WO 2015/075557

Figure 1

1/124

4 SREBE ChRESR & KRS

Dexrease De Movs Lipogenesis |

N

Incragse B-oxidation

T PR B PSC-1a BE TN

2

4 APUEE & IDIR

Degraase hopatie Hpid ovarfond

Dacrease FA uptake

PCT/IB2014/003054

Hocts of C/EBPa on the liver

Decrease salin Rasistance

T pRaRy

\

Decrease progression o fbvosds

Teacig




WO 2015/075557 PCT/IB2014/003054
2/124

Figure 2
Secondary effects of C/ERP on adiposs tissug
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FIGURE 3, cont.

Scale: 2kbf | hg18
chr1g: | 38,481,500] 38,482,000/ 38,482,500| 38,483,000| 38,483,500 38,484,000] 38,484,500 38,485,000l 38,485,500] 38,486,000| 38,486,500] 38,467,000)
E CEBPA [~
GCAAT motif | |
Scale 5 kb} | hg18
chre: | 53825000 53,626,000 53827,000 538280001 538290000 53830000 53,831,000 53,832,000 53,833,000 53,834,000
E CEBPA [ ]
GCAAT motif| I I I [ Il 1 I I I
SFHK2 CAN B osessesien
E - ¥ SECIP Bt
Scale 10kb} | hg18
G chrd 74,480,000 74,485,000/ 74,500,000 74,505,000/
CEBPA ] [
GCAAT mott L I I Y A | O R AR B [ T I e LR L A A

I
& sfpasdea i

fdaraden | RLUatEVE SRREEE (SRR BN 3

ALaEvsedacasiadersmaiem e




WO 2015/075557

Figure 4

-

PCT/IB2014/003054
5/124

3

Ay S8

. i R
§ ok g 2 {0 ¥ ! ¢ B
PRI NS ¥
N ‘ i § EES B i
3 sy oy 3 % H i
g R o b [ H ¢ ol
3 3 ¥ 139 i o
3 : § H ¥
LR A 2 X
3 £ i 3
¥ 8 § kx
§ AT § RES §
N & § N § 3
3 s g X
. g v o — N N
. » » & & £y
& i*\{’ & & o & &
& & oF & & &
& X W N & A
S & N &
&5) o \“{ ®
R

-t
P
x4
f
h

- Unnesbdey
- SRETSHealR

-
AR

& & Ao A Y 3 DU
g i 3 i e # SRITEIRLLERNS
Y e :

§3 ! 3 { : 3 N CTEPA RN
"< . - ey

§ i : 3 £ o 00 CERA RN

¥ { 3 : ¥

i ! 3. i ¥ ow

i g 3

N 3 -
R < R

gs“" s,_'é‘ \,g.\} §q‘§” & §\\\‘L @3\\
& & & &
& S 7 R



WO 2015/075557 PCT/IB2014/003054
6/124

Figure 5
A 8 £

%y

Moy 8 4 3 & & 3T X& 4y TEOGE e

RSP arfA RN

CRBPD LIRSy (5t
2 B8 2 %

P

D2 3T F WA IR
FWonee

ERrgae shange SAT phgnge
X p¢
p a8 oy
EANS A
T 3 %
B . 2 % }. &
N H 3 . g
§ H b p :
{ H '§d{§q N 3 & o«
N » 3 b 2
: % H whan § )
¥ M P BOeT & n
& LA - o= DR ¢
e y y : N ¥
& 3 X ol N
& & o5 &
<& & & &
& & N
A & &



PCT/IB2014/003054

WO 2015/075557

7/124

Figure §




WO 2015/075557 PCT/IB2014/003054
8/124

Figure 7
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Figure 12
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Figure 15, cont.
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Figure 15, cont.
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Figure 19
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Figure 21 =g Scramble RNA
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Figure 23
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Figure 24
PEO1 cells wwuntransfected
120 ~i-serambile
~acebpa

[
[d
[+]

o]
o]

E-3
[~}

% ot cell proliferation (WST assay)
Ly
o

[ ]
[

o
1ah 24h 48h 728 a6H
B ®
PEQS cells ~s~yntransfected
120 -E-scrambie
~w~cabpa
= 100
fed
b
-3
o
v 20
ES
=
£
™ &0
dem
£
g
= 40
=
o
-
)
= 20
Q

i6h 24h 48h 72H 964

84
HOREH R

#3.35058 7

PEOT-cebne




WO 2015/075557 PCT/IB2014/003054
28/124

Figure 2%
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Figure 26
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Figure 27
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Figure 28
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Figure 29
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Figure 30
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Figure 31

. R RNA

SC: Scrambled RNA
D: Dendrimer

£: Ezetimibe




WO 2015/075557

Figure 32
A

35/124

PCT/IB2014/003054

PBS vs R+D: p= 0.001

PBS vs Sc+D: p=0.448
PBS vs R+E: p=0.055
PBS vs D p= {1.504
PBSvs E: p=0.039
R+Dvs R+E p=0.220
R+D vs E: p= 0.008

PBS vs R+Dr p= 8.832E-06

PBS vs Sc+D: p=0.8886
PBS vs R+E: p= 0.032
PBS vs D p= .665
PBS vs E: p= 0.007
R+Dvs R+E:  p= 3.002
R+D vs E: p= 0.004



PCT/IB2014/003054

WO 2015/075557

36/124

Figure 32, cont.
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Figure 33, cont.
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Figure 35, cont
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Figure 35, cont.
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Figure 35, cont.
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Figure 36, cont.
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Figure 37, cont.
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Figure 37, cont.
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Figure 38, cont.
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Figure 68
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Figure 68, cont.

Albumin mRNA levels in HepG2 celis
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Figure 68, cont.

AFP mRNA levels in HepG2 cells
72h treatment, normalized to gapdh,mock-transfected cells =1
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CEBPA mRNA levels in DU145 cells

72h treatment, normagalized to gapdh, mock-transfected cells =1
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Figure 70
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Figure 70, cont.
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Figure 71
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Figure 72
A
TNF-alpha response in human PBMCs
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Figure 72, cont.

iIFN-alpha response in human PBMCs
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