
HlHsB'IP HCVR
H2M5BBN HCVR
H2M591 N HCVR
H2M61 BN HCVR

SEQ lD NO:714]

H] HsB1 P HCVR
H2M588N HCVR
H2M591 N HCVR
H2M61 8N HCVR

{SEQ lD NO:98}
{SEQ lD NO:146}
{SEQ lD NO:338}

{SEQ lD NO:7i 4i \:
{SEQ lD NO:98} l
{SEQ lD NO:146} v
ISEQ lD NO:338] v

Hl H5Bi P HCVR
H2M5BBN HCVR
H2M591 N HCVR
H2M61 BN HCVR

QVQLVE SGGGVVQPGR S L RL S CvÀ S

EVQLLE S GGGLVQPGG S I,RL S CAA S

EYQLL E SGGGLVQPGG S LRL S CA T S

EVQLLE SGGGLVQPGG SLRL S CAA S

10

SEQ lD NO:714Ì Y c
ISEQ lD NO:98] Y C
{SEQ ID No:146} Y c
{SEQ ID NO:338} Y c

50

IY
SA
SG
SG

Y
Y
Y

A D SYKGRF T I SRDN SKNTYYLQMN S LRA EDTAYY
A D SYKGRF T I S RDN SKNTLYLQNIN S LRA ED TAVY
A D SVKGRF TL S RDN SKNTLYL QNIN S LRA ED TAVY
GD SYKGRF T I S RDN SKNTLY LQNIN S LRA EDT¡\VY'Y

CDR3

70

1-10 1 20

GQGTLVTV S S
GRG TLV TV S S

GRGTLVTVSS
GQG TLV TV S S

40

IH1VVRQAPGKGLEW

CDRI

,fTrYvRQA PGKGLYTV
T1VVRQA PGKGLFW

rTwvRQA PcKGLDW

Fig. 1
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H1H581P LCVR (SEQ lD NO:692)
HZMSSSN LCVR (SEQ lD NO:1 06)
HZM591N LCVR (SEQ lD NO:i 54)
H2M618N LCVR (SEQ lD NO:346)

H1H581P LCVR (SEQ lD NO:692)
HZMSSBN LCVR (SEQ lD NO:1O6)
HZM591 N LCVR (SEQ lD NO:1 54)
HZM618N LCVR (SEq lD NO:3a6)

H1HsBi P LCVR (SEQ lD NO:692)
HZMSSBN LCVR (SEQ lD NO:106)
HZM591N LCVR (SEQ tD NO:154)
HZM618N LCVR (SEQ lD NO:346)

D IVIITTQTPL S S PVTLGQPA S I S CRS S

D I QNITQ S P S S L SA SVGDR\¡T I TCRAR
D I Qi\,ITQYP S SL SA SVGDRl/ T I TCRA R
D I QMTQSP S SL SA SVGDRVT I TCRA S

50

RPGQPPRLLIY
KPGKAPKSLIY
KPGKAPKSLIY
KPGKAPKSLIY

'10

90

DVGIYYC
DFATYYC
DSATYYC
DFATYYC

trñt
la. a sl
IAA SILd
CDR2

100

NRF SGYPDRF SG SGAGTDF TLQ I SRVEA E
SLQSGI P SKF SG SGSGTYF' TLT T S SLQPE
SLQRGVP SKr' SG SG SGTDF TL T I S SLQPE
SLQ S GVP SKF SG SRSGTDF TL T I S SLQPE

60

CDR3

110 120

F GGG TK\TE I K
FGGGTK\¡EtrK
FGGGTKVEIK
FGGGTKVEIK

70

CDRl

40

L SIilLHQ
LAWL Q Q
LAW'L Q Q
LAWL Q Q

Fig. 2
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(A)

No Cleavage

Cleavage @ O
Cleavage @

(B)

C-terminal Biotin

Antibody Time

VV
GTNRSSKGRSLIGKVDGT-B

o

Neg Ctrl 0

Neg Ctrl 5

Neg Ctrl 15

H4H581 P 0

2073 kDa
1 558 kDa

H4H581P 5

2501
kDa

H4H581 P 15

H4H588N

2073
kDa

N-terminal Biotin

H4H588N

H4H588N 15

YY
B-GTN RSSKGRSLIGKVDGT

o

1 558
kDa

2373 kDa

2373 kDa

Fig. 3
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(A)

No Cleavage

Cleavage @

Cleavage @

Mouse

o@o
Y YV

;RNNSKGRSLIGRLETQPPI

Cleavage @

(B)
Antibody Time

1)

2)

2556 kDa

Neg Ctrl 0

2342 kDa

Neg Ctrl 5

1 898 kDa

H4H581 P 0

Rat

@o
VV

GPNSKGRSLIGRLDTP

1686 kDa

H4H581 P 5

*çío

rgt I

H4H5B8N O

H4H588N 5

Comp. Ab 0

2337 kDa

Comp. Ab 5

N/A

"tfdr

1853 kDa

Human

o@o
V YV

GTNRSSKGRSLIGKVDGT

1 640 kDa

^s#l ,f
"é" I

2502 kDa

"-r

2074 kDa

1772 kDa

cî
1558 kDa

c.f

Fig. 4
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Comparator 1:

(2sx2ex3oxsVrl(33x34V5X.MrXrexsgx+o)l+r¡(+z¡l+z¡l++l¡+s¡

Comparator 3:

H4H588N:

Fig. 5

UI

'Jt


