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Antitumor Activity in PC3 Xenograft with b.i.d. Dosing

10004

1 = Vehicle (CMC-Tween)
9009 ., Compound 1 (5 mg/kg b.i.d.)
8004 + Compound 1 (10 mg/kg b.id.)
— 1 <= Rapamycin (4 mg/kg, q3d
5 700] pamycin (4 mg/kg, q3d)

S O D
o O O
. 2.9

Tumor Volume (m

—-657%

-797%
-807%

8 10 12 14 16 18 20 22 24 26 28 30 32
Days After Tumor Cell Inoculation

FIG. 12

RECTIFIED SHEET (RULE 91) ISA/EP



WO 2014/062878 PCT/US2013/065363

13/22

PC3 Xenograft Tumor Regression Study with Compound 1
Tumor Volume

2000 —e— Vehicle (CMC-Tween)
—A— Compound 1 (1 mg/kg, b.i.d.)
1-%- Compound 1 (5 mg/kg b.i.d.)
| —— Compound 1 (10 mg/kg b.i.d.)
—— Compound 1 (25 mg/kg q2d)
1500 --®-- Compound 1 (25 mg/kg qd)
—O— Rapamycin (4 mg/kg, q3d

1000

Tumor Volume (mm3)

5001 - = — R =

O rrr~—7 71 r+~1rr 1T r—rrT1r—r+—7r1rrrrrtir
18 20 22 24 26 28 30 32 34 36 38 40 42 44
Days After Tumor Cell Inoculation

FIG. 13

RECTIFIED SHEET (RULE 91) ISA/EP



WO 2014/062878 PCT/US2013/065363

nT e
<5
-2 &
o8& T
Q_O Q
sE N ©
pe £
n O O
£E8 5
<S o R
2 o 3>
5L 2 ©
g2 = 2
Te] [N
£58 2
r—“— v
8
=
S 2
£ 3 HS 912IYoA
8 S rrr+vv g vro 10 v 17
=
EE w = w0 =
= uonDJJULdUOY) | punodwo?) <
(m) Jowny/(e ) DwsD|d A
p—S6 (MesoScale Counts) (2
n:; l-r‘.—) . 2. A A%
£ 5 d
°-3 (yzs) Adw 0g
° g
X o -(ygy) ddw g
= (v ] [¢8)
B = S £
v §£88 Y (4z) Hdw 05 =
2388 3ar 5
28 . Nesn WSH(Y91) ydw 05 5
4 (@]
=85 -(ug) adw 05 ©
Q= & o
eea | d 5
LED -(ug) adw 05 E
2: w
< g S (y1) Hdw oG
| ©
25 5[0y
§5 I""I""I'"'I""ul-)""o
'_

UOIDJJUdU0) | punodwio)
(m) Jownj/(e) pwsold

RECTIFIED SHEET (RULE 91) ISA/EP



WO 2014/062878 PCT/US2013/065363

15/22
Al (@] Tg] (@]
e LT ®L2
T8 HETISS (Yzz) 10w o
o
xS ] (ugh) 1dw o}
ozs;;a SES 2
2Z~ I8 HN (uvz) 2w 01 =
238 ST, 5
E8 g SR (u91) w01 2
58S - (ug) adw 01 S
582 (ug) S
gi? - (ug) ndw o1 B
LT 5
<3 Y (u1) #dw o1
I ©
235 HSS  9[o1yaA
28 <RI s
= uoI}DJJUIdUOY) | punodwio) LO
(m) Jown}/(e) DWSD N
p—S6 (MesoScale Counts) ©)
S 8 8 8 8 E
5 8.8 88¢°.
o g U SN W SN W ST S SNV W TN W O AT U W S50 WOUTNE U A |
T2 g HTNSS® (47) dw o
o <X -
NS
xS  agg  HYYII® (ygy) wdw 01 @
8= e QR =
o= Nt # (upz) 1w 01 g
2328 3
&?Eg» (u91) ddw o1 i‘;
2 o5 - d
589 (yg) wdw oI =
3= E Q.
3ES ye) Hdw o1 3
==
© @ S (u1) 1dw o1
&3
£ > F s RUEY
%’g +~ ®m o @~ o
= U0)DJUsduo) | punodwo)

(m) sown)/(e) DwsD|q

RECTIFIED SHEET (RULE 91) ISA/EP



WO 2014/062878 PCT/US2013/065363

16/22

—  p-56.(MesoScale Counts)
3E R
5 & # (4p) dw |
xS
= 8 (401) Ydw | €
oE =
2387 ¢ (ug) dw | §
O o O s
<L 2
Py F(up) pdw | 3
SEE 2
< R H(yz) ndw | g
- 3
Z n -(4g°0) ndw |
<X ,
=
%_‘% HS - S[Q1YSA
£8 3 3 2 3 ©
= UuoljpAusduo) | punodwo) M
(w) Jown]/(e) DwsD|d CD
p—S6 (MesoScale Counts) L
- 8 8 8 8
35 S8 8 8 8
a o < g o~ ~— o
“— g | Y S S N ST S ST S N WY d JI
o8 N (uv) Adw |
. B
<% Z85kn W (yot) ydw | g
287 g
zgsN°* " (ug) wdw | 8
£Es 3
a4 =
R F(up) dw L 3
R=E ®
2EC F(yg) wdw | &
= = (%
88 S (yg0) dw |
o &
Fad S - 9[IyOA
25
SE o % o 9
= o o
uo qm}uaouog | punodwoo

(w) Jown)/(e) DwsD|d
RECTIFIED SHEET (RULE 91) ISA/EP



WO 2014/062878 PCT/US2013/065363

17/22

PC3 Compound 1(25mg/kg qd x6)
Apoptosis — TUNEL

0.6
+204.43%
T +191.697%
P ——
£ 041
R
2
3 100%
= 0.2-
e
0.0 T T T
Vehicle Compound 1 Rapamycin
FIG. 17

RECTIFIED SHEET (RULE 91) ISA/EP



WO 2014/062878

PC3 Compound 1(25mg/kg qd x6)

T

[{e]

>

©

o

o
~

< ©

O XX

Lg |
o

S S

- 5
S

B

S =

o ©

S g

e

(=]

O

M

(@]

(a8

Angiogenesis — CD31

18/22

00 % %% % e %

SR

RS 2
LSRRI

S RIRRIRRIHIRKIK
SHRHHLLIIHLKLLHS

5L
S
o~
ﬂ-
|
f T T T
<t M N — O
Daly p|oyselyj %’
N
N
«©
o) ]"
©
|
13
©0
<
o]
|
f T T T
S & = L0 =
o ~ w o™~ o
DaJy p|oqsanl %

Rapamycin

Compound 1

Vehicle

Rapamycin

Compound 1

Vehicle

RECTIFIED SHEET (RULE 91) ISA/EP

PCT/US2013/065363

FIG. 18



WO 2014/062878 PCT/US2013/065363

19/22

”OO-. —e— Vehicle (CMC-Tween)
10004 —@— Compound 2 (1 mg/kg, b.i.d.)
{ —a&— Compound 2 (0.5 mg/kg b.i.d.)
900+ --m- Compound 2 (0.25 mg/kg b.i.d.)
s00] O Compound 2 (1 mg/kg qd)
—~ "] —O— Ropamycin (4 mg/kg, q3d)
\g/ 700-_
§ 600—_
2 500 - ..M —46.3%
S 1 -56.547%
£ 400- ~56.95%
= 0] ~66.36%
] -71.86%
200 -
100 1

O ' T v T v T T T M I M T T T T T T T T l ¥ T v !
8 10 12 14 16 18 20 22.24 26 28 30 32
Days After Tumor Cell Inoculation

FIG. 19

RECTIFIED SHEET (RULE 91) ISA/EP



WO 2014/062878 PCT/US2013/065363

20/22

1000-. —e— Vehicle (CMC—Tween)

900{ —* Compound 2 (0.25mg/kg QD)
--0-- Compound 2 €1 mg/kq QD%
(

8002 —m— Compound 2 (2 mg/kg QD
1 --®- Compound 2 (5 mg/kg QD)
7001 —— Rapamycin (4 mg/kg q3d)

=

E 600 A
5 5004 & -45.19%

> -
g 400 - o —-55.33%
= : -63.32%
3001 ~72.09%
200 - ~76.26%

.

100

0 T r r - r > T T T T 1 T T
8 10 12 14 16 18 20 22 24 26 28 30 32
Days after tumor cell inoculation

FIG. 20

RECTIFIED SHEET (RULE 91) ISA/EP



WO 2014/062878 PCT/US2013/065363

21/22
Biomarker Inhibition in PC3 Xenograft Model
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Biomarker Inhibition by Compound 2
in PC3 Xenograft Model
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