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Gly Arg Ile Gly Asp Azp Thr Asp Tyr 2la Gln Lys Phe
50 55 60

Thx Ile Thr
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2 Gly Arg
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asp Lve Ber Thr Ser Tar Aia
7z

[SSI 1
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det @Iu Lieuw Ser Sexr Lieu Rrg Ser Gliu hlia Tyvr Tyr Cvs
5 g5
Ala RArg Asnt Val 7 Ty»r Trp Leu Tyr Tzp Gly Gln Gly
1¢o 105 13¢

Thr Leu Val Tar ¥al Ser Ser
11is
«210» 3
<QATIs 387
<222> DHNA
<2i3> Aartificial Sequencs
<220
<223> -2 construct of a mouse/human mod

aatgggaaat tcaagggcay agtcacaatt accgecgaca aatccactag cacagectat 240
atggagctgs gcagectgag atctgaggac acggeogtgt attactgtge aagaaatgic 2CC
cttgatgott actggettgt ttactaggge cagggaacce tggtcaccogt ctccica 357
<2%0> 4

<222> 11i®

«212> PRT .

213> Artificial Seguence

<z

223> B-HHZ construct of a wouse/human medified antiger bhinding

molecule

Gln Val 3in Leu Val 3lm Ser @ly Ala Glu Val Lys Lyvs Prc Gly Sex
1 5 10 15
Ser Val Liys val Ser Cvs Lys kls Sex GLy Tyr Rlz Phe Ser Tyr Ser
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Gin Val G.n Leu Val Gln Ser 31v =5

5/\"
7%
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3

2z Vel Lys Liys Prc G

(2]
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s
16
)

3

- =]

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe Ser Tvr Ser
20 25 30

Trp Met Asn Trp Val Arg Gln Alz Pre @ly Gin 3iv Leu Glu Trp Met
35 4¢ 45
hrg Tle Phe Pro Gly Asp Glvy Asp Thr Asp Tyr Asn Glv Lve FPhe
55 55 50
Lys Gly Arg val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tvr
ol =4 . - - s
(-] 70 75 80

¥et GIu Leu Ser Ser Leu Arg Ssr &lu hgsy Thr Als Val Tyr DLou Cvs
es 50 o5
Ala Rrg Asn Lso Trr Leu Val Tyr Trp Gly Gin Gly
205 PR
Thr Leu Val Thr vVal Ser Ser
P
PRt

il

Artificial Seguence

<21C» 7
«221i> 357
<2iZ2>» DNA
213

I
v

«22C>
<222

E-HE4 oemstruct of & mouse/numan modified antigen binding
moiecuie

cttgatggtt actuggettgt ttactgggge cagguaacce tggteacegt cicec

[0
t
~3

\4

Wit o
VvV

R

Sequenc



PCT/IB2006/0063294

R/64

O 2007/631875

7

W

< [ < < o I~
G o o <# (&) 0y
] ~ [ ™ o

3] o O A [
Uy [o}] 2 U o © 1)
i « 4 43 ) M @ > i o] mn 4} o
v — [} a Ee] O D 4 | o v O O 1) ©
Ko} 4 4] = . k4 @ & U w3 © © I 8] [ U
[} . i3 o 0 m 9)] ] ER]
-t ) t 2 n [ + ¥ ] B m [9)] 43 [ @ 8]
£ it > 5] Vs. o P ) ] el B2 2] O O m O
(¢ ] 4 B Vi <f) By (W] o Q [ w 4] 3
= &1 4] m }3] o a 0
[ 9] H = P £ H w2 @
fo)] H g O 4 i & ] el [o}] 0 13 0] m 0 1)
-t JAY] 0 o ] V] & H T orl - H 62 I © 4] o
33 i3] 43 01 g ] 13 0
e m 3] 3 a 1 -} 2] (& o o} m [¢] oM ]
1§ 2 & 3 in 1 a0 3 ] @ © 44 e}l @ 1) @
6! [ Pt 4 [} > £4 5] &) i 3 9} 3
T3 o m R 9] © 1)
0w oy &4 N « I ] o O m 4 42 [o)]
> — by O 5 — > -] 4 m g @ i3 o
vi ) [t o |3 <4 2l L3 U 3 a3] «Q © a3
wpd
H bi © 2 N 1% G D o w (53 13 3
T ¥y i Ul Q10 3 & 2 o ot} D 5] 23] U
b 4 (O] =Y (e 4 =3 £ ] o 8] o] 13 ]
. « i) 0 ()] n [
o B 3 @® o o] m s b3 o 3] I
G Ll -1 &1 oy n o o I 0 i) [$) O o
B ™ % = o1 [ i o] 5 i (02 (9] 9]
= = 43 ) 4] 0 m m
& a 4 o} o) o) =] £ i) a 1} 19} 0 o]
S I @ 0 Y] U 0} -t ~o a1} 8] o] [0] i ©
v | 0 [a By [y o] a4
73 15} I 0 m [B) 9] 8]
=y oy ! i ) [ b ] © D m 1) O] [8)]
0 ot @ — < 1 ot 4] 0 o)} 1] 0 o & o]
=3 t e Rt %) &1 o ] 4 0 « © o) m
9] 5 o U & oy
@ 1 W jw} 2 -] o 3 as o 43 (o)} 1] 8]l A
) ) ~ Qi Eel 4 b)) ¢ O o}l o} |93 1) o}
4 n 1 V] P e} k= 4 o) [9) U o] [¥) 4+ 4 8] a3
o & 0 Goom " o0 L
o n o)} > Al | © 43 8] (9] @ 1] i
&3 P o 153 =i -4 < [} V] \mu 43
O W [&] KL [ o~ ¢ W ¥! 43 &} i o)} jerl m Y
= 4 jood a2t 18] 41 < i o
g i ] - 0 b v I [ m U m o+
13 [ © [ 4 4 4y i 1) [0} 8] 0] m 4) B
0] >0 w > i T w o © [$] o o 2] 8] 2]
=] £ [9}] 0 ¥} o 3] o
O e jA) - Oy @ ] i [} A Q 8] [ m i
(SR a H O - g G} K=t Qe o i %) 3 a 4
=3 11 B e o m Es jal [ L S m &1 n 0
h RS uwr O 33 & o 4 m [
= o] w ju] 0] w3 [ ed L o
M IR o] w = @ [0} [ A X 3 42 43 &2} L 0]
i ) wl & m i v & [2aN e} bl (511 @ a ot
o1 59 SR cy 4l 0 [ [rs 4}
o — 43 o)l ) o1 m 5] [$] i (8] 5] 9]
[ ] a SO o v by ()] ™ 9] 4] m o]
A A A ol e = 10 wm 4 5 w1 A A KA A A A ox] 5] o 0]
o M o O g (SIS o m 1 m [$1] th
SRS 13 o & o8} 0 3] ] bS] ot oo TS oo 8] ES] 4 oy
[ IR 3 e [ 3 PRRY] &) 3 1 TNy ™ ©3 <t nd [#] 8} [ 41
v v Y ™ ] & W = 2 NV ARV \YARY] v 43 0 ] i




WO 200740318758 PCT/IB2006/003294
6764

izl Segquence

a mouse/human medified antigern kbindlng

Glin val Gln Leu Val Ser GQly Lys Lys Pro Gly Ser
1 5 15

Ser Val Lys Val BSer Cys Lys Ala Ber Gly Tyr Ala Phe Ser Tyry Sexr
20 25 ae

Trp Met Ser Trp Val Arg Gln Ala Pro Tly Glan @ly Leu Qlu Trp Met
S

Gly Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe
£ &C
Erc Val Thr ¢ Thr Rla Asp Lys

Lys Gly
€5

1

) 8

ar Thr Ser Thr

Leu ger ferx Ly Arvg Ser Glu Tyr Tyr Cvs
23 83
Rla Rrg Asn Val Phe RAsp Gly Tyr Trp Lel Val Tyr Trp Gly Giln Zly
A Pyl -
106 108 110

Thr Leu Val Thr Yal Ser Sex

B-HHE construct of & mousse/human modified antiger binding

<400 L%

caggtgcaat togigeagto tggogctgaa ghilaagaacs ctgggagtitc agigasgcgtce 23]
tectgraagy cttocggatsa cgocttecage tattettggs teaatiggot geggcaggoyg 124
cctggacaag ggctegagts gatgggacgg atcetticoeyg gogatgugga tactgactac i8¢
aatgggaaat Tceaaggocag actcacaatt accgecgaca aatcecactag cacagcectat 243
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tcotocaagyg citceggata cgecticags tatbctitgga cotoghtgggt goggcaggacey iz
cctggacaag ggctegagtg gatgggacgg atctitoceg gogatggega tactgactac .80
aataggasat toaaggyoay agtcacaabtt acogecgaca aatccactag cacaQCCtatv 240
atggagcitga gcagceoigag atctgaggac acgeccgtgt attacbguuc sagasatgic 3CC

tttgatggtt actggetigt ttactgggge cagggaacce tggteaccgt ctegtea 357

357
PRT

[

B-HH7 coustruct of a mouse/human medified antigen binding

<&£00>» 4
Cys Ala Gly Gly Thr Gly Cys Ala Ala Thxr Thr Gly &Ly Thr r Cys

(R
=
we

Ala Gly Thr Cys Thr Gly Gly Cys Gly Cys Thr Gly Ala Ala Gly Thr
2 .

Thr hla vy &la Gly Thr

™
Poct
3

la Gly Ala Ala Gly Cys Cys Thr G8ly Gly &
o 4

e f

Ty
-~k

Thy Cye Thr Cys Cys Thar

G 3ly Giy Cys Tnr Thr Cys Cvs Gly &ly &la Thr Rla
&5 70 73 a0

v fod . el ol -~ Lou JR L} - - mT . el rm revl Fal - -
Cys Gly Cys Cys Thxr Cys Eia Gly Cvs a Thx Thr Cys Thr
90 S5
3 ~ Ty e 7. T o P 1)~ Vi R I
Thr Thxr Cvs Thr Cye Qly Thx Eiy QGily @81y Thry Cly Cvs
Las 130

Gly Gly Cvs Rls Gly GLy Cys Gly Cve Cys Thrr Gly Glv hla Jvs Bla
115 28 ol

4

e Y i P o T 5r 1 ~r . % e - . b
ia Giy Qhy Gly Cye Thr Zvs Gly Rla CGly Thr Gly A'a Thr Glv
i3¢ LIE

Giy Ala Cys Gly Gly Ala Thr Cys Thx Thz Cys Cyvs Cys Gly
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Gly Cvs 81ly ARlas Thr @lv Glv Gly @lv Zla Thr Ala Cys Thr Gly Az
%65 178 175
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Cys Ala Gly Ala Gly Thr Cys Ala Cys Ala Ala
209 205
Thy Thr kla Cys Cys Gly Cye Cvs Gly 2ia Cys Alz ala Rla Thr Cys
EARE 33E 22
Cys 2la CTys Tor Als Gly Cyes Ala Cys Rla Cly Cys
225 230 235
Ala Thr Gly Gly Ala Gly Cyve Thr Gly sla Giy Cys Ala 8ly Cys Cys
24E 255 283
Thr Gly Ala Gly Als Thr Cys Thy Cly Rla ala Cys Bla Jys
266 ZEE 270
Gly @ly Cvs Cys Gly Thr Cly Thr Ala They Thr &la CTys Thr 31y Tox
275 280 285
Giy Cys ala Ala Gly Ala 2la Ala Thr Gly Thr Cys Thy Thr Thr Gly
290 255 3G¢C
Ala Thr Sly Giy Thr Thr Ala Cvs Thr &ly Gly Cys Thr Tur Giy Thr
325 34 35 32¢
Thr Cvs Thxy Gly CGly G8ly Gly Tvs Cys Ala GLy Gly Glv Ala
325 330 333
Aia Cyeg Cys Cys Thr Gly d&ly Cys Ala Cys
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<400> 15
caggtgcaat tggtgcagte tggegctgaa gttaagaage ctggcgccte agtgaaggtce 60
teetgeaagg cttceggata cacctteaca tacagetgga tgaactgggt geggcaggec 120
cetggacaag ggctegagty gatgggacgg atcetttcccg gegatgggga tactgactac 180
aatgggazalt téaagggcag agtcacaatt accgecegaca aatccaétag cacagectat 240
atggagctga gcageoctgag atcotgaggac acggecgtgt attactgtge aagaaatgte 300
tttgatggtt actggettgt ttactgggygce cagggaaccce tggtcaccgt ctectea 357
<210>- 16
<21is> 118
<212> PRT
<213> Artificial Sequence
<220>
<223> B-HH8 construct of a mouse/human modified antigen binding
molecule :
<400> 16
Gln val Gln Leu Val @ln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Tyr Ser
20 25 30

Trp Met Asn Trp Val Arg @ln Ala Pro Gly Gln Gly Leu Glu Trp Met

35 40 45
Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe

50 55 60
Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 ' 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ser

115
<210> 17
<211> 357
<212>

DNB
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coctogacaag ggctegagte gatuggacyyg atctticecyg gegatbt

aatgogaaat tcaagggrag agtcacaatt accgecgaces aatccact

<40
caggtgeaat togtucagtc togogotgaa grtaagaage <tsg

atyggagctga geageetgag aloltygaggae acggoccgtgt attactgty

tttgatggtt actggettgt ttactgggge cagggasces tggtcacoy

«<2%i0> 18

<Z%L» 113

<222 PRT

<213» Rxtifigial Ssquenc

<2Z2C>

<223> B-HHS coenstruct of a wmouse/human medified
T

meleculs

h] et Gmt 1 - o Ay i
Gln Val Gin Leu Val Gln Ser Gly Ala Giu Val livs
1 8 10
Bexr Val Lvs Val Ser Cvs Lys Ala Ser
- o
z0 25

Cly Arg Ile Phe Pro Gly &sp T
50 cs 50

Lys Qly Arg Val Thr Zle Thr ala Asp Lys Ser Thr
€5 76 =

Met Glu Leu Sexr Ser Leu Arg Ala

g3
Ala Arg Asn Val Fhe Asp Glv Tyr Trp Leu Val Tyr
100 103
Thr Leuw Yal Tor Val Sexr Ser
1LE

eu

4%

=0

Asm

e
tisge

Giu

3y
Thr

Ty

=)

[SE

oo
5

TYT
95

Las

PCT/AB2006/003294

B-HHS9 ccnstruet of a nmouse/human modified antiger binding

;7 Ala

Uz
10)
[

Me

Phe

Cye
e it
e Y

€0

126




PCT/IB2006/003294

WO 2007/031875

12/64

r~
[ WTe)
i M

NOA
i _-w

IS I
v v

antigern

n medified

Jhura

s
use

o

.
2

moLelua

<40C>

ge ctggyggaoc

ttaagaal

e

]

cyggat

Fotuh ol

180

gactac

=

g atcetiteceyg gegatgggoa tac

cotggacaag ggchogagt

<
<H
[}

Segqucnae

ificial

Art

uman mod

h

mouse/

of =2

meclecule

vr Se

Thxr

Phe

-~

e Y
iyise

.

Y

o

i
o

Trp Met

<t

1]
1

60

o

aer T

=]
0k

Thr

o~

sp Thr Se:

Arg A ¥

Th> Met Thr

n Bly Arg Vai

G

i}

r

—

{=gl

B

L.

hsy

~T e
(SR

-

Lrc Se

Lieu

Sex

3C

v
bl
£
e
v
£

trm
-3

11
5

Trp Les

[

v Gly Ty

T8

A

Phe

kel

AS

wrg

4




WO 20074131878 PCI/IB2006/003294
13/64 ‘

ZGC 10
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ol
<

Thr Leu Vval Thr Val

Sey Ser

<x00> 21

gaggtgcaat tggigragtce tggecctgaa gtitaagaage ctgoggecac cgigaagato 60
tocteooaagg tgtoocggata caccthoace tattcotgga tgcacltaggt gcageaggoec 120
ootggazags goctuegagty gatgggacgy atctttceocg gogatgggga tactgactac 180¢
gcagageaat tocaaggaag aghtcacaatce acagocgaca cgtogactyga caccgectat 240
stggagctges gcagoctoay atetgaggac acguccatgl attactgtoc saccaatgtc age -
tttgatgett actggettgt ttactgggge cagggaacco tyggtcaccut ctoctea 357
<2203 2

<2E1»

«21Z2>

<213> Ssouence

»  3-HL2 construct of

poSupa [OPeTC U

M

mouse/huran modifled antigen bi

molecule

A
f
[e)
[
v
[S)

2

@

@iu Val Gin Leu Val @ln Ser GLy Ala Glu Val Lys Lys Pro Gly Ala

=
U
[
-3
[8)]

el
bt

Thr Val Lys Ile Ser {ys Lys Val Sex Gly Tyvr Thr Phe Thr Tyr Sex
2C 25 3¢

Trp Met Hig Trp Val 8.n Gla Ala Pro Gly Live 31y Leu Glu Trp Met
35 29 421
@Qly Arg ZlLe Phe Prc Giy Asp Gly Asp Thr Rsyp Tvr Ale Glu ILiys Phe
5¢ 25 50
3ln Gily Axg Val Thr Ile Thr Ala Zsp Thr Ser Thr Asp Thr ala Tyr
65 70 75 8¢
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Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys

: : 85 80 95
Ala Thr Asn Val Phe aAgp Gly Tyr Trp Leu Val Tyr Trp Gly Gin Gly

100 i05 110
‘Thr Leu Val Thr val Ser Ber
118
<210> 23
<211l> 357
<212> DNA
<21%> Artificial Seguence
<220> ‘
<223> B-HL3 construct of a mouse/human modified antigen binding
molecule
<400> 23
gaggtgcaat tggtgeagtc tggegetgaa gttaagaage ctggggecac cgtgaagatce 60
tootgeaagyg tgtceccggata cacectbtcace tattetbtgga tgaactgggt gcagoaggece 120
cectggaaagg ggctegagtyg gatgggacgg atctttcoecy gegatgggga tactgactac 180
aatgggaaat tcaagggaag agtcacaatc acageccgaca cgtccactga caccgcectat 240
atggagctga geagectgag atctgagoac acggecgtgt attactgtge aaccaatgte 300
tttgatggtt actggettgt ttactgggge cagggaacce tggtcaccogt chtectca 357
'<210> 24
<211> 118
<212> PRT
<213> Artificial Sequence
<220>
<223> B-~HL3 construct of a mouse/human modified antigen binding
molecule
<400> 24
Glu Val Gln Lieu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Als
i 5 10 15
Thr Val Lys Ile Ber Cys Lvs Val 8Ber Gly Tyr Thr Phe Thr Tyr Ser
20 25 30
Trp Met Asn Trp Val Gln Gln Ala Pro Gly Lys Gly Leun Glu Trp Met
35 40 45

Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe

50 55 60
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s . Thr Ile z ZgT Thr Ser Ela Tyr
65 70 7 2o
¥et Glu Leu Ser Ser Leu Rrcoc Sexy Glu Asy Thr Ala val Tyr Tyr Cys
= ¥ 3 Y
83 SC =

v AT

Gono Sy

-

Thr Asn Val Zae Cvy Trp Leu Yzl Tvr

206G 165 , 210

el
2]
e}
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3
«3
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Thr Va

N
&
b}
n
o]
5

mouse/human modified ancigen binding

A
Y
S ]
)
v
t
I
ot
L
B
[FRrSY
1]
B
Ut
[
M
o
Q
o2
C
Fh
v

ccgggagtibe agtgaaggtc 60
T5agoeggct geggcagges 2¢

cctggacaag ggcicgagty 180

gcacagaaat (Tcaaggaag

24C

atggagetga geagectgag

titgatggtt actggetige 350
agcace 366

<2%0> 2€

<213i> 119

<2L2> PRT

<z22>» Lxrtoficlal S=gusnce
220>

<Z23> =-HL4 coastruch of a wouse/humar
meieculs

<400> 26

~ Yot ~t = AN e I d T < - Ton IFm® e - i
3in Met 3ln Leu Val Gin Ser Gly Ala Glu Val wLys Livs Thy Gly Ser
N = -
i 5 1. 15
Sonw T T M A T T N
Sex Va. Lys Va: Ser Cys Lys iLla Ser
nn e
o= 3 =]
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Trre Ket Sfex Txp Val Arg CGLn Als Zin Gly Lew QLu Trr Me:
35 42 45
Gly Arg Ile Phe P F Gly Asp Thr Asp Tyry &la Gin Lys Phe

50 5 60

1N

C

&)
e

et
¥

Cin Gly Awvg Val Thr Iie Thr ala Asp Lve Ser Thr Ser Thr Ala Tyr
&5 70C 78 el
T e 3 T “ T « N PO Py e Fa <7 1,
2 R < T WITG X U oAl S N S W Vel d YA a7 s e Ve
Met @lu Leu Ser Ser Leu Avg Sex Glu Asp Thr Ala Val Tyr Tyr Cys
3= ¢ SEN

po)
N
k1

AsT. Val Phe 2sp G Tvr Trp Leu
iGo 05

|
I
3
{
n
¢

e foba Ser
<230> 27
<21i» 237
<2L2> DXNA
223> Artiflicial Seguence

of & mouse/mumar modified antigen binding

7
gaagtgcagce tggtggagtce tggaggaggce ttggtcaage ctggegggte cctgeggete 60

tegigtgeag cctotyggatt cacatitage cattotIigga Tgaaligygt goggosogcst 12¢

cctyggaaagg goctegagtg ogtagyacog atcotitceceg gogatogcoa racigactac 180

aatgggaaat tcaagggcag aghcacaatt accgecgaca aatcecactag cacagectat 24¢C

atggagetga goagooigay atoicasygss acggcogtygt attactgtgs sagsaatgic 3CC

tttgatgytt actyggecttagt ttactgggoue cagagaaccce tggtcacegt ctectca 357

<218> 28

<2711> 9

<2i2> PRT

<213> Aartificial Seguence

<2Zi>

<z23> B-HL8 construct of a mouse/human modified antigen binding
molacule

<4£00> 23

Gin Gl Leu Val &8lu Ser Sly Giy Gly Leu Val Lys

1 5 1D
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Ser Tyr Ser

Phe

hy

Gly Phe T

-

Ser Leu Arg Leu Ser Cys Ala Ala Se

36

20
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80
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2

tttc

cagate
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g

g ggtgeggcag getoct
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<2Z0> 32

<212 11¢

<212»> PRT

<233> Rrtificial Baguence
<Z20>

<223> B-HL21 construct of a mouse/human modified antige
mozecule

a3
.
By
(o8
l,..).
3
mn

<400> 22
,
)

Gin Val 8in Leu Ser @ly Gly Gly Ler Val Lye Pro Gly Giy

2 ic 15

Ser Leu Brg Leu Ser Cys Ala Rls Ser Gly Phe Thr Phe Ser Tyr Ser

20 25 30
TYe Val Arg Gln Ala Prc Uiy Lyes Gly Leu val
40 45
Gly Arg Ile rhe Preo Giy Asp Gly Asp Thr Asp Tvr &sn @ly Lys Phe
58 ) 55 60

rys Gly Are Val Thr Ile Thr Ala Zsp Lys Ser Thr Ser Thr Ala Ty

62 70 75 50

Met Glu Leu Ser Leu Arg Ser Glu asp Thr Ala Val Tyr Tyr Cys
ag S5

kla Arg Asu Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gin &ly
12¢ 1G5 11¢

Thr Leu Val Thr Val Ser Ser
1E

AA

R N

.§l +3 ,.) ’..!
v

W N = Q
v

[ I N

(YR
#

¢

e
ih
N
[

o

1

AA

Sequence

A

zf a meuse/buman wodilfied antigen binding

w0
N
W o

v

A
v

<400C> 23

cggaatiteye cccaceeoty gaegaccatygg actogacttg gageatcecte tiottggtgu §C
cagcagecac aggagetcas Teccaagige ageiegtsga gtctggtgca ggettggton 12C
agocTggegs crueeoetgegs ctotootgeg cagectotgs atitcacakttt agctattct: i8¢
goatgaacty gotecogeay getoctggsa agggeckteyga gtgggtouge cggatctite 24C
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ccagegatyg ggatactgac tacaatggga aabtbcaaggy cagagtoaca attaccgec

peop=tpucd

acaaatocac tagcacageco tatatggage tgagcagecst gagatctgag gacacggcecoe 360C
tgltatcacty tocaagasat gtoftigate ghtactgget Lgitiacigy ggccagugeas 220
ceoctggtcae ¢gicoteoctea geotagagaat toucga 458
<2iC> 34

«211» 1i¢

<212» ZFRT

<213» Rrtificial Sequence

<Z20>

«2223» B-HL12 construct of a mouse/human modificd antigen binding

moiecule

<408> 34

Gic Val Gin Leuw Val Glu Ser CGly Ala Gly Lew Val Gly
iz 5 paY
Ser Lew A3z Thxr Phe Ser Tyr Ser

1
X
-
£
ISR
n &
£
[
fond
ey
"3
Ay
o

Tra Meo &Asn Trp Vel Arg 8ln Rla Pro 3ly Lys Glv reg Met

Bsp Tyr Asn @ly Lvs Phe

a4 > - = J <

&0

Lys CGly Axrg val Thr Ile Thr Zia Asr Lys Ser Thr Ser 3
65 76 73 g
Met @lu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tvyr Tyr Cye
&35 2% 25
BLa hry Bsn Val Phe Zsp Gly Tyr Trp Zeu Val Tyr Iyp Sly Gln Gly
106 105 1.6

Thr Leu Val Thr val Sex
113

m
I
[at

-
22> B-HLI2 congiruct of a moussz/human medified antigen kindin
iy 2
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<400> 35
cggaattegg cooaccggtyg gecaccatgg actggaccetg gaggatocte ttettggtgg 60
cagcagoecac aggagcetcac teecgaagtge agetegtega gtcetggagga ggegtggtca 120
agcectggegg gtecctgegy ctctectgeg cagectotgyg atteacattt ageotattett 180
ggatgaactyg ggtgcggeag getectggaa agggectega gtgggtggga cggatcttte 240
ccggcgatgg ggatactgac tacaatggga aatitcaaggg cagagtcaca attaccgcocg 300
acaaatccac tagcacagce tatatggage tgageagect gagatctgag gacacggecg 360
tgtattactg tgcaagaaat gtctttgatg gttactgget tgtttactgg ggeccagggaa 420
ccctggteac cgtetectea getagegaat tcotega 456
<210> 36
<211> 119
<212> PRT ‘
<213> Artificial Sequence : |
<220> ) : ‘ .
<223> B-HL13 construct of a mouse/human modified antigen binding
molecule :
<400> 3¢
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Val Vval Lys Pro Gly Gly
FO 5 io 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Tyr Ser
20 25 30
Trp Met Asn Trp val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Met
35 , 40 45
Gly Arg Ile Phe Pro Gly Asp .Gly Asp Thr Asp Tyr Asn @ly Lys Phe
50 55 60

Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 ) 75 80
Met Glu Leu Ser Sex Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys

85 80 95
Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly

100 105 110 .

Thr Leu Val Thr Val Ser Ser

115
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<210> 37
<21i> 456
<212> DNA
<213» BArtificial Sequence
<220> }
«223> B-~HL14 construct of z mouse/human modified antigen binding
molecule
<400> 37
cggaattcgyg cecaccggtyg gecaccatgg actggaccty gaggatcecte ttettggtygg 60
cagcagcceac aggagctcac tcecgaagtge agetggtega gtocggagga ggcttgaaga 120
-agectggegg gtccétgcgg ctetectgey cagectcetygy attcacattt agetattett 180
ggatgaactg ggtgeggeay gctectggaa agggectega gtaggtggga cggatcettice 240
ceggegatgg ggatactgac tacaatggga aattcaaggg cagagtcaca attaccgeceg 300
acaaatccac tagcacagec tatatggage tgagcagect gagatctgag gacacggocg 360
tgtattactg tgcaégaaat gtetttgatyg gttactgget tgtttactgg ggecagggaa ' 420
cectggtcac cgtetoctea getagegaat totega 456
<210> 38
<211> 118
<212> PRT
<213> Artificial Seguence
<220>
<223> B-HL14 construct of a mouse/human modified antigen binding
molecule
<400> 38
Glu Val Gln Leu Val @Glu Ser Gly Gly Gly Leu Lys Lys Pro Gly Gly
1 . B 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Sexr Gly Phe Thr Phe Ser Tyr Ser
20 25 30
Trp Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Met
35 40 45

) .

Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe
50 85 60
Lys Gly Arg vVal Thr Ile Thr 2la Asp Lys Ser Thr Ser Thr Ala Tyr
€5 70 75 80
Met Glu Leu S8er Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
’ 85 se 95
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Ala Arg Asn Val Phe Asp Gly Tyr Txp Leu Val Tyr Trp

100

Thr Leu Val Thr Val Ser Ser

23/64

105

110

PCT/IB2006/003294

Gly €ln Gly

115
<210> 39
«211> 456
<2i2> DNA
<213> BArtificial Sequence
<2205
<223> B-HL15 construct of a mouse/human modified antigen binding
molecule
<400> 38 .
cggaatibcgy cccaceggtg gecaccatgg actggacctyg gaggatecte ttettgotgy
cagcagecac aggagceccac tccgaagtge agetbgotgga gtotggagga ggettggtea
agecctggete tteectgegg ctetectgeg cagectcectgg attcacattt agetattett
ggatgaactg ggtacggcag gctectggaa agggectega gtgggtggga cggatcttte
‘cecggegatgg ggatactgac tacaatggga aattcaaggg cagagtcaca attaccgecg
acazatccac tageacagec tatatggage tgagcagect gagatctgag gacacggcecg
tgtattactyg tgcaagaaat gtctttgatg gttactgget tgtttactgg ggccaggyaa
ccctggtcac cgtetectea getagegaat totega
<210> 40
<211> 119
<212> PRT
<213> Artificial Seguence
<220>
<223> B~HL15 construct cf a mouse/human modified antigen binding
molecule
<400> 40
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Ser
1 5 1 15
Ser Leu Arg Leu Ser Cys ARla Ala Ser Gly Phe Thx Phe Ser Tyr Ser
20 25 30
Trp Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Met
35 40 45
Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe
50 55 60

60
120
180
240
300

360

456



60
180
240

3
(5

-
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gatcottte

-]

7
o

o~

tc trettgatog

attcacattt agcectatict

a gtogylggga c

vs 8er Thr Ser Th

24/64
I

5]
cagctgey cagectetgy

+
IC

Q
0]
0
9]
(]

o~
o]

=

100
ga

=

ficial Sequence

su Val Phe Asp Gly Tyr Trp
&

Ieu

g A

actyg

iu

WO 2007031875
goagcoac

atca

Met
Ala A

[

caga

ggg

i}

[&]
D

acaa

ruct of a

ongt

coctggtecac cgbctecoteca gectagegaat totega
42

<400

i

?ire Thr Phe Ser Tyr Ser

Gily
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20 285 30

Trp Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Met

35 40 45
Gly Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe

50 55 60
Lys Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 85
Ala Arg Rsn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Glan Gly
100 108 i1¢

Thr Leu Val Thx Val Ser Ser

115
<210> 43
<Z1ll> 456
<212> DNA
<213> Artificial Sequence
<220>
<223> B-HL17 comstruct of a mouse/human modified antigen binding

molecule

<400> 43
cggaattcgg cecaceggtyg gecaccatgg actggaccig gaggatccte ttettggtgg 60
cageagecac aggagcccac tecgaagtge agetggtgga gtctggagga ggettggtcea 120
agcetggegg gtocctgegg ctceteotgeg cagectetgg attcacattt agetattett 180
ggatgaactg ggtgcggecag geotcctggaa agggcétcga gtggotgoyga cggatctitce 240
cecggegatgy ggatactgac tacaatggga aattcaaggg cagagtcaca attacogecg 300
acaaatecac tageacagee tatatggage tgagcagect gagabtctgag gacacggecg 360
tgtattacty tgcaagaaat gtectttgatg gttactgget tgtttactgg ggccagggaa 420
cectggteace cgtetectceca gctagogaat tctega 456
<210> 44
«211> 118
<212> PRT
<213> Artificial Sequence
<220>
<223» - B-HL17 construct of a mouse/human modified anitigen binding
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moiecule

<£CC> 42
Giu val Gin Leu val Glu Ser Gly 8ly Gly Leuw
i 5 10
Ser Leu &xg Leu Ser Cyg Ala Rla Zer Glv Phe
2G zZ35
Trp Met Asn Txp Val Arg Gin kla Pxo
25 [y
Gly &Arg Iie Phe Pro Gly Asp Gly Asp Thy BEsp
50 55
Lys Gly Arg Val Thr Ile Thr Zla Asp Lys Ser
65" 7C 75
Met Glu Ten Ser Ser Leu Arg Ser Glu Asp Thr
85 20
£la Arg Asn Val Phe azsp 3ly Tyr Trp Leu Val
10C 08
hr Leu Ssr Ser
<21C> 453
<2il> 57
<212> DNA
<213> FHome sapiens
<400 45
atggactoga <cctggaggat cctctictic cltggrageas
<210> 4%
<2%I> 19
<212> FERT
<213 Homo sapiens
<£J0> <498
Met

Ela His Ser
<21iC>» &%

0

Val

B
'....I
I

Tyr

Lys Pro Gly
15

Zha Sesx Tyr
3¢

wey Glu Trp

£z

aAso Gly Lyve

Ser Thr Ala

Vel Tvr Tyr

95

Trp Gly Gin

D

POIB2006/003294

Ser

Ty
8C

Cye
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ificial Sequence

B-XV1l of & mouse/human modified antigen binding molecule

£7
tga

gca

tagoiocasa

totggey
agcaggd

tacacct

N A
N

PR gk g
v

N b3

FAY N
0N RO
VoV

¢

AN
N W
NN
w QO
vy

Asn Gly

!
@
5
Gl
o

Tt

(8]

tggy

-y

tgacrocagac tecactotec ctgecogtea cccecctogaga geocgocage 50
ggtcotagcaa gagecteitg caczgcaatg goatcacktiz titgtattog s
agccagggca ghotccacag ctectgattt atcaszatotco caacctigte 183
ctgaccggtt ctecagatce gggtcaggea cfgatttcac acteaaaatc 240
aggceteagga ngttagagtt tattactgeg ctcagsatct agaacticoct 300
goggagegas caaggtogag atcaaacgha cgotg 345

3-Kvi of a mouse/Zumen modified antigen dinding molecule
4 g
Val Met Thr Gla Thr Pro Leu S=r Leu Pro Val Thy Pro Qly
g nn
Lla Ser Ile 3ey Cys Avg Ber Ber Lys 3er Leu Leu His Sexr
20 25 30

Phe

Val

0]

Ser

O K
PR
[S1 I 51
o]
€
fat}
<
(5]
,_l
ja]

Ler Ile Tyr GLrn Met Ser hsn Leu Val

1
&
it

Pro

Ser Gly Ser &

¥ v Ser Gly Thr Asp Phe Thr Leu Lye Ile
70 75 80
Glu Ala @lu Asp Val Cly Vel Tvr Tvr Cvs Ala @ln Asn
8E 1e 23
ro Tyxr Thr Phs Gly GLy Gly Thr Liys Val Giu Iie Liys
i0¢ 105 13i¢
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<2i0> 49
<211l> 66

' <212> DNA
<213>
<400> 45

Homo sapiens

28/64

PCT/IB2606/003294

. atggacatga gggtccccge tcagctectg ggoctoctge tgetetggtt ceccaggtacce

aggtgﬁ
<210> 50
<211s> 22
<212> PRT
<213> Homo
<400> 50

Met Asp Met

A

Phe Pro Gly

sapliens

Arg Val Pro Ala Gln Leu Leu Gly Leu Leu Leu Leu Trp

5

20

Ala Arg Cys

<210> 51
<211l> 360
<212> DNA
<213> BArtificial Sequence
<220>
<223>
molecule
‘<400> 51
caggtgecage tggtgcagtc tggggctgag
tcctgecaagg ccotectggttt cacatteact
cectggacaag ggctcgagtg gatgggatat
gcacagaagt tccagggcag ggtcaccatt
atggagctga gcagectgag atctgaggac
ccaggcggtt actatgttat ggatgcctgg
<210> 52
<211> 120
<212> PRT
<213> Artificial Seguence
«220>
<223>
molecule
<400> 52

10

gtgaagaage
gactacaaga
tteaacccta
accgeggaca
acggecgtgt

ggccaaggga

ctgggtectce
tacactgggt
acagceggtta

aatccacgag

gttactgtyce

ccaccgtgac

15

I-HED construct of a mouse/human modified antigen binding

ggtgaaggtce
gecgacaggece
tagtacctac
cacagcctac
gagactatce

cgtetcetca

I-HHD construct of a mouse/human modified antigen binding

60

66

60
120

180

300

360
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Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ser
< 5 10 15
Ser Val Lys Val Ser Cys Lys Aia Ser Gly Phe Thr Phe Thy» Rep Ty
20 25 3¢
Lys Iie Elg Twp Val Arg Gln Ala Pxo Gly Glrn Gly Leu Giu Trp Mel
3% ¢ 45

3 g oo T " % = .r . - 2 - Ia h - -
Gly Tyr Phe Agn Pro Asn Ser Gly Tyr Zer Thrr Tyr Ala Gln Lyvs Phe
30 e on
-y D
Gilr Qly Arg Val Thr Ile Thr hle &sv Lys Ser Thr Ser Thr Ala Tyvx
- - ~
£5 70 7E 83

Met @lu heu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyvr Cys

Aia Arg Leu Ser Pro Gly dly Twvr Tyr Val Met hsp Ala Trp Gly Gln
1G¢ o] 11
Gly Thy Thr Val Thr Val 8er Ser
115 120
<210> 53
<211 356
<242
<2

>
2> DNA
>

<22C>
<223>

moleculie

<400> 52

gaagtgeagc tggtogagtce tggaguamooo tiggtcaage ctgygegggte cgtgeggotc 60
toctgigrag cctocggatt cacartiacs sactattgoa tgazctgggb gogoragact 20
cctggaaagg goctogagtg gguigcgagag atcagatiga aatcczatsa cttcggaaga -y
tattacgctg caageatgaa ggaccagtic accabtcagca gagatgalic Caagaacacg 256G

ctgtacctyge agatgaacag cetgaagacc gaggatacgg ccgtgtatta ctgtaccaca 300

tacgacaact acghttgggca ctacttogac ¢actgggges aagggaccacs cgteaccegtc 360
teocagz 366
<210> 54

<2il>» 123

«21l2> PBRT
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<213> Artificial Sequence

<220>

<223> M-HHA construct of a

molecule

<400> 54

Glu Val Gln Leu Val Glu Ser

1 5

Ser Leu Arg Leu Ser Cys Ala

2

Trp Met Asn Trp Val Arg Gln
35

Gly Glu Ile Arg Leuw Lys Ser

50 55

Ser Val Lys Gly Arg Phe Thr

65 70

Leu Tyr Leu Gln Met Asn Ser

85
Tyr Cys Thr Thr Tyr Gly Asn
100

Gly Gin Gly Thr Thr val Thr
118

«210> 55

<211> 122

<212> PRT

<213> Artificial Sequence

<220>

<223> IF5-VH - mouse/human

<400> 55°

Gln val Gln Leu Arg &ln Pro
1 5

Ser Val Lys Met Sexr Cys Lys
20

Asn Met His Trp
35

Jal Lys Gln

30/64

mouse/human

Gly Gly

Ala Ser

25

Ala ¥
40

Asn

Ile

Ser

Lys

Val
105

TYyT

Val
120

Ser

Asn

Phe

Thr
90

Gly %

PCT/IB2006/063294

modified antigen binding

Leu

Phe

Gly

Glu

Val

Thr

Gly

Arg
60

Asp

Asp

Tyx

~

Lys Pro Gly

15

Gly

Phe Ser Asn Tyr

30

Leu Glu Val

45

Trp

Tyr Tyr Ala ARla

n
0]
]

Thr

80

Asn

L—i
2
0]

Thr Ala Val

o5

Tyxr

Phe Asp His

110

Trp

chimeric polypeptide

Gly Ala Glu Leu Val

10

Ala Ber Gly Tyr Thr

25

Thr Pro Gly Gln Gly

40

Pro Gly 2ala

15

Phe Thr

Sexr Tyr
30 :

Trp Ile
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Thnr Ser

[0
)
<
’;1
5]
o]

Gly

3 a
W
0e)

a4
©

(821
333

Lys Gly Lys Ala Thr Leu Thr Ala isp Lys Ser Ser Ser Thr Ala Tvr
65 70 75 gC

Met Leu Ser Ser Leu Thr Ser Giu Asp Ser Ala Val Tyr Tyr Cys
B 9C o5
Ala Arg Ser Hig Tyr Gly Ser Asn Tyr Val Asp Tyr Phe asp Tyr
10C igs 112

Glyvy Gln

I8
]
L(3]
®
1
1

x
i

Leu

¢ln val Gln beu Val Gln Scrxr Gly Ala Glu Leu Val Lys Pro Qiy Ala

T T ~ o+ = s Y D Y tje 7
Ser Val Lwvs Ser Cys Lys Ala 3er e Thr Ser Tyr
o
25 30

3ly kap Thr 3er Tyr Asn Gln Lve Phe
50
Zla Thr Leu Tor Ala Asp Lys Ser Ser Ser Thr Ala Tyr

Met Gln Leu Ser Ser Lieu Tht Ser Glu Asp Ser Als Val Tyr Tyr Cys
€5 90 $5

Dre Asi

£
6}
It
B¢
l—<
I
1
<

Gly

[

Ul K

' . o 7 == e -~
nr Val Thr Val Eer

220

ol
£
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210>

«21is>

<zlZs»

<Z1i3> Tuence

<220>

<223> CO288-VH - wmouse/auman chimeric polyvpeptide

<40C> 57

¢in Vel Gln Leu Glr Gln Pro Gly Ala Glu Leu

1 5 13

Ser Val Zyvs Met Ser Cys Lys Ria Ser GLY TyY
2C 25

Asn Met Els T¥xn Val Zye CGlin Prc GiLy Gly Leu Glu Txrp
25 45

Gy Tyr Pro Gly Acn Gily Asp Thr Ser Phe
-4

Gy
G
~

Lys Gly Lys Alz Thr Leu Thr Ala Asp lvs 8sr Ser Thr Ala Tvyr
° 75 8C

Met Gin Leu Ser Ser Leu Say Glu

vVal Tyr Tvr Cys

Trp Tyy Phe Asn

Ti
b -t
o
i
K
i}
u.
0]
£
S
i
=]
N

Tyr Gly Gly

i
[ 2
<
[SiRie]
e
-
2
:1
d
G
—
el

Thr Val Ser Ala
12¢

2H7-VH - mouge/human chimeric polypeptide

«<40C> BB

Gln Ser Gly

Ela Qlu heuw Val Brg Pro Gly Ala
K

“
m
s
[
o

Sax Val Lys ¥et Ser Cys Ly
2C

Ly Svr Thx

UM
15

N2




WO 2007/031875 PCT/IB2006/003294

Esn Met His Trp Val Lys 8in Thr Pro Ayg Jin Sly Leu Giv Trp Iie
35 £ %5
iy Ala Tie Tyr Pro @Llyv Aen Qlv Lsp Thr Sexr Tvr Asn Gln Ivs Phe
50 38 €0
Lys Gly Lys Ala Thr Leu Thr Val Asp Lvs 8ex 8Sex Ser Thr Zla Tyr
&5 . 70 75 30
Met Glm Zeu Ser Ser Leu thr Ser Glu Asp Ser &la Val Tyr Phe Cys
85 5 o8
hla Arg Val Val Tyr Tyr Ser Asn Ser Tyr Trp Tyr Phe Zsp Val Tup
100 103 210

Gly Thr Gly Thr Thr Val Thr Val Ser
Z1E 12¢

«Zi0> 39

<217> 118

«212> PRT

<213> Arxtificisal Seguence

<223> B-lyl-VE - mouse/human chimeric volypeptide

<400> B@

Git Val Lys meu CGln Gln Ser Gly Pro Glu Leu Val Irys Pre Gly Ala

1 5 e 15

Ser Val ILvs Ile Sexr Cys Lyg iia Ser Gly Tyr Ala Phe Ser Tyr Serx
20 25 30

Trp Met Asn Trp Val Lvs Leuw Arg Pro Gly 3in Gly

Y 7 ¥ g Gliu
=3 40

¢

oot
@

r e Phe Pro 8ly Asp CG.y Asp Thr Asp Tvr Asn CGly Lye Phe
50 35 60

G
-t
L
Lt pe

Lys Gly Lys Ala Thr Leu Thr Ala Asp Iys Ser Sexr Asn Thr Ala Tyr
68 C 75 85

Met Gln Leu Thr Ser Leu Thr Ser Val Asp Ses Ala Val Tyvr Leuw Cys
e on
b 55

Ala 2rg Asgn Val Zhe Asp 3ly Tyr Trp Zeu ¥al Tyr Trp Gly Glun Gly
ice 125 230
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Thr Leu Val Thr Val Ser Ala
oY

<210> 60

<211s 122

«212s BRT

<233> &rtificial Ssqguence

v

A
By B2
8]
IR

N

v

ZFZ2-VH -

I

<400C> ¢

[+

Glu Val Gln Leu

1 5
Ser Leu Arg Leu Ser

20

fla Met Hig Trp Va
35
Ssxr Thr Ile Ser Trp

[0 el

e

Gln

L—L
®
o

Met

Giy Gin Givy Thr Tnx
1B

<2LC> &L

<2ll> 122

<22G>
«222> 7TIDB8-VH
<4 00> &1

Giu

Fai®
Cys

s

Leu

YVal

[C NS a1

Arg

PCTAB206/003294
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Val @ln Pro Arg

..

i 18
Ala Ser Gly Phe Thr Phe ZAsn Asp Tyr
25 3
Zla Pro 31y Lys Gly Leu Glu Tep Val
40 45
&1y Se=r Ile Gly Tyr Alz Asp Ser Val
Aiz Lys Lys Ser Leu Tyr
78 30

Ala Glu Asp Thr aAla Leu Tyr Tyr Cvs

Gly Het

[ :;a
R
<

3]
[

(=]

H

3

S

poLyvpentide




Gly
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Bt
®
=

Arg Leu

Thr Ile Ser
34]

Arg Phe

Gin Me: Asr

T >, T
Lys Asp Ile

%00

Ser

Thr

Cys

;[4
=
W

‘A
ASI1

-
Jal

Ala

o]

in

G2
[
e

T e

Ala

Thr

5
(]
L&

Gl

1l
(ol

o+
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Gly Phe Thr Phe

m

o

0
Rel

g
w YT

w o

@
o
et

;/ Lyve Gly Leu Glu Trp Val

45

5y Tyr hla Asp Ser Val
-
[

[

Asm Liz Lyvs Lsn Ser Leu Tyr

73 8G
Agp Thr Ala Leu Tvr Tyr Cys
sL 95

Tyr Tvr 8Ly Met Asp Val Txrp

Leu Arg Leu

Met

&ro Phe Thr

Metz Zsrn Ser

Val

Thx

i
]
m

I
I

w bt

3
wd
0

Sex

Ser

Thr

hrg
fhae

-

@
o
3

AT A
HoaS
0
4

y

Thr

Gly Leu

GXy Phe Thr Phe Ser Tvr His

30

GIv Live 8ly Leu Glu Trp Val
45

a Asp Ser Val Lvs

Ty Lew

Komds 7w tTA T ™. e e LT =

el Zls Va. Tyr Tvr Cys Ria
‘ =

ge o5
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EH

Ty

36764
y &Ala @ly Sexr Phe Ty

105

“

Tyr G
10¢C

Tyr
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5

Arg
<210>

Et

nouse/human modl
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2
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t positions 8-1

ALH

X
Lys

Secquence
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w o Val
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Thr
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]
R
"
4
0
3
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Seguence

LA

220>
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<223> Vh Seqguence at Kabat positions 8-13 of mouse/human modified
antigen binding molecule

<400> &6

@Gly Pro Ala Leu Val Lys

1 5
<210> 67

<211l> 6

<212> PRT

<213> Artificial Saquence

<220>

<223> Vh Sequence at Kabat pogitions 8-13 of mouse/human modified
antigen binding molecule

<400> 67

Gly Gly Gly Leu Val Gln

1 5
<210> 68
<21ll> 6

<212> PRT
<213> Artificial Sequence

<220> . .
<223> Vh Sequence at Kabat positions 8-13 of mouse/human modified
antigen binding molecule

<400> 68

Gly Gly Gly Leu Val Lys

L 5
<21C> &%
<21il> 6

<212> PRT
<213> Artificial Sequence

<220 . ‘
<223> Vh Seguence at Kabat positions 8-13 of mouse/human modified
antigen binding molecule

<400> €9

gly Gly Gly Leu Val Glu

1 5
<210>» 70
<21l> 6

<212> PRT
<213> Artificial Sequence

<220>
<223> Vh Sequence at Kabat positions 8-13 of mouse/human modified
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A
i
«
oy
\Y
<

[N Y
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<21i0> 71

<21l> &

<Z12>

<213

<220

<Z2%> of
<&33%>» 7L

vk Seguence at Kabat posivions 8-132 o
ot

th

o
antigen binding moliccoule

<&08> Y2
Gly Vel ¥al val Gln
1 5
<ZiC> 73
<21i» &
<212» P
<213
<4z0>»
<ZZ3>
antigen 5inding molecule
<&CC>» T2

bl
[
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mouse/human modified

)

mouse/human mod3

mouse/ human modi
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<Z2iC» 75

<Zlis> €

«212> PRT

«223» BArtificial Segquence

A
N
<
v

"

N b2
P
[

4

<220> 7¢

«<2il> £

<2i2> FRET

<213» Artificial Sequence

220>

«223> Vh Sequence st Kabat positions 8-13 of
antigen ninding molecule

75

8ly Ser Gly Leu Val Lys
“ o

<z1l> 77

<Zl1l> 6

<212> PRT

<213s> Artificiagl Sequence

<220> .

<EZZ> Segquence at Kabat positions 8-12 of
antigen binding molectie

<406> 77

Gly Ala Gly Leu Leu Lvs

1 )

<Z10> 78

«231l> &

<22.2> PRT

<213» Artificial Segucnce

<Z20>

<223> Vh 8-13 of

PCT/IB2006/003294

mouse,

mouse/human mod]

mouse/human modified

mouse/ human wmodif1
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<2iC>» 81

<Z11» 328

<2iZ> PRT

<213> Homo saplens

Pro Ser Val FPhe Fro Leu Ala Prc Ser Ser Lys Ser Thr
5 z8 15

fer Gly Gly Thr alas Ala Leu 8ly Cys Leu Val Lys Asp Tvr Phe Pro
2 25 30

3w Pro Val Thr Val 8er Trp isn fer Giv Rla Leu Thr Ber Gly Val
35 4C 45

Phe Pro Ala Val

{

eu Gln Ser Ser Gly Leu 'fyr Ser Leu Ser
3 6C

Cr o

Ser Val Val Thr Vel Prc Ser Ser Ser Leu Gly Thr Gin Thr Tyr Ile
53] 70 75 B8O
ve sr Val Asn Els Lye Pro Ser Thr Lvs ive Bla
g5 S S
Glu Pro Lys Ser Cys Rup Cys Pro Pxo {vs Pro Al
100 110
Pro Glu Leu Leu @ly Gly ¥ Phe Prc Pro Lys Pro
115 128
Zys ksp Thxy Leu Met Ile Ser Arcg Thr Pro Glu Vali Thr Cys vel Val

Val Asp Val Ser Hig Glu Asp Pro Slu Val Lwvs Phe Asn Trp Tyr Val
48 PRy 133 1&L

<
n
fout
(o]
2=
o

Asp Gly Val His Apn Ala Lys Thr Lys Pro Arg Glu Giu Gin

163 176 172

Tvr Asn Ser Thr Tyr Avg Val Val Ser Val Leuw Thr Val Leu Hig Gln
180 183 i8¢

i
4]
T}
-
H
o]

{2
(Y9
LEA I 4

r Asn Lys

Asn Gly Lys Biu Tyr Lysg Zvs Lys Val
203

Leu Pro Ala Pro Iie Glu Lys Thr 11

¢

Ser Lys Ala Lys Gly @Gln Pro
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210

Arg Glu

225

Pro

Lys Asn

Asp Tle Ala

Lys

Ser Lys Leu

280

Ser
305

Cys Ser

Leu Ser

- <210
<211»
<212>
<213>

82
618
DNA
Homo

<400> 82
ctcatgaata

tgagégaatc
tecaccatgga
tccctagt;c
ctgtgttete
gaagaagcct
ctactatatg
caacectaac
cagggacacg
ggtegtgtat

accecaggga

<210> 83

PCT/IB2006/603294
42/64 )
215 220
Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
: 236 235 240
Val Ser Leu Thr Cys Leu Valnbys Gly Phes Tyr Pro Ser
245 250 255
Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Rsn Tyr
260 265 270
Pro Pro Val Leu Asp Ser Asp Gly Sex Phe Phe Leu Tyr
280 285
Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe
295 300
Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys
310 315 § 320
Leu Ser Pro Gly Lys
325
sapiens
tgcaaataac ctgagattta ctgaagtaaa tacagatectg tccotgtgeee 60
acceageaac cacatctgtcoc ctotagagaa tcececctgaga getcegttec 120
ctggacctgg aggatcctet tettggtgge agcagccaca ggtéagaggc 180
cagtgatgag aasagaggatt gﬁgtccagtc cagggagate teatcecackt 240
tccacaggag cccactceccca ggtgcagetg gtgeagtcectyg gggetgaggt 300
ggggccteag tgaaggtcbc ctgeaagget totggataca ccttcacegg 360
cactgggtge gécaggcccc tggacaaggy cttgagtgga tgggacggat 420
agtggtggca caaactatgc acagaagttt cagggcaggg tcaccagtac 480
tccatcagea cagcctacat ggagetgage aggetgagabt ctgacgacac 540
tactgtgega gagacacagt gtgaaaaccc acatcectgag ggtgtcagaa 600
ggaggcag €18
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atggacatac
caggtagtac
tcttétccac
aacccacaca
lgaatgtgtgt
ttgattggga
aggacaccete
ccacgtatta
<210>
<211>

<212>
<213>

86
877
DNA

<400> 86

acagcctatt
ggcecteoct
ccttageoet
accatggaat
aaaactagga
. agtttctgac
gtctggggga
attcaccttt
gtgggtagce
ccgattcacc
gagagcecgag
tgagccocaga
attgagcact
geggtetggg
gtactgacat
<210>
<211>»

<212>
<213>

B7
557
DNA

<400> 87

tttgttceac
ttcagaagea
aggggtctta
gacccteaca
gagctggatce
tgatgataaa
cazaaaaccayg

ctgtgcacgy

Homo sapiens

cctecageat
ctactgatga
ggactccaag
tggggctgag
agattgagtyg
cttggtotct
ggettggtcce
agtagctatt
aacataaagc
atcteocagayg
gacacggctyg
cacaaaccte
gggctgtete
gctgeectegt

tteatgtetce

Homo sapiens

gcteetgeta
aaaaatctat
toeocaggtea
ctgacctgea
cgtcagecce
tactacagca
gtggtoctta

ataccacaga

cccactagag
aaaccaacce
gecetttecac
ctgggtttte
tgtgtugata
ctttgtttge
agcctggagy
ggatgagctg
aagatggaag
acaacgccaa
tgtattactg
cetgecagggy
cagggcaggt
cgtcaaattt

taaatgcaat

44/64

ctgactgtce
teoteteettt
ccttgaggga
céttétctgg'
cagggaaggc
catctetgaa
caatgaccaa

gacacaccca

cttettatat
aaccctgace
ttggtgatca
cttgttgeta
tgagtgtgag
aggtgtecayg
gtecctgaga
ggtoegeocag
tgagaaatac
gaactcactg
tgegagagac
tececettgoga
gecaggtgety
cceccaggaac

acttitt

cgtecetgtga
gtgggcttea
gtctggteet
gttetecacte
cectggagtayg
gaccaggetc

catggacoct

agtaggagac
ctgecaggtct
gcactgagca
ttttagaagg
aaacagtgga
tgtgaggotge
ctetecetgtg
getecaggga
tatgtggact
tatctgcaéa
acagtgaggg

ccaccagggg

ctgagggetyg.

ttctecagat

PCT/IB2606/033294
gtgctgtggt 60
tettettaty 120
gegetggtga 180
agcactagty 240
éttgcactca 306
accatctecea 360
gtggacacag 420

460
atgcaaatag 60
cagagaggag 120
cagaggactc 1890
tgattecatgg 240
tttgtgtgge 300
agctggtgga 360
cagcetcetgg 420
aggggctgga 4890
ctgtéaaggg 540
tgaacageet. 600
gaagtcagtg 660
gcgacaggge 720
gctteoctgte 780
ttacaattct 840

877

cecaggagtit ccatteggtg atcagcecactg aacacagagg actcaccatg gagtttggge

60
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teatggatca atagagatgt
tgtegeagtt tctgaccag

cgtagagtet gggggaggtg

ctetggatic acctiigatg

20

> &1Z
<ZlZ> DA

«213» Homo sapiens

<40C» 3¢

tgattcatgyg agaaatagag

<210> 81
<21i> B87¢
<Z1l2> DN&

<2i3» Hemo sapiens

<220>

<221> misc_feabure
<223> {437 .. {43)
<222> =n is a, ¢,
<2206> ‘
<222> misc_Zeat
<222  {82&)..(82
223> 1N ig a, ¢

<4£00> 92

catctgttac agaactcatt

gatgaaaacl agogooagcoco

tgagtgaacsa

gatgyaagta

aattccaags

tattactyiy

f

r

atatagtagg agacatccaa atngggtece

}

gotctogga

U«

tgasacacaga
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agtagatttyg 120
aggtgcagcet ~.8¢
cctgtycagc 240

ot
0
m
\u
)
i1y
WQ
o
m
(e}
'S
(4]
<>

Ut
v
™

aaactggatt €C

Z2¢

Z24&3G
tgcagactcoc 360
sctocaaatg 3&C

422
toeetetget g0
goecctgacat 123
ﬁggagtttgg 180
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actgagetgy

tgagtgtgag

gtgtctetgt
tggtacagee
attataccat
ttagttggga
ccagégagaa
cecgeettgta
aaaacctege
gagcataggg
gagtetteac
ttggaterge
<21.0>
<211>

<212>
<213>

724
DNA

<220>
<221>
<222>
<223>

<400> 92
ccatteggty

tttecttgtt
aécacgagtg
geaggtgtee
gggtccetga
tgggtecgec
agcacatact
aacacgctgt
gogagagaca
getgggggga
ggcaggtgca

acgggttece

gttttcctté
tgaacatgag
gtttgeaggt
tggggggtce
gcactgggtc
tggtggtage

cagcaaaaac

ttactgtgca

tgcaggaaga
ttaactctag
aaatttctec

tgaaactgee

Homo sapiens

misc_feature
(560) .. {560)
n is a,

c, d.

atcagcactg

getattitaa

Aagagaazacag

agtgtgaggt
gactetectyg
aggctccagg
acgcagacte
atottoaaat
cagtgagggy
aatcagecogn
gatggaggcet

caggggaaca

ttgcfatttt‘
tgagagaaac
gteocagtgtg
ctgagactct
cgtcaagete
acatactatg
tecectgtate
aaagatacac
caggagaggce
gacaagttgc
atctaacagt

tgtgtcacct

or t

aacacagagg
aaggtgattc
tggatatgtg
geagctggtyg
tgcagectet
gaaggggctyg
cgtgaaggge
gaacageotg
aagtcattgt
agggggeget
gattteccttyg

tctectaagtt

47/64

aaaaggtgat
agtggétatg
aagtgcagct
cectgtgecage
cggggaagyay
cagactcetgt
tgcaaatgaa
agtgagggga
ctgggctgea
tecaggaaggt

ttcececagga

actcaccatg
atggagaact
tggcagtttc
gagtctggay
gggttcaceyg
gagtgggtct
cgattcacca
agagccgagg
gcgeccagac
caggagocac
tecaggatgty

tagcattetg

teatggataa
tgtggcagtg
ggtggagtct
ctctggattce
tctggagtgy
gaagggecga
cagtctgaga
agtcagegag
gaggecactce
taagagetgyg

accngtctag

gagttttgge
agagatattg
taaccaatgt
gaggettagat
tcagtagecaa
cagttattta
tetocagaga
acacggecgt
acaaacctoc
tgatcagagt
gggacttttyg

tgcectatgaa

PCT/IB2066/003294
atagagatgt 240
totgaccagy. 300
gggggagteg 360
acctttgatg 420
gtetctctta 480
ttecaccatet 540
actgaggaca €GO
agecccagaca 660
aagacacact 720
tttectttea 780
atctgtgate 840

870
tgagetgggt 60
agtgtgagtyg 1290
ctetgtgttt 180
ccageectggg 240
ctacatgage 300
tageggtagt 360
caattccaag 420
gtattactgt 480
ctgcaggaac 540
cagececeegga 600
tettettetg 660
cgtettctet 720C
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aagt

<210>
<211ls
<212>
<213>

93
288
DNA

<400> 93

gaggtgcage
tectgtgeag
ccagggaagy
tccaggaagg
atgaacagec
<210>
<211>

<212>
<213>

S4
626
DNA

<400> B4

catecectttt
ccacaggaaa
tctgagaget
tggtggcage
ctectgatece
ctgcaggagt
gtctctggtg
aaggggctgy
ctcaagagtc
agetetgtga
ggtgagtgtg
<210>
<211>

<2125
<213>

95
299
DNA.

<400> S5
cagetgecage

acctgcgetg

Homc sapiens

tggtggagte
cctetggatt
gtctggagty
gcagattcac

tgagagctga

Homo sapiens

cacctcttta
ccaccacaca
catgggccete
tcecagatgt
agggetcact
cgggeccagyg
getecatcag
agtggattgg
gagtcaccat
ccgeegegga

agcecagaca

Homo sapiens

tgcaggagtce

tectetggtgg

teggggagte
caccgtcagt
ggtcteatce
catctccaga

ggacacggcet

tacaaaggca
tttecttaaa
ctgcacaaga
gagtgtctca
gtgggtctet
actggtgaag
cagtagtaac
ggaaatctat
atcagtagac
cacggeagtyg

caaacc

48/64

ttggtacage
agcaatgaga
attagtggtg

gacaattccea

gtgtattact

ccacctacat
ttcagggtee
acatgaaaca
aggctgcaga
ctgttcacag
cctecgggga
tggtggagtt
catagtggga
aagtccaaga

tattgetgtg

ctggggggtce
tgagctggat
gtagcacata
agaacacgct

gtaagasa

gcaaatcctce
agctcacatyg
cctgtggtte
catgggggta
gggteoctgto
ccetgteect
gggtcegeca
gcaccaacta
accagttcte

cgagagacac

PCT/B2066/003294

724
cctgagacte 60
ccgecagget 120
ctacgcagac 180
gcatcticaa 240

288
acttaggcac 60
ggaaatactt 120
ttecetectee 180
tgggaggtge 240
tcaggtgrag 300
cacctgeget 360
gececeoecaggg 420
caacccgtee 480
cctgaagctg 540
agtgagagga 600

626

cggctcagga ctgstgaage cttcacagac cctgteccte

ctccatcage agtggtggtt actcctggag ctggatccgg

cagccaccag ggaagggect ggagtggatt gggtacatct atcatagtgg gagcacctac

60

120

180
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tacaacccgt cocteaagag tcgagtcace atatcagtag acaggtccaa gaaccagtte

‘teocoetgaage tgagetctgt gaccgecgeg gacacggecg tgtattactg tgeocagaga

<2105
<211>
<212>
<213>

96
410
DNA

<400> 96

gggtectgte
ccectgtecct
tcegeoagee
ccaactacaa
agttetocct
gaggcacagt

agggggceaeg

A A
[SESESEN
I

a7
700
DNA

AA
W N RO
v Vv VvV Vv

<220>
<221>
<222>
<223>
<220>
<221>
<222>
<223>

<400> 97
aggttetggg

aatgecaagtyg
actgeceage
ccatcctege
'cagaggagaé
ctgttecgay
gaagatctec
ccagatgccece

cagatacage

Homo saplens

ccaggtgcayg
cacctgeget
cccagggaag
cecegteecte
gaagctgage
gaggggaggt

cgcaggtact

Homo sapiesns

misc_feature
(29} ..(19)
n is a,

Cy

-

misc_feature
(46) .. {46)
n is a,

<, g,

ttataaacnc
gaggectecce
tgggatcteca
cectectecktg

cgggtggaaa

gtgcagctgg.

tgtaagggtt
gggaaaggec

cegtoctteo

g, ©

ctacagcagt
gtectatggtg
gggctggagt
aagagtcgag
tetgbgaceyg
gagtgtgage

gctoaagace

0
"
o

tgtagactce
caéttaaacc
gggctteatt
gctgttetee
ggagcoeectg
tgcagtaetgg
ctggatacag
tggagtggat

aaggcecaggt

ggggegeagg
ggteccttcag
ggattgggga
tcaccatate
cogeggacac
ccagacaaaa

agcaggtgge

teectteaag
cagggeteee
ttetgtecte
aaggtcagtc
attcaaattt
agcagaggty
ctttaccage
ggggatcaté

caccatectca

actgttgaag
tggttactac
aatcaatcat
agtagacacg
ggctgtgtat
acctecoctge

gogoggegeo

gcaggntgac
ctccacagt§
caccatcatg
ctgecgagag
tgtgtcteece
aaaaagcccoy
tactggatcg
tatcctggtyg

geecgacaagt

cetteggaga
tggagctgga
agtggaagca

tecaagaace

tactgtgega

aggtaggeag

caactatgea
agtctecececte
gggtcaaccg
cttgaggfca
ccacaggagt
gygagtctct
getgggtgey
actctgatac

ccatcageac

240

299

120

180

240

300

360

60

120

180

240

300

360

420

480

540
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<210> 108

<Zll>» 254

«Z1Z> D¥a

<213> Eomoc sapiens

<400> 100

cagotgeage tgghtgcagte tggocatgay agtgaaggtce 60

Tecotgecaagg ctictggtsa cagtttczee gacacaggos 220

cecoogcacaag gncltgagts gatgogangg cccaatatat 8¢

goocagoget teacaggacg gtttgtctte toecatggaca cceictgecay cacageatac 240

ctgcagatca gcagectaaa ggotgaggac atggocatgt attactgtge gaga 2984

<Z1C»

<21i>

<212 A

«<213> Artificlzl Seqguence

<220>

<223%» Vi Sequencs at Kabai positlions 108-113 cf mouse/human mcdified
antigen »inding molectle

<40C> LOL
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Ll e > S
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-1 ~,
<213

<223> Vh Seguence at Xabat positions 108-113 of mouse/human modified
zntigen binding
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<210> 104

<211> €

<212> PRT

<213» Ariificial Seguence

<22C>

<2323> Vh Seguence at Kababt positions 108-113 of
antigax binding moloculie

<4CC> 10¢

Gly Ala Gly val Lys Lys

1 5

nrtificial Sequence

<G23> Vh Seguence at ¥abat positions 10E~1513 of
arntigen binding molumoule

Gly val Val Lys

-

=

<2i0> 106

<222» €

<212>» PRT

«213> Axtificial Segquence

<220C>»

<ZZ3> o
<400> 10€

<23C»> 107

<Zil> &

<Z1Z» PRT

<zZl3> Rrtificisl Seguence

«ZZ80>

<%z3> Vh Seguence at Xabat positions 108~113 cf
antigen binding malecule

Leu Val Tie Val Ser Sex

PCT/IB2006/663294

mouse/human modified

'

mod:

wmouse/ human led

wouse/buman modiflied




WO 20074131875

§3/64

<21C>» 108

<211i> €

«212» PBRT

<213» BArtificial Sequence

vzl Thr

Leu

108
1> &

<212> PRT

<213> Artificial Ssguence

<220

<223> Vh Sequence at Kabat positions
antligen pinding molecule

<£00> 108

Leu Val Ile Val Iie Ser

i )

<220> 116
<21l 5

<220>
<223> Vh Seguence st Kakba:t positions
antigen binding molecule

Leu Val Gly Val Ser Ser

1 5

«23C>» 111

«21i>» &

<212> PRT

<223> Artificial Ssguence

<Z202>

<ZZ3> Vi Seguence at Xabat positions
antigen binding mclecule

<400> 111

Leu Val Thr Va
1 5

3
]
-

e
w3
@

a1

108-113

PCT/IB20G6/003294

mouse/human modified

mousz/human medified

mouse/human medified




WO 2007/431875 PCT/IB2006/603294
54/64

» Vn Begusnce at FKabat pcsitions 108-113 of wouse/human modifisd
antigen kindinrg mclecule :

Leu val Gly Val Gly Ser

s

<210> 113

<211> &

«2312> PRT

213>

<220

<223> VI Seguence at Kabat pcsiticng 108-113 ©f mcuse/humarn modifisd
G 2 - 3

eu Val Ala Val Ser 8er

- 5

<210> 114

<211> €

<231i> DRT

<213> Artificizl Seguence

<Z22C>

<222>» Vi Seguence at Kakazt of weouse/numern modified

<400> 124

Leu Val Thr Val Alz 8er

i 5

<2310> 11E

<Zni> 8

<2.2> ®¥RT

<223 Artifiicial Sequence

0
3» Vh Seguence at XKabat positions 108-113 of mouse/humarn modified
antigen binding wmolscule

v

Leuw Val Ala Val Ala Ser
1




WO 2007/031875 PCT/IB2006/603294

<210>
<21Li»>
<212>
<213>

<220>
<223>

<400>

55/64
116
&
PRT

Artificial Sequence

Vh Sequence at Kabat positions 108-113 of mouse/human modified
antigen binding molecule

116

Leu Val Val Val Ser Ser

1

<210>
<21i>

212>

<213»

<220>
<223>

<400>»

5

117

6

PRT

Artificial Sequence

Vh Sequence at Kabat positions 108-113 of wouse/human modified -
antigen binding molecule

117

Leu Val Thr Val Val Ser

1

<210
<21l>
<212>»
<213>

<220>
<223>

<400>

5

118

6

PRT

Artificial Sequence

Vh Sequence at Kabat positions 108-113 of mouse/human modified
antigen binding molecule

118

Leu Val Val Val Val Ser

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

119

&

PRT

Artificial Seqguence

Vh Sequence at Kabat positions 108-113 of mouse/human modified
antigen binding molecule

119

Leu Val Leu Val 3Ser Ser

1

<210

5

120
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<220 .

<223 Vh Bequence at Kabat positions 108-113 of
antigen kinding molecule

<40C> 120

Leu Val Thr Vali Leu Ser

b 5

<510> 322

<Zil> 8

<212> PRT

«213» L&rtificial Seguence

<220>

<223> Vh Seguence at Kabat positions 108-113 of

entigen diading molecule

<400> 12

f-3

Leuw Val

hey

1 5

©

<2l0>» 122

<Z2il> £

<212> PRT

<Z22» Lrtificial Seguence

<2Z0>

<Z23» Vh Beguence at Kabat positions 108-113
antigen binding molecule

<400> 122

el Val Sex Val Ser Ser

Segucnce
<220>
«223> VI Seguence at Kabat positions 168-11i3 of
antigen kindling molecgule
<400> 123
Leuw Val Ser

<210> 124
<21l> 118

PCT/IB2066/003294

mouse/human modified

mouse/human

of mouse/hunan modified

wouse/human medified
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12> - PRT
213> Artificial Sequence
<22C>
<222>» B-HER2E censtruct of & mouse/human modified antigen binding

mclecule

@ln Vel @ln Leu Val Gin Ser Gly Ala Glu Leu Liys Lys Pro Gly Ser
3 5 10 iz

st

Sex Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe Ser Tyr Ser

Trp Met Asn Trp Vel ARrg Glp Ala Prc Gly Gln Giy Leu Glu Trp Het
35 40 45
Gly Axg ile Phe Thy Asp Tyr Asn Gly Lys Phe

Lys CGily Areo Val Thr Ile Thr Ala Esp Lys Ser Thr Ser Tar Ala Tyx

65 75 75 BG

Mot Gilu Leu Ser Ser Leu Arg Ser 3iu Asp Thr Ala Vai Tvr Tyr Cys
83 20 1)

Ala Rrxg Asn Val Phe Zsp Gy Tyr Top Leu Val Tyr Trp 8iy Sln Gly

~Co 10¢5 110

Thr Leu Val Thr val Ser Saxr
M}

v

<z 128

< iie

<Z1 PRT

«<213>» Artificial Scqguence

<Z2Z0l>

«223> B-IJE2B zonstruct of a mouse/human modified ant
molecule :

«&3C» 1ZE

@Gln Val Gin Leu Val Gin Ser Gly Ala Glu Val Val Lys Pro Gly Ser
‘ 10

=
Ut

Sexr Val

é{
ut

Val Ber Cys Lys &la Ser Gly Tyvr Ala Phe Ser Tyr 3er

Try Met Aspn Trp Val Arg Gln Ala Pro &It

[
'
o1
©
[
]
]
i
~
g
]
o
G2
foz
[

Trp Met




Ala

Thr

AA A A
8N B

[ S RS

wW N YO

A A
|3 BN
N

w o

WO 2007/031875

P

Aryg Ile Pne Pro Gl

-t

Glu Leu Ser Ser Lou
g5

Arg Asn Val Phe Asp
100

Leu Val Thr Vai Ser

B

v oV

3

Y
g ot
’b‘;\-j'.:
cf #1 W ;m

'—l
Fh

v
H

v

B-HE2C

conatiruct
moleculie

v

<4&£00> 126

Sex

¥et

¥al Glu Lev Val Gin

val Lvs

Met

Arg Ile Phe Pxroc Gly

wn ot

Ul n
el

Thx

icial Szguence

~F
[ohs

Thr

-
e
HYT

ALa

53]
m
H

Ty

3
m

93]

[0}

b
3

Asp

Trp
105

(9]
piee]
o

58/64

Thx

LYS

GLy !

Lys

ILsp
9C

neu

[ 2]
[$2 31 ]
"

Thr

™y

Tyr Asn
60

Aiz val

Tyr Trp,

{
z".l
2
in
=
<
i

G.y Lieu

Thr Ser

Tyr Tro

Tyr

Gly
110

Pro

n
1Y
Y

[

elu

Thr

Gly

P

71B2006/603294

Tyx
80

Cys

3]
o
-
8]
£
54
w

beOGY

Ut gt

s o

Trp

Lys

&la

f62]
®
K

ur
¢
H

Met

Phe

Cy

Gly
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39/64
Thr Leu Val Thr Val Ser Ser
115
<210> 127
<211> 118
<212> PRT

<213> Arxtificial Segquence

<220>
<223> B-HH2D construct of a mouse/human modified antigen binding

molecule

<400> 127

Gln

-
A

Ser

Trp

aly

Val Gin Leu Val Gln Ser Gly Ala Gly Val Lys Lys Pro Gly Ser

Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe Ser Tyr Ser
20 .25 30

1
—
~
(218
—t
5]

Met Asn Trp Val Arxrg Gln Ala Pro Gly Teu Glu Trp Met

Arg Ile Phe Pro Gly Asp Gly Asp Thr Asp Tyr Asn Gly Lys Phe
50 ' 55 60

Gly Arg Val Thr Ile Thr Ala Asp Lys Ser Thr Sexr Thr Ala Tyx

Lys
65 70 75 80
Met &lu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 80 95
Ala Arg Asn Val Phe Asp Gly Tyr Trp Leu Val Tyr Trp Gly Gln Gly
: 100 105 110
Thr Leu Val Thr Val Ser Ser
118
<210> 128
<21%l> 119
<212>  PRT

<213> Artificial Sequence

<220>

<223> B-HH2E construct of a mouse/human modified antigen binding
molecule

<400> 128

Gln

Val Gln Leu Val Gln Ser ¢Gly Ala Glu Val Lys Lys Pro Gly Ser
3 10 15



3
"G

WO 2007/031875

Lys

val
20

Ser

Met Asn Trp Val
35
Aryg Ile Phe Pro
30
3ly Arg Val Thr
Glu Leu Ser Ser
85
Arg Ast Val Phe
126
Leu Val Ile Vai
115
o 129
> 119
PRT
Artificial
>
> B-HIEXF o
molecule

et

[$
ok
86}

Gly

ys

ty It
+
-

ut m

Arg

Val

Thr

Cys

Ary

Gly

Zle

-

Leu

Cys

ATg

ar
Ut 41

Thx

Arg

oZ

™
[
ol

Ser

Gly
Ala

Seur
25

Pro

Asp

Glu

)
> by
U3

>t

{2
3

60/64

Gl

Gly

TV g
e

zi}’ g

Gln

Thr

a mouss/human mod

Val

Sex

iD

2la Phe
Gly Leu
45
Tyr &srh
&C
Thr Ser
Ala val
vy Tre
fEled
Lys Lys
Ala Pre
Zly Liex
Tyr Asn
&0
Thr Sexr

anti

(S R 33

Lys

el

2
2

n =

ALZ

PCTAB2006/00:3294

Met

Tyr
8C

Cys

Ser

Met

v

80
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sy Leu Arg Sexr Gilu Asp Thr Ria Val Tyr Tyxr Cys

5 96 &5

Met Giu Leu Sex S
=

Ala Rrg Asn Val Phe Asp Giy Tyr Trr Leu Val Tyr Try Glv Gin Cly
106 165 110

Thr

=
—
[14
n
i
=

<21C> 13§

<zil» 113

<212> PRT

<212> Artificial S=zguence

<220

<223 of a mousc/numzr modified artigen binding

Asp Gln Thr Pro Leu Ser Leu Pro Val Thr Prc Gly
1 1C 15
2Zu Pre Lla Ser Ile Ser Zye Arg Ser 3ar Lys 3er Leu Leu Hig Ser
2C 23 36
Zen Gly Ile Thr Tyr Leu Tyr Trp Tyr Leu Gln Lys Ala Gly Gla Ser
35 40 48
Pre @in Leu Leu Ile Tyry Gln Me: Ser Asnm Leu Vel Sex 3ly Val Pro
50 55 20

Esp Arg Pne Ser GLy Ser @ly Ser CGly Thr Asp Phe Thr Leu Lys Tle

€5 70 75 30

Ser Rrg Var Giu Ala Giu Asp Val Gly Vel Tyr Tyr Cys Ala Gln Asn
28 Se 95

Zeuw Glu Leu Fre Tyr Th
L00

o
”
)

1 Glu Ile Liys

10

Lrg Thr Val
11
<218> 31
<21i» 115
<212» PRT
213> Artificial Sequence

<2290>
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<Z2is> S-Kvil construct

4

[

e

. " .
drg Thr Val
<
<=
7~ - (o]
210> 132
. ‘e
Li> 118
- -
113> PEI
.n
L3>

32

b
w
¥ v

- -
moLelusie

JuLne

Gln

Ty

L=

C» 131
Tle Val Ket Thr
Prc Zia Ser Iles
29
Gly Ile Tur Tyr
35
Arg Pne Sexr Cov

Giu Leu P

p2
[ 1
o0
w3
~
1

4]

¢> 13

ile val det Thnr
Pro Bla Sex 1le
=G

& Thr Twr

LY -
(20

Gln Leu .au I

Saxr
7

G

X consTrunt
mo.eculs

Tz

PCTAB2006:003294
62/64

cf a mouse/human mod:

Thv Prc Leu Ser Leu Pro Val Tir Pro Gly

m
[

Zeu Leu

e
M
w

o

Tvr Yrn Tyr Leu 3in Lys Pro Gly GIn Ser
&0 45

Gin Met Rer Asr Leu Val Ser Gly Val Tro
EZ &0
Gly Sev Gly Thr Aoy Phe Tir Leun Lys Tla

~d
Ly
m -
™

App Vai Gly Vai Cys Rla 31in Asn
e a5

Pas Glv Glw Lys Val Ziu IZe Lvs
R LG

2f
Thy pro Leu Ser Lauw BPro Val Tor Pro Gly
ic =

Cvs Arg Ser Ser Lvs Ser Leu Leu His Ser

fare

o Gly Glr Serxr

Tvz Trp Tvr Lew Gln Lyg P
4

Glr Mes Ser Asn Leu Val 3a2r 3iyv ¥zl Do
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Thr

Asp hrg Phz Ser Gly Ser Gly Ser Gly Asp Phe Th» Leu Lyes Ile
£5 7¢ 75 &l
Ser RArg Val Giu Ala Giu Asp Phe Gly Val Tyr Tyr Cys Ala Gln Asn
85 9C 25
Leu CGiu Leu Prc Tyr Thr Phe Gly Gly Gly Thr Tvs Val Glu Iie Lys
zo¢ ~05 120

Arg Thr Val
iib '

«218» 133

<231» 11=

<2i2> PERT

<213> Artificial Seguence

=220

<223» RB~-KVLi3 construct of a mousa/human modifled antigen binding

molecule

<4C0> 133

Asp Ile Val Meif Thr Gin Thy Pro Leu Ser Leu Pro Val Thr Pro Gly

1 5 10 15

Gilu Prc¢ Rla Ser Tle Sex Jys Ary Ser Ser Lys Ser Leu Leu His Ser
o ¥a A -
“ll P =R

Asn Gly Ile Thr Tyr Leu Tyr Trp Tvr Leu Gln Lys Pro Gly Gln Ser
35 4C 45

Prc Gin Leu et Ile Tyr &1

(SN
oy =
[~

50

r @ly Ser Gly Thr Asp Phe Thr Leu Lys Ile

p Arg Phe Ser CGly So
70 75 80

[0}
Fod
H
:h
™M
{1
8el
n
(8]
-t
gu‘
b=t
G
far}
<

Ser. Arg Val

X v Wzl Tyr Tyvr COve Zla Gln Asn
85 2z 95

Leu Glu Leu Pro Tyr Thr Phe Gly Gly Gly Thr Lys Vel 2la Ile Lys
108 105 110

Arg Thr ¥Va
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<210>
<211
<212>

<213>

<220>
<223>

134
115
PRT
Artificial Seguence

molecule

<400>

Asp
3

Glu

Pro

Asp

65

Ser

Leu

Ile

Pro

Gly

Gln

50

Arg

Arg

Glu

Thr

134

Val

Ala

Ile

35

Leu

Phe

Val

Leu

Val
115

Met

Ser

20

Thr

Leu

Ser

Glu

Pro
100

Thr Gln Thx
5

Ile Ser Cys

Tyr Leu Tyr

Ile Tyr Gln
b5

Gly Ser Gly
70

Ala Glu Asp
85

Tyr Thr Phe

Pro

Arg

Met

Ser

val

Gly

Leu

Ser
25

Tyxr

Ser

-

Gly

Gly

Gly
105

64/64

Ser

1c

Ser

Leu

Asn

Thr

Val

20

Gly

Leu Pro vVal

Lys Ser Leu

Gln Lys Pro
45

Leu Val Ser
60

Asp Phe Thr
75

Tyr Tyr Cys

Thr Lys Val

Leu
30

ly

Gly

Leu

Ala

Glu
110

Gin

Val

Lys

Gln

85

Ala

PCT/IB2006/003294

B-KV1i4 construct of a mouse/human modified antigen binding

Gly

Serxr

Ser

Pro

Ile

80

Asn

Lys




