo)
713 d3d1da333d3dSd (z dwd)1z494-6T1-(1)3INd oLt S9T punodwo)
TLE d3d1dSD99d3dSd (z 'dw))T1Z394-811-(T)3Nd 69t 91 punodiwo)
OLE d3dSdd3didd3dSddIdid (Z dw))1z494-LT1-(T)INd 89t €97 punodwo)
69¢ d3d1dd3dSdd3d1Ldd3dSddId1ddIdSddIdiddIdSd](Z ‘dwd)TZ494-9T1-(T)INd L9 29T punodwo)
89¢ d3d1dd3dSdd3d1ddIdSd (2 dud)rzdod-sT-(T)INd] 99 191 punodwo)
L9€ d3dSd (Z "dwd)TZ494-v11-(T)3INd S9v 09T punodwo?
99¢ SdSd1dd1SdSd1dd1SdSdSd1dd1SdSdlddlSd [{z 'dwd)TZz494-€T1-(T)3INd 9t 6ST punodwo)
S9¢ d3d1dd3dSdd3d1ddIdSddId1ddIdSd (z 'dwd)tz494-zT1-(T)INd £9¢ 8ST punodwoy)
¥9€ $9995959999599995999959999 (2 'dwd)1Z493-TT1-{T)INNd 9% LST punodwo)
€9¢ dIXN13YIF0INIIINNNIIOOY (z dw))tz494-0T1-(T)INd 19 95T punodwo)
79¢ SdSdidd1SdSd1dd1Sd (z "dwd)1Z494-671-{T)INd 09t SST punodwo)
19¢ SO5959595959S9SH (z dwd)1Z494-81-(T)3Nd 65V ST punodwo)
09¢ $99995999599999 (z -dwd)trz494-£1-(T)INd 8St €ST punodwo)
6S€ $99995999959999 (2 'dwd)T7494-97-(T)INd LSt ST punodwo)
8S€ SOHHHHHHHHSO (z"dwd)12494-1-(T)INd 95t 1ST punodwo))
LS€ d3d1ddadsd (Z dw))TZ394-t1-(T)3Nd SSY 0ST punodwo)
9GE Q333333333 (Z dwd)1Z2494-€1-(T)INd St 6vT punodwo)
SSE $9999 (T 'dwD)17494-21-(T)INd €SP 8vT punodwo)
¥SE ) {Z dw))12494-11-(T)INd st LtT punodwio)
‘ON Q1 D3S apndad duirauuo) judwadueuly uoisnd:ON @i OIS JwenN
punodwo)

J0v

Ol

SUBSTITUTE SHEET (RULE 26)



PCT/US2015/057228

WO 2016/065326

45/81

09¢ $99995999599599 (" dw))tzdo4-.71-[qT6T e193IYP4 (8 8T punodwo)
09¢ $HH9HEHHHSHOHHY (¢ dwd)1zd94-21-98T T'T 31051yl 98y T8T punodwo
09¢ $99995999559999 (2 dwdjeeg-1z493-£71-(T6T e1oBIyd 113 08T punodwo}
09¢€ $99995999599999 (z dwd)eeT-1z454-27-(T6T e1oaIyd4 v8v 6.1 punodwo)
6S€ $999959995959999 {2 dw3)Tz494-91-(68T erosiy)od €8y 84T punodwoy)
6SE $99995999959999 (2 dwftzi94-91-(16T etosiy)4 8y LLT punodwo
3 $999995999599995S {2 dw>)1z403-€521-(06T 1O31Y)24 180 9£1 punodwo;
43 313930V3VVs3I3T013 (¢ dwd)tz4934-z5Z1-(16T ETOBIYPS 08% SLT punodwo)
8S¢E SOHHHHHHHHSS (¢ dwdjtzd94-51-[16T €roaIy)ed 6Ly LT punodwo)
TSE d3dSdd3d1dd3dSd (Z'dw))T7494-1SZ1-(T6T eTD3IY)24 8Lv €41 punodwo)
S9¢ d3dLdd3dSdd3d1dd3dSddId1ddadSd | (2 dwd)Tz493-zT1-(T6T e1o8Iy)a4 LY ZLT punodwo)
0S€ $999599995999599999599959999| (7 "dwd)Tz494-0521-(16T €ro314)o4 9LV TLT punodwo))
09¢ $99995999599999 (¢ dwd)Tz303-£7-(16T erody)es SLY 0.1 punodwo)
:ON 4l D3S apndad Suipdauuo) juswaduersy uoisng :ON @i D3s|2weN punodwo)

aov "Sid

SUBSTITUTE SHEET (RULE 26)



PCT/US2015/057228

WO 2016/065326

46/81

€TT pUNodWO) —ig—
ZtI punodwo)y —O—
Tt punodwa) .-%-..
OTT punodwio) - G>--
60T punodwo) —o—
80T punodwo) - -@ -
20T punoduio) ——
90T punodwo) —>é—
0T PUnoduIo) —s—
ZOT pUNOdUWIO) e
10T puncdwo) ——

(1w/3w) uoenuasuo) ujazoid

oz

ST o1

[

sjueliep uoisng 1¢-194

0’0

- 02

ov

001
(U4
[+ 4

0’97

v 'Ol

SUBSTITUTE SHEET (RULE 26)



SUBSTITUTE SHEET (RULE 26)

WO 2016/065326 PCT/US2015/057228
47/81
FIG. 42A FIG. 42B
n.s. n.s.
25- 25
[
20 ~ 20+
B Cl
£ 151 5 15
g 104 @ o > 10-
35 <
b Q
a 0 5
o T 2 B
ra— a E Q.
. S ;
® U
2 2
9-12 wks Treatment Period: 9-15 wks
FIG. 43A FIG. 43B
n.s. p<0.001
2000- 2000
5 2 15001
£ 15007 £ 1500
= £
2 1000- 2 1000+
2 . 2 ° *
> 5001 . z 500
5 -
S H £ S
5 : $ 5
S o > Q
o O
] w
a a
9-12 wks Treatment Period: 9-15 wks



PCT/US2015/057228

FIG. 44B

WO 2016/065326

48/81

FIG. 44A

@ W = T pdw)-93d
i
o
o
o
V
Q
o Ty =3 | 2IYDA
| 1 |
- S Rl =
(%) onea Jybram
Apog-o)-18A1
L 1 pdwn-
— 1 pdw)-93d
o
o
Y,
a
% =3 MUIA
b P Y &
- -—

(%) opes ybjam
Apoq-0)-1aA17]

9-15 wks

Treatment Period:

9-12 wks

FIG. 45B

FIG. 45A

n.s.

n.s.

@ .
= T pdw)-934
.wv U
JIT' 3 |OIYS A
(Ve ] [ —] w o (Vs ]
o™~ o~ - -
{Bw) ybrom
Aaupiy Wby
® F T pdw)-93d
I_.O*J_ ® _.o_u_,_ms
o o o o o« &
[Ye) (=] (Te) = wn
o~ o~ - -—
(Bw) WbBram

Aaupiy ytry

9-15 wks

Treatment Period:

9-12 wks

SUBSTITUTE SHEET (RULE 26)



WO 2016/065326
FIG. 46A
250m
200~
>0
2 £ 1504
v L
Xz
&= .2 1004
58 o
50+ @
0 T r
[}
"5 —y
= 2
> §
&
[F8]
o

9-12 wks

PCT/US2015/057228
49/81

FIG. 46B

n.s.

350
300

N

(3]

(=]
-

~No

&

(=]
]
L]

Left kicdney
weight (mg)
S o S
@ O [~}
[l [ ]

!
¢

o
h ¢

(—]

Vehicle=
PEG-Cmpd1 =

9-15 wks

Treatment Period:

SUBSTITUTE SHEET (RULE 26)



PCT/US2015/057228

WO 2016/065326
50/81
FIG. 47A FIG. 47B
n.s. p<0.05
1000+ 1000+
o 0
2 800 o g  800-
¢ 2 °
R 3 e 1 o
O35 600 53 600-
o3 °3
2 99
5 £ 400 o 5 £ a00-
@ d 2 °
o =]
s 200 ® s 2007
o ®
c T | C |
T @
g 3 2 2
a Q
g 5 > 5
® O
o a
9-12 wks Treatment Period: 9-15 wks
FIG. 48A FIG. 48B
n.s. p<0.01
150n 150m
5 120- 3 120-
=) ¢ 3
H 90 H 90+
< e < ®
g 6od e
£ e 07
i e
a o 30-
: ¢ &
0 & ) C &
5 — 9L -
£ 2 2 s
K £ G §
O QO
& > &
g a
9-12 wks Treatment Period: 9-15 wks

SUBSTITUTE SHEET (RULE 26)



Plasma triglyceride (mg/dL)

Plasma total cholesterol

WO 2016/065326

51/81

FIG. 49A

PCT/US2015/057228

FIG. 49B

n.s. n.s.
1500- = 1500
B
=]
E
10004 @ g 1000-
™
QO
S
e =)
500 5 5007
T £
Q
%0 i AL
o -
T M © -
> Q > S
0] O
L a
9-12 wks Treatment Period: 9-15 wks
FIG. 50A FIG. 50B
n.s. n.s.
500 _ 5001
=
oo @ 7 4004
2
<3004 —T 233004 @
= @ ov
=) —_— T O
£ 200- 5 E 200- i.'
2 ®
100- !I! b ad % 100+
0 "
" T
g § g
> § > §
o L
w a
9-12 wks Treatment Period: 9-15 wks

SUBSTITUTE SHEET (RULE 26)



WO 2016/065326 PCT/US2015/057228

52/81

FIG. 51A FIG. 51B

p<0.01 p<0.001
200+ 200
g o o ]
g 150 'E 150 ®
ey S
B 21004 3 5100- s °
g TE
3
- 50+ 3 50+
A @
v é L 0 :’ Y
<@ — s —
- i 3
S 5 > §
O O
a a
9-12 wks Treatment Period: 9-15 wks
FIG. 52A FIG. 52B
p<0.01 p<0.001
60= 60~
@
? £ .
< T 404 S T 404
it i .
o= S5
58 55
5 E 20 5 E 204
> 'é' 2
= ® =
@
= ~ A ! !
£ H g H
s g > 5
9 2
& g
9-12 wks Treatment Period: 9-15 wks

SUBSTITUTE SHEET (RULE 26)



PCT/US2015/057228

WO 2016/065326

53/81

.53B

FIG

o AT

. 53A

FIG

..,, w‘“(,‘ my.,r oo %xﬂmw

(1uawiean M Z1-6) (suswiean sym z1-6)
CTRITTEY,Y T punodwo)-93d

FIG. 53D

FIG. 53C

SUBSTITUTE SHEET (RULE 26)



PCT/US2015/057228

WO 2016/065326

54/81

3o1YaN

. 53F

FIG

. 53E

FIG

(3u
T

aweal} SHM ST-6)
punodwo)-93d

FIG. 53H

FIG. 53G

SUBSTITUTE SHEET (RULE 26)



NAFLD Activity score

PCT/US2015/057228

FIG. 54B

p<0.001

WO 2016/065326
55/81
FIG. 54A
p<0.01
8 n
® >
9
6= O 6
2
2
4= 5 4
g
(@]
2+ .
<
o Z
W 0
)
- —
£ z
> §
9
[+ %
9-12 wks Treatment Period:

SUBSTITUTE SHEET (RULE 26)

Vehicle=

PEG-Cmpd 1

9-15 wks



PCT/US2015/057228

WO 2016/065326

56/81

A ) T

ﬁcmEumub SHM ZT-6)
9PIYoA

. 55B

FIG

FIG. 55A

o .
>

(3udwiieasy sm ¢1-6)
T punodwo)-93d

SEE-DRUNS-S - O D G W oY

FIG. 55D

FIG. 55C

SUBSTITUTE SHEET (RULE 26)



ﬂ:x.?x:ii.?ﬁ;...%u:g.xﬂ_it;t{,
S ey Sk A

,v;m,uv,

PCT/US2015/057228

WO 2016/065326

57/81

55F

ot |

a4

3Jo1YaN

FIG

. 55E

FIG

T

punodwo)-93d

FIG. 55H

FIG. 55G

SUBSTITUTE SHEET (RULE 26)



Sirius red-positive area (%)

WO 2016/065326

58/81

FIG. 56A

PCT/US2015/057228

FIG. 56B

n.s. p<0.05
2.5 %= 4.0
=
S 35
2.04 . S 3.01
[ )]
15 o2 z 2 _”_ .0
® g 2.0+
1.0+ _g' 1.5+
S 1.04 .
0.54 S 05 o
% 0.0
£ S G 5
: d S
& 2
|6|_-J Q.
9-12 wks Treatment Period: 9-15 wks

SUBSTITUTE SHEET (RULE 26)



Vehicle
(9-12 wks treatment)

PEG-Compound 1
(9-12 wks treatment)

WO 2016/065326 PCT/US2015/057228
59/81

p TS TR F [X 24 w7 ,YWT, g+ BT . . ot
ey . LTI 8 g
s B N v SN
v e I s
% - ke ROPE wi A ref g 3 !
§ o g B DR Fage ¥ :
B It e
P . d
#y

) N )
; POEERE B
R S POy

FIG. 57B

v s ]
R AR
. * % ; End
Ve v SO R A R e
"-\°-“;‘;" T:‘ ‘n"‘g
PR ] . ' + L P - e
wr A RIS AN
I e LAV AR AR
LR ¥ .,,{,* V. Gy ¥ e s  Felwt
et * Fioh gt e Nl »*
e s AV T R
¢y & . .. 5 Wb gt
<",wf!;"-".v, "‘jg.{“_g’ab"g § iy
o B e PR Ty
e ., ‘;'zﬁz PR Y A . RO,
A AL A "ﬁ‘ LY
KT P 1 IR P S

FIG. 57C

SUBSTITUTE SHEET (RULE 26)



Vehicle
(9-15 wks treatment)

PEG-Compound 1

WO 2016/065326 PCT/US2015/057228
60/81

"‘:,.,iv oA
LR S

Y

e
e

e we
ok o R

PR T S

FIG. 57E FIG. 57F

OILYA LY ;j; %""»'g‘;‘?f{.’@a A ':»',; "
e R PSRN [P
iyt Cohl “'V"‘ o f; :,évi

s . d

12-“«& N ‘3, v
Wi w PR AT,

Y AN i SR A
g R K Y - % E 3L A é
; ‘&‘l* e\fﬁ‘*? I VLLAL I &"b" e '*‘

q-«@w\f"{*»g&? EREE A v gl

-
— »¥ A w -
- CUR T Lk b e 0 W4 -
c e ik (R i‘(" A P ﬁ* ¥ '4{{:3« ‘él‘;“ﬂ{_},% ek
Q R P 1 APV SR R T S i+ o 9y
RSO § T NS %g AR R AN A UCPA
£ YN g S Y A e e et AR ETR
® R ey Frep (w7 7200 G R Pt N
I RS R, ot et g ST R S e
B jhear Pk Ly WYYy D% L IR g . s L2
Q IR CEIEI N 1Rl e VRS Ty L T n € ST o
o LR O ’ NS Tl Y 7 VS S NS 14 oy
she gy . ‘ A - (A e « 24
& TR O Fod¥m Uy r et an P T
v S SO AR L PO ERR S LI Wt TS D
e L e B et 2 e @ _1;?‘45 v f ;";g Y wo xR
- Yo iu'a!‘q(.\f-'*) PREPIR T e, & i e 4?«:‘“ E ‘.{th w b ? -
SRR L od .5,} o (»' ; '
3 SRRT. AN Ny M LT S,
B R A LA ST Tar T8 w o o7 W L3 A
LN e R LA A Mﬂi‘ AW P e o T
- T et it ST T L P S MR
LA e *"gs"'" > 8 LN LY } % &' 7
(] ::,. PR < iy P "w .’ t“,’.‘ " Y ‘ "?;' ?{ ! i ‘,w L i
m N e T g b ST Ee YR ! £ o - 1,i‘~§i"l #* # , T%  #”
v MO T B e Y o 1 £y ] s ?o“» ¢
S . k P » A,‘:. ’,}., "’;‘ }:‘-7,‘. » {\‘};l‘ .~1,00‘:‘-“a 3 0}' ’% ¥ e fhd ;‘ 8 6 W o .'m 5
e e B, LRk R X aals £ A A x2005.
R AN BRI R tLv ¥ ; . s B s .
tas e e AR PN AT s S T o o W A TN e he DT VN

FIG. 57G FIG. 57H

SUBSTITUTE SHEET (RULE 26)



Inflammation area (%)

WO 2016/065326 PCT/US2015/057228
61/81
FIG. 58A FIG. 58B
n.s. n.S.
8= 1
=
6 o © e
g o
6
4 $
5 4
2 g o
£ ®
T 0 .
3 - z ,
= °
5 2 z 5
> o g S
& O
o &
9-12 wks Treatment Period: 9-15 wks

SUBSTITUTE SHEET (RULE 26)



PCT/US2015/057228

WO 2016/065326

62/81

321y

. 598B

FIG

. 59A

FIG

e ey

TR,
LU

B A
AN e
e 9»

Wt

£

e
PR
Th I
A«zto -
: Bamd Yy e 8 N
U200 X S - A M P R

(3uswieasy sym zI-6)
T punodwo)-93d

FIG. 59D

FIG. 59C

SUBSTITUTE SHEET (RULE 26)



Vehicle
(9-15 wks treatment)

PEG-Compound 1
(9-15 wks treatment)

WO 2016/065326

63/81

SUBSTITUTE SHEET (RULE 26)

PCT/US2015/057228

FIG. 59H



Qil red-positive area (%)

WO 2016/065326 PCT/US2015/057228
64/81

FIG. 60A FIG. 60B
p<0.001 p<0.001
50m - 50m -
) @
34 © o 304 ¢
2 @ o0
20+ ) 08..’ 24 @
10~ E 10+ ]
= @
i L ©
T ; A :
£ B £ B
9-12 wks Treatment Period: 9-15 wks

SUBSTITUTE SHEET (RULE 26)



PCT/US2015/057228

WO 2016/065326

65/81

/3w
0'€(6-£M)
T pdw)-534

* % %k

(6-23M)
92IYaA

15311 s,118uung ‘ 321YyaA 3AIDdSaU sA T00"0>d

/3w Sy/3w
0'€(6-SAM) 0'T(6-53M) (6-S M)
Tpdw)>-93d Tpdw)-93d 3)IIyaA

%* %k %k

upauodipy jejol

% ok k
0

m [+}]

o,

s

0T o

e

ST 5

3

(174 w
Y4
0€

19 Old

SUBSTITUTE SHEET (RULE 26)



PCT/US2015/057228

WO 2016/065326

66/81

ST )2am [ pdw)
-93d /3w o'

¥

1S311 syauunq joIysA 'SAG00 0>d,,

T123m T pdw)
STYIMBPIYaA  -93d M/BwO'e  ZIR2M3PIYaA

¥*¥

uiPauodipy |e1o] wnudg

=
o

o n o N
o~ L L
(jw/31l) uizpauodipe

N
~N

¢9 Ol

SUBSTITUTE SHEET (RULE 26)



WO 2016/065326 PCT/US2015/057228

67/81
FIG. 63
2.5x10°7 ® His-Cmpd 1
{0 PEG-Cmpd1 Py
— 2.0x10%4 V PEG-Cmpd2
5 a X
-
'3 6
Y 1.5x10° v ]
»n
]
- 6
’d:, 1.0x10°%4
T
3
= 5.0x105

0 +—rrmwr——rr T
0.01 0.1 1 10 100 1000 10000

[Compound] (nM)

SUBSTITUTE SHEET (RULE 26)



WO 2016/065326 PCT/US2015/057228
68/81

FIG. 64

A

.
_9_‘ b « AV&* 'Y

'10 ¥ LB L} ) Ll L L) ¥ 4 L LI

NG EOSRIONER)
LLLLLLSLLLLLL
ST o&o‘ S

log EC5, (M)
&

SUBSTITUTE SHEET (RULE 26)



WO 2016/065326 PCT/US2015/057228
69/81

FIG. 65

% Change Body Weight

I . . : : : :

=8—\/chicle
-7 1 —@~-0.03 mg/kg PEG-Cmpd 2
3k K %
-8 1 ——0.1 mg/kg PEG-Cmpd 2
“9 1 —=—0.3mg/kg PEG-Cmpd 2
-10 7 —3=1.0 mg/kg PEG-Cmpd 2

% Change in Body Weight

Time (h)
* p<0.05,*** p<0.0005, **** p<0.0001 vs. Vehicle Dunnett's TTEST
FIG. 66A
Plasma Total Adiponectin
60 =@~ \/chicle =&~ (0.03 mg/kg PEG-Cmpd 2
s ==7=0.1 mg/kg PEG-Cmpd 2 ~4—0.3 mg/kg PEG-Cmpd 2
e -

£ 50 4 1.0 mg/kg PEG-Cmpd 2 Jededek
n
+ K dcdkk
= 40 A *ik
E =+
2309 Kk
- — ]
- 20
T
e
o 10 -
2
<0 : : : : . :

0 24 48 72 96 120 144

Time (h)

**p<0.01, *** p<0.001, ****p<0.0001 vs. Vehicle Dunnett's TTEST

SUBSTITUTE SHEET (RULE 26)



WO 2016/065326 PCT/US2015/057228
70/81

FIG. 66B
Plasma Total Adiponectin
% change from baseline
=&=\/chicle .

& go] —#003mg/kg PEG-Cmpd 2
% =2#=0.1 mg/kg PEG-Cmpd 2
n o5 =—¢~0.3mg/kgPEG-Cmpd2
g == 1.0 mg/kg PEG-Cmpd 2
E 50 1
o
w 351
>

20
c * %
£ 5 -
O e
X 109 2 4 72

-25 .

- Time (h)

** 5<0.01,***p<0.001, ****p<0.0001 vs. Vehicle Dunnett's TTEST

FIG. 67A.

Day 6 Plasma Adiponectin

£ 35 - -
Z 30 F 28
*,&’-,' 25 f
c 20 r k
o B
2 15 |
© b
< 10 }
g §
= 5

S 9 :

o Vehicle 0.3mg/kg 1mg/kg PEG- 0.3mgkg 1mg/kg PEG-

PEGCmpd2 Cmpd2 PEG-Cmpd20 Cmpd 20

* p<0.05, ** p<0.01, ***p<0.001 vs. vehicle ANOVA followed by Dunnett's Method

SUBSTITUTE SHEET (RULE 26)



WO 2016/065326 PCT/US2015/057228

71/81
FIG. 67B.

=& Vehicle

Plasma Total Adiponectin —6—54.3nmolkg PEG-Cmpd 2
—2— 5.43nmollkg Cmpd 105
—¥— 54.3nmollkg Cmpd 105
—&—5.43nmollkg Cmpd 112
=8—54.3nmol’lkg Cmpd 112

100

*kk
* Kk
*kk

N O N
g O O»
*
*
*

Plasma Adiponectin
A from baseline (%)
o

X
o

0 24 48 72 96 120 144
Time (hours)

*p<0.05, *** p<0.001 vs. vehicle ANOVA followed by Dunnett's Method

FIG. 67C.

=&~ Vehicle

Plasma Total Adiponectin % 543nmolkg PEG-Cmpd 2
=—2—1.81 nmol’kkg Cmpd 182
—5.43 nmol’kkg Cmpd 182
—&—18.1 nmolkkg Cmpd 182

i ~&=54.3 nmol’lkg Cmpd 182
Kk
*
Fk
dedek

-

H OO OO0 O

o O O o
L |

N
o

(=]

Plasma Adiponectin
A from baseline (%)

0 24 48 72 96 120
Time (hours)

*p<0.05, *** p<0.001 vs. vehicle ANOVA followed by Dunnett's Method

X

o
2 b
'S S

SUBSTITUTE SHEET (RULE 26)



WO 2016/065326 PCT/US2015/057228
72/81

FIG. 67D.

=&~ Vehicle

—6—54.3 nmollkkg PEG-Cmpd 2
—2— 5.43 nmol/lkg Cmpd 171
= 54.3 nmol/kg Cmpd 171
—6—5.43 nmol’lkg Cmpd 181
=8—154.3 nmollkkg Cmpd 181

Plasma Total Adiponectin

*kk
*k%k

*kk

100 - khk N

*kk

*kk

Plasma Adiponectin
A from baseline (%)

-25 *
0 24 48 72 96 120 144

Time (hours)
**p<0.01, *** p<0.001 vs. vehicle ANOVA followed by Dunnett's Method

FIG. 67E.
—&8- Vehicle
Plasma Total Adiponectin —o—543nmollkg PEG-Cmpd 2
—%—1.81 nmol’kg Cmpd 170
—=>-5.43 nmol’lkg Cmpd 170
—5—18.1 nmol’kkg Cmpd 170
100 —e—54.3 nmol’kg Cmpd 170
[ =
o 80 |
Qo
| =
O é 60 B *kk dedkde
9— @ *: *
T £ L %k
- § _g 40 ek
©
EE 20}
o ©
|
E* 0 A
a <
-20 *
0 24 48 72 96 120 144
Time (hours)
*p<0.05, *** p<0.001 vs. vehicle ANOVA followed by Dunnett's Method

SUBSTITUTE SHEET (RULE 26)



WO 2016/065326 PCT/US2015/057228

73/81
FIG. 67F.
—&— Vehicle
Plasma Total Adiponectin —¢~1mglkg PEG Cmpd 2
—ér-0.3 mg/kg PEG-Cmpd 1
—— 1 mg/kg PEG-Cmpd 1
&3 mg/kg PEG-Cmpd 1
100 r == 10 mg/kg PEG-Cmpd 1
80 L Jekdk
kkk
60
40

Plasma Adiponectin
A from baseline (%)

0 24 48 72 96 120 144
Time (hours)

***n<0.001 vs. vehicle ANOVA followed by Dunnett's Method

)
=)

FIG. 68.

2000

1500 A

w@=| e3n
1000 -
== Unix db/db, Vehicle

=¥ Unix db/db, PEG-Cmpd 2

500 A

Urine Albumin/Creatinine Ratio
(ng/mg)

0 Qs ———p— —t

Baseline  2wks dosing 3wks dosing 4wks dosing

SUBSTITUTE SHEET (RULE 26)



WO 2016/065326 PCT/US2015/057228
74/81

FIG. 69.
40-
c ® Sham
% * v lIso
S 30 v
e v A Iso+ PEG-Cmpd 2
2 2 vy % %
S < 20- \ A
a2 il
< oo
3
T
>
T
0

SUBSTITUTE SHEET (RULE 26)



WO 2016/065326 PCT/US2015/057228

75/81
FIG. 70A
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FIG. 70B
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FIG. 70C
Ratio HMW / Total Adiponectin
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Vehicle 3.0mg/kg 0.5 mg/kg 2.5mg/kg Baseline
PEG-Cmpd 1 PEG-Cmpd2 Compound 170

*p<0.05, **p<0.01 vs. Vehicle Dunnett's TTEST

FIG. 71A
Liver weight
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****p<0.0001 vs. vehicle ANOVA followed by Dunnett's Method.
#p<0.05 vs. lower dose same compound via Tukey-Kramer
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FIG. 71B
Liver weight/ BW
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****p<0.0001 vs. vehicle ANOVA followed by Dunnett's Method.

SUBSTITUTE SHEET (RULE 26)



WO 2016/065326 PCT/US2015/057228
78/81

FIG. 72A
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FIG. 72C
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FIG. 72D
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FIG. 72G
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