1/25
WO 2015/192014 PCT/US2015/035577

sy

&
=
* &
RER
SE~ o
FE e W
—~~ > WS A
- S E R
Iaws
|
o
2 ]
R o =0
8
& &
¥ o N
bt SIS
5
he
S %
- X »Y
+
&
Et R
s [ty el
-2 o
$ g &
g <15
wNyou
3 i Bl o
T ¥ Y Pt PRI N
o o~ A o
U ® 0= o=
N N N
= =
a7
W
o
>
* ¥
Red
N EF
S W -
=R LR
_-wey
o % R D
2 :§ é N
x ¥
2x - =
& “ ™
< i wrd W
¥
g
ol &8
hes o PN

FIG. 1

T R P

o2
WY
S
R3S
&
Ny a8
o A
. 2 I -~
m R 28 b
(R
o3
R
X
*
@&
]
Hu o
HEN
§ g
o
R 2
& W =
§ Ex23 B oD
2
3 & o
-~ = MY
< R N
g\‘t & A R TR
¥ &
&‘. :K s
b A A %
A £ini b w
Y =
:: -
¥ FEY
A 8
o g
SN
- o~
. ® -
A




2/25
WO 2015/192014 PCT/US2015/035577

R

-’}

; S22
88 10kt VIR
%% o 11

g
&
W oo
&R fees

P
& o
DRI )
R X e
2
h--3
2
W
T
m

St~

S

?‘&?.- <

N o

22

=%
RIS

FIG. 2

N

$ <8
X
e
2
23

MR
Hris

s Wbt

o o

B N

stowd

o] RIS TR
wy

& o B

N \:R \: *_y

. by A el

% N
W
Wt
&
G
b
o

.

454
“
3
“
3.

pic
"
845%
24
24

RS



WO 2015/192014

27

waE A ZRrds

i

%
W

3/25

i A

+ 1k

;i)

Farerabion

; Bondirsss

.\I‘.‘ N
=

1535, h :13}

i

O]

&

¥ Y
o 2 o -
= P ®
X¢ B Xo
RS f23 ~

v Bsoiang
5 Fonnan
s

M CHRG

=
W

&
e
QN

£

2513
%9

¥
o w8
N x
= e

[y

w2 N

ot el

[N

o E i

Ract % =

R T TG

% »y

A CY

a3 WY

_yY

&

i3

N

=

e

REE

= w3 oY

o ] v

N2 L3 =3

0N

ey B3 anvt

G ! i

b »i b

N

S

S

3

ECS R

R

R R
vt W
Q% 4
@i W
RE X

o

PR BN

i wi o
RN <
= 3
PNt e
mioR
Y >

ai R ..

R T

PCT/US2015/035577

FIG. 3



WO 2015/192014

TR

112+ s

3

i 10

Pt
H

o

147+ 2ok CEBY

&

ALY

b

5

G m

s

gy
Ea3 Y- 723

21
5

«
¢

90 14

4/25

R 2

N

o e
[

= =
= -
o o
& =
£ £
e %

A
3

]

3

118

s Bt

oy
e

Sraraa

L4432

3

A~
~ oy
R W
~N o
“\é By
R W
R L3
R L N
a8 A L
- N
i 3
i &N
o~ R TR
Rty
Bl
_
R
o2
n
]
WY o
-\Q‘:‘
IS I
R IR
o~ &
@ oeay ™
ey W
™
- . o
W oW 2
NG TR R
wr
R
2N
S
R
L33 .
b 1

o
B

8D

=

PCT/US2015/035577

FIG. 4



5/25
WO 2015/192014 PCT/US2015/035577

&

Loyardnd » Wadd 138

&
S
=
@
=
2 o ™
% =3 &
'§;\ &L
Y &
3 N8
GF <
<
. [
2 ees
o 5 .y L3 G2
R
N
¥
&
R
X e P
N
& oy
@ 2R
&
R
o
Y LN
o -
=
&I _'I'-
W
4,« L
A3
&
&
R
e
@€
-
o o o
m 2 N
{ ¥ R
N o ™
R
&
i
&
a2
=
&
&
N
=
o Fw
i
T EE foed
s
og By \3 <>
By
w0
9 N
o0 W =N
o)
s NN
wmi oW
-~ Fi o W
=
f{ ™
3 3
& R ™
N H W
*3
5 B
3 me W
® and ool
b
=
R
) 2




WO 2015/192014

i LR

6/25

Z

N
SRR

% 3§
b
REN

]

£

£

$5mu

:

X 8 S &
Y o§s
K X X w

E

SRR g

R

R

e N\

;\\\\\\\\\\\\\\\\\\\\\\I

R

S
; X
oy & R
§ § N

2245

w

2713

R
Y

£26%%;

St st

PCT/US2015/035577

FIG. 6



7/25
WO 2015/192014 PCT/US2015/035577

Nl
g bH .,
et o
=
£
8 w8
& * SRR
5 SR g
= =1 £
= =
W & K peoe]
““ PR sacsnsanonsonsconss RSN 5‘“ 14
@ 3 E
&= i B
— w4 -
hered AKan
5 =
Q (5 ”»
2
& oy
oy ~r
o
& R R

FIG. 7

10000 ~
8008 -
S0 4
4600
2004 4

. 1R

-

£ 3 i
o

& w
2 x el §
o al m >"
g : £ -
, = S g
5 = £
& TR .
& R wl R b
™ ST . =

b } *... 2 E
: L BRI
o % S SN &
e o . e B3 -
g DB g
:::r ooy
: :
o4 &
o ]

ol @ Wi o
LR oy
@

= . “:
3 W 3
3 o R

v 8 obom
T v v v et
[~ S~ S S - T - "

2§ 8§ § B R LA - S S A
B 3y SR

& b b PR

= SR g 8 B & 8 R
2 & B & =2 2 g

M Rl - 3
< © Y



WO 2015/192014

o
£
L4
X
o

R

24

A
s
N
3
3
3
N

i S

o s

8/25

¥ ot

2,

R &
§ §
B £33

a

<

SRR A

v

SRR

AR R SRR AR

R

N
¥ R
S W™

v

A
R
i
SR

—

-
A Y

N
oy
N

S

3 By
& gJ
§

IR
¥ X
Wi

X,
S
N

®

PCT/US2015/035577

FIG. 8



WO 2015/192014

Everolimus % CB836 in HCC 1846

~ A Y 4

B | MR

EDG

000 4

Everclimus cong.

9/25

s

1
EAANAAAREE

B N R

803D 4

8005 4

Everolimus cone,

PCT/US2015/035577

FIG.9



10/25
WO 2015/192014 PCT/US2015/035577

FIG. 10

Everolunus conc.
Evarolimus cane,

SR

Everatimus & CBB30 in HCC 1885

, %, :
: @ N
SRR NN
3! i

< (aa]



WO 2015/192014

8B

AR X

A5 55 L2

s RO

&

Y
o s:I

A R
-$338885000088388

.

SN
e

BRSNS

AR

»

iy

i g
TR AL CUEEAT AN

A"

2

* s

- HINATIRRRRRRN

- IR ]

b R

: f R—

= AR

5 |

N R
«\\\\\\\\\\\\\\\\\\\\\\\\é

SRR
A
Ay

.

4

X

o

b

°;‘ RTINS

R : “pesesnees

IR

ERSSN

ST
I
B

3

e

Lo insH 2o ns,

st Ea,

21240 2 B
Fhiws TG ABE. %
L o8y Ayneay et anid Bdapted to VAW

by okt Hae

11/25

»
¥
s
2
&
=
hs
hed
L
=&
@
=
>
¥

wn $Yaks

R AR S8 e

S

ESSNNNER

SR
-S33BBERERNSRL

3

AR

SRR

s, BV

7]

08 LITSY A LUVES 1 es:

o W LRI

*\\\\\\\\\\\\\\\\\\\§

AL

v Bk .
F IR LR AL A Y L )

3 FEEE ] B
By R TR
LRy

A CHEIL AR
s d

o &
it

R

e,

AN

o

YN

e,

RASERNAAN
S Y =
R

AN

NS

X

PCT/US2015/035577

&Y

2 i
o W] =
- = .
x B3
PR el R
R ey —
[N “
Sgyy L

R

Ny -~

ba

b3
e Pty sk wssh AAnpied i DAY

£

S 80% oo



GSK1120212 & CEE3% in A548

GEK1120212 & CBEIG in A545

WO 2015/192014

BOUD -

g
s
o
S
8
<
U3
pi
. E?
Mg ¢
2T
o
I
o
8
o~y
8
X
<
o
1]

BOUD

< L~ Sx w2
o = p=
o~ =4 (= e
i -t ~
N

12/25

foogseo 2t

AUUANAN AR

x&x&x&:;x\\\\\\\\\\\\\\

E R,
An. e

R

RARRRRARARRS

AANNNRRRRRRRNNE

=

p2q

LSS GRS SR

R

3

g § o«
&

EASRARER

A 23

Pl

ENSSNN

\\\\\\\\\\\\\\\\\\\W\

R 3

W,
g Y
by & = oo

g
§
R
g
>
?"‘,
T
§
BN

P ]

oy
3
g
¥
N

ez

B A

3

.

AN

BX
g

2N Rt
&

DRSS o

BB NRLL S .,

LGS e,

PCT/US2015/035577

§4

P
v

Yona 96 405
sl Popagedd sl Aduytesi 1o PANKE

Ly oo

FIG. 12



Everolimiss & CBB38 in A48

WO 2015/192014

B NN

AT

SN Y

RN

B NN

AN

F04

Everolimus & CRE39 in A549

< < an EY
23 = 530
<] & =5
& = &
g

Byveroimus Tonc.

B e 08 B A

A

I

ARt

i1 B2

Everolimus conc.

A

Escs

SR %

P

T

bR T Oy B R St

-3 §
IIN
® s
38¥y
3% §'\ »
R
LR
& o ™
SR

B

S

ST

R

RRRARARRR?

R
\\\\\\\\\\\\\\\\\\\\’i:

AR
Rl

R R bl

P

PCT/US2015/035577

FIG. 13

AN
» = i
R3S
S
¥
8
X
B
[
BINE
IR ¥
5303
I RE \
SRR
AUUNERENNR
B R
apseeanseey Sy
&
N
R
AN Y
& B » S
R
&
R
P
il
MR
FROP
YENR

SANAAAAAAAAAAAAAAAAASS
IR ARNARNARNAAR

SRR

Y

RSN

R
R

SN
¥

\}}:-.
AN N

N
W

o
-&\\\W‘




14/25
WO 2015/192014 PCT/US2015/035577

R B

s %%
B »

\»f- {}3:{‘
™ RO
FTERD
HRXN A
R
N N

AR

Y o

PO e
. RO LAY R Ry

BT AL
200

oty 7o

=

ANRRR.

KX

>R

3
3

3 A

BN

FIG. 14

TR

T e G4

3

~y
N
W3
=®
~
Y
RS
P
2
*®
B
Ry
&=

. SHNT.-—
m - > = x B &
w -~ ~ ™ N
R

“

vt e RS

% B AR

e RZ3

5522

SR N

e N
3 RN

A

>

R IERTHTORR

IR

P
T S i,

EX

, & SN
X B & ~ Y ~
¥ 8 0§ §8 8
% X $ % W

[



15/25
WO 2015/192014 PCT/US2015/035577

T

RARANANRARANANRANAY

R Ny
b
£ .
W
" B
] Y =
«}S ;
RN SRR -
3 %y, NN
£ %
X . w & N PN
3 L § 0y oy ¥
?_ BRSe3
i %, $
& . 5
&2 ~ Y
b 2
o g
@ <
& %, =
[y N
N3 SN
s
e
I~ AN
g & § g - ; \\\\\\\\\\\\\\\\i\\
K B
a3ty N ~RNNT-—-
=
X e
S M mr:s: b
TIXR N A
NN g <
WY ow o .
X RN 2 -
& anR
®
%
© g
R
o
K
CoR
AN 388,
B BRI
RS R
< W Fa s
= N RN
& FEEN o
£ . E
8 5 el
2 5 s AN
o & 3
= 3 x
£ & = s
8 ® N
o AN *
<E. AN i e
5 & & &t - G AN
L] <& =t o~
Tt SN
% 8 N s

R

FIG. 15



16/25
WO 2015/192014 PCT/US2015/035577

B A AR | SN

Y, S Y,
- SN\ - A2
3 3 po
g - 5 _ g ;ANITT- 4 ]
o 3 S g o % g
g A § g At §
G g 0 g
4 .. % § ot A . &
& N e Lt %
3 B o, b %,
N S N Ny
) : ) :
A AN »
. % i I
SN\ SN\,

i1

SO

g g ° . 8

804C
SO 4
3 4000
P
%
o I
E ALK 4

FIG. 16



WO 2015/192014 PCT/US2015/035577

B LA A LA AR

&
S R3

T3Sy
[ AR
NBNS
SEEHD
IBIH
IR

RN
=

& g
&
8 R
& ¥
2 ¥
&
ARNR. .
30,
b § ¥ ¥ ¥ ¥
R R
= y
a 2
g
2 g
2 g
g
@
@
= »
» s i
d LA AR e A AR
g § § 3z ¥# o :
- 9 EENSSNN

AR ¢
o Y, 1

&
kY
e 3 K
by
. ey
O §F Y o@s
N
b4
z N
b
20
kel
B R
& E -
& 5 %
@ 2 2
e £ S
@ g X ) .
g £ 2 %3
$ @ & AT
2 Lo : \:
£ N
. SN o
< s = ! A . 2
g 2 &8 § ¥ .
g = =

FIG. 17



WO 2015/192014

Sunitinib & CBB3Y in 785-0

Sunitinib & CBE3% in 796-0

SANNNNNNNY

S AN

g
g

2000 -

50094

4000+

2]

g

=3

TR

T

DG0T -

-3 2 ¥ &
N

Huritinib cone.

18/25

N
o

oy

&

5%
R

+$2

Lk

Srifri 5

P

oot DAIRCG > T BEHK 1530

AR AR AR

R

EEESAERRRANRAE

TR

x

a3

:"\{:;‘
& Ny T «:\(
§ 0y ¥ 38
g
&

s TR
LR TRYRASY ¥ 5 B

7
3
3
3
3
3
3
3
3
3
3
3
3

ot e

Lol S RN

Loni$nis vadon.

PCT/US2015/035577

g

?5

W

&

~

N
\\ﬁ"\
> S 3
,\‘\(‘\‘\)m\\\
=N R
N
R W
N
Fuay
o W o B
S e

$

=

&

=

“.

FIG. 18



WO 2015/192014

Pu1Gpeni & CRYH2 i Y840

19/25

Pasuipanih coneg,

23054

Eazopmik & CR3%YiInT86D

Rampasitt & CBR3 In 7464

RN

Pormpams cone.

e
BN

BESSRSRRRSRAR

SRR

@

g E

-3
-

e
R2ucts

NN

Pazopanity conc,

U

&
oo
5o
%

b

PCT/US2015/035577

FIG. 19



WO 2015/192014

&
N
3
¥

SRy

SANAARASA A SN AR A S Ns A

AR
it

«
b
Ry
$
3
¥
®

SRR

AR

SRR

s gy emm e
) W g wwoN
g § § §¢
& ¥ X R

PILEASANANAASAL AL A AL

AR R
RN s

SRR
NN

\\\\\\\\\\\\\\\\\\\\\\\\\3\\
R Ny

S

- IR

e Ry,
s,

DRI

.......... W
3

4

\\\\\\\\\\\\\\\\\\\‘§ &

RRTRARANANRNY

RN

S8
RN

P

20/25

PCT/US2015/035577

ek el Aduytod Lo b A

FIG. 20



Temsirolimis & CB83Q in 786-0

21/25
WO 2015/192014 PCT/US2015/035577

VER
- A BN 5
8 %,
SN
»
§ AN §
2 S 2
= =
5 ¥
K B
AT
- B Y
§ 38 8 B g § 08§ 87 i 8 8 8 B
H] - . 1 2]

FIG. 21



WO 2015/192014

GEK1120212 & CBA3G in 7860

GEETI20232 coni.
GBUTI2U0412 & CHYESS oY 71864

22/25

SRR

1008

P88 EE

g

GSITIZ0212 eone.,
GBR112U217 & CBEIY 1 FHEU

PCT/US2015/035577

E:

T

o0

&

R

=

8

s 8
i;} &3

BRI

klcro

fovricl

8

fat-1

FIG. 22



WO 2015/192014 PCT/US2015/035577

N
& o8
A TR 3 3 ®
b 3 N
oy =
3 3
S N § 8 5 & a% s
W U [N
.
8 Y
A ;s iRt
STRRRERRERRRR
@ SRR
& ¢ 3
P AR .
o = ' 5 N - <
X e S - M- T ®
R A e § o & 1 - ~
R H R W &
"*? AN :\, - N § -
e & o ®
“ § ® et S
& 9 ¥ SO\ 9
. ¥ 8§ 3 R
[an)] ES (a8
&
3
\\\\\\\\\\\\\\j\\\&i%
& SN $ 3
E RN &) AN <
SN
3 - SR R
o N 5 > o ~: oA N
\\‘ \‘Q \\\ § §;;~ R ® ® £ 3

RN



WO 2015/192014

24/25

—

>

2 ]

2 =

oy 2|

= Q Af.g
o & Egu
Q — c -
':E 2 ~—Elo
N 5 N |:=| =
N I
2 =g X
= ool 2
2|2

] 1

- o

(0SNG 01 sAnyes))
[eAIAInS [

PCT/US2015/035577

FIG. 25



WO 2015/192014

<

Fy o

B o

g £

q’ -

D An

oo =S |E

t c = £(8

o S

q, L c [N

.CE © ~2lw

L NEE

N ® e Q5|3

o xle|x
t ..

= old 2

nlo |

o |

o| N |a

- <) © ')
{(OSINQ 03 aaiieal)
[EAIAINS 12D

25/25

H1650 Xenograft

% Vehicle

PCT/US2015/035577

I

CB-839
4 Erlolinib
%  Combo

%

1000+
7504

(wa) SWNOA Jown |

FIG. 26



