PCT/CN2010/000232

WO 2010/097012

- = = = = = = = = = - ¥ 3b
- - - - - - - - - - - + | S94'3bjw
+ + 4+ 4+ o+ o+ 4+ o+ o+ 4+ = 4 |Togzd
- + - + + 4+ o+ o+ o+ + = - ¢d
I ¢d
- -~ + - -— — — - - - - — ld
NN b o O =]
I 2T 2 % X2 3 2 28 8 g8 &
AQT13ddO dMAYHOVD €d
HdHAASDOVVd 1O DDDOSH Zd
IAYAdVIDSOVYSOOVIOINAS 1d

AQ13ddOdMAVHOVDIHIUdHAASDOVY Hd 19D DDOSHITANAd VHOSDVYSOOVIOINAS

siblw

Xumg

} OId

YHO

1/8



PCT/CN2010/000232

WO 2010/097012

: S94' 36w
sowey

Yoy 3Bjw
sowey

S54'36|w
OHO

T9436/w
OHO

oD

Vol vaty vaiy vai Yo v vais vaid vai vai vay
PADRP  BIBIP  PIBPP  PAPSH  PONNP  PUDAH  PIJP  PAPEP PAJEH PUJOP PIHOP
milo N Gl LS wloty et o A it il i AR

: W 2 £ 2 e FIE ¥ e
em WBM ﬂsm em Qm am mm ,sm
A ¢ e o ¢y </ L] o '
(19 i 0L 143 ol (108 143 0L
© vam vald vaw Vol vaiH vai valu vau vau v wal
T I T T O T 3 SHMBOH  SIAJHH  PHOH0H  JSH0H  SKS0H SIS HH PSS HN
ity gy pesegag Slilety ezt Sl AR ARSI A0 Aol AR AN
W %n Az <m ‘Ne < q
sr | fer ) VBl ViEr YRr| e |
) Ve Y o .
oot o o o o o

YaH vale Ll vald valy vald Vad vad YOlH
OO0 PO O oo 0P g oD 0P PO oD OO POOOH pOO D PO 0D
AN et e AR o AR A AR

y ﬁ ille @ @ .
SR oo | ks
, o J |o
w o o o o

vais vy vl vty vl val Vol ol Vol va Vo
PO 0 pOSOP pHDND pADAD SOS 0N pOoMA0N  HOHOH QSN GR  SaAGLE  PADAH QSN OH

s AR AR o A Y s gt oo Sy

s £ et ] s
o o &
o o o o o o0

“CHI? 8d¢e¢c

LIV8l

CLHI

clay LIHE ove

¢ Old

2/8



WO 2010/097012 PCT/CN2010/000232

‘gé
L0
5 € g
~ oy N E =
oo ILawXE®
<L
58858382

— (AT

e R e,
e -

50

T«

—
R

IO O TR

TR S eE AV EESUERNESS

25

FIG. 3A

L

[T A T

A

E/T ratio

125

P

HEIINTHIEREREREERTNNEN] o

6.25

3.125

T T
2 e =

100 -

Buln 122 3eb.1ey jo %

3/8



WO 2010/097012 PCT/CN2010/000232

£

Paq
N%;N-.g:mo
o v ¥
N QO o = —
8%%%&%%%

-
A R R R R R AR ARNEN

10

e R

= —— F=
IR EE I E D EREIRT RN EE RN IREREL - . %) .
]
0 i =
™ . O
— ~t — - =
LL. EIREIBLINHINLIREARERERRRERIELD o C
PR R RS PR A O
1 O
—t= — - >
MM} < T
T o [®]
2
=
<
=
T o
] o
-
=
=3
<
o
] 1 T ¥ { M ¥ ¥ ¥
o o o = o =)
‘CE o 7] =r o~

Bui|ny 1199 Jo61e) Jo %,

4/8



WO 2010/097012 PCT/CN2010/000232

o]
£ o
5 N
i N e
SR
m © <L v
I < Eadm
o o O O
- [WZ
HMERY é
LTI TR L T TR O TR
R e e T e e
(AT
< 5 £
g e S
) : i =
o 'S-i':-i-:-:‘-:-iﬂir:-i-:-i-i-i-i-:-i- =
L —
©
) -
: : =
I 8 @
o Q
=
o
: =
8 3
o (=]
O
=
e
g <
b
e
=
o
# = T — ’ H = L I
=] © 2 =4 & e
Adif A Uixauy o

5/8



PCT/CN2010/000232

WO 2010/097012

i1 8as IS a2 0 20k 89l e 2 274 0
S N T e AR o | T oy T

TEECEEE ¢

RBEBERBR=C

RBBeHR

56"
=)

6| uoo

6/8



PCT/CN2010/000232

WO 2010/097012

upy — | .

(e G1) € esedse) panes|n__ |
(e@i L)) € esedse penesy 7 |

(eQy g€) ¢ esedsed —

(eQY 68) dYVd Panes|) —

(eQ@ S11) d¥vd —

o Old

7/8



WO 2010/097012 PCT/CN2010/000232

Light chain

1 . 10 . 20 . abcde 30 .40 .50 . B0
4B12 DVLMTQTPLSLPYSLGDQAS | SCRSSQS | YHSNGNT YL EWYL QKPGQSPKLL | YKYSNRFSGYPD
Kv2 DI YMTQTPLSLSVTPGOPAS | SCKSSQILL HSDGKT YL YWYL QKPGQSPQLL | YEYSSRESGYPD
Replace IV STP QP Q

.10 . 80 . 90 . 100 .

4B12 RFSGSGSGTDFTFK | SRYEAEDLGYYYCFQGSHVPPTFGGGTKLE IKR
Kv2 RFSGSGSGTDFTLK | SRYEAEDVGYYYCMQGI QLPPTFGGGTKVE IKR
Rep lace L v v
Heavy chain

1T . 10 .20 .30 .a 40 . 50 . 60 .
4B12 DVQLQOESGPGLYKPSQSLSL TCTVTGYS I TSDYAWNW | ROFPGNKLEWMGS | SYSG | TGYNPSLKS
Hv4 QVQLOESGPGE_VKPSETLSL TCTVSGYSISSGYYWGH | RQPPGKGLEW | GS 1 YHSGSTYYNPSLKS
Replace Q ET S P KG |

70 . 80 abc . 0 . 100 . 110

4B12 RISYTRDTSKNQFFLQLNSVTTEDTATYYCABMGYDG AYWGHGT TYTVSA
HV4 RVT ISYDTSKNQFSLKLSSYTAADTAYYYCAR——————YWGQGTLVTYSS
Replace  VTISV SKS AV Q L S

FIG. 5
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