Fig.

Delta OD

0

Response (RU)

Delta OD

2,

5

1/20

- J22.9-xi

204 -e- Isotype

1.5 4

1.0 1

0.5

0.0~

o
)

o
»

L

1 10 100

antibody (ng)

1000

Counts

i B Isotype
- [
205 N\ J22.9-xi
; : Ci5ng
200-: \ 0 50 ng
100 [y
] \
\
\\.

0102 103 104 105

90.0 nM => 8.80E-11
-~ 30.0 nM => 6.95E-11
" 10.0 nM => 5.55E-11

3.3 nM => 3.62E-11
1.1 nM => 2.10E-11

X s 3 2
0 2000

==

Isotype J22.9-xi

6000




Fig. 2

2/20




3/20

Fig.2 B
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Fig. 4 (cont.)
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Fig. 4 (cont.)
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Fig. 4 (cont.)
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Fig. 6 (cont.)

d

Experimental time line

tumor cell injection (i.v.) tumor monitoring (IVIS) every week
1*107 cells/mouse

d ! U N

T

days01 23 4

antibody injection (i.p.)
2 ug, 20 pg or 200 ug J22.9-xi, J22.9-xi w/o N-glycan or isotype control

Fig. 7

3.5

3
OD [430 nm]
2,5 A
|
2 {
|
1,5
1 1
05 |
i
0 ] ; ’ 5
1 5 10 15 20 25 27

Time (d)



12/20

1 10 20 30 40 50
HCg XVQLXXSGGGLVQPGGSLXLSCAASGXXFXXYXXXWVRXAPGKGLXXXGX
HCm QVQLOOSGGGLVQPGGSLKLSCAASGIDFSRYWMSWVRRAPGKGLEWIGE
HCpH EVQLVESGGGLVQPGGSLRLSCAASGFTEFDDYWMSWVRQAPGKGLEWVGE
hHC01l EVQLVESGGGLVQPGGSLRLSCAASGFTFSRYWMSWVRQAPGKGLVWVGE
hHC02 EVQLVESGGGLVQPGGSLRLSCAASGFTFSRYWXSWVRQAPGKGLVWVGE
hHC03 EVQLVESGGGLVQPGGSLRLSCAASGFTFSRYXMXWVRQAPGKGLVXVGX
hHC04 EVQLVESGGGLVQPGGSLRLSCAASGFTEFSRYWISWVRQAPGKGLVWVGE
hHCO05 EVQLVESGGGLVQPGGSLRLSCAASGFTFSRYWFSWVRQAPGKGLVWVGE
hHC06 EVQLVESGGGLVQPGGSLRLSCAASGFTFSRYWISWVRQAPGKGLVWVGE
hHCO07 EVQLVESGGGLVQPGGSLRLSCAASGEFTFSRYWESWVRQAPGKGLVWVGE

51 60 70 80 90 100
HCg INPXXSTINYAPSTKXXFXTISRDNAKNTLYLOMXXXRSEDTAXYYCASXX
HCm INPDSSTINYAPSLKDKFTIISRDNAKNTLYLOMSKVRSEDTALYYCASLY
HCpH INPDSSTINYAPSLKGRFTISRDNAKNTLYLOMNSLRAEDTAVYYCASLY
hHC01 INPDSSTINYAPSLKDKFTISRDNAKNTLYLOMNSLRAEDTAVYYCASLY
hHC02 INPXXSTINYAPSLKDKETISRDNAKNTLYLOMNSLRAEDTAVYYCASLY
hHC03 INPDSSTINYAPSLKDKFTISRDNAKNTLYLOMNSLRAEDTAVYYCASXX
hHC04 INPNSSTINYAPSLKDKFTISRDNAKNTLYLQOMNSLRAEDTAVYYCASLY
hHCO05 INPNSSTINYAPSLKDKFTISRDNAKNTLYLOMNSLRAEDTAVYYCASLY
hHC06 INPSSSTINYAPSLKDKFTISRDNAKNTLYLQMNSLRAEDTAVYYCASLY
hHC07 INPSSSTINYAPSLKDKFTISRDNAKNTLYLQOMNSLRAEDTAVYYCASLY

101 110
HCg XDYGDXXDYWGQGTXVTVSS
HCm YDYGDAMDYWGQGTSVTVSS
HCpH YDYGDAMDYWGQGTLVTVSS
hHCO01l YDYGDAMDYWGQGTLVTVSS
hHCO02 XDYGDAXDYWGQGTLVTVSS
hHC03 XDYGDXMDYWGQGTLVTVSS
hHC04 YDYGDAYDYWGQGTLVTIVSS
hHCO05 YDYGDAYDYWGQGTLVTVSS
hHCO6 YDYGDAYDYWGQGTLVTVSS
hHCO07 YDYGDAYDYWGQGTLVTVSS

X: Variable amino acid according to humanized sequences
HCg: General heavy chain wvariable sequence

HCm: mouse heavy chain variable sequence

HCpH: partially humanized heavy chain variable sequence
CDRs are underlined in general and mouse sequences.
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Fig. 9
Lc

1 10 20 30 40 50
LCg XIVMTQSXXXXXXSXGXXVSXXCKASQSVXXXVXWXQOKPXQXPKXLIXX
LCm DIVMTQSQRFMTTSVGDRVSVTCKASQSVDSNVAWYQQKPRQSPKALIFS
LCpH DIVMTQSPATLSVSVGDEVTLTCKASQSVDSNVAWYQQKPGQAPKLLIYS

hLCO1 EIVMTQSPATLSVSPGERATLSCKASQSVDSNVAWYQOKPGQAPRALIYS
hLCO02 EIVMTQSPATLSVSPGERATLSCKASQSVXXNVAWYQQKPGOAPRALIYS
hLCO03 EIVMTQSPATLSVSPGERATLSCKASQSVDXXVXWXQQOKPGQAPRALIXX
hLCO04 EIVMTQSPATLSVSPGERATLSCKASQSVESNVAWYQQKPGQAPRALIYS

51 60 70 80 90 100
LCg XXXRXSGXPARFXGSXXGTXFTLTISXLOSEDXAXYXCXOXNNXPXTEGA
LCm ASLREFSGVPARFTGSGSGTDFTLTISNLQSEDLAEYFCQQYNNYPLTEGA
LCpH DDLRFSGVPARFSGSGSGTDEFTLTISSLQSEDFAVYYCQQYNNYPLTEGA

hLCO1 ASLRESGIPARFSGSGSGTEFTLTISSLOSEDFAVYYCQQYNNYPLTEGA
hLCO2 ASLRESGIPAREFSGSGSGTEFTLTISSLOSEDFAVYYCQQYNNYPLTEFGA
hLCO03 AXXRXSGIPARFSGSXXGTEFTLTISSLOSEDFAVYYCXQXNNXPXTFGA
hiCc04 ASLREFSGIPARFSGSGSGTEFTLTISSLQSEDFAVYYCQQYNNYPLTFGA

101
ILCg GTKLELKR
LCm GTKLELKR
LCpH GTKLELKR

hLCO1 GTKLELKR
hLCO02 GTKLELKR
hLCO03 GTKLELKR
hLC04 GTKLELKR

X: Variable amino acid according to either mouse or humanized
sequences

LCg: General heavy chain variable sequence

LCm: mouse heavy chain wvariable sequence

LCpH: partially humanized heavy chain variable sequence

CDRs are underlined in general and mouse sequences.
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Fig. 12 A
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Fig. 12 A (cont.)
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Fig. 12 B
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Fig. 12 B (cont.)
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Fig. 13
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