PCT/US2010/053199

1/13

WO 2011/049946

l "Old

V :(yeopux1) Buisoq Al
uoneuejduy sowny BYYy sheq

ce 6¢ gc (74 0c L1 142 q°

00S

000}

00G1

000¢

00S¢

(Bxy/Bw G°2) 1oxeyoed + (B3/6W 0G) | punodwo) Lo
(BY/BwW G°/) [OXEUOB g

(B5/Bw 0G) | PUNOAWOD) g

SIOIYSA =

( ww) swnjop Jownj abelaay

€

SUBSTITUTE SHEET (RULE 26)



PCT/US2010/053199

WO 2011/049946

2/13

o€

XA

¢ Old

¥ :(1esm/x1) Buisoqg A

uonejuejdw) Jownj I9yy sheq

144

1z 8L <)
v

4}
¥ 0z

Gl-

(Bx/6w gg) | punodwo) + (Bx/6w g°2) jaxeyoed 3
(By/6wi og) | punodwo) -

(By/bw G'1) []oxep|ded —g—
3|OIYaA -

1]

-+ Gl

0¢

(%) 3yBiam Apoq ui aBueys

SUBSTITUTE SHEET (RULE 26)



WO 2011/049946

3/13

——

+ 2
——— S
o o0 B
R~ X £
kS) Do
£ EL
o ov
h ‘_‘_
g V'c
© © S
X xg
© ©
© ®© O
o ao

0.01 -

T
-
(o)

0.001

{av) uonenuasUOH BULISE|d |9XE}I|oRd

SUBSTITUTE SHEET (RULE 26)

PCT/US2010/053199

Yo
N
o
N
0
=
£
® 5P
ﬂg »
o
S O
-
L
i
(e



WO 2011/049946

Compound 1 Plasma Concentration (uM)

—
o
o
o

-

o

o
1

-
o
1

—
1

o
—
1

0.01+

o
o
S
—

PCT/US2010/053199

4/13

—e— Compound 1 (50 mg/kg)

Compound 1 (50 mg/kg) +
Paclitaxel (10 mg/kg)

o

Time (h)

FIG. 4

SUBSTITUTE SHEET (RULE 26)

25



PCT/US2010/053199

WO 2011/049946

5/13

() joxeyjory
L0

ki

L0°0

LY B

*

(W) | punodwo)
. | 1'0 100 1000
MLlid g 4 Ll il 2 A ALt A Liiil
] :ETT 0
0L {01
los :
1 Jog
< Jov
g .
402 < 1o
Jo.
N +
08 + Jos
106 * +
H06
00} J001

Aupqeip o,

SUBSTITUTE SHEET (RULE 26)



WO 2011/049946 PCT/US2010/053199

6/13

®
st

383
geaLT
o o -
2 25
§§C§:Q_
CCoCnwE
o R RSN RS
. ERENRZEN

7
718
iPacEstaxei aione.

1.5 nM

FIG. 6

3nM
Compound 1 (nM)

6nM

Ié??%%f/v

\\\

12 nM

Ll 1) ¥
W M~ © W o N T O
o0 OO D S O o

pajosye uolorsd

SUBSTITUTE SHEET (RULE 26)



WO 2011/049946

PCT/US2010/053199

713

S

L
1 i
] AT

p8loslly usijoeid

SUBSTITUTE SHEET (RULE 26)

5nM

7.5nM

10nM

15nM

[Compound 1]

FIG. 7



WO 2011/049946

8/13

PCT/US2010/053199

[
L}

J I | l
V70077

|

s,

=

I,

I,

(Wup2)

| pdwy

(Wug'g)
L pdwy

(Wuz0t)

} pdw)

Paclitaxel
(2.0nM)

|V

7

g,

Ll

L

I,

A,

(Wuv'z)
| pdwip

(Wue'g)

| pdwio

(WuzoL)
| pdwg

Paclitaxel
(2.5nM)

g,

L

iy

Ll

(Wuy2)

| pdw)

(Wue'g)
L pdw)

(Wuzol)

I pdw)

(3.0nM)

Paclitaxel
FIG. 8

wWu gz

Wugg

AU 0°¢

Paclitaxel

N

WUyl

3

SN

NN

RN \l\\\

y WU6g

WU L0l

Cmpd 1

70%

60%

50%

40%
30%

20% -

10% H
0%

(S1199 §261H) pejoayy uonoeiq

SUBSTITUTE SHEET (RULE 26)



PCT/US2010/053199

WO 2011/049946

9/13

46 Old e6 'Ol
wsibisuds Buoss €20 950 89’0 AR wsiBisuds buoy : : . .
wspiufs €0 GG0 990 0¥ wsibioukg ° mmm mm.m mm.w mm.w
wsbiufs 969 160 990 IS¢ wsieuls /S0 8y'0  8/) 1G§C
USDRUAS — 79€0 260 LY D Zv'9 WSDRUAS™€€°0" L0 bk v
wsfieufs 160 250 L0 L0y wsfiufs  Ge'0 Y0 il L0
wsfius 690 Jy0 L0 LGe wsfisus 160 yy0 L) 1S
WSDRUAS ™ "9p"0" 8¥°0 920 4] USDRUASBICIS /20 060 690 )
wsiieuls — y9'0 S0 920 L0y usfieuls  €£'0 9p'0 690 L0y
anppefesN  66°0  L¥'0 920 LS wsfieufs S0 BE0 6970 16
1D &4 (Wu)jexeieooq (W) 4 punoduiog 0B (u)sxepoeg (u) | punoduiog
. *21/ iexeyeno] %91 1 l1oxeyioed]
5} 0k $'0 0 o b 80 90 V0o 20 0
B g ooy o _ » 0
Y S + X By Lo B
9 Y 2 17 8 < 70 &
E 3
Lp0 ABisuhg | pg S
£ m
-90 2 BARIPPY ™\ -9'0
80 = 80 =
gy 8 wisiuobejuy Lo 8

SUBSTITUTE SHEET (RULE 26)



WO 2011/049946 PCT/US2010/053199
10/13
1.0 _

© 08|

T 06_

-

o 3

g 04_ 96 N -

S s

= 0.2 ] X

Q ~
¥ ¥ { { 1
0 0.2 0.4 0.6 0.8 1.0
[Paclitaxel] / 1C,,
Compound 1 (nM)  Paclitaxel (nM) Fa Cl
6.25 497 0.55 0.34 Synergism
10.00 4.97 0.59 0.33 Synergism
16.00 4,97 0.62 0.37 Synergism
6.25 7.95 0.61 0.23 Strong synergism
10.00 7.95 0.63 0.26 Strong synergism
16.00 7.95 0.64 0.32 Synergism
6.25 12.73 0.63 0.23 Strong synergism
10.00 12.73 0.63 0.31 Synergism
16.00 12.73 0.65 0.32 Synergism
FIG. 10A
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Compound 1 (nM)  Docetaxel (nM) Fa Cl
6.25 2.82 0.66 0.12 Strong synergism
10.00 2.82 0.68 0.14 Strong synergism
16.00 2.82 0.65 0.29 Strong synergism
6.25 4.50 0.65 0.17 Strong synergism
10.00 4.50 0.68 0.14 Strong synergism
16.00 4.50 0.66 0.27 Strong synergism
6.25 7.21 0.7 0.09 Very strong synergism
10.00 7.21 0.69 0.16 Strong synergism
16.00 7.21 0.68 0.23 Strong synergism
FIG. 10B
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