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Figure 1-Example 1
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Figure 2-Example 2; A3755q2
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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

20
27
40

5.3

0.712
0.169

137
101 0
2

12
2

P
e

A-427 cells

Synergy Score

Zrer

Zonri,

/
15130 : 26 | 14

7 121

5
4

P
v

i?

12129 138 36 24
8
8
2
-4

13125 41

-1
4

41912713945
-2 4 128 46
-5 110123 {38 46 42 | 28

5
-1
307
3
-4+ 0
-0
4

Bx 2
B self-cross
2 self-cross

Compound 2 (M)

3 N~ P IR T % o e T
\\\\\ $ —i

Lok i T o - iy o <o I
= L T I R R A S A R

(M) g punoduwod




7/165

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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NCI-H1666 cells
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Figure 9a-Example 9
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Figure 10-Example 10
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NCI-H1666 cells
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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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Compound B (M)
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mple 12; RKO cells
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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 14a-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

b
%
19
i
13
7
3
!

4 4
2413t

e T

2

— - - [ & B SO SONUUUUUY ISR SIS SNSRI SUSUUUNS SUUUUUUE SO SUUU SR
T = i
5% mens - e ~ L ~ o LN ¥ =
0 I e T B s e T I MRRURELELE SECIITEEES
5 e
1 G -t M o — =
V “ %.Z
$55 2 B B B
Pase T L - S (S SR =t e S i S - S 2
sy 7 5 ¥ - AL seadP=
= ™~ L
- L] (=3 > s o4 Z]
= ey e £%
ey e X% L3
s, = <=t > =
F
jsnel e 15y 1oy G
£ =¥ <t <
e
g s 8w
g
i 2= <> <t i
Z z g - E ]
P
prsosy
£ o
2
3

-1
1
3

¥

2181161909

4
"3
2

!

(113111233 1 43

8
2
1

(
%5050 50

N
I
i

6
2l

0
oy
h

AN

M

Y

(M) T punodwod)

Compound B (uM)

Compound B (uM)



34/165

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 193-Example 19
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Figure 20-Example 20
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Figure 20a-Example 20
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Figure 212 Example 21 A 427 cells
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Figure 22-Example 22; A-427 cells
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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
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Figure 24-Example 24
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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 1747 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; NCI-H1666 cells
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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

AN &
bl \\
NLL DXEENS \\ i

\\\\\ 0 -1 i11112113118}18,17 18%15

13 13

1408 I 017 54 87

pound B (jLM)
LS ]
3
[E o)
=
L) ]
~3
[o+]

Compound 4 (M)

Synergy Score
Bx4 897
B self-cross 0.117
A self-cross 0.602




7%

48 1 50

%

331384

24

23

Compound A (M)

59/165

Figure 31-Example 31
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Figure 31a-Example 31; RKO cells
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Figure 32-Example 32
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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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Figure 37a-Example 37
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Figure 38-Example 38; SK-HEP-1 cells
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Figure 38a Examp\e 38 SK HEP-1 cells
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Figure 39-Example 39; A204 cells
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A204 cells
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Figure 40-Example 40
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Figure 40a-Example 40

A375s02 cells
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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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Figure 42-Example 42

G-361 cells

/

e

Prrimiririe

Yoy

P
s, 45580

e

ey P P | e P | P | P 4 [ 1 W
= 3 Fone ) Fane | fane | Fane ] Pane § fane |
fx 20 4 [ g | [ ot | g IRE I £ Pagpe (e
poX o] b g 4 E o | g o F F b seeiinnE
~<F fas Fas ey fast o~y oy ~
(= 3 [ < [oe] [ o (=) ph
<~ 3 3 3 —~J 3 ~3 —3 F
[Nl —t = o (¥~ Ly (¥ [ 22 T
=¥ E e 3 3 Eane | ——t ——t ——t >t
f o g oo = B4
e —~— oot e Ly vy —a — =z
5 =3 L > oy — -—t L

FF
L% a9 3 L] e
e b=aind : Ly = - —t =

N

o4

PERETIP G e TR AT TR P

(M) § punodwod

Compound A {uM)

Compound A (M)



82/165

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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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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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 493-Example 49
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Figure 50-Example 50; C32 cells
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Figure 502- Example 50
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Figure 51-Example 51
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Figure 51a-Example 51; G-401 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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Figure 60-Example 60; SW48 cells
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Figure 60a-Example 60
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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

&y T T T T R s N\

L R T T T L Sty AN

CEDWTT INRINION Y

LR E $3 N 0N 3 y !

WSV WP E A
A

\

Compound A (pLM)
Compound A (JANM)

N '
t ‘
N '
N '
N '
N '
N '
N '
N '
N '
N '
N '

: }
: | ' B i i
H N { N v M
{ 3 . \ )
. e § 40 N
{‘: 3 Y 3% i Mat & Y e M Ty
H ! 3 i W N ? i ! 50
W & Ly A ¢ g 43
4 A0

Compound 11 (M) '\"Comb‘bundmll (uM)



116/165

Figure 63a- Examp\e 63; HCT 116 cells
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Compound 13 (pLtM)
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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 65a- Example 65 I\/IL  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

OCI-AML3 cells
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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 69-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
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Figure 71-Example 71
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OCI-AML3 cells

)

132/165

Figure 71a-Example 71
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Figure /2
AMG 232 - MAPKi Combinations
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Figure /3
AM-7209 - MAPKi Combinations
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Figure 77
RG7112 - PI3Ki Combinations
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Figure 80
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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
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Figure 84
AMG 232 - Chemotherapeutic
Combinations
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Figure 85

AM-7209 - Chemotherapeutic

Combinations

P E S it I3 {Sirarvrachs ¥

SEI3ISA-1L [Saraorss
MR E P ks ¥

AT (MNSCLLZ)
SWOEZ {Sarcomia)

.
i
BE:
g %
NI
b g
i

W1 {ASErAY
B -1 (AP ]

Platinums

O

A7 0% x Chealiphatin

S
IR
AN
DRRRHN R
RN RN
RN

AM-7308 ¥ Dovorubich

Topoisomerase [l
A28 x Hoposide

Topoisomerase | [ As-7209 ¥ Irhotecan

DNA Alkylation |A8t-7208 % Yemozolmide

Al-7209 % Oytavabing \ X
Nucleoside Analogs | SR

AW-1309 3 Decitabine

S
RN

A

FACH. M1 T {ADAL )

o
R
DR
O
SR

TP53

T2 {<olars}
1PQ-3 {Frromtate )

ORI
: R SO s
AR08 x splatin I R R
S RN
s

i
R
B

A

iR SR At




147/165

Figure 86

RG7112 - Chemotherapeutic

Platinums

Topoisomerase [l

Topoisomerase |

DNA Alkylation

Nucleoside Analogs

Combinations

TP53

I I
I o 3
I o H
I g? ;
~ ko 3
¥ "T‘ngg @ "
IR S Fi §
u P s 3
i 8%“%‘»‘12 o Y
- SRR & .
. nog B 0§00 R
A R S N |
4 @ v A 3 -
] ¥ & oW I

g
g
;
3
?
u
i

REFELD x Lisplatin

AN S
5\‘.‘\‘.\\ RN
RS

RETHED x Ocaliplotiv

S
T
'\‘\(.:\\‘\. 0
SRR
e

REFLI % Dovorubicy

\‘\l“\ S
o AR
oo

Re7112 x Hoposide

N S
A
A0

REFILD ¥ Trdnotocan L

RE1112 x Temozolomide R

A N N

v ¥ 3 3 A
REFELY % Cybavabing
AR

RETEED ¥ Doritabine




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
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Figure B

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

1500~ ~H+ Vehicle + saline

} e Vehicle +42.5 mpk CPT-11

BT 4 93225 mpk + sl

o] T BBk H2SMKCPTT

W o 33
A \\“\\ﬁ\\“\\\\\\\\“\\x\\ p Ng’}‘g‘t‘}g

o N AN
SRR
SRR

50

Tumor Vvolume {(mm>)
Px
=3
i

250

0 | T LANA SR M N S AN A A Y A SR MO
15 18 '& i 2
CPT- CPT-I
Time (days)

Vehicle (2705932): 15% HPRCD, 1% Pluronic F68, pH 8



3-)

Tumor Yolume {mm

154/165

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
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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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*1<0.0001
# p=0.0090

Vehicle 1(2705932): 15% HPRCD, 1% Pluronic F68, pH 9.4
Vehicle 2 (2112819/2539965): 15% HPRCD, 1% Pluronic F68, pH 2.2

Group % TGl
Vehicle 2 (pH2.2) + Vehicle 1 (pH 8.4) 00
Vehicle 2 (pH2.2) + 2705832 100 mpk a7
2539985 10 mpk + Vehicle 1 {pH 9.4) b4
2112819 10 mpk + Vehicle 1 {pH 9.4) 19.5
2539965 10 mpk + 2705932 100 mpk 857
2112819 10 mpk + 2705932 100 mpk %6
2539965 +2112819+ Vehicle 1 (pH 9.4) 83.2

2539065 +2112819+2705932 100 mghkg | R=30.7
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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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Blinded study:
RMANOVA p values are comparisons to the double combination
groups

Vehicle 1 (2705932): 15% HPRCD, 1% Pluronic F68, pH 9.4
Vehicle 2 (2112819/2539965): 15% HPRCD, 1% Pluronic F68, pH
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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
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Vehicle (2705932): 15% HPRCD, 1% Pluronic F68, pH 9.4
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Figure 0
MDM?2 Inhibition and Sorafenib inMoIm13 Tumors
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Vehicle (674064): 2% HPMC, 1% Tween 80, pH 2.2
Vehicle (2705932): 15% HPRCD, 1% Pluronic F68, pH 9.4



