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3 Al A

BT

AT 1

SEQ ID NO: 169] o}r]:At Mgz o]Fo]x = (CLD18A2] Ag3tal CLDISA2E W3t A|x e 4s|E mjrfst=
3}-CLD18A2 3| = A,

3}

oFskaL,

o

37) F-CLDIBAZ FAE F4 7bA 4 (V) R A4 7hA 9 (V)

o
H

%471 V= SEQ ID NO: 1352 YeERE ofn| At MES ¥Fhstar, 7] Vi SEQ ID NO: 1422 YeERE ol
gteb= @-CLD18A2 &4,

A1gol ejA, 7] F-CLD18AZ &A=

rr

Vi

SEQ ID NO: 1352 YElJE olul:ak A 9S8 zH= VH @ SEQ ID NO: 1422 JERE ojuxit Adge 7t
E3kst= 7)HEl dAel Al -CLD18A2 3-A).

A 18k glel A, A7) 3-CLD18A2 A= 1gGl, 1gG2, 1gG3, IgG4, IgM, IgAl, IgA2, HH] IgA, IgD 2 IgE 3
A= o] FolA= Lorhy ey A F-CLDI18A2 FA].

A1gke] glojA, A7)l &A-CLDI8A2 &A= Q17 1g6l B J9S st A I-CLDISA2 4.
A1l deJA, A7) F-CLD18AZ A= A+ 74 A Ed J9& X33t AQl -CLD18AZ 4.

AL QolH, 7] F-CLDIsAZ FAE AZF L6l 21 B9 9 @ A7 sbsk 4 BW G TFshe
ZQ1 &-CLD18A2 A,

AT 7

A1drol] o)A, A7) 3-CLD18A2 &A= SEQ ID NO: 412 U= oluuwil AgS zk= A B 98
grah= 211 #-CLD18A2 4.

A+ 8

2,
—

ol 3lolA, 7] &-CLD18A2 &A= SEQ ID NO: 148%= uehli= ofvait e 2he A4 =W d9E
Z3ete A9l F-CLD18A2 A,

A13ke] glolA, A7) 3-CLD18A2 A+ SEQ ID NO: 4628 EhE oln| it AES zhe 23 B9 9o
¥ A 3-CLD18A2 &) .

Al1gel gloiA, 471 #-CLD18A2 &A= SEQ ID NO: 15002 Y& ofu vt AdS ke F3f 29 4oS
Z3rebe A9l F-CLD18A2 A,



ATE 1

A1gel oA, 7] F-CLD18A2 &&= SEQ ID NO: 15022 YeRl= o

9 SEQ ID NO: 412 YERE ofneit MES 2h= A EW 998 X338k A<l I-CLD18A2 A,
A7 12

CLD18A2¢l AfFalar, CLDIBA2E st Aol A3lE vivlsts 59 2 A ZA,

371 ZAE a7l AE () WA (ix) oA dess drad 24 9 (RL, CDR2 % CDR39] AEE =3}
= e 7 =]l (ViDek A 7hi E=d]l (VL) Eghshar:
(i) VH: CDR1: SEQ ID NO: 115¢] 9% 45-52, CDR2: SEQ ID NO: 115¢] $1% 70-77, CDR3: SEQ ID NO: 1159]

9] 116-125, VL: CDR1: SEQ ID NO: 1229] 91X 49-53, CDR2: SEQ ID NO: 122¢] ¢]x] 71-73, CDR3: SEQ ID
NO: 122¢] $1X] 110-118,

(ii) VH: CDR1: SEQ ID NO: 1169] ] 45-52, CDR2: SEQ ID NO: 1169 ¢]x] 70-77, CDR3: SEQ ID NO: 116<]
912 116-126, VL: CDR1: SEQ ID NO: 1219 £]x] 47-58, CDR2: SEQ ID NO: 1219¢] ¢]x] 76-78, CDR3: SEQ ID
NO: 1219] $1X] 115-123,

(iii) VH: CDR1: SEQ ID NO: 117¢] 91X 45-52, CDR2: SEQ ID NO: 1179 $]x] 70-77, CDR3: SEQ ID NO: 117¢]
912 116-124, VL: CDR1: SEQ ID NO: 1239 $]x] 47-52, CDR2: SEQ ID NO: 123¢] $]x] 70-72, CDR3: SEQ ID
NO: 1239] $1%] 109-117,

(iv) VH: CDR1: SEQ ID NO: 1199] $]x] 44-51, CDR2: SEQ ID NO: 1199 91X 69-76, CDR3: SEQ ID NO: 1192
91 115-125, VL: CDR1: SEQ ID NO: 1269 9% 47-58, CDR2: SEQ ID NO: 1269] $]x] 76-78, CDR3: SEQ ID
NO: 1269] %] 115-122,

(v) VH: CDR1: SEQ ID NO: 1189 9% 45-52, CDR2: SEQ ID NO: 1189] ¢X] 70-77, CDR3: SEQ ID NO: 1182
$1%] 116-126, VL: CDR1: SEQ ID NO: 1259] $]X] 47-58, CDR2: SEQ ID NO: 1259 9] 76-78, CDR3: SEQ ID
NO: 1259] $1X] 115-123,

(vi) VH: CDR1: SEQ ID NO: 1209] $]x] 45-53, CDR2: SEQ ID NO: 1209 ¢ 71-78, CDR3: SEQ ID NO: 1202
9% 117-128, VL: CDR1: SEQ ID NO: 1249] $]x] 47-58, CDR2: SEQ ID NO: 1249 $]x%] 76-78, CDR3: SEQ ID
NO: 1249] %] 115-123,

(vii) VH: CDR1: SEQ ID NO: 1209] ¢]x] 45-53, CDR2: SEQ ID NO: 120¢] $]x] 71-78, CDR3: SEQ ID NO: 1202
9% 117-128, VL: CDR1: SEQ ID NO: 1279] $1X] 47-58, CDR2: SEQ ID NO: 1279 $x] 76-78, CDR3: SEQ ID
NO: 1279] $1X] 115-123,

(viii) VH: CDR1: SEQ ID NO: 1209] $]X] 45-53, CDR2: SEQ ID NO: 120¢] ¢ 71-78, CDR3: SEQ ID NO: 120
o] 9)x] 117-128, VL: CDR1: SEQ ID NO: 1282] 9Jx] 47-58, CDR2: SEQ ID NO: 1289 9% 76-78, CDR3: SEQ
ID NO: 1289] ¢4 115-123, ¥

(ix) VH: CDR1: SEQ ID NO: 1209] $]x] 45-53, CDR2: SEQ ID NO: 1209 ¢ 71-78, CDR3: SEQ ID NO: 1202
9% 117-128, VL: CDR1: SEQ ID NO: 1299] $]X] 47-52, CDR2: SEQ ID NO: 129¢] €] 70-72, CDR3: SEQ ID
NO: 1299] $1%] 109-117,

A7) @A VR L = @l Felgletels A el A RaEE AR A,
379 13

Al12gel 3lelA,

CLD18A1 ¥ CLD18A2¢l AFsAY, Tz

CLD18A2] Agtalx|ut CLD18ALY] Agtalx] = A &4,

37 14

A12del oM, T AEE £33 237 A E(effector cell)oll A 713 A<l A,

_4_
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A3 15

A12ge] AojA, A7) A= 1g6Gl, IgG2a 2 1gG2bE ESHsh= 1gG2, 1gG3, I1gG4, IgM, IgAl, IgA2, EH]
IgA, IgD, IgE @A, o]F 5old A 4 thw 5old IA R o|FojX= ToZHE Aex= A 4.

AT 16
A 158kl o)A,

CLD18l ujgh A1 A3t Solgd #

Fc 84 =8 T AE F8A42 A2 54 oIEXo] that A2 23 S04

S ¥FelE o]F EolF wE tE Sol7 A9 A9 A

AT 17

A123ke] 9lelA], CLD18A2S SEQ ID NO: 20l wE ofpw|wal A ES zk= AQl a4
A7 18

A3l 2lo]A, CLD18A1S SEQ ID NO: 8ol wh ojn|=al MES zH= A<l A

A3 19
A28k 9lolA], AtolglE Aol HHo| EA5HE (LD18A2Y] M (native) AT EZo] AdtstE A A,
AT 20

A1238e] gJolA], SEQ ID NO: 132, 133, 134, 135, 136, 137 @ o]59 WHO R o]FojxEx FogXHE M

HE oAl NS ek S M 99 (VIDE ek A A
A3 21

A128e] 9JojA, SEQ ID NO: 138, 139, 140, 141, 142, 143, 144, 145, 146 2 o]E9 YHOZ o]FofA|=
FomRE Ausi opvneit 4GS TP A4 Jhd 99 (L& TP A A,

AT 22

AoA, a7l s (1) WA (ix) FollA AEsEs S 7P 49 (Ve A4 7B 99 (V)¢

VLS SEQ ID NO: 1392 YeERf & ofmjxal Y e 7 9HS s,
(ii) VHE SEQ ID NO: 1332 YEldl= opr|ieAl A e I ©Hs ¥xgsia, ¥

VLS SEQ ID NO: 1382 YeEl&E olmjxal Y e 7 wHS 36,

hul

(iii) VHE= SEQ ID NO: 1342 bR ofu]ysl Aol mi o whAS ¥atetm, @
VL& SEQ ID NO: 1402 UERJE ofmwal 4d v 7 v9#HS ¥3+sl1,

(iv) VHE SEQ ID NO: 136 LhEPUl:E ofm]ial A me= o
VL& SEQ ID NO: 1432 UERfE ofmwal Ad v 7 9#HS ¥3+sla,

(v) VH¥= SEQ ID NO: 1352 el = ofm| =ik 4

3
5
rr
M
%
)

VLS SEQ ID NO: 1422 YERJE ojnjx2ak Y = 7 gAS ¥33ta,
(vi) VH= SEQ ID NO: 1372 YEE olvxat A = 1 9HS ¥3ksta, ¢

VLS SEQ ID NO: 1412 YERgE ojnjxak Y == 7 gA-S ¥3st1,
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117
i
rr
M
AV
)
o
[

o
ol
=

b=}

(vii) VH¥= SEQ ID NO: 137& uEhfE ofm)eit A
VL2 SEQ ID NO: 144% YeR= ofv] et M B 1 @S ¥3shar,

(viii) VH= SEQ ID NO: 1372 YtERl= ofw]iedt MY = 1 @S ¥9hstal, o
VL2 SEQ ID NO: 1458 YeRll= ofv] At A d e 1 @S ¥3sha,

(ix) VHi= SEQ ID NO: 1372 YeRE opv|wAt A ®es 2 WS ¥9hsta, U
VL SEQ ID NO: 146% el oluieil A9 %& 1 9iS X e},

AT 23

A28l el A,

(i) SEQ ID NO: 115, 116, 117, 118, 119, 120 % 1¢] @HOZ o] FofX]= T o2 5

)
e TPehs F4 L/ EE

o
o
=
i
fr
_|O_‘
)
I

(ii) SEQ ID NO: 121, 122, 123, 124, 125, 126, 127, 128, 129 ¥ 19| T@HOZ o] FojX|= T O ZHH

Hi obrledt AAS g FAE TP A BA.

AT 24

=
(i) Z#+= SEQ ID NO: 115% YEhE opn| it g == 1 vHS ¥, 2

5
aY)
)
tlo
Hel
%
[0
ol
k]

7d#li= SEQ ID NO: 1222 yehl= opr| =it M =

(ii) =4+ SEQ ID NO: 1162 YEf= oAt Ad s 1 ©H s xdsta, ¥

hul

4= SEQ ID NO: 1212 YeERE ofn Al Ad ®E 7 9HS Eshal,

(iii) =4= SEQ ID NO: 1172 YEeERNE opr|wAt AE Ee= I ©wis ¥3sta, ¥

hul

4= SEQ ID NO: 1232 YERE ofn Al Ad EE 7 wHS Eshal,
(iv) == SEQ ID NO: 1192 Yehfis= opvlieit M B 0 @s E3sta, 8

4= SEQ ID NO: 1262 YERE ofnwAb Ad ®E 7 @S Eshal,

e
5
r

5
aul
=
[o

kel
3(_',

QL

k]
b=

(v) S#+ SEQ ID NO: 1182 uYEhfE ofmal A
4= SEQ ID NO: 1252 YERE ofn Al Ad ®E 7 9SS Eshal,

(vi) == SEQ ID NO: 1202 YEhE opr)al Mg e 1 9H S ¥3keta, 2

hul

7431 SEQ ID NO: 1242 vehili= opm|wal M ®== 1 g Edehal,

(vii) =#= SEQ ID NO: 1202 vehfE opnxal AE = 1 A S ¥3keta, 2
7= SEQ ID NO: 1272 YeR& ofueit Y e oA st

(viii) 2= SEQ ID NO: 1202 YERE= o}m =it A

§
v
e
tlo
e
i
EL
=&

74 SEQ ID NO: 1282 YERNE ofmieit Y e
(ix) =+ SEQ ID NO: 1202 YEhE opr)al MY e 11 9RH S ¥3keta, 2
A= SEQ ID NO: 1292 uehfi= opvxeit AE Ee 1 ddlS x3dct

A3 25
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A3 26

i?)]_
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(head-neck cancer),

AT 27

A

yige] 41

7l € & °F

[0001]

7Hdk o]

= Aol

o o et}

AU

o] ZF (recruitement) % HA AL W

=
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Jail

el

wr
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<
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[0002]

0

KN
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=
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QI
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L
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ki3
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o

oF

Hl 4 7] &

[0003]

o]

o4 91 (under)

F Ax
7F-E| 3 E (counterpart)® WA ECH. (D20 (HFEAHW), (D52 (Fr2-1H)

=
o

3
=

=

M
o
"
P

(D22 (e

=t}
=

& 5
sfol=ebal I

171 el 3
(=X

5
1(CEA) #

o
s

&

o}
=

A Eo](repertoire) s ¢
AEL gopA

=
yu

E

u
A(differential) FH/de tf

=
=
d o]

A

7V 1gG

™

s

A8 AEE 9% 53 (homotypic) Al

3|
T

s,

FHel a2g] o))

ol g

Foll Al =23} (localize) BT},

43) AZ A 2 (Bp-CA)

o} §-

= O
=

A

g}-Ep—-CAM 3}
Aol M7t

5}
Foll Ep—CAM

34

-2

A, 1(high)

<ml

=
[€]

-
It
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i, s

/BL byl

JAE B2 BAYE T

R E
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EER

Pl
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e

rq
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[0005]
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=
=

)= AR eF 27,9 / 27,72 kD

NP_001002026

)

CEER R

S !

NM_001002026

Zho]~ WolA| 2 (CLDISA2):

A~
—=

A (tight junction) Wol ¢

9 olg

|

=

KSR
p

=1 e)

|

Aol A, FF(occludin)

=

Jaal

= ol&

|

=

25t}

94 (paracellular)
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o] Al
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JJ
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o

70
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[0006]

[0007]

[0008]

[0009]

[0010]

[0011]

[0012]

[0013]

CLD18< HEg 23], 47H9] 274

G ATk 2 CLDIse] WY Aold A
Aol Aol Ao A48 4 glrks AL i+
[e})]

Yeldl= A5E vHEJT. ZE9-d e Ao Fdg v
TE 8 AdyE vpe} o], shube] JAMF(CLDI-YAMIF-1) = ZE MY 254 FdYo] 43 I
ZHlel(T) o2 gstslar, 2719 AlEL] FX (AFA 99 1 2 254 99 20 9 ¥ (embrace)d FX
1; &5 99 3 B 4o o3 23 Fx 2)v= FAET. FHA A (CLDIS- A vl #-2) = PMP22E 913
A H}Q]- Zol, "HEg2Aud #dad (Taylor et al., J. Neurosc. Res. 62:15-27, 2000)¢] t}& v =
FHA B ARA A EEQIES WA 2 A ”—}%Jﬂr ZQl Apeld] K9] (F2D3)E M2EYel7] ¢8|
Zotzvl vhe s ek ¥evh. ARA °1ZﬂHHJJr(CLDIS—O‘iﬂHH}Jr—S)—E, AdA 2 A 25 949
of o3 xFE 279 UF AFAd FdYol e T MAEY E=HlS ouEi, o3l dA e wEd E=HRlE
2 Zgert, F2xp3 o AEF A N-S T A3} Alo]EC] &4 Hﬂfoﬂ Seh9-d-18 EZ =] (topology) W]
A= CLDI8 &

222- 4 CLD18 EZ&EA-32 F7F4Ql AEUN-Z2]Z 43} Alo]EE F+=th(habour).
= el olgk sEehols wWolAle] Aol ofel CLDI8 &Akel] F7beal, o] whg-
ul

Wt (Niimi, Mol. Cell. Biol. 21:7380-90, 2001). ZAZglo]~ wWolxE (LDIRAL ¢

h=|
2oelzk el A 2L
CLD18A2> AWA 21 N-Z& ofu|:AtEo A tam, oz AMAl ™ ¥ F21& ¥3she Whd, C-Ede %
7] g qde Fdsi
CLD18A1S AeEzo=w AA o = ¢ AyEd FdEE= vbd, CLDISA2E $ AXEE Ao 27 234
(Niimi, Mol. Cell. Biol. 21:7380-90, 2001). 7} Z @3, CLD18A2E ¢ Ayle] &3ty #H2 1 AEE
2 AHAT, 9 7] AE o= grt. w7HsE RT-PCRS o] &ste], ¢8& WolAE =%7F ojwdr AAt
QIZF ZN BN HENSEA FANE, QI oF AEF Buk olyg 9, Hw, HA 2 ¥ FIES IJHI
9 o FEEA A HdEvE AL RAHYU. HHS o)y Ekl‘éﬁ Aok MBEFHA M F=
27 Aot}
Aol BaeEs Wy oy W A3 A FF A vEoh. A7 237 oA #EE niExg duAe
Y=g 2438 33E PNGase F2 273 £3ES Al gl 93] oA #zE wle} o] T3 Ex1aF oA
Agd 4 9k, o]& (LD18o] 1 g4 X2 FhEFE Hlusle] Stolx B N-F|IZAstdAtE AS A|AIS
o}, o]g3d FxF Aol WMAY CYEZE doy|E= A Buh. AEZHC N-Z A3} REZTE Bzl 2
D3 =l oA aall6 $x]oltt
ggol &
s st = A
2 wyo] w2 gojE5 "CLDI8" ¥ "CLDIS-WolA"E (i) CLDI8-2Z o]z~ WolAS, (ii) CLDI-N-=Z& =4

O~
Aol S, (iii) CLDIS-YA M HelAES, (iv) AEIF AU o]&Ae] x5
PHow AHE WolAE Z (v) CLDIS-¢F #HE 2 (LDI8-H]-¢F AX #AHF Wo|AES £3He Ao},

CLD189] EAZF 3 7154 5452 o #AE A A o AzWe A we FvEe wHo=
R olAEE 53] (1) FUE vae] 54 ddd A% A ER5E D18 F-A, (ii) CLDI8AZ WolA)]
el wabe 9 AESEA flolms= (dispensible) ¥ Hehome] A, o] 9o F4-54 =71 A
¥ol s wEFd F du, (i) A 2 FFAAMAEE dolol FAAA 2pEA st W A=
9 (iv) ol fJAE EEZ=Z A (topology) 5] EAIEClth. g, AW o] FAlZ @2 A (LDI8S] &
F2 284 dES(vindowZ 71998 F Slvk. FF AxEo] SFuheUe DA, AR 49 2HdA U
Bhet wpsp o] Fehedle] FF 9 o|FH Aol ofd) WA AW olFME FAAA &7 Wi, TF
AEEL2 AER A 2 9 AgARE 0E £ de 2 @0d FE(pool) 9] A FEeHE 7H F 9l
A7 gueld Zekedel A dIEXE a9 FAE o3 HIomFE AW ofFA el
B35t

w e H5H F AWe HFeke] (Lb1ge] A= Aol Amel £&F FAES Aests Aotk of

79 HE e
we 2o



[0015]

[0016]

[0017]

[0018]

[0019]

[0020]

[0021]

[0022]

[0023]

[0024]

[0025]

[0026]

[0027]

[0028]

[0029]

S5S0ol 10-2099875

Bodge dutbow 9o, Awet, A, #HY, 2y, A XL(hepatic)%‘, 77 -} (head-neck
cancer), @3S HIET T I 2SS ok (LDISS Wdsts Alxet #dy dWs A8 9/Ee 4
Wwast7] 9k AmAEA 83 FAE AT

Q WHo A, 2 e (LD18 Al T8-S 7FAal, CLD18S Tdst= AEES] A& virsls Ao &
3t Aot} ZAE, A= CLDI8AL 2 CLD18A2] Adsla, © ZAl:, CLD18A1o] o} CLD18A2¢l Adrsit}.
FA=, B oage) Al CLD-QYAMR-19] £ EE 23 So|doly Adet}. FrHoR HAaE=
Aol A, el &)= CLD-YA M F-29] £330l So]Hola Ajtatn], 53], F2ZD3 ol 116 9] X[l A
AR N-=elZ A o]l Aol Evt o1 =Wl Aggitt. F7EARQ1L FACoA, 2 W] FA= F2Z D3 U
of 116 A2 AL N-2emadelo]d Aol =e] vlFemadskd el SolHoltt.

2 o] A ogk AXEES A= = A7) AEES] old] wraw CLD1sd dA e Adld] <&, © =
Ae, A7 A o8 2de CLD18A2°ﬂ gk Ao Agtel os) fFEHT. A FAldelA, ¥ e g
Aol 2371 AEed o3 ddE CLDI8ALS thst A3 7] AMrEe Hss fFE3tx &&

CLD18S Tt AEEL FAI= dAEE D, 53], TFE AL HAxE, A=t MxE, AT AE, A A
3, A A, A M, PR AXE, FARG X, 2 v AEE PR aoA] "R

FAE & 2y FAe WA B AESA (0 wWE S, A 45*4 AIE =24 (ADCO) vi7iE
&8, oFFEAL, T BF 1 1/HEE ADCC wi7lel &8je] fol
ol AL =

A A B odEe] FAs AEEe] (O WA §E BoslH 2.

g
~
t#
rir
1,
£y
L
oo

i
X
r
)
)
e}
=2
=
i,
oo
2
e,

|
1o
i
:oé

A= AEY ADCC Wi R3]S TH7] ME(effector cell)d EA oA dojutir, E3] o]AL Hi-Alo]E,
dal A, NK AL D PNSR AR oA dEHa, AHEaes dAAT

Eouty o] g el slvel, 917 T Azkstd A e 1 A W 5 o, 161, 1862, A
= IgG2a 2 IgG2b, IgG3, IgG4, IgM, IgAl, IgA2, H4H] IgA, IgD 2 IgE A= FAH oA A= 4 9l
t}.

2 oatgel »E HWo| wEW, (LDISS A= <17k CLD18, A= <17k CLD18A2, CLD18A2E EAIE AdWE: 2
of & ofu]:=At IS 7FX A, CLDISALS EAl= IS 8o upE ofu]it IS 7Fxt.

EWs A3E FAdA, B By A= AolglE AXE mHd A5 CLDIRY] M oI Exd ZAjtst
oh. F7E L FA| oA, B dgol A= oAE, EAE 9ot AlEo| Eo]F o]},

Hodbg o] Qlojo] Ao A, CLDI8S Al F o] L FE),

2oy e] 3= AEWE 2, 4, 6, 16, 18, 20, 21-23, 2 26-312 FAFE Tol|A] HHFE olu it AES
A e e AME R, B O udey O, e 7] 9id e JE s ddste SFAE B
A wE g \adg v or WoglslE dAS s W g3 52 ¢ drh. EAE, B age
A= oA A ghild FEls e 7 WAlYA dde Eo|Z otk

E93 MaHE FAdeA, B W A= 7EHE DSM ACC2737 (182-D1106-055), DSM ACC2738 (182-

D1106-056), DSM ACC2739 (182-D1106-057), DSM ACC2740 (182-D1106-058), DSM ACC2741 (182-D1106-059), DSM
ACC2742 (182-D1106-062), DSM ACC2743 (182-D1106-067), DSM ACC2745 (182-D758-035), DSM ACC2746 (182-
D758-036), DSM ACC2747 (182-D758-040), DSM ACC2748 (182-D1106-061), DSM ACC2808 (182-D1106-279), DSM
ACC2809 (182-D1106-294), E== DSM ACC2810 (182-D1106-362)2 7}A& F&o] ol& At}

A PRGN, B ouge] GAE Bh, BB, 4R £ ALEHAS RS AzAe] AFH),

F7HAQ] WellA], 2w 2 wge] IAAE AN 5 gl stolHE|Eube] ek Zlojth. upghA gk slo]H g
TulE 7]e s DSM ACC2737 (182-D1106-055), DSM ACC2738 (182-D1106-056), DSM ACC2739 (182-D1106-057),
DSM ACC2740 (182-D1106-058), DSM ACC2741 (182-D1106-059), DSM ACC2742 (182-D1106-062), DSM ACC2743
(182-D1106-067), DSM ACC2745 (182-D758-035), DSM ACC2746 (182-D758-036), DSM ACC2747 (182-D758-040),
DSM ACC2748 (182-D1106-061), DSM ACC2808 (182-D1106-279), DSM ACC2809 (182-D1106-294), i DSM
ACC2810 (182-D1106-362)Z 7HA|= A Eo|t}.
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[0031]
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[0033]

[0034]

[0035]

[0036]

[0037]

[0038]

[0039]

S5S0dl 10-2099875

oao] FAw o), 183-D758-035 Ao ks Fashial/mw o), 26012 IAE Ailste FES
o zm of7]e] ket

oy oo A 9/ A uAe 4 1 ZFACE H okdtHor 8rted HAE EFete oF
A A Eo] et 3ot}

F7H4 9 : 3
SAE xF3k=, (D18, FAl=, CLDI8A2E
b CLD18 FAI= 7] AEe] mo] W e,

ZF7FAQl "ol A B ah o (LD18, FAE CLDISA2E WEsts AXSd #dd g8 == 43S X8 EE o
Wt Wl #e Aoz B owbhgel A, A s:A e A 1 ZFANE, T L dwo & T AR5A
o} A 2 FFACIEE st O 2AES T WAE Y. FAE AW e FEe FY
A3 "AWola, E3 RO A, A=, #AAe, #He, WAk, A, -, FARG dygtom
AE ol AgE T, CLDISS A= A7) AXEE xwe| e

A, B age dAe dAE 2 A ATES 75t ol AXE Fd 98] == CLD18-Ho]
AZ Tlse 58S JHNY. BEE AEEE TFACA, B oabge] k4= CLD18A2d) @%LOPL 895 R
HH o CLD18A20 Z3dt SolAxt wluste] W EolAde 7k (LD18AlSl AFsAY CLDISAlel ZH3tslA|
Rt

2 ol w2 "A3M(binding) "ol &oE FAE 5ol Aol #I Aotk "EolF AL FAE H
£33 ZgA7F, v Ao Ay nlusie] Eo|XQl JIEEZE HEI B U HsA AT AS
oju e, whoF ZEA7E A2 1F dggRe W Y &) E Al ¥ Ageotd A2z v]as)

FotA AR, T A8ATE SolHor ddshs A4S A% dE A 109 o),
T 200 o, FA= s0u) o), B T, AEAlVE SolHor AdetA o= wAe A% &d A
(Kp) Bok e, 1008 o], 2008, 5008, ®i= 1000w o]/deltt.

2
=
=]
_|2i
rlo

oo o] gl EAE A AEe Zuel Bdd, CLD1sye] Addol o8, CLD18, =7l CLDISA2E wHd st
= AXE HAE wigt. A FACdNA, B 2w A= BA &G AESA (D0), «d7d), (LD18E
W3l A2 HolT 20-40% CDC Wi &3, EA1= 40-50% CDC w7} &3, 28]a o EA+= 50% o] &
e frdcr. 28 dAE e FAS s 7)o dAErh: 37H8, 38G5, 38H3, 39F11, 61C2, 26B5,
26D12, 28D10, 163E12, 175D10, 45C1, 125E1, ch-163E12, 2 ch-175D10. %= T}2A], X (DCE F 53 Ad)
Hate], ® utgo] dAle a3y AE(AAW, EeAtolE GAE, NK AEE 2 PINE)Q EA413}kol CLDIS
S BHE AEEY A dEH AEH AESAHACO)S FEdit, 283 s 3o FA S 2
Algth: 37G11, 37H8, 38G5, 38H3, 39F11, 43A11, 61C2, 26B5, 26D12, 28D10, 42E12, 163E12, 175D10, 45C1,
9 125E1. - wbge] A (LDISS WEslE AXEEY ofXEAAE fE5laL, (LDISS waEsts NEEY 5
g (homotypic) -2 FEshaL/Av A ME EASte] (LD18S Wdsts AXE] AMXE #ES fFEdr).
2 o] A= AV A" VIsAd §ARE s o THRIY. A, 2 wde] A= (LD18E sk

MAEESS CDC 7l &3 2 ADCC w7l 83lE f=sta, © FA|& CLD18S WdEst= MAEZE< ADCC Wizl &3

& fredhe Wi, 7] AZES] C vl &8l frEshA @erh. 2 dge] dAE 99 dEAel 14 Al
EEL o)A ATHE AL olyL}, (LDI8, A=, CLDISA2E Wdets wakAd e ¢t Ax, AFGA=E, 2
= Az, Hd AXE v ES JAXLES FH3. 5HI HsE FAdolA], & wde] A 93| UH7H
= MaEe] A CLD18AZO] HolHolal, =, & whiol A= AXE9] 4s)E wi/lstal, FA= CLDIsAZE
BH = Aol obd (LDI8AIS WEsle AXES 82 wizfshA] &+ (LD18A2E 4 }t AEE2 CDC E/
EE ADCC izl AZe] &siE wizfsith. Avle SAE 99k, A=k, A, wek, WA, AR,
&, FARY, FEYE ART G A B oA T AEE] AE wisist=d AFEE g .
2oyl gAE aREY A A E (D18E wdstE AEEA M &y Ve widlstes 59 uke

r

|

- CLD18A1 XX (LDI8A2E EE wilE 5] 7 2/ 259 Avt A4 (CLD18 2E&&fo]
2 WolAe] ),

-2y FAASH Y v-2 P stE (D18 WelAlE Eilste AlEAdel wizid &) e B/Ee AF A4

rﬂL
ol
rr
)
=l
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[0040]

[0041]
[0042]

[0043]

[0044]

[0045]

[0046]

[0047]

[0048]

[0049]

[0050]

[0051]

[0052]
[0053]
[0054]
[0055]
[0056]

[0057]

[0058]

- A o] A o] FAol & Yol (masked) CLD18-oll#Ezol ofgh A3 44,

- H]QIZF CLD18 WolA|, 53], vk, HE, sl 2 JFFEFE | CLDI8 WolAo Adate s wat 7}
Hag st 5 Q).

g o] A= skt o)l thee] AAS THAAL oFle)] fJEf o 7]el] AjAlE I wo] dA o] 54 & (2415,
26B5, 26D12, 28D10, 37G11, 37H8, 38G5, 38H3, 39F11, 41C6, 42R12, 43A11, 44E10, 47D12, 61C2, 75B8,
85A3, OE8, 19B9, 45C1, 125E1, 163E12, 166E2, 175D10, ch-43A11, ch-45C1, ch-125E1, ch-163E12, ch-166E2,
ch-175D10) 7} Fo]zIt}:

a) CLD18A1 %k o}ujz} CLD18A2 ZA3% (oAd], 26D12, 28D10, 37H8, 38H3, 39F11, 61C2, = 41C6)

b) CLD18Ale] o}ulg} CLD18A20l ZAd (oA, 26B5, 37G1l, 38G5, 42E12, and 43A11, 45C1, 125E1, 163E12,
166E2, 175D10, ch-43A11, ch-45C1, ch-125E1, ch-163E12, ch-166E2, ch-175D10)

c) flet #H AEE HEI 2F Ew W(non)-¢F AlESC] o8] A TAF= (LDI8e] ofd T AES 9
& Hd 2= CLD18ol AF (elzivl, 26B5, 75B8, 24H5, 39F11, 45C1, 125E1, 163E12, 166E2, 175D10).

d) CLD18A1S Wd3l= MEE] obd (LDI8A2E Wdsle= AEEQ (DC =" A&l uwiZl (A, 26D12,
28D10, 37H8, 2 39F11, 163E12, ch-125E1, ch-163E12, ch-175D10)

e) CLDI8% Wdsh= AlxSe ADCC =gl sl w7l (A2, 2685, 37G11, 37H8, 38G5, 38H3, 39F11,
43711, 47D12, R 61C2, ch-163E12, ch-175D10)

f) CLD18E Wdsl= AXES (DC vizi® Azl obd ADCC =% 28] wizl (o), 37G11, 42E12, H
43A11)

g) CLD18A2E st AMXEES (DC Fie As] 9 ADCC =¥ A w7 (olzid), 37H8, 38H3, 39F11, ch-
163E12, ch-175D10).

ol7le] tHER unle} o], B W] A= FrlFH R ey ge BE FH3)
a) 99 =71 AlZE7} obd A 919 E3lE AFo] A (A, 39F11)
b) A4 ¢ & But olyzl & A4 7| Fof| AgEelA] EA|wt o A|EE = RSl (oA, 26B5)

c) CLD18¢] 116 Y AlollAl HlZe|Z A st Asns X313l oFExe] At

O v WA A9 BA ATE A3 S s sk By ohel <7t CLDIsel A,
B owge) G ool AWHE AL ohUAW, vk, dE, AN, Avel N1 R AN Ffe Aol
3 FERRE Fd9 ¢ Aok B owwe) @At st F, FAE QuozRy fdu A BU 9ol o
£ FEEYE FUE F9 AT AlEs 23E e R4S FRc. EF, B owge s n F
E2E fUE A FU AT AIEsk A% 7199 B R Wk (franevork) Gt 2FH AshE B
Ag e,
wowge) A Felgey 9 wwIey PN RS, 162 (A0, 162, Kk, L), Ig6zb (710,
) Ig63 (AR, 1663, k., M) R Il FAF Rk aeht, oE G olxekd

i}

o T&H I, 1gG1, Ighl, 1gh2. 21| Igh, gD, 2 Igf A= Fgaict. sha= AH 3
ab, F(ab')s, By, @ Ak Fv @S Ei olE5e) 4 (bispecitic) IAE FHshs 2
A (hinge) F91 e =9} g4
PEE, (i) 2R 9ol g3d @
o FREY FAH 3 BY 998

Ag-mrel WogIEsd % o

|

o M

S
oy
ol
otk

(o3

3}
=

o S oy rr

PN

1z
p
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[0059]

[0060]
[0061]

[0062]

[0063]
[0064]
[0065]
[0066]
[0067]
[0068]
[0069]
[0070]
[0071]

[0072]

[0073]

[0074]

[0075]

SS90l 10-2099875

0S2003/0118592 2 US 2003/0133939¢] F7}A o2 A H T},

a) CLD18¢] Eo]& o3, E3|, CLDI8AZS| Eo]A<l;

b) CLD18, =3] CLD18A2o] thdk <k 100nM ©]3}, A= <k 5-10nM o8}, 2gal o &A= oF 1-3nM ©]&te] 2

g Zstx;

c) (D55/59 &7d W= (D55/59 ¥ AMEECNA H2 79 (DCE "I/l (nediate) 3t 59
d) CLD18S &3l AEES] S A= 59,

e) CLD18S Wdst= AEEY ol XEALE fTRste 59;

f) (LD18< wddt= MEEC] FF(homotypic) F3S FEshs 59,

g) anr] AxEe] EAdA (LD18E Hdst= AEES] ACE FEshs 59

h) CLD185 dsts TF AXxes 7He dde] s A&t 4

A
‘:H, &-C

=
—

SO

o] 3-CLD18 &A= =3 (derivatize)Ha, 2 AY EolAl(specificities)d &
Atk 5B FA e, & LS Aol slite] CLDISE A% #11 ZAj Seold (oA
I EWE(minetic)) ¥ Fe &3 (71, Fe-#vl RIS H]E3 Fe-vt 584, &

T THAIE F8A, i, (D35 Ae 23 Sold& vxe a7 Alxe] tigh A2ZEd 5ol

)
= olg5eld, vs 5ol 2AE AT,

go T 5 M
I +

o op oft i

wEbA], 2 3E 2 CLDI8 ¥ Fe 84 v T A 584, odxd], (D3d] EF AFsh= olF5old 2 tw
2 3-F3tt). Fe 8419 A58 1g6 584, FcyRI(CD64), FcyRIT(CD32), ¥ FcyRIII(CD16)S
H| 238k Fe-gul =84 (FeyR)oltt. IgA 84 (ol71dl, FcaRDE Y FES thE Fe F8AE E3 24E 5

Jm
s
o,
M
)
[
et

STk, Fe 484% FAE &9 AE, o, LieAjolE, dAME Bt 2458 e Hxe wue] 94
Aot Asd FANA, oFE0lY L tF Holyd At £8A0 WATERA Fo (AU, I Tt
1gh) A Aol ERNE THHE Aol EdA Fe $8A9% AFATh. qejmw, olF5ey @ BEseld ¥4

= W2 aRae 4Yss £Ed o8 uns ged.

o WA, 2 g o] F-CLD18 A= FEASHL, tE 7IeA &4, od7d, e fEH=E Es dd
(dAd), Fab @3)el AFEAY 5 LT, dEEC], £ 4y A= o2 A (A, o]F5lA
T OS5l FAE st feh), AlE=A(cytotoxin), AE #FHE e FA(AFHLE HZES WY
ZFACIEE Atalr] f3HE wEE s oo U EAY AA(entities)oll 71T HoR AF(dAAY, 3}
gd AZY, FAAE &, vEHE 2 T U02)E 4 Qduh. B aygo A U2 X334 FolofE]
(moieties) dxid], WAMELA, 22> &2 I &, AXFH AEFR] Ee ARG A F
ATH wEbA], B e tokg A FFAl0lE, o]F 5ol B teEeld w4 2 3 dwAS ¥gtetar,
o] A& (LDI8 & Al¥ol ZAgslar, 183k AXE def b2 BAES 4slsled AeE & o

ThE wollA], B oubme Boubgo] dhA|e] sl i 23y dA AW st or 387t5E 9AE ¥t
v 2AE 97, FH 2 dd 2AHE/VIES ATt 54 Ao, 2HES (DC 2/EE ACCE
Lot ofFEALE e S HES PHEE Ved 5AS T EBe rdEe i EXe Ajtehs
gAo] 23S et 2 dwe] A FAldeA, dA= g, E oo I-(LD18 RxIF2d FAF X
ol et 2AEEHR Xl AHEE 5 Ak, CdE Eof, AolsiAnt FrAQl &4S 7HA = §-(LDh18 &
Ae v 54 aads GAdsh] s 9 Angel 23E vk, Az FAdCA, 2PES okF
BEAAE fESE U2 F-(LD18 A9 g9 (DCE mi7fsts F-CLD1S AS df3tch. tE FA oA,
ZAEE a7 AExe EAddA BA AXY 2 anFel AsE uislsta, (LD1sS Wdss AXES A
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[0085]
[0086]
[0087]
[0088]
[0089]
[0090]
[0091]
[0092]
[0093]
[0094]
[0095]
[0096]
[0097]
[0098]

[0099]

[0100]

[0101]

[0102]

[0103]

S50l 10-2099875

E 7}A)= DSMZ(Mascheroder Weg 1b, 31824 Braunschweig, Germany; new address: Inhoffenstr. 7B, 31824
Braunschweig, Germany)ol 7|Etd ZAEo|t}:

a. 20054 10€ 19¥9) 71Es 7]

2
e

<. DSM ACC2737, 182-D1106-055

b. 200511 10€ 19 7]Etsl 7]EhHE DSM ACC2738, 182-D1106-056
c. 20051 10€ 19l 7]g¥ 7]Ehd % DSM ACC2739, 182-D1106-057
d. 20051 10€ 19 7]Etsl 7]EhHE DSM ACC2740, 182-D1106-058
e. 200511 109 199 7]Etsl 7]EhHE DSM ACC2741, 182-D1106-059
f. 20051 10 19l 7% 7]E 5 DSM ACC2742, 182-D1106-062
g. 2005 109 190 7]EtEl 7]EFHE DSM ACC2743, 182-D1106-067
h. 2005 11 179 7€+ 7]€hHS DSM ACC2745, 182-D758-035
i. 20054 11 17l 71E4 7]¥HS DSM ACC2746, 182-D758-036
j. 2005 119 17<el 71Erd 71Eh¥1S DSM ACC2747, 182-D758-040
k. 20051 11 179l 7€ 7]EhHS DSM ACC2748, 182-D1106-061
1. 200612 102 260 7]Etsl 7]EhHE DSM ACC2808, 182-D1106-279
m. 20063 109 26l 7]EEl 7P DSM ACC2809, 182-D1106-294

n. 20061 109 2699 71Etg 7]

£
)

% DSM ACC2810, 182-D1106-362

H ool ATy FAES AV AHE slolHyEnl; F 182-D1106-0559] 7 -l 437G11, 182-D1106-056<]
74 9-oll A37H8, 182-D1106-0572] Z$-olA 38G5, 182-D1106-0582] 74-9-ol438H3, 182-D1106-0592] 74-$-oll A
39F11, 182-D1106-0622] 7d-9-oflA] 43A11, 182-D1106-0672] 74-%-oll461C2, 182-D758-0352] 74-9-ll 4126B5, 182-
D758-0362] 73-$-oA 26D12, 182-D758-0402] 73-9-o| 428D10, 182-D1106-0612] 74-3-ol| A42E12, 182-D1106-2792]
Z§-ol A 125E1, 182-D1106-2942] Z-$-ol4 163E12, 2 182-D1106-3622] Z-$-olA4 175D10; 2 1A 2] 7] el3}
F 2 s FHERFTH FS57bestal AAE AEo|t.

Az FAdeA, 2 gy mE A5 583 7|dZisld JEEdA, FAES AEHT: 46 TE 150
o g& el ojuxt M e g dHS v FEE 7 S B Jgoriy fdd o HES
Faete FA9 B 99 (DS 288 FAES IF3tt. F7140 Adzd FAdeA, 2 dyed me
E3] 7ldegtstE FEHS, FASS AGWE: 41 EE 1489 o)F] UERY oluwAb A w1 v S v Es
A7F A B JgomRy fHH ofuxmAt IS IIetE A4 EW g9 ((L)S Zisle IFAES T
o), 593 daE FAdA, E aye] wE AL 5¥I] 7|vgstd s, FAES HIHE:
46 T 1500 98 YEhdt olmwal ME e o ddHS v FE3 Q17 CHEREH fid olvxt H9E ¥
el CHE ¥dtels FAET AEHT 41 T35 1480 e vehd opmedt A m= o diS vj33 <l
7F CLO2RE] 8% olux=At 4ES 23stE (LS el dASS a3}

AT 4600 &l YEhd ofn]ieal MES 38k CHE AT 450 o8] vehd sk 4dS ¥3ale
kel oz ZEE F Urh. AGHS: 15000 o3 vERd ofv| A AEE EEEE CHe AEvE: 1499 <
a et ik gs E3EE Sigkel] o8 mHE 4 ok A9 E: 419 98] yEehd opniAt IS X
et (LS AT 400 &) Yebd 3a Agde z3tels dike] oa] mHE & vk, ADHF: 1489
&) Yehd olueAt AES ¥3EE (LS AE9iE: 1474 o8] veEld A LS 23t sk o)
=29E v

> lo
Lo

2

U

H FA oA, Ao Z)vEtad FeES AEwME: 115, 116, 117, 118, 119, 120 & 74" o
Eooplmdt A9 9 O dulES 2Et FA4E T 9/EE A9Us: 121, 122, 123
124, 125, 126, 127, 128, 1298 FA % 9 A A 2 O dHES ¥3ele AAE

sk dAeS S

=2 o

2

51
oot

Aol Mzg A el

ol
2

, FAEe ZvEEkE dEES vl ThedE (1) WA (io25H A8
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[0104]

[0105]

[0106]

[0107]

[0108]

[0109]

[0110]

[0111]

[0112]

[0113]

[0114]

[0115]

S550ol 10-2099875

(1) %0&‘/},}]—“—:‘_—- Aioaﬂliﬂj’; 115Oﬂ /IOH L]—F/]—‘/]' O]—U] }\105 EE_‘]_:,_ 1 %Tﬂ%
o3& YERd oluwAt Y = g gHS gl

b
i)
g‘L
H

, AAE AEHE: 1229

(ii) A= A9 1169 93] Y ofueat Y e 7 dHS ¥dsty, A= AgdWs: 1219
913H L}'E}‘]T_]' O]—U]}J_‘_)‘\l— /\10& 55_‘1—_‘_ 1 %513% E@_@_,
(iii) 2=a8= Adws: 1179 98 Uehd ofnwst Ao w= 7 9WS 2ately, A= Adws: 1230
o] vehd olu)iAl Y xl o RS ¥8e)
(iv) 2= Aadma: 1199 98] Y oju] it A w2 7 99S Zaksia, A= Adws: 1269
913H L}'E}‘ﬂ' O]—U]}j‘_)‘\l /\103 5‘3.‘1_:‘? 1 %1‘5% Jﬁ—@_@_
(v) ZAH= Aduz: 1180 o8] eERd ofnwal A i o gdS wasla, AM= AJdds: 1259

o8] UEhd ofnAF e i g wHe ¥
(vi) == qdmz: 1200 o8] UER ofmnat Ho = o B#ES yaksla, A= ddE: 1249
916H L}'E}‘% O]’U] } A Oﬂ r= q_:l‘—jg Jﬁ—?—)‘;}_@_,

(vii) A= Aadus: 1200 93] JERF ofrweat A i 7 9He xdsla, Ads Adws: 1279
o YEhd oluxAt Y wE: o wES ¥

(ix) FAd= NEHI: 1200 93]
o3 Vel opn| At ME EE O

rﬂ L
k)
m o
(o3
=

Kol
=

A7Vl ARgE gAY i olm At o) e dhA Hde] AR F N- H/EE U gEE
A MEs vERdl= Agel #ek Aola, oA ol 7] A MEE HEP(replace) TS
wj, CLD18ol| wigt 7] Aol Aje FA=, of7]d 7|AE 7] FAEe] 7IsE, d7d, C v/ie &3
EE ADCC w7l &alE BASTh. FAE, ofv|wmal Ade] ©E A7) ofnieal A Fo ofn| it 7] E ]
Ao & 80%, FEAIE HolE 90%, 95%, 96%, 97%, 98%, i 99%E X 3reTh, AdWE: 115, 116, 117, 118,
119, 120, 121, 122, 123, 124, 125, 126, 127, 128, % 12902 FA R TdA HA=EE ofn=AF A ge] vy
o A7) Aol &3 Aolal, A= N-ZeholA 17, 18, 19, 20, 21, 22 TE 23709 olmw=AtSo] A AT}
AA71e] 71AE obm At Ade] T ES Y] ofn|walt MES IHEE At AEES] Z7te] T Bl o
=i

s 115°ﬂ 9]811 14‘5}4 opr] =t HE& 4—@5}% %ﬂéﬂ‘i AMEWF: 1000 o&f dehe gk 4DE
Ws: 1019 Sla) ehe 9 AE Tk Al 9 29E - A A
oblat NUS TS FAME Adus: 1020 ols) ek a2 AQe Eaeks aae] os) w9

4

F gtk AgwlE: 1199 o8] vehd opbmmal HEe E3eE FAME AEUE: 1040 o8] e 3
B AGE EFSHE O] o8 1YY & Ark, ADNE: 11se] o3 ek o it AIE T FA
i AQuE: 103 98 ek S A9e Fdshs dal o8 299 5 ol ALuE: 1200] €9
Hehd oln Al S EEddE FAHE IS 1059 93 velE ik gS xEsls a9
=99 % .

AmE: 12200 S8} vebed obuleal AAe EFSE A AGUE: 1079 g8 ekt A3 H9e ¥
Ftob= dliakel olsl mdE 4= Qvk. MIAWME: 12100 ofe e o}u]lj_i NS waat= Aae Adue
1069] ©la Uehhs A8 LS Tea Al o8 29E & ok Adus: 123011 Sl e o
b qESe xdEE AP AgHs: 1089 Q3] UEE A AY9e xaksls dlak

AduE: 1260] o8] Lt obulwt AQE Tashs A AGNE: 1Ll 91-11
Fohe 9] s =9d F Avk. AGRE: 1259 olaf et
1109] o) tEhbe A 4G s o
AL TYHE AN ADUE: 100 9 e
Agws: 12700 o8] v olveat AAS E£F

Fts Satel o8] =9d Ak, AAWE

_15_



[0116]

[0117]

[0118]

[0119]

[0120]

[0121]

[0122]

[0123]

[0124]

[0125]

[0126]

[0127]

[0128]

[0129]

113¢] 93] vEhveE A4k MEE 2Eete bl o ZEd & Ak AEHE: 1299 o3 vERd o
b Es xFeE Ade AduE: 1140l o& vElhdeE dak AEE sk kel o8 mHE g v
AsE FA oA, E dme] A= AEHS: 132, 133, 134, 135, 136, 137, ¥ 1 "o = FAHFE FdA
A ol AES Xste FAM 7 4G (VDS EFsH.

HNEE FA oA, B wEe] 3= 9 s: 138, 139, 140, 141, 142, 143, 144, 145, 1462 71 gHo=
T4 oA A obv At NES xdtete A 7HE 99 (VL) & 2ghelt.

999 AEE FAGAN, & 2 GAE G PR () 9 (0P A TAA L 3

(i) VHE AEHz: 1329] 93)
e ofn| et Md s O 9HS E%@

T
U
v
P
41
=
b
2
_*_
P
rlr
M
ey
i)
o
|
i
ol
K
=
rlo
>
e
'
ol
&
©
=2
lo
:Cg

(ii) VH= Az 1330 ofsf vehbs oppledt A B 7 ds Egstar, VL Mdws: 1389 2 ¢]
UEh= oppleat M B T @iE 299

)

=
fou ]
rr
>
i3
T,
fol
—
w
~
2
Lo
o
v
ful
v
rlr
o
=)
kr
r)v
>
iiea
b
s
[
v
)
o
|
o

skalar, VL& Adis: 1409 ¢
&) YEl= ofnwAl 4E e o gHS 3%
(iv) VHE A s: 1369 o&) velus olveal M e o 9#HS E£3sta, VLS HEHE: 1430 <o)
el obreAil AE e o d3HS X33
(v) VHE AEHz: 13590 98] vevs ol 4 e o 43S E3s6tar, VLS AI9HF: 1429 o)
el obneat 4E e o gHS X33
(vi) VHE Mgz 13790 98] velhs ofnjwal 4 i 2 dHS Estar, VLS I3 14100 93|
Uehte opn il AE e 1 gES $33)
(vii) VHE Mgz 13790 93] YEivhes ofu| et ME e I @S X308k, VLS Adils: 1449 9
) YEhE ofm Al 4dE mE O giHS Z3H3)

(viii) VHe AME¥z: 137 =5 2 @3l & Yeles oln|gt M9E ¥ghstar, VL& AdWs: 145

PH
rlr

(ix) V= A s 1379 ofsf e obvjeit MY e 1 dls Egshal, VL2 AEWs: 14600 93]
Uehts opulest M9 = 0 9is £33

AEE: 1320 o8] e ofml it

2
ue
o
bl
i
ol
ls
=
jmm}
rlr
>
147
rE
1-0{!
[@)]
(&)
2
o
__L?&
T
o
v
ls
e
2
>
ue
o
kel
i

sf Sjakel os) mEE 4 ok MAWE: 1330 98] uEhd opwnAt MAE s Ve MAHE: 56
of e v ik Mde iﬂﬂi ool ole] " ¢ vk AEUE: 1340 o3 uEhd oAt
MEE Eshs Ve Az 570 ofs) v gt Nds xdshe datel o8 smdd o gloh. M
ME: 13600 o3 el ofu At MAS EEEHE Ve AIWE: 599 o) vehds it NdS e
kel o] mHE 4 Ak, ADWE: 1350 o] vERG oAt MES ¥t VHE Adws: 584 9
s b Sat 1?&% b kel s mdE = Avk. Iz 1379 o] HEhd opvnit MAe
Egrshs Vile A= 600 ofsf yebbs Siat A Eetehs Sjatkel o8 mdd & A

A s 1399 ol Yebd olu|Al MES FdelE VLS MIHE: 620 o8 vEluE A IS £

sh aate] os) =Y Ak AGwE: 1380] o8] vhehd opn]wmal AAe wasHE LS AAWE: 61
of olsf vehbe S M9S z?;aow are] os) mEE vk, AQWs: 1400] o) e obu it
HAe TFSHE e AAME: 63 o5 tehtbs A% ADe T@se o] o8 2949 & Aok, A4
WE: 130l o8] vehd obuledt AAS Tashs VL& Adms: ool o8 ehbe a4 Hde Fgehs
k] ols) =9 5 gk, H?—i‘ﬂdi: 1426 o3 e obuieal RS ek VL AAME: 65e] o
) e s qde Zgehs et olal P 4 otk Adus: 14l old) YeEhd opnnal Hdg
S L AGNE: 6o ola) tEbe A DS s i) s mPE S odvh AU
Ladol] ofa] vhehd obulnt Qe EFeHE VL AAWE: 670 o8] thhbs A DS EFek Skl
o) ;Y F Ark. AAWME: 1459] ols) vhehd opv]:al NS TFSHE WL AAME: 680] o3 et
Ui S A Eeh Aol s mPE 5 vk, AGNS: 6ol o8] vehd oluleat Ade Eitel



[0130]

[0131]

[0132]

[0133]

[0134]

[0135]

[0136]

[0137]

[0138]

[0139]

[0140]

[0141]

[0142]

[0143]

[0144]

[0145]

[0146]

[0147]

[0148]

[0149]

VL2 s 690 os) vehtis Siat AdS Edehs Siatel o mdE 4 v
d AzE AN, & EEe] s gEe A () WA (v)EFE AgEs shie] AES] FH A
% 4] (DR1, CDR2 % CDR3E X3l VHE EFeTh:

(i) CDR1: ME¥HE 1159 45-529 X5, CDR2: AYHIE 1159 70-779 X5, CDR3: AEHIE 1159 116-125 ¥
A&

(ii) CDR1: AM&EW¥ s 1169 45-5291A5, CDR2: AdWsE 1169 70-77%91x1%, CDR3: AEHME 1162] 116-126
A=

(iii) CDR1: MEWZ 1179 45-5291X%E, (DR2: MY9WE 1179 70-779X5, CDR3: MEHZ 1179 116-124
A=

(iv) CDR1: AM&EW¥ s 1189 45-5291A| 5, CDR2: AdWs 1189 70-77%91*%, CDR3: A&EME 1182 116-126
A=

(v) CDR1: ME9¥HE 1199 44-519 X5, CDR2: AEHIE 1199 69-769 X5, CDR3: ADHIZ 1199 115-125 ¥

As, %

(vi) CDR1: M¥E®Ws 1209 45-53¥X]E, CDR2: AMAHZE 1209 71-7891XE, CDR3: AAHZE 120¢] 117-128
A E.

d AsE FACAA, 2 Bye] A= g FAd (1) WA (ix)E2FH A9sEs v MES dr
d odo (DR1, CDR2 ¥ CDR3E x&sl= VLS Fgsir):

i

8

(i) CDR1: A ¥9¥3s 1219 47-589XE, CDR2: AEW¥HSE 1219 76-789 X5, CDR3: AG¥IE 1219 115-123 ¢

=] =

A&,

(ii) CDR1: M¥EwWs 1229 49-539X]E, CDR2: AMAHZE 1229 71-739XE, CDR3: AAHZE 122¢] 110-118
A E,

(iii) CDR1: M ¥E¥Z 1239 47-5291X%, (DR2: MY9W3E 1239 70-729 X5, CDR3: A EHZ 1239 109-117
A E,

(iv) CDR1: A ¥HZ 1249 47-58Y XL, CDR2: AAHZ 1249 76-78XE, (DR3: AEWIE 1249 115-123
A E,

(v) CDR1: MYHZ 1259 47-589 X%, (DR2: AEHE 1259 76-78Y X5, CDR3: A EHIZ 1259 115-123 9

s,

(vi) CDR1: MEWI 1269 47-5891X]5, CDR2: A YHIE 1269 76-789)A%, CDR3: A LH3Z 1269 115-122
A E,

(vii) CDR1: MEHZ 1279 47-589)%]E, CDR2: LI 1279 76-78Y &, CDR3: AIHIZ 1279 115-123
A E,

(viii) CDR1: A ¥EHZ 1289] 47-5891%%, CDR2: A EH % 1289] 76-78¢1 X &, CDR3: LW s 1289 115-123
x5, 4

(ix) CDR1: MEWZE 1299 47-5291X]5, CDR2: A YWHE 1299 70-7291A%, CDR3: A LWH3Z 1299 109-117
A E.

AEE s FAdelA, &
o CDR1, CDR2 ¥ CDR3E Z

Rige

=

I ls

I

15}

7] A (1) WA (x)RFE Adese @ AES dns 44 o
shikel x9te]l VH 2 VLS EFH3h:

2
ol

N of

st

(i) VH: CDR1: AdwiZ: 1159 45-52 91x%5, C(DR2: MAwE: 1159 70-77 $1x%, C(DR3: AAWE: 1159
116-125 91415, VL CDR1: ANAW&: 1229] 49-53 $1A1%, (DR2: M AW 1229) 71-73 $141%, (DR3: MY
W3 1229 110-118 YA E,

(ii) VH: CDRL: M&¥lE: 1169 45-52 91XE, CDR2: AMdwE: 1169 70-77 91X %, C(DR3: A5 1169
116-126 #1A=, VL: CDR1: MAWMZ: 1219] 47-58 91#/5, (DR2: MMz 1219] 76-78 $A=, CDR3: A<
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[0150]

[0151]

[0152]

[0153]

[0154]

[0155]

[0156]

[0157]

[0158]

[0159]

[0160]

[0161]

S5S0ol 10-2099875

W3 1219 115-123 YA S,

(i) VH: CORI: A5 117¢] 45-52 1A%, COR2: AJedWl&: 1179] 70-77 15, CR3: ADWE: 1179)
116-124 9925, VL: CDR1: AdW¥E: 1239 47-52 9=, (DR2: AdWE: 1239 70-72 9)X|S, CDR3: A4
W5 1239 109-117 YA E,

(iv) VH: CDR1: A EW3: 1199] 44-51 YAE, (DR2: AEWME: 1199] 69-76 41X, (DR3: ADwE: 119¢]
115-125 91X, VL: CDR1: MW 3 1269 47-58 915, (DR2: MLAHE: 1269 76-78 A5, (DR3: A<
W3 1269 115-123 A5,

(v) VH: CDR1: AdwiZ: 118¢] 45-52 91x%, (DR2: A AwE: 1189 70-77 91x%, (DR3: AAWE: 118¢]
116-126 $1X15, VL: CDR1: A QW5 1259 47-58 $IX5, (DR2: A AW 1259 76-78 $JX5, (DR3: A4Q
W3 1259 115-123 YA E,

(vi) VH: CDR1: Agw&: 1209] 45-53 9115, (DR2: Adwls: 1209] 71-78 91X, CDR3: A QwE: 1209
117-128 9125, VL: CDR1: AMEw: 1249 47-58 $X|S, (DR2: MEWE: 1249 76-78 $)X|S, (DR3: A<
W3 1249 115-123 YA E,

(vii) VH: CDR1: A W& 1209 45-53 $1AE, CDR2: A|EWE: 1209] 71-78 $1x]E, (DR3: AEWE: 1209]
117-128 914, VL: CDR1: AEWE: 1279] 47-58 1A E, (DR2: A AW 1279 76-78 1A=, (DR3: A&
W3 1279 115-123 YA E,

(viii) VH: CDR1: MgwWs: 1209 45-53 9IXE, CDR2: A EWHZ: 1209 71-78 9XE, CDR3: AEWHZ: 120
9] 117-128 A&, VL: CDR1: A9 5 : 1289 47-58 A5, CDR2: A GWHZ: 1289 76-78 A=, CDR3: A]
IW3E: 1289 115-123 YA E, ¢

(ix) VH: CDR1: ME¥3: 1209 45-53 $1x|E, CDR2: AEWs: 1209 71-78 Y&, (DR3: A EHZ: 1209
117-128 9IA&, VL: CDR1: M4 E: 1299 47-52 $JA&, (DR2: M4 1299 70-72 $JX&, CDR3: A&
WE: 1299 109-117 YA =

7FEQl AaE FAd A, & #e] A= (D18 gt Ruedayd Ao FA 7HH (V) 2/%
A 7H L) e, EAE 97l JHAlE CLD1g] thdh X |

B (CORs)E, FA= Aol= CDR3 7} 3=

Mol /= A4 7 9], skt o]de] R AA
tob o Al A, A7) s o] AEA A A

C
e xel

o

\_/

ke
i
ol

-

CDR1, CDR2 % CDR3ZH-E] Adedct. EX3| XAsH
2R A=, FA= 7)ol AAE D1l Wi Bwg 9
GA(VL)Y ArA AA 995 (DR1, CDR2, CDR3S Edslar, A=, 7] AAE =93 7P
WQ/ws A4 7P 909 HEE 24 9495 (DR1, CDR2 ¥ CDR3E ¥ 3¢h3ic},

=N o o 2 my e e

Z RN

L
3

© A 22 (RES] AES 23 w3 AES] (IRE, EE 3ty o9 (RE
A= 2 Abolell AYshe Tl AP A (framework) 93} A A7) C(DRES EgH3,
A4 ZTYAY A G B e shube] Aok of 50%, Al Zefel el 50% C-Eete]
= 5008 A4 T AN Fe] 50% NThe] Hi& 50%E Hd 53 3lo
ol # wwe #dAe FH2 N %

=
=
3}7
=
A

0 i o e
X
e )
dr
Mz
fl
N
=
2}

fr E
2
BN
e

Agtsl7] 9% PA =9S
GHE 7 godo] =g & 9t

A FAe] Bate] W AbE, Et 5UF 99 E= D2 TIHE FA D@ oAVlgA e Fas
AL A7) GA BE FAHE] 59 AL, 99 E DS TS B e Aotk oAe A



[0162]

[0163]

[0164]

[0165]

[0166]

ool B4HoR ASE e Weel T & ook WEE AW SFAL 2 4AF 2Astel e
A s oA FA4EA I FANE LY & Atk £, WEE 449 T4 29 99
o AAF WAL HEFHE WA 2W 82T TPT + Avh. 19T 2E 82E YA LelAYm, =
25, 2Edlx MIE 2 W AN ZES FHT + Adn

ZEHo] 7hH dy
T 12 54 g 4ot A%y CLDIsA2E PAAH T, Py daExe] F3te AEHS 152 DNA W3
T kg2 Yo WhEAIZ] HEK293 AlEEe] WY d3 48 vEhd Aot

H

2% CLDI8A2-myc (AEWE 3)2 FA7IAZ HEK293 MEEY Re-F2d np$-
3 il =

= -3l-c-myc A 9F11
(Serotec, CRL MCA2200)2 HAZAE A &2 HEK293 HEZE9] ]

%= 32 (CLD18A2®E FAZAE CHO AEE
Hoygy FAS Yepd Aot

4h B BE EES Alo|Er|Edd ofd FAw uiel o] FF v Bl QIR CLDIsAZE dAJHom AT
HEK293 A ZEo] thgh slo]lBa]mnt Aol 2405 2 85A3¢] 23S vebdl Ao|th, & 40 <17k CLDISA2E
dAH o FAAAN L, T2IYR 80EsER JhE AME HEK293 AE S digh stolr ekl A
45C1, 125E1, 163E12, 166E2 2 175D109] AFS vehd Ho|t},

2 ZgZ2yYd YH|E-3-CLD18 A (Zymed, CRL 38-8000)5 o©]&-3h

it

% 5 SRS Ao|EnEH o3 ®A® uish ol ¥ wr @ QI (LDISA2 EE C(LDISA2-Myc EE
HEK293 xﬂgg o st slolBEEnl AN 24H5 (A), 9E8 (B), 26B5 (C)

CLD18A2-HAR UAlH o=z FH7rAH

2 19B9 (D)ol ZA¥He yeRd Aol

= 6A 2 BE Z2S Alo|EuEZ Y o] FAHE nle} o] <17k CLD18A2 =+ (CLDIgAl1C = oAz ow A7t
o1% HEK293 AEEo thalk sto]rajmnp AR 37H, 43A11, 45C1 2 163E129] ZA¥HS Ltebdl Aojt},

2 (CLD18A2 (A, C) % CLD18A1 (B, D) Z}zZte =
soform) Eo|7 mx-ZF2Y 3 37G11¢ HIH

FAZAE HEK293 MEES] Ao 93] CLDI8A2 oo
( —r Kol
1 =
Fddsl= 174 (C, D) Aot}

Ae uen Aem, 247 B 24 (A, B) 2

™
=]
-

R

2l

8& CLDI8AZ (A, C) 3 CLDISAL (B, D) Ztzfo a7l HEK293 A5 @4l s CLDI8 Wi
FA 26859 MG EAS vekd Aew, A4 A =4 (A, B) 2 IHESFLUE|= 14 (C, D) =4

o}
= 9+ Al¥E3F RT-PCR

O b H

CLD18A2-Eo] A o] w & RT-PCR 412 4/5 Al E AEFolA 29 ddS el

T 102 DAN-G AlE (MBZE F2) ¥ ZHF2yY PU-&-CLD18 A (Zymed, CRL 38-8000)2] Hoiag 4
< ekl RAojt},

= 118 KATO-III A% (M EBEEE 3B9 4D5) % Z&=2yY #HH-3-CLD18 34 (Zymed, CRL 38-8000)¢] HI¥H
& A4S vERd Aol

5 120 ZE 29 P9-3-CLD18 A (Zymed, CRL 38-8000) &7 SNU-16 ME (MEZE (5)9 WIFF
45 YR Aotk & 12B= E e RueFad SASR KATO-111 AlXEe U933 248 veid A
o},

%138 meZEd A 6102 % 1638129 @71 AEe G4 5 T2 AlelEnEe BAe) o8] BAF vl
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22 KATO-IIT 2 NUGC-4 AEE “del CLD18<2] % W

o

ek Aelt.

T 14 217F CLD18A1 (NP_057453), <17F CLD18A2 (NP_001002026), wl$-2= CLD18A1 (NP_062789) = w}9-2
CLD18A2 (AAL15636)9] whjzl-A & ojt},

= 154 2 B —g—i% AMEH]EFAOH oal EAE wheh o] P vhr] R 7Rl CLDISAL = CLDISA2E WA
HEK293 A|EEo] thel 3sfolBelem} AN 38G5, 38H3, 37G11, 45C1, % 163E12 Z+zte] A

T 16 ZFERY AB plos= WIxAsed B

g ozA (9, A, EBF R ARG A g AezAsetd GAEe 9 24 Sol4 (WE HAg,
[e) =
= =

T3 9 () Z o dF®ANA AEHUAT. &7 AEZF obd 2 EslE AEEo] (CLD18A2

= 18& wmxFEY AB 26B5 (A), 175D10 (B), 43A11 (C), 163E12 (D), % 45C1 (E)= WG zxZA 3182 A,
RE AELS HEK293-CLD18A2 o]Fo]2](xenograft) FUE %L 9 <o TR ZF3t IS Yelie v,

HEK293-Mock WZ&-FAAEE FTUENAM= 28A &9t

T 195 ZE9AIENEZ S o]&3te] <zb (LDISA2Z <HgsiAl A7 HEK293 AlEEo] gk 85A3,
28D10, 24H5 3= 26D129] 9Jg (DC F% Foll F& AEE WM& vushs 18 Zo|t}.

T 202 ¥9 FHo= F4HE viel 22 Iz (LD18AL Hi= <17t CLDI8A2Co.Z kg A o2 FAAH K2 CHO
EEol oig 24H5, 26D12, 28D10, 37G11, 37H8, 38G5, 38H3, 39F11, 41C6, 42E12, 43A11, 44E10, 47D12, &
i 61C2] o7k CDC ol Sol4 A §afo] ME&S valshs L Lo|tt.

= 218 34 =Hd & =AH nle} S 7588 (A), 28D10 (B), T 37H8 (C)oll 9J&fl <17k CLD1SA2E <HA
Ko HAZGH CHO AIZEd ek (DC F=-9)FA FES el Ao},

% 22 MNC EA8kel A, 26B5, 37H8, 38G5, 47D12, % 61C2 Z+7hell <]gk HEK293-CLD18AZ M XEE9 £3l& U}

% 232 MNC &Rt A, 26B5, 37H8, 38Gh, 47D12, 2 61C2, Ztztdl o] 3k HEK293-CLD18A1 M|Z 59 &3E
Eldl Aolt},

T 24%= HEK293-CLD18A2 M EE=Z %7] g o]Fo]a mdlo| gloja E o] &of o
Yeld Aol

25A ¥ B HEK293-CLD18AZ MXEZ FH Z7] HE o]Fold Hdd Qlojx & el 3hxjo] Ao ok
e AES el Aol

26& HEK293-CLD18A2 AT E=E wad g o]Fo]d] Rudi E o] 3o o3 4&E AZS gl
o},

rot
o\
02

8 dAE

e H

S H

27TA= Z7] Az o|FolA B
71 g o]FolA Hulofa E uhgo] 3l
DAN-G Al E0] AFEEAT).

Aol og TG A9 AT dEd Zolth, ® 7B 2
g AE A dEd Aol WiAHo® (LDI8A2 2yl

&= 282 vk FA o4 CLDI8AZ2 mRNA &3 yetdl Zo|th. (LDI8A2-5o]% Zelo]m &R RI-P(R FAME S
AE AL e AdE AL =45 e o ouigls Id
Mgk 10 2%, 2091, 30 93 40 9, 50 H, 60 3

A% flellA (D18 Hd S yrebilnk. w92 9]9] (LDI8 5ol# A =e WxAs}sts] £42 HE
o FW AT 2 Ze A™E(erypt)E AE FEROlA CLDISE 2@staL, T4 Y(neck)

F
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[0167]

[0168]

[0169]

[0170]

[0171]

[0172]

[0173]

[0174]

[0175]

[0176]

[0177]

S=50ol 10-2099875
&= 302 vk 9 2F9] vbsdd ® ool A vEkd Zloltk, dA () % A= (B), tiEd vk
229k HlaLgk 37G11-A ]| vhg-29] 9 (C % D) yekd Zle=, PBSZ @4 Aed Aol

T 31A 2 BE E wo] A S5 (43A11, 125E1, 163E12, 166E2, and 175D10)2 WA F o= ksl KATO-I11
AEE 9 A CLDISAL % A2 Zhzho = QMo FAZhede HEK293 MEEe] S22 AlolEnED 4 2
= YeRd Aol

=32 2w vvieh FAell s wiziE CLD1sAZ ' AlE el CDCE UERA Zlelth
b o] 7)uel Aol o)s] wisHE KATO-1I1 AXEE Abell ADCCE YR Holt),

<

K
&3
flo
e

T

Wy A7 Hek A g
|

ol7lel 71AE FAEL (D18 Aol A3t cyEZo| Eojxor AYsts Egd ReFzd IAEd 4
Ak, B el o9& ¥t FElE BxeIFEd FAES [gh, 1gGl-4, IgE, Igh, ¥ Igh FAES
et A FAlAA, AT 1gGl A, ©S 58] 1g6l, 718 e IgGl, ©r} ofo]iEtgoltt. thE
FA AN A, A= 1g63 @A, U 5EHA 1963, 7t & 1963, #TF ofolElyoltt. E e F-A| <ol
A, @dAE 164 A, v SHEEA 164, 7 = IgG4, T} ololiErgieltt. thE FA A, A=
[gAl == [gA2&Aoltt. thE FA Ao, &A= Il Aot

A FA oA, E g e (LD18S Wdsl= Aol Soldor Adtsle=, E A= (i) CLDI8A2 o3 Ao
Agstar, (ii) CLDISA2 & o] ofz} CLDI8AL L& A X AFetx] &= A5 ©3F Aot} B wo
FJAEL EAE (i) CLDIBA2 &= Axeo A& wi/lsta, (ii) CLDI8A2 W& s}A] 931, CLDIgAL w33}

= Ao A8l E milEA &=

= el A, & o (i) CLD18 & FF Axsol Agstar/AY, (ii) 474 ¢ H=el CLb1s &d
X0l AFeA i/ Av (i) W=k 7 22| (D18 & MxEo] AfstA] & FAE #gk sloltt.

T
it
ol
lo
t
ot

Houlg o i) CLD18 & F4 MEEQ] A& wivlsta/Av, (1) A ¢ A9 (LD18 Zd AxE
o] A&E wiNEtA] &a/Avt (iii) H]-¢F #H 2ZF o] (LDI8 od MEES A#E ujfeA & FAES I

W3 FA oA, B e A5 (i) CLDISAIY] EA438HA & CLDISA2 Aol oI EX, A= Ad9d
3021, 22, @ 23] AgsAL (11) CLD18A2-FZ14d A HE= oI EZ, EA= g5 289 AgsA
v, (iii) CLDI8A2-F24te] 9X|HE duEX EA= AdHs: 300 A8, (iv) CLDI8A2-F3ZD34
AAEE AYEZ, FA= AEiE: 3l gAY, (v) CLDI8A2-FZ1 2 (CLDI8A2-FED3E X &3l oy
EXo] ZAgslAY, (vi) CLDISA2-FED3 Aol YA HE v-Fe|Z43} dYEZ, FA= AI9HS: 299 A2
stAY, (vii) QIZF ® w92 CLDI8el EAsh= oI EX (442t AdWs: 2, AEHE: 8, 2 AEWs: 35,
AT 37)0 At

EHE A3E A A, B do] 3A5L CLDIRALAY &A1 &= CLD18A2 Abdll 3 E=d Adsit),
2 3o AL &Hs] QI AT At 283 A ES V-D-J AR 2 ool AEY A9Ad ¢
3 CLDIBo| gt A7t RS ad IAEY ths oto|iedS AL 4 e -2 J@ 3 (transgenic)
T2, d7d, EAE vl oA AAdE ¢ Q. e APE sELS Fek US 2003/0017534¢0 AAlE
nie} e ZEEFRY FAES A 93 F @ WS (transgenic) AU = Ao

CLD18 &<lof o3t X utrgo] dxe] Aghe (LDIS

39 7 wd AESA, £ AL)el Aal, der), wA Az
9o B4 oa), WA 5 ek, (LDI8 WA AEE

of Adl= vl WiAYSEE st o)l os) <ol

< 9t} CLD1gH3 AﬂE%?A A oJFEA AEZA (CDC); CLDI8 o3 A EEQ o}FEAZA; CLDIS o3 AE
59 27 AE AAE; e (D18 2d MEEe a3y ME A ofEA] AE 54 (ADCC).

2 oago]l o fA olal=Er] HsiA, Ao fojEe] WA AolHrt, FUHHQl AHow A dYs B A
s},

I EEEE

4o] "CLD18"> Z&h¢-d-18o] #& Holar, CLDI8AL 2 CLD18AZ2, YA ®IF(conformation), ©}e]Ai3H| ‘;‘
(LDIS FAA4E FARGR AZEl ol WANAL AXLFC] o3 WA BAHE (LIS F FH
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[0178]

[0179]

[0180]

[0181]

[0182]

[0183]

[0184]

[0185]

[0186]

[0187]

[0188]

[0189]

S5S0ol 10-2099875

(homolog) & &r3te olug HolAES 5‘%?‘}3}. E7+=,"CLD18" <1+ (CLD18, 53] CLD18A2 (M EWZE
1, 2) 9/%%= (CLDI8AL (M E®WE: 7, 8), E 7= CLD18A2¢Y 3+ Zlojt},

A
o

£-0] "CLD18AL"S WY& (posttranslationally) WHE WolAE, olo]Ad S % (CLDISAL FAAZ A7
H MEE o] HAHAY MEE o8] dA THHE= CLDI8ALY] F &F A (homolog)E sk oW s
Ho|AES gF3it).

20] "CLD18A2" 3 (posttranslationally) WHEHA WHo|AE, o}o]i EHE 2 CLD18A2 H-H A= A 7IAE
o o3 LAHAL} MEEe o I w3 E= (LD18A2Y & E=A(homolog) S &Fsl= ojwsl Wol

4-0] "CLD18 WolA"= (i) CLD18 A~ZEglolx~ WolAE, (ii) C(LDIS-MHEF ¥y d wWolAE, 53] Aold N-F
Y373 A (status)7F A& WHOlAES i3t WHolAE, (iii) CLDI8 YA W F(conformation) WHO|AE,
E3] (CLD18-JAMl#-1, CLDIS-JAIwi=-2 2 CLDIS-A AW #-35 H3t= AAuF WolAE, (iv) AEL X
9 o] 21218 CLD18 =& (free) ¥ TFH/o)lF Aoz HHE WHelHE, (v) CLDI8 o #HA F (LDI8

Aol
ul-gk #elE Mol AES T ot

o "YPEE(raft)"= MEe dYPAute] npZE X H(leaflet) FGoll $A
5 ouh v A EdlS AR Y. e BElEY Agstr] fg dqug 5 A (aggregates)" 5=
"¥Z(focal) SHA"E A= 2 TES I YTl s vH F v A7, & HL‘ﬂJ A
]

2) @
ae3 F2E29 HFA(translocation) = YFZE oM F& UL
L

JuxZA- L YA E-
2] %

_IE
ﬁ 015 o_\':

o fo ap rlr

I ZAAES ATt 22T 52 U] (D18 FU-FA HIAEL (D y_iﬂ A] EE

"JA A" R "EZZA"gE o5 o9 Qe TE(integral) W wATF €A ME EHYe] HXHE
A9} B3] I G99 oWl FRo] AEoln g dte] FA B HAIXE A=l AW CLD18S A N
o] Aolgt AAuPER EAT 4 A3, T2 (homomer) = FEHIZW (heteromer) 22X d# A A=A 28
kel A o] A TEE HEE "ZE(free)"oll A AYPEHEA o Fl 7F 9= A Pk, olH g Folgk A
& FAE A AR tE dIEZES REoET.

2 oo upe), "FAWrolghe folE 53] o7]d A" FeEEY &S 233 BHd JHE 2=
"TYE T4 AL, o] HA e AE SAd o8 Agtn A2 AT BAE MAEE AS ol S
ALste AEE e 2AEY A4 25S 9uistes Aolth. FHES B 4o FEAoR EE oA
o] 499 724 24 9 715F dFE ez, =29 2383 Folfl(nass)E BT A, oln U4
T gAY U

dol(metastasis)"+ 8 FA=
% Feb BAolar, 27| Yo =2HH
o 71Aquke] F3, agjavia, dode] 3|
AP Eo A A2 FFe] 43S A0 o),

TF Holv x7] Y AA Folk AF dojd F dedl, dvsiH Y AMEE E£v AEEC] Hols
T Qal, Heo] FAAFHE A A = Y] wiEolg. d FA A, B W] mE "Ho|'ghes fole x7]
T 2 A Y AAZEE "oz dolo 3 Zl "9 Hol(distant metastasis)"ol 3+ Aotk
"o Ag"ge folv AW e I 3 A8, 7|3k @, &3, oW, & ke odstE =FAY 9
A, B UHe o e XAds ¥t

2 e mel, Alse 2 de e {83 ojudt A8, AdES EFe 53] 24 A5 2E Qe
Alg D/E= XA A5Y 75 i, HX(punch) AAS Egst =4 A7 L dH 7]#A < (bronchial
aspirate), 7}, &¥, ¥ = A

of wheh, "AESA AR"eHs gof

"GATEE golt olFaHaFel sl FE-AAE Holw AL FANU P Holw FAL AHL) EE
U AF TR TPHE FUNAL AP FASE Golt FAE, Sol ol ANE FAE, 97
o, ANAEENA WY FAS, MFHIASY GAE, D oW FA-AF A BAE L MFe #
EAEe RE A2 FUES LI 2o FANE FAH AP G (FIA, o7loM VD) 2 Fa4
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Ao ANE Sold AREL Ed SWE 57 AX Ex 4714
g8 W5 Fhes Qo ol fIAE F E AgelA ol
A wde] B G BAE et Qeel Ade] shtol

43t agte] wAHE BF EE 07199 SFolN wae)

Uehg 4 ek dAd, Qe miE D gAEe W g
Wgo] B owwel mel, oA, A wi Qzishd FA el

4438 9 A7) AEe WANTE Ao MBAT 4 AT,

AR TE SAAERRE fU8 aEe MR o571 9

F9 A B fAZRE ] AT BHD F Y Aol
945, A7l e A5 ol Azt A L FAH B 39 9

A gort AH mE AL HAeE, sht o, FAE, HojE

<
10, 15, 20, 25, 30, 50, 70 T+ 100 = 1 o)A FFH

TEULEHE WASE FAS mPE opldl MLl wstE
AERE: 40 R 459 Be] A dEhd wASRRE A
=l w3 ZojAY, A B R FAH =W dAs, A0S
oA ek wAlEel #wE Aotk FA=, ZPE ofvl=il
EESe] e, AEWs: 40 B 45 ZH7he] thEo] A H ol A
FAEE& TGSt A M, Aol o]l
Mz 40 B A :1479] 4
CGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCT 60
NN e A AR sy e A Ny
CGTACGGTGGCCGCTCCCAGCGTGTTCATCTTCCCCCCCAGCGACGAGCAGCTGAAGTCC 60
GGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAG 120
LETE D FEE L L LT L
GGCACCGCCAGCGTGGTGTGCCTGCTGAACAACTTCTACCCCCGGGAGGCCAAGGTGCAG 120
TGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGAC 180
VLT T T T D T
TGGAAGGTGGACAACGCCCTGCAGAGCGGCAACAGCCAGGAGAGCGTCACCGAGCAGGAC 180
AGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAG 240
ELECE LD FEEEE L LD L T
AGCAAGGACTCCACCTACAGCCTGAGCAGCACCCTGACCCTGAGCAAGGCCGACTACGAG 240
AAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCACARAG 300
A s TR e A N Ny
AAGCACAAGGTGTACGCCTGCGAGGTGACCCACCAGGGCCTGTCCAGCCCCGTGACCAAG 300

AGCTTCAACAGGGGAGAGTGTTAG 324

AGCTTCAACAGGGGCGAGTGCTAG 324
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[0228]

[0229]
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AT 45 2 I HT 1499 HE

GGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGCC

FEVEEE T TP et AP e T e

GGCCCAAGCGTGTTCCCCCTGGCCCCCAGCAGCAAGAGCACCAGCGGCGGCACAGCCGCC

CTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGC

COPPEETERER PR R e e e e e 1

CTGGGCTGCCTGGTGAAGGACTACTTCCCCGAGCCCGTGACCGTGAGCTGGAACAGCGGA

GCCCTGACCAGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCC

GCCCTGACCTCCGGCGTGCACACCTTCCCCGCCGTGCTGCAGAGCAGCGGCCTGTACAGC

CTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAAC

CETEEREEE TRy FEE e FEP TP LT

CTGAGCAGCGTGGTGACCGTGCCCAGCAGCAGCCTGGGCACCCAGACCTACATCTGCAAC

GTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGAC

CEVEE TEEEREERE PP PP TP T T e P e (111

GTGAACCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTGGAGCCCAAGAGCTGCGAC

AAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTC

CEPE PR TV T TP e T b T i 1

AAGACCCACACCTGCCCCCCCTGCCCAGCCCCAGAGCTGCTGGGCGGACCCAGCGTGTTC

CTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGC

CECEEEEEEE T PP ey L e 11

CTGTTCCCCCCCAAGCCCAAGGACACCCTGATGATCAGCAGGACCCCCGAGGTGACCTGC

GACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGC

||I||||||I||I|I||l||||| CEPEE T PP P LT

GTx CGTGAGCCACGAGGACCCAGAGGTGAAGTTCAACTGGTACGTGGACGGC

GTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGT

R N s e

GTGGAGGTGCACAACGCCAAGACCAAGCCCAGAGAGGAGCAGTACAACAGCACCTACAGG

GTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGC

FECEE T T TR PR PR T

GTGGTGTCCGTGCTGACCGTGCTGCACCAGGACTGGCTGAACGGCAAGGAATACAAGTGC

AAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGG

FEVECEDEEEPTEE AT PR e P e e ey 1

ARGGTCTCCAACAAGGCCCTGCCAGCCCCCATCGAAAAGACCATCAGCAAGGCCAAGGGC

CAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAAC

PECEE VT FEEEEEE R R TR I LR

CAGCCACGGGAGCCCCAGGTGTACACCCTGCCCCCCAGCCGGGAGGAGATGACCAAGAAC

CAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGG

CEVEE FEEEPEEEE TV T T TR T

CAGGTGTCCCTGACCTGTCTGGTGAAGGGCTTCTACCCCAGCGACATCGCCGTGGAGTGG

GAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGAC

COCEREE T TP CHEPEEE PP AT AP T

GAGAGCAACGGCCAGCCCGAGAACAACTACAAGACCACCCCCCCAGTGCTGGACAGCGAC

GGCTCCTTCTTCCTCTATAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAAC

CEE PP T e CEE PR PP T T

GGCAGCTTCTTCCTGTACAGCAAGCTGACCGTGGACAAGTCCAGGTGGCAGCAGGGCAAC

GTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTC

COEEE 0 TR TP VPP e e 1

GTGTTCAGCTGCAGCGTGATGCACGAGGCCCTGCACAACCACTACACCCAGAAGTCCCTG

TCCCTGTCTCCGGGTAAATGA 981

O

AGCCTGAGCCCCGGCAAGTAG 981

60

120

120

180

180

240

240

300

300

360

360

420

420

480

480

540

540

600

600

660

660

720

720

780

780

840

840

900

900

960

960

S=501 10-2099875



[0233]

[0234]

[0235]

[0236]

[0237]

[0238]

[0239]

[0240]

S5S0dl 10-2099875

(identity)e] AEE Aol 70%, EAT Ho= 75%, © FA= Hol=80%, ©S ¢ FAc Hox 90% E
74 EAE A= 95%, 96%, 97%, 98% T 99%d Zlolth. EAE, Frlo MASL EAE 2 A= Zy
=S (4438 =05) Aleld 5ol3 E£A43stE sl &t st FdHs A5t 3 A= kg4
Ql FEHx(duplex)E FAE 4 Aot dA% 2HELS A, Molecular Cloning: A Laboratory Manual,
J. Sambrook et al., Editors, 2nd Edition, Cold Spring Harbor Laboratory press, Cold Spring Harbor, New
York, 1989 or Current Protocols in Molecular Biology, F.M. Ausubel et al., Editors, John Wiley & Sons,
Inc., New Yorkel 7]Al=ar, o7dl, &4 59 (3.5 x SSC, 0.02% &, 0.02% ZvdIE2=, 0.02%
A2¥HLET, 2.5 mM Nal,PO, (pH 7), 0.5% SDS, 2 mM EDTA)olA 65Tl &35 Yelf= otk SSC=
0.15 M 93 EH/0.15 M FANUHEH, pH 7otk E43F §, DNAZE Holsl e o), ALe4 2 X SSC
2 AHEa F v, 68T7HAY 255 &84 0.1-0.5 XSSC/0.1 X SDS&E A2 g},

A, 449 F5AE Jrhile obuliedt AAE Aolsh o], of7le] AN Sold obulwt A B
7] 5ol opmial Aol hste] WP E ofmial A Abelo] fAMY, FA= TYA (identity) o] B
% 70%, == Hox 80%, Y ¢ EAE FHok 90% T 7 E=AIE ZHolZ 95%, 96%, 97%, 98%
99%4 Aot

oo

NG e BUSAY B BEH olvleal e el o wmAtEe] MEES tEl Ao
T L — L
= =

o
FHEE s WY ADE Aolo] "N FUY" e NDAE Aolo] BAsithe ofrlw

[

=
Sh
L o
=
@
-
o
@
=
o
0Q
e
2 ot
2
N
S
2
=
Ach
Sh
=
)
ne
-
=
iy
o
to
o
iyl
i
kR
rlr
o
°
=)
b
>
o

i
4
pasa
gl

HAH AHLe £o7 Muk oz}, Smith and Waterman, 1981, Ads App. Math. 2, 4829] =
9J3), =+ Neddleman and Wunsch, 1970, J. Mol. Biol. 48, 443 o] &2 AgA &g

, 5 earson and Lipman, 1988, Proc. Natl Acad. Sci. USA 85, 24442] HAME ZAF HHo 9ols),
T o]l duyEES o] 88l AFEH TEIWE(GAP, BESTFIT, FASTA, BLAST P, BLAST N and TFASTA in
Wisconsin Geneti

oel, AArE 5

& o\ lo
2

o

s Software Package, Genetics Computer Group, 575 Science Drive, Madison, Wis.)el

s
e

[¢]

WEE FAge v A ADE Aol BAW ANES] £8 SHstn, oud £ vuse ANE
of #2 Wpra, T AGE Aole] MiE FAYE 97 A5 1008 Fahel Anke QoM AN,

"REH S gAY, BEE A5 FA, HI, SdlE, AFA, IFA, L/EE I A
AR EABEY] eI, dAY, (a) HFA (AFA) ohv|AtEe dEhd, FA, o]4AFAl wY ZE
g, Added, EHER 2 HEodS i3t (b) FA FA ofuxAES FEal, A", Eed, Al
Hel, g&E, olanaly, @ ZFEWS F&3Th (o) FHFeR HE uE (7)) o wAlES oE7]
g, 22, 2@ 3AEYS g3t () SAdeRE HIE uE (M) ol AtEe ofAaZE 9 FFEL
S FgHEch X3e A¥HoR (a)-(d) ZFE ol TEARA & k. FHH e A 2 ZEPLS
[da]-dE =g FHA7]7] 98 Tl TASI M= AFdE = ok, 29 AsHE AFEL g3 aF
() SET ()P HRG H (ii) A, V, L 21 FolA 501" 4 Qrh. <exl §44 2=, A=
2 A DNA 7|ES MR, SdEE HeixtE g4 BEAH opuxAl WHolAE IYstE DNAES AT 4
AT},
B oag e gAge 7|53 e oyelr MHAESS W77 dl Fo GoolA WA o] wrEoA = qAES
F3sivl, 283 WAL Clg 238 2 (DC %=+ FeyR 2% 2 ADCCY A TE ZF71E 7HAe &= vk, X3
58 gAY, st ol TAM EW JY9 olujnal WUEAA el S gla, 1Rl o wEd &
= o7 4 Advk (US 5,624,821

=
o =
m1
- 2
=
=
1)
2
o
rio
=2
i
ot
ol
rlr
ofr
J
rlo
T
Y
il
)
R
fol
B
N
N
ofr
=2
R
rE
o
tlo
e,

5,648,260 1),

_29_



US

10-2099875
ul

s=<4

stozm (US 6,277,375

o] AnB|x|(salvage) F&A

}

2

ooz X

QIYE [g Fc 94 (US 6,121,022

=
El

TC
(2002) JBC, 277: 26733 *ka1).

b % sl

=

[e)

o] Z7he ADCCT7F nul= dojd

A&

2

o,

247} QlEE (intact) CH2 =<l
HEoEMA o

1A ke A} ol g
] 4= 9Jt}(Shield et al.

=

=

=]

RLN

A of] A
i Fc <] 297 =]l

)

=
L.

L

pi

|

71
3}
=]

el

15
7IN7171 $

oA EAwWo]

)&

1
NK Al

Jze =

el A o w

&
6,194,551

1

&
R

[0241]
[0242]

B T HeT T uly o TR E AR M oo M Gl TR o0
TR ~ o B X o o TN kR 5 - o] 2 B e o — o Mo
N —_ &) 0) A "l ] o 2
E|_ o ZT Wi OT A# EE ‘Iﬂ ) m GL o Z_l E 3 :.L
— 5 w X ujn A m ) B T oo =T K o o1 K| = =o % oy <Jo < B o] o
S8 R oo T RO E ORE oo B - i S M ORRT
Mo AN dowm T TS R T a Ro A
T P . .- TR B w0, W Ty N
T T = o= o i sl BN =g N T A4k = i) i
= T %Aﬂ7} o Uy m/,xmorﬂmﬂaDKﬂurm M%%w T E%ﬁ
) o H = 4 on X B = - ol ; - T B o
T ETsIT o gmc37fsr¥ 4 SEEPr 5 Tag
= X — o —_ mn N~ pzel ' \ut N ~
e BT S o) o aa%%%ﬂ.onﬂvcg iy T AW T T
T LR - BT NT o, B =W
g, wndE o S yalledmued (- O
mvhp“o,lA ,m,ﬂ,‘_.mo,WAMWr ,WEA ﬂﬂrﬂ‘lruﬂ_lovlmmﬁk#m B ,Aﬂrﬂy Eo ,OL ‘mﬂ‘MloW
L ERTZ He xRS rELT W owepdw  ME T
5 4 = 11L,||1L ¥ _umu ) Mﬁ =5 Al E o ey ,mu#ﬂ_. EEE o olo
= m o X o 2 ot ol SRt e w M oo T LA
EE ewmngo M SR I w Rk T 2 9d ]
=9 —~ o R R ; o ® X° X = \
= < 2w LIS 0w Mo ~ BH % S ™ 2 =
£ 1L§ﬂjﬂ o o mmaﬂur}%ﬂ&ﬂr w = W o T I
3 C ~ < = N N o T )
50 TELEs wF  feD Sev¥e] T 2Ezg LM oeaC
B 0 S . . i el w = i S 00 = N
I P T G .ﬂﬂr.ﬂmm T - LM TR R T 7%
T T agl® Tx  TEDToomE R T oEg M D
T Tawpdh Fe ToZTLUBaw T LFER OPE ST
ol [ _ T . —_ o 0 o Tl v = ar o
W_ﬂ %%%wﬂ% W W_.,mur%%wrmmeﬁ i Mﬂ%aﬂ% W](mo w w e
’ ) Wi o zcé =] A S op w P A B M ~ P — o~ T L
PE L Fent YL o Tin=sni2%l 5 RIS TR ey
_ ~ 2o SN Zo =~ No= 3R R - - = T N ~ = K o=
BE qLEzEie . TEewmEEggo TE Rile TE Eow
iy 5 = =g o 0 Jull i o Mo I I T o
S oL PP TGTE gy ITERBEKES ie EiTh Lz eoE
¢ ouo FEPTwgE ®° PR GYZ 2B F e A, Ee 2L g
W - ~ % WMo < (R J)
R R - T TIN . R [ A T g w w o
W D T o EmT P LT I "E g Aed ml oW o3
TR e, BT R %o i T IO S g H o< o2 W T ==
W T oWy M G o Mo N o ® o ] - T o -
L gl Wer.Tw® o R I s R I TG My
R RN i 0 i S wol = ¥ml T g
® T mo ] JI N 5® 5 ° = W o =T bow o = = o o ﬁlt w = %ﬂ
F T o wm =" u OF KT P 3o o 2N RE A L I
=28 “F w7 . LT T W E oo T A P ogyr B0 @
o~ - i - - ; ; jatin H = - =
W?w%gﬂou%wn%MQ miovﬂ@ﬁ%wﬁﬂu% éu_wwbcwo% SRR 9
o etw_.v W‘ulsi]‘mﬂef Y mﬁﬂ_u‘m]L,m.LwlﬂzTﬂﬂlPL‘Ulihﬂ_,oo_ﬂ,o|m_.W wv._ﬂml__oo_\meci
y W T N ®m @ T oW Rogpmo K = mg . T TR g T
BT o N W o & & W T o Mo M o oy o o ® = 0 gy 2o st o 2T G
R R Al . T TR R R Mo Zoudy S o
= o T 0 11— ToR 3 o= = M oF Lo = 0 oo« ol i
Siwe w, o, P T Yo% e XF e gy T
THw MEREPgr T XM BL® 2o g TS W g BT
o)) 2w TS Ak TR T REIRSEN G R N 4 Ed w® 3 do
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[0253]
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& #HA T AE §EE B S5 A S TP

HA g&EAQ AEFA. (DC= Al o AAE = AE v A A Hiolrt. IS BHA A4S 9g
7Hg ZIARL ool e oltt. Ig6l R IgG3v= MFAQ BAGAH HEE S8 (D05 A sE ZolA vig &
HAolt), FA=, olHe A=dlo]E(cascade) A, FH-A HFAEY P g6 A (Clg= BA C19
39 s9IRIA T sholth & MRS A wAE Felshs CH2 ZvRlddd 7HAl 248kl v Clq A%
AlEC] w&S doitk. A=, oldd w=FH Clqg A3 AolEx o]de] whe Hstwo] (Clg-Igh Fawhg
S & JudE(avidity) 2 dgslar, o|zle g d#e B duwidoe] #AdHH sl Fadfol= LS
doy|a, a3ry] Ax st/ gA (3a 2 (5a2] @i a4 HES 72, FAE, 9o FA4l
A BA fadfelE Tl EAE A, oA AE el 84 2 Eo Af(free) TEE FXd=
Az Tl A S At

A e YAt

2 die] Al TEd BExEERg A WUHE, d7d, the standard somatic cell hybridization
technique of Kohler and Milstein, Nature 256: 495 (1975),< 3%Hi-3f= thdst 7| o8] ABA7s35ict.
AME EAs dxrr Asd Aete, F2, eI S e 93 g8 7jEEo] ogd 4 ),
A AW, B-HIEAP|EQ] HlolgiAaA T £ JAWE T A FAAY golBuglE o] &3 ux yaE

o] 71=o] o]&4d 4 Urt.

Regded GAE sk selugwrE Ausy] A% A5Es §8 A28 #Adurine) AGelnt. v

S A stolBE kut ALk Wl & FE5E Afolth. §FE 93 WYstd uAMEeY EEE A% W93t

2REF 9 Ve J|ERokdA & dEAdY. &7 dEY (d3d), A E5E AX)S §F dxe =3

&E A Jh

RS IAE FHete stolBEEntE Axs7] 3 g HdoEHe TE Al2ES HE 9 U A=H

olt} (dA, Spieker-Polet et al., Proc. Natl. Acad. Sci. U.S.A. 92:9348 (1995)°] 7HA]¥l, Rossi et

1., Am. J. Clin. Pathol. 124: 295 (2005) *tal).

o2 FAd A, CLDI8] #3 QI RxF2d FAEL nh9s A|&E B QI WY A|~Hle REES F
EW@ = AMA A (transchromosomal) wh9-2=5 o] &3] A/d7bssitt. ol

g3l F- Akl A (transgenic) H A
Sk fHAfe] A ERAG A A npg 7} HuMab h§-2= 9 KM wh9-2=2 A dar, "fHak o)A whks-
2"2 o7je] JFH o AFgHErt. 2 FHA o4 FH el 17 &-A 9] AR §02004 03560704 CD20=
A5 ZAAE] 714" HEo2A Falld 5 Q).

Ragdrd FAES A Y & o2 WS o, Babcock et al., 1996; " Ak FAE At
sl T BElE HIA|EEZRE ReFaEd IFAE ALEhy] A 2aret Ags Fus, fAE dE
o FAE At HEAPERREH IAE ZHE FAAE QA EEste Aotk Az A I8k =
Ag W8S T3 elschof and Kraus, Recombinant antibodes for cancer therapy ISBN-0-89603-918-8 and
Benny K.C. Lo Antibody Engineering ISBN 1-58829-092-1%& *a13}2}.
HA3
CLD18e tigt &AE Adstr] el 7] JHAIE wuiel o], mbg-2& (LDI8 M IEHH el HA-Z7A
Ed HE=, (D18 FUS AxFAom Hde TR AxE T 1 9l B/Es (LD18S Lstes AXE
2 wostd 4 Qlvh. = g2, vheaE A3 AzF (18 (ME9WE )& #9shs DNA F 1 93, 53]
AqddE 15, 17 9 199] DNAZ WHstd 4 Qo). CLD18 & AAld & T3 AXES o83 "dr}
FAE YA &= Ao, e WY jREE FXE7] A8, (D18 wdste AxE, oddd AxF
2 gk Westd ¢ gl
W Whg-o mE g e koS (retroorbital) E#Z(bleeds)ol 93 55z 8 @ A ARE WY
3t TREFS] F22 EUEE F vt &9 A971e] (D18 W= EdE 717 whe-2s §3l o832
T Atk vhg2e Ao, selBRHERtE FHEHE 5olF A HE&S F7HA7I7] 9 H[A(spleen) Al
Aol 395 CLD18 L& AT ERZ B = AUz B AE(boost)E F vt
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[0265]
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[0270]

[0271]
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ATE 2 BFAEE BEHa, vf$2s F5EEF AEFE 953 213 BAEE AEF 89 S+ Ao, 2
oz Yo slo|HmrEd v Y Solx Aol At uiste ~3EdE & Aok aglu
slol B EnlE Bu)slE &A|o) ulste] ELISAY o8] ~38dE 4 tl. CLD18 & A

e

2

12

ofh
"
)

XES o % 83g 2 FACSOl 2laf, CLD18o Eol&Ql A Eo] gde 4 ). slojHgmntE B
A= ZEolEl(replate)® F AL, A =abE & glow, v 3-(LDI8 Ri=Z2d A5 ojste]
oA H3E Aol At e o] MRIFEE 4 Ark. A MRFELS afavs EASE H%
2 v g wiR|o A FAE A7) Y8 AIFH U (in vitro)oll A wigE 5 Q.

RxZ2Y A E Yiete EWAAHEn}(transfectoma) o] WA

ool dAEe dad, visiokd & duA e A DN Ve B fFAA G s 23S

o] &3t &5 A EWxdAEulo A AikE 4= o} (Morrison, S. (1985) Science 229: 1202).

dAd, o FAdelA, AU FHA(E), dAd, FA FHAEL2 W0 87/04462, WO 89/01036 2 EP 338
8419 AMAIE GS A HE A|=E EE V]sRobd F duzl g wd Alxwld 9] AMgE AS v Eg
A By FEan=E v Ee 2y HEYE golAleld E 4 vk, E8E A FAAES Uk FAE &
ghan)s= WE 3 AE, oAY CHO AEES, NS/0 AIEE, HEK293T Al¥5 EEHEK293 Al$E & ujehs
o AE f¥ AXE, A Evr &8 AEXEY T b2 1Y Axrsdz =949 5 vk oy fHdAE
S E945t7] Q8 A= WS dYERX YA, YEdd, XA B & AES HRe Vst
of A" WHEY & Atk 5 AX oA ol dA FHAESY =Y T, dAE L= AEZES
sy Aeg, olgd AEEL i 1 Hd FES {8 TE2HI, FAE AS] S8 d=A
A(upscale)d + = EdxdAEns yepdr. AxF FAES olgfg i AN H/Ee= AXEZNH
s gAE 4 Qo).

2, 229 34 FHAES E.colid HES vAES HEe H8 AEES FhHsts o2 Zd A2y
A ddE g Qo). =3, FAELS H(sheep) EE U ZHE S $HolA T UEre] Sz e g
ARG HRIZ TEE Ev FEAST AESAAA AAAE 5 Ak Verma, R., et al. (1998) J. Immunol.

Meth. 216: 165-181; Pollock, et al. (1999) J. Immunol. Meth. 231: 147-157; and Fischer, R., et al.
(1999) Biol. Chem. 380: 825-839 %1,

AYE(intact) FAE T3V A% FEZHA A ALY &&= (F, 43t 2 7lveksh)

a) 71 2ks}

Fd(murine) RrEad FAES 54 B MY sd948 34F o A7 delAd Ax57 FA=N AR
2 o, MEAY FE FAES AzF olA e AdAey, mEAxHow Hed v x5 59 7TAa
£ 7HA2T. 7 A d9d9dS A EW el o wisfETh. zbelA wd FAEL WL
qhoF Z}zbo] dAlgo] F|WEtstE AY IS EW AEHAY $dE] TS 4 vk, vl A EL FAHE
I, 4 dAZEE FAE UM 99 9 Q3 WdI2EYU EWH JI9S e S HES Hdold FE F
E25E faE dolgt FEECY. FAES Zveishe A7t FA 2 A EWG AT FI A FA4
9 Ao B 99s Aol o8 AFHHATH (AW, Kraus et al., in Methods in Molecular Biology

series, Recombinant antibodies for cancer therapy ISBN-0-89603-918-8¢ 2l&f] 7/fAJ%). XMEH+= HAo=
=, ZIvgsiE dAE A Fhu Ao EW d9S O A JPA Yo AR oEH ANE
ATt E U2 X3y E A9 7dgst Aoz 4 e 74

174 Seh(lanbda) A4S B9 oL
delol AP Yol Ak slvetsiE A YHS AT AEHE FAH B 9L 161, [g63 2
1647k QUeh. el Aleh FAlS A4S s AEHE FAH BW gUomt [g2, Tgh, 1o 2 gl
et

b) 917kl

2 58 w4 FA3} F54EAL. o] WE
=
=

= x
= 2 HEHE FEFeEHA, 5ol AdHor BAs= FAEY 4ES EWee Axd FAES 26
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321: 522-525; and Queen, C. et al. (1989) Proc. Natl. Acad. Sci. U. S. A. 86: 10029-10033). 1&3%+ >
NI AMES defd(germline) A FHA AES X3k 335 DNA doJg o] xdA] 45 4 Qt}.
e Akl MEe 45e 34 A A9y tE AJdd, olE2 B AlXxY s £497] sV (D) It
o= AHe &ds] A" 7HA FEAE 28R &S Aol7] wlEoltt.
7 4 AAel nEA ExE 27 1 stE oxb4 dHHEY AR tE
ol ZHYda F 19 ofvx 4o F

el

A}, mepd, ¢

ﬂ_u
i
(o
N
N
rE
W,
Y do & A2 L Mool

= Qe
Azt FA 7P GGEel 7)oy
ng

o ™ X e 1o |o aft

)
o N

[
=
>
m o
2
2
o
fr
oy =
o2
12
iy
rhu
o o
ox
oX,
ol
N
[
:Cg
N
NS
E
o2
~ 12
)
20
N
NS
ol
v
Lo
i 8 to,

m &g 9
t

ol lil il
oY,
[
=

S

o e o
v

o2 o K

o] ~EZH(strings) 5L 2L FEFULEE A3} PR & 21387
(Kozak, 1991, J. Biol. Chem. 266: 19867-19870)°l uwlzg} A HA 7|A] Alo]EE9]

AL EELS Y JJA] AlolEEL] JAEH -3 (engineered) BT},

A Jba g9ge] A%, AdstE 59 @ oS vEy, AEAS(strand) NAEES g
Z

H3Y SPuwIgorE=e] A FHHolA 30-5071¢ FEFHSE=R &N old uwigt z4zto)
AFEolA, S FEYQEZELS 150-400702] wEULEE dHS A= F5 gE 2EdUE AER 2F
2 4 Qth. o] E2 thA] 150-4007] FwEE LEI=9] PR TF AAES AAEE O FPo= 2oY, dyF
o=, T 7 o9 SHAFIEYLHE NEE T EE Ty g FFEo F /e HA = PR A
AHES AYAEA "k, oA AAE HAE AMES TA] PR FFd o AgEo] 9 phd 99s ¥
A, 2d Wy LEHER GA F2E S dE 98S AAEY) 98, PR TF el TdH == A B
gddol HRE dHS PR F%o] A7 Ao vtgaed 4 ),

ATEE ZldEs T QtslE FA 2 A JME J9Ee FEd TERE, Y, A9 s, 29
F9, 3 HRgdE, Fotdidyeld, AAF TA ALY Ao HE WE FHES I, A 2L A
H e FEEL 9 AEHE AFEAY, $F AEE 3E-dARIIAY, dsFos dARAIAY, =
= MEAoR FARAE & Ak o] HSF AEE oF FAHA F AES BF ddste S AEE 7S
A Ak, A7 [g6k & g TH HE 9 FHo AMSEE FEtav=d gisiA e ool AEEe . o] &
g =7t FEEQAY] dZdd, PR TZE V A3 2V 7k A oDNA A do] kg Fad 2 A vy
Frd2E (ninigenes) S AT5F3k= dl 29 4 AA HAJvh. olH e Fekan=s $dE] Q17 Ee 7)vekstd
IgGl, 7F9F B 1G4, 719 FAES Fdsh= d 24 5 Ak, FARE Sgan =yt g2 243 ofo|AES]
oy gt AHE Edsks 3 2Es & 5E 5 A

weba | Bowbhge] worE Wow B owmol &-(LD 18 FA|Ee] X2 EALS (LD AdstE AL HE
3, B oalgo] AL Hojx el Ve F EAS Hiee FFow Add Q17k3lE 3-(LD1S FAES
AAe7] e ApgEn. £ o FAHeR, s BedFeyd 359 s oj4e] (R J9Ee B uH o]
F71HAQ1, AxFA o =-75 % (engineered), <1ZFstE &-CLD18 FAES Adst7] S8 L&zl A7 =
3 9495 2 CREY AxgHo= Agd 4 vt

T 4@ AES g% 2%

CLD18e] A¥tel:= o] wH& 5t
o} (oA, ELISA, 28 B3 Wdsy 9 Z29 Alo|EvE

A5 dgel 5793
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[0287]
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F-CLD18 FA S-S AAS] S, Aeg stojnelevtse RwdRd A FAE 9% 2-2y 2vd-=E
23004 A & ok, & g2A), F-CD18 FA LS FAo AT Bkl Aad 5= ok, A
o HH" 4 9, v Fasirhd, wuld G-AmEA £ did A-AgRag Fste R E2gy
o FFd & vt HolAq FEld(eluted) Ighs XS A7) A8 4 A79E R 2L 53 A ARvtE
ejule] o3| iﬂﬂ% T Atk % &L PRBSE wAE F i, FEFE 1.43 &% AS(extinction
coefficient)S o]&3lo] 0D280°] ¢l =AHFHL, RxZ2d FASLS roldol=(aliquote), -80°ColA

ugd 5 g

ghek MdEE F-CLDI8 ExI2d FA|Eo] Fdg JdIEZe} AFSE=AE dolrr] 8, AME-AAH
(site-directed) =¥ HEA}O|E AAH(multi-site directed) B o] (mutagenesis)o] ©o]-&= + tt.

olo] AElY ZAA(determination)
AAE FAS] olo] REYS Stoluy] 98], tksk 7= ofo] AEHY ELISAMV“H Zymed, Roche

Diagnostlcs)ﬂ T AT vle]a R ElolE] FHlo]ES AEL F-ukg-s IgR IWE F Utk E57 Fo,
EZUOIEE 2/ st T 2RellA Rrgrd IFAES Ee GAlE ofo] 2B EH s2 AR, a7
A AELS w92~ 1gGl, [gG2a, [gG2b v 163, 1gA =¥ mF9-2 [g-5ol 4 .zﬂi/\]li}xﬂ— TAlCl ER

-SA1A 5= Slek AlF F ”31101 S99 ABTS 714 (Img/ml)® AAFAIZ]IL, 405-650 D= A3
ATk, E TEAE, ofolAiEY phes RwgRd A olo]iEte] J|E (Roche, Cat. No. 1493027)7}
Z7kel ejal Z1AE vheh o] AbgE = v

Z29 Ao]Ev|Ed 4 (Flow cytometric analysis)

2 m

(LD18S WdstE Aoy AXEY 3 =

CLD18 AL &AE FTH3ly] 98], =25 Alo|EvER 7} AL

= AEFE 9 (D18 AL 293 S YzTE (FF AH =

1% FBS $h# PBS W ExFayd IAE 3| 4 3} A

th. AAE 3, APC- EE Alexabd7-TAE 3 Ig6 AT 7] A AN 2o x7sbd (LDIs-AdE R
2Xx0 E

[=] [=] hl
29 FAs A% + A ARES 9, Folle ATEL AolE(gate)sr] A% W R Afol= A
1 Kol

% (light and side scatter properties)E= ©]&3F FACS 7|72 Z 29 Alo]En|Egd o] =2 4 ).
@ FAgollA BvlEA vkl (binder) EZF-E CLDI8-5ol4 RixFwd IASS 7| A8, T5-3d3
A el FdE 4 vk, CLD18 B FF mpAE IWstE STtV ER UAA R FANGR MEES V]
of Z1AE miel Ho] GAE $ k. FAAEE ATEEL FA-GNE AFERT HE G2 F3F Aol
A2 F Ao A E AEXEY vTt o)A F A transgene) 55 FdAskE ZAF, (LD18-50]% =
LERY JAES FF v B AXE ASEA AFst= v, v 5ol IAES HFAAE H]E%
FF AMAE ol &ste ARl oMol EE5 AolERER] ofAo]d T

3 . =
b S Tk AESe AIE ukeh Lol REs AaEm, @y @ngel o EA}%

st e g4l

T At

ok 53] HAdole Ml ¥ AE digh Axzte] FFo| dE Bl AxEe] FElel o A=W A
Yol g GAde F5E ko] k. (D182 AE W Ide oo o8 HH3lAr, a) vy =4 =
A, dF 5o EF3sE Wow ¢ %5% AE DnoA] wjs], Prele s Agstn(dE So] o
EDTA/PBS H+=  oFfERA|(accutase)), A-2oAl 7}&3te, ddZAIEA 2(endocytosis)e] AA(d, A+
ofAE) HEE CLDI8 HARY WYl F4AE H7E, b) & B0 FHAERE Axe FHolA A EH9
e, WA S FACS Al &7, £ AgA 34 S22 oal Alx gHdA w2 oA (D 185

Atz AEE A" 9 224,

osbel whp-2mo] Ao 3 CLDI8 Aol EAl EE (LDI8S Wdste Holgle Axet munIad 39t
g 4 AAE AHEE ¢ gtk dE 5o ARHeR, 52 Y Fol
8§ BHS AAste= SANERLS 10% FCS, 2 mM L-glutamine, IOOIU/ml A
d, IOOug/ml sEIErtoldlo]l HFE DMEM/F12 wiAlollA 5 A7 =x1ske] An Gefolmoll A wikdnt. Al
EE 7 U stz sdEs me agEAY v T, 22 auA 3057 25Tl A CLD18el

Lo
=,
)
o
o

= O
tavo 1
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[0289]

[0290]

[0291]

[0292]

[0293]

[0294]

[0295]

[0296]

[0297]

[0298]

[0299]

[0300]

SS90l 10-2099875

= ez BAHAY EFE X-1002 F3yE u
1= e g getrggds|E 14g¥ Aol (LDI1gS] xW =4}
(localization)7} ##E 4= Qlth., =3k X o] A (tight junction)ol W3k CLD18S] # A3+ 70-13 22
A o] 5 A mpAte] FE-dMe] o] BA"E 4 vk me, FA A & 2 AEwue] CLD18 A3t

=
g 248 & 9

Fgoqn Aol

2" &3 (Western Blot)

CLD18 sri¥fe] WS 93, F-CLDI8 IghEs =¥l E3ldo] s 72 A9 4 vy, 1hds] 2,
(LD18E w3t AlXu AAT SANRTFORZRE Y AXEFEHES FH8) SDS ZejofaHolntol= A A7) ¢
FAZ F A AV)olE T, FElE 39S UERAEZ O~ Blo g o]FFo zuE, AEs Ryegayd
Aot A AR, g6 A3 d-ulg-2 (g6 AEFAITolAIE AH88] HEF L ECL 71Z 2 |/ (develop)®
=
H o ZZA 3} 8H Immunohistochemistry)

3-CLDI8 W2 IghsE WA o AlE 2 dez WAooz W xxsste 93], oA, 943 4% A
A BARRE, Fe AdFozu(d A, DAN-G, SNU-16, i KATO-111) & #a$ (2

= =S Z]
T T =y

(D18 WASHE AZF} AFE )F ol4d FHE 2 9 zH o} o 27
ARERVE HHEFRAG =} AE wYH kol st L ges =

[e]

»

] oA, &
= B Sl ADIs BaLh AP 05y
gAge Aol &

Ml GAEOMKO) 7 T - FA A B A o) =

A9 W Al 4F (phagocytic) % HAE 3 e

CLD18el| thet Sol# Q1 Ajtel tlal, CLD18 =& A9 A EAE(phagocytosis)H AE 43l vl 5 =
Ae7] 918 P-CLD18 FATel AW & Ak, APe W meId A B S A ) 29 Y
o 9N 27 2EdE ATE Aotk

gz o] Z= A E-mE A EZAADCC):

hes] 2E], et FAZEE U2 PMNs(polymorphonuclear cells), NK A3, Ei/\}o]E chal] A

© e 2] AEe 9F stolua 2k dAEE §, odd AT &afol oS 3

a7 Aze vdd adr] Ax o 54 Az vEelA 10% 2-v12dste FCS

® Izt dHeo] BEHE RPMICA FEs il (LDI8S dlsh=

A= FF(BATDA) o2 EAE % At F =

B4 AUlelEx FFA i FA4E 5 vk E=uE dijb 7lEe FAIHY
ggate Aoltk. A7t FAH 4=

s olF gYgd &
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o ARES WY PPt NE EE RIDA AUelE BEEe) EAT SAFORA AL ekl of
Aeldrt, TEAl, FASAR e Aol 9% Whe YEAeH ALE 53T 5 Ak

0D WY FAL EF ATGA} 0ol meId P A e AT P A9 o
Fg 2o HaEL & o)

< 3-CLD18 #Ae] CDC w7 58€&
S 93 4 FAdR A L Ao uf
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[0301]

[0302]

[0303]

[0304]

[0305]

[0306]

[0307]

[0308]

S50l 10-2099875

= AR A AFElel’ st 4 Qlut. aglavA dHolv IS HF w=v) 20%(v/v)7F @ w7k g AlE
S 37TCollA 20-3027F Qo] Egitt, Zbzbe] AlgoA U BE MEZE FACS FHO PI &9 Hir}. o]
E3HE2 FACS ofdlo] & ALgsle] Z29- AlolBEnEY BA48 Fd FA] ¥4 4 .

o2 ofAMo]olA, (DC F=t H2& A¥E(adherent cell)o] wel AAHET. o] 3l ojAo]e] A FA|doA], A

A v jﬂ%f‘f} ajek vpol A RE|E Zelo]EolA 3 x 10/9e] W=z o]Ao] 24A17F Aol M E(seed)
L3 ged A uXE AAYI o] NEEL ST A AW (triplicate) 2 QAFH|o|EHT, thx
T AXELS 717 HH 4 (background) &3lvt Hdl &3l SHS 9 A wiA Y 0.299] ALETS SHAshE A
A ouixet A Al EdTE. 2083 AolA AFHolESE Fo] A2 AAXI DMEM(37T oA

o) <ol 20%(v/v) Q1ZF FAoluh FAHS Ao vl 37CoA thA] 2023 AFHIe]EGITE. ZF Al RellA]
e BE AEXES Z2AYF 80585 &4 (10ug/mb)ol wetct, A, A NS 2.5ug/ml oY ER
BRulo|=2 ¥3at= PBSE thA|H 3L 520 nmollA] o3 7] (excitation)ol ¢ &3 WS Tecan SafireE AFE
3l 600nmol A S ¥k, L WS (percentage) 5ol% &3l vthad Zo] AitE.: & Sol¥ &3 = (F%
A =-3F wA)/ (F3 Ho &31-383 W74) x 100

wFz2Y Ao 9§ AxE ke oA

EA]2(apoptosis) 7NAl T8-S AlFsH7] Hdl, <& 5o ExE2d & (LDI8E CLDI8 4 FT¥ A,
S SNU-16, DAN-G, KATO-II1, HE=CLDI8AAE FF MLt 37T oAl oF 20413 & QAFHo|ES 4
.ol AXZES AFHE F Annexin-V AFEE WH(BD APHE) A A E o] FITCL APC(BD A§t§ 7}-2}) <}
H Annexin V&} 15%3F o F5&oA QFHIolE Tl ZF Al8oA U BE AMXELS FACS FH <] PI

(10 pg/ml in PBS)oll TBA|3L SA] Z29 Ao|EWEZ (oA AFetl2)ed o3 Hriert. tjal B
249 Ao gt Ax FAo Aty e 4§ JIEZ HEF 4 vk, DELFIA Cell Proliferation Kit
(Perkin-Elmer, Cat. No. AD0200)E wlo]|ARZolE <te] Z2lsl= A ¥ DNA A Fote] 5-HR2R-2'-t]
SAS-EE (BrdU) €3 A 71x2g HsH 9 dojAolo|tt. E3E Brdle F23% EAE Ex32d
AE AHEs AEEY. A AES s, AEES BAFIL Fix 45 AFE3] DNA WAEY, 4
gEo] AR e FA= AMFHEo Holx yrta, X FARFE {FRIR o]2E T A7]7] F3F &Ho
DELFIA =47t H7benh. o] §do o5& DELFIA FE=Ate] FAARES 71 1 83 AeoE 3%
S A, SA-E 3 -ASoAM A-EdH (time-resolved) ZFLEZWEDES 8- 7+ Lo A EoA

J )
DNA Aol wl&lget.

22 oo oz

oo o ¥ £

=
N

mlm

AYg AT

CLD18 & F& Azl A x4d 9o, 7L %S A3 $18, CLD1gel ZAF et ExI=Rd A= =
sk AR g Zd(dE 9] (LD18S Wdsl= AXESF, olE S DAN-G, SNU-16, = KATO-11I S°] F4,
= HEK293% o] 4 $ AlEFE FAFTE olF oA TEHS 7 WY Ay whe-zolA)elA AP = 9l
t}.

CLD18 d T4 AMEE WARS vp2u thE T2 ofF oA Fo AU A7E & 2] FIAE A
28 7L 5 Aot TYY Aoy TY T A4S AdWsr] AT A madE FAs] A9, TS 4
T k2o A FAES Fostal TG AEY FAT g k. AES TFol AT kel Fosle] T
of A%, Aol e T T FAAES Fol7] g A A Am a2%5S SAHY F Jdvk. A A&
(application)2 M¥E Z2] JAAl(cystostatic drugs), A <1z JAA, AMEF7] 234, FAA A A
2o e B4 b2 FAE AL8E 2FE AYA a2 ZAH 54S SAL 7 dvk. 2 2o @
AL o8 vehde 54 5288 B8] 98 FEo AU dx Ae FUsa (Lh18 A 259 o
ol A& = U= Sl dis] wWds] 2AE 4 Q. (LD18 Aol AYA| gl 7t FALoRTE B
8 fiut #l 5o CLDI8 & ZFoAfe] H7do] glrt. QIzbelu} 1 whell o} 22 v FolAe] CLDI8S 14
3t FAE 53] QiAo RuxZRd CLDI8 Ao A& o3 yelhts A% 78S ofwste d &

oY EX 9 (mapping)

Boukgo] Ao o5 Adx|EHE U EX WHS "Epitope Mapping Protocols (Methods in Molecular
Biology) by Glenn E. Morris ISBN-089603-375-9 and in 'Epitope Mapping: A Practical Approach" Practical
Approach Series, 248 by Olwyn M. R. Westwood, Frank C. Hay ol AFAls] Aw=® = a8 4 v},
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[0310]
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[0312]

[0313]

[0314]

[0315]

[0316]

[0317]

S=S0dl 10-2099875

I. CLD18Y 2 H+E o]FEo|A (bispecific)/TFEEo)H (multispecific) EA}

o] oo el glolA, (LD1gel i AT FAHAY EohE V5 H 24, o 5Y E o
U (s 5o Fab' vl Ao} thre] AjE Ao|En ¥4 o9 ELd @f&é}—t °lF5

A EAE AT F ol dE Sof, # i) A Eoe 34, PE=, £e AT 9
(mimetic) 5°] T shte] H& ofeirfe] A FAtdl 7IeHor Add 5 AvhEetd A, /44 3
= oohe el oa).

2
Fi
I o3}
-7HIR, Fe- O—JJJrRl FC-
TE U AAHEPWNs) 5)
0114 BAES e, o

%
A
o

>~
:J_
o
2l
=]
2

|9 Ezo] th3t o]
TA ] glelA, ]2
Fe &Au, (D32E T A%
7] Az, JME,
1 CLD18 & %4 Axelw= A7
—5—0114 ke (D18 IE A=

AIE EAADCC), Abel E7}

2l
9o AE 48E FUE FE 9
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=

>
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2221 A 3 (macrophagesor
7hsgk o]FEol4,

S a7] MEe FHOoE FAY CLDI8 Hd AEo] 2]
W&, v FHSAOlE So]29 AT 22 Fe F8A 93
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H
wao] Aoy E moﬂ e W wg
) el ARTORA Fe 480 T
PPN ARE Aot FAY VA P
F9¢ A% 5 Aok oA,

o Tl
F&:l

o=~
oo Mool
N, 2
o 2
:Oé
iih)
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o
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( rlo
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o
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ofo
2
T
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Y
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0~

rlo
e
_>|4_',
S
24
iih)
o
BN OS‘J

5 E](entity)f&‘r—‘:— 2 <l E(entity)ol AT
MIEEAS T AE(AZS =¥, (D2, CD3, CD8, CD28, CD4, CD40, ICAM-
2

i

o >4 e
2
ot
I
]
oy~
0,

N
T
o

=]
Y
X
kel
)

e
A FAdelA, B wge] o]FEo|H, tFEH EAEL olJozA Hojm el FdA, oAF
£o], Fab, Fab', F(ab'),, Fv, T &9 A& Fv 52 E33d. o A= =3 Ay Fd4 dolw

b
ot
|

(dimer), E¥ A9 AF(minimal) @3, o= E°] Fvi} Ladner et al., US 4,946,778 HA}H ule} &
g9 AlE FEEY F& k. A= w3 US2003/0118592 = US 2003/0133939¢ 4] AWl nle} o] A3 &
Wl WY 2259 §F 99dd = 9k

8 mrZed Ao os) PAEH, ww=Fayd Ao AT

(Igt)oll o3l A=A =rh. 7|4 AREE Ape} o], "Igh F&A"= A 1o 9

X3k 8 ul-AbE FHA T guE JhERiYh. olelgh f§7AE Fe-gammaRI (CD64), Fce-gammaRIT (CD32),

and Fc-gammaRITI (CD16)2}= AN Fe-7nk 84 S22 F2HE F 12719 Ed=BG] £ 74
3 ¥ o

2227 olol 28 H (isoform)S FYd}, 4 AMFHE FA o)A, Fe-7v} 484 €17 nR3E Fe-7FrlRIo)
.

olg]d MuHE mw-Zey a1 AT EASE Fanger et alol 3] WO 88/00052 = US 4,954,617¢] A
WEo] 9}, o] FASS Fe-gammaRl, Fe-gammaRIl T3 Fe-gammayRIII] o9 E o] =849 Fey A3 A
oJEshE PHEE AllEdA AFHM, weby 5o dge Ieee) Aed FEel o8 Adgoz juwA
et B oM §8% FAH F-Fe-uRl FAE mAb 22, mAb 32, mAb 44, mAb 62 % mAb 197 o]t}
e Aol A, F-Fey A FAE wwmFad FA) 229 QAziskE FejH2)olch. Hoz FAl) AN 5
% 8}=Graziano, R. F. et al. (1995) J. Immunol. 155 (10): 4996-5002 % WO 94/10332°] Aw=e] Qlch. H22
A B AEFE HA022CL1 A A8kl 19921 11 4% the American Type Culture Collectionol] 7]Et=%lo
o, FEWS (RL 11177 & e

e AsE pAdeA, Fo 4800t AT Sol4e Fo-oku 84 (Fe-2SRI (CD89))sh ol 917t Igh
sgAlo Agste Pl o zﬂ% k. o] A Igh FEA ] AFe 23]E Az WAFRED Allgh)ol 9
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[0318]

[0319]

[0320]

[0321]

[0322]

[0323]

[0324]

S=50dl 10-2099875

ps

3 Abgts A Sevh. "Tgh FEA"EE Eols Al 199 AARE shue] Aub-fAd A (Fe-LIRD 9

H =24
S ZdslEE BF oty o] HFAHAE 55004 110 kDao] AZeto]lAd FWH EWAAWBE Q) olo] AFEHES T
St o FYPeeE Ao A#A Yrt. Fe-LIHRI(CD8Y)E HiAlolE/ma 2wtz (RAME), A D 3F
A AT FxHom wEEY, H-g3r] AETdE HEEA ek Fe-d¥RIE [gAld) [gh2 25 5

P Ee R3S zheEd), ol G-CSFub GM-CSF(Morton, H. C. et al. (1996) Critical Reviews in
Immunology 16: 423-440) 2 Alo]EZle] =249 A F7istth. Wl 719] Fe-¢3RI Sold Rueaa2g A,
= A3, AD9, A62, 2¥aL ATTE IgAE|RtE AF =l WelA Fe-¢IRIE ZAdelH, AHEo Ut
(Monteiro, R. C. et al. (1992) J.Immunol. 148: 1764).

Fe-U3RI9F Fe-#mRIE ¥ 2ol o] Algo] AEE= EdA(trigger) F&A0th, dhvkshd o] (1) F
2 WY g7 AlE, odF ol EAtolE, PINs, tAAE, #2744 AlE FolA BaEw; (2) & FF(d
E 59, AE 9 5,000-100,000) 0.2 LA ; (3) AEEA 2L (dS 5o ADCC, AzE) miEdo]
w5 (4) 279 B o] i Ar|gdS T FPES] PHE FY TAIE FASH] "ol

r.(

ErhE FAldelA, o F5eld Bt ArAel J1%d B4 TG L U] gEw F A medug
A, Z 0 FEA G F2 4§ BAS I FEALE FES F2 At A= YL,

o714 AMEE "Ea] AT Sold FA'Y Fe mny) AT Fe £8AF Afee B 5L 54 B
Se sl B owgeld A8 slel AEd FAE mdo) Axel Fe £EAE WA We FRuo|
o8 AHA 2= Aol =el A ARA

o}
oA AR TEF] AEE W wee X4 % B4
A W] ALE elad. BEH Wg ATE B4 Ee
BAIE @ AELa T AE(CILs)E el A

Al
Al *E (eosinophils), =FA A|¥(neutrophils), T3l
F
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& 5 9ok, fdb) AP 54 RS WAL Ao EAI B
Sof, Fe-qlviRIe] Wa e AEHE FHIRN-y)o o3 4% F
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zo B4 0 AL %4 38

2

(humoral) 1zpell oj&l] FAl€tt. o

i
NOrr 12 Y ox

>

f
X
)
E

5 BB nFAs g oju
3

R 2
= pREskE AEelth, (LSS T

=,

B R
I

o,
=

=,

B owge o]FEold, tEEeld RS 35 )
Acad. Sci. USA 78:58075 #a1)oly, "Z=vl" 7]&

%2 Agd wE 5 Atk

2 (dE £ D. M. Kranz et al. (1981) Proc. Natl.
5 (US 4,474,893, to Reading 3#i1), A%3%H& DNA 7]

~

53], & W o]F5o)d, tgFEold FXEL V|EwoklA & HE AR & 5o -FcR¥} -
CLD18 Z3 Foldy #& A4 Ad Bolds &8s w+& F Art. «dE 59, oF5od, tde5ol4d &2
o ztzte] Ajt Bolde MEder ALtdE = A2 ZAdE 4 . 23 Bolido] v ol FEfe] o],
ohget A% 9 w3 ZAgAE 3R A AHeE 5 Ak, wak A3 ZEAe dEe gl A 2R
telu=,  SATA(N-succinimiday-S-acetyl-thioacetate),  DINB(5,5'-dithiobis(2-nitrobenzoic  acid)),
oPDM(o-phenylenedimaleimide), SPDP(N-succinimidyl-3-(2-pyridyldithio)proponate (SPDP)) % , &3¥X-

SMCC(sulfosuccinimidyl-4-(N-maleimidometyl)cyclohexane—1-carboxylate(sulfo-SMCC) 7} = (7,
Karpovsky et al. (1984) J. Exp. Med. 160: 1686; Liu, MA et al. (1985) Proc. Natl. Acad. Sci. USA 82:
8648 #ra). ttE HWHEZ= Paulus (Behring Ins. Mitt. (1985) No. 78,118-132), Brennan et al.
(Science (1985) 229: 81-83), L2]al Glennie et al. (J. Immunol. (1987) 139: 2367-2375)7} A3 Z & 0]
ATk, AoHE ZTFACNE FFEAZ= SATASY £X-SNCC7F Ao, o] &2 Pierce Chemical Co. (Rockford,

LA 4+ 4 o,
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A} (dE EofWeintraub, B., Principles
of Radioimmunoassays, Seventh Training Course on Radioligand Assay Techniques, The Endocrine Society,
March, 19865 Heh). o] WAMY &9 94 y-7HEE S ARgolu Addold 7heH, 2 WAFsARIE G

o8 HEF & Ark.

T OE WA, B 3y AEss, FE(dE 5ol WY A, v WA YL 2 X5H Ko
o ElL} 2FEAld ZFACEF (D18 FAS EAoZ st} et AL g4 "HAZFAE"S A
gl s ol AEEAE XESE WAEFACIEE "HA5A"E /Y. AXELA B AXSA F
SA= Axo AFAY 53 AEZ Azl ZE ZEAS ET3T. O d2s "@E Ao EZE
B(cytochalasin B), Z28mAld D, oEgfL H=Zulol= o|vEl(emetine), vUlo]Enlo]Al, o|EZAE=
(etoposide), HX=¥AZ=(tenoposide), RIAZ=®", w®IEZH2="E, F3X, HAFHA, O9-x=Fuyl
(daunorubicin), Ts|=EA] ¢tEZFAl t]2(dihydroxy anthracin dione), RIEIAIEE wEgiufo]Al o g

o EE, g

mpol4l D, 1-HBERHAESHE, FRRAEdo|E, TesQl, HE, gusel, Zeael
D -

3 FRue|A I} o] RAEL FAIE R FEEAS e

Boago] mAFZFACES FAsy] 93 AHEd 5F AeAE, oR AFdEE AL ofyA|ut, At
2 (q3Ad, WEEHAIE (nethodtrexate), 6-HTEFH, 6-EoTold, Aeewl, 28y, 5-Z2F20 29
g gzrEakzl), gdgeld ZAgA (AW, wWazdey, geds, Fzgra, dsgd glERag
(BSND), % ZEAE(CNUD), AEREAFUE, BRAG gHZRUE ~EAEZXEN, #lEoio]il ¢ 9 A
s-gFz 2ol ZgEld (11) (DDP) A2Zed), GEZAZFY (dAY, th-=FH A (o] dol] th9-1r}o]

A)) B EAFRRD, A (ddd, "gEmrkeldl (o]l ofE|wmolil), E@lentoll, mEgiuio]l Yl
SFEZHtol Al (AMO), % F-wEE Z&A (ddd], Wagxd 3 WEgae)E x3dd. A dsd 449
oA, ABA= AT 54 ZEAY B 54 ZEACl. e AN, A5A= 1y
te FAldelA, ABAlE GI-CSFoltt. dae FAldelA, AsAls 5474, AxEdE, Sdertelld,

i=4
2
P, AeTad, FREPA, AZEsdus wE g4l fed

I
2
2
©
ne
H

SF

ool A B e 22 CLD-183 #eld FHe A8 98] 2925131, °]EF-90, <lE-1113
2 A weldel A AE 54 A cokEe A = v 2 dde] A AgE e A
=8 whes M7 d ARSE = 9len, o] ofE RolofEl: A Fe An FEA 3= o
2 HAEA Feth dE 5ol o ofF EololHw wiehA R A= 28 oAlsts el Ze e
ol=dd & gtk ejd Sl Ao s o & B EAA 4 54, Te 279 @4 9 ofEd, Al A, F
ERus ojma, Hzedor 545 FF A4F A IFHAE-y ok 22 G B dE 5o "2, <
B#-10"1L-1"), AEF0-2("1L-2"), AEF0-6("1-6"), HHA4 WAME = A= AAHGU-CSF), 3+
g

H
M AT ARG-CSP) B T 4P QAES MEE AR 13 WIAES TIY 5+ ok



[0332]

[0333]

[0334]

[0335]

[0336]

[0337]

[0338]

[0339]

[0340]

[0341]

[0342]

[0343]

S5S0ol 10-2099875

Ao 3k 183 83 248 AFgste HaYe 2 dyA o, 9= 59 Arnon et al., "Monoclonal
Antibodies For Immunotargeting Of Drugs In Cancer Therapy", in Monoclonal Antibodies And Cancer
Therapy, Reisfeld et al(eds. ), pp. 243-56 (Alan R. Liss, Inc. 1985); Hellstrom et al., "Antibodies
For Drug Delivery", in Controlled Drug Delivery (2nd Ed.), Robinson et al. (eds.), pp. 623-53 (Marcel
Dekker, Inc. 1987); Thorpe, "Antibody Carriers Of Cytotoxic Agents In Cancer Therapy: A Review", in
Monoclonal Antibodies '84: Biological And Clinical Applications, Pincheraet al. (eds. ), pp. 475-506
(1985); "Analysis, Results, And Future Prospective Of The Therapeutic Use Of Radiolabeled Antibody In
Cancer Therapy", in Monoclonal Antibodies For Cancer Detection And Therapy, Baldwin et al. (eds.),
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[0401]

[0402]

[0403]

[0404]
[0405]
[0406]
[0407]

[0408]

[0409]

S=50dl 10-2099875

= 27 (i) CLD18-Ed MEE xFste 99& dRlsy] 9% 47 HE7Hss vitAE A&37] s
JAs =EFA 7= GAS £33

A7 7leE WHe B3] oF AWS v]FE3 (LDIs-dHEE AW ES =23 (localization) Z/%E+= CLDIS-##
H AHES JAdsted fF&eit. 2712 e,

= AlZo A CLD1S, EA1+=, (CLD18-A29] <k HU} & Alx o] CLD18, <=4+ CLD18-A29] <& Alm7}
e g, 53] QoA CLDIS-#le AWl EA5 el

g2 FAldeA, 2 Wgel |y IFAClEE Ao 3t 3ES AZAs e A o8] 2 pddA id
H (D18E 7HA &= MEE SFEE (A7d, A=A, BA, AMESL, PAAEASLE, 99944, 5)& %4
stdl AFSE 4 Y. aEshe], B dwe £33 Y HEE B R3S (LDI8S A= AIXES A o ®
= Alg# U 43 (localize)str] 98k WHES E3 Al FSr)

Boulbge R o] HYE Azsl=E AoR A EHA &= dl7] AA Y REREH FrH o AdHy

AA 4

1. CLD189 th3t H&(murine) 3-Ae] A

) E1

R |

1090 &=

f

ol'

Balb/c B+ C57/BL6 Wh$-2~5-2 <IZF (D18 ©HE (AMEWE: 15, 165 17, 18)S IYst+ X3 &
A5 E AT}, 50ug = 25ug0] ZEFATE= DNAZ Setlo] Rx=Fay A A4S 9§ 19 2 109
THE o, CpG (AR AFE 3 1ban) o] EAjste] Set29] RmgRd A AdS Al 1€ R 9
A 2 11Y, BE 1Y, 16¥ 2 369l EAFFT (25, i.m)ol FHEAT. CLDIBA2(M I E: D=

= FYate i &34 (DA0LS F7HHow Fs-Faade Ax 8wk ofet ¢
FYHIL, PEI-Mane ZHHE EE SPgWE FHHAT. w259 F3 el 13F CLD18 dof

= Eo]A Wost 22E % o 4&0}04 16 ‘%‘ 430‘ Atole] Wl &g dAn| ol o3
i) E

(e}

o
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o 2 o
N
N
1
i
t
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ol ﬁ? e rir
r—\—4 rﬂ e
Hof oo rl

e ¥ o Kod
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Hk-S-
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(% 1b #3) & =gt gatow dAgow Fa799 5 x 10 = thas 1 x 107 HEK293 A%
W el oel] Setze] HnmFRd FAo S AR NI AAEl A 44, 3d, 2dEct B
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S=54 10-2099875

[0410] Reged FAS] HS H8 A

mAB M ols mAB o 5}
SR E TEEF
AE1
24H5 40 42E12 45
26B5 40 43A11 45
26D12 40 44E10 45
28D10 40 47D12 45
37G11 45 61C2 45
37H8 45 75B8 6
38G5 45 85A3 6
3813 45 9E8 40
39F11 45 19B9 40
41C6 45
A E2
45C1 53 166E2 51
125E1 45 175D10 51
[0411] 163E12 51
[0412] Eold M3 ZREFS ¥ 1b F=E.
[0413] [ 1b]
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[0415]
[0416]

[0417]

[0418]

[0419]

S=50dl 10-2099875

G M TRES

w95} A (DNAR X (prime) B FEA-FY | Fd3dE AEE HF-2E(boost)
I2ESF | ~E(boost)) Ei‘J
CLD18 w|olsfutE= |A(day)d] |L(day)ol [CLDIBA2(A] [RNAZ =|n]AdA%
< g5} dWz:1) sk FE[Ad o
= DNA W 2 & |87t | E(day)
Hz AZAE  |CD40LF
AXTE CLD18A2(A]
AT 1)
=2 _J_E_ﬁé
Q@%%
A
6 A EBME 1 |50u8CpG 12 10 18 5x10° 84 —‘jr(none) 3
5:50ug 7o
MC3T3 A3
40 ﬁgtﬂim 501:CpG 12 10 18 5% 10" 3
7:50ug HEK293 A1
XE; olF
HHE 2 4]
10042CpG
45 AEME:1 [50eCpG (1R 9 16 1x10° 3
5:50ug HEK293 A
51 AAAE: 5% FF1,16 R 36 (22, 30 Hg.qy aa|T(one) (3 H 2
5:25ug  |27F Qe 43 o1 g
| S = A
oW HEK293 A
2,5PEI- b=
Man#*(150m
i)
53 ZZo|Y(p 5% SFH|1 ZE 11 20 g CE Y-(none) (4, 32 2
- 5X10 =
riming) 1A |27k 9l= g
— . =
Aule s | model HEK293 A
2508, % M cp6 504 ¥=
AHE:17:
2518
2% (boo
sting): 4]
AT 17
o0ug
ZoZd 2~ EANAAMA(PolyPlus Transfection) S ZHE]Q] <1 H]P%_—jetPEIm—Man
b. CLD18o Wit Azt R IAES Ailst= stolBemnle] A4
vh9-2~ BFA E(splenocyte)”t EEHi, IHFE ZEEFA A uhgs ZEF AEFO PEGY
AT, g auA, Ao R Yo slolHE|ErlE FACS Al 9od 17F CLD18S ZH 3w it
)3 FHAE HEK293 ME2ES AME3 (D18 HolAd ' HId=ZEdY Ailtd sty a9 At
Hozly n-AE2RE B "dEAPESY Y A E FEAS 50% PEG (Roche Diagnostics, CRL 738641)E
AFE3le] 2:1 B]&o Al P3X63Ag8U.1 HIEH] mhg-~ 4% AEF (ATCC, CRL1SOZ FFEHIY. AMEELS A
gk uhek wpo] Tz ebolE] o] EoA] ok 3 x 10/9R 24, 10% SElF A, 10 mM HEPES, 0.055 mM 2-w] %}
Eollgh&, 50 pg/ml ZERke]4l 9 1x HAT (Sigma, CRL H0262)E H7F 2% stelBimrt §3F 9 29 HF
& (HFCS, Roche Diagnostics, CRL 1 363 735) & 3 A8A wiX oA 255 wld= Ao, 10 HX 149
S 747t e (D18 ExE=2d IAEd diste] F29 A|ENEZRE 21U}, sfolBgEntE &
Hsl= e gAML (replate), HHAl 23U, o8] F-(LD18 Hd2d A S dis] Aol
A q

@, AT SR Ao AR SR ANFEES Selanb] SAE AT 9 9 Ao
Ao oo] AT ANST] s ARl MBHAT. 47he] solHelwnlR Y Holw st FEe,
P AEGS WEHE MASTEACS ), WA, 0 vel AE WAEE A7t Febol daje
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[0420]

[0421]

[0422]

[0423]

[0424]
[0425]
[0426]
[0427]
[0428]
[0429]
[0430]
[0431]
[0432]
[0433]
[0434]
[0435]
[0436]
[0437]
[0438]
[0439]
[0440]
[0441]
[0442]

[0443]

[0444]
[0445]
[0446]
[0447]

[0448]

S=S0ol 10-2099875

fuj
jincs
o
iy,
ol
ol
ol
N
o
:Czl_,‘
(o3
9
o
[
fuj
EO

S 1 FLISAYE: 4859}, vl$2~ ®%AB ID 7]E (Zymed, CRL 90-
6550) Ei= TFEA ofo]A2EY v BFR2Y 3 olo]AEle] 7]E (Roche, Cat. No. 1493027)+= &<l
H CLDI8 ¥HeA RuxFaYd AE9 Ig ABFHAE AAsE=0 AL AT

Setl®Z THE, 19719 slolv g}l MEFEo] A tE| L, CLDI8A2-LoopD3 (MEWHIE: 17, 18)= 5%
(57/BL6 m}9-2~E52HE 9 MIEe FFoRHEY 67, am%zmw1(ﬁﬁ i 15, 16)o=
Balb/c WIF2E2FH MEEY FFoZRH 137003, & IFAES T

24H5, 26B5, 26D12, 28D10, 37G11, 37H8, 38G5, 38H3, 39F11, 41C6, 42E12, 43A11, 44E10, 47D12, 61C2,
75B8, 85A3, 9E8, 19B9

24150 wp9-2~ RS2 1gG2b, « A, 182-D758-034

26B5: Wl RS2 1gG2a, « A, 182-D758-035, DSM ACC2745
26D12: whg-2 Hiw=E2d 1gG3, kA, 182-D758-036, DSM ACC2746
28D10: whg-2 Hw=ER2d 1gG3, « A, 182-D758-040, DSM ACC2747
37G11: vh-2 HaeE R [gG2a, k A, 182-D1106-055, DSM ACC2737
37H8: Wi RS2 1gG3, x A, 182-D1106-056, DSM ACC2738
38G5: Wk~ SR 1gG3, x IA, 182-D1106-057, DSM ACC2739
38H3: Wl RS R 1gG3, kA, 182-D1106-058, DSM ACC2740
39F11: -2~ BxZ2Yd 1663, x4, 182-D1106-059, DSM ACC2741
4106: wh9-2 RS2 1gG2a, k@A, 182-D1106-060

42E12: vk Ha=S2d [gG2a, k FA|, 182-D1106-061, DSM ACC2748
43A11: vk HueE 29 [gG2a, k FA|, 182-D1106-062, DSM ACC2742
44E10: vk B2y 1963, k@A, 182-D1106-063

47D12: wpg-2 B2y 1963, k@A, 182-D1106-064

61C2: Wl RS2 1gG2b, x A, 182-D1106-067, DSM ACC2743
75B8: w}§-2 Bx=F2d IoM, k A, 182-D756-001

35A3: W}§-2~ BExF2d IaM, k &A, 182-D756-002

9E8: w}9-2 BLwF=2d IgM, kA, 182-D758-011

19B9: wl9-2 RS2 IgM, kA, 182-D758-024

Saﬁz%%%,wwl&ﬂﬂatﬂxmz%@]@4Hﬁ,am%%mwm(ﬁﬁﬂ§%:N,w)gcwwm—
LoopDl(MEHZE: 15, 16)Z WHs}E Balb/c P22 EHY MEE §Fo=ZHEY 17], CLDI8A2-
LoopDl (Mg & 15, wﬂ@é%%ﬂﬂBmwcﬂ 2525 AXEY §Fo2HEE 4o, o A

S5 T

45C1, 125E1, 163E12, 166E2, 175D10

45C1: wp9-2 RS2 1gG2a, « A, 182-D758-187

125E1: w}9-2 RS 2yd 1gG2a, x A, 182-D1106-279, DSM ACC2808
163E12: Wi~ RS2 1963, x A, 182-D1106-294, DSM ACC2809

166E2: w}9-2~ ReS2yd 1gG3, kA, 182-D1106-308
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[0449]
[0450]

[0451]

[0452]

[0453]
[0454]

[0455]

[0456]

[0457]

[0458]

[0459]

[0460]

[0461]

[0462]

S550ol 10-2099875

175D10: wh9-22 BawF 2y 161, k 34, 182-D1106-362, DSM ACC2810
2. Bx32d FA9 Y

CLD18%] ti3l] WA 9E Ruday A S Ak D AA:

75d EAEE % ng Fo FASS AE] A&, stolnwnl AESS 2 x 100 AEES/ nlolA A2
(CELLine CL1000, Integra, Chur, CH)oll 7]Z3%F FAA Al=(seed) H ATt FAE X3S FHAE 15
18] AFA3AT. w2 BxeF2d &A= Melon Gel (Pierce, Rockford, USA)E o]&3le] AAIHSar,

*Ef Ade|E HA o o8] FF=HAY FPLCE ©]43t4 ProteinAe] ofs] HA=HAG. A 55 2 ¢
BCA-oJAlelell o3l SA L, AvH SuldddolE A d7|9s 2 ZrkA] Gl & &=7F A=A,

3. Rx=32d IAEY Y 54

a. WB, IFollA EANATHE] o x4:

— 7] =

CLD18A2 &3l= MEES AAds7] 938, HEK293 %+ CHO AXE2 CLDIBA2 (MEWsE: 1, 2) Ex
CLD18A2-myc (Mg 3 3

HEK293 MIEZE-2 CLDN18A2-myc (MEWS: 3, HE FARAHAY FHAAAHA &2 A2 vt LA As
A 24A17F Fofl, MEELS AFAEHL, §3E AF RUAAIACE A AV9deS ARG, AL w2 Femy
Az B2y 9. & vhes dAE 2A4" AFSAuAR ol d Fell, & (blot)> ECL 4]
ko2 A (develop)HaL, LAS-3000 imager (Fuji)E o]&3ste] AlZslsiqivt. &4 uixwtel A7) ofd FA7
AE Aol 27, CLD18-myce] oA4E EAHoZ WHE7F HEHAG (=, 2).

o

5

CHO AESo] CLDI8A2 (MEWE: 1, )& FA7RAEYaL, 24A7HEQH An Selo|=A o AAEA. A
52 Mgz AR, 25Tl 60%5<¢k CLD18 Wik HE ZejFzd oA 1 ug/mzE AANEJY. A

_I

T AEELS 11E(goat) F-HYHIE IgG (Molecular Probes)® EA|H Alexad88% AAMHN, I3 dn|47
APR SAEHIAT. = 3 HFAREE AEE EBRE ofy g Alxdel A (LD18S Edste= FAAE CHO Al
W

U

5

(3
(

A o 2 (heterologously) CLD18 & NI EL 3z A9

Jm

olidE Aldsty] fl8l vl ofAlel

¢

b. CLD18o| Ag3et nFad A5 AH/Z29 Ao|EnEgle ot 12} ~3¢:
HEK293 A EZE-2 ofMo] 40A17F #Aoll, AZF CLDI8A2 (MEMZ:1, 2) ¥ 333 g¥E dds 3dsis ddd
Blo} % FAZAAGYAY, T tEA ¢z (LDISA2E <¢HA Ao w wdsE HEK293 AMEZE  (HEK293-
CLD18A2)7} AH&Ea, ZTE3F Q2T 3stE (PIE 7183 ME ). 2mM EDTA/PBSE o] &3

= 5
ﬂllﬂ

2
Y
e
il
rlo
e
N
ON

} oA A, ok wlol AR ElolE ZeolER o 15 x 100 Al¥/Aw =
HAtk, AEELS folHE Ev} *HW‘O?L 4CoA 305t AFHlolAd 3ia, 1 oo, 1% E-584
FBS/PBSZ 21 9 Aﬂ&*%?ﬂ% AXNI, HFHO0Z APC X Alexabd7-ZF A0 EY &-ul$2~ 16 Eo)F 231 3
A2 Qo] stdtt. TRl A wA o, Fe-FAPAE MESL Cel IFIX (BD Biosciences)® 1A |
Ak, A2 BD FACSArrayE ol &3t E=F- Al|EMEF o3 A7ttt AZFo] A Al dishd]
3 vA BdE JtEFo] ZF(plot)dh. BE vk~ IAE 2405, 26B5, 26D12, 28D10, 37G11, 37HS,
38G5, 38H3, 39F11, 41C6, 42E12, 43A11, 44E10, 47D12, 61C2, 75B8, 85A3, 9E8, 19B9, 45C1, 125E1, 163E12,
1662, @ 175D10% RxZRyY A5 2405 (& 4A, Q294 A|EZE), 85A3 (& 4B), 175D10, 125E1, 163E12,
166E2 % 45C1 (&= 4C, QlolA AXE)S XF3tE stolrngEvl A NS Ha] oA E vhel o] F3 v &
d AMEE (& 4, QoA MxE)e mH Solxoz Ajsle HEE UL

—|—’

c. Myc— = HA-ef1% CLD18A2¢] ATl 3hA|o H|w:

1% CLDIs-5ol4 RuxZayg A5 AY AL F7H4o= EAEHAY. 1eg, RxesE2d A 4
ko (LD18A2 EdwWolA|o] thste]l &4 Har, o9 EX Bl 2(tag)e Aol 93] B4 =T, CLD18A2-HA(A
dHT: 6 t CLD18A2-F=Z 104 HA-o|T|EX eSS ¥gsts= W, CLDI8A2-Myc (M EWHS: 4)2 CLD18A2-F
Z20] AFslE Myc- OMEJ B 25 2t olz|g BlaEe] FYel JAdIEZ] FHHE e A wiEd,
oy meFad FAEL oudt SdWold i3 Ao &4 utegl 2FsE & Atk ¥F npA 9 Azt
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[0463]

[0464]

[0465]

[0466]

[0467]

[0468]

[0469]

[0470]

[0471]

S5S0ol 10-2099875

CLD18AZ W= vzl B Q1ZF CLDI8A2-HA W& @ wh# 3 (LDISA2-Nyco.® YA Ao w Fo-FHY
HEK293 MZE-2 (LD18-5old ExI2yd FAES Fhste slolHgmnt Aoz 3085 4TolA
ol e, 1 TS0 E Alexabd7-ZF Al ER 8-}~ IgG 23} &A= QlFFu|o] A= ATt BD FACSArray A
of B4 Holl, MEEL CelIFIXE ©]&3te] LAFUTE. = 504 24H5, 9E8, 26B5 E 19B9E 93] <AAlE )
o o], Exdrd IAES 21 AF SASC wek 9 Fold agER wEE £ vk (1) H¥Yd
CLD18A2 #wF o}yl CLD18A2-HA 2 CLD18A2-Mycol ﬁag—s}—t— FAS, gAY, 24H5, (& 54), TE (ii)
CLD18A2-HA ¢} ZAgelx e AL, o, 968, (X 5B), HE (iii) CLDI8A2-Mycol AF3sHA] &&=
FAS, oA, 2685, (% 50), T (iv) CLDI8A2-HAY] % CLDISA2-Mycol % AdalA &= IAE, oA,
19B9, (&= 5D).

S

d. Z2% Alo]EnmEgoe] 23k 917 (LDI18AL tf CLD18A2 EUMAIUEL| A3el= 349 vl

CLD18A2 ofelagHlE] tidt gl BxFayd JAE A Bolide T2 % AloE
t}. A7k CLD18A2E <ot Ao & Wd = HEK293 MEE (HEK293-CLD18A2) H <l
S kAo wE e HEK293 AlEE (HEK293-CLD18A1)S 30%-5<t 4Tl B
olHEZ=nl  AHAER QliFHlo]dd  thgol, Alexabd7-ZFACIEH  F-vp$x IgG 27 A=
olHolAsla, NEES uAHSAY e Qo] PI 7F2H M3tk ZAeHS BD FACSArray S o] &3] =

29 ro|EnEgd o&] H7lE AT}, & 24H5, 26B5, 26D12, 28D10, 37G11, 37H8, 38G5, 38H3, 39F11,
41C6, 42E12, 43A11, 44E10, 47D12, 61(:2, 75B8, 85A3, 9E8, 19B9, 45C1, 125E1, 163E12, 166E2, 175D107} 3%
g dfdol A FElE Tl 1R ReIFEd FAES 9% o5& YEkd Felth: (i) <17 CLD18ALS] o}
W QIzk CLDI8A29 Eoldo= AFste Exs=d FAE 43A11, 45C1, ¥ 163E12 (= 6A,B), 28] (ii)

QIZE ofol A E ¥F BT Aste Red2d A 37H3 (X 64).

e. WG An| A A ol o <17k CLDI8AL o) CLDI8A2 EM AT Eo| A3l &A1) v

HEK293 MFEEL CLDI8AL (A EWM3: 8) T: (CLDI8A2 (Hcﬂtﬂz 2)9F 833 g EEHo §F A S A=
Uy WEZ drHoR FANAFJL, A STFol=EoA AFAFHJY. AEELS TAHFHA F2AZ AAE
A g EL s a2 Fof 37ToAA 305t 24 g AH IS FqHste Hedzg FAZE I35
oh AH 3 MEEL Alexabbs-F A E &-vl9-~ Ig A (Molecular Probes)® QAT A& AL
FF A A7 A el o8 HrEHAY. = 7ol YERd vkl o], A 37G11 CLD18AL (= 7B)o] old Eo]x o
2 (LD18A2 (& 7A)$}F Wke3slgith, xd o= &) 26B5+ CLDISA2 ¥ (CLDISAL X Fof ¥H-8-agith (= 8)

A E 24H5, 26B5, 26D12, 28D10, 37G1l, 37H8, 38G5, 38H3, 39F11, 41C6, 42E12, 43A11, 44E10, 47D12,

61C2, 75B8, 85A3, 9E8, 19B9°l thste], @A Aolgls AxEdt st Edds|s uAgE AEZS Atold #
B3 Apolzt BAHAG. AMEEC] ndd o, FIAEL LT FEe A4S IS (= 7C, 8C, 8D).
lxrom, dolgls AEES] ol %xﬂ% o] QAatulolde A e e A3 (speckle) BH moll B
ol wwd xS AAS /AR (= 7A, 84, 8B). o1z RE AL Holle AEES mud
ol B = A cEZE Afdrs AS yEhdT

f. WA ew deshe ATl 474

CLD18A2 A A-Eo]Z sZalolm4 (A
RT-PCR B4 Eo] ALt A7k 9
KATO-ITI (ATCC HTB-103) 2 17+ 7%
Bl Ros Ha=drk(Fig. 9). 24
oA ghl= At

g. (LDI8 5old FAS2 UgHow Basts ALTES 44 2 Wy 24

: 11, 12)2 CLD18A29] ¥ el tisle] MEFE A Hsl7] 93
M EFE NCI-SNU-16 (ATCC CRL-5974), NUGC-4 (JCRB0834) 2
% M3 DAN-G (DSMZ ACC249): CLD189] 73 WAl 43S
2 (CLD18e wigh @u|E ZalEx2d dHoz P o3 amd 5

i1
2 (g
Ol’)\l 1-011

ro ﬁz 1
2

DAN-G, SNU-16, NUGC-4 = KATO-III AEES ¥x XA AW &dlo|=5 Ao AZFAT. NEELS 14

HA AU B dueEE2 ugyau, 47t FAEZ GAHAY. dAE 24H5, 26B5, 26D12, 28D10, 37G11,

37H8, 38G5, 38H3, 39F11, 41C6, 42E12, 43A11, 44E10, 47D12, 61C2, 75B8, 85A3, 9E8, 19B9ol wiste] A

EWol dale & 10, 11, 12A°ﬂ/\1 oAl wpe} o] TAEUTE FAE 45C1, 125E1, 163E12, 166E2, 2

175D10°] thate], HA 9 E S BAHEAL, AE FH G4 = 1280 vreEbhd ule} Zo] wmAgH A

EEgo] BEHJY. FAEY MBEIOFS ME-AX Tl ASHA e, T2 AEEQ Qo] ofd, uhe
= \J é} Z

A
oM AE FEe A3 dAS YEElng. bE dAES, A7 FAEse] vgddd A" ol

?_]}\1
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[0472]

[0473]

[0474]

[0475]

[0476]

[0477]

[0478]

[0479]

[0480]

[0481]

[0482]

[0483]

omn
J

361 10-2099875

h, 225 Ao|EnEgd] o3 AZFE YA wess g

KATO-I11 2 NUGC-4 2ol AEE o FFxHoz wdE (LDISA2S] ¥ WS Z 2% Alo]EuEgo 9

3 EAETE, o]AL Hx-FaY 3 612 EE 163E122 GAE KATO-IIT 2 NUGC-4 A XS] 93] dA =

3, 2y, Alexabd7-ZFAICIEE F-nk92 IgG 23F FAZ QAFHold & the, AXE TAAY E

= uAskH gt 43S BD FACSArrayS ©] &3 Z 29 Alo|ENEg o8] HrtEgrt. & 132 KATO-111

L NUGC-4 A5 7ol CLD18A2eN vigh 163E12¢] A3 Ad 3 KATO-IITAIZE9] Zo= 70.3% ek 61C2¢]

At A3ks vERdt.

i. mf9~ 9@ iz} CLDI8AL ¥ (CLD18A2SY A AHY:

A Hlatell Al <1ZE CLDI8AZ(NP_ 001002026) % 217k CLDI8AL (NP_057453)+= N-ZekejlA] thail, whe-2 (LD18

HolAE (NP_062789 and AAL15636)> EAIE Abolo] &2 A5A 2 AE wo] Ao|EES THt); (= 14 3

).

j. Z22% AolEnEgd o&] A F¥ CLD18A1 2 3 (LD18A2¢} A=< wheAl:

@ CLD18AZ E CLD18Alel wigh Eelel RxF2d A5 At %—i" AP BN Eg o] o] FA AT,

g vlA 2 73 CLDISAZ (MW 5:33, 35)& T ¥F v 2 Fd CLDI8AL (M E¥ME:36, 37)2 UAH

o FE-FAAF HEK293 HXEEL 4To|A 308%5<t 2A7F CLDIS-50]4 mwTF=2d IAE 38G5, 38H3,

37G11, 45C1 ¥ 163E12E 717 Ef-sl= slolBE = u} Fdlo g ¢lFuo]lAd 3 thS, Alexabd7-EZFAC|E

G-np9- 16 22F FA 2 Qo] A Fta, AEES 1A A% BD FACSArrays o] 83 Z =29 A}o]
S

EnEgoe] o3 ﬁéﬂﬂﬁm 5 15% 39 Aeldt A% Eiﬂre%% vehdl AHolar: 3865, 2 4501

CLDIS olo]2HE = o] ahiton ﬁsLo}] o1, 37G11%163E12%+ & CLD18A2o] ZAgstAnl,

CLD18AlCl ZAgrslx] rar, 38H3S 3 CLDISA1 @ CLD18A2¢] Adsl: AL Uetdtt. olldh IAES AYat
Aol A (LDIS Ex=FEyY aA|=59 A%<l é%

AAZA o2 ©lo|E &S (LDI8l wsle] AAE+= 2 whge] IAS 24H5, 26B5, 26D12, 28D10, 37G11,

37H8, 38G5, 38H3, 39F11, 4106, 42E12, 43A11, 44E10, 47D12, 61C2, 75B8, 85A3, 9E8, 19B9, 45C1, 125E1,

163E12, 166E2, % 175D10% <17+ CLD189] Aroldt oY EXE W EZZX|(topology)dl thdt thukslt A3 =4

< X eE AS vehdo.

oA E
oy

=
=

,d, e, g, h, R joll A¥E ol 5FE 2d2 2 Fold SdaE R Exsrd 34

S0 482 5 20

G g

_[\'D:I__
HIx2 38 (IHC)

o~

D219 FE=ER Wostel] o8] BAEE CLDISAZ ¥ EX 5o]4 A= (LDI18A2 Tde] HxA s}
ARs el AREAT. A 2 T 20 GnglE ERRE fE depale] 9wl =
of
o

e

Jo 2 [ 4

(e}
g by o j?/\ii}(locallzatlon) EAE S8 AREHATE 5 AL e AN 7
A exskt (4 2, = 16A ilﬁ) 2oz, (LDI1sA2 TdL 9ok 2 ¥

Mo 2 N Lo
e rir -z
& o oX
T,
3

ol
o
rr
>
2
s
o

SvEAlL 9 Aerel A CLD1sA2 djd o] E 2 wlo]x(base) R IE FA(pit region)oll A 9 el HFH
ste AXER xﬂtﬂiﬂ"iﬂ} EHZZQ 9] AEe] Y(neck) FHelA AEE, 53] FH-(isthmus) -2
102 (LDISA2E wdstA] ¢tk (= 160).

=2
>
o o
N
N
=)
kel
mln
rlo
R
2l
?5
f
O
Hl“
ofy
_O,L
ﬂr
WL

* 2
IHCol ]38l ®Aw wie} & A 2 F4 2 E ol (LD18A2 i
z7 gy 2%
el -
Ho]—%]— -
R -
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[0484]

[0485]

[0486]
[0487]

[0488]

[0489]

S=50dl 10-2099875

&
|

of
I

—rjq_ -
L

o2 | o [ | Bt [ &L |0
I

(A, Al4) -

i)
|

P ok
24|

x
|

o | T o | | O o o3l | B | [H

do | T | e 2| e A [ o | D[ o | £ (o |t

ViR B -

=
=
=
[>
Y
o
<
u:)
|

A x4 3518H4 CLDI8A2 5ol4 75 S8l o] &3t = 17A¢l] e niel o,
SoA= o)Al whgAdo]l AEEA ¢ v (& 17A), 9 9E 42 T

7B). ¥ iy FAE] g2 aFS gl A, sAN AN 9 =
A Y 3] 26B5E = 18A°l b

»
Ll
2

EL
X
(o3
o
lo
I
uf
o3
%
£
ki

HAZ28lshH e HEK293 T METEZFEH fald FEAel 175D10 (&= 18B), 43A11 (&= 18C), 163E12 (&=
18D) % 45C1 (& 18E)9] Bold 4S5 3] A=At A3+ CLDI8A2 (HEK293-CLD18A2) X+ CLD18AL

(HEK293-CLD18A1) & <t H o g wdstAL}, Mes 9 2l FAEFA WA FAAE 2eee i gxs

E)
to

b
oo

Zan =z A0 (HEK293-mock) HEK293 4% AEFEL 18 FUS FALESH vl9-2E U o]Fo]
Al(xenograft) HATh. E(mock)-FA7FAE HEK293 o]Fo]Al FdE Yo ouydt dax FAawx &gk, wh
12, HEK293-CLD18A2 o]Fol2] FTYE % ¢ o FEEoA st #d3g s o] #EdH At

5. BA o9& AE=A4 (CDC)

a. Z25 AlolEnEg] oJd] ZAH Setle Rx-Fz2d A5 CDC:

BA &35 9% dFL 1A AYAEZHEE S H NS S-Monovette-EDTA vacutainer tubes (Sarstedt, N-
murmbrecht, Germany)® Eo]2 TS, 20859 600golA fAREE 3] AZ2H(TY. 3 A E L, -20Tol
Al A At

Aol AHA MEOA, stolBemu} AAae <17k (LDISA2E sHgZ o2 Wl HEK293 AEE (HEK293-
CLD18A2)e W3t WAl &3 AE=A ((D0)E FX35t7] Y3 T thste] EXFHAT. AxXES meFad
8|S 85A3, 28D10, 24H5 X 26D12 ZAZS X3 slolHEEul AAHNER 20EFer AU &k

O.

temperature) ol A wjFsgith, GA1Eg

i (53, 450g), M AA=IL, DMEM (37C=E v dH$=
20% At o] MEEO] FrhEa, T ThE 20859 37ColA SlFHolA

Hoctk. aglauA], AE 43



[0490]

[0491]

[0492]

[0493]

[0494]

[0495]

[0496]

[0497]

S5S0dl 10-2099875

Z2due 20=3gE (PI) 94 WS o] &3 FACS Aol =45}, PIE A% X% 2.5ug/mloll 3715
AT, ZEPAIENEZE $J8le), BD FACSArray Z 2% Alo]EwH|E7} AREHATE (BD Biosciences,
Mountain View, CA). HoJX 10000 71Eo°] 41 3] 2= Alo]=9= 270 (forward sideward scatter)
(FSC/SSC) Edlez el 4o o uiAle HAxE s I 5-HArt. a8 AEXES] HEE (PI-YA
AFEE)S = 199 el mie} v, mxeF2yd I 5 8543, 28D10 Z 26D12+ HEK293-CLD1SA2 M EE¢] 7}
7} 33.5%, 38.2% 2 39.2%2 &8E F=3 WA, 240500 o8] vislE CDCE 22 19.3%% ).

N ox

b. Setl?d] RxF2yd A=< CDC:

Aol FHA AECIM =, (LD18A2 Wddh= AlEs el (DCE fFEs7] A% Rwg2d A5 5oldo
=AU, 2ErR, QI (LDI8AZO] SolA oA gk Q17F (LDI8AlY Agste & AES] dAles A
CLD18A2 (CHO-CLD18A2) Hi= Q1%+ CLDISAL (CHO-CLDIBAD® <hgA o= FHZAH CHO MEE] ®lg DC-+
=2 98 AlF AT CHO-CLD18A2 Bt CHO-CLDI8A1 AIEEE 4] 24A13F Hol 22 wjdg AT vpet wlo]

AgEtolE ZeolEd] 3 x 10/99] AR A (seed) HAT. TS, AF WA} AAL D, ATES B
Z2Y A5 24H5, 26D12, 28D10, 37G11, 37H8, 38G5, 38H3, 39F11, 41C6, 4212, 43A11, 44E10, 47D12, 2
61C2, Z+7z+es xEelE 10pg/mle 52 2429 sto)lBglknl AFAE=Z 37) 8 (in triplicates)Z S15HH)
ojMetqltt. tlxwt AXES WA &3] 2 Ho &d ZH7te] SAHS % 0.2% AREUS Fheke 4 wiA
T A AR Aol AR A, AZoA 20Fet Aol Foll, AH NS A A=, DMEM (37C=E v
A7) W 20% A3 Fo] HEE F7 } 3L 37CeA B 2085t lFHlo] ATt ek, A
2 2.5 pg/ml CEHE BRulo]=E {3k PBSOl odl wAFAI, 520mmoll A o 7] Fo] FHF g2 Tecan
SafireE o]&3le ZFAHIJTE. 5olF &3 WE&2 o2y o] ALHJT: % 5013 &= (FF A5-7
3 uA) /(8% Hu £8-8F wA)x100. £ 202 Ex-F2Y AS 26012, 28D10, 37H8, 38H3 % 39F11-e
oo uiElal, BxEayY & 3865 S uiEn, xRy A5 4106 € 61025 WSS vk
Ri-Z2yd AL 2405, 37G11, 42E12, 43A11, 44E10 2 47D12% CHO-CLD18A2 A|E S| tigk o}F# (DC
T sk gEve S vEt. gz o R, F29 AllEnEg 3 W g o F4% H}% 2ol
26D12, 28D10, 37H8, 38H3, 39F11, 4106, 47D12 X 61C2 =3+ CLDISALlC] ZAgdtel®= Bala, FAE F o=
AE CHO-CLDA1 AMI3EEd] digk (DCE F=T 5 fUrt.

MK

. Setl] RxE2d FAES o] &3 (IC ¥ ZedF2d &=

)

| 97F=A (titration):

e FolA (DCE F=37] #3 I-CLD18 qAE9] F8e F4s7] Hs, *e:j% FAE AL, 37 Aol
gk FAEo] A7SA (titrate) = ATE. who]ARELOIE] EHEfo]EolA Ad743k= CHO-CLD18A2 AEES A-2olA
20%-%9F 75B8 (100, 30, 10, 3 2 Ilpg/ml), 37H8 (10, 3.3 2 1 ug/ml) 2 28D10 (10, 1 % 0.1 pe/ml), Z+Z+

5 W R QFuol Attt A A AAEI, DMEM (37CE wdYgx) W 20% 17+ PGo] AxEEd
F7 S I, E G2 20850k 37CoAA HlGE AT}, Tecan Safired o83 E2A Ao, HHAEL 2.5 ug/ml
Et]g HZuvlo]l=Z f3h= PBSol o8] wAEA. = 21A-CE A v F5EHA Sold fafo wEs
S vehd Aotk mrx-Fad 3HA) 75B8S 10ug/mloll Al 31.0% CHO-CLDISA2 AXE9 {aE F=ati, lug/ml
M 6.292 "olx= WhH (& 21A), RF2Y FAE 28D10 2 37H8L o A3 1 pg/mlolA Z+27; 39% 2
26.5% Sol4 &= Fr3h (= 21B, C).

¢

Lo

d. 25 Aol EvEelo] ola) 4R uhsh go] Set2e] Wa-FEY FAEe CIC:

B A (complement) 3= 93 AL AAI AAARZHFEE 9 NS Serum-Monovette vacutainer tubes
(Sarstedt, Nurmbrecht, Germany)o. 2 Zo]Q 1 20E%<St 600g= YAIEZ] st «]?SH ZﬂZE] Ntk e A
Ha, -20CoA AT, dx2at Y2

slolHE]mnt AHAS 017k (LDIGA2E WA o= wdEale KATO-111 AXE S g 2A &3 AxEA
(CD0)& F=3te F9e sty BAFEAT. AXEL 3085 37ColA BEwed2d FAE 45C1, 125E1,
163E12, 166E2, 2 175D10 Z}Z+S %gsls uwAA] T AAE slolHgmnl AAHAER <lFH o] AsIt}.
RPMICN A 20% 1ZF o] 1 AX S| Hrlwar, I 30RE<k 37T Aol stgith. o] wia}, Ax
Lale ZEIYR 82=sFE (PI) 94 WS o] &3t FACSEolA SA=AT. PI= HAF 5% 2,5 pg/ml

o F7F= et

Alo]En|EQ] S $]8}o], BD FACSArray &= =-%- Ale]Ew|E 7} ALE-E%th (BD Biosciences, Mountain View, CA).
AHol% 10000 HEC] BAS 9 Y= Atol=g= ~7E (forward sideward scatter) (FSC/SSC) E#H&E=

ol
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[0498]

[0499]

[0500]

[0501]

[0502]

[0503]

[0504]

[0505]

[0506]

[0507]

[0508]

[0509]

[0510]

S50l 10-2099875

BN
ey
= =2
L
e
=
2
i,
)
K
R
:IOl:l

REREREBE
A

43k CDC =i7h=d

stol B Enl A dEL et H o= 17k CLDIBA2 (HEK293- CLD18A2) & QIZF CLD18A1 (HEK293-CLD18A1)E
W sk HEK293 AlZ Sl digh aA-o]&4 Ax 54 (ADCC)S FEstr] 98 588 w48k},

a. QI Zx "I o x5 FF(enrichment): 77T FAXZFEH A7F HE QAFekEA(PBS) ] 2
W EXsta, 75 ¥F (Lymphocyte Separation Medium 1077 g/ml, PAA Laboratories, cat. no. J15-004)
% 2ot 2z dd g TS (INCs)S 7| ZHE 35y, AR, 10% S-S sw
FCS(fetal calf serum), 2mM L-ZFE7lo] H7}d RPMI 1640 ] wjx|o A A A},

b. ADCC Ad: EH AXEL 30%8%F<r 4 %3} 27k= (BADTA, Perkin Elmer cytotoxicity assay kit
DELFIA EuTDA Cytotoxicity Reagents, cat. no. AD0116)% XA EAtt. 10mM Z 2| WA =(Sigma, cat. no.
P8761), 10-20mM HEPES, B! 10% €-=2/J3he FCS, & 7Fgh RPMI-10014 G At AH Foll, A5 1
x 10" AEE/Mme 2AHAY, B4 T4 AEES, 597 AZS0NCs), 2 10 gg/ml o $E2 24%
wE2d dAES T o ve wlo] AR EfOIE FHo|Ee HIIEITE. wEE & Al
A AREEAT (50:1 F 25:12 dHolE o] YEIUUA %S). FH]
), oJAlelEE dalEe 93] AAEHUL, FEACIEE(duplicate) ZFEQ] FF
23l ZFQZ2vE(time-resolved fluorometer)oA] FZ3% FolA SAEAY. AxE
] sto] AXFEITE: %@ 5ol &3 = (A¥A UE 5 - AL WE F)/(

7k
e =
- AAWAA W& 42)) Triton X-100 (0,25% HE v%)S %4 AﬂME | HA7}steE Ao &) =
3 = 7

=

o

al

o
)
OFO
o2 oox M 9 i

o Bt

51 FAES D g7 AEZES BAA SAHE AATAAH W = 22% HEK293-
3l R-F2d A5 2685, 37HS, 38Gh, 47D12, % 61C2°] ADCCE w8l AES Ve
FAEL CLD18A2 Eo]# ADCCE ¢153lE (LDI8AL T AE Aol om gl Aol ofd u

2 A7k CLDI1BA2E WAIAH o= wdst= KATO-111 Al2ES] AX 43S oAt

(LDI18A2E WA o= Halshs 1x10 BH AZESRATO-TIDS o 10ps HeZayd A5 ZAclA wgs
ATt
DELFIA M2 &2 7]E (Perkin-Elmer, Cat. No. AD0200)& mlela 2 Zelo]lE o F2shs AEES DNA &
q
o

AgQtel] 5-H2R-2'-TSAfEY (BrdU) H<d(incorporation)?] F7o| <A Hl-E Uk WY ofAo]o]
ot ¥ Brdle FEIS A" RegRd IAE ol&sty HAEHt. A AES s 98, AMEEe
Fix §9& o] &slo] A, DNA HAdEY. A3shA] &2 A= A o7kaL, DELFIA %<1 AF(inducer)
= 3AE FARFTHY FRIF oS &Aoo HEstr] ] F7FEIL, 2RSS DELFIA F%1Ae] A
I Fe ¥R ZYolEE FATT. 53¥ FEF-HEAA E&ete AR ZRENEY-S 74749 4
o] Mo A DNA Fdel ] gt

Z29 7 A= FAE 12581, 163E12, 45C1, 37G11, 37H8, 28D10 W166E2 217t} &4 2=t =
o] Z7AE9 (moderate) AA7}F H2 IS 43A11, 175D10, 42E12, 26D12, 61C2 2 38H3 ztzte=w #&

i
32 1>

A8 w2 o) Fol4 (xenograft) ZAA ] 53

CLD18A2¢ Eol& oz A3lst gy Bed2d A9 A5F FAdo] X5F o]Fo|2] Euoa] ATy
ATt
a. A5 Ui & $£F02 (LDISA2E wddleE g5 %27 A g

SCID w}o-~Sol A =& o] 917k (LDISA2 (HEK293-CLDISA2)E ot A o= walal= 1 x 10 HEK293 A%



[0511]

[0512]

[0513]

[0514]

[0515]

[0516]

[0517]

[0518]

S=50dl 10-2099875

So| Hslo] HEH AT, HEK293-CLD18A2 M XS04 17F CLD18A2S] W& 43
W vlashdsiitt, Zhzke] A9 A 10 v vk E(2E B
e rSo] el E2g HE T 3d AFHAY. B3 me-ZFay &3S 2685, 26012, 28D10, 37G11, 37HS,
38G5, 39F11, 42E12, 43A11, 38H3, H& 61C28 YEll= GAld stolHiLvl A AE 200ueS 4™ U= 4
FEo 159 A FAHUY. = gE24, Fd 2Ex=F2Y A4S 45C1, 125E1, 163E12, 166E2, =
175D10& 2233k AAE stolBgEnl A 200uge watels AWy 2 Huhg 790 9d 65750 1Y
of FHA T, HgE vleaEe FF AFL 1579 2H ZYUHEAY (£ Fy= Zo] x YH] x Y
a2 (). vhS2Ee whep Fokol 500 m’ ¥l ERelAL, A Wl g, Agsar. ® 2dE 2
W o] A Sol 93] HEK293-CLD18AZ &% A2 Ad7de] 4k JAE o|Alg Ao|th, &= 254 & 25B% HEK293-
CLD18A2 MEES o] gale] Z7] A8 o]Fo] A (xenograft) EHoA B Ayo) A=z Ao o3 F=S
AgeS veRd ol

)

b. w5 %71

lﬂ

r oo

rEF

HEK293-CLD18A2 MEEe] A8 2 FF o]Fols Rl 7|3 vk 22 27] s} vz 57] A=
Al ZEEE wet uckH itk FF AE HE F 2rdAl w5 AFTAN Felsk 2Hzh 5-6vte]
e

<
hesES Yol FAYRGD, ARE 47

mye-F2Y A E 43A11, 163E12, % 175D10S *3Hs}
= AAE stolBgmnl A 200pgo.2 MAIEATH, FAEL AR AW g @ B =94 93 657
oF ko] 2w FAEHGT. o]zidt RdloA HEgk, B Ao IAEL TF S AASE AR YER
oh. 99 A S A, o] AES AXSHA Tt (= 26).

upg- 2B e FEO R (CLDIBAZ T d S FxAoF wdste & A7t A% A%E (adenocarcinoma)
HEF, DANG £ AZF 2 x 10 AXES otz g2, weas (289 ovke)e) Ae 2%
agEe & o3oe] AAEA: B waSRg @45 4501, 12561, 163E12, 16662, Hi= 1750109 ¥3abs
AAE stolHEent AN 200pge] wAFE AWMU W HEh) F9jol] o 6575t 150 2% FoEHATE
A el A7 DAN-G TF *1]51_?9] %73310]3—’ 2 T A e, ue2E5S FF oA (cachexia) S
v A A, WANE Agstdth. 2 A, 84 a3E SAs] 9% A= (vindow)7F Frha shulebE,
2 Ao A5 o wizE ?"ok A A 2 AZE AEL £ o] Beda] #AFHJY (= 274 Z

d. & 2] AL vhe-2s el #2385 FeshA &€=

¥ CLD18A2-Eo]# ztolw] #F(s: CTA CCA AGG GCT ATG GCG TTC, as: GCA CCG AAG GIG TAC CTG GIC)& A4+
ul9-2 A5 G2 dEd2ZRE FlE cDNAE SE3517] 918 RT-PCR A4 AFEHAJATHE 28 Fa1).

@ CLD18A29] W32 & AlYstae AAust Algs 44 oA #S57H5shA SUvH (= 28 #Ha1). E3
Q17F @ wp9-~ (CLD18A29} W23t (LDI8A2 Eo|%] 3halx= AA vl 2Z o & sido|A (LD18A2 2od
o] WA e FEAE AFRHAHE 3 ). A ¥ =S AYst RE AFE A 2HELS

3, BE

CLD18A2 W&lS Yehfx] ¢ktrh. $-27h Izt CLDI8A2E #Z3d w2, el Fd wgx J1eEHIE
(counterpart)e] whale], FH Ay AXE 2 7;13 AHE(crypt) HEEQ I HNEXE xdA
CLD18A2E &3t whHoll, T Y(neck) 992 CLDI8A2 SAdolth(&= 29 A-C QoFslH | CLD18A2<]
224 FulE A vhg-2oA sdE e UrEHﬂrD}.

Wz 23 skd o3 BAE wnie} o] FH A4 2FHE el CLDIS 3

mE
)
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[0519]

[0520]
[0521]

[0522]

[0523]

[0524]

S=50ol 10-2099875

()
|

ru
|

o | = (k|2 T S
o, |1, o34 | (16
|

LglE Frld o2 ne s U 8AE 12581, 163E12, 166E2 2 175D100 <& wi7/l= ﬂzﬂ&d F28(side
effect)S ZAFSIATE o]# 3 HE IAEL AZF wulza ¥ul olyg} {3 (LD18A29} WHg3l= Zl o] FACS &
Aol o3l o]l YetHTh. olelgt FAES AHE ¢ L Fo wfSAE Yo ojudt Fo|Hol= LR

oA TzE =

A ‘%E}l, Hli%?]%(PBS—treated) vhp-253 Hlaske] A AedE vh-aEe 9 e
(

9. ZA9 7|23}
a. Wh-2/Q% FvE ReE2d A S A4

Z RNA ¥ &3k 9l 7he oDNAE 17F Ex g9 ad AE (PBMC) 2 QIZF Bl o R2RE] J|EEol
AR Al dHRA FF W, AT, RNeasy Midi Kit (Qiagen) % Superscript Il reverse transcriptase

(Invitrogen)E ©|&3}e] A|ZH AT},

7hot el E¥ 492 PCRell o3 PBMC cDNARF-E FX vt Al S8y (HEHs: 38)& Ed
o] 5' wete] BamHl Al$EA AL]EE Frhstar, B¥ g9 AWUA T o AtE (Arg-Thr)S 39
el Ak E 5'-CGAACT-3'S 5'-CGTACG-3' & W73k, ofn|i=it A do] wWalgle] BsiWl #Ald AL A
EE AAsn. <tEAlA gyan (MERls: 39)= X g SZE B g9 30 g
Notl A|gtas AlO|EE F718Ftl. PCR 4Hed ¥ whd WE (oA, pcDNA3.1(+), Invitrogen)+i
AEH o2 BamHI R Notl Agtasi= IFFulo]dssitt. 7 ¥WHE F71H 2= CIAP(calf intestinal
alkaline phosphatase)® &3S W ]0]'7] 3l AEHAdY. 29 HAFHozZ WE oAl
Har, BW g Skl 7MW g9 trtes owd §3E 7] W 22y Aol ERFE 9 HindlIl
AgEA AolE (5'-AAGCIT-3)S  E8) 7}—0‘0}J— 2 PR A== A BsiWI A3&EA ApolE(5'-
CGTACG-3")E &3l 7Fastth. #Eol A & MM I 403} Fo] FAEF
1, QIZE 7k BW g o] op| Al A

o
o
ol
o
38
=

KN
=
)

2

B m rlr ies ri

R/}
lo

ol

=
=

12 oXx
o it

i,
o

e A Fhuk A EW 99 A
e AT 4104 Zo] FAE

A W AL uF DNAZF-E PCRo| 93] =Z=¢t}.
q Al 11 FEUSEolE thr2Ed A st
, doe] FZy REO 5 Tdo] Hindlll AZas AOlEE
Iy (MEHE: 43)2 BA Zes FRetsia, agste] SFE B9 999 3' @] Notl Algtas A
= ! 7

32 o

ok Ao el AEE7] f1g @Yy 80*3‘37“ lﬁ*é(‘ﬂ]ﬁ‘lﬁ, ]OU}O]*)EE} AE T ‘%“@ 2
o7, sfo]1= ”}O]"])é 7K Ba 3 WE (o)A peDNA3.1(+)/Hygro, Invitrogen): H& Zohs
ts F29 AlEE s A7 918l Pmel AFair= AFulol sttt WHE A3
d CIAP(calf intestinal alkaline phosphatase)® F7}d o=@ AT, W JHL2 T2
oAl AE L, B dFe] A 7P g groE o 3w % PR AER ABAE HindlII A3
A Ab
;

~

O] E(5'-AAGCTT-3') & Apal A|g&A AFOIE(5'-GGGCCC-3")E T3l dAl 7bssltt. e £ 9o

2@ dHeld(orientation), &, WH L2 REE JPst=d HEs, v ddo]dL AJA
155 vk, Apal AlFa s Ato]EQ] 94X wjZel, oj=|g HA& 943 b g FEFL A7 Apal A
1€ EW g9 AE AAA 119 FEULEHES %vé‘ﬂo]ﬂﬂ fﬂﬁ}. st
A EW G99 MES AEHE: 459 o] HAE L)
o] oAl P MElE: 463 o] g 2EHT).

]_

Agjgboltxgjgrlr

o
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[0525]

[0526]

[0527]

[0528]

[0529]

[0530]

S=50dl 10-2099875

T I
28 mADb ool 2EY] JHH 49 PCR 71vl 5 gA
ik
43A11 182-D1106-062 1gG2a A€W 155132 AEHT 170,71 A EWT : 100,115
163E12 182-D1106-294 IgG3 A EME :56,133 AEAHST 172,73 A EHS 1 101,116
125E1  182-D1106-279  IgG2a A GW S :57,134 A AT 174,75 A LHT 1 102,117
166E2 182-D1106-308  IgG3 A|¥WHZ 159,136 A AHZ 178,79 AEHT : 104,119
175D10 182-D1106-362  IgGl A AWH T : 58,135 A EWHE 176,77 A LEHZ 1 103,118
45C1  182-D758-187 IgG2a A ¥W S :60,137 A4S 180,81 AEWT : 105 120
34
43A11 182-D1106-062 Igk A 23 162,139 AFHET 84,85 AAWE 107,122
163E12 182-D1106-294 IgK  A|EW S 161,138 A2 HT :82,83 AFHF : 106,121
125E1  182-D1106-279  IgK A S : 63,140 A EHE :86,87 A2 : 108,123
166E2 182-D1106-308  IgK A ¥W 3 166,143 A EHE 192,93 AEHZT : 111,126
175D10 182-D1106-362  IgKk A ¥W3E : 65,142 A LEHE 190,91 AEHS : 110, 125
45C1  182-D758-187 IgK AEWE 64,141 AEUT 188,89 AR E 109, 124
45C1  182-D758-187 IgK AEHST 167,144 A BT 194,95 AEWET @ 112,127
45C1  182-D758-187 gk AMEHT 168,145 AEUT 196,97 AEWZ : 113,128
45C1  182-D758-187 IgK A EWST 169,146 ALDHT 198,99 AMEHT : 114,129

ALY B FE Mo ASstd, ZHE ExFad IS HTo "ch-"d Ydle], oA, ch-
43A11, ch-163E12, ch-125E1, ch-166E2, ch-175D10, ch-45C1% 9 algitt.

A 2 A4 JFY UM J9E59 FZL Matz et al. (Nucleic Acids Research, 1999, Vol. 27, No. 6)9l
7171 "step-out PCR" WHel wel FaAEQTE. o]F 98], WA RNAE ZlsEokl Sl Al &dE 2F W
W oA, RNeasy Mini Kit (Qiagen)E ©o]&3sle], RxIFayd stolBgknt AEFE(E 4 Fa)EFEH Ax
Aok, @Y 7} cDNAE in Matz et al. (Nucleic Acids Research, 1999, Vol. 27, No. 6, 1558)¢ X3k 7]
A "template-switch"®Hol| wal AxEAUTE. (d1)30 L (HEHZ: 47)d F=7tste], 17 cDNA 7F
geo] F§st skl 8 29SS 9% 5'oJHER ZHE3F= DNA/RNA sholBEl= SEjan (MEWs: 48)&
etk o) st ofiE SEaH oA uiA9 3719 FEYSHEES USAZEEFEYLEHE tiild Ry
S =T, o9 "step-out PCR"S vl A&l MEFH A 1, 2a T 3 (247, AEds: 49 YA 5
2)e] BW el e vk~ Fhah AbEe] EW o] mAE QEMA g E ARESIGITE. StolHE Eu)
AEZFEo o8 e FY ReFad gA9 16 AEZFdats Ao IsoStripe® WYstx oz BAEx
(AAef 1 3a1), 28)a A e A2 S whebA] AEEAY (3 4 3Ha). ZEholn] BAE "step-
2E® T SYadE 233t 29 s}
(stolBEEntEe] BES 9 5% H]JA
2|

KeN
e A AbEs (AdwEs 55 UK 6

il

i

o
O

Fol ofsl wHHE AleEel Halel). X 4t F=

® FEYdd AlEA

9oAERs: 132 WA 146)9] 7MW 9E 9 FEYE 3 A|AdE A (full-length) ZWet A A}ﬁA(H
dWs: 100 WA 129)9] AEHIES 898 Fott

e 7 7Y JGHES 2y 50 UIR 9 3" vk BW 9 wjar, PCRe o8 FFA7]aL, Azt
¥ 49 ES e Axd 2 HE S MHEIEE sk duEdd Adas AlEE FUhekgith. 7t
How Az LlumE FEZ Kozak AE (5'-GCOGCCACC-3' & 5'-AGCCACC-3'S Al Fata, FdH 7}
WS 9% et Al S ES Apal A & Alo]Ed] tlate] <l 7.}1:}—1 9 g ARA 11 ¢
NES skt (% 4 F3, Adds: 70 WA 99). 719 A4 7PH 9G5S Hindl 11 2 BsiWl Algh &4
ES ol g5t FEYEAD, vt T 7ME J9EL Hindlll 2 ApaI Agairt QFEAY. ReFaY
A 45C19 vl TAH A G UH9] Hindlll Algas AlJEE £33 o7]A, 84 Bsal &4
7F oA AR HJTHAEHE: 80 Far). IS 100 WA 1145 AdHow yo = 7)vgsty A5 3
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[0531]

[0532]

[0533]

[0534]

[0535]

[0536]

[0537]

[0538]

[0539]

SEE35 10-2099875
A AAe UL (F 4 21). AgWs: 115 WA 120 o) mel B Hs 7)vel 359 oAl A
& yEhd Zoltt (3 4
b. CLD18¢] i3 7ve}l A=< A =L QA
CLD18 Sold s 74l 7vlet FAES Addle EfEE AEF7 AYHAAT. 1 AXFE2 HEK293T AEE
(ATCC CRL-11268) 2%¥ Fel€ioich. FA7e st7xde], 2.5 x 100 AEEL 14.5 cnd] 22 g A

=
e
&

o=, ¢ WX 20 mlE MFHAL, TEAE 1 x 100 AEEC] 10em =& WG HA S| EH L,

1oml $hA WX = WokE ALY, TEAE 0.6 x 10 AES0] 12-9 7 Zeo]Ee] 3 Ao SHo|EHAT, 2-
3 ml S WA R e AT (&7 vl FAAA gle] 10% FBSZF H7FEl DMEM:F12 wiA]). FHA7AA 9 FH
= AE EBEx 90%9) ZEF<A2(confluence)olojol s}, FHAAA o FA], X+ 2Ag HiAZ 1z
9t}. HEK293T MEZEEL A7 A¢k oA, FEIET 2000 (Invitrogen, 11668-019) Ei= U‘réﬂ] =4
oel@lolnl (Sigma-Aldrich, 408727)°. 2 FAAHST). HEK293T AlXE9] FAAAS 3] dAE = DNAY
110 ug 3= 296 pg 14.5em 22 HAOAM AFEEQar, FA3A AleF ol DNAQ] B]&-2 2 ZF e 2000 2 PEI
o A% 747 1:2.5 2 1112900}, FEAA 2443 F, wiRE= GP HF WA, AW, 8F §1E Pro293a A
spstd oz e vl (Cambrex) & X-Vivo 15 (Cambrex) = AabSith. CLD18o] whdh 7lvle} RS2y
dAES A FANEE HEK293T AME2ES FIHH R 96A1ZEet wiFE AT, wAA A3 ol
AL, F HEEDL, DA A-AgR 2o o3 AAETE. A FE= BCA ofAleldl o3 SA=HUL,
AUE EUAAdelE A H7|dE 9 FupAl ZHodd o3 wRrt AAE ST

c. 7Ivlg} R=82d FAEY 2 53

CLD18AZe] tieh F2Ysz AAE 7ve RreZad A5 2F Solde A 304 Ayd ZT=¢ A
olEn|Egd] ol EAEATF. kA ow <7k (LDISA2E WISk HEK293 Aroldde AEE  (HEK293-
CLD18A2) & 1%+ CLDISAL (ME¥is: 7, 8)< <h 2 W3l HEK293 AlEE (HEK293-CLD18A1)- 7] 13}
Regad FAE x3ehe GAE HEK293T AIE vl N} A 4CellA] 3035t A5fHo] A= SlaL
5o 2, APC-ZFFAIOEH F(ab'), @A 1E(goat) -3+ IgG Fey 23 FAZ AHlo]d dta, PI= 7}
B AT, A3 BD FACSArrayE ©]-&3le] E29- Alo]ENEge] 93] H7FE| Q).

FAFSHAl, A A o= CLDIRA2 W& <1zt 29k MZF, oA, KATO-III 2 NUGC-4 AZEEL Z2$ Alo]En]
Ego] o w4=At.
T 31A ¥ BE 71WlE} A Sch-43A11, ch-125E1, ch-163E12, ch-166E2, 2 ch-175D109] ZZSAlo]EnE
A UER Zlolth. B ] ouEx Q145 vehflal, CLDI8ALO] opid CLDISAZ W@ AlESe] 5ol
7et A3he UepdY,

d. 2A] &4 54 (CDC)

BA &31E ¢33 AL Serum-Monovette HF AP (Sarstedt, Nurmbrecht, Germany) & 7173+ AAAE
2RE e Folge Ad o] AREQA, 2 2025 600gE AAREAT. EHS AH
-20CoNA AGEAE. dx2a A2 A4 ol 3025¢ 56 ColA E-E8d 3+,

e
o

HUHE

el i A-AgtRa-AgAlE vvet FAEE WMo R 13 (LDI8A2E WdSH= KATO-1I1 AlEE
¥ CHO-CLD18AZ A5l diate] BA| oJ&4 H4 ((0O)E F=dhs s thato] 4%

MESE 242 37°Coll A 30859t 2.5 pg/ml WA 35 pg/mle] HF FEZ, mwFad FAS ch-163E12,

2 ch-175D102 Q1FFwlol 4 | ITk. RPMIGIA 20% Q17+ e Ao 7189, ® tha] 30 B

QF 37TCAA Aol A=Y, 2 avA, F& AEEN A AXES HE %E 5 pg/mlell A PT o=

TFeta, FA-wlE AE & MEES EE5 AEMER SAHUGY. EES AENED #4&

Q3te], BD FACSArray Z 29 Alo]Ew]E]7} AF2E Y} (BD Biosciences, Mountain Vlew, CA). Zo]%= 10000

HEo] AL 9a EYE= Alol=9= ~IE] (forward sideward scatter) (FSC/SSC) E#H&r o] ZAd 93

so] wiAIE o] FFEHAT. FolA &3 vkl Aol o3 ALEHJT: FolF &3 = (9 AR

A PI-9A AIXE - € B84 dAo] = AsA WPI-YA AEZE). DColl &l mizle Sol4 &3l

49 FAE2 Yegt, e 39 FAES CHO-CLDI8A2 AIEE (& 32)7de 723k (DCE vi7hstith. KATO-

11 AlEEA A, BAE ch-163E12 2 ch-175D102 73+ CDCo] FE=AFEo] i},
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[0540]

[0541]

[0542]

[0543]

[0544]

[0545]

[0546]

[0547]

[0548]

[0549]

[0550]

[0551]

[0552]

[0553]

[0554]

[0555]

S5S0ol 10-2099875

e. IA ASA4 AE 54 (ACC)

o o] FPLC-AAE, 7lvet A5 WA F

° b CLD18A2E A ah= KATO-111 A&
=4 AE HA (A0 E friestr] A% s Hel EHék

ﬂl‘ﬂ

o vg FA-o)

A7 %O%X}i—rﬂll 017k oo ppSE FW A AL, = = (1077 g/ml, Pharmacia)dol] =& 0]
FAC. AR F ?;i ol b3l AE (PBMC)E FH7]25H 35H0a, AFE A, 5% d-vgdste 2l
HHo] H7te X- VIVO 15 #iF v A A= A

oMol A 1547, KATO-111 A¥ESe =Addolde dazaum, 34 volazZeosd 5 x 10 A
FE/A2 ZYolEXH.

oAAelE fall, &3] o 4 (E:1)9 #]&°]20:1%0 &3] AXE2E (PBMC, 7)€ nleh o] Alz=¥)2 FPLC-
AAE 71HE FAEL A7 Ea, 2-3A 75 37C, 5% 0014 AFHol AT, 4 o A HE =

T 50pg/ml Tk, A-oFH|o) e 2-3A17F Fol, FA]H =24 (BD Biosciences, San Jose USA)¥ Img/ml
2 HA7HEAJ. AETsEd AEEe] FIAEolAlel o] FA|F w=Ae] Abste BT dojuvE FrdiE
nlol| 2 Z Y o] E-& 1 (Infinite200, Tecan, Switzerland)E ©]&3}e] 6A1ZF 74A] AlLEAH o= SAHHIIT. A
X 54 MEES 59 A& o]&ste] AXENT: % 5o]A & = 100-((A & FHUAZ F(counts) -
At A Frjdld 2~ F(counts)) / (AW FH A2~ F(counts) - AATAA Frjvld 2~ F(counts)) x
100), Triton X-100 (0,2% #HE ¥%) F7td o8] SAHEE AALAHN Fujvld s, Ao FAdA 4
A A=

oM o] & o]&sle], BmuxFEY A ch-163E12 ¥ ch-175D10+ KATO-III AMZE (%, 33)Ao] 73 ADCCE W
Nete AR el

f. 34 97

2 owbyo] FPLC-AAE 7]vg FAEL 17F (LDIsA2E A o= W& KATO-1II NEES AX A4S
AAE7] 913 THo diste] EHEAY. B4 AEE(KATO-II1)S ZHzte] 7lvel SAE (Fd A5 54
oA, AAd 7 Far)e]l EA3tel| wiFE It FPLC AAE 71Wel A E ch-163E12 2 ch-166E2+= AlE 52
S oA s Aow el

10. Y4 A= FHEEH A A

ol i MEES thdd Wl X834 9 Jdy $4E5 (A4 V- 2 dge] o]g W W E I F
el AZeh, B odge] whgl CLD18-A2¢] #3F 2 o] x| So] AlFEct, B W] w AFHE FAE
L (LD18S sl AXE, 53] T AXE9 (D6 2 ADCE FLdt 4S5 AdAets 59, Sol4dd o3
EAEY §o AAENS AFes AR Yyt wIH, A5 7vestE RRo FE BExSoA e
A gF= F71421 Fe-9&Ad 237] 7159 58 7MAS § dE R 4I5HA. «od7d, F3 Ig6le]
Q= A 175D10S HA o f*é M5 (A4 5 )& fFxshA @i, \vhd QZF 1gGle] A+ ch-175D10
& TERACE (D18 B TF AEee SolA &elE frieshs (. 5 H E. 6 Fa) AoRE e
Hoalgo)] mlE AlTE FAELS (LDI8S Wl AEEA 0 a37] 7I5ES viAsty] 3 59 2 4% A
Aol wa} Erje FHAER BFS £ vk B dyd wE ATy FAEZRE, g4 A FIRELS I 7
4 EAEC 7xste Ad9d 4 gl 2w AddeE FY F e FHEe] 5 MBS 5% =
6ol Z}z} Fojtt

®owyel g AR FRES sht ol¥el thed 54% /b & Ak

a) 1%+ CLD18A2¢ ZAZelr}t <17+ CLDIBAL ZAjelA] eka(olzd], 43A11, 45C1, 125E1, 163E12, 166E2 2
175D10, @ ch-43A11, ch-45C1, ch-125E1, ch-163E12, ch-166E2 ¥ ch-175D10). o|Zit), & 6A ¥ 6B # a1,

b) wh$-2= CLD18A2¢] AFs; wh-$-2 CLD18ALY] A¥shA| s (ollz1d, 125E1, 163E12, 166E2 % 175D10). d
A, & 154 2 15B Fa1.

) ¥ AEES o AAAom HHE CLDIgl HAI{(dAdh, 45C1, 43A11, 125E1, 163E12, 166E2 %
175D10, 2 ch-45C1, ch-43A11, ch-125E1, ch-163E12, ch-166E2 & ch-175D10). <A, = 13 L.

d) AEZD AE Aol A3 (AW, 45C1, 43A11, 125E1, 163E12, 166E2 2 175D10). oA, E 12A ¥ =

_61_



[0556]

[0557]

[0558]

[0559]

[0560]

[0561]

[0562]

[0563]

[0564]

[0565]
[0566]
[0567]
[0568]

[0569]

12B 3,

e) CLD18% H&l&t= (DC

So® AsS WA A, 45C1, 12581, 163E12, 166E2 2175010, 2
ch-175D10). oW, = 32 Fi.
o]

SS=50ol 10-2099875

g

ch-163E12 %

f) CLD18E wdst AlXEL ADCC e AslE wizl (dxd], ch-163E12 ¥ ch-175D10). ofzxid], & 33 %
al,
g) CLD18L H&slE= AZTE9 &2 oA (dAd, 45C1, 125E1, 163E12, 166E2 2 175D10, 2 ch-163E12 2
ch-166E2) .
h) CLD18S Wadt: AXEE AT T E(xenograft) RASA F4F A o4 (oA, 43A11, 1251,
163E12, 166E2, = 175D10). oAy, 24 Fa1
i) CLDI8E Wd3lE ANEERE AxTdZE RUASA AES AF (A4, 43A11, 125E1, 163E12, 166E2
2175D10). oA, = 25B Zal
A% (lead) X A8S 93 Jdo dlxzel /Ma
* 5
T dAE
Rl AlE Al A | A5A9 | (L8 CLD18 |CLDI8 &) CLDI8 &
ohgAwt | opiAwt | sk | MM gz | adax | S ol debe ol
A | e | FEAE | OO | g | T | o]l | selHelA
CLD18A2°] | ¢ p1gaze] PARS) s e ai | =014 F YA | nzaxy
A% A | CLDIel A% A
o gk
Zg
45(1 + - + + (+) + €D) €D)
125E1 + + + + () + + +
163E12 + + + + + + + +
175D10 + + + + (+) +) t +
FA+ 7% 8, (HYE Al 3
I
7lv g A=
A Al A CLD18 CLD18 CLD18
oA Rk iR U A uhE] A S HE A X ¢
QIZE CLD18A29] | 5 FAI £/l ol ol 219 A
A% CLD18el i CDC o AA ADCC w71
A%
ch-45(C1 + + n.d. n.d. n.d.
ch-125E1 + + n.d. n.d. n.d.
ch-163E12 + + + + +
ch-175D10 + + + n.d.
BEAA % S8, (DY Aol 3, n.d. oA FSANERE A4 55 &9
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[0570]

[0571]

[0572]
[0573]
[0574]
[0575]
[0576]
[0577]
[0578]
[0579]

[0580]

[0581]
[0582]
[0583]
[0584]
[0585]
[0586]
[0587]
[0588]
[0589]

[0590]

27} 7ete] Bl

o1 10-2099875

1) 71EH(DSM ACC2738, DSM ACC2739, DSM ACC2740, DSM ACC2741, DSM ACC2742, DSM ACC2743, DSM ACC2745, DSM

ACC2746, DSM ACC2747, DSM ACC2748)& 13+ 718 7139 o] ¥ Fx4:
DSMZ-5<d W& HE AlE

npxA 2 Y2 1b

38124 HEhg-grutol A

=

2) 7]EH(DSM ACC2808, DSM ACC2809, DSM ACC2810)S 93+ 7|€r 7|&e] o] &

)

N
o

DSMZ-5< M AE HE AlE

o

[d
(m

SEXHIEZ 7B

¢

38124 BE}e-qrufol=

5

e g s ol EAEL v dHoA
2] Z1A ol 71Ed m A
of @3 A

20054 104 199 DSM_ACC2738 169014, 34%=

200541 109 199 DSM_ACC2739 179014, 1F

20059 109 19 DSM_ACC2740 179014, 2%

200541 109 199 DSM_ACC2741 179014, 3%

20059 109 19¢ DSM_ACC2742 1790 A, 4%

20054 109 19 DSM_ACC2743 179014, 5&

20054 119 17¢ DSM ACC2745 179|014, 6%

200549 119 179 DSM_ACC2746 179 o]|A, 7=

20054 119 179 DSM_ACC2747 179014, 8=

20059 119 17 DSM_ACC2748 1791014, 9%

200611 109 269 DSM_ACC2808 179014, 10%=

20061 10¥ 269 DSM_ACC2809 179014, 1=

20064 109 26 DSM_ACC2810 179014, 12%

A7) NAE BE V| HES 9%

f
¥

7}

- mk§-2~ (Mus musculus) HIZHEZ 9} §38E vh$-2(Mus musculus) =% P3X63Ag8U.1

i)
o

EAE:

- QIZF SE19-d-18A290 i3t A E EH|SF= Slo| BB v}
3) 71EA}:
A7 QY BE 7|gEee

ZIHW = sbulrE] L2 oA
x2}A BB EFEZA 12
55131 wjel=

=9
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[0591] SICEICESER

Applicant's or agent's Intemational application No.

file reference 342.31 PCT PCT/EP2006/011302

INDICATIONS RELATING TO DEPOSITED MICROORGANISM
OR OTHER BIOLOGICAL MATERIAL

(PCT Rule 13bis)

A. The indications made below relate to the deposited microorganism or other biological materiai referred to in the description
onpage 16 Jline 33

B. IDENTIFICATION OF DEPOSIT Further deposits are identified on an additional sheet ]

Name of depositary institution
DSMZ-Deutsche Sammlung von Mikroorganismen und Zellkulturen GmbH

Address of depositary institution (including postal code and country)
Mascheroder Weg 1b

38124 Braunschweig
DE
Date of deposit Accession Number
Qctober 19, 2005 DSM ACC2737
C. ADDITIONAL INDICATIONS (leave blank if not i This i is inued on an additional sheet D

- Mouse (Mus musculus) myeloma P3X63Ag8U.1 fused with mouse (Mus musculus) splenocytes

- Hybridoma secreting antibody against human claudin-18A2

D. DESIGNATED STATES FOR WHICH INDICATIONS ARE MADE (if the indications are not for all designated States)

E. SEPARATE FURNISHING OF INDICATIONS (leave blank if not applicable)

The indications listed below will be submitted to the International Bureau later (specify the general nature of the indications e.g., "Accession
Number of Deposit")

For receiving Office use only For International Bureau use only =~ me———s————
[ This sheet was received with the international application [T This sheet was received by the International Bureau on:
Authorized officer Authorized officer

Form PCT/R0O/134 (July1998; reprint January 2004)

[0592]
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RUBAP’EST TREA
RECOGNITION
FORTHE VURPUSFS 'OF PATENT PROCEDUR! Davirchy
Sommiung von
Mikroorgenismon

T upEE , DSMZ
THE DEPOSIT, OF MlCKOORGANSMS

und Zallkulluren (‘vmbH

INTERNATIONAL FORM

Ganymed Pharmaceuicals AG
Freiligrathstr. 12
55131 Mainz

RECEIPT IN THE CASEOF AN ORIGINAL DEPOSIT
insucd pursuant to Rule 7.} by th

INTERNATIONAL DEI'OSTI'ARY AUTHORTI'Y
identificd at the bottom of this pagc

1. IDENTIFICATION OF THE MICROORGANISM

Jdentifieation reference giva by the DEPOSTTOR:
182-D1106-055

Aceesnion oumber given by th
INTERNATIONAL DEPOSIT. ARY AUTHORITY:

DsM ACC2737

. SCTENTIFIC DESCRITION AND/OR PROFOSED TAXONOMIC DESIGNATION

The micraorganism idcntifed undor 1 sbove was accompanicd by:

(x) asaciatific doscription
() s propsed taxonomic designation

{Mark with a cross where gplicable).

Ul RECEIPT AND ACCEFTANCE

(Datc of the original depait)’.

This Internaionnl Depostiry Authority sccepts the microorganism idenilficd under 1 sbove,

“»

Iv. RECEIPT OF REQUEST FOR CONVERSION

and a roquest to convort tie otiginal drposit o 8 deposit under ﬂ:: Budapest Treaty
for conversion). -

The microorganisn identficd under 1 above was feceived by this Tnterpetions] Dopositary Authority on

{dsto of original deposit)

was reccived by iton (dnte of reotipe of request

V., INTERNATIONAL DPOSTTARY AUTHORITY

Name; D‘!MZ-DEU'I'SC!-IE SAMMLUNG VON
MIKROORGANSMEN UND ZELLKULﬂ!REN Gth
Address: Mascherodr Weg 1b

D-38124 Baunschweig

Signaturo(s) of person(s) having the ower to cepresant th
m‘;mm)x Dgpmtm(-y)A:muﬁtyvr of autborized o{ﬁml(e)

L Gt

' Da 2005-11-01

' Where Rulc 6.4 (d) aglics, swch date is the date on which the swtua of intcmational depositary ruthority wns neguired,

Form DSMZ-BP/4 (solemge) 122001

[0593]
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[0594]

BUDATEST TREATY ON THE INTERNATIONAL D S M
RECOGNITION OF THE DEFOSIT OF MICROORGANISMS Dacicin
FOR THE PURFOSES OF PATENT PROCEDURE Solong van 0

Mikrserganizmen
und Zallkuttnan GmbH

INTERNATIONAL FORM

Ganymed Pharmaceulicals AG
Freiligrathstr. 12

55131 Mainz
VIABIITY STATEMENT
issucd parsuant to Rulc 10.2 by the
.INTERNATIONAL DEPOSITARY AUTHORITY
identificd at the bottom of this page

Z

1. DEPOSITOR 11, TDENTIFICATION OF THE MICROORGANISM

Ganymed Phanmaccuticals AG Accrssion number givon by the
Freiligeatharr, 12 INTERNATIONAL DEPCSITARY AUTHORITY:

Addresst 55131 Mz

Name:

DSM ACC2737

Date of the depasit or the transfer':

2005-10-19

1. VIABILITY STATEMENT

The viability of the microorganism identified under TTabave was tegied on 2005-10-19 z.
On that date, the said microrrganism was

(x) vishle

{ Y nolonger vile

TV, CONDITIONS UNDER WHICH THE VIABILITY TEST HAS BEEN PERFORMED

IS

V. INTERNATIONAL DEPOSITARY AUTHORITY

Nume: DSMZ-DEUTSCHE SAMMLUNG VON Signature(s) of person(s) having the power to rcpresent the
MIKROORGANISMEN UND ZELLKULTUREN GmbH Intcmational Depositary Authonity or of autharized official(s):

L G

Date: 2005-11-01

Addrers:  MascheroderWeg b
D-38124 Beaunschweig

! Indicatc the date of original deposit or, where a now depositor 2 trangfer has heen made, the most reeent refevant date (date of the new deposit or date

of the transfer).
2 I the cases roform to in Rula 10.2(2) (i) and i), refer to the most recont viability test
: Mark with & crossthe applicable hx.

Fill in if the information hes boen requested and if the results of the test were negative.
Form DSMZ-BP/ (salc page) 12/2001

_66_
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[0595]

COGNI'I'ION OF mgsmgr%%lmoofg&LBMs
RE FOR THE PURPOSES OF PATENT PROCED

INTERNATIONAL FORM
Ganymed Pharmaceuticals AG
Freiligrathstr. 12 .
3 RECEIPT IN THE CASE DF AN ORIGINAL DEPOSIT
55131 Mainz issved purstant toRule 7.1 by
INTERNATIONAL DI.POSXTARY AUTHORITY

identificd at the bottom of this page

1. IDENTIFICATION OF THE MICROORGANISM

Acceasion number given by the

Identification reference given by the DEFOSITOR:
TNTERNATIONAL DEPOSTTARY AUTHORITY:

182-D1106-056
DSM ACC2738

M. SCTENTIFIC DESCRIPTION AND/OR PROPOSED TAXONOMIC DESIGNATION

‘The microorganisim identified under 1. sbove was sccomponied by:

(XY aAcicnific description
() = proposed insonomic designstion

(Mark with a ¢ross where applicable).

DI RECEIPT AND ACCEPTANCE

Thie Internetional Dcsoqu Autherity ascepts the microergenism identified ender 1. shove, which was reccived by iton 2005- m 19
(Date of the otiginal deposit.

IV. RECERFT OF REQUEST FOR CONVERSION

The mjcroorganism identified undor 1 sbave was received by this Intcrnational Depositary Autharity on (date of original deposit)
and o request 10 convert gh: original deposit to o deposit snder the Bndnpc:x Treaty was rescived by it on
for canversion).

(dnde of receipt of equcst’

V. INTERNATIONAL DEPOSITARY AUTHORITY

Nome: . DSMZ-DEUTSCHE SAMMLUNG VON S tpemon() b b vt rpran
= MIKRODRGANTSMEN UND ZELLRULTUREN GmbH i et roriged effcil(s):

L i

Dus 2005-1101

Addresst Mascheroder Weg Ib
D-38124 Bramschweig

! Whese Rule 6.4 (d) applics, snch dawe it the datc on which the stwtus of intcmational depositery suthority was acquircd,
Form DSMZ-BP/4 (sole pags) 122004
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[0596]

BUDAPEST TREATY ON THE INTERNATIONAL

DSMZ ,

RECOGNITION OF THE DEPOSIT OF MICROORGANISMS Dessche
FOR THE PURPOSES OF PATENT PROCE! Sammlung von e L)
Mikeporganiaman
und Zellkfturen GmbH
INTERNATIONALFORM
Ganymed Pharmaceuticals AG
Freiligrathstr. 12
55131 Mainz
VIABILITY STATEMENT
issued purguont te Rulc 10.2 by th
INTERNATIONAL DEPOSITARY AUTHORITY
idontified at the bottom of this page
1. DEPOSITOR 1, IDENTIFICATION OF THE MICROQRGANISM

ame: Ganymed Pharmaceuticals AG
- Freiligrathsir, 12
Address: 5513) Mainz

Acccssion number given by the
INTERNATIONAL DEFDSITARY AUTHORITY:

DSM ACC2738

D¢ of the deposit or the transfer';

2005-10-19

TIT. VIABILITY STATEMENT

On that datc, the said microorganism was

(g viable

{ ) nolongor viable

2005-10-19 s

The visbility of the microorganism identificd undcr 1T ahove was (ested on

V. CONDITIONS UNDER WHICH THE.

ST HAS BE

o

=
i1

ERFORMED*

o

V. INTERNATIONAL DEPOSITARY AUTHORITY

Name: DSM7 DEUTSCHE SAMMLUNG
OORGANISMEN UND ZELLKULTUREN GmbH

Address:  Marcheroder Weg 1b
D-38124 Braunuhwrlg

Signature(s) of person(s) having, the power lo represert the
Jnternational Dcpositary Avthofity or of authorizod official(s):

v et

Dae: 2005-11-01

' Indicate the datc of origing] dcposit of, where 8 new deposit o o transfor has trocn made, the most recont velovant date (date of the new deposit or date

of the transfcr).

2 In the casces reforred to in Rule 10.: 2(1) (ii) and (i), refer to the most recont visbility west.

Mark with a crossthe applicable

Form DSMZ-BP/9 {sol¢ page) 12/200)

Fill in if the information has been lcqncﬁlt.d and if the rosults of the test were negative.

_68_
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BUDAPEST TREATY ON THE INTERNATIONAL DSM z
RCCOGN[TION OF THE DFY’OVT OF M ICROORGANISMS
“EOR THE PURPQOSES OF PATENT PROCE! Doulscha
Surmim\q von ‘
Mikroa

und lcllkullwvn Gmbn

INTERNATIONAL FORM
Ganymed Pharmacaticals AG
Freiligrathstr, 12
. RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT
55131 Mainz jesucel purguant to Rule he i

1 by th
ATIONAL DEPOSXTARY AUTHORITY
identified at the bouom of this page

L IDENTIFICATION OF THE MICROORGANISM

TdentiGigation reference given by the DEPOSTTOR: Accca:‘i':n %xén'\:‘ir ngcn by lr}ll_
INTERNA’ EPOSITARY AUTHORITY:
182-D1106-157 ©

DsSM ACC2739

N. SCIENTIFIC DESCRPTION AND/OR PROPOSED TAXONOMIC DESIGNATION

Th; microorganismm Identified under 1 above was accompanicd by:

(x) = sintific doscription
{ ) & prposcd taxonomic designation

(Matk with & cross wher epplicnblc)

11, RECETPT AND ACCEPTANCE

Denositary Authority sccepts the microgrganigm idoniified undr 1, sbove, which was reccived by it on 2005-10-19
(ane ei‘ [ the originat depmtit)’s .

V. RE_CEI'I’T OF REQUEST FOR CONVER! SION

The microorgnaism ideificd undos 1 sbove wa reeeived by thiz Interontiona) Dopositary Authority on (date of original depasit)

and a roquest to convattie original deposit 1o 8 deposit under the Budapest Treaty wag received by iton {dntc of receipt of request
Jor conversion).

V. lNTERNATIUNA!‘.DEPOSn‘AKV AUTHORITY

N EUTS! AMMLUNG VON s|gnm=(n of peraan(s) having the power to n:rmscn
e DSMZO% CHEI%N 'UND ZELLKULTUREN GmbH Intemational )I Depositary Authority orohunhm(wd ofﬁml(s)

Address: Mascheroder Weg 16
- D-3%)24Bruunschwelg : . V &) s
. (A

Dat: 2005- 11-01

" 1 Where Rule 6.4 (d) plics. such datc is the datc on which the status of intcmtionsl depoaltary autharity was acquired,
Form DSMZ-BP/4 (sok page) 1272001 '

[0597]
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[0598]

BUDAPEST TREATY ON THE INTERNATIONAL
RECOGNTTION OF THE DEPOSIT OF MICROORGANISMS Deutsch
FOR THE PURPOSES OF PATENT PROCEDURE sche @

DSMZ ,

@
Samiing ven
g
und Zallutoron GmbH

INTERNATIONAL FORM
Ganymed Pharmaceuticals AG
Freiligrathstr. 12
55131 Mainz
VIABILITY STATEMENT
iraucd pursuant ta Rule 10.2 by the
- INTERNATIONAL DEPOSITARY AUTHORITY
- identificd ot the bottom of this page
I. DEFOSITOR I, IDENTTFICATION OF THE MICROORGANISM
Name: Ganymed Pharmaceuticals AG

Freiligrathetr. 12
Address: 55131 Mainz

Aceession number glven by the
INTERNATIONAL DEPOSITARY AUTHORITY:

DSM ACC273%

Datc of the deposit or the transfor':

2005-10-19

M. VIABILITY STATEMENT

On that datc, the said micorgenism was

(x)P viable

( ) nolonger vinble

The viahiliey of the mictouganism identificd under I above was testedon — 2005-10-19 R

V. CONDITIONS UNDER WHICH THE VIABILITY TEST HAS BEEN PERFCRMED"

V. INTERNATIONAL DEPOSITARY AUTHORTTY

Name: DSMZ-DEUTSCHE SAMMLUNG VON

Address:  Mascharoder Weg 1b
D-38124 Brwnschweig

MIKROORGANISMEN UND ZELLKULTUREN GmbH

Signaturc(s) of person(s) having the power ta represcnt the

tnternational Depositary Authority or of authorized official(s):

2

pac: 2005-11-01

' Tndieate the date of eriginal deposit o, where a new deposit of a tansfr has been made, the most seccat relcvant date (datc of the new depasit or date

of the transfer),
M In the cascs refemed to in Rula 10.2(a) (i) and (i),

: Mark with a crou the applicable box.

Form DSMZ-BP/9 (sole poge) 122004

sefer to the most recent vinbility test.

Fill in iF e infommation has heen requestcs and if the rosults of the test were negative.

_70_
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[0599]

, A
BUDAPEST TREATY ON THE INTERNATH DSMZ

REC! OGNITION OF THE DEPOSIT OF MICROORGANISMQ

PURPOSES OF PATENT PROCE] Deunche
Sammiung von
. Mikroarganisman
* wnd Zolkuliran GrbH
INTERNATIONAL FORM
Ganymed Pharmaceuticals AG
Freiligratbstr. 12
55131 Mainz RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT

issucmwulm to Rule 7.1 by the
INTERNATIONAL DEPOSITARY AUTHORITY
identified ot the bottom of this page

1 IDENTIFICATION OF THE MICROORGANISM

Jdentification reforence given by the DEPOSTTOR: Acccssion numbcr given by the
INTERNATIONAL DEI’DSITARY AUTHORITY:
182-D1106-058

DSM ACC2740

1. SCEENTIFIC DESCRITION AND/OR PROPOSED TAXONOMIC DESIGNATION

The microocganism Identified under 1. sbove was accompaoied by:

(x) » scixtific description
( ) apromed axonomic designation

(Mack with & crass where pplicable).

TN, RECEIPT AND ACCEFTANCE

This Intomationa] Deposiry Authority aceopts the microorgani sem idemtificd under L above, which was reccived by iton 2005-10-19
(Date of the original depait)’. R

V. RECETFT OF REQUEST FOR CONVERSION

The microorganism identificd wmder T nbove was reccived by this Intemational Depositary Authority on (date of ariginal deposit)

and & roquest to convert tic origingl dopositto & deposit under the Budapest Troaty was received by it on {(Gate of resoipt af request
for cmw:rslm).

V. INTERNATIONAL DEPOSITARY AUTHORITY

Namc DSMDDEUISCHE SAMMLUNG VON Signature(s) of n(s) baving the powes to represent te
o MIKROORGANTSMEN UND ZELLKULTUREN GmbH Intemational Dcp;l:omgy)Aubnnly or of nuthorized afﬁclll(!)

Address: Mascherodis Weg 1b .
D-38124 Buunschwreig . V é/ - ;
. : . », e

Dase: 2005-11-01

! Where Rule 6.4 (d) applies, such date is the datcan which the statug of interationn] depositery authority wes scquired.
Form DSMZ-BP/4 (sole pige) 1272001 B
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[0600]

BUDAPEST TREATY ON THE INTERNATK

2 ONAL
RECOGNITION OF THE DEPOSTT OF MICROORGANTSMS Daatacha

FOR THE PURPOSES OF PATENT PROCEDURE

Sommlung von
Mikroorganisman
wnd Zellkylturan GmbH

INTERNATIONAL FORM
Ganymed Pharmaceuticals AG
Freiligrathstr. 12 .
55131 Mainz
VIABILITY STATEMENT

issued pursuant to Rule 10,2 by the
+ INTERNATIONAL DEPOSI'IyARY AUTHORITY
identificd at the bottom of this page

DSMZ,,

1. DEPOSITOR

1. IDENTIFICATION OF THE MICRQORGANISM

Ganymed Pharmaceuticals AG
Freiligrathstr, 12
Addrors: 65131 Mainz

Namc:

Acccssion number given

by the
TNTERNATIONAL DEPOSITARY AUTHORITY:

DSM ACC2740

Date of the deposit or the transfer':

2005-10-19

. VIABILITY STATEMENT

The vinbility of the micreorgunism identificd under II ebove was tested en
On that dare, the 333g microorganism wa

(x) viable

( ¥ nolongorviable

2005-10-19 2

V. CONBITIONS UNDER WHICH THE VIABILITY TEST

S BEEN PERFORMED*

V., INTERNATIONAL DEPOSTTARY AUTHORITY

Name: DSMZ-DEUTSCHE SAMMLUNG VON
MIKROORGANISMEN UND ZELLKULTUREN GmbH

Address;  Maseheroder Weg 1
D-38124 Brunachweig

Intornational Depositary Authority or of authorized official(s):

. bt

Date: 2005-11-01

Signature(s) of person(s) having the powcs to soprescnt the

' Indicate the date of original deposit or, where a ncw depogit or 3 transfer has been made, the mest recent relcvant date (date of the new deposit or date

of the transfer).

1 In the cases refemed to in Rule 10.2(a) () and (i), rofer ta the most reent visbility test.
3 Mark with a cross the applicable box.
‘ Fill in if the infermation hos boon requeated and if the regults of the tost were negative.

Form DSMZ-BP/S (sole page) 1212001
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UDAPEST TREATY ON THE INTERNATI Ds Mz
RECDGNH‘ION OF THE DEPOSIT OF MICRDDRGANI'SMS
FOR THE PURPOSES OF PATENT FROCEDURE Druncha

Sommbunm von
Winsarganiamen 0
N 1md llkuliuren GembH

INTERNATIONAL FORM
Ganymed Pharmaceuticals AG
Freiligrathstr. 12
55131 Mainz RECET'T N THE CASE OF AN ORIGINAL DETOSIT

issucd pursuant to Rule 7.1
INTERNATIONAL DEPQSITARY AUTRORITY
identificd at the bottom of this page

L IDENTIFICATION OF THE MICROORGANISM

Tdwtification referonoe givn by the DEPOSTTOR: mm\gg:;;n n“umbr,r EDEPO B AL o
JATIONAL' S| JORITY:
182-D1106-059 UTHORT

DSM ACC2741

T. SCTENTIFIC DESCRPTION AND/OR PROPOSED TAXONOMIC DESIGNATION

The microorganism identiicd under 1. abave was accompanicd by:

(x) ascintific deseription
() nproosed ixonoic designation

(Mark with a cross whereapplicahie).

T, RECEIPT AND ACCEFTANCE

This sonal Depositry Autharity scccpis the woe secojved by ften 2005-10-19

P
(Date of the original depsit)'.

1V. RECEIPT OF REQUEST FOR CONVERSION

Tha micraorganiss ideatiod under L ebove was reocived by this Intemational Depositary Authosity on : (date of original doposit)

and a mquest to convert te original deposit to & deposit under the Budapast Treaty wos veceived by it on {date of racoipt of request
for comveraion).

V. INTERNATIONAL DEPOSITARY AUTHORITY

Ny 4 DSMZ-DEUTS! SAMMLUNG VO! Signat (%) of person(s) having the power to ropresent
e UMD JELLKULTUREN Gttt m.:;n(zj n&mw‘r}mmﬁq e i

Address Mascherokr Weg 1b
D-38124 Baunsetoris } V 4/ (:
. - &

Date; 2005-11-01

! Whers Rule 6.4 (d) applics, snch dae is the date oo which ms sequired,

Form DSMZ-BP/4 (sok pagc) 12/200)

[0601]
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[0602]

BUDAPEST TREATY ON THE INTERNATIONAL
RECOGNITION OF THE DEPOSIT OF MICROORGANISMS °
FOR THE PURPOSES OF PATENT PROCEDURE Daainche 4

DSMZ

Somrtongon )
Milroorganimen @

1nd Zalkuhuron Gmbl4
TNTERNATIONAL FORM
Ganymed Pharmaceuticals AG
Freiligrathstr. 12 .
55131 Mainz
VIABILITY STATEMENT
issucd prursuant to Rule 10.2 by the
. ) AL DEPOSITARY AUTHORITY
identified at the bottom of this page
1. DEPOSTTOR 11. IDENTIFICATION OF THE MICROORGANISM
Nome: Ganymed Pharmaceuticals AG Adcession number given by the

Freiligrathsr. 12
| Address: 55131 Mzinz

INTERNATIONAL DEPOSITARY AUTHORITY:
DSM ACC2741

D 1tc of the deposit or the transfer'’:

2005-10-19

IT1. VIABILITY STATEMENT

The viability of the microorganism identificd under If sbove was fested on
On that datc, the said microrganiam wag

(%) visble

() nolooger visble

2005-10-19 i

V. CONDITIONS UNDER WHICH THE VIARILITY TEST HAS BEEN PERFORMED"

V. INTERNATIONAL DEPOSITARY AUTHORITY

Name: DSMZ-DEUTSCHE SAMMLUNG VON
MIXROORGANISMEN UND ZELLKULTUREN GmbH

Siguaturo{s) of person(s) hoving the power to represent the
Tntcrmationnl Depesitary Authority or of suthorized official(s):

e, L ‘
L LT
Dae: 2005-11-01
' Indicate the datc of original deposit or, where a new deposit of 3 tansfer has been made, the mogt recent televent date {date of the new deposit or datc
2 g:«‘: g‘x;s‘f:}mu‘ 4o jn Rule 10.2(8) (ii) and (i), refer to the mast recent viability test
! Mark with a crossthe applicable box.

Fill in if the infornafion has beon requested and if the tesults of the tost were negative,

Farm DSMZ-BP/Y (sale page) 12/2001
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BUDAPEST TREATY ON THE INTERNATIONAL D s M z
"RECOGNITION OF THE DEPOSIT OF MXCROORGANISMS
FOR THE PURPOSES OF PATENT PROCEDURE Deuzche
h Sammung von
Mlkreorgonismen

wnd Zellkuturen Gmhn

INTERNATIONAL FORM
Ganymed Pharmaceutitals AG
Freiligrathstr, 12 .
¢ RECEIPT IN THE CASE OF AN ORIGINAL DEPOSTT
55133 Mainz . fssucd pursuantto Rule 7.1 by the

INTERNATIONAL DEPOSITARY AUTHORITY
identificd at the borom of this page

1. IDENTIFICATION OP THE MICROORGANISM

demiification eference givetty he DEPOSITOR: ﬁ%{ﬁ:%“ggifgg‘mﬁnkk\' AUTHORITY:
182-D1106-062

DSM ACC2742

1. SCIENTIFIC DESCRIPTION AND/OR PROFOSED TAXONOMIC DESIGNATION

The microorganism identiied under | sbove was accompanicd by:

(x) = ceicnific desceiption
. { ) = propeed taxonomic designotion

(Mark with a crass where applicable).

I}, RECEWPT AND ACCEFTANCE

cived by iton 2005-10-19

:posmvy Avihority seecpts the fsm idontified bnder 1L above, whk
(Dnn: of the ungmnl depasi'.

IV. RECEFT OF REQUEST FOR CONVERSION

The microorganism $dentificd under [ shove was reccived by this Iotormational Dopositary Authority on (date of original dcposit)
and a request to convert theeriginel deposit o o doposit under the Budapest Treaty was received by it on (date of recoipt of request
for conversion),

V. INTERNATIONAL DEPOSITARY AUTHORITY

AMMLUNG VO! S of porsan(s) having the power to represent i
Namms M!KROORGANTSMSBIUND ZELLKULTUREN GmbH |gnahr=(s) DcpbsluE‘y)Aulhngty or of aythorized emum(n)

Address: Mascheroda Weg 1b .
" D-38124 Brmschweig V : ) - é
i (A

. Dam: 2005-11-01

' Where Rule 6.4 (d) applict such date is the dww on which the status of intemational depositary suthority was acquired.
Form DSMZ-BP/4 (solc pege) 1272001 ’ : .
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[0604]

BUDAPEST TREATY ON THE INTERNATIONAL
RECOGNTTJON OF THE DEPOSIT OF MICROORGANISMS
FOR THE PURPOSES OF PATENT PROCEDURE.

Sommlung ven
Mkroorganian
wnd Zellkulturan GmbH

INTERNATIONAL FORM
Ganymed Pharmaceuticals AG
Freiligrathstr, 12 s
55131 Mainz
VIABILITY STATEMENT
irsucd wrsusul 1o Rulc 10.2 by the
INTERNATIONAL DEPOSITARY AUTHORITY
identificd ot the bottom of this page
1, DEPOSITOR Tl DENTIFICATION OF THE MICROORGANISM
Name: Ganymed Pharmaceuticals AG Accearion number given by the
Freiligrathstr, 12 INTERNATIONAL DEPCSITARY AUTHORITY:
Address: 55131 Mainz

DSM ACC2742

Date of the doposit or the transfr':

2005-10-19

. VIARILITY STATEMENT

The viahility of the mieroorgnnism idemtificd under 1T above was tested on 2005-10-19 x,
On that date. the said microorganism was

(x) vieble

(¥ nolongerviable

TV, CONDITIONS UNDER WHICH THE VIABILITY TEST HAS BEEN PERFORMED*

V. INTERNATIONAL DEPOSITARY AUTHORITY

Nane: DSMZ-DEUTSCHE SAMMLUNG VON Signaturc(s) af person(s) having the power to ropresent the
MIKROOROANISMEN UND ZELLKULTUREN GmbH Intcmationa! Depogitary Authority ot of authorized official(s);

Addsess:  Mascheroder Weg Ib
D-38124 Brounschweig V L/:

Date: 2005-11-01

' Tndicate the datz of originnl deposit or, whese a new deposit or a transfer ‘s boen made, the most recent relevant date (daic af the new deposit o date
of the transfer).

2 1n the cases n:)f:m:d 1o in Rule 10.2(s) 5) and (¢, refer ta the most recent vishility test.

3 ‘Mark with a cross the applicable box. .

‘ Fill in if the information hes boen requested and if the rsults of the tost were negative.,

Form DSMZ-BP/9 (solc page} 1212001
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S=S06 10-2099875

choor?ﬁ';g]i]-owﬁggz m%%cmm ORGANISMS Ds MZ e*
R THE PURPOSES OF PATENT PROCEDURE Devhche .
Sommlung ven
Mikroorgunismen

wnd Zelkulwron GmbH

INTERNATIONAL FORM

Ganymed Pharmacmticals AG

Freiligrathstr, 12 .
55131 Mainz RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT

issued pursuant ta Rule 7.1 by the
INTERNATIONAL DEPOSITARY AUTHORITY
idcntificd st the bottom of this page

1. IDENTIFICATION OFTHE MICROORGANISM

Tdentification reference given by the DEPOSITOR: A:mssklﬁﬂ number given by the
NTERNATIONAL DEPO:! Y AUTHORITY:
182-D1106-067 ST A

DSM ACC2743

T SCIENTIFIC DESCRPTION AND/OR PROPOSED TAXONOMIC DESIGNATION

The migroorgnnism idcnificd wnder 1. abave was sccompanied by:

(x) asiontific description
{ ) apoposed taxonomic designation

(Mark with A cross whenapplicable).

1ML RECEIPT AND ACCEFTANCE

This Intcrmetional D“p(umfg Authority sceepis e miGIOoTE

d andor I shoua, which wrs received by ton 2005-10-19
(Dsie of the original deposit)’.

IV. RECEIPT OF REQUEST FOR CONVERSION

The microorgnnism idetificd usder [ 2t as roosived by thia Intemational Dopositary Authority on {date of criginal deposit)

and o request to conventhe original doposit tou deposit under the Budapest Treary was reccived by it on (ke of cecipt of request
for convession).

V. INTERNATIONALDEPOSITARY AUTHORTTY

Name: DSMZ-DEUTSCHE SAMMLUNG Signanrc(s) of person(s) taving the power
IKROOXGANISMEN ND ZH.LKULTUREN GmbH Intcrnstional Depositary Authority of ofuuthmud oﬁ' :lal(s)

Address: Maschemder Weg 3b .
D-38124 Braunschweig ) V W ./:

Dute: 2005-11-01

© " WherRule6.4 () wpplics, such date ia the datc 03 vihwh the status of intrrnazional depositary suthority was uqmcl
- Form DSMZ-BP/4 (sck page) 1272001

[0605]
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[0606]

BUDAPEST TREATY ON THE INTERN, DSMZ

RECOGNITION OF THE DEPOSIT OF M]CROO'R(]AN]SMS
FOR THE PURPOSES OF PATENT PROCEDURE e avon @ °

Mikronrgonlunan
smd Zellkuliuran GmbH

NTERNATIONAL FORM

Ganymed Phatmaceuticals AG
Freiligrathstr. 12 .
55131 Mainz

VIABILITY STATEMENT

mucd pumuam 1o Rule 10.2 b;

RNATIONAL DEPosrww AUTHORITY

-dmnl‘od at the battom of ¢his page
. DEPOSITOR 1. IDENTIFICATION OF THE MICROORGANISM
Nome: Ganymed Pharmacenticals AG Accession numbcr given by th

Freiligrathste, 12 INTERNATIONAL DEPOS! lTARY AUTHORITY:

Address: 55131 Minz

DSM ACC2743

Datc of the depasit or the transfer's

2005-10-19

. VIABILITY STATEMENT

The visbility of the microarganiem idontificd under Tl ahove wos tested on
On that datc, the said micloorgunism was

(x) viable

{ ¥ nolongervisble

2005-10-19 i

Iv. CONDITIONS UNDER WHICH THE VIARILITY TEST HAS BEEN PERFORMED!

V. INTERNATIONAL DEPOSITARY AUTRORITY

Name: DSMZ-DEUTSCHE SAMMLUNG VON
MIKROORGANISMEN UND ZELLKULTUREN GmbH

Addrcss:  Mascheroder Weg b
D-38124 Braunachweig

Signaturc(s) of person(s) having the power 1o represeat th
International Dg;:mry Avthority or af '4ulhurr?md nmm!(s)

V. (et

Date: 2005-11-01

' Indicate the datc of original deposit or, where & new deposit o7 a transfer has beca made, the mast recent relcvant date (date of the new depasit or date

of the ranafer),
2 In the cascs roferred to in Rule 10.2(e) (if) 28d (i), refer to the most receat viabllity test,
1 Mark with a crossthe applicable box,
4 Fill in if the infomation has hcon roquestcd and if the results of the test wore negative.

Porn DSMZ-BP/9 (solc page) 1212001
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[0607]

S — DSMZ

APEST TREATY
RECOGN[TION P TS BEPOSEOF MICROORGANIEMS Dratsch
THE PURPOSES OF PATENT PROCEDURE Snche
Mw'krmvganilm!n
, und Zallkulturen GmbH

INTERNATIONAL FORM
Ganymed Pharmaceuticals AG
Freiligrathstr, 12
55131 Mainz RECEIFT [N THE CASE OF AN Y ORIGINAL DEPOSTT

Issued prasuant to Rule 7.1 by the
TER;}ATION L DEPOSIT, ARY AUTHORITY
identified at the boriom of this page

1. IDENTIFICATION OF THE MICROQRGANISM

Identification reference given by the DEPOSITOR:
182-D758-035

Accession mumber given by the
INTERNATIONAL DEPOSITARY AUTHORITY:

DSM ACC2745

[l. SCIENTIFIC DESCRIFTION AND/OR PROPOSED TAXONOMIC DESIGNATION

The microorganism identified under 1, above was accompanicd by:

¢ ) ascintific description
( ) aproposed taxonomic dosignation

{Meask with a ctess where gpplicable).

. RECEIPT AND ACCEPTANCE

This International itary Authority acecpts the microorganism identificd undor 1. above, which wes received by it cn 2005-11-17

(Date of the original deposi}',

IV. RECEIPT OF REQUEST FOR CONVERSION

The microorganiam identificd under 1 sbove was rocejved by this Intcrnational Depositery Autherity on
and a request ta caavert the original deposit ta a depositnder the Budapest Treaty was reccived byiton

for coavarsion).

(datc of origivel deposit)
(date of seccipt of request

V. INTERNATIONAL DEPOSITARY AUTHORITY

Name: DSMZ—DEU’NCHE SAMMLUNG VON
MIKROORGANISMEN UND ZELLKULTUREN GmbH

Address; Muschurnd:chg b
D-38124 Bramschwrig

Signanire(s) of person(s) baving the power to
International Depositery Authority or nfmuwnzud on'ml(:),

v 4,

Daw: 2005-12-05

! Where Rule 6.4 (d) applies, such datc is the datc on which the atatus of intermations! depositary authority was sequired.

Form DSMZ-BP/4 (sofc page) 12/2001
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[0608]

BUDAPEST TREATY ON THE INTERNATIONAL -
RECOGNITION OF THE DEPOSIT OF MICROORGANISMS
FOR THE PURPOSES OF PATENT PROCEDURE

Sammlung von

Miktgormonizmon
und Zellkulturan GmbH

INTERNATIONAL PORM
Ganymed Pharmaceuticals AG
Freiligrathstr. 12
55131 Mainz )
VIABILITY STATEMENT -
issucd pursuant o Rule l“r‘rw the
INTERNATIONAL DEPOSITARY AUTHORITY
identificd ot the bottom af this page
1. DEPOSITOR 11, IDENTIFICATION OF THE MICROORGANISM
Name: Ganymed Pharmaceuticals AG Accossion number givea by the

FPreilignthstr. 12
Address: 55131 Mainz

INTERNATIONAT BEPOSITARY AUTHORITY:
DSM ACC2745

Data of the doposit or the mnsfer's

2005-11-17

T VIABILITY STATEMENT

On that date, the 583 microorgonism was

(x) viable

( 7 no longervinble

The viability of the mxmurglmnm identified under I above was tested on

2005-11-21 .

TV. CONDITIONS UNDER WHICH THE VIARILITY TEST HAS BEEN PERFORMED*

V., INTERNATIONAL DEPOSITARY AUTHORITY

Name: MZ-DEUTSCHE SAMMLUNG VON
MD(ROORGA\JISMEN UND ZELLKULTUREN GrabH

Address:  Mascheroda Weg 1b
D-38124 Brunschwrig

Signature(s) of | ‘person(s) having the power to

0 Teprescat th
Internntional Depositary Authority or of autharized off mﬂ(s).

e &,

Date: 2005-12-05

of the rans!

Mark with a cros the applicable by

' Indicate the da)le of original dopait or, where a new deposit or a transfer has been made, the most recont relevant date (date of the now deposit or datc

I the er2es refommed to jn Rule 10, z(n) (i) and (iii), refer to the most recent visbility test,

‘ Fill in if the information been mqunmd and §f the Tosult of the tost Were negative,

Form DSMZ-BP/S (aolc page) 12/2001
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[0609]

DAPET TREATY ON THE INTERNATION.
RECOGNN TON OF THE DEPOSIT OF MIC'RODRGM
YO THE PURPOSES OF PATENT PROCEDURE

INTERNATIONAL FORM

Ganywmed Pharmaceuticals AG

Freiligrathstr. 12
i RECEIPY IN THECASEOF AN ORIGINAL DEPOSIT '
55131 Mainz isusd it o Rl
: INTERNATIONAL DEFOS\TAR‘{ AUTHORITY
jdentificd au the bottons of ihis page

L IDENTIFICATION OF THE MICROORGANISM

dentificatinn roférence gion by the DEPOSTIOR: Accession numbes given by th
INTERNATIONAL DF.PGS!TARY AUTHORITY:

182-D758-036
DSY ACC2746

1L SCIENTIFIC DESCRIFTION AND/OR PROPOSED TAXONOMIC DESIGNATION

The saiesoosganism identifed undor I, above was sccampauicd by

() ascintific description
{ ) @ proposed twxonouic denignation

{Mark with. a er0ss where sppicable).

. RECEIPT AND ACCEPTANCE

This lnmmo-ml Depositry Authorlty secopts the miccaorgenism identified under 1, above, which was received by iton 2005-11-17
(ate of the original deposi)’. .

1V, RECEIPT OF REQUEST FOR CONVERSION

nder1 above was reccived by shis (ntemationsl Depositacy Autherity on {dnte of orighna) deporit)
{date of reccipt of request

The microorgonism identificd
depasit to & deposit under the Budupest Treaty was reccivad by it on

and & yoquest fo copvert the origisal
for conversion).

V. INTERNATIONAL DEFOSTTARY AUTHORITY

Name; stznswscnz SAMMLUNG V! peran(s) havir preacnt th
MIKROORGANISMEN UND zsuxumm GmbK Intemations! Depaeitary Autharity or of suthorized offciai(s):

Address! g;a;:«;ogn\’l ib
rmngchweig V -
. 4/& Zr

Date: 2005-12-05

! Where Rulc 6.4 () spplis, mach date e the dte on which the atptos of international depositery suthority wns aequirad,

Form DSMZ-BP/4 (sole puge) 1272001

_81_
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S=S06 10-2099875

R DSMZ

p TR BEPOSIT OF MICROORGANISMS s
VRPOSES OF PATENT FROCEDURE et von
tikroorganisman
und Zallky|turan GmbH

RNATIONAL FORM

VIABILITY STATEMENT
mucd Ilmmn( m Rule 10.2 by

AL DEPOS! AKY AUTHORITY
xdcnu( nd at zhc bemm of this page

«USfTbR 1. IDENTIFICATION OF THE MICROORGANISM
e Ganymed Phammoceuticals AG Accearion numbcr given by the

Freiligmthstr. 12 INTERNATIONAL DEPOSH’ARY AUTHORITY:
<sst Mai

35131 Mainz DSM ACC2746

Date of the depasit or the tranafte!;
2005-11-17
IABILITY STATEMENT
nability of the microorganism jdentificd under ¥ above was tosted on 2005-11-21 :,
st date, the said mictoorganism was
{(x) wable
() nolongervichle
ONDITIONS UNDER WHICK THE VIABILITY TEST HAS BEEN PERFORMED*
V. INTERNATIONAL DEPOSITARY AUTHORITY
Name: DSMZ-DEUTSCHE SAMMLUNG VON ngmmm(s) of person(s) )mving the powet to mpmml the
MIKROORGANISMEN UND ZELLKULTUREN GmbH orof official(s):
Address'  Mascheroder Weg 1b
D-38124 Bravnschweig : V &/ {
-
Date: 2005-12-05

' Lr}dxhemc the dateof origiaal deposit ar, where 3 few deposit or & trensfer har been madc, the mast recent relovant date (dato of the new deposit ar date
the transfer).

2 In the cases refarcd to in Rule m Z(n) (33) amd (ii(). rafer to the most mcent viabilizy test.

Mark with a eross the applicable

Fill in if the joformation has Ixm mqucs:cd and if the results of the test were negative.

Form DSMZ-BP/ (salcpage) 1212001

[0610]
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IDAPEST TREATY ON THE INTERNATIONAL DSMZ

BU|
RECOGNITION OF THE DEPOSIT OF MlCROOR%NISMS oy e
)

FOR THE PURPOSES OF PATENT PROCE! e eon
Mitroarganismen
nd Zallkuhuren Gmbi

INTERNATIONAL FORM

Ganymed Pharmaceuticals AG

Freiligrathstr. 12
- RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT
55131 Mainz issuod pursuan to Rule 7.1 by the
: INTERNATIONAL DEFOSIARY AUTHORITY
identified nt the bottom of this page

L IDENTIFICATION OF THE MICROORGANISM

[dentification reference given by the DEPOSITOR: mgmi %Jg#!cr given b}é LGV
RN, AL DEPOSITARY AUTHORITY:
182-D758-040

DsM ACC2747

. SCIENTIFIC DESCRPTION AND/OR PROPOSED TAXONOMIC DESIGNATION

The microorganism identificd under I, above was accompanicd by:

() s scimtific description
{ ) nproposed tixonamic designntion

(Mark with a cross where tpplicable),

I RECETPT AND ACCEPTANCE

This Intcnationat Dcpom:ry Authority accepts the microorganism identified under I, above, which wos reccived by iton 2005-11-17
(Datc of tha original deposiy)’,

IV.RECEIPT OF REQUEST FOR CONVERSION

The mictoorganism identified under 1 above was neceived by this Iaternational Depositary Authority on (date of original deposit)
and a cequest to convert the original deposit to 2 deposit undet the Budapest Treaty was reccived by it on (date of receipt of roquest
for conversion).

V. INTERNATIONAL DEPOSITARY AUTHORITY

Name; DSMZ-DEUTSCHE SAMMLUNG VON Signature(s) of person(s) having the power to seprosent the
MIKROORGANTSMEN UND ZELLKULTUREN GmbH International Depositary Authority or of suthorized official(s);

Address: Maschcroder Weg 1b
D-38124 Bramschweig V
. - (A 4)

Dete: 2005-12-05

! Where Rulo 6.4 (d) applies. such date i¢ th datc on which the st of intcmational depositacy authority was acquired,
Fomt DSMZ-BP/4 (solc page) 12/2001

_83_
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[0612]

DSMZ

BUDAPEST TREATY ON THE INTERN,
RF.CO!]N ON OF THE DEPOSIT OF MICROORGANISMS Beutrcho
FOR THE PURPOSES OF FATENT PROCEDURE Somemlung von
Mikroorganisman
und Zallkoltorsn Gth
INTERNATIONAL FORM
Ganymed Pharmaceuticals AG
Freiligrathstr. 12
55131 Mainz
VIABILITY STATEMENT
issucd pursuant to Rule 10.2 by the
INTERNATIONAL DEPOSITARY AUTHORITY
identified at the battom of this psge
1. DEPOSITOR T, IDENTIFICATION OF THE MICROORGANISM
Namc: Ganymed Pharmaceuticals AQ Acceasion mumber given by the

Freiligrathstr. 12
Address: 55131 Mains

INTERNATIONAL DEPOSITARY AUTHORITY:
DSM ACC2747

Date of the depasit o7 the wransfer’:

2005-1)-17

0. VIARILITY STATEMENT

Qb that date, the sid microorganism was

(xP visble

(" natongervistlc

The viability of the micmorganism identificd undcr JT above was tested en

2005-11-21 .

TV, CONDITICNS UNDER WH!

VIABILITY TEST HAS BEEN PERFORMED"

V. INTERNATIONAL DEPOSITARY AUTHORITY

Name: DSMZ-DEUTSCHE SAMMLUNG VON
MIXROORGANISMEN UND ZELLXULTUREN GmbH

Address:  Mascheroder Weg 1b
T)-38124 Braunschweig

Signature(s) of prrson(<) having tha power to represent the
International Dopositary Authority u?of mmc':;}d offi ml(s).

/A

Deee: 2005-12-05

Indjeate the datcaf ariginat deposit or, where a new deposit of a tmnafer has been made, the most recent relevant dare (date of the new deposit or date

of the transfer).
2 In the cascs mfmd ro in Rula 10.2(a) (if) and (iii). rofar to the most recent viabiliy test,
2 Mark with a cros th icable b

Form DSMZ-BP/9 (sole page) 12/2001

Fill in if the m[mnw bas been mqumu:d and if the results of the test wore nagative,

_84_
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BUDAPEST TREATY ON

GOGNITION OF THE DEPO%%CROORGA‘!\VLEMS
Rt
N FOR THE PURPOSES OF PATENT PROCEDURE

INT ERNATIONA LFORM

Ganymed Pharmaceuticals AG
Freiligrathstr. 12
55131 Mainz

DSMZ

Dautachs

Sommlung ven
Nikemorgonisman

und Zellkutturon Gmhh

RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT

issued pumuant 16 Rule 7.1 by the
INTERNATIONAL DEPOSITARY AUTHORITY
identified at the bottom of this page

L IDENTTFICATION OF THE MICROORGANISM

Identification reference gien by the DEPOSITOR;
182-D1106-061

Accession number given by
INTERNATIONAL DEPOSIT ARY AUTHORITY:

DSM ACC2748

. SCIENTTFIC DESCRFTION AND/OR PROPOSED TAXONOMIC DESIGNATION

‘The microorganirm identificd under 1, above was accompanied by:

( ) asciotific deseription
( ) apmoposed wxonomic designation

(Mark with a cross where ppHeablc).

0. RECEIPT AND ACCEITANCE

(Date of the crigioal depo:

This International Dcpuamvy Autherity 2ccepts the microorganism idenlificd under L sbove,
i)'

which wos received by iton 2005-11-17

V. RECEIPT OF REQUEST FOR CONVERSION

for conversion;

The microorganism identified imder I sbove was receivod by this Intemational Depositary Authotity on
and a request ? convert theatiginat deposit to 2 deposit under the Budapest Treaty was received by it on

(date of original deposit)
{dete of receipt of request

V. INTERNATIONAL DEROSITARY AUTHORITY

Name: DSMZ-DEUTSCHE SAMMLIUNG VON
MIKROORGANISMEN UND ZELLKULTUREN GmbH

Address: Mascheroder Weg 1b
D-38124 Bramschwrig

Daxe: 2005-12-05

) of | ing the power to tep h
Tntemational Depositary Authority ot of authorized official(s):

a2z,

' Where Rule 6.4 (d) applic, such datc is the date op which the ataus of international deponitary suthority was acquind,

Forro DSMZ-BP/4 (sole pagr) 12/2000

[0613]
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[0614]

T TREATY ON THE INTERNATIONAL
RECOGNKTIDN OF THE DEPOSIT OR MICROORGANJSMS
FOR THE PURPOSES OF PATENT PROCEDURE

SMZ

Davtachn
Sammiuap von

Mikioorganisman
und Zelksboren unhH

TNTERNATIONAL FORM

Ganymecd Pharmsceuticals AG
Freiligrathstr. 12
5513) Mainz

VIABILITY STATEMENT

insucd pursuant to Rule 10.2 by th
INTERNATIONAL DEPOSITARY AUTHORITY
identified at the bottom of this page

1. DEPOSTTOR

T. TDENTIFICATION OF THE MICROORGANISM

Gaayned Phamaccuticals AG
Freiligrathstr, 12
Address: 55131 Maing

(Name:

Accession number given by the
'RNATIONAL DEPOSITARY AUTHORITY:

DSM ACC2748

Date of the deposit of the tansfer':

2005-11-17

M. VIABILITY STATEMENT

The viability of the Mmicroorganism identificd under IMabove was fested on 2005-11-21 1
On that date the said microurgsniam was

(x) viahle

( ¥ nolongerviable

T¥, CONDITIONS UNDER WHICH 1H

PERFORMED!

V. INTERNATIONAL DEPOSITARY AUTHORITY

Name: DSMZ-DEUTSCHE SAMMLUNG VON

Siguature(s) of ‘person(s) having the power to ropresent the
MIKROORGANISMEN UND ZELLKULTUREN GutbH ten Authority or of i

Address;  Mascheroder Weg [b
D-38124 Braunschweig

Dar: 2005-12-05

V. Glets

d afficial(s):

: Indicate ﬂ\erdat: of original deposit or, where 3 now deposit or u transfer hns been made, tie most recent relevant date {datc of the new deposit or date.

of the

1+ Intho csses refdmed to in Rule mz(,) (51) nad (i), refir to the mast recent viabiity tost.
Mark with & crom the applicable by

Fill ju if the information has bc:n nquqled and if the results of the test were negative,

Form DSMZ-BP/ (aole pagc) 1212001

_86_
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BUDAPEST TREATY ON THE INTERNATIONAL
RECOGNITION OF THE DEPOSIT OF MICROORGANISMS
FOR THE PURPOSES OF PATENT PROCEDURE

INTERNATIONAL FORM

Ganymed Pharmaceuticals AG
Freiligrathstr. 12

S=S06 10-2099875

Devtsche

Sammlung von e
Mikrogrgonismen @
und Zellkulluren GmbH

RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT

55131 Mainz . issucd pursuant lo Rule 7.1 by ¢
PTERNATIONAL DEPOSHARY AUTHORITY
identificd at the boltom of this page.

I. IDENTIFICATION OF THE MICROORGANISM

) Identification refercnce given by the DEPOSITOR: Accession numbor given by the
INTERNATIONAL DEPOSITARY AUTHORITY:
182-D1106-279

DsM ACC2808

M. SCIENTIFIC DESCRIPTION AND/OR PROPOSED TAXONOMIC DESIGNATION

The microorganism idenificd under 1. above was accompanicd by:

(x) s scienlific description
() tproposed lzxonomic designation

(Mark with a cross where applicabl).

1. RECEIPT AND ACCEPTANCE

. which was reccived by iton 2006-10-26

is Intormaticnal Deposits ny, Authority accepts the microarganism identif
(Date of Ihe originat éeposity.

V. RECEIPT OF REQUEST FOR CONVERSION

The microorganism identificd under T above was received by this International Depositary Authority on

and a request to convert the original deposit lo a deposit under the Budapest Treaty was received by it on
for conversion).

(date of original deposit)
(date of reccipt of request

V. INTERNATIONAL DEPOSITARY AUTHORITY

Date: 2006-11-08

Name: DSMZDEUTSCHE SAMMLUNG VON Signaturc(s) of person(s) having the power to represcnt
MIKROORGANISMEN UND ZELLKULTUREN GmbH Intemationai Depositary Authority of of authorized nﬂ':l:\l(s)

Address: Inhoffeastr. 7 B
D-38124 Braunschwoig V W -, l/‘

' Where Rule 6.4 (d)applics, such date is the date on which the status of interational deposiiry authority was sequired.

Form DSMZ-BP/4 (sole page) 08/2006

[0615]
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[0616]

BUDAPEST TREATY ON THE INTERNATIONAL D s M Z

RECOGNITION OF THE DEPOSIT OF MICROORGANISMS iy
FOR THE PURPOSES OF PATENT PROCEDURE Semmlung von @

Mikroorgonismen @

und Zellkulvien GmbH

INTERNATIONAL FORM
Ganymed Phamaceuticals AG
Freiligrathstr. {2
55131 Mainz
VIABILITY STATEMENT

issucd pursuant to Rule 10.2 by d
INTERNATIONAL DE[‘OSITARY AUTHORITY
identificd al the boltom of this page

1. DEPOSITOR 1L, IDENTIFICATION OF THE MICROORGANISM
Name: Ganymed Pharmaceuticals AG Accession number given by th
Freiligrathstr. 12 INTERNATIONAL DEPOSITARY AUTHORITY:
Address: 55131 Mainz
DSM ACC2808
Date of the deposit or the transfer':
2006-10-26

[IL. VIARILITY STATEMENT

The viability of themicroorganism identificd under fl sbove was testedon  2006-10-30 .

On that date, the siid microorganism was

{x)® viable
() nolmger viable

1V. CONDITIONSUNDER WHICH THE VIABILITY TEST HAS BEEN PERFORMED'
V. INTERNATIONAL DEPOSITARY AUTHORITY

Name:  DSMZ-DEUTSCHE SAMMLUNG V! Signature(s) of person(s) having Lhe power to represeat the

MIKROORGANISMEN UND ZFLLKULTUREN GmbH Tntcmationel Depositary Authority or of authorized official(s):
Address:  Inhoflensir. 7 B
D-38124 Braunschweig
(2%
’
Date: 2006-11-08

' I.nfdlcmz the date of original deposit or, where a new deposit or a transfer has been made, the most recent relevant date (date of the new deposit or date.
of the transfer).

2 In the cases referred to in Rule 10. Z(x) (i) and (iii), refer to the most recent viability test.

Mark witha cross the applicablc

Fill in if the information has been ﬂ!]lltsltd and if the resulls of the test were negative.

Form DSMZ-BP# (sole page) 082006

_88_
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BUDAPEST TREATY ON THE INTERNATION,
RECOGNIT[ON OF THE DEPOSIT OF MICROORGA.NISMS
R THE PURPOSES OF PATENT PROCEDURE

S=S06 10-2099875

DSMZ .
bt 9

Somlung von
Mikroorgorismen
nd Zellkuliuren GmbH

INTERNATIONAL FORM

Ganymed Pharmaceuticals AG
Freiligrathstr. 12
55131 Mainz

RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT
issued pursuant o Rule 7.1 by the

INTERNATIONAL DEPGSITARY AUTHORITY
identificd at the bottom of this page

1. DENTIFICATION OF THE MICROORGANISM

} Tdentification reference given by the DEPOSITOR:
182-D1106-294

Accession pumber given by the
INTERNATIONAL DEPOSITARY AUTHORITY:

DSM ACC2809

1. SCIENTIFIC DESCRIPTION AND/OR PROPOSED TAXbNOMlC DESIGNATION

The microorganism identified under 1. above was accompanied by:

(x) scicntific description
() aproposed taxonomic desiguation

(Mark with a cross where applicablc).

111, RECEIPT AND ACCEPTANCE

under [ above,

This Intemational qusnmy Authority ascepts the microorganism i
H (Date of the ariginal depsit)'.

11 was roccived by it oo 2006-10-26

V. RECEIPT OF REQUEST FOR CONVERSION

The microorganism dentificd under [ above was received by this International Depositary Authority on
aud a requost to convert the original depusil to 2 deposit under the Budapest Treaty was received by it on
for conversian).

(date of original deposit)
(dale of receipt of request

V. INTERNATIONAL DEPOSITARY AUTHORITY

D-38124 Braunschweig

Inlemational Depositary Authority or of authorized ufﬁnral(s):

Namc: DSMZDEUTSCHE SAMMLUNG V¢ Signature(s) of
MIKROORGANISMEN UND ZELLKULTUREN GmbH
Address:  Inhoffenstr. 7 B

. Ledo

Date: 2006-11-08

person(s) having the poser o represent th

\ Where Rule 6.4 (<) applics, such date is the datc on which the status of interational dopasitary authority was acquired,

Form DSMZ-BP/4 (wle page) 0812006

[0617]
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BUDAPEST TREATY ON THE INTERNATIONAL D s MZ

RECOGNITION OF THE DEPOSIT OF MICROORGANISMS Deotsch
FOR THE PURPOSES OF PATENT PROCEDURE Sommhing von
Mikroorgonismen

und Zolikutiuren GmbN

INTERNATIONAL FORM
Ganymed Phamaceuticals AG
Freiligrathstr. 12
55131 Mainz
VIABILITY STATEMENT

issucd pursuant to Rule 10.2 b:
INTERNATIONAL DEI’OSITARV AUTHORITY
identificd al the bollom of this page

1. DEPOSITOR

II. IDENTIFICATION OF THE MICROORGANISM

Name:

Address:

Ganymed Pharmaceuticals AG
Freiligrathstr. 12
55131 Mainz

Accession number given by th
INTERNATIONAL DEPOSITARY AUTHORITY:

DSM ACC2809

Date of the deposit or the transfer':

2006-10-26

M. VIABILITY STATEMENT

The viability of the microorganism identified under T above was tested on
On that dale, the sail microorganism was

(x)' visble

(P nologer visble

2006-10-30 s

V. CONDITIONS UNDER WHICH THE VIABILITY TEST HAS BEEN PERFORMED'

V. INTERNATIONAL DEPOSITARY AUTHORITY

Name:

Address:

DSMZ-DEUTSCHE SAMMLUNG VON
MIKROORGANISMEN UND ZELLKULTUREN GmbH

Inhoflenstr. 7 B
D-38124 Braunschweig

Signature(s) of person(s) having the pawer to represent the
Intcrnational Depositary Authority or of authorized official(s):

/37

Date: 2006-11-08

! Indicate thedate of original deposit or, where 2 new deposit or 4 transfer s been mude, the most recent relevant date {dute of the new deposit or date
of the transfer),
K In (he cuscsreferred to in Rule 10.2(a) (if) and (iii), refer to the most recent viability test.

Mark with a cross the applicable box.

4 Fill in if theinformation has been mqucsrcd and if the results of the test were negative,

Form DSMZ-BP/9 {solc page) 082006

[0618]

_90_

S=S06 10-2099875



S=S06 10-2099875

BUDAPEST TREATY ON THE INTERNATIONAL D S MZ

RECOGNITION OF THE DEPOSIT OF MICROORGANISMS
FOR THE PURPOSES OF PATENT PROCEDURE Osutscho

Somenlung von
Mikroorganismen
und Zellkulturen GmbH

INTERNATIONAL FORM

Ganymed Pharmaceuticals AG

Freiligrathstr. 12

55131 Mainz RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT
issued pursuant o Rule 7.1 by the
INTERNATIONAL DEPOSITARY AUTHORITY
identified at the bottom of this page

1. IDENTIFICATIONOF THE MICROORGANISM

, | 1dentification reference given by the DEPOSITOR: Accession number given by th
INTERNATIONAL DEPOSITARY AUTHORITY:
182-D1106-362

DSM ACC2810

[I. SCIENTIFIC DESCRIPTION AND/OR PROPOSED TAXONOMIC DESIGNATION

The microorganisw identificd under 1. above was accompanicd by:

(x) ascientific description
( ) sproposed taxonomic designation

(Mark with a cross where applicabic).

M. RECEIPT AND ACCEPTANCE

wisn identificd undor 1. above, which was received by it on 2006-10-26

ity accepts the micro

This iernat
, | (Daeof e

! Degesitary Au
nal deposit)'.

TV. RECEIPT OF REQUEST FOR CONVERSION

The microorganism identificd under [ above was reccived by this infemational Depositary Authority on (date of original depasit)

and a request to canvat the original deposit to a deposit under the Budapest Treaty was received by it on (date of reccipl of request

for conversion).

V. INTERNATIONAL DEPOSITARY AUTHORITY

Name: DSMZDEUTSCHE SAMMLUNG YON Signaturc(s) of person(s) having the power to represent the
MIKROORGANISMEN UND ZELLKULTUREN GmbH Intemational Depositary Authority or of authorized official(s):

Address: Inhoffenstr. 7B
D-38124 Beaunschweig V
. b

Date: 2006-11-08

1 Where Rule 6.4 (¢)applics, such date is the date on which the status of intemational depositary authority was acquired.

Form DSMZ-BP/A (sile page) 08/2006

[0619]
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BUDAPEST TREATY ON THE INTERNATIONAL D s M Z ®

RECOGNITION OF THE DEPOSIT OF MICROORGANISMS o
URE eutsche [&]

FOR THE PURPOSES OF PATENT PROCED!

Sammlung van
Mikroorgonismen ®
und Zellkultursn GmbH

INTERNATIONAL FORM
Ganymed Phammaceuticals AG
Freiligrathstr. 12
55131 Mainz
VIABILITY STATEMENT
issued pursuant to Rule 10.2 by the
INTERNATIONAL DEPOSITARY AUTHORITY
identified at the bottem of this page
1. DEPOSITOR 11 IDENTIFICATION OF THE MICROORGANISM

Name:

Address:

Ganymed Pharmaceuticals AG
Freiligrathstr. 12
55131 Mainz

Accession number given by the
INTERNATIONAL DEPOSITARY AUTHORITY:

DSM ACC2810

Datz of the deposit or the transfer':

2006-10-26

M. VIABILITY STATEMENT

The viability of the microorganism identificd under Il above was tested on
On that date, the said microorganism was.

(x) viable

() nolonger viable

2006-10-30 '

IV. CONDITIONS UNDER WHICH THE VIABILITY TEST HAS BEEN PERFORMED*

V. INTERNATIONAL DEPOSITARY AUTHORITY

Name: DSMZ-DEUTSCHE SAMMLUNG VON Signature(s) of person(s) having the power to represent the:

MIKROORGANISMEN UND ZELLKULTUREN GmbH - Intemational Depositary Authority or of authorized official(s):
Address:  [nhoffensir. 7 B

D-38124 Braunschweig V A/

- (A
Date: 2006-11-08
' Indicate the date of original doposit or, where a new deposit or a transfer ias been made, the most recent relevant date (dute of the new deposit or date
of the transfer),

: In the casesreferred to in Rule 10.2(a) (ii) and (iii), refer o the most recent viability test.
M Mark with a eross the applicable box.
+ Fill in if the information has been requested and if the resulls of the tost were negative.

Form DSMZ-BP/ (sole page) 08/2006

[0620]
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Extrazellular

51 100
FQYEGLWRSCVQQSSGFTECREYFTTLGLPAMLQAVRALMIVGIVLGYIG
FQYEGLWRSCVRQSSGFTECRPYFTILGLPAMLQAVRALMIVGIVLGAIG
NYQGLWRSCVRESSGFTECRGYFTLLGLPAMLQAVRALMIVGIVLGYIG
FNYQGLWRSCVRESSGFTECRGYFTLLGLPAMLOAVRALMIVGIVLGAIG

Extrazellular 1

101 150
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LLVSTFALKCIRIGSMEDSAKAJER#TSGI SGLCAIAGVSVFANML
ILVSIFALKCIRIGSMDDSAKAKMTLTSG SGLCAIIGVSVFANML
LLVSIFALKCIRIGSMEDSAKAJEERRTSGIMF1VSGLCAIAGVSVFANML

Extra / intra 3 N-Glyc ex2

151 200
VTNFWMSTANMYSGMGGMGGMVQTVQTRYTFGAALFVGWVAGGLTLIGGV
VINFWMSTANMYX
VTNFWMSTANMYSGMGEMGEMVQTVQTRYTFGAALFVGWVAGGLTLIGGV
VTNFWMSTANMYTGMG- - -GMVQTVQTRYTFGAALFVGWVAGGLTLIGGV

Extrazellular 2
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MMCIACRGLAPEETNYKAVSYHASGHSVAYKPGGFKASTGFGSNTKNKKI
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EEE
SEQUENCE LISTING

<110> Ganymed Pharmaceuticals AG

<120> Monoclonal antibodies against claudin-18 for treatment of cancer
<130> 342-31PCT

<150> EP 05 025 657.7

<151> 2005-11-24

<160> 150

<170> PatentIn version 3.3

<210> 1

<211> 786

<212> DNA

<213> Homo sapiens

<400> 1
atggccgtga ctgectgtca gggettgggg ttegtggttt cactgattgg gattgegggce 60
atcattgctg ccacctgcat ggaccagtgg agcacccaag acttgtacaa caaccccgta 120
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acagctgttt tcaactacca ggggcetgtgg cgetectgtg

accgagtgec ggggctactt caccctgetg gggetgecag
gccectgatga tcgtaggecat cgtectgggt gecattggec
ctgaaatgca tccgcattgg cagcatggag gactctgceca
tccgggatca tgttcattgt ctcaggtctt tgtgcaattg
aacatgctgg tgactaactt ctggatgtcc acagctaaca
atggtgcaga ctgttcagac caggtacaca tttggtgegg

gctggaggece tcacactaat tgggggtgtg atgatgtgcea

ccagaagaaa ccaactacaa agccgtttct tatcatgect
aagcctggag gcettcaagge cagcactgge tttgggtcca
tacgatggag gtgcccgcac agaggacgag gtacaatctt
gtgtaa

<210> 2

<211> 261

<212> PRT

<213> Homo sapiens

<400> 2

Met Ala Val Thr Ala Cys Gln Gly Leu Gly Phe
1 5 10

Gly Ile Ala Gly Ile Ile Ala Ala Thr Cys Met

20 25
GIn Asp Leu Tyr Asn Asn Pro Val Thr Ala Val
35 40
Leu Trp Arg Ser Cys Val Arg Glu Ser Ser Gly
50 95
Gly Tyr Phe Thr Leu Leu Gly Leu Pro Ala Met
65 70 75

Ala Leu Met Ile Val Gly Ile Val Leu Gly Ala

85 90
Ser Ile Phe Ala Leu Lys Cys Ile Arg Ile Gly

100 105

tccgagagag ctctggettce

ccatgctgca ggcagtgega
tcctggtatc catctttgee
aagccaacat gacactgacc
ctggagtgtc tgtgtttgce
tgtacaccgg catgggtggg
ctctgttcgt gggctgggtce

tcgeetgecg gggectggea

cgggccacag tgttgectac
acaccaaaaa caagaagata

atccttccaa gcacgactat

Val Val Ser Leu Ile
15

Asp Gln Trp Ser Thr

30
Phe Asn Tyr Gln Gly
45
Phe Thr Glu Cys Arg
60
Leu Gln Ala Val Arg
80

Ile Gly Leu Leu Val

95
Ser Met Glu Asp Ser

110
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Ala Lys Ala Asn Met Thr Leu Thr Ser Gly Ile

115

120

Gly Leu Cys Ala Ile Ala Gly Val Ser Val Phe

130

135

Thr Asn Phe Trp Met Ser Thr Ala Asn Met Tyr

145 150

155

Met Val Gln Thr Val Gln Thr Arg Tyr Thr Phe

165

170

Val Gly Trp Val Ala Gly Gly Leu Thr Leu Ile

180

185

Cys Ile Ala Cys Arg Gly Leu Ala Pro Glu Glu

195

200

Val Ser Tyr His Ala Ser Gly His Ser Val Ala

210

215

Phe Lys Ala Ser Thr Gly Phe Gly Ser Asn Thr

225 230

235

Tyr Asp Gly Gly Ala Arg Thr Glu Asp Glu Val

245

Lys His Asp Tyr Val
260

<210> 3
<211> 816
<212> DNA
<213> Homo sapiens
<400> 3

atggccgtga ctgcectgtca

atcattgctg ccacctgcat
acagctgttt tcaactacca
accgagtgec ggggctactt
gccectgatga tcgtaggceat
ctgaaatgca tccgcattgg

tccgggatca tgttcattgt

250

gggcttgggg ttegtggttt

ggaccagtgg agcacccaag
ggggctgtgg cgcetcectgtg
caccctgcetg gggetgecag
cgtcetgggt gcecattggec
cagcatggag gactctgcca

ctcaggtctt tgtgcaattg

Met Phe Ile Val Ser
125

Ala Asn Met Leu Val

140

Thr Gly Met Gly Gly

160
Gly Ala Ala Leu Phe
175
Gly Gly Val Met Met
190
Thr Asn Tyr Lys Ala
205

Tyr Lys Pro Gly Gly

220

Lys Asn Lys Lys Ile
240

Gln Ser Tyr Pro Ser

255

cactgattgg gattgcgggc

acttgtacaa caaccccgta
tccgagagag ctectggcettce
ccatgctgca ggcagtgega
tcctggtatc catctttgec
aagccaacat gacactgacc

ctggagtgtc tgtgtttgce
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aacatgctgg tgactaactt ctggatgtcc acagctaaca

caaaaactca tctcagaaga ggatctgggg atggtgcaga
tttggtgcgg ctetgttegt gggctgggtc getggaggee
atgatgtgca tcgectgecg gggectggea ccagaagaaa
tatcatgcct cgggccacag tgttgectac aagcctggag
tttgggtcca acaccaaaaa caagaagata tacgatggag
gtacaatctt atccttccaa gcacgactat gtgtaa
<210> 4

<211> 271

<212> PRT

<213> Homo sapiens

<400

> 4

Met Ala Val Thr Ala Cys Gln Gly Leu Gly Phe
1 5 10

Gly Ile Ala Gly Ile Ile Ala Ala Thr Cys Met

20 25
GIn Asp Leu Tyr Asn Asn Pro Val Thr Ala Val
35 40
Leu Trp Arg Ser Cys Val Arg Glu Ser Ser Gly

50 55

Gly Tyr Phe Thr Leu Leu Gly Leu Pro Ala Met
65 70 75
Ala Leu Met Ile Val Gly Ile Val Leu Gly Ala
85 90
Ser Ile Phe Ala Leu Lys Cys Ile Arg Ile Gly
100 105
Ala Lys Ala Asn Met Thr Leu Thr Ser Gly Ile

115 120

Gly Leu Cys Ala Ile Ala Gly Val Ser Val Phe
130 135

Thr Asn Phe Trp Met Ser Thr Ala Asn Met Tyr

tgtacaccgg catgggtgaa

ctgttcagac caggtacaca
tcacactaat tgggggtgtg
ccaactacaa agccgtttct
gcttcaaggce cagcactgge

gtgcecgeac agaggacgag

Val Val Ser Leu Ile
15
Asp Gln Trp Ser Thr
30
Phe Asn Tyr Gln Gly
45
Phe Thr Glu Cys Arg
60

Leu Gln Ala Val Arg
80
Ile Gly Leu Leu Val
95
Ser Met Glu Asp Ser
110
Met Phe Ile Val Ser

125

Ala Asn Met Leu Val
140

Thr Gly Met Gly Glu
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145

150

155

Gln Lys Leu Ile Ser Glu Glu Asp Leu Gly Met

Thr Arg Tyr

Gly Leu Thr

195

165

170

Thr Phe Gly Ala Ala Leu Phe Val

180

185

Leu Ile Gly Gly Val Met Met Cys

200

Leu Ala Pro Glu Glu Thr Asn Tyr Lys Ala Val

210
Gly His Ser
225

Phe Gly Ser

215

Val Ala Tyr Lys Pro Gly Gly Phe

230

235

Asn Thr Lys Asn Lys Lys Ile Tyr

245

250

Thr Glu Asp Glu Val Gln Ser Tyr Pro Ser Lys

<210> 5
<211> 813
<212> DNA
<213> Homo
<400> 5
atggccgtga
atcattgctg
acagctgttt
accgagtgcc

ctgccagcca

attggcctcc
tctgccaaag
gcaattgctg
gctaacatgt
ggtgeggcete

atgtgcatcg

260

sapiens

ctgcctgtca
ccacctgcat
tcaactacca
ggggctactt

tgctgcaggce

tggtatccat
ccaacatgac
gagtgtctgt
acaccggcat
tgttegtggg

cctgecgggg

gggettggeg
ggaccagtgg
ggggetgtgg
caccctgtac

agtgcgagcc

ctttgcectg
actgacctcc
gtttgccaac
gggtgggatg
ctgggtcgct

cctggcacca

265

ttcgtggttt
agcacccaag
cgctectgtg
ccatacgacg

ctgatgatcg

aaatgcatcc
gggatcatgt
atgctggtga
gtgcagactg
ggaggcctca

gaagaaacca

Val Gln Thr

Gly Trp Val
190

Ile Ala Cys
205

Ser Tyr His

220

Lys Ala Ser

Asp Gly Gly

His Asp Tyr

270

cactgattgg
acttgtacaa
tccgagagag
tgccagacta

taggcatcgt

gcattggcag
tcattgtctc
ctaacttctg
ttcagaccag
cactaattgg

actacaaagc

160
Val Gln
175

Ala Gly

Arg Gly

Ala Ser

Thr Gly
240
Ala Arg

255

Val

gattgeggge
caaccccgta
ctctggcttc
cgcactgggg

cctgggtgcec

catggaggac
aggtctttgt
gatgtccaca
gtacacattt
gggtgtgatg

cgtttcttat
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catgcctcgg gceccacagtgt tgcecctacaag cctggagget tcaaggccag cactggettt 720

gggtccaaca ccaaaaacaa gaagatatac gatggaggtg cccgcacaga ggacgaggta 780
caatcttatc cttccaagca cgactatgtg taa 813
<210> 6
<211> 270
<212> PRT
<213> Homo sapiens
<400> 6
Met Ala Val Thr Ala Cys Gln Gly Leu Gly Phe Val Val Ser Leu Ile
1 5 10 15
Gly Ile Ala Gly Ile Ile Ala Ala Thr Cys Met Asp Gln Trp Ser Thr
20 25 30

GIn Asp Leu Tyr Asn Asn Pro Val Thr Ala Val Phe Asn Tyr Gln Gly

35 40 45
Leu Trp Arg Ser Cys Val Arg Glu Ser Ser Gly Phe Thr Glu Cys Arg
50 95 60
Gly Tyr Phe Thr Leu Tyr Pro Tyr Asp Val Pro Asp Tyr Ala Leu Gly
65 70 75 80
Leu Pro Ala Met Leu Gln Ala Val Arg Ala Leu Met Ile Val Gly Ile
85 90 95

Val Leu Gly Ala Ile Gly Leu Leu Val Ser Ile Phe Ala Leu Lys Cys

100 105 110
Ile Arg Ile Gly Ser Met Glu Asp Ser Ala Lys Ala Asn Met Thr Leu
115 120 125
Thr Ser Gly Ile Met Phe Ile Val Ser Gly Leu Cys Ala Ile Ala Gly
130 135 140
Val Ser Val Phe Ala Asn Met Leu Val Thr Asn Phe Trp Met Ser Thr
145 150 155 160

Ala Asn Met Tyr Thr Gly Met Gly Gly Met Val Gln Thr Val Gln Thr

165 170 175

Arg Tyr Thr Phe Gly Ala Ala Leu Phe Val Gly Trp Val Ala Gly Gly
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180

185

190

Leu Thr Leu Ile Gly Gly Val Met Met Cys Ile Ala Cys Arg Gly Leu

195

200

Ala Pro Glu Glu Thr Asn Tyr Lys Ala Val Ser

210

215

His Ser Val Ala Tyr Lys Pro Gly Gly Phe Lys

225

230

235

Gly Ser Asn Thr Lys Asn Lys Lys Ile Tyr Asp

245

250

Glu Asp Glu Val GIn Ser Tyr Pro Ser Lys His

<210> 7
<211> 786

<212> DNA

260

<213> Homo sapiens

<400> 7
atgtccacca

tgcatcgcecgg

acctccgtgt
accgaatgca
gccectgatga
ctgaaatgca
tccgggatca
aacatgctgg

atggtgcaga

gctggaggcece
ccagaagaaa
aagcctggag
tacgatggag
gtgtaa
<210> 8

<211> 261

ccacatgcca

ccaccgggat

tccagtacga
ggccectattt
tcgtaggcat
tccgecattgg
tgttcattgt
tgactaactt

ctgttcagac

tcacactaat
ccaactacaa
gcttcaaggce

gtgcccgeac

agtggtggcg

ggacatgtgg

agggctetgg
caccatcctg
cgtcetgggt
cagcatggag
ctcaggtctt
ctggatgtcc

caggtacaca

tgggggtgtg
agccgtttct

cagcactggc

agaggacgag

265

ttcctectgt

agcacccagg

aggagctgceg
ggacttccag
gccattggece
gactctgcca
tgtgcaattg
acagctaaca

tttggtgcgg

atgatgtgca
tatcatgcct
tttgggtcca

gtacaatctt

205
Tyr His Ala Ser Gly
220

Ala Ser Thr Gly Phe

240
Gly Gly Ala Arg Thr
255
Asp Tyr Val

270

ccatcctggg getggeeggce

acctgtacga caaccccgtce

tgaggcagag ttcaggcttc
ccatgctgca ggcagtgega
tcctggtatc catctttgee
aagccaacat gacactgacc
ctggagtgtc tgtgtttgce
tgtacaccgg catgggtggg

ctctgttcgt gggctgggtce

tcgcetgecg gggectggea
caggccacag tgttgectac
acaccaaaaa caagaagata

atccttccaa gcacgactat
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<212> PRT
<213> Homo
<400> 8

Met Ser Thr Thr

1

Gly Leu Ala
20
Gln Asp Leu Tyr
35
Leu Trp Arg Ser
50
Pro Tyr Phe Thr

65

Ala Leu Met

Ser Ile Phe
100

Ala Lys Ala Asn
115

Gly Leu Cys

130

Thr Asn Phe Trp
145

Met Val Gln Thr
Val Gly Trp Val
180
Cys Ile Ala Cys

195

Val Ser Tyr His

210

sapiens

Thr

Cys

Asp

Cys

Val
85

Leu

Met

Met

Val

165

Arg

Ala

Cys Gln Val Val

[le Ala Ala Thr

25

Asn Pro Val Thr

40

Val Arg Gln Ser
55

Leu Gly Leu Pro

70

Gly Ile Val Leu

Lys Cys Ile Arg
105
Thr Leu Thr Ser

120
Ala Gly Val

Ser

135

Ser Thr Ala Asn
150

GIn Thr Arg Tyr
Gly Gly Leu Thr
185
Gly Leu Ala Pro

200

Ser Gly His Ser

215

Ala Phe Leu Leu Ser

10

Gly Met Asp Met Trp

30

Ser Val Phe Gln Tyr
45

Ser Gly Phe Thr
60

Met Leu Gln

75

Ala Ile Gly Leu

Gly Ser Met

Ile Met Phe
125
Val Phe Ala Asn Met

140

Met Tyr Thr Gly Met

155

Thr Phe Gly Ala Ala

170

Leu Ile Gly Gly Val
190

Glu Thr Asn Tyr

205

Val Ala Tyr Lys Pro

220
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Phe Lys Ala Ser Thr Gly Phe Gly Ser Asn Thr Lys Asn Lys Lys Ile
225 230 235 240
Tyr Asp Gly Gly Ala Arg Thr Glu Asp Glu Val Gln Ser Tyr Pro Ser
245 250 255
Lys His Asp Tyr Val
260
<210> 9
<211> 795
<212> DNA
<213> Mus musculus

<400> 9

atggccacca ccacgtgcecca ggtggtaggg cttectectgt cectectggg tctggecegge 60
tgcatagccg ccactgggat ggacatgtgg agcactcaag acctgtatga caacccagtc 120
accgeegtgt tccagtatga agggetctgg aggagttgeg tgcaacagag ctceggggttce 180
accgagtgcec ggccatactt caccatcctg ggecttccag ccatgetgeca agetgtacga 240
gccectgatga tcecgtgggeat tgttcectgggg gtcatcggta tcectegtgtce catcttegee 300
ctgaagtgca ttcgcattgg tagcatggat gactctgcca aggccaagat gactctgact 360

tctgggatct tgttcatcat ctccggcatc tgtgcaatca ttggtgtgte tgtgtttgec 420

aacatgctgg tgaccaactt ctggatgtcc acagctaaca tgtacagegg catgggeggce 480
atgggtggca tggtgcagac cgttcagacc aggtacacct ttggtgcage tctgttegtg 540
ggctgggttg ctggaggect caccctgatt gggggagtga tgatgtgcat cgectgecegt 600
ggcctgacac cagatgacag caacttcaaa getgtgtctt accatgectc tggccaaaat 660
gttgcctaca ggectggagg ctttaaggec agcactgget ttgggtccaa caccagaaac 720
aagaagatct acgatggggg tgcccgcaca gaagacgatg aacagtctca tcctaccaag 780

tatgactatg tgtag 795

<210> 10

<211> 795

<212> DNA

<213> Mus musculus

<400> 10

atgtcggtga ccgectgeca gggettgggg tttgtggtgt cactgatcgg gtttgegggce 60

atcattgcag ccacttgtat ggaccagtgg agcacccagg atttatacaa caacccggtg 120
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accgctgtat
accgagtgcc
gcectgatga

ctgaagtgca

tctgggatct
aacatgctgg
atgggtggca
ggctgggttg
ggcctgacac
gttgcctaca

aagaagatct

tatgactatg
<210> 11
<211> 21

<212> DNA

tcaactacca
gaggctactt

tcgtgggcat

ttcgcattgg

tgttcatcat
tgaccaactt
tggtgcagac
ctggaggcct
cagatgacag
ggcctggagg

acgatggggg

tgtag

<213> Artificial

agggctatgg
caccctgttg
tgttctgggg

tagcatggat

ctccggcatc
ctggatgtcc
cgttcagacc
caccctgatt
caacttcaaa
ctttaaggcc

tgccegceaca

cgttcatgceg
gggttgccag
gtcatcggta

gactctgcca

tgtgcaatca
acagctaaca
aggtacacct
gggggagtga
getgtgtcett
agcactggct

gaagacgatg

tccgagagag
ccatgctgca
tcctegtgte

aggccaagat

ttggtgtgtc
tgtacagcgg
ttggtgcagce
tgatgtgcat
accatgcctc
ttgggtccaa

aacagtctca

ctctggcttc
agctgtacga
catcttcgcec

gactctgact

tgtgtttgcec
catgggeggc
tctgttcgtg
cgectgecegt
tggccaaaat
caccagaaac

tcctaccaag

<220><223> Description of artificial sequence: Oligonucleotide

<400> 11

tggctctgtg tcgacactgt g

<210> 12
<11> 21

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 12

gtgtacatgt tagctgtgga ¢

<210> 13

<211> 55

<212> PRT

<213> Homo sapiens

<400> 13

Met Asp Met Trp Ser Thr Gln Asp Leu Tyr Asp Asn Pro Val Thr Ser
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1 5 10 15
Val Phe Gln Tyr Glu Gly Leu Trp Arg Ser Cys Val Arg Gln Ser Ser
20 25 30
Gly Phe Thr Glu Cys Arg Pro Tyr Phe Thr Ile Leu Gly Leu Pro Ala
35 40 45
Met Leu Gln Ala Val Arg Ala
50 55

<210> 14

<211> 153

<212> PRT

<213> Homo sapiens

<400> 14

Met Asp Met Trp Ser Thr Gln Asp Leu Tyr Asp Asn Pro Val Thr Ser

1 5 10 15

Val Phe Gln Tyr Glu Gly Leu Trp Arg Ser Cys Val Arg Gln Ser Ser

20 25 30

Gly Phe Thr Glu Cys Arg Pro Tyr Phe Thr Ile Leu Gly Leu Pro Ala

35 40 45

Met Leu Gln Ala Val Arg Ala Leu Met Ile Val Gly Ile Val Leu Gly

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

Phe Ala Asn Met Leu Val Thr Asn Phe Trp Met Ser Thr Ala Asn Met

115 120 125
Tyr Thr Gly Met Gly Gly Met Val GIn Thr Val Gln Thr Arg Tyr Thr
130 135 140
Phe Gly Ala Ala Leu Phe Val Gly Trp

145 150
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<210> 15
<211> 390
<212> DNA
<213> Homo sapiens
<400> 15

atggagacag acacactcct
gacgcggecc agecggecag

actccagtgt ggtggaattc

tacaacaacc ccgtaacagc
gagagctctg gecttcaccga
ctgcaggcag tgcgageggce
aaaactcatc tcagaagagg
<210> 16

<211> 129

<212> PRT

<213>

Homo sapiens

<400> 16

Met Glu Thr Asp Thr Leu Leu Leu Trp Val Leu

1 5

Gly Ser Thr Gly Asp Ala Ala Gln Pro Ala Arg

20

gctatgggta
gcgegegege

tgcagatggc

tgttttcaac
gtgccgggge
catccagcac

atctgaatag

ctgctgctct
cgtacgaagc

cgcatggacc

taccaggggc

tacttcaccc

agtggcggcec

10

25

Lys Leu Gly Thr Glu Leu Gly Ser Thr Pro Val

35

Asp Gly Arg Met Asp Gln Trp Ser Thr Gln Asp

50

Val Thr Ala Val Phe Asn Tyr Gln Gly Leu Trp

40

55

65 70

75

Glu Ser Ser Gly Phe Thr Glu Cys Arg Gly Tyr

85

Leu Pro Ala Met Leu GIn Ala Val Arg Ala Ala

100

Gly Arg Ser Arg Arg Ala Arg Thr Lys Thr His

90

105

gggttccagg ttccactggt
ttggtaccga gctcggatcce

agtggagcac ccaagacttg

tgtggecgcetce ctgtgtecga
tgctggggcet gccagecatg

gctcgaggag ggeccgaaca

Leu Leu Trp Val Pro
15

Arg Ala Arg Arg Thr

30
Trp Trp Asn Ser Ala
45
Leu Tyr Asn Asn Pro
60
Arg Ser Cys Val Arg
80

Phe Thr Leu Leu Gly

95
Ile GIn His Ser Gly
110

Leu Arg Arg Gly Ser
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115 120

<210> 17

<211> 411

<212> DNA

<213> Homo sapiens

<400> 17

atggagacag acacactcct gctatgggta

gacgeggecce agecggecag gegegegege

actccagtgt ggtggaattc tgcagatggce
ggtgccattg gectectggt atccatcttt
gaggactctg ccaaagccaa catgacactg
ctttgtgcaa ttgctggagt gtctgtgttt
cgctcgagga gggeccgaac aaaaactcat
<210> 18

<211> 136

<212> PRT

<213> Homo sapiens

<400> 18

ctgctgctct

cgtacgaagc

cgcgecectga
gccectgaaat
acatccggga
gccaacgegg

ctcagaagag

Met Glu Thr Asp Thr Leu Leu Leu Trp Val Leu

1 5

10

Gly Ser Thr Gly Asp Ala Ala Gln Pro Ala Arg

20

25

Lys Leu Gly Thr Glu Leu Gly Ser Thr Pro Val

35 40

Asp Gly Arg Ala Leu Met Ile Val Gly Ile Val

50 55

Leu Leu Val Ser Ile Phe Ala Leu Lys Cys Ile

65 70

75

Glu Asp Ser Ala Lys Ala Asn Met Thr Leu Thr

85

90

125

gggttccagg ttccactggt

ttggtaccga gctcggatcce

tgatcgtagg catcgtcctg
gcatccgcat tggcagcatg
tcatgttcat tgtctcaggt
ccatccagca cagtggeggce

gatctgaata g

Leu Leu Trp Val Pro

15
Arg Ala Arg Arg Thr
30
Trp Trp Asn Ser Ala
45
Leu Gly Ala Ile Gly
60

Arg Ile Gly Ser Met

30
Ser Gly Ile Met Phe

95

- 144 -
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180
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Ile Val Ser Gly Leu Cys Ala Ile Ala Gly Val Ser Val Phe Ala Asn
100 105 110

Ala Ala Ile Gln His Ser Gly Gly Arg Ser Arg Arg Ala Arg Thr Lys

115

120

Thr His Leu Arg Arg Gly Ser Glu

130

<210> 19

<211> 531

<212> DNA

<213> Homo sapiens
<400> 19

atggagacag acacactcct
gacgcggecce agecggecag
aaccccgtaa cagcetgtttt
tctggettca ccgagtgecg
gcagtgcgag ccctgatgat

atctttgccc tgaaatgcat

acactgacct ccgggatcat
gtgtttgcca acatgetggt
atgggtggga tggtgcagac
<210> 20

<211> 176

<212> PRT

<213> Homo sapiens

<400> 20

135

gctatgggta
gcgcegcecatg
caactaccag
gggctacttc
cgtaggcatc

ccgcattggce

gttcattgtc
gactaacttc

tgttcagacc

ctgctgctct
gaccagtgga
gggetgtgge
accctgetgg
gtecetgggtg

agcatggagg

tcaggtcttt
tggatgtcca

aggtacacat

125

gggttccagg ttccactggt
gcacccaaga cttgtacaac
gctectgtgt ccgagagagce
ggctgccagce catgctgcag
ccattggcct cctggtatcce

actctgccaa agccaacatg

gtgcaattgc tggagtgtct
cagctaacat gtacaccggc

ttggtgecgta g

Met Glu Thr Asp Thr Leu Leu Leu Trp Val Leu Leu Leu Trp Val Pro
1 5 10 15
Gly Ser Thr Gly Asp Ala Ala Gln Pro Ala Arg Arg Ala Met Asp Gln

20 25 30

Trp Ser Thr Gln Asp Leu Tyr Asn Asn Pro Val Thr Ala Val Phe Asn
35 40 45

Tyr Gln Gly Leu Trp Arg Ser Cys Val Arg Glu Ser Ser Gly Phe Thr
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120
180
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300

360

420
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50
Glu Cys Arg
65

Ala Val Arg

Leu Leu Val

Glu Asp Ser

115

[le Val Ser
130

Met Leu Val

145

Met Gly Gly
<210> 21
<211> 10
<212> PRT
<213> Homo
<400> 21
Asp Gln Trp
1
<210> 22
<211> 11
<212> PRT
<213> Homo
<400> 22
Asn Asn Pro
1
<210> 23
<211> 14
<212> PRT

<213> Homo

55 60

Gly Tyr Phe Thr Leu Leu Gly Leu Pro Ala Met Leu Gln

70 75 80

Ala Leu Met Ile Val Gly Ile Val Leu Gly Ala Ile Gly
85

90 95

Ser Ile Phe Ala Leu Lys Cys Ile Arg Ile Gly Ser Met

100 105 110

Ala Lys Ala Asn Met Thr Leu Thr Ser Gly Ile Met Phe
120 125
Gly Leu Cys Ala Ile Ala Gly Val Ser Val Phe Ala Asn
135 140
Thr Asn Phe Trp Met Ser Thr Ala Asn Met Tyr Thr Gly
155

150 160

Met Val Gln Thr Val Gln Thr Arg Tyr Thr Phe Gly Ala
165 170 175
sapiens
Ser Thr Gln Asp Leu Tyr Asn
5 10
sapiens
Val Thr Ala Val Phe Asn Tyr Gln
5 10
sapiens

- 146 -
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<

400> 23

Ser Thr Gln Asp Leu Tyr Asn Asn Pro Val Thr Ala Val Phe
1 5 10

<210> 24

<211> 12

<212> PRT

<213> Homo sapiens

<400> 24

Asp Met Trp Ser Thr Gln Asp Leu Tyr Asp Asn Pro
1 5 10

<210> 25

<211> 12

<212> PRT

<213> Homo sapiens

<400> 25

Cys Arg Pro Tyr Phe Thr Ile Leu Gly Leu Pro Ala
1 5 10

<210> 26

<211> 13

<212> PRT

<213

> Homo sapiens

<400> 26

Thr Asn Phe Trp Met Ser Thr Ala Asn Met Tyr Thr Gly
1 5 10

<210> 27

<211> 13

<212> PRT

<213> Homo sapiens

<400> 27

Asp Ser Ala Lys Ala Asn Met Thr Leu Thr Ser Gly Ile
1 5 10

<210> 28

<211> 55

- 147 -
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<212> PRT
<213> Homo
<400> 28
Met Asp Gln
1

Val Phe Asn

Gly Phe Thr
35
Met Leu Gln
50
<210> 29
<211> 24
<212> PRT
<213> Homo
<400> 29
Phe Ala Leu

1

Ala Asn Met
<210> 30
<211> 40
<212> PRT
<213> Homo
<400> 30
Ala Asn Met
1

Thr Gly Met

Gly Ala Ala
35
<210> 31

<211> 153

sapiens

Trp Ser

5

10

oin
]
Jm
el

Thr Gln Asp Leu Tyr Asn Asn Pro Val Thr Ala

15

Tyr Gln Gly Leu Trp Arg Ser Cys Val Arg Glu Ser Ser

20 25
Glu Cys
40
Ala Val Arg Ala
55
sapiens
Lys Cys

5

Thr Leu Thr Ser Gly
20

sapiens

10

30

Arg Gly Tyr Phe Thr Leu Leu Gly Leu Pro Ala

45

Ile Arg Ile Gly Ser Met Glu Asp Ser Ala Lys

15

Leu Val Thr Asn Phe Trp Met Ser Thr Ala Asn Met Tyr

5

10

15

Gly Gly Met Val GIn Thr Val Gln Thr Arg Tyr Thr Phe

20 25
Leu Phe Val Gly Trp

40

30

- 148 -
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<212>

<213>
<400>
Met Asp
1

Val Phe

Gly Phe

Met Leu

50

Ala Ile
65

Gly Ser

Ile Met

Phe Ala

Tyr Thr
130
Phe Gly
145
<210>
<211>
<212>
<213>

<400>

cacaccttcg gcagcaggag ggcecggeaget tctcgcagge ggcagggegg geggecagga
tcatgtccac caccacatgc caagtggtgg cgttectect gtccatcctg gggetggecg

gctgcatcge ggecaccggg atggacatgt ggagcaccca ggacctgtac gacaacccecg

PRT

Homo sapiens

31

Gln Trp Ser Thr Gln Asp Leu Tyr
5 10

Asn Tyr Gln Gly Leu Trp Arg Ser

20 25

Thr Glu Cys Arg Gly Tyr Phe Thr

35 40

Gln Ala Val Arg Ala Leu Met Ile

55

Gly Leu Leu Val Ser Ile Phe Ala
70
Met Glu Asp Ser Ala Lys Ala Asn
85 90
Phe Ile Val Ser Gly Leu Cys Ala
100 105
Asn Met Leu Val Thr Asn Phe Trp

115 120

Gly Met Gly Gly Met Val Gln Thr
135
Ala Ala Leu Phe Val Gly Trp
150
32
3359
DNA

Homo sapiens

32

Asn Asn Pro Val Thr
15
Cys Val Arg Glu Ser
30
Leu Leu Gly Leu Pro
45
Val Gly Ile Val Leu

60

Leu Lys Cys Ile Arg
75
Met Thr Leu Thr Ser
95
Ile Ala Gly Val Ser
110
Met Ser Thr Ala Asn

125

Val Gln Thr Arg Tyr
140

- 149 -
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tcacctccgt

tcaccgaatg
gagccctgat
ccctgaaatg
cctcegggat
ccaacatgct
ggatggtgcea

tcgetggagg

caccagaaga
acaagcctgg
tatacgatgg
atgtgtaatg
aaaaacaagg
aaagcctcga

atattccacc

atcctctatt
ctctctctcea
cattgatgat
caaagatgtt
aaacacttac
tcteggtttt

ggcaaccaaa

gtttcctgag
gaatgagaaa
tagtaaaatg
atgaaaaaat
caaattccat
attgtacatg

tcacgcctgt

gttccagtac

caggccctat
gatcgtaggce
catccgcatt
catgttcatt
ggtgactaac
gactgttcag

cctcacacta

aaccaactac
aggcttcaag
aggtgcccgce
ctctaagacc
agatcccatc
tttcatcttt

ataaaacagc

tettttttta
cattttgatg
ctatttccca
attttctgct
tgaagaagaa
cttacactgt

cctttctact

ctctccactg
attatttttt
atacactatc
aattgctttg
gaaaagctca
atagtaagtg

aatcctagca

gaagggctct

ttcaccatcc
atcgtcctgg
ggcagcatgg
gtctcaggtce
ttctggatgt
accaggtaca

attgggggtg

aaagccgttt
gccagcactg
acagaggacg
tctcagcacg
tagatttctt
ggagaggcca

tgagttattt

aatataactt
atttagacag
gcttatcccce
gtttgaattt
gcaataagag
gatcttaaaa

gctgttgaca

gagtcctcett
ttaatttaag
tctgtgaaat
acattgtcta
ctgatcctaa
taagccatgt

ctttgggagg

ggaggagcetg

tgggacttcc
gtgccattgg
aggactctgc
tttgtgcaat
ccacagctaa
catttggtgc

tgatgatgtg

cttatcatgc
getttgggte
aggtacaatc
ggcggaagaa
cttgcttttg
aatggtctta

atgaattaga

tctactctga
actcccecte
aagaaaactt
tgtctcccca
aaagatattt
gttaccaaac

tcttettatt

tctgtcgegg
tcctaaatat
agcctcaccc
tatggtactt
ttctttecect
aaaaagtaaa

ctgaggagga

cgtgaggcag

agccatgctg
ccteectggta
caaagccaac
tgctggagtg
catgtacacc
ggctctgtte

catcgectgce

ctcaggccac
caacaccaaa
ttatccttcee
actcccggag
actcacagct
gcctcagtcet

ggctatagct

tgagagaatg
ttcctectag
ttgaaaggaa
cccccaactt
gtaatctctc
caaagtcatt

acagcaacac

gtcagaaatt
agttaaaata
ctacatgtgg
tgtaaagtca
ttgaggtctc
taatgtctgg

aggatcactt

agttcaggct

caggcagtgc
tccatctttg
atgacactga
tctgtgtttg
ggcatgggtg
gtgggctggg

cggggectgg

agtgttgcct
aacaagaaga
aagcacgact
agctcaccca
ggaagttaga
ctgtctctaa

cacattttca

tggttttaat
tcaataaacc
agagtagacc
ggctagtaat
cagcccatga
ttcagtttga

cattctagga

gtccctagat
aataatgttt
atagaaggaa
tgcttaagta
tatggctctg
gcacagtggc

gagcccagaa

- 150 -

240

300
360
420
480
540
600

660

720
780
840
900
960
1020

1080

1140
1200
1260
1320
1380
1440

1500

1560
1620
1680
1740
1800
1860

1920
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gttcgagact
aatcagccag
aggatcactt
ccagccaggt
gcaagtccta
attaaatgta

agttagcagt

agacggggtc
ctggcectcecc
tttgttactc
tgtttgggca
cccttttgag
agccagatag

gcattggtgc

atagtacata
tgaacagact
aagagtcaga
ccagaggaag
caactaaaga
taagtgctct

atgagctctc

ctcagctggg
atatagttag
tgagtattaa
<210> 33

<211> 849
<212> DNA
<213> Mus
<400> 33

gagaacctgc

tgaccgectg

agcctgggcea
tcatggtggce
gagcccaggg
gacatagcga
ggaagtaggt
atgtttccaa

agcactttcc

tcactttcca
aagtagctgg
tgagagctgt
aaactgaaag
cagaaagtct
gceccctagg

aggggaactt

tgaaagtgac
atgtctgggg
gcagtgagct
tatttgtgga
aaaaagaaaa
ctggatttga

ccttctacca

tttttaatta
attgtgcttt

cctgaatgtt

musculus

acatggagaa
ctacacctgt
aggttggggc
gatcctgtct
taaaactaat
gtgacaggta

tggcactgtg

ggctggectce
aattacaggt
tcacttctct
ctctttgcaa
aaattcctte
aaactgaggt

ggccattagg

ctccaagggg
aaagaacgga
cagaggccct
actcactgcc
gCaaggagga
gttgaagagc

ccagaaagtc

gcgcattctce
gtaattttgt

ttgttactta

geectgtcete
agtcccagca
tgcagtgagc
aaaaaaataa
tctttaaaaa
tccacatttg

gtcggttttg

aaactcctgc
gtgcgcecatce
gaattcacct
ccacacacct
caagacagta
aagagcagtc

ttattatttg

attggtgaat
ttatgcccca
tctcactgag
tcagtttggg
gggttgagea
atccatttga

cctggtcagg

tatccaacat
tgttgttgct

aatattaaaa

tacaaaatac
ttccgggagg
catgatcaca
aaaataaata
aaaaaaaaag
catggttaca

ttttgttttg

actcaagcaa
acaactagct
agagtggttg
tccctgaget
gaattccatc
tctaaaaact

agaggaaagt

actcataagg
ttaaataaca
acagcaacat
taaaggatga
atctagagca
gttgaaggcc

tctcaggtag

ttaattgttt
ctatcttatt

acactgttat

agagagaaaa
ctgaggtggg
ccactgcact
atggaacaca
ttgagcctga
agccactgcc

ctttgtttag

ttcttctace
ggtggtcagt
gaccatcaga
tacatcactg
ccagtaccaa
acccacagca

cctcacatca

atcttcaggc
agttgtgttc
ttaaaccaaa
gcagacaagt
tggagtttgt
acagggcaca

tgeggtgtgg

gaaagcctcce
gtatatgcat

cctacagtt

ctgtctcttg tcctctecat ttgtgtggac tctgtgetee atcatgtcgg

ccagggcttg gggtttgtgg tgtcactgat cgggtttgeg ggcatcattg

- 151 -

1980
2040
2100
2160
2220
2280

2340

2400
2460
2520
2580
2640
2700

2760

2820
2880
2940
3000
3060
3120

3180

3240
3300

3359

60

120
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cagccacttg

tattcaacta
gccgaggceta
tgatcgtggg
gcattcgcat
tcttgttcat
tggtgaccaa

gcatggtgca

ttgctggagg
caccagatga
acaggcctgg
tctacgatgg
atgtgtagt

<210> 34

<211> 3350

<212> DNA

tatggaccag

ccaagggcta
cttcaccctg
cattgttctg
tggtagcatg
catctccggce
cttctggatg

gaccgttcag

cctcaccctg
cagcaacttc
aggctttaag

gggtgcccgce

<213> Homo sapiens

<400> 34

agaattgcgc

tgactgcctg
ctgccacctg
ttttcaacta
gceggggcta
tgatcgtagg
gcatccgcat

tcatgttcat

tggtgactaa
agactgttca
gcctcacact
aaaccaacta

gaggcttcaa

tgtccacttg

tcagggcttg
catggaccag
ccaggggctg
cttcaccctg
catcgtcctg
tggcagcatg

tgtctcaggt

cttctggatg
gaccaggtac
aattgggggt
caaagccgtt

ggccagcact

tggagcaccc

tggcgttcat
ttggggttge
ggggtcatceg
gatgactctg
atctgtgcaa
tccacagcta

accaggtaca

attgggggag
aaagctgtgt
gccagcactg

acagaagacg

tcgtgtggct

gggttegtgg
tggagcaccc
tggcgctcect
ctggggetge
ggtgccattg
gaggactctg

ctttgtgcaa

tccacagcta
acatttggtg
gtgatgatgt
tcttatcatg

ggctttgggt

aggatttata

gcgtccgaga
cagccatgct
gtatcctcegt
ccaaggccaa
tcattggtgt
acatgtacag

cctteggtge

tgatgatgtg
cttaccatgc
getttgggte

atgaacagtc

ctgtgtcgac

tttcactgat
aagacttgta
gtgtccgaga
cagccatgct
gecetectggt
ccaaagccaa

ttgctggagt

acatgtacac
cggctetgtt
gcatcgectg
cctcaggcca

CCaacaccaa

caacaacccg

gagctctgge
gcaagctgta
gtccatcttce
gatgactctg
gtctgtgttt
cggcatgggc

agctctgttc

catcgectgce
ctctggccaa
caacaccaga

tcatcctacc

actgtgcgcc

tgggattgeg
caacaacccc
gagctctgge
gcaggcagtg
atccatcttt
catgacactg

gtctgtgttt

cggcatgggt
cgtgggetgg
ccggggeetg
cagtgttgcc

aaacaagaag

gtgaccgctg

ttcaccgagt
cgagccctga
gccectgaagt
acttctggga
gccaacatge
ggcatgggtg

gtgggetggg

cgtggectga
aatgttgcct
aacaagaaga

aagtatgact

accatggccg

ggcatcattg
gtaacagctg
ttcaccgagt
cgagccctga
gccectgaaat
acctccggga

gccaacatge

gggatggtgc
gtcgetggag
gcaccagaag
tacaagcctg

atatacgatg

- 152 -

180

240
300
360
420
480
540

600

660
720
780
840

849

60

120
180
240
300
360
420

480

540
600
660
720

780
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gaggtgcccg

gctctaagac

gagatcccat
atttcatctt
cataaaacag
ttettttttt
acattttgat
tctatttcce

tattttctgce

ctgaagaaga
tcttacactg
acctttctac
gctctcecact
aattattttt
gatacactat

taattgcttt

tgaaaagctc
gatagtaagt
taatcctagc
tagcctgggce
gtcatggtgg
tgagcccagg

tgacatagcg

aggaagtagg
aatgtttcca
tagcactttc
ctcactttce
caagtagctg

ctgagagctg

cacagaggac

ctctcagcac

ctagatttct
tggagaggcc
ctgagttatt
aaatataact
gatttagaca
agcttatccc

tgtttgaatt

agcaataaga
tgatcttaaa
tgctgttgac
ggagtcctct
tttaatttaa
ctctgtgaaa

gacattgtct

actgatccta
gtaagccatg
actttgggag
aacatggaga
cctacacctg
gaggttggeg

agatcctgtc

ttaaaactaa
agtgacaggt
ctggcactgt
aggctggect
gaattacagg

ttcacttctc

gaggtacaat

gggcggaaga

tcttgetttt
aaatggtctt
tatgaattag
ttctactctg
gactcccecect
caagaaaact

ttgtctcccec

gaaagatatt
agttaccaaa
atcttcttat
ttctgtcgeg
gtcctaaata
tagcctcacc

atatggtact

attctttcce
taaaaagtaa
gctgaggagg
agccctgtcet
tagtcccagc
ctgcagtgag

taaaaaaata

ttctttaaaa
atccacattt
ggteggtttt
caaactcctg
tgtgcgcecat

tgaattcacc

cttatccttce

aactcccgga

gactcacagc
agcctcagtce
aggctatagc
atgagagaat
cttcctecta
tttgaaagga

acccccaact

tgtaatctct
ccaaagtcat
tacagcaaca
ggtcagaaat
tagttaaaat
cctacatgtg

ttgtaaagtc

tttgaggtct
ataatgtctg
aaggatcact
ctacaaaata
attccgggag
ccatgatcac

aaaaataaat

aaaaaaaaaa
gcatggttac
gttttgtttt
cactcaagca
cacaactagc

tagagtggtt

caagcacgac

gagctcaccce

tggaagttag
tctgtctcta
tcacattttc
gtggttttaa
gtcaataaac
aagagtagac

tggctagtaa

ccagcccatg
tttcagtttg
ccattctagg
tgtccectaga
aaataatgtt
gatagaagga

atgcttaagt

ctatggctct
ggcacagtgg
tgagcccaga
cagagagaaa
gctgaggtgg
accactgcac

aatggaacac

gttgagectg
aagccactgc
getttgttta
attcttctac
tggtggtcag

ggaccatcag

tatgtgtaat

daaaaacaag

aaaagcctcg
aatattccac
aatcctctat
tctectetete
ccattgatga
ccaaagatgt

taaacactta

atctcggttt
aggcaaccaa
agtttcctga
tgaatgagaa
ttagtaaaat
aatgaaaaaa

acaaattcca

gattgtacat
ctcacgcctg
agttcgagac
aaatcagcca
gaggatcact
tccagccagg

agcaagtcct

aattaaatgt
cagttagcag
gagacggggt
cctggectcec
ttttgttact

atgtttgggce

- 153 -
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840

900

960
1020
1080
1140
1200
1260

1320

1380
1440
1500
1560
1620
1680

1740

1800
1860
1920
1980
2040
2100

2160

2220
2280
2340
2400
2460

2520



aaaactgaaa gctctttgca accacacacc ttccctgage

gcagaaagtc taaattcctt ccaagacagt agaattccat
ggccccctag gaaactgagg taagagcagt ctctaaaaac
caggggaact tggccattag gttattattt gagaggaaag
atgaaagtga cctccaaggg gattggtgaa tactcataag
tatgtctggg gaaagaacgg attatgcccc attaaataac
agcagtgagc tcagaggccc ttctcactga gacagcaaca

gtatttgtgg aactcactgc ctcagtttgg gtaaaggatg

aaaaaagaaa agcaaggagg agggttgagce aatctagage
tctggatttg agttgaagag catccatttg agttgaaggc
cccttcectacc accagaaagt ccctggtcag gtctcaggta
gtttttaatt agcgcattct ctatccaaca tttaattgtt
gattgtgctt tgtaattttg ttgttgttge tctatcttat

acctgaatgt tttgttactt aaatattaaa aacactgtta

<210> 35

<211> 264

<212> PRT

<213> Mus musculus

<400

> 35

Met Ser Val Thr Ala Cys Gln Gly Leu

1 5

Gly Phe Ala Gly Ile Ile Ala Ala Thr

20 25

GIn Asp Leu Tyr Asn Asn Pro Val Thr
35 40

Leu Trp Arg Ser Cys Val Arg Glu Ser

50 55

Gly Tyr Phe Thr Leu Leu Gly Leu Pro
65 70
Ala Leu Met Ile Val Gly Ile Val Leu

85

Gly Phe

10

Cys Met

Ala Val

Ser Gly

Ala Met

75

ttacatcact gcccttttga

cccagtacca aagccagata
tacccacagc agcattggtg
tcctcacatc aatagtacat
gatcttcagg ctgaacagac
aagttgtgtt caagagtcag
tttaaaccaa accagaggaa

agcagacaag tcaactaaag

atggagtttg ttaagtgctc
cacagggcac aatgagctct
gtgcggtgtg getcagetgg
tgaaagcctc catatagtta
tgtatatgca ttgagtatta

tcctacagtt

Val Val Ser Leu Ile
15
Asp Gln Trp Ser Thr
30
Phe Asn Tyr Gln Gly
45
Phe Thr Glu Cys Arg

60

Leu Gln Ala Val Arg

80

Gly Val Ile Gly Ile Leu Val

90

95

- 154 -

2580

2640
2700
2760
2820
2880
2940

3000

3060
3120
3180
3240
3300

3350
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Ser Ile Phe

Ala Lys Ala

115

Gly Ile Cys
130

Thr Asn Phe

145

Met Gly Gly

Ala Leu Phe

Val Met Met
195
Phe Lys Ala
210
Pro Gly Gly
225

Lys Lys Ile

His Pro Thr

<210> 36
<211> 2786
<212> DNA
<213>

<400> 36

Ala Leu Lys Cys
100

Lys Met Thr Leu

135
Trp Met Ser Thr
150
Met Val Gln Thr
165
Val Gly Trp Val

180

Cys Ile Ala Cys

Val Ser Tyr His

215

Phe Lys Ala Ser
230

Tyr Asp Gly Gly

245

Lys Tyr Asp Tyr

260

Mus musculus

Ile Arg Ile Gly
105
Thr Ser Gly Ile

120

Val Ser Val Phe

Ala Asn Met Tyr
155

Val Gln Thr Arg

Arg Gly Leu Thr
200

Ala Ser Gly Gln

Thr Gly Phe Gly
235

Ala Arg Thr G

=

250

ggccgggaac cttcccageca agagggtggt ggttgetcect

tgaagccatg gccaccacca cgtgceccaggt ggtagggcett

ggccggetge atagecgeca ctgggatgga catgtggage

cccagtcacc gecgtgttce agtatgaagg getctggagg

Ser Met Asp Asp
110
Leu Phe Ile Ile

125

Ala Asn Met Leu
140

Ser Gly Met Gly

Tyr Thr Phe Gly
175
Thr Leu Ile Gly

190

Pro Asp Asp Ser
205

Asn Val Ala Tyr

220

Ser Asn Thr Arg

Asp Asp Glu Gln

255

ggaagcctge geccagceage
ctcectgtceee tectgggtcet
actcaagacc tgtatgacaa

agttgcgtgce aacagagctc

- 155 -

Ser

Ser

Val

Ala

Gly

Asn

Arg

Asn

240

Ser

60

120

180

240
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ggggttcacc

tgtacgagcc
cttcgeectg
tctgacttct
gtttgccaac
gggeggcatg
gttcgtggge

ctgcegtggce

ccaaaatgtt
cagaaacaag
taccaagtat
ttccccaaga
aactgacatc
ggccacatgt

ttagaggcca

catctggtga
ttecttecte
aaattttaaa
acccaccecce
gaaagatagt
acattactcg

tctgctgatt

agtcagaaat
gtatagttat
agccttacat
taagatccta
gaggtctcca
agtagcttaa

tgtgtctgge

gagtgccggce

ctgatgatcg
aagtgcattc
gggatcttgt
atgctggtga
ggtggcatgg
tgggttgcetg

ctgacaccag

gcctacagge
aagatctacg
gactatgtgt
agagctcacc
tgaaagttgg
gtctgectcet

taacactcac

tggaatggaa
gtacttaata
aggaaaaaaa
aacttgactg
tgtgtttccee
ccacagtgat

ccagcaaggc

tcceectaga
aataaatagt
atagaaaaag
tataaatcca
cggccttagt
aacgggttct

atagctacag

catacttcac

tgggcattgt
gcattggtag
tcatcatctc
ccaacttctg
tgcagaccgt
gaggcctcac

atgacagcaa

ctggaggcett
atgggggtgc
agtgctctaa
ccaaagcaac
taaagcctga
aaatatccca

tttagcccaa

tttgactcac
agcctgcetga
aatacattaa
ataataataa
cccagccagt
tttcaaagaa

ccttccagag

agagtaagaa
atattagcaa
ctggggaaaa
agcttcaaca
actcatagat
tttttetttt

ttactgccaa

catcctgggce

tctgggggtce
catggatgac
cggcatctgt
gatgtccaca
tcagaccagg
cctgattggg

cttcaaagct

taaggccagc
ccgcacagaa
gacccgecaa
gggagtctac
ttttcatcca
tcacaaaaca

ccetetgett

agactaatac
tggtcgattt
aaggcattat
tgaacaccac
catctgagtc
ggcaagcgag

ctttccacta

atagattctt
aacggtttgg
aaaaagcatc
aaagctcact
gcagccectg
ttttttttca

tcgacagggce

cttccagcca

atcggtatcc
tctgccaagg
gcaatcattg
gctaacatgt
tacaccttcg
ggagtgatga

gtgtcttacc

actggctttg
gacgatgaac
cctgtgtgca
cttgttccct
tagggaggct
gctgagttat

tttaccgtag

tttaatggtt
tccagcttga
ttcctactca
ttaaagaaag
ccectatgtg
cctgttceget

gaagtcctcc

ttgggtaacc
tatctcagtg
ccttgacatt
gagtctaata
tttaaaagta
aaaaatccaa

cacttctttg

tgctgcaagce

tcgtgtccat
ccaagatgac
gtgtgtetgt
acagcggcat
gtgcagctct
tgtgcatcgc

atgcctctgg

ggtccaacac
agtctcatcc
ggaggaaccce
tgttgatttc
agacagtctt
cgtttatgag

actttctttt

tagagaaact
ccaccaaggg
attgtgcctt
aatgccagag
gtgatctaga
ctgctcagca

ttctectcgga

tgagtcctag
aattagtttc
gtctatagcg
gttttetttt
aaaaaattaa
tagagacctg

gtcctgtagg

- 156 -

300

360
420
480
540
600
660

720

780
840
900
960
1020
1080

1140

1200
1260
1320
1380
1440
1500

1560

1620
1680
1740
1800
1860
1920

1980
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cagttttgca gttctgacag ctgcgecggg

gcttgtagga cgacccgttc aaggagaaag

gctcccagga aatggagata gggtgetctce

gcgctatget gtaagagect ggccatcaag

ttaatagtgc atatataagt ggcctctggg

gagtatgtac agaccgtcta aggagctgtg

ttttcccact gggactacag tgattttaga

ttatctgaaa tggcataaag aatgaacaga

aaggaggggg aaggaggtag aaataagaat

ggtccaaatg gaaggtcacc cctttgaggce

cacctgccca cccaccagaa agtccctggt

tcagttagtg ggtctcggtg tagcacctgg

tttttccgee attgetgtcet tgttttetgt

tattaaaaca ctgttaacat ccattc

<210> 37
<211> 264

<212> PRT

<213> Mus musculus

<400> 37
Met Ala Thr Thr
1
Gly Leu Ala Gly
20
GIn Asp Leu Tyr
35

Leu Trp Arg Ser

50
Pro Tyr Phe Thr
65

Ala Leu Met Ile

Thr
5

Cys

Cys Gln Val

Ile Ala Ala

catcaatatg
catgaactcc
caaaacccac
ttcctatgga
gggcagggat
ttgaccaaga

ctatactgaa

ccaaacaatt
ctagggcatg
catggacaca
cggactggag
ctgtttcaaa

gttattaacc

Val Gly Leu
10
Thr Gly Met

25

Asp Asn Pro Val Thr Ala Val

Cys

40

Val Gln Gln

55

Ser Ser Gly

Ile Leu Gly Leu Pro Ala Met

Val

85

70

Gly Ile Val

75
Leu Gly Val
90

Ser Ile Phe Ala Leu Lys Cys Ile Arg Ile Gly

cagaccacac
atctccatgt
ctgaacctga
gaaaaagggc
gaatattcag
gccaggttaa

gaaggccctce

taaggggagg
aagattgtta
atgcacccca
gcagtgagaa
gcttecectt

tccatgtttt

ccttetetgt
gagcctgaat
aacagctgta
agtccttgca
tggtggctcc
tacgcagagt

tggaaaatca

gggcaggtgg
aggttcttgg

ccectaccecce
tcagectgttt
getttgeegt

gtacgttaaa

Leu Leu Ser Leu Leu

15

Asp Met Trp Ser Thr

30

Phe Gln Tyr Glu Gly

45

Phe Thr Glu Cys Arg

60

Leu Gln Ala Val Arg

80

Ile Gly Ile Leu Val

95

Ser Met Asp Asp Ser

- 157 -

2040
2100
2160
2220
2280
2340

2400

2460
2520
2580
2640
2700
2760

2786
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Ala Lys Ala

115
Gly Ile Cys
130
Thr Asn Phe
145

Met Gly Gly

Ala Leu Phe

Val Met Met
195
Phe Lys Ala
210
Pro Gly Gly
225

Lys Lys Ile

His Pro Thr

<210> 38
<211> 40

<212> DNA

100

Lys

Ala

Trp

Met

Val

180

Cys

Val

Phe

Tyr

Lys

260

Met Thr Leu Thr

120
[le Ile Gly Val
135
Met Ser Thr Ala
150
Val Gln Thr Val

165

105

Ser Gly

Ser Val

Asn Met

Gln Thr

170

110

Ile Leu Phe Ile Ile Ser

125
Phe Ala Asn Met Leu Val
140
Tyr Ser Gly Met Gly Gly
155 160
Arg Tyr Thr Phe Gly Ala

175

Gly Trp Val Ala Gly Gly Leu Thr Leu Ile Gly Gly

Ile Ala Cys Arg

200

185

Gly Leu

190
Thr Pro Asp Asp Ser Asn

205

Ser Tyr His Ala Ser Gly GIn Asn Val Ala Tyr Arg

215
Lys Ala Ser Thr
230

Asp Gly Gly Ala

245

Tyr Asp Tyr Val

<213> Artificial

Gly Phe

Arg Thr

250

220
Gly Ser Asn Thr Arg Asn
235 240

Glu Asp Asp Glu Gln Ser

255

<220><223> Description of artificial sequence: Oligonucleotide

<400> 38

gagaggatcc cgtacggtgg ctgcaccatc tgtcttcatc

<210> 39

<211> 37

<212> DNA

<213> Artificial

- 158 -
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<220><223> Description of artificial sequence: Oligonucleotide
<400> 39

gagagcggcece gectaacact ctceectgtt gaagcetce 37

<210> 40

<211> 324

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: PCR product

<400> 40

cgtacggtgg ctgcaccatc tgtcttcatc ttcccgecat ctgatgageca gttgaaatct 60
ggaactgect ctgttgtgtg cctgetgaat aacttctatc ccagagaggc caaagtacag 120
tggaaggtgg ataacgccct ccaatcgggt aactcccagg agagtgtcac agagcaggac 180
agcaaggaca gcacctacag cctcagcagce accctgacge tgagcaaagc agactacgag 240
aaacacaaag tctacgcctg cgaagtcacc catcagggcec tgagctcgec cgtcacaaag 300

agcttcaaca ggggagagtg ttag 324

<210> 41

<211> 107

<212> PRT

<213> Artificial

<220><223> Description of artificial sequence: Translation of PCR product

<400> 41

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10 15

Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30

Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln

35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 55 60

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu

65 70 75 80

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser

- 159 -
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85 90 95
Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105
<210> 42

<211> 34

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<400> 42

gagaaagctt tccaccaagg gcccatcggt cttc

<210> 43

<211> 36

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<400> 43

gagagcggcece getcatttac ccggagacag ggagag

<210> 44

<211> 21

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 44

taccagttga acttgacctc a

<210> 45

<211> 981

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: PCR product

<400> 45

ggcccategg tettcceect ggcaccctece tccaagagca cctctggggg cacageggec
ctgggctgece tggtcaagga ctacttcccc gaaccggtga cggtgtcegtg gaactcaggce

gccectgacca geggegtgea caccttceecg getgtectac agtcctcagg actctactcec

- 160 -

34

36

21

60
120

180

oin

Jm

el

10-2099875



ctcagcagcg tggtgaccgt geccctccage

gtgaatc
aaaactc
ctcttece
gtggtgg

gtggagg

aca agcccagcaa caccaaggtg
aca catgcccacc gtgcccagcea
ccc caaaacccaa ggacaccctce
tgg acgtgagcca cgaagaccct

tgc ataatgccaa gacaaagccg

gtggtcageg tcctcaccgt cctgcaccag

aaggtct

cca acaaagccct cccageccce

cagcccecgag aaccacaggt gtacaccctg

caggtcagcc tgacctgect ggtcaaaggce

gagagca
ggctcect
gtcttcet
tceetgt
<210>
<211>
<212>
<213>
<220>
<223>
<400>
Gly Pro
1

Gly Thr

Val Thr

Phe Pro

50
Val Thr
65

Val Asn

atg ggcagccgga gaacaactac
tct tcctctatag caagctcacc
cat gctccgtgat gcatgaggcet
ctc cgggtaaatg a

46

326

PRT

Artificial

Description of artificial sequence: Translation of PCR product

46

Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser

5

Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe

20

agcttgggca

gacaagaaag
cctgaactcc
atgatctccc
gaggtcaagt
Ccgggaggage
gactggctga

atcgagaaaa

cceccatcece
ttctatccca
aagaccacgc
gtggacaaga

ctgcacaacc

10

25

cccagaccta

ttgagcccaa
tggggggacc
ggacccctga
tcaactggta
agtacaacag

atggcaagga

ccatctccaa

gggatgagct
gcgacatcge
ctceegtget
gcaggtggcea

actacacgca

30

catctgcaac

atcttgtgac
gtcagtcttc
ggtcacatgc
cgtggacggce
cacgtaccgt
gtacaagtgc

agccaaaggg

gaccaagaac
cgtggagtgg
ggactccgac
gcaggggaac

gaagagcctc

Thr Ser Gly

15

Pro Glu Pro

Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr

35 40

45

Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val

55

Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr

70

His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys

75

60

Ile Cys Asn

80

Val Glu Pro

- 161 -

240

300
360
420
480
540
600

660

720
780
840
900
960

981
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Lys

Leu

Thr

Val

145

Val

Ser

Leu

Pro

225

Thr

Leu

Ser

305

Ser

Ser

Leu

Leu
130

Ser

Thr

Asn

Pro

210

Val

Val

Pro

Thr

290

Val

Leu

Cys

115

Met

His

Val

Tyr

Val

Ser

Pro
275

Val

Met

Ser

Asp

100

His

Arg

180

Lys

Tyr

Leu

Trp

260

Val

Asp

His

Pro

85

Lys

Pro

Ser

Asp

Asn

165

Val

Lys

Thr

Thr

245

Leu

Lys

Gly

325

Thr

Ser

Arg

Pro

150

Val

Tyr

Thr

Leu

230

Cys

Ser

Asp

Ser

310

Lys

His Thr

Val Phe

120
Thr Pro

135

Lys Thr

Ser Val

Lys Cys

200
Ile Ser
215

Pro Pro

Leu Val

Asn Gly

Ser Asp

280
Arg Trp
295

Leu His

90
Cys Pro Pro Cys Pro
105

Leu Phe Pro Pro Lys

125
Glu Val Thr Cys Val
140
Lys Phe Asn Trp Tyr
155
Lys Pro Arg Glu Glu
170

Leu Thr Val Leu His

185
Lys Val Ser Asn Lys
205
Lys Ala Lys Gly Gln
220
Ser Arg Asp Glu Leu
235

Lys Gly Phe Tyr Pro

250
GIn Pro Glu Asn Asn
265
Gly Ser Phe Phe Leu
285
GIn Gln Gly Asn Val
300

Asn His Tyr Thr Gln

315

Ala
110

Pro

Val

Val

Pro

Thr

Ser

Tyr

270

Tyr

Phe

Lys

- 162 -

95

Pro

Lys

Val

Asp

Tyr

175

Asp

Leu

Arg

Lys

Asp

255

Lys

Ser

Ser

Ser

Glu

Asp

Asp

160

Asn

Trp

Pro

Asn

240

Thr

Lys

Cys

Leu

320
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<210> 47

<211> 32

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<220><221> misc_feature

<222> (31)..(32)

<223> nisa, c, g, ort

<400> 47

tttttttett tttettettt tttttetttt nn 32
<210> 48

<211> 30

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 48

aagcagtggt atcaacgcag agtacgcggg 30
<210> 49

<211> 26

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 49

ctgctcactg gatggtggga agatgg 26
<210> 50

<211> 25

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 50

gggacagtca ctgagctgcet cagag 25

<210> 51

<211> 25

- 163 -
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<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 51

acaggggcca gtggatagac cgatg 25
<210> 52

<211> 27

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 52

agccagggac caagggatag acagatg 27
<210> 53

<211> 45

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 53

gtaatacgac tcactatagg gcaagcagtg gtatcaacgc agagt 45
<210> 54

<211> 22

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 54

gtaatacgac tcactatagg gc 22
<210> 55

<211> 351

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: PCR product

<400> 55

caggttcagc tgcagcagtc tggagctgag ctgatgaagce ctggggectc agtgaagata 60

- 164 -
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tcctgcaagg

cctggacatg
aatgagaagt
atgcaactca
tacccctggt
<210> 56

<211> 354

<212> DNA

ctactggcta cacattcagt

gccttgagtg gattggagag
tcaagggcaa ggccacattc
gcagcctgac atctgaggac

ttgcttactg gggccaaggg

<213> Artificial

agctactgga

tagagtgggt aaagcagagg

attttacctg gaagtggtag tactaactac

actgcagata
tctgeegtct

actctggtca

catcctccaa cacagcectac
attactgtgc aagatatgat

ctgtctctge a

<220><223> Description of artificial sequence: PCR product

<400> 56
cagatccagt

tcctgcaagg

ccaggaaagg
gctgaagagt
ttgcagatca
tttggtaatg
<210> 57

<211> 348

<212> DNA

tggtgcagtc tggacctgag

cttctgggta taccttcaca

gtttaaagtg gatgggctgg
tcaagggacg gtttgecttce
acaacctcaa aaatgaggac

ctatggacta ctggggtcaa

<213> Artificial

ctgaagaagc

aactatggaa

ataaacacca
tctttggaaa
acggctacat

ggaacctcag

ctggagagac agtcaagatc

tgaactgggt gaagcaggct

acactggaga gccaacatat
cctctgceccag cactgectat
atttctgtgc aagactgggt

tcaccgtctc ctca

<220><223> Description of artificial sequence: PCR product

<400> 57
caggttcagc

tcctgcaagg

actggacagg
aatgagaagt
atgcagctca
ggtgectttg
<210> 58

<211> 354

<212> DNA

tgcagcagtc tggagctgag

cttctggcta caccttcact

gccttgagtg gattggagag
tcaagggcaa ggccacactg
gcagcctgac atctgaggac

actactgggg ccaaggcacc

ctggcgagge

gactactata

atttatcctg
actgcagaca
tctgcagtct

actctcacag

ccggggcettc agtgaagetg

taaactgggt gaagcagagg

gaagtggtaa tacttactac
aatcctccag cacagcectac
atttctgtgc aagatcgtat

tctectca

- 165 -

120

180
240
300

351

60

120

180
240
300

354

60

120

180
240
300

348
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<213> Artificial

<220><223> Description of artificial sequence: PCR product

<400> 58

caggtccaac tgcagcagcc tggggcetgag ctggtgagge ctggggettc agtgaagetg 60

tcctgcaagg cttctggeta caccttcacc agcectactgga taaactgggt gaagcagagg 120

cctggacaag gcecttgagtg gatcggaaat atttatcctt ctgatagtta tactaactac 180
aatcaaaagt tcaaggacaa ggccacattg actgtagaca aatcctccag cacagcctac 240
atgcagctca gcagcccgac atctgaggac tctgeggtct attactgtac aagatcgtgg 300
aggggtaact cctttgacta ctggggccaa ggcaccactc tcacagtctce ctca 354
<210> 59

<211> 354

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: PCR product

<400> 59

caggttcagc tgcagcagtc tggacctgag ctggtgaage ctggggcecttc agtgaagatg 60

tcctgcaagg cttctggata cacattcact gactatgtta taagctgggt gaagcagaga 120

actggacagg gccttgagtg gattggagag atttatcctg gaagtggtag tacttactac 180
aatgagaagt tcaagggcaa ggccacactg actgcagaca aatcctccaa cacagcectac 240
atgcagctca gcagcctgac atctgaggac tctgeggtcect atttctgtge aagaggggta 300
ttactacggg ctatggacta ctggggtcaa ggaacctcag tcaccgtctc ctca 354
<210> 60

<211> 360

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: PCR product

<400> 60

caggttcacc tacaacagtc tggttctgaa ctgaggagtc ctgggtcttc agtaaagctt 60

tcatgcaagg attttgattc agaagtcttc ccttttgctt atatgagttg gattaggcag 120

aagcctggge atggatttga atggattgga gacatactcc caagtattgg tagaacaatc 180
tatggagaga agtttgagga caaagccaca ctggatgcag acacagtgtc caacacagcc 240

tacttggagc tcaacagtct gacatctgag gactctgcta tctactactg tgcaaggggg 300
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gagggctacg gtgectggtt tgcttactgg ggccaaggga ctcectggtcac tgtcectctgea 360
<210> 61

<211> 339

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: PCR product

<400> 61

gacattgtga tgacacagtc tccatcctcc ctgactgtga cagcaggaga gaaggtcact 60

atgagctgca agtccagtca gagtctgtta aacagtggaa atcaaaagaa ctacttgacc 120

tggtaccagc agaaaccagg gcagcctcct aaactgttga tctactggge atccactagg 180
gaatctgggg tccctgatcg cttcacagge agtggatctg gaacagattt cactctcacc 240
atcagcagtg tgcaggctga agacctggceca gtttattact gtcagaatga ttatagttat 300
ccgctcacgt tcggtgetgg gaccaagetg gagcectgaaa 339
<210> 62

<211> 318

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: PCR product

<400> 62

caaattgttc tcacccagtc tccagcaatc atgtctgcat ctccagggga gaaggtcacc 60

ataacctgca gtgccagctc aagtgtaagt tacatgcact ggttccagca gaagccaggce 120

acttctccca aactctggat ttatagcaca tccaacctgg cttctggagt ccctgetcege 180
ttcagtggca gtggatctgg gacctcttac tctctcacaa tcagccgaat ggaggctgaa 240
gatgctgeca cttattactg ccagcaaagg agtagttacc cacccacgtt cggagggggg 300
accaagctgg aaataaaa 318
<210> 63

<211> 321

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: PCR product

<400> 63

gacattgtga tgacccagtc tcaaaaattc atgtccacat cagtaggaga cagggtcagc 60
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atcacctgca aggccagtca gaatgttcgt actgctgtag cctggtatca acagaaacca

gggcagtctc ctaaagcact gatttacttg gcatccaacc ggcacactgg agtccctgat
cgcttcacag gcagtggatc tgggacagat ttcactctca ccattagcaa tgtgcaatct
gaagacctgg cagattattt ctgtctgcaa cattggaatt atcctctgac gttcggtgga
ggcaccaagc tggaaatcaa a

<210> 64

<211> 339

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: PCR product

<400> 64

gacattgtga tgtcacagtc tccatcctcc ctagetgtgt cagttggaga gaaggttact

atgagctgca agtccagtca gagcctttta tatagtagca atcaaaagaa ctacttggcec

tggtaccagc agaaaccagg gcagtctcct aaactgctga tttactggge atccactagg
gaatctgggg tccctgatcg cttcacagge agtggatctg ggacagattt cactctcacc
atcagcagtg tgaaggctga agacctggca gtttattact gtcagcaata ttatagctat
ccgctcacgt tcggtgetgg gaccaagetg gagcectgaaa

<210> 65

<211> 339

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: PCR product

<400> 65

gacattgtga tgacacagtc tccatcctcc ctgactgtga cagcaggaga gaaggtcact

atgagctgca agtccagtca gagtctgtta aacagtggaa atcaaaagaa ctacttgacc

tggtaccagc agaaaccagg gcagcctcct aaactgttga tctactggge atccactagg
gaatctgggg tccctgatcg cttcacagge agtggatctg gaacagattt cactctcacc
atcagcagtg tgcaggctga agacctggceca gtttattact gtcagaatga ttatagttat
ccattcacgt tcggctcggg gacaaagttg gaaataaaa

<210> 66

<211> 336

<212> DNA
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<213> Artificial

<220><223> Description of artificial sequence: PCR product

<400> 66
gacattgtga tgtcacagtc

atgagctgca aatccagtca

tggtaccagc agaaaccagg
gaatctgggg tccctgatceg
atcagcagtg tgcaggctga
tacacgttcg gaggggggac
<210> 67

<211> 339

<212> DNA

<213> Artificial

tccatcctcece

gagtctgctce

gcagtctcect
cttcacaggc
agacctggca

caagctggaa

ctggctgtgt cagcaggaga gaaggtcact

aacagtagaa cccgaaagaa ctacttggct

aaactgctga tctactgggce atccactagg
agtggatctg ggacagattt cactctcacc
gtttattact gcaagcaatc ttataatctg

ataaaa

<220><223> Description of artificial sequence: PCR product

<400> 67
gacatcgtga tgtcacagtc

atgagctgca agtccagtca

tggtaccagc agaaaccagg
gaatctgggg tccctgatceg
atcagcagtg tgcaggctga
ccgtacacgt tcggaggggg
<210> 68

<211> 339

<212> DNA

<213> Artificial

tccatcctcece

gagcctttta

gcagtctcect
cttcacaggc
agaccttgca

gaccaagctg

ctagctgtgt cagttggaga gaaggttact

tatagtagca atcaaaagaa ctacttggcc

aaactgctga tttactgggc atccactagg
agtggatctg caacagattt cactctgacc
gattatcact gtggacaggg ttacagctat

gaaataaaa

<220><223> Description of artificial sequence: PCR product

<400> 68

gacattgtga tgtcacagtc tccatcctcc ctagetgtgt cagttggaga gaaggttact

atgagctgca agtccagtca gagcctttta tatagtagca atcaaaagaa ctacttggcec

tggtaccagc agaaaccagg gcagtctcct aaactgctga tttactggge atccactagg

gaatctgggg tccctgatcg cttcacagge agtggatctg ggacagattt cactctcacc

atcagcagtg tgaaggctga agacctggca gtttattact gtcagcaata ttatagctat

- 169 -

60

120

180
240
300

336

60

120

180
240
300

339

60

120

180
240

300

S50l 10-2099875



ccgctcacgt tcggtgetgg gaccaagetg gagcectgaaa

<210> 69

<211> 321

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: PCR product

<400> 69

aacattgtaa tgacccaatc tcccaaatcc atgtccatgt cagtaggaga gagggtcacc

ttgacctgca aggccagtga gaatgtggtt acttatgttt cctggtatca acagaaacca

gagcagtctc ctaaactgcet gatatacggg gcatccaacc ggtacactgg ggtccccgat
cgcttcacag gcagtggatc tgcaacagat ttcactctca ccatcagcag tgtgaaggcet
gaagacctgg cagtttatta ctgtcagcaa tattatagct atccgctcac gttcggtget
gggaccaagc tggagctgaa a

<210> 70

<211> 43

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<400> 70

gagaaagctt gccgccacca tggaatggac ctgggtcttt cte

<210

> 71

<211> 43

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<400> 71

gagagggccc ttggtggagg ctgcagagac agtgaccaga gtc

<210> 72

<211> 47

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 72
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gagaaagctt gccgccacca tggattgget gtggaacttg ctattcece
<210> 73

<211> 44

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 73

gagagggcecce ttggtggagg ctgaggagac ggtgactgag gtte

<210> 74

<211> 46

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<400> 74

gagaaagctt gccgccacca tggaatggat ctggatcttt ctctte

<210> 75

<211> 44

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<400> 75

gagagggccc ttggtggagg ctgaggagac tgtgagagtg gtgc

<210> 76

<211> 46

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<400> 76

gagaaagctt gccgccacca tgggatggag ctgtatcatc ctctte

<210> 77

<211> 43

<212> DNA

<213> Artificial
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<220><223> Description of artificial sequence: Oligonucleotide
<400> 77

gagagggccc ttggtggagg ctgaggagac tgtgagagtg gtg

<210> 78

<211> 47

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 78

gagaaagctt gccgccacca tggaatggag gatctttcte ttcatcce

<210> 79

<211> 44

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<400> 79

gagagggcecce ttggtggagg ctgaggagac ggtgactgag gttce

<210> 80

<211> 51

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<400> 80

gagaggtctc aagcttagec accatggact ggatttggat catgctccat c¢

<210> 81

<211> 44

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<400> 81

gagagggcecc ttggtggagg ctgcagagac agtgaccaga gtcc

<210> 82

<211> 43
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<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<400> 82

gagaaagctt gccgccacca tggaatcaca gactcaggtc ctc

<210> 83

<211> 34

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 83

cacacgtacg tttcagctcc agcttggtcc cage

<210> 84

<211> 46

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<400> 84

gagaaagctt gccgccacca tgcattttca agtgcagatt ttcagce

<210> 85

<211> 30

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<400> 85

cacacgtacg ttttatttcc agecttggtcc

<210> 86

<211> 44

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<400> 86

gagaaagctt gccgccacca tggagtttca gacccaggtce tttg
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<210> 87

<211> 33

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<400> 87

cacacgtacg tttgatttcc agcttggtge ctc 33
<210> 88

<211> 46

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 88

gagaaagctt gccgccacca tggattcaca ggcecccaggtt cttatg 46
<210> 89

<211> 30

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 89

cacacgtacg tttcagctcc agettggtcc 30
<210> 90

<211> 46

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 90

gagaaagctt gccgccacca tggaatcaca gactcaggtc ctcatg 46

<210> 91

<211> 30
<212> DNA
<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
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<400> 91

cacacgtacg ttttatttcc aactttgtcc

<210> 92

<211> 49

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<400> 92

gagaaagctt gccgccacca tggattcaca ggcccaggtt cttatattg
<210> 93

<211> 30

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 93

cacacgtacg ttttatttcc agecttggtcce

<210> 94

<211> 46

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<400> 94

gagaaagctt gccgccacca tggattcaca ggecccaggtt cttatg

<210> 95

<211> 30

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide
<400> 95

cacacgtacg ttttatttcc agecttggtcc

<210> 96

<211> 46

<212> DNA
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<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 96

gagaaagctt gccgccacca tggattcaca ggctcaggtt cttatg 46
<210> 97

<211> 33

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 97

cacacgtacg tttcagctcc agcttggtcc cag 33
<210> 98

<211> 41

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 98

gagaaagctt agccaccatg gaatcacaga ctctggtctt ¢ 41
<210> 99

<211> 30

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 99

cacacgtacg tttcagctcc agettggtcce 30
<210> 100

<211> 1401

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: chimeric monoclonal antibody
<400> 100

atggaatgga cctgggtctt tctcttcecte ctgtcagtaa ctgcaggtgt ccactcccag 60

gttcagctge agcagtctgg agctgagetg atgaagcectg gggcctcagt gaagatatcc 120
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tgcaaggcta
ggacatggcc
gagaagttca
caactcagca
ccetggtttg

ggcccatcgg

ctgggcetgee
gccectgacca
ctcagcagcg
gtgaatcaca
aaaactcaca

ctctteecce

gtggtggtgg

gtggaggtgc
gtggtcageg
aaggtctcca
cagccccgag
caggtcagcc
gagagcaatg

ggctecttcet

gtcttctcat
tceetgtete
<210> 101
<211> 1404
<212> DNA

<213> Arti

<220><223> Description of artificial sequence: chimeric monoclonal antibody

<400> 101

ctggctacac
ttgagtggat
agggcaaggc
gcctgacatce

cttactgggg

tctteeceect

tggtcaagga
gecggegtgea
tggtgaccgt
agcccagcaa
catgcccacc
caaaacccaa

acgtgagcca

ataatgccaa
tcctcaccgt
acaaagccct
aaccacaggt
tgacctgcct
ggcageegga

tcctctatag

gctceegtgat

cgggtaaatg

ficial

attcagtagc
tggagagatt
cacattcact
tgaggactct
ccaagggact

ggcaccctcec

ctacttccce
caccttccceg
gcectccage
caccaaggtg
gtgcccagcea
ggacaccctce

cgaagaccct

gacaaagccg
cctgcaccag
cccagececce
gtacaccctg
ggtcaaaggc
gaacaactac

caagctcacc

gcatgaggct

a

tactggatag
ttacctggaa
gcagatacat
geegtcetatt
ctggtcactg

tccaagagca

gaaccggtga
gctgtcectac
agcttgggca
gacaagaaag
cctgaactcc
atgatctccc

gaggtcaagt

Cgggaggagc
gactggctga
atcgagaaaa
cceccatcecee
ttctatccca
aagaccacgc

gtggacaaga

ctgcacaacc

agtgggtaaa
gtggtagtac
cctccaacac
actgtgcaag
tctctgcage

cctetggggg

cggtgtegtg
agtcctcagg
cccagaccta
ttgagcccaa
tggggggacc
ggacccctga

tcaactggta

agtacaacag
atggcaagga
ccatctccaa
gggatgagct
gcgacatcge
ctceegtget

gcaggtggcea

actacacgca

gcagaggcct
taactacaat
agcctacatg
atatgattac
ctccaccaag

cacagcggcc

gaactcaggc
actctactcc
catctgcaac
atcttgtgac
gtcagtcttc
ggtcacatgc

cgtggacggc

cacgtaccgt
gtacaagtgc
agccaaaggg
gaccaagaac
cgtggagtgg
ggactccgac

gcaggggaac

gaagagcctc

atggattgge tgtggaactt gctattcctg atggcagetg cccaaagtat ccaagcacag

atccagttgg tgcagtctgg acctgagcetg aagaagcectg gagagacagt caagatctcc

tgcaaggctt ctgggtatac cttcacaaac tatggaatga actgggtgaa gcaggctcca
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ggaaagggtt
gaagagttca
cagatcaaca
ggtaatgcta
aagggcccat
gecectggget

ggcgecctga

tccctcagea
aacgtgaatc
gacaaaactc
ttectettee
tgegtggtgg
ggcgtggagg

cgtgtggtca

tgcaaggtct
gggcagceccce
aaccaggtca
tgggagagca
gacggctcect
aacgtcttct

ctcteectgt

<210> 102
<211> 1398
<212> DNA

<213> Arti

<220><223> Description of artificial sequence: chimeric monoclonal antibody

<400> 102

taaagtggat
agggacggtt
acctcaaaaa
tggactactg
cggtcecttcecc
gccetggtcaa

ccagcggcegt

gegtggtgac
acaagcccag
acacatgccc
ccccaaaacce
tggacgtgag
tgcataatgc

gegtectcac

ccaacaaagc
gagaaccaca
gcctgacctg
atgggcagcc
tcttectcta
catgctccgt

ctccgggtaa

ficial

gggctggata
tgecttetcet
tgaggacacg
gggtcaagga
cctggcaccc
ggactacttc

gcacaccttc

cgtgcecectcec
caacaccaag
accgtgccca
caaggacacc
ccacgaagac
caagacaaag

cgtcctgcac

cctcecagec
ggtgtacacc
cctggtcaaa
ggagaacaac
tagcaagctc
gatgcatgag

atga

aacaccaaca
ttggaaacct
gctacatatt
acctcagtca
tcctccaaga
cccgaaccgg

ccggcetgtcec

agcagcttgg
gtggacaaga
gcacctgaac
ctcatgatct
cctgaggtca
€Cgcggegags

caggactggc

cccatcgaga
ctgcccccat
ggcttctatce
tacaagacca
accgtggaca

gctctgcaca

ctggagagcc
ctgccagcac
tctgtgcaag
ccgtcetcectce
gcacctctgg
tgacggtgtc

tacagtcctc

gcacccagac
aagttgagcc
tcetgggegg
cccggacccece
agttcaactg
agcagtacaa

tgaatggcaa

aaaccatctc
cccgggatga
ccagcgacat
cgecteecegt
agagcaggtg

accactacac

aacatatgct
tgcectatttg
actgggtttt
agcctccacc
gggcacageg
gtggaactca

aggactctac

ctacatctgc
caaatcttgt
accgtcagtc
tgaggtcaca
gtacgtggac
cagcacgtac

ggagtacaag

caaagccaaa
gctgaccaag
cgececgtggag
gctggactcce
gcagcagggg

gcagaagagce

atggaatgga tctggatctt tctcttcatc ctctcaggaa ctgcaggtgt ccactcccag

gttcagectge agcagtctgg agctgagetg gcgaggeccg gggcttcagt gaagcetgtcece

tgcaaggctt ctggctacac cttcactgac tactatataa actgggtgaa gcagaggact

ggacagggcc ttgagtggat tggagagatt tatcctggaa gtggtaatac ttactacaat
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gagaagttca

cagctcagca
gectttgact
ccatcggtct
ggctgeetgg
ctgaccagcg
agcagcgtgg

aatcacaagc

actcacacat
ttccecccaa
gtggtggacg
gaggtgcata
gtcagcegtcc
gtctccaaca

cccegagaac

gtcagcctga
agcaatgggc
tcettettee
ttctcatgct
ctgtctccgg
<210> 103
<211> 1404
<212> DNA

<213> Arti

<220><223> Description of artificial sequence: chimeric monoclonal antibody

<400> 103

agggcaaggc

gcctgacatce
actggggcca
tcceeectgge
tcaaggacta
gcgtgcacac
tgaccgtgcec

CcCagcaacac

gcccacegtg
aacccaagga
tgagccacga
atgccaagac
tcaccgtcct
aagccctccec

cacaggtgta

cctgectggt
agccggagaa
tctatagcaa
ccgtgatgca

gtaaatga

ficial

cacactgact

tgaggactct
aggcaccact
accctectcee
cttcececgaa
cttceegget
ctccagcagc

caaggtggac

cccagcacct
caccctcatg
agaccctgag
aaagccgegg
gcaccaggac
agcccccatce

caccctgecc

caaaggcttc
caactacaag
gctcacecgtg

tgaggctctg

gcagacaaat

gcagtctatt
ctcacagtct
aagagcacct
ccggtgacgg
gtcctacagt
ttgggcaccc

aagaaagttg

gaactcctgg
atctcccgga
gtcaagttca
gaggagcagt
tggctgaatg
gagaaaacca

ccatccecggg

tatcccagceg
accacgcctc
gacaagagca

cacaaccact

cctccagcac

tctgtgcaag
cctcagcectc
ctgggggeac
tgtcgtggaa
cctcaggact
agacctacat

agcccaaatc

ggggaccgtce
cccctgaggt
actggtacgt
acaacagcac
gcaaggagta
tctccaaagc

atgagctgac

acatcgccgt
ccgtgetgga
ggtggcagcea

acacgcagaa

agcctacatg

atcgtatggt
caccaagggc
agcggecctg
ctcaggcgcc
ctactcccte
ctgcaacgtg

ttgtgacaaa

agtcttcctce
cacatgcgtg
ggacggegtg
gtaccgtgtg
caagtgcaag
caaagggcag

caagaaccag

ggagtgggag
ctccgacggce
ggggaacgtc

gagcctctcee

atgggatgga gctgtatcat cctcttcttg gtagcaacag ctacaggtgt ccactcccag

gtccaactgc agcagcctgg ggctgagetg gtgaggectg gggcttcagt gaagcetgtcece

tgcaaggctt ctggctacac cttcaccage tactggataa actgggtgaa gcagaggect

ggacaaggcc ttgagtggat cggaaatatt tatccttctg atagttatac taactacaat

caaaagttca aggacaaggc cacattgact gtagacaaat cctccagcac agcctacatg
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cagctcagca

ggtaactcct

aagggcccat
gecectggget
ggcgecectga
tccctcagea
aacgtgaatc
gacaaaactc

ttectettee

tgegtggtgg
ggcgtggagg
cgtgtggtca
tgcaaggtct
gggcagceccce
aaccaggtca

tgggagagca

gacggctcect
aacgtcttct
ctcteectgt
<210> 104
<211> 1401
<212> DNA
<213> Arti
<220><223>
<400> 104
atggaatgga

cagctgcagc

aaggcttctg
cagggccttg
aagttcaagg

ctcagcagcc

gccecgacatce

ttgactactg

cggtcecttcecec
gccetggtcaa
ccagcggcegt
gegtggtgac
acaagcccag
acacatgccc

CCCCaaaacc

tggacgtgag
tgcataatgc
gegtcectcac
ccaacaaagc
gagaaccaca
gcctgacctg

atgggcagcc

tcttectcta
catgctccgt

ctccgggtaa

ficial

Description of artificial sequence: chimeric monoclonal antibody

ggatctttct

agtctggacc

gatacacatt
agtggattgg
gcaaggccac

tgacatctga

tgaggactct

gggccaaggce

cctggcaccc
ggactacttc
gcacaccttc
cgtgcecectcec
caacaccaag
accgtgccca

caaggacacc

ccacgaagac
caagacaaag
cgtcctgcac
cctcecagec
ggtgtacacc
cctggtcaaa

ggagaacaac

tagcaagctc

gatgcatgag

atga

cttcatcctg

tgagctggtg

cactgactat
agagatttat
actgactgca

ggactctgcg

geggtctatt

accactctca

tcctccaaga
cccgaaccgg
ccggcetgtcec
agcagcttgg
gtggacaaga
gcacctgaac

ctcatgatct

cctgaggtca
CCgcggegags
caggactggc
cccatcgaga
ctgcccccat
ggcttctatce

tacaagacca

accgtggaca

gctctgcaca

tcaggaactg

aagcctgggg

gttataagct
cctggaagtg
gacaaatcct

gtctatttct

actgtacaag

cagtctcctc

gcacctctgg
tgacggtgtc
tacagtcctc
gcacccagac
aagttgagcc
tcetgggggg

cccggaccecee

agttcaactg
agcagtacaa
tgaatggcaa
aaaccatctc
cccgggatga
ccagcgacat

cgecteecegt

agagcaggtg

accactacac

caggtgtcca

cttcagtgaa

gggtgaagca
gtagtactta

CCaacacagc

gtgcaagagg

atcgtggagg

agcctccacc

gggcacageg
gtggaactca
aggactctac
ctacatctgc
caaatcttgt
accgtcagtc

tgaggtcaca

gtacgtggac
cagcacgtac
ggagtacaag
caaagccaaa
gctgaccaag
cgcecgtggag

gctggactcce

gcagcagesy

gcagaagagce

ctcccaggtt

gatgtcctge

gagaactgga
ctacaatgag
ctacatgcag

ggtattacta

- 180 -

360

420

480
540
600
660
720
780

840

900
960
1020
1080
1140
1200

1260

1320

1380
1404

60

120

180
240
300

360
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cgggctatgg
ggcccatcgg

ctgggctgcec

gccectgacca
ctcagcagcg
gtgaatcaca
aaaactcaca
ctcttecece
gtggtggteg

gtggaggtge

gtggtcageg
aaggtctcca
cagccccgag
caggtcagcc
gagagcaatg
ggctecttcet

gtcttctcat

tceectgtcetce
<210> 105
<211> 1410
<212> DNA
<213> Arti
<220><223>
<400> 105
atggactgga
gttcacctac
tgcaaggatt

cctgggcatg

ggagagaagt
ttggagctca

ggctacggtg

actactgggg

tctteecect

tggtcaagga

gecggegtgea
tggtgaccgt
agcccagcaa
catgcccacc
caaaacccaa
acgtgagcca

ataatgccaa

tcctcaccgt
acaaagccct
aaccacaggt
tgacctgcct
ggcageegga
tcctctatag

gctcegtgat

cgggtaaatg

ficial

Description of artificial sequence: chimeric monoclonal antibody

tttggatcat

tcaaggaacc
ggcaccctcee

ctacttcccce

caccttcceceg
gcectccage
caccaaggtg
gtgcccagcea
ggacaccctce
cgaagaccct

gacaaagccg

cctgcaccag
cccagecece
gtacaccctg
ggtcaaaggc
gaacaactac
caagctcacc

gcatgaggct

tcagtcaccg
tccaagagca

gaaccggtga

gctgtcectac
agcttgggca
gacaagaaag
cctgaactcc
atgatctccc
gaggtcaagt

€cgggaggage

gactggctga
atcgagaaaa
cceccatcecee
ttctatccca
aagaccacgc
gtggacaaga

ctgcacaacc

tctcctcage

cctetggggg

cggtgtcgtg

agtcctcagg
cccagaccta
ttgagcccaa
tggggggacc
ggacccctga
tcaactggta

agtacaacag

atggcaagga
ccatctccaa
gggatgagct
gcgacatcge
ctceegtget
gcaggtggcea

actacacgca

gctccatcectg ctggcagcecag ctacaggtat

aacagtctgg ttctgaactg aggagtcctg ggtcttcagt

ttgattcaga

gatttgaatg

ttgaggacaa
acagtctgac

cctggtttgce

agtcttccct

gattggagac

tttgcttata

atactcccaa gtattggtag

tgagttggat

agccacactg gatgcagaca cagtgtccaa

atctgaggac

ttactggggc

tctgctatct

caagggactc

actactgtgc

tggtcactgt

ctccaccaag
cacagcggcec

gaactcaggc

actctactcc
catctgcaac
atcttgtgac
gtcagtcttc
ggtcacatgc
cgtggacggce

cacgtaccgt

gtacaagtgc
agccaaaggg
gaccaagaac
cgtggagtgg
ggactccgac
gcaggggaac

gaagagcctc

ccaatcccag
aaagctttca
taggcagaag

aacaatctat

cacagcctac

aaggggegag

ctctgcagcc
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420
480

540

600
660
720
780
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960

1020
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60
120
180

240

300
360

420
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tccaccaagg
acagcggcecc
aactcaggcg

ctctactccce

atctgcaacg
tcttgtgaca
tcagtcttcc
gtcacatgcg
gtggacggeg
acgtaccgtg

tacaagtgca

gccaaagggce
accaagaacc
gtggagtggg
gactccgacg
caggggaacg
aagagcctct
<210> 106
<211> 723

<212> DNA

gcccateggt
tgggctgcect
ccctgaccag

tcagcagcgt

tgaatcacaa
aaactcacac
tctteccece
tggtggtgga
tggaggtgca
tggtcagcgt

aggtctccaa

agccccgaga
aggtcagcct
agagcaatgg
gctecttett
tcttctcatg

ccetgtetcec

<213> Artificial

<220

cttceceectg
ggtcaaggac
cggcegtgcac

ggtgaccgtg

gcccagcaac
atgcccaccg
aaaacccaag
cgtgagccac
taatgccaag
cctcaccgtc

caaagccctc

accacaggtg
gacctgectg
gcagccggag
cctctatagce
ctccgtgatg

gggtaaatga

gcaccctect
tacttccceceg
accttcccegg

ccctecagea

accaaggtgg
tgcccagceac
gacaccctca
gaagaccctg
acaaagccgce
ctgcaccagg

ccagccceccea

tacaccctgc
gtcaaaggct
aacaactaca
aagctcaccg

catgaggctc

><223> Description of artificial sequence:

<400> 106
atggaatcac
gacattgtga
atgagctgca
tggtaccagc
gaatctgggg

atcagcagtg

ccgctcacgt

gtcttcatct

agactcaggt
tgacacagtc
agtccagtca
agaaaccagg
tccctgatceg

tgcaggctga

tcggtgetgg

tccegecatce

cctcatgtcc
tccatcctcece
gagtctgtta
gcagcctcect
cttcacaggc

agacctggca

gaccaagctg

tgatgagcag

ctgctgttct
ctgactgtga
aacagtggaa
aaactgttga
agtggatctg

gtttattact

gagctgaaac

ttgaaatctg

ccaagagcac
aaccggtgac
ctgtcctaca

gcttgggeac

acaagaaagt
ctgaactcct
tgatctcccg
aggtcaagtt
gggaggagca
actggctgaa

tcgagaaaac

ccccatcececeg
tctatcccag
agaccacgcc
tggacaagag

tgcacaacca

ctctgggggce
ggtgtegtgg
gtcctcagga

ccagacctac

tgagcccaaa
ggggggaccg
gacccctgag
caactggtac
gtacaacagc
tggcaaggag

catctccaaa

ggatgagctg
cgacatcgcc
tcecegtgcetg
caggtggcag

ctacacgcag

480
540
600

660

720
780
840
900
960
1020

1080

1140
1200
1260
1320
1380

1410

chimeric monoclonal antibody

gggtatctgg
cagcaggaga
atcaaaagaa
tctactgggce
gaacagattt

gtcagaatga

gtacggtgge

gaactgcctce

tacctgtggg
gaaggtcact
ctacttgacc
atccactagg
cactctcacc

ttatagttat

tgcaccatct

tgttgtgtgce
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120

180

240

300

360
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ctgctgaata acttctatcc cagagaggcc aaagtacagt ggaaggtgga taacgccctc

caatcgggta actcccagga gagtgtcaca gagcaggaca gcaaggacag cacctacagce

ctcagcagca ccctgacgct gagcaaagca gactacgaga aacacaaagt ctacgectgce

gaagtcaccc atcagggect gagctcgecc gtcacaaaga gcttcaacag gggagagtgt

tag

<210>
<211>
<212>

<213>

107
708
DNA

Artificial

<220><223>

<400>

107

atgcattttc

agaggacaaa

gtcaccataa

ccaggcactt

gctcegettcea

gctgaagatg

gggggegacca

ccatctgatg

tatcccagag

caggagagtg

acgctgagca

ggcctgagcet

<210>

<211>

<212>

<213>

<220><223> Description of artificial sequence: chimeric monoclonal antibody

<400>

108

705

DNA

Description of artificial sequence: chimeric monoclonal antibody

aagtgcagat
ttgttctcac
cctgcagtgc
ctcccaaact

gtggcagtgg

ctgccactta
agctggaaat
agcagttgaa
aggccaaagt
tcacagagca
aagcagacta

cgccecegtcac

Artificial

108

tttcagcttc
ccagtctcca
cagctcaagt
ctggatttat

atctgggacc

ttactgccag
aaaacgtacg
atctggaact
acagtggaag
ggacagcaag
cgagaaacac

aaagagcttc

ctgctaatca
gcaatcatgt
gtaagttaca
agcacatcca

tcttactctc

caaaggagta
gtggctgcac
gecetetgttg
gtggataacg
gacagcacct
aaagtctacg

aacaggggag

gtgcctcagt
ctgcatctcc
tgcactggtt
acctggcttc

tcacaatcag

gttacccacc
catctgtctt
tgtgcectgct
ccctecaate
acagcctcag
cctgcgaagt

agtgttag

cataatgtcc
aggggagaag
ccagcagaag
tggagtccct

ccgaatggag

cacgttcgga
catcttccceg
gaataacttc
gggtaactcc
cagcaccctg

cacccatcag

atggagtttc agacccaggt ctttgtattc gtgttgectcet ggttgtctgg tgttgatgga

gacattgtga tgacccagtc tcaaaaattc atgtccacat cagtaggaga cagggtcagc

atcacctgca aggccagtca gaatgttcgt actgctgtag cctggtatca acagaaacca
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540
600
660
720

723

60
120
180
240

300

360
420
480
540
600
660

708

60
120

180
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gggcagtctc

cgcttcacag

gaagacctgg
ggcaccaagc
tctgatgage
cccagagagg
gagagtgtca
ctgagcaaag

ctgagctcgc

<210> 109
211> 723

<212> DNA

ctaaagcact

gcagtggatc

cagattattt
tggaaatcaa
agttgaaatc
ccaaagtaca
cagagcagga
cagactacga

ccgtcacaaa

<213> Artificial

<220><223> Description of artificial sequence: chimeric monoclonal antibody

<400> 109
atggattcac
gacattgtga
atgagctgca
tggtaccagc

gaatctgggg

atcagcagtg
ccgctcacgt
gtcttcatct
ctgctgaata
caatcgggta
ctcagcagca

gaagtcaccc

tag
<210> 110
<211> 723

<212> DNA

aggcccaggt
tgtcacagtc
agtccagtca
agaaaccagg

tccctgatceg

tgaaggctga
tcggtgetgg
tccegecatce
acttctatcc
actcccagga
ccctgacget

atcagggcct

gatttacttg

tgggacagat

ctgtctgcaa
acgtacggtg
tggaactgcc
gtggaaggtg
cagcaaggac
gaaacacaaa

gagcttcaac

tcttatgtta
tccatcectcee
gagcctttta
gcagtctcect

cttcacaggc

agacctggca
gaccaagctg
tgatgagcag
cagagaggcc
gagtgtcaca
gagcaaagca

gagctcgecce

gcatccaacc

ttcactctca

cattggaatt
gctgcaccat
tctgttgtgt
gataacgccc
agcacctaca
gtctacgect

aggggagagt

ctgctgctat
ctagectgtgt
tatagtagca
aaactgctga

agtggatctg

gtttattact
gagctgaaac
ttgaaatctg
aaagtacagt
gagcaggaca
gactacgaga

gtcacaaaga

ggcacactgg

ccattagcaa

atcctctgac
ctgtcttcat
gccetgetgaa
tccaatcggg
gcctcageag
gcgaagtcac

gttag

gggtatctgg
cagttggaga
atcaaaagaa
tttactggge

ggacagattt

gtcagcaata
gtacggtggce
gaactgcctce
ggaaggtgga
gcaaggacag
aacacaaagt

gcttcaacag

agtccctgat

tgtgcaatct

gttcggtgga
cttceegeca
taacttctat
taactcccag
caccctgacg

ccatcagggc

tacctgtggg
gaaggttact
ctacttggcc
atccactagg

cactctcacc

ttatagctat
tgcaccatct
tgttgtgtgce
taacgccctce
cacctacagc
ctacgcctgc

gggagagtgt

- 184 -

240

300

360
420
480
540
600
660

705

60
120
180
240

300

360
420
480
540
600
660

720

723
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<213> Artificial

<220><223> Description of artificial sequence: chimeric monoclonal antibody
<400> 110

atggaatcac agactcaggt cctcatgtcc ctgetgttcet gggtatctgg tacctgtggg 60
gacattgtga tgacacagtc tccatcctcc ctgactgtga cagcaggaga gaaggtcact 120
atgagctgca agtccagtca gagtctgtta aacagtggaa atcaaaagaa ctacttgacc 180

tggtaccagc agaaaccagg gcagcctcct aaactgttga tctactggge atccactagg 240

gaatctgggg tccctgatcg cttcacagge agtggatctg gaacagattt cactctcacc 300
atcagcagtg tgcaggctga agacctggceca gtttattact gtcagaatga ttatagttat 360
ccattcacgt tcggctcggg gacaaagttg gaaataaaac gtacggtgge tgcaccatct 420
gtcttcatct tceccgecatce tgatgagcag ttgaaatctg gaactgectce tgttgtgtge 480
ctgctgaata acttctatcc cagagaggcc aaagtacagt ggaaggtgga taacgccctc 540
caatcgggta actcccagga gagtgtcaca gagcaggaca gcaaggacag cacctacagce 600

ctcagcagca ccctgacgct gagcaaagca gactacgaga aacacaaagt ctacgectgce 660

gaagtcaccc atcagggect gagctcgecc gtcacaaaga gcttcaacag gggagagtgt 720

tag 723
<210> 111

<211> 720

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: chimeric monoclonal antibody
<400> 111

atggattcac aggcccaggt tcttatattg ctgectgetat gggtatctgg tacctgtggg 60
gacattgtga tgtcacagtc tccatcctcecc ctggetgtgt cagcaggaga gaaggtcact 120

atgagctgca aatccagtca gagtctgctc aacagtagaa cccgaaagaa ctacttggcet 180

tggtaccagc agaaaccagg gcagtctcct aaactgctga tctactggge atccactagg 240
gaatctgggg tccctgatcg cttcacagge agtggatctg ggacagattt cactctcacc 300
atcagcagtg tgcaggctga agacctggceca gtttattact gcaagcaatc ttataatctg 360
tacacgttcg gaggggggac caagctggaa ataaaacgta cggtggcetge accatctgte 420
ttcatcttcc cgceccatctga tgagcagttg aaatctggaa ctgectcectgt tgtgtgectg 480

ctgaataact tctatcccag agaggccaaa gtacagtgga aggtggataa cgccctccaa 540

- 185 -
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tcgggtaact cccaggagag tgtcacagag caggacagca aggacagcac ctacagcectc 600

agcagcaccc tgacgctgag caaagcagac tacgagaaac acaaagtcta cgecctgcecgaa 660
gtcacccatc agggcctgag ctcgeccgtce acaaagagct tcaacagggg agagtgttag 720
<210> 112

<211> 723

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: chimeric monoclonal antibody
<400> 112

atggattcac aggcccaggt tcttatgtta ctgectgectat gggtatctgg tacctgtggg 60
gacatcgtga tgtcacagtc tccatcctcecce ctagetgtgt cagttggaga gaaggttact 120

atgagctgca agtccagtca gagcctttta tatagtagca atcaaaagaa ctacttggcec 180

tggtaccagc agaaaccagg gcagtctcct aaactgctga tttactggge atccactagg 240
gaatctgggg tccctgatcg cttcacagge agtggatctg caacagattt cactctgacc 300
atcagcagtg tgcaggctga agaccttgca gattatcact gtggacaggg ttacagctat 360
ccgtacacgt tcggaggggg gaccaagcetg gaaataaaac gtacggtgge tgcaccatct 420
gtcttcatct tceccgecatce tgatgagcag ttgaaatctg gaactgectce tgttgtgtge 480
ctgctgaata acttctatcc cagagaggcc aaagtacagt ggaaggtgga taacgcecctc 540

caatcgggta actcccagga gagtgtcaca gagcaggaca gcaaggacag cacctacagce 600

ctcagcagca ccctgacgct gagcaaagca gactacgaga aacacaaagt ctacgectgce 660
gaagtcaccc atcagggect gagctcgecc gtcacaaaga gcttcaacag gggagagtgt 720

tag 723
<210> 113

<211> 723

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: chimeric monoclonal antibody
<400> 113

atggattcac aggctcaggt tcttatgtta ctgctgctat gggtatctgg tacctgtggg 60

gacattgtga tgtcacagtc tccatcctcc ctagetgtgt cagttggaga gaaggttact 120

atgagctgca agtccagtca gagcctttta tatagtagca atcaaaagaa ctacttggcec 180

- 186 -



tggtaccagc
gaatctgggg
atcagcagtg
ccgctcacgt
gtcttcatct

ctgctgaata

caatcgggta
ctcagcagca
gaagtcaccc
tag

<210> 114
<211> 705

<212> DNA

agaaaccagg
tccctgatceg
tgaaggctga
tcggtgetgg
tccegecatce

acttctatcc

actcccagga
ccctgacget

atcagggcct

<213> Artificial

<220><223>
<400> 114

atggaatcac

aacattgtaa
ttgacctgca
gagcagtctc
cgcttcacag
gaagacctgg
gggaccaagc

tctgatgagc

cccagagagg
gagagtgtca
ctgagcaaag
ctgagctcgc
<210> 115
<211> 466

<212> PRT

Description of artificial sequence: chimeric monoclonal antibody

agactctggt

tgacccaatc
aggccagtga
ctaaactgct
gcagtggatc
cagtttatta
tggagctgaa

agttgaaatc

ccaaagtaca
cagagcagga
cagactacga

ccgtcacaaa

<213> Artificial

gcagtctcect
cttcacaggc
agacctggca
gaccaagctg
tgatgagcag

cagagaggcc

gagtgtcaca
gagcaaagca

gagctcgecc

cttcatatcc

tcccaaatce
gaatgtggtt
gatatacggg
tgcaacagat
ctgtcagcaa
acgtacggtg

tggaactgcc

gtggaaggtg
cagcaaggac
gaaacacaaa

gagcttcaac

aaactgctga
agtggatctg
gtttattact
gagctgaaac
ttgaaatctg

aaagtacagt

gagcaggaca
gactacgaga

gtcacaaaga

atactgctct

atgtccatgt
acttatgttt
gcatccaacc
ttcactctca
tattatagct
gctgcaccat

tctgttgtgt

gataacgccc
agcacctaca
gtctacgect

aggggagagt

tttactgggce
ggacagattt
gtcagcaata
gtacggtgge
gaactgcctce

ggaaggtgga

gcaaggacag
aacacaaagt

gcttcaacag

ggttatatgg

cagtaggaga
cctggtatca
ggtacactgg
ccatcagcag
atccgctcac
ctgtcttcat

gccetgetgaa

tccaatcggg
gcctcagecag
gcgaagtcac

gttag

atccactagg
cactctcacc
ttatagctat
tgcaccatct
tgttgtgtgc

taacgccctc

cacctacagc
ctacgcctgce

gggagagtgt

agctgatggg

gagggtcacc
acagaaacca
ggtccccgat
tgtgaaggct
gttcggtgct
cttcecegceca

taacttctat

taactcccag
caccctgacg

ccatcagggc
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<220><223> Description of artificial sequence: chimeric monoclonal antibody
<400> 115

Met Glu Trp Thr Trp Val Phe Leu Phe Leu Leu Ser Val Thr Ala Gly

Val His Ser Gln Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Met Lys
20 25 30
Pro Gly Ala Ser Val Lys Ile Ser Cys Lys Ala Thr Gly Tyr Thr Phe
35 40 45
Ser Ser Tyr Trp Ile Glu Trp Val Lys Gln Arg Pro Gly His Gly Leu
50 55 60

Glu Trp Ile Gly Glu Ile Leu Pro Gly Ser Gly Ser Thr Asn Tyr Asn

65 70 75 80
Glu Lys Phe Lys Gly Lys Ala Thr Phe Thr Ala Asp Thr Ser Ser Asn
85 90 95
Thr Ala Tyr Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val
100 105 110
Tyr Tyr Cys Ala Arg Tyr Asp Tyr Pro Trp Phe Ala Tyr Trp Gly Gln
115 120 125

Gly Thr Leu Val Thr Val Ser Ala Ala Ser Thr Lys Gly Pro Ser Val

130 135 140
Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala
145 150 155 160
Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser
165 170 175
Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val
180 185 190

Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro

195 200 205
Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys
210 215 220

Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp
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225

Lys

Pro

Ser

Asp

Asn

305

Val

Lys

Thr

Thr

385

Leu

Lys

Gly

465

Thr His

Ser Val

Arg Thr

275
Pro Glu
290

Ala Lys

Val Ser

Tyr Lys

Thr Ile

355
Leu Pro
370

Cys Leu

Ser Asn

Asp Ser

Ser Arg

435

Ala Leu

450

Lys

Thr

Phe

260

Pro

Val

Thr

Val

Cys
340

Ser

Pro

Val

Asp
420

Trp

His

Cys
245

Leu

Lys

Lys

Leu

325

Lys

Lys

Ser

Lys

230

Pro Pro Cys Pro

Phe Pro Pro Lys

265
Val Thr Cys Val
280
Phe Asn Trp Tyr
295
Pro Arg Glu Glu
310

Thr Val Leu His

Val Ser Asn Lys
345
Ala Lys Gly Gln
360
Arg Asp Glu Leu
375

Gly Phe Tyr Pro

390

Ala
250

Pro

Val

Val

Pro

Thr

Ser

Gln Pro Glu Asn Asn Tyr

405

410

Gly Ser Phe Phe Leu Tyr

Gln

425
GIn Gly Asn Val

440

Phe

Asn His Tyr Thr Gln Lys

455

235

Pro

Lys

Val

Asp

Tyr

315

Asp

Leu

Arg

Lys

Asp

395

Lys

Ser

Ser

Ser

Glu Leu Leu Gly
255

Asp Thr Leu Met

270
Asp Val Ser His
285
Gly Val Glu Val
300

Asn Ser Thr Tyr

Trp Leu Asn Gly

Pro Ala Pro Ile
350
Glu Pro Gln Val
365
Asn Gln Val Ser

380

Thr Thr Pro Pro
415
Lys Leu Thr Val
430
Cys Ser Val Met
445

Leu Ser Leu Ser

460
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240

His

Arg

320

Lys

Tyr

Leu

Trp

400

Val

Asp

His

Pro
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<210> 116
<211> 467
<212> PRT
<213> Artificial
<220><223> Description of artificial sequence: chimeric monoclonal antibody
<400> 116
Met Asp Trp Leu Trp Asn Leu Leu Phe Leu Met Ala Ala Ala Gln Ser
1 5 10 15
Ile Gln Ala Gln Ile Gln Leu Val Gln Ser Gly Pro Glu Leu Lys Lys
20 25 30

Pro Gly Glu Thr Val Lys Ile Ser Cys Lys Ala Ser Gly Tyr Thr Phe

35 40 45
Thr Asn Tyr Gly Met Asn Trp Val Lys Gln Ala Pro Gly Lys Gly Leu
50 55 60
Lys Trp Met Gly Trp Ile Asn Thr Asn Thr Gly Glu Pro Thr Tyr Ala
65 70 75 80
Glu Glu Phe Lys Gly Arg Phe Ala Phe Ser Leu Glu Thr Ser Ala Ser
85 90 95

Thr Ala Tyr Leu GIn Ile Asn Asn Leu Lys Asn Glu Asp Thr Ala Thr

100 105 110
Tyr Phe Cys Ala Arg Leu Gly Phe Gly Asn Ala Met Asp Tyr Trp Gly
115 120 125
GIn Gly Thr Ser Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser
130 135 140
Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala
145 150 155 160

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val

165 170 175
Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala
180 185 190
Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val

195 200 205
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Pro

Lys

225

Asp

His
305

Arg

Lys

Tyr

Leu

385

Trp

Val

Asp

His

Ser
210

Pro

Lys

Pro

Ser

Asp

290

Asn

Val

Lys

Thr
370

Thr

Leu

Lys

Glu

Ser

Ser

Thr

Ser

Arg

275

Pro

Val

Tyr

Thr

355

Leu

Cys

Ser

Asp

Ser
435

Ala

Ser

Asn

His

Val

260

Thr

Lys

Ser

Lys

340

Pro

Leu

Asn

Ser

420

Arg

Leu

Leu Gly Thr Gln

Thr

Thr

245

Phe

Pro

Val

Thr

Val

325

Cys

Ser

Pro

Val

405

Asp

Trp

His

Lys

230

Cys

Leu

Lys

Lys

310

Leu

Lys

Lys

Ser

Lys

390

Gln

Gly

215

Val

Pro

Phe

Val

Phe

295

Pro

Thr

Val

Arg

375

Gly

Pro

Ser

Asp

Pro

Pro

Thr

280

Asn

Arg

Val

Ser

Lys

360

Asp

Phe

Glu

Phe

Thr

Lys

Cys

Pro

265

Cys

Trp

Glu

Leu

Asn

345

Tyr

Asn

Phe

425

Gln Gln Gly Asn

440

Asn His Tyr Thr

Tyr

Lys

Pro

250

Lys

Val

Tyr

His
330

Lys

Leu

Pro

Asn

410

Leu

Val

Gln

Ile Cys Asn Val

Val

235

Pro

Val

Val

Pro

Thr

Ser

395

Tyr

Tyr

Phe

Lys

220

Glu

Pro

Lys

Val

Asp

300

Tyr

Asp

Leu

Arg

Lys

380

Asp

Lys

Ser

Ser

Ser

Pro Lys

Glu Leu

Asp Thr

270
Asp Val
285

Gly Val

Asn Ser

Trp Leu

Pro Ala
350

Glu Pro

365

Asn Gln

Thr Thr

Lys Leu

430
Cys Ser
445

Leu Ser
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Asn His

Ser Cys

240
Leu Gly
255

Leu Met

Ser His

Thr Tyr

320
Asn Gly
335

Pro Ile

Val Ser

Val Glu

400
Pro Pro
415

Thr Val

Val Met

Leu Ser
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450 455 460
Pro Gly Lys
465
<210> 117
<211> 465
<212> PRT
<213> Artificial
<220><223> Description of artificial sequence: chimeric monoclonal antibody

<400> 117

Met Glu Trp Ile Trp Ile Phe Leu Phe Ile Leu Ser Gly Thr Ala Gly
1 5 10 15
Val His Ser Gln Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Ala Arg
20 25 30
Pro Gly Ala Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe
35 40 45
Thr Asp Tyr Tyr Ile Asn Trp Val Lys Gln Arg Thr Gly Gln Gly Leu

50 95 60

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

115 120 125

Thr Thr Leu Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe
130 135 140
Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu
145 150 155 160
Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp
165 170 175

Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu
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Ser

Ser

225

Thr

Ser

Arg

Pro

305

Val

Tyr

Thr

Leu

Cys
385

Ser

Asp

Ser

Ser

210

Asn

His

Val

Thr

290

Lys

Ser

Lys

Pro

370

Leu

Asn

Ser

Ser

195

Leu

Thr

Thr

Phe

Pro

275

Val

Thr

Val

Cys

Ser

355

Pro

Val

Gly

Asp

180

Gly

Gly

Lys

Cys

Leu

260

Lys

Lys

Leu

Lys

340

Lys

Ser

Lys

Gly
420

Leu

Thr

Val

Pro

245

Phe

Val

Phe

Pro

Thr
325

Val

Arg

Pro
405

Ser

Tyr

Asp
230

Pro

Pro

Thr

Asn

Arg

310

Val

Ser

Lys

Asp

Phe

390

Phe

Ser Leu

200
Thr Tyr
215

Lys Lys

Cys Pro

Pro Lys

Cys Val

280

Trp Tyr

295

Leu His

Asn Lys

Tyr Pro

Asn Asn

Phe Leu

185

Ser

Val

Pro
265

Val

Val

345

Pro

Thr

Ser

Tyr

Tyr

425

Ser

Cys

Pro

250

Lys

Val

Asp

Tyr

Asp

330

Leu

Arg

Lys

Asp

Lys
410

Ser

Val

Asn

Pro

235

Asp

Asp

Asn

315

Trp

Pro

Asn

395

Thr

Lys

190

Val Thr Val
205

Val Asn His

220

Lys Ser Cys

Leu Leu Gly

Thr Leu Met
270
Val Ser His
285
Val Glu Val
300

Ser Thr Tyr

Leu Asn Gly

Ala Pro Ile
350
Pro Gln Val
365
GIn Val Ser
380

Thr Pro Pro

Leu Thr Val

430
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Pro

Lys

Asp

His

Arg

Lys

335

Tyr

Leu

Trp

Val
415

Asp

Ser

Pro

Lys

240

Pro

Ser

Asp

Asn

Val

320

Lys

Thr

Thr

400

Leu

Lys
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Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu

435 440 445

Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
450 455 460

Lys

465

<210> 118

<211> 467

<212> PRT

<213> Artificial

<220><223> Description of artificial sequence: chimeric monoclonal antibody

<400> 118

Met Gly Trp Ser Cys Ile Ile Leu Phe Leu Val Ala Thr Ala Thr Gly

1 5 10 15

Val His Ser Gln Val Gln Leu Gln Gln Pro Gly Ala Glu Leu Val Arg

20 25 30

Pro Gly Ala Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe
35 40 45
Thr Ser Tyr Trp Ile Asn Trp Val Lys Gln Arg Pro Gly Gln Gly Leu
50 55 60
Glu Trp Ile Gly Asn Ile Tyr Pro Ser Asp Ser Tyr Thr Asn Tyr Asn
65 70 75 80
GIn Lys Phe Lys Asp Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser

85 90 95

Thr Ala Tyr Met Gln Leu Ser Ser Pro Thr Ser Glu Asp Ser Ala Val
100 105 110
Tyr Tyr Cys Thr Arg Ser Trp Arg Gly Asn Ser Phe Asp Tyr Trp Gly
115 120 125
GIn Gly Thr Thr Leu Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser
130 135 140

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala
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145

Ser

Val

Pro

Lys
225

Asp

His
305

Arg

Lys

Tyr

Leu Gly Cys

Trp

Leu

Ser

210

Pro

Lys

Pro

Ser

Asp
290

Asn

Val

Lys

Thr

370

Asn

Gln

195

Ser

Ser

Thr

Ser

Arg

275

Pro

Val

Tyr

Thr

355

Leu

Leu Thr Cys

385

Ser
180

Ser

Ser

Asn

His

Val

260

Thr

Lys

Ser

Lys

340

Pro

Leu

Leu

165

Ser

Leu

Thr

Thr

245

Phe

Pro

Val

Thr

Val

325

Cys

Ser

Pro

Val

150

Val Lys

Ala Leu

Gly Leu

Gly Thr

215

Lys Val
230

Cys Pro

Leu Phe

Lys Phe

295
Lys Pro
310

Leu Thr

Lys Val

Lys Ala

Asp

Thr

Tyr

200

Asp

Pro

Pro

Thr

280

Asn

Arg

Val

Ser

Lys

360

Tyr Phe

170
Ser Gly
185

Ser Leu

Thr Tyr

Lys Lys

Cys Pro

250
Pro Lys
265

Cys Val

Trp Tyr

Glu Glu

Leu His

330

Asn Lys

345

Gly Gln

Ser Arg Asp Glu Leu

375

Lys Gly Phe Tyr Pro

390

155

Pro

Val

Ser

Val

235

Pro

Val

Val

Pro

Thr

Ser

395

Glu Pro Val

His Thr Phe

190

Ser Val Val
205

Cys Asn Val

220

Glu Pro Lys

Pro Glu Leu

Lys Asp Thr
270
Val Asp Val

285

Asp Gly Val
300

Tyr Asn Ser

Asp Trp Leu

Leu Pro Ala

350

Arg Glu Pro
365

Lys Asn Gln

380

Asp Ile Ala
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Thr

175

Pro

Thr

Asn

Ser

Leu

255

Leu

Ser

Thr

Asn

335

Pro

Gln

Val

Val

160

Val

Val

His

Cys

240

Met

His

Val

Tyr

320

Val

Ser

Glu
400
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Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro

405 410 415

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
420 425 430
Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
435 440 445
His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
450 455 460
Pro Gly Lys
465
<210> 119
<211> 466
<212> PRT
<213> Artificial

<220><223> Description of artificial sequence: chimeric monoclonal antibody

<400> 119

Met Glu Trp Arg Ile Phe Leu Phe Ile Leu Ser Gly Thr Ala Gly Val
1 5 10 15

His Ser Gln Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro

20 25 30
Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr
35 40 45
Asp Tyr Val Ile Ser Trp Val Lys Gln Arg Thr Gly Gln Gly Leu Glu

50 55 60

Trp Ile Gly Glu Ile Tyr Pro Gly Ser Gly Ser Thr Tyr Tyr Asn Glu
65 70 75 80
Lys Phe Lys Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Asn Thr
85 90 95
Ala Tyr Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr
100 105 110

Phe Cys Ala Arg Gly Val Leu Leu Arg Ala Met Asp Tyr Trp Gly Gln
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Gly Thr

130
Phe Pro
145

Leu Gly

Trp Asn

Leu Gln

Ser Ser

210

Pro Ser

225

Lys Thr

Pro Ser

Ser Arg

Asp Pro

290

Asn Ala

305

Val Val

Glu Tyr

Lys Thr

115

Ser

Leu

Cys

Ser

Ser

195

Ser

Asn

His

Val

Thr

275

Lys

Ser

Lys

Ile

355

Val

Leu

180

Ser

Leu

Thr

Thr

Phe

260

Pro

Val

Thr

Val

Cys
340

Ser

Thr

Pro

Val

165

Lys

Cys

245

Leu

Lys

Lys

Leu
325

Lys

Lys

Val

Ser

150

Lys

Leu

Leu

Thr

Val

230

Pro

Phe

Val

Phe

Pro

310

Thr

Val

Ala

Ser

135

Ser

Asp

Thr

Tyr

215

Asp

Pro

Pro

Thr

Asn

295

Arg

Val

Ser

Lys

120

Ser

Lys

Tyr

Ser

Ser

200

Thr

Lys

Cys

Pro

Cys

280

Trp

Leu

Asn

Ser

Phe

185

Leu

Tyr

Lys

Pro

Lys

265

Val

Tyr

His

Lys

345

Ser

Thr

Pro

170

Val

Ser

Val

250

Pro

Val

Val

Gly Gln Pro

360

Thr

Ser

155

His

Ser

Cys

235

Pro

Lys

Val

Asp

Tyr

315

Asp

Leu

Arg

125

Lys Gly
140

Gly Gly

Pro Val

Thr Phe

Val Val

205
Asn Val
220

Pro Lys

Glu Leu

Asp Thr

Asp Val

285
Gly Val
300

Asn Ser

Trp Leu

Pro Ala

Glu Pro

365

Pro

Thr

Thr

Pro

190

Thr

Asn

Ser

Leu

Leu
270

Ser

Thr

Asn

Pro
350

Gln
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Ser

Val

175

Val

His

Cys

255

Met

His

Val

Tyr

Val

Val

160

Ser

Val

Pro

Lys

Asp

240

His

Arg

320

Lys

Tyr
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Thr Leu Pro Pro Ser Arg

370

Thr Cys Leu Val Lys Gly
385 390
Glu Ser Asn Gly Gln Pro
405
Leu Asp Ser Asp Gly Ser
420
Lys Ser Arg Trp Gln Gln

435

Glu Ala Leu His Asn His
450

Gly Lys

465

<210> 120

<211> 469

<212> PRT

<213> Artificial

<220><223> Description

<400> 120

Met Asp Trp Ile Trp Ile

1 5

Ile GIn Ser Gln Val His

20

Pro Gly Ser Ser Val Lys
35
Phe Pro Phe Ala Tyr Met
50
Phe Glu Trp Ile Gly Asp
65 70

Gly Glu Lys Phe Glu Asp

Asp Glu Leu Thr

375

Phe Tyr Pro Ser

Glu Asn Asn Tyr

410

Phe Phe Leu Tyr
425

Gly Asn Val Phe

440

Tyr Thr Gln Lys

455

Lys

Asn

380

Gln Val Ser Leu

Asp Ile Ala Val Glu Trp

395

Lys

Ser

Ser

Ser

Thr

Lys

Cys

Leu

460

of artificial sequence:

Met Leu His Leu
10
Leu Gln Gln Ser

25

Leu Ser Cys Lys
40

Ser Trp Ile Arg

95

Ile Leu Pro Ser

Lys Ala Thr Leu

400
Thr Pro Pro Val
415
Leu Thr Val Asp
430
Ser Val Met His

445

Ser Leu Ser Pro

chimeric monoclonal antibody

Leu Ala Ala Ala Thr Gly

Gly Ser

15
Glu Leu Arg Ser

30

Asp Phe Asp Ser Glu Val

Gln Lys

60

45

Pro Gly His Gly

Ile Gly Arg Thr Ile Tyr

75

80

Asp Ala Asp Thr Val Ser
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Asn

Trp

Pro

145

Thr

Thr

Pro

Thr

Asn

225

Ser

Leu

Leu

Ser

Glu
305

Thr

Thr

Tyr

130

Ser

Val

Val

210

His

Cys

Met

His
290

Val

Tyr

Ala Tyr
100
Tyr Cys

115

Val Phe

Ala Leu

Ser Trp

180
Val Leu
195

Pro Ser

Lys Pro

Asp Lys

Gly Pro

260

Ile Ser

275

Glu Asp

His Asn

Arg Val

85

Leu Glu Leu Asn Ser

105

Ala Arg Gly Glu Gly

Thr

Pro

165

Asn

Ser

Ser

Thr

245

Ser

Arg

Pro

Val

325

Leu Val
135
Leu Ala

150

Cys Leu

Ser Gly

Ser Ser

Ser Leu

215

Asn Thr
230

His Thr

Val Phe

Thr Pro

Glu Val

295
Lys Thr
310

Ser Val

120

Thr Val

Pro Ser

Val Lys

Lys Val

Cys Pro

Leu Phe

265

Glu Val
280

Lys Phe

Lys Pro

Leu Thr

90

Leu

Tyr

Ser

Ser

Asp
170

Thr

Tyr

Asp

Pro

250

Pro

Thr

Asn

Arg

Val
330

Thr

Lys

155

Tyr

Ser

Ser

Thr

Lys

235

Cys

Pro

Cys

Trp

Leu

Ser

140

Ser

Phe

Leu

Tyr

220

Lys

Pro

Lys

Val

Tyr

300

His

Glu

Trp

125

Ser

Thr

Pro

Val

Ser

205

Val

Pro

Val

285

Val

Gln

Gln

Asp

110

Phe

Thr

Ser

His
190

Ser

Cys

Pro

Lys

270

Val

Asp

Tyr

Asp
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95

Ser Ala

Ala Tyr

Lys Gly

160

Pro Val
175

Thr Phe

Val Val

Asn Val

Pro Lys

240
Glu Leu
255

Asp Thr

Asp Val

Asn Ser
320
Trp Leu

335
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Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala

340 345 350

Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
355 360 365
Gln Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln
370 375 380
Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
385 390 395 400
Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr

405 410 415

Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
420 425 430
Thr Val Asp Lys Ser Arg Trp Gln GIn Gly Asn Val Phe Ser Cys Ser
435 440 445
Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser
450 455 460
Leu Ser Pro Gly Lys
465
<210> 121
<211> 240
<212> PRT

<213> Artificial

<220><223>

Description of artificial sequence: chimeric monoclonal antibody

<400> 121
Met Glu Ser Gln Thr Gln Val Leu Met Ser Leu Leu Phe Trp Val Ser
1 5 10 15
Gly Thr Cys Gly Asp Ile Val Met Thr Gln Ser Pro Ser Ser Leu Thr
20 25 30
Val Thr Ala Gly Glu Lys Val Thr Met Ser Cys Lys Ser Ser Gln Ser
35 40 45

Leu Leu Asn Ser Gly Asn GIn Lys Asn Tyr Leu Thr Trp Tyr Gln Gln

- 200 -
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Lys

65

Phe

Tyr

Lys

Pro

145

Leu

Asp

Asp

Lys

50

55

Pro Gly Gln Pro Pro Lys Leu Leu

Ser

Thr

Cys

Leu

130

Pro

Leu

Asn

Ser

210

70

Gly Val Pro Asp Arg Phe Thr

85

Leu Thr Ile Ser Ser

100

GIn Asn Asp Tyr Ser

Glu Leu Lys

Arg

Thr

135

Ser Asp Glu Gln Leu

150

Asn Asn Phe Tyr Pro

165

Val

Tyr

120

Val

Lys

Arg

105

Pro

Ser

Glu

Ala Leu Gln Ser Gly Asn Ser

180
Lys Asp Ser

195

Thr

Tyr

Asp Tyr Glu Lys His

215

Ser
200

Lys

Gln Gly Leu Ser Ser Pro Val Thr

225

<210>

<211>

<212>

<213>

<220><223> Description of artificial sequence: chimeric monoclonal antibody

122

235

PRT

Artificial

<400> 122

230

185

Leu

Val

Lys

[le Tyr

75
Gly Ser
90

Ala Glu

Leu Thr

Ala Pro

Gly Thr

155
Ala Lys
170

Gln Glu

Ser Ser

Tyr Ala

Ser Phe

235

60

Trp Ala Ser Thr

Gly Ser Gly Thr

95

Asp Leu Ala Val
110

Phe Gly Ala Gly

125
Ser Val Phe Ile
140

Ala Ser Val Val

Val Gln Trp Lys
175

Ser Val Thr Glu

190
Thr Leu Thr Leu
205
Cys Glu Val Thr
220

Asn Arg Gly Glu

Arg

80

Asp

Tyr

Thr

Phe

Cys

160

Val

Ser

His

Cys

240

Met His Phe Gln Val Gln Ile Phe Ser Phe Leu Leu Ile Ser Ala Ser

1

5

10

15

Val Ile Met Ser Arg Gly Gln Ile Val Leu Thr Gln Ser Pro Ala Ile
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Met

Ser

Pro

65

Ser

Ser

Arg

145

Tyr

Ser

Thr

Lys

Pro

225

Ser

Ser

50

Lys

35

Val

Leu

Arg Phe

Arg Met

Ser

Thr
130

Leu

Pro

Tyr

His
210

Val

<210>

<211>

<212>

<213>

Tyr

115

Val

Lys

Arg

Asn

Ser
195

Lys

Thr

123

234

PRT

20

Ser

Ser

Trp

Ser

100

Pro

Ser

Ser

180

Leu

Val

Lys

25

Pro Gly Glu Lys Val Thr

Tyr

Pro

Gly

Ser

Tyr

Ser

Artificial

Met

Tyr

70

Thr

Pro

Thr

150

Lys

Ser

Phe

230

His

55

Ser

Asp

Phe

Ser

135

Val

Ser

Thr

Cys
215

Asn

40

Trp Phe Gln

Thr Ser Asn

Ser Gly Thr
90

Ala Ala Thr

120

Val Phe Ile

Ser Val Val

Gln Trp Lys
170

Val Thr Glu

185
Leu Thr Leu
200

Glu Val Thr

Arg Gly Glu

Leu

75

Ser

Tyr

Thr

Phe

Cys

155

Val

Ser

His

Cys

235

Thr

Lys

60

Tyr

Tyr

Lys

Pro

140

Leu

Asp

Asp

Lys

Cys
45

Pro

Ser

Ser

Cys

Leu

125

Pro

Leu

Asn

Ser

205

30

Ser Ala

Gly Thr

Gly Val

Leu Thr

95
GIn Gln
110

Glu Ile

Ser Asp

Asn Asn

Ala Leu

175

Lys Asp

190

Asp Tyr

GIn Gly Leu Ser

220

- 202 -

Ser

Ser

Pro

80

Arg

Lys

Phe

160

Ser

Ser
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<220><223>

<400> 123

Met Glu Phe

1

Gly Val Asp

Thr

Val

Lys

65

Arg

Asn

Asn

Thr

Leu

145

Pro

Tyr

His

Val

Ser

Arg

50

Phe

Val

Tyr

Val

130

Lys

Arg

Asn

Ser

Lys
210

Thr

Val
35

Thr

Leu

Thr

Pro

115

Ser

Ser

Leu
195

Val

Lys

Description

Gln Thr

Gly Asp

20

Gly Asp

Ala Val

Ile Tyr

Gly Ser

85

Ser Glu

100

Leu Thr

Ala Pro

Gly Thr

Ala Lys

165

Ser Ser

Tyr Ala

Ser Phe

Arg

Leu

70

Asp

Phe

Ser

150

Val

Ser

Thr

Cys

Asn

of artificial sequence: chimeric monoclonal antibody

Val Phe Val

Val Met Thr

25

Val Ser Ile
40

Trp Tyr Gln

55

Ala Ser Asn

Ser Gly Thr

Leu Ala Asp
105
Gly Gly Gly

120

Val Phe Ile
135

Ser Val Val

Gln Trp Lys

Val Thr Glu

185

Leu Thr Leu
200

Glu Val Thr

215

Arg Gly Glu

Phe

10

Thr

Arg

Asp

90

Tyr

Thr

Phe

Cys

Val

170

Ser

His

Cys

Val

Ser

Cys

Lys

His

75

Phe

Phe

Lys

Pro

Leu

155

Asp

Asp

Lys

Gln

Leu

Gln

Lys

Pro

60

Thr

Thr

Cys

Leu

Pro

140

Leu

Asn

Ser

Gly
220

Leu Trp

Lys Phe

30

Ala Ser

Gly Val

Leu Thr

Leu Gln

125

Ser Asp

Asn Asn

Ala Leu

Lys Asp

190

Asp Tyr
205

Leu Ser

- 203 -

Leu
15

Met

Ser

Pro

95

His

Lys

Phe

175

Ser

Ser

Ser

Ser

Asn

Pro

Asp

80

Ser

Trp

Arg

Tyr
160

Ser

Thr

Lys

Pro

S=50ol 10-2099875



225
<210> 124
<211> 240

<212> PRT

230

<213> Artificial

<220><223> Description of artificial sequence: chimeric monoclonal antibody

<400> 124

Met Asp Ser

Gly Thr Cys

Val Ser Val

35

Leu Leu Tyr
50

Lys Pro Gly

65

Glu Ser Gly

Phe Thr Leu

Tyr Cys Gln
115

Lys Leu Glu

130
Pro Pro Ser
145

Leu Leu Asn

Asp Asn Ala

GIn Ala Gln Val Leu Met Leu Leu Leu Leu Trp Val Ser

Gly Asp Ile
20

Gly Glu Lys

Ser Ser Asn

Gln Ser Pro

70
Val Pro Asp
85
Thr Ile Ser
100

Gln Tyr Tyr

Val Met Ser
25
Val Thr Met
40
GIn Lys Asn
95

Lys Leu Leu

Arg Phe Thr

Ser Val Lys
105
Ser Tyr Pro

120

Leu Lys Arg Thr Val Ala

135

Asp Glu Gln Leu Lys Ser

150

Asn Phe Tyr
165

Leu Gln Ser

180

Pro Arg Glu

10

Gln

Ser

Tyr

Ile

Gly

90

Ala

Leu

Ala

Gly

Ser

Cys

Leu

Tyr

75

Ser

Glu

Thr

Pro

Thr

155

Pro Ser Ser
30
Lys Ser Ser
45
Ala Trp Tyr
60

Trp Ala Ser

Gly Ser Gly

Asp Leu Ala

Phe Gly Ala

125

Ser Val Phe

140

Ala Ser Val

Ala Lys Val GIn Trp

170

Gly Asn Ser Gln Glu Ser Val Thr

185

190

- 204 -

15

Leu Ala

Gln Ser

Thr Arg

80
Thr Asp
95

Val Tyr

Gly Thr

Ile Phe

Val Cys

160
Lys Val
175

Glu Gln
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Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser

195 200 205
Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu Val Thr His
210 215 220
Gln Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
225 230 235 240
<210> 125
<211> 240
<212> PRT

<213> Artificial

<220><223> Description of artificial sequence: chimeric monoclonal antibody

<400> 125

Met Glu Ser Gln Thr Gln Val Leu Met Ser Leu Leu Phe Trp Val Ser

1 5 10 15
Gly Thr Cys Gly Asp Ile Val Met Thr Gln Ser Pro Ser Ser Leu Thr
20 25 30
Val Thr Ala Gly Glu Lys Val Thr Met Ser Cys Lys Ser Ser Gln Ser
35 40 45
Leu Leu Asn Ser Gly Asn Gln Lys Asn Tyr Leu Thr Trp Tyr Gln Gln
50 55 60

Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg

65 70 75 80
Glu Ser Gly Val Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp
85 90 95
Phe Thr Leu Thr Ile Ser Ser Val GIn Ala Glu Asp Leu Ala Val Tyr
100 105 110
Tyr Cys Gln Asn Asp Tyr Ser Tyr Pro Phe Thr Phe Gly Ser Gly Thr
115 120 125

Lys Leu Glu Ile Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe

130 135 140

Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys

- 205 -
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145 150
Leu Leu Asn Asn Phe Tyr
165
Asp Asn Ala Leu Gln Ser
180

Asp Ser Lys Asp Ser Thr

195

Lys Ala Asp Tyr Glu Lys

210
Gln Gly Leu Ser Ser Pro
225 230
<210> 126
<211> 239
<212> PRT
<213> Artificial
<220><223> Description
<400> 126

Met Asp Ser Gln Ala Gln

1 5
Gly Thr Cys Gly Asp Ile
20
Val Ser Ala Gly Glu Lys
35
Leu Leu Asn Ser Arg Thr
50

Lys Pro Gly GIn Ser Pro

65 70
Glu Ser Gly Val Pro Asp
85
Phe Thr Leu Thr Ile Ser
100

Tyr Cys Lys Gln Ser Tyr

155
Pro Arg Glu Ala Lys Val
170
Gly Asn Ser Gln Glu Ser
185

Tyr Ser Leu Ser Ser Thr

200
His Lys Val Tyr Ala Cys
215 220
Val Thr Lys Ser Phe Asn

235

of artificial sequence:

Val Leu Ile Leu Leu Leu

10
Val Met Ser Gln Ser Pro
25
Val Thr Met Ser Cys Lys
40
Arg Lys Asn Tyr Leu Ala
55 60

Lys Leu Leu Ile Tyr Trp

75

Arg Phe Thr Gly Ser Gly
90

Ser Val GIn Ala Glu Asp

105

160
Gln Trp Lys Val
175
Val Thr Glu GIn
190

Leu Thr Leu Ser

205

Glu Val Thr His

Arg Gly Glu Cys

240

chimeric monoclonal antibody

Leu Trp Val Ser

15
Ser Ser Leu Ala
30
Ser Ser Gln Ser
45

Trp Tyr Gln Gln

Ala Ser Thr Arg

80

Ser Gly Thr Asp
95

Leu Ala Val Tyr

110

Asn Leu Tyr Thr Phe Gly Gly Gly Thr Lys

- 206 -
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115 120

Leu Glu Ile Lys Arg Thr Val A

a Ala Pro Ser Val

130 135 140
Pro Ser Asp Glu GIn Leu Lys Ser Gly Thr Ala Ser
145 150 155
Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gln
165 170
Asn Ala Leu Gln Ser Gly Asn Ser Gln Glu Ser Val
180 185

Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu

195 200

Ala Asp Tyr Glu Lys His Lys Val Tyr Ala Cys Glu

210 215 220
Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg
225 230 235
<210> 127
<211> 240
<212> PRT

<213> Artificial
<220><223> Description of artificial sequence:
<400> 127

Met Asp Ser Gln Ala Gln Val Leu Met Leu Leu Leu

1 5 10
Gly Thr Cys Gly Asp Ile Val Met Ser Gln Ser Pro
20 25
Val Ser Val Gly Glu Lys Val Thr Met Ser Cys Lys
35 40
Leu Leu Tyr Ser Ser Asn GIn Lys Asn Tyr Leu Ala
50 55 60

Lys Pro Gly GIn Ser Pro Lys Leu Leu Ile Tyr Trp

65 70 75

125

Phe Ile Phe Pro

Val Val Cys Leu
160
Trp Lys Val Asp
175
Thr Glu Gln Asp
190

Thr Leu Ser Lys

205

Val Thr His Gln

Gly Glu Cys

chimeric monoclonal antibody

Leu Trp Val Ser

15
Ser Ser Leu Ala
30
Ser Ser Gln Ser
45

Trp Tyr Gln Gln

Ala Ser Thr Arg

80

- 207 -
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Phe

His

Lys

Pro

145

Leu

Asp

Asp

Lys

Gln

225

Ser Gly

Thr Leu

Cys Gly

Leu Glu

130

Pro Ser

Leu Asn

Asn Ala

Ser Lys

195
Ala Asp
210

Gly Leu

<210> 128

<211> 240

<212> PRT

Val

Asp

Asn

Leu

180

Asp

Tyr

Ser

Pro Asp Arg Phe

85

Ile

Gly

Lys

Phe

165

Ser

Ser

<213> Artificial

<220><223> Description of artificial sequence: chimeric monoclonal antibody

<400> 128

Ser

Tyr

Arg

150

Tyr

Ser

Thr

Lys

Pro

230

Ser Val

Ser Tyr

120

Thr Val

135

Leu Lys

Pro Arg

Gly Asn

Tyr Ser

200
His Lys
215

Val Thr

Thr

105

Pro

Ser

Glu

Ser

185

Leu

Val

Lys

Gly Ser
90

Ala Glu

Tyr Thr

Ala Pro

Gly Thr

155
Ala Lys
170

Gln Glu

Ser Ser

Tyr Ala

Ser Phe

235

Gly Ser Ala Thr Asp
95
Asp Leu Ala Asp Tyr
110
Phe Gly Gly Gly Thr
125

Ser Val Phe Ile Phe

140
Ala Ser Val Val Cys
160
Val Gln Trp Lys Val
175
Ser Val Thr Glu Gln
190

Thr Leu Thr Leu Ser

205
Cys Glu Val Thr His
220
Asn Arg Gly Glu Cys
240

Met Asp Ser Gln Ala Gln Val Leu Met Leu Leu Leu Leu Trp Val Ser

1

5

10

15

Gly Thr Cys Gly Asp Ile Val Met Ser Gln Ser Pro Ser Ser Leu Ala

20

25

30

Val Ser Val Gly Glu Lys Val Thr Met Ser Cys Lys Ser Ser Gln Ser

35

40

45

- 208 -
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Leu

Lys

65

Phe

Tyr

Lys

Pro

145

Leu

Asp

Asp

Lys

Gln

225

Leu Tyr Ser
50

Pro Gly Gln

Ser Gly Val

Thr Leu Thr

100

Cys Gln Gln
115

Leu Glu Leu

130

Pro Ser Asp

Leu Asn Asn

Asn Ala Leu
180

Ser Lys Asp

195
Ala Asp Tyr
210

Gly Leu Ser

<210> 129

<211> 234

<212> PRT

<213>

<220><223> Description of artificial sequence: chimeric monoclonal antibody

<400> 129

Ser

Ser

Pro

85

Tyr

Lys

Phe

165

Ser

Ser

Artificial

Asn Gln Lys
55

Pro Lys Leu

70

Asp Arg Phe

Ser Ser Val

Tyr Ser Tyr
120

Arg Thr Val

135
Gln Leu Lys
150

Tyr Pro Arg

Ser Gly Asn

Thr Tyr Ser

200
Lys His Lys
215
Pro Val Thr
230

Asn

Leu

Thr

Lys

105

Pro

Ser

Glu

Ser

185

Leu

Val

Lys

Tyr Leu Ala Trp Tyr Gln Gln

Ile Tyr

75
Gly Ser
90

Ala Glu

Leu Thr

Ala Pro

Gly Thr

155
Ala Lys
170

Gln Glu

Ser Ser

Tyr Ala

Ser Phe

235

60

Trp Ala Ser Thr

Gly Ser Gly Thr
95
Asp Leu Ala Val
110
Phe Gly Ala Gly
125

Ser Val Phe Ile

140

Ala Ser Val Val

Val Gln Trp Lys

175

Ser Val Thr Glu
190

Thr Leu Thr Leu

205
Cys Glu Val Thr
220

Asn Arg Gly Glu

Arg

80

Asp

Tyr

Thr

Phe

Cys
160

Val

Ser

His

Cys

240

Met Glu Ser Gln Thr Leu Val Phe Ile Ser Ile Leu Leu Trp Leu Tyr

- 209 -
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1

5

Gly Ala Asp Gly Asn

Met

Val

Lys

65

Arg

Ser

Ser

Thr

Leu
145

Pro

Tyr

His

Val

225

Ser

Val

50

Leu

Phe

Val

Tyr

Val

130

Lys

Arg

Asn

Ser

Lys
210

Thr

Val
35

Thr

Leu

Thr

Lys

Pro

115

Ser

Ser

Leu

195

Val

Lys

<210> 130

<211> 18

<212> DNA

20

Gly Glu

Tyr Val

Ile Tyr

Gly Ser

85

Leu Thr

Ala Pro

Gly Thr

Tyr Ala

Ser Phe

Ile

Arg

Ser

70

Gly

Asp

Phe

Ser

150

Val

Ser

Thr

Cys

Val

Val

Trp

55

Ser

Leu

Val

135

Ser

Val

Leu

Met

Thr

40

Tyr

Ser

120

Phe

Val

Trp

Thr

Thr

200

Thr
25

Leu

Asn

Thr

Val

105

Val

Lys

185

Leu

Glu Val Thr

215

10

Thr

Arg

Asp

90

Tyr

Thr

Phe

Cys

Val

170

Ser

His

Asn Arg Gly Glu Cys

230

Ser

Cys

Lys

Tyr

75

Phe

Tyr

Lys

Pro

Leu

155

Asp

Asp

Lys

Pro

Lys

Pro

60

Thr

Thr

Cys

Leu

Pro

140

Leu

Asn

Ser

Ala

Gly
220

Lys Ser

30
Ala Ser
45

Glu Gln

Gly Val

Leu Thr

GIn Gln

110
Glu Leu
125

Ser Asp

Asn Asn

Ala Leu

Lys Asp

190

Asp Tyr

205

Leu Ser

-210 -

15

Met

Ser

Pro

95

Tyr

Lys

Phe

175

Ser

Ser

Ser

Asn

Pro

Asp

80

Ser

Tyr

Arg

Tyr

160

Ser

Thr

Lys

Pro
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<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 130

ccaagggcta tggcegttce 18
<210> 131

<211

> 18

<212> DNA

<213> Artificial

<220><223> Description of artificial sequence: Oligonucleotide

<400> 131

ccgaaggtgt acctggtce 18
<210> 132

<211> 117

<212> PRT

<213> Artificial

<220><223> Description of artificial sequence: Translation of PCR product
<400> 132

GIn Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Met Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Ile Ser Cys Lys Ala Thr Gly Tyr Thr Phe Ser Ser Tyr

20 25 30
Trp Ile Glu Trp Val Lys Gln Arg Pro Gly His Gly Leu Glu Trp Ile
35 40 45
Gly Glu Ile Leu Pro Gly Ser Gly Ser Thr Asn Tyr Asn Glu Lys Phe
50 55 60
Lys Gly Lys Ala Thr Phe Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr
65 70 75 80

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys

85 90 95
Ala Arg Tyr Asp Tyr Pro Trp Phe Ala Tyr Trp Gly Gln Gly Thr Leu
100 105 110

Val Thr Val Ser Ala

-211 -
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115
<210> 133
<211> 118
<212> PRT
<213> Artificial
<220><223> Description of artificial sequence: Translation of PCR product
<400> 133
Gln Ile Gln Leu Val Gln Ser Gly Pro Glu Leu Lys Lys Pro Gly Glu

1 5 10 15

Thr Val Lys Ile Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30
Gly Met Asn Trp Val Lys Gln Ala Pro Gly Lys Gly Leu Lys Trp Met
35 40 45
Gly Trp Ile Asn Thr Asn Thr Gly Glu Pro Thr Tyr Ala Glu Glu Phe
50 95 60
Lys Gly Arg Phe Ala Phe Ser Leu Glu Thr Ser Ala Ser Thr Ala Tyr

65 70 75 80

Leu Gln Ile Asn Asn Leu Lys Asn Glu Asp Thr Ala Thr Tyr Phe Cys
85 90 95
Ala Arg Leu Gly Phe Gly Asn Ala Met Asp Tyr Trp Gly Gln Gly Thr
100 105 110
Ser Val Thr Val Ser Ser
115
<210> 134
<211> 116
<212> PRT
<213> Artificial
<220><223> Description of artificial sequence: Translation of PCR product
<400> 134

Gln Val GIn Leu Gln Gln Ser Gly Ala Glu Leu Ala Arg Pro Gly Ala

1 5 10 15

Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr

-212 -
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20 25 30
Tyr Ile Asn Trp Val Lys Gln Arg Thr Gly Gln Gly Leu Glu Trp
35 40 45
Gly Glu Ile Tyr Pro Gly Ser Gly Asn Thr Tyr Tyr Asn Glu Lys
50 55 60

Lys Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala

65 70 75
Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe
85 90 95
Ala Arg Ser Tyr Gly Ala Phe Asp Tyr Trp Gly Gln Gly Thr Thr
100 105 110
Thr Val Ser Ser
115
<210> 135
<211> 118
<212> PRT
<213> Artificial
<220><223> Description of artificial sequence: Translation

<400> 135

GIn Val Gln Leu GIn Gln Pro Gly Ala Glu Leu Val Arg Pro Gly
1 5 10 15
Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser
20 25 30
Trp Ile Asn Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Glu Trp
35 40 45
Gly Asn Ile Tyr Pro Ser Asp Ser Tyr Thr Asn Tyr Asn Gln Lys

50 55 60

Lys Asp Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala

65 70 75

Met Gln Leu Ser Ser Pro Thr Ser Glu Asp Ser Ala Val Tyr Tyr
85 90 95

Thr Arg Ser Trp Arg Gly Asn Ser Phe Asp Tyr Trp Gly Gln Gly

- 213 -

Phe

Tyr

80

Cys

Leu

of PCR product

Tyr

Phe

Tyr
80

Cys

Thr
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100

Thr Leu Thr Val Ser Ser

115
<210> 136
<211> 118
<212> PRT
<213> Artificial
<220

><223> Description

<400> 136

GIn Val Gln Leu Gln

1 5

Ser Val Lys Met Ser

20

Val Ile Ser Trp Val

35

Gly Glu Ile Tyr Pro

50
Lys Gly Lys Ala Thr
65
Met Gln Leu Ser Ser

85

105

Gln Ser Gly Pro Glu Leu

10

Cys Lys Ala Ser Gly Tyr

25

Lys Gln Arg Thr Gly Gln

40

Gly Ser Gly Ser Thr Tyr

55

Leu Thr Ala Asp Lys Ser

75

Leu Thr Ser Glu Asp Ser

90

Ala Arg Gly Val Leu Leu Arg Ala Met Asp Tyr

100

Ser Val Thr Val Ser

115

<210> 137

<211> 120
<212> PRT

<213> Artificial

105

oin
]
Jm
el

110

of artificial sequence: Translation of PCR product

Val Lys Pro Gly Ala
15
Thr Phe Thr Asp Tyr
30
Gly Leu Glu Trp Ile
45

Tyr Asn Glu Lys Phe

60
Ser Asn Thr Ala Tyr
80
Ala Val Tyr Phe Cys
95
Trp Gly Gln Gly Thr
110

<220><223> Description of artificial sequence: Translation of PCR product

<400> 137

GIn Val His Leu GIn Gln Ser Gly Ser Glu Leu Arg Ser Pro Gly Ser

- 214 -
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1 5 10 15

Ser Val Lys Leu Ser Cys Lys Asp Phe Asp Ser Glu Val Phe Pro Phe
20 25 30

Ala Tyr Met Ser Trp Ile Arg Gln Lys Pro Gly His Gly Phe Glu Trp

35 40 45

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

100 105 110

Gly Thr Leu Val Thr Val Ser Ala
115 120
<210> 138
<211> 113
<212> PRT
<213> Artificial
<220><223> Description of artificial sequence: Translation of PCR product
<400> 138
Asp Ile Val Met Thr Gln Ser Pro Ser Ser Leu Thr Val Thr Ala Gly
1 5 10 15
Glu Lys Val Thr Met Ser Cys Lys Ser Ser Gln Ser Leu Leu Asn Ser
20 25 30

Gly Asn GIn Lys Asn Tyr Leu Thr Trp Tyr Gln Gln Lys Pro Gly Gln

35 40 45
Pro Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60
Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 75 80

Ile Ser Ser Val Gln Ala Glu Asp Leu Ala Val Tyr Tyr Cys Gln Asn

- 215 -
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85 90 95

Asp Tyr Ser Tyr Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu

100 105 110

Lys

<210> 139
<211> 106
<212> PRT
<213> Artificial
<220><223> Description of artificial sequence: Translation of PCR product
<400> 139
Gln Ile Val Leu Thr Gln Ser Pro Ala Ile Met Ser Ala Ser Pro Gly
1 5 10 15
Glu Lys Val Thr Ile Thr Cys Ser Ala Ser Ser Ser Val Ser Tyr Met
20 25 30

His Trp Phe Gln GIn Lys Pro Gly Thr Ser Pro Lys Leu Trp Ile Tyr

35 40 45
Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser Gly Ser
50 55 60

Gly Ser Gly Thr Ser Tyr Ser Leu Thr Ile Ser Arg Met Glu Ala Glu
65 70 75 80

Asp Ala Ala Thr Tyr Tyr Cys Gln GIn Arg Ser Ser Tyr Pro Pro Thr

85 90 95
Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys

100 105

<210> 140

<211> 107

<212> PRT

<213> Artificial

<220><223> Description of artificial sequence: Translation of PCR product
<400> 140

Asp Ile Val Met Thr Gln Ser Gln Lys Phe Met Ser Thr Ser Val Gly

- 216 -
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1 5

Asp Arg Val Ser Ile Thr Cys Lys Ala Ser Gln Asn Val Arg Thr

20

Val Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ser Pro Lys Ala Leu

35

Tyr Leu Ala Ser Asn Arg His Thr Gly Val Pro Asp Arg Phe Thr

50

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Asn Val Gln

65

Glu Asp Leu Ala Asp Tyr Phe Cys Leu Gln His Trp Asn Tyr Pro

85
Thr Phe Gly Gly Gly
100
<210> 141

<211> 113

<212> PRT

<213> Artificial

<220><223> Description of artificial sequence: Translation

<400> 141

Asp Ile Val Met Ser

1 5

Glu Lys Val Thr Met
20

Ser Asn Gln Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly

35

Ser Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly

50
Pro Asp Arg Phe Thr
65
Ile Ser Ser Val Lys
85

Tyr Tyr Ser Tyr Pro

10

25 30

40 45

55 60

70 75

90

Thr Lys Leu Glu Ile Lys

105

Gln Ser Pro Ser Ser Leu Ala Val Ser Val

10

Ser Cys Lys Ser Ser Gln Ser Leu Leu Tyr

25 30

40 45

55 60

Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu

70 75

15

95

15

Ser
80

Leu

of PCR product

Ser

Val

Thr
80

Ala Glu Asp Leu Ala Val Tyr Tyr Cys GIn Gln

90

95

Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu

- 217 -
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100

Lys

<210> 142
<211> 113
<212> PRT

<213> Artificial

105

on
Ju
Jin
Qi

110

<220><223> Description of artificial sequence: Translation of PCR product

<400> 142

Asp Ile Val Met Thr

1 5

Glu Lys Val Thr Met
20

Gly Asn Gln Lys Asn

35

Pro Pro Lys Leu Leu
50
Pro Asp Arg Phe Thr
65
Ile Ser Ser Val Gln
85
Asp Tyr Ser Tyr Pro

100

Lys

<210> 143
<211> 112
<212> PRT

<213> Artificial

Gln Ser Pro Ser

Ser Cys Lys Ser
25
Tyr Leu Thr Trp

40

Ile Tyr Trp Ala
95

Gly Ser Gly Ser

70

Ala Glu Asp Leu

Phe Thr Phe Gly

105

Ser Leu Thr Val Thr Ala Gly

10 15

Ser Gln Ser Leu Leu Asn Ser
30

Tyr Gln Gln Lys Pro Gly Gln

45

Ser Thr Arg Glu Ser Gly Val
60

Gly Thr Asp Phe Thr Leu Thr
75 80

Ala Val Tyr Tyr Cys Gln Asn

90 95

Ser Gly Thr Lys Leu Glu Ile

110

<220><223> Description of artificial sequence: Translation of PCR product

<400> 143

Asp Ile Val Met Ser Gln Ser Pro Ser Ser Leu Ala Val Ser Ala Gly

-218 -
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1 5

Glu Lys Val Thr Met Ser
20

Arg Thr Arg Lys Asn Tyr

35

Ser Pro Lys Leu Leu Ile
50
Pro Asp Arg Phe Thr Gly
65 70
Ile Ser Ser Val Gln Ala
85
Ser Tyr Asn Leu Tyr Thr

100

<210> 144

<211> 113

<212> PRT

<213> Artificial
<220><223> Description
<400> 144

Asp Ile Val Met Ser Gln
1 5

Glu Lys Val Thr Met Ser

20
Ser Asn Gln Lys Asn Tyr

35

Ser Pro Lys Leu Leu Ile

50

10 15
Cys Lys Ser Ser Gln Ser Leu Leu Asn Ser
25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln

40 45

Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
75 80
Glu Asp Leu Ala Val Tyr Tyr Cys Lys Gln
90 95
Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys

105 110

of artificial sequence: Translation of PCR product

Ser Pro Ser Ser Leu Ala Val Ser Val Gly
10 15
Cys Lys Ser Ser Gln Ser Leu Leu Tyr Ser
25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln

40 45

Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val

55 60

Pro Asp Arg Phe Thr Gly Ser Gly Ser Ala Thr Asp Phe Thr Leu Thr

65 70
Ile Ser Ser Val Gln Ala
85

Gly Tyr Ser Tyr Pro Tyr

75 30
Glu Asp Leu Ala Asp Tyr His Cys Gly Gln
90 95

Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile

-219 -
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100

Lys

<210> 145
<211> 113
<212> PRT

<213> Artificial

105

on
Ju
Jin
Qi

110

<220><223> Description of artificial sequence: Translation of PCR product

<400> 145

Asp Ile Val Met Ser

1 5

Glu Lys Val Thr Met
20

Ser Asn GIn Lys Asn

35

Ser Pro Lys Leu Leu
50
Pro Asp Arg Phe Thr
65
[le Ser Ser Val Lys
85
Tyr Tyr Ser Tyr Pro

100

Lys

<210> 146
<211> 107
<212> PRT

<213> Artificial

Gln Ser Pro Ser

Ser Cys Lys Ser
25
Tyr Leu Ala Trp

40

Ile Tyr Trp Ala
95

Gly Ser Gly Ser

70

Ala Glu Asp Leu

Leu Thr Phe Gly

105

Ser Leu Ala Val Ser Val Gly

10 15

Ser Gln Ser Leu Leu Tyr Ser
30

Tyr Gln Gln Lys Pro Gly Gln

45

Ser Thr Arg Glu Ser Gly Val
60
Gly Thr Asp Phe Thr Leu Thr
75 80
Ala Val Tyr Tyr Cys Gln Gln
90 95
Ala Gly Thr Lys Leu Glu Leu
110

<220><223> Description of artificial sequence: Translation of PCR product

<400> 146

Asn Ile Val Met Thr Gln Ser Pro Lys Ser Met Ser Met Ser Val Gly
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1 5

Glu Arg Val Thr Leu Thr Cys
20

Val Ser Trp Tyr Gln Gln Lys

35

Tyr Gly Ala Ser Asn Arg Tyr
50 55

Ser Gly Ser Ala Thr Asp Phe

65 70

Glu Asp Leu Ala Val Tyr Tyr

85
Thr Phe Gly Ala Gly Thr Lys
100
<210> 147

<211> 324

<212> DNA

<213> Artificial

10
Lys Ala Ser Glu Asn
25
Pro Glu Gln Ser Pro

40

Thr Gly Val Pro Asp
60
Thr Leu Thr Ile Ser
75
Cys Gln Gln Tyr Tyr
90
Leu Glu Leu Lys

105

15
Val Val Thr Tyr
30
Lys Leu Leu Ile

45

Arg Phe Thr Gly

Ser Val Lys Ala
80
Ser Tyr Pro Leu

95

<220><223> Description of artificial sequence: codon optimized nucleic acid

<400> 147

cgtacggtgg ccgctceccag cgtgttcatce
ggcaccgeca gegtggtgtg cctgetgaac
tggaaggtgg acaacgccct gcagagegge
agcaaggact ccacctacag cctgagcagce

aagcacaagg tgtacgcctg cgaggtgacc

agcttcaaca ggggcgagtg ctag

<210> 148

<211> 107
<212> PRT

<213> Artificial

aacttctacc cccgggaggc caaggtgcag
aacagccagg agagcgtcac cgagcaggac
accctgaccc tgagcaaggc cgactacgag

caccagggcc tgtccagecc cgtgaccaag

ttcceeecca gegacgagea getgaagtcece 60

120

180

240

300

324

<220><223> Description of artificial sequence: codon optimized protein

<400> 148

Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu
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1 5

Gln Leu Lys Ser Gly Thr Ala
20

Tyr Pro Arg Glu Ala Lys Val

35

Ser Gly Asn Ser Gln Glu Ser
50 55
Thr Tyr Ser Leu Ser Ser Thr
65 70
Lys His Lys Val Tyr Ala Cys
85

Pro Val Thr Lys Ser Phe Asn

100
<210> 149
<211> 981
<212> DNA
<213> Artificial

<220><223> Description of artificial sequence: codon optimized nucleic acid

<400> 149

10
Ser Val Val Cys
25
Gln Trp Lys Val

40

15

Leu Leu Asn Asn Phe

30

Asp Asn Ala Leu Gln

45

Val Thr Glu Gln Asp Ser Lys Asp Ser

Leu Thr Leu Ser

75

Glu Val Thr His
90

Arg Gly Glu Cys

105

ggcccaageg tgttccececect ggeccccage agcaagagcea

ctgggctgece tggtgaagga ctacttcccc gagceccgtga

gccectgacct ccggegtgea cacctteceece geegtgetge

ctgagcagcg tggtgaccgt gcccagcagce agectgggea

gtgaaccaca agcccagcaa caccaaggtg gacaagagag

aagacccaca cctgccccce ctgeccagec ccagagetge

ctgttcceec ccaageccaa ggacaccctg atgatcagcea

gtggtggtgg acgtgagceca cgaggaccca gaggtgaagt

gtggaggtgc acaacgccaa gaccaagece agagaggage

gtggtgtccg tgcectgaccgt getgcaccag gactggcetga

aaggtctcca acaaggccct gccagecccc atcgaaaaga

cagccacggg agccccaggt gtacaccctg cceccccagec

60

Lys Ala Asp Tyr Glu

80

Gln Gly Leu Ser Ser

ccagcgegegg
ccgtgagcetg
agagcagcgg
cccagaccta
tggagcccaa

tgggcggacc

ggacccecga
tcaactggta
agtacaacag
acggcaagga
ccatcagcaa

gggaggagat

95

cacagccgece
gaacagcgga
cctgtacagc
catctgcaac
gagctgcgac

cagcgtgttc

ggtgacctge
cgtggacggce
cacctacagg
atacaagtgc
ggccaagggc

gaccaagaac

- 222 -
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360

420
480
540
600
660

720
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caggtgtcce tgacctgtct ggtgaaggge ttctacccca gecgacatcge cgtggagtgg

gagagcaacg gccagceccga gaacaactac aagaccacce ccccagtget ggacagcegac
ggcagcttcect tcctgtacag caagcectgacc gtggacaagt ccaggtggceca gcagggcaac

gtgttcagct gcagcgtgat gcacgaggcec ctgcacaacc actacaccca gaagtccectg

agcctgagec ccggcaagta g

<210> 150
<211> 326
<212> PRT
<213>
<220><223>
<400> 150
Gly Pro Ser

1

Gly Thr Ala

Val Thr Val

35

Phe Pro Ala
50

Val Thr Val

65

Val Asn His

Lys Ser Cys

Leu Leu Gly
115
Thr Leu Met

130

Val Ser His

145

Artificial

Description

Val Phe Pro

5

Ala Leu Gly
20

Ser Trp Asn

Val Leu Gln

Pro Ser Ser

70

Lys Pro Ser
85

Asp Lys Thr

100

Gly Pro Ser

Ile Ser Arg

of artificial sequence:

Leu

Cys

Ser

Ser

55

Ser

Asn

His

Val

Thr

135

Ala Pro Ser Ser Lys

10

Leu Val Lys Asp Tyr
25
Gly Ala Leu Thr Ser
40
Ser Gly Leu Tyr Ser
60
Leu Gly Thr Gln Thr

75

Thr Lys Val Asp Lys
90
Thr Cys Pro Pro Cys
105
Phe Leu Phe Pro Pro
120
Pro Glu Val Thr Cys

140

Glu Asp Pro Glu Val Lys Phe Asn Trp

150

155

780

840
900
960

981

codon optimized protein

Ser

Phe

Gly

45

Leu

Tyr

Arg

Pro

Lys

125

Val

Tyr

Thr Ser Gly

15

Pro Glu Pro
30

Val His Thr

Ser Ser Val

Ile Cys Asn

80

Val Glu Pro
95

Ala Pro Glu

110

Pro Lys Asp

Val Val Asp

Val Asp Gly

160

- 223 -
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Val Glu Val

Ser Thr Tyr

Leu Asn Gly

195

Ala Pro Ile
210

Pro Gln Val

225

Gln Val Ser

Ala Val Glu

Thr Pro Pro
275
Leu Thr Val
290
Ser Val Met
305

Ser Leu Ser

His Asn Ala

165
Arg Val Val
180

Lys Glu Tyr

Glu Lys Thr

Tyr Thr Leu

230

Leu Thr Cys
245

Trp Glu Ser

260

Val Leu Asp

Asp Lys Ser

His Glu Ala
310
Pro Gly Lys

325

Lys Thr

Ser Val

Lys Cys

200

Ile Ser
215

Pro Pro

Leu Val

Asn Gly

Ser Asp

280
Arg Trp
295

Leu His

Lys Pro Arg Glu Glu Gln

170

Leu Thr Val Leu His Gln

185

Lys Val Ser Asn Lys Ala

205

Lys Ala Lys Gly Gln Pro

220

Ser Arg Glu Glu Met Thr

235

Lys Gly Phe Tyr Pro Ser

250

Gln Pro Glu Asn Asn Tyr

270

Gly Ser Phe Phe Leu Tyr

285

Gln Gln Gly Asn Val Phe

300

Asn His Tyr Thr Gln Lys

315

- 224 -

Tyr
175

Asp

Leu

Arg

Lys

Asp

255

Lys

Ser

Ser

Ser

Asn

Trp

Pro

Glu

Asn

240

Thr

Lys

Cys

Leu

320
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