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Description of Art1f1c1a1
‘heavy chain region

,<400> i 8
Me} Gly Trp Ser Cyg I1e I1e Leu

Ala Tyr .Ala G;al val G”lti 'Leu V'a'l

Pro Gly Gly Ser Leu Arg- ieu Ser-
35 - . .40

<210> 2.

<211> 25

<212> PRT

<213> Artificial 5equence

<220> ’
<223> Description. of Art1f1c1a1
heavy chain region

'<400> 2
GT{ Phe ser Phe Thg Ser Ser’ Ser

Gly Lys Gly ng‘GTu-Trp‘VaiﬂG}y

<210> 3

<211> 48

"<212> PRT )
<213> artificial Sequende

<220>
<223> Description of Ant1f1c1a1
“ heavy - chain reg1on
<400> 3 )
Ile Tyr Pro Tyr Asn Gly Phe Asn
1. 5

. Arg fhe Thr I'le Ser Aia Asp Thr
20 .

Squencé:_synthetﬁﬁ S87

Phe Leu'VaT-ﬁlé'Thr Ala fhr-G]y
R ¢ S e S .. S

G'Iu'séﬁ.'c’iyﬂ’aiy GTy Leu val 6ln
SBE L w300 s

'éys_Alh AjgtSeE;-'

.

éequence; Synthetic sS7 - " g =
* ] . . ki I =2 -
Va1 ser Trp val .Afg Gln Ala Pro -
10 S 15 .

teu
P4

Sequence: .Synthetic SS7-

VTyr'Tyr Ala Asp ser val Lys Gl
LR T

Ser Lys Asn Thr Ala Tgr Leu Gln
25 : 30
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@

Gln Gly Thr Leu val Thr val Ser Ser Ala
‘ . 20 » 25 )

<210> 5

A

GNEQ250PCTSeq

-Met Asn Ser Leu Arg Ala Glu Asp Thr Ala val Tyr Tyr Cys ‘Ala Arg
35 40 45

<210> 4

. <211> 26

<212> PRT

<213> artificial Sequence

<220>
<223> Description of Artificial Sequence: Synthet'lc Ss7
heavy chain region . )

<400> 4
AS; Ala Leu Tyr G'Iy Ser Gly Gly Tyr' Tyr Ala Met ASp Tyr Tr‘g Gly

211> 42
<212> PRT
<213> Artifi c1a1 Sequence

<220>

<223> Description of Ar‘t1 fi c1a'l Sequence. Synthet1c 577

Tight chain regmn

- <400>_5 W SRR
' Mei Gly Trp ser cys I'!e I1e Le.u Phe - L% ‘Val Ala Thr Ala Thr G?y T

- val His- 5‘5" Asp I'le GIn Met Thi: G1n ser Pro ser ser ng Ser ATa i

%
’1.

| _ser vai Ggy Asp Arg Va1 Thr I'—le Thr Cys . =

<210> 6 -

- <211> 26

<212> PRT

,<213> Artifici al. Sequence

<220>
- <223> Descmp’c‘ton of Art‘if'u:‘la'l Sequence. Synthe't'lc 577

Tight chain r'egwn

'<400> 6 ' . ‘
-_Arg Ala ser Gln Asg Va'l ser Thr' A"la. Va] A'la Trp T&rr G1n G'In Lys

“pro Gly Lys Ala Pro Lys Leu Leu ‘I'le-‘ r
SR e s g

C <210 7

<211> 39
<212> PRT

<213> Artificial Sequence

<220> -

<223> Description of Artificial Sequence Synthet'lc 577

Tight chain region
.l

<400> 7
Sei Ala ser phe Lelsl Tyr' Ser Gly val P{g Ser Arg Phe Ser G]y Ser
15

Gly Ser G'{y-Tl;'ZlS Asp Phe Thr Leu Ti21; Ile Ser Ser Leu Ggg Pro Glu -

- -57- _ . -




GNE0250PCTSeq

Asp Phe A%? Thr Tyr Tyr Cys

<210> 8

<211> 19

<212> PRT -

<213> Artificia1 Sequence

- <220>
<223> Descr1pt1un of Artificial Sequence Synthet1c 577
Tight cha'ln region ) R

<400> 8
G]g Glin ser Tyr AJa Thr Leu Pro Thr Phg clu G1n G1y Thr L{g Va]

th' Ile Lys

.<210> 9 =

- <211> 1641 -

~<212> BRT :
<213> Homo saplens -

<400>'9 ) _ ) S ST e
. Ser Pro Met Tyr ser Ile ¥le Thr Pro Asn Ile Leu Arg Leu Glu. ser
1 , 5 v 10 PR C. T

: @]u'.G'[u:.Tﬁr"MSE val Leu Glu Ala H}g Asp Ala GIn Gly Agfg ;v_jc‘qa-:'wé-'*-'-'.;

e

) val Tﬁﬁiﬁgnghf vaf'His'Asp PHS Pro GTy'Lfs;Lys Lﬁg:0§1 géufééﬁ7 ¢ o S

" ser cly Lys Thr val Leu The Pro. Ala Thr Asn -Hé'(s)..‘Met'f-dTy;fE's‘ri:'véﬂ'.

'3;%§f Phé‘fhf ITé Pro Ala Asn Arg clu PheiLyslsé} GJu'LyS'Gi§-A£g{'?, ”3:;: ?"'”

. Asn'Lys’ Phe Vél.ng val GIn Ala Thriﬂgg'sly‘Tht ¢Tﬂ’ﬁ§ij32rGi@‘ ..

. tys val Val Leu val ser teu Gln ser Gly Tyr Leu phe Tle Gln Thi
=3 't 100 . _ 1035 ] . . 110 _

Asp' Lys Thr Tle Tyr Thr pro Gly Ser Thr val Leu Tyr Arg Ile Phe -
S B8 T R s 0T

The val Asn His Lys Leu Leu Pro val Gly Arg Thr.val Met val.Asn
1307 T 135 R 340 &

" 1le Glu Asn ‘Pro. Glu Gly Ile Pro val-Lys Gln Asp Ser Leu Ser Ser
145 ¢ e gt 150_ T 155 Sk T 160

Gln Asn G1n Leu Gly val Leu Pro Leu Ser Trp Asp Tle Pro Giu Leu
. R {1 i T e 170 S 175

val Asn Met GW& Gin Trp Lys Ile Ar Ala Tyr Tyr Glu Asn Ser Pro
- © 180 . = g : 185_ . L 190 )

GIn G1n val phe Ser Thr 61u Phe Glu val Lys Glu Tyr val Leu-Pro
- - 200 - ’ 205 ,

Ser Phe Glu val i?e val Glu Pro Thr GTu'Lys phe Tyr Tyr Ile Tyr -
. 210 215 . : 220 !

-Asn-Glu Lys Gly Leu Glu val Thr ITe Thr Ala Arg phe Leu Tyr Giy
225 230 . 235 ‘ . 240

Lys Lys Val Glu Gly Thr Ala Phe val Tle Phe Gly Tle Gln Asp Gly
245 : 250 255

-58-



: 2 . GNEO250PCTSeq
Glu GIn Arg Tle Ser teu Pro Glu Ser Leu Lys Arg Ile Pro Ile Glu
260 ‘ 265 - - . 270

asp Gly ser Gly Glu val val Leu Ser Ar:g Lys val Leu Leu Asp Gly
275 280 285

val Gln Asn Leu Arg Ala Glu Asp Leu val Gly Lys
290 295 ) 300

ser Ala Thr val. Ile Leu His Ser Gly Ser Asp Met val Gln Ala Glu
305 - 310 315_ _ 320

Arg Ser Gly Ile Pro Ile val Thr Ser Pro Tyr Gln Ile Wis phe Thr
. 325 © 330 335

.Lys Thr Pro Lys Tyr Phe Lys Pro G'iir Met -Pro Phe Asp Leu Met val
5 " 340 345 . 350 ’

Phe val Thr Asn Pro Asp Gly S.er‘ Pro Ala Tyr Arg val Pro Ala val
355 360 - . 365

Ala val GIn Gly-Glu Asp Thr vVal Gln Ser Leu Thr Gin Gly Asp Gly
370 ‘ © 375 et 380 :

val Ala Lys Leu Ser Ilé Asn Thr 'H:1's'.,Pr'o ser GIn l-_ys' Pro Leu Ser
£385 0 v, ) 380 ... - e, it 395 . : 400

Tle Thr val Arg Thr Lys Lys Gln Glu Leu ‘Ser Glu Ala Glu GIn Ala.
) 405" .- T '._419- S 415

Thr Arg Thr Met Gln ,ATa-‘Léu"Pr"c;.Tgfr"Ser-_‘l:hﬁ_-_\/a'l .G1y :Ash Ser Asn
: 420 - . RN ) 1 S 430

. Asn Tyr Leu His Leu Ser Val Leu Arg Thr Glu Lel Arg. Pro Gly Glu -
- A35 * 05 440 e .445 gy

. Thr ‘Léu Asn val Asn Phe Leu Leu Arg ‘Met Asp Arg Ala -His Glu Ala,

P Ase ., . - M85, miismiee 4BBEc Lt
tys. Tle Arg Tyr Tyr Thr.Tyr Leu T1€ Met Asf Lys Gly Arg Leu Leu- -
#65 . . . AP0 LT i A7S. . L 480 -

- kys Ala Gly Arg-GIn val Arg G1u'Pro. Gly GIn Asp Leu-val val Leu -

S R T s L TR T Ag0r L 495
Pro. Leu Ser .rle Thr Thr Asp Phé“::"lé,'Pr-o ‘Ser Phé Arg Leéw val Ala

S S0 e 5057 i C..v 4 5100 . .

'Fyr Tyr Thr Lefr I.'ie G’Iy.‘A]a'ser' G'Iy"G_"'lt_l','Ar‘g GTu val.val Ala Asp -
515 ] : L 520 el L D28 i

ser val Trp val Asp val-Lys Asp Se'i"_,c'yé val h‘i'y Ser -Leu val val
-§30 <n v 838 ir T 540 T :
Lys Ser Gly GIn ser.Glu Asp Arg Gln'pro val Pro ‘Gly G1n Gln Met
545 . 550, -. 7 Tonow 555 -0 - o - 560
Thr Leu Lys.Tle Glu Gly Asp His Gly Ala Arg val val Leu'val Ala .
L ST EES L e ew L SIS T, s v BFS
val Asp Lys Gly val ‘Phe.val Leu Asn. Lys Lys Asn Lys"-l.éu “The GIn-
g 580 ‘ 585 590

ser Lys Ile Trp Asp val val Glu Lys Ala As'p. Ile Gly Cys -Thr Pro
o 595 - ) 600 _ : 605 - L

Gly Ser Gly Lys Asp .‘lty»r'-Ma' Gly vaT pPhe Ser aAsp Ala Gly Leu Thr
" 610 615 o 620 - . .

- phe Thr Ser ser Ser Gly Gln Gln Thr Aﬁa'-é'l-n Arg-Ala Glu Léu Gln
625. 630 635 640

; Cys Pro Glin Pro Ala Ala Arg ‘Ar‘g Arg.Arg Ser Val GIn Leu Thr Glu
645 , 650 655

Lys Arg Met Asp Lys Val Gly Lys Tyr Pro Lys Glu Leu Arg Lys Cys:
-50- e

Ser Leu Tyr val

R Ry



© Pro

Cys Glu Asp Gly

660

675

Arg Thr.Arg Phe
690

ASD
705
Ser
Glu
Asn
Leu

Ala
785

~ Glu

-ser

Tyr

-

val

-

‘Pro

by
H1s

Gy

Glh

“ASpP

945

Eeu

- Glu

Asn

iia
850

Cys

His

Glu

'VéT

Asn
770

val

val

val

Arg

Thr

ES -
Leu

'ﬂis'

Gly

Arg.

930

Ley
Gin
Arg

Met

Glu Thr
1010

‘Leu

Glu

1025

Pro

Leu

Ser

Thr

'Iﬂé'Arg
915 -

LgutGTy

Cys AsRh

Leu Gly

Asn Ile
- 740

Glu Asp
755

Asn Ile.
_ser Metj
}h;ﬁé&T'
Va]fﬂ%g

" .:B%O:x :

Gln AsA
835 -

phie cys

I]E Pf‘O
Lys Thr

Phe Ile

‘900

ser Asp

é1y Thr

Leu Lys

. 980"
Ile Gly

995
Glu-GIn

Leu Ile

ser Ala

1060

Met
Ile
fyr
Leu
725

val

Leu

Phe
ser
fet
. 805
".Giu.

- ser

Pro

G?y‘
. 88_5” ... ) Y ‘

Ser

Met

Arg’

Gin

950

Pro
965
His

Met

Asn

q?n

Arg
Ser
Ile
710
Ala
ser
Lys

Leu

775

Asp

.79Q'-

Gln. Asp phe:

gﬂu

‘Leu,
-7 - 8B5S

1:L¥§25ep ser.
- 870 T

Leu

Asp

Asn-

‘Glu

Qa]

‘vail

Leu

Thr

Glu Asn
680

Leu Gly

695

Thr 6lu

Arg -ser

Arg Ser

GTu Pro
760

Lys Asp

'Lys_Lys

Gln val

Leu Lys

GNEQ250PCTSeq

665 -
Met Arg Phe Ser

Pro
Glu
Leu
Asn
Glu
745
Pro
Ser
:¢1y

phe

Gl
- 825

val

"-840 -

ATa:Thﬁ

én qu
Gly val

Lys Thr

" 920

-Gly val
E

Pro Asp
Ala GIn

"Ile val

Pro Thr
1000

Trp Glu Lys Phe
101s

Lys ‘Lys Gly Tyr
10360

Phe Ala Ala fhe

1045
Ala Tyr val val L

Thr

Ala Cys
Arg Arg
715

Leu Asp
730
pPhe Pro
Lys- Asn
Ile Thr
Ile Cys
795
Ile Asp
810 -
Ile Arg
Arg val

Lys -Arg

S

Leu
vai
Arg

905

é]n

Thr;

Met

fhr
985
val
Gly
Thr

val

60-

val

-ser -val

Giu val

. 890

Lys Ser

Lys-G1u
Glu-ser
955

ThE-G]u
970

Pro Ser

7i1e ala

Ala val

Lys
700
Gln
Glu
Glu
Gly

Thr
780

val

Leu
Ala
Glu

Arg

860

Lys

Leu
Arg
ASp
940
Glu
ASp
Gly

val

pro
. 875 . .

685
Lys

His
Asp
Ser
Itle
765

Trp

Ala

Arg

Leu

.845

His

Tyr

Ala

Lys

Thr .
925

I1er

Thr

Ala
cys

His

- -1005
Leu Glu Lys Arg

1020

GIn GIn Leu Ala
- 1035

Lys Arg Ala Pro

1050

670
Cys

val
Aja
Ile
750
ser
Glu
Asp
Leu
Leu
830

Leu

Gln

val

Ala
val
910
Leu
Pro
Arg
val
Gly
990

Tyr

GIn

Gln

Phe

Arg

Ile

735

Leu

Thr

Ile
Pro
‘Pro
815
TP
His
Gln
ITe
val
895
val

s e

Asp

ero

Tle

Asp

975 -
Gin -

Glu
Leu

Gly

Arg
l.eu
Ala.
720
Ala -
Trp
Lys
Lea -

Phe
800

Tyr

Ash

Asn .

Thr -

val
880

Tyr

Pro

Pro

Ala

Ley: -

960
ATqi

Asp

A1;

Phe Arg.Gin
1040

Ser Thr Trp

1055

ys val phe ser Leu Ala val Ash Leu Ile
1065 © 1070



© GNEO250PCTSeq
Ala Ile Asp Ser Gln val Leu Cys Gly Ala val Lys Trp Leu Tle Leu
. 107? 1080 1085
Glu Lys GIn Lys Pro Asp Gly val Phe Gln Glu Asp Ala Pro val Ile
1090 1095 1100 o
His GIn GTu Met Ile Gly Gly Leu Arg Asn Asn Asn Glu Lys Asp_ et
1105. 1110 1115 1120
ala Leu Thr A'l'a phe val Leu ITe Ser Leu GIn Glu A1a Lys Asp Ile
1125 1135
"cys Glu Glu GIn val Asn Ser Leu Pro Gly Ser ITe Thr Lys Ala G'iy
1140 1145 115
Asp phe Leu Glu Ala Asn Tyr Met Asn Leu Gln Arg,Ser Tyr Thr val
T . 1155 . 1160 1165
_ATa Tle Ala Gly Tyr Ala Leu Ala GIn Met Gly Arg Leu Lys Gly Pro
- 11707 1175 . 1180 :

" Leu teu Asn Lys Phe Leu Thr The Ala Lys ‘Asp Lys Asn Arg Trp Glu
1185 1190 119 5 1200

 Asp Pro Gy Lys G1n Leu Tyr Asn va'l Glu Ala Thr ser Tyr Ala Leu-
p vty 120 ¥ 1210 1215

'I;éu A‘Ia Leu -Leu.G1n Leu Lys Asp Phe Asp Phe val Pro- Pro_val Va'l :
1220 1230

!

& Arg Trpllig.g Asn Glu GIn Arg '{yr Tyr Gly Gly G'Iy Tyr G]y ser Thr S
’ ,G"In ‘Ala Thr‘ Phe Met Va'l Phe Gln A1a Leu A'ia G1n Tyr G'ln Lys Asp‘ e
250 3 1255 1260 :

. .A'Ia Pro Asp H1s G1n G'iu Leu Asn Leu Asp val Ser Leu. G'ln Leu Pro
-1 5 1270 1275 . ,1280

- Ser arg ser ser Lys. T1e The wis Arg I'Ie His Trp Glu- Ser, Alaser . v
' 1285 129 a2es T

4 Ie.eu Leu.Arg Ser G?Iu Glu Th_r Lys Gﬂu Asn G’lu Gly Phe Thr val frh-r' i
71300 - 1305 . 1310 .

- Ala. ' GTu 61y Lys Gly Gln-Gly Thr Leu Ser val v'a:l Thr Met Tyr His
: _ 1315 1320 . 1325

Ala Lys Ala Lys Asp Glin Leu Thr_cys Asn-Lys Phe Asp Leu Lys val
- -1330 _ : 1335 .. 1340 .
~thr .Ile Lys Pro Ala Pre Glu Thr Glu Lys Arg Pro Gln Asp A—'la‘-Lys
1345 - - 1350 ' _ 1355 ) . 1360

Asn Thr Met I—'!e'—Léu Glu Ile €ys Thr Arg Tyr Arg ‘Gly As GIn Asp
- 1365 © . 1370 - g p:l;3?5(

Ala Thr Met Ser ITe Leu "Asp Tle Ser Met Met Thr Gly hhe Ala Pro -
: 1380 - 1385 1390

- "Asp Thr Asp Asp Leu L1ys Gln Leu Ala Asn Gly.val Asp Arg Tyr Ile
1395 1400 - 1405

Ser Lys Tyr Glu Leu Asp Lys ‘Ala Phe ser ASplffgg Asn Thr‘ teu Ile

ITe Tyr Leu Asp Lys Va"l Ser His ser Glu Asp Asp Cys Leu ‘Ala Phe
1425 1430 1435 1440-

Lys val His GIn Tyr phe Asn val Glu Leu Tle GIn Pro Gly Ala val
1445 1450 1455

Lys val Tyr Ala Tyr Tyr Asn Leu Glu Glu Seér Cys Thr Arg Phe Tyr
1460 : 1465 1470

-61-



GNEO250PCTSeq
His Pro Glu Lys Gliu Asp Gly LysS Leu Asn Lys Leu Cys Arg Asp GIu
1475 1480 1485 ,

Leu cys Arg Cys Ala Glu Glu cys Phe Ile Gin Lys ser Asp Asp Lys
1430 1495 1500

1505

val Thr Leu Glu Glu Arg Leu Asp Lys Ala Cys Glu Pro G1y val Asp
. 1510 1520

Tyr val Tyr Lys Thr Arg Leu val Lys val GlIn Leu Ser Asn Asp .Phe
. 1525 ) 1530 1535

Asp Glu Tyr ITe Met Ala Ile Glu Gln Thr Ile Lys Ser Gly Ser Asp
1540 1545 1550

Glu val G1n val Gly GIn GIn Arg Thr Phe ITe -Ser Pro Ile Lys Cys
1555 1560 1565

. Arg Glu Ala Leu Lys Leu Glu Glu Lys L
1575

" 71570

Leu Ser Ser Asp Phe Trp Gly G1u Lys Pro Asn -Leu Ser Tyr ITe 1le
1585 1590 - 1595

Gly Lys Asp Thr Trp

1605

Asp -Glu G1u ‘Asn Gln
1620

<10> 10

<211s 16392 .
-<212> PRT

. Ser Met val 'va"l Phe
L. . 1635

- <213> Mus muscu'lus
<400> 10

Ile
3

- Glu

val

Glu

- Tle

65
Lys

Ala-

Lys
val

Glu
145

Asn’

"~ Asn

Glu
Thr
Lys

50
Lys
TYI1

val

Thr

ASD.

130

Thr

Gln

Met

Thr
val

35
Thr
Ile
val

Met

Ile

<115

Asn

Pro

His

Gly

Ile

20

Thr

val

Pro

_Thr

val
100

Tyr

Asn.

Asp
Gly

Gln
180

Pro Met Tyr Ser
5

val

val

Leu

}!\'l a

val

val

Lys

Gly

Ile ‘

Letj
Gln
Thr
Ser

70
val

85 .

Ser
Thr
Leu
Gly

ITe

-165

Trp

Phe
Pro
Leu
150

Leu

Lys

ys His Tgr- Leu Met Trp Gly.

1600

GTu His. Trp Pro Giu Glu Asp Glu Cys Gin
© 1610 o - 1%:'5 :

Gln Cys -Gln Asp teu Gly Ala phe Thr Glu
© 1e25 - ’ 1630 .

s Pro
A 1640

Tle The .

Glu Ala

Asp Phe
© 40

Gly ala
55

Lys Glu

Ala Asn

Gln Ser

G'ly Ser

Asn

Pro

His
Leu

Ser

phe

pPhe

Gly
105

Thr

120

pPro vail
135
Pro val

Pro Leu

Ile Arg

Gly
Lys
Ser

Ala
185

Ash’--\‘-/-'a'l
10

G-iy His

Asn_ser
75

.G'i- y Glu
90-.

Tyr.Leu

val Leu

Lys Thr
Arg Asp
155
Trp Asn
170
phe Tyr

As> Ala
FA D p.

Lys Arg

‘Leu

Gln

Gln

Leu

. 60

Asp
Thr

phe

TYr
125

val
140
Ile
Ile

Glu

Arg.

Gly

vatl

" 45

Arg
Lys
val

Ile

Leu
. . 35

AS
30

Leu

Ser

Glu

val

GlIn

Glu
Ile
Thr
val

Gly

Glu.

ser, ..~

Pro

Setr

Ser

His
_ 80
Lys

95

Thr.

"110

Arg

val

Leu

Pro

His

Ile
Ile
ser
Glu

Ala
190

'Phe

Leu

ser

Leu

175,

Pro

ASp
Thr
Tle
Asn
160

val

Lys




GNEO250PCTSeq
GIn Ile Phe Ser Ala Glu Phe Glu val Lys Giu Tyr val teu Pro Ser
195 200 T 205

Phe Glu val Arg val Gliu Pro Thr Glu Thr Phe Tg‘r Tyr Ile Asp Asp
210 . 215 220

" pro Asn Gly Leu GTu val ser Tle Ile Ala Lys Phe Leu Tyr Gly Lys

225 230 - ~ 238 : 240

Asn val- Asp Gly Thr Ala phe val Ile Phe Gly val Gln Asp Gly Asp
. . 245 ‘ . 250 ; 255

Lys Lys Ile Ser Leu Ala His Ser Leu Thrr Arg val val Ile Glu Asp
260 265 ) 270

Gly val Gly Asp Ala val Leu Thr Arg Lys val Leu Met Glu Gly val -
275 ) 280 285 :

Arg Pro Ser Asn Ala Asp Ala Leu val Gly Lys Ser Leu Tyr val Ser
290 295 300 ' .

“val Thr-val Ile Leu His Ser Gly Ser Asp Met val Glu Ala GTu A'r'g
305 . _ .310 - 315 320

ser-Gly Ile pPro Ile val Thr Ser pPro Tyr Gln Ile His -Phe Thr Lys.
o g e 325 - 330 . 335

‘Thr Pro Lys phe Phe Lys Pro. Ala Met Pro Phe Asp Leu Met val phe
- 340 345 g o 350 :

val Thr Ash Pro Asp Gly Ser Pro Ala Ser -Lys val Leu val val Thr ‘
. 355 - 360 365+ : ‘

GIn Gly ser Asn Ala Lys Ala Leu Thr-Gln Asp Asp Gly val Ala Lys
- - =370 CRNPN B 375 . - 380, '

“-keu Ser Ile Asn Thr Pro Asn Ser Arg Gln Pro Leu Th—jﬁ Tle Thr val
35 T .390 - 395 . . 400

‘Arg Thr Lys Lys Asp Thr Leu Pro 6lu Ser Arg Gln Ala Thr Lys The”

405 . S 410 R Y

. Met Glu Ala His Pro Tyr Ser Thr Met His ‘Asn Ser Asn Asn Tyr Leu o .

420 ' T 425 )
“His Leu Ser val Ser Arg Met Glu Leu Lys Pro Gly Asp Asm Leu Asn
T . 435 : 440 . . 445 :
- val Asn Phe His Leu A-rg Thr Asp Pro Gly His Glu Ala Lys Ile Ar‘g )
: 450 : 455 _ .. 460 N .

Tyr Thr Tyr Le_d- val Met Asn Lys Gly Lys ‘Leu -Leu Lys Ala Gly
N e O 0 BE & 480

430

! e
55

& Arg Gin val "APg Glu Pro Gly Gln Asp Leu val val teu Ser Leu Pro

485 : 490 - T 495

Iie Thr Pro Glu Phe ITe Pro Ser Phe Arg Leu val Ala Tyr Tyr Thr
. - 500 505 | 510

-~ Leu Ile Gly Ala ser Gly Gln Arg Glu val val Ala Asp Ser Vé"l Trp
L | SV 520 .. - _ 525 '

Asp- val Lys Asp Ser Cys Ile Gly Thr Leu val val Lys Gly Asp
530 535 540

Pro Arg Asp Ash His Leu Ala Pro Gly GIn Gln Thr Thr Leu Arg Ile
545 - 550 _ 555 560

Glu' Gly Asn Gln G‘ly'A’-la'A‘rg val Gly Leu val Ala VaT'A'sp'ls_;]r?G'ly '

i -Val

565 570
val phe val Leu Asn’ Lys LYS AsSn Lys Léu Thr Gln Ser Lys ITe Trp
580 585 : ) 590
Asp val val Glu Lys Ala Asp Ile Gly Cys Thr Pro Gly Ser .Gly Lys
: i .



AsSn

Gln

625

Ala
Lys
Gly
Leu

Asn

705
Gly'

: Tle
~Glu
. ile
Geu

785

val

. Arg

5G'[n
€ys
. Pro
- 865
Ile
Ele
o1y

Asp

- 945

ser
Lys

Gly

Tyt
610
Gly
Ala
Ala
Met
Tle
680
His
Leu
Ile
Leu

phe

770

ser

Met-.

Asn

Glu
ser
850
Pro
Gly
ser
Tle
Gln
930
Gln
Pro
His

Met

595
Ala
Leu
Arg
Gly
679
Thr
Ile
Ala

Ser

. 740

Lys
755

Leu

-ASp

Gln

Glu

élu
835
Met

LyS

Gl n
ASp
Asn
915
Gl y
Va'l
val
Leu

Thr
995

Gly

Gln

Arg

Gin
660
Asp
Gln
Thr
Arg
Arg
Glu
Lys
Lys

ASp

val
Thr
Ar
64

Tyr

Ile

Gly

LyS

Ser

725

Ser

Pro

-Asp
Lys

phe

" 805

Gin
820

Leu

Ala.

ser

GlIn

V-ﬂ
Lys
Thr
ser

Glu

- B8S

Gly
900

Lys

Gly

Pro

Va1'.

Ile
980

Pro

val

-:'fh r

val
Asp

Gln
965

vai

Thr

Phe

Glu

Met
615

GIn

630

Arg

Thr

Pro

Glu

Ley.

710

Glu

His

Glu

Ser

Gly

Phe Tle

Glu

val
"Ala

val . Ala

870

‘val
Fe
val

.GlIn

Ser
Asp
Met

Asn

600

Asp
Arg
val
Lys

Ar
680
cys

695

Arg
Leu
Phe

Lys

Ile
775

Ile

,i’le,

Afg
:Lys
855
f_G'_l u
Lys
s

7 Lys
935

Glu

Glu
Pro
Asn
760

Thr

cys

Arg

val
840

ASTY

val
val
Thr
Ilé
920
val

Thr Asp Ser

950
'Met_

Thr

Ala

Pro

Glu

Ala

val 1le Ala

1000

Asp

Ala

Ala
Ala
Gln

Gly

665
g Tyr

Ile

GIn

Glu.

Gln

745
Gly

Thr
val

Leu

GNEQ250PCTSeq
605

Gly Leu Ala pPhe

Asp
Leu
650
Leu
Ser
Lys
His

ASp

Leu
63'5
et
Arg

cys

Ala

‘Arg

715.
Ile

730

ser.

Ile

Trp

Ala

Trp
ser
Glu

:_Asp.

~ 795

‘Arg
810

val

825

‘G’iu

Arg
Pro
Lys
Leu
905

His

.,Asp

Glu

Asp

,qu Cys Gly

985
val

-64-

Leu

Tyr .

Tyr

.Leu

teu

Leu
phe

val

. 875

Ala
890

Lys

Thr

val-

Thr

Ala
970

His

Al a

val
Leu
Pro
Arg
955
val

‘fyr'

‘His Ash

620
Glu .Cys

Glu Arg
Lys Cys

GlIn Arg

Lys
Thr
Arg
cys
670
Arg

685

Phe Tle

700
Arg Asp
’ -

Ile Pro

Leu Trp

Thr Lys
. 765

‘Ile Leu

780

Pro Tyt
“Pro Tyi'"-

‘Phe ‘Asn

Asp”

His

Glu

“Thr Glu

750
val

Al a-

'G'lu

Ser

o

Pro

845 .

G-'InaT-hr
860 -

Ile val

val Phe

val Pro

Asp Pro
925

Ala Ala
9490

Ile 1Ile
Asp Gly

Glu GIn

Leu Asp

1005

Ile
pro
Asn
s
Glu
Asp
Leu
Glu
Ash

990
Gln

val

Thr

Lys
. Met
655
Glu
AT&
Cys
val
‘Glu

Tle

- Mat

val -

_I'-I'-e

ser
Pro
640
Asp

Asp -

Arg

Cys

Leu
720

'Asp :

Asn

-'Sér .

Arg -

‘800
“val - - .

815,

‘Arg

aAla

s

Leu

G

phie L
e

Lys

. 880

His

Pha - ©

895 .

Gly
Lys

Leu

é*ln‘
960

Arg
975

Met

Thr

Met :
Leu
ser
Gly
Leu
Ile.

Glu -



GNEO250PCTSeq

Gln Trp Glu. Lys rhe G1y I'le Glu Lys Arg GIn Glu Ala Leu Glu Leu
1010 1020

Ile Lys Lys Gly Tyr Thr Gln GIn Leu A'ia Phe Lys Gtn Pro Ser Ser
1025 1030 103 1040

Ala Tyr Ala Ala Phe Asn Asn Arg Pro Pro Ser Thr Trp Lteu Thr Ala
10 1050 1055

Tyr val val Lys val pPhe Ser Leu Ala Ala Asn Leu Ile Ala Ile Asp

1060 1065 1070
ser His val Leu Cys Gly ala'val Lys Trp teu Ile Leu Glu Lys Gln
1075 . 1080 1085 .
Lys Pro Asp Gly Va'l rPhe GTIn ‘Giu Asp. Gly Pro Va1 I’Ie His G1n GTu
1090 109 1100

Met Tle Gly Gly Phe Arg Asn Ala Lys Glu A'Ia Asp val Ser Leu Thr

1105 17110 111 1120

Ala Phe val Leu Ile Ala Leu &In Glu A'la'Ar'g Asp Ile cys Glu Gly
1125 - 1130 . : 1135

GIn val Asn_Ser Leu P:‘o':G‘ly s.erlﬂ ? 'Asn Lys A?la GTyﬁ‘!-g Tyr Ile

1140.
Glu A'Ia ser Tyr Met” Asn Leu .Gln Arg Pro Tyr Thr val A'ia ITe Ala
1155 1160 .

1165 -
_Gly Ty_r Ala Leu A'-la.- 'Leu- Met Asn -L-ys Leu G}u. G"lu Pro Tyr Leu cﬂy
1175 1180 M
Lys Phe Leu Asn Thr A'la Lys Asp Arg Asn Arg Trp G‘lu G'Iu Pro A(S)B ‘
1185 11 90 1‘1 ; 1200
“GIn G’In Leu Tyr Asn Va'l G'!u A'Ia Thr ser Tyr‘ A'Ia Leu ‘Leu Ala Leu .
. ’ 1205 1210 1215 . .
. Eeu Leu Leu Lys Asp Phé Asp Ser Va1 Pro Pro Va'i val Arg Trp Leu .
: 1220 1225 1230
Asn G'iu G;g Ar'g Tyr Tyr GTy G'Iy G1y Wr‘ G'iy SerlThg Gln Ala Thr'
Phe Met val Phe G1n A'!a ‘Leu- ATa G'tn Tyr GIn Thr-Asp Va'[ Pro Asp‘
A 12500 . 3.255 1260
‘His Lys Asp Léu Asn Met Asp val Ser Phe strLeu Pro ser Arg Ser
1265 Dradge i . . L - 1278 T 1280
ser Ala Thr Thi Phe Arg Leu-Leil Trp Glu Ash 'Gly Asm Leu Leu Arg
_ 1285 -, ©  ."'1290 - .- 1295
Ser  Glu.Glu Thr Lys GlIn ‘Asn Glu Ala Phe ser Leu Thr A"ia Lys G"ly
1300 1305 “ . 1310
LYS G'ly Arg: Gly Thr‘ Leu Ser val val A’Ia val TYyr His A'Ia Lys Leu -
1315 1320 o 1325 P
Lys Ser Lys vaT--Thr Cys Lys Lys-Pha 'Asp'l.‘eu Arg val Ser Ile Arg
1330 - « 4335 -+ 134 < _
Pro Ala Pro Glu Thr Ala Lys Lys Pro Glu Glu Ala Lys Asn Thr Met
- 1345 1350 - A355 : " 1360
Phe Leu Glu ITe Cys Thr Lys Tyr Leu Gly Asp val Asp Ala Thr Met
1365 : 1370 . 1375
ser Ile Leu Asp Ile Ser Met Met Thr Gly Phe Ala Pro Asp Thr Lys
1380 1385 1390
Asp Leu GTu Leu Leu Ala Ser Giy val Asp Af‘g Tyr Iie Ser Lys ‘i‘yr
1395 1400 , 1405

-65-




R

GNE0250PCTSeq
Glu Met Asn Lys Ala pPhe Ser Asn Lys Asn Thr teu Ile Ile Tyr Leu

1410 1415 1420

Glu Lys Ile Ser His Thr Glu Glu Asp Cys_Leu Thr Phe Lys val His
1425 . 1430 1435 1440

GIn Tyr Phe Asn val Gly Leu Ile G'In Pro Gly Ser val Lys val Tyr
; 1445 1450 - 1455 .
Ser Tyr Tyr Asn-Leu Glu Glu Ser Cys Thr Arg Phe Tyr His Pro Glu’
- 1460 . . 1465 1470
Lys Asp Asp Gly Met Leu Ser Lys Leu Cys His Ser Glu Met Cys Arg
) 475 - . : 3480 - 1485
cys Ala Giu Glu- Asn Cyslphe Met Gln GlIn S'er‘lG'!n Glu Lys Ile Asn

1490

teu Asn Va’l Arg Leu Asp Lys Ala Cys Glu Pro Gly val Asp Tyr val
1505 : 151 1515 1520

Tyr Lys Thr Glu Leu Thr Asn Ile Lys ~Leu Leu Asp Asp Phe Asp Glu
) s, A525 ¢ 1530 1535 .

Tyr Thr Met Thr ITe Gin-Gln val Ile Lys Ser Gly Ser Asp Glu val
“T1540 - L0 . 1545 1550 _

*GIn A'Ialtﬂ-y GIn Gla 'Jir-gf. Lys phe Tle ser His I1e1Ly§ Cys Arg Asn

‘Ala Leu Lys ‘Leu. G’In Lys Gly Lys Lys “lyr Leu Met ‘Trp Gly Leu Ser
2575 - 1580 i

15?0
Ser- Asp Leu 'Tr‘p G'ly G1u Lys Pro Asn Thr‘ ser Tyr- 1le Tle Giy Lys i
1585 ¢ 159 1595 160

A'sp Thr Trp Va] G'lu st Tr'p Pr'o Glu Ala. G‘tu Glu Cys Gln Asp G'In
- 605 "1610 . 1615

7hys Tyr' G'In Lgs G'In cys G'lu Gl ullég.lél Gly A:ia Phe Thr Glu Ser Me-t- ’

S 1630

'_'Va'l vaJ Tyr G!y Cys Pro Asn'-‘-
‘ 1635 - -

4210&,11;"
' <211> 14

<212> PRT ° '
<213> Artificial 5equence

<220>

-<223> Descri pt1 on of Artifici a'l Sequence synthetic

pept1 ‘de

<400> 11

Arg Ala Ser Gln Seg I'ie Ser ser Tyr Leu A'la
10

C <210 12
<211 7

<212> PRT.
<213> Artificial saquence

<220>
<223> Descr1 pt1 on of Artificial Sequence: Synthetic

peptide

<400> 12 '
G'Iy Ala ser ser Argsy Ala Ser

<210> 13
<211> 214




"y GNEO250PCTSeq
<212> PRT
<213> Homo sapiens

<400> 13
" Asp Ile GIn Met Thr Gin Ser Pro Ser Ser -Leu Ser Ala Ser Va; Gly
1 5 ' 10 i

Asp Arg val Thr Ile Thr Cys Arg Ala Ser Gln Asp val Asn Thr Ala’
- 20 25° 30 - .

val Ala Trp'Tyr' GIn GIn Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 o 45

Tyr.Ser Ala ser phe Leu 'I“y; ser Gly val Pro Ser Arg Phe Ser Gly
50 - 5 60 :

ser Arg Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 o 80

Glu Asp Phe-Ala Thr Tyr Tyr Cys Gln Ggg i—l'is'Tyr Thr Thr chs) Pro
- 85 °

N i . ? .
Thr pPhe Gly Gln Gly Thr Lys val-Glu Ile Lys Arg Thr val ‘Ala Ala,
.o 100 - 105 o110 . .

. pro Ser val Phe Ile Phe Pro Pre Ser Asp Glu Gln Leu Lys Ser Gly
1i15. - : 120 0 1-25 -

Thr .ala Ser val val Cys Leu Leu.Asn Asn Phe Tyr Pro Arg Giu_-A?a
130, _ 135 _ 140 . .

. Lys.val &lIn Trp Lys- val Asp Asn Ala Leu Gln Ser Gly Asn’ Ser Gln.
5 S 150 155 .- 160

Glu ser val Thr G11._I— Gln Asp Ser Lys Asp Ser Thr Tyr ser Leu ‘Ser
: 165 _ 7 B v £

" ser Thr Leu Thr -Leu Ser Lys Ala Asp Tyr Glu Lys His Lys val ?fyr, :
T 180 . ST . -.-190. :

Ala‘Cys Glu val Thr His GIn Gly Leu Ser Ser Pro val Thr Lys ser .
. ©195 e ’ 200 - 20_5 o -

__Phe Asn Arg Gly Glu-Cys
- LT 210

. <210> 14

<211> 449

<212> PRT

<213> Homo sapiens
<400> 14 } - ) . i
G'Ig val Gln Leu Va‘é -Glu ser Gly Gly Gl%)l Leu val Gln Pro G':Il}sr Gly

Ser Leu Arg ng ser Cys Ala Ala Sgg Gly Phe Asn TIle ng Aﬁp Thr

CTyr ITlé H;g Trp val Arg GIn A}l% Pro Gly Lys Gly ng Glu Trp val

Ala 'Agg Ile Tyr Pro ,T.hr‘* Agg Gly Tyr Thr Arg 1‘%6 Ala Asp Ser val

Lgs Gly Arg Phe Thr Ile Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
- 65 70 75 . 80

_ Leu GIn Met ‘Asn s.eg Leu Arg Ala Glu Agp Thr Ala val Tyr T)g/g Cys
8 0 - o .

ser Arg Trp Gly Gly Asp Gly Phe Tyr Ala Met Asp Tyr Trp Gly Gln
. 100 . 105 110

Gly Thr teu val Thr val Ser Ser Ala Ser Thr Lys Gly Pro Ser val
115 120 -125

-67-




Phe
Leu
145
Trp
. Leu
Ser
Pro

Lys

225:

Pra

'j Ser

Asn

Z vak

© 305
 Glu
=7 Lys
Thr
Thr
Glu
385

- Leu

Lys

Glu

Gly

Pro
130
Gly
AsSn
G?n
ser
Ser
210

The

ser

Arg.

Pro

Ala

290

val

Tyr

Thr
Leu

C&s

1370

Ser

Asp

Ser

Ala

Leu
Cys
ser
ser
ser
195
Asn
His
val
Thr
Glu
275
Lys
Ser
LYsS
Ile
Pro
355

Leu

Asn

Ser’

Arg

Leu
435

<210> 15
<211> 7
<212> PRT .
<213> artificial Sequence

<220>

<223> Description: of Artificial Sequence

Phe
.- 245

Ala
Leu
Gly
ser
180
Leu

Thr

Thr

Pro
260

val

Thr

val’

cys

Ser

340

Pro
val
Gly
Asp
Trp

420

His

peptide

<400> 15
Arg GIn Asn GlIn Glu Leu Lys

Pro

val

ser

Lys
150

ser
135

Asp

Ala Leu Thr

165.

Gly
Gly
Lys
Cys
Leu
Glu
Lys

Lys

Leuw

Lys
325
Lys

ser

Lys

Gln

Gly

-405

Glh

Asn

Pro

Leu

Thr

val

Pro
230
Phe

val

Phe

Thr.
310

val

At

Arg
G1y

P.‘l"O

-390

ser
Gln

His

-

Tyr

Gln

Asp

215

Pro

Pro-

Thr

Asn

Arg
© 295,

val

Ser
Lys
Glu

Phe

375

Giu

Phe.

‘GTy

Tyr

Lys
Tyr
Ser
ser
%
Lys
Cys
Pro
Cys

Trp

-280

Glu

Leu
Asn |
Gly

Glu
- 360

TYr

Asn.

phe

Asn

Thr

440

ser
rhe
Gly

Leu

185

Tyr
Lys

Pro

Lys

val

265

Tyr

Glu

His

Lys

Met

Pro

Asn
Léu
val

425
GIn

-68-

GNEQ250PCTSeq-

Thr ser Gly Gly Thr Ala Ala
140

Pro
val
170
ser
Ile
val
Ala

Pro

250
val

val

Glin

6In

Pro

Tyr

Tyr.

410
Phe

Lys

Glu
155
His

ser

Cys

Glu

Pro
235
Lys
val

Asp

Tyr

Asp
315

Ala
7330
i
©.345
“Thr.

1éu.

Arg

Lys

Asp.

iys
395

ser

Ser

ser.

Pro
Thr
val
Asn
Pro
220
Glu
Asp
Asﬁ
Gly

Asn

val.

Phe
val
vai
205
Lys
Leu
Thr

val

-Val

285

Ser

300

Trp

Pro

Glu
Ast
Tile
380
Thr
Lys

Cys

Leu

Leu
Ala

Pro

Gln

365
ala

Thr
‘Leu
ser

Ser

445

‘Synthetic

The
Pro
Thr
190
Asn
ser
Leu
Leu
ser

270

Glu

Th

Asn

P-l"O

Gln

val
Ala
175
val
His
Cys
Gly
Met
255
His
val
Tyr

Gly

Ile

335

va'l

350

val.

val

Pro

Thr

val

-430
Leu

Ser’

G1q
Pro
val
415
Met

ser

Ser
160
val
Pro
Asp
Asp
Gly
240
Ile-

‘Glu

His
Arg

Lys .

320

Glu’
Tyr
Lleu
Trp

val
400

Asp.

His

Pro




GNEQ250PCTSeq
i 5

<210> 16

<211> §

<212> PRT

<213> artificial Sequence

<220> ‘
<223> pescription of Artificial Sequence. synthetic

pept1de

<400> 16 -
Ty{ His His- Phe I]g

<210> 17

<211> 4

<212> PRT .
<213> Art1fﬁcia1_5equence

<220> :
‘<223> Descr1pt1on -of Art1f1c1a1 Sequence: Synthetic

peptide

<400> 17 : - ; SRR A =
Th; ser. ser Ser ¥ » S TR |

4

© <210>.18
~<211> 10 : R . o Bt B : o
<212> PRT" . y ; wv S
<213> Art1f1c1a1 Sequence ) . O I Lt

L 220> ’ ’ .
- <223> ‘Description of Aft1f1c1a1 Sequence. Synthet1c;-

pept1de .
<400> 18 IEVEEE i . G T
Ar% Ash -Ala Leu TyE Gly ser G1y G1y Tyr . BT . :

<210> 19 '
<211> 6
©<212> PRT
<213> Art1f1c1a1 sequence

. <2205 ' .
C 223> Descr1pt1on of Art1f1c1a1 Sequence: Synthet1c 6x
i o H1s tag , _

<400> 19 v
H1i ‘His H1s H1s H1§ His

-69-



