PCT/SG2017/050509

1/ 48

FIG. 1

 F \

.
.

_

WO 2018/070936

T




Count

WO 2018/070936 PCT/SG2017/050509

2/ 48

FIG. 2

(RN RATY

3
oL,

Live Live

’

-
i £

FL3-H: FL3-Height

-
=
=
T 47 5%
ey BN SR &3 o 0 I
T
L 3
2 3
;
o] =
| i
L

FL3E-H: FL3-Heigh:

tes bl

At . 160301 _Cyto_GR EL30_F04 ; Cof 180801 _Citoto_GR SL30_a04

g < 150901 _Calotox_GR SL30_DO04

F T l“[ I ™7 | T T [ LAREaaS | '| T [
0 20 @0 e00 S 1% U [ T
F3C-H

LA 100 e St 0 A0t it 1t 8 et At I et

B0 HI 1K 9 X0 430 e0g 06 K
F50 -

M=%
45 8%
£ =
=i : 3 =]
=] ;! b =)
o ; t ]
y F S ¥ : Ci8s ] } {113l
v B ¢ i L L R ¥ e P PR
| 3 3 . 2 3 ' 2 3
mu 1@1 1o 1‘Cl§ 10 10 16 1@4 1{]U Y 10 10 1&4
FL1-H:: FL1-Height FL1-H: FL1-Height FL1-E: FL1-Haight
150801 ¢ GE SL30 S0EN Cytotsy BRSLIY AN ] | 5 ytotsx GREL3D DA
150907 Catox GE SL30 OM 15041 Cytoy GE SL30 &Il 150801 Oytotex GR SL30 BOY




FL3-H: FL2-Height

Caount

WO 2018/070936

3/ 48

FIG. 2

s
(NTET
-

10 E

3 Live
1o2 96.2%
1 01 3

150901 _Cytox_GR SL30_C04

FL3-H: FL3-Hergnt

Zaunt

FL1-HFL1-Helwght

15030% Cytetny GRSLID GO4

150907 Cyfutoy GRSL30 EMN

PCT/SG2017/050509

Live
93.2%

150901 _Syoloy_GR SL39_G04

L I D |

§C 80 1K
F5C-H

M=2%
96.0%

,,,,,.,,,.,
4
PIrrcs 7

AN

s HDENT Uyloy GR SL30 AT




WO 2018/070936 PCT/SG2017/050509

4/ 48
FIG. 3
A
+. - é—wlS%
15-25%
++ 25-50%
+++:  50-75%

++++; 75— 100%

B

\
A\

Acguired resistance GR 1




WO 2018/070936 PCT/SG2017/050509

Legend:

<8%
HER: SKER3 - - 8-15%
o 15-25%
o 25-50%
MCF? . 4 0-70%

44 75 -100%

Triple-negative line 87548

Triple-negative line MB-453

E




WO 2018/070936 PCT/SG2017/050509

6/ 48
Fig. 3
Fibroblast MRC:5 . | f ?S -1 250

o 25-50%
e 50-T75%
b 75 - 100%

Epithelia MCFL0s




PCT/SG2017/050509

WO 2018/070936

7/ 48

FIG. 4




PCT/SG2017/050509

WO 2018/070936

8/ 48

FIG. 4

1)

Variable heavy chain (translated sequence, CDR underlined) (SEQ ID NO

4

[y

K

wd
ki

%h
b

%o,
w”

L

K

%,

7%

h

I

7
W

B

)

Ay

98

(€D)]

n

98

K

0

€D)]

N
X

“
N

[
b

A1

U

-

[

48]

70

h

@

[ep]

[N
-

2)

Variable light chain (translated sequence, CDR underlined) (SEQ ID NO

b,
e
b

M

o
N

4

M

(&

A

K

Y

¥y

o~
N

Sl

.
N

3
&)

8
et

ey

'z

S
‘,

o

o
;‘\
S

ey
=
[t

oy,
Y

YR

o
N
AN

.
N

&

R
N

]

Ay

[

(7))

W

(o)

Fry

N

~
o

Y

(]

[N
-

b
-

N

U}

@)

&)

sl
Gty

Vo'

[x]



Coiptapsy

v %
8 5,
RRIRI N L R TR
Y s
g i : :
o
& R

WO 2018/070936 PCT/SG2017/050509

C

\\

7

RSN §>\%

T

y

M=2%

e =2
& &
@ &

Q

ﬁécanjugateci
(GR6ADS

Vo MGLAS-MMAE

AN




WO 2018/070936

Heawy thain
E50kba)

PC-9

A549 Parental

AS49-GR6ADA+

PCT/SG2017/050509

10/ 48

Fig. 4

M=2%

T8

Count

o3

2 I U
15 40 1€ 1
S0 2-HLng, Sed? Secrescenes (REDZ-H oW
TR

data 0081 F2B

M= 2%
15.8%

Count

Yot
L
3

SRS SO U
0 M 2 3 0
iy m 10 1t i in Rt}
GRH-HLg: Green Flucreseenea (GRN-HLoG)

TR,

RED2-HLog: Redd Fiuchescenca (FEDZ Hooo)

L R Ld
Nl 18 13 it

RED2-HLoy:

0 1 1z '
A 10 14 13

GRN-HLgg: Green Fiurestence iGRAN-HLoD)

EiZ Flunnescencs (RED2-Hiou

GREAD4

HuCh-GR6A04

15}4

!



WO 2018/070936 PCT/SG2017/050509

11/ 48

Fig. 5

kida

\

81 Beduding conditions
MR Mion-reduding conditiones

191 -

I8 e

kDa 1 2z 3

: Lysate contral
- Buffer control

: FiGase treated

B

GR 6A04 Antigen

Actin




WO 2018/070936 PCT/SG2017/050509

1o mmunoprecipitation procluct
21 mAD cortrod

3: Column confrnd

4: Lysate Western Blot (WHE}

Boxed area excised for mass

spacirometry

19—
14 — N

B
\\\\\\\\\\\\\\\\\\\\\\\\\\“\\\\\ "
il gl o G e \\\\\\\\\\\\\\\ x
P Bidhoosrendderpoen B AN 13 i i 5 }'2;_3
“““““““““ OhcHomosaplepeGNeiSpARpERL.
V=2 - IGRPTS HUAN]
PSS Caminoswmbronic antigernreldied ool 5589 14 b § I8 M 32 58
adhesion molerule § Qo
sapiens GR=CEACAMG PE= 13*5"
ARG HUMAN]
Piigl (alesin OSHomosapens GN=CANK. 4565 3635
PE=1 S=2 - ALK HUMEN!
P9I Triunctondl emomesihintabbhe, B 2348 1 14 4 @ 7R B9 sl
minchonarial (5=Home saniens
GN=HAOHA FE={ Si=d -
{ECH HuMax
035202 LETHY and E--hand coman-contaping 3548
profen 1, mitochonerlal D8=Home
sapiers GN=LETHI PE=] Si=l -
{LETHE HUMAY]

\

//

s

i 5 ¥ 8 4

¥

B &
A
g oerss

1 L B8 83 Al

o
e







Zount

WO 2018/070936

B Anti-CEACAMS

1 2 3
kDa

181 —

97 —

64 -
51 —
39 —
28 —

19 —
14—&

N

$.
¥

Zount

LALN AAAMY ¥ r..-r] LLLL AAALAAM AN L
2 3

10 10 1

GRM-HLog: Green Fluarescence (GRM-HLog)

04

data NS0T

data 0901 FCS

3.18

tipcfectamine Control

14/ 48

Fig. 7

{B: GR 6AD4
12 3

kDa
181 —

N

97 —

[N L I

PCT/SG2017/050509

: Lipofectamine control
. Scrambled control
: CEACAMG siRNA KD

A = 3%
L 9.5%
k=
=
[m]
(&)
N
e 0
A T 11 T [:‘ T 1? T 4
10 10 10 10 10

GRM-HLog: Green Flurescence (GRM-HLog)

data 0804 FCS 4
daty OQRXFCS 182

Seramvbled Contend

dats H0R5.FES




WO 2018/070936 PCT/SG2017/050509

15/ 48

Fig. 8

H1#89
Non-Ssal Coll
Lung Cancer |Tall

Hela
ervical Adend
Carcinoma

Gastric

H

i HES 3{#) Kidney
A GenGOaTCHIGM hESC ;

&

34

Criomoma

81+

Drta

o/t 01+ i1+ i1+

LS 1747
SJICRH3 OVCAR-3
Rhabdomyn Ohvarian Adenn

ABrefng CArGHoma

MCF-¥

Breast Cancer

MET-2

SR cancer, |SKR

AS548 786-3 T-24 Hep G2

Radrey Cancer |[Bladder Uaaner| Uivar Cavecer

Gf1+ Bit+ 041+

HEY a8

a172 MNNG P5 KEB 7

Owanan Cancer ( Gliotdastoma | Galopsarcoma | Kerzlineoyls

a1+ 1+ {71+ 81+ 071+

5W 1383 302 EP
MOA-231 |Chwondrossrou| PLC-PRF-R Testicudar

reawt Cancer i Hepaioma Emiryonal

Carchoma

oo
BxPC3 COLO 205

SRR
Coton Cancer | 1
i

R ES /1 /14

ACHN
ey Renal

Lo

Sans-2C J-82 U-8THMG

{rateosarcsma |Biadder Cancen Glichiastoma

HFF Stem Saos-2
Celia {stensarcoms

Wi

ol

31t Gfis 81+

(1% 01+




WO 2018/070936

PCT/SG2017/050509

16/ 48

Fig. 9

Brain
srabral cortex®

Breast
Nornvd,
fepparplaszia

. Liver Prostate
intestine, colon | ; ) )
N v Normal and cell . formal
Hormal Colon . Normal
aweiling

8/1+

G/1+

01+ 81+ i1+

Brain

Breast
Normal,

. Liver Prostate
intestine, colon ; ‘

pornat and cell

. Normal,
erabral cortex® Hormal Colon - Normal s
fvper sweiling hvperplasia
1+ 81+ i1+ 21+

Tonsi

Breast
> ducial
FOINGINS

Gy §E -, TAN2MG

0.:".1 +

Tonsil
Tonsdifitis

Bresst

invasive ductal

CRILINTIMS

Prostate
Prosigte

Liver
atocethdar

intestine, colon
Adenooarcinoma
G F- ], TZNGRMG

Gy - 3, TANZM

]

g1+

QUSROS t
CATCHOma {avinoma adenocarcinoma
{ T2NOMG #LT2NINMG | Gr i T3NORAG

Spnalendierg
a8y

(3 Intestine colon adenocaranoma

serotic/stromalareas and :

R o aaiony

- .

D5 Lung, squsmous tell carcinoma

N
LERS . B
X mesmbrane. of colis with farge.cell




PCT/SG2017/050509
gy

LAFCHENA

17/ 48

Fig. 10

arinoms

kR

Hma

=

T

&
Bre:

BrCiOma,

b

By

iy

N

wrinany

R

Bladdder,

By

o

Lympd

=

ma
T
3

-

R
g

%
e

i+
i+

5‘}.
S
5‘}.

5

Lberus,

£
84
.4
5

s
=
)
=

1+

dometriam|?

an

Y,

LR
sdomet

&

&1

N

LINN

drey

thh]
‘14

i
&
?

Kidrey

X

2%
{
¥

-

e

WO

1%

Lung

af
N

$

R

f1t
st

X
2,

Q
invashe

Brea;

nATY

Bladder,

WO 2018/070936

N

» TR

Bladder




PCT/SG2017/050509

WO 2018/070936

18/ 48

Fig. 10 (cont’d)
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Fig. 10 (cont’d)
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Fig. 10 (cont’d)
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Fig. 11 (cont’d)
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Fig. 11 (cont’d)
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Fig. 11 (cont’d)
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Fig. 12
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Fig. 12 (cont’d)
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Fig. 13 (cont’d)
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Fig. 14
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Fig. 14 (cont’d)
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Fig. 15
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Fig. 16
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Fig. 16 (cont’d)
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Fig. 17
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Fig. 17
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Fig. 18
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Fig. 19
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Fig. 20
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Fig. 22

e

13
H #4
/

~
S,

\\_
m\\
s 3
” v
\\.

4
i 1\
/ « "
/
«o\.
g2 £ s 3
/
/
i W X ;
F £ o
£ o
/ L 1% mm
/ ¥ o
&
HCA N i
% :
i 1 “. Fsd t
\1. 4 o4 % 74 5
w = el 7 b &

WO 2018/070936




WO 2018/070936

47/ 48

Fig. 23
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Fig. 24
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