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Figure 7
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Figure 13
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Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human MCSP D3
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Effector cells: macaque T cell line 4119 LnPx
Target cells: CHO transfected with cynomolgus MCSP D3

specific lysis [%]
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Figure 15
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Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human MCSP D3
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Figure 16
A)

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human MCSP D3
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Figure 17
A)

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human MCSP D3
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Figure 18 (1)
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Figure 18 (2)
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Figure 18 (3)
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Figure 19a
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Figure 19¢
Pat. 23 (15 ug/m?%24h CD19xCD3)
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Figure 19e
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Figure 21
Pat. 20 (15 ug/m?%24h CD19xCD3)
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Figure 22

Pat. 13 (15 ug/m?24h CD19xCD3)
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Figure 23
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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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
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Figure 26 A

Dose- and time-dependent depletion of blood CD33-monocytes through
CD33-AF5 VH-VL x I12C VH-VL
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Figure 26 B (1)
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Figure 27
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 28 (1)
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Figure 28 (2)
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Figure 37
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Figure 40a

Effector cells: stimulated human CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human MCSP D3
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Figure 40b

Effector cells: stimulated human CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human MCSP D3
E:T ratio: 10:1 :
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Figure 40c

Effector cells: stimulated human CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human MCSP D3
E.T ratio: 10:1
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Figure 40d

Effector cells: stimulated human CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human MCSP D3
E:T ratio: 10:1
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Figure 41a
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Figure 41b
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Figure 42

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human CD33
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Figure 44

human CD3 epsilon (aa 1-27) -Fc fusion protein
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Figure 46A
Human PSCA transfected CHO HPB-ALL
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Figure 46C
Human PSCA transfected CHO HPB-ALL
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Figure 46E
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Figure 46G
Human PSCA transfected CHO HPB-ALL
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Figure 47A

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

100 -
90 - =e=m PSCA4HLxI2CHL
80 4 --=.e PSCATHLxI2CHL

v PSCA3ZHL}2CHL

704
60 -
50 4
40 1
30 -
20+

specific lysis

10-1040-% 10-% 10-7T 10-¢ 10-5 10-¢ 10-3 10-2 101 100
dilution

Effector cells: macaque 4119 LnPx
Target cells: CHO transfected with macaque PSCA

100-
901 ——m PSCA4HLXIZCHL
801  .eece PSCATHLXIZCHL
701 v PSCA3HLXI2CHL
60+
50
40- «3
30-
204

specific lysis

10-1010-% 10-8 10-T 10-¢ 10-5 10-4 103 102 101 100
dilution



WO 2010/037835 PCT/EP2009/062792
95/170

Figure 47B

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human PSCA
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Figure 47C

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human PSCA
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Human PSCA transfected CHO HPB-ALL
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Human PS CA transfected CHO HPB-ALL
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Human PSCA transfected CHO HPB-ALL
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Figure: 51(1)
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Figure: 51(2)

C) Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human CD19
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D) Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human CD19
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Figure: 51(3)

E) Effector cells: stimulated CD4/CD56 depleted human PBMC
Target celis: CHO transfected with human CD19
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F) Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human CD19
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Figure: 51(4)

G) Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human CD19
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H) Effector cells: stimulated CD4/CD56 depleted human PBMC
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Figure: 51(5)

)] Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human CD19
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Figure 52b
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Figure 52¢
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Figure 52d
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Figure 52e
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Figure 53a

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: MDA-MB-231
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Figure 53b

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: MDA-MB-231

100

90- ---+ METTHLX2CHL i-.-}-i

80+ g

70+ ¢4

60 4

50- f

40+ 4

30- $

20' iw""."i.i-!.i..‘?

10-
0_

specific lysis

10-1010-9 10-8 10-7 10-¢ 10-5 10-4 10-3 102 101 100
dilution

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: MDA-MB-231

100
90 -==0 METAHLX2CHL

804 - —u  METSHLxIZCHL
704 ==& METBHLXI2CHL
60
50
40 1
30
201

specific lysis

10-1010-% 10-% 10-7 106 10-% 104 10-3 10-2 101 100
dilution



WO 2010/037835 PCT/EP2009/062792

124/170
Human cMET transfected CHO HPB-ALL
MEG62A4HL xI2CHL | MEG2A4HL xI2CHL
[as] [
O O
S S
(2] @ o ODf
3 o 3 ol
oY f oY /\
3y o
109 101 102 10° 104 109 101 102 10% 104
FL.2-H FL2-H
Macaque cMET transfected CHO 4119L.nPx
MEG2A4HL xI2CHL MEG2A4HL xI2CHL
(] <
[en] O§
o o
v 2 o 2
£3 €3
8@. 8§,
[ o ‘.:‘:
o /,»1/\\\ N
100 101 102 10 10% 109 10" 102 10° 10%
Fl.2-H FL2-H
Human cMET transfected CHO HPB-ALL
ME62A12HLxI2CHL MEG2A12HLxI2CHL
Q [e»]
O =%
o o
o o
2 o 2 o
£ 8 £ 8
3% 39
(e (X
&
109 107 102 103 104 109 101 102 103 104
FL2-H Fi.2-H

Figure 54a



WO 2010/037835 PCT/EP2009/062792

125/170
Macaque cMET transfected CHO 4119LnPx
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Effector T cells: macaque 4119 LnPx
Target cells: CHO transfected with macaque cMET
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Effector T cells: macaque 4119 LnPx
Target cells: CHO transfected with macaque cMET
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Figure 56b
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Figure 57
Human endosialin transfected CHO Macaque endosialin transfected CHO
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Effector T cells: stimulated human CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human CD248
E:T ratio: 10:1
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Effector T cells: 4119 LnPx
Target cells: CHO transfected with macaque CD248
E:T ratio: 10:1
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Figure 61
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Effector cells: CD56 depleted unstimulated human PBMC
Target cells: CHO transfected with human EpCAM
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Figure 62

A) Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EpCAM
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B) Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EpCAM
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Figure 63

A)

Lysis [%]

B)

Lysis [%]
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Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EpCAM
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Figure 64

A)

Lysis [%]

B)

Lysis [%]

Effector cells: 4119 LnPx
Target cells: CHO transfected with human EpCAM

go- --- ® hEp14A1LHxI2C HL

ol T V hEp 14H8 LH x [2C HL
..... 0 hEp 14A6 LH x 12C HL

601 —— o hEp14D1LHxI2C HL

504  ----- + negative control

40+ -

30+

20

104

0..

10° 10° 407 10 105 104 10° 102 10 10°
dilution of supernatant [%]

Effector cells: 4119 LnPx
Target cells: CHO transfected with human EpCAM
80+ --- ® hEp14H4 LH x12C HL
704 v V hEp 17A6 LH x12C HL
6ol o hEp 17E9 LH x12C HL
—— ¢ negative control
50+ i k-2 v
JPRE S0 A SR o
40- - E ®
30 0";' ’g-i :.’-
j ‘8 o 48
20- ﬁ E
10-
OJ

) T T T T T T T T T
10® 10® 107 10% 10° 10% 10 102 10" 10°
dilution of supernatant [%]

PCT/EP2009/062792



WO 2010/037835

1471170

Figure 65

A)

Lysis [%]

B)

Lysis [%]

Effector cells: 4119 LnPx
Target cells: CHO transfected with human EpCAM
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Figure 66

A)

B)

Specific Lysis (%)

Specific Lysis [%]
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Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human EpCAM
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Figure 69

Effector cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human FAPalpha
E:T ratio: 10:1
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Effector cells: stimulated human CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human FAPA
E:T ratio: 10:1
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Figure 71(1)
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Effector cells: 4119 LnPx
Target cells: CHO transfected with macaque FAPA
E:T ratio: 10:1
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Human FAPA transfected CHO
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Human FAPA transfected CHO
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Human IGF-1R transfected CHO HPB-ALL
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Human IGF-1R transfected CHO HPB-ALL
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Human IGF-1R transfected CHO HPB-ALL
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Human IGF-1R transfected CHO HPB-ALL
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Human IGF-1R transfected CHO HPB-ALL
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Human IGF-1R transfected CHO HPB-ALL
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Effector T cells: stimulated CD4/CD56 depleted human PBMC
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Effector T cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human IGF-1R

100+
g0 — IGFIRI5HLXI2CHL

504 ¥ IGFIRZ1HLA2CHL
704 == IGF1R1BHLxI2CHL

specific lysis
o
?

106 105 104 103 102 101 100
dilution

Effector T cells: macaque 4119 LnPx
Target cells: CHO transfected with macaque IGF-1R

100-
904 v IGFIR21HLX2CHL
80+ -w IGF1R15HLXI2CHL
704 —e= IGFIR1BHLXI2CHL
60
50
40
30
20
10-

Q-

specific lysis

107 106 105 104 103 102 101 100
dilution

Figure 74b



WO 2010/037835 PCT/EP2009/062792

168/170

Effector T cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human IGF-1R
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Effector T cells: stimulated CD4/CD56 depleted human PBMC
Target cells: CHO transfected with human IGF-1R
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