PCT/PT2012/000036

WO 2013/043071

1/15

goe 06e dsg

[ 'DId

- . -
TS TI AR TYNASTAIEVANT TRAZ LS IO AR TANT THEMYE TTI¥OL Id

0Le 02z 0sc

dad
IRUTPIO
dad



PCT/PT2012/000036

WO 2013/043071

2/18

g7 'Ol

VT 'Old

ERAALELEZEXY
AAANELO9D T HASOINANTE 00 A AL YAV DR TIS 12 1L IALOSOSORY [T
oot R (e 03 JL 12 LBCEY
012 3 07z 01z 002 16T TEUTRIO
HEXXIXIEX HEEXEXHEEEXR :
SS1OS YL AN I TTE A3 OO M TARE IS BS V0T LALS eI AS YLD LNATE [T
Da as 0¥ H 0z 3T T aRCRY
051 081 0LT 091 0T 05T TET  TRUTEIC
HARILAIHHRTEY
I TILE001¥90AK 00 TAL 00 AR LY AV TAS 15 1LAAIOSISERTY 01T
0ot e 0 03 a4 19 egRy
0Tt 00T 0 03 L 19 TRUTEIO
XEXTHAR FHEEZTEXHKKRER
L] &Hwﬂﬁﬁ ITT3dIESdH00I MY TASEISOSVEDAILALS wmﬁmp mm.wmggqm_ ST
04 05 i} 0g 0z 3T 1 R =150=57
0g 05 oF o€ 0z 91 T TRUTRIC




WO 2013/043071 PCT/PT2012/000036
3/15

V0I18-3L-VL11

FIG. 3A

=
€
3
<
<
c
©
=
3
T




PCT/PT2012/000036

WO 2013/043071

4/15

L 174

44

q¢ OId

(anoy) swit

4

S0

800

Sinoy §¢°0 ¥ 2°G = 3jITHEH LLIATE-8LIA

sinoy 2'2 F €L =3311418H d3d-LLAATE8LTINA

TTIA-1E-8TIN-¥

did-TTIA-TE-8TIN -

0¢

oy

09

08

001

ozt

anjeA uIw ¢ Jo %



PCT/PT2012/000036

WO 2013/043071

5/18

8#10 d3-EI0 | IWIEBITA —> B

upsyesd apgnjes ‘apdues uspy

v "DId

npur-isod JyBiuiang

wiatasd (2301 sjduies vonanpurised WwBnaAD
ujsyosd je3o] ‘ajdilies UdIIRDUI-Rid
ot 2eppet snjg 7 an|Q 285

o3 oA o

e 60NN

T



PCT/PT2012/000036

WO 2013/043071

6/15

V¢ 'DIA

uollejnuiio

1

uonINPay UXo10pul

X013 UB3|2IDY

!

AydeiSoiewolyr uoisn|ax3 azis

!

mmcmﬁxm uone) ssoseydas 4s

f

AUy 7 uls104d




PCT/PT2012/000036

WO 2013/043071

7/15

J§ DI

BE VWONAES = Pl BUET]
PE VOLIE — i, 2uE)
€6 voure3 —£1 e
g Uy — 2 sUE"
LE ORI = (L1 U7
O£ sonng — O auRY
6Z vonfmx - 6 e
Bz uon3 ~ g {eq
2 uoanya - £ e
8z legng - g &ie)
stuoinz - g e
FZ UCNZ — § BUE
£Z V0TS ~ £ 921
fruong =g augy
favpep = || auey

pitalyy 53eiiied FOYH-SAS - 2120

ﬂ;r\ix ST T T R e

® S
_

a !

i 17
z

N =~ opy
sirici Tiitolé 8 £ 9 & F & T

cP9

S "DI4

0L WIS - § 1 887
GUONNG = ¢1 B8R

£ W3 = £~ s
GUWNNg ~ 71 8rT
£10UN3 = || ouey

L woprg = Q) sue

O USRrA— 6 3R
SuEm—g 8w

8 YR § BT
WA —Q B

T ysepn =G aueny

L YSELA = b DU
ydnoiyl A0}4=¢ aue
PEOIT UK - FEA] A5 —T R
FEiEy - [ ST

preflie] ASSCUO0d 3V STS * | 409

Far

1
i
}
52

g€

-
0L

*’ . epy

stEL gt Tl il ¢l 6 8L 9 5 ¢ 2 &

L1989



PCT/PT2012/000036

WO 2013/043071

8/15

58 M -ST FURT
D8 MM FT FURY
TEE MXd -ET SURY
CTE M -ET FUET
L% X ET 3UEy

TTW M 0T FuRY

0T MXd o6 FuRy
B% NXd -8 Juey
% N¥d 1 2URY
£ WL 5 2uRy
9 MK 1§ BURT
S WX f BURY
usernf 14 € suey
0 LT FUBT

DISSEIIO0] IOV -505

as 'uid

jood

STPTETEZTITOT 6 8 £ 9 S ¥ £

881



PCT/PT2012/000036

WO 2013/043071

9/15

£8 X4 ST BUE]
98 NXd $T U]
68 )4 JET 3URT
018 NKd ‘2T 2ue]
ET8 NX4 (T 3uR]
TU8 X4 0T 3ue]
STV X4 -6 2Ue]
TEY M4 gaue
Y ERE
6% Y14 293U
Y N 252U
LY N U
oY b 3£ 3um
PEe] 335 T UM
RN

JSSPWO0D IOV I-5AS

d6 "Dl

PLETCTIIT Ol &6 8 £ @ § ¥+ € T 1T

T
£

BL
BE
&t
€9

26
88T



PCT/PT2012/000036

WO 2013/043071

10/15

9 'DId
Aeq
82 92 ¥z ¥ 0Z BL 9L ¥L 2L OL ®& 9 & 2 0
A — = e ks e e i ¥ ,O.—.
- - - -
DALIB|UN-IIO [RIDUIN R W
saAzoxna) oz @
{iwa uonen i sabueys | =
[RIAOUAS ‘BUIADD INSS)| bgz 2
pngafu-yan m
Lo =
~— UonIN5ap 0g S
abienen 2 auoq "anss 1os ¢ §
onReWIo) Snied &
‘ ‘ L. =
$350] ol fenyuaa v 3
pUE 2NSSE] SNOIGY ¢ =

L JUBWEOEIdE
18501 UG DIDAIG

[dpow sijliyie peonpui-jueanipejey




PCT/PT2012/000036

- W0 2013/043071

11/15

oz

2

kL

L 'OId

SHdi
xaa
0 d3d-5% TTINATE- 8T 1A
10 d3d-E# TTIA-TE-BTIA
g d3d-TTTA-TE-BTIA
SETTIATE-BTIA
EHTTIATE-BTIA
TEIATE-BTIA

trrirti

$840908 EIU]IDVESN



WO 2013/043071

Control (Hee_-althy Rat)

FIG. 8C

FIG. 8B

FIG. 8A

12/15

Dexamethasone

f ‘;4‘ \l ! |
A7, bl, ‘b d"f\

R AR IR =ty
HL e e A

. -;"‘ o N T P;;; SRREY
e 3‘%"\@9"’*
y J:"h! -
k v '{i;

oy

by \\';.:’ -n‘»“
2 A
w6

WS YA T L
e A i

VL18-3L-VL11 DI #3

PCT/PT2012/000036

FIG. 8F

FIG. 8E

FIG. 8D



PCT/PT2012/000036

WO 2013/043071

13/15




WO 2013/043071 PCT/PT2012/000036
14/15

Pancreas

FIG. 9A

uedio 3 /a1 %



PCT/PT2012/000036

WO 2013/043071

15/15

d6 ‘DOId

sealoueq

3jsn
1SN yoewors uedio

yyeno

Yygno

yeno

yio

yscono

uedio 8 /a1%



