
 
 

1/138 

  

               

 

 
 

F
ig

u
re

 1
A

 



 
 

  

                   

 

F
ig

u
re

 1
B

 

2/138 



 
 

 

                  

 
 

F
ig

u
re

 1
C

 

3/138 



 
 

4/138 

  

               

F
ig

u
re

 1
D

 



 
5/138 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

  

Standard  
(2 μg/μL) 

EpCAM BiTE 

FAP BiTE 

Control BiTE 

1:8 1:32 1:64 1:128 0 1:16 
Dilution 

A 

0.0 

0.2 

0.4 

0.6 

0.8 

1.0 

1.2 

Anti-FAP IgG 

Empty vector 

Control BiTE 

FAP BiTE 

FAP BiTE 
(uncoated plate) 

FA
P 

Bi
nd

in
g 

Ac
tiv

ity
 

(A
45

0)
 

B 

Figure 2 



 
6/138 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

-0.2 

0.0 

0.2 

0.4 

0.6 

0.8 

1.0 

Anti-EpCAM 
IgG 

Empty vector 

Control BiTE 

EpCAM BiTE 

EpCAM BiTE 
(uncoated plate) 

Ep
CA

M
 B

in
di

ng
 A

ct
iv

ity
 

(A
45

0)
 

Figure 2C 



 
7/138 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 


CD
 m

ed
ia

Contro
l B

iT
E

FAP B
iT

E 

NHDF

Contro
l B

iT
E +

 N
HDF 

FAP B
iT

E +
 N

HDF 
0

50

100

150

200

250
****

C
D

6
9

 g
M

F
I

 

 

  

Media 

Control BiTE 

FAP BiTE 

NHDF 

Control BiTE + NHDF 

FAP BiTE + NHDF 

Figure 3A 



 
8/138 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 


CD
 m

ed
ia

Contro
l B

iT
E

FAP B
iT

E

NHDF

Contro
l B

iT
E +

 N
HDF 

FAP B
iT

E +
 N

HDF 
0

20

40

60

80

100

120
****

C
D

2
5

 g
M

F
I

 

  

Media 

Control BiTE 

FAP BiTE 

NHDF 

Control BiTE + NHDF 

FAP BiTE + NHDF 

Figure 3B  



 
9/138 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

media

PMA/Io
nomycin

NHDF

Contro
l B

iTE + NHDF 

FAP BiTE + NHDF

0

10

20

30

***

***
%

 I
F

N
g

+

Figure 4B 

Ig
G is

oty
pe 

CD
 M

ed
ia

Contro
l B

iT
E

EpCAM
 B

iT
E

DLD

Contro
l B

iT
E +

 D
LD

EpCAM
 B

iT
E +

 D
LD

0

50

100

150

****

****

C
D

69
 g

M
F

I

Figure 4A 



 
10/138 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Ig
G is

oty
pe 

CD
 M

ed
ia

Contro
l B

iT
E

EpCAM
 B

iT
E

DLD

Contro
l B

iT
E +

 D
LD

EpCAM
 B

iT
E +

 D
LD

0

20

40

60

****

****

C
D

25
 g

M
F

I

media

PMA/Io
nomycin

DLD

Contro
l B

iTE + DLD

EpCAM BiTE + DLD

0

10

20

30

***

***

%
 IF

N
g

+

Figure 5A 

Figure 4C 



 
11/138 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

CD25

1 2 3 4 5 6 7 8

0

10

20

30

40 EpCAM BiTE
Control BiTE

Donor

C
D

25
 g

M
F

I

CD69

1 2 3 4 5 6 7 8

0

20

40

60

80

100
EpCAM BiTE
Control BiTE

Donor

C
D

69
 g

M
F

I

FIGURE 5 cont. 

B 

C 



 

M
ed

ia

Contro
l B

iT
E 

FAP B
iT

E
-1

00102030405060

**
**

n
s

% cytotoxicity

 

        
 

        

Co
nt

ro
l B

iT
E 

M
ed

ia

Con
tro

l B
iT

E 

FAP B
iT

E

020406080

n
s

**
**

% cytotoxicity

B 

FA
P 

Bi
TE

 

A 

F
ig

u
re

 6
 

C 

12/138 



 
13/138 

 
 

 

 

 

 

  

Figure 7A 



 
14/138 

 
 

 

 

 

  

Figure 7A cont. 



15/138 
 
   

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

DLD
NHDF

T-c
ells

Patie
nt 1

Patie
nt 2

Patie
nt 3

Patie
nt 4

0

20

40

60

80

100

Isotype
EpCAM
FAP

%
 c

el
ls

Figure 7B 

Figure 8A 



16/138 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

Figure 8C 

Figure 8B 



17/138 
 

 

 

 

Figure 9A 



18/138 
 

 

 

Figure 9B 



 
 

  

              

  

0.
0  

0.
1 

0.
2 

0.
3  

C
o

n
tr

o
l B

iT
E

 

E
p

C
A

M
 B

iT
E

 

E
C

5
0

 =
 

7.
44

4 

E
pC

A
M

 B
iT

E
 c

on
ce

nt
ra

tio
n 

[n
g

/m
L]

 

10
-3

 
10

-2
 

10
-1

 
10

0  
10

1  
10

2  
10

3  
10

4  

EpCAM Binding 

(A450) 

F
ig

u
re

 1
0 

19/138 



20/138 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Figure 11A 

Figure 11B 



21/138 
 

 

 

Figure 12 



22/138 
 

 

Figure 13A 

C
o

u
n

t 

C
o

u
n

t 



 
 

23/138 

 

 
 

 

 

F
ig

u
re

 1
3B

 



24/138 
 

 

 

Figure 14 



 
 

25/138 

  

                

CD4
CD8

02040608010
0

C
on

tr
ol

 B
iT

E
F

A
P

 B
iT

E

**
*

**
*

CD69-positive (%)

CD4
CD8

02040608010
0

C
on

tr
ol

 B
iT

E
F

A
P

 B
iT

E

**
*

**
*

CD25-positive (%)

A 

CD3
CD4

CD8
-2

0020406080
C

on
tr

ol
 B

iT
E

F
A

P
 B

iT
E

n
s

n
s S
u

b
se

t

Cytotoxicity (%)

B 

F
ig

u
re

 1
5 



 
 

26/138 

  

                

CD4
CD8

020406080
C

on
tr

ol
 B

iT
E

E
pC

A
M

 B
iT

E

**
*

**
*

CD69-positive (%)

CD4
CD8

0204060
C

on
tr

ol
 B

iT
E

E
pC

A
M

 B
iT

E

**
*

**
*

CD25-positive (%)

CD3
CD4

CD8
-505101520

C
on

tr
ol

 B
iT

E
E

pC
A

M
 B

iT
E

**

n
s

S
u

b
se

t

Cytotoxicity (%)

F
ig

u
re

 1
6 

A 

B 



 
 

27/138 

F
ig

u
re

 1
7 



 
 

28/138 



 
 

29/138 

 

        

F
ig

u
re

 1
9 

24
 h

r

48
 h

r

72
 h

r
1.

0 
10

0
9

1.
0 

10
1

0

1.
0 

10
1

1

1.
0 

10
1

2

1.
0 

10
1

3

E
nA

d
E

nA
d-

C
M

V
-C

on
tr

ol
B

iT
E

E
nA

d-
S

A
-C

on
tr

ol
B

iT
E

E
nA

d-
C

M
V

-E
pC

A
M

B
iT

E
E

nA
d-

S
A

-E
pC

A
M

B
iT

E
E

nA
d-

C
M

V
-F

A
P

B
IT

E
E

nA
d-

S
A

-F
A

P
B

iT
E

viral genomes/mL

A 



30/138 
 
 

 

 

 

Figure 20A 



31/138 
 

 

 

 

 

Figure 20B 



32/138 
 

 

 

Figure 21  



33/138 
 

 

 

Figure 22 



 
 

34/138 

 

 
F

ig
u

re
 2

3 



 
 

35/138 



36/138 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Figure 25A 

Figure 25B 



37/138 
 

 

 

 

 

 

Figure 26 



38/138 
 

 

 

Figure 27 



 
 

39/138 

 
 

 

F
ig

u
re

 2
8 



 
 

40/138 

  

 

               

F
ig

u
re

 2
9 



 
 

41/138 

 

 

 

F
ig

u
re

 3
0 



 
 

42/138 

F
ig

u
re

 3
1 



 
 

43/138 

 



 
 

44/138 

 
Li

gh
t g

re
y 

– 
no

 T
-

ce
lls

 a
dd

ed
 

D
ar

k 
gr

ey
  -

 T
-c

el
ls

 
ad

de
d 

F
ig

u
re

 3
3 

M
O

I: 
10

 

M
O

I: 
1 



 
 

45/138 

 

 
Li

gh
t g

re
y 

– 
no

 T
-c

el
ls

 a
dd

ed
 

D
ar

k 
gr

ey
  -

  
T-

ce
lls

 a
dd

ed
 

F
ig

u
re

 3
3 

co
n

t.
 

M
O

I: 
0.

1 

M
O

I: 
0.

01
 



 
 

46/138 

 

 
Li

gh
t g

re
y 

– 
 

no
 T

-c
el

ls
 a

dd
ed

 
D

ar
k 

gr
ey

  -
  

T-
ce

lls
 a

dd
ed

 

F
ig

u
re

 3
3 

co
n

t.
 

M
O

I: 
0.

00
1 

M
O

I: 
0 



 
 

47/138 

F
ig

u
re

 3
4 



 
 

 
F

ig
u

re
 3

5 

48/138 



 
 

 
F

ig
u

re
 3

6 

49/138 



 
 

 

               

F
ig

u
re

 3
7 

Pa
tie

nt
 - 

O
va

ria
n 

ca
nc

er
 

50/138 



 
 

F
ig

u
re

 3
8 

51/138 



 
 

 

  

52/138 



53/138 
 

 

 

Figure 40 



 
 

F
ig

u
re

 4
1 

54/138 



 
 

 

  
F

ig
u

re
 4

2 

55/138 



 
 

 

 

F
ig

u
re

 4
3 

56/138 



 
 

 

 
 

F
ig

u
re

 4
4 

57/138 



 
 

  

 

 

      

F
ig

u
re

 4
5A

 

58/138 



59/138 
 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

  

  

C 

B  

Ig
G is

oty
pe

CD3/
28

Untre
at

ed

Contro
l B

iT
E

EpCAM
 B

iT
E

DLD 

Contro
l B

iT
E +

 D
LD

EpCAM
 B

iT
E +

 D
LD

0

20

40

60

80

100

*** ***

***

C
D

6
9

-p
o

si
ti

ve
 (

%
)

Ig
G is

oty
pe

CD3/
28

Untre
at

ed

Contro
l B

iT
E

EpCAM
 B

iT
E

DLD 

Contro
l B

iT
E +

 D
LD

EpCAM
 B

iT
E +

 D
LD

0

20

40

60

80

*

***

***

C
D

2
5

-p
o

si
ti

v
e

 (
%

)

Figure 45 cont. 



60/138 
 

 

 

 

  
Figure 45 cont. 



61/138 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

F 

Untre
at

ed

aC
D3/

28
DLD

Contro
l B

iT
E +

 D
LD

EpCAM
 B

iT
E +

 D
LD

0

5

10

15

20

25

***
***

Figure 45 cont. 



 
  

 

                

F
ig

u
re

 4
5G

 

62/138 



63/138 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

  

B 

Posi
tiv

e 
co

ntro
l (

aE
pCAM

 Ig
G)

Em
pty

 v
ec

to
r c

ontro
l

Contro
l B

iT
E

EpCAM
 B

iT
E

EpCAM
 B

iT
E (n

o c
oat

ed
 E

pCAM
)

0.0

0.2

0.4

0.6

0.8

1.0
***

ns

Figure 46 



64/138 
 

 

 

 

 

 

   
Figure 47 



65/138 
 

 

 

 

 

  

  

Figure 47 cont. 



66/138 
 

 
 

 

 

 

 

 

Figure 48 



67/138 
 

 
 

 

 

Figure 49A 



68/138 
 

 

 

  

 

 

  

  
Figure 49 cont. 



69/138 
 

 

 

 

 

 

  

  

Figure 49 cont. 



70/138 
 

 

 

 

 

 

 

 

  

  

Figure 50 



71/138 
 

 

 

 

 

  

  

Figure 50 cont. 



72/138 
 

 

 

 

 

 

Figure 50 cont. 

F 



73
/1

38
 

 
  

 

 
 

 
Fi

gu
re

 5
0 

co
nt

. 

G
 

73/138 



74/138 
 

 
 

 

 

 

  Figure 51 



75/138 
 

 
 

Figure 51 cont. 



76
/1

38
 

  
 

 

 
 

F
ig

u
re

 5
1 

co
n

t.
 

76/138 



77
/1

38
 

  
  

 
F

ig
u

re
 5

1 
co

n
t.

 

77/138 



78
/1

38
 

  
 

F
ig

u
re

 5
2 

78/138 



79/138 
 
 

 
 

 

 

 

 

 
Figure 52 



80/138 
 
 

 

 

 

 

 

 

  

  

Figure 53 



81/138 
 
 

 

 

 

 

Figure 53 cont. 



 
 

 

 
 

F
ig

u
re

 5
3 

co
n

t.
 

82/138 



83/138 
 

 

 

  

 
Figure 54 



84/138 
 

 

 

 

 

 
Figure 54 cont. 



85/138 
 

 

 

 Figure 55 



86/138 
 

 

 

 

 

Figure 55 cont. 



87/138 
 

 

 

 

   
Figure 56 



88/138 
 

 

 

 

 

 
Figure 56 cont. 



89/138 
 

 

  Figure 56 cont. 



90/138 
 

 

 Figure 56 cont. 



91/138 
 

 

 

 
Figure 57 



92/138 
 

 

 

 Figure 57 cont. 



93/138 
 

 

 

 
Figure 57 cont. 



  

 

  
F

ig
u

re
 5

7 
co

n
t.

 

E
 

94/138 



 
 F

IG
U

R
E

 5
8 

 
 

FBS NS1 NS2 NS3
A1

A2
A3

A4
A5

A6
A7

P1
P2

P3
P4

P5

0

20
0

40
0

60
0

80
0

IL-10 (pg/mL)

95/138 



 
 F

IG
U

R
E

 5
9

 
 

 

96/138 



  

F
IG

U
R

E
 6

0
 

 

 97/138 



 

IL
-1

0
 v

s
 C

D
1

0
7

a

0
20

0
40

0
60

0
80

0
0102030

IL
-1

0 
(p

g
/m

L
)

CD107a-positive (%)

 F
IG

U
R

E
 6

1
  

                 

 

98/138 



 
 F

IG
U

R
E

 6
2

 
 

 

99/138 



 
 F

IG
U

R
E

 6
3 

 

             

    

100/138 



 
F

IG
U

R
E

 6
4 

 

 

  

101/138 



 
 F

IG
U

R
E

 6
5

 
 

 

 

102/138 



  

F
IG

U
R

E
 6

6A
 

 
 

 

 

 
 

103/138 



 
F

IG
U

R
E

 6
6B

  
 

 

 
 

104/138 



 
 F

IG
U

R
E

 6
6C

 
 

 

 

 
 

105/138 



 
F

IG
U

R
E

 6
7A

  
 

 

 
 

106/138 



 
 

F
IG

U
R

E
 6

7B
  

 

 

 
 

107/138 



 
 F

IG
U

R
E

 6
7C

  

108/138 



109/138 
 

 

 



110/138 
 

 



111/138 
 
 



112/138 
 



113/138 
 



114/138 
 



115/138 
 



116/138 
 

 

 

 

 

 

 

 

 

 

 

 



117/138 
 

 

 

 

 



118/138 
 

 

  



119/138 
 

 

  



120/138 
 

 



121/138 
 

 

 

 

 

 



122/138 
 

 



123/138 
 
 

 

 



124/138 
 

 

 

 

 

 

 

 



125/138 
 

 

  



126/138 
 

 

  



127/138 
 

 

  



128/138 
 

 

  



129/138 
 



130/138 
 
 

 

 

 

 

Figure 81A 

Figure 81B 



131/138 
 



132/138 
 

 

 



133/138 
 
 

 

 

 

 

 

 

Figure 85 



134/138 
 

 

 



135/138 
 
 

 

 

 

 

 

 

 

 

 

 

Figure 87 

Figure 88 

Figure 89 



136/138 
 
 

 

 

 

Figure 90 



137/138 
 
 

 

 

 

 

Figure 91 



138/138 
 
 

 

 

Figure 92 


	2021_12_22 description, claims and abstract
	2021_12_23 drawings

