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

Scaleé kot | hgt8
chr19; | 38,481,500| 38,482,000| 38,482,500| 38,483,000/ 38,483,500] 38,484,000| 38,484,500] 38,485,000] 38,485,500| 38,486,000/ 38,486,500| 38,487,000]
[

E CEBPA
GCAAT motif | |

Scale 5 kbf | hgt8
chri9: | 538250000 53,826,000 538270000 53828000 53829000 53,830,000 53,831,0000 53,832,000 53,833,000 53,834,000
- n

F CEBPA

GCAAT moiit| | | | [l [l [ | |

SFHK2 CAN B osessesien
. E e e

}  BEOAP Bty

=i

Scale 10k} | hgt8
G chrd 74,480,000 74,485,000/ 74,500,000 74,505,000/
CEBPA

[ ]
GCAAT moti [ S I A A I e A N A (I I | L R L e B A
ALaEvsedacasiadersmaiem e fdaraden . AL e R R




WO 2015/075557 PCT/IB2014/003054
5/124

Figure 4

A & Axsetr N £
x 8 g=ian
§ PR § ? t e
R PRI - ; ¥
N 3 : i 3
R g by X H H
% B ¥y e
% 3 ¥ 139 ! .
j 2 ] 3 ¥
Q L3y . 1 k3
184 2 3
3 } .
T R 3 2
§ A% § a H
2 & .
v 3 v AR ..
N B3
& & & o
& X »
& & 2 &
& & ¥ o
& Eo §
)

i
-t
P

&

- Enesleciey

B SR ERY

4 SRITERPASERNS
e TN R RRA-Ge RN
e 00kt CEEPASERNR

18 AR

SRR AR RN

o

£3

%

/'\‘
Fromaeniagye Cusevis

e 2
PRBAS A Y ALRIIRGY

> N - &
¥ & N ¥ 3 §
& a o & & 3 »
& § & & 3 ¥ &
& 3 Ry N
& & & o
& At ¥ W



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

Figure 5

A & £ Ao chsags

% pooms
g o @ { §
R
R N
R »:f {
Muem 8 1 3 8 % 37 24 48 T2 8% 4 §Q & ¢
£ 3
Rk setialR § ® P

D2 3T F WA IR
FWonee

ERrgae shange SET phgngs
p BI04 R "
AN AN
{ i % 5
N > H 2o K3
N H X X ]
N 3 R 3
N i H & 4
N i § o4 3 1 g«
{ X H R ¥ ;
H % H 5 § i
8 . N ) & i
R { peBORr, i La=nng,
LR [
3 T Y N by ; o \:
2 N g R
& & & & S
& & o & &
s§‘ &£ R &
a & &«




PCT/IB2014/003054

WO 2015/075557

7/124

Figure §

s Surday

%

23




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

Figure 7

At 8 ENCRE
Oy SAEm L] HRFLa

. B
%
o3
<3

g PRNUABAR NN " 5 graeRmeamaeary i A 0%
| ¥ . 3 * Bk
2 i g S QG . : N ,*..-‘l.,:i‘,’:..‘
3 1 H i N A —— $ H ¥ :
§ b 3 E i § 3 T o H g
RN H T M ? § ' R
£ : 8¢ ; § { } i
i 1 : - Ly
N3
3 H 3 ¥
>

§ § e § % o
& N 8 §

g : E . v

S 3 3 .
& & & & & &
& & @& » & s§
o & 3
& N
HPD3 PRAHIOLRS

™

-

&
-
oy

hEF RN
A A

s JH08

PAVRTSAvANANAAY

"y

‘ N b3 > N
SEXCH N ¥
e ————— N

i
3
i
i

e i i ' s

Loy mugrmgnes
s Tl
B335 5 PSS

& N
2 D X
& ¥ & & ¥
o R N & §
W . oD N
¥ & 3 N
S &




WO 2015/075557 PCT/IB2014/003054
9/124

Figure 8

55
2%

1§ 398458




PCT/IB2014/003054
10/124

WO 2015/075557

Figure 9

5
i
H
H
: t
%
? H
4 H
F A
% 3
P38 3
3
H
H
%
[
[
I
b
f
§
§
f
¥ ;s
B2 & i
ps o
KB
v P P PP
H k3
i H
s oererety 2 k4
g 7 o &
H i Sei $
5 H H
P 2, 3
6y ek S “ 3
G £y H ol
s i} 3
FA, gt %1
Vasdd % vy 3
Wro Bt 2t
4
o i
H
[ H
[ S froees
S ved H
g H
g
g
:
2
kY ¥ 3 £ “3
24 oy 343 s 5 25
(3 we e <o <y




PCT/IB2014/003054

WO 2015/075557

11/124

Figure 10

s
3
;
5
3
5
£
<
>
4
i
o
4
H
<,

AT

tac]

RS

=¥

PNV ANANANAATAAAY

[ECEVENERN

At 0 DN BB N

S ARG

grorerengereoreragrorsrertproserd
% k] 4

A

R REA A

Y
&

<

STAY

T A
kS

&




PCT/IB2014/003054
12/124

WO 2015/075557

Dk,

b

11
1.2
13
11

§
.
.
\
.
.
\
.
.
.
\
.
.
i

2, complex 1.
2, complex 1.
2, coimplex
e 2-1, compiex 1.2
e 2-1, complex 1.3

meri; sample 2-
meri; sample 2-
meri; sample 2-

!!!!!!!!!

jdendri
jdendri
jdendri

1/dendri

i
1
i

erl; sample 2-1
AW/

AW

AW

AW

—

saRNA AW1/nanofectamine

Manofectamine

saRMNA AW
3. dendrimert; sample 2-2

dendrimer?2

dendri
saRNA
saRNA
saRNA

1. control, No saRNA

G

I

.........................................................................................................

Figure 11
R
o1
&



PCT/IB2014/003054

WO 2015/075557

13/124

Figure 12

\ww «M » nw...w &ut

UCIREBIIN D BARIEY




Albumin ELISA

o,
N\ £4

_ i
[ ,\,Nu
A,
= o
.~
B}
¢ “d

By



WO 2015/075557 PCT/IB2014/003054

15/124
Figure 14
g
3 e Kitirubin
atbumin & Sy
‘
i » R N —
\S.l o "‘W"lm
* R %. .
; . : :
o Mmi:}};i'm
. By
C o i
ALT AST o
By - i}

Uil
5
U/

LX)
Uil

2 1+ & o

Control Dendrimer Dendrimer + saRNA

3
N
x20

X

L

AN

NS R
e 0 3 \ R




PCT/IB2014/003054
16/124

WO 2015/075557

Figure 15

\m‘ ) "
a6
z &dm .
"’ 2
+
t 2K 1
St L
Fasc vn vw.\‘ Mw : \.ww. 24
et <r e P
i
- b
; 5 % %
Cine, z 2 e 7
(5 Rl e o LRI weids
o a0 :
i
- A2 z “
% " % 4
7 B KR W. %
E2s E ® 4 3
5 % %
» )
P . 1 T
¢ ﬁ! \O %5 < 3 ox w#... w [4
i S A S A Gogr A

Py o AU g o




WO 2015/075557

Figure 15, cont.

A

123

Ry

®
gt
Jitee sy

A% A7 AAL AR MRS AL AL AR AR AR ARE AR AR AR A AR AAY A

test X 2N N

A v s v s .\iyﬁ.w X \:i R vt A v s

LA
WA X X X
R ;
de she
N N )

.S R S
Y M
. g % ¥
P

*

~
5

17/124

k2

H

133,

PCT/IB2014/003054

*« ¥ ¥

S

X <
Y
L
X
""‘""&""""‘..‘.i_

L33 3 & >

oo imon sorons s sor e B e e e e oo

Fd *




WO 2015/075557

Figure 15, cont.
§

PCT/IB2014/003054
18/124

¥
Ny R A
N TNt
R
- N £ N SRR O R R R SR RN SR SR N R SR R R NN
A0
SR L 3 » » ¥
& & v
N w¥® s 5
AN, . W e
. PSR b \\A\\
: R
Ry S - A [
he Py R
TN * R T
W . %
»
N,
¥ kd "X b
A & B

e
e

Y AR
YRR
W

S

®

s »
3
¥ g; o S
R

LES
®
F R -~
PEen * & P ¥ F ¥
PR oY ® * R
ol ®» PR, oo R EY
: * &
P * s ¥
® : % . T 2
N ¥ NG N *
T !’i’*
® * & %
e
NS, *
N ¥




5555555555555

111111




5555555555555

222222




55555555555
222222

w
Figur

N _tninnin_inniame. X NN
&\ -y

e 18
\ \ \ \ §\\\\\ \;\\\ \\k\\\ N\
.




WO 2015/075557
22/124

Figure 19
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Figure 23
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Figure 26
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Figure 27
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Figure 31
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Figure 32, cont.
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Figure 33, cont.
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Figure 35, cont.
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Figure 36, cont.
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Figure 68
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Figure 68, cont.

Albumin mRNA levels in HepG2 celis
72h treatment, normalized to gapdh,mock-transfected cells =1

N 5niv
N 10 nM

3
H

T

e,

7 3

IT

H .

Sy,

H
7 [

X

% 5
3 5

VY,

FTEEH-OX

\\

w W ot o o~ - D

PR BHUNGEY [

[AZT2RE) 4
LE6EG-TX
2e6E0-0X
LTHEG-OX
GEEED-aX
EreEn-ax
SEGED-OX
FE6EG-AX
EZAT VR E)

OPoE0-ax
SQEGEC-GX
QE6E0-OX
S76E0-0X

- LTES0-OX

6EBE0-0X
YEBEL-UX
6LoE0-UX
YOEH-UX
COEE0-UX
STHLO-OX
ELHe0-0X
STHLO-AX
ET6E0-aX

- /87E0-OX




PCT/IB2014/003054

WO 2015/075557

117/124

Figure 68, cont.

AFP mRNA levels in HepG2 cells
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Figure 69

CEBPA mRNA levels in DU145 cells

72h treatment, normaalized to gapdh, mock-transfected celis =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.

IFN-alpha response in human PBMCs
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