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Figure 1
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Figure 4
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Figure 5
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Figure 7
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Figure 8C
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Figure 9
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Figure 12
A)

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EGFR

-=-—=A EGFR-21-63 LH xF70 HLP
e EGFR-21-63 LH x H1E HLP
801 ——= EGFR-21-63 LH x A2J HLP
704 ---+ negative control
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Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EGFR

B)

——v EGFR-21-63 LH x H2C HLP
60 ---e EGFR-21-63 LH x E2M HLP
----- negative control
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100 102 10° 104 105 108
pg/mi


alex.chai
Rectangle


281170

Figure 13 a
A)

Effector cells: macaque T cell line 4119 LnPx
Target cells: CHO transfected with cynomolgus EGFR

e EGFR-21-63 LH x H1E HLP
90 ---—-- v EGFR-21-63 LH x A2J HLP

specific lysis [%]
3
1

Y

' 1 ! { 1 i L
102 103 104 108 106 107 108
pg/mil
B)

Effector cells: macaque T cell line 4119 LnPx
Target cells: CHO transfected with cynomolgus EGFR

_ ——a EGFR-21-63 LH x H2C HLP

90
go4{ —--¢ EGFR-21-63 LHxF70 HLP :
— 70- v EGFR-21-63 LH x E2ZM HLP 2
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Figure 13b

A) Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EGFR
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B) Effector celis: 4119LnPx
Target cells: CHO transfected with cyno EGFR
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Figure 13¢c

A)  Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EGFR

A E291C4 HL x 12C HL

----- e E291C4 HL x H2C HL
100 -=-—w= E291C4 HL x F12Q HL
90 ~—— e E292F3 HL x I2C HL
B0 -e-ee v E291H8 HL x I2C HL

specific lysis [%]

B) Effector cells: 4119LnPx
Target cells: CHO transfected with cyno EGFR

-—-—e E291C4 HL x H2C HL
..... v E291C4 HL x 12C HL
Y S— = E291C4 HL x F12Q HL
704 —— s E292F3 HL x12C HL
-==+ E291H8 HL x 12C HL
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Figure 13d

A)

specific lysis [%]

B)

specific lysis

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EGFR

..... A E97H9 HL x H2C HL

100 --- E97HO'HL x F12Q HL
901 —— = E97H9 HL x 12C HL
80
704
60
50

I I 4 T I i ¥ 1 1 i 1
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Effector cells: 4119LnPx
Target cells: CHO transfected with cyno EGFR

--=-e BEO7HOHLxH2C HL
------ A E97HBHL xF12QHL
= E97HOH. xI12C HL

B 8 8 8 8 3

3

T
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Figure 13e

A) Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EGFR

----- a E98H5 HL x H2C HL

---o FO8HS HL x F12Q HL
1007 ——= E98HS5 HL x12C HL -
90- é
80+
70+
60
50
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30

specific lysis [50%)]
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B) Effector cells: 4119LnPx
~ Target cells: CHO transfected with cyno EGFR

..... A E98H5 HL x H2C HL
704 ---o E98H5HLxF12Q HL
——= E98H5 HL x12C HL

specific lysis [50%]
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Figure 13f

A) Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EGFR

---e E98C3 HL xH2C HL
----- A ES98C3HL xF12Q HL
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B) Effector cells: 4119LnPx
Target cells: CHO transfected with cyno EGFR

..... A E98C3 HL xH2C HL
704 —= E98C3 HL x F12Q HL
g0l —--° E98C3HLxI2C HL -

specific lysis [%]
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Figure 13g

A) Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EGFR

..... e E97B11 HL x12C HL
a E97B11 HL x H2C HL

-—- ¢ E97B11 HL xF12QHL

100-
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60
50-

30
20-
10+
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B) Effector cells: 4119LnPx
Target cells: CHO transfected with cyno EGFR

e E97B11 HLxI2C HL
90+ ----- + E97B11 HL x H2C HL
80 ——-+ E97B11 HLxF12QHL

specific lysis [%]
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.Figure 13h

A) Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EGFR

---u E13B4 HL x12C HL
—e E13E2 HL x12C HL
100 ----- e E13H7 HL x12C HL

specific lysis [%]

{ 1 i i ] 1 1
104 103 10-2 10 109 101 102
dilution of cell culture supernatant [%]

B) Effector cells: 4119LnPx
Target cells: CHO transfected with cyno EGFR

80 ----- s+ E13B4 HL x 12C HL
704 ---e E13E2 HLxI2C HL
601 ——= E13H7 HLx12C HL

specific lysis [%]
8

] 1 I 1 1 ] !
104 10 10-2 101 100 101 102
dilution of cell culture supernatant [%]
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Figure 13i

A) Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EGFR

—n E12E6 HL x12C HL
-—-a E12E3 HL x12C HL
negativ Control

specific lysis [%]

1 i T 1 1 | 1
104 103 102 10 100 10 102
dilution of cell culture supernatant [%]

B) Effector cells: 4119LnPx
Target cells: CHO transfected with cyno EGFR

804 ---0O E12E6 HL x12C HL -
s+ E12E3HL xI12C HL I
604 - e negativ control

specific lysis [%]
3

T on
= AR O SN

—

i 1 I I i 1 1
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dilution of cell culture supernatant [%]
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Figure 13j

A)

specific lysis [%]

B)

specific lysis [%)]

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EGFR

= E12B7 HL x12C HL

----- v E12F12 HL x12C HL
E13E6 HL x12C HL

J i 1 1 ) ] i i
104 102 102 10" 10° 10" 102 102
dilution of cell culture supernatant [%]

Effector cells: 4119LnPx
Target cells: CHO transfected with cyno EGFR

= E12B7 HL xI12C HL

100- v E12F12 HL x12C HL

g0l ---° E13E6HLxI2C HL ¢
\ X

I 1 1 1 1 I 1 L)
104 10 102 10 10° 10" 102 103
dilution of cell culture supernatant [%]
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Figure 17
A)

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human MCSP D3

-=-=0 MCSP-G4 HLP x H2C HLP
==X MCSP-F9 HLP x G4H HLP
...... e MCSP-F9 HLP x H2C HLP
807 ——v MCSP-D2 HLP x H2C HLP

specific lysis [%]
S

1 1 ! i I 1
104 10° 10' 102 10° 10¢ 105 10¢
pg/mli '
B)

Effector cells: macaque T cell line 4119 LnPx
Target cells: CHO transfected with cynomolgus MCSP D3 -

—0O MCSP-G4 HLP x H2C HLP
804 ---X MCSP-F9 HLP x G4H HLP
70d - e MCSP-F9 HLP x H2C HLP
-=-=V MCSP-D2 HLP x H2C HLP
--= ¢ negative control

specific lysis [%]
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)
-

I S~ s e B Fm o
i ¥ x-%

I T ] J T ) 1
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pg/mi
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. Figure 18
A)

Effector cells: macaque T cell line 4119 LnPx
Target cells: CHO transfected with cynomolgus MCSP D3

80+
—= MCSP-G4 HLP x H2C HLP

70+ -—=v MCSP-G4 HLP x E2M HLP
60 '

50
40
30
20+
10

0-

specific lysis [%]

{ I I 1 !
102 103 104 1058 106
pg/mi
B)

Effector cells: macaque T cell line 4119 LnPx
Target cells: CHO transfected with cynomolgus MCSP D3

——=v MCSP-G4 HLP x G4H HLP

804  ----- a MCSP-G4 HLP x F6A HLP
704 + MCSP-G4 HLP x F12Q HL
..... e negative control

specific lysis [%]
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o— - .""'."L"'!-.!
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Figure 19
A)

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human MCSP D3

80 —= MCSP-G4 HLP x H2C HLP

704 —=—* MCSP-G4 HLP x E2M HLP

60+
50-
40
304
20
10-
0-
-10-

specific lysis [%)]

) 1 I 1 ¥ )
101 102 103 104 105 106 107
pg/mi
B)

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human MCSP D3

807 —« MCSP-G4 HLP x G4H HLP

204 - & MCSP-G4 HLP x F6A HLP iIi
- --—-¢ MCSP-G4 HLP x F12Q HL I
&, 601 ——_o negative control ¥
o0 4
2 5. }
]
> 3
- 40 4
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10 e - - i _i-ﬂ-g-ﬁ-—-ﬁ-
o g @
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Figure 20
A)

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human MCSP D3

g0~ -——v MCSP-G4 HLP x E1L HLP
7o « MCSP-G4HLPxF12QHL _ ¢ &
X 604
D _
3 50
— 40_,
2
5 30-
o 20- I i ] ;
1 1,1 ol
o0 v

I i I i L 1 4 ] 1 I
102 101 10° 10' 102 10 10¢ 105 105 107
pg/ml

B)

Effector cells: macaque T cell line 4119 LnPx
Target cells: CHO transfected with cynomolgus MCSP D

80~
70+
60
50+
40-
30-
20+

-—=-a MCSP-G4 HLP x E1L HLP
e MCSP-G4 HLP x F12Q HL

specific lysis [%]

| ] 1 I L} ]
101 102 103 104 105 106
pg/ml
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Figure 21

A)
Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human MCSP D3

807 . MCSP-G4 HLP x12C HL
704 ---a MCSP-G4 HLP x H2C HLP

60-
50-
40-
30-
20-

specific lysis [%]

I I L] I 1 I 1 I
100 101 102 103 104 - 105 10¢ 107
pg/mi

B)

Effector cells: macaque T cell line 4119 LnPx
Target cells: CHO transfected with cynomoligus MCSP D3

809 . MCSP-G4 HLP x12C HL
704 ———ao MCSP-G4 HLP x H2C HLP
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50- {/5&’;
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30-
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Figure 22 (1)

100 -

1E-1 1E+1 1E+3
py/ml

= — G4 VH-VL x 12C VH-VL

Faeas G4 VH-VL x 12C VH-VL plasma

_ G4 VH-VL x 12C VH-VL plasma 37°C
G4 VH-VL x 12C VH-VL plasma 4°C

“°*~" Negative control

*



alex.chai
Rectangle


specific lysis

471170

Figure 22 (2)

1E+3
pgiml

=—— G4 VH-VL x H2C VH-VL

Forann G4 VH-VL x H2C VH-VL plasma

_ G4 VH-VL x H2C VH-VL plasma 37°C
G4 VH-VL x H2C VH-VL plasma 4°C
Negative control

Boan s

& —


alex.chai
Rectangle


specific lysis

48 /170

Figure 22 (3)
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Figure 27
Pat. 24 (15 pg/m?/24h CD19xCD3 without HSA)
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Model of T cell adhesion to endothelial cells induced by monovalent
binding to context dependent CD3 epitopes
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Figure 28
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Figure 29
Cytotoxic activity of cynomolgus test material
CD33-AF5 VH-VL x 12C VH-VL
- Target cells: cyno CD33 CHO; effector cells: 4119 LnPx
E:T-ratio 10:1; assay duration: 18 h
EC50: 2.7 ng/mi
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Figure 31
Cytotoxic activity of cynomolgus test material
MCSP-G4 VH-VL x 12C VH-VL
Target cells: cyno MCSP CHO,; effector cells: 4119 LnPx -
E:T-ratio 10:1; assay duration: 18 h
EC50: 1.9 ng/mi
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‘Figure 32 (1) -
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Figure 32 (2) ;
Animal 3 (240 pg/m?%/24h MCSP-G4 VH-VL x 12C VH-VL)
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Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human CD33
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Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human CD33
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Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human CD33
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Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human CD33
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Figure 34(4)
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. Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human CD33
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Effector cells: stimulated CD4/CD56 depleted human PBMC
Target celis: CHO transfected with human CD33
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Figure 34(6)
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Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human CD33
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Figure 34(7)
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Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human CD33
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Human CAIX transfected CHO
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Human CAIX transfected CHO
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Human CAIX transfected CHO
CA9-A8 HL x H2C HL
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Macaque CAIX transfected CHO
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Figure 35¢c
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Human CAIX transfected CHO HPB-ALL
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Human CAIX transfected CHO
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Effector cells: stimulated human CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human CAIX

E:T ratio: 10:1
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Effector cells: stimulated human CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human CAIX
E:T ratio: 10:1
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Effector.cells: stimulated human CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human CAIX
E:T ratio: 5:1
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Figure 38a: CHO-EpCAM (human)
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Figure 38b: CHO (untransfected)
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Figure 38c: human PBMCs
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Figure 38d: macaque 4119LnPx (CD3+)
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. Figure 40a

A) Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EGFRuvIll
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B) Effector cells: 4119LnPx
Target cells: CHO transfected with cyno EGFRvIII
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Figure 40b

A) Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EGFRuviil
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B) Effector celis: 4119LnPx
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Figure 40c

A) Effector cells: stimulated CD4/CD56 depleted human PBMC -
Target cells: CHO transfected with human EGFRuvlIl '
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B) Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EGFRvlil
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Figure 40d -

A)

specific lysis [%]

B)

specific lysis [%]

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EGFRvIII
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Figure 40e

A)

specific lysis [%]

B)

specific lysis [%]

Effector cells: 4119LnPx .
Target cells: CHO transfected with cyno EGFRuvIII
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A)

specific lysis [%]

B)

specific lysis [%]
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Effector cells: 4119LnPx
Target cells: CHO transfected with cyno EGFRviIll
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Figure 40g

A) Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EGFRVIII
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B) Effector cells: 4119LnPx
Target cells: CHO transfected with cyno EGFRviiI
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Figure 42a
A)

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: J558L cells transfected with human IgE
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Effector cells: 4119 LnPx
Target cells: J558L cells transfected with macaque IgE
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‘Figure 42b

A)

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: J558L cells transfected with Human IgE
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B)

Effector cells: 4119 LnPx
Target cells: J558L celis transfected with macaque IgE
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Figure 42¢c
A)

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: J558L cells transfected with Human IgE
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Figure 42d
A)

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: J558L cells transfected with Human IgE
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Figure 42f
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Figure 42g
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human CD3 epsilon (aa 1-27) -Fc fusion protein
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Effector cells: stimulated human CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human CD44
E:T ratio: 10:1
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Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: HCV E2 1b transfected CHO
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