WO 2009/129545 A PCT/US2609/041170
1/34

404-02, nM

i WET

————— WETT2

+iFNy (20 ngimiy

FIG. 1

SUBSTITUTE SHEET (RULE 26)




WO 2009/1295453

PCT/US2009/641170
2/34
402-02, ni

180% +
100% RN NO

. e VIS
SCCREEES BN I BN B BN B e U S WSTi2

0%
1. 3 I T . & z

509, L 0 o 4 08 8 o83 125 25 3 140 O

+ 1PNy {20 ngfmi}

FIG. 2

SUBSTITUTE SHEET (RULE 26)




WO 2009/129545 PCT/US2009/041170
3/34

402-46, nM

P
A WETY
-——— WITH2

+ iRy G20 novnl}

FIG. 3

SUBSTITUTE SHEET (RULE 26)




WO 2009/129545 PCT/US2009/641170
4/34

402-48, nM

SENEL e
FREFR

A iy

A e

SUBSTITUTE SHEET (RULE 26)



WO 2009/129545 PCT/US2009/041170
5/34

402-49, nM

(S B
e ST
uuuuu WST2

0 O D4 23 1568 31 63 128 25 B0 WO 200
+ Ny {20 ngiml}

FIG. S

SUBSTITUTE SHEET (RULE 26)




WO 2009/129545 PCT/US2009/041170
6/34

402-51, nM

PG
----- & ET
e WERTAR

Tt O34 B3 25 X O WH Mo

+IFSY (30 napfmbt

FIG. 6

SUBSTITUTE SHEET (RULE 26)




WO 2009/129545 PCT/US2009/041170

7/34
402-57, nM
N
—#— WST1
————— WST 12

G 4 04 @8 16 31 63 125 28 B f00 260

+IFNY (20 ngimi)

FIG. 7

SUBSTITUTE SHEET (RULE 26)




WO 2009/129545 PCT/US2009/041170

8/34
402-64, nM
180%
e S AT — gromTrmense s
100% - e | R NO
g g ;
. |t WETT
S0% ¢ _LAmF BT ARCRT N OB mm Tl E ST
————— WST12
0% - ; ; b ; b : M ot ;
. 0 0 04 08& 1858 3t €3 1125 25 =50 100 20D
-50% - . —

+ RNy (20 ngfmi)

FIG. 8

SUBSTITUTE SHEET (RULE 26)




WO 2009/129545 ' PCT/US2009/041170
9/34

Z

432-02 404-02

ey

0 Ee 02 Fr Loid it

Friy {10ng/mi}

DRSO
rve control (FFRlv)

IS 404

o LUK

w Actin

FiG. 9

SUBSTITUTE SHEET (RULE 26)




WO 2009/129545 PCT/US2609/041170
10/34

+ H-5 {20 ngfml}

= A0 AGX 8T
,»:} \:\ Eat = ; =
A P & =2 ¥ T ZT OS5 E 3 =® 3T =2
> < [ p] =5 = e P = peed -3 e w3
e b = ©3 s 0 i - o = Tn} & ™

pSTATS

S5TAT3

FI1G. 10

SUBSTITUTE SHEET (RULE 26}



WO 2009/129545

11/34

PCTUS2009/041170

iRt

)

+ & (20 ngfrvd)

&

LIS

40533 s

S02-G2  402-53 40233 4025

- =
= = < »
= T 2 = =
& ot et ool [ ]

Miepd

d

40402

RN

o
w o=
<2 oS

St
o Bl

F1G. 11

SUBSTITUTE SHEET (RULE 26)



WO 2009/129545 PCT/CS2009/041170
12/34

+ -5 {20 ngfmb

= 40752 0w 404037

- ~ ek - s
28 T e & M e
PO e D e =

£ o= g S R
i % "~} — ¥ (3] e

FI1G. 12

SUBSTITUTE SHEET (RULE 26)



WO 2009/129545 PCT/US2009/041170
13/34

]

5 o g < e U o
A R U Y4 ST o S £
L0088 oo N o b
2= 8 5 % &8 &5 [T
g = x = o
] o & < i

EETATS

SIATS

FIG. 13

SUBSTITUTE SHEET (RULE 26)



WO 2009/129545 PCT/US2009/041170
14/34

+ TNFa {20 ng/mid}

= 402-07 e 4802
o ™ T o~ . 3
TR - - e
2 & 2 3 o & ® o
£ = = el Ed ™ e
ikKBo
Actin

FIG. 14

SUBSTITUTE SHEET (RULE 26)



PCT/US2009/041170

WO 2009/129545

15/34

pNFRB Activation

\\\i

IV b BOHI TP e

FIG. 15

SUBSTITUTE SHEET (RULE 26)



YR HOHNP Piod

FIG. 16

SUBSTITUTE SHEET (RULE 26)



PCT/US2009/041170

17/34

WO 2009/129345

B et T T T T P PP P PR P T PP S PP

H H i 5 H

P i ; H H i H ! H
. i i : H i H : H H
H H L S S SR SR

N

50

i i
P
i

40

30

....
. H H H H
H : H : 1 H
poo H H H 1 H H
H H 1 H H z b : i
HE H : H H H H H H

..........

20

......
f : : [ T
.........
I H : H H H : H i i
H H H H H 7 3 : : H H
[ H H H H
H H H 4 1

BMSO

L SRR O UV SSSPUS SRR SYUUPNU: U S S )
‘‘‘‘‘‘‘

T-QH ut a3ueyp pjoy

FIG. 17
SUBSTITUTE SHEET (RULE 26)



PCT/US2609/041170

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

.......

LI H H H H H H H H : '
H 5 H H H A

¢ P [ H : i

T

H [ S T S N e
H H H 3 H b4 b 3 M H
E H H H H H H : H
P i : [ | i 1

T

H :
H :

.....
......

.....
A S T T
H H i H H H : H
H i B H H H H H
! 3 H H H H H :
i H H H H 1 H i
H : [ T T T
[ : H I H H H H H H H
I H H i b ! H H H H H
L : H [ A A -
: t i H F H H H 3 i :
......

‘‘‘‘‘‘‘‘‘
: i i FRE T A T S
] H L H i H 7 H H H H
Pl i i i i i ] i H i H
H H 7 H i H i H H i

T T T e T T

o ooy 0~ 0o o MmN e O
F ]

FIG. 18

SUBSTITUTE SHEET (RULE 26)



PCT/US2009/041170

WO 2009/129545

16/34

H
i

m
H

H

v o w o % o~ o

T-OH ul afueypd pio)

30 40 50 60

20

OMSO

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

nM 404

FIG. 19

SUBSTITUTE SHEET (RULE 263



WO 209/129545 PCT/US2009/641170

N VU PPy

0 \\\\\\%

DMSO 200 250 300 350

Bttt s mm e e e e em i A N an e e Ty AR AT YA YA AR T A YA A NI YA T AN YA R E ST AR e e e At YRR RS hh RS EA RS AR RS A A T E AR A LA e aan bt baman et

SUBSTITUTE SHEET (RULE 26)



W 2009/129545 PCT/USZ009/041170

21/34
<« 250
O I & B 23
= 20 Cassds
= O = = = < =
%150
&
& 100
%)
k=] 50
LLQ O 1 |W, 1 i 1 E“E.—EI
DMSQO 402 401 402-51 402-19 402-53
% 14
12
= 0 FL 7
£ . A T
Lab]
5 . 1T
g il
5 4
T 2
) e '
DMSO 402 401 402-51 402-19 402-53
vy 30
3
2 25
£ 20 -
S 15 ]
: -- T
= 10
() 5 T
o]
£ = ! |

O OMSO 402 401 40251 402-13 402.53

FIG. 21

SUBSTITUTE SHEET (RULE 26)



22/34

: H H ; “ w “ “
. H H : “ \ . “
. : H : _ | .- \
[ TN T T R

\\\\\\\
I H H : | | | |
H A

H : : . ‘ “ u
.......
\\\\\
; H
\\\\\\
1 H H “ | | |
1 g 2

7 : ; | |

.....
i H ; “ | u n
! : { “ \ | |
[ AP SRR TP N SUUPIUT STRUR S

: : : \
nnnn

. 77777777

FIG. 22

SUBSTITUTE SHEET (RULE 26)



0000000000000

SUBSTITUTE SHEET (RULE 26)



[ S S
\\\\\\\

i i MmN i o O

HE] (a0 1 o]

SUBSTITUTE SHEET (RULE 26)



[ H

(a8} [
e P
8 [

......

FIG. 25

SUBSTITUTE SHEET (RULE 26)









WO 2009/129545 PCT/US2069/041170
28/34

45(} R AR A A T T T T T A A A A A AR AR AR A AR AR LA £ At AR AR AR R R LS e

LAY
Lo
o

150

Triterpencid in Brain, nM

400 mg/kg CDDO-Ethyl Amide 400 mg/kg CDDO-TFEA

FIG. 28

SUBSTITUTE SHEET (RULE 26)




WO 2009/129545 PCT/USZ009/041170
29/34

=]

[
[ane
I

\\ L Vehdele Conrol
LI e R i BT ACL 10 awgllez gd
s RTA-401 50 wefkg gd
g BT4 401 100 mzfkz 9d
e RTA-401 250 mefkg qd

Ilean Percent Weight Change (H-SEM)
)

G 2 4 5 g HE 12 14 18

Cay

==

2
—i— Wehicle Coxbal
—g-- dh40] 10 medhe od
% e A0 T gy gd
7 33— 4=kl 100 mglkg qd T
5 04 g A0 B0mglkgqd [ e PR T "
R by
©
g
=5
[
:% [ [ RO 8 :
3 5
=
- ]
:
o, -i0 o E
=
"m T T T H T T ¥
0 2 4 & et 10 12 14 15

Day

FIGS.29A & B

SUBSTITUTE SHEET (RULE 26)



WO 2009/129545

Mean Percent Weight Change (+/-5EN)

ws

Ilean Percent Weight Change (+/-BEMM)

PCT/US2009/041170
30/34

—o— Yelucle Contiol

[ 1 ] S —— 1 —— RTAA2 lgmgf};qu
e BT A-400 30 raglhg gd
—g— RTA402 100 mglks gd
g RTA-0Z 250 vagrks gd

"'20 T T 3 Ll T T T

0 2 4 ] g 16 12 14 16
Day
20

el Wehigle Contiod

_10 .. B dhéﬂilﬁ lﬂl{g.’kg qd .................................................................................................
e dhd02 50wk od
—a— dhd02 100 g fkg qd
—§— dhd02 250 gikg gd

'ES 3 T T T T T

a 2 4 & 5 1 12 14 1é
Dray
FIGS.30 A& B

SUBSTITUTE SHEET (RULE 26)



WO 2009/129545 PCT/US2009/041170
31/34

20
g
- 10 -
E
.%
T
T 0
)
=
Rl
i
5 e Velizle Conbrol
Lo =10 s sl B A 10 melkeqd
g i RTA-404 5D mefkgad
= —— RTa-404 100 mgike od
oy RTA-404 280 mgikg qd
"20 T T T T T T 1
0 2 4 & 8 10 1z 14 15

==

A
g
Ny
N
i
o
£
K]
=
i
ﬁ —— Yelocle Conbrcd
Bl 230 Ao b ek g 104 10 mzikz qd
g e 13404 50 egfig gd
£ g 1304 100 mglle qd
o 1004 250 mglles ad
-A v T ¥ d j ; '
o 2 4 é & 10 12 14 15
Day
FIGS.31A& B

SUBSTITUTE SHEET (RULE 26)



WO 2009/129545

PCT/US2009/041170
32/34

120%
100%
50%
0%

-50%

TXE3325, nid

NG
wnengrene WSET

64 08 18 31 63 125 26 50

+ IFNy (20 ngfmi}

FIG. 32

SUBSTITUTE SHEET (RULE 26)




W 2009/129545 PCT/US2009/041170

33/34
TX63323, nM

150%
vo0% | NO ............

5 e WETE
50% e WSTH2

0% - ‘ : : : i i : -
¢ 0 04 0B 18 31 63 125 25 50 100 200

-50%

+iFNy {20 ng/mi)

FIG. 33

SUBSTITUTE SHEET (RULE 26)




WO 2009/129545

PCT/US2009/041170

34/34

150% -

100%

50% -
0% -
-50% -

TX63326, nM

&
&
-3

6 31 83

2% 25 50 100 200

+1FNy {20 ng/ml)

| EOEES NO
e WSTT
L ----WST1Z

FIG. 34

SUBSTITUTE SHEET (RULE 26}




