EZmut34 91A-F405L- LF MS-91A-K409R-LF

E2mut34-91A XM5-91A-FAE-LF

Figure 1

E2mut34 69-F405L- LF MS5-69-K409R-LF

E2mut34-69 X MS-69-FAE-LF

Figure 2

1/21



JNJ-372-E-LF JNJ-372-M-LF
\
)
i)
JNJ-372
Figure 3
EGFR-target
4-
o 37
N -~ E2mut34-91AxM5-91A-FAE-LF
8‘ ’ -& E2mut34-69xM5-69-FAE-LF
X -+ JNJ-372
)
o
1-
0- T 1
0 2 4
Log(mAbs conc.(ng/ml))
E2mut34-91AxXM5-91A-FAE-LF | E2mut34-69xM5-69-FAE-LF | JNJ-372
EC50 | 13.57 11.71 33.90

Figure 4

2/21




MET-target

4-
o 77 - E2mut34-91AxM5-91A-FAE-LF
g - E2mut34-69xM5-69-FAE-LF
2 2- -+ JNJ-372
!
O
1-
0- T T 1
0 2 4
Log(mAbs conc.(ng/ml))
E2mut34-91AxXM5-91A-FAE-LF | E2mut34-69xM5-69-FAE-LF | JNJ-372
EC50 | 7.461 6.558 8.416
Figure 5
EGFR-target
37 -~ E2mut34-91AxM5-91A-FAE-LF
- E2mut34-69xM5-69-FAE-LF
Q . - JNJ-372
<o)
=)
L0
Y
a
O 11
0 I I 1
0 2 4 6
Log(mAbs conc.(ng/ml))
E2mut34-91AxM5-91A-FAE-LF | E2mut34-69xM5-69-FAE-LF | JNJ-372
IC50 | 1749 1668 3356

Figure 6

3/21




OD:450-620

N
1

[EEY
1

MET-target

-~ E2mut34-91AxXM5-91A-FAE-LF
& E2mut34-69xM5-69-FAE-LF
=+ JNJ-372

0 2

Log(mAbs conc.(ng/ml))

E2mut34-91AxM5-91A-FAE-LF

E2mut34-69xM5-69-FAE-LF | JNJ-372

IC50 | 216.7 185.2 165.0
Figure 7
1
55 ety
1 k> ” N’.\‘\\.
45 - —————
] / =
o i / 20 nM
e '
= 25 / P
EQ ] ,’ /’ e . 9 NM
:0 15 4 P
= 1 y
= /
g 51 3
o }—x-
-5 4 .

50 0 50 100 150 200 250 300 350 400 450 500 550 600

time (s)

Figure 8A

4/21



binding signal (RU)

binding signal (RU)

20 nM

5nM

t e t + T t t t 1 1

50 100 150 200 250 300 350 400 450 500 550 600
time (s)

Figure 8B

80 nM

20 nM

0 50 100 150 200 250 300 350 400 450 500 550 600
: s
time (s)

Figure 8C

5/21



binding signal (RU)

binding signal (RU)

45

| N—
50 nM

35+
25 |
15 . 12.5 nM
54

'5 T : T : L

-100 200 500 800 1100 1400

time (3)
Figure 9A

55 -

45 | 50 nM
35 1

25 -

. 12.5nM

5

-5 i t f t |

-100 200 500 800 1100 1400
time (s)
Figure 9B

6/21



binding signal (RU)

751 *
i g ———— - 50 nM
654 /
354
15 4 /
35 4 /
T o 12.5nM
254 #
i L
; | /
5 2 | J’
54 t t t t !
-100 200 500 800 1100 1400
time (s)
Figure 9C
293F-EGFR cell binding assay
60000
- E2-mut34-91AxM5-91A-FAE-LF
- E2-mut34-69xM5-69-FAE-LF
40000 4 - UNJ-372
- anti-KLH 1gG1
20000 4
0 T 1
2 ] 2 4 6
Log (antibody concentration (ng/ml))
EC50
E2-mut34-91A=M5-91AFAE-LF [100.7
E2-mut34 69~M569-FAE-LF 85.02
JNJ-372 574
anti-KLH 1g0G1 NA
Figure 10A

7121



200000

150000

100000+

MFI-PE

50000+

04

-2

250000+

200000+

MFI-PE

50000+

150000

100000

0_
-4

293F-cMET cell binding assay

-
=
-
A
-
0 2 4 6
Log (antibody concentration (ng/ml))
EC50
E2-mut34-91AxM5-91A-FAE-LF |127.7
E2-mut34-69xM5-69-FAE-LF 87.39
JNJ-372 46.65
anti-KLH lgG1 NA
Figure 10B

E2-mut34-91AxM5-91A-FAE-LF
E2-mut34-69xM5-69-FAE-LF
JNJ-372

anti-KLH 1gG1

NCI-H1975 cell binding assay

-
. g
e
-
-2 0 2 4 6
Log (antibody concentration (ng/ml))
EC50
E2-mut34-91AxM5-91A-FAE-LF |[19.33
E2-mut34-69xM5-69-FAE-LF 25,19
JNJ-372 180.3
anti-KLH IgG1 NA
Figure 10C

8/21

E2-mut34-91AxM5-91A-FAE-LF
E2-mut34-69xM5-69-FAE-LF
JNJ-372

anti-KLH 1gG1



293F-EGFR cell binding assay

40000+
200004 = JNJ-372
w - E2mut1-91QxM5-91Q-LF
E 20000 - E2mut12-91QxM5-91Q-LF
= - E2mut13-91QxM5-91Q-LF
10000 - E2mut25-91QxM5-91Q-LF
= anti-KLH 1gG1
o_
-4 -2 0 2 4 6
Log (antibody concentration (ng/ml))
EC50 Top
JNJ-372 203.6 35956
E2mut1-910xM5-91Q-LF 70.01 17708
E2mut12-91Q=xM5-91Q-LF 67.48 23177
E2mut13-910xM5-91Q-LF 55.53 19445
E2mut25-91QxM5-91Q-LF 337.4 23508
anti-KLH IgG1 NA NA
Figure 10D
293F-¢cMET cell binding assay
20000 -
15000+ - JNJ-372
L ]
w - E2mut1-91QxM5-21Q-LF
= 10000 —~ E2mut12-91QxM5-91Q-LF
= - E2mut13-91QxM5-91Q-LF
5000 -+ E2mut25-91QxM5-91Q-LF
- anti-KLH IgG1
0_

-2 0 2 4 6

Log (antibody concentration (ng/ml))

EC50
JINJ-372 24.13
E2mut1-91QxM5-91Q-LF | 258
E2mut12-91Q0xM5-91Q-LF| 26.95
E2mut13-910xM5-91Q-LF| 25.99
E2mut25-910xM5-91Q-LF | 28.22
anti-KLH IgG1 NA

Figure 10E

9/21



MKN45 cell binding assay - E2mut12-910%M5-01Q-LF

25000+
- E2mut13-91QxM5-91Q-LF
20000+ - = JNJ-372
g-_. 15000 -+ anti-KLH IgG1
m
= 10000
5000+
0-
-2 0 2 4 6
Log (antibody concentration (ng/ml))
EC50
E2mut12-91QxM5-91Q-LF  78.99
E2mut13-91QxM5-91Q-LF  79.78
JNJ-372 65.77
anti-KLH IgG1 NA
Figure 10F
PC-9 cell binding assay
20000+
15000 - JNJ-372
" - E2mut1-91QxM5-91Q-LF
o
= = EZmut13-91QxM5-91Q-LF
5000 - - anti-KLH IgG1
0 .
-2 6
Log (antibody concentration (ng/ml))
EC50
JNJ-372 194
E2mut1-910xM5-91Q-LF | 324.4
E2mut12-81QxM5-91Q-LF| 142
E2mut13-910xM5-91Q-LF|  149.2
anti-KLH IgG1 NA
Figure 10G

10/21



Ratio 665/620
=9
S

)

=

=]
1

detection of EGF-activated AKT

phosphorylation

- E2-mut34-91AxM5-91A-FAE-LF
= E2-mut34-69xM5-69-FAE-LF
-+ JNJ-372

Ratio 665/620

-2 0 2

Log (antibody concentration (nM}))

IC50

E2-mut34-91AxM5-91A-FAE-LF

4.370

E2-mut34-69xM5-69-FAE-LF

2.837

JNJ-372

22.41

Figure 11A

detection of EGF-activated ERK
phosphorylation
6000+

P
(=
(=2
T

L]
[=]
[=]
<

-+ E2-mut34-91AxM5-91A-FAE-LF
& E2-mut34-69xM5-69-FAE-LF
= JNJ-372

0 T T
-2 0 2

Log (antibody concentration (nM))

1C50

E2-mut34-91AxM5-91A-FAE-LF

15.51

E2-mut34-69xM5-69-FAE-LF

10.49

JNJ-372

53.58

Figure 11B

11/21



Ratio 665/620

detection of HGF-activated ERK
phosphorylation

6000+
-~ E2-mut34-91AxM5-91A-FAE-LF
-+ JNJ-372
o
© 4000
wn
[T
©
2
E 2000+
0 T T T 1
-4 -2 0 2 4
Log (antibody concentration (nM))
1C50
E2-mut34-91AxM5-91A-FAE-LF | 0.9124
JNJ-372 1.617
Figure 11C

detection of HGF-activated ERK
phosphorylation

6000+
= E2-mut34-69xM5-69-FAE-LF
i & INJ-372
4000
g
2000+
[ ]
0 T T T 1
-4 -2 0 2 4
Log (antibody concentration (nM))
1C50
E2-mut34-69xM5-69-FAE-LF | 0.9498
JNJ-372 1.499
Figure 11D

12/21



Ratio 665/620

phosphorylation
1500+
- EZ2-mut34-91AxMS-91A-FAI
& E2-mut34-69xM5-69-FAE-LF
1000 P =+ JNJ-372
500+
0 T T T 1
-4 -2 0 2 4
Log (antibody concentration (nM))
IC50
E2-mut34-81AxM5-01A-FAELF | 05869
E2-mut34-80=M5-69-FAE-LF 03944
JNJ-372 08561
Figure 11E
detection of HGF-activated AKT
phosphorylation
2000
-*- JINJ-372
g 1500 -+ E2mut1-91QxM5-91Q-LF
© v -+ E2mut12-91QxM5-91Q-LF
5]
g 1000 - -+ anti-KLH IgG1
2
©
X 500
0 T T T T 1
0 1 2 3 4 5
Log(Abs conc.(ng/ml))
1C50
JNJ-372 296.9
E2mut1-91QxM5-91Q-LF | 4104
E2mut12-91Q=M5-91Q-LF | 268.3
anti-KLH IgG1 NA
Figure 11F

detection of HGF-activated AKT

13/21

LF



Ratio 665/620

Ratio 665/620

2000+

1500

1000+

5004

detection of HGF-activated AKT
phosphorylation

0 T T T T 1

6000

4000

2000

0 1 2 3 4 6
Log(Abs conc.(ng/ml))

IC50
E2mut13-91QxM5-91Q-LF 404.5
E2mut25-91QxM5-81Q-LF 766.3

Figure 11G

detection of HGF-activated ERK
phosphorylation

0 1 2 3 4 5

Log (antibody concentration (ng/mL))

IC50
JNJ-372 457.8
E2mut1-91QxM5-91Q-LF | 547.6
E2mut12-910=M5-91Q-LF | 5179
anti-KLH lgG1 NA

Figure 11H

14/21

-+ E2mut13-91QxM5-91Q-LF
=+ E2mut25-91QxM5-91Q-LF

tt

JNJ-372

E2mut1-91QxM5-91Q-LF
EZ2mut12-91QxM5-91Q-LF
anti-KLH lgG1



Ratio 665/620

detection of HGF-activated ERK

phosphorylation
6000+
< E2mut13-91QxM5-91Q-LF
o == E2mut25-91QxM5-91Q-LF
© 4000-
0
0o
=]
L
s 2000
14
0 | T T T 1

0 1 2 3 4 5
Log (antibody concentration (ng/mL))
IC50
E2mut13-91QxM5-91Q-LF | 535.0
E2mut25-91QxM5-91Q-LF | 1312

Figure 111
detection of EGF-activated AKT
hosphorylation
600 phosphory
& JNJ-372
400+ - E2mut1-91Q=M5-91Q-LF
- EZ2mut12-91Q=M5-91Q-LF
2004
0 T T T 1
-2 0 2 4 6
Log (antibody concentration (ng/mL))
IC50
JNJ-372 1377

E2mut1-91QxM5-81Q-LF 464713
E2mut12-91QxM5-91Q-LF | 2988

Figure 11J

15/21



detection of EGF-activated AKT

E2mut1-91Q=M5-91Q-LF 4711189
E2mut12-91QxM5-91Q-LF | 8496

Figure 11L

16/21

hosphorylati
00— phosphorylation
-+ E2mut13-91Q=M5-91Q-LF
o 6004 &
o - E2mut23-91Q=M5-91Q-LF
& [ ]
8 400-
i)
T
= 200-
0 1 I 1 1
-2 0 2 4 6
Log (antibody concentration (ng/mL))
IC30
E2mut13-91Q=M5-91Q-LF | 8899
E2mut25-91QxM5-91Q-LF | 111137
Figure 11K
detection of EGF-activated ERK
phosphorylation
6000+
- - JNJ-372
% 4000 —+ E2mut1-21Q=xM5-91Q-LF
@ -4 E2mut12-91QxM5-91Q-LF
2
© 2000+
3
0 I I 1 1
-2 0 2 4 6
Log (antibody concentration (ng/mL}))
IC50
JNJ-372 3383



RLU

detection of EGF-activated ERK

-+ E2mut13-91Q=xM5-91Q-LF
- E2mut25-91QxMS-91Q-LF

phosphorylation
5000
]
4000
2 .
& 3000-
w
@0
2 20004
1]
[+ 4
1000
0 ] 1 I L]
-2 0 2 4 6
Log (antibody concentration (ng/mL))
1C50
E2mut13-21QxM5-91Q-LF | 42458
E2mut25-91QxM5-91Q-LF | 575652
Figure 11M
H1975 ADCC
6000+
[
4000+
20004
D T L] ] 1
-2 0 2 4 6
Log (antibody concentration (ng/mL))
E2-mut34-91AxM5-91A-FAE-LF | JNJ-372
EC50 | 22.21 1146
Figure 12A

17/21

- E2-mut34-91AxM5-91A-FAE-LF
&+ JNJ-372



% of Cell killing

H1975 ADCC

8000+
-~ E2-mut34-69xM5-69-FAE-LF
-+ JNJ-372
6000+
[ )
3 4000+ *
x
2000+
c LI 1 L 1
-2 0 2 4 6
Log (antibody concentration (ng/mL))
E2-mut34-69xM5-69-FAE-LF | JNJ-372
EC50 | 14.12 156.3
Figure 12B
H1975 ADCC(LDH)
25+
m -~ E2-mut34-91AxM5-91A-FAE-LF
20+ - E2-mut34-69xM5-69-FAE-LF
5 A - JNJ-372
- anti-KLH IgG1
10
v
5
0 1 T T 1
-2 0 2 4 6

Log (antibody concentration (ng/mL))

EC50

E2-mut34-91AxM5-91A-FAE-LF [1.408

E2-mut34-69xM5-69-FAE-LF 4.556

JNJ-372

42.6

anti-KLH IgG1

NA

Figure 12C

18/21



RLU

H1975 ADCC

50000
40000+
30000
20000+
10000+
0 T T T 1
-2 0 2 4 6
Log (antibody concentration (ng/mL))
EC50
E2mut12-810=M5-91Q-LF 53.05
E2mut13-910xM5-91Q-LF 427
EZ2mut1-91Q=M5-91Q-LF 50.92
JNJ-372 18.38
anti-KLH IgG1 NA
Figure 12D
H1975 ADCC(LDH)
80
o 60_
£
= 40-
3
20
s
S
-20 I I 1 1

0 2 4 6
Log (antibody concentration (ng/mL))
EC50
E2mut12-91Q0xM5-91Q-LF 11.95
E2mut13-91QxM5-92Q-LF 28.39
E2mut1-91QxM5-83Q-LF 33.66
JMNJ-372 11.21
anti-KLH 1gG1 NA
Figure 12E

19/21

IR B

E2mut12-91Q=xM5-91Q-LF
E2mut13-91QxM5-91Q-LF
E2mut1-91QxM5-91Q-LF
JNJ-372

anti-KLH IgG1

E2mut12-91QxM5-91Q-LF
E2mut13-91QxM5-91Q-LF
E2mut1-91QxM5-91Q-LF
JNJ-372

anti-KLH 1gG1



Tumor volume{mm?)

—a—saline
—¥— JNJ-372, Smg/kg
—&—  E2-mut34-91AxME-91A-FAE-LF, Smglkg

4000+

o+ 7T T T
0 5 10 15 20 25
Days after administration (day)

Figure 13

G1 Saline

G2 JNJ-372, 3mglkg

G3 E2mut34-91AxM5-91A-FAE-LF, 3mg/kg
G4 ALK101-15Q-LF, 3mgrkg

G5 ALK101-31Q-LF, 3mg/kg

G6 ALK101-17Q-LF, 3mglkg

tt Ftwd

2500+

Tumor volume(mm?)

0 7 14 21 28

Days after administration (day)

bttt

Figure 14

20/21



Tumor volume(mm?)

-©- (1 Saline
= (52 JNJ-372, 2mglkg, 4/5 CR
=+ (3 E2mut34-91AxM5-91A-FAE-LF, 2mg/kg,3/5 CR
=+ (G4 ALK101-15Q-LF, 2mg/kg,3/5 CR
=+ G5ALK101-31Q-LF, 2mg/kg,4/5 CR
20004 & G ALK101-17Q-LF, 2mg/kg,5/5 CR
2 1500
T
g
= 1000+
e
-
S 500+
=
j
0
0 7 14 21 28

Days after administration (day)

N

Figure 15

G1 saline

G2 JNJ-372, Tmg/kg

G3 E2mut34-91AxM5-91A-FAE-LF, 1mg/kg
G4 ALK101-15Q-LF, 1mg/kg

G5 ALK101-31Q-LF, 1mg/kg

G6 ALK101-17Q-LF, 1mg/kg

¢tk

25004

Days after administration (day)

R

Figure 16

21/21



