WO 2018/187331 PCT/US2018/025887
1/20

6
@ 5 &
2 NI
o) S §
S 4 N s$control
[ §F
g 3 \e\\§ \\“\\\\
2 PO ~N~Hali-B
o N
= 2 &N 0.05 mgrkg
T Y -Compound (1)
@ 0.2 mg/kg

0 \

0 10 20 30
Days

Figure 1



WO 2018/187331 PCT/US2018/025887
2/20

9
o O
E 7
O
o ° s\wcontrol
6 5
€ 4
= ~\=Compound (1)
g 3 0.06 mg/kg
= 2 ~Compound (1)
x 1 0.18 mg/kg
0

Figure 2



WO 2018/187331 PCT/US2018/025887

3/20
6

e 5 S
2
S 4 $
5
o ss\w=control
& 3 N
2 N
2 ~N=Compound (1)
© Q 0.18 mg/kg
[0}
¥ 1 N -

\\;\\\\\\\\\\Q\\\\\\\Q . R

\\ - _
0 20 40 60
Days

Figure 3



PCT/US2018/025887

WO 2018/187331
4/20
4 ‘\
N ss»=control
€ 5 ~\=CTX 20 mg/kg
5 N =g==Hali-B 0.0125 mg/kg
g 2 + CTX 20 mg/kg
= N RN ~ss~Hali-B 0.025 mg/kg
2 PO e N + CTX 20 mg/kg
o 1 "b\\\\\%“\‘i“&\\‘%{{(&\}&\\\\\\&‘\\\\\%\i e “‘\\\““‘Compound (1 ) 0.05 mg/ kg
¥ NN \<\\\\\\\ .\\\\\\\\\ g
It g™ =
e o e = ~s-Compound (1) 0.1 mg/kg+
0 . \ CTX 20 mgrkg
20 40

0
Days

Figure 4



PCT/US2018/025887

~\control
~\=trastuzumab 10 mg/kg

=si==Compund (1) 0.09 mg/kg

WO 2018/187331
5/20

3.5 N
o) N
% 2.5 i\ & ¢$ %‘
< 20 $ & S8 N

: $ F3 N

[}
= 1.0 \K\ \\\ \\\\‘\ &
) & & &
Q O 5 \\\\\\&% \\\\ w“*\\\\
o O. T .
el \\ \\‘ \\\\“;:“\ \

0.0 i R e e @iy

0 20 40 60
Days

Compund (1) 0.09 mg/kg
+ trastuzumab 10 mg/kg
=s=Compund (1) 0.18 mg/kg

== Compund (1) 0.18 mg/kg
+ trastuzumab 10 mg/kg

Figure 5



PCT/US2018/025887

WO 2018/187331

6/20

cBnp

e 3
Y e,
\\“\\\\\\\e&‘\...?.

%

N
3
¥

| i b e ki G il B o b B o e
7+ A1 £
708 % 8 8 ¥
ot = i al ™ ko]

2

4t 3

e
Al
Lvu b
%
z 3

5

,

\e...... 4

i, -

e e g ) o ]
w—f ] o3 = = =
+ b o ¥ 4 4
o wd P 5l 5 el

1 F 14 21 38 35 82 4%

1 7 14 21 38 35 42 48

- e .
o o S
“, Py 7%
" 2 54 \‘.\“\M\n 44
- 7 e <+ L
s % N\ .\,M\es o, v v, 3 7 s
0J i 7 / < - :
- | I - X A
ey % i P » =
sy, B % E et ('] o]
2, A AL, * o
& 7 4 o
ot AW - Z 2
il = &
Vs 4 3 & 3
i =
- >
i m m % m % ok m % % w %
+ . A A 7 . ; ¥,
1. = = = ™ i ot ~ =i = 5 i
ﬁn_. e
. R "
0z
- ]
2! b
%
=t
g
-
4
i
2
[
e

1
-~

LERY

3 m“ o ] ] vk
w4 & o 2 -t
4 s # + + el
et -l =l - P et

1E+18

LE+OR

1E+07

1.E+0%

{(sasucioyd) ways Jouwnpguy

=™
-

1 7 314821 28 35 82 4%

Days after administration

Figure 6A



PCT/US2018/025887

WO 2018/187331

7/20

._ Byfa g6

{1} punoduwoy

X1+
Elelee

Bray?

X3+
1) puncduesy

Figure 6B



WO 2018/187331 PCT/US2018/025887
8/20

100

Percent survival 50 -

Days after administration

o 0 90 9 25 0 0 = Non-treat
CTX 5 mo/kg
REEEERRE - Compound {1} 80 ngfkg
o e (P30S B mict/Kg
meen e Coympound (1) 80 uglkg + CTX & mo/kg
e e e e G & malkg + CTX 5 mgikg

Figure 7A



WO 2018/187331 PCT/US2018/025887
9/20

REW 143 128 142 1.04 1.0

Figure 7B



WO 2018/187331 PCT/US2018/025887
10/20

g o
p :
(%]
o
(4]
3
&3
&
& =
=
w W
ot 1 N L
g % ........ |
.01 ; ] :
1 10 20 30
Compound (1) & &
RT 18 Gy A A

Non-treal

- RT 18 Gy

e e Goympound (1) 80 ugikg

e RT 18 Gy + Compound (1) 80 ugfkg

Figure 8A



WO 2018/187331 PCT/US2018/025887
11/20

Figure 8B



WO 2018/187331 PCT/US2018/025887
12/20

3000

2000~

PR

o]

]

o
§

Tumor Yolume (mm>)
{mean 1 SEM)

{} e i
1 5 10 15 20 Days
Compound {1} N N
ant-mPD-1 antibody & & A &

Days after inoculation

) Non-treat
g Compound {1} 80 pglkg
anti-mPD-1 antibody_10 mg/kg

Combination

Figure 9



WO 2018/187331 PCT/US2018/025887
13/20

Compound {1}
Al \\\\\\i\\\\ \\\\\\\\\\\\\\\\\\ el
\\ \
B2 o N \\5\.\...&\\ ....... sy 53 R

N

& .
, N B

Fluorescence (ex J60/ em 4503

Time {ming

Figure 10A

Campound {11 0.5 ol

Figure 10B



WO 2018/187331
14/20

PCT/US2018/025887

in vitre call growth inhibition 1C., (M)

M

sophages canoar

Compound

QE33 TE-E MES-8A

Ularine

%)

TR RRREES]

P-gp susceptibility

MES-SADxE-Rx1

= R &35 S R 3OS SOETTR
VoIS oA aaeeY &Y I R $¥ e I3 SREN RS
NSRRI {8 SERISY pRME S AT ASARRD SR AN RAY

Figure 11

KPL-4 {Breast)

W Qe
] 7 TEA
PRI TR

COLO-704 (Ovary)

S

GG 3.0

T
T X

e
_|
[ 22

i

fative tumor volume

m@ % GFh
FESE

OTOR
RS B
i
=8

a4

N
994
(e

1.{‘ N &}\\“:\\§\_\‘,\\: ‘
-

Redative body weight

aa -
Q7 : ; )
8 5 10 15 0 2s G

s B ugike

Figure 12

el -y
A GOk b

e 180 ugfkg

P>



PCT/US2018/025887
15/20

WO 2018/187331

FaDu {SCCHN}

3

By /8 pry
[} punodwio)

Single dose
Dayé
n=5



PCT/US2018/025887

WO 2018/187331

16/20

IEDUPUCN

a%/81 pg1

{1} punodwoy

FaDu {SCCHN

1.5

L T

= uy

i @
freas Pueow)

BILBE G S B

Single
5

4

g8

Day 6

{Bigs Freasm)
CHRL Y G B

3

TdaERel U

Figure 14



WO 2018/187331 PCT/US2018/025887
17/20

FaDu Compound {1} at
SCCHN Contro; 180 ug/kg + cetuximab

Tenascin-€ ™

EDA-fibronectin

Figure 15



WO 2018/187331 PCT/US2018/025887

18/20

Compound {1} 180 pg/kg Compound {1} 60 ug/ke

3

e

P

e

&4 NI N NN I NN R

el

—— don-ireat —*— Kon-treat

- CTX 20 migike e TR M wmgihe

;\'}1 to b b b be v b b b aas

= 20 ugihg + CTX 3 mefhg

Figure 16



WO 2018/187331 PCT/US2018/025887

19/20
MES-SA {uterine sarcoma) HT-1080 {fibrosarcoma)
10 e
o S
2 10 s ; B |
] el 'g & r
_§ ﬁff Sl ';l -‘é 1¢ ! T l'/
5 ii%\@wﬂm&w““\l‘\ »»»»»»»»»»»»»»»»»»»»»»»»»»»»»»» B By JJ*"
§ § ) ¥ ‘f
2 01 L L
« Qo = aTD2
= n=a
3101 T T T T 1 0-01 T T T
1 5 10 18 20 2% 1 10 20 30
<> Control &~ 180 ngig - Control -8~ 180 pgikg

CTG-2041 {angiosarcoma)

1D ,\!a
§ @*“*““”éx
g el
8 e
g 1 i»ﬁ\
g T
£ B
= GTDR
n=h
g a }, 1 1 1 1 | ]

1 5 10 15 20 25

e Conbrod ~& 100 kg

Figure 17



Retative turaar volume

WO 2018/187331 PCT/US2018/025887

20/20
HEC-108 {endometrial cancer) AN3CA {endometrial cancer)
10 _ |
el
4 10 E fw{} <
£ 5 &
K 7
53 : o
1 3 MM“E !E i 3 ] \
e ] R
3 0.1
Qe & : Qrpz
prfd . n=s
0.1 T I I 1 1 0.01 T T T T 1
I 5 10 15 20 25 Gl 5 10 15 20
=z Conteol ~# 180 ugkn @ Control - 180 ugikg

Figure 18



