10
HTH581P HCVR {SEQ ID NO:714} QVQLVESGGGYV
HZ2M588N HCVR {SEQ ID NO:28} EVQLLESGGGL
HZMS591N HCVR {SEQ ID NO:146} EVQLLESGGGL
HZM618N HCVR {SEQ ID NO:338} EVQLLESGGGL

50

20 30 40
VOQPGRSLRLSCVASGFTFSRYGIHWVRQAPGKGLEW
VOPGGSLRLSCAASGFTFSSYAMTWVRQAPGKGLYW
VOQPGGSLRLSCATSIGFTFSRYTMTWVRQAPGKGLFW
VOQPGGSLRLSCAASGFTFRSYTMTWVRQAPGKGLDW

CDR1

60 70 80 90

H1H581P HCVR {SEQ ID NO:714} VIVIISYDGINK
HZM588N HCVR {SEQID NO:98} VSA|ISGGRGSA
HZM59 TN HCVR {SEQ ID NO:146} VSGIIGGSGGRA
H2M618N HCVR {SEQ ID NO:338} VSGIITDSGAGT

YYADSVKGRFTISRDNSKNTVYLOQMNSLRAEDTAVY
YYADSVEGRFTISRDNSKENTLYLQMNSLRAEDTAVY
YYADSVKGRFTLSRDNSKNTLYLQMNSLRAEDTAVY
YYGDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVY

CDR2

100

110 120 130 140

H1H581P HCVR {SEQ ID NO:714} YCAKGDFWSGY
HZM588N HCVR {SEQ ID NO:28} YCAKEGDSGYD
HZMS591TN HCVR {SEQ ID NO:146} YCAKEGDSGYD
HZ2M618N HCVR {SEQID NO:338} YCIVKEGDSGYD

FDYWGQGTLVTVSS
LAYWGRGTLVTVSS
LDYWGRGTLVTVSS
LDYWGQGTLVTVSS

CDR3

Fig. 1
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HTH581P LCVR (SEQ ID NO:692)
HZM588N LCVR (SEQ ID NO:106)
H2M591N LCVR (SEQ ID NO:154)
H2M618N LCVR (SEQ ID NO:346)

H1H581P LCVR (SEQ ID NO:692)
H2M588N LCVR (SEQ ID NO:106)
HZM591N LCVR (SEQ ID NO:154)
H2M618N LCVR (SEQ ID NO:346)

H1H581P LCVR (SEQ ID NO:692)
H2M588N LCVR (SEQ ID NO:106)
HZ2M591N LCVR (SEQ ID NO:154)
H2M618N LCVR (SEQ ID NO:346)

DIVMTQT
DIQMTQS
DIQMTQY
DIQMTQS

50
RPGQPPR
KPGKAPK
KPGKAPK

Q0
DVGIYYC
DFATYYC
DSATYYC
DFATYYC

10 20
PLSSPVTLGQPASISCRSS
PSSLSASVGDRVYTITCRAR
PSSLSASVGDRVTITCRAR
PSSLSASVGDRVTITCRAS

30

QGISNN
QG I SNY
QGISTY

QSLVHSDGNTY

.....

CDR1

60 70
LLIYKISNRFSGVPDRFSGSGAGTDFTLQISRVEAE
SLIYAASISLOQSGIPSKFSGSGSGTYFTLTISSLQPE
SLIYAASSLQRGVPSKFSGSGSGTDFTLTISSLQPE
KPGKAPKSLIYATSISLOSGVPSKFSGSRSGTDFTLTISSLQPE

CDR2

100 110
MQATQFP-TFGGGTKVEIK
QQYKSSPLTFGGGTKVEIK
QOYKISPLTFGGGTKVEIK
QQYKSSPLTFGGGTKVEIK

CDR3

Fig. 2

80

120

40
L SWLHQ
LAWLQQ
LAWLQQ
LAWLQQ

ST



(A)

(B)

C-terminal Biotin

N-termiha! Biotin

@ O
GTNRYSSKGRVSUGKVDGT-B B-GTN%SKG%LIGKVDGT
No Cleavage 2501 kDa 2373 kDa
Cleavage @ @ 2073 kDa 988 kDa
Cleavage @ @ 1558 kDa N/A
2501 2073 1558
Antibody Time kDa kDa kDa 2373 kDa 988 kDa
Neg Ctrl 0 X X
Neg Ctrl 5 X X
Neg Ctrl 15 X N/D
H4H581P 0 X X
H4H581P 5 X X
H4H581P 15 X N/D
H4H588N X X
H4H588N X X
H4H588N 15 X N/D

</€



(A) Mouse Rat Human
@® @0 20 00, :/
GRNNSKGRSLIGRLETQPP! | GPNSKGRSLIGRLDTP GTNRSSKGRSLIGKVDGT
No Cleavage 2556 kDa 2337 kDa 2502 kDa
Cleavage @ (1) 2342 kDa N/A 2074 kDa
Cleavage @ (2) 1898 kDa 1853 kDa 1772 kDa
Cleavage @ e 1686 kDa 1640 kDa 1558 kDa
®) Q;&rz: q:&ro %@fv @@rb /\@ro (b@fo Q@‘b q:&ro b‘@‘b q}@(b Cb@fb
Antibody Time q(;gg ({,’3‘)‘ ,39 ’\ng c{,’gb rSgD (Ov qf’Q q,é\ (\/\ \<’§3
Neg Ctrl 0 X X X
Neg Cir 5 X X X
H4H581P 0 X X X
H4H581P 5 X X X X
H4H588N 0 X X X
H4H588N 5 X X X X
Comp. Ab 0 X X X
Comp. Ab 5 X X X

Fig.
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(28)(29)(30)(31)(32)(33)(34)(35)(36)(37)(38)(39)(40){41)(42)(43){44)(45)

GTNRSSKGRSLIGKVDGT

Comparator 1: ;@@.@.@@@@‘@
Comparator 3: .6@.00.‘."
H4H581P: T =000 BT
HAH5BEN: DOEDOOHOO0

Fig. 5
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