WO 2013/059396 PCT/US2012/060723

|

$:

s

X

rs
FIG. 1A

Compoud 1 on HemOnc cell lines

—

10
0.1
0.01

(wn) 0519

SUBSTITUTE SHEET (RULE 26)



WO 2013/059396

Compound 2 On HemOnc Cell Lines

2/28

H

H
B

H

Hh
LN
H

=]

1

=

L N

LN
H
H

]

T
L
Y
:
Y
i
?
!
i

-

L

H

i
|
|
|
L
T
|
!
|
|
|
|
|
|
|
|
i
|
|
|
|
|
|
1
1
1
|
|
|
I
1
|
!
|
I
i
1
1
|
|
|
I
1
|
|
|
|
¢
i
|
1
!
|
i
|
1
I
!
i
|
|
[
!
!
i
|
|
|
|
I
!
|
|
|
{
[
1
|
|
!
|
|
I
i
3
-

(W35 uoaw) anjpp %

SUBSTITUTE SHEET

(RULE 26)

PCT/US2012/060723

[ 199-"1-THQ-NS

11891667 SYddVH
TONSL-HAP
TON61G-0ju0g
TONoup

TN Z-WAP

10N 1-03
TON”1-003r
TWV-N09-TH
TNWV-N"L-dHL
TNV-ACL-WIOW
Y- 1=9M
TNV L-INNSYA
W1-28
147190S4-NSM
1472-HHOQ

14 THN-NSM
1087072862-0
10810960404
108707G-TH-NS
10610764-A1-190
108107¢-A1-100
10870704-THa-NS
108707 L-A1-100
1087079-THa-nS
10870740
10810701-A1-10
108107 9-THI-nS
1081070v62-n
18107 H
1E10791-THa-NS
10870721010-NSM
1G10 ooy
1087078-THJ-NS
108707804
106107 1-THA-NN
108707d904 L -Svdyvy
0g707opajoL
108707 YA
G107 7Th-SYduvy

FIG. 1B



WO 2013/059396 PCT/US2012/060723

3/28
Apoptosis

il
o
1
o

10.0

Rapamycin
Compound 1
Compound 2

DLBCL
DLCBL
DLBCL
FL
DLBCL
DLBCL
OLBCL
DLBCL
OLBCL
MCL
DLBCL
DLBCL
M-AML
MCL
MCL
OLBCL
DLBCL
DLBCL
MCL
OLBCL
OLBCL
MCL
DLBCL
DLBCL
DLBCL

M-AML
_ M-AML

T—cell
?-_DLBCL
~_—DUBCL
e FL
——M-AML
———M-AML
——MNCL

T~cell FI G . 2

FL
FL
DLBCL
OLBCL
DLBCL

S

\

SUBSTITUTE SHEET (RULE 26)



WO 2013/059396

Number events relative to DMSO
treated control (%)

% Viable Cells

—_—

[}

[enn)
PN

w
<

4/28

Compound 2 - Prolif
(n=4) - H929

w
L

] 1

0.001 0.01 0.1 ! 10

Compound concentration (uM)

FIG. 3A

Compound 2 - Viable
(n=4)

0

0.001 0.01 01 1 10

Compound concentration (uM)

FIG. 3B

SUBSTITUTE SHEET (RULE 26)

PCT/US2012/060723



WO 2013/059396 PCT/US2012/060723

5/28
Compound 1 — Prolif
o (n=3) - Ho29
= 1005
=
g
e _
£
O =
°5
o (&)
"gg e
53
g et
E
3
=z
0 L T | 1
0.001 0.01 0.1 1 10
Compound concentration (uM)
FIG. 4A
Compound 1 - Viable
(n=3)
100 ¢—— ~- H929
8
@
T S W ——
<
»e
O ] ¥ i ¥
0.001 0.01 0.1 1 10

Compound concentration (uM)

FIG. 4B

SUBSTITUTE SHEET (RULE 26)



WO 2013/059396

% Events normalized to
DMSO control

% Viable cells normalized to
DMSO control

PCT/US2012/060723

6/28
Compound 2 - Prolif
125 - —— CAG
B ---0--- DF15
— - — ANBL6
1000 —&— RPMI| 8226
- ---0--- H929
- -0 - U266
—s— |P-1
754 - MM’S
—-v-— KMS34
N -0~ OPM2
50 AN
\\
\
251 \
0 T ' —
0.001 0.01 0.1 1 10
Compound concentration (uM)
FIG. 5A
. —e— CAG
125 Compound 2-viable —o— DF15
- -u-— ANBL6
—a— ﬁggsl) 8226
e b 0=
100 Qeme====2 —--0-- U266
AN —a— |P-1
——%-- MM1S
7 B - KNSk
—-0--- OPM2
\
50 \
\
\
25 \

0 T | i
0.001 0.01 0.1 1 10

Compound concentration (uM)

FIG. 5B

SUBSTITUTE SHEET (RULE 26)



WO 2013/059396 PCT/US2012/060723

7128
Compound 1 — Prolif
1254
o 1008
B _
Sp
S5 75-
ES
Co
23 o  —a— RPVIB26
53 Y1 o Hy
1 —-0-- U266
G & LP"1
B e MMIS
- OPM2
0 — v KMS34
0.001 0.01 0.1 5
Compound concentration (uM)
FIG. 6A
Compound 1-viable
125' f’i
8 ~~~~~
Z 1004 ==
g h
'6 —
ES 5]
8§ 75
53
gg 50
S
S el — RPMB2S
be - OPM2
— ¥ — KMS34
0 . ' !
0.001 0.01 0.1 1
Compound concentration (M)
FIG. 6B

SUBSTITUTE SHEET (RULE 26)



WO 2013/059396 PCT/US2012/060723
8/28
e
0.5' u:
b
e
—~ 0.01 ,
3 2
s 05 R
- T 5 .
o o1
K=/ * e I
-1.01 <o |
0. T !
-1.51 Jj
L (R ]
ER+/Her2-  ER+/Her2+ ER-/Her2+ Iy
05- 7] 051 "'.E"
— [ —
o o (o) §
0 0.0 0 0.0
e g \ 7/
S -0.51 S -0.5 - n
'a’) _:o p FU—S b DR
290 7 ;2 104 =y d
15 i /22 r el
-1. o -1.594 . e
Basal Luminal ER+ Her2+ N
p = 0.032 p = 0.00586
051 N 05 .7
~~~ 4 ~ —_—r
B 00- . B 001 .
O (_D .
R w S-051
() o Pl AN
_0_1.0_ n _9_1'0- "o %
':‘. —tdee
-1.51 __L. | =151 . s
MUT WT MUT L
PIK3CA gene TP33 gene
FIG. 7B

SUBSTITUTE SHEET (RULE 26)




PCT/US2012/060723

WO 2013/059396

9/28

8 Old

(Wu) 0S 9 uonpiayjoid

00S6¢ _ cc_ow _ oc_m | _ oc_o | _ 00S 0
I | | 1 | | " 1
127 _ _ “ , _ _ “ EZH—ION
| ] | | ] " B
| | w77 _ ; _ « LSZ-aN-Van
| | | , ] i u
m m | ) | | | ges _ ONLSN
| ! | | | B
m m w | | | N v aLvL
_ _ _ ! ! ! ! ! -
__ | _ m “_ m m __E§- 91 110H
I | |
| | | __ | __ m L 27777 asdon
I | |
| o—— m m ) | | mwmﬁ- S9SNV
(Wu) niop 0S| | | | e z9day
eaisussu) upfwodoy |77 | | | | | | “ -
] _ ! _ BTN 6¥CY
aAlisuas Ajoiuod uAwpdpy @ | | | | | | L
sayisuss uofwodoy [ | | | ” | | 002 (. | 09¥H=ION
“ m “ | _ | | _ g1 16-W0
| | , | | L.
L e
(Wu 0591) uonpiapiosd ojnieg oA

SUBSTITUTE SHEET (RULE 26)



WO 2013/059396 PCT/US2012/060723

10/28
| —e— Vehicle: CMC-Tween QD
12001
| -~ Compound 1 (1 mg/kg BID)
= 10004  —<— Compound 1 (5 mg/kg BID)
E 1 —o— Compound 1 (10 mg/kq BID)
o 80071  --- Rapamycin, 4 mg/kg Q4D
g ]
< 600
3 ]
5 40
200 -
1
15 20 25 30 35 40
Days Post—Tumor Cell Inoculation
FIG. 9
U87 MG Tumor Volume
—e—\ghicle (CMC-Tween) —o—Compound 1 (10 mg/kg, b.i.d.)
—0— Compound 1 (5 mg/kg, b|d) —— Compound 1 (25 mg/kg q2d)
2600 —a—Rapamycin (4 mq/kg, q3d)
2400 4
. 22001
M 20001
£ 180’
o 1600-
E 14001
3 120
s 1000
£ 8004
6003
4001
20018
0

121416 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58
Days After Tumor Cell Inoculation

FIG. 10A

SUBSTITUTE SHEET (RULE 26)



WO 2013/059396 PCT/US2012/060723

11/28

—o— Vehicle (CMC-Tween)
—=&== Comp 1 (05 mg/kg, qd)
—o— Comp 1 (1 mg/kg, ad)

& -0~ Comp 1 (3 mg/kg, qd)
E —2o— Comp 1 (5 mg/kg, ¢d)
e ==~ Rapamycin (4 mq/kg, g3d)
-
2 93
S ~64.7%
= -715.0%

-80.9%

-92.2%

0: LN ANE S A L R ERRD S MR M SN SNDS SRS S ML D DR MM S R |
BB 7903580293035
Days After Tumor Cell Inoculation

FIG. 10B
UB7MG-Compound 1 (5 mg/kg) UB7MG-Compound 1 (5 mg/kg)
Apoptosis — TUNEL % Proliferation (Ki67)
5% ]
g 'S 2 o0] L, <0001
< 04 0001 |+ 316% =7
2 . * = 15 - 38.717%
2 03 T £ - 59385 ==
g 04 £ 107 _t
= (= )
ve 0.4 1007 be 5
0wl , 0 ' —
Vehicle  Compound?  Rapamycin Vehicle  Compound?  Rapamycin
FIG. 10C FIG. 10D
UB7MG-Compound 1 (5 mg/kg)
o 147 Anti-angiogenesis (CD31)
£ 1] T oo
= 107
2 8 - 50.14% — 48617
S 5 = =5
= 4_'
5e 2:

Vehicle Comp'ound1 Rupalmycin

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/060723

WO 2013/059396

12/28

L1 "Old

uonpnoou| |8 Jown) Jsyy sAoq

wm mm ¢m Nm om 8Y 9v ¥¥ ¢V Ov 8C 9¢ ¥¢ Z¢€ OF 8Z 9T +¥Z 72 ow w— m«

P WS NI I N NP N R N R e e R

3 N—

(peb by/bw 3) wdkwodoy
(pzb by/bw mww | punodwo)
('prg 6Y/6bw 1) | punodwoe)

('prq by/bwg) | punodwoy
(usam|~JND) BpIyaA

teooq

llllllllllllll

0S

o
w

o
~

nd
!:Iﬁ_//ml\lh\ /M_/ﬁsllm\\\W//

o
00

VT T I LI R I |
Q
(w2]

sbuby) ybrom Apog

(-
(@)
—

[rrrr1roTrrT7
o
.«
—

o
o~
-—

4biom Apog %

SUBSTITUTE SHEET (RULE 26)



PCT/US2012/060723

¢l Old

uoipIndou| |8 Jown| Jayy sAog
S¢ £F 1§ 62 Lz St £C Le 61 Ll Sl £l

- 06Z-
L0
\\\\\\\\\\\\\\ 062

%L 6L~ M-  00s

13/28

WO 2013/059396

- 05L
0001
0521
- 0051

(Peb 6/bw ) upkwodoy o F OSLH
(pb ‘Bot/Bw 1) Z ‘dwio) -m- 0002
(Pb "B/bw ) 7 “dwio) —o- ez
(pb ‘bx%/bw|0) 7 -dwoy -sz- - o

(usam]—OWD) ddIyap -
C0G/2

(wa) awinjop Jownj
SUBSTITUTE SHEET (RULE 26)



PCT/US2012/060723

WO 2013/059396

14/28

o_m. ¢_m N.m o_m w_m w_w ¢_N N_N c_N w__

€L old

uoipiNoou| |18y Jown] Ja)y sAog
9l

1A

%L ¥6-

yAAt b
%8°C9—

%L16—

—
——
e

(pgcb By/bw 4) uroAwpdoy
(prq ‘b3/bw gp0) 7 ‘dwo) -m-
(prq ‘B3/bw |0) ¢ "dwo) -o-
(prq ‘by/bu ¢'0) ¢ "dwo) -w-
(usam]—OND) BIYEA -e-

- 052-
-0
052
- 005
06,
0001
0521

(¢Ww) suinjop Jown]

SUBSTITUTE SHEET (RULE 26)



WO 2013/059396 PCT/US2012/060723

15/28

1101 Survival Curve

~J
o
i §

()
1

|1 Vehicle

|- Compound 1 (20 mg/kq)

301 Compount 1 (10 mg/kg)

- Compount 1 (5 mq/kg)
(

i)L}l
] K¢

-0- Compount 1 (2.5 mg/kq)

1-0- Temozolomide de (10 mg/kq)

0 5 10 15 20 25 30 35 40 45 50 55 60 65 70 75 80
Days After Tumor Cell Inoculation

Percent survival
£ N O
o

(e

N
o

—
OO

SUBSTITUTE SHEET (RULE 26)

Median
Group Survival P Value
Vehicle 52 days
Cmpd 1 (20 mg/kg) | 59 days | <0.05
Cmpd 1 (10 mg/kg) | 63 days | <0.05
Cmpd 1 (5 mg/kg) | 50 days NS
Cmpd 1 (2.5 mg/kg) | 55 days NS
Temozolomide >75 days | TBD
FIG. 14
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Tumor Growth Delay (Median time to endpoint versus control group)
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Age
Mean (Range) 50 25-80
Gender (n,%)
M 9 32
F 19 68
ECOG (n, %)
0. 16 57
1 11 39
2 1 4
Tumor Type (n, %)
CRC 6 21
Breast 3 1
Pancreas 3 11
NSCLC 2 7
GBM 2 7
HCC 2 7
Salivary 2 7
Other* (1 each) 8 29
No. Prior Therapis (n, %)
1-3 14| 50
>3 14 50

FIG. 21
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Part A: Accelerated (1+5) Dose Escalation
Dose level 5,60mg [ N =7, 2 DLT - fatigue, mucositis

@
Dose level 4,45mg | N =9, 1 DLT - rash
¢
Dose level 3,30mg [ N = 9, 1 DLT - hyperglycemia
iy
Dose level 2, 15mg | N =2

@
Dose level 1,7.5mg| N = 1

DLT Definition:

grade > 3 Comp. 1 related AE, except rash < 4 days, diarrhea/vomiting < 3 days
fasting hyperglycemia: grade 2 > 14 days, grade 3 > 4 days

heme: F&N, grade 4 ANC or platelets > 7 days, grade 3/4 platelets with bleeding
liver: grade 3 not associated with PD in liver, and grade 4

FIG. 22
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Glucose vs. Insulin (C1D8)
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Treatment Cycles Cll 92 G3 C4 o Cb ¢7 |CB-C12
1.5 mg | 1-001 Escoplaqus. ( PD i
15 mg | 1-002 |Breast Nl
15 mg | 1-007 [6W. /| PO
0 mg 105 6L 77|

30 mg | 2-002 |Pancreas] PD (IHyperglycemio ou)
30 mq | 1-004 |Renal| PD

0-45 mg | 1-005 [Breast /) ) R
30 mg | 2-004 Lelom‘yosaréomof‘ PD
Nmg| 1006 00|\
Nmg| 100 00777 bRy
30/45 mq | 1-008 So!iva.ry/ 77 N
5| 2005 0K/

45 mq | 2-006 Paroqlanglio;na PD
45 mg | 1-009 Newsendocive. | PD
777 D (Rash DU
15 mg | 2-008 Wi, | N
15 mg | 1-012 NS )
45 mg | 2-009 (CRCA NE
45 mg | 2-015 {Adenacystic| SD
45 mg | 2-016 {6BM] NE

60/45 mg | 2-010 |CRC PD (Fatigue OLT)
60 mg | 2-011 |CRC | NE
60/45 mg | 1-013 |CRC NE

60 mg | 1-014 Panc@s PD
60/30 mg | 1-017 |Breast| PD (Mucositis DLT)
60/45 mq | 2-013 |Adrend

*Patient 2-01 excluded

60 my | 2-014 CRCl it 3 (protocol violation after single dose)
j I 1 I ! | |

FIG. 29
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