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Figure 1-Example 1
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Figure 2-Example 2
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Figure 2a- Examp\e 2; A3T5502 ceHs
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Figure 3-Example 3
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Figure 3a-Example 3
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Figure 4-Example 4
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Figure 4a-Bxample 4
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Figure 5-Example 5
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Figure Sa-Example 5
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Figure 6-Example 6
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Figure ba-Example 6
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Figure 7-Example 7
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Figure 7a-Example 7
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Figure 8-Example 8
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Figure 8a-Example 8, MCF/ cells
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Figure 9-Example 9
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Figure 9a-Example 9
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Figure 10-Example 10
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Figure 10a-Example 10
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Figure 11-Example 11
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Figure 11a- Examp\e 11 RKO cells
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Figure 12-Example 12
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mple 12; RKO cells

AR S s SNy bl T T T e
AL P LTI IO
AN Pholwndnd Bt WSV AT T A0 1 I RS 8

FOEA

U

AN

Voo

\ d

RERIRARRETIFISIIET § T

SURRRRNET 5 T

T100305 1 5% % 0

NPT A fa
o Lhes Rt R

§ 4
Wi R

Compound 2 (uM)

Synergy Score
Bx2 16
B self-cross 0.154
2 self-cross 1.73




RT4 cells

/

25/165

Figure 13-Example 13
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Figure 13a-Examp\e 13; RT4 cells
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Figure 14-Example 14
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Figure

Compound B (M)
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-Example 14; RT4 cells
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Figure 15-Example 15
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Figure 15a-Example 15; SH-4 cells
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Figure 16-Example 16
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Figure 17-Example 17
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Figure 17a-Example 17; SK-HEP-1
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Figure 18a-Example 18
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Figure 19-Example 19
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Figure 19a-Example 19
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Figure 20-Example 20
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Figure 20a-Example 20
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Figure 21-Example 21; A-427 cells
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Figure 212 Example 21 A 427 cells
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Figure 22-Example 22
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Figure 22a-Example 22
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Figure 23-Example 23; C32 cells
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Figure 23a-Example 23

(32 cells

)

e,

913

514

413213 1

/1113

10121144 141132

2

1812613947 49 43

4

5102012020025 027 127\ 26

5112:20128 31,30\ 28

1011512613438 3635

0017 1420125120116

513

T e
F 5 “\\ i ec®- B

< _UCJ od CCOU

Compound B (uM)

Synergy Score

229

0.886

469

Bx3
B self-cross

3 self-cross




47/165

T,

(32 cells

)

192 g

Ay

By,

P oo
m e

RN

—
m i e m w
S AU R P
X £ H i o=
e Gt o e Feoinilniil G
Ll o =
[] A Tt H z
o e Bt SRS AR at
o e
4 LELE i &
sl i s
\\\\\\\ %
2 o
g
D
G
P e
5 i Ehsa s e
B e : H
Pt =
P z H
N e eisniaiees e e mannggennan Focecreee Froeererrees =
L e < oy i o= L
Foeeie Easae e R TR B T
- — Al = O e - RERMURR Ervrrerrrrens
[ - i Il Il il
£3 i Z i H H
R T Fe .\\\\\\m \\\\\\ i |
<% 42 ZEeEE 7z

S
N
N
v

v
v
v

Compound 4 {uM)

Compound 4 (uM)



48/165

Figure 24a-Example 24
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Figure 25-Example 25
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Figure 25a-Example 25; G-361 cells
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Figure 27-Example 27; LS 174T cells
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Figure 27a-Example 27
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Figure 28-Example 28
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Figure 28a- Examp\e 28 |\/ICF7 cells
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Figure 29-Example 29
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Figure 29a-Example 29
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Figure 30-Example 30; NCI-H1666 cells
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Figure 30a-ExampIe 30 NC\ H1666 cells
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Figure 31-Example 31
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Figure 31a-Example 31; RKO cells
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Figure 32a-Example 32
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Figure 33-Example 33
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Figure 33a-Example 33; RT4 cells
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Figure 3da-Figure 34; RT4 cells
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Figure 35-Example 35; SH-4 cells
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Figure 35a-Example 35; SH-4 cells
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Figure 36-Example 36; SH-4 cells
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Figure 36a-Example 36
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Figure 37-Example 37
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SK-HEP-1 cells
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Figure 37a-Example 37
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Figure 38-Example 38; SK-HEP-1 cells

£ ot

i

i,
=

i)

(R
po o d e
=

b |
<
=37 S
Pt |

3

<> G

*

Wy
W

~
-
o

B

R

.
\

0

N

Hi%H

{0

S181%.4
}

013 M4

T e S 3
i 43 E

-
J
0
Q
£
0
v

.
Y
{w

Compound 4 (M)

Compound 4 (M)



74/165

Figure 38a Examp\e 38 SK HEP-1 cells
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Compound 5 (p.ANM)
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Figure 39-Example 39; A204 cells
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Figure 40-Example 40
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Figure 40a-Example 40
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Figure 41-Example 41; CAL-51 cells
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CAL-51 cells
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Figure 41a-Example 41
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G-361 cells
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Figure 43-Example 43; HT-1197 cells
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Figure 43a-Example 43
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Figure 44-Example 44
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Figure 45-Example 45; MCF7 cells
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MCF7 cells
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Figure 453-Example 45
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Figure 46-Example 46; NCI-H460 cells
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NCI-H460 cells
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Figure 47-Example 47
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RKO cells
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Figure 47a-Example 47
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Figure 48-Example 48
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Figure 48a-Example 48
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Figure 49-Example 49; A2780 cells
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Figure 50-Example 50; C32 cells
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Figure 50z- Example 50
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Figure 51-Example 51; G-401 cells
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Figure 51a-Example 51; G-401 cells
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Figure 52-Example 52; SK-HEP-1 cells
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Figure 52a-Example 52
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Figure 57-Example 57; BV-173 cells
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Figure 57a-Example 57
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Figure 58a-Example 58
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KNS-81-FD cells
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Figure 59-Example 59
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Figure 59a-Example 59; KNS-81-FD cells
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igure 60-Example 60; SW48 cells
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Figure 60a-Example 60

SW43 cells

)

8

5

4

2

-1

13

12

1§

9

17

13

17

13

11

9

7

-2

8

8

4

5

5

-3

5

4

2

2

2

-2

-2

416

-1

01l

4

-3

4

1

512

2

-

2

-

5

0

~t

P
b
<l

-3

3

Ji4

-/

4

2| 4

313

514

210

51204

5

3

itd

114

5

4503

o

g
i

W}

ol
N
g e

EXRESS
TF Lk

W
o
o o
b3

\

(M) g punoduwo)d

Compound 9 (uM)

Synergy Score

5.06
.23
0.59

Bx9
B self-cross

9 self-cross




111/165

Figure 61-Example 61; MDA-MB-175-VIl cells
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» MDA-MB-175-VII cells

Figure 61a-Example 61
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Figure 62-Example 62; UACC-812 ce
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Figure 62a-Example 62

UACC-812 cells
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Figure 63-Example 63; HCT 116 cells
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Figure 63a- Examp\e 63; HCT 116 cells
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Figure 64-Example 64; GDM-1 cells
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Figure b4a-Example 64
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Figure 65-Example 65
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Figure 652- Example 65 I\/IL 2 cells
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Figure 66-Exampl
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MOLM-13 cells
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Figure 66a-Example 66
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Figure 67-Example 67
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Figure 67a-Example 67
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ure 68-Example 68; GDM-1 cells
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Example 68a-Figure 68; GDI\/I 1 cells
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Figure 69-Example 69; ML-2 cells
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ML-2 cells
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Figure 69a-example 69
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Figure 70-Example 70; MOLM-13 cells
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Figure 70a- Examp\e70 MOLM-13 cells
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OCI-AML3 cells

/

131/165

Figure 71-Example 71
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OCI-AML3 cells
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Figure 71a-Example 71
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Figure /3
AM-7209 - MAPKi Combinations
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Figure 75
AMG 232 - PI3Ki Combinations
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Figure 77
RG7112 - PI3Ki Combinations
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Figure /9
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Figure 80

Apoptosis Combinations

INSic

RG7112 - Intr

TP53

{2IeLsC S E~Trcd

(Mo esuoRs) T~ririS-IDM
(AESRAUDIS] © G

f 2 DO PR T TREINS

{RWOTARSF T WSES

{ oy re g} TANOE

£ ETEALIVART FOhemi Y TESW

IS L8P W

{AzA11) T-dH-DS
£ A} Top -3

£ 2o sam; PR PRErA} LRS- Reict 2l

%

¥

£ Al D ICEIUIES - DRG] 52

(UG SY M

BRI

£3520E83) LAy

§ARPEHS ISt} FIY

BCL2 | Renraxavasg

L2/BCLNL | a7z x oo @ 148 L



Figure 81
AMG 232 - Miscellaneous

Combinations
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Figure 82
AM-7209 - Miscellaneous

Combinations
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Figure 83
RG7112 - Miscellaneous Combinations

TP53

{meysosg} =-oal 75§ 5

{uopws) so-svy & | &

£ e s per oyl SR W

{DIEDSMG £Z20W
{3mn it} T-A3-~- RS
€ A2} TOP-D

{ Mmury P pREend} QS edn- Hedal X

oD Im) LT

{soppes) v14

N
A

HDAC | Ro7112 anobisstat

BCR-ABL | a67112 ¢ basath



145/165

Figure 84
AMG 232 - Chemotherapeutic
Combinations
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Figure 85
AM-7209 - Chemotherapeutic
Combinations
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Figure 86
RG7112 - Chemotherapeutic
Combinations
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Figure 87
AMG 232 - Haematopoietic Lines
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Figure 88
AM-7209 - Haematopoietic Lines
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Figure 89
RG7112 - Haematopoietic Lines
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Figure A

MDM2 Inhibitor and Cisplatin in H460 Tumor

Tumor Volume {(mm)

2500
-& Vehick
- -+ 2705932 100 mgfkg QD
i Cisplatin 5 mg/kg { 1x'week)
/ . /
. / + 2705932.100 my/kg
S + (isplatin o my/kg
w ’ ?
N *0<0.0001 compared to siagle agents
4t
0 | [ l T ! P
T 13 18 19 2
ki Time {days)

oy

NS



152/165

Figure B

MDM2 Inhibitor and Cisplatin in HCT116 Tumor
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Figure C
MDM?2 Inhibitor and CPT-11in HCT116 Tumor
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Figure D

MDM?2 inhibitor and Doxorubicin in SJSA-1 Tumors
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Figure E
MDM2 Inhibitor and BRAF or MEK Inhibition in RKO
Tumors
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Figure F

MDM?2 Inhibitor and PI3K Inhibitor
in U87 Tumor

W Vehicle
% RO Zmgkg

T 2500785 2mgig
aupd ¥ RO 2myhg75 Zmylg i
A

- x
¥ pe0o
¥y P-"BGBM
G T ¥ ’ T ¥ ‘ 1 T l \ l T ¥ ’ 1
8 1 14 v il JA]
f T ,
Beging Tire (days)

-\ Yehinie
¥ RGMI2 2mghkg
| -4 250785 Syl
e % RG2mgkg:765 Smghkg

§

10004

% p<0 000

b T T T rorrTTTTTTTYTY
§ 1 i 7 A &3
T T
Degin Tiee (oays)

Tumor Yolume {mm”)

Tumor Volunwe {(mund)

ey - Vehicle
+& RGT112 S0mgkg
o 2820765 2mghg $
& RG0mykg+ 785 2mghg

gl

R TR S

Time (days)

w0 & Vehicle

4 RGT112 S0mghy

1 -4 2526765 5mikg

¥ RG Smgkg+783 Smgkg

5

2000

% <08

T
Sy

All curves are derived from a single blinded study (dailly oral dosing



157/165

Figure G
MDM2 Inhibitor and MEK Inhibitor In A375 Tumors
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Figure H
MDM2 Inhibitor and BRAF Inhibitor in A375s02 Tumors
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Figure |

Combination of MDM2, PI3K and BRAF Inhibition in RKO Tumors
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Figure |
Combination of MDM2, PI3K and BRAF Inhibition in the RKO Tumor Model (single agents
vs. double combinations)
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Figure K
MDM?2 Inhibitor and Doxorubicin in Molm13 Tumors
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Vehicle (2705932): 15% HPRCD, 1% Pluronic F68, pH 9.4
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Figure L
MDM2 Inhibitor and MEK inhibitor in Molm13 Tumors
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Vehicle {2705932): 15% HPRCD, 1% Pluronic F68, pH 9.4
Vehicle (1009089): 2% HPMC, 1% Tween 80, pH 2.2
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Figure M

MDM2 Inhibitor and Cytarabine in Molm13 Tumors
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Figure N

MDM?2 Inhibitor and Decitabine in Molm13 Tumors

2500+

200G+

1800

1006

Tumor Volume {(mm}

300+

Time (days)
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Figure 0
MDM?2 Inhibition and Sorafenit inMoIm13 Tumors
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Vehicle (674064): 2% HPMC, 1% Tween 80, pH 2.2
Vehicle (2705932): 15% HPRCD, 1% Pluronic F68, pH9.4



