_|’=':'.'1F|_
S=2E35| 10-2445255 EE’&E-

0 (19) HINZESF A (KR) (45) T 2022:4099228
(11) S=H3  10-2445255
(12) 55533 H(Bl) (24) 5297 20229099159
(51) = A58 &F(Int. Cl.) (73) &A=
AGIK 47/68 (2017.01) A6IK 31/357 (2006.01) dzto] dA=T] WURAHE 7}E A7) 7}o| A
AGIK 47/65 (2017.01) CO7K 16/28 (2006.01) PRI Tgw Bga mo|Al7bet 4% v 64 101
CO7K 16/30 (2006.01) CO7K 16/32 (2006.01) (72) w2}
(52) CPCE3 QR o, ox,
AGIK 47/6889 (2017.08) 5 A1 = pe w oEgo] 3=
AGIK 31/357 (2013.01) ‘;}gz 19422 Aol B i A EHQ] d=
(21) Uz 10-2018-7028407 g2
(22) ELAA(A]) 2017303€02¢ — o)) =
AT A 202040291269 ;;;E 19086 AAHyols AYEE AojB = <l
(85) HYEAZEUA 20181104 02¢ (Fvlo) A=)
(65) &7/ = 10-2018-0115330 (74) Walel
(43) ML A} 20181110¥22¢ A7) o] &g, oA
(86) =AZEYUHS  PCT/US2017/020529
(87) =FAE/MNAE WO 2017/151979
TAFNLA 2017309408
(30) -MHF%
62/302,562 20161039029 W= (US)
(56) MY7lEz:=AHEA

W02014089335 A2

AN ATY S F 0 Y Ak ol
(54) W3l WA ARV GA-FE ZFACE 2 A B

(57) 2 o

A FUT Y EA AAY Feol= £8A dstol AFSHI/HAL F-FEYU FF BHL ATHE A
2 9 A-oFE 2FANEA ANEG. YA Sa W GA-ofE 2Fo|E oA B Wolofeg =
ot W XA GU-0d A% Som uAskd £ Ak, ¥ ANRES bR B BAMAA ATH FA-oF
B 2FA0E Folo] oa ¢hel AzelA AHgEH] A% Wy L 2YBA @ Aol



(52)

(72)

CPCE & &+

A6IK 47/65 (2017.08)

AGIK 47/6803 (2017.08)

AGIK 47/6849 (2017.08)

CO7K 16/28 (2013.01)

CO7K 16/30 (2013.01)

CO7K 16/32 (2013.01)

CO7K 2317/14 (2013.01)

CO7K 2317/565 (2013.01)

CO7K 2317/92 (2013.01)

ey

A<E, gUd, HE1.

H= 01845 wiARFAl =T w2 REH I EE
el 105

2E29x), AolA

vl 19096 A E Yol 9= {3 101 HAE
°T & 1219

=

o oX
=
o
un)

ME ol=E

1810 HjAFFA=F A=

52 W

SE= 53 10-2445255
HelgYy, $EZ

= 01810 WiAFEA=F A=W dlo] Z¥ ¢l 2=
137

-7, BEAH2

w3 19382 WY olg Y2E A ~F #333
o, WEA ~EZE 890




S=S5| 10-2445255

Al A

e

AT 1

st7] 2 (19, 3A-oFE ZF7|0|E:
Ab-(L-D), (1)

o714 Abe= Zhgb WP Al=Ele] o3 AejE wiel Zo], MY A WHE:2 (HDR1), AE A¥ we:3
(HCDR2), ¥ A9 A8 W3F:4 (HCDR3) 9 opn]mit NES XE3ele= T drAd A4 99 (HCDRs); %
Ad A8 W57 (LCRD), AE A W8 (LCDR2), B AE 2 W59 (LCDR3) 9 ofvliit EE 23t
= 379 A drA AA 99 (LCDRs); TE, IMGT ¥wW® Alxgle] os) AHod wiel Zo], Mg 2
M5 :13 (HCDR1), AE A W14 (HCDR2), B AE A W15 (HCDR3)S] ofv| it NES x3ste 370
o] 2 AEA AR 99 (HCDRs); 2 AQ 21" W35:16 (LCDRL), AQ 2 W3:17 (LCDR2), Z Ad 24
W5 118 (LCDR3) 9] ofv]x=qt AEE Edtate 3709 A FEAd 24 49 (LCRs)E X3k iAg d-&9
E &4 &3 @A == o] iAst Fd-AF whHoli;

(]

|

Le @A %3 7], 2dold 49, L AWbsE AW T¥se Ak 9Aclm, o714 (1) @A
=L
=

= (PEG) RolojE &

Fe o
oot DY

A7 10 QQolA, p7h 3 i 491, FA-oFE ZFIolE,

273 3

A7 1ol oA, A e FU-Ad dde] dA B Tl AAHE, FA-FE FAE.
A7 4

A7 1ol deiA, (1) A F3 7F ARA R e e eR
(i1) Holk shpe] AuolA filo] AAAow we hgsos 4
4 = 3

3 fulo] Ao L 7o R JduEdd AdEE, IqA4-%E ZFAE.
AT 5

AFG 100 Q1N 37 FA EE ] =
obolA GEZ 47 AU filol MAHE, P

AT 6
A3 1] 9o, A7) PEG RololEl7} —(PEG),-& E3sta mo] AS 1 WA 1021, 3A-¢kE ZFAoE .
AT 7

A7 60l AN, m o] 27, FA-F= FFAE.

-
odt
—_
2
b
2
o
0%
N
[>
i)
S
o
o
L
S
ot
2
-z
By
N
=
s
|
[>
i)
S
o
Jo
i
Ll
offt
o,
0%
N,
ot
2
b
rir
ot
(e
|
(b



10-2445255

s=s4

B

0

0

1

F A7} Mal-(PEG),-Val-Cit

1

pud

ke)

L

}71 pAB7} A A ]

o

7t
7] pAB7} C-35 o}

471 A7t
371 ZFACIES

A

=
T

o 3lolA,
o glofAf,

1001 oA,

120 1A,
Fo12el ol A, @AM G

F 1ol 9lolA,

F 1590 Slo1A,

F 1ol glejA,

F 12
[e]

[<]
} 15

1
[<]

[<]
1

[}

5
&
5
&
5
&
5

S,

?_
:l_L
:l_L
h_]_L

E.
T

J

P

J

P

J

A

(e}
o
(e}
=]

HEd5A 7k (pAB)

A3 10
ATE 11
A3 12
A% 13
A

FACE.
AT 14
AT 15
A

A3 16
AT+ 17
A

A3 18

%

2|

el

I

2]

]

250l

A7 19

Ton

ey

9 (LCDR3) <] o}w] =4k

=B e

]

o A
2

1 Aolx kel o],
:8 (LCDR2), & A

|

_04

7ht HE R AlE
]

R
-

A3 20

Ab—-(L-D), (1)

17|14 Ab

(HCDR2), % A< 21¥ W3 :4 (HCDR3)2| olu|iw=Ak



SEE530 10-2445255
= 39 A drA AA 99 (LCDRs); TE, IMGT ¥W® Alxaglo] o) AHod whel fo], Mg 24
W13 (HCDR1L), A< A" Wsi:14 (HCDR2), % A4 21 W& :15 (HCDR3) <] ofn =it M ES xsl 371
o] 2 AEAd A4 999 (HCDRs): 2 A< 2 W5:16 (LCDR1), A¥E 2 W35 :17 (LCDR2), 2 A< A4
H5 118 (LCDR3) 9] ofv] it AEE& Egtale 3709 A FEAd 24 49 (LCRs)E X sk WiAlg d-&9
E FEA &3 A == oo WiAlst F-Aj}; wola;

(]

|

= oy Edo|a;

)

)

L& Mal-(PEG),-Val-Cit-pABE X &el: dAukrlssdt &7 o]

K

p= A 1WA 84

A7E 21
ATY 2090 QoIA, B7) FA EE FL-2F vl A AE WEie bt NS TPk B4
Wodd, 9 A9 4w Wil opwa Ade zaes A W 99 xgee, Aok

A3 22
A 200 dojA, A7) A e FY-Ad dHo] Qt g6l T EW =del 2 A3k 1g Jhuk A B

AT 24

g AEo2A AT 1 A 23 F o= 3 o] gA-kE IFAE E A H o 3 EEe FEA,
e AEAA FA-= SFTACIEY Ft prb oF 3.2 WA ¢F 4,421, HFae AV FA-E ST E
g ¥l ZAES X, ZUOE F&A duE Hds s S AT AT HAEH 2AE

AT 25

A 2400 oAl A7) ol 9 oF, v ¢, #H o, AR o, 4% o, AU &, #H JtEA e =,
T FEEQ, A 2AE

A3 26

A 2400 oA, A7) o] A TdAh oF, B OAE dA o, H-2 AXE 9 o, A 24 5 o, Be

N AU Eel, FAEE 2AE.
AT 27

2FAo S Heshe 24 % 4
Fohe, TH 1A 23 F o= @ P FA-E 2FACE, ©

7k oF 3.2 WA oF 4,491, Bl 3] GA-okE EFEACE

o

A3 28

g4 AEorAM 7] A4 (1)9 H479 -8 SFAES Egdle FAES X, ZUoE &8
A LdytE 3 gL A7) ¥

Ab—-(L-D), (1)

o714 Abe, FHb W E A|2=gld 93] AHeolH wiel o], AE AE WE:2 (HCDR1), AE Ad ®#H3E:3
(HCDR2), ¥ A ¥ 2 ¥4 (HCDR3)Y obvx=Ait MEE xststs 3719 S drAd 274 99 (HCDRs); ¥
A 2 W57 (LCDR1), A¥E A9 HZ:8 (LCDR2), ¥ A9 A HF:9 (LCDR3) Y oln it Jg& *x3Hs}
= MY A ArA Z2AF 99 (LCDRs); T, IMGT 993 Alxgo] o] Holwd uiel o], ME Ad

_5_



S=S5| 10-2445255

W13 (HCDRD), A 2" W14 (HCDR2), B A4 A8 WE:15 (HCDR3) Q] opn] it M H& E sk 370
o] F2 AR ZAA 99 (HDRs): 2 AQ 2 W5:16 (LCDRD), Mg 2 HF:17 (LCDR2), 2 A4 24
W5 :18 (LCDR3) 9] obn| =ik M AS Eebsh= 3719 A drAd A4 99 (LRs)E EFah= viAst IF-Z4

15 84 9 GAl EE ool YA FA-AF vl

o
<l

= g Edoe]ar;

S
rl

L& Mal-(PEG),-Val-Cit-pABS X &el= dAuhrlsst & 7o) a;
p AbE -L-D HolojE]e] Pt Fro]al, of7]A]
Z}-

= =i
o 4.40)aL; A7) Wt prh 24 A3 ARvEINY -0

A
A%+,

AHA]
273 33
AHA
A% 4
AHA]
AT% 35
AHA
A7 36
AHA]
AT 37
A4
A7 38
2HA]
AT 39
A4
7% 40

AL



7Y 41
2HA|
AT 42
21
AT 43
2HA)
7Y 44
21
AT 45
247
AT 46
217
AT 47
247
AT 48
2+
AT 49
247
2T% 50
21
Z7+% 51
247
3T 52
217
2T% 53
2HA)
7% 54
217
7% 55
A1A]
7% 56

AL

S=S5| 10-2445255



AT% 57

2HA|

21
A7 59
2HA)
27% 60
21
A7% 61
2AHA|
AT 62
217
7% 63
247
3T% 64
2+
2T% 65
247
3T 66
21
AT 67
247
3T 68
217
2T 69
2HA)
AT 70
217
AT 7
A1A]
AT 72

AL

S=S5| 10-2445255



A7 73
2HA|
ATE 4
21
AT 75
2HA)
AT 76
21
AT 77
2AHA|
AT 78
217
A7 79
247
3T 80
2+
2% 81
247
T 82
21
2T 83
247
AT 84
217
AT 85
2HA)
3T 86
217
AT 87
A1A]
7% 88

AL

S=S5| 10-2445255



A7 89
2HA|
A7 90
21
A7 91
2HA)
AT 92
21
A7 93
247
ATE %
217
A7 95
247
T 96
2+
AT 97
247
AT 98
21
T3 99
247
ZT% 100
217
A% 101
2HA|
i (17
217
A3 103
A1A]
AT 104

AL

_‘IO_

S=S5| 10-2445255



A7 105
2HA|
273 106
244
A7 107
2HA)
27% 108
244
A7 109
2HA)
A7% 110
244
A7 111
247
AT 112
2+
A% 113
247
2T 114
21
AT 115
247
2T 116
217
A+ 117
2HA|
AT 118
217
A% 119
A1A]
7% 120

AL

_11_

S=S5| 10-2445255



A7 121
247
A7 122
244
A7 123
247
AT 124
244
A7 125
247
27 126
244
A7 127
247
AT 128
2+
AT 129
247
2T% 130
21
AT 131
247
AT 132
217
AT 133
2HA|
AT 134
217
7% 135
A1A]
7% 136

AL

_12_

S=S5| 10-2445255



AT 137
2HA|
273 138
244
A7 139
247
A7 140
244
A7 141
247
AT 142
244
A% 143
247
AT 144
2+
AT 145
247
2T 146
21
AT 147
247
T 148
217
AT 149
2HA|
AT 150
217
A7+% 151
A1A]
AT 152

AL

_13_

S=S5| 10-2445255



A7 153
2HA|
7% 154
244
A7 155
2HA)
A7 156
244
AT 157
2HA)
A7 158
244
A7 159
247
277 160
2+
273 161
247
2T 162
21
273 163
247
3T 164
217
T3 165
2HA|
3T 166
217
AT 167
A1A]
7% 168

AL

- 14 -

S=S5| 10-2445255



A7 169
2HA|
277 170
244
AT 171
2HA)
AT 172
21
A% 173
2HA)
AT 174
217
A% 175
247
2T 176
2+
A+ 177
247
AT 178
21
AT 179
247
3T% 180
21
AT 181
2HA|
AT 182
217
A3 183

247

yige] Hy

_15_

SE=S35 10-2445255



[0001]

[0002]

[0003]

[0004]

[0005]

[0006]

[0007]

[0008]

S=S5| 10-2445255

HAL sl $-AAY o]He FAIL: nFES 7lEY WHE 62/302,562 (2016 3€ 29 &9, 2 AA W
&2 WA Aol a2 AYH)

2 IIAE2 Q7F s I3 ¥4 oY FHolE 84 4uE AT/ AIAY F-FEY IFE &
A AFste dA FE ZFACIE (ADCs)ol T3 Ao}k, B JIAWEL F7l2 FEY W 93] Zwo]
E 84 dys BFA L/ A AY AEE & wolEol: ko] X8 2 AdoH #F83 uhE 2 A=
A3 Aol

Hl 4 7] &

2, 2012l ohiEf 14 wiwk Algfek A R 8.2 WiRk - E Abgo R HAAAAR] o] dhE

H A Sl Ak, & Abge] 7P &gk A2 1719 OFOM #H (1.59 ¥Rk AR 2E (745,000 AHE); 9
(723,000 AFE); A& (694,000 AF); 59 (521,000 AP = A (400,000 AR . AlgFEk oF Abe
=, dmbch tiEF 22 Rk A3 oF At (World Cancer Report 2014)E%, t}2-9] 2009\d H<F oF 7099+ 9

=

9 AR F

P

rlo
o
)
B
r 2,
lo,
o

Lo
B
ol
lo
MR
oM,
o
[>
r )

olr Ep A
Rl
o

o
3

(2014) Mol. Cancer Ther. 13:275-84). Z173<]
A, FEH Agsta 2R AA 7]

Ed gAA 2 & vALE-zAstE AAE %94 A

(Dumontet and Jordan (2010) Nat. Rev. Drug Discov.9:790-803).

dn 2 off R 1o o of m
o 1By
=)
Fel
Mo
i
i
rO
:Cg
o2
)

ZHolE F&A 43 (FRA+ ZHEE ZFA7E S8 IZEATEHYO| AIE (GPI)—O&@FJ q g goln),
Ao 2 A 2] AESA FRAS] HEo] A A oldlE A %= o, A xR A-ddHbn: A
A 7]9e] Ui ko] =& Wi So A (0'Shannessy 5. (2013) Int. J. Gynecol. Pathol. 32(3) 58-68),

v ool vl-A AXE ¥ dFo] wWE S|4 (Christoph 5. (2014) Clin. Lung Cancer 15(5):320-30). FRA:=
Lt A Aol A AgE HAE ZEeTh. ol 5L FRAE oF WHL S wEA Ao R v,

AEdFAA A B9 A AR 584 2 (HERDE A3 &3 A% QA =84 (EGFR) Aol &3te 9
= g 2a 71yA] FEA5 A393} (King 5. (1985) Science 229:974-6). HER29] ¥utal& A=k <lx} Al
SHY A=, oo PIK-AKT-nT0R A= 744 &A48E 7tssiAl ata, 284 o, A54 §3%
o A 2005 T, B N FFHO gelN FFLA =tolMEA o] &gttt (Slamon F. (1989)

Science 244:707-12; Gajria and Chandarlapaty (2011) Expert Rev. Anticancer Ther. 11:263-75). HER2 T%
o] A%t wAAFS wiMFdheE S AEHH, HER2E oF ARE 9l5te] ® the §3e Aol

og, TF Az i =4 FAS 7R A sbes Aedd. seEes 4
=M FTF AFE AN 5 AL, QA7 oF B A5l 78S 4 U
g J§
ddstel= A

74 §Ed T

2 AANES v FAeR FF A
T gA-FE ZFA0E e @
3 o

s

[e3}

S - R H
v FA-FE ZFACNE 3=
o}

_16_



10-2445255

s=s5

9]

AL
fhn 5N

o] 24 ADC7} Al

ol wiAlst %

olojA,

a

VS
~

A
%

o,
]_

o
pil

BRIk

L
L

o] -0l A

%8}

A3Z

It

F MEE
(<))
.
A=

[¢)

=

L
o

g 1 WA 20
TRl A,

o gl & o],

p
pE
=]
T

L

D=

]

Ab-(L-D), (1)
1714 Ab

D
L
[e)

[0009]
[0011]
[0012]
[0013]
[0014]

[0010]

TR N T e N T Am i ) R R
TH Rk me 0Py TR Mg B P Eead T
n W =P H T g Copa s < o N K B HT;ﬂW o T mmﬁ.
_E ERxT_ e kT Rz FE o P T e O
de]l T T momﬂmrwﬂaﬂ_mﬂ ﬂo%& NIMWF(NM Wgaaoﬂ;l_wmu Wﬂdu
oo B P2 me B %o B P T % 8 w 3 o C P I oy
H T T o X wr 2 S £ 5 a .o
1l 2 < Yool & = |1 = B o = (G .
ol o =t ~— o ° b o X ~ = o — = %0 mow
B I e ﬁoiq = ] & X — - 0T = .2 ok
Jo HT]_E%A%L iod i+ = - 2= X ®m =T = ~ N9
T i sl - = —~ X B TS =
PR TYg¥wmash P Tuw TEL T M pomimE %
0 (o) f . . = I — &
e ST eEeT® o gEd . Zwme Qw gl LBLogA
o = ) bl e w N B o Gl oF g ¥H = 5
Ty o SnFALHZYTY LM . oy g o S TS, 20
PE s BPART MBS Tl Tad ®x L T
.= R N ) I W zogn wr RS =
T = ° ;77%%%4@ S B T F Mo 2T =T w5 o
= = Mo or or B ke - KT g T ~ - T op A oo o
° = ™o ok < HE BT T o= o= Ko a4 iy
W ‘Blvi‘Bl,x7 oE = B lo ’n ) ~ N0~ O R
B | —_ ! w S ]]ﬂr S 7 X o
N NI LT BEW T ey 5w e X
r w oo o LTm N WCa T T SHagzET T o
- zm M MRS Smmer oy R Y o e CaC TR
o+ RV —_ i Jo T = o 9 - N Wogp £ 2 o) ry
P R T R TEE o BB o TR CEXT TS
T pkmlrmwle Fom Ty BT m oy Loy
AR ﬁraﬂﬂrwﬂ?@éﬂ@ Bugumjtu m,#duwmﬂ_o RIS E%Lmﬁ z & mé "
M RepwTLER D ﬂmﬂﬂ% SF oy Py Uwales o
! — N3 ~ = = !
_@c% xj.ﬂﬁ. ,ﬂﬂmﬂ%% oolr_,i Ho%ga %L dy o ER: B B :om_um
o P RT T WK Ear._m/x ° X e oo o U B
: T BB AR A : T s M O
(L B T % G’ bom e k) = = oW =% A
éa] M Mr\_dujlm_c_ﬁﬂaﬂdd ‘olﬂ_mu;zﬁ Bl\.klmbEu.\. EE‘MH UM%HoMEE ,.%EWW
B3 o%%@aﬁ.%%ﬂwﬂ mavi%? S5 \uﬂa A m#rOJl,)z T N
w2 w T £ L WT s Mg SR oy ko83 E =
WS SLCEHT. T o = ;&Uﬂ% N o o o HAaﬂd.(_\w%u
B PETITT o pow Jo = o o o/ KX R g
i N SN e M T e O S KR RS R e T o e S e
= o Ludrﬂx - B e K T E ok ow B =B e ,%al
4% @ Mo %frﬁmm% W = o %wm ) T g o _EPLBT = umﬂ
° — W = o No No 2 2 2 ~ B SRNCTREI p PR oy ©
PP SITELLEEY TRR, n<icz e REell,xo
z ) o ‘o L B T W oy B 3 =y T = < e 2w
T W ﬂM%%é%&ﬂé Ful e Tl 8 g % Qmi%ﬂ o
= = m o O X e i el ™ T K aoﬂlav CB
g ] Moo w
Ml 2 Jo W = I e M 5 o - R
o < — o WE R K R 2P ET g T BT S E g L
Py AP - X TME © o LT Ny & X
R T2 RS R BEONR Tt om B TEESETS T
5 wER - m ey T M=z 5= _ 0w L - X
duﬂWJlL UEL Jl_._ﬂbn 8 E,.# E,DI jant ‘Iﬁi ~—
e~ B o - X B 1K o @ O - SR s X =
N B = A 11]4&‘_&11»‘ X 8- — = W = T = 2
_LHT 1|1r71_m~|%o‘woﬂﬁq;e‘ul JIOWUJA JI .ok K % JIHT‘BI‘H‘OI ‘@lﬂ
QME . o . E_.Mﬂﬂﬂéa o ™ d|¢| v S R mEq‘_.ro o o we
e o R I R RO T R = T .35 x B .
W R PRAAMTTET PN W B E N BT YT R T

[0015]
[0016]
[0017]
[0018]

ADCO] ol &7 ofE HoJojE|d] A3

_17_

L
L

LLololE
A BololEle] A om AALAY o)A

i

kel
i

L

147 23 0]

-9

s

G4 Aekrt
T,

el A, 247

L

L

eflell A,
ELo]ofE]

T3

i

kel
pid

=]
T
=

Q]
7Fs

[0019]



[0020]

[0021]

[0022]

[0023]

S=S5| 10-2445255

Tl A, A7]-3] A Aufo]A iyl p-opr| =l = el M, Ar]-3 84 =
ol F3 p-op =l A SA7tR Y (pAB)E EFTE. H 7oA pAB=, A ?%01101]*1 dd7bsgh Rl

oS dEE¥ ohm HolojElel] FAAZIG. AR FdAN, A bt HolojEs A bed el
FololH, 1E 9, oblmal et AF TN, Y= Val-Cit-pABE EFRATE. AHF TN,
B Mals &8 FA Rolojele] J71& A7) Val-Cit-pAB B PEG 25o]A HRS 33t

A5 AN, p= A 1WA 6, 2 WA 5, B wEAsE, 3 A 4otk R e, pi= 4]
O 5 M, ACse] F& ATEa, B EellA] B p= oF 4 (S SW, 3.5-4.5, <7d] °F 3.8)0]
ooy e, FA= Mal—(PEG)g—Val—Cm—pABvE— rgetoh. dF FddelA, FA= Mal-(PEG),Val-

Cit-pABE ¥ &3l p= 4o0ltf. AF FdAo A, ADCse] & AFE L, o714 Z+22] ADCE Mal-(PEG),-Val-
Cit-pAB HAE Egslar, ZolA Hif p= oF 4 (oS &9, 3.5-4.5, oA < 3.8)0|t}.

?éﬂﬂﬂfﬂw ADCO] WAst A e WAls dY-43F

(FRA) A = A3 & d¥olar, FRA-EE F4 AIXE Z2¢AZ 4 Ao (5, ADCE FRA-EE A
A5 FHdo A, 3-FRA Ab FolojE #

=

o

l
O b1 poh pob (fom &L oHo
N
olr
b
= ot O

O
=

=31
2
ot

e, [”E
£
TR
l r i and hq
N2
rlr o o
R
m 2
o
it (0
rd
N
oy 1

oot

foox ofN Lo b bk
&
SN
tlo

o folr
o
o
o

)

o
A

el
o)
N
N
olr

o Ko
ol
A

ol [ o [y
=
=
a2
i3
e}
N
rN
o
=

Mal-(PEG),~Val-Cit-pAB®]t}.

A5 oA, WAs A e UAs Fd-23 dHE ZYolE F&A ¢

TF AEE AT, A3 FddolA, WAt FA == UiAs FA-AF dEe 3 T4 Y

(CDRs) % 3 74 CDRS% xEeta, o7, Jhk | A"l oa] geojH

A WF 28 FAEE F4 R1, A9 A4 W3:308 FAYE
%4 CDR3S ¥&38tx; 3 A4 (DRseE A A¥ 372 FAE

A4 CDR2, 2 A A w592 P 44 (R3S XgsAY; T o974, INGT @W ™ Alz=gle]

ol BM Zol, 2 C(DRs= Ad d‘ﬂé HE: 1302 FAEE 5 RL, AE A¥ HI: 142 TAY
CDR2, ¥ A4g A M3:158 FAYE 54 CDR3S E3+atar; A4

7341 CDRl A A w172 FAEE E DR2, 2 A4 Ad
éT TadelA, WAt FA we WAst FA-2F S A7k = 1]0‘ SE! H?g% xEei, o

, WAsE A = UiAs dd-AF Gl Ad A wsi23e] F4 7
b =HQlS Esheth. dF FE ol A

Tl F [g 7tk A B =Eels X3

W w5239 4 b =Rl 2 AE A

A 713/ A 71 A Y Aol diste] 24 . 3 o

depd-d| Aetd-glal-ol AT 2 EA (AHKD) (A A 3

0" Shannessy %, (2011) Oncotarget 2:1227-43). AX F3do|A, YAIs} A T= UAs 3+d-

2 NISQEAHKDVSYL (M 21¥ WH35:366) E3els= ouEL Agsir)

A o W WAt A s At dd-23 9 WAsh d-FrRA A e iAls dd-23 9
ool A, UAlst dA = WA FL-ZAd FdHe 3 T3 CDRs E 3 A2 CDRs

Htﬂﬂ Alz=®oll of&l] AejH wiel o], T2 (DRse= A4 *4%‘ Mo 22 FAEE 4 (DR,
3302 FAHE F3 R2, # AE AE Hs4E e T (DR3S X33t

ol
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73‘441 CDR3S XEF3IAY; Ei= o7]A, INGT ©HE Al=Elof] o3 Aojd upe} Zo

113082 FAEE F4 DRI, A9 A I 142 FAYE =2 CDR2, 2 MY 2¥ H3:158
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CDR2, ® AE 2 3182 FAH+= A (R3S Xestal; H#HE Mal-(PEG),-Val-Cit-

B 157

i
3
g > g

FE rrone

EERY
4]
4]

oo -

on o

;,gé.j

_18_



[0024]
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[0026]

S=S5| 10-2445255

PabZs EFalar; p= 4o|th. AR FA o)A, 18 ZE ADCsY EFS AFHa p= o 4 (2 W, oF 3.8)
ojtt. AR FdAqA, WA FA EE= A3 FU-Z dEHe AE A w5239 F UMH =HQ 2
Ad A W24 A4 VM EWdS xgsit. AR FddolA, UAs dA = uiAs F9-2F 9
2 7t Ig6l FH EWH = F Ig 7t A EW ZudS ¥Eeht, dF FdAOA, WAE &dA Ee
WAzt FA-432 AE A8 5239 T 7 =] 2 MG A W24 A b Edle 23St
= A 54T AYEZE AFATIL/ATIAY Aol diste] AAG. dF ??:54_011011*1, WAs A w
= WAs g9-AF 9 Ad AE WS 3665 EFete oy Exe] Adett. I FAddA, WA &
A e WA Fd-43 9l A AE 153668 s T EZ Ajteitt

Ay Aol A, Ast FA E= WAst FA-2F G A #73) A AR FEA 2 (her2)el At
Xz = UiAE Fe-As 9Ee 3 ) AR
474 99 (Rs) 3 3 24 CDRsE EFskaL, o7]A, 713 wWw® Alxglel] o] Hojd wpet o], F3
CDRsE= M E A W71 745 54 CDRl e 2 722 F3E= $4 (DR2, HOAE AE
WS 7302 FAEE F3) (DR3S EF3haL; 3 43 (DRst MDA WME 742 FA%E 44 (R1, AE 4
H Hs7sR AR dd OR2, 2 AE AE Wsi76eR PAEE A (R3S EdEAU Ee= of7]A,
INGT AW Al=glell ofsf Aol nkeb o], F2 (Rsi= A @ 2P WS 1912 745 S (R1, A< 2
W oWE 1928 FAEE F DR2, 2 A A w1930 A EE F3) (R3S Egshal;
Mg AE WE 1942 FAEE 4 Rl HE @“ﬂé N :1952 FAEE A DR2, 2 Ad A w5196
oF TAHE F4 R3S TP AR PN, A £ A FU-AF gHe
MEE EFerh. AN FEelA, WA A EE LHXHﬁ} FA-AF G2 Ad Al
=l 2 MG A M58 A v mvldls Eeen. AR FddlA, wAs A =
= #

AR FHAo A, WAs & == WA FPU-2F dHE WAS S-her2 A e WA dH9-2F @
ojtt. A FddeA, WAE FA == dAst SY-2F dHS 3 T4 (DRs 2 3 A2 (DRsE X Fshaz,
714, gt AW A|2=gle] &) AFeold wuiel o], T3 (DRsv A4E A H3 712 FA4 =+ 54 (DRI,

Pl

g A¥ WH5:728 FAEE F DR2, ¥ MY A HE:7302 PAEE T4 (DR3S XEgstal; 3 A4
747 FAEE A4 CRL, A9 A8 HE 752 FAEE F4 DR2, 2 A4E A3
4 (R3S EgaA; T o714, INGT @¥ 3 Ayl 93] AHeojd upel o] F
A WS 1912 FAE= S CDRL, AE A Ws1922 P E S CR2, 2 AE 2d
HF 19302 TAEE T4 (DR3S ¥3alar; 24 (DRst= AME AW HE 19472 A= 44 (DR1, A9 2
W W5 1952 FAEE A4 (DR2, 2 Ad 2dE de 19608 FAEE A CDR3S E3sta; H7AE= Mal-

(PEG),-Val-Cit-pABE X &3s}al; pe 40]th. dF FEAoA, 29} 2 ADCse] F2 A&

Al CORs= AlE 2

5]

a5 i pe oF 4 (dE

EW, ¢ 3.8)°th. dF FEANA, WA FA == UAS FE-2F dHS AE AH Hs2re F4 vt

Mol 2 AME A wE:i289] A M Zuds Xssith, dF FEAelA, UAlg A = JAs

-3 HE AT Ig6l T B9 Tl 2 Ig 7 A B9 =dls Esheitt. A5 FEA A,
5 3 r A3te AE A Hei27e F4 7 2 AE A e

3 44 CDRSE i@o}i, A7IA, FH dW R A="le o3 AejE upe} o], Ff (DRs= AE 2E
3652 TAFHE 2 CR1, AE 2¥ HF 6602 TAHE S4 (DR2, 2 A9 Ad H5:672 FAHYE
2 CDR3S xE3alar; 3 A2 (DRse AP A HI:688 FAEE 42 CDR1, AE A¥ HI 698 FAEE
74 CR2, ® AdE 28 Hs 7002 FAHE 73%4] CDR3& XA, T o714, IMGT P Al2=glof
ol Aeold uiel o], F2) (DRseE A A¥ HE:1852 TAHE F4) (DR1, MY 28 M3 18602 T4
= 3 DR2, 2 MY A¥ WHI:1872 FAYE= %—Jﬂ CDR3S ¥315tar; 4] (DRse AME A¥ W5 :188%
TAEE A4 CDR1, ME 2™ HZ:1892 FAHE Z4 (DR2, E M9 2¥ WHE:19002 TAFHE 42
CDR3& A7 FRAdel A, WA &4 ® A TS g A HE 259 S 7

Tl 2 oA A w5269 A b TS Edeth. dF FEA, UAE A B UiAls 3

ofN (L wd kM
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A% g A7 16l T =W =]l 2 Ig 7 A 2 mridle EET. dF FddelA, WAt
A E= WAsE FA-Ade MD AE Mziese] T4 b k]l B2 qE A 5260 d 7 =
A& et A LT AV EZE AFAT| /A7 Al tiste] B At

A5 FHol A, WS A e WAS FU-A3 dHe HAS F-NSIN g =5 WA d9-4F aH
ojtt. dF FAA A, UAlst A e WA FL-ZAd dHS 3 F DRs E 3 A (DRsE X F3aL,
A7|A, FHk AW Ala"le o) Aolwl uhel Zol, F (DRsv AE A8 WE 652 7%= F3 CDRL,
Ad A M5 6602 TdEE S CR2, B AE A ME672 F45HE T3 (R3S 23star; 3 43
CDRs= AM4Y ¥ WH35:682 FAEE A4 (R1, MY A WHE:692 A== 4 (DR2, ¥ A4 A
H3E 7002 74 CDR3& EFsIAM:; e o714, IMGT %

ke| Alz=®lof| oja] eoje ufe} Fo], F

AP M5 185E e T3 ODR1, A 28 HMsi1860% A= T3 COR2, 2 A4 2

= 11882 TAHE 24 CDR1, A4

A 31897 AR E A4 (DR2, 2 AHE 4
(PEG)y-Val-Cit-pABES ¥3}3}aL; pe= 4o0|t}. &

gelel A ACse) ThE A9 Egehs 2ABe B @AMl £ ATHL, o714 2AZAA As)
Bt oFE 4 (BF pt oF 3 WA 4, EE 9 3.5 A o 4.5, Ei o dolk. A FHANA, BF pi
oF 3.2 U4 3.801th, A% FHalo|A, BF pi ok 3.6 WX 4.40]0h

L-DE s 2ol B AN EG ATH, o714 D ol BACl; L Dol THHOR R}
= AWFsE gAelt. A% TAANA, Busksd IAL oPRALe (35 obulo] FHHOE FHAT)
Y FHANM, AWFsE FAE Val-CitE TPV, A FAANA, BWbE FAL PIG 2]
s EFett. dF FEGA, At J7= Mal-(PEG);-Val-Cit-pABE E 3T},

ADC R FASTHOR HEbeR SMA, Aulel, R/EE FYAF TPHE B YRS B GAAeIA

wOIAUg E e Sue, dF 5Y, o AR /A8 AC B3R 2 2YR] diste] A= L Aw
$EE TP E OB SWe A A molojEld] ela) EAsE U, A FRAZ TANIIE el
A5 PES EU. B FAANA, JAE ADCs F o= shtel AwH FEY L/EE dANS Fol
FORM FF AL EE ¢ AT S oA EL AW PHES ATEG E 0E FUL A AT AHE
sto] FRAZ WRAZIE FF A Ex o XS AF W, D AE ACsE AR WYY & BAE A
M oS TEAT. 9 FAANA, e Ak, P va o, TP AL Wk g, w-k AT oA o, A%

= &

=99 a4

= 12, B4 FdddA siAlE vk} Fo], MORAb-003 ADCsE Alxst=dl AFSH WHE F slUE ZASH
of AN, A/ HA ke AsEe W-E S DA kP ARE B gwren RuA #99 Fo A
AT o FERe WA Qo)A 2 T (AT 1619 AN 2 4 / I A 23 A 2L F4 A
A/ HL ARDE AAsHE A7 tATtelE AR $AMoR AAAYWA, Ay Davels AFe e4

I 32 NORAb-003-8 ¢l x719] SDS-PAGE #41& HoFt), ¥ o o] PA T, A M2 ©9d ®
o] ASstar; Bl 12 " E MORAb-003¢] A-&-&bal; #2l 2= 70.6 uM TCEPAIA] 349 5.3 mg/mLell A
S5ta; #Q 3& 141.2 uM TCEPo|A] &Y% MORAb-003 5.3 mg/mLol A-33sta; #¢l 4= 20uM TCEPo A 3+

o
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—

F MORAD-003 1.5 mg/mLol]l A-33Far; # 2l 5% 40 uM TCEPolA L% MORAb-003 1.5 mg/mLol A-23kt}. z+2)
o Mixo] FAAFL 315 AN HWAHEY. I & FAE wWASY. L7 2 AHE WASH.

pud

% 4+ MORAb-003& 3+ x79] SDS-PAGE #41& Z=A|ETh. #9218 wmld Zao] A-2-slar; #@¢ 28 nH
¥ MORAb-0030l AF-2-akar; #<¢1 3& 1:12] MORAb-003:TCEP H]olA =12l MORAb-003] AH-$-&kar; #@Ql 4%
1:29] MORAb-003:TCEP H]ellA] A &]® MORAb-003o] AF-<3bar; @91 5% 1:39] MORAb-003:TCEP Hlo|A] =]
MORAb-003l 4F-2-3kar; #<¢l 6 1:42] MORAb-003:TCEP H]ol A =] 2]¥ MORAb-003¢l A+-8-%hc}.

T 5%, M-MMAE (@121 2), M-DM1 (#1201 3), M-0026 (<! 4), M-0260 (<l 5), M-0267 (@< 6), M-0272 (&
ol 7), M-0285 (@Sl 8), M-0292 (&<l 9), M-027-0381 (&<l 10), = M-0284 (<l 11)< zisjs}—t—, e
MORAD-003 ADCse] H]-3-9l SDS-PAGE #2418 A 3},

% 6AE MORAb-003-'Z# o)1) =-PEG2-Val-Cit—pAB-o 8] && (M3-VCP-ol2]&&, @& “MORAb-202” )o] =zt
AZEA HAAY ARES EAFT. % 6BE= MORAb-003-2H# o)1) %-(CHy)5-Val-Cit-pAB-ER-001150828 (M3-ER-
61318)°] WAt AE=4 HAS AF}E mARTE. = 60 MORAb-003-PEG-pAB-+ 2. 2~EFel 3 (M3-027-0285) 9]
WaA AESY H1A4e AnE AT, 4] = gl ZAlE AR AlgE AXEFAA (gE AXE
HA WA _ -
w1772 AEre WY 9r)E geat.
= 7A 92 7B, 53 FdddlA AAE nkep o], wEFAo] A% MORAb-0039 H]3] ADCs MORAb-003-VCP-¢l
&3 (= 70) 2 MORAb-003-0285 (&= 7B)-& <FE-ul-&A H| (DAR) X5 ZAIS. ZHzte] 93 9 $&
W8 Z9o DARS WA},

= 82 IGROVI T+ SJSA-1 M ¥EoA mjEFAo]A" MORAD-003 (2 uM)Z} MORAb-003-VCP-olgl&¢e] A4 -
AEEA wale] Ass wAFT.

L 9= 10, 20, 40, X 80 mg/kgolA ®]3]E (PBS), W= MORAb-202¢] ©+l AWy fFo= g (D-1 n1}
929 Z4zbe]l % (F Wi 2 SEDel diste] AF HsS =A3).

= 102, q4dx3 Fof aﬂ Al (F 3 &%l st vl 4 A 13 FoH &) o}, 0.4, 0.8, 1.6, T+ 3.2

mg/kgoll Al PBSZ, olglEdoz HuWz Hzl® (D-1 vp$-29 zHzbe] 5 (25 Hd % SEDel sty
AS TS Em@q,

E 112 PBS, 1, 2.5, T+ 5 mg/kgollA MORAb-003-VCP-of| 2] &% (MORAb-202), X+ 5 mg/kgoll A MORAb-003-
02859 ¢ AHwh g5Fo =2 A2|w 2|31 hNSCLC NCI-H2110 AlEZZ o]2% (B17-SCID wl9-29] z+zhe] g
(1% B3t L B0 tstel B 4F B wAGE

T 12%, A 179)A], hNSCLC NCI-H2110 ME=Z o]al® 7B (B17-SCID m}9-2=9] FoF &4 Mul olgt 1%
P 2 SEMNES EAISCF, 282 PBS, 1, 2.5, EE 5 mg/kgoll Al MORAb-003-VCP-ol 2] & (MORAb-202), HEi:
mg/kgoll 4] MORAb-003-02852] ©+d Hwhy &aFo = 2z %A},

T 132 PBS, 1, 2.5, EE 5 mg/kgoll Al MORAb-003-VCP-oll 2] &3 (MORAD-202), X 5 mg/kgollA] MORAb-003-
02859 © AW gzFo = X7y NCI-H2110-¢] A1 (B17-SCID »}-9-~¢ Z47zte] 718 (28 o 2 SEM
tjate] A %Eﬂﬁ%% EA gk},

4%, qd4dx3 F&F #Awled w2k, v)sE (PBS)E, E& 0.5, 0.2, 0.8, T&E 1.6 mg/kgollA] dgEdo
Wl 2 A 2]E NCI-H2110-¢]2]% (B17-SCID w§-2=9] Z4zve] oF (F Hu 2 SEel uiste] FF A%
sg mAE,

1=

£

offt HU

L oﬁ [‘ﬂ

T 15, o 24011 A, 718 NCI-H2110-°] 4] €l (B17-SCID w}$-2~9o] FoF &2 #ut ojyzglt 2§ Hy ¢ SENS
ZAE, 35S, q4dx3 FoF dxdel we}, nsE (PBS)Z, = 0.5, 0.2, 0.8, L= 1.6 mg/kgollA oz
o= XJEHLHE A 2] = At

T 162, q4dx3 FoF @AWl wal, vsF (PBS)E, T+ 0.5, 0.2, 0.8, T=& 1.6 mg/kgollA] dzjEdo=
Au = 22lE NCI-H2110-°]2]¥ CB17-SCID wh$-2~9] Ztzte]l a% (2§ Ho 2 SEd thste] A% §} 5
Bl

T 178 FF2ag vlolLy MIEEA HAAd o) =AHE ure} o], IGROV1, OVCAR3, NCI-H2110, A431-A3,
2 SJSA-1 A 3EC] A MORAb-003-VCP-of 2] &= (MORAb-202)9] &S =A%),
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184 PBSY v+ AWy &3 = 1, 2.5, & 5 mg/kgoll Al MORAb-003-VCP-of 2] &8 (MORAb-202) & =] &
NCI-H2110-°]2] % CB17-SCID w}9-2=9] Z+7te] g (& Hd 2 SEel diste T4 4% s=shs A g

[} e}

_:Lrﬂ k

T 19A 2 19BE H]3|E (PBS)Y v AW &3 5 mg/kgoll A MORAb-003, ®=+& 5 mg/kgolA MORAb-003-VCP-
o gl && (MORAb-202)% A}2]® NSCLC PDx (LXFA-737) £%-RH - vh$-29 Zzteol a8 (2F HAw 2 SEWol
tete] FoF A H#3F (& 194) 2 AF ¥l 83 (& 19B)E A g},

T 204 ¥ 20Bi= PBSO] wd AW &%, 0.1 = 3.2 mg/kgollA ol , ¥ 5 mg/kgollAl MORAb-003-
VCP-ol 2] &3 (MORAb-202)2 A ]® Abgwi= ¢ PDx (Endo-12961) ?%k—iv u}%igl Z47re] % (08 H
9 SEel thake] A FF €4 B (= 204) 2 AT W3 58 (= 20B)E Z=AI@TE. = 20C 2 20D PBS
o] v Auwh £ 0.1 = 3.2 mg/kgollA @ EH, = 5 mg/kgoll Al MORAb-003-VCP-ol 2] &= (MORAb-
202)2 Azl Agueh oF PDx (Endo-10590) F -1 whg-29] Zhzbe) 5 (15 B 2 SEel distke] &
4 A e (= 200) 2 AT WE 588 (= 200)E =A S

T 21AE 3-917F IgG 3AZ 7kl INBC PDx (OD-BRE-0631) F%-H - mp$-2ola FF xze] w

(IHO) |AEe =AIE, vla] 29 g Aoy &3 ($), T 5 mg/kgol Al MORAb-003-VCP-oll 2] &7 (MORAb-
202) ()= AP 222 29 24 AYF 5 4 Y. E 21BE a-HZ A (SMA)-FITC
&4E 7}% INBC PDx (OD-BRE-0631) F-Hf mh-2olA F4 2249 [HC gAS BoFth. nAed np$x
Z2RE Fd 22e Ao 44 2 4 FHFHAJL (), wrdel 5 mg/kgoll A MORAb-003-VCP-oll 2] &3 (MORAb-
202)9 @ A §Fo 2 AHYH ve22RYH 4 21 AY$ 5 A FHEAAG ($). = 2108 v F
(PBS)9] wal Awhy &2k Wi 5 mg/kgol Al MORAb-003-VCP-ol 8] 51 (MORAb-202)= A 2]¥l TNBC PDx (OD-
BRE-0631) F¥-HF wl9-29] 7474 TF (15 Hat 2 SEel tiste] £% A% 598hs mAg.

EREE

az

T 28, fFAESH BAd g8 A9 9, vsF (PBS X oEg), oz]E™, MORAb-003, T+ MORAb-
003-VCP-ol 2] &2 (MORAb-202)2 A &] o]F MKN-74 AXE 7}d wjdEoA Izt F4-719 7] AE (BM-

MSCs)e] E8= wAJFTE. Stro-1/CD105, (D34 /D31, 2 NG2'= MSCs, AMAE, @ #AFYAE, 7+7te)
ulA o] .

T 23L&, a—ﬁé%E AN (SMA)-FITC A= A=, vsE (PBS)S o AW &%, E&

(MORAb-202) & A &)@ NCI-H2110-°]2]® (B17-SCID vw}-$-2=RE £ 79 A7k 7
f‘&D}. TY 27 ’“21512151 d 0ellA, 28lar A o 3, 5, 7 E 9o AN
%= [FFEER dNE AXE / JMEE" F AXE] + 100.X-F: A4 (FF

m o
Fkﬂ
o}n}lv
>
Hd

gaS A7) 918 FAFY UE

ANE 248 R Ee, RS ARE FHeks, FRsE wot @ A o) A dng dae
o A clalg 4 odnh AR 2AE 9 el ¥ WAACNA YAE 9/Es JEd 548 248
2 ool AREA gEvhs A, 293 B AN AR AFgot B d2R 54 7dd Ao &
e AT Aolm FTE 24E Y el AdewS JmuA e slo] olsfuojof A},

of L& Aulel AA, AW AR U Ay 2AEY AL PES FxaT. B Ao 248 BHd
A EE FAAE QA ATeE A, s g 9H E= P S5 A7) 248 A ¥
Rl Hgrbseith, v kAR, B AU 2B AL W BEE AH Ee pdelE JAeAY
A7ake A5, sk 2o 9A me P 58 248 A47bset

gkel WeZh mARE A9, 1 W9 okl dele] 54 @S ARgsE THdE TgAT =, WA dF
f gk AzE 0w ool A7e) R RE e 3@ RE Wt 239 $9E xeu 2@
ghol, MaE “oF o Apgel o3, TAARA BHAHE A, 5AT Fol ® e THAE g4I A
ol olsl’ Aoltt. 54 2 Fxe, Euo] WIe @l Ak e @, Aojx 1 54 @#e xFIn
‘BT o) AR 79 ARge] Sold Euo] Tl A e @ =

Aol A Qg8 RE FxE dod BHL 943

A Aot

Balel A &) e, WoAel Fade) TueA B AAdA AAHE, ANE 24% 9 de] 54 947
e 9o TN xFow ATY F Avks Ao ARHolof A, wrlz, 1A a7 A8, v T
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[0100] TE AEE FAS: FA e ol FA-AF dH (Ab), k= ReololE] (D), B AbE Dol FRAeE I
Al7Ie 87 BoloE (L)& E38h= ADC 3het=2 & WAMA Algdnt. 54 SddA, A = 3el-
Ash @i 3 5ol 3 1 st=E v F¢-ddE 9 (dF 89, FRA E& her2)ol] A3
At 54 FEdelA, FA L FA-AF @S, dE 59, AFoA FallA 8 Lo AA F4 Al
¥ &How WAstdr. uigbA g ADCst wheEbA F4 AlEed A¥A dAstels, dstE ddee, aElar §F
AEE AFEAZI7] fl8l oke BololElE WEA7I= Aol k= RolojEl= a4 A8, Theddl, Ash, =
= Yol vE 71l ofsl ADCel YA Rolof¥] B/E= FARFE WEE 4 du.

[0101]

[0102]

[0103]

[0104] A

[0105] 2 1] A RololE] (Ab)e & MECA ®A e HolHow AFst= 1719 W o] A e I
A-Ag oA ot £gE. A T F9-AF GHS, o E 59, BlAcore® #Ao o3 FHH S, <
1mM, <100 nM XE+= <10 oM, B 2 Abo] ¢1ole] 9] &g A K)E 7F 34 el 43 & vt
£ FEdoA, KE 1 pM WA 500 pMelth. dF F&ol A, K= 500 pM =] 1 pM, 1 pM W= 100 nM,
B 100 mM WA 10 nMe]t}.

[0106] AN Tl A, A RoJojE=, 2 T B 2 AHE sk, (B WASEEASRA AAH) 4-3 &
Aoltk, dK- FHool A A RololEl= WFREA 2-4 Av vir] (1 A4 2 1 F), == F9-2%
ot}

[0107] AN T A, A RololE= WAlst A E= o] UiAlE Fd-AF doln. AR Ao, WA
s} A= M| mWellA ddd x4 oF e Afeta AFAl Alxe] Hggiet. A5 el A, ADCe]
oFE KoJojEl:= ADC7F X%k £ ADCO] @A RololEl=E-E WEE AL (5, ADC7F WiAste =) 7] 34 o
FS WFA 7= A FANA EA3

[0108] B ARG dA A gAle] opn|wAat B A AL F 1-990 A AAHETH

¥ 1.4

mAb F5F/otol A8 ¥ A
MORAb-003 1t A7t Ze ol E 84 L}
MORAb-009 a9~ 22- 1 7F 7] ) 2} R ]
EdaFEFy Ql ksl 01 ZF her2/neu
33011-xi E7]-Q1F 7] W) 2} R B
33011-zu Q1 ksl A el Y
L11B10-xi E7-Q17k 7] 2 Ak AEA
111B10-zu ol 7+3lw ol 7t W 2~ el
201C15-xi E7-Q1%F 7] W 2} AZF H A
201C15-zu ol z+3t e o) 7F | 2~ el 2
346C6-xi E7]-Q1%F 71w 2} QAZF v el
346C6-zu o171 3% ol 7F o) &~ el &)
oFo]: xi— 7]l 2} zu — A TEHE.

[0109] ol:xi— 71 gl; zu g}
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[0110]

¥ 2.mAb 7P G Q9] olu| A A E

mAb

IgG &

o].u] =AF A

MORADb-003

F4

EVQLVESGGGVVQPGRSLRLSCSASGFTFSGYGLSWVRQAPGKGL
EWVAMISSGGSYTYYADSVKGRFAISRDNAKNTLFLGMDSLRPED
TGVYFCARHGDDPAWFAYWGQGTPVTVSS

MORAD-003

734

DIQLTQSPSSLSASVGDRVTITCSVSSSISSNNLHWYQQKPGKAP
KPWIYGTSNLASGVPSRFSGSGSGTDYTFTISSLQPEDIATYYCQ
QWSSYPYMYTFGQGTKVEIK

MORADb-009

25

QVQLQAQSGPELEKPGASVKISCKASGYSFTGY TMNWVKQSHGKSL
EWIGLITPYNGASSYNQKFRGKATLTVDKSSSTAYMDLLSLTSED
SAVYFCARGGYDGRGFDYWGSGTPVTVSS

MORADb-009

26

DIELTQSPAIMSASPGEKVTMTCSASSSVSYMHWYQQKSGTSPKR
WIYDTSKLASGVPGRFSGSGSGNSYSLTISSVEAEDDATYYCQQW
SKHPLTFGSGTKVEIK

27

EVOLVESGGGLVQPGGSLRLSCAASGFNIKDTYIHWVRQAPGKGL
EWVARTYPTNGYTRYADSVKGRFTISADTSKNTAYLGMNSLRAED
TAVYYCSRWGGDGFYAMDYWGQGTLVTVSS

28

DIQMTQSPSSLSASVGDRVTITCRASQDVNTAVAWYQQKPGKAPK
LLIYSASFLYSGVPSRFSGSRSGTDFTLTISSLGPEDFATYYCQQ
HYTTPPTFGOGTKVEIK

29

QSVEESGGRLVTPGTPLTLTCTVSGISLSSDAISWVRQAPGKGLE
YIGIINGGGNTYYASWAKGRFTISKTSTTVDLKITPTTEDTATYF
GARGIQHGGGNSDYYYYGMDLWGPGTLVTVSS

33011-xi

30

EVLMTQTPSSVSAAVGDTVTIKCQASQSISSVLSWYQQKPGQAPPK
LLIYLASTLASGVPSRFSGSRSGTEFTLTISDLECDDAATYYCQT
NYGTSSSNYGFAFGGGTEVVVK

33011-zu

31

EVQLVESGGGLVQPGGSLRLSCAASGISLSSDAISWVRQAPGKGL
EYIGI INGGGNTYYASWAKGRFTISRHNSKNTLYLQMNSLRAEDT
AVYYCARGIQHGGGNSDYYYYGMDLWGQGTLVTVSS

10

33011-zu

32

DIQMTQSPSSLSASVGDRVTITCQASQSISSYLSWYQQKPGKAPK
LLIYLASTLASGVPSRFSGSGSGTDFTLTISSLQCEDIATYYCQT
NYGTSSSNYGFAFGGGTKVEIK

111B10-xi

33

QSVEESGGRLVTPGTPLTLTCTVSGFSLNNYAMSWVRQAPGKGLE
WIGSISTGGLAFYANWAKGRFTISRTSTTVDLKMTSLTTEDTATY
FCGRNGGGSY IFYYFDLWGQGTLVTVSS

111B10-xi

34

AFELTQTPSSVEAAVGGT I TIKCQASQSISSYLSWYQQKPGAPPK
LLIYSASTLASGVSSRFKGSGSGTEYTLTISDLECADAATYFCQS
YYDIGTSTFGGGTEVVVK

13

111B10-zu

35

EVQLVESGGGLVQPGGSLRLSCAASGF SLNNYAMSWVRQAPGKGL
EWIGSISTGGLAFYANWAKGRFTISRDNSKNTLYLQMNSLRAEDT
AVYYCARNGGGSY IFYYFDLWGQGTLVTVSS

14

111B10-zu

36

DIQMTQSPSSLSASVGDRVTITCQASQSISSYLSWYQQKPGKAPK
LLIYSASTLASGVPSRFSGSGSGTDFTLTISSLQCEDAATYYCQS
YYDIGTSTFGGGTKVEIK

201C15-xi

37

QSVKESGGRLVTPGTPLTLTCTVSGIDLSSYAMGWFRQAPGKGLE
YIGTINIGGRVYYASWAKGRFTISRTSTTVDLKAPSLTAEDTATY
FCARYYNGGSYDIWGPGTLVTVSL

16

201C15-xi

DVVMTQTPASASEPVGGTVTIKCQASESIYRVLAWYQQKPGQGPPK
LLIYDTSTLASGAPRFKGSGYGTEFTLTISGVQCEDAATYYCQGG
YYADSYGIAFGGGTEVVVK
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17 201C15-zu =4 39 QVQLVESGGGLVQPGGSLRLSCSASGIDLSSYAMGWVRQAPGKGL
EYIGTINIGGRVYYASWAKGRFTISRDNSKNTLYLQMNSLRAEDT
AVYYCARYYNGGSYDIWGQGTLVTVSS

18 201C15-zu R 40 DIGMTQSPSTLSASVGDRVTITCQASES I YRVLAWYQQKPGKAPK
LLIYDTSTLASGVPSRFSGSGSGTEFTLTISSLQCDDAATYYCQG
GYYADSYGIAFGGGTKVEIK

19 346C6-xi = 4] 41 QSVEESGGRLVKPDESLTLTCTASGFSLSSYAMIWVRQAPGEGLE
WIGTISTGGITYYASWAKGRFTISKTSTTVDLKITPTTEDTATYF
CARGGYAASSAYYLPYYFDLWGQGTLVTVSS

20 346C6-xi ! 42 AAVLTQTPSPYSAAVGGTVTISCOSSQSVYNNNNLAWFQQKPGOP
PKLLIYLASTLASGVPSRFSGSGSGTQFTLTISGVQCDDAATYYC
LGGCDDDADTFAFGGGTEVVVK

21 346C6-zu =3 43 EVQLVESGGGLVQPGGSLRLSCAASGFSLSSYAMIWVRQAPGKGL
EWIGTISTGGITYYASWAKGRFTISRDNSKNTLYLQMNSLRAEDT
AVYYCARGGYAASSAYYLPYYFDLWGQGTLVTVSS

22 346C6-zu R 44 DIQMTQSPSSLSASVGDRVTITCOSSQSVYNNNNLAWYQQKPGKY
PKLLIYLASTLASGVPSRFSGSGSGTDFTLTISSLQCEDAATYYC
LGGCDDDADTFAFGGGTKVEIK

% 3.mAb 7}d 918 QmT s WAt A
AT g e
HE

1 MORADb-003 %§5ﬂ 45 GAGGTCCAACTGGTGGAGAGCGGTGGAGGTGTTGTGCAACCTGGC
CGGTCCCTGCGCCTGTCCTGCTCCGCATCTGGCTTCACCTTCAGC
GGCTATGGGTTGTCTTGGGTGAGACAGGCACCTGGAAAAGGTCTT
GAGTGGGTTGCAATGATTAGTAGTGGTGGTAGTTATACCTACTAT
GCAGACAGTGTGAAGGGTAGATTTGCAATATCGCGAGACAACGGC
AAGAACACATTGTTCCTGCAAATGGACAGCCTGAGACCCGAAGAC
ACCGGGGTCTATTTTTGTGCAAGACATGGGGACGATCCCGCCTGG
TTCGCTTATTGGGGCCAAGGGACCCCGGTCACCGTCTCGCTCA
46 GACATCCAGCTGACCCAGAGCCCAAGCAGCCTGAGCGCCAGCGTG
GGTGACAGAGTGACCATCACCTGTAGTGTCAGCTCAAGTATAAGT
TCCAACAACTTGCACTGGTACCAGCAGAAGCCAGGTAAGGCTGCA
AAGCCATGGATCTACGGCACATCCAACCTGGCTTCTGGTGTGCCA
AGCAGATTCAGCGGTAGCGGTAGCGGTAGCGACTACACCTTCAGC
ATCAGCAGCCTCCAGCCAGAGGACATCGCCACCTACTACTGCCAA
CAGTGGAGTAGTTACCCGTACATGTACACGTTCGGCCAAGGGACC
AAGGTGGAAATCAAA

3 MORADb-009 %§5ﬂ 47 GCAGGTACAACTGCAGCAGTCTGGGCCTGAGCTGGAGAAGCCTGGC
GCTTCAGTGAAGATATCCTGCAAGGCTTCTGGTTACTCATTCAGT
GGCTACACCATGAACTGGGTGAAGCAGAGCCATGGAAAGAGCCTT
GAGTGGATTGGACTTATTACTCCTTACAATGGTGCTTCTAGCTAC
AACCAGAAGTTCAGGGGCAAGGCCACATTAACTGTAGACAAGTCA
TCCAGCACAGCCTACATGGACCTCCTCAGTCTGACATCTGAAGAC
TCTGCAGTCTATTTCTGTGCAAGGGGGGGTTACGACGGGAGGGGT
TTTGACTACTGGGGATCCGGGACCCCGGTCACCGTCTCGCTCA
48 GACATCGAGCTCACTCAGTCTCCAGCAATCATGTCTGCATCTGCCA
GGGGAGAAGGTCACCATGACCTGCAGTGGCAGCTCAAGTGTAAGT
TACATGCACTGGTACCAGCAGAAGTCAGGCACCTCCCCCAAAAGA
TGGATTTATGACACATCCAAACTGGCTTCTGGAGTCCCAGGTCGC
TTCAGTGGCAGTGGGTCTGGAAACTCTTACTCTCTCACAATCAGC

mAb IgG 3

2 MORAD-003

o
123

4 MORADb-009

ol
i3

[0111]
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AGCGTGGAGGCTGAAGATGATGCAACTTATTACTGCCAGCAGTGG
AGTAAGCACCCTCTCACGTTCGGATCCGGGACCAAGGTGGAAATC
AAA

3301 1-xi

49

GAGTCGGTGGAGGAGTCCGGGGGTCGCCTGGTCACGCCTGGGAGA
GCCCTGACACTCACCTGCACCGTGTCTGGAATCTCCCTCAGTAGC
GATGCAATAAGCTGGGTCCGCCAGGCTCCAGGGAAGGGGCTCGAA
TACATCGGAATCATTAATGGTGGTGGTAACACATACTACGCGAGC
TGGGCGAAAGGCCGATTCACCATCTCCAAAACCTCGACCACGGTG
GATCTGAAAATCAGCAGTCCGACAACCGAGGACACGGCCACCTAT
TTCTGTGCCAGAGGCATTCAACATGGTGGTGGTAATAGTGATTAT
TATTATTACGGCATGGACCTCTGGGGCCCAGGCACCCTGGTCACT
GTCTCTTCA

3301 1-xi

50

GAAGTGTTGATGAGCCAGACTCCATCCTCCGTGTCTGCAGCTGTG
GGAGACACAGTCACCATCAAGTGCCAGGCCAGTCAGAGCATTAGT
AGTGTCTTGTCCTGGTATCAGCAGAAACCAGGGCAGCCTCCCAAG
CTCCTGATCTATCTGGCATCCACTCTGGCATCTGGGGTCCCATCG
CGGTTCAGCGGCAGTAGATCTGGGACAGAGTTCACTCTCACCATC
AGCGACCTGGAGTGTGACGATGCTGCCACTTACTACTGTCAAACC
AATTATGGTACTAGTAGTAGTAATTATGGTTTTGCTTTCGGCGGA
GGGACCGAGGTGGTCGTCAAA

33011-zu

51

GAAGTCCAACTGGTGGAAAGCGGGGGAGGACTGGTGCAGCCGGGC
GGATCCCTCCGGCTGTCATGTGCTGCATCGGGAATTTCCCTCTGC
TGCGACGCGATTAGCTGGGTCAGACAGGCCCCCGGAAAGGGGCTG
GAGTACATCGGTATCATCAACGGCGGCGGAAACACCTACTACGCC
TGCTGGGCCAAGGGCCGCTTCACCATCTCGCGGCATAATTCCAAG
AACACTCTGTACTTGCAAATGAACTCCCTGAGGGCCGAGGACAGC
GCCGTGTACTACTGCGCGCGCGGCATCCAGCACGGTGGTGGAAAC
AGCGACTACTACTACTATGGGATGGATCTGTGGGGCCAGGGAACT
CTTGTGACCGTGTCGTCA

33011-zu

o,
i3

52

GACATTCAGATGACCCAGTCCCCAAGCTCGCTGTCCGGCTCCGTG
GGCGACCGCGTGACCATCACGTGCCAGGCGTCCCAGTCAATTAGC
AGCGTGCTCTCCTGGTAGCAACAGAAGCCGGGGAAAGCACCCAAG
CTGCTGATCTACTTGGCCTCCACTCTGGCCTCGGGAGTGCCTTCA
CGGTTCTCCGGATCGGGATCTGGTACTGATTTCACCCTCACCATC
TCGAGCCTTCAGTGCGAGGACATCGCTACTTACTATTGTCAAACC
AACTACGGAACCTCCAGCTCCAACTACGGCTTTGCCTTCGGTGGC
GGGACCAAGGTCGAAATCAAA

111B10-xi

53

CAGTCGGTGGAGGAGTCCGGGGGTCGCCTGGTCACGCCTGGGACA
GGCCTGACACTCACCTGCACAGTGCTCTGGATTCTCCCTCAATAAC
TATGCAATGAGCTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAA
TGGATCGGATCCATTAGTACTGGTGGTCTCGCATTCTACGCGAAC
TGGGCAAAAGGCCGATTCACCATGCTCCAGAACCTCGACGCACGGTG
GATCTGAAAATGACCAGTCTGACAACCGAGGACACGGCCACCTAT
TTCTGTGGCAGAAATGGTGGTGGTAGTTATATTTTCTATTATTTT
GACTTGTGGGGCCAAGGCACCCTCGTCACTGTCTCTTCA

10

111B10-xi

54

GCATTCGAATTGACCCAGACTCCATCCTCCGTGGAGGCAGCTGTG
GGAGGCACAATCACCATCAAGTGCCAGGCCAGTCAGAGCATTAGT
AGTTACTTATCCTGGTATCAGCAGAAACCAGGGCAGCCTCCCAAG
GTCCTGATCTATTCTGCATCCACTCTGGCATCTGGGGTCTCATCG
CGGTTCAAAGGCAGTGGATCTGGGACAGAGTACACTCTCACCATC
AGCGACCTGGAGTGTGCCGATGCTGCCACTTACTTCTGTCAAAGC
TATTATGATATTGGTACTAGTACTTTCGGCGGAGGGACCGAGGTG

_34_
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GTCGTCAAA

11 111B10-zu =4 55 GAAGTGCAGCTGGTGGAATCTGGCGGCGGACTGGTGCAGCCTGGC
GGATCTCTGAGACTGTCTTGTGCCGCCTCCGGCTTCTCCCTGAAC
AACTACGCCATGTCCTGGGTGCGACAGGCCCCTGGCAAAGGCCTG
GAATGGATCGGCTCCATCAGCACAGGCGGCCTGGCCTTCTACGCC
AATTGGGCCAAGGGCCGGTTCACCATCAGCCGGGACAACTCCAAG
AACACCCTGTACCTCCAGATGAACTCCCTGCGGGCCGAGGACAGC
GCCGTGTACTACTGTGCCAGAAACGGCGGAGGCTCCTACATCTTC
TACTACTTCGACCTGTGGGGCCAGGGCACCGTCGTGACAGTGTCA
TCT

56 GATATTCAGATGACCCAGTCCCCCTCCAGCCTGTCCGCTTCTGTG
GGCGACAGAGTGACCATCACCTGTCAGGCCTCCCAGTCCATCTCC
TCCTACCTGTCCTGGTATCAGCAGAAGCCCGGCAAGGCCCCCAAG
CTGCTGATCTACTCTGCCTCCACACTGGCCTCCGGCGTGCCCTCT
AGATTCTCCGGCTCTGGCTCTGGCACCGACTTTACCCTGACCATC
AGCTCCCTCCAGTGCGAGGATGCCGCCACCTACTACTGCCAGTCC
TACTACGACATCGGCACCTCCACCTTCGGCGGAGGCACCAAGGTG
GAAATCAAA

13 201C15-xi = 57 CAGTCAGTGAAGGAGTCCGGGGGTCGCCTGGTCACGCCTGGGACA
CCCCTGACACTCACCTGCACAGTCTCTGGAATCGACCTCAGTAGC
TATGCAATGGGCTGGTTCCGCCAGGCTCCAGGGAAGGGGCTGGAA
TACATCGGAACCATTAATATTGGTGGTCGCGTATATTACGCGAGC
TGGGCAAAAGGCCGATTCACCATCTCCAGAACCTCGACCACGGTG
GATCTGAAAGCGCCCAGTGTGACAGCCGAGGACACGGCCACCTAT
TTCTGTGCCAGATATTATAATGGTGGTAGTTATGACATCTGGGGC
CCAGGCACCCTGGTCAGCCGTCTCTTTA

14 201C15-xi R 58 GATGTTGTGATGACCCAGACTCCAGCCTCCGCGTCTGAACCTGTG
GGAGGCACAGTCACCATCAAGTGCCAGGCCAGTGAGAGCATTTAT
CGCGTATTGGCCTGGTATCAGCAGAAACCAGGGCAGCCTCCCAAG
GTCCTGATCTATGATACATCCACTCTGGCATCTGGGGCCCCATCG
CGGTTCAAAGGCAGTGGATATGGGACAGAGTTCACTCTCACCATC
AGCGGCGTGCAGTGTGAAGATGCTGCCACTTACTACTGTCAAGGC
GGTTATTATGCTGATAGTTATGGTATTGCTTTCGGCGGAGGGACC
GAGGTGGTGGTCAAA

15 201C15-zu = 59 CAGGTGCAGCTGGTGGAATCTGGCGGAGGACTGGTGCAGCCTGGC
GGCTCTCTGAGACTGTCCTGTTCCGCCTCCGGAATCGACCTGTCC
TCCTACGCTATGGGCTGGGTGCGACAGGCTCCTGGCAAGGGCCTG
GAGTACATCGGCACCATCAACATCGGCGGCAGAGTGTACTACGGC
TCCTGGGCCAAGGGCCGGTTCACCATCTCCAGAGACAACTCCAAG
AACACCCTGTACCTCCAGATGAACTCCCTGCGGGCCGAGGACACC
GCCGTGTACTACTGCGCGCGGTACTACAACGGCGGGTCCTACGAT
ATCTGGGGCCAGGGCACACTCGTGACCGTGTCCTCT

60 GATATCCAGATGACCCAGTCCCCCTCCACCCTGTCTGCCTCTGTG
GGCGACAGAGTGACCATCACCTGTCAGGCCTCCGAGTCCATCTAC
CGGGTGCTGGCCTGGTATCAGCAGAAGCCTGGCAAGGCCCCCAAG
GCTGCTGATCTACGACACCAGCACACTGGCCTCCGGCGTGCCCTCT
AGATTCTCCGGCTCTGGCTCTGGCACCGAGTTTACCCTGACCATC
TCCAGCCTCCAGTGCGACGACGCCGCCACCTACTATTGTCAGGGC
GGCTACTACGCCGACTCCTACGGAATCGCTTTCGGCGGAGGCACC
AAGGTGGAAATCAAA

17 346C6-xi =3 61 CAGTCGGTGGAGGAGTCCGGCGGTCGCCTGGTAAAGCCTGACGAA
TCCCTGACACTCACCTGCACAGCCTCTGGATTCTCCCTCAGTAGT

12 111B10-zu

o
i

16 201C15-zu

ol
&,

[0113]
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TATGCAATGATCTGGGTCCGCCAGGCTCCAGGGGAGGGGCTGGAA
TGGATCGGAACCATTAGTACTGGTGGTATCACATACTACGCGAGC
TGGGCGAAAGGCCGATTCACCATCTCCAAAACCTCGACCACGGTG
GATGTGAAAATCACCAGTCCGACAACCGAGGACAGGGCCAGGTAT
TTCTGTGCCAGAGGGGGATATGCTGCTAGTAGTGCTTATTATCTC
CCGTACTACTTTGACTTGTGGGGCCAAGGGACCCTGGTCACCGTC
TCCTCA

18

346C6-xi

62

GCAGCCGTGCTGACCCAGACACCATCACCCGTGTCTGCAGCTGTG
GGAGGCACAGTCACCATGAGTTGCCAGTCCAGTCAGAGTGTTTAT
AATAATAACAACTTAGCCTGGTTTCAGCAGAAAGCCCGGGCAGCCT
CCCAAGCTTCTGATCTATCTGGCATCCACTCTGGCATCTGGGGTC
CCATCACGGTTCAGCGGCAGTGGATCTGGGACACAGTTCACTCTC
ACCATCAGCGGCGTGCAGTGTGACGATGCTGCCACTTATTACTGT
CTAGGTGGTTGTGATGATGATGCTGATACTTTTGCTTTCGGCGGA
GGGACTGAGGTGGTGGTCAAA

19

346C6-zu

63

GAAGTGCAGCTGGTGGAATCTGGCGGCGGACTGGTGCAGCCTGGC
GGATCTCTGAGACTGTCTTGTGCCGCCTCCGGCTTCTCCCTGTCC
TCCTACGCTATGATCTGGGTGCGACAGGCCCCTGGCAAGGGCCTG
GAATGGATCGGCACCATCTCTACCGGCGGAATTACCTACTAGGCC
TCCTGGGCCAAGGGCCGGTTCACCATCTCCAGAGACAACTCCAAG
AACACCCTGTACCTCCAGATGAACTCCCTGCGGGCCGAGGACACC
GCCGTGTACTATTGTGCTAGAGGCGGCTACGCCGCCAGCTCCGCT
TACTAGCTGGCCTACTACTTCGACCTGTGGGGCCAGGGCACGCTC
GTGACAGTGTCATCT

20

346C6-zu

64

GATATTCAGATGACCCAGTCCCCCTCCAGCCTGTCCGCTTCTGTG
GGCGACAGAGTGACCATCACCTGTCAGTCCTCCCAGTCCGTGTAT
AACAACAACAACCTGGCCTGGTATCAGCAGAAACCCGGCAAGGTG
CCCAAGCTGCTGATCTAGCTGGCCTCCACACTGGCCTCTGGCGTG
CCCTGTAGATTCTCCGGCTCTGGCTCTGGCACCGACTTTACCCTG
ACCATGAGCTCCCTCCAGTGCGAGGATGCCGCCACCTACTATTGC
CTGGGCGGCTGCGACGACGACGCCGATACCTTTGCTTTTGGCGGA
GGCACCAAGGTGGAAATCAAA
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¥ 4.mAb 718 CDRs & o}r| =4 g

mAD 1¢G 4 aaEE e e
1 MORADB-003 HC CDR1 2 GYGLS
2 MORAD-003 HC CDR2 3 MISSGGSYTYYADSVKG
3 MORADB-003 HC CDR3 4 HGDDPAWFAY
4 MORADB-003 LC CDRI1 7 SVSSSISSNNLH
5 MORADb-003 LC CDR2 8 GTSNLAS
6 MORADB-003 LC CDR3 9 QOWSSYPYMYT
7 MORADB-009 HC CDR1 65 GYTMN
8 MORADB-009 HC CDR2 66 LITPYNGASSYNQKFRG
9 MORADB-009 HC CDR3 67 GGYDGRGFDY
10 MORADB-009 LC CDR1 68 SASSSVSYMH
11 MORADb-009 LC CDR2 69 DTSKLAS
12 MORADB-009 LC CDR3 70 QQWSKHPLT
13 EfAEZT HC CDRI1 71 DTYIH
14 el aEEu) HC CDR2 72 RIYPTNGYTRYADSVKG
15 EgAEF0 HC CDR3 73 WGGDGFYAMDY
16 Eg BTl LC CDRI1 74 RASQDVNTAVA
17 EgAESut LC CDR2 75 SASFLYS
18 EgAsETt LC CDR3 76 QQHYTTPPT
19 33011-xi HC CDR1 77 SDAIS
20 33011-xi HC CDR2 78 1INGGGNTYYASWAKG
21 33011-xi HC CDR3 79 GIQHGGGNSDYYYYGMDL
22 33011-xi LC CDR1 80 0ASQSISSVLS
23 33011-xi LC CDR2 81 LASTLAS
24 33011-xi LC CDR3 82 QTNYGTSSSNYGFA
25 33011-zu HC CDR1 3 SDAIS
26 33011-zu HC CDR2 84 1INGGGNTYYASWAKG
27 33011-zu HC CDR3 85 GIQHGGGNSDYYYYGMDL
28 33011-zu LC CDR1 86 0ASQSISSVLS
29 33011-zu LC CDR2 87 LASTLAS
3 33011-zu LC CDR3 88 QTNYGTSSSNYGFA
31 111B10-xi HC CDRI 89 NYAMS
32 111B10-xi HC CDR2 90 SISTGGLAFYANWAKG
3 111B10-xi HC CDR3 91 NGGGSYIFYYFDL
34 111B10-xi LC CDRI1 92 QASQSISSYLS
35 111B10-xi LC CDR2 93 SASTLAS
3 111B10-xi LC CDR3 94 QSYYDIGTST
37 111B10-zu HC CDR1 95 NYAMS
38 111B10-zu HC CDR2 96 SISTGGLAFYANWAKG
39 111B10-zu HC CDR3 97 NGGGSYIFYYFDL
40 111B10-zu LC CDRI1 98 QASQSISSYLS
41 111B10-zu LC CDR2 99 SASTLAS
42 111B10-zu LC CDR3 100 QSYYDIGTST
43 201C15-xi HC CDR1 101 SYAMG
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44 201C15-xi HC CDR2 102 TINIGGRVYYASWAKG

45 201C15-xi HC CDR3 103 YYNGGSYDI

46 201C15-xi LC CDR1 104 QASESIYRVLA

47 201C15-xi LC CDR2 105 DTSTLAS

48 201C15-xi LC CDR3 106 QGGYYADSYGIA

49 201C15-zu HC CDRI 107 SYAMG

50 201C15-zu HC CDR2 108 TINIGGRVYYASWAKG

51 201C15-zu HC CDR3 109 YYNGGSYDI

52 201C15-zu LC CDR1 110 QASESIYRVLA

53 201C15-zu LC CDR2 111 DTSTLAS

54 201C15-zu LC CDR3 112 QGGYYADSYGIA

55 346C6-xi HC CDRI 113 SYAMI

56 346C6-xi HC CDR2 114 TISTGGITYYASWAKG

57 346C6-xi HC CDR3 115 GGYAASSAYYLPYYFDL

58 346C6-xi LC CDRI 116 QSSASVYNNNNLA

59 346C6-xi LC CDR2 117 LASTLAS

60 346C6-xi LC CDR3 118 LGGCDDDADTFA

61 346C6-zu HC CDRI 119 SYAMI

62 346C6-zu HC CDR2 120 TISTGGITYYASWAKG

63 346C6-zu HC CDR3 121 GGYAASSAYYLPYYFDL

64 346C6-zu LC CDR1 122 QSSQASVYNNNNLA

65 346C6-zu LC CDR2 123 LASTLAS

66 346C6-zu LC CDR3 124 LGGCDDDADTFA

¥ 5.mAb 71 CDRs 2 QI 8= AL A
Ad A
mAb IgG 3 W5 LR =]

1 MORADB-003 HC CDR1 125 GGCTATGGGTTGTCT

2 MORAbB-003 HC CDR2 126 ATGATTAGTAGTGGTGGTAGTTATACCTAGTATGCAGA
CAGTGTGAAGGGT

3 MORAbB-003 HC CDR3 127 CATGGGGACGATCCCGCCTGGTTCGCTTAT

4 MORADb-003 LC CDRI 128 AGTGTCAGCTCAAGTATAAGTTCCAACAAGTTGCAC

5 MORAD-003 LC CDR2 129 GGCACATCCAACCTGGCTTCT

6 MORADb-003 LC CDR3 130 CAACAGTGGAGTAGTTACCCGTACATGTACACG

7 MORADb-009 HC CDR1 131 GGCTACACCATGAAC

8 MORADb-009 HC CDR2 132 CTTATTACTCCTTACAATGGTGCTTCTAGCTACAACCA
GAAGTTCAGGGGC

9 MORADb-009 HC CDR3 133 GGGGGTTACGACGGGAGGGGTTTTGACTAC

10 MORADb-009 LC CDR1 134 AGTGCCAGCTCAAGTGTAAGTTACATGCAC

11 MORADb-009 LC CDR2 135 GACACATCCAAACTGGCTTCT

12 MORAb-009 LC CDR3 136 CAGCAGTGGAGTAAGCACCCTCTCACG

13 33011-xi HC CDRI 137 AGCGATGCAATAAGC

14 33011-xi HC CDR2 138 ATCATTAATGGTGGTGGTAACACATACTACGCGAGCTG
GGCGAAAGGC

15 33011-xi HC CDR3 139 GGCATTCAACATGGTGGTGGTAATAGTGATTATTATTA
TTACGGCATGGACCTC

16 33011-xi LC CDRI 140 CAGGCCAGTCAGAGCATTAGTAGTGTCTTGTCC

17 33011-xi LC CDR2 141 CTGGCATCCACTCTGGCATCT
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18 33011-xi LC CDR3 142 CAAACCAATTATGGTACTAGTAGTAGTAATTATGGTTT
TGCT

19 33011-zu HIC CDRI1 143 TCCGACGCGATTAGC

20 33011-zu HC CDR2 144 ATCATCAACGGCGGCGGAAACACCTAGTACGCCTCCTG
GGCCAAGGGC

21 33011-zu HC CDR3 145 GGCATCCAGCACGGTGGTGGAAACAGCGACTACTACTA
CTATGGGATGGATCTG

22 33011-zu LC CDR1 146 CAGGCGTCCCAGTCAATTAGCAGCGTGCTCTCC

23 33011-zu LC CDR2 147 TTGGCCTCCACTCTGGCCTCA

24 33011-zu LC CDR3 148 CAAACCAACTACGGAACCTCCAGCTCCAACTACGGCTT
TGCC

25 111B10-xi HC CDR1 149 AACTATGCAATGAGC

26 111B10-xi HC CDR2 150 TCCATTAGTACTGGTGGTCTCGCATTCTACGCGAACTG
GGCAAAAGGC

27 111B10-xi HC CDR3 151 AATGGTGGTGGTAGTTATATTTTCTATTATTTTGACTT
G

28 111B10-xi LC CDRI 152 CAGGCCAGTCAGAGCATTAGTAGTTAGTTATCC

29 111B10-xi LC CDR2 153 TCTGCATCCAGTCTGGCATCT

30 111B10-xi LC CDR3 154 CAAAGCTATTATGATATTGGTACTAGTACT

31 111B10-zu HC CDR1 155 AACTACGCCATGTCC

32 111B10-zu HC CDR2 156 TCCATCAGCACAGGCGGCCTGGCCTTCTACGCCAATTG
GGCCAAGGGC

33 111B10-zu HC CDR3 157 AACGGCGGAGGCTCCTACATCTTCTACTACTTCGACCT
G

34 111B10-zu LC CDRI 158 CAGGCCTCCCAGTCCATCTCCTCCTAGCTGTCS

35 111B10-zu LC CDR2 159 TCTGCCTCCACACTGGCCTCG

36 111B10-zu LC CDR3 160 CAGTCCTACTACGAGATCGGCACCTCCACC

37 201C15-xi HC CDR1 161 AGCTATGCAATGGGC

38 201C15-xi HC CDR2 162 ACCATTAATATTGGTGGTCGCGTATATTACGCGAGCTG
GGCAAAAGGC

39 201C15-xi HC CDR3 163 TATTATAATGGTGGTAGTTATGACATC

40 201C15-xi LC CDR! 164 CAGGCCAGTGAGAGCATTTATCGCGTATTGGCC

41 201C15-xi LC CDR2 165 GATACATCCACTCTGGCATCT

42 201C15-xi LC CDR3 166 CAAGGCGGTTATTATGCTGATAGTTATGGTATTGCT

3 201C15-zu HC CDRI 167 TCCTACGCTATGGGC

44 201C15-zu HC CDR2 168 ACCATCAACATCGGCGGCAGAGTGTAGTACGCCTCCTG
GGCCAAGGGC

45 201C15-zu HC CDR3 169 TACTACAACGGCGGCTCCTACGATATC

46 201C15-zu LC CDR1 170 CAGGCCTCCGAGTCCATCTACCGGGTGCTGGCC

47 201C15-zu LC CDR2 171 GACACCAGCACACTGGCCTCC

48 201C15-zu LC CDR3 172 CAGGGCGGCTACTACGCCGACTCCTACGGAATCACT

49 346C6-xi HC CDR1 173 AGTTATGCAATGATC

50 346C6-xi HC CDR2 174 ACCATTAGTACTGGTGGTATCACATACTACGCGAGCTG
GGCGAAAGGC

51 346C6-xi HC CDR3 175 GGGGGATATGCTGCTAGTAGTGCTTATTATCTCCCGTA
CTAGTTTGACTTG

52 346C6-xi LC CDR1 176 CAGTCCTCCCAGTCCGTGTATAACAAGAACAACCTGGC
c

53 346C6-xi LC CDR2 177 CTGGCATCGACTCTGGCATCT
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54 346C6-xi LC CDR3 178 CTAGGTGGTTGTGATGATGATGCTGATACTTTTGCT

55 346C6-zu HC CDR1 179 TCGTACGCTATGATC

56 346C6-zu HC CDR2 180 ACCATCTCTAGCGGCGGAATTACCTACTACGCCTCCTG
GGCCAAGGGC

57 346C6-zu HC CDR3 181 GGCGGCTACGCCGCCAGCTCCRCTTACTACCTGCCCTA
CTAGTTCGACCTG

58 346C6-zu LC CDRI 182 CAGTCCTCCCAGTCCGTGTATAACAAGAACAACCTGGC
¢

59 346C6-zu LC CDR2 183 CTGGCCTCCACACTGGCCTCT

60 346C6-zu LC CDR3 184 CTGGGCGRCTGCGACGACGACGCCGATACCTTTACT

¥ 6.mAb IMGT CDRs 9] o}r] =2t A ¢
mAb IgG &) A % 44 otv| ;=4 A E
i e

1 MORAD-003 HC CDRI 13 GFTFSGYG

2 MORAD-003 HC CDR2 14 1SSGGSYT

3 MORAD-003 HC CDR3 15 ARHGDDPAWFAY

4 MORAD-003 LC CDRI 16 SSTSSNN

5 MORAD-003 LC CDR2 17 aTs

6 MORAD-003 LC CDR3 18 QOWSSYPYMYT

7 MORAD-009 HC CDRI 185 GYSFTGYT

8 MORADb-009 HC CDR2 186 ITPYNGAS

9 MORADb-009 HC CDR3 187 ARGGYDGRGFDY

10 MORAb-009 LC CDR1 188 SSVSY

11 MORAb-009 LC CDR2 189 DTS

12 MORADb-009 LC CDR3 190 QOWSKHPLT

13 Egl e HC CDR1 191 GFNIKDTY

14 Evf~EFu | HCCDR2 192 [YPTNGYT

15 Eg Bz HC CDR3 193 SRWGGDGFYAMDY

16 EgaEzal LC CDR1 194 QDVNTA

17 Eg Bz LC CDR2 195 SAS

18 EgAEZT) LC CDR3 196 QOHYTTPPT

19 33011-xi HC CDR1 197 GISLSSDA

20 33011-xi HC CDR2 198 INGGGNT

21 33011-xi HC CDR3 199 ARGIQHGGGNSDYYYYGNDL

22 33011-xi LC CDR! 200 QSISSV

23 33011-xi LC CDR2 201 LAS

24 33011-xi LC CDR3 202 QTNYGTSSSNYGFA

25 33011-zu HC CDR1 203 GISLSSDA

26 33011-zu HC CDR2 204 INGGGNT

27 33011-zu HC CDR3 205 ARGIQHGGGNSDYYYYGNDL

28 33011-zu LC CDRI 206 QSISsV

29 33011-zu LC CDR2 207 LAS

30 33011-zu LC CDR3 208 QTNYGTSSSNYGFA

31 111B10-xi HC CDRI 209 GFSLNNYA

32 111B10-xi HC CDR2 210 1STGGLA

33 111B10-xi HC CDR3 211 GRNGGGSY IFYYFDL

_40_

10-2445255



[0119]

34 111B10-xi LC CDRI 212 QsISSY
35 111B10-xi LC CDR2 213 SAS
36 111B10-xi LC CDR3 214 QSYYDIGTST
37 111B10-zu HC CDR1 215 GFSLNNYA
38 111B10-zu HC CDR2 216 ISTGGLA
39 111B10-zu HC CDR3 217 ARNGGGSY IFYYFDL
40 111B10-zu LC CDRI 218 QSISSY
41 111B10-zu LC CDR2 219 SAS
42 111B10-zu LC CDR3 220 QSYYDIGTST
43 201C15-xi HC CDR1 221 GIDLSSYA
44 201C15-xi HC CDR2 222 INIGGRV
45 201C15-xi HC CDR3 223 ARYYNGGSYDI
46 201C15-xi LC CDR1 224 ESIYRV
47 201C15-xi LC CDR2 225 DTS
48 201C15-xi LC CDR3 226 QGGYYADSYGIA
49 201C15-zu HC CDRI 227 GIDLSSYA
50 201C15-zu HC CDR2 228 INIGGRV
51 201C15-zu HC CDR3 229 ARYYNGGSYDI
52 201C15-zu LC CDRI 230 ESIYRV
53 201C15-zu LC CDR2 231 DTS
54 201C15-zu LC CDR3 232 QGGYYADSYGIA
55 346C6-xi HC CDR1 233 GFSLSSYA
56 346C6-xi HC CDR2 234 ISTGGIT
57 346C6-xi HC CDR3 235 ARGGYAASSAYYLPYYFDL
58 346C6-xi LC CDR1 236 QSVYNNNN
59 346C6-xi LC CDR2 237 LAS
60 346C6-xi LC CDR3 238 LGGCDDDADTFA
61 346C6-zu HC CDR1 239 GFSLSSYA
62 346C6-7u HC CDR2 240 ISTGGIT
63 346C6-zu HC CDR3 241 ARGGYAASSAYYLPYYFDL
64 346C6-zu LC CDR1 242 QSVYNNNN
65 346C6-zu LC CDR2 243 LAS
66 346C6-zu LC CDR3 244 LGGCDDDADTFA
¥ 7.mAb IMGT CDRs £ <13 &1 a4 A
. Ad A i

mAb IgG 4 s EEIES |
1 MORAD-003 HC CDR1 245 GGCTTCACCTTCAGCGGCTATGGG
2 MORAD-003 HC CDR2 246 ATTAGTAGTGGTGGTAGTTATACC
3 MORAD-003 HC CDR3 247 GCAAGACATGGGGACGATCCOGCCTGGTTCGCTTAT
4 MORAD-003 LC CDRI 248 TCAAGTATAAGTTCCAACAAC
5 MORAD-003 LC CDR2 249 GGCACATCC
6 MORAD-003 LC CDR3 250 CAACAGTGGAGTAGTTACCCGTACATGTACACG
7 MORAD-009 HC CDR1 251 GGTTACTCATTGACTGGCTACACC
8 MORAD-009 HC CDR2 252 ATTACTGCTTAGAATGGTGCTTCT
9 MORADb-009 HC CDR3 253 GCAAGGGGGGGTTACGACGGGAGGGGTTTTGACTAC
10 MORADb-009 LC CDR1 254 TCAAGTGTAAGTTAC
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11 MORAb-009 LC CDR2 255 GACACATCC

12 MORAb-009 LC CDR3 256 CAGCAGTGGAGTAAGCAGCCTCTCACG

13 33011-xi HC CDRI 257 GGAATCTCCGTCAGTAGCGATGCA

14 33011-xi HC CDR2 258 ATTAATGGTGGTGGTAACACA

15 33011-xi HC CDR3 259 GCCAGAGGCATTCAACATGGTGGTGGTAATAGTGATTA
TTATTATTACGGCATGGACCTC

16 33011-xi LC CDRI 260 CAGAGCATTAGTAGTGTG

17 33011-xi LC CDR2 261 CTGGCATCT

18 33011-xi LC CDR3 262 CAAACCAATTATGGTACTAGTAGTAGTAATTATGGTTT
TGCT

19 33011-zu HC CDRI 263 GGAATTTCCCTCTCCTCOGACGCG

20 33011-zu HC CDR2 264 ATCAACGGCGGCGGAAACACC

21 33011-zu HC CDR3 265 GCGCGCGGCATCCAGCACGGTGGTGGAAACAGCGACTA
CTACTACTATGGGATGGATCTG

22 33011-zu LC CDRI 266 CAGTCAATTAGCAGCGTG

23 33011-zu LC CDR2 267 TTGGCCTCO

24 33011-zu LC CDR3 268 CAAACCAACTACGGAACCTCCAGCTCCAACTACGGCTT
TGCC

25 111B10-xi HC CDRI 269 GGATTCTCCGTCAATAACTATGCA

26 111B10-xi HC CDR2 270 ATTAGTACTGGTGGTCTCGCA

27 111B10-xi HC CDR3 271 GGCAGAAATGGTGGTGGTAGTTATATTTTCTATTATTT
TGACTTG

28 111B10-xi LC CDR! 272 CAGAGCATTAGTAGTTAG

29 111B10-xi LC CDR2 273 TCTGCATCC

30 111B10-xi LC CDR3 274 CAAAGCTATTATGATATTGGTACTAGTACT

31 111B10-zu HC CDRI 275 GGCTTCTCCCTGAACAAGTACGCC

32 111B10-zu HC CDR2 276 ATCAGCACAGGCGGCCTGACC

33 111B10-zu HC CDR3 277 GCCAGAAACGGCGGAGGCTCCTACATCTTCTACTACTT
CGACCTG

34 111B10-zu LC CDRI 278 CAGTCCATCTCCTCCTAG

35 111B10-zu LC CDR2 279 TCTGCCTCC

36 111B10-zu LC CDR3 300 CAGTCCTACTACGACATCGGCACCTCCACC

37 201C15-xi HC CDRI 301 GGAATCGACCTCAGTAGCTATGCA

38 201C15-xi HC CDR2 302 ATTAATATTGGTGGTCGCGTA

39 201C15-xi HC CDR3 303 GCCAGATATTATAATGGTGGTAGTTATGACATC

40 201C15-xi LC CDR! 304 GAGAGCATTTATCGCGTA

41 201C15-xi LC CDR2 305 GATACATCC

42 201C15-xi LC CDR3 306 CAAGGCGGTTATTATGCTGATAGTTATGGTATTGCT

43 201C15-zu HC CDRI 307 GGAATCGACCTGTCCTCCTACGCT

44 201C15-zu HC CDR2 308 ATCAACATCGGCGGCAGAGTG

45 201C15-zu HC CDR3 309 GCCCGGTACTACAACGGCGGCTCCTACGATATC

46 201C15-zu LC CDR! 310 GAGTCCATCTACCGGGTG

47 201C15-zu LC CDR2 311 GACACCAGC

48 201C15-zu LC CDR3 312 CAGGGCGGCTACTACGCCGACTCCTACGGAATCGCT

49 346C6-xi HC CDRI 313 GGATTCTCCCTCAGTAGTTATGCA

50 346C6-xi HC CDR2 314 ATTAGTACTGGTGGTATCACA

51 346C6-xi HC CDR3 315 GCCAGAGGGGGATATGCTGCTAGTAGTGCTTATTATCT

CCCGTACTACTTTGACTTG
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52 346C6-xi LC CDR1 316 CAGAGTGTTTATAATAATAACAAC
53 346C6-xi LC CDR2 317 CTGGCATCC
54 346C6-xi LC CDR3 318 CTAGGTGGTTGTGATGATGATGCTGATAGTTTTGCT
55 346C6-zu HC CDR1 319 GGCTTCTCCCTGTCCTCCTACGCT
56 346C6-zu 1IC CDR2 320 ATCTGTACCGGCGGAATTACC
57 346C6-zu HIC CDR3 321 GCTAGAGGCGGCTACGCCGCCAGCTCCGCTTACTACCT
GCCCTACTACTTCGACCTG
58 346C6-zu LC CDRI1 322 CAGTCCGTGTATAACAACAAGAAC
59 346C6-zu LC CDR2 323 CTGGCCTCC
60 346C6-zu LC CDR3 324 CTGGGCGGCTGCGACGACGACGCCGATACCTTTGCT
¥ 8.4 mAb Ig 4 9] o}w]| =2t g
Al
mAb IgG 2 Qi ik ohu) =4 A
1 MORAb | = 4] 1 EVQLVESGGGVVQPGRSLRLSCSASGF TFSGYGLSWVRQAPGKGLEWVANISSGGSY
003 TYYADSVKGRFAI SRDNAKNTLFLQMDSLRPEDTGVYFCARHGDDPAWFAYWGQGTP
VTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSHNSGAL TSGVHT
FPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTC
PPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTGVVVDVSHEDPEVKFNHYVDGVE
VHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKT I SKAK
GQPREPQVYTLPPSRDEL TKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPYV
LDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
2 MORAD | 7 4] 6 DIQLTQSPSSLSASVGDRVTITCSVSSS I SSNNLHWYQQKPGKAPKPWI YGTSNLAS
003 GVPSRFSGSGSGTDYTFTISSLPEDIATYYCQQWSSYPYMYTFGOGTKVE IKRTVA
APSVF IFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALGSGNSQESVTEQDS
KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
3 MORAb | =4 325 QVOLQQSGPELEKPGASVKSCKASGYSFTGY TMNWVKQSHGKSLEWIGLITPYNGA
009 SSYNQKFRGKATLTVDKSSSTAYMDLLSLTSEDSAVYFCARGGYDGRGFDYWGSGTP
VTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSHNSGAL TSGVHT
FPAVLOSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTC
PPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNHYVDGVE
VHNAKTKPREEQYNSTYRVVSVLTVLHQDHLNGKEYKCKVSNKALPAPTEKT I SKAK
GQPREPQVYTLPPSRDEL TKNQVSLTCLVKGFYPSDIAVEWESNGGPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
4 MORADb | 4 4] 326 DIELTGSPAIMSASPGEKVTHTCSASSSVSYNHWYQQKSGTSPKRWIYDTSKLASGV
009 PGRFSGSGSGNSYSLT [ SSVEAEDDATYYCQQWSKHPL TFGSGTKVE IKRTVAAPSY
FIFPPSDEQLKSGTASVVCLLNNFYPREAKVAWKVDNALQSGNSQESVTEQDSKDST
YSLSSTLTLSKADYEKHKVYAGEVTHAGLSSPVTKSFNRGEC
5 Edts | =4 327 EVQLVESGGGLVQPGGSLRLSCAASGFNIKDTY [HWVRQAPGKGLEWVARIYPTNGY
szu TRYADSVKGRFT I SADTSKNTAYLQMNSLRAEDTAVYYCSRNGGDGFYAMDYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGATAALGCLVKDYFPEPVTVSHNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSSLGTQTY I GNVNHKPSNTKVDKKVEPPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHADWLNGKEYKCKVSNKALPAPTEKT I SK
AKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWQQGNVF SCSVMHEALHNHY TQKSLSLSPGK
6 Sl | A4 328 DIGHTQSPSSLSASVGDRVT I TCRASQDVNTAVANYQGKPGKAPKLL I YSASFLYSG
sz VPSRFSGSRSGTDFTLTISSLOPEDFATYYCQQHYTTPPTFGQGTKVE IKRTVAAPS
VF IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALGSGNSQESVTEGDSKDS
TYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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33011-xi

329

QSVEESGGRLVTPGTPLTLTCTVSGISLSSDAISWVRQAPGKGLEY 1GI INGGGNTY
YASWAKGRFTISKTSTTVDLKITPTTEDTATYFCARGIQHGGGNSDYYYYGMDL

WGPGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGAL
TSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTY I CNVNHKPSNTKVDKKVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTGVVVDVSHEDPEVKFNW
YVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHGDWLNGKEYKCKVSNKALPAP I EK
TISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF SCSVMHEALHNHY TQKSLSLSPGK

33011-xi

330

EVLMTQTPSSVSAAVGDTVTIKCQASQSISSVLSWYQQKPGQPPKLL IYLASTLASG
VPSRFSGSRSGTEFTLTISDLEGDDAATYYCQTNYGTSSSNYGFAFGGGTEVVVKRT
VAAPSVF IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYAGEVTHQGLSSPVTKSFNRGEC

33011-
zZu

331

EVQLVESGGGLVQPGGSLRLSCAASGISLSSDATSWVRQAPGKGLEY IGI INGGGNT
YYASWAKGRF TISRHNSKNTLYLQMNSLRAEDTAVYYCARGIQHGGGNSDYYYYGMD
LWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGA
LTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTY [ GNVNHKPSNTKVDKKVEPKS
CDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTGVVVDVSHEDPEVKFN
WYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIE
KTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK

10

33011-
zu

o
L3

332

DIQMTQSPSSLSASVGDRVTITCQASQSISSVLSWYQQKPGKAPKLLIYLASTLASG
VPSRFSGSGSGTDFTLTISSLQCEDIATYYCQTNYGTSSSNYGFAFGGGTKVEIKRT
VAAPSVF IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYAGEVTHQGLSSPVTKSFNRGEC

11

111B10-
xi

ol
59
=

333

QSVEESGGRLVTPGTPLTLTCTVSGFSLNNYAMSWVRQAPGKGLEWIGS I STGGLAF
YANWAKGRFTISRTSTTVDLKMTSLTTEDTATYFCGRNGGGSY IFYYFDLWGQGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTF
PAVLQSSGLYSLSSVVTVPSSSLGTQTY 1CNVNHKPSNTKVDKKVEPKSCDKTHTGP
PCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKE YKCKVSNKALPAP I EKT 1 SKAKG
QPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVL
DSDGSFFLYSKLTVDKSRWQQGNVF SCSVMHEALHNHYTQKSLSLSPGK

12

111B10-
xi

334

AFELTQTPSSVEAAVGGT ITIKCQASQSISSYLSWYQQKPGQPPKLLIYSASTLASG
VSSRFKGSGSGTEYTLTISDLECADAATYFCQSYYDIGTSTFGGGTEVVVKRTVAAP
SVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKD
STYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEG

111B10-
zu

335

EVQLVESGGGLVQPGGSLRLSCAASGF SLNNYAMSWVRQAPGKGLEWIGSISTGGLA
FYANWAKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARNGGGSY IFYYFDLWGQG
TLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGY
HTFPAVLQSSGLYSLSSVVTVPSSSLGTATY ICNVNHKPSNTKVDKKVEPKSCDKTH
TGPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCGVVVDVSHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKT [ SK
AKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSL SLSPGK

14

111B10-
zu

ol
L9

336

DIQMTQSPSSLSASVGDRVTITCQASQSISSYLSWYQQKPGKAPKLL IYSASTLASG
VPSRFSGSGSGTDFTLTISSLACEDAATYYCQSYYDIGTSTFGGGTKVE IKRTVAAP
SVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKD
STYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEG

15

201C15-
xi

337

QSVKESGGRLVTPGTPLTLTCTVSGIDLSSYAMGWFRQAPGKGLEY 1GT INIGGRVY
YASWAKGRFTISRTSTTVDLKAPSLTAEDTATYFCARYYNGGSYDIWGPGTLVTVSL
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDKTHTCPPGPA
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PELLGGPSVFLFPPKPKDTLMISRTPEVTGVVVDVSHEDPEVKFNWYVDGVEVHNAK
TKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPRE
PQVYTLPPSRDELTKNQVSLTCLVKGFYPSDI1AVEWESNGQPENNYKTTPPVLDSDG
SFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
16 201C15- | A A 338 DVVMTQTPASASEPVGGTVTIKCQASES 1 YRVLAWYQQKPGQPPKLLIYDTSTLASG
xi APRFKGSGYGTEFTLTISGVQGEDAATYYCQGGYYADSYGIAFGGGTEVVVKRTVAA
PSVF IFPPSDEQLKSGTASVVGLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSK
DSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
17 201C15- | =4 339 QVQLVESGGGLYQPGGSLRLSCSASGIDLSSYAMGWVRQAPGKGLEYIGTINIGGRV
zu YYASWAKGRF T I SRDNSKNTLYLQMNSLRAEDTAVYYCARYYNGGSYDIWGQGTLVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFP
AVLQSSGLYSLSSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPKSCDKTHTCPP
CPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVH
NAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAP1EKT I SKAKGQ
PREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD IAVEWESNGQPENNYKTTPPVLD
SDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK
18 201C15- 340 DIGMTQSPSTLSASVGDRVTITCQASES1YRVLAWYQQKPGKAPKLLIYDTSTLASG
zu VPSRFSGSGSGTEFTLTISSLQCDDAATYYCQGGYYADSYGIAFGGGTKVEIKRTVA
APSVF IFPPSDEQLKSGTASYVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS
KDSTYSLSSTLTLSKADYEKHKVYAGEVTHQGLSSPVTKSFNRGEG
19 346C6- ] 341 QSVEESGGRLVKPDESLTLTCTASGFSLSSYAMIWVRQAPGEGLEWIGTISTGGITY
xi YASWAKGRFTISKTSTTVDLKITPTTEDTATYFCARGGYAASSAYYLPYYFDLWGQG
TLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGY
HTFPAVLQSSGLYSLSSYVTVPSSSLGTQTY 1CNVNHKPSNTKVDKKVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISK
AKGQPREPQVYTLPPSRDEL TKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
20 346C6- 74 342 AAVLTQTPSPVSAAVGGTVTISCQSSQSVYNNNNLAWFQQKPGQPPKLLIYLASTLA
Xi SGVPSRFSGSGSGTQFTLTISGYQCDDAATYYCLGGCDDDADTFAFGGGTEVVVKRT
VAAPSVF IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
21 346C6- =2 343 EVQLVESGGGLVQPGGSLRLSCAASGFSLSSYAMIWVRQAPGKGLEWIGTISTGGIT
zu YYASWAKGRF T I SRDNSKNTLYLQMNSLRAEDTAVYYCARGGYAASSAYYLPYYFDL
WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGAL
TSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTATY ICNVNHKPSNTKVDKKVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTGVVVDVSHEDPEVKFNW
YVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEK
TISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF SCSVMHEALHNHY TQKSLSLSPGK
22 346C6- ] 344 DIQGMTQSPSSLSASVGDRVTITCQSSQSVYNNNNLAWYQQKPGKVPKLLIYLASTLA
Zu SGVPSRFSGSGSGTDFTLT ISSLQCEDAATYYCLGGCDDDADTFAFGGGTKVEIKRT
VAAPSVF IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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=
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mAb

IgG 3

LERE

MORAD
-003

4

GAGGTCCAACTGGTGGAGAGCGGTGGAGGTGTTGTGCAACCTGGCCG
GTCCCTGCGCCTGTCCTGCTCCGCATCTGGCTTCACCTTCAGCGGCT
ATGGGTTGTCTTGGGTGAGACAGGCACCTGGAAAAGGTCTTGAGTGG
GTTGCAATGATTAGTAGTGGTGGTAGTTATACCTACTATGCAGACAG
TGTGAAGGGTAGATTTGCAATATCGCGAGACAACGCCAAGAACACAT
TGTTCCTGCAAATGGACAGCCTGAGACCCGAAGACACCGGGGTCTAT
TTTTGTGCAAGACATGGGGACGATCCCGCCTGGTTCGCTTATTGGGG
CCAAGGGACCCCGGTCACCGTCTCCTCAGCCTCCACCAAGGGCCCAT
CGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCACA
GCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGAC
GGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCC
CGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTG
ACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGT
GAATCACAAGCCCAGCAACACCAAGGTGGACAAGAAAGTTGAGCCCA
AATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAA
CTCCTGGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGA
CACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGG
ACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGAC
GGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTA
CAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGG
ACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCC
CTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCC
CCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGA
CCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCC
AGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAA
CTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCT
TATATTCAAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAAC
GTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACAC
GCAGAAGAGCCTCTCCCTGTCTCCCGGGAAATGA

MORAD
-003

GACATCCAGCTGACCCAGAGCCCAAGCAGCCTGAGCGCCAGCGTGGG
TGACAGAGTGACCATCACCTGTAGTGTCAGCTCAAGTATAAGTTCCA
ACAACTTGCACTGGTACCAGCAGAAGCCAGGTAAGGCTCCAAAGCCA
TGGATCTACGGCACATCCAACCTGGCTTCTGGTGTGCCAAGCAGATT
CAGCGGTAGCGGTAGCGGTACCGACTACACCTTCACCATCAGCAGCC
TCCAGCCAGAGGACATCGCCACCTACTACTGCCAACAGTGGAGTAGT
TACCCGTACATGTACACGTTCGGCCAAGGGACCAAGGTGGAAATCAA
ACGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATG
AGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAATAAC
TTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATAACGCCCT
CCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGG
ACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGAC
TACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCT
GAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGTTAA

MORAD
-009

of
E:3

CAGGTACAACTGCAGCAGTCTGGGCCTGAGCTGGAGAAGCCTGGCGC
TTCAGTGAAGATATCCTGCAAGGCTTCTGGTTACTCATTCACTGGCT
ACACCATGAACTGGGTGAAGCAGAGCCATGGAAAGAGCCTTGAGTGG
ATTGGACTTATTACTCCTTACAATGGTGCTTCTAGCTACAACCAGAA
GTTCAGGGGCAAGGCCACATTAACTGTAGACAAGTCATCCAGCACAG
CCTACATGGACCTCCTCAGTCTGACATCTGAAGACTCTGCAGTCTAT
TTCTGTGCAAGGGGGGGTTACGACGGGAGGGGTTTTGACTACTGGGG
ATCCGGGACCCCGGTCACCGTCTCCTCAGCCTCCACCAAGGGCCCAT
CGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCACA
GCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGAC
GGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCC
CGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTG
ACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGT
GAATCACAAGCCCAGCAACACCAAGGTGGACAAGAAAGTTGAGCCCA
AATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAA
CTCCTGGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGA
CACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGG
ACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGAC
GGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTA
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CAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGG
ACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCC
CTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCARAGGGCAGCC
CCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGA
CCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCC
AGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAA
CTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCC
TCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAALC
GTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACAC
GCAGAAGAGCCTCTCCCTGTCTCCCGGGAAATGA

MORAD
-009

ol
L9

348

GACATCGAGCTCACTCAGTCTCCAGCAATCATGTCTGCATCTCCAGGGGAGAAGGTC
ACCATGACCTGCAGTGCCAGCTCAAGTGTAAGTTACATGCACTGGTAGCAGCAGAAG
TCAGGCAGCTCCCCCAAAAGATGGATTTATGACAGCATCCAAACTGGCTTCTGGAGTC
GCAGGTCGCTTCAGTGGCAGTGGGTCTGGAAACTGTTACTGTCTCACAATCAGCAGC
GTGGAGGCTGAAGATGATGCAACTTATTACTGCCAGCAGTGGAGTAAGCAGCCTCTC
ACGTTCGGATCCGGGACCAAGGTGGAAATCAAACGAACTGTGGCTGCACCATCTGTC
TTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGC
CTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATAACGCC
CTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACC
TACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTC
TACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAGAGCTTCAAC
AGGGGAGAGTGTTAA

33011-xi

349

CAGTCGGTGGAGGAGTCCGGGGGTCGCCTGGTCACGCCTGGGACACCCCTGACACTC
ACCTGCACCGTCTCTGGAATCTCCCTCAGTAGCGATGCAATAAGCTGGGTCCGCCAG
GCTCCAGGGAAGGGGCTCGAATACATCGGAATCATTAATGGTGGTGGTAACACATAC
TACGCGAGCTGGGCGAAAGGCCGATTCACCATCTCCAAAACCTCGACCACGGTGGAT
CTGAAAATCACCAGTCCGACAACCGAGGACACGGCCACCTATTTCTGTGCCAGAGGC
ATTCAACATGGTGGTGGTAATAGTGATTATTATTATTACGGCATGGACCTCTGGGGC
CCAGGCAGCCTGGTCACTGTCTCTTCAGCATCCACCAAGGGCCCATCGGTCTTCCCC
GTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTC
AAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTGAGGCGCCCTGACCAGC
GGCGTGCACACCTTCCCGGGTGTCCTAGAGTCCTCAGGAGTGTACTCCCTCAGCAGC
GTGGTGAGCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAAT
GACAAGCGCAGCAACACCAAGGTGGACAAGAAAGTTGAGGGCAAATCTTGTGACAAA
AGCTCACACATGCCCAGCGTGCCCAGCAGCTGAACTCCTGGGGGGAGCGTCAGTCTTC
GTCTTCCCCGGAAAACCCAAGGACACCGTCATGATCTCCCGGACCCCTGAGGTCACA
TGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTG
GACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGC
ACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAG
GAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCGGCATCGAGAAAACCATC
TCCAAAGCCAAAGGGCAGCCCCGAGAAGCACAGGTGTACACCCTGCCCCCATCCCGG
GATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCC
AGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACC
ACGCCTCCCGTGCTGGAGTCCGACGGCTCCTTCTTCTTATATTCAAAGCTCACCGTG
GACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCT
GTGCACAACCACTACACGCAGAAGAGCGTGTCCGTGTCTCCCGGGAAATGA

33011-xi

350

GAAGTGTTGATGACCCAGACTCCATCCTCCGTGTCTGCAGCTGTGGGAGACACAGTC
ACCATCAAGTGCCAGGCCAGTCAGAGCATTAGTAGTGTCTTGTCCTGGTATCAGCAG
AAACCAGGGCAGCCTCCCAAGCTCCTGATCTATCTGGCATCCACTCTGGCATCTGGG
GTCCCATCGCGGTTCAGCGGCAGTAGATCTGGGACAGAGTTCACTCTCACCATCAGC
GACCTGGAGTGTGACGATGCTGCCACTTACTACTGTCAAACCAATTATGGTACTAGT
AGTAGTAATTATGGTTTTGCTTTCGGCGGAGGGAGCGAGGTGGTCGTCAAACGAACT
GTGGCTGCACCATCTGTCTTCATGTTCGCGCCATCTGATGAGCAGT TGAAATCTGGA
ACTGCCTCTGTTGTGTGCCTGCTGAATAAGTTCTATCCCAGAGAGGCCAAAGTACAG
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TGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAG
GACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGAC
TACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCC
GTCACAAAGAGCTTCAACAGGGGAGAGTGTTGA

33011-
zu

351

GAAGTCCAACTGGTGGAAAGCGGGGGAGGACTGGTGCAGCCGGGCGGATCCCTCCGG
CTGTCATGTGCTGCATCGGGAATTTCCCTCTCCTCCGACGCGATTAGCTGGGTCAGA
CAGGCCCCCGGAAAGGGGCTGGAGTACATCGGTATCATCAACGGCGGCGGAAACACC
TACTACGCCTCCTGGGCCAAGGGCCGCTTCACCATCTCGCGGCATAATTCCAAGAAC
ACTCTGTACTTGCAAATGAACTCCCTGAGGGCCGAGGACACCGCCGTGTACTACTGC
GCGCGCGGCATCCAGCACGGTGGTGGAAACAGCGACTACTACTACTATGGGATGGAT
CTGTGGGGCCAGGGAACTCTTGTGACCGTGTCGTCAGCATGCACCAAGGGCCCATCG
GTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGC
TGCCTGGTCAAGGACTACTTCCCCGAAGCGGTGACGGTGTCGTGGAACTCAGGCGCC
CTGACCAGCGGCGTGCACACCTTGCCGGCTGTCCTACAGTCCTCAGGACTCTACTCC
CTCAGCAGCGTGGTGACCGTGCGCTCCAGCAGCTTGGGCAGGCAGACCTACATCTGC
AACGTGAATGACAAGCGCAGCAAGCACCAAGGTGGACAAGAAAGTTGAGCCCAAATCT
TGTGACAAAAGTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCG
TCAGTCTTCGTCTTCCCGCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCGCCT
GAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAAC
TGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAG
TACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTG
AATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTGCCAGCCCCCATCGAG
AAAACCATCTCCAAAGCCAAAGGGCAGGCCCGAGAACCACAGGTGTACACCCTGCCC
CCATCCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGC
TTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAAC
TACAAGACCAGGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCTTATATTCAAAG
CTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATG
CATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCCGGGAAA
TGA

33011-
zZu

o
L3

352

GACATTCAGATGACCCAGTCCCCAAGCTCGCTGTCCGCCTCCGTGGGCGACCGCGTG
AGCATCACGTGCCAGGCGTCCCAGTCAATTAGCAGCGTGGTGTCCTGGTACCAACAG
AAGCCGGGGAAAGCACCCAAGCTGCTGATCTACTTGGCCTCCACTCTGGCCTCGGGA
GTGCCTTCACGGTTCTCCGGATCGGGATCTGGTACTGATTTCACCCTCACCATCTCG
AGCCTTCAGTGCGAGGAGCATCGCTACTTACTATTGTCAAACCAACTACGGAACCTCC
AGCTCCAACTACGGCTTTGCCTTCGGTGGCGGGAGCAAGGTCGAAATCAAACGAACT
GTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGGA
ACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAG
TGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAG
GACAGCAAGGACAGCACCTACAGGCTCAGCAGCACCCTGACGCTGAGCAAAGCAGAC
TACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCC
GTCACAAAGAGCTTCAACAGGGGAGAGTGTTGA

111B10-
xi

353

CAGTCGGTGGAGGAGTCCGGGGGTCGCCTGGTCACGCCTGGGACACCCCTGACACTC
ACCTGCACAGTCTCTGGATTCTGCCTCAATAACTATGCAATGAGCTGGGTCCGCCAG
GCTCCAGGGAAGGGGCTGGAATGGATCGGATCCATTAGTACTGGTGGTCTCGCATTC
TACGCGAACTGGGCAAAAGGCCGATTCACCATCTCCAGAACCTCGACCACGGTGGAT
CTGAAAATGACCAGTCTGACAACCGAGGACACGGCCACCTATTTCTGTGGCAGAAAT
GGTGGTGGTAGTTATATTTTCTATTATTTTGACTTGTGGGGGCAAGGCACCCTCGTC
ACTGTCTCTTCAGCATCCACCAAGGGCGCATCGGTCTTCCCCCTGGCACCCTCCTCC
AAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCC
GAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTC
CCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCC
TCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAAC
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ACCAAGGTGGACAAGAAAGTTGAGCCCAAATGTTGTGACAAAACTCACAGATGCCCA
GCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTGTTCCTCTTCCCCCCAAAA
CCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGAC
GTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTG
CATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTAGCGTGTGGTC
AGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAG
GTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGG
CAGCCCCGAGAACCACAGGTGTACACCCTGCGCCCATCCCGGGATGAGCTGACCAAG
AACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTG
GAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTG
GACTCCGACGGCTCCTTCTTCTTATATTCAAAGCTCACCGTGGACAAGAGCAGGTGG
CAGCAGGGGAACGTGTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTAC
ACGCAGAAGAGCCTCTCCCTGTCTCCCGGGAAATGA

10 111B10- 354 GCATTCGAATTGACCCAGACTCCATCCTCCGTGGAGGCAGCTGTGGGAGGCACAATC
xi AGCATCAAGTGCCAGGCCAGTCAGAGCATTAGTAGTTACTTATCCTGGTATCAGCAG
AAACCAGGGCAGCCTCCCAAGCTCCTGATCTATTCTGCATCCACTCTGGCATCTGGG
GTCTCATCGCGGTTCAAAGGCAGTGGATCTGGGACAGAGTACACTCTCACCATCAGC
GACCTGGAGTGTGCCGATGCTGCCACTTACTTCTGTCAAAGCTATTATGATATTGGT
ACTAGTACTTTCGGCGGAGGGACCGAGGTGGTCGTCAAACGAACTGTGGCTGCACCA
TCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGGCTCTGTT
GTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGAT
AACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGAC
AGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACAC
AAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAGAGC
TTCAACAGGGGAGAGTGTTGA

11 111B10- | =3 355 GAAGTGCAGCTGGTGGAATCTGGCGGCGGACTGGTGCAGCCTGGCGGATCTCTGAGA
zu CTGTCTTGTGCCGGCTCCGGCTTCTCCCTGAACAACTACGCCATGTCCTGGGTGCGA
CAGGCCCCTGGCAAAGGCCTGGAATGGATCGGCTCCATCAGCACAGGCGGCCTGGCC
TTCTACGGCCAATTGGGCCAAGGGCCGGTTCAGCATCAGCCGGGAGCAAGTGCAAGAAC
ACCCTGTACCTCCAGATGAACTCCCTGCGGGGCGAGGACACCGCCGTGTACTACTGT
GCCAGAAACGGCGGAGGCTCCTACATCTTCTACTACTTCGACCTGTGGGGCCAGGGC
ACCCTCGTGACAGTGTCATCTGCATCCACCAAGGGCCCATCGGTCTTCCCCCTGGCA
CCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGAC
TACTTCCCGGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTG
CACACCTTGCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTG
ACCGTGCCCTCCAGCAGCTTGGGCACCCAGAGCTACATCTGCAACGTGAATCACAAG
GCCAGCAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAACTCAC
ACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTC
CCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTG
GTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGC
GTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTAC
CGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTAC
AAGTGCAAGGTCTGCAACAAAGCCCTCCCAGGCCCCATCGAGAAAACCATCTCCAAA
GCCAAAGGGCAGCGCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAG
CTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCGCAGCGAG
ATCGCCGTGGAGTGGGAGAGCAATGGGCAGCGGGAGAACAACTACAAGAGCACGCCT
CCCGTGCTGGACTCCGACGGCTCCTTCTTCTTATATTCAAAGCTCACCGTGGACAAG
AGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGGTCTGCAC
AACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCCGGGAAATGA

12 111B10- | A4 356 GATATTCAGATGAGCCAGTCCCCCTCCAGCCTGTCCGCTTCTGTGGGCGACAGAGTG
zu AGCATCACCTGTCAGGCCTCCCAGTCCATCTCCTCCTAGCTGTCCTGGTATCAGCAG
AAGCCCGGCAAGGCCCCCAAGCTGCTGATCTACTCTGCCTCCACACTGGCCTCCGGC
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GTGCCCTCTAGATTCTCCGGCTCTGGCTCTGGCACCGACTTTACCGTGACCATCAGC
TGCCTCCAGTGCGAGGATGCCGCCACCTACTACTGCCAGTGCTACTACGACATCGGC
ACCTCCACCTTCGGCGGAGGCAGCAAGGTGGAAATCAAACGAACTGTGGCTGCACCA
TGTGTCTTCATCTTGCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGCCTCTGTT
GTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGAT
AAGGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGAC
AGCACCTACAGCCTCAGCAGCAGCCTGACGCTGAGCAAAGCAGACTACGAGAAACAC
AAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAGAGC
TTCAACAGGGGAGAGTGTTGA

13

201C15-
xi

CAGTCAGTGAAGGAGTCCGGGGGTCGGCTGGTCACGCCTGGGACAGCCCTGACACTC
ACCTGCACAGTCTCTGGAATCGACCTCAGTAGCTATGCAATGGGCTGGTTCCGCCAG
GCTCCAGGGAAGGGGCTGGAATACATCGGAACCATTAATATTGGTGGTCGCGTATAT
TACGCGAGCTGGGCAAAAGGCCGATTCACCATCTCCAGAACCTCGACCACGGTGGAT
CTGAAAGCGCCCAGTCTGACAGGCGAGGACACGGCCACCTATTTCTGTGCCAGATAT
TATAATGGTGGTAGTTATGACATCTGGGGCCCAGGCACCCTGGTCACCGTCTCTTTA
GCATCCACCAAGGGCCCATCGGTCTTGCCCCTGGCACCCTCCTCCAAGAGCACCTCT
GGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACG
GTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCGCGGCTGTCCTA
CAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTG
GGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGAC
AAGAAAGTTGAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCA
CCTGAACTCCTGGGGGGAGCGTGAGTGTTCCTCTTCCCCCCAAAAGCCAAGGACACC
GCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAA
GACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAG
ACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCACC
GTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAA
GCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAA
CCACAGGTGTACACCCTGCCCCCATCGCGGGATGAGCTGACCAAGAACCAGGTCAGC
CTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGC
AATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACGGC
TCCTTCTTCTTATATTCAAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAAC
GTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGC
CTCTCCCTGTCTCCCGGGAAATGA

14

201C15-
Xi

358

GATGTTGTGATGACCCAGACTCCAGCCTCCGCGTCTGAACCTGTGGGAGGCACAGTC
AGCATCAAGTGCCAGGCCAGTGAGAGCATTTATCGCGTATTGGCCTGGTATCAGCAG
AAACCAGGGCAGCCTCCCAAGCTCCTGATCTATGATACATCCACTCTGGCATCTGGG
GCCCCATCGCGGTTCAAAGGCAGTGGATATGGGACAGAGTTCACTCTCACCATCAGC
GGCGTGCAGTGTGAAGATGCTGGCACTTACTACTGTCAAGGCGGTTATTATGCTGAT
AGTTATGGTATTGCTTTCGGCGGAGGGACCGAGGTGGTGGTCAAACGAACTGTGGCT
GCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGCC
TCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAG
GTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGC
AAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAG
AAACACAAAGTCTACGCCTGCGAAGTGACCCATCAGGGCCTGAGCTCGCCCGTCACA
AAGAGCTTCAACAGGGGAGAGTGTTGA

15

201C15-
zu

359

CAGGTGCAGCTGGTGGAATCTGGCGGAGGACTGGTGCAGCCTGGCGGCTCTCTGAGA
CTGTCCTGTTCCGCCTCCGGAATCGACCTGTCCTCCTACGCTATGGGCTGGGTGCGA
CAGGCTCCTGGCAAGGGCCTGGAGTACATCGGCACCATCAACATCGGCGGCAGAGTG
TACTACGCCTCCTGGGCCAAGGGCCGGTTCACCATCTCCAGAGACAACTCCAAGAAC
AGGCTGTACCTCCAGATGAACTGCCTGCGGGCCGAGGACACCGCCGTGTACTACTGC
GCCCGGTACTACAACGGCGGCTGCTACGATATCTGGGGCCAGGGCACACTCGTGACC
GTGTCCTCTGCATCCACCAAGGGCCCATCGGTCTTCCCCCTGGCAGCCTCCTCCAAG

_50_

10-2445255



[0129]

s==4

AGCACGCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTGCCCGAA
CCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGAGCAGCGGCGTGCACACCTTCCCG
GCTGTCCTACAGTCGTCAGGACTCTACTGCCTCAGCAGCGTGGTGAGCGTGCCCTCC
AGCAGCTTGGGCACGCAGACCTACATCTGCAACGTGAATCACAAGCCCAGGAACACC
AAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCG
TGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTCCGCCCAAAACCC
AAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTG
AGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCAT
AATGGCAAGACAAAGCCGCGGGAGGAGCAGTAGAACAGCACGTACCGTGTGGTCAGC
GTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTC
TCCAACAAAGCCCTGCCAGCCCCCATCGAGAAAACCATCTCCAAAGGCAAAGGGCAG
CCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGAGCAAGAAC
CAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAG
TGGGAGAGCAATGGGCAGCCGGAGAACAACTAGCAAGACCACGCCTCGCGTGCTGGAC
TCCGACGGCTCCTTCTTCTTATATTCAAAGCTCACCGTGGACAAGAGCAGGTGGCAG
CAGGGGAACGTCTTCTGATGCTCCGTGATGCATGAGGCTCTGCACAACCAGTACACG
CAGAAGAGCCTCTCCCTGTCTCCCGGGAAATGA

16

201C15-
zZu

360

GATATCCAGATGACGCAGTCCCCCTCCAGCCTGTCTGCCTCTGTGGGCGACAGAGTG
ACCATCACCTGTCAGGCCTCCGAGTCCATCTACCGGGTGCTGGCCTGGTATCAGCAG
AAGCCTGGCAAGGCCCCCAAGCTGCTGATCTAGGACACCAGCACAGTGGGCTCCGGC
GTGCCCTCTAGATTGTCCGGCTCTGGCTCTGGCACCGAGTTTACCCTGAGCATCTCC
AGCCTCCAGTGCGACGACGCCGCCACCTACTATTGTCAGGGCGGCTACTACGCCGAC
TCCTACGGAATCGCTTTCGGCGGAGGCAGCAAGGTGGAAATCAAACGAAGTGTGGCT
GCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGCC
TCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAG
GTGGATAACGCCCTGCAATCGGGTAACTGCCAGGAGAGTGTCACAGAGCAGGACAGC
AAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAG
AAACACAAAGTCTACGCCTGCGAAGTCAGCCATCAGGGCCTGAGCTCGCGCGTCACA
AAGAGCTTCAACAGGGGAGAGTGTTGA

17

346C6-
X1

361

CAGTCGGTGGAGGAGTCCGGCGGTCGCCTGGTAAAGCCTGACGAATGCCTGACACTC
ACCTGCACAGCCTCTGGATTCTCCCTCAGTAGTTATGCAATGATCTGGGTCCGCCAG
GCTCCAGGGGAGGGGCTGGAATGGATCGGAACCATTAGTACTGGTGGTATCACATAC
TACGCGAGCTGGGCGAAAGGCCGATTCACCATCTCCAAAACCTCGACCACGGTGGAT
CTGAAAATGACCAGTCGCGACAACCGAGGACACGGCCACCTATTTCTGTGCCAGAGGG
GGATATGCTGCTAGTAGTGCTTATTATGTCCCGTACTACTTTGAGTTGTGGGGCCAA
GGGACCCTGGTCACGGTCTCCTCAGCATCCACCAAGGGCCCATCGGTCTTGCCCCTG
GCACCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAG
GACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGAGCAGCGGC
GTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTG
GTGAGCGTGCGCTCCAGCAGCTTGGGCAGCCAGAGCTACATCTGCAACGTGAATCAC
AAGCGCAGCAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGAGAAAACT
CACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCCTC
TTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGC
GTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGAC
GGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAAGAGCACG
TACCGTGTGGTCAGCGTCCTCACCGTCCTGCAGCAGGACTGGCTGAATGGCAAGGAG
TACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAAGCATCTCC
AAAGCGCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCGCATGCCGGGAT
GAGCTGACCAAGAAGCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGC
GACATCGCCGTGGAGT GGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACG
CCTCCCGTGCTGGAGTCCGACGGCTCCTTCTTCTTATATTCAAAGCTCAGCGTGGAC
AAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTG
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CACAACCACTACACGCAGAAGAGCCTCTGCCTGTCTCCCGGGAAATGA

18 346C6- 362 GCAGCCGTGCTGACCCAGACACCATCAGGCGTGTCTGCAGCTGTGGGAGGCACAGTC
xi ACCATCAGTTGCCAGTCCAGTCAGAGTGTTTATAATAATAACAACTTAGCCTGGTTT
CAGCAGAAACCCGGGCAGCCTCCCAAGCTTCTGATCTATCTGGCATCCACTCTGGCA
TCTGGGGTCCCATCACGGTTCAGCGGCAGTGGATCTGGGACACAGTTCACTCTCACC
ATCAGCGGCGTGCAGTGTGACGATGCTGGCACTTATTACTGTCTAGGTGGTTGTGAT
GATGATGCTGATACTTTTGCTTTCGGCGGAGGGACTGAGGTGGTGGTCAAACGAACT
GTGGCTGCAGCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGGA
ACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAG
TGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAG
GACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGAC
TACGAGAAACACAAAGTCTACGGCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCC
GTCACAAAGAGCTTCAACAGGGGAGAGTGTTGA

19 346C6- =4 363 GAAGTGCAGCTGGTGGAATCTGGCGGCGGACTGGTGCAGCCTGGCGGATCTCTGAGA
zu CTGTCTTGTGCCGCCTCCGGCTTCTCCCTGTCCTCCTACGCTATGATCTGGGTGCGA
CAGGCCCCTGGCAAGGGCCTGGAATGGATCGGCACCATCTCTACCGGCGGAATTACC
TACTACGCCTCCTGGGCCAAGGGCCGGTTCACCATCTCCAGAGACAACTCCAAGAAC
ACCCTGTACCTCCAGATGAACTCCCTGCGGGCCGAGGACACCGCCGTGTACTATTGT
GCTAGAGGCGGCTACGCCGCCAGCTCCGCTTACTACCTGCCCTACTACTTCGACCTG
TGGGGCCAGGGCACCCTCGTGACAGTGTGATCTGCATCCACCAAGGGCCCATCGGTC
TTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGE
CTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTG
ACCAGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTC
AGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAAC
GTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGT
GACAAAACTCACACATGCCCACCGTGCGGAGCACCTGAACTCCTGGGGGGACCGTCA
GTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAG
GTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGG
TACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTAC
AACAGCACGTACCGTGTGGTCAGCGTCGTCACCGTCCTGCACCAGGACTGGCTGAAT
GGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAA
ACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAAGCACAGGTGTACACCCTGCCCCCA
TCCCGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTC
TATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTAC
AAGACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCTTATATTCAAAGCTC
ACCGTGGAGCAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCAT
GAGGCTCTGCACAAGCACTACACGCAGAAGAGCCTCTCCCTGTCTCCCGGGAAATGA
20 346C6- R 364 GATATTCAGATGACCCAGTCCCCCTCCAGCCTGTCCGCTTCTGTGGGCGACAGAGTG
zu ACCATCACCTGTCAGTCCTCCCAGTCCGTGTATAACAACAACAACCTGGCCTGGTAT
CAGCAGAAACCCGGCAAGGTGCCCAAGCTGCTGATCTAGCTGGCCTGCACACTGGCC
TCTGGCGTGCCCTCTAGATTCTCCGGCTCTGGCTCTGGCACCGACTTTACCCTGACC
ATCAGCTCCCTCCAGTGCGAGGATGCCGCCACCTACTATTGCCTGGGCGGCTGCGAC
GACGACGCCGATACCTTTGCTTTTGGCGGAGGCAGCAAGGTGGAAATCAAACGAACT
GTGGCTGCACCATCTGTCTTCATCTTCGGGCCATCTGATGAGCAGTTGAAATCTGGA
ACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAG
TGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAG
GACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGAC
TACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCC
GTCACAAAGAGCTTCAACAGGGGAGAGTGTTGA
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ol A, F-FRA A = oo FA-AF dHE 3 F2 (DRs 2 3 A4 CDRsE o}#fie} o] 23
ok 7huk AW e Al z=dlel] oa] Jeojwl wpet o], A A WFi2® A EE F4 DRI (HCDRD), A9 4
2 FAEE S CDR2 (HCDR2), A A¥ W48 FAEE F2 CDR3 (HCDR3); A& 2
7% A A4 (Rl (LCDRD, A< A8 w582 A4S 44 (DR2 (LCDR2), 2 Ad 2¥ w39
TAE= A CDR3 (LCDR3), (F}¥F, Sequences of Proteins of Immunological Interest (National
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Institutes of Health, Bethesda, Md.(1987 % 1991))).

AN FRA, B-FRA A i ole] Fel-AF WAL 3 FH DRs L 3 A ODRsZ of 9 o] e
U INGT AW Al=glel ofs) Ageojwl mpel o], Ad AE WE:ise® FAEE T ORI, M A9
M5 aR AR F4 R, NQ A WEi15e AR F4 OR: NY AW WEileow PAEE A
A CDR1, A 2¥ Wz:172 PSS 44 DRz, 2 AMd ¥ w3182 AT 44 CDR3
(International ImMunoGeneTics Information System (IMGT®)).

ek R, FFRA A B oo F-A dE Ad AW U239 opuedt 4AE wehs
A 7 G, BoAME A Wsi249] opvldl MAE ek A UMW 99 2RI A5 T
A, F-FRA Al B ole] Fl-AT vl A AW MEse] F 7P g opmwat 4D 2 M A
A 240 A 7ha G oprdl N, B AT-AFE A Holk 95 TAdd NS 2RI, AN
TEeA, F-FRA FA = ol FA-AF TS ME A Ws 230 Aol 96%, HolE 97, Holk
98%, Tz Aol 99% TAZ T TP G obmat N B AA A wSi240] ol 96%, Aol 974,
Aol 98%, W= Holk 99% TAT A b G oplAt MAE 2t

Lo
WP 2 od x 2

4z ok ofb {8 I rr & nR K

g A §slef Hojx A

AE A A5 600 HoJm= 96%, HoJ= 97%, HoJE 98%, i Holm 99% LI A ofuwAl IS

o A8 FEdolA, F-FRA qAE (Y HES dzdseE FEULEl=r Jg8) A9 AE W31,
v (Fd AL J3dste wEU el =0 §le) AE Y w3459 wEHE QEe|E A g3 =
o 2 (FY AEE dadsteE wEElEeIErt de) AE AdE HE12, Be (YU AEE 9329
= FTEUSE =T fle) Ad A We:i3469] FEHQEE Ade o) AR AHE 2.
TFadelA, T4 olvAit AEe -2 galo] et vhFet Fdd A, F-FRA FA= sHrleh Hohe

2E Zoo| mpE 7 sloll 7|EE METo] od] AAE Ao ofm <

(ATCC, 10801 University Blvd., Manassas, Va.20110-2209) (2006 49 240, <& W& PTA-7552%, &=
F4 -2 2lglo] BE%E of 2 AdR). uekst F3H oA, F-FRA A= MORAb-003 (USAN H3: 3&
A5+ (Ebel 5. (2007) Cancer Immunity 7:6), Hi= o]9] d-Ast d¥Ho|r},

I
>
el
>

e

thget o ool A, ACE EA oF U2 A3 39 A A 84 2 ( “her2” )oltt.

theket FEdolA, S-her2 FA T o] FA-AF @A 3 F (DRs ¥ 3 A3 CDRsE ofefo} o] 23t
ghok: ZH A Al="lol] o]l gojwl npel o], Ad AW Ws:i71E A= T3 (DRI (HCDR1), A4
A8 WMo 722 FAEE F3) DR2 (HCDR2), AE A8 37302 45+ 3 CDR3 (HCDR3); Alg 21
M3 742 FA=+= 44 CDR1 (LCDRD), AE 2 A¥E= A4 CDR2 (LCDR2), = A4d 24E
M5 7602 F445 = 44 CDR3 (LCDR3).

iE
(T g
1-.0.1!
o
fr
-4

IR FHNA, -her2 A T ol FA-AF GHL2 3 T2 (DRs 2 3 43 CDRsE ofefo} o] 33
b INGT AW Alzgle] o) e upel Zo], A A HE:1912 FA45= F3 CRL, A€ 2E A
3:1928 FAEE F4 (DR2, A9 A M35:19302 FAEE 2 (DR3; A 2l HI 19482 FAYE= 3
A CDR1, M 2¥ HF:1952 FASE 44 CDR2, B ML ¥ HE:19602 TAFE= 724 CDR3.

theFst FAooA, S-her2 FA EE olo] FYU-AF WHS MG AE w5279 oluAk NES X
A 7 99, 2 Ad A w5289 ol AES e A A 99S X, A Ao
A1, &-her2 A T olo] FYU-AF WHLS AME A w5279 FH UMW G oA AE E A E 4
H o280 A 7P Fo oluAal AE, EE AV-AdFE Al Holk 95% wUs MES xFet. o
T @A, F-herz FA E= oo F-Ad WS A A w270 Holk 96%, HolE 97%, o
T 98%, e Aol 99% g T 7t 49 ot AE H/Ee MY AE MEi2ge] Aok 96%, Ao
T 97%, AolZ 98%, Hi& Hojx 99% FUS A 7t 4 ofnal HES ZEer

theFst tddolA, &-her2 e A3 Ig6l FH OEW =dd 2 AR Ig Jhu A EWH =dAdS

|
(&)
w
|
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[0145]
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Fghstct

st Fddo A, F-her2 FA = AQG A 953279 F4 olv At AE e AE A W5:3274 Ao
T 95% wde AE, @ MY A H5:3289 A ofv|xAt Y e MY A M5 32800 Hojk 95% Y
gt qdS xgeth. 54 FddolA, dAE AE AE H5:i3279 F obvxA AE F Mg A i
5:3289] A4 olu|x=at MY, T AV-AdFE ALl Hox 95% TL LS XS, AF T A,
3-her2 A= A AE W35 3279 Aok 96%, Hol% 97%, Ho]% 98%, HEE Aok 99% FU3F F2 oln
A A B M A ME3280l Aol 96%, Ao 97%, Hojim 98%, i Aol 99% wAT G oy
A DS zheth, geket FdEdolA, d-her2 Al ESAETY, B ol d-A% dwHo|t

Fob Fd ool A, S-FRA A & o] IUd-AF whH-2 MORAb-003¢9] 3 54 (DRs % 3 A4l (DRsE X3
1} o]7]4 CDRs+= HCDR1 (7}HPoﬂ wel Mg AE A2, BE INGT wet Mg 248 W3 :13), HCDR2 (FF
of wet Mg A W53, e INGTl weh AE A W& :14), HCDR3 (Fhukell wheh A E 28 W4, &

IMGTll whe} A <d *—1%‘ Hdz 15); LCDR1 (Zhgkell whe} Mg 28 57, = INGTl wheb A9 243 i
%.:16), LCDR2 (FHdkel] uwpe} ME 28 HE:8, & IMGT wef M<E 28 W5 :17), 2 LCDR3 (FHdkel| ufz}

Ad A WEg, = NG| wet Ad A WE:18)9] 1, 2, 3, 4, 5, EE 6 o]F} ofunat Brb, A

7

e o
_4_1_400

gekst g2 FddelA, d-her2 FA T ol IFY-AY dHES EffAEFT 3 F4) (DRs ¥ 3 A4
CDRsE ¥t AY 4714 (DRse HCDR1 (Zhgtel whel Ag A8 WS :71, He INGTol wet AE 2E #

ﬂl&

3:191), HCDR2 (Fhdbell whel M9 A W3F:72, T INGT wel A4<E 28 W35:192), HCDR3 (FHikel whah
Mg A W5 73, e IMGTel whel QD 48 W5:193); LCDRL (Fhdbel] uwhel A A8 H3:74, L& DGT
of whe} A A W$.:194), LCDR2 (FhHutel] whe} A 2™ W75, = INGTA wheh A A W5:195),
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4 Zolth. AR Aol Aol FA B F 4 glofis, Add dwbHoR of 1 x| o 20 ofv|mal 7] W9
ofch. A&, A4, A, Ei= ole] qeje 2FE HET fFEA i WolAld mdshed AHE 4 gl o
Ao o5 W= wxpel WA, 53] I A v Wy ® Solds Hass] g8 9H op
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dF T , o] ok=s GASA7]7] Hel
H/EE Fee Asdoer aydor whar] ffdl AxU §0lA Al RoJoE|RAEEH fE RoldEE F
w3 WEANG. A FddeA], oFE RolojEli ADC7F ADCS] A BolojEle] Ko<l S wHA =
Aol APk wi7bx] FA| RololE25E dwtE A ¢har, ofE HololEl= Aol YAl A RolojEl=
FH dddn. A5 FRdelA, BA= G Eu A ZolojEe] NI AdA] ofm EolojEe] Agte A
HolAl =S wjAE = Advbedt RolojEls 2. dAlH Advbed ¥7= A B W7, ==
globAl/REITA -2 BA, F2dAAR] EA, ddl Hadspol=-, ws Ao =-3y J7E 23T
ot

A=)
=271
7= A =24 st ddrbssitt. ol A A
EEEe TheEEE A7l fal, AlelEE (pH
H

(pH ~ 4.8) Alxd T84 o w2 pHE o]§3t) (Jain 5. (2015) Pharm Res 32:3526- 40) AH & oo
A, BAE A B H/rE RS "ACIT. dE B, gAaFddA 7%#—%811**01 B A V)
(s =W, spol=gtE, AMmhlE, EHeAMmghE, Al&-oliYEAL ofn:= | l IE ol e,

A, = 7EHE Fste 4 284 BA= AHEE ¢ . Fu, 9JF EFW, U]Ef 3 W3 5,122,368;
5,824,805; 5,622,929; Dubowchik and Walker (1999) Pharm. Therapeutics 83:67-123; Neville . (1989)
Biol. Chem. 264:14653-61.71¢} 7€ A= A pH 7, A A A st Ajdoz b Ao
Wk, @aFel SAFA pHSl, pH 5.5 Ei 5.0 HRHe]A EJ@'E}E}. 54 FAdelA, 7teiad 974 Heol
H=Z 2A (Add], dE 59, oMdsto|l=atE 4TS &3 Xs5Ae F2d gode2)o|tt. iz, oF &
H, v=53 H3F 5,622,929.

A FEANAM, FAA= Fd =4 spol]l ddvbesitt. dF FRANNA, Fr= A, AFAY SFEEE
E= HEEHES &4 stel darbssitk. dF Fd@dolA, dA= ddrbed gidvels €7 Ee= A
@7bs g Aot = F Aot

A5 FEAAol A, FBAE Adrtsd tdsto]ln grloltk. & Eo], SATA (N-AAlo|nd-5-0} A HE] S oAl H|
1E), SPDP (N-A4lolwd-3-(2-Fejd g o) Z w3 o] E), SPDB (N-AAlejn|d-3-(2-3] 2]t E] 2 ) F-E ]
1E) 3 SWPT (N-Alojn|d S A7k e d - uf-wd -k u-(2-9] 2] -t E] Q) EF<l), SPDB 3 SMPTE ©] &3}
FAE 5 de AS sk, v didels HA= gall vlmel A . Fu, 9F 5,
Thorpe 5. (1987) Cancer Res. 47:5924-31; Wawrzynczak -5, In Immunoconjugates:Antibody Conjugates in
Radioimagery and Therapy of Cancer (C. W.Vogel ed., Oxford U.Press, 1987). ®x H3ol w535 ®H3
4,880,935. A dtol= 7=, 2319 tjdvtol= A3t éi%g golatAl & & =, AEY EEo EAEE
geled AP AR ARgE. B FH AEU HE, 348 SFEEHR AXY sRE dPhHoR ok 5
plell dHoll A 7 FHF A=A B (5, Alz=HRD e AR oF 1,000-¥ v %2, 1-10 nMe] Hejeltt
(Goldmacher &, In Cancer Drug Discovery and Development:Antibody-Drug Conjugates and Immunotoxins
(G.L.Phillips ed., Springer, 2013)). @& tjdylol= o]lawEtal Agel AXUW it E3 yidybol=
B AZEW dde] 7]oqd 5= qdvk. & FAAel A ARRE bk} o] Adrbest tAdutels HA = At
S8 HAdtol= RololHE EIehe ol HAE AATT. o] “Hdvlsd tAitol= Hololy” =,
dE EW, HE T fhd o Ad HW/EEs A" ¢ e tddes HAYS AAHTT. dF

TEeol A, ddrbed Hdutel= RolojEl= HAvE-trdolt},
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BolofE] & Fall #Al molofElel 1 23} k= LoJojEle ¥

v, =, %5 AYS SV vk webA, A Rololgrt & shuhe] WA Al=HI]l HE 71E BAre)
= A9, odE B0, v okE Holo e AN ¥AE S8 FFE . dF FddddA, HA Fo
ofE] & #@7-°F= RolojH & FdE tlduel= HEA 538 e AFE 2al olg Ves S8 A F
2t = Qlth, Fu, o F 59, SFAF/NHE W02013173391 2 §02013173393.

AR FHdolA, FAE, AT FHNA (dE W, f2F T dEF T FhEYo} <o) EA8
AA], oS W, G40 o3 durtssitt. gAE, & 5W, vAsgoR | PiFd wE drxy I8
HolAl s Egshs, Az REthA Tx Z2eolA] kel 93 ddEs Fefol= FAY 5= k. AR
HoolA, FA= detrtsst fetel= FAo T, 2 WA oA AREE wiel o], HurhEdt JEfol= fA
v AW7bsd JEfol= RoloElE et dole] FAE AHgth. &of “dArrtee fElo]= RolojE]”
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24 B, C, F, H, K, , v, = o 98] Aurbs
= RololE= 7454l Bell &) 7bsstrl. 7hAl Bl o8 Ao
EEZY (Val-Cit)o]lt}t (Dubowchik 5. (2002) Bioconjugate Chen.

T el ol %
L, 0,8
Ak

>~

{

o]

13:855-60). A% FRAANA, AEFed Helol= HoloElE ETIsHE ANE ety AEbsd wololy
(% 59, AW/F5 tdste]= woloe] Ei AFsd AFelr|= Wolole))E X3z ADC] Hls) o
W §3 FE L/EE F BE R 39 (e 9THY

A

o = A7bse fERo]= HololE|= opn| At FHS XS dF TFdd
o zeobAlol] o3k FAo Avhs s8stal, LA FOoRMA h o] AEY TR
2 shb ool AT Gid =FA ADCEFH ofE RolojH o] WEE &o|stAl gt (Doronina
5. (2003) Nat. Biotechnol. 21:778-84; Dubowchik and Walker (1999) Pharm. Therapeutics 83:67-123). o
AlA okl fule, HAIEA oR, ffEel=, EFfjelel=, HEZEC=, 9 dHEEo|=E
EEst. dAlA fREfel =, HiAGA R HA-ANESH (Val-Cit), debd-o~uebzl (Ala-Asn), &t
d-dldedebd (Ala-Phe), dAddebd-2]4] (Phe-Lys), ¢Ebd-gl4l (Ala-Lys), &epbd-2d (Ala-Val), =&~
deld (Val-Ala), 2&-g]Al (Val-Lys), 2lal-g]Al (Lys-Lys), dAd&detd-AEEH (Phe-Cit), FA-AEZ
A (LeuCit), ©OlAFA-ANEEZZ (IleCit), EHEI-AEZA (Trp-Cit), 2 mHdIetd-gdebd (Phe-
Al el dAlA Efglel =, HiASdAH R debd-debd-olAutElt]l (Ala-Ala-Asn), Z2]4l-
2 g (Gly-Val-Cit), Z8A-ZEA-ZgA  (Gly-Gly-Gly), ¥H<LdLed-Addebd-gj2l  (Phe-Phe-
ZEal-Adgdeid-glal (Gly-Phe-Lys) S E3talth. tf2 oA 4 olu]x=al §38 o2 EW, 3§l7]d
A 7)AE wpsh gol, HIA@®H O, Gly-Phe-Leu-Gly, Ala-Leu-Ala-Leu, Phe-N-FE2-Arg, % Phe-N-UE =~
ArgE T WFES WE 6,214,345, A FAAA, FHAHNA ofmiAt §UHS Val-CitE X3},

TFAdolA, HANA olmal FH1S Ala-Ala-AsnS ¥F3T. dB FEAO)A, Val-CitE E3se
ADCE tiehE ofm At HY i tiord "urlsd RololElE E3bel ADCY] HIE| #ZAE FARSE AE A}
b3t AE AP, o w2 OE Y (pE YT, o=t fF4
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Lot

3, e Y £F, REE O B 9 =
o AdHoR WS opumal Y] W/EE 25e] opu]mal N/EE v-ged WA obulAt FAA, 7
O AESUE ERE & oAtk olulmd §9e 54 Ga, o Sof, 2U-9Y Zreola, fiaF xz
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[0176]

[0177]

[0178]

[0179]

[0180]

[0181]

[0182]

[0183]

goh, Ay FEA A, olv =t §12 Ala-Ala-Asng EEETE AR NN, HAE
2 Val-CitE ¥getrt, g5 FHAoA, A= Mal-(PEG), Z Val-CitE XE3c}.
Mal-(PEG), 2 Val-CitE X&3s}3, 374 p 2 WA 8 = 2 WA 5
Ao A, AL Mal-(PEG)s 2 Val-CitE X3t} EA FdA A, ¥
o dB YA, PAE Mal-2FolA 39 2 Ala-Ala-Asns Z33Th. AR T, HAE Mal-
(PEG)s 2 Ala-Ala-AsnS ¥ &atr},

X
fr
=
=)
a
=
N
=
»
(@)
=
it
t
o
rot

AR FAANA, FAL Yal-2olA F3 W AR Dastols molojElg AT, A% @A,
Au7bs @ tastels woloe T d-tudelth, 4% TR, FAE Nal-=olH 1l L T
dg-tude Tty Q% TN, G5 Nal-(PEG)-E 2 olE-(PEG), @ DAnY-OWgs ¥

X

o]

A7 AN, A= Mal-2=dol4 5 4 der} A
@71 Mal-(PEG),~Eg]o}&E-(PEG); B HEo=F Xt}

o
OSuE %611 A LE %—%—@% we] F-#shs Aol fFUle i EAIMAM  “0Su-dol FHT o®
Ak, go] “Ailolm= wololE]” =, & WAl AREE wpel 3ol ofdl 7] o , &A moj
ofefell A Al ZA7]e] opwl Ze} wk-gAdQl MAlelwE SetEs sk ke Andth. oAlH AAloln]
= FolojEl= N-gto]=FA M Alolm = (NHS)olth. A F&AdolA, 0Su-=dlolr FR2 A4 == FU-29
R [P I R o e il e R S R R K | = FY-2

A, OSu—/\Jﬂ oA FRZ 2Al s Fa FA
g el AddEn. A% TN, OSu-2do] M FH2 PEG FolojElE EF. AF e, 0Su-
[e)

JoA, HAE OSu-2dolA] F3 2 durlsdt Felo|= RolojE]lE ¥ttt UF FHdol A,
AH FHd oA, oAt FHL Val-CitE X3
ool A, ofu| Al F2 Ala-Ala-Asns 1'@6&‘5}. AR FHA A, HAE 0Su-=FH o)A FY
2 Val-CitE X3y, A7 TN, FAE 0Su-(PEG); E Val-CitE Eg3ttl. thE T, HAE
0Su-(PEG)y & Val-CitE FE3F3It}. & F3 oA, H7AE= 0Su-(ClHy)s  Val-CitE £
A, BAE 0Su-(PEG)s-Eg]o}Z&-(PEG); % Val-CitE g3}, a7 Fdo)x, HAE 0Su-=d o)A H4
2 Ala-Ala-AsnS ¥3Feht}. A4 P oA, FAHE 0Su-(PEG), 2 Ala-Ala-AsnS ¥ 3}3h),

£ 0Su-2old f 2 Aasksd ddstel= wololElE EFwh A FHANA,
wolojgle tlAs -t dolth, A% FAANA, FAL 0Su-2H ol Fl o
EATH QP TN, DA 0Su-(PEO)-ELohE-(PEG), 2 Tl d-Td e 3.
e THdeA, DAL 0t AAL ol F S H-EelolE-(PEG), % T4 E-TiE e Eehat,

r_QL

A5 RN, F7= 0Su-=HolA 3l R Adrbedt dEotn= RolojElE I, AN T,
HA= 0Su-(PEG)s-Ed|obE-(PEG); R AZotn =8 23t ve FddolA, #7= 0Su-HH

W-EelohE-(PEG), 2 HEolEE EFe),

A ol A, Mal-2Fo]A 43l = 0Su-=do)A & FAA ddrbedt Rololgel A Rolof
(5, 34 == F4-43 99 S FHAAT. A5 F>olA, Nal-2=3o]A {5 = 0Su-Zdo)A {3
| A = d9-A5 dHS FFAG. A5 Fdool A, durhedt e

= X, AR FdAdelA, FAE Mal-=dold Ful-obrgh #3518
o [e)
= T

OSu-z=¥lo] A fryl-ofueit Ul Eghettt, A FHdoA, Mal-2=do]A F5 Ei= 0Su-2=3] 0] A

PEG HolojE]E XEdsit}. A3 F&Ho oA, Mal-2FolA-F EE OSu-2d oA RS 4 HolojgE X
3t AR FEA A, oAt F3E Val-CitE ¥, b2 FEoA, ol 398 Ala-Ala-
AsnS ¥3}sit)

S} Mal-2=3o]A §R-Val-Cit. L5 FddoA, GAE 87 +
AR FHo oA, HAE 7] FFRE £33t} Mal-(PEG),-Val-Cit-pAB.
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[0184]

[0185]

[0186]

[0187]

[0188]

[0189]

[0190]

SES5 10-2445255

Ay AN, FAE Mal-(PEQs-Val-CitE Zdtt. 54 FadolA, IA= Mal-(Cl)s5-Val-CitE 29
g}, AR oA, A= Mal-2=d#Ho]A f-Ala-Ala-Asns ES3th. ¥ FddolA, HAE Mal-
(PEG),-Ala-Ala-AsnS X33},

o

A FAolA], FAE 0Su-2=dlolA Fyl-Val-Cits E3Hgrt. A FaAolA, F#= 0Su-(PEG),-Val-Cit
= g3t g2 FddolA, ¥AE 0Su-(PEG)yVal-CitE E33ch, g2 Fddolx, FAE 0Su-(Cly)s-
Val-CitE Xgech. o2 FddolA, FA= 0Su-(PEG)s-Eg] o}&E-(PEG)s-Val-CitE EF3c. ¥ &
A, BAE 0Su-2=#o]A fH-Ala-Ala-Asns X st dF T, FAE 0Su-(PEG),~Ala-Ala-Asng& ¥E

SheF FAANA, Nal-2ool A 3l EE 0Su-2so] A FRe AEFsd tastels Rolojele] A mi
FU-AF VRS BAAAG, QY P, FAE Mal-2 o)A Ful-tlAste] = EE 0Su-2Hol 4] fu
Ot = g ZawTh, A FHANA, Dastol=E Yasd-gelt, A FHANA, FAL Nal-
slold fu-tAsg-teEe Egac, 9% FAdelA, FAE Mal-(PEG)-E el o} E-(PEG),-t) 43 d-1]
Mge Tt oE FAGNM, IAL Ou-2dold FRA-HATD-UiEe T A TN A,
AT OSu-(PEG)-EPlol (PR, 0 A D e Eaaet, e FadA, YAL 0T Aol EE
SHl-E ok E-(PRG),-T 49 D)W & & ¥t
54 FAlA, Mal-23ol 3 E 0Su-zslold §Ue Aubsd MEotn= wolojeld] P wi
FU-AF VRS BAAAG, QY PN, FAE Mal-2H o)A Fl-HEIE EE 0Su-2 ol A] Fu
HEER EFAT, AR FNA, FAE Mal-(PEG) ~EelohE-(PEG),- M Eoln| =8 e, 9w >

ool A, FA= 0Su-(PEG);-E2]ob&-(PEG),-EEotn| =8 23t vhE F&dolA, F7= 0Su-tiHldAto]

2R U-ErjolE-(PEG) - Eolr| =& LA},

Fe TN, G AWFsE WolojE obE moloele] AHHoR AAAT, thE THeolA,
ol Fule AN oFE WolojEe] ArbsE HololHE FAA:
oA, ofE WololEli: delEelolt, thakd T3
Hol Rzt dn TGN, ol
AT, 54 FAelA, oelE
3, AWrbsE BololE Val-CitE
melelgl AeATE Lololed dddg. 53 %L
9 Val-Cit Aebsd
e FadelA, oeled
oA Mal-23llo] 4] §5&

2ol FRE2 A=A e "R d = gl "R -A7] s A ’\ﬁﬂow
= BE Aol fulo]l ®HA ] Ay 4

fFrol des, HASdAH R, Al iﬁﬂow TR H
A zdolM FRS Aa AR FeE ¢ ARt
EA7NA e A= /MV*" 25| o] A
UAE k=T & Aol fY Ee o

L
T
o
:Og‘
ot
A
=2
~
g

S|
il
B
=
el

-Ci

H
E3 & masrs w7 Ao fue 4
AololH, N EAE pAB A7)-5 44 o]

ot Jm o o o

53 %—herz FA ] Oﬂﬁilq

=2

av)
>

O
©

D
o
e}
2
o 4
2

2
Yal-=eal 2uold FRls I H]—Z}ﬂ—ﬁl
Z

A71-84 shsre e BololA BAH T AAE ACsE skl A AuE % 9k,
12 59, dgEa)el BAdA durlsd wolojEE RAAIE 2
Holw, A 27 sk Aerbse wololEe] Aetah FAlo] wi 47 AA/4F A]-5 4

54 Fdd W, FAANAN A7]-8| A 2FolA FUE p-otu=wld fFUS x2St dF FAACUA, p
olul =l d ¢+7-E (pABOH) = olnl= AFS E3 WMW o2 dgr }%‘J A fFHle F
2531, Fhale) 15, W gluleo] E | = FlR o] EX pABOHS} oFE o] Eolxt}t (Hamann 5
(2005) Expert Opin.Ther. Patents 15:1087-103). X F&o A, =}7]-3] A4 Ado]x] FH-2 p-ofw|ul
ALA7tRd (pAB)olAY 715 Egdt). o]Zo 93t 43 glo], pAB zp7]-3 Aol Al 1,6-AA

O::
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[0191]

[0192]
[0193]

[0194]

[0195]

[0196]

[0197]

[0198]

[0199]

[0200]

[0201]

S=S5| 10-2445255

z
oo
tlo
F
2
o
)
R
0%
)

A} (Jain 5. (2015) Pharm Res 32:3526-40).
JAIE ADCsol A AFE-H p-obr| =Ml A A7k (pAB) o] Fx% ofgl] YEldT:

i}
o2
o
4
5
2
2
x

p-ot e-Hl 2 LS A 7R Y

FaddA, A7]-8]A AHolA] FH dEETge] C-35 oWl HANA AudrlEst BoloEE b
o A5 FdAA A, 27]-3 A 2Fo]A f5lS pABo|th. A FAdo A, pABE dlE] &3] C-35
GANA Harlsdt RolojE]lE FHAIZIT, AR fLHdo|A, pABE /s dl RololEle] dukA] x|
S Agsta, dgERe 2R A4, A FUE ACERE wEHEY. 95 FddoA, &-FRA
A (5 59, MORAD-003)2 Mal-(PEG),-Val-Cit-pABE el 7ol oa) oz Ede] -35 opdle] 124
Ao A, &-her2 A (dE W, EFaFFH)LS Mal-(PEG),-Val-Cit-pABE X33l HAd
ola) o glEy el C-35 ofwle] AAH,

AF TN, pAB= BANA ddrbed fiEte]= RojojEle] AdA]l AY]-B S AT A5 EHe

2

F

O
O
il
-

(e}

AN, AEbsd Retols melolelE obulwdl F1g U A THANA, FAL opr]mit f1l-pAB
gz, Q% FAAAA, ohulmat 4 Val-Citelth, Q% TN, BA Val-Cit-pAB (VOP)E
Egee. 54 TAANA, obrlwdl FHE Ala-Ala-Asnolth. Y% FHANA, FAL Ala-Ala-Asn-pABE X
et

AR FAdelA, pABE WA ddrbed tidute]= RolojEle] HuA]l 2r]-s| S ARt dF 79
oA, FAE Yol =-pABE EFETE. AR FHdA A, FAE tEId-tE-pABE

AR FddoA, pABE FANA Adrbee AEolu= RolojEle] HuA] 27]-8 S Asth. A5
oA, HAE dEo| =-pABE EFTTE.

thFgk SWelA, ADCO] Al HololE= HAE S8l e RoloE| 7
Mal-2=dlo] A f3l, Ae7hEdd ofvlie - A G
oloJE]E Eehth. AR pFEdA, Adoly fFHe 4 HoloElE X3}, %T 2?4_01]01]/\1, kgl
Mal-(PEG)s-otH] =4t #FH-pABE EFHsich. o5 Mal- =
Tad A, HAE Mal-(PEG),-Ala-Ala-Asn—pABE X &3ttt A& fL3doA, HAE Mal-(PEG)g—obn] =2t
W-pABE E3. AR A, HA= Mal-(PEG)g-Val-Cit-pABE Egdtt}, AR FdooA, HA
Mal-(CHy)s=o}m) =2t 41 -pAB g3t AR FHdolAM, FAE Mal-(Cl)s-Val-Cit-pABS E g3},

-
r U

r>'
o
L
WE,
o
=
oo
il
5=
i
rot
kv

du e 2 orr

fr o

il
55|

r!

theket Aol A, ADCe] Al HoloElE HAE T3 &FE Eolojgd ZF 71101 AE AL, of7|A A7) "FAE
Mal-29o]q FY-gduo]=-pABE Eghstt}, Uy fLdoo M, 2vo] FRL PEG DoloiEle i@' s},
AR Lo, HAHE Mal-(PEG)~Ez]o}E-(PEG);-t A uto] =-pABS E 3, AR Fd oM, HAE
Mal-(PEG),~E 7| o}&-(PEG);-t A 9 -t W e -pABE 23hgh),

r!

A5 TRdelM, ADCe] Al RelojEl= HAE Tl ofE HolojEdl FFAloldR i, 71 A7) A=
Mal-z#lo] A Ful-dEopr|=-pABE 3@t A Feolr, 2so]A {2 PEG UOMH% ¥ 3T,
A FEeelM, F7= Nal-(PEG),-E2|obE-(PEG),~H Eohv| =-pABE 23T

K

ojofElell FFAllAS L, 7]N &7 FA= OSu-

i

AR Zulel A, ADCY FAH RololEls PAZ Fa o
o]

4
44
o
2

9

223 o] A %‘ﬁ—o}ﬂlb*} S -pABE EF3HCE. 14, =#HolA 51 PEG EololEE& Esirt. o
Hogddela, AFolA 2 & RololEE IIT. AR FEdddA, 7= 0Su-(PEG),-obv At
S-pABE X3ttt A FEA A, FBA= 0Su-(PEG),-Val-Cit-pABE X&3th. thE FAdolA, FAE=
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[0202]

[0203]

[0204]

[0205]

[0206]

S=S5| 10-2445255

0Su-(PEG),-Ala-Ala-Asn-pABE et} dF Fdool A, FA= 0Su-(PEG)g—oFv| =4t FH-pABE L3},
A A, FA= 0Su-(PEG)s-Val-Cit-pABE 23Tt A &M, FA= 0Su-(Cl)s-obr =it
WU-pABS ¥, A8 PN, ¥AE 0Su-(CH)sVal-Cit-pABE FEa3hth, AR FHolA, A=
0Su-(PEG)s~E 2|0} £~ (PEG)s-o} ] et fW-pABE EE@TH. 43 TN, AL 0Su-(PEG);-E o} &~
(PEG);-Val-Cit-pABS ¥3H3},

o

5

Q¥ TN, ACS FA mololEl: YAS Fal oFE Wolofele] mFAAHI, o714 4] FAE
OSu-ZsolAl frul-tldstol EopaBE EFFTH ¥ FHalo)A], AdlolA fUe PG WolojHlE Eaw.
3 3] =

QR FRelA, YAL 0Su-(PEG)-EelolE-(PEG),-t) dsto| EpABE EFH@Th. A% FAAGA,
0Su- (PEG) ;- £ #] o}~ (PEG),- £ 49 S-cl vl €-pABE EFTH, A3 FRAANN, FAE 0
~EolE-(PEG), T dstol EopABE BT, A¥ FHANN, AL 0Su-tlWAAFESU-EeolE-

(PEG);-t] 9] E-t] v & -pABE 33t}

2

AN FAANA, A FA RololEl: YAS Ba okF molojEld] FselMs I, o714 47 PAE
OSu-2ol 4§l Eobr S-piBE ZFFTE. AR THANM, ool FUAL PG FololElE T,
AR FHANA, FAL 0Su-(PEG) B obE-(PEG) - Eo =-piBE EFAT. A% FAANN, FAE

0u-] W A} o] 2 2.9 ¥~ 2] o} - (PEG) - Al Folv] = -pABE 3k

SE,
~
=
rir
o
A
I
2
il
!
o,
2
A
Lo,
X
51
=
e
ot
SE,

7= AE AsE FIA
A Fozn FAIS 27 =, A g
31 ADCO] A RolojE]e os FA st FPS WHAI|A ¢k, 2y 1 g
S EE o 249 waak APES BEST AR Pl A, dEo
292 (PEG) Rolojg], 2d-AEEY (Val-Cit X "v¢"), @ pABE E3slE FAE ol 7154 IAAZ A
Fah, AR FH oo A, Mal-(PEG),-Val-Cit-pABE ¥ et HAE, dE &9, F-FRA A 2ol
MORAb-003 2 ¢FE Xo]ojE] oA ozEdS dAss 45 olE 7|54
oA, ol 7154 HAY Aol dF= we F-FRA A

dH HoJolg §lo], H/H= NORAb-003 §1°]
#2"E = A, g5 59, A5 FHddolA, Mal-(PEG),-Val-Cit-pABE E33t= HAE, d5 &9, 3-her2
A ZolojE] dAY EfAEFT 9 oFE RolojE] oA dzEHE AZ3= FF ol VITA A d
5 e A5 Ao aaHelr

AF T A, FA FEolojgl= Ho|u= HoJoJg] (Mal), Zelddw ZFE]F (PEG) Eololg], UJ A|E
=3 (Val-Cit T=& "vc¢"), ¥ pABE X dlale FAE T oE FolojEd FAAHETE. o5 FdoA,
deo]r = RololEl= #hA] EolojE|d HF-%Fm Ho|oHE FTHA LR FAAT|IL, pABE A|-3|AA A7
ol fow A&t 19 22 FAE "mve-pAB” BA, “Nal-VCP” A, “Mal-(PEG),~VCP” #HA, =

¢

T “Mal-(PEG),-Val-Cit-pAB” HHAZA AAE F Qdrt. dF FddolA, FE REoloEe= odgEdelt.

Mal-(PEG),-Val-Cit-pAB-oll 2] & ] Fx= % 46014 AFHTh. Mal-(PEG),~Val-Cit-pAB ¥ 71¢] pAB: ol 2]&

Aol C-35 ofnlof HF-zhgr),

Mal-(PEG);-Val-Cit-pAB-oll &) B8-S F3dal= ADCs7F, 53] &-FRA @A oAt MORAb-003 Hi= oo 39-A3%

“Hy gow o Ag, nkEHg 54 AT 2F

A A o7 & g¥7-54 9/ &) ZolojElS Al&3sH= ADCsol H
o

DO mHHA £F, ke $H FF, WA
% &

o
= &

M o o o~
&=

7]

o

o gE
rlo
o,
il
o
[
)
N
st
)
oft
o,
Moy
2
=2
x
o
X
i !
30
=
ol
o
=
)
oy
1o
o

Aol 54 ojHdE AT 4 = Wk, A RolojE] o] &F-FRA A (& =W, MORAb-
003)°ll llg&dle AZS = Mal-(PEG),-Val-Cit-pAB ¥ 7] 543k 22> X 52 ADCol wisto] npeAdk 7]s



[0207]

[0208]

[0209]

[0210]

[0211]

[0212]

[0213]

[0214]

[0215]

[0216]

B B4 WF AA FEW EE $UT EHE ATE £ Aok OF TN, FA) molojeld] o %
UE AFHE Nal-(PEG),ValCit-phB HASl 54% 2o ols) Age Fud L= 98 7154 54,
o8 EW, Yoher 2 YA AT EAFEE] 2RAHE o|d YA-HhE BEE 5 Ut

ool A, ADC= TF AlEolAM 743 2 WAstels o8& Bishs WAs A &= ol dd-2
& @Hs ¥k Al Rojol¥] B Mal-(PEG).-Val-Cit-pAB-olgJ&&lS =3t} A5 F&o oA, ADC=

i=]
=
FRA-2 SF AIZE FA4 8= WAst @A == olo] WAst d9-23 &3 9 Mal-(PEG),-Val-Cit-pAB-ol 2]

EUS ¥, A5 FddolA, FRA-EE T AEE X245 WAE A e ol WA Idd-AF
G-, Fhk @ Ala"le o] Aolwl npel o], AdE AH W52 (HCDRD), A9 28 W&:3 (HCDR2),
9 Aqd AH W54 (HDR3) S ofr| it MES Estelhs 3 4 A 24 99 (HCDRs); 2 AE 2

4 M5 :9 (LCDR3) S olrwit AES X&ste= 3 43

=
%:7 (LCDR1), A9 2/¥ WHZ:8 (LCDR2), ¥ M9 29
ARA AR 99 (LCDRs); H:, IMGT ¥¥ ™ A2"d e Aow vt o], A4 2 W5 :13 (HCDR1),

A A WNE14 (HOR2), 2 Y A8 5015 (HOOR) S obmlet AAe Eehs 3 54 dud 24 o
o (HCDRs): B A< A®¥ W5:16 (LCDRD), A4 A8 M5:17 (LCDR2), 3 AE 2 W5:18 (LCDR3)S] of
Hedl AEe Eeh 3 A4 4R A9 99 (LORe)E EIaTh. A% FAIN, FRA-IH % ALE
A4S WS A Ex olel A FA-A% BHe AQ A 5239 ofEledt AAS ZHeE 4
g, R Y A wWEie obwdt AU TS A sbE d9g TPtk Ay THANA,
FRA-ZE %o AZE BHSE WA $A EE ol WA FA-AF WPE A Il F2 BY wol9)
9 Ig 7hsk A4 BA Eve Egd

Ab-(L-D), (1)

o714

(1) Abe, 7H I @ Alz=dle] &) Fojsl wpep o], Ad ¥ Ws:2 (HDR1D), A€ ¥ W33
(HCDR2), & A< 248 W3Z:4 (HCDR3) Q| ofm At JES %E3ele= 3 %éﬂ AR AA F (HDRs); 2 A4
28 WME 7 (LCDR1), AE A W58 (LCDR2), R A4E 28 W&E:9 (LCDR3) Y ov =4t MEE& &3+ 3
A AEA 24 99 (LCDRs); HE, INGT @WE AlxwElo ASH Ao wmiel o], AY A W13
(HCDR1), A€ 2 w&:14 (HCDR2), 2 A<E AH WH$:15 (HCDR3) Q] oAt AEE& 238t 3 4 *ORHL
A AR 949 (HCDRs); ¥ A9 2¥ #3:16 (LCDR1), A9 2¥ H3:17 (LCDR2), © MY ¥ #HI:
(LCDR3) 9] otmmat MES Fohal= 3 A HEA 24 99 (LCDRs)E E 3= WAF d-ZolE xﬂ
&3} (FRA) A == olo] WAg &d-AF dyloln

(ii) D7} dlgjE&™olaL;

(iii) Lo] Mal-(PEG),-Val-Cit-pABE =33l dAwtr}s3r @ 7o|a;

(iv) p= A4 1 UA 20d.

AR FHAAA, WA gA T ol UAg IdU-AF dH A

st =4 7P o9, 2@ Y A 35249 ol AGS Fdele A 7pAE
ool A, WA3t A= MORAb-003¢|tl. UK F-3 oo &

TFdAANA, pE 2 WA 8, e 2 WA 5otk ¥ FHAAA], pe 3
1=

e TEeelA, ADCE her2-Ed FF AEE A WASE A E= olo] WS d-Ag W e
Mal-(PEG),-Val-Cit-pAB-oll gl &S &3t dF FdoolA, her2-2d T4 AEXE zAs= WAS A

T ole Az FE-4F dHe, 7}‘% A e Az="le e AgeojE wpe} o], Ad A WS
(HCDRL), A¥ 28 W&:72 (HCDR2), A A M 73 (HCDR3) Q] ofv| At MEE X8k 3 T2 AR
A AR 99 (HDRs); 2 A9 AF Hd:@ 74 (LCDR1), A9 A W3:75 (LCDR2), @ AM<E A H5:76
(LCDR3) 9] opv| it MEE x&st= 3 A ArA 44 99 (LCDRs); Hw, IMGT d@W® Al=gle] o) A<
H oupe} Zol, AdE A8 WM 191 (HCDR1), A€ A WE:192 (HCDR2), 2 A ¥ A ¥&5:193 (HCDR3) <
obulial MES Edtsle 3 T ARA 24 99 (HDRs); 2 AMd 2¥ w3:194 (LCDRD), AE 2E

rl
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[0217]

[0218]

[0219]

[0220]

[0221]

[0222]

[0223]

[0224]

[0225]

[0226]

[0227]

[0228]

[0229]

3:195 (LCDR2), 2 A9 A W3:196 (LCDR3)Q olH|w2t AdS ¥ = o
(LCDRs) & ¥§3tt}, d¥ FHddoA, herz—m?’sﬂ TF NEE 43t WA A e ol Al dd-4
A
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(DMSO)W 10 mM Zeo]m] =-PEG2-1to] ¥l (Thermo Fisher)i 10:19] EH]2 A (mAb)ol H7b=da H=
Al ARHEA 4 AZE FeE Azl QtHlol A H A, F5Ao) A 1? nRkgE B3-S Zeba™ 2% &
27 (Thermo Fisher)& AR&sh &edel ofs] AASAT. AE2 1 v A4 1.3.4004 dAls] Ardd vt
o], DARS| A& LC-MSel olal] #A=A}.

o 02 m‘}i

1.2.2 MEEA EFAA

BERAow-7}4~% A= 0.5X DPBS, 0.5 mM EDTAONA 2.5 mg/ml7} B, HASA E3F=HYCH. 7] T-&
=, ARSETE, 2 o3 H7MERAD AASA EFEAGT. AAE T-gule ZEI3d FEFE (200 2 50%
HZF %), e FAte]l= (DMSO) (10%), NAPﬂuﬂ%iEO}ﬂ]C (20%), N N-tidHEolrEolu]= (20%), B
NA-OHEZ 2] 2olu| = (20%) 0]t ol E-HEd AEZ=2 (DMSOW 6 mM ~5)2 1:6 (mAb:&}3HE) 9
EHZ Ao "= A EFEJAY. ZFA )AL K C?—*?ﬂ =3 o}uw 3.5 AIRE st AZeA A
q3klTE. 50%el A 50% ZREA FEEFS HAF 7] HIARA AHHAL B FHZHQ FFA0)A vh3
A AREE AT

1.2.3 AA

ZFA Y FA =, kg TolnT-AEESs L ZaIdd FIFS AASY] g8, ndk aud aF
A=ZntE 23 (FPLC) (GE Healthcare)ollAl F3¥ zZ=ntE1giuel 26/10 HiTrap® 29 ZE(E) (GE
Healthcare)E AF&3le] AAEF . MORAb-003-mal-VCP-oll ] &= (MORAb-202)E X 3al:=, MORAD-003 ADCs:
DPBSol Al A& 3=t (A8 =A== FPLC A2vE 18y %9 2% AdZA 24 ALLEATH).

1.3 AA gLy 5T

1.3.1 BCA AA

4

fr

Azd BAsdAE (BCA) Ak (200 pl)= 25 ple] dFo=-314d ADCs E= & vl Z=H (Thermo
Fisher) 2 mg/mL 3E<Fol H7H=E A5, *“*‘—c HASA EFHATE. MES 20 & 52 37" CollA Aol
AQtt. ZYo]Ex= SpectraMax® M5 Z#o]E #=7] (Molecular Devices)A9 595 nmoll A #H=FHITh. dlo]g
= 4-getn g 23t B2 SoftMax® Pro (ver 3.2)E o]&3le] A1),

1.3.2 SEC-HPLC &4

A S Agilent 11008 AFE3l= A7]-wiAl, 1-A% AA A=2vtEs] (SEC-HPLCO) o o8 4w Att.
mAbE DPBSOl A 1 mg/mLE 34 E ek, @A (20 pl)E TSKgel® SuperSV 7F= 23 (4.6 mm x 3.5 cm, 4 um
718 271, Tosoh Bioscience), ©]°14 TSKgel® SuperSW3000 Z+& (4.6 mm x 30 cm, 4 um 7] 7))ol FA}
AL, 20 ¥ 9t 0.3 mL/min® FFollAl, pH 7.4914, 0.15 M NaCl = 0.05% NaNs= §-3= 0.1 M <Ay
P £&55A0. ZE dHo]Eg = Agilent ChemStation AZE oS Al&slo] 253},
A A= AT [PAsyz/PAx]+100, 1714 PA = B34 3= WA,

2 ol
im o
N

S (m

1.3.3 SDS-PAGE &4

g AE (0.1-10 png)S THE =UHAATE =N

o, Qlifwlo] e A7|FEol UM 107 FF ALolA Tt 5&%% MES flste],
(DI E 20 mMe] AE =2 H7MEPn MZL 108 =<k 95° CE 7} 7 _—}
HAh, MEL A GFAEA X MOPS i IX MESE 7FR 10-, 12-, Ei 15-9
(Thermo Fisher)ol A=A}, A71gd%5S 1 A7k 5ot 185 V (AAD) A F3E A, AL InstantBlue &
A} 8o (Expedeon) 22 GAH I EolA GAHATE. A= 600 nm 23] HE AHE-3F= Ultralum 2

38 Al 2aElol A S8 A},
1.3.4 <FE-t]-3A H] (DAR)S] UPLC/ESI-MS £

ﬂl&
iEE
=
R

=

ADCs:= PNGase F (New England BioLabs)2 Ab&ale] grslelqlel. 67 9= (10 pL) 2 PNGase F (2 pL)=
mAb (90 uL, DPBSW 1 mg/mL)ell 7F= k. WH-g-2 Discover vlo]AZ g olH (CEMOIA 2 Alo]& &<t <5t
o] AE Tt (1) mlolaEYolr A 10 W, 37° C, 10 ¥, oJo]A 58 FA|; (2) wlo|mRgolr HY 2V,
37° C, 10 #. AZ2] 3 FEL2 20 mMe HF == DIT H7lel & stE%ar, olojA 60 TolA 3 & &
oF ¢lFHlo] A=, MES 1 S Waters Acquity Ultra A% A a2rtE#dy (IPLC) 2 AMEZA; 1|
FAIZE (Q-Tof) Premier AF FFEA7|E Abgste] FAHATG. AE (0.5-2 pg A7) 65" CollA
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MassPrep™ wlola 2 g9 Zralo] FAIE AL, o] 54 A9 95% 4 5 & B, 10 ¥ 7w (5-90% B), 2 0.05

nL/minol A, o]&AF A2l 95%0A 10 & A-HHS 71H AP o2 RE EEHHATH. ol AE U 0.1% EEAF

o]}, o]54 BE oMMEYEZAY 0.1% EFAko|AT).
(e}

. (] =
o gole, VWA e9ut. FFU steb
5.
[e]

T P
;_]
o
=4
i
ofi
M
o
M
1%
N
rlr
(SN
(]
7
>
(]
o
(e
=]
-
N
o
o
Ho
=2
>
o

°

&, 550 L/hr. @2 33+ MassLynx® MaxEnt
2-ZFAAE, B te-FFAolddE T4

2[[ILC+1 + 2(Tc+2) + 3(Ic+s) +.. ~n(ILC+n)]/ZILCtOt]+ 2[[IHC+1 + 2(Tac+2) + 3(Tuc+3)

+...n(Tgcen) )/ 2lnctot ] AN Tyens

o1 AZEELE ZFANAY A A FLolil, liE 2 AEEA, So8 ZFA AR Ao Az 7
Lotk Iy & ASshe TR FHENH AEolal, Tlctot R Zlgtots EE PEZFAlolAE 9 &
FAlAE A 4 , Z .l

=
1.3.5 HIC-HPLC DAR ¥4

[

N
N
o
BN
%

UPLC/ A7) -5 o]&3} (ESI)-NMS #41o] )3k DAR Ao tiato], MORAb-003-vep-oll2]&# DAR = MORAb-003-
0285 DARS AF4 o284 HPLC (HIC-HPLO)E ARgshe] g AT, ME2 TSKgel ® Ether-5 PW, 7.5
mm ID x 7.5cm, 10 uM 7]1& Z71dl FAREQAIL, olFA A9 100%04 3 & HF, 15 & T4 (0-100% B),
100% BolA 5 & A, 100% A= 1 & W3}, 2L 0.7 nlL/minollA, °]54 A9 100%94 5 & A-HHS 713 2
Ho g HE &EHATE. o]FA AE 25 mM QIAVIEF, 1.5 M SRS, pH 7.0tk o]%4 BE= 25 mM ¢l
AUEE ) 25% o] AZTEFE pH 7.001Uth. A& 280 nn (FE 320 nm) oA AAIHATE. DARS 7] 2o 9
3 AA = A}

[AUC,, + 2(AUC4,) + 3(AUC.3) +...n(AUC.,) [/ZAUC o ]

ol AR FFAIAR ADCOl A-8EtE mAb F| Ao tiske] s WA eaL, AUCLE 2 Al
TEA, Fog ZFAleldE ADCH 3-&3HE mAb Ao tiste] FAE WAt SAUCE RE FA gt
il

1.4 AESA £4

1.4.1 Z2g nlo] & AA

P2
S

37 WAl M 10,000 AlE/ D=

qom, M@ AR, 1

k. 100 plLel gAd AE2
= 37° C, 5% COolA F=719]

IGROVI (FR™) 2 SJSA-1 (FR™) MEi 96-2 x4 wjF Zeol=u) 9
ahel-vlek @ AP, 377 C, 5% COoA WA (16 AlZE) <15FH)
uM (F 10 32 oA A Zst=, 2 nl 9-9 34 ZYolEdA 1:14 A&
(500 oMol Al A1 AE9) F=E AlFsHE) Alx ZdolEed A tE .
48 Az Ft Aol AE k. wiAE #AV|EAL, EHOIEE 200 ul DPBSE 13 AAEJALL, 50 ule
0.2 A" wpo] &3 FHog Ao 15 & & ANFJ, 1 o FEREZ FHYSA AF=H A
ZYolEx F/-AxHAL, A2 Alo] &S 200 pLe) 1% SDS &Aoo w I EHATF. ZHolEE 570 nm
oA #=H k. dlolE = GraphPad Prism 62 AF838te] EA=HY. AAL 1,000 AXE / do] HAg L=s
Abgste]l FEAL FEE =EFS F 5 Y Foldg. ¥ &L 7t wFo] 27 Ag, AEEA =S
Fghete wiAE 4 A AAFEJR 5-d Qliwloldel A aldE A wixZ diA= ATE. OVCAR3,
Ca0V3, 2 NCI-H2110& $18led, AlEE 3,000 AEZ/A2 AFEHAL 54 Sk ANCE AFHol AT, 44 A
S 9ste], HAR ACsE AER o)Al ¢4 2 uM (HF) v]EFA o] A%d MORAb-0030. 2 AFA-Q1F
LCIESR= A=

1.4.2 4#x AHE AA

S
2ol
i
32
o
5
ofk

N

e tot
o
o i
(m 32

AT A A, Nuclight' Green (NLG) IGROVI MlZ 96-21 Stulch Zyo]Eel 5,000 A%/ Az AP
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[0347]

[0348]

[0349]
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[0351]

[0352]

[0353]

[0354]

[0355]

ol
i, oJojx AelA 3 &S 1,000 rpmell A AAEEEo] AE A=) FAHE BHASGUTE. ZHE
science)?] &7]ol HIXI = AL 37° C/5% CONA ¥hAL A5fuo] A= S
st7] §al, 2Ejal 3 SA-dAlE 9os) A al-qlalg A3Ee] F 4 Rk ol
7] 27gat7) fs) AR AT AFe] o, MORAb-003 ADC = A o 2
3 RPMI ®l A ellA] BA = Aar, 400 nMol A Al&bsle], Lo 2-3 A9t 50 ple Aﬂz 2 fdLe NLG-

IGROV1I M X H7FHAL 30 & &t AFHlol s . Qlfueo]lAd 7|3t &<t Nuclight Red (NLR) HL-60

Incucyte Zoom® (EssenBi

B
10
o AE el onAg
==

e X

ol 2 AlZF AES] A-EH

}ﬂ

neg

(FR ) AxE A2 X2 2X105, 1X10 T+ 5X10 AE/mLE FAEAJC. 50 ple NLR-HL60 A ekl
wmE A BES NLG-IGROVI o] H7FE g, o]ojA] 1,000 rpmellA] 3 # 59t AL2dA] dalEgxo] Ax
Aol AQ-HAS BASART. Z#Ho]EE Incucyte Zoom (EssenBio science)ol &7] & w2 wjx| & gla
377 C/5% CO.olA Hdl 5 A =< ¢lFuo] A=t NLG-IGROV1S] A Az AFe =4 A% JILEE A&
St A o= 95 HU7ME AE v T OADCo| wvlale ofs] A AT, HL60S] o] ME AZdS fARSHA
AAERI, &, AEF FMEEE @Xéﬂiiﬂr. 9kZ= NLG-IGROV1 % NLR-HL-60°] thd}e] ICs #e ZAA L
(GraphPad) & AF&-3sle] 2= SH.

1.4.3 ¥4 oa4AY AA

20 pLe] MORAb-003 ADCs+= 80 nL<] DPBS, A7 =94 <17F &3 (Bioreclamation, Lot BRH552911), =& A
A E9Y9 w92 ¥3% (Bioreclamation, Lot MSE152591)3 HASIA &&Har, 37° Colld 0, 4, 24, 2 48
AR EF QAo A E ek, 1FHlo]d o]F, AMES MESA Z AF FAANA HIMAA -20 ToA B¥F
L AGEAT. xS BAS Ho}oq *“9‘——0«, A 14,1004 GAs] Age mkek o] IGROVI B STSA-1
A ZEe A F7FE A 7533 B7He flsted, &S &9-7]W NSD ECL HA & AFE3te] H7HE MES &
Efgd EJ]O]EOHH 22 vpol ey dstyl EolE £&A ¢v W HIE-vf1 3-MORAb-0032.= Q15 H
o] A= 3L MSD Sector Imager 2400°] Sl A7|spshddS AL8-3lo] HEHUU.

2. A3
2.1 MORAb-003 ADCs¢9] A=

1m

e
N rhl mlu r

MORAb-003 0.2 = 7ﬂ o] dE

7] ‘ 7] 9l8l, ADCs 3 MHES AL
B! xﬂzg]g;lu} 114 EAE ool Ao el
3}

s
A7 H A S A ZHRIS H-E& 3z

pis ] CEP
il —
o] Agtd & aao; A s Fal AdEn. ol dEFe A4 2 S (L AR 1 48) 1E
3 A GgeA 2 F3 (A 1gG1e] AFolA H-H &RV T 2 A)E& AFA7]= A7 gidsel= 23S &
AR o2 FAAFIHA, AU tAstel= AFE - FAAZ .
MORAb-003 ADCs A|Z& A2 ZFAleld defd gheld vjdsfo]l= By 51315 o] gaiglrt. e t]jdte]
= HRA ke FEAQ #4934 ek wEE AzEHd e f8 HeS grEAsta, gidiel= Z
o] oS wslal wEka] ADCe] HHA 9 V%S RAt)
MORAb—OOB ADCs A|x& A3 ZFAlold Hd&FE Agtd Al o] &S AH&318] AaE gal o]lge AFPAel
A7t g6 AN A o] 87k5e F4H 70+ &vl-=FH gl wig AgE o FFAMAS 2L, Al
Eﬂ WS ot Aol vl o e dAAS 71 AC AAES EFES FAHeR AT 4 ).

2.1.1 MORAb-003 ADCs-& VCP-olg]Ed o] A=

del&Ed (1) (10 mg, 14 pmol) (= 2)& NMYHEXEo|= (DMF) (ImL)o] &=L, FzsA =5
Art, N NTolaZz ooyl (Y1 97 = ProNEt) (3.6 ul, 21 pmol) ¥ Fmoc-Val-Cit-3}2/-o}n]
A -2 UEZH s (Fmoc-VCP-PNP) (2) (16 mg, 21 pumol, Concortis Biosystems, cat# VC1003)< A7}
Sk, g EFELS A2dA 4-16 A s wEHJAL, whgeo] gEE w7k dI=d AlE JE
(Anaspec, cat# 25241)% AF&3te] RUE AT, golgopdl (Et,NH) (0.014 mL, 0.14 mmol)S =1 TS wWH
E3EA H7FEJL, 2 AZE 5 18-25° ColA wRHEE o] Fmoc HE 7]E AASUTE. 2 ds|=d A
1ES AM83te] RUEHAPFAT. g8 A, &8s AF ol S2Eo] nAA] VP-olzl &3 (3) (16 mg)< Al
o, 15-70%Be] FulE F3l, 0.1% EEALS 3 H0-CH,CNe] o]& el Al Waters Alliance 2695
HPLC A]&=®14ke] ZOBAX SB-C18 Z& (5 um 7]& A7), 9.4 x 150mm)E AFE3te] AA|E 2. VCP-ol

\U

oK
ol
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(3) (16 mg)S DVMF (1 mL)o] g3i=Adct. 3y 7] (7.2 pl, 41 pmol) 2 = o]u %=-PEG,-NHS (4) (9.7

mg, 27 pmol)L F7FEJGY. W F

T2 18-257 CollA 3 AIRE &9t WA, W ERHES 15-70%B2
FHlE HPLC (0.1% EEAHS dh3) 7

) HO-CHCN) ol of 3l A=A, Svl= sddzol o) A= mal-

(PEG),-Val-Cit-p-o}n] =il 2 BY (pAB)-dlgE3 (mal-(PEG),~VCP-olg] &) (5) S 53519},

do
>
u
-

2.1.2 3 =749 HH3

MORAb-003 ADCst= H]-E]-& Al Eg]|x(2-7MEAlo€) 23 (TCEP) 9] Aldte B afo] REZHQ 3Ue 5
8 AA7|EA] ke AlzHd Al o8 AzFATE. 7] FARS MORAb-0030lA FaE i, o2 A 5
%, TCEP %, 2 Qlfuold A|7he, ) BExid 4 ZFA0)A7se B9 dAdS ey 93 Bx=,
7R ATt 2 Ela 9o e 3 HEe AYst 44S RSt AAHATE. o2l w49 AdeE %
12914 vepdch, 10 &, 30 &, 60 &, Tt 120 ¥ dFHeld olF H-H % H-L A% 3o AZE SDS-
PAGE (%= 3)el AoH ek BAHAT. ol #A4S fste], v-3dE 9 ddE AMES SDS-PAGE Al
JHEATL @A719 52 185 VoA 1 A7k Fet =t = 304, #@lQl N @i wFo &g, 9 1
S Mg, ¥-39E MORAb-0030] AF33hth. @]9l 2= 70.6 pM TCEPelA] 3LE MORAb-003 (5.3 mg/mL)ol
Ahs-gel . el 3 141.2 uM TCEPolA MORAD-003 (€% 5.3 mg/mL)ol A-&3hck. el 4= 20 pM TCEPO A
9% MORAD-003 (1.5 mg/mL)ol] <3k, #91 55 40 pM TCEPOlAl 3H¥ MORAb-003 (1.5 mg/mL)ol g3+
. 42 =S BAALS 3= Ao HART. ‘H” & FH8 wWAska, wkde] L7 & AHE g
o},
¥ 12. MORAD-003 &] 39 22| F A3}
10% 308 60 & 120 2
MAbZ | MAbZ | MAbZ |

MORAD-003 |[TCEP|&-]
= FE €&
=

228 leue| 202 lae| RRE |ge| MupEedE
Y Asho| = sl Y Ao = Y Astols A

©

pM (mg/ml) | uM | uM A% uM A% uM Ay uM
35.3(5.3) 70.6 | 215 3.0 247.5 35 297.6 4.2 266.8 3.8
35.3(5.3) |141.2] 339 4.8 372.8 5.3 384.2 5.4 479.8 6.8
10 (1.5) 20 |13.3 0.7 14.7 0.7 15.2 0.8 14.6 0.7
10 (1.5) 40 |21.8 1.1 25.6 1.3 26.9 1.3 27.4 1.4
SDS-PAGE %! Bl-& 3F&Fo] #41> TCEP o mAb®] 4-wl EH]ellA 5.3 mg/mL mAbe] 60 & <Qlfwlelde], (2
& ol o) 2R 49) EAeE AAY wolr BA davelmel AE fnez, FHA 7H/\1
G ATHAD, S AL PLAA B2 w7k FEIATE AL ARG (R2AA B2 mbi Az
ADCsE AR&sto]l AJFdY] R YA Aol A BAA AAAzA A48T Aolrh). F7F A= 5.0 mg/mL2] ]
%]

2t ol A MORAb-0032.2 =3 5o} SDS-PAGE 418 A&3H= TCEP th mAb2l o]2fdt HH3ld ZuE Fels)
Stk (= 4). = 4004, @l 12 @id xFd A-gert. 9 2% vAgH, H-3-E MORAb-003] 733
o}, @l 3& 1:12] MORAb-003:TCEP2] H]el A 2]® MORAb-003] 4H-3-3tt}h. = <Ql 4% 1:29] MORAb-003:TCEP2]
vl A A2 ¥ MORAb-003¢ F-3-3tth. #¢l 5% 1:32] MORAb-003:TCEP2] H]ol A x1z]® MORAb-0030] AF-5-3-c}.
2ol 6L 1:42] MORAb—-003:TCEP2] Hlol Al =]2]¥l MORAb-003¢] 453t} weo]m] E-PEG2-Hlo] @ ©1S AL&&}=
ZFAIAL, ADC AFE AEHLe EZFAAS AlEd sy S8, @i 9 TCEP A|Ad o]ojA mgtk &
= ATE. DAR 412 LC-NSE AFE3te] FaEQITE. o5 AT ZAdE X 13904 AFHT).
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I 13. Zd o) U] E-PEG2-H}9] £ €1 © 2 MORADb-003 - EFAlo|H =& 9] g
Z79 A3

e,

TCEP MORADb-003
TCEP:mAb TCEP (uM) LC HC DAR
1 33.3 0.29 0.34 1.26
2 66.7 0.48 0.83 2.62
3 100 0.63 1.21 3.68
4 133.2 0.73 1.70 4.86

LC, A4 nfol ¥l 45, HC, T4 vlo] ¥ 4 5; DAR, mAb F 1}o] 2 ¥l [DAR = 2(LC)
+2(HC)).

o] o

Q 2] E]&o°] NORAb-003-ulo] L&A EAjstA] FErvhes AL W
A3

g i +

Ajte] Y o] F, IFAlolMe] AP oR AHHE 4 El LA BAsIITHE
® gAdsle|=rt A-AksE AEste] fAdstelm AFES FAslvhe
S Sete] Melg HAF 24Ae A F% 5.0 mg/mL, TCEP ¥X 110 pM, 2
60 oIk, oA FFA oA o]F 49 DARS 7HX mAbE AT,

_:er
o
3

a4 SgE, AHEI] Al AESAZA ADC Alzzol ARGHel wet, Z7] FFAClA HA S d3e
SolA A A ZFA N (AT Dol o]87ked 2 AA7HA &2 A=HRIS Zhe “dig]” &1z A
2R FAR FPEAT. o2, Ante] 42 Fdavt sl wel, A7 ZFEAR o3 FFAA
a&e 245 A &olatA k. FAE diYsty] 9l EHoln| E-LL3-THEI A ZFAlold Bk 2=
4 2eFe] A2 AL o]ofA] LCMSel o3 Falel FAlold a&o]l 4 HAT (% 14).

¥ 14. ZFH o)A kLol 224 8 F wxo HH3}
299 ZEZF (%) | EFA A E Ab LC (%)
0

8%
20 48 %
50 100 %

LC Ak v 2 ZF A o] A F | 23536 Da; 225 Al o] A %, 24367 Da.

|

506 A FeFe olgbsd Felo WA AHE 2T, AsE AF FE2A A9tk nab
]

Agolr =4 jle2 25014 olF ASHUAL (FlolH =AEA @5), =

,

o 2
2IE 24 FeEvE AL BAE Y. wek, Adgd HF: ZFAlolAd wke 2 AL 3.5-4 A3t F
¢F 2.5 mg/mL mAb HZ, 0.5X DPBSU] Zdloln|E-HA-AZTEL mAbe] 6:1 4] (Z23d ZHF A5 2
), 0.5 mM EDTA, 50% Z=2Hd Z2]&, pH 7.20]%0c}t. o]E wkgoA, Z2hd Z8 &2 Dyo|v| -7~

AE=20] H7bel kA ok
2.1.4 ADCs 2 AA22H SATREY A=

A 212004 71A1E, gHE S R 2500 2d

=]
—
ol
=2
>
ue
A
i
2
=
—
(]
=
(&)
=
g
o
(e
w
=]
[ep}
w

Gl
2

r_\.(g

o
N0
e
o
e

Iy
(.
)
o
oty
Lo

3} &<

E&S AA B . 24, Agtel=g 7H4
Zolar, HAEA FFAleld AWl dial S7he b 9 w#AAS 7H ADCE Alweth. Algkd Al o] &
S AFAQ AT IgG AP A o] 8753 AP 70+ &u-EF Y A wl$- AFE Fo] ZFEA|HAE %
ggct. o]z sk WHS ARESlo] AZE MORAD-003 ZFAlC]Ex 2.09] DARS z#sia, T gilo] H-L %
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g ol gHdths RS AAbaten.

RE ADCs: HiPrep 26/10 &9 I EnlEae)e] ol&) BA|E AL DPBSE A 3= Att. DAR 4L LC-MSel

o mE AzxH ADCsolw FAERL F F5S SEC-HPLCAl 98] ZA=T. o]5 DAR 2 3 249 A

h= ZH7e) ADCet whebs] E 1594 dAE
¥ 15. MORAD-003 ADCs ¢] A A& 7] 87 4

SH3HE 93 DAR <3 (%)
1 | PEG3-Bz-t] 2 9] -t W &-
Se e Al 3.7-3.9 29

2 |LL2-3HETA 3.2 18- 36
3 |LL3-ZHETA 32-37 22-36
4 | VCP-mZHET 4 3.4 50
5 |vcp-dlgl &3 3.6 0-2.6
6 | ER-001161318 3.5 3.2
7 | ER-001161319 3.5 3.1
8 | ER-001159200 2.8
9 | M-MMAE 4.0 2
10 | NHS-PEG2-AuF 5.0
11 | M-DM1 3.6 1.8
12 | M-0285 4.0 1.2
13 | M-0115 4.0 0.4
14 | M-172 3.1 3.6
15 | M-174 2.8 4.4
16 | M-158 4.5 3.8
17 | M-0384 42 4.2
18 | M-0302 43 3.3
19 | M-292 4.0 45
20 | M-0026 4.2 3.3
21 | M-0267 4.0 2.9
22 | M-0272 3.3 1.5
23 | M-0260 3.2 1
24 | M-0276 4.6 6.2
25 | M-015-0913 2.0 <1
26 | M-030-0132 2.0 <1
27 | M-0161 2.1 2.4
28 | M-0157 2.0 <1
29 | M-027-0381 2.0 <1
30 | M-0025 2.0 1.7
31 | M-0301 2.0 1.4
32 | M-030-0011 2.0 <1
33 | M-030-0291 2.0 <1
34 | M-0255 3.6 5.9
35 | M-0114 4.0 3.9

RE ADCsell tidle] DAR #t2 Abd-A78E W9 (3 WA 49 DAR)OIATE. AHETA-7
B $ES das ARg Ags] 9 Ekar (510%), whdel] o g d-7uk (VeP-of gl &
goln E-gA-A X =2 (ER-001161318, ER-001161319, 2 M-MMAE)E= =% & &7}%3h %@%

71 t—ﬁuHOH ZAE VCP-AHEI XS AFE3e] MORAD-003¢] oigk Ao A
Y= AT} A]ff;!:a -4l DMSO (10%), N A-CWEXFoln|= (20%), N NTIHWEolNESt= (20%), 2
O}Ulc (20%) 01}, ol F-8WlE AE3le EFACA olF SHE TS BT 500
Yo A, o]KT} o] Eokth.

H|-2k¢] SDS-PAGE #2412 ADCso] A EAlA 3t (& 5). BE o]F ADCs& DARO| 491 Ao® ZAAHAU
7] wZel, &% I-L 9 4% I tidgol=rt A-BEAdE 5 gl wet, o]F ADCs7F ~ 160 kD] &3¢
[gGEA o]FE 4 vk AZEATE. ADCsS] ol2fdh A E A M-MMAE (91 2), M-DM1 (&9l 3), M-0026 (&
o1 4), M-0260 (&<l 5), M-0267 (#<Ql 6), M-0272 (H21 7), M-0285 (A1 8), M-292 (#H2 9), M-027-0381
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>1m rlo
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[0373]

[0374]
[0375]

[0376]

[0377]

[0378]

(291 10), = M-0384 (9] 1D& EFsAT (&= 5). = 5004, #d 12 dd o] Fe3drt.

3d fAdsgol= BEA 38k ADCs (R 4-9, 11)
kD)7} tl= Ao

[

z°~
=

] EH—S}Oi‘ '\??;ﬁéj_' ADCoﬂ Eﬂ:o‘ Oq’ /Kol%t:i_]_— H-L 17}_ = (80
]Eﬁ‘} B o zRE Wit o]Ae. 7k 3

H
2AT [g6RA ol Fahe A& sk,

o] = HE A o] = AL A8k, SEC-HPLC 48 ADCs7F @Y =
AW B0 B2AS 7FA ADCsoll diske], 471 2 F ADCl A Hl-FHFdoz BaHEE AL WA,

2.2 MORAD-003 ADCs] Alga &8 £
2.2.1 IGROV1 & SISA-1 M E9] ATEA

Azd ADCse] AFHy a9 A 1.4.1004 AAls] drge uiel Eo] Agad Hbol&¥l HAS A8t

=

hi (+++)

EE MORAb-003 ADCs9] %7] 2= e]d2 IGROV1 (FR ) 2 SJSA-1 (FR

gl ) AlEAA A, IGROVL Al
MORAb-003¢] %2 &9,

F= QIR wa 3y %P%— 7]slela ZelolE F8A g3 (FR)Y) ¥ FES
AT, SISA-1 AlEE ZE0lE 584 did st 2490 QI3 25F% FF AXEFo)th. A=E ADCs<
2389 Cav3 (7 wha ok FR™Y) NCI-H2110 (917F ml-2 AlE o) o, ), =/ m= oveAR3

Al
(QIZF & o+F, FR ) AlFA I AT, o]H g ~HEd ] ik F 16004 AlgE.

¥ 16. TF3 £ A EF9 A MORAD-003 ADCs o] A EEA (ICs) =28

33hE 93 IGROV1 | SJSA-1 | CaOV3 | NCI-H2110 | OVCAR3
PEG3-Bz-t] 4 3] d-
o e Ea) Al

0.067 0.41

— E3£3 —



[0379]
[0380]

[0381]

[0382]

[0383]

S=S5| 10-2445255

LL2-AHEI Al 0.023 4.7 0.33
LL3-AHE T2l 0.086 12.7 0.19 0.094
VCP-AHE ¥ A 0.03 ~100 0.02
VCP-o & & 0.054 >100 3.7 0.73 0.16
ER-001161318 0.26 >100 3.1
ER-001161319 0.49 >100 11.3
ER-001159200 6.5 >100 9.2
M-MMAE 0.2 253
NHS-PEG2-AuF 0.2 >500

M-DM1 55 132

M-0285 0.3 >100 14 8.8
M-0115 0.54 >100

M-172 >500 >500

M-174 >500 >500

M-158 >500 >500

M-0384 2.25 2.45

M-0302 330 >500

M-292 1.7 >500

M-0026 1.38 540

M-0267 0.029 0.028

M-0272 0.252 1.02

M-0260 0.383 0.036

M-0276 0.43 30
M-015-0913 >500 >500
M-030-0132 >500 17.3

M-0161 >500 >500

M-0157 >500 >500
M-027-0381 14.5 28

M-0025 >500 >500

M-0301 >500 >500
M-030-0011 61.6 >500
M-030-0291 >500 105

M-0255 0.12 0.46

M-0114 144 >100

BE &S e & ICysola, 39 45, JA4 2d9 HF gholol.

VCP-oll 2] && ADC= IGROVL A A 7= alela (54 pM) SISA-1 A|EelA A9 AMES 2EA] eFdth. o5
Foll sk, VCP-olg]&d ADCx= &5 DAR #hS 71%l ADCs, of|Zdd] M-MMAE 2 M-DM1e| W3} o %<& &% 9
EoldS& AFsIt. VCP-olglEd ADCE WA (CaOV3 2 OVCAR3) 2 wl-Z M o F (NC-H2110) 719

P10 B F% ARTON BER AESHE EE AT,

ADCs VCP-dlg]lEd, LL2-AHEYA, LL3-ZHEYA, VCP-ZHEFA, ER-001161318, ER-001161319, % ER-

med (+ )

001159200 CaOV3 (FR ) AEelA Bold AEHA (5ol > 2-logs)E X 16}314 ool o] 5 ADCs
= -yl 288 ZAEH. ELFJEu] SFACIEE IGROVI AlXY] age
NS ek AZagAN, VP-AHEFNAS o2, SJSA-1 XA ZA75e AEEHS ik 2531500,
A7bs3s volehal ZFAo]E ER-001161318 2 ER-001161319+= IGROVICNA F3hA] & (0.26 nM 2 0.49
)& 7FAaL, SISA-1 AlEo] gk AbaS 79 zhA] sk

mw
o

-
N
©
w
o]
=
|

[0¢]
(@)}
o]

BE ARE G4 ol ZFEAE

0285), FoZ~EEl-5 (M-0115), ¥ Fo2E¥l-14 (M-292 ¥

[m
e
X,
2
[o
[o
>,
ol
34
k]

F7ER B7EEA @t wesEE-3 (M-

2 M-0026)°] FHAE tAdzlelE HRA T|es AME

St Adrbsd EFACIEE B5F, SISA-1 MEFAA AEEA A9 glo], IGROVI MEFA Sold MEH

4e AT3GITE. ol sEEleY] FEAQ, FiEE-3 ¥ FoAEE-S ZFA0Ex, HogAl A,

TAEH-14 ZFAJERT YA ozt o] otk 59 H 5o, Rievd Eo] F-2¥ Val-Cit-pAB

(VCP PAZS ALLStE, hET M-MAE EFAl0lEo vlwadst 314 H-Adg7bsst e tdalel= g)st
FACIE: EF w3 49 Ee So|io] FFqn, FUtE #AEA it



[0384]

[0385]

[0386]

[0387]

[0388]

[0389]

[0390]

[0391]

[0392]

S=S5| 10-2445255

2.2.2 A7 ZHOE FEALE dA & AEF CaOV3ollA AE=A

el MORAb-003 ADCs] &#-& 217k Wi Z9F A ¥F OVCAR3 2 Ca0V3, ¥wh o}z <17 NSCLC A EF NCI-
H211001 4 3k AAFAC (K 16). AZF F HAEF Ca0V3olA, AHEIA ZFACIE=, IGROVL Al A
H5E A G, VCP-elleg]ed ZFAERY 547 v w2 a8E ATkt ol IGROVLel v
wate] CaOv3 AMEoA Felol= 84 dute] ¢ e W 5, i ogwddl vaste, ol A
IUEIAY ¢ =& g8 uid 4 u}t. vo]ekal-7|u ZFA0]E ER-001161318, ER-001161319, = ER-
001159200 X7 VCP-olg]&dol] FAFSH, &= ojHt) W a38 7hs.

2.3 VCP-< 8] &3, ER-001161318, 2 M-02859] WA Ald

Wzl AbE 248 HGrkslr] e, A 2 BAE AEFE AREEe] AdEAT. o] Ao, Nuclight™
Green®.@ TAE IGROVI A% (FR") 2 Nuclight™ Red® %A® HL-60 (FR™)= aolat A% 4 vz Z-u)
oF¥] 9l 3, MORAb-003 ADCs VCP-ofl2]&3, ER-001161318, X M-02852] HA oz A= ¢r}l. VCP-d &S
W o)1 =-PEG-Val-Cit-pAB A@&75s FAE X3sl= o g]l&d-7|9F ADCe]ar, ¥HH ER-0011613182 =il o]
U] %=~ (Cly)s-Val-Cit-pAB Ae7be st P75 E3tsl

fr

o] gkal-719k ADCe] a1 M-0285+= PEG-pAB Ad7ls3k &

AE x5l FLAERE-7]NE ADCO]EP AE=7L Incucyte Zoom® A oAz FUHH YT, o] gt
WAL A EEA d gl Ades % 17 E & 6A-ColA YERdTE.

E 17. FR-GA 2 FR-4 A X F9| F-uj Yol A VCP-of| 2] 7 &) W #A} AL

24

ECs, (nM)
IGROV-1 HL-60 HL-60 HL-60
(IGROV-1 = 31 <) g EH)
0.0005972 39.74 0.2399 0.1702

HL-60 (FR™) M7} 1GROVI (FR") Aol 2:1 w2 wjekel 79, NORADOO3-VCP-dle]Bdom =i, HL-60
AEZ @53 vlwste], HL-60 AEe] APdelA 2-log T7He 2T (F 17 2 & 64). & tlolg& &4
o|E & &5t (FR) %A-574 Ax7, 2 WA A Bz ApEEA AAH, FR 24-94 AxE= -l
S 79 MORAbOO3-VCP-ol gl &dol 93] o &Aooz AbdE= ZS AlAbg. WAt A}”é%, EA-FA Al
X -] FA stel aEla et sHAoR, BA-94 AE Ao AMERA gGoy=, FAZE
ArE I FE7bsstE, WA APElA #5E Sk A dlElE Yo R HL-60 AEe] A= o|F #FHH Ut
of gk Al Fdate], WaA @iel diste] AR 7S WAEITE. o\ o]&d o3 F&HEIE Hhe
A koA, MORABOO3-VCP-oll2l &2, MEAEALE T3 AHstal AHf ol BdS wWgE o dEATE,
FR-%A IGROV1 AM|Eo|A = TAoA Aud 4= Qu. HEd AlEXES5AE FR-24 HL-60 AIXE AFEAZ 4
AT}

o) wkalA, whx] oF7re] A]ZE= MORAb003-ER-001161318¢] whale] BEHPa (&= 6B), A|ZE gl
MORADB003-02852 #=H vt (& 6C). HL-60:IGROVI H]7} 2:1oA 1:22 vrobd A$- HL-60 AE =A%
& Apde | HL-60 Ml HEof "3, MORAbO03-ER-001161318¢] tale] #=w i, whd Wz} 3=, A&7}
% Aek%, MORAb003-02859] thale] o] 3] wHA| frAlstqltt. o]& dlolE=, WA Ao #ste], H7be

MORAb-003 ADCs7} VCP-¢ll &) &% > ER-001161318 > M-028524 S33tE & ArtE AL AAFSH)
2.4 83 AAFA 4

,xﬂ SLE AT

F=427F 3o wEEW SAC od ZdAE 2 ADCse] A 7 =8 w2 zkeksld ) ADCsE H A
ol ¢S A5E 4 9lth. MORAb-003 ADCs VCP-oll2]&#, ER-001161319, % N-0285% &t 48 Al 5
370 Col AZF H= whg-2 FAol A ARG A S AL, 1 vk IGROVI B SJSA-1 A= Ax54 A4
A1 37k Avk. ER-0011613192 VCP-ell 2] &&, o o]H| =-PEG,-Val-Cit-pAB®} &3 dvtrbsst J7& X3

o] ghal-7]9k ADCo|t}. PBS B A izt A AeddA oo 4 anE 1At A8 E3HA
ol# 3t o] A= F 1804 vrEbd),

i

L
L

oo
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[0393]
[0394]

[0395]

[0396]
[0397]

[0398]

[0399]

[0400]

[0401]

[0402]

[0403]
[0404]

[0405]

S=S5| 10-2445255

¥ 18. 4= E MORAD-003 ADCs ¢ & AR A

A E-718 £ =4 A4, ECs, nM
MORAD003- MORAD003-
VCP 9 Ed ER001161319 MORAb003-0285
Q1 7r EN A | vk Qzk | uhe-A
A | oees | DTS g | 2 e PBS o i
34 ek 3 o7 ek i
g:‘;é 0.021 0.013 0.02 0.28 0.15 0.2 0.074 0.089 ND
Ohr-
e 022 014 0.01 0.15 0.15 0.2 0.063 0.078 0.049
IGROVI1 gy | 00 00
4hr 0.03 0.018 0.019 | 0.14 0.17 0.25 0.065 0.075 0.049
24hr | 0.024 | 0.019 ND ND 0.27 0.9 0.059 0.074 0.044
4ghr | 0.022 | 0.021 0.03 0.21 0.73 2.56 0.043 0.05 0.051
gg; >10 >10 >10 >10 >10 >10 >10 >10 >10
Ohr-
4 = >10 >10 >10 >10 >10 >10 >10 >10 >10
SISA-1 i3
4hr >10 >10 >10 >10 >10 >10 >10 >10 >10
24hr >10 >10 >10 >10 >10 >10 >10 >10 >10
48hr >10 >10 >10 >10 >10 >10 >10 >10 >10

o]9lel ¥hH | ER-001161319+ 48 A
| Skskdl, wlolgkalel o}x]g]
7F §18-0] SISA-1 A|3EollA 1.

=
2.5 MORABOO3-VCP-d gl EA o2 AlgHY] AT
2.5.1 DAR ¥ AMAE EAZAA 9 HIC-HPLC &4

MORABOO3-VCP-oll 2] &3 2 MORAb003-0285% titd wWel s DARS H7lsl7] a8l Zela w25 Aloldd 3
A (A = 9 AGE BEFAAHS Ayl 98 HIC-HPLCO <ofs] &4 = ¢k, MORAbOO3-VCP-oll 2] & &
&, A g ZFA ol sl AMgE WHy dAEE, 0, 2, 4, © 69 DAR F& e oz eyt
(32 7A). DAR = 0 9] A %42 #ZHAct. AUC AAte] 7]ubd | Awz ol DARS, LC-MSol o8] 244a 3tz
A3, 3.800]TF. MORAb003-0285%, wd DAR F& "AI3k=, HIC-HPLCOl 23] v s 24 o|F3litt
(X 7B). o]A< DAR 4.00.2 4 wjA g},

2.5.2 AA AA g BolA

MORAb-003-VCP-ol &) & AEE5A ] a9 Eolde A A4 FulS AE3to] the VP-olg&EH ZFA o] Ed
sle] AZH T (& 8). o] A A, MORAb-003-VCP-o| 2] &3 (A% =& 100 nM) Y AL 2 uM v EFA
o] A% MORAb-003C. 2 F-2dFHo] AL t). n]ZFAo] A% MORAb-0032, KB A|Eo|A, II 7] AW A
w9 o 7 HE z‘z}—ﬂz} ZHYolE $gA duf-dolekal ADCSI, IMGN853Lo.Z FE5¥ AT o] fAFsH, IGROVI Al
FolA a=e 2-log AZEZE A&stEtt (Moore 5, 2015 American Society of Clinical Oncology (ASCO)
Annual Meeting, Abstract 5518).

2.5.3 NCI-H2110 NSCLC AMZAA AHZEAH

©17F NSCLC A% NCI-H211090A] <FZ MORABOO3-VCP-of 2]&= 2 MORAb003-02859 thale] MEZAS T~
g wlo] 2y AL AR FFACE. o] HAL A= ¥ 16914 ueElbdtl. MORAbO03-VCP-of 2] &7
0.73 M9 1C:pS 7Fxlar, whH MORAb003-0285% 14 nMe] 1C, S 7FAT}.

2.6 A AT
2.6.1 CD-1 v} FF A NORAb-003-VCP-ol 2] -2 (MORAb-202)¢] H o) &A% &3 (MID)

uHZE (D-1 v$2E F 19904 2AZo] whe} 200 pLe MORAb-202Z AW = FALE AT}, xﬂ 2 FofF Ao
S5l oA, &S 24 A7, E I Fo 157 33 SAFJY. FES AF AEV U A Aol sl
AZEAY, B 25 T, U] AT A 9 7SEHAY. A9 npxuhl] (Z2la Y]] u} 27 AT F
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=
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S=S5| 10-2445255

[0409] 2.6.2 CD-1 w29 A dglEde Hy £0d &3
[0410]  WEZ CD-1 vpsi E 22004 AAZ] mek 200 ulel elRToR AU FALYL}. AFE 27t
Fop dolq §ol oA 2w Zzte] 8 oF 24 ATelA 15 33 FAHAG. FEE AT A% ()
Aok $2F 2%) U A4 Wl dlete] BT W) AFS 34 0 A=HAG. ATl vl (2
23 sdele] vl AT Eeh ASAHAG FoA BANAY) HeAbE kst ANE slstel A
Holeh. Flme 24 4] Aol mate] AAFRAT.
X 22. 97 424
=%
1% | #9es | A= %;g(;“g/ A7 Az
1 PBS 0
2 0.4
3 8 0.8 qddx3 iv
J 2 -V
| E7]
- oz Ed 16
5 32
[0411]
042 AR A S EE SRS WA 98 e, qied F A (F 5 E9l vl o 49 12
A83tel, 8% A 16 ng/keel | el ee Fola 5 Gl B55A Yot $UY SATL 92 me/ke
ol Az §RE LE 3 hgood HASE RESNAG. $F AF Be (12 SHF, 1 o5, #5204

Q

(€]
&2 A3 L3 U], #551 D #5520 4 17% 2 8% %, PBS-X| 5% thxato| Hlusle], #B=EHUT}.
Al Bt wkg-zo] vl BEFHA Edrh. AE wp29 AFE

| & X 2304 YElha, 2F 3
SEMS = 24oﬂﬂ vetdtk, Az a8 (2% P 2 SED thste] A= W 8IS & 1004 =
AlEh
[0413] q4dx3 FoF A AE AHE3h=, ol 1.6 mg/kgollA olglEdL F 54S AL, WA 3.2 mg/kge
=Z AF AE FE59 . rﬂram dg & e MIDE, o] AFolA], 1.6 mg/kg, qddx3o]t}.
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002 1’91 oz 581 18l 1’61 81 68l L1 06l 10¢ | 00T V2 6l 281 00z 50C 6l €91 2761 €0Z | 91T 761 Tl 061 0l
véL 8'GL 961 [ok:1% vzl S8l G S8l 21 Z6L S'6lL Sel 891 ooz €8l L'6L 66l 98l L9 88l S'élL o’z 68l oL La:1 6
v6l 791 102 €8l 08l 88l Ll 06l 0’8l 6l 661 961 0L L6l 9'8L 61 v0C | ¥'8L €91 €6l 961 Ve 88l L9 €81 8
vel €91 S61 28l [X:13 061 821 06l [x:1 L6l 20T | 961 L2 S8l S8l 1’6l €02 281 €9 Vel 861 414 €6l S99l 981 L
€61 091 S'6L L8l L8l '8l 921 Bl 181 68l X4 444 691 L6l S8l v'6L ¥'0Z '8l S9) V6l 002 [414 £6L 8'9L 8’81 S
961 86 Loz €8l 821 061 [:13 V'8l 0’8l 88l 861 961 691 S8l 981 181 v0Z S8l L) V6l 002 602 96l 991 8’81 €
06l €9 6l €8l z8l (%13 821 '8l 8Ll 98l 68l 86} L9 S8l 281 6L [ X4 98k oL L6l 96l 02 L6l L9l G'8L 0
BABUIS] B & 2o BABUIZ0 B & o BABWZ 0 3 & [z lo BABUS00 = & 2o Eleln IR SRS k@K
€€ T

[0438]
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[0439]
[0440]

[0441]

[0442]

[0443]

[0444]

SES35 10-2445255

o2l 22 1.6mg/kg
SEM
0.53
0.75
0.62
0.58
0.67

. 0.69
0.84
0.77
0.73
0.79
0.62
0.57
0.66
0.71
0.62

H
18.2
18.3
18.2
18.3
18.4
18.0
18.7
18.7
19.0
19.2
20.1
20.1
20.0
20.4
20.1

of2| 22 0.8mg/kg
SEM
0.16
0.19
0.22
0.27
0.29

. 0.30
0.32
0.28
0.24
0.30
0.36
0.48
0.50
0.43
0.47

)

18.1
18.5
18.3
18.6
18.5
18.3
18.5
18.5
18.6
18.8
19.7
19.7
19.7
19.8
19.8

ozl €& 0.2mg/kg
SEM
0.51
0.51
0.60
0.60
0.51

. 0.59
0.55
0.56
0.53
0.74
0.63
0.56
0.59
0.66
0.68

H
18.4
18.7
19.0
18.9
18.8
18.8
19.1
18.8
19.3
19.5
20.4
20.3
20.3
20.1
20.5

of2j 28 0.05mg/kg
SEM
0.62
0.54

. 0.66
0.67
0.69
0.65
0.74
0.68
0.60

18.4
18.8
18.8
18.8
18.8
18.5
19.2
18.5
17.9

PBS
SEM
0.62
0.73
0.73
0.77
0.72
0.76
0.73
0.86
0.79

=
18.9
19.2
19.2
19.1
18.9
18.8
19.5
18.8
18.2

- k2
« L

B

AA ] 2
1.4 € oy

MORADBOO3-VCP-ol 2] & (MORAb-202)+= AAle] 39 AA 1.1904 7]A¥ MAL-PEG2-Val-Cit-PAB-ol 2] &% (ER-
001159569) 3}3tEo MORAD-003 (A7t3lel &-2A3t FHoE 84 &) Aol o3 AT, 25
Aol W Ao 49 AA 1.4.1004 7)A€ T},

1.1 Fo 2d

MORAb-2029] 37}e] AJ g7 A7l AFEE 7k ¥ AEFE IGROVI (17F vha ok R ), OVCARS
(917F s bz, FR™), NCI-H2110 (917F Wl-2 A o 92, ™), A31-A3 (917 Wa"d o oby
How PAgAE M31 A4 Axz, R, SIsA-1 (A7F ZgE FRR), @ H-60 (AzF WEw | R
))% I3t BE ol AEXFE v F4 P33 ATCOERFH AHAHoR FH5HJY. 44y A+E s}
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[0445]

[0446]

[0447]

[0448]
[0449]

[0450]

[0451]

[0452]

[0453]

[0454]

[0455]

S=S5| 10-2445255

o, H-4& Ax # &, A &4 8 4, 2 AU o Bx-FEE o] Fol vk 2P Oncotest GmbH
(Freiburg, Germany), Oncodesign (Dijon, France), ™ EPO Berlin-Buch GmbH (Berlin, Germany), Z}Z}ollA]
gy 2 FAHAT.

1.2 Algad] AEEA A

1.2.1 ZZ2E o] &3 HA

1erovi (FR™ ), m31-43 (FRY), 2 sTSA-1 (FR

Aol A 10,000 AME/AZ - 2 NGEJ, 37° C, 5% CO.oNA A (16 A|1ZH) Q15FH] o]
4

S AZE 06-9 24 W BelolEy w4 )
A

Hom AF Ak 1 uM (F 10 Aol Al&et=, 2 nl H-9 34 Edo|EdA 1:4 A& o 2-35]4 5]
o 100 wLe] 3A e AE2 (100 nMol A AT HEe] S8 AHehe) AlE EdolEd H7bH . Edlo]

Ex 377 C, 5% COoA F7he] 48 AlF Tk Ao A=A}, wiA= H7|=Sla, Edo]Ex 200 ul DPBS

2 13 AAEYT, 50 ple 0.2% A2 vlo]&3 Mo Hedga] 15 & ZoF dAHYgT, 1 e &%

B2 FHYsA AAGEHAT. S EE F-ARHYT, AT 2E vlo] &2 200 ule 1% SDS §Ho =z &
Ak, ZYolEE 570 mmollA FEH AT, Hlo|E|E= GraphPad Prism 6& AF&3ste] EA% vk, OVCAR3
FR™) = Ne1-H2110 (FR™)oll wistel, AMES 3,000 AE/A2 YA 5 o Eok MORAb-202% <15
I CIESR=E A=

1.3 Ay A+
1.3.1 NCI-H2110 ©]Fo]3] »d

FE F0 BT SCID whe (R, 6 F)e B8 Aol 5 shexw 94, Wirn &4 A
2 g we, ZHow, BEd o ebsaut. BEE £ o4 94 57 9 B 2259t

oAl A g AT, 2 T2, U= 70% A FRA EEAl, AlEe AE

2~ 8% (FBS)E X% RPMI-1640 ®jA]
T84 wiA 2 23] AAHFND, JHEEHS .

AIEZ Y Q1ZF NCI-H2110 Al EE WE® 2% (NB2813-65) C 2 5-H slE = AL 37° Col 5% C0.olA 10% Elo}
l
szl &9 olgel ofs) =N, F

ot

FY o]y @R AW AL @gte W mEAR 11 (iR 1.0 x 100 ALY HE FEAN
FHATh. Z2he] w100 ule] EFER 1.0 x 107 AE/whS2olA sjstz FAE A, 276 s =
£ Fato] ALEHT, vlesz oy W] tate] BUHYHAT £%S, o]AF o 364 AldEhe, e
33 O« Ay iz =4HAc, 2ok 44 (m)o 517 e Abeste] AMEAT: W (mm) X L (mm) X D
() X 1/6. EFo] (>70 WA ~130 m'e] BEOZ) ~100 m'S EDEIE AS BEOo ET 452 Bz
A FEAAY. AEowy A olgai: ¥F 448 7 5 FEL ANAT
% 35)0 web, 1.0, 2.5, 2 5 mg/kgol A 200
o @A, aEa QT B Y 238 S35
Aok, ATl wHute], Wy AFES 24 D JSHATY. FBL AW FF &40 2000 m S 2HEAY A
G FEALE Y. A §&E FE &4 R oA 27 T2 VL IE EFESIT: (D FE (viv) 9
500 23t TF AL (2) vhul; (3) AT EA >20% R (4) Im Wl &9 5007 FEE SHAAT. A
T E b EE FeA 3rE Qe vheat ) e B Aa we b,

3 A Hpa, PR g, @ %L

OPO —~
off

O

ut

¥ 35. 97 AA

1=
a8 | #ven A= &3 SRR Az
(mg/kg)
1 H3s| & 0
2 1
5 g A iv
3 MORAb-202 2.5
4 5

1.3.2  #A-FHd o]Fol4] (PDx) BE
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[0456] 1.3.2.1 H]-2 AX = ¢ (NSCLC) PDx =2 :LXFA-737 (Oncotest)
[0457] Y o/ NSCLC F+Y THLe T vlgxoAa dAHo=w FIE LXFA-737 FTF o|FoxHoZRH
FEHJAT. FAA w2281 EH AA F FFe GH (3-4 mn BAY do)E AGEA 10% HYAHA/AE
Aevtol NS Fgfats ETAFH O E-E A5 (PBS)olA wixEdtt. F#3A 52L& o|AZFd Fow
v E AL Aol A HEtR HEHEY e dF T oHES FHET. T olFolAHe T8 < 65%9
A AT 1 B 2 TR ol AFTt. U5 59 Ao, oE T T shue TSl A 94
wl /Kqu_g_

=) 1 3 = = = =
80-200 m'el FFE WASE) FEES, T 100-120 ') wmWNI FF % WE 1§ T 848
BER, 56 $H / IFOR FANE AP IFM REAAL. AWel AEA @e FEe g

[0458] A7 A FE AY npgas, FELste g, AF A (& 36)o wEl, w3, 5 mg/kgoll A MORAb-
003, X 5 mg/kgollA] MORAb-202% AWUZ FAIH AU, H3o zhzhe] Eok Adoja f3kof] oA, Tz o
T B F9 28] SAHFEJG. AT v, 2] AT 54 9L JF5HJT. 5ES NE F% 840

— T
2000 mn' & ZIeFGE A9 orebAlE Q)

X 36. AT AA

2k
% | #eres Az &3 A4 A=
(mg/kg)
1 6 H| 5] & 0
2 6 MORAb-003 5
3 6 MORAD-202 5

i
e
M
i)
s

i.v.

[0459]
[0460] 1.3.2.2 A= &4 9 < (TNBC) PDx =49 :0D-BRE-0631 (Oncodesign)
[0461] F9F o]4l: 9 ¢k7l SWISS FE= wke-2AE SFx-Fl¥ INBC ¢ v o R 9E8ZF gl Istr FAME .
Fd-w g vhSaE EG §70] 5001000 & EDHAY AL HRAEAL, EFS FER AU %
4 &H (30-50 mg)2 7Zvl-FF9Y (2 Gy, 60Co, BioMEP, France)o.2 4l % 4 WA 72 A|Zrol 34
SWISS = whg2o] 4 A w= ooje] Faola o o AHglth. FFo] 200-300 mn ©] FF LHE =
SFAY A, 34 F FE F 24vlg)E= Vivo Manager® AEE9 o] (Biosystemes Couternon, France)E A}&3}
g 2 25 (n=12 F8)o F2 FEHAT. B4 A1E (AEe #4)2 1
TG, F298le] G2 Ao A 0224 XAGEH .
[0462] ‘H? A d 1 (FA98t5 1 o 2 A50 ‘i%*ﬁ 2 oA, 74zt 2 HARE dFoR2HEH 3 veae F
AFATH. FE A vpeas, A 30A, A A (& 370 Wk, 5 mg/kgol A H]EE FEi= MORAb-2022 7
WlR FAEAY. A 8 (XEF 5 W)olA, 449 2 NEH IFoEREH 3 rkeiaE FAFJY. T4
A%, TF 24 FHENL 24 WA 48 ARE Fet 4% T8 9% XEEHAA uAHJS 1 ooh g
(Histosec®, Merck, Darmstadt, Germany)olA Ewj=Sic}. et Evjd A &0l WYz 3e B

2 Slstel AedA AgHA.

mlm
flo
-

¥ 37. 497 A4

a8 | #npex B

£
(mg/kg)
n/a n/a n/a n/a

v 3] & 0 oY el iv.

U5}

el

(U8}

n/a n/a n/a n/a

9 MORADb-202 5 el B A iv.

[0463]

&S 2 9FZ NORAD-202 A 2 &
of ¢4, Edtel=s ERtHdL FU2, ] ==
ol
o

(pH 6.0)W, Lab Vision™ PT X5 (Thermo

[0464] Wz 3e (IH0) £4: L2WU-04 8, deta-Lojg £ 299 HC 44
BAE AfIE HAS o] sl FAHA &
W =

AFEEle] . 85° (& AMA-7FeE A|Ed o]



[0465]
[0466]

[0467]

[0468]

[0469]
[0470]
[0471]

[0472]

S=S5| 10-2445255

Scientific)ellA 3FE Ak 97° CE 7F2; 97° ColA 30 & &<t AFfuleld; 2 60 T2 7. &ool=+s
I g olF THTO ARdA 5 & Feh AEHATE. 92 Lab Vision™ Autostainer 360 (Thermo
Scientific)ol A FaHAT. 1+ds], SgoluE 6 B/ABOE 1X EA-9%% 2194 /Tween-20 (TBST)lA 2
3 AAEAY. 24 FES I 0 1 A B e 9F 9 (300 pl) (3% A& FF 4ER (BSA) - EAH o0
E 9% 294 (PBSAA 34" 109 94 A (Jackson Immunoresearch Laboratory Inc., Cat No. 005-000-
12104 QlsFule] A=A, 1 AI7F &<t ﬁ—?ﬂlo]’qE A (200 uL) (3 38)olA Aol A= AL, 6 &/A
Ao 1X TBSTelA 53] AAHATH. Eetol== ¥ x|l 4 DAPI= EHZO:]AHQ)\A—J— AN EdHE Egol=
£ 30 # =9t AskshA “dvk. £2kol=1= Panoramic MIDI 270y (3DHISTECH)Atell 7F&=9lar, IHC o]v|x]+=
Halo &> E¢9]o] (Indica Labs)E AF&ste]l EAHT. o] A4 ALgd A=, o #dHd AFolEs
Sold wpAQl, a-H& AE (SMA), 1¥]aL MORAb-2029] E=AE AET F A&, A7 1g6E TH 8383

¥ 38. IHC A

A ZFAl0] A dE HufQl Cat.No. Lot 2E g | e g
a-F &
M E (SMA)- FITC Sigma F3777 124M4775V 2.0 mg/mL 5.0 ug/mL
FITC
u}-9-2 1gGl,
k oFo] 2 E}FS] AF488 Biolegend 400129 B128493 0.2 mg/mL 1:1000
2=
A A F-Rlztk -
1¢G AF555 BAFIZZH | A21433 1709318 n/a 1:200

1.3.2.3 A3 & PDx =2 :Endo-12961 2 Endo-10590 (EPO Berlin)

Y o/ AUl & T dHE %502 F3E Endo-12961 2 Endo-10590 T4 o|FolAHoRRY 5
HAa, FA4 Aol 25024 AAEHJT. TF dHLS 40 NMRI nu/nu G331 vp$-29] 25 Ao Jl=2
oldHm, FF S UHHHAT. 100-160 mn ] FF £HL 7bd vRSs= 4 IF (F AD, E 39)
T sz 79 FEEAG. FA9EE 94 vheaE Al 2w (2% E, & 39l E}HUT. 7] o
8 TER AT, ALt F2 Ao A 0024 AAH.

>
Of
g

g A wleas, F2RIEe e, A A (F 39 weh, PBS, 3.2 mg/kg Ex 0.1

®, ®= 5 mg/kgoll A NORAb-202= AHl2 FAE QG ¢ AFE T 23] 2 52 A3

7ol o&l H rEA, T &9 (TV), Ad % €4 RV) 2 Agd/gz= (1T/0) e A=A, A

T, AR ARl vE| AlF ¥k (BIC) 2 159 AT AR A, 548 sergRA ug 23] ®=gh
%]

%, wE Ao vhato] 345,

¥ 39. 97 AA
[=33
s #ule A 3= 3 2 R il AR
(mg/kg)
A PBS 0
B o gl &7 3.2
el Bl i.v.
C 8 olg] &9 0.1
D MORAb-202 5
E n/a n/a n/a n/a
1.4 AL 714
1.4.1 zPredictat] 3-X (3D) F-WiY¥ A|x#l
e Y &7 AE (SO~ 3D F-uld Aye, Av|-5old 3D MEL 71A A= o AY rStomach™&
AHE-3Fe] | zPredictacll Al 3= AT, rStomachTM‘ﬂ]H =5 U E7) AE BUNSCs) & 12 o Bok 48-9 ¥
ol Al 4u]2 Nuc Red Light MKN-74 ¢ & MEF= F-uFE AT MKN-74 MEE MXEX AEAE FEs17] 9
3 MORAb-202 X &g Z=4¥3 ZgolE 484 oUdv (FR)% DA 7= Aoz o] el ko] kA,

- 105 -



[0473]

[0474]

[0475]
[0476]

[0477]

[0478]
[0479]
[0480]

[0481]

[0482]
[0483]

s==4

10-2445255

BM-MSCs+= frAl £S5l o] MSC 3] wifel whsto] 2] 34 & ddel whsto] H7HE A (3F 40).

¥ 40. MSC £3}2] n}#

AE 2R wA

k33 7] Al E (MSCs) Stro-17/CD105"

2] 7 A A CD34°/CD31°

2] M| 3 29 =

oF ¥ ¥ A Fol Al E (CAFs) hof-g &t NE (aSMA), B ¥l E
- A FAAN T/ A FAAE NG2', CDI13", CD146"

5 FRA

rStomach™ HJFEo T 4104 7]AE wle} o], MORAb-202, mEZ7|o]A " MORAb-003 &4, olg)&d, T
T Uxve AEHAY. gz vxsd 2 v E-X5% (PBS Z DMSO) WS xgslsih. MSC 3}
v 38t AvAAAE RUEHEAT. 7HAA 8t {%—ﬂi’iﬁ}ﬂd, MEL A 94 FAZSAH 2498 918
F2H= ATt

E 4. TG A

A A A FEE)

MORAb-202 10 nM

MORADb-003 (1] Al o] A & kA 10 nM

of 2] & & 1.7 0M ¥ 0.2 nM

PBS

DMSO 0.1%

v| A 2] gl o) 2

1.4.2

vlsk H2110 ool FE-HA k-2
= 5 mg/kgoll 4] MORAb-202 Fo o] %
A=)

7hEHERAL, o #Ed
2. 27

2.1 Alg
2.1.1
MORAb-2029] ] g #)] &
3 7hE At

SISA-1 (FR™) Aol

ERYIFFFEAEF

o #HE AfrobAlEd A MORAb-2029] & 79

a9 1RVl (FRT

N7k B B4
=AM 131604 JAE viel gl FulHAY. £ ABe W
90,35 7, 29N £HAAUAY. FHE FF AFL SefolmelA
Mol AES WAL AH 1.3.2.264 7AR whsh ol Tl o5 BAHA

2 ALER BA

MORAb-202¢] A X=X

qe, A 1

2,100 gAls] AdvE wkel gol, Aeiag wpo] 2l HAS ARE-Sle]

++) med(++)

), OVCAR3 (FR

med(++)

), NCI-H2110 (FR
ol ~a#dY AYE & 17

), M31-A3 (FR°7), =

A S=8E et 13 42004 ATt

o 5] MORAD-202 9] M| E 54 (ECs) 2= 8] H

ECso (nM)
IGROV I OVCAR3 NCI-H2110 A431-A3 SISA-1
(FR+++) (FR++) (FR++) (FR+/-) (FR-)
0.01 0.16 0.74 23 > 100
MORAD-202%= T METFo| tist Zdo]E 84 & Fd-o&EH x5y, 2 FAES Ade we 55
LHEFTE. MORAD-202% IGROVI AlXEelA Hi o] &9 (0.01 DS AFsIAaL, ZHE F&4 ¢3-34
SISA-1 Al2Eol Al AZ=4d (> 100 Dol AL vk, F7HAl &8 OVCAR3 % NCI-H2110 A2 (0.16 nM ¥
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[0484]
[0485]

[0486]

[0487]
[0488]

[0489]

[0490]
[0491]

[0492]

S=S5| 10-2445255

0.74 niDN A #HZH AT},
2.2 Ay A+
2.2.1 NC1-H2110 o]Fo]4] R dd|x MORAb-202¢] &%

93} 02110 TR F vk H3E == 1, 2.5, 2 5 mg/kgoll A MORAb-202= W= FALE S s
& HB2 5 mg/kgoll A MORAb-202¢] @ &% o]F #ASFHAG (&= 18 2 i 43). & ZHoE ?%iﬂ
=] = &

°

O

d WA §F FoIF A4 oeld olFold Rl Abgdtel, NORA-2028 4 oFE FRi

) FF 4 A ekel 1 ng/ke 1ela FF HA el > 2.5 mg/ked) AOE hebir,
AFNA, 2.5 ng/kgsl §HAA NORAD-202% FEHS WS AT, 5 ng/ke] §FNA HORAD-
202 AR WSS s,

3

gl

O & oy
e

v
ol o

¥ 43. NC1-H2110 ©] Fo] 4] X MORAb-202 ] &-F 4 &4

Z4 44, mm’ EFAF JA, %)
o 17 < 31
H] 3] 2 (n=5) 1583.4 + 146.1 (100) n/a
- E}o] Q gk
MORAb-202, (lnrfsg)/kg’ = 840.0 + 76.8 (53.1) n/a
- t}ol a2k
MORAb-202, 2(‘151_“51)*%/1‘& TE e 60.8 +27.1 (3.8) 1173.2 +373.2
vlel e
MORADb-202, fnmf)/kg, = O 0 0.0 (0.0) 0(0.0)

2.2.2 NSCLC PDx E€ollA MORAb-202¢] &5 :LXFA-737

9]&} NSCLC PDx F%-W& v~ 0]8]Z, 5 mg/kgell A MORAb-003, %=+ 5 mg/kgoll 4] MORAb-202%& mﬂlﬂi
FAFEQITE. MORAD-2029] ©d &% (5 mg/kg), T F-FF TS ATEA FUd, nEFAA
MORAb-003 A9 © 82 (5 mg/kg)dl tFH oz A7 oA A3t £ HaPS zgsdr) (= 19A).
MORAD-202% X 5% 6 & vl$-2 5 suhgls A9 o 32004 FFde Ao FFHJI(E 44), 4vtg]e=
74 (A9 FA)E B3 TSz oAt Ay, AEe AT &4 v EF-XFY gz2T 2F0 b
WE A AR dgddA BFEA sk, As 5 F 54E

¥ 44. NSCLC PDx 2.9 o|A MORADb-202 ¢] 3F-FF &4

FF &4, mm’ GEAF A, %)
d 21 2l 32 d 74
H] 3] Z (n=6) 1004.5 (100) 1561.3 (100) n/a
MORAb-003,
5 mg/kg, T & 860.7 (85.7) 1572.1 (100.7) n/a
(n=6)
MORAb-202, 4183
5mg/kg, Tt &7 22.9(2.3) 4.7 (0.3) v o
(1=6) (4/6 =

2.2.3 AFUY o PDx EdoA dzEF L MORAb—2029] At &5 :Endo-12961 E Endo-10590

Endo-12961 % Endo-10590 ©]Fo|dH2 & T ZEdolE F&A <uE LdA T, A Au o
PDx Z%-H - v}$-2~E PBS, 3.2 mg/kg =¥ 0.1 mg/kgollA] olg]E@, =¥ 5 mg/kgoll Al MORAb-2022 A i)
2 FAEAT. 7] ZEo A o Ede] Hu &% &% (MID)E 3.2 mg/kgelal, wWHAHO] 0.1 mg/kgd 5
mg/kgell Al o1 ¥ MORAb-202¢ & #| &% oﬂﬂ%%ﬁ Fopeke] gt =tk Ao AlE Uid, s @3- ?%
L FE TE BdoA B MID €% (3.2 mg/kg) Z MORAb-202 (5 mg/kg) o2 A& 013? 9*
W ggE - &AL 0.1 mg/kgolA oﬂ %ﬂ o o] F F=ux WUt (& 20A 2 200).
3.2 mg/kgoll A dlgERoR AFH mfg-2o 1 Ck 14717 B3k xﬂ*é%oﬁl P%}Oﬂ
I, WhAd] Agdk 2ok MORAD-202F X H¥ up-9-2of & OJ_ ol A, MORAb-202% of ] &-¢ Wt}
sl o fFaEd Aoz wan. deeEd Aae E=e 1 FolM AZFol 43S A
o (= 208 2 20D). Zrofl WksiA, AlF £4-2 MORAb-202Z =2 ekokrt.

=

Noyd
rri
_Il\l'
in
<.

b

o}N
[
0,

i % o

2
o,
N

JH

o 1 o
o
-

r1 _L/

e 1111

> i

H.U .

B
2ouore
T
e é

ﬁtl
P!
oft
e
o
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[0493]
[0494]

[0495]

[0496]

[0497]

[0498]

[0499]
[0500]

[0501]

[0502]
[0503]

[0504]

[0505]

S=S5| 10-2445255

2.3 MORAb-2029] =& 71#
2.3.1 INBC PDx = 2ef|A MORAb-2022] IHC ¥ &5 :0D-BRE-0631

]38} TNBC PDx Fd-H A+ vk H|3]E E+ 5 mg/kgol A MORAb-2022 AWMU Z FAEJT, T 242 X
ol A (4 D B AR (4 8) A4 il whe2zRE FHEAT. 18 % 2249 HC #4S
MORAb-2027F, &+ &% (5 mg/kg) &=A A 304 Fo o] 5 A FAT (Y 8) FHOIE F&A dup-Ld
TE AEE Afste e =ulo. AE dhe 393 16 FAE AREske]l B7hE I (2 21A). NORAb-
202 A2 T, F-a-FIL AW (SMA)-FITC dxﬂi THC Aol ofa] vepd nheh Fo], oF e Afrol
Az FxZ2 o3l 7] o2 Yegtt (& 21B). &%l #ate], MORAb-202 X8, 0.629] 4 T4 &
A (RIV)ell oJ3 €, 11 o FAAA A ¢ H3S efasivt (= 210).

=
-
= A

N

2.3.2 3D -8 Al=HlA MORAb-202, MORAb-003, H ol& &9 &%

rStomach™ (zPredicta)] I 9 =71 AE BU-MSCs)E 12 A F<F MKN-74 9 o AEF=E

oA, el A, BINSCsE HAEZSAe] g NSC Rahel miAe] tate] 2Em EelolE S8
oot ol dshe 347}510“3} rStomach™ W] YE-2 7 thS MORAb-202, w57l % MORAb-003 A, ol

KR
299, ZMIAQ NSC #E7E Fek @nAAAtel ole BEuddtd, AEe A
o Avbe % 22004 vhehact,

o] 7|7t et A8 HFoR 7 U F A7 AEVE MKN-74 AZE 7E wjgEo] A 213k BU-MSCse] #3}

oA =473 axs AAbelr)o FREIF . s E xatol Hls], MORAb-202 (10 nM) o2 X &5+ MSC 2

AGAE ZhGelA Frh, agla GAFHAE RGN BaE 2SI (3 45). ©]E ulo]E = MORAb-
s 7HE F dde AS HAE

¥ 45.3D -4 XA 2 € o] 5 MORAD-202, MORAD-003, 2 o 2] & 9] &3}

ol e Al o] Wii-g
A 5 MSCs A A E AFAAE
PBS 32.3% 0.72% 14.6%
MORADb-202 43.7% 22.6% 11.4%
MORADb-003 37.1% 0.69% 24.0%
o 2] & ¢ 29.9% 2.68% 25.8%

2.3.3 & #4E8 AMfrolA XA MORAb-2029] &EH] A7t A 24

FTF WEL MEF, EE 5 mg/keoll A NORAb-2029] ol ©]F o 0, 3, 5, 7, 3 9el|A 3} H2110 o]w]@l
TE-BA THPAERH #@H I FRE 2 AE2 SPelneAd sheEgla, oF #RE Afohx
A E AT F-a-FE A” (SMA)-FITC FA= Aol o3 H7F = Xé%@}i K

Q)

=

- hl
mg/kgell A1 MORAb-202¢] T 3% < 5eA FEHAT (=

$, CAF ME9IA 2=, 5 o] Fol o] F
23). vk, 4 7AA, Bl oled T EE] EolEdlth
AAle 3

1. 2 9 9y

F 46004 dehd 25 2t 2FA VST e sehee shr] datel] whet A E AL, ADCse] A=
ANM AREE AT (Al 4).

gt ukSol M AlRE RE Svls F 55 (EMD Millipore)olth. 9% =& AAldl AMgd ZE &re
1A% AA azvtEay] (HPLC) 53 (EMD Millipore)olith. & Wehfx] &= 3, nE 3stzde 4
dAor JFrbsetitt. 28 AZrtEdgv= Biotage® SPAE ARESte] FaEATH. &) AAE WA
Z497] (Buchi Labortechik AG), T 44 57] (Genevac, SP Scientific)S AF&3te] 3 F Ll £3H Y
A ARvtEIYY-AHE EFESH (LC/MS)= A ol& =7 Sboll Waters AutoPurification System 2

XTerra MS C18 Z= (5 pm, 19 mm x 100 mm)E AF&sle] FAEAJTE. 7] % (MWR) ~HEHL &g o
FHA FE 3 F543lE FEEILE (CDCl)E AFRste] #HE%Qar, Varian 7]7] (Agilent Technologies)Z
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AF&-31e] 400 = 500 MHzol A 71S %A, A3 AHAEZL Waters Acquity Ultra Performance LC/MSE A&
sto] HS5HATE. 2 FAA A ALEE vle} Zo], fo] “EBEAT & BAAHoR FE g, B84 7, o
Ad A4 Ee ol22S 7F HkeT] (dE W, s &), ZEaa, f8 wgrDelA 7] yAE A A
st} Yaske 7] FolE ARESte] wWAlEY: s=u3dd, d=olFd, t=3FE, =AFE, quint=2F%, sxt=
5%, n=tbz¥, dd=°lFTF o|FE, ddd=°olFF< olF& o|Fd, dt=AFTF9 olFF, br s=H
g,
¥ 46. LFA| 01 A7 A EF 3 E
HoN (e}
HN
© o}
4 H
N\/\O/\/o\/\[(N\:)I\N
o 0 AL H
MAL-PEG2-Val-Cit-PAB-°l| &] & ¢
(ER-001159569)
HoN (0]
HN
O
o H
N\OJJ\/\O/\/O\/\H/N\:)LN
0 o A"

NHS-PEG2-Val-Cit-PAB-¢]| 2] & &
(ER-001236940)

NHS-(CH,)s-Val-Cit-PAB-° 2] & ¢

(ER-001236941)
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Mal-(CH,)s-Val-Cit-PAB-©f| 2] &
(ER-001235638)

N =
H

Q 2 i H
<kN/\/kn/\/o\ﬂo/\/o\ﬂo/\/o\ﬂo/\/o\/\o/\)khI(N\)\
\/& H H o B

o] \L

NH
O H;

NHz
Mal-PEGS8-Val-Cit-PAB-ol| &) & &
(ER-001242287)

NHS-PEG9-Val-Cit-PAB-9l &) &%
(ER-001242288)

[0507]
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[0508]

o o \

] e
N=N le) fe) RS 0]
?ﬁokﬂowowoxnwowowowpg(nJN@A n
H s} H H

NH
O)\NH2
NHS-PEG3-E @] ¢} £ -PEG3-Val-Cit-PAB-ol 2] & &
(ER-001243700)

Mal-PEG2-Ala-Ala-Asn-PAB-ol| 2] 22
(ER-001231679)

NF>
2 v 9 8
o o o OJ\N N\:)KN/¢N on Q
g\/\o/\/o\/}],n\;)l\uj\(n\i)\hl@ﬁ HJ\g PR g \Q\/OYH\)\
6 6 i o _\fB )
NH,

Mal-PEG2-(Ala-Ala-Asn-PAB)2-ol 2] & &
(ER-001231690)

NH,

o o] H @ ﬁ
N/O\[]/\/O\/\O/\)J\NJ\NN\:/U\N N OH z
o H o H g o N
o \([3( ;

NHS-PEG2-Ala-Ala-Asn-PAB-¢ 2] &2
(ER-001231691)
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\/\O/\/NS

o} A} o] =-PEG3-U] A 3} o] =-PAB-° 2] & &
(ER-001237508)

,,,,,,

0 o

/N]Ao/\/o\/\o/\/o\/\NJ\/\b
N

O™ \_-N 4 g /

Mal-PEG4- E @] o} Z-PEG3-U] A 3} o] =-PAB-o| & & ¢

(ER-001237504)
/

NHS-PEG3-E @ ¢} Z-PEG3-t] A 5}o] =.PAB-ol| &] & &

(ER-001244129)
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[0510]

Y
Os_N “
Y ‘
o)

NC é;f;

=

o

N™ >s-N

oy O/\/o
O

\//\O,A\V/N3

o} A} o] =-PEG3-A & o} v| =-PAB-ol| 2] &7

(ER-001138856)

’N O
N, ]\/O 0. H D
N ~ N NN

\g/\/ {

Mal-PEG4-E 2] o} £ -PEG3-4 Zo}u| = _PAB-l| ¢] &

(ER-001237505)
/

ST

NHS-PEG3-E @] ¢} Z-PEG3-d o} 1| = _PAB-of| &] & ¢
(ER-001244623)
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[0512]

OH

(0] ~
&i\/\o/\/o\/\g/n\/k\\"
(0]

Mal-PEG2-¢ 2] &l

(0]
@\/\o/\/o\/\o/\/o
(0]

o} A =-PEG4-9] 2] &

O (@] OH
PSPV I EY Wy ST
H o/ri H 0

HN

WNA§O

o} %] &= -PEG4-Val-Cit-PAB-¢l| 2] &
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[0513]

[0514]

[0515]

[0516]

omn
J
Jm
Qﬂ

10-2445255

1.1 MAL-PEG2-Val-Cit-PAB-<l 2] &% (ER-001159569)°] A|*

OxNH;
T

ST

H H
‘Qib' Oj(N\/J‘N N
o /E\ H oo @VOTO
1. 843 H7l DMF Fmoc-VCP-PNP O NO

2. Et,NH

ER-086526 OY NH,

0 Q H .
J o] HzN\_)kN N L
Mmooy O O
)

F &7l DMF ER-1228950
VCP ofj2{ g3

ER-1159569

o2l &2 (ER-000086526) (61.5 mg, 0.074 mmol)S N, N-TIWEEEolu]= (DMF) (6.0 mL)el &

S 3y 97) (0.027 mL, 0.156 mmol) = Fmoc-Val-Cit-PAB-PNP (86 mg, 0.112 mmol)¥} &3&ch. wk&
AZHol, uAT HA ARvtEay (HPLC) HAM o= A4H 45, d5" u7A 18 At &

WSk, HolEell (0.078 mL, 0.745 mmol)S E3t&Eol] H7EEAa, EFELS wkgo] guE wrtx] F7te
2 AZE Eob wkE AT Sl SRR AAENL, A= FUA aE2rtEadIE gAEe] wAa ux (60

il

>

mg, 71% )24 Val-Cit-PAB-ol#]&# (ER-001228950)2 5313it}. MR (400 MHz, CDsOD) ppm 7.56 (d,

J=8.4Hz, 2H), 7.32 (d, J = 8.4 Hz, 2H), 5.14 (s, 1H), 5.06 (d, J = 12.4 Hz, 1H), 5.03 (s, 1H), 5.01
(d, J=12.4 Hz, 1H), 4.87 (s, 1H), 4.83 (s, 1H), 4.71 (t, J = 4.4 Hz, 1H), 4.62 (t, J = 4.4 Hz, 1H),
4.57 (dd, J = 4.8, 8.8 Hz, 1H), 4.47 (d, J = 10.8 Hz, 1H), 4.32-4.27 (m, 2H), 4.18 (dd, J = 4.8, 6.4
Hz, 1H), 4.13-4.07 (m, 2H), 3.98 (t, J = 10.4 Hz, 1H), 3.88-3.82 (m, 3H), 3.76-3.70 (m, 4H), 3.60 (d,
J=6.0Hz, 1), 3.38 (s, 3H), 3.26-3.10 (m, 3H), 2.93 (dd, J = 2.0, 11.2 Hz, 1H), 2.91-2.84 (m, 1H),
2.75-2.64 (m, 2H), 2.44-2.29 (m, 5H), 2.21-1.97 (m, 8H), 1.93-1.83 (m, 3H), 1.79-1.72 (m, 5H), 1.68-
1.29 (m, 8H), 1.11 (d, J = 6.8 Hz, 3H), 1.07-1.01 (m, 1H), 1.06 (d, J = 7.2 Hz, 3H), 1.02 (d, J=7.2
Hz, 3H). LCMS (M+H)=1135.7.

Val-Cit-PAB-o| 2] &% (ER-001228950) (16 mg, 14 pmol)<= DMF (1 mL)°ll &= A}t. N N-T]o]AZ 2o Eol
W (7.2 ul, 41 pmol) E Mal-PEG2-NHS (9.7 mg, 27 umol)& 1 th& o] Lo ALox HylHa, v&
EFELS Ao 1 AIRE FeF adE ATk, WY ABA], HAA EFELS 0.1% XEAS TREkE oMAHEY
EYU-E ol5dS A1&35te] o HPLCA 23] AAEUL. e B 8L AF st 2o v-7ldE 24
%5 0] Mal-PEG2-Val-Cit-PAB-ol 2] 22 (ER-001159569)2 4-Sakgith (7.1 mg, 5.2 umol, 38% 4&). HNR
(400 MHz, CDsOD) ppm 7.59 (d, J = 8.4 Hz, 2H), 7.31 (d, J = 8.4

5.06 (d, J = 12.4 Hz, 1H), 5.02 (s, 1H), 5.01 (d, J = 12.4 Hz, 1), 4.87 (s, 1H), 4.82 (s, 1H), 4.71
(t, J=4.0Hz, 1H), 4.61 (t, J= 4.4 Hz, 1H), 4.50 (dd, J =5.2, 9.2 Hz, 1H), 4.47 (d, J = 10.8 Hz,
1H), 4.32-4.27 (m, 2H), 4.19 (dd, J = 6.8, 11.6 Hz, 1H), 4.13-4.07 (m, 2H), 3.98 (t, J = 10.4 Hz, 1H),
3.88-3.82 (m, 3H), 3.76-3.64 (m, 6H), 3.62-3.51 (m, 6H), 3.38 (s, 3H), 3.22-3.08 (m, 4H), 2.93 (dd, J
= 2.4, 9.6 Hz, 1H), 2.92-2.84 (m, 1H), 2.76-2.63 (m, 2H), 2.52 (t, J = 6.0 Hz, 2H), 2.44-2.29 (m, 5H),
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[0518]

[0519]
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2.21-1.97 (m, 8H), 1.93-1.83 (m, 3H), 1.80-1.66 (m, 5H), 1.66-1.28 (m, 10H), 1.11 (d, J = 6.4 Hz, 3H),
1.07-1.01 (m, 1H), 0.99 (d, J = 6.8 Hz, 3H), 0.97 (d, J = 6.4 Hz, 3H). LCMS (M+H)=1374.9.

1.2 NHS-PEG2-Val-Cit-PAB-ol| 2] &3 (ER-001236940)2] =]z

O NHz
NH
© (o]
0]
O
H
HZN\)LN N H HO gok/\o/\/o\/\n/ojﬁ
H N o o
° Y °
© Et;N, DMF
ER-1228950
vcp oz E8
OsNH,
NH
O
o] H o] H
N‘O)K/\O/\/OWN\:)J\N N H HO
o] 0 AL H o O\[(N\/‘\
(6]
ER-1236940

Val-Cit-PAB-oll 8] &2 (ER-001228950) (45 mg, 0.04 mmol) @ B]A(2,5-US A9 28 d-1-9) 3,3'- (| &-1,2-
fdu A (AT Z 29 wdo]E (79 mg, 0.198 mmol)S DMF (1.5 mL)olA] &&=, EtaN (44.2 nl, 0.317
mol)< I o HI7IEAY. EFES, IPLC B¥oz Z2A" A9, vhgo] 59 w7bx] 18 Azt FoF wwk
Hoth, fus Z9Egn A= Za] azvtEadg2 AAHo] NHS-PEG2-Val-Cit-PAB-ol 2] 23 (ER-

001236940)< W41 TR =A FE3SITH (38 mg, 68% S8). HNMR (400 MHz, CDsOD) ppm 7.58 (d, J = 8.4

rir

Hz, 2H), 7.33 (d, J = 8.4 Hz, 2H), 5.14 (s, 1H), 5.05 (d, J = 12.4 Hz, 1H), 5.03 (s, 1H), 5.01 (d, J =
12.4 Hz, 1), 4.87 (s, 1H), 4.83 (s, 1), 4.71 (t, J = 4.4 Hz, 1), 4.62 (t, J = 4.4 Hz, 1H), 4.51
(dd, J = 4.8, 8.8 Hz, 1H), 4.50-4.47 (m, 1H), 4.32-4.27 (m, 2H), 4.21 (dd, J = 4.8, 6.4 Hz, 1H), 4.14-
4.08 (m, 2H), 3.99 (t, J=10.4 Hz, 1H), 3.88-3.82 (m, 3H), 3.78-3.70 (m, 4H), 3.62 (s, 2H), 3.62-3.58
(m, 1H), 3.50-3.46 (m, 2H), 3.39 (s, 4H), 3.36 (s, 3H), 3.22-3.08 (m, 3H), 2.93 (dd, J = 2.0, 11.2 Hz,
1), 2.91-2.87 (m, 1H), 2.84 (s, 2H), 2.80 (s, 2H), 2.75-2.64 (m, 2H), 2.59-2.52 (m, 2H), 2.44-2.29
(m, 5H), 2.21-1.97 (m, 10H), 1.93-1.83 (m, 3H), 1.79-1.72 (m, 5H), 1.68-1.29 (m, 8H), 1.11 (d, J = 6.8
Hz, 3H), 1.08-0.98 (m, 1H), 1.00 (d, J = 7.2 Hz, 3H), 0.98 (d, J = 7.2 Hz, 3H). LCMS (M+H)=1421.0.
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1.3 NHS-(CH:)s-Val-Cit-PAB-<| 2] &% (ER-001236941)°] #|x

OYNHZ
1 H DCC, NH
HN I AN Hjjg\\ l o ST
I H
S 0 O N
T TR
J\/\/\/U\O,N
ER-1228950 ©
VCP ojj2| 28 ER-001236140
NEts,
DMF
OsNH,
0 H 9
0 0 -~
0 PN
ER-1236941

#ero] A (1.6 g, 9.99 mmol)S EHEZso]=2F& (THF) (100 mL)el &afH, 1-dto]==A3 =g d-
2,5-02 (2.299 g, 19.98 mmol)& = v+ H7FEAar, o]oJA DCC (4.12 g, 19.98 mmol)o] H7rHAc. &3
& HPLC w4)o] whgo] kms WAIS wj7zhx] 18 AlZE Sob Ao A wwts ey, 1A= AEelE d=g F
3 ABRE AAEAIL, THF (3 x 2 nb) 2 AFEATG. 2FE AHES sHHJL EHA AZvEIHIRE F
Aol v A(2,5-USAT28d-1-9) Fer]Qoo]E (ER-001236140)& =M uA2A $53UT (2.5 g,
71% &), HNMR (400 MHz) ppm 2.83 (s, 8H), 2.64 (t, J = 7.6 Hz, 4H), 1.80 (dt, J = 7.6 Hz, 4H),
1.59-1.51 (m, 2H). LCMS (M+H)=355.2.

NHS-(CH,)5-Val-Cit-PAB-oll 2] &% (ER-001236941)-& NHS-PEG2-Val-Cit-PAB-<ll2] &% (ER-001236940)2] | =9l
tiate] A7) 71 kel U3 AaFE Al-gske] VCP-ol 2] E8 (ER-001228950) @ B 2~(2,5-U %A Z8d-1-
o) e Qo] E (FR-001236140) 0.2 5E] AZH St} (8.5 mg, 47% 4=&). HNMR (400 MHz, CD,0D) ppm 7.56

(d, J=8.4Hz, 2H), 7.30 (d, J = 8.4 Hz, 2H), 5.13 (s, 1H), 5.04 (d, J = 12.0 Hz, 1H), 5.01 (s, 1H),
5.00 (d, J=12.4 Hz, 1H), 4.86 (s, 1H), 4.82 (s, 1H), 4.70 (t, J = 4.4 Hz, 1H), 4.60 (t, J = 4.4 Hz,
1H), 4.50 (dd, J = 4.8, 8.8 Hz, 1H), 4.46 (d, J = 10.8 Hz, 1H), 4.36-4.25 (m, 2H), 4.17 (dd, J = 4.8,
6.4 Hz, 1H), 4.13-4.06 (m, 2H), 3.97 (t, J = 10.4 Hz, 1H), 3.87-3.80 (m, 3H), 3.74-3.68 (m, 2H), 3.37
(s, 3H), 3.20-3.06 (m, 4H), 2.94 (dd, J = 2.0, 11.2 Hz, 1H), 2.90-2.82 (m, 1H), 2.82 (s, 4H), 2.74-
2.65 (m, 2H), 2.61 (t, J = 8.0 Hz, 2H), 2.46-2.26 (m, 7H), 2.24-1.81 (m, 13H), 1.78-1.28 (m, 19H),
1.10 (d, J = 6.8 Hz, 3H), 1.06-0.96 (m, 1H), 0.97 (d, J = 7.2 Hz, 3H), 0.95 (d, J = 7.2 Hz, 3H). LCMS
(MHH)=1375.1.
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1.4 Mal-(CH.)s-Val-Cit-PAB-<| 2] &% (ER-001235638)9] A=

0
\/\/\)OL H i
N <N
Ho D % K
x
Mc-val-citpABPNp O N2
#1397, DMF
ER-086526
O« _NH,
NH
0 e
@/\N\H/N\:)J\H
O =
o PN
ER-1235638

o g]&# (ER-000086526) (10 mg, 0.012 mmol)& DMF (1 mL)oll EajxqaL,

0.012 mmol) B Yz ¢17] (4.44 uL, 0.025 mmol)®} EFHJvE. E3FES 1 vhH HPLC 24 o] whg-of <
BE HWAT w7Ax] 12 AIZF Bt Ao wwtE et whg EgE

A= o] Mal-(CHy)s-Val-Cit-PAB-ell 2] &7l (ER-001235638)& 4 A=A 5830tk (11.3 mg, 63% &),

'HNMR (400 MHz, CDsOD) ppm 7.57 (d, J = 8.4 Hz, 2H), 7.31 (d, J = 8.4 Hz, 2H), 6.79 (s, 2H), 5.13 (s,

1), 5.05 (d, J = 12.4 Hz, 1), 5.02 (s, 1), 5.00 (d, J = 12.4 Hz, 1H), 4.87 (s, 1), 4.83 (s, 1H),
4.71 (t, J= 4.4 Hz, 1), 4.61 (t, J = 4.4 Hz, 1H), 4.56-4.46 (m, 3H), 4.35-4.27 (m, 2H), 4.20-4.07
(m, 4H), 3.98 (t, J = 10.8 Hz, 1H), 3.87-3.83 (m, 3H), 3.73-3.70 (m, 2H), 3.48 (t, J = 7.6 Hz, 2H),
3.38 (s, 3H), 3.20-3.08 (m, 4H), 2.93 (dd, J = 1.6, 9.6 Hz, 1H), 2.89-2.85 (m, 1H), 2.69 (dt, J =
11.2, 16.8 Hz, 2H), 2.44-2.33 (m, 5H), 2.27-1.83 (m, 13H), 1.78-1.68 (m, 5H), 1.66-1.27 (m, 14H), 1.11
(d, J = 7.2 Hz, 30), 1.07-0.98 (m, 1H), 0.98 (d, J = 7.2 Hz, 3H), 0.96 (d, J = 7.2 Hz, 3H). LCMS
(M+H)=1328.9.
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1.5 Mal-PEG8-Val-Cit-PAB-°l 2] && (ER-001242287)9] A=

0 o)
o)“\/J\Or
O\/\[or(\/\s |

OYNHZ
NH
% H
HZN\_)LN N 5.
I H
PN O \©\/O
T

NEt,, DMF

ER-1228950
VCP ol 2| E8l

o}

9 /\)Ol\ O H\)L N
N N HO
SRS A S SER RGPS IR

8 O/\H

ER-1242287

VeP-olg]&d (ER-001228950) (10 mg, 8.808 umol) % 2,5-T&AIEFT-1-U 1-(2,5-1&4-2,5-H3}o| =
Z-1l-vho] E-1-90)-3-%4-7,10,13,16,19,22, 25, 28-S B} A 4-o A Eg|opZ ®-31-2 o o] = (6.07  mg,
8.808 pmol)< DMF (1 mL)olld &= dar, olojA EtN (9.82 pl, 0.07 mmol)o] H7}&Act. wks Eg=o
HPLC #41¢] whg-o] ekns WAIS w74 18 AlZF 9t A2olA witE g}, Svle S92 AARM, 3t

= 24 Az2vtEaYE AAS o] Mal-PEG8-Val-Cit-PAB-oll gl &% (ER-001242287)S A mA2A 53}
AT} (3.0 mg, 20% 48). HNMR (400 MHz, CD:OD) ppm 7.58 (d, J = 8.4 Hz, 2H), 7.29 (d, J = 8.4 lz, 2H),

6.80 (s, 2H), 5.12 (s, 1H), 5.04 (d, J = 12.4 Hz, 1H), 5.01 (s, 1H), 4.99 (d, J = 12.4 Hz, 1H), 4.85
(s, 1IH), 4.80 (s, 1H), 4.69 (t, J =4.4 Hz, 1H), 4.59 (t, J = 4.4 Hz, 1H), 4.50-4.42 (m, 2H), 4.32-
4.24 (m, 2H), 4.20-4.14 (m, 2H), 4.12-4.04 (m, 3H), 3.96 (t, J = 10.4 Hz, 1H), 3.86-3.80 (m, 3H),
3.76-3.57 (m, 4H), 3.48 (t, J = 6.0 Hz, 1H), 3.36 (s, 3H), 3.20-3.08 (m, 3H), 2.91 (dd, J = 2.0, 11.2
Hz, 1H), 2.90-2.82 (m, 1H), 2.74-2.60 (m, 2H), 2.44-2.29 (m, 5H), 2.21-1.97 (m, 10H), 1.93-1.83 (m,
3H), 1.79-1.20 (m, 19H), 1.09 (d, J = 6.8 Hz, 3H), 1.04-0.98 (m, 1H), 0.99 (d, J = 7.2 Hz, 3H), 0.97
(d, J=17.2Hz, 31). LCMS (M+H)=1711.6.
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[0530] 1.6 NHS-PEG9-Val-Cit-PAB-o| 2] 83 (ER-001242288)2] A=
OsNH,
T
o . o] o}
HZN\)J\N H HO | N,O\I&\/O}/WO\N
L \©\,o N A~ o) 0
P \n/ ') o
o)
NEt,;, DMF
ER-1228950
vep o2{ g8l

o H Q H
N'Oﬁfe\/o)‘/\(N\-)LN N
o © °® o A" o \[::]\\/

ER-1242288

[0531]

[0532] NHS-PEG9-Val-Ci t-PAB-ol| 2] &# (ER-001242288)-> NHS-PEG2-Val-Cit-PAB-oll 2] ¥ (ER-001236940)2] %o
ste] 7] 71AE nkek FAde ks ARE-Ete] VCP-oll#E7 (ER-001228950) 3 BisNHS-PEGIZF-E] A| = At
(13 mg, 85% ~&). HNMR (400 Miz, CDOD) ppm 7.61 (d, J = 8.4 Hlz, 20), 7.32 (d, J = 8.4 Hz, 2H), 5.16

(s, 1H), 5.06 (d, J = 12.4 Hz, 1H), 5.01 (s, 1H), 5.00 (d, J = 12.4 Hz, 1H), 4.87 (s, 1H), 4.82 (s,
M), 4.71 (t, J = 4.4 Hz, 1H), 4.61 (t, J = 4.4 Hz, 1H), 4.52-4.45 (m, 2H), 4.34-4.26 (m, 2H), 4.20-
4.19 (m, 1H), 4.14-4.06 (m, 2H), 3.98 (t, J = 10.4 Hz, 1H), 3.88-3.80 (m, 3H), 3.76-3.70 (m, 4H),
3.66-3.58 (m, 37H), 3.38 (s, 3H), 3.24-3.10 (m, 3H), 2.93 (dd, J = 2.0, 11.2 Hz, 1H), 2.91-2.84 (m,
1), 2.84 (s, 4H), 2.76-2.64 (m, 2H), 2.58-2.50 (m, 4H), 2.46-2.28 (m, 5H), 2.22-1.96 (m, 8H), 1.91-
1.82 (m, 3H), 1.79-1.68 (m, 5H), 1.64-1.24 (m, 8H), 1.11 (d, J = 6.8 Hz, 3H), 1.08-0.96 (m, 1H), 0.99
(d, J=7.2Hz, 381), 0.97 (d, J=7.2 Hz, 3H). LCMS (M+H)=1729.7.
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1.7 NHS-PEG3-E | o}&-PEG3-Val-Cit-PAB-°l 2] && (ER-001243700)¢] A=
ER-1228950

VCP oljz{E & /
o,
HZN\)J\ \H/‘O\

I
N

o
o
N\OJ\/\O/\/O\/\O/\/Na EtsN, DMF
¢

OYNHZ
ER-1243116

N\)L /li; HO >
N~ M 15

q )K/\o’\/o\/\o/\ Cu-4%, 8, SEg

NN
o ol
3

O

N, , DMF
qOH EDC
[¢]

VCP-ol 3] &3 (ER-001228950) (25 mg, 0.022 mmol)<S DMF (2.5 mL)el]l {353, 1 oS EtN (24.55 nl,
0.176 mmol) 2 o}x}o] =-PEG3-NHS (8.34 mg, 0.024 mmol)¥} EH AT}, &S HPLC EAlo] wk3o g8 E
YA W74 18 AIZE &t Aol nNkE. EFELS JF ol %%—ﬂi’iﬂ, 7=

a2la 0.1% XE4te] e B)E GAFAJT. oflo] =-PEG3-Val-Cit-PAB-9l 4S8 dfeeE B8e sl 4y
Z22v e (CHCly) (3 x 20 mL)2 FEHQ3, CHClys S8Eo] ofxlol= —PEG -Val

001243116)< WA 1A =A 453190t (18.9 mg, 63% 48). HNMR (400 MHz, CDsOD) ppm 7.58 (d, J = 8.4

Hz, 2H), 7.30 (d, J = 8.4 Hz, 2H), 5.14 (s, 1), 5.04 (d, J = 12.4 Hz, 1H), 5.03 (s, 1H), 5.01 (d, J =
12.4 Hz, 1H), 4.85 (s, 1H), 4.81 (s, 1H), 4.70 (t, J = 4.4 Hz, 1H), 4.61 (t, J = 4.4 Hz, 1H), 4.52-
4.48 (m, 2H), 4.31-4.25 (m, 2H), 4.20-4.15 (m, 1H), 4.13-4.07 (m, 2H), 3.99 (t, J = 10.4 Hz, 1H),
3.84-3.79 (m, 3H), 3.77-3.65 (m, 4H), 3.64-3.56 (m, 13H), 3.38 (s, 3H), 3.20-3.05 (m, 3H), 2.95-2.80
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(m, 2H), 2.75-2.60 (m, 2H), 2.55-2.50 (m, 2H), 2.43-2.25 (m, 5H), 2.21-1.97 (m, 8H), 1.93-1.83 (m,
3H), 1.79-1.72 (m, 5H), 1.68-1.29 (m, 10H), 1.08 (d, J = 6.8 Hz, 3H), 1.05-0.95 (m, 1H), 0.98 (d, J =
7.2 Hz, 3H), 0.95 (d, J = 7.2 Hz, 3H). LCMS (MtH)=1365.1.

o}x}o] =-PEG3-VCP-of| 2] & & (ER-001243116) (9.6 mg, 7.035 pmol) % 2,5-U)2A¥Egd-1-9 3-(2-(2-(=
RI-2-0l-1-AZA) A EA] )N EA ) ZE T -0 o]E (6.61 mg, 0.021 mmol)> &= (0.6 mL) % t-F&e= (1.8
mL) oA EFEAT. EFELS 45 & T b2 AFSEAY. AW RE-2179] 22538 (1.23 mmol/g,

2o wHFE T, AdkE NHS olAHE AAES LOS o w
. EFES #e dgolE dus T AnEe] Cul FAE Al

z I ANE BHE w2 g=2arEadd (prep-TLC)  (20%
MeOH/CH,Cly) & AAHo] A-PEG3-E 8] o}Z-PEG3-Val-Cit-PAB-ol &) &% (ER-001243701)& Wl A w24 553}

At (3.7 mg, 33% 4~&). LCMS (ES) (M+H)=1581.2.

AF-PEG3-E 8] o} Z-PEG3-Val-Cit-PAB-oll 2] &8 (ER-001243701) (3.0 mg, 1.898 pmol)S DMF (200 pL)el &l
H A3 1-fo] =F A9 FH-2,5-T]2 (0.437 mg, 3.796 umol) H7E UL, o]e]A] 1-€-3-(3-t]H|Eo}n]|
wx23)7tEolu= (EDC) (0.728 mg, 3.796 pmol)o] HAZFEATE. WS Aeox] 18 A7t ok wyl =
ek 50% 4EHAk. EDC (1.46 mg, 7.8 pmol)& ZH7FEAa, EFES HPLC EA)o] NHS-PEG3-E]o}=-
PEG3-Val-Cit-PAB-oll 2] & 02 >05% H3&S WAIS wfj7hx] & & 18 Azt &<t vty . £33 1T
N FHEUa, F7|= BFHE-TLC (15% MeOH/CHCly) & A ¥ o] NHS-PEG3-E 2] o}Z-PEG3-Val-Cit-PAB-ol €]

Ba (FR-001243700)S WA A=A FE5190 (2.2 mg, 69% S-%). HNWR (400 MHz. CD:OD) ppm 8.00 (s,

), 7.59 (d, J = 8.0 Hz, 2H), 7.31 (d, J = 8.4 Hz, 2H), 5.13 (s, 1H), 5.04 (d, J = 12.4 Hz, 1H), 5.02
(s, 1H), 5.00 (d, J = 12.4 Hz, 1H), 4.87 (s, 1H), 4.83 (s, 1H), 4.71 (t, J = 4.0 Hz, 1H), 4.63 (s,
2H), 4.61 (t, J=4.4 Hz, 1H), 4.57-4.55 (m, 2H), 4.51-4.45 (m, 1H), 4.32-4.28 (m, 2H), 4.21-4.17 (m,
2H), 4.13-4.10 (m, 2H), 3.98 (t, J = 10.8 Hz, 1H), 3.88-3.80 (m, 5H), 3.75-3.70 (m, 4H), 3.68-3.55 (m,
18H), 3.45-3.40 (m, 2H), 3.38 (s, 3H), 3.20-3.08 (m, 4H), 2.93-2.80 (m, 2H), 2.75-2.50 (m, 2H), 2.68
(s, 4H), 2.48-2.30 (m, 7H), 2.28-1.92 (m, 10H), 1.90-1.68 (m, 8H), 1.65-1.27 (m, 8H), 1.11 (d, J = 6.8
Hz, 3H), 1.05-0.95 (m, 1H), 0.99 (d, J = 7.2 Hz, 3H), 0.97 (d, J = 6.8 Hz, 3H). LCMS (M+H)=1678.3.

1.8 Mal-PEG2-Ala-Ala-Asn-PAB-<&] &3 (ER-001231679) ¥ Mal-PEG2-(Ala-Ala-Asn-PAB)2-¢l€]&% (ER-
001231690) 9] A=
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o/
y ) SN
CONINNEoas
O O\n/N N N ”
O H o)
NH,
ER-086526 Fmoc-Ala-Ala-Asn-PAB-PNP
1.8/4 0 g7,
2. Et,NH
NH,
Q 8
H
H o o N
1-2

2 o
O o.
! Né/\{ \/>2\rf ﬁ DMF, Et;N
o)

Mal-PEG2-NHS

Yoty 1; Vs

ER-1231679

NH,
O o o)
H g
@Vfo NJ\H/N\:)]\N/(?N

ER-1231690

o g]&& (ER-000086526) (10 mg, 0.014 mmol) DMF (0.5 mL)ol &ai=a, Yz 97 (3.59 nlL, 0.021
mmol) 9} EFEFATE. (H-FFA-9-D)ME  (()-1-(((9)-1-(((S)-4-°o}] =-1-((4-((((4-HEZF 5A] ) 7} 1.
D) SADER) I ) ol ) -1, 4- T S A K E-2-U ) o 1| 12 ) - 1-S A T 2 -2- o} 1| 5 )-1-F A T 2 3-2- ) 7}u}

HolE (15.76 mg, 0.021 mmol)& 1 th& H7FESA, 53 34 &2 HPLC w24 0] /IAl &4 gk &

HE gAs w714 3 4 HoF Ao wmwutE gt foeolsl (14.23 ul, 0.137 mmol)E W Z3H&o] H
ZFE A, oA 1 Y Fmoc H3 9] 100% Awto] JA™ wizhA] F7re] 2 AlF EQF A2 A wirEATEH,

e 35 o 2xjo] r]o|dolyle A ASYE, 7= DMF (1.5 L) A-&al= A, EtN (0.015 mL, 0.11
mmol)-2 A-2oA H7IEAIL, o]ojA 2,5-U&ATEU-1-d 3-(2-(2-(2,5-U]$4-2,5-t] o] =2 -1H-7o| &

“1-)o EAD O EA)ZRE IOl E (9.71 mg, 0.027 mmol)o] H7FH AT, v EIEL [MS BEAXog AHA
H A, kgol dEF wrhx] 16 AlZE Bk Aol wkEAY. EFES uFF A FEFFHAL, Z

Al ARvtEaHI 2 FA =] Mal-PEG2-Ala-Ala-Asn-PAB-o| 2] &% (ER-001231679) (9.2 mg, 49% &) #
Mal-PEG2-(Ala-Ala-Asn-PAB)2-o| 2] &2 (ER-001231690) (6.0 mg, 18% F&)S& T oAz x FE53519 ).

Mal-PEG2-Ala-Ala-Asn-PAB-ol| 2] && (ER—001231679)31HNMR (400 MHz) ppm 9.23 (s, 1H), 8.00 (d, J = 7.6 Hz,
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1), 7.61 (d, J = 8.4 Hz, 2H), 7.38 (d, J=6.8 Hz, 1H), 7.24 (d, J = 8.4 Hz, 2H), 7.13 (d, J = 7.2
Hz, 1H), 6.68 (s, 2H), 6.30 (br s, 1H), 6.04-6.00 (m, 1H), 5.77 (br s, 1H), 5.42 (br s, 1H), 5.07 (s,
1H), 5.06-4.98 (m, 2H), 4.93 (s, 1H), 4.88 (s, 1H), 4.90-4.82 (m, 1H), 4.80 (s, 1H), 4.69 (t, J = 4.0
Hz, 1H), 4.60 (t, J = 4.0 Hz, 1H), 4.49-4.42 (m, 1H), 4.38-4.25 (m, 4H), 4.19 (t, J = 4.8 Hz, 1H),
4.15-4.08 (m, 1H), 4.03 (t, J = 4.8 Hz, 1H), 3.97-3.85 (m, 3H), 3.83-3.50 (m, 12H), 3.41 (s, 3H),
3.50-3.10 (m, 3H), 3.02-2.64 (m, 6H), 2.52-2.30 (m, 7H), 2.30-1.65 (m, 14H), 1.65-1.20 (m, 12H), 1.10
(d, J=16.8 Hz, 38H), 1.13-1.05 (m, 1H). LCMS (M+Na)=1396.6.

Mal-PEG2-(Ala-Ala-Asn-PAB)2-¢l| 2] &% (ER-001231690): 'HNMR (400 MHz, CDsOD) ppm 7.65 (d, J = 8.4 Hz,

2H), 7.60 (d, J = 8.4 Hz, 20), 7.28 (d, J = 8.8 Hz, 2H), 7.23 (d, J = 8.4 Hz, 2H), 6.79 (s, 2H), 5.13
(s, IH), 5.02 (s, 1H), 5.06-4.98 (m, 4H), 4.87 (s, 1H), 4.82 (s, 1H), 4.85-4.72 (m, 2H), 4.71 (t, J =
4.8 Hz, 1H), 4.61 (t, J = 4.4 Hz, 1H), 4.47 (d, J = 11.2 Hz, 1H), 4.30-4.06 (m, 9H), 3.97 (t, J = 4.8
Hz, 1H), 3.89-3.80 (m, 3H), 3.75-3.48 (m, 12H), 3.38 (s, 3H), 3.17 (d, J = 6.8 Hz, 2H), 2.94-2.62 (m,
8H), 2.50-2.28 (m, 7H), 2.22-1.65 (m, 14H), 1.58-1.30 (m, 18H), 1.10 (d, J = 6.8 Hz, 3H), 1.06-0.97
(m, 1H). LCMS (M+Na)=1802.8.

1.9 NHS-PEG2-Ala-Ala-Asn-PAB-¢l 2] &3 (ER-001231691)2] A=

/
o]
HO 7 o NO>
HoN s Q M
0 o} 0”0
H H
O’ OTN\)LNJ\rrN\)LN/G/\
I H : H
0 - O \fo
NH,
ER-086526 Fmoc-Ala-Ala-Asn-PAB-PNP
1.%41 71,
2. Et,NH
NH,
_ 5 .
H
HZNJﬁ( \:/U\NJ::N L R
o  H ¢ Oer\J)\“
o}
ER-1231678
0
o o)
N~ \”/6\/0}/\’(0‘
3 2 N DMF, Et;N
0 0 4
Bis-PEG2-NHS
NH,
o) 0 0
o) H 8
N N
N-o 0 N TN
2 H g = H g o
o}
ER-1231691

Ala-Ala-Asn-PAB-oll 2] 2% (ER-001231678)-2 Val-Cit-PAB-ol 2] &8 (ER-001228950)¢] Azl whate] A7) 7] 4
H vl 598 HAES AREle] o g 2™ (ER-000086526) 2 Fmoc-Ala-Ala-Asn-PAB-PNPEF-E] A%t} (15
mg, AFA &), LOMS (MHI)=1135.5.

NHS-PEG2-Ala-Ala-Asn-PAB-ol 2] & (ER-001231691)-& NHS-PEG2-Val-Cit-PAB-ol 2] &% (ER-001236940)9] A%
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ol Watel A7 J1AE kel BAF AAE AFL8ke] Ala-Ala-Asn-PAB-oll 2] (FR-001231678) ¥ BisNIS-
PEG2Z 5Bl AZH AT (12.4 mg, 64% S8). HWR (400 MHz) ppm 9.21 (s, 1H), 7.95 (d, J = 8.0 Hz, 1H),
7.62 (d, J = 8.8 Hz, 21), 7.58-7.52 (m, 1), 7.28 (br s, 1), 7.24 (d, J = 8.4 Hz, 2H), 7.10 (br s,
1), 6.29 (d, J = 12.4 Hz, 1), 5.83 (br s, 1), 5.38 (br s, 1H), 5.07 (s, 1H), 5.05-4.95 (m, 2I),
4.93 (s, 1), 4.88 (s, 1H), 4.90-4.83 (m, 1H), 4.81 (s, 1H), 4.69 (t, J = 4.4 Hz, 1H), 4.60 (t, J =
4.4 Hz, 1H), 4.46-4.41 (m, 1H), 4.36-4.25 (m, 4H), 4.19 (dd, J = 4.8, 6.0 Hz, 1H), 4.15-4.09 (m, 1H),
4.03 (dd, J = 4.8, 6.0 Hz, 1H), 3.99-3.89 (m, 3H), 3.85-3.50 (m, 10H), 3.41 (s, 3H), 3.40-3.10 (m,
3M), 3.01-2.60 (m, 10H), 2.60-2.35 (m, 7H), 2.35-1.65 (m, 14H), 1.65-1.20 (m, 14H), 1.10 (d, J = 6.8
Hz, 3H), 1.15-1.03 (m, 1H). LCMS (ES) (M+H)=1442.7.

1.10 o}A}o] =-PEG3-t] A o] =-PAB-o| ] B-& (ER-001237508)9] ==

OTBS o oTBS
PhO-P—N3 1. 59 90°C, 3h
OPh TBSO/\©\ )ol\
Sio”
N (o) S
Et;N, DCM 2 Ho\>< s N /><
S
HO™ ~o (92%) 07 "Ny
o ER-1131973
ER-1131970 (75%)
o oTBS OoTs
\\S’S>K<A\O/H\N L\v/O\V/A\O/A\V/O\V/A\NS
0. O.
oo TN, Cs,CO,, TBAI
ER-1140141 (84%)

o /©/\ OH
R
AcOH/MeOH/H,0O

k\,O\//\O/\\/O\//\N3

(61%) ER-1140549

(98%)

K/O\/\o/\/o\/\N3
ER-1140550

ER-086526

F4 871
DMAP
-

(80%)

O\ N;

ER-1237508

4-(((tert-F-ermadz) A ez (1.0 g, 3.754 mol)S 0 CTE W29 gZF==2de (DM (25
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o

mL)ol A &=, Egoldoelwl (0.549 mL, 3.941 mmol)S I ThE, o]ojA UuHld EAXEolAHoE
(1.085 mg, 3.941 mmol)o] H7}=Qdch. Wk RS Aeoz g/ 7ML 14 AI7F S wukE Q).
) BA ZFEL o g olAHo|E (EtOAc)/Hep (1 1, 100 nL) & 34 =31, EtOAc/Hep (50%) & &3l
A7t Fel1s S8 FREHAT. fuls 1F Stel AAE 1.10 g9 4-((tert-FEHUHDAH
Mz9] ofxfo]= (FR-001131970)< 4Sakgith. H MR (400 MHz) & ppm 7.98 (d, 2 H, J = 8.0 Hz), 7.40
(d, 2 H, J=8.0Hz), 4.79 (s, 2 H), 0.94 (s, 9 H), 0.10 (s, 6 H).

EFel (20 mL)ol gallE, 4-(((tert-HFEuueE Az )=
3.775 mmol)& 110 CollA 3 A7k %<t 7tEE A, A Eo

Wg) wxd ofxte]= (ER-001131970) (1.1 g,

_4\_/

g 2gtogA RolFA gFgelw, whF AR}
Eads (100 42 /A 2de] an=drh: 2 WA, g EFEe 2 v deow W7Hg)
3, A% o] WEF upolte] AYHIL -20 ColH By €A (1 nl = 32.6 mg) ©2A4 A4 Tt

EgdEoldl (0.099 mL, 0.709 mmol)& EFA (5 mL)W tert-F8((4-o]2AlolEHAZE)LAT 2|
(165 mg, 0.626 mmol)e] &Mo| H7}Er, oloja] &xL (90.0 mg, 0.591 mmol)o] H7/ E Y, vrg ZI&
2 6 AZF Fot 36° ColA mWE AL, %4 23S UPLC/MSZ EYEHEJY. B 4 UJEF (NallC0;) 2
3l £ (10 mb)E 2 o HrrEdar, EtOAc/Hep (1:1, 60 ML E FZ2HQa, 52 AAEY T, 2
F A x99, @ 25t 2 B2 ZPA azutEady (EtOAc/Hep 10% WA 40%) 2 A A5
215 mgd 2-wWe-2-(WeuAdsad)ZT2F (4 (((tert—T%ﬂuﬂ%e‘%) A E) A FHapd o] E (ER-
001131973)% 4=3}%Ich. 'H NMR (400 MHz) & ppm 7.34 (d, 2 H, J=8.4 Hz), 7.26 (d, 2 H, J = 7.6 Hz),

6.63 (br s, 1 H), 4.69 (s, 2 H), 4.17 (s, 2 H), 2.42 (s, 3 H), 1.35 (s, 6 H), 0.93 (s, 9 H), 0.08 (s,
6 H).

2 m Hil

-vE-2-(fEdapd)Z2d  (4-(((tert-FErdgd2)SA)wd) ) 7tuteo] E  (ER-001131973) (198
mg, 0.476 mmol) L 2-(2-(2-(2-o}A] o EA]) o EA] ) EA])od 4-wdHl AL T O]E (325 mg, 0.87 mmol)
S DNF (6.6 mL)ol &a= ek, &akAlg (621 mg, 1.905 mmol)S I TS FH7FE AL, ololA HEZE YR
Fololettel= (45 mg, 0.122 mmol)o] H7FE AL, W E3ELE 15 Az B3k 367 CollA] wut=deh. whg-o
o2 UPLC/MSE BEUEHEHATE. NICl9 ¥3hd 89 (30 mb)= 2 o3 H7FEIRAL, EtOAc/Hep (2:1, 150
mL) 2 FZH AL, 45 (10 nb) 2 AFEAIL, AU EF oA AxEa, F atd w590, = &4
2 ZHA a=nETHT (EtOAc/Hep 20% WA 50%)§ AAE o] 248 mge] 2-vlE-2-(WET)dgd) TR (2-
(2-(2-(2- A o BEAD AN EA])  AEADNE)(4-(((tert-F-ErrgAd2)SA)WE)#d)7hulrlo]E (ER-
001140141) 4=3}1th. 'H MR (400 MHz) & ppm 7.28 (d, 2 H, J = 8.4 Hz), 7.20 (d, 2 H, J = 8.0 Hz),
4.73 (s, 2 H), 4.06 (br s, 2 H), 3.83 (dd, 2 H, J=6.4, 5.6 Hz), 3.68- 3.56 (m, 12 H), 3.37 (dd, 2 H,
J=56,52Hz), 2.33 (s, 3H), 1.14 (br s, 6 H), 0.93 (s, 9 H), 0.09 (s, 6 H).

e-vd-2-(vid o dabd) =2 g

(2-(2-(2-(2-o A A EAD) ol EA] ) ol ZA] ) o E ) (4-(((tert-F-E g A )2 A W) d ) 7luld o] & (ER-
001140141) (81 mg, 0.131 mmol) W&rS (5 ml) ® & (0.5 nL)Y EFE| Gal= A}, oFAIEAF (0.5 nL,
8.734 mmol)S 1 TRS WS EdtEo] HIFHAaL, 14 AZF Bk 38° Cold wrEY. g EtES AL o
2 Ya9Qa, $vs AF sk AAEJG. @A7)= EtOAc (30 mL)E A EQa, & (2 X 5 ml), NalHCO;, 2
A G bR AAEJL, R EF A dxHJa, JAF ke $FHJ. = AL S A=2nE
Z22)9] (EtOAc/Hep 30% WA 90%) = AAI o] 61.0 mgo 2—uﬂ%—2—(uﬂ‘aﬂ@4 )2 (2-(2-(2-(2-0} A Eo
E ) E A EA) ) (4-(GFo] = E A ) # ) Fhul v o] £ (ER-001140549)F 458}k, H NMR (400 Miz)
§ ppm 7.34 (d, 2 H, J=8.8Hz), 7.26 (d, 2 H, J=28.0Hz), 4.69 (d, 2 H, J=4.4Hz), 4.06 (br s, 2
H), 3.84 (dd, 2 H, J=6.2, 6.2 Hz), 3.66-3.56 (m, 12 H), 3.37 (dd, 2 H, J=5.2, 5.2 Hz), 2.33 (s, 3
H), 1.74 (br s, 1 H), 1.14 (br s, 6 H).

2-vld-2-(dgdgdaid) 22 (2-(2-(2-(2-FAZA FAD ol FAD ol FAD el &) (4-(to] =5 A D) 7D ) 7hp ]
°]E (ER-001140549) (60 mg, 0.119 mmol)> 0 CZ ¥Zkd DM (2 mL) Z Py (0.019 mL, 0.239 mmol)ell &3
k. DCM (2 )W 4-UERAY FtEx-ZF2do]E (38.5 mg, 0.191 mmol) 2 tiWgoeln =gy (DMAP)
(2.9 mg, 0.024 mmol)> L v H7FEQIAL, WhE EFELS 307 &S 0 CollA wwkE e}, vk £3=2 4
o8 =g A 7F2EAAL, JIA Ede] avlE w7 (HiEf 2.5 AlZE) wgkE ek, fus 1 v W St
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AAFALL, 7= EUA] A=rtE2 S (EtOAc/Hep 10% WA 35%) = AA|Eo] 78 mge] 2-wld-2-(HEr]d
Hd)zed (2-(2-(2-(2-oA ol FZA Al 5AD A FA) ol E) (4-(((4-HERIHAFAD 7R L) SA) W E) # ) 7k
vl o] E (ER-001140550)% 453} t}. ' NIR (400 MHz) & ppm 8.27 (dd, 2 H, J =6.8, 2.4 Hz), 7.41 (d,
2H, J=28.8Hz), 7.37 (dd, 2 H, J=17.2, 2.4 Hz), 7.33(d, 2 H, J=28.8Hz), 5.27 (s, 2 H), 4.08 (br

s, 2 H), 3.85 (dd, 2 H, J=5.8, 5.8 Hz), 3.66- 3.57 (m, 12 H), 3.36 (dd, 2 H, J=5.2, 5.2 Hz), 2.33
(br s, 3H), 1.19 (br s, 6 H).

DCM (3 mL, 46.625 mmol)W] 2-wlE-2-(MEc]dutd) =2 (2-(2-(2-(2-OFA o BA ) o FA] ) ol HA] ) ol &) (4~
((((4—14Eiﬁiliﬁ1)7}£é)%ﬁl)uﬂ%)ﬁﬂ%)ﬂﬂ}uﬂo]z (ER-001140550) (30 mg, 0.045 mmol)& A 3

Zgagoq wixEAaL, 0 TE YZ4EJd. DM (2 mL)W oFd (40.8 mg, 0.049 mmol) 2 33Uz 47
(0.024 mL, 0.135 mmol)E 7} Aar, o] 4 DMAP (1.4 mg, 0.011 mmol)o] 7 = Act. W& %;}%% =t
o Aeog g sFEAA, 3 AR ek wukEda, AF ol sFHEAAL, %W] A2ntE Y9
(EtOAc/Hep 50% WA 100%, ©]o}A MeOH/EtOAc 3% WA 8%) 2 AHA W] 45.0 mge 573 ofxFo] =-PEG3-t]A
o] E-PAB-oll @] B7 (ER-001237508)% 53koith. H NWR (400 MHz) & ppm 7.32 (d, 2 H, J = 8.0 Hz),
7.25 (d, 2 H, J=7.2Hz), 5.28 (dd, 1 H, J =5.6, 5.6 Hz), 5.11-5.04 (m, 3 H), 4.93 (s, 1 H), 4.88
(s, 1H), 4.81 (s, 1 H), 4.69 (dd, 1 H, J=4.4, 4.4 Hz), 4.60 (dd, 1 H, J=4.2, 4.2 Hz), 4.36 (br s,
1H), 4.33(dd, 1 H, J=4.0, 2.0), 4.29 (ddd, 1 H, J=9.6, 4.4, 4.4 Hz), 4.18 (dd, 1 H, J=6.4, 4.4
Hz), 4.14-4.04 (m, 3 H), 4.03 (dd, 1 H, J = 6.4, 4.4 Hz), 3.97-3.89 (m, 3 H), 3.84-3.78 (m, 3 H),
3.67-3.56 (m, 14 H), 3.42 (s, 3 H), 3.40-3.35 (m, 1 H), 3.37 (dd, 2 H, J=5.2, 5.2 Hz), 3.27 (d, 1H,
J=3.2Hz), 3.20 (ddd, 1 H, J=12.8, 6.0, 6.0 Hz), 2.91-2.83 (m, 2 H), 2.70 (dd, 1 H, J = 16.0, 10.0
Hz), 2.52-2.40 (m, 3 H), 2.35-2.13 (m, 9 H), 2.10-2.06 (m, 1 H), 2.01-1.89 (m, 4 H), 1.78-1.64 (m, 4
H), 1.60-1.52 (m, 4 H), 1.49-1.28 (m, 5 H), 1.22-1.07 (m, 6 H), 1.09 (d, 3 H, J = 6.0 Hz).

1.11 Mal-PEG4-E 8] o}Z-PEG3-T] A 1} o] =-PAB-ol| 2] &3 (ER-001237504)¢] A=

O
4 H =
q\/\n/ N \/\o/\/o\/\o/\/o\//
O 0

x| of7l 29
5}2fof| o §+ Cul

JK/\

N O O N N

o 0 \/\ O O N )
O

tert——‘?—%% (1.5 mL) 2 & (0.5 mL)W oFAte]l= (9.0 mg, 7.151 pmol) % 3-(2,5-t]=4-2 5-t]dlo ]
-2)-N-(3,6,9, 12-H Eg}=AL g el g -14-21-1-< ) Z 2 Folu]= (6.8 mg, 0.018 mmol)e A &3l %
ATk AW 2E-2149 ee=3skE] (1.23 mmol/g, 10 mg)> L T H7FHJLL, F71He]
HAT, g EFELS Ao 18 AIRF EF wwkE AL, UPLC/MSE EUEHHH AT, o9
AE anEAa, dike AHES Fo 9IEA BHAAFUdd. £FES 1 tF FAEYH
3, HPLC (0.05 % FEFAFo] & ol HEYEL/E)oA HAAEO 1.5 mge] Mal-PEG4-E ] o}&-PEG3-U
o] =-PAB-o] 2] B7 (ER-001237504)% +53koth. 'H NWR (400 MHz) & ppm 7.74 (s, 1 H), 7.32 (d, 2 H,
J=8.4Hz), 7.27-7.25 (m, 2 H), 6.69 (br s, 2 H), 5.43 (dd, 1 H, J = 5.6, 5.6 Hz), 5.14-5.06 (m, 3
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H), 4.95 (s, 1 H), 4.89 (s, 1 H), 4.82 (s, 1 H), 4.70 (dd, 1 H, J=4.4, 4.4 Hz), 4.66 (s, 2 H), 4.62
(dd, 1 H, J=4.4, 4.4 Hz), 4.52(dd, 1 H, J=5.2, 5.2 Hz), 4.38-4.31 (m, 2 H), 4.30 (ddd, 1 H, J =
10.4, 4.0, 4.0 Hz), 4.20 (dd, 1 H, J =6.4, 4.4 Hz), 4.16-4.05 (m, 3 H), 4.04 (dd, 1 H, J = 6.4, 4.4
Hz), 3.99-3.91 (m, 3 H), 3.87-3.80 (m, 6 H), 3.70-3.59 (m, 22 H), 3.53 (dd, 2 H, J = 5.2, 5.2 Hz),
3.44 (s, 3 H), 3.43-3.36 (m, 3 H), 3.29 (d, 1 H, J=2.8Hz), 3.18 (ddd, 1 H, J=12.9, 6.2, 6.2 Hz),
2.92-2.84 (m, 2 H), 2.72 (dd, 1 H, J = 16.0, 10.0 Hz), 2.54-2.42 (m, 5 H), 2.37-1.90 (m, 19 H), 178-
1.52 (m, 3 H), 1.50-1.14 (m, 16 H), 1.10 (d, 3 H, J = 6.0 Hz). LCMS (M+H)=1642.1.

1.12 NHS-PEG3-E & o}&-PEG3-T] A 3} o] =-PAB-ol| 2] £ (ER-001244129)¢] A=

=
1. HOY\/O\/\ /\/O\//
O
O
S| oi7 22

&tstol of & Cul

tert-%&H2 (1 mL) 2 & (0.5 mL)W oF#te]= (9 mg, 7.151 pmol) F 2,5-TZATE g
232-2-2-1-A LA N EADNEA] ) ZZI o] E (4.5 mg, 14.30 umol)e] EIFEL 45
A A~E-2149 Q=377 (1.23 mmol/g, 10 mg, 7.151 pmol)E& 1 3 H7IEA
oF &7)5 i}, whe EFE-S 18 AR Fob A wukElal, UPLC/MSE EUE HE A

ZHEA, Aske BAAES T8 JIARA BT, EFELS 1 ts oHR ? A ZH5E #2 = AL, DN
(15 )2 FE5Ja, 99 G X 3 mb)E AFHJL, FAMUEF o] Az, IAF st FHH AL
Z7] (5 mg, 3.39 pmol)S EFqoz FH|ZSFE A, THF (1 mL)eol %ﬂ]ML 0

(4.2 mg, 0.02 mmol)> H7FHAIL, o]ojA 1-sto]=FA|9 & d-2,5-1]2 (2. 0.019 mmol)o] FH7}¥ A
i, ¥k EREe NQOM 18 AIZE B wnkEATh. o] JiA] EES iHlEl‘}iﬂ, Aste= AYELS,
UPLC/MSell ©f&l AA" A9, T8 FJAZA RAFITH. ¥ EFES 1 s $FEAL 2HF TLC
(DCM/ - 23 8%)?1 AA= o] 2.5 mgel NHS-PEG3-E @] o}Z-PEG3-T]d 5ol =-PAB-ol| 2] B&  (ER-
001244129)2 F4 o d=A 4Sakgith. H NWR (400 MHz, CD.Cly) & ppm 7.72 (s, 1 H), 7.32 (d, 2 H, J =

8.8 Hz), 7.25 (d, 2 H, J =8.8 Hz), 5.08-5.04 (m, 3 H), 4.93 (s, 1 H), 4.85 (s, 1 H), 4.78 (s, 1 H),
4.64 (dd, 1 H, J=4.4, 4.4 Hz), 4.58 (s, 2 H), 4.55 (dd, 1 H, J =4.4, 4.4 Hz), 4.48 (dd, 2 H, J =
5.0, 5.0 Hz), 4.32 (d, 1 H, J =6.6 Hz), 4.27-4.22 (m, 2 H), 4.14 (dd, 1 H, J = 6.6, 4.8 Hz), 4.10-
4.01 (m, 3 H), 4.00 (dd, 1 H, J=6.8, 4.4 Hz), 3.92-3.78 (m, 9 H), 3.65-3.53 (m, 19 H), 3.44-3.39 (m,
4 H), 3.37 (s, 3H), 3.26 (d, 1 H, J=3.2Hz), 3.13 (ddd, 1 H, J = 12.4, 6.0, 6.0 Hz), 2.91-2.73 (m,
11 H), 2.70-2.64 (m, 2 H), 2.54-2.41 (m, 3 H), 2.38-1.80 (m, 16 H), 1.74-1.52 (m, 3 H), 1.41-1.13 (m,
10 H), 1.07 (d, 3 H, J=16.4 Hz). LCMS (MtH)=1572.3.
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1.13 o}&}o] ©-PEG3-A Eo}u| =-PAB-of & B2l (ER-001138856)2] A=

(Is?Cl
(Y
/©/\ ores NN /@ otes  Ts0 O N0 Oy,
—_— (o]
A Py NC@#—” K,COs, DMF, 50°C
(86%) N O (75%)
ER-1137670

\\ v /S N
N X
U AcOH, H | Z
H MeOH, H,0 CN -
- — =

\L (84%) I
O/\/O\/\N3 o/\/o\/\N
ER-1138455 ER-1138452
OZN\@\ o |Py
o)l\u (58%) g
OH 3
HoN .
o
o
o\\ ,,o
N B
7 \\N ER-086526
O/\/O\/\N
ER-1135286 3
AN o -
DMAP
NC (92%)

ER-1138856

4-(((tert-Faowaazd)SA)ee)ord® (315 mg, 1.327 mmol)S 0° CZ W9 DCM (10 mL)el &35S
. 29 (0.268 mL, 3.317 mmol)S 1 TS H71EQar, o]ojA 15 & F<F DCM (10 mL)W 5-Aobwv] 2l -
2—*&4% S2go]l= (365 mg, 1.801 mmol)o]l H7FHATE. ¥k Z3E2 1 AlZE S Aoz =g A 7t
AL, 2 AZF Bk Wk QT e EFFEL EtOAc (50 mL)E IAHYI, GFE AREAL, FIEF A
o A 745&1 AL, & stell FFE o] 610 mg (103%) 9] N-(4-(((tert-FEHE A L) A HE) A )-5-A o} =
W2 g -2-A Eolul = (ER-001137670)% +531Ath. % AQRL, FAHYolw, Aws «5agth. H MR
(400 MHz) & ppm 8.94 (dd, 1 H, J=1.8, 0.6 Hz), 8.10 (dd, 1 H, J= 8.4, 2.0 Hz), 7.99 (dd, 1 H, J =
8.0, 0.8 Hz), 7.18 (d, 2 H, J=8.2Hz), 7.15 (br s, 1 H), 7.11 (dd, 2 H, J=6.8, 0.8 Hz), 4.64 (s, 2
), 0.90 (s, 9 H), 0.05 (s, 6 H).

or-lu:

N-(4-(((tert-Fdouaaz) LA g d)-5-A o} =31 8] P -2-4 Folu| = (ER-001137670) (105.0 mg, 0.26
mmol) = 2-(2-(2-(2-o}X| o EA] o EA] o EA] o E 4-wE AL EYo]E (143 mg, 0.383 mmol)S DMF (4
mL)ell &= Ak, eAEE (K.C03) (144 mg, 1.041 mmol)2 1 T H7FE S, olojA HEZHFEHAIERE of
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olettol= (19.2 mg, 0.052 mmol)o] 7}, RES Z3HEL

e UPLC/MSE REUE HE AT, NH,CL (10 mL) 9] Z3}e gHe A7 =
i, 9542 AAREJL, HIEF HdA AxHAI, sH5HAY. 2 BEES YA AZutEIY
(EtOAc/Hep 25% WA 80%) % “gAIF]o] 118.0 mge] N-(2-(2-(2-(2-oFA| Z=ol FA] )| HA] ) o EA] ) ol & )-N-(4~
(((tert-gu] A 2)$ A ) o e) 5 )-5-A] o} 23] 2] ¥l -2- A Eolu] = (FR-001138452) (75%) S Satgict. H
NMR (400 MHz) & ppm 8.99 (dd, 1 H, J = 1.8, 0.6 Hz), 8.08 (dd, 1 H, J=8.2, 2.2 Hz), 7.86 (dd, 1 H,
J=28.0, 0.8 Hz), 7.24 (d, 2 H, J=10Hz), 7.09 (d, 2 H, J=28.8Hz), 4.69 (s, 2 H), 4.06 (dd, 2 H, J
= 6.0, 6.0 Hz), 3.67 (dd, 2 H, J=5.2, 5.2 Hz), 3.65 - 3.62 (m, 4 H), 3.58 (dd, 2 H, J = 6.2, 6.2
Hz), 3.56 - 3.53 (m, 4 H), 3.38 (dd, 2 H, J=5.2, 5.2 Hz), 0.93 (s, 9 H), 0.08 (s, 6 H).

ok 50 CollAl wREE STl Whg-9]
, EtOAc/Hep (2:1, 30 mL) & 3=

ko

o

i)
32

N-(2-(2-(2-(2-O A=A EA] ) ol ZA] ) ol Z A ) ol & )-N-(4-(((tert-FE v & A H) A e) # d )-5-A] o} 1= 7] ]
d-2-dFoln = (ER-001138452) (150 mg, 0.248 mmol)e wW¥HE (6 mL)ol &= Act. & (0.60 mL)& T T
S H7MEQAL, oo o}bAEAE (AcOH) (0.60 mL, 10.481 mmol)o] 7 =HAct. ¥H-e &2 38° (2 =g/
7F2E AL, 14 AIZE Fet wREE QT ohge] fule AF shel AAFITE. A7) EtOAc (30 mL) 2 3|4 EH S
i, B (2 X5nl), NaliCO;, ¥ G52 AL, FAHUER HolA HzHAa, E AF sholl 5F=HA.
Z E4& ZYA azvtEazy] (EtOAc/Hep 35% WA 90%) = AAE o] 105.0 mge] N-(2-(2-(2-(2-o}X| Lo =
ANl EAD A EA]) ol & )-5-Al o} e -N-(4-(Sto]| =Z A W E ) 5 d ) 9] 2] T -2-Ad Foln| = (ER-001138455) (84%)E
53tk H NMR (400 MHz) & ppm 8.99 (d, 1 H, J=1.2 Hz), 8.09 (dd, 1 H, J= 8.4, 2.0 Hz), 7.88 (dd,
1H, J=28.4, 08Hz), 7.30 (d, 2 H, J=8.8Hz), 7.15 (d, 2 H, J=28.4Hz), 4.67 (s, 2 H), 4.06 (dd,
2H, J=6.2, 6.2 Hz), 3.66 (dd, 2 H, J = 5.0, 5.0 Hz), 3.65 - 3.58 (m, 6 H), 3.55 - 3.51 (m, 4 H),
3.38 (dd, 2 H, J=5.2, 5.2 Hz.

-

N-(2-(2-(2-(2-oFA o BA] ) o A ) ol HA] ) ol D ) -5-Al o} .o -N-(4- (o] =5 A W D) # D ) 7] 2] I -2-A FEolm] =
(ER-001138455) (45 mg, 0.092 mmol)-= DCM (3 mL)ell &ai= A5, F&d (0.015 mL, 0.183 mmol)e] 7} o]F
0 T2 YZHATE. DM (2 mL) 2 DMAP (2.3 mg, 0.018 mmol)W 4-UEE3HY 7R =F2dH|E (20.3 ng,
0.101 mmol)& = thd H7FEAT. #bS 8L Aoz =i 7F2HAxn 2 AIF 5o awrE ),
UPLC/MS= 5 JHAl &0 HoldrkeE Z& WASIET. vhg £35S 1 t5 T gl 55U, &
Al ARvtE2He (EtOAc/Hep 12% WA 40%) = FAI¥ o] 35 mge] 4-((N-(2-(2-(2-(2-o}A| ol FA] ) o] F-A] ) of]
EX) o E)-5-Alobw] gt )-2-H Zolu )Ml d (4-UEEHY) 7tEUo]E (ER-001235286) (58%), = 20 mge
AA BAe S5 H MR (400 Miz) 6 ppm 8.99 (d, 1 H, J=0.8 Hz), 8.27 (dd, 2 H, J=9.2, 2.0
Hz), 8.12 (dd, 1 H, J=7.6, 2.0 Hz), 7.92 (d, 1 H, J=8.4Hz), 7.38 (d, 4 H, J=9.6 Hz), 7.26 (d, 2
H, J=28.8Hz), 5.45 (s, 2 H), 4.06 (dd, 2 H, J=5.8, 5.8 Hz), 3.67 - 3.58 (m, 8 H), 3.58 - 3.50 (m,
4 H), 3.38 (dd, 2 H, J=6.1, 6.1 Hz).

4=(N-(2-(2-(2-(2- A e ZA ) o FA] ) ol HA] ) el & ) -5-Al o} i T 2] Tl -2-Ad ol )Wl (4-UERZH ) 7hR)
o] E (ER-001235286) (35.0 mg, 0.053 mmol)< 25-mL Zetxdol A4 slo] wjx=Ra, 0 TZ ¥Z4H A,
DCM (3 mL, 46.625 mmol) 2 3]z 937] (0.037 mL, 0.214 mmol)W o}l (48.5 mg, 0.059 mmol)S 1 T2 #
7FS 131, o]o]M DMAP (2.61 mg, 0.021 mmol)o] H7FHRATE. whe Eehea 30 §¢F 0 CollA anksglar,
ook F7FY] 6 AIRE Bt Ao wwkE ek, wbg E3HES 1 ot wHEHAN, FHA A=etE LY
9] (EtOAc/Hep 50% A 100%, ©]o]A MeOH/EtOAc 3% WA 8%) = AAE o] 61.0 mge] 53 ofato] =-PEG3-A
Folu]=-ppB-o| 2] B (ER-001138856) 45aFTh. I NMR (400 Miz) & ppm 8.98 (d, 1 H, J = 1.2 Hz),
8.10 (dd, 1 H, J=8.2, 1.8 Hz), 7.87 (d, 1 H, J=8.0Hz), 7.26 (d, 2 H, J=6.8Hz), 7.13 (d, 2 H, J
8.4 Hz), 5.29 (dd, 1 H, J=5.6, 5.6 Hz), 5.08-5.00 (m, 3 H), 4.92 (s, 1 H), 4.87 (s, 1 H), 4.80 (s,
1H), 4.68 (dd, 1 H, J=4.6, 4.6 Hz), 4.59 (dd, 1 H, J=4.6, 4.6 Hz), 4.38-4.30 (m, 2 H), 4.28 (ddd,
1H, J=10.4, 4.0, 4.0, Hz), 4.17 (dd, 1 H, J = 6.2, 4.6 Hz), 4.13-4.01 (m, 4 H), 3.97-3.88 (m, 3 H),
3.82-3.78 (m, 1 H), 3.67-3.50 (m, 15 H), 3.41 (s, 3 H), 3.40-3.33 (m, 1 H), 3.37 (dd, 2 H, J = 4.8,
4.8 Hz), 3.27 (d, 1 H, J=23.2Hz), 3.15 (ddd, 1 H, J = 12.8, 6.4, 6.4 Hz), 2.90-2.82 (m, 2 H), 2.70
(dd, 1 H, J = 16.0, 10.0 Hz), 2.51-2.40 (m, 3 H), 2.34-2.13 (m, 7 H), 2.10-2.05 (m, 1 H), 1.99-1.88
(m, 4 H), 1.78-1.64 (m, 5 H), 1.62-1.52 (m, 2 H), 1.50-1.29 (m, 4 H), 1.08 (d, 3 H, J=6.8 Hz).
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1.14 Mal-PEG4-E ] o}Z-PEG3-A F o} =-PAB-< 2] &3 (ER-001237505)<] A=

Xl o7} 28 ststo
o 8t Cul

P NN\ o O
o 0" \_-0 N=N -
¢}
\/\O/\/ N\)/\O/\/O\/\O/\/O\/\” J\/\b

tert-F-Er2 (2.1 mL) % & (0.7 mL)W oFAFo]= (10 mg, 8.023 pmol) E 3-(2,5-T]=4-2,5-U)d}o| =&
Z-1-4)-N-(3,6,9, 12-H| E&}- A A g 9] -14-¢1-1-L ) Z 2 3olu] = (9.20 mg, 0.024 mmol)9] if&%% 45
oF e7lE ek, AW EAE-2149 20=3t2] (1.23 mmol/g, 15 mg)& I v H7MEAa, 3719 30
b &7H AT, ¥ EFELS HALA 18 ARF FF wrEQlar, UPLC/MSE RUEFE AT, the] A
< 2HEA, At AEES F8 IR AT, ¥hg EFES 1 vs FARFH Y
2 TLC (DOM/HIHe, 7%= AAEo] 5.5 mge] Mal-PEG4-E 2] o}E£-PEG3-A Fo}n| =-PAB-of ] &

(ER-001237505)2 S35tk 'H NUR (400 MHz, CD.Cl,) & ppm 9.01 (s, 1 H), 8.15 (dd, 1 H, J = 8.0, 1.8

ko

gl
pzs

@ > ML Az &

Mg o o

=
=]
pun

Hz), 7.87 (d, 1 H, J=8.0Hz), 7.75 (s, 1 H), 7.28 (d, 2 H, J=28.0Hz), 7.14 (d, 2 H, J = 8.4 Hz),
6.68 (s, 2 1), 6.47 (br s, 1 ), 5.44 (br s, 1 H), 5.10-5.02 (m, 3 H), 4.94 (s, 1 1), 4.86 (s, 1 1),
4.80 (s, 1 H), 4.68 (dd, 1 H, J = 4.4, 4.4 Hz), 4.59 (s, 2 H), 4.56 (dd, 1 H, J = 4.4, 4.4 Hz),
4.51(dd, 2 H, J=5.2, 5.2, Hz), 4.34(d, 1 H, J=7.6, Hz), 4.30-4.23 (m, 2 H), 4.19 - 4.14 (m, 2 H),
4.08 (dd, 1 H, J = 4.0, 4.0 Hz), 4.03 - 3.98 (m, 2 H), 3.94 - 3.72 (m, 8 H), 3.68 - 3.46 (m, 28 H),
3.38 (s, 3H), 3.38-3.33 (m, 3H), 3.27 (d, 1 H, J=23.2Hz), 3.16 - 3.02 (m, 2 H), 2.90 - 2.81 (m,
2 H), 2.68 (dd, 1 H, J = 16.2, 9.8 Hz), 2.54-2.40 (m, 7H), 2.40-1.8 (m, 11 H), 1.80-1.50 (m, 3 H),
1.48-1.25 (m, 3 H), 1.09 (d, 3 H, J=6.4 Hz). LCMS (M+H)=1630.0.
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1.15 NHS-PEG3-E ] o} Z-PEG3-A Eo}m] =-PAB-o 2] & (ER-001244623) 2] A=

Z
1 HO\H/\/O\/\O/\/O\//
¢)
x| af7f 2% stEfof| o Cul

tert-5-8% (2 mL)

EL
Z2-Q1-1-A 5 AN e FA])
=

= (1 mL)YW oFxte]l= (14 mg, 0.011 mmol) & 2,5-U]24y] =¥ -4

NEANZ Ry} 0] E (8.80 mg, 0.028 mmol)2] A EFELS 4 &3t %}71%&.
P A~E-21429 29 =37 (1.23 mmol/g, 20 mg)S 1 tg A7FEAar, F719] 3 st 271 E A
WS 532 AL 18 AIZF FoF wwtEda, PLC/MSE RUBHHEAT. tre /A 22 AHHUa,
Ashz AES 78 FJAZA HAFAT. vh§ S 1 o FAEFE DM (2 x 10 mL) 2 FEo] ]3]
FHEAT. DN T2 9 (4 x 5 mb)E AN, FAGEF oA Az, (T DAllA 1]
F71 Aol AR ENE) Yke AAER 5FEU.

ulAA A (15.0 mg, 10.255 pmol)< THF (1.5 mL)ol] &si=Aar, 0 T2 YZE ATk, DCC (15.2 mg, 0.074
mmol)& T ThE HZMHAIL, o]o]A 1-3lo]EZ A ETH-2,5-T] (8.3 mg, 0.072 mmol)o] H7tE Ak, W&
TgEL AR2o0A 18 AIZE TF wkE k. IPLC/MSE o9 7MA] 222 AHEa, Ysts AP E] T8
HIZZA HAFUTE S PAEIGIT. v EFELS F5HAL, BHY TLC DM/ -Z23E, 8% 2 A A
5] 2.5 mge] NHS-PEG3-E ] o} Z-PEG3-4 Eobu] =-pAB-of 2] B8l (FR-001244623) 53Tk, 'H NMR (400
MHz, CD.Cly) & ppm 9.00 (s, 1 H), 8.12 (d, 1 H, J=8.4 Hz), 8.00 (d, 1 H, J=28.0Hz), 7.72 (s, 1 H),

7.26 (d, 2H, J=8.0Hz), 7.12 (d, 2 H, J=8.0Hz), 5.37 (br s, 1 H), 5.08-5.02 (m, 3 H), 4.93 (s, 1
H), 4.85 (s, 1 H), 4.78 (s, 1 H), 4.66-4.62 (m, 1 H), 4.58-4.56 (m, 4 H), 4.33 (d, 1 H, J = 10.8 Hz),
4.29-4.21 (m, 2 H), 4.10-3.96 (m, 4 H), 3.93-3.76 (m, 6 H), 3.74-3.44 (m, 27 H), 3.36 (s, 3 H), 3.34-
3.24 (m, 2 H), 3.15-3.06 (m, 1 H), 2.97 (br s, 1 H), 2.90-2.78 (m, 8 H), 2.74-2.08 (m, 13 H), 2.05
-1.78 (m, 5 H), 1.73-1.50 (m, 2 H), 1.41-1.25 (m, 4 H), 1.07 (d, 3 H, J = 6.0 Hz). LCMS (M+H)=1560.0.

L

1.16 Mal-PEG2-<g]E2le] A=

o g]EH (5 mg, 7 umol)= DMF (0.5 mL)ol &af=lar, Tz ] o]m| :=-PEG2-NHS (5 mg, 14 pmol; Broadpharm,

Cat No. BP-21680) ¥ #Yz 47| (2.4 pl, 14 pmol)¥ EFEHJCE. ¥EE EFEL M2 2 A 5<¢
WwHLE Y, WkE E3E2 I ohs HPLC (o 1% EEAS THeleE E—olAEYUEZ Fu] 30-70%) = AAIE
g, £252 A% JFor ALY, TAAZHYY. HE £ 3.7 mg (3.8 umol, 54%)01Yr}. o=
Age Ak 968.5 DaclTh. FAHE A % 969.6 Da [M+H]e]2ATt.

1.17 Mal-PEG4-< 8] E=&1¢] A=

olgl&d (5 mg, 7 wumol)= DMF (0.5 mL)ol £alEJqx, Ld v =-PEG4-NIS (6.2 mg, 14 umol;
Broadpharm, Cat No. BP-20554) % U 937] (2.4 ulL, 14 pumol)¥ EIH Q). vH-E TIEL A 2o 2
AZF Eob wRkE ATk, WS 3RS 7 thS HPLC (0.1% EEARS Tidle B —olEYUEZ ) 30-70%) =

- 132 -



[0580]

[0581]

[0582]

[0583]

[0584]

[0585]

[0586]

[0587]
[0588]
[0589]
[0590]

[0591]

[0592]

[0593]

[0594]

[0595]

[0596]

SES53 10-2445255
AA ARG, EE2E A AAZFIYY. HF F&L 3.7 mg (3.5 umol,
50%) o)Ak, e AEsk Ae 1056.5 DaolAth. SAE HEHE 1057.7 Da [MH]o] AT},
1.18 o} E-PEG2- T ER 9 A=

dalE#d (5 mg, 7 pmol)E DMF (0.5 mL)o] &&=, o}X%E-PEG2-NHS (4.2 mg, 14 pmol; Broadpharm,
Cat No. BP-20524) % 3yl 947] (2.4 pL, 14 pmol)d} EFHJUTEH ¥H§ EFELS A2 2 AIZF &<t
WHEE AT, WS E3HE2 1 thg HPLC (0.1% 284S dfste B -oMEUEZ F) 30-700) 2 FAIFSA

o £E5E2 Y Vo E AT, sAAXHYY. HF 52 2.2 mg (2.4 umol, 34%)°IATt. <4
Agel AeF2 914.5 Daolltl. S4" A2 915.7 Da [MHH]o] A},

1.19 o}A E=-PEG4-o 2] EA Y A=

dalEd (5 mg, 7 pmol)E DMF (0.5 mL)o] &&=, o}X%E-PEG4-NHS (5.5 mg, 14 pmol; Broadpharm,
Cat No. BP-20518) ¥ Y1 7] (2.4 pL, 14 pmol) EFFHATH. Wk EFELS A4 2 A7F &<
WHEE AT, WS E3HE2 1 thg HPLC (0.1% 284S diste B -oMEUEZ T 30-709) 2 FAF S

L BEES A Fe® AN, sAAXFAJY. HF FES 3.0 mg (3.0 pmol, 43%)lStt. </dH
gk AeS 1002.5 Daelitt. S4E AL 1003.7 Da [MtH] o] SAT.

1.20 o}A=-PEG4-Val-Cit-PAB-d|EE® <] A=

o g]&% (15 mg, 21 umol)S DMF (1.5 mL)ol gai¥ S, ¥3eA AT, Uz 47 (5.5 ul, 32
umol) 2 Fmoc-VCP-PNP (24 mg, 22 umol; Levena Biopharma, Cat No. VC1003)2 =z t}g H7FHAc). wh
TgEE A2 A WA (16 AIZE) wREE AT, ko] @=A], fo'eldl (20 pl, 0.21 mmol)2 ®WHE &3
o H7tEAdar, 2 AlzF Bt AL wHrEo] Fmoc HE7]S AASIUTE. 8BS W& Waters SQD 2 &
FEA71E AMESte] EUHHEAT. wgo] guA], W EFES APA-AEE 1.5n0 vlelaz Al A
HAk, & 30 Cold YA 255 7 WAd Centrivap 55715 ARS8l WF sloll 2= ).
&2 16 mg (14 pmol)e) WAl NH2-Val-Cit-pAB-oll &) & (4&3F A3 1134.6 Da, 67% &) °|AT}.

B i fC 0 op

NH2-Val-Cit-pAB-oll 8] &% (16 mg, 14.1 umol)S DMF (1.5 mL)o] &al=EACt. Y1 7] (7.2 ul, 41 u
mol) 2 OFXZ=-PEG4-NHS (11 mg, 28.2 umol)E 2 T} H7IEQTh. vt E3Eo A0 3 A7 ToF w
W AT, 9§ E3HES 1 oS HPLC (0.1% ZEAE 3Fste E—oMEYUEZ 4] 48-72%) 2 A ¥ A,
L5 n/z 1409904 F=RAHJR, TAAZXEO] oA L=-PEG4-Val-Cit-PAB-ol&]&¢ (A3 A=k 1407.7 D

aA)E ATsFATE. 13 mg (9.2 umol) oFA E-PEG4-Val-Cit-PAB-oll 8] B8 FEHATH (65% ©A &, 44%
AA)

AAe 4

1 24 92 J4

AHgE BE Aok, ge YehiA ot @, AT-5F oA 2dd FRARRE F5HEAT.
1.1 A

3171 Atell Al ARE-E MORAb-003 (17t 3-1%F Zejlo]E 84 <45}, 25 mg/mL) % MORAb-009 (v}§-2=-<1
7+ 71d g -7 WAg9d, 25 mg/mL)= Lot #NB02962-19 % Lot #030A14, 717} &210|Qt}. EgfAFEFue
AAdH o7 =553 (Clingen), 2 Lot #503345 ZAlo]AT}.

LCcys80 (3 DolA #AA7|EA] &2 AZEHAS
Ao R 293F AMEA EE AdHHOZ-HH
1.4.1.2. 1014 71A1E nie} Zo] A AH ol d =S},

1.2 AEHL

it
i)
fr
>
i)
gl
i)
2
O
N
)
oty
it
=
N,
fir
ox
2
i)
32
R
=
oo

ZFAl A7 clel e B3HES Aol 3ollA Z1AE ke o] A HATE (3 46). 2% (10 mM)-> DMSO
oA AZHAI AFE7EA] 20 ColA Ag= ).

1.3 FF NESF

Zreolw] /A Mol = (0Su) /oA e~ AT Ed SFEZ AZE MORAb-003, MORAD-009, % Egt~FF%h
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ADCse] HAelA ALgE 7k £F MEF (E 46)S 7S EFETH IGROVI (7F v 9E FR

neg med med neg neg

MSLN ), NCI-H2110 (1%} ®]-& M o] ¢+, FR , MSLN ), A431 (FR ~, MSLN ), NCI-N87-luc (17} ¢

neg

oFz FR”, MSLN™, her2'), NUGC3 (917+ 9 Aot FR™, MSIN'®, her2™), 7R75 (917 £ # or FR™™,

i

neg

MSLN'™®, her2™"), @ BI-474 (17+ % 2 ok FR™ MSLN™®, her2"). MAL-PEG2-Val-Cit-PAB-ofl ]2 (ER-
001159569) 2 ZFAloldd E7|-21zF 7iwgl 2 QIZtsle -1t wlAEd LCcysd0 A FA oA Al84

o

I FF AEXEFE slelu: A3 (17 WAaEd, WSIN' 2 ok Ao A7 H A431), OVCAR3 (¢17+

2 ok, MSINY), HEC-251 (17 zFzuleh, MSIN™Y), H226 (917+ o) B4y A% 32, NSINY), 2 Ad31
A SN, Abew mE H]E = 27 g3 ATCO)RYH Aoz FEHYa, (37 e, =y
o AFAZEE £E549) IGROVI 2 (X7 A431=3E Morphotekd] A A H) A3L d9|o|¢lt}.

1.4 A -FE SFA o)A
1.4.1 ZFon=g A= A2H-78kE ZFA o] A

1.4.1.1 #Hz dAdsgo|zd gidt FFA oA

1.4.1.1.1 FEAHA #&4
MORAb-003 = MORAD-009+% EH|3 EAFo]E-9k% 21914 (DPBS)o] hEd-wdwda, 71 e 94 =&
EDTAS®} 1X DPBSYHl 270 pM EZ]2(2-7HEAld )23 (TCEP) 9] &Y

AFEEF] 20 mg/mLE FZFH YT, 2 ml
B Bl Ao R B3t o8 AT, EdagEFTE o] 40

L4 HUlE o, sHPIE 80
ok Ao Rl B3t o8 FaEE AL AQstal, fAE o r Bz o2 -39 5},
1.4.1.1.2 EFA01A

(oMsou) Lol v =-H A EH FFES 1:6 (mAb:3}HE) 9] ER|E FEHoz 3w Ao 2574 o]
€olch. 33 DPBSY 500 TEHd ZalZd HhE 9 5 5

g A7t R, @ FeEgA EF3EA
QF Aol A P STt.

1.4.1.2 LCcys809l W3k ZFAol A
1.4.1.2.1 GlA]xHo| 3}

AKTA Explorer (GE Healthcare)E A}g3ste], @z A 7] (GE Healthcare)2 10 Z+H 82 (CV)<2] 20 mM <1
ZHHESF, 10 mM EDTA, pH 7.2 (333 $59) o= HyPs= et 2shd wix= 1 v ZYEAaL, o]oA
10 CVe] 3y kFHo= wAfE Edo AAFHJT. ZHE 16 AZE 5<% 0.5 nl/mindlA 16 CVe] 20 mM <1
AMPEE, 10 mM EDTA, 5 mM A12=ElSl, pH 7.22 Aol 7 712 AAsAT. 23S 1 tS 60 AZF Het
0.5 mL/min®ll Al 60 CVe] 20 mM Tris, pH 7.5= MAHUTE. dAzeeldstd A= 5 Vel 0.1 M =4l
9E A8k BFE I 5% 4] 2 M Tris, pH 9.0& AM&3l ZA] FsHArt. FAE Tt %Q
HE P MVCO 20K Slide-A-Lyzer (Thermo Fisher)Z AF&3}e] DPBSoA] FA = Act.

) Il
| "‘/]

59§49
WA 4 AT E

fo =&

1.4.1.2.2 A1

dAl2~Held st &A= DPBS, 1 mM EDTAW 5.0 mg/mL7} EQ0ar, 50% Z=HA ZF2]2S DPBS, 1mM EDTACA
A 2= ATk, MAL-PEG2-Val-Cit-PAB-ojl 2] & (ER-001159569) (DMSOWl 12 mD-& 50% Z2Hal ZE] el #H7he
AL AASA EFEAG. A zEold sk A9 A £ 1 ths 14 (mAb:3gE) 9] ErlelA H 7t
AL, FEFA EFHATE. ZFEANAL 3.5 A 4 A7 FE Aol A ATt

1.4.2 XAov=E A&t oful-7|¥k EFA014
1.4.2.1 EZFA0)A

} A

TR ES, pll 8.3 10.0 mg/mL7} = SATh. 50% Z=

¥ 00"

(MORAD-003 =+ MORAb-009, H]-FL=E)& 0.1 M F
3 A 25

g9 ZEEL 0.1 M TEAYES, pH 8.39014 Ak, (DMSOW) Al alolw|= (0Su)-#HA - E2L 50%
z2hd FEF HIrEAL éﬂo}ﬂl 3T, A9 Y 84S I v 1:4 (mAb: 8HEHE) Q] En]o A
A7 A, AASA EFEAT. 2FAAL 1 AZE ok A JIyFUYE. FFEA A WSS 1 M
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Tris, pH 8.09 1:20 €49 A7l= AU, ADCE AH 1.4.4904 71418 ule} o] AA =},
1.4.3 TF-FA4 L7-olxjol= 3} (SPAAC)E AHE3ELE 2-9A o}Hl-7]uk A oA
1.4.3.1 t¥ldA}e|ZF=2€ (DBOO) FEA35

p

g3 (MORAD-003 H=+ MORAb-009, HI-31E)2 0.1 M SEHAHIEE, pH 8.3 10.0 mg/mL7} AT, 50% 2
23 22 0.1 N FEAYES, pH 8.394 A|Z=HATE. NHS-PEG,-DBCO (Click Chemistry Tools, DMSOU
50 mDS 50% ZREHA FE|Fl H7HEHJL @_XM?H TEHAY. FAY FY 882 1 U 1:4 (mAb: s}t
)9 EnjolA HIMEAa, HASA EEHUY., ZFA )AL 1 A7 Fok Ao AyPHATH, wuke-g
NHS-PEG,-DBCO:, A 1.4.40)4 7]A15 u}e} 7ro], xﬂﬂlﬂi’iﬂr.

g

1.4.3.2 EFAlA

50% 2P ZE]FL DPBSOIA AlZEHATE oA - Ao EH e 500 Z2FA FEFo HIHEA
L AASHA EFE AT, DBCO-FHH MORAb-003 HEi= MORAb-009¢] & &4& =1 thd 1:4 (mAb:3}E)9
Eujo A E3kEel H7ME A, HASA EFEATE. SPAAC ZFAl01A L Aol WA ZdEA HATk. v
uk-g-% NHS-PEG,-DBCO:=, 414 1.4.4011*1 71 % wpep ol A A AT

1.1.4  AA

SFAe1A"E A= HiTrap B9 ZH(E) (GE Healthcare) & ARg3te] AA=AT. AZvfEadd s, o]
U %= /0Su/o A E-B A -l EY @ zegdd SYES A7) A8, s A=A 1X DPBSE ARESt, 1L
& g A F=ZelErEg (FPLC) (GE Healthcare)oll A 3=t HF wald ke AAd 19 AAM
1.3.10014 7A€ wke} o], BCA Al o3 AA=HAT}.

1.5 AA e gd EAE
1.5.1 SEC-HPLC &4

ADCs9] &3 Agilent 1260 HPLCE A}-&3le] Z7]-ulAl, 1-A%% A AZvlEs (SEC-HPLO)E £4% U
t}. ADCE DPBSH 1 mg/mLE 31X =itk ADC (10 pL)E 2 the Advanced SEC 300A 7}= Z+4 (4.6 mm x 3.5
cm, 2.7 um 7]& 7], Agilent), ©]o]A AdvancedBio 300A Z2 (4.6 mm x 30 cm, 2.7 um 7]& A7) F
AFE el ADCE 28 E =<t 0.25 ml/min®] A 0.15 M NaCl 2 5% IPA, pH 7.42 353= 0.1 M 12}
EFS /A ZHozHEH £&FHAY. ZE o]+ Agilent ChemStation 2XZE & A3l 45},
HME SHL 71 2A AAEATE: [PAgqe/PAz]+100, o7]o A PA = BH I3 WA,

o]

=)

1.5.2  %E-tl-3A 4] (DAR)S] HIC-HPLC £4

DARS 444 A& 4-§ HPLC (HIC-HPLC)E AFgste] AU, MELS TSKgel® HE-NP5, 4.6 mm ID x 3.5
cm, 2.5 uM H]E}%g 7] 23 (Tosoh Bioscience)oll FA}E , ol A A9 100%0A4 3 ¥ BF, 15 B
H] (0-100% B), 100% BellAl 5 & X, 100% AZ 1 & W3}, 2 0.7 nlL/min A ©]57¢ A9l 100%A14 5 & A-
Hyow &EFUU. olFA A= 25 mM QAMIES, 1.5 M A= E, pH 7.0k, ol 54 B 25 mM <1t
UEF, 256 o] AZ 238 pH 7.001tt. AL 280 nm (3FF 320 nm) ol Al 3= A}, DARS &}7] Ao &)
AR = A}

[AUC+1 + 2(AUC+2) + 3(AUC+3) +"'H(AUC+H)]/ZAUCLO[]

2 39 -

al

o710 A AUCHS 1 AlEEAR ZFAlo)AE ADCAl A-33l= 34 v3d] tste] A48 HAola, AUC,E 2
MEEZL, o3 FFAME A F-&shs A Ao tiste] Fdst WA oItk SAIC, = RE A
tiste] x3E st WA o).

1.5.3 LC-MS DAR ¥4

DAR SQD/PDA & Waters Alliance HPLCE 7F# LC-MS WS AF&3le] moh #4EATh. ME2 65° Coll
4] Proteomix RP-1000 Z+&] (5 uM, 1000A, 4.6 mm x 15 cm, Sepax)oll FAFE Il 25%BolA 3 ¥ &

K
55MBEAE] 27 - AF i, 55%BellA 5 W frAl, 90%BE 1 % WSE, 90%BolA 5 ¥ A, 25%BE 1 ¥ o W
s, % o25Bell 5 F AP eR FEHAG. oled Av =Wl 0.1% TFACIRIAL, )5/ B oHAEY
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0.1% TFACIITE. &&E2> 1 thg PDA 2 SQD H&E7] $o= ZAepxvh(10:1). SQD HE7]1= ES ¥4, 3.2 kV
ol A EAF A, 40 VoA & Hd, 3 VoA F&7], 2 0.2 VoA RF A=, 150 CollA +5K k.
TollA &8zl 224 APEJT. g dolE= 40 & Bk AKA WA, = At 1
2000m/zel Al E5H ATt dolHE FAH UL MassLynx B MaxEnt1S AR&3te] 3l Y& EFHAEIIT.
DARE &t7] 215 ARg-ste] AlbE At

2[[AUCLcr1 t 2(AUCLe+2) + 3(AUCL+s) ++'n(AUC ) 1/ = Iictot 1+

2[[AUCH(;+1 + Z(AUCHc+2) + S(AUCHc+3) +"'1’1(AUCHC+n)]/ZAUCHctOt]

A7NA Allen & 1 AEF2RE ZFANME F4) M=o Fsh WHolx, At 2 AZHE, For
FAlolAE B4 WA FAs WA, A & e T FAsh BHo|:L, TAUCot P TAUCtot
E RE vEFody R 2EAcldd 4 % F4, A7 238 Fast Axold

1.5.4 LCcys80 ADCs®] UPLC/ESI-MS DAR ¥#-2]

ADC (1 mg/mL)E 20 mM9] HZF %2 DIT #H7F, ©lojA 60 ColA 3 & E<t Aol s A=},
AMZe 1 t}e Waters Acquity 1A S “i] I2vtE s 2 Q-Tof Premier 7&‘%}: YA £
EAEA. AE (0.5-2 pg 47He, mL/minoll A, ©]FAF AY 95%eAl 5 B &, 10 ¥ ) (5-90%
B), @ o]xAk A9 95%°llA 10 ¥ A|-H % 7H7 o2 RE &5%, 65 CoM MassPrep vwlola = &9 2z
el FALE AT, o]Fd Ax EuUl 0.1% EFAbe|T. 10 B olAEVEHY 0.1% EEA0)AT}. Q-Tof
A BEFEX 7= 500-4000 m/z2) —H&*—IOM TFEAJT. FHY T EE ok
of Zkth: BAT A, 2.25 kV ( % =

gA) Fi= 50.0 V(L A FHEY 2%, 105° G %%Uﬁii} 2 3F
L/hr. A Gl 3 3= MassLynx MaxEnt 1 7155 AME3te] OEE/FAHUTE. vZFAlo]dd 2 G502 -

FACIAR A A Ao A= d7] AS ARESte] AWHARl DARS AlXbshEdl AR AT

oft ,O

2[LC/ ZLCot]

o710l LCa= 1 AlESaR FFAAE Ao 27 Frola, Il MEFAloldd 3 7014
el =3d Aot

1.6 A% EAdTH

5 HBS-P+ €59 (GE Healthcare)olA 2 pg/mL2 ZAEATH. wdd" A, =& ACsE 10 p
L/mine f3FeA] 1 ¥ =<t BlAcore T100 (GE Healthcare)ol A 3-217F IgG AA o] s FAE AT, 24
;} | S8, &9 dAe] Frtske X+ 30 pl/ming FFdA] 300 = 5 T4
) thate], F=e W91E 10 nM - 0.041 nMe] 2T, MORAb-003 2 MORAb-009 ADCsel]
sto], sXo] WSl 100 nM - 0.41 nMolSlth. 9] g & 30w T U3 FEFAA EUHPBHAT. A4
XEHLE 30 pul/min® FFNA 2 x 30 & 2 3 M MgCl, FAe o8] AABEHACH. Sensograme 1:1 &H-HFo] 4
3t S AL8-3ke] Biacore T100 H7} AXEQo2 A FH ),

F&A &t
Az AZF ZEoE &4 A= 2" &N (50 mM FFHE o] E-vlo]FtH Yo E F N pH 9.6)94 115
ng/mLE IAEA, 4° ColA, A 96-€ Maxisorp =2 Z# o|E (Thermo, Cat No. 43711, 100 pL/€)o]
FE AT, ZE N 97| HA ZHolEE 0.05% Tween—-20 (PBST) &4=N3} 1X PBSE AM&3te] 33 A4
Hdth, EFHolEx 3 g7l 2 AIZE FF A4 300 pL 2 kF (PBSTW 1% BSA)olA] et
ATk, MORAD-003 2 MORAb-003 ADCs+ x}gt gFZoloflA] 1000 ng/mLE 3]A ¥ Qar, 1 v 2-u] A0 2-3]4
o] 1000 ng/mL WA 0.98 ng/mLe] HMYE F= }Oﬂt} 2 A FH7EAI 100 ul/De) A A=
X
=

ul

1.6.2 ELISA - Zdo]

ol Bl H7FE[NY. EdlolEE 334 7l 2 ARE Aol M Aol s Ak, A &AL 7]
A3 FHOJExE PBSTE AHg3ste] 33 A4 E} 100 pL/¥e] GA4-3-<A3F 1gG (H+L)-HRP (A k5ol
1:10,000 3]4]) g2 ZolEd H7tHAa, ZdolExs 34 7|l 1 ARE St A2elA Q5o
AR, 22k @Al 8L A7|EAaL See]E= PBSTE AHEske] 33 ARSI AT, 100 nl/4e] QuantaBlu
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[0644]
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[0647]
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=50l 10-2445255

oin

w
(e}

= Y A EAthelA 71d A4 %"“ (Thermo, Cat No. 15169)% Z#|¢]Ee] A=, EHolEE
T 5% %'_%Oﬂ/ﬂ QlsfHlo] A E AT, HHL SpectraMax M5 (Molecular Devices)ZE AF&3le] o7] 325 nm/*+
AT dol"HE 4—§+E}UIE1 AEsl2 717 SoftMaxPro 5.4.2 AZEo]E Algsle] EAH

=
=
[e3]
A

>
Do
(e
B
=
e
>
r&ﬁ

3 017k uh%l?d—e— 7Y gzl (50 mM FhE Vo] E-nfo]FtRyo|E ¢hEel  pH 9.6)914 1 pg/mLE 34

WA 96-9 Maxisorp =4 Z|o]E (Thermo, Cat No. 43711, 100 pL/€)ol Z® I},
N L ﬁﬂﬂﬂi’iﬂ Zd°]E+= 0.05% Tween-20 (PBST) 57 1X PBSE AM&3te] 33 AA=HAUG. &4
3 A2 JAETel 2 AR ok A2dA 300 pl 2 =9 (PBSTW 1% BSA)olA ks i,
MORABOO9 2 MORAb—-009 ADCsi= ¢k £ o)A 1000 ng/mL=E A EAIL, T TS 2.5-1] A& o = -3]2 5 o]
1000 ng/mL WA] 0.105 ng/mLJ H=
o|Eof 7lEATt. ZEolEL 37

u

Sapelth. Ad S50 H7)E 93 100ul/de] 4E FAE F9

G714 2 AIZE Aol A 1ol AE ATk, A &N HIHAL
ZHolEx= PBSTE A}ﬁé}@ 33] AA=AT. 100 pl/de] An-F-QIr Ig6 (HL)-HRP (b ko]
1:10,000 3]4]) &2 —éﬂ o|Ee] H7FERAIL, —‘*—Eﬂ olEE 3|x2 " TIA 1 AR FF Aol A Ql5tH] o]
A Ak, 23} Wﬂ £H2 H7HAL Feo|E= PBSTE ARE-3te] 33 *ﬂﬂﬂ"it} 100 pL/<°] QuantaBlu
ZFQRAY JﬂiAlu}ohﬂ 714 A4 & (Thermo, Cat No. 15169)+= Fello]Eel] H7h=laL, F#olEx= 30
Tt Ao A Qo] M=, 32 SpectraMax M5 (Molecular Dev1ces)§— Abg8te] o17] 325 nm/"EE
420 mmell Al FEFHAT. dolHE 4-FEnE 23832 71 SoftMaxPro 5.4.2 AXEY ]S Ag3le] #4159
t}.

1.7 AEEA B4
1.7.1 Z2E njo]&H HA

el
=

Al

o~
T
1 =
=

A

IGROVI (FR™, MSLN™), NCI-H2110 (FR™', MSLN™"), = A431 (FR™*, MSLN'®) X, 37° C, 5% CO,o1A HHAj
(16 AIZH) Aol dd, 96 A =2 wiF S o|EU &3k A4 nj=|olA 5,000 AE/AZ2 AGHAIL 591~
MFETh. AE AR, 200 nll (10 314 F)el A Al=ehe, 2l H-4 314 ZelolEelA 1:3 A% 345
Atk sAE AE (100 pL)E (100 nMollA] AJd AE9] L& AAshE) HE S E9 @ﬂE]MKP. =9
O]EE 37° C, 5% CO0lA 712 5 A FoF AFulolAdESie}. i 2 tS H7|EAct. ZEolEE 200
L DPBSE 13 MAHAIL, 15 & B¢ Ao 50 ple 0.2% A2 vlo] &=l gHoz AR 1 v
S FEEZ FHSASHA HWE] ATh FHUOlEE FU-AXHY I, AgAE vlo] &2 200 ple 1% SDS &9
o2 S3FYtt. ZYo]EE 570 mmol A FHE=EYl. dlo]ElE= GraphPad Prism 62 AFE3le] BA1E Q)
a7

2.1 MORAb-003, MORAb-009, R ETAFF% ADCse| AAEHH ST

[\

N

MORAb-003 (217F3lsl -7k Z#olE 484 ¢3t), MORAD-009 (wh$-~-217F 7w} &-<l7F Widd), o

EffATESFY (713tE &-217F her2) ADCst, 3712 E¢dts, 3 A0l W F sl weEl ¥ 46004
A% izﬂlomﬂ%f& A&y IgtES AMEete] AFFAL:(1) B-E]E& $UA TCEPE AM&3ste A 2
7F gAstelze] FEZAQl 39, ool HE-w-gA wyo|nE-2dolA -7 - Ed AAES AMEsE &
Tﬂlol ;(2) AAloln = (0Su)-2do]-HA - Zd AAZE AFEshe A g @dr)el g 2
FAlA; H (3) 2-9A HIHE AMESte] @A Al )l gig ZFAlolA, o2 6&1 0Su-PEG4-t] ¥l & Afo]
%E%Fd% 22l 7] 1 HA FFANAEHATL, L v ol E-2d o) -FA-YEH ZAES] Hu FF
o] A2 SPAACE A3l F-a =] Q.
A o]%, EE MORAb-003, MORAb-009, ¥ E#ZtA~FF4 ADCsell diste] §3 452 SEC-HPLCE ZAAHAT
E-tf-gA ¥ (DAR)S> I LC-MS /= HIC-HPLCE AFE3sle]l B, e wo]n=-7]4k ADCsell
ko] DARS % 9/ LC-MS % HIC-HPLCE AR&-3to] A= ST, 0.3 1Rke] DAR #hell Al Zpoli= 2 W Alo]
AP oz HEHQE. 1o HhaA, il 7]E S8 ZFA NS S8 AxE EE ADCsoll tishe] DARC]
LC-MSell oA rt 2A AT AL, o]5 ANCse] nEe] E@Ado] HIC-HPLCAl 93] 7' DAR F9 sd=E
oty wiEolvk. %A Fdol thek AF-S T MORAb-003 H MORAb-009 ADCsol wlate] ELISAE A&3ke]
A=At DAR 2 &3 A9 A= o] ADCe e F 47 oA YERd T
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< 2 M B z 2 g 2
< & iT|E2 2| 3|52 3
T ST |QE|CBE | QB | cB | T
= 5S> | 3% | 2% | 2% | 2%

2.1.1 MORAb-003, MORAb-009, ¥ EZFHAFFT ADCs

9 AAE A sterEel

MORAD-003, NORAb-009, % EghAm=zul Alo] &
3 okt

stel, AFHA YTk BE ACsE S

e
oft

2.1.2  Z#ojm=-7]vk ADCs

Zrelo)n =-7)uk ADCsel] thabe], % =El 223 val-cit-pAB Ak B9} o=z ¥ PEG, A#o)A, & ala-
ala—asn-pAB Atk F9je} Ao g ¥ PEG, 2do)AE, W2 (5% SHE FFo gsted, 924 LC-MS Z HIC-
HPLCOl 9l&l 3.59F 4.0 A}o] DAR #+e AlZakdct. zejul, 2# o7 (val-cit-pAB g 399} #Hoz =)
PEGE Hold A%, 38 #52 T/l (11-18%) ZFAleld a8 #aso], 1.13} 2.3 Ate] DAR 3

S zHsn. #FxE, oF =W, X 4794  MORAb0O03/MORABO09-ER-001159569 (%< PEG H#) 2
MORADB003/MORAB009-1242287 (71 PEG 7)) HAE $3 = DAR .

Ay d-pAB At 22 AxH ADCsoll thale], W& DAR #&, AFe=w ¥

rlo

SHAE = (10-14%) 9

et
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[0658]

[0659]

[0660]

[0661]

[0662]

[0663]

[0664]

[0665]

S=S5| 10-2445255

, BSFAY (1.0-1.6). 433 o W2 DAR 32 ©]E ADCs7F HIC-HPLCR.t} LC-MSel| oj&] #A1= 4$-
Hth (Fx, 43 5W, ¥ 4794 MORAb0O03/MORABO09-ER1237504 2 MORAb003/MORAbO09-ER1237505] th
LC-MS/HIC-HPLC DAR #k). o] A3, LC-MS &249] o]s/de] uigf 3.0 wheh, HA dd 797} pH &
< YRz, whdHe] HIC-HPLC B4 9] o] 57do] FAolgte RS AlAFgH.

oo i

ﬁ
z

AEZolm= Aok B2 Alzd ADCsell diste] W (< 5%) & T2 #5 SRy

ARSHAl, T Sh2 DAR #b< HIC-HPLC (3.9)Et} LC-MS (1.8-2.3)° 98 418 79 #=5

A Ak 797 pH B4 S YepdoE AS YA g,

PEG, ¥ PEG, W-E@7}s3d A thale], a&% ZFA oA B550], 4.09 4.7 A}o] DAR & =3t

Att. ol H-HW7}s3d WAHES 717 MORAD-009 ADCst H3F e $3 FF (< 20)F AFedar, b kg
+A g F-S3shs MORAb-003 ADCsoll thste] #Z5 ATt (PEG, 2 PEG,, ZH2tell diste] 4% 2 10%).

-pAB ADCs3}
o= A%

¢

[¢]

2.1.3 XAlojul=-7]48F ADCs

zH o] -G - EdH AZHE MAon=E AEste] AxE EE ACse DAR # < 1.05 Z#sigitt.
(Zdelm=o uj3l]) olejg o W IFAleld ago] Tl HA A ARt ol ASS FRls]
&, o5 ADCse Y F2 FFEFA HE AFESe] thA] whEojRlal HYE DAR A WHE ARESH] A
WA EAT. FARE A FEFHAL, o=, o]Bd o3 &5 glo], o v DAR o] AAlolw|= 2 o g
Ed] 23] {3 EAolgte A, 2Eal YoM Ert S g8 0R ZFAAE F Utk RS AAL
gk, Aalelmle FFAOlAY & 2-UA WRe AMEE Fall F7HEAL, o] =4 DBCOE NHS-DBCOE A&
sto] @Alell WA H7ME R, o]ojA oA = FFHEe] HIFERTE. ol HEHS, JA HPLC Al <)
549 49, A gl 79 Z—Véﬁuﬂi ZFA oA mmsle], © ¥ DAR #HS xR, AEolm=
AA7b53eh), val-cit-PAB (AW7lsd), H= PEG/PEG, (R]-AW7lsd) BAE 2t A4lo]m=-7]9F ADCs

o tiatol, 2-gbl ZFEACIMelA HFal DR e AEopu= Atk R9IE Zr= welo]ul=-s]u ACsel o
stol A4E A% fABAT. olgel A% FHE glo], oleld Ak AR Halo]u]E-

25 o) - Aol 3
W 2F0IM wgel tate] o ke DAR glo] MAlelul= R oA 2] WA HHolPE A% A4
al,

2.2 MORAb-003 & MORAb-009 ADCs¢] A% EATH

772 9 A #sle] v-Aorlse dyoln=-rdk gF-oEd ACs 2
o2tz TESHA kv, thE Dy o=~ & -0l 2l & MORAb-003 ADCsell ts}ed,
217 MORAb-003ell w3 EZ &) ZAgtollA 2- WA 3-H] £24& ELISA B4 o8 dydgoerw AZHAY. o

U, ¥A ol i A FAHEF © W& ECy 7 Ale]l £33 AddAE AT, fAEHA, HAleln=-7)
HE & 7]-o 2] &% MORAb-003 ADCsoll thdlo], wlEF Aol A MORAb-003] Hl&) F2 &Y ZAgtolA 0- WA 3-
v &2 dutygor #A= A 24EI o @E& ECy ak Ato] Al

AT Azk, BA Aol .l}i—]t—
abA] ekkth. MORAD-009 ADCsell wiate], RE ADCst, X
AT},

2.3 MORAb-003, MORAb-009, ® EtAFFF ADCse| A&y MESA A4

Al MORAb-009¢]] H]&l, ECs #rellA 2-8i4 732 m]wubo]

A Z% MORAb-003, MORAb-009, % Eg}AxEuh ADCse| Ag/#y] g2 Fg|~" nlo]&2 ME-7]d AXE5A
HAAS AFgsle] H7EE 9Tk, MORAb-003 2 MORAb-009 ADCs 27 e]dS 9lle] Mel® A EXFE= IGROVL, NCI-

Fl

H2110, 2 M310]9th. IGROVL AlEE <17F v 494 ¢+ 71dolm, wada (5, MORAb-003-13H8-4)o] of
W, ZYCE F&A €39 ¥ FEs LAY NCI-H2110 Al 17F vl-4 A2 o obF 7]dolal &
z ZYolE &4 ¢y 2 wWadd (=, NORAb-003- = MORAb-009-¥+3-4) 9] F7+ A% 3 LA
A431 izt AEe= QIE X9 FF 7|olal o= &% mA S HAATA et olHgh ~aede] 4
= 3 48A vERdTh. ®A-54 wE oW =-PEG2-val—cit- pAB de]&d (VCP-olgl&d)S X33l MORAb-
hi

003, MORAD-009, @ E@}~EZm ANCsi=. NCI-N87 (FR, MSLN™', her2'), BT-474 (FR™*, MSLN®, her2™),

neg neg ne; neg

ZR-75 (FR™, MSIN'™®, her2™), 2 NUGC3 (FR™®, MSLN'®, her2™®)= x3bsli=, =7} 9] @ &9 oF A E30]
A gk FrhEAT. olgldt ~aEldY Ay F 49994 YEhd .
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¥ 50. &-21 7t vl A== (LCcys80) ADCs 2] A A &2 5t3 EAFH

Z A Mab ADC
Hets HME Hic SECHPLC ME ol MESY HY EC50, nM
ka (10" Mrisec) | ka (307 sec) [Ko (10* M) ekE-HH DAR % X2 | % 2=MH | A431 |OVCARS (HEC-251| H226 A3
o ER-001159569-000 1.92 8.97 91.03 40.67 | 0.008 | 3950 | >100 | 0.14
33011 u 2.2 0.65 3.4 ER-001159568-000 1.69 1.42 938.58 ~100 | 0.064 |26.500( »100 | 0.28
111B10 xl 6.5 3.9 6.3 ER-001159569-000 1.90 4.25 93.75 38.10 | 0.004 |13.960| ~100 | 0.05
u 3.1 3 6.5 ER-001159568-000 181 3.64 96.36 68.92 | 0.014 | 2742 | >100 | 0.12
201C15 xl 24 0.26 1.1 ER-001159568-000 1.85 1.62 98.38 48.50 | 0.004 | 14.82 | ~100 0.27
u 31 1.1 4.2 ER-001159568-000 1.80 5.84 94.16 68.88 | 0.290 | 20.42 | »100 | 0.4°
xl 38 0.49 14 ER-0011595653-000 1.56 5.28 94.72 34.49 | 0.087 573 ~100 0.12
345C6 u 133 93 8.9 ER-001159569-000 1.63 4.48 95.52 72.86 | 1.180 | 32.54 | »100 | 0.55
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[0685] AeE A
[0686] A 2 H5 1 (MORAb-003 2] (HC))
1 EVQLVESGGG VVQPGRSLRL SCSASGFTFS GYGLSWVRQA PGKGLEWVAM
51 ISSGGSYTYY ADSVKGRFAI SRDNAKNTLF LQMDSLRPED TGVYFCARHG
101 DDPAWFAYWG QGTPVIVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD
151 YFPEPVTVSW NSGALTSGVH TFPAVLOSSG LYSLSSVVTV PSSSLGTQTY
201 ICNVNHKPSN TKVDKKVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK
251 DTLMISRTPE VICVVVDVSH EDPEVKFNWY VDGVEVHNAK TKPREEQYNS
301 TYRVVSVLTV LHQODWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV
351 YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL
[0687] 401 DSDGSFFLYS KLTVDKSRWQ QOGNVFSCSVM HEALHNHYTQ KSLSLSPGK
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[0691] Ad 2 M55 (MORAb-003 &2l A7 A-ddWd oln|qt A4E; 29 AE UE3)
1 MGWSCIILFL VATATGVHSE VQLVESGGGV VOPGRSLRLS CSASGETFSG
BA YGLSWVRQAP GKGLEWVAMI SSGGSYTYYA DSVKGRFAIS RDNAKNTLFL
101 QOMDSLRPEDT GVYFCARHGD DPAWFAYWGQ GTPVITVSSAS TKGPSVEFPLA
151 PSSKSTSGGT AALGCLVKDY FPEPVIVSWN SGALTSGVHT FPAVLQOSSGL
2o YSLSSVVTVP SSSLGTQOTYI CNVNHKPSNT KVDKKVEPKS CDKTHTCPPC
25 PAPELLGGPS VFLFPPKPKD TLMISRTPEV TCVVVDVSHE DPEVKENWYV
301 DGVEVHNAKT KPREEQYNST YRVVSVLTVL HODWLNGKEY KCKVSNKALP
351 APIEKTISKA KGQPREPQVY TLPPSRDELT KNQVSLTCLV KGFYPSDIAV
401 EWESNGQOPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWQQ GNVFSCSVMH
[0692] 457 EALHNHYTQK SLSLSPGK
[0693] A 2 W36 (MORAb-003 A4 (LC))
i DIQLTQSPSS LSASVGDRVT ITCSVSSSIS SNNLHWYQQK PGKAPKPWIY
51 GTSNLASGVP SRFSGSGSGT DYTFTISSLQO PEDIATYYCQ QWSSYPYMYT
101 FGOGTKVEIK RTVAAPSVFI FPPSDEQLKS GTASVVCLLN NEYPREAKVQ
151 WKVDNALQSG NSQESVTEQD SKDSTYSLSS TLTLSKADYE KHKVYACEVT
201 HOGLSSPVTK SENRGEC
[0694]
[0695] A 2 M5 07 (MORAb-003 LC CDR1; ZF¥b): SVSSSISSNNLH
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EDIATYYCQQ WSSYPYMYTE GQGTKVEIKR TVAAPSVEIF
TASVVCLLNN FYPREAKVOW KVDNALQSGN SQESVTEQDS

Aqd A W3 11 (MORAb-003 HC nt)

fa

W A B

~1 =~ Gy

o0 R0

O W W

e
o

im o

o O o

Les)

G Cooun

ot L2

oo

Fed 3

Lz
L3

fut

fosts Pt jpuit

23 el s

po ok

ATGGGATGGA
CCACTCCGAG
GCCGGTCCCT
TATGGGTTGT
TGCAATGATT
AGGGTAGATT
CAAATGGACA
ACATGGGGAC
TCACCGTCTC
CCCTCCTCCA
CAAGGACTAC
TGACCAGCGG
TACTCCCTCA
GACCTACATC
AGAAAGTTGA
CCAGCACCTG
ACCCAAGGAC
TGGTGGACGT
GACGGCGTGG
CAACAGCACG
GGCTGAATGG
GCCCCCATCG
ACAGGTGTAC
TCAGCCTGAC
GAGTGGGAGA
CGTGCTGGAC
ACAAGAGCAG
GAGGCTCTGC
GAAATGA

GCTGTATCAT
GTCCAACTGG
GCGCCTGTCC
CTTGGGTGAG
AGTAGTGGTG
TGCAATATCG
GCCTGAGACC
GATCCCGCCT
CTCAGCCTCC
AGAGCACCTC
TTCCCCGAAC
CGTGCACACC
GCAGCGTGGT
TGCAACGTGA
GCCCAAATCT
AACTCCTGGG
ACCCTCATGA
GAGCCACGAA
AGGTGCATAA
TACCGTGTGG
CAAGGAGTAC
AGAAAACCAT
ACCCTGCCCC
CTGCCTGGTC
GCAATGGGCA
TCCGACGGCT
GTGGCAGCAG
ACAACCACTA

CCTCTICTTG
TGGAGAGCGG
TGCTCCGCAT
ACAGGCACCT
GTAGTTATAC
CGAGACAACG
CGAAGACACC
GGTTCGCTTA
ACCAAGGGCC
TGGGGGCACA
CGGTGACGGT
TTCCCGGCTG
GACCGTGCCC
ATCACAAGCC
TGTGACAAAA
GGGACCGTCA
TCTCCCGGAC
GACCCTGAGG
TGCCAAGACA
TCAGCGTCCT
AAGTGCAAGG
CTCCAAAGCC
CATCCCGGGA
AAAGGCTTCT
GCCGGAGAAC
CCTTCTTCTT
GGGAACGTCT
CACGCAGAAG

- 151 -

LTLSKADYEK HEKVYACEVTH QGLSSPVTKS FEFNRGEC

GTAGCAACAG
TGGAGGTGTT
CTGGCTTCAC
GGAAAAGGTC
CTACTATGCA
CCAAGAACAC
GGGGTCTATT
TTGGGGCCAA
CATCGGTCTT
GCGGCCCTGG
GTCGTGGAAC
TCCTACAGTC
TCCAGCAGCT
CAGCAACACC
CTCACACATG
GTCTTCCTCT
CCCTGAGGTC
TCAAGTTCAA
AAGCCGCGGG
CACCGTCCTG
TCTCCAACAA
AAAGGGCAGC
TGAGCTGACC
ATCCCAGCGA
AACTACAAGA
ATATTCAAAG
TCTCATGCTC
AGCCTCTCCC

WEH)

TCSVSSSISS
YTEFTISSLOP
PPSDEQLKSG
KDSTYSLSST

CTACAGGTGT
GTGCAACCTG
CTTCAGCGGC
TTGAGTGGGT
GACAGTGTGA
ATTGTTCCTG
TTTGTGCAAG
GGGACCCCGG
CCCCCTGGCA
GCTGCCTGGT
TCAGGCGCCC
CTCAGGACTC
TGGGCACCCA
AAGGTGGACA
CCCACCGTGC
TCCCCCCAAA
ACATGCGTGG
CTGGTACGTG
AGGAGCAGTA
CACCAGGACT
AGCCCTCCCA
CCCGAGAACC
AAGAACCAGG
CATCGCCGTG
CCACGCCTCC
CTCACCGTGG
CGTGATGCAT
TGTCTCCCGG

5
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[0703]

[0704]
[0705]

[0706]
[0707]
[0708]
[0709]
[0710]

[0711]

[0712]
[0713]

[0714]

R
117

i
-

W N N =
SIS W I
L A

U

U1 U1 ds s )
i

[

v Oy
i._a‘

G
o ;O
C sy

121
181
241
301
36l
421
481
541
601
661
721
781
841
901
961

1
i3
(L

ATGGGATGGA
CCACTCCGAC
TGGGTGACAG
AACAACTTGC
GATCTACGGC
GTAGCGGTAG
GAGGACATCG
GTACACGTTC
CACCATCTGT
ACTGCCTCTG
AGTACAGTGG
GTGTCACAGA
CTGACGCTGA
AGTCACCCAT

GAGAGTGTTA A

D ) o oA .
g ok o pE R R
EOE R O R R
fole o fob fol fob ol

1
i)
T
fol

magrmttgll
rknaccstnt
dgswrkervl
yiptptvlcn
awpfllslal

°l

119 (21%F FRA)

:13 (MORAb-003 HC CDR1;
:14 (MORAb-003 HC CDR2;
:15 (MORAb-003 HC CDRS3;
:16 (MORAb-003 LC CDR1;
17 (MORAb-003 LC CDR2;

:18 (MORAb-003 LC CDRS3;

11lvwvavvg
sgeahkdvsy
nvplckedce
eiwthsykvs
mllwlls

GCTGTATCAT
ATCCAGCTGA
AGTGACCATC
ACTGGTACCA
ACATCCAACC
CGGTACCGAC
CCACCTACTA
GGCCAAGGGA
CTTCATCTTC
TTGTGTGCCT
AAGGTGGATA
GCAGGACAGC
GCAAAGCAGA
CAGGGCCTGA

%.:12 (MORAb-003 LC nt)

IMGT) :
IMGT) :
IMGT) :
IMGT) :
IMGT) :
IMGT) :

eagtriawar
lyrfnwnhcg
gwwedcrtsy
nysrgsgrci

A8 520 (QIXF FRA wEEILElO| =)

catteettygy
acaacacagc
attgcatggg
aagccaggcce
tgttctacca
tggaaccact
ctctacgagt
aaagagcggg
tgtegecacet
tttaacaagt
actgttetgt
agtggecget
gcgaggttct
cttagcctgg
ctggaaatcc
tcgggecctcet
ttggaaaaaa

tgecactgad
tgetgetect
ccaggactga
ccgaggacaa
acaccagcca
gtggagagat
gctcccccaa
tactgaacgt
cotacacety
gcgcagtggg
gcaatgaaat
gcatccagat
atgctgcagce
ccctaatgcet
ctgccetgtt
gacagccact
aaaaaaaaaa

cacagctctt
tctagtgtgg
gatteteadt
gttgcatgag
ggaagcccat
ggcacctgcc
cttggggccc
gcccctgtge
caagagcaac
agctgectge
ctggactcac
gtggttcgac
catgagtggg
gctgtggcetg
cagccccaca
ttgaataaac
aa

CCTCTTCTTG
CCCAGAGCCC
ACCTGTAGTG
GCAGAAGCCA
TGGCTTCTGG
TACACCTTCA
CTGCCAACAG
CCAAGGTGGA
CCGCCATCTG
GCTGAATAAC
ACGCCCTCCA
AAGGACAGCA
CTACGAGAAA
GCTCGCCCGT

GFTFSGYG
[SSGGSYT
ARHGDDPAWFAY
SSISSNN

GTS
QQWSSYPYMYT

tellnvcmna
emapackrhf
tcksnwhkgw
qmwfdpaggn

tcttcaggga
gtggctgtag
gtctgcatga
cagtgtcgac
aaggatgttt
tgcaaacggc
tggatccagce
aaagaggact
tggcacaagg
caacctttcc
tcctacaagg
ccagcccagg
JELEGIgEEst.
ctcagctgac
gctcccaact
cagacaccgc

- 152 -

GTAGCAACAG
AAGCAGCCTG
TCAGCTCAAG
GGTAAGGCTC
TGTGCCAAGC
CCATCAGCAG
TGGAGTAGTT
AATCAAACGA
ATGAGCAGTT
TTCTATCCCA
ATCGGGTAAC
CCTACAGCCT
CACAAAGTCT
CACAAAGAGC

khhkekpgpe
igdtclyecs
nwtsgfnkca
pneevarfya

cagacatggc
taggggaggc
acgccaagca
cctggaggaa
cctacctata
atttcatcca
aggtggatca
gtgagcaatg
gctggaactg
atttetactt
tcagcaacta
gcaaccccaa
gggcagcctg
ctccttttac
atttggttcc
acatgtgtct

CTACAGGTGT
AGCGCCAGCG
TATAAGTTCC
CAAAGCCATG
AGATTCAGCG
CCTCCAGCCA
ACCCGTACAT
ACTGTGGCTG
GAAATCTGGA
GAGAGGCCAA
TCCCAGGAGA
CAGCAGCACC
ACGCCTGCGA
TTCAACAGGG

dklhegcrpw
pnlgpwigqv
vgaacgpfhf
aamsgagpwa

tcagcggatg
tcagacaagg
ccacaaggaa
gaatgcctgce
tagattcaac
ggacacctgc
gagctggcege
gtgggaagat
gacttcaggg
cececacacee
cayg cedagdy
tgaggaggtyg
ety
cttctgatac
tgctceccatgg
tgagaattat

[}
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[0715]

[0716]

[0717]

Al A 321 (A7F her?)

1 melaalcrwg lllallppga

ggcgvvggnl

61l eltylptnas

nyalavldng

121 dplnnttpvt

difhknngla

181 LElidenese

lptdccheqgc

241 aagctgpkhs

fgascvtacp

301 ynylstdvgs

revravtsan

361 igefagckki

yisawpdslp

421 dlsvfgnlqgv

nthlcfvhtv

481 pwdgl frnph

csgflrggec

541 veecrvlqggl

kdppfcvarc

601 psgvkpdlsy

ltsiisavvg

661 illvvvlgvv

gmrilketel

721 rkvkvlgsga

ayvmagvgsp

781 yvsrllgicl

kgmsyledvr

841 lvhrdlaarn

lesilrrrft

901 hgsdvwsygv

vymimvkcwm

961 idsecrprfr

dddmgdlvda

1021 eeylvpgqgf

prsplapseg

1081 agsdvfdgdl

ltcspgpeyv

1141 ngpdvrpgpp

venpeyltpqg

1201 ggaapgphpp

lsflgdigev

gaspgglrel

achpcspmck

dclaclhfnh

ctlveplhng

fgslaflpes

irgrilhnga

gallhtanrp

preyvnarhc

mpiwkfpdee

fgilikrrqq

fgtvykgiwi

tstvglvtgl

vlvkspnhvk

tvwelmtfga

elvsefsrma

fcpdpapgag

gmgaakglgs

spregplpaa

pafspafdnl

astgvectgtd

ggyvliahng

glrslteilk

gsrcwgesse

sgicelhcpa

evtaedgtqgr

fdgdpasnta

ysltlgglgi

edecvgegla

lpchpecapg

gacgpcpinc

kirkytmrrl

pdgenvkipv

mpygclldhv

itdfglarll

kpydgipare

rdpgrfvviqg

gmvhhrhrss

lpthdpsplg

rpagatlerp

yywdgdpper

mklrlpaspe

vrgqvplgrlr

ggvligrnpg

degsltrtve

lvtyntdtfe

cekcskpcar

plgpeqlgvt

swlglrslre

chglcarghc

ngsvtcfgpe

thscvdlddk

lgetelvepl

aikvlrents

renrgrlgsqg

dideteyhad

ipdllekger

nedlgpaspl

strsgggdlt

rysedptvpl

ktlspgkngv

gappstfkgt

- 153 -

thldmlrhly

ivrgtglfed

lceygdtilwk

aggcarckgp

smpnpegryt

veyglgmehl

etleeitgyl

lgsglalihh

wgpgptgcvn

adgcvacahy

gcpaeqgrasp

tpsgampnda

pkankeilde

dllnwcmgia

ggkvpikwma

lpgppictid

dstfyrslle

lglepseeea

psetdgyvap

vkdvfafgga

ptaenpeylg ldvpv
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[0718]

[0719]

[0720]

ME A 22 (ARF her2 TR LEO]=)

1 ATGGAGCTGG CGGCCTTGTG CCGCTGGGGG CTCCTCCTCG CCCTCTTGCC

CCCCGGAGCC

6l GCGAGCACCC AAGTGTGCAC CGGCACAGAC ATGAAGCTGC GGCTCCCTGC

CAGTCCCGAG

121 ACCCACCTGG ACATGCTCCG CCACCTCTAC CAGGGCTGCC AGGTGGTGCA

GGGAAACCTG

181 GAACTCACCT ACCTGCCCAC CAATGCCAGC CTGTCCTTCC TGCAGGATAT

CCAGGAGGTG

241 CAGGGCTACG
GAGGCTGCGG
301 ATTGTGCGAG
AGACAATGGA
361 GACCCGCTGA
GCGGGAGCTG
421 CAGCTTCGAA
GAACCCCCAG
481 CTCTGCTACC
CCAGCTGGCT
541 CTCACACTGA
GATGTGTAAG
601 GGCTCCCGCT
CACTGTCTGT
661 GCCGGTGGCT
TGAGCAGTGT
721 GCTGCCGGCT
CTTCAACCAC
781 AGTGGCATCT
CACGTTTGAG
841 TCCATGCCCA
TGCCTGTCCC
901 TACAACTACC
GCACAACCAA
961 GAGGTGACAG
CTGTGCCCGA
1021 GTGTGCTATG
CAGTGCCAAT
1081 ATCCAGGAGT
GCCGGAGAGC
1141 TTTGATGGGG
CCAAGTGTTT
1201 GAGACTCTGG
CAGCCTGCCT
1261 GACCTCAGCG
CAATGGCGCC
1321 TACTCGCTGA
ACTGAGGGAA
1381 CTGGGCAGTG
GCACACGGTG

TGCTCATCGC

GCACCCAGCT

ACAATACCAC

GCCTCACAGA

AGGACACGAT

TAGACACCAA

GCTGGGGAGA

GTGCCCGCTG

GCACGGGCCC

GTGAGCTGCA

ATCCCGAGGG

TTTCTACGGA

CAGAGGATGG

GTCTGGGCAT

TTGCTGGCTG

ACCCAGCCTC

AAGAGATCAC

TCTTCCAGAA

CCCTGCAAGG

GACTGGCCCT

TCACAACCAA

CTTTGAGGAC

CCCTGTCACA

GATCTTGAAA

TTTGTGGAAG

CCGCTCTCGG

GAGTTCTGAG

CAAGGGGCCA

CAAGCACTCT

CTGCCCAGCC

CCGGTATACA

CGTGGGATCC

AACACAGCGG

GGAGCACTTG

CAAGAAGATC

CAACACTGCC

AGGTTACCTA

CCTGCAAGTA

GCTGGGCATC

CATCCACCAT

GTGAGGCAGG TCCCACTGCA

AACTATGCCC TGGCCGTGCT

GGGGCCTCCC CAGGAGGCCT

GGAGGGGTCT TGATCCAGCG

GACATCTTCC ACAAGAACAA

GCCTGCCACC CCTGTTCTCC

GATTGTCAGA GCCTGACGCG

CTGCCCACTG ACTGCTGCCA

GACTGCCTGG CCTGCCTCCA

CTGGTCACCT ACAACACAGA

TTCGGCGCCA GCTGTGTGAC

TGCACCCTCG TCTGCCCCCT

TGTGAGAAGT GCAGCAAGCC

CGAGAGGTGA GGGCAGTTAC

TTTGGGAGCC TGGCATTTCT

CCGCTCCAGC CAGAGCAGCT

TACATCTCAG CATGGCCGGA

ATCCGGGGAC GAATTCTGCA

AGCTGGCTGG GGCTGCGCTC

AACACCCACC TCTGCTTCGT
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[0721]

1441 CCCTGGGACC
CAACCGGCCA
1501 GAGGACGAGT
AGGGCACTGC
1561 TGGGGTCCAG
CCAGGAGTGC
1621 GTGGAGGAAT
CAGGCACTGT
1681 TTGCCGTGCC
TGGACCGGAG
1741 GCTGACCAGT
GGCCCGCTGC
1801 CCCAGCGGTG
AGATGAGGAG
1861 GGCGCATGCC
GGATGACAAG
1921 GGCTGCCCCG
GGTGGTTGGC
1981 ATTCTGCTGG
ACGGCAGCAG
2041 AAGATCCGGA
GGAGCCGCTG
2101 ACACCTAGCG
GACGGAGCTG
2161 AGGAAGGTGA
CATCTGGATC
2221 CCTGATGGGG
AAACACATCC
2281 CCCAAAGCCA
GGGCTCCCCA
2341 TATGTCTCCC
GACACAGCTT
2401 ATGCCCTATG
GGGCTCCCAG
2461 GACCTGCTGA
GGATGTGCGG
2521 CTCGTACACA
CCATGTCAAA
2581 ATTACAGACT
CCATGCAGAT

AGCTCTTTCG

GTGTGGGCGA

GGCCCACCCA

GCCGAGTACT

ACCCTGAGTG

GTGTGGCCTG

TGAAACCTGA

AGCCTTGCCC

CCGAGCAGAG

TCGTGGTCTT

AGTACACGAT

GAGCGATGCC

AGGTGCTTGG

AGAATGTGAA

ACAAAGAAAT

GCCTTCTGGG

GCTGCCTCTT

ACTGGTGTAT

GGGACTTGGC

TCGGGCTGGC

GAACCCGCAC

GGGCCTGGCC

GTGTGTCAAC

GCAGGGGCTC

TCAGCCCCAG

TGCCCACTAT

CCTCTCCTAC

CATCAACTGC

AGCCAGCCCT

GGGGGTGGTC

GCGGAGACTG

CAACCAGGCG

ATCTGGCGCT

AATTCCAGTG

CTTAGACGAA

CATCTGCCTG

AGACCATGTC

GCAGATTGCC

CGCTCGGAAC

TCGGCTGCTG

CAAGCTCTGC

TGCCACCAGC

TGCAGCCAGT

CCCAGGGAGT

AATGGCTCAG

AAGGACCCTC

ATGCCCATCT

ACCCACTCCT

CTGACGTCCA

TTTGGGATCC

CTGCAGGAAA

CAGATGCGGA

TTTGGCACAG

GCCATCAAAG

GCATACGTGA

ACATCCACGG

CGGGAAAACC

AAGGGGATGA

GTGCTGGTCA

GACATTGACG

TCCACACTGC

TGTGCGCCCG

TCCTTCGGGG

ATGTGAATGC

TGACCTGTTT

CCTTCTGCGT

GGAAGTTTCC

GTGTGGACCT

TCATCTCTGC

TCATCAAGCG

CGGAGCTGGT

TCCTGAAAGA

TCTACAAGGG

TGTTGAGGGA

TGGCTGGTGT

TGCAGCTGGT

GCGGACGCCT

GCTACCTGGA

AGAGTCCCAA

AGACAGAGTA
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[0722]

2641 GGGGGCAAGG
GCGGTTCACC
2701 CACCAGAGTG
TTTTGGGGCC
2761 AAACCTTACG
GGGGGAGCGG
2821 CTGCCCCAGC
ATGTTGGATG
2881 ATTGACTCTG
CCGCATGGCC
2941 AGGGACCCCC
CAGTCCCTTG
3001 GACAGCACCT
GGTGGATGCT
3061 GAGGAGTATC
GGGCGCTGGG
3121 GGCATGGTCC
GGACCTGACA
3181 CTAGGGCTGG
CTCCGAAGGG
3241 GCTGGCTCCG
GCTGCAAAGC
3301 CTCCCCACAC
AGTACCCCTG
3361 CCCTCTGAGA
TGAATATGTG
3421 AACCAGCCAG
GCCTGCTGCC
3481 CGACCTGCTG
GAATGGGGTC
3541 GTCAAAGACG
GACACCCCAG
3601 GGAGGAGCTG
CGACAACCTC
3661 TATTACTGGG
CAAAGGGACA
3721 CCTACGGCAG

TGCCCATCAA

ATGTGTGGAG

ATGGGATCCC

CCCCCATCTG

AATGTCGGCC

AGCGCTTTGT

TCTACCGCTC

TGGTACCCCA

ACCACAGGCA

AGCCCTCTGA

ATGTATTTGA

ATGACCCCAG

CTGATGGCTA

ATGTTCGGCC

GTGCCACTCT

TTTTTGCCTT

CCCCTCAGCC

ACCAGGACCC

AGAACCCAGA

GTGGATGGCG

TTATGGTGTG

AGCCCGGGAG

CACCATTGAT

AAGATTCCGG

GGTCATCCAG

ACTGCTGGAG

GCAGGGCTTC

CCGCAGCTCA

AGAGGAGGCC

TGGTGACCTG

CCCTCTACAG

CGTTGCCCCC

CCAGCCCCCT

GGAAAGGCCC

TGGGGGTGCC

CCACCCTCCT

ACCAGAGCGG

GTACCTGGGT

CTGGAGTCCA TTCTCCGCCG

ACTGTGTGGG AGCTGATGAC

ATCCCTGACC TGCTGGAAAA

GTCTACATGA TCATGGTCAA

GAGTTGGTGT CTGAATTCTC

AATGAGGACT TGGGCCCAGC

GACGATGACA TGGGGGACCT

TTCTGTCCAG ACCCTGCCCC

TCTACCAGGA GTGGCGGTGG

CCCAGGTCTC CACTGGCACC

GGAATGGGGG CAGCCAAGGG

CGGTACAGTG AGGACCCCAC

CTGACCTGCA GCCCCCAGCC

TCGCCCCGAG AGGGCCCTCT

AAGACTCTCT CCCCAGGGAA

GTGGAGAACC CCGAGTACTT

CCTGCCTTCA GCCCAGCCTT

GGGGCTCCAC CCAGCACCTT

CTGGACGTGC CAGTGTGA
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<160> 368

<170> KoPatentIn 3.0

<210> 1
<211> 449
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic polypeptide"
<400> 1

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg

1 5 10 15
Ser Leu Arg Leu Ser Cys Ser Ala Ser Gly Phe Thr Phe Ser Gly Tyr
20 25 30
Gly Leu Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Met Ile Ser Ser Gly Gly Ser Tyr Thr Tyr Tyr Ala Asp Ser Val
50 95 60
Lys Gly Arg Phe Ala Ile Ser Arg Asp Asn Ala Lys Asn Thr Leu Phe

65 70 75 80

Leu Gln Met Asp Ser Leu Arg Pro Glu Asp Thr Gly Val Tyr Phe Cys
85 90 95
Ala Arg His Gly Asp Asp Pro Ala Trp Phe Ala Tyr Trp Gly Gln Gly
100 105 110
Thr Pro Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe
115 120 125
Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu
130 135 140

Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp

145 150 155 160

Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu
165 170 175

GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser

180 185 190

- 189 -



Ser

Ser

Thr

225

Ser

Arg

Pro

Val

305

Tyr

Thr

Leu

Cys

Ser

385

Asp

Ser

Ala

Ser

Asn

210

His

Val

Thr

Lys

290

Ser

Lys

Pro

Leu

370

Asn

Ser

Arg

Leu

Leu
195

Thr

Thr

Phe

Pro

Val

275

Thr

Val

Cys

Ser

Pro

355

Val

Asp

Trp

His

Gly Thr

Lys Val

Cys Pro

Leu Phe

245

260

Lys Phe

Lys Pro

Leu Thr

Lys Val

325
Lys Ala
340

Ser Arg

Lys Gly

Gln Pro

Gly Ser

405
GIn Gln
420

Asn His

Gln Thr Tyr
200
Asp Lys Lys

215

Pro Cys Pro
230

Pro Pro Lys

Thr Cys Val

Asn Trp Tyr
280

Arg Glu Glu

295
Val Leu His
310

Ser Asn Lys

Lys Gly GIn

Asp Glu Leu
360

Phe Tyr Pro
375

Glu Asn Asn

390

Phe Phe Leu

Gly Asn Val

Tyr Thr Gln

Ile

Val

Pro

Val
265

Val

Pro
345

Thr

Ser

Tyr

Tyr

Phe

425

Lys

Cys

Pro

Lys

250

Val

Asp

Tyr

Asp

Leu

330

Arg

Lys

Asp

Lys

Ser

410

Ser

Ser

Asn Val

Pro Lys

220

Glu Leu

235

Asp Thr

Asp Val

Gly Val

Asn Ser

300
Trp Leu
315

Pro Ala

Glu Pro

Asn Gln

380
Thr Thr
395

Lys Leu

Cys Ser

Leu Ser

Asn His
205

Ser Cys

Leu Gly

Leu Met

Ser His

270

285

Thr Tyr

Asn Gly

Pro Ile

350

Val Ser

365

Val Glu

Pro Pro

Thr Val

Val Met

430

Leu Ser

- 190 -

Lys Pro

Asp Lys

Glu Asp

His Asn

Arg Val

Lys Glu

320
Glu Lys
335

Tyr Thr

Leu Thr

Trp Glu

Val Leu

400
Asp Lys
415

His Glu

Pro Gly
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435 440 445
Lys
<210> 2
<211> 5
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 2

Gly Tyr Gly Leu Ser

1 5
<210> 3
<211> 17
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 3

Met Ile Ser Ser Gly Gly Ser Tyr Thr Tyr Tyr Ala Asp Ser Val Lys

1 5 10 15
Gly
<210> 4
<211> 10
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 4

His Gly Asp Asp Pro Ala Trp Phe Ala Tyr

1 5 10
<210> 5
<211> 468
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic polypeptide"
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<400> 5
Met Gly Trp Ser Cys Ile Ile Leu Phe Leu Val Ala Thr Ala Thr Gly

1 5 10 15

Val His Ser Glu Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln
20 25 30
Pro Gly Arg Ser Leu Arg Leu Ser Cys Ser Ala Ser Gly Phe Thr Phe
35 40 45
Ser Gly Tyr Gly Leu Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu
50 55 60
Glu Trp Val Ala Met Ile Ser Ser Gly Gly Ser Tyr Thr Tyr Tyr Ala
65 70 75 80

Asp Ser Val Lys Gly Arg Phe Ala Ile Ser Arg Asp Asn Ala Lys Asn

85 90 95
Thr Leu Phe Leu Gln Met Asp Ser Leu Arg Pro Glu Asp Thr Gly Val
100 105 110
Tyr Phe Cys Ala Arg His Gly Asp Asp Pro Ala Trp Phe Ala Tyr Trp
115 120 125
Gly Gln Gly Thr Pro Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro
130 135 140
Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr

145 150 155 160

Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr
165 170 175
Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro
180 185 190
Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr
195 200 205
Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn
210 215 220

His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser

225 230 235 240
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Cys

Met

His

Val

305

Tyr

Val

Ser

385

Pro

Val

Met

Ser

465

Asp

Gly

290

His

Arg

Lys

Tyr

370

Leu

Trp

Val

Asp

His

450

Lys

Pro

Ser

275

Asp

Asn

Val

Lys
355

Thr

Thr

Leu

Lys

435

Glu

Thr

Ser

260

Arg

Pro

Val

Tyr

340

Thr

Leu

Cys

Ser

Asp

420

Ser

Ala

Pro Gly Lys

<210>

<211>

6

217

His Thr
245

Val Phe

Thr Pro

Lys Thr

310
Ser Val
325

Lys Cys

Ile Ser

Pro Pro

Leu Val

390
Asn Gly
405

Ser Asp

Arg Trp

Cys

Leu

Lys

295

Lys

Leu

Lys

Lys

Ser

375

Lys

Gln

Gly

Gln

Pro Pro

Phe Pro

265
Val Thr
280

Phe Asn

Pro Arg

Thr Val

Val Ser

345

Ala Lys

360

Arg Asp

Gly Phe

Pro Glu

Ser Phe

Leu His Asn His Tyr

455

Cys Pro Ala Pro Glu Leu Leu

250

Pro Lys

Cys Val

Trp Tyr

315
Leu His
330

Asn Lys

Glu Leu

Tyr Pro

395
Asn Asn
410

Phe Leu

Asn Val

Thr Gln

Pro

Val

Val

300

Pro

Thr

380

Ser

Tyr

Tyr

Phe

Lys

460

Lys

Val

285

Asp

Tyr

Asp

Leu

Arg

365

Lys

Asp

Lys

Ser

Ser

445

Ser

255
Asp Thr
270

Asp Val

Gly Val

Asn Ser

Trp Leu

335
Pro Ala
350

Glu Pro

Asn Gln

Thr Thr

415
Lys Leu
430

Cys Ser

Leu Ser
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Leu

Ser

Thr
320

Asn

Pro

Val

Val

400

Pro

Thr

Val

Leu
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<212> PRT
<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic polypeptide"
<400> 6
Asp Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Ser Val Ser Ser Ser Ile Ser Ser Asn

20 25 30
Asn Leu His Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Pro Trp
35 40 45
Ile Tyr Gly Thr Ser Asn Leu Ala Ser Gly Val Pro Ser Arg Phe Ser
50 55 60
Gly Ser Gly Ser Gly Thr Asp Tyr Thr Phe Thr Ile Ser Ser Leu Gln
65 70 75 80
Pro Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Gln Trp Ser Ser Tyr Pro

85 90 95

Tyr Met Tyr Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr
100 105 110
Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu
115 120 125
Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro
130 135 140
Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly
145 150 155 160

Asn Ser GIn Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr

165 170 175
Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His
180 185 190
Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val
195 200 205
Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215
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<210> 7
<211> 12
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"

<400> 7

Ser Val Ser Ser Ser Ile Ser Ser Asn Asn Leu His

1 5 10
<210> 8
<211> 7
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 8

Gly Thr Ser Asn Leu Ala Ser

1 5
<210> 9
<211> 11
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 9

GIn Gln Trp Ser Ser Tyr Pro Tyr Met Tyr Thr

1 5 10
<210> 10
<211> 236
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic polypeptide"
<400> 10
Met Gly Trp Ser Cys Ile Ile Leu Phe Leu Val Ala Thr Ala Thr Gly
1 5 10 15

Val His Ser Asp Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala

- 195 -
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Ser

Ser

Lys

65

Arg

Ser

Ser

Lys

145

Phe

Ser

Val

Ser

50

Pro

Phe

Leu

Tyr

Arg

130

Tyr

Ser

Thr

Lys

210

20

Gly Asp Arg Val

35

Asn

Trp

Ser

Pro

115

Thr

Leu

Pro

Asn Leu His

Ile

Gly

Tyr

Ser

85

Gly
70

Gly

Pro Glu Asp

100

Tyr

Val

Lys

Met

Ser

Tyr

Gly

150

Arg Glu Ala

165

Gly Asn Ser

Tyr
195

His

Ser Pro Val

225

<210>

<211>

<212>

<213>

11

180

Ser

Lys

Thr

1407

DNA

Artificial Sequence

Leu

Val

Lys

Ser

Tyr

Ser

230

Thr

Trp
55

Thr

Ser

Thr

Pro
135

Thr

Lys

Ser

215

Phe

25

[le Thr Cys

40

Tyr Gln Gln

Ser Asn Leu

Gly Thr Asp
90
Ala Thr Tyr

105

Phe Gly Gln
120

Ser Val Phe

Ala Ser Val

Val Gln Trp
170

Ser Val Thr

185
Thr Leu Thr
200

Cys Glu Val

Asn Arg Gly

Ser Val

Lys Pro

60
Ala Ser
75

Tyr Thr

Tyr Cys

Gly Thr

Ile Phe

140
Val Cys
155

Lys Val

Glu Gln

Leu Ser

Thr His
220
Glu Cys

235

30

Ser Ser Ser Ile

45

Gly Lys Ala Pro

Gly Val Pro Ser

80

Phe Thr Ile Ser
95

Gln Gln Trp Ser

110

Lys Val Glu Ile
125

Pro Pro Ser Asp

Leu Leu Asn Asn

160

Asp Asn Ala Leu
175

Asp Ser Lys Asp

190
Lys Ala Asp Tyr
205

Gln Gly Leu Ser

- 196 -
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<220><223> /note="Description of Artificial Sequence: Synthetic

polynucleotide"

<400> 11

atgggatgga gctgtatcat cctcttcttg gtagcaacag ctacaggtgt ccactccgag 60
gtccaactgg tggagagcegg tggaggtgtt gtgcaacctg gecggteect gegectgtee 120
tgctcececgeat ctggettcac cttcagegge tatgggttgt cttgggtgag acaggcacct 180
ggaaaaggtc ttgagtgggt tgcaatgatt agtagtggtg gtagttatac ctactatgca 240
gacagtgtga agggtagatt tgcaatatcg cgagacaacg ccaagaacac attgttcctg 300
caaatggaca gcctgagacc cgaagacacc ggggtctatt tttgtgcaag acatggggac 360
gatcccgect ggttcecgetta ttggggccaa gggacccecgg tcaccgtete ctcagectee 420
accaagggcc catcggtctt ccccctggea cectecteca agagcaccte tgggggcaca 480
gecggecctgg getgectggt caaggactac ttccccgaac cggtgacggt gtcecgtggaac 540
tcaggcgccce tgaccagegg cgtgcacacc ttceccececggetg tcectacagte ctcaggactce 600
tactccctca gcagegtggt gaccgtgecce tccagcaget tgggcaccca gacctacatc 660
tgcaacgtga atcacaagcc cagcaacacc aaggtggaca agaaagttga gcccaaatct 720
tgtgacaaaa ctcacacatg cccaccgtgc ccagcacctg aactcctggg gggaccgtca 780
gtcttectcet tceccccaaa acccaaggac accctcatga tctcceccecggac ccectgaggtce 840
acatgcgtgg tggtggacgt gagccacgaa gaccctgagg tcaagttcaa ctggtacgtg 900
gacggegtgg aggtgcataa tgccaagaca aagcecgeggg aggagcagta caacagceacg 960
taccgtgtgg tcagegtcct caccgtectg caccaggact ggetgaatgg caaggagtac 1020
aagtgcaagg tctccaacaa agccctccca geccccatcecg agaaaaccat ctccaaagcec 1080
aaagggcage cccgagaacc acaggtgtac accctgeccece catcccggga tgagetgacce 1140
aagaaccagg tcagcctgac ctgectggtc aaaggettct atcccagega catcgecgtg 1200
gagtgggaga gcaatgggca geccggagaac aactacaaga ccacgectcc cgtgetggac 1260
tccgacgget ccttettett atattcaaag ctcaccgtgg acaagagcag gtggcageag 1320
gggaacgtct tctcatgete cgtgatgecat gaggctctge acaaccacta cacgcagaag 1380
agcctctece tgtcetceegg gaaatga 1407
<210> 12

<211> 711

<212> DNA

<213> Artificial Sequence
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<220><223> /note="Description of Artificial Sequence: Synthetic

polynucleotide"

<400> 12

atgggatgga gctgtatcat cctcttcttg gtagcaacag ctacaggtgt ccactccgac 60
atccagctga cccagagccc aagcagectg agegceccageg tgggtgacag agtgaccatc 120
acctgtagtg tcagctcaag tataagttcc aacaacttgc actggtacca gcagaagcca 180
ggtaaggctc caaagccatg gatctacggce acatccaacc tggcttctgg tgtgccaage 240
agattcagcg gtagcggtag cggtaccgac tacaccttca ccatcagcag cctccagcca 300
gaggacatcg ccacctacta ctgccaacag tggagtagtt acccgtacat gtacacgttc 360
ggccaaggga ccaaggtgga aatcaaacga actgtggcetg caccatctgt cttcatctte 420
ccgccatctg atgagcagtt gaaatctgga actgcectctg ttgtgtgect gctgaataac 480
ttctatccca gagaggccaa agtacagtgg aaggtggata acgcecctcca atcgggtaac 540
tcccaggaga gtgtcacaga gcaggacagc aaggacagca cctacagect cagcagcacc 600
ctgacgctga gcaaagcaga ctacgagaaa cacaaagtct acgcctgega agtcacccat 660
cagggcctga gcectcgececgt cacaaagagce ttcaacaggg gagagtgtta a 711
<210> 13

<211> 8

<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 13

Gly Phe Thr Phe Ser Gly Tyr Gly

1 5
<210> 14
<211> 8
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 14
Ile Ser Ser Gly Gly Ser Tyr Thr
1 5

<210> 15
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<211> 12

<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 15

Ala Arg His Gly Asp Asp Pro Ala Trp Phe Ala Tyr

1 5 10
<210> 16
<211> 7
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 16

Ser Ser Ile Ser Ser Asn Asn

1 5
<210> 17
<211> 3
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"

<400> 17

Gly Thr Ser
1

<210> 18

<211> 11

<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"

<400> 18

GIn Gln Trp Ser Ser Tyr Pro Tyr Met Tyr Thr

1 5 10
<210> 19
<211> 257
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<212> PRT

<213> Homo sapiens

<400> 19

Met Ala Gln Arg Met Thr Thr Gln Leu Leu Leu Leu Leu Val Trp Val
1 5 10 15

Ala Val Val Gly Glu Ala Gln Thr Arg Ile Ala Trp Ala Arg Thr Glu

20 25 30
Leu Leu Asn Val Cys Met Asn Ala Lys His His Lys Glu Lys Pro Gly

35 40 45

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

Leu Gly Pro Trp Ile Gln Gln Val Asp Gln Ser Trp Arg Lys Glu Arg

115 120 125
Val Leu Asn Val Pro Leu Cys Lys Glu Asp Cys Glu Gln Trp Trp Glu
130 135 140
Asp Cys Arg Thr Ser Tyr Thr Cys Lys Ser Asn Trp His Lys Gly Trp
145 150 155 160
Asn Trp Thr Ser Gly Phe Asn Lys Cys Ala Val Gly Ala Ala Cys Gln
165 170 175
Pro Phe His Phe Tyr Phe Pro Thr Pro Thr Val Leu Cys Asn Glu Ile

180 185 190

Trp Thr His Ser Tyr Lys Val Ser Asn Tyr Ser Arg Gly Ser Gly Arg
195 200 205
Cys Ile Gln Met Trp Phe Asp Pro Ala Gln Gly Asn Pro Asn Glu Glu
210 215 220

Val Ala Arg Phe Tyr Ala Ala Ala Met Ser Gly Ala Gly Pro Trp Ala
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225 230 235 240

Ala Trp Pro Phe Leu Leu Ser Leu Ala Leu Met Leu Leu Trp Leu Leu

245 250 255
Ser
<210>
20
<211> 982
<212> DNA

<213> Homo sapiens

<400> 20

cattccttgg tgccactgac cacagectctt tcttcaggga cagacatgge tcagcggatg 60
acaacacagc tgctgectcect tctagtgtgg gtggetgtag taggggagge tcagacaagg 120
attgcatggg ccaggactga gcttctcaat gtctgcatga acgccaagca ccacaaggaa 180
aagccaggcec ccgaggacaa gttgcatgag cagtgtcgac cctggaggaa gaatgectgce 240
tgttctacca acaccagcca ggaagcccat aaggatgttt cctacctata tagattcaac 300
tggaaccact gtggagagat ggcacctgcc tgcaaacggce atttcatcca ggacacctgce 360
ctctacgagt gctccceccaa cttggggecce tggatccage aggtggatca gagetggege 420
aaagagcggg tactgaacgt geccctgtge aaagaggact gtgagcaatg gtgggaagat 480
tgtcgcacct cctacacctg caagagcaac tggcacaagg gctggaactg gacttcaggg 540
tttaacaagt gcgcagtggg agctgcectge caacctttcece atttctactt ccccacacce 600
actgttctgt gcaatgaaat ctggactcac tcctacaagg tcagcaacta cagccgaggg 660
agtggccget gcatccagat gtggttcgac ccagcecccagg gcaaccccaa tgaggaggtg 720
gcgaggttct atgctgcage catgagtggg getgggecct gggcagectg gectttectg 780
cttagcctgg ccctaatget getgtggetg ctcagetgac ctecttttac cttetgatac 840
ctggaaatcc ctgccctgtt cagccccaca getcccaact atttggttcece tgctccatgg 900
tcgggectcet gacagccact ttgaataaac cagacaccgce acatgtgtct tgagaattat 960
ttggaaaaaa aaaaaaaaaa aa 982
<210> 21

<211> 1255

<212> PRT

<213> Homo sapiens

<400> 21
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Met Glu Leu Ala Ala Leu Cys Arg Trp

1 5

Pro Pro Gly Ala Ala
20
Leu Arg Leu Pro Ala
35
Leu Tyr Gln Gly Cys
50
Leu Pro Thr Asn Ala
65

Gln Gly Tyr Val Leu

85

Gln Arg Leu Arg Ile
100
Ala Leu Ala Val Leu
115
Val Thr Gly Ala Ser
130

Leu Thr Glu Ile Leu

145

Leu Cys Tyr Gln Asp
165
Asn Gln Leu Ala Leu
180
His Pro Cys Ser Pro
195
Ser Glu Asp Cys Gln
210

Ala Arg Cys Lys Gly

225

Ala Ala Gly Cys Thr

Ser

Ser

Val

Asp

Pro

Lys

150

Thr

Thr

Met

Ser

Pro

230

Gly

Thr Gln Val
25
Pro Glu Thr
40
Val Val Gln
55

Leu Ser Phe

Ala His Asn

Arg Gly Thr
105
Asn Gly Asp
120
Gly Gly Leu
135

Gly Gly Val

Ile Leu Trp

Leu Ile Asp
185
Cys Lys Gly
200
Leu Thr Arg
215

Leu Pro Thr

Pro Lys His

Gly

10

Cys

His

Leu

Pro

Arg

Leu

Lys

170

Thr

Ser

Thr

Asp

Ser

Leu

Thr

Leu

75

Val

Leu

Leu

Glu

155

Asp

Asn

Arg

Val

Cys

235

Asp

Leu Leu Ala Leu Leu

15

Gly Thr Asp Met Lys
30
Asp Met Leu Arg His
45
Leu Glu Leu Thr Tyr
60

Asp Ile Gln Glu Val

80

Arg Gln Val Pro Leu

95
Phe Glu Asp Asn Tyr
110
Asn Asn Thr Thr Pro
125
Leu Gln Leu Arg Ser
140
GIn Arg Asn Pro Gln
160

Ile Phe His Lys Asn
175
Arg Ser Arg Ala Cys
190
Cys Trp Gly Glu Ser
205

Cys Ala Gly Gly Cys
220

Cys His Glu Gln Cys

240

Cys Leu Ala Cys Leu

- 202 -
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His

Thr

Tyr

Ser

305

Pro

Val

Lys

Pro

385

Asp

Leu
465

Pro

Ala

Phe

Tyr

Thr

290

Thr

Val

Cys

Arg

Thr

Ser

Arg

Trp

245
Asn His Ser
260
Asn Thr Asp
275

Phe Gly Ala

Asp Val Gly

Thr Ala Glu
325
Ala Arg Val
340
Ala Val Thr
355

Phe Gly Ser

Ser Asn Thr

Leu Glu Glu

405

Leu Pro Asp
420

Ile Leu His

435

Ser Trp Leu

Leu Ile His

Asp Gln Leu

485

Thr

Ser

Ser

310

Asp

Cys

Ser

Leu

Leu

Asn

His
470

Phe

Ile Cys

Phe Glu

280

Cys Val

295

Cys Thr

Gly Thr

Tyr Gly

Ala Asn

360

Ala Phe

375

Pro Leu

Thr Gly

Ser Val

Gly Ala
440

Leu Arg
455

Asn Thr

Arg Asn

Asn Arg Pro Glu Asp Glu Cys

265

Ser

Thr

Leu

Leu

345

Leu

Tyr

Phe

425

Tyr

Ser

His

Pro

Val

250

Leu

Met

Val

Arg

330

Pro

Pro

Leu

410

Ser

Leu

Leu

His

490

Gly

His

Pro

Cys

Cys
315

Cys

Met

395

Tyr

Asn

Leu

Arg

Cys

475

Gln

Glu

255
Cys Pro Ala Leu
270
Asn Pro Glu Gly
285
Pro Tyr Asn Tyr

300

Pro Leu His Asn

Glu Lys Cys Ser
335
Glu His Leu Arg
350
Phe Ala Gly Cys
365

Ser Phe Asp Gly

380

Gln Leu GIn Val

Ile Ser Ala Trp

415

Leu Gln Val Ile
430

Thr Leu Gln Gly

445

Glu Leu Gly Ser
460

Phe Val His Thr

Ala Leu Leu His
495

Gly Leu Ala Cys

- 203 -

Val

Arg

Leu

320

Lys

Lys

Asp

Phe

400

Pro

Arg

Leu

Val
480

Thr

His
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Gln Leu Cys

515
Val Asn Cys
530
Arg Val Leu
545

Leu Pro Cys

Phe Gly Pro

Pro Pro Phe
595
Ser Tyr Met
610
Pro Cys Pro
625

Gly Cys Pro

Ala Val Val

Ile Leu Ile
675
Arg Leu Leu
690
Ala Met Pro
705

Arg Lys Val

Gly Ile Trp

500

Ser

His

580

Cys

Pro

660

Lys

Gln

Asn

Lys

Ile

740

Arg Gly His Cys

520
Gln Phe Leu Arg
535
Gly Leu Pro Arg
550
Pro Glu Cys Gln
565

Ala Asp Gln Cys

Val Ala Arg Cys
600

Ile Trp Lys Phe

615
Asn Cys Thr His
630
Glu Gln Arg Ala
645

Ile Leu Leu Val

Arg Arg Gln Gln
630
Glu Thr Glu Leu
695
GIn Ala Gln Met
710
Val Leu Gly Ser

725

Pro Asp Gly Glu

505

Trp Gly Pro Gly

Gly Gln Glu Cys

Pro

Val

585

Pro

Pro

Ser

Ser

Val

665

Lys

Val

Arg

Asn

745

Tyr

Ser

Asp

Cys

Pro

650

Val

730

Val

540
Val Asn
555

Asn Gly

Cys Ala

Gly Val

620
Val Asp
635

Leu Thr

Leu Gly

Arg Lys

Pro Leu

700
Leu Lys
715

Phe Gly

Lys Ile

510

Pro Thr

525

Val Glu

Ala Arg

Ser Val

His Tyr

590

Lys Pro

605

Leu Asp

Ser Ile

Val Val

670
Tyr Thr
685

Thr Pro

Glu Thr

Thr Val

Pro Val

750

- 204 -

Gln Cys

Glu Cys

His Cys

560
Thr Cys
975

Lys Asp

Asp Leu

Cys Gln

Asp Lys

640
Ile Ser
655

Phe Gly

Met Arg

Ser Gly

Glu Leu

720

Tyr Lys

735

Ala Ile
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Lys Val Leu Arg Glu Asn Thr

755
Asp Glu Ala
770
Leu Leu Gly
785

Met Pro Tyr

Leu Gly Ser

Met Ser Tyr

835

Arg Asn Val
850

Gly Leu Ala

865

Gly Gly Lys

Arg Arg Phe

Trp Glu Leu

915

Arg Glu Ile
930

Pro Ile Cys

945

Ile Asp Ser

Ser Arg Met

Asp Leu Gly

995

Tyr

Gly

820

Leu

Leu

Arg

Val

Thr

900

Met

Pro

Thr

Glu

Ala
980

Pro

Val

Cys

Cys

805

Asp

Val

Leu

Pro

885

His

Thr

Asp

Cys
965

Arg

Ala

Met

775
Leu Thr
790

Leu Leu

Leu Leu

Asp Val

Lys Ser

855

Leu Asp

870

Ile Lys

Gln Ser

Phe Gly

Asp Val

950

Arg Pro

Asp Pro

Ser Pro

Ser Pro
760

Gly Val

Ser Thr

Asp His

Asn Trp

825
Arg Leu
840

Pro Asn

Ile Asp

Trp Met

Asp Val

905

Ala Lys

Glu Lys

Tyr Met

Arg Phe

Gln Arg
985
Leu Asp

1000

Lys

Val

Val

810

Cys

Val

His

890

Trp

Pro

Arg
970

Phe

Ser

Ala Asn Lys Glu

Ser

795

Arg

Met

His

Val

Thr

875

Leu

Ser

Tyr

Met

955

Val

Thr

Pro
780

Leu

Arg

Lys

860

Tyr

Asp

Arg

940

Val

Leu

Val

Phe

765

Tyr

Val

Asn

Asp

845

Tyr

Ser

925

Leu

Lys

Val

Ile

Tyr

1005

Ile Leu

Val Ser Arg
Thr Gln Leu
800

Arg Gly Arg

815
Ala Lys Gly
830

Leu Ala Ala

Thr Asp Phe

His Ala Asp

880

Ile Leu Arg
895

Val Thr Val

910

Ile Pro Ala

Pro Gln Pro

Cys Trp Met

960
Ser Glu Phe
975
Gln Asn Glu
990

Arg Ser Leu

- 205 -

S=S5| 10-2445255



S=S5| 10-2445255

Leu Glu Asp Asp Asp Met Gly Asp Leu Val Asp Ala Glu Glu Tyr Leu

1010 1015 1020

Val Pro Gln Gln Gly Phe Phe Cys Pro Asp Pro Ala Pro Gly Ala Gly
1025 1030 1035 1040
Gly Met Val His His Arg His Arg Ser Ser Ser Thr Arg Ser Gly Gly
1045 1050 1055
Gly Asp Leu Thr Leu Gly Leu Glu Pro Ser Glu Glu Glu Ala Pro Arg
1060 1065 1070
Ser Pro Leu Ala Pro Ser Glu Gly Ala Gly Ser Asp Val Phe Asp Gly
1075 1080 1085

Asp Leu Gly Met Gly Ala Ala Lys Gly Leu Gln Ser Leu Pro Thr His

1090 1095 1100
Asp Pro Ser Pro Leu Gln Arg Tyr Ser Glu Asp Pro Thr Val Pro Leu
1105 1110 1115 1120
Pro Ser Glu Thr Asp Gly Tyr Val Ala Pro Leu Thr Cys Ser Pro Gln
1125 1130 1135
Pro Glu Tyr Val Asn Gln Pro Asp Val Arg Pro Gln Pro Pro Ser Pro
1140 1145 1150
Arg Glu Gly Pro Leu Pro Ala Ala Arg Pro Ala Gly Ala Thr Leu Glu

1155 1160 1165

Arg Pro Lys Thr Leu Ser Pro Gly Lys Asn Gly Val Val Lys Asp Val
1170 1175 1180
Phe Ala Phe Gly Gly Ala Val Glu Asn Pro Glu Tyr Leu Thr Pro Gln
1185 1190 1195 1200
Gly Gly Ala Ala Pro Gln Pro His Pro Pro Pro Ala Phe Ser Pro Ala
1205 1210 1215
Phe Asp Asn Leu Tyr Tyr Trp Asp Gln Asp Pro Pro Glu Arg Gly Ala
1220 1225 1230

Pro Pro Ser Thr Phe Lys Gly Thr Pro Thr Ala Glu Asn Pro Glu Tyr

1235 1240 1245

Leu Gly Leu Asp Val Pro Val

- 206 -



1250
<210>
<211>
<212>
<213>

<400>

22

3768

DNA

Homo sapiens

22

atggagctgg cggcecttgtg

gcgagcaccce aagtgtgcac

acccacctgg acatgcectccg

gaactcacct acctgcccac

cagggctacg tgctcatcge

attgtgcgag gcacccagct

gacccgetga acaataccac

cagcttcgaa gcctcacaga

ctctgctacc aggacacgat

ctcacactga tagacaccaa

ggctceeget getggggaga

geeggtgget gtgecegetg

gctgecgget gcacgggecce

agtggcatct gtgagctgca

tccatgecca atcccgaggg

tacaactacc tttctacgga

gaggtgacag cagaggatgg

gtgtgctatg gtctgggcat

atccaggagt ttgctggcetg

tttgatgggg acccagcectce

gagactctgg aagagatcac

gacctcagcg tcttccagaa

tactcgctga ccctgcaagg

ctgggcagtg gactggecct

ccctgggacce agcetcecttteg

1255

ccgetggggg
cggcacagac
ccacctctac

caatgccagc

tcacaaccaa
ctttgaggac
ccctgtcaca
gatcttgaaa
tttgtggaag
ccgetetegg

gagttctgag

caaggggcca
caagcactct
ctgcccagcec
ccggtataca
cgtgggatcc
aacacagcgg

ggagcacttg

caagaagatc
caacactgcc
aggttaccta
cctgcaagta
gctgggceatce
catccaccat

gaacccgceac

ctcctecteg
atgaagctgc
cagggctgcec

ctgtecttcec

gtgaggcagg
aactatgccc
ggggcctece
ggaggggtct
gacatcttcc
gccetgcecacce

gattgtcaga

ctgcccactg
gactgectgg
ctggtcacct
ttcggcgeca
tgcaccctcg
tgtgagaagt

cgagaggtga

tttgggagcce
ccgcetcecage
tacatctcag
atccggggac
agctggctgg
aacacccacc

caagctctgc

ccetettgec
ggctcectge
aggtggtgca

tgcaggatat

tcccactgca
tggcegtgcet
caggaggcct
tgatccagcg
acaagaacaa
cctgttctec

gcctgacgeg

actgctgcca
cctgectceca
acaacacaga
gctgtgtgac
tctgcccecect
gcagcaagcec

gggcagttac

tggcatttct
cagagcagct
catggccgga
gaattctgca
ggctgegetce
tctgecttegt

tccacactgc

cceccggagec
cagtcccgag
gggaaacctg

ccaggaggtg

gaggctgegg
agacaatgga
gcgggagetg
gaacccccag
ccagctggct
gatgtgtaag

cactgtctgt

tgagcagtgt
cttcaaccac
cacgtttgag
tgcctgtcece
gcacaaccaa
ctgtgcccga

cagtgccaat

gccggagage
ccaagtgttt
cagcctgect
caatggcgcc
actgagggaa
gcacacggtg

caaccggeca

- 207 -

60
120
180

240

300
360
420
480
540
600

660

720
780
840
900
960
1020

1080

1140
1200
1260
1320
1380
1440

1500
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gaggacgagt
tggggtccag
gtggaggaat
ttgeegtgee
gctgaccagt
cccageggtg

ggcgceatgcec

ggctgecececg
attctgctgg
aagatccgga
acacctagcg
aggaaggtga
cctgatgggg

CCCaaagcca

tatgtctccc
atgccctatg
gacctgcectga
ctcgtacaca
attacagact
gggggeaagg

caccagagtg

aaaccttacg
ctgecccage
attgactctg
agggaccccc
gacagcacct
gaggagtatc

ggcatggtcc

ctagggctgg
gctggeteceg

ctccccacac

gtgtgggcega
ggccecacccea
gccegagtact
accctgagtg
gtgtggectg
tgaaacctga

agccttgcecc

ccgagcagag
tcgtggtctt
agtacacgat
gagcgatgcc
aggtgcttgg
agaatgtgaa

acaaagaaat

geettetggg
getgectcett
actggtgtat
gggacttggce
tcgggetgge
tgcccatcaa

atgtgtggag

atgggatccc
cccccatcetg
aatgtcggcc
agcgctttgt
tctaccgcetce
tggtacccca

accacaggca

agccctctga
atgtatttga

atgaccccag

gggcectggcec
gtgtgtcaac
gcaggggctce
tcagccccag
tgcccactat
cctetectac

catcaactgc

agccagccct
gggggtggtce
gcggagactg
caaccaggcg
atctggeget
aattccagtg

cttagacgaa

catctgcctg
agaccatgtc
gcagattgcece
cgctcggaac
tcggetgetg
gtggatggeg

ttatggtgtg

agcccgggag
caccattgat
aagattccgg
ggtcatccag
actgctggag
gcagggcttce

ccgcagctca

agaggaggcc
tggtgacctg

ccctctacag

tgccaccage
tgcagccagt
cccagggagt
aatggctcag
aaggaccctc
atgcccatct

acccactcect

ctgacgtcca
tttgggatce
ctgcaggaaa
cagatgcgga
tttggcacag
gccatcaaag

gcatacgtga

acatccacgg
cgggaaaacc
aaggggatga
gtgctggtca
gacattgacg
ctggagtcca

actgtgtggg

atccctgacc
gtctacatga
gagttggtgt
aatgaggact
gacgatgaca
ttctgtccag

tctaccagga

cccaggtcetce

ggaatggggg

cggtacagtg

tgtgcgececg
tcettegggg
atgtgaatgc
tgacctgttt
ccttetgegt
ggaagtttcc

gtgtggacct

tcatctctge
tcatcaagcg
cggagetggt
tcctgaaaga
tctacaaggg
tgttgaggga

tggctggtgt

tgcagetggt
gcggacgcect
gctacctgga
agagtcccaa
agacagagta
ttctecgeceg

agctgatgac

tgctggaaaa
tcatggtcaa
ctgaattctc
tgggcccage
tgggggacct
accctgececc

gtggeggtgg

cactggcacc

cagccaaggg

aggaccccac

agggcactgc
ccaggagtgc
caggcactgt
tggaccggag
ggceegetge
agatgaggag

ggatgacaag

ggtggttgge
acggcagcag
ggagccgcetg
gacggagctg
catctggatc
aaacacatcc

gggctcecca

gacacagctt
gggctcccag
ggatgtgcgg
ccatgtcaaa
ccatgcagat
geggttcacce

ttttggggcc

£28888agcgg
atgttggatg
ccgeatggece
cagtcccttg
ggtggatgct
gggegetggg

ggacctgaca

ctccgaaggg
gctgcaaage

agtacccctg

- 208 -

1560
1620
1680
1740
1800
1860

1920

1980
2040
2100
2160
2220
2280

2340

2400
2460
2520
2580
2640
2700

2760

2820
2880
2940
3000
3060
3120

3180

3240
3300

3360
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ccctetgaga ctgatggeta cgttgeccee
aaccagccag atgttcggcc ccagcecccect
cgacctgcectg gtgccactct ggaaaggcecc

gtcaaagacg tttttgectt tgggggtgcec

ggaggagctg cccctcagec ccaccctect
tattactggg accaggaccc accagagcegg

cctacggcag agaacccaga gtacctgggt

<210> 23
<211> 119
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence

<400> 23

ctgacctgca
tcgeeccgag
aagactctct

gtggagaacc

cctgecttca
ggggctccac

ctggacgtgc

gccececcagece tgaatatgtg
agggccctct gectgetgee

ccccagggaa gaatggggtce

ccgagtactt gacaccccag

gcccagectt cgacaacctce
ccagcacctt caaagggaca

cagtgtga

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg

1 5

10

15

Ser Leu Arg Leu Ser Cys Ser Ala Ser Gly Phe Thr Phe Ser Gly Tyr

20

25

30

Gly Leu Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val

35 40

45

Ala Met Ile Ser Ser Gly Gly Ser Tyr Thr Tyr Tyr Ala Asp Ser Val

50 55

60

Lys Gly Arg Phe Ala Ile Ser Arg Asp Asn Ala Lys Asn Thr Leu Phe

65 70

75

80

Leu Gln Met Asp Ser Leu Arg Pro Glu Asp Thr Gly Val Tyr Phe Cys

85

90

95

Ala Arg His Gly Asp Asp Pro Ala Trp Phe Ala Tyr Trp Gly Gln Gly

100

Thr Pro Val Thr Val Ser Ser

115
<210> 24
<211> 110
<212> PRT

105

110

- 209 -

3420
3480
3540

3600

3660
3720

3768

. Synthetic polypeptide"
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<213> Artificial Sequence
<220><223> /note="Description of
<400> 24

Asp Ile GIn Leu Thr Gln Ser Pro Ser

1 5

Asp Arg Val Thr Ile Thr Cys Ser Val

20 25
Asn Leu His Trp Tyr Gln Gln Lys Pro

35 40
Ile Tyr Gly Thr Ser Asn Leu Ala Ser
50 55

Gly Ser Gly Ser Gly Thr Asp Tyr Thr
65 70

Pro Glu Asp Ile Ala Thr Tyr Tyr Cys

85

Tyr Met Tyr Thr Phe Gly Gln Gly Thr

100 105
<210> 25
<211> 119
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of

<400> 25

GIn Val Gln Leu GIn Gln Ser Gly Pro
1 5

Ser Val Lys Ile Ser Cys Lys Ala Ser

20 25
Thr Met Asn Trp Val Lys Gln Ser His
35 40
Gly Leu Ile Thr Pro Tyr Asn Gly Ala
50 55

Arg Gly Lys Ala Thr Leu Thr Val Asp

Artificial Sequence

Ser Leu

10

Ser Ser

Gly Lys

Gly Val

Phe Thr

75

Gln Gln

90

Lys Val

Artificial Sequence

Glu Leu
10

Gly Tyr

Gly Lys

Ser Ser

Lys Ser

Ser Ala Ser Val Gly

15

Ser Ile Ser Ser Asn
30
Ala Pro Lys Pro Trp
45

Pro Ser Arg Phe Ser

Ile Ser Ser Leu Gln
80

Trp Ser Ser Tyr Pro

95
Glu Ile Lys

110

Glu Lys Pro Gly Ala
15

Ser Phe Thr Gly Tyr

30
Ser Leu Glu Trp Ile
45
Tyr Asn Gln Lys Phe
60

Ser Ser Thr Ala Tyr

-210 -

. Synthetic polypeptide"

. Synthetic polypeptide"
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65 70 75 80
Met Asp Leu Leu Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys

85 90 95

Ala Arg Gly Gly Tyr Asp Gly Arg Gly Phe Asp Tyr Trp Gly Ser Gly
100 105 110

Thr Pro Val Thr Val Ser Ser

115
<210> 26
<211> 106
<212> PRT
<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic polypeptide"
<400> 26

Asp Ile Glu Leu Thr Gln Ser Pro Ala Ile Met Ser Ala Ser Pro Gly
1 5 10 15

Glu Lys Val Thr Met Thr Cys Ser Ala Ser Ser Ser Val Ser Tyr Met

20 25 30
His Trp Tyr Gln Gln Lys Ser Gly Thr Ser Pro Lys Arg Trp Ile Tyr
35 40 45
Asp Thr Ser Lys Leu Ala Ser Gly Val Pro Gly Arg Phe Ser Gly Ser
50 55 60
Gly Ser Gly Asn Ser Tyr Ser Leu Thr Ile Ser Ser Val Glu Ala Glu
65 70 75 80
Asp Asp Ala Thr Tyr Tyr Cys Gln Gln Trp Ser Lys His Pro Leu Thr

85 90 95

Phe Gly Ser Gly Thr Lys Val Glu Ile Lys

100 105
<210> 27
<211> 120
<212> PRT
<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic polypeptide"

-211 -
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<400> 27

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu

1

Ser Leu Arg

Tyr Ile His

35
Ala Arg Ile
50
Lys Gly Arg
65

Leu Gln Met

Ser Arg Trp

Gly Thr Leu

115
<210> 28
<211> 107
<212> PRT
<213>
<220><223>
<400> 28
Asp Ile Gln

1

Asp Arg Val

Val Ala Trp

35
Tyr Ser Ala
50

Ser Arg Ser

5

Leu Ser Cys Ala Ala Ser

20

25

Trp Val Arg Gln Ala Pro

40

Tyr Pro Thr Asn Gly Tyr

55

Phe Thr Ile Ser Ala Asp

Asn Ser Leu Arg Ala Glu

85

Gly Gly Asp Gly Phe Tyr

100

105

Val Thr Val Ser Ser

120

Artificial Sequence

/note="Description of

Met
5

Thr
20

Tyr

Ser Phe Leu Tyr

Gly

GIn Gln Lys

Thr Gln Ser Pro Ser

Ile Thr Cys Arg Ala

25

40

55

10

15

Val Gln Pro Gly Gly

Gly Phe Asn Ile Lys Asp Thr

30

Gly Lys Gly Leu Glu Trp Val

45

Thr Arg Tyr Ala Asp Ser Val

60

Thr Ser Lys Asn Thr Ala Tyr

75

80

Asp Thr Ala Val Tyr Tyr Cys

90

95

Ala Met Asp Tyr Trp Gly Gln

Artificial Sequence: Synthetic polypeptide"

110

Ser Leu Ser Ala Ser Val Gly

10

15

Ser Gln Asp Val Asn Thr Ala

60

30

45

-212 -

Pro Gly Lys Ala Pro Lys Leu Leu Ile

Ser Gly Val Pro Ser Arg Phe Ser Gly

Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
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65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln His Tyr Thr Thr Pro Pro
85 90 95

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

100 105
<210> 29
211> 123
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic polypeptide"
<400> 29
Gln Ser Val Glu Glu Ser Gly Gly Arg Leu Val Thr Pro Gly Thr Pro

1 5 10 15
Leu Thr Leu Thr Cys Thr Val Ser Gly Ile Ser Leu Ser Ser Asp Ala

20 25 30

Ile Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Tyr Ile Gly

35 40 45

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

Trp Gly Pro Gly Thr Leu Val Thr Val Ser Ser

115 120
<210> 30
<211> 112
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic polypeptide"

- 213 -
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<400> 30

Glu Val Leu Met Thr Gln Thr Pro Ser Ser Val

1 5

10

Asp Thr Val Thr Ile Lys Cys Gln Ala Ser Gln

20

25

Leu Ser Trp Tyr Gln Gln Lys Pro Gly Gln Pro

35

40

Tyr Leu Ala Ser Thr Leu Ala Ser Gly Val Pro

50

Ser Arg Ser Gly Thr Glu Phe Thr Leu Thr I

65

55

e

75

Asp Asp Ala Ala Thr Tyr Tyr Cys Gln Thr Asn

85

90

Ser Asn Tyr Gly Phe Ala Phe Gly Gly Gly Thr

100
<210> 31
<211> 126
<212> PRT

105

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic polypeptide"

<400> 31

Ser Ala Ala Val Gly
15
Ser Ile Ser Ser Val
30

Pro Lys Leu Leu Ile

45
Ser Arg Phe Ser Gly
60

Ser Asp Leu Glu Cys

80
Tyr Gly Thr Ser Ser

95

Glu Val Val Val Lys

110

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5

10

15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Ile Ser Leu Ser Ser Asp

20

25

30

Ala Ile Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Tyr Ile

35

40

45

Gly Ile Ile Asn Gly Gly Gly Asn Thr Tyr Tyr Ala Ser Trp Ala Lys

50

55

60

Gly Arg Phe Thr Ile Ser Arg His Asn Ser Lys Asn Thr Leu Tyr Leu

65

75

80

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
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85 90 95
Arg Gly Ile Gln His Gly Gly Gly Asn Ser Asp Tyr Tyr Tyr Tyr Gly
100 105 110

Met Asp Leu Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

115 120 125
<210> 32
<211> 112
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic polypeptide"
<400> 32
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Gln Ala Ser Gln Ser Ile Ser Ser Val
20 25 30

Leu Ser Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile

35 40 45
Tyr Leu Ala Ser Thr Leu Ala Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Cys
65 70 75 80
Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Thr Asn Tyr Gly Thr Ser Ser
85 90 95

Ser Asn Tyr Gly Phe Ala Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

100 105 110
<210> 33
<211> 118
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic polypeptide"
<400> 33

GIn Ser Val Glu Glu Ser Gly Gly Arg Leu Val Thr Pro Gly Thr Pro
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1

Leu Thr Leu

Met Ser Trp

35

Ser Ile Ser
50
Arg Phe Thr
65

Ser Leu Thr

Gly Gly Ser

Leu Val Thr

115
<210> 34
<211> 108
<212> PRT
<213>
<220><223>
<400> 34
Ala Phe Glu

1

Gly Thr Ile

Leu Ser Trp

35

Tyr Ser Ala
50

Ser Gly Ser

65

5

10 15

Thr Cys Thr Val Ser Gly Phe Ser Leu Asn Asn Tyr Ala

20

Val

Thr

25

40

Gly Gly Leu Ala Phe

55

Ile Ser Arg Thr Ser Thr

Thr

85
Tyr
100

Val

Ser Ser

Glu Asp Thr Ala Thr

Ile Phe Tyr Tyr Phe

105

Artificial Sequence

/note="Description of

Leu
5

Thr
20

Tyr

Thr Gln Thr Pro Ser

Ile Lys Cys Gln Ala

25

40

30

Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Ile Gly

45

Tyr Ala Asn Trp Ala Lys Gly
60
Thr Val Asp Leu Lys Met
75 80
Tyr Phe Cys Gly Arg Asn Gly
90 95
Asp Leu Trp Gly Gln Gly Thr

110

Artificial Sequence: Synthetic polypeptide"

Ser Val Glu Ala Ala Val Gly
10 15
Ser Gln Ser Ile Ser Ser Tyr

30

GIn Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile

45

Ser Thr Leu Ala Ser Gly Val Ser Ser Arg Phe Lys Gly

Gly

55

60

Thr Glu Tyr Thr Leu Thr Ile Ser Asp Leu Glu Cys

75 80

Ala Asp Ala Ala Thr Tyr Phe Cys Gln Ser Tyr Tyr Asp Ile Gly Thr
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85 90 95

Ser Thr Phe Gly Gly Gly Thr Glu Val Val Val Lys

100 105
<210> 35
<211> 121
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic polypeptide"
<400> 35
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser Leu Asn Asn Tyr

20 25 30

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Ile

35 40 45

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

GIn Gly Thr Leu Val Thr Val Ser Ser

115 120
<210> 36
<211> 108
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic polypeptide"
<400> 36

Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
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1

5

Asp Arg Val Thr Ile Thr Cys

20

Leu Ser Trp Tyr Gln Gln Lys

35

Tyr Ser Ala Ser Thr Leu Ala

55

Ser Gly Ser Gly Thr Asp Phe

65

70

Glu Asp Ala Ala Thr Tyr Tyr

85

Ser Thr Phe Gly Gly Gly Thr

Artificial Sequence

100
<210> 37
<211> 114
<212> PRT
<213>
<220><223>
<400> 37

GIn Ser Val Lys

1

5

10

15

Gln Ala Ser Gln Ser Ile Ser Ser Tyr

25

30

Pro Gly Lys Ala Pro Lys Leu

40

45

Ser Gly Val Pro Ser Arg Phe

60

Thr Leu Thr Ile Ser Ser Leu

75

Cys Gln Ser Tyr Tyr Asp Ile

90

Lys Val Glu Ile Lys

105

10

Leu Thr Leu Thr Cys Thr Val Ser Gly Ile

20

25

Met Gly Trp Phe Arg Gln Ala Pro Gly Lys

35

40

Thr Ile Asn Ile Gly Gly Arg Val Tyr Tyr

55

Arg Phe Thr Ile Ser Arg Thr Ser Thr Thr

65

70

Ser Leu Thr Ala Glu Asp Thr Ala Thr Tyr

85

90

/note="Description of Artificial Sequence

Asp Leu Ser Ser
30
Gly Leu Glu Tyr

45

Ala Ser Trp Ala
60
Val Asp Leu Lys
75

Phe Cys Ala Arg

Leu

Ser

Gln

Gly

95

. Synthetic polypeptide"

Glu Ser Gly Gly Arg Leu Val Thr Pro Gly Thr

15

Tyr

Lys

Tyr

95

Asn Gly Gly Ser Tyr Asp Ile Trp Gly Pro Gly Thr Leu Val Thr
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Ile

Gly

Cys

80

Thr

Pro

Pro
80

Tyr

Val

S=S5| 10-2445255



S=S5| 10-2445255

100 105 110
Ser Leu
<210> 38
<211> 110
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic polypeptide"
<400> 38
Asp Val Val Met Thr Gln Thr Pro Ala Ser Ala Ser Glu Pro Val Gly

1 5 10 15
Gly Thr Val Thr Ile Lys Cys Gln Ala Ser Glu Ser Ile Tyr Arg Val

20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu Ile

35 40 45

Tyr Asp Thr Ser Thr Leu Ala Ser Gly Ala Pro Ser Arg Phe Lys Gly
50 95 60
Ser Gly Tyr Gly Thr Glu Phe Thr Leu Thr Ile Ser Gly Val Gln Cys
65 70 75 80
Glu Asp Ala Ala Thr Tyr Tyr Cys Gln Gly Gly Tyr Tyr Ala Asp Ser
85 90 95

Tyr Gly Ile Ala Phe Gly Gly Gly Thr Glu Val Val Val Lys

100 105 110
<210> 39
<211> 117
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic polypeptide"
<400> 39
GIn Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ser Ala Ser Gly Ile Asp Leu Ser Ser Tyr
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20

25

30

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

35

40

45

Gly Thr Ile Asn Ile Gly Gly Arg Val Tyr Tyr Ala Ser Trp Ala

50

55

60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr

65

70

75

GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

85

90

95

Arg Tyr Tyr Asn Gly Gly Ser Tyr Asp Ile Trp Gly Gln Gly Thr

100

Val Thr Val Ser Ser

115
<210> 40
<211> 110
<212> PRT
<213> Artificial Sequence
<220><223>
<400> 40

Asp Ile Gln Met Thr Gln Ser

1

5

Asp Arg Val Thr Ile Thr Cys

20

Leu Ala Trp Tyr Gln Gln Lys

35

Tyr Asp Thr Ser Thr Leu Ala

55

Ser Gly Ser Gly Thr Glu Phe

65

70

Asp Asp Ala Ala Thr Tyr Tyr

85

105

Pro Ser Thr

10

GIn Ala Ser
25

Pro Gly Lys

40

Ser Gly Val

Thr Leu Thr

Cys Gln Gly
90

Tyr Gly Ile Ala Phe Gly Gly Gly Thr Lys

110

Lys

Leu

80

Leu

Leu Ser

Glu Ser

Ala Pro

Pro Ser

60

Ile Ser
75

Gly Tyr

Val Glu

/note="Description of Artificial Sequence: Synthetic polypeptide"

Ala Ser Val Gly
15
Ile Tyr Arg Val
30
Lys Leu Leu Ile

45

Arg Phe Ser Gly

Ser Leu Gln Cys

80

Tyr Ala Asp Ser
95

Ile Lys
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100 105 110
<210> 41
<211> 122
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic polypeptide"
<400> 41
Gln Ser Val Glu Glu Ser Gly Gly Arg Leu Val Lys Pro Asp Glu Ser

1 5 10 15
Leu Thr Leu Thr Cys Thr Ala Ser Gly Phe Ser Leu Ser Ser Tyr Ala

20 25 30

Met Ile Trp Val Arg Gln Ala Pro Gly Glu Gly Leu Glu Trp Ile Gly

35 40 45

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

Gly Gln Gly Thr Leu Val Thr Val Ser Ser

115 120
<210> 42
<211> 112
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic polypeptide"
<400> 42
Ala Ala Val Leu Thr Gln Thr Pro Ser Pro Val Ser Ala Ala Val Gly
1 5 10 15

Gly Thr Val Thr Ile Ser Cys Gln Ser Ser Gln Ser Val Tyr Asn Asn
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Asn Asn Leu

Leu Ile Tyr

Ser Gly Ser

65

Gln Cys Asp

Asp Ala Asp

<210>
<211>
<212>

<213>

<220><223>

<400>

20

35

85

100

43
125

PRT

25 30

40 45

55 60

70 75

90 95

105 110

Artificial Sequence

43

Ala Trp Phe Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu

Leu Ala Ser Thr Leu Ala Ser Gly Val Pro Ser Arg Phe

Gly Ser Gly Thr Gln Phe Thr Leu Thr Ile Ser Gly Val

80

Asp Ala Ala Thr Tyr Tyr Cys Leu Gly Gly Cys Asp Asp

Thr Phe Ala Phe Gly Gly Gly Thr Glu Val Val Val Lys

/note="Description of Artificial Sequence: Synthetic polypeptide"

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

5

10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser Leu Ser Ser

Ala Met Ile Trp

Gly Thr Ile Ser

Gly Arg Phe Thr

65

GIn Met Asn Ser

Arg Gly Gly Tyr

20

35

85

100

25 30

Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp

40 45

Thr Gly Gly Ile Thr Tyr Tyr Ala Ser Trp Ala

55 60

Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr

70 75

Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

90 95

Ala Ala Ser Ser Ala Tyr Tyr Leu Pro Tyr Tyr

105 110

- 222 -
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Leu

80

Ala
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Asp Leu Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

115 120 125
<210> 44
<211> 112
<212> PRT
<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic polypeptide"
<400> 44
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15
Asp Arg Val Thr Ile Thr Cys Gln Ser Ser Gln Ser Val Tyr Asn Asn
20 25 30

Asn Asn Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Val Pro Lys Leu

35 40 45
Leu Ile Tyr Leu Ala Ser Thr Leu Ala Ser Gly Val Pro Ser Arg Phe

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

<210> 45
<211> 357
<212> DNA
<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic

polynucleotide"
<400> 45
gaggtccaac tggtggagag cggtggaggt gttgtgcaac ctggecggtc cctgegectg 60
tcctgetecg catctggett caccttcage ggctatgggt tgtcttgggt gagacaggcea 120
cctggaaaag gtcttgagtg ggttgcaatg attagtagtg gtggtagtta tacctactat 180
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gcagacagtg tgaagggtag atttgcaata tcgcgagaca acgccaagaa cacattgttce 240
ctgcaaatgg acagcctgag acccgaagac accggggtcet atttttgtge aagacatggg 300
gacgatcccg cctggttcege ttattgggge caagggaccce cggtcaccgt ctectca 357
<210> 46

<211> 330

<212> DNA

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic

polynucleotide"

<400> 46

gacatccagc tgacccagag cccaagcagce ctgagegceca gegtgggtga cagagtgacce 60
atcacctgta gtgtcagctc aagtataagt tccaacaact tgcactggta ccagcagaag 120
ccaggtaagg ctccaaagcc atggatctac ggcacatcca acctggettce tggtgtgceca 180
agcagattca gcggtagegg tagcggtacc gactacacct tcaccatcag cagcctccag 240
ccagaggaca tcgccaccta ctactgccaa cagtggagta gttacccgta catgtacacg 300
ttcggccaag ggaccaaggt ggaaatcaaa 330
<210> 47

<211> 357

<212> DNA

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic

polynucleotide"

<400> 47

caggtacaac tgcagcagtc tgggcctgag ctggagaagce ctggegettc agtgaagata 60
tcctgcaagg cttcectggtta ctcattcact ggctacacca tgaactgggt gaagcagagce 120
catggaaaga gccttgagtg gattggactt attactcctt acaatggtge ttctagctac 180
aaccagaagt tcaggggcaa ggccacatta actgtagaca agtcatccag cacagcctac 240
atggacctcc tcagtctgac atctgaagac tctgcagtct atttctgtge aagggggggt 300
tacgacggga ggggttttga ctactgggga tccgggaccce cggtcaccgt ctcectca 357
<210> 48

<211> 318

<212> DNA
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<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic

polynucleotide"

<400> 48

gacatcgagc tcactcagtc tccagcaatc atgtctgcat ctccagggga gaaggtcacc 60
atgacctgca gtgccagcectc aagtgtaagt tacatgcact ggtaccagca gaagtcaggce 120
acctccccca aaagatggat ttatgacaca tccaaactgg cttctggagt cccaggtcge 180
ttcagtggca gtgggtctgg aaactcttac tctctcacaa tcagcagegt ggaggctgaa 240
gatgatgcaa cttattactg ccagcagtgg agtaagcacc ctctcacgtt cggatccggg 300
accaaggtgg aaatcaaa 318
<210> 49

<211> 369

<212> DNA

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic

polynucleotide"

<400> 49

cagtcggtgg aggagtccgg gggtcgectg gtcacgectg ggacaccect gacactcacc 60
tgcaccgtct ctggaatctc cctcagtage gatgcaataa gectgggtccg ccaggcetceca 120
gggaaggggc tcgaatacat cggaatcatt aatggtggtg gtaacacata ctacgcgage 180
tgggcgaaag gecgattcac catctccaaa acctcgacca cggtggatct gaaaatcacc 240
agtccgacaa ccgaggacac ggccacctat ttctgtgecca gaggcattca acatggtggt 300
ggtaatagtg attattatta ttacggcatg gacctctggg gcccaggcac cctggtcact 360
gtctcttca 369
<210> 50

<211> 336

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic
polynucleotide"

<400> 50

gaagtgttga tgacccagac tccatcctcc gtgtctgcag ctgtgggaga cacagtcacc 60
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atcaagtgcc aggccagtca gagcattagt
gggcagcectc ccaagctcect gatctatctg
cggttcagcg gcagtagatc tgggacagag

gacgatgctg ccacttacta ctgtcaaacc

tttgctttcg geggagggac cgaggtggtce
<210> 51

<211> 378

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description
polynucleotide"

<400> 51

gaagtccaac tggtggaaag cgggggagga

tcatgtgctg catcgggaat ttccctctee

cccggaaagg ggctggagta catcggtatce

tcctgggceca agggecgett caccatctceg

caaatgaact ccctgagggc cgaggacacc
cacggtggtg gaaacagcga ctactactac

cttgtgaccg tgtcgtca

<210> 52

<211> 336

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description
polynucleotide"
<400> 52

gacattcaga tgacccagtc cccaagctcg

atcacgtgcc aggcgtccca gtcaattage

gggaaagcac ccaagctgct gatctacttg
cggttctccg gatcgggatce tggtactgat
gaggacatcg ctacttacta ttgtcaaacc

tttgecttcg gtggcgggac caaggtcgaa

agtgtcttgt cctggtatca gcagaaacca
gcatccactc tggcatctgg ggtcccatceg
ttcactctca ccatcagcga cctggagtgt

aattatggta ctagtagtag taattatggt

gtcaaa

of Artificial Sequence: Synthetic

ctggtgcage cgggeggatc cctecggetg
tccgacgega ttagetgggt cagacaggcec
atcaacggcg gcggaaacac ctactacgcec

cggcataatt ccaagaacac tctgtacttg

gcegtgtact actgegegeg cggecatccag

tatgggatgg atctgtgggg ccagggaact

of Artificial Sequence: Synthetic

ctgtcecgecet ccgtgggega cecgegtgacce

agcgtgctct cctggtacca acagaagecg

gcctcecactce tggecteggg agtgecttca
ttcaccctca ccatctcgag ccttcagtge
aactacggaa cctccagctc caactacgge

atcaaa
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180
240

300

336

60
120
180

240

300

360

378

60

120

180
240
300

336
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<210> 53

<211> 354

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description
polynucleotide"
<400> 53

cagtcggtgg aggagtccgg gggtegectg

tgcacagtct ctggattctc cctcaataac
gggaaggggc tggaatggat cggatccatt
tgggcaaaag gccgattcac catctccaga
agtctgacaa ccgaggacac ggccacctat

attttctatt attttgactt gtggggccaa

<210> 54
<211> 324
<212> DNA
<213> Artificial Sequence

<220><223> /note="Description

polynucleotide"
<400> 54
gcattcgaat tgacccagac tccatcctcec
atcaagtgcc aggccagtca gagcattagt
gggcagcectc ccaagctect gatctattcet
cggttcaaag gcagtggatc tgggacagag
gccecgatgetg ccacttactt ctgtcaaagce

ggagggaccg aggtggtcgt caaa

<210> 55

<211> 363

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description

polynucleotide"

of Artificial Sequence: Synthetic

gtcacgectg ggacacccct gacactcacc

tatgcaatga gctgggtccg ccaggctcca
agtactggtg gtctcgecatt ctacgcgaac
acctcgacca cggtggatct gaaaatgacc
ttctgtggca gaaatggtgg tggtagttat

ggcacccteg tcactgtcte ttca

of Artificial Sequence: Synthetic

gtggaggcag ctgtgggagg cacaatcacc
agttacttat cctggtatca gcagaaacca
gcatccactc tggcatctgg ggtctcatcg
tacactctca ccatcagcga cctggagtgt

tattatgata ttggtactag tactttcggc

of Artificial Sequence: Synthetic
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<400> 55

gaagtgcagce tggtggaatc tggcggcgga
tcttgtgecg ccteeggett ctecectgaac
cctggcaaag gcectggaatg gatcggcetcece
aattgggcca agggecggtt caccatcage

cagatgaact ccctgegggce cgaggacacc

ggctcctaca tcttctacta cttcgacctg
tct

<210> 56

<211> 324

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description
polynucleotide"

<400> 56

gatattcaga tgacccagtc cccctceccage

atcacctgtc aggcctccca gtccatctece

ggcaaggccc ccaagcetget gatctactcet

agattctccg getctggetce tggcaccgac
gaggatgccg ccacctacta ctgccagtcec

ggaggcacca aggtggaaat caaa

<210> 57
<211> 342
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description
polynucleotide"

<400> 57

cagtcagtga aggagtccgg gggtcgectg

tgcacagtct ctggaatcga cctcagtagce

gggaaggggc tggaatacat cggaaccatt

tgggcaaaag gccgattcac catctccaga

ctggtgcage ctggeggatc tctgagactg 60
aactacgcca tgtcctgggt gcgacaggece 120
atcagcacag gcggectgge cttctacgee 180
cgggacaact ccaagaacac cctgtacctce 240

gcegtgtact actgtgccag aaacggcegga 300

tggggccagg gcaccctcgt gacagtgtca 360
363
of Artificial Sequence: Synthetic
ctgtccgett ctgtgggcga cagagtgacce 60
tcctacctgt cctggtatca gcagaagccc 120
gcetecacac tggecteegg cgtgeectcet 180
tttaccctga ccatcagctc cctccagtge 240
tactacgaca tcggcacctc caccttcgge 300
324
of Artificial Sequence: Synthetic
gtcacgectg ggacacccct gacactcacc 60
tatgcaatgg gctggttccg ccaggctcca 120
aatattggtg gtcgecgtata ttacgcgage 180
acctcgacca cggtggatct gaaagcgcecc 240
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agtctgacag ccgaggacac ggccacctat ttctgtgeca gatattataa tggtggtagt

tatgacatct ggggcccagg caccctggtc accgtctett ta

<210> 58

<211> 330

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description
polynucleotide"
<400> 58

gatgttgtga tgacccagac tccagcectcc

atcaagtgcc aggccagtga gagcatttat
gggcagectc ccaagctect gatctatgat
cggttcaaag gcagtggata tgggacagag
gaagatgctg ccacttacta ctgtcaaggc

ttcggeggag ggaccgaggt ggtggtcaaa

<210> 59

<211> 351

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description

polynucleotide"
<400> 59
caggtgcage tggtggaatc tggcggagga
tcctgttecg cctecggaat cgacctgtece
cctggcaagg gectggagta catcggceacc
tcctgggeca agggecggtt caccatctcece
cagatgaact ccctgecgggce cgaggacacc

ggcggcetect acgatatctg gggccagggce

<210> 60

<211> 330

<212> DNA

<213> Artificial Sequence

of Artificial Sequence: Synthetic

gcgtctgaac

cgcgtattgg
acatccactc
ttcactctca

ggttattatg

of Artificial Sequence: Synthetic

ctggtgcagc
tcctacgcta
atcaacatcg
agagacaact
gcegtgtact

acactcgtga

ctgtgggagg cacagtcacc

cctggtatca gcagaaacca
tggcatctgg ggccccatcg
ccatcagcgg cgtgcagtgt

ctgatagtta tggtattgct

ctggecggctce tctgagactg
tgggctgggt gcgacaggcet
gcggcagagt gtactacgcece
ccaagaacac cctgtacctc
actgcgcccg gtactacaac

ccgtgtecte t
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<220><223> /note="Description
polynucleotide"

<400> 60

gatatccaga tgacccagtc cccctecacce

atcacctgtc aggcctccga gtccatctac

ggcaaggccce ccaagctget gatctacgac

agattctccg getctggetce tggcaccgag

gacgacgccg ccacctacta ttgtcagggce

ttcggceggag gcaccaaggt ggaaatcaaa

<210> 61
<211> 366
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description
polynucleotide"

<400> 61

cagtcggtgg aggagtccgg cggtcgectg

tgcacagcct ctggattctc cctcagtagt

ggggaggggc tggaatggat cggaaccatt

tgggcgaaag gecgattcac catctccaaa

agtccgacaa ccgaggacac ggccacctat
agtgcttatt atctcccgta ctactttgac
tcctea

<210> 62

<211> 336

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description
polynucleotide"

<400> 62

gcagccgtgce tgacccagac accatcaccc

atcagttgcc agtccagtca gagtgtttat

S=S5| 10-2445255

of Artificial Sequence: Synthetic

ctgtctgect ctgtgggega cagagtgacce 60
cgggtgctgg cctggtatca gecagaagect 120
accagcacac tggectccgg cgtgeectcet 180
tttaccctga ccatctccag cctccagtge 240

ggctactacg ccgactccta cggaatcgcet 300

330
of Artificial Sequence: Synthetic
gtaaagcctg acgaatccct gacactcacc 60
tatgcaatga tctgggtccg ccaggctcca 120
agtactggtg gtatcacata ctacgcgagc 180
acctcgacca cggtggatct gaaaatcacc 240
ttctgtgcca gagggggata tgctgctagt 300
ttgtggggce aagggaccct ggtcaccgte 360

366
of Artificial Sequence: Synthetic
gtgtctgecag ctgtgggagg cacagtcacce 60
aataataaca acttagcctg gtttcagcag 120

- 230 -



aaacccgggce agcectcccaa gettcetgatce
ccatcacggt tcagcggcag tggatctggg

cagtgtgacg atgctgccac ttattactgt

tttgctttcg gecggagggac tgaggtggtg
<210> 63

<211> 375

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description
polynucleotide"
<400> 63

gaagtgcagc tggtggaatc tggcggcgga

tcttgtgecg ccteeggett ctecectgtee
cctggcaagg gcectggaatg gatcggceacc
tcetgggceca agggecggtt caccatctcec
cagatgaact ccctgecgggce cgaggacacc
gccegecaget ccgettacta cctgecctac

gtgacagtgt catct

<210> 64
<211> 336
<212> DNA
<213> Artificial Sequence

<220><223> /note="Description
polynucleotide"

<400> 64

gatattcaga tgacccagtc cccctceccage

atcacctgtc agtcctccca gtceccgtgtat

aaacccggca aggtgeccaa getgcetgatce

ccctectagat tctceggetce tggetcetgge

cagtgcgagg atgccgecac ctactattge

tttgettttg gecggaggcac caaggtggaa

<210> 65

tatctggcat ccactctggc atctggggtc
acacagttca ctctcaccat cagcggcegtg
ctaggtggtt gtgatgatga tgctgatact

gtcaaa

of Artificial Sequence: Synthetic

ctggtgcage ctggeggatc tctgagactg

tcctacgceta tgatctgggt gegacaggcec
atctctaccg gcggaattac ctactacgcec
agagacaact ccaagaacac cctgtacctc
gcegtgtact attgtgectag aggeggcetac

tacttcgacc tgtggggcca gggcaccctce

of Artificial Sequence: Synthetic

ctgtcegett ctgtgggega cagagtgacc
aacaacaaca acctggectg gtatcagcag
tacctggect ccacactgge ctctggegtg
accgacttta ccctgaccat cagctccctce

ctgggegget gcecgacgacga cgecgatacce

atcaaa
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<211> 5

<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 65

Gly Tyr Thr Met Asn

1 5
<210> 66
<211> 17
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 66

Leu Ile Thr Pro Tyr Asn Gly Ala Ser Ser Tyr Asn Gln Lys Phe Arg

1 5 10 15
Gly
<210> 67
<211> 10
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 67

Gly Gly Tyr Asp Gly Arg Gly Phe Asp Tyr

1 5 10
<210> 68
<211> 10
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 68

Ser Ala Ser Ser Ser Val Ser Tyr Met His
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<210> 69
<211> 7
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 69

Asp Thr Ser Lys Leu Ala Ser

1 5
<210> 70
<211> 9
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 70

Gln Gln Trp Ser Lys His Pro Leu Thr

1 5
<210>
71
<211> 5
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 71

Asp Thr Tyr Ile His

1 5
<210> 72
<211> 17
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 72
Arg Ile Tyr Pro Thr Asn Gly Tyr Thr Arg Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly
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<210

> 73
<211> 11
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence:

<400> 73

Trp Gly Gly Asp Gly Phe Tyr Ala Met Asp Tyr

1 5 10
<210> 74
<211> 11
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence:

<400> 74

Arg Ala Ser Gln Asp Val Asn Thr Ala Val Ala

1 5 10
<
210> 75
<211> 7
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence:

<400> 75

Ser Ala Ser Phe Leu Tyr Ser

1 5
<210> 76
<211> 9
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence:

<400> 76
Gln Gln His Tyr Thr Thr Pro Pro Thr
1 5

<210> 7
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<211> 5
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 77

Ser Asp Ala Ile Ser

1 5
<210> 78
<211> 16
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 78

Ile Ile Asn Gly Gly Gly Asn Thr Tyr Tyr Ala Ser Trp Ala Lys Gly

1 5 10 15
<210> 79
<211> 18
<212> PRT

<213> Artificial Sequence
<220><223

> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 79

Gly Ile Gln His Gly Gly Gly Asn Ser Asp Tyr Tyr Tyr Tyr Gly Met

1 5 10 15
Asp Leu
<210> 80
<211> 11
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 80

Gln Ala Ser Gln Ser Ile Ser Ser Val Leu Ser

1 5 10
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<210> 81
<211> 7
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 81

Leu Ala Ser Thr Leu Ala Ser

1 5
<210> 82
<211> 14
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 82

GIn Thr Asn Tyr Gly Thr Ser Ser Ser Asn Tyr Gly Phe Ala

1 5 10
<210> 83
<211> 5
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 33

Ser Asp Ala Ile Ser

1 5
<210> 84
<211> 16
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 84
Ile Ile Asn Gly Gly Gly Asn Thr Tyr Tyr Ala Ser Trp Ala Lys Gly
1 5 10 15

<210> 85
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<211> 18
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 85

Gly Ile Gln His Gly Gly Gly Asn Ser Asp Tyr Tyr Tyr Tyr Gly Met

1 5 10 15
Asp Leu
<210> 86
<211> 11
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 86

Gln Ala Ser Gln Ser Ile Ser Ser Val Leu Ser

1 5 10
<210> 87
<
211> 7
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 87

Leu Ala Ser Thr Leu Ala Ser

1 5
<210> 88
<211> 14
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 88

GIn Thr Asn Tyr Gly Thr Ser Ser Ser Asn Tyr Gly Phe Ala

1 5 10
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<210> 89
<211> 5
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 89

Asn Tyr Ala Met Ser

1 5
<210> 90
<211> 16
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 90

Ser Ile Ser Thr Gly Gly Leu Ala Phe Tyr Ala Asn Trp Ala Lys Gly

1 5 10 15
<210> 91
<211> 13
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 91

Asn Gly Gly Gly Ser Tyr Ile Phe Tyr Tyr Phe Asp Leu

1 5 10
<210> 92
<211> 11
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 92
GIn Ala Ser Gln Ser Ile Ser Ser Tyr Leu Ser
1 5 10

<210> 93
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<211> 7

<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 93

Ser Ala Ser Thr Leu Ala Ser

1 5
<210> 94
<211> 10
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 94

Gln Ser Tyr Tyr Asp Ile Gly Thr Ser Thr

1 5 10
<210> 95
<211> 5
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 95

Asn Tyr Ala Met Ser

1 5
<210> 96
<211> 16
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 96

Ser Ile Ser Thr Gly Gly Leu Ala Phe Tyr Ala Asn Trp Ala Lys Gly

1 5 10 15
<210> 97
<211> 13
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<212> PRT

<213> Artificial Sequence

<220><223

> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 97

Asn Gly Gly Gly Ser Tyr Ile Phe Tyr Tyr Phe Asp Leu

1 5 10
<210> 98
<211> 11
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 98

Gln Ala Ser Gln Ser Ile Ser Ser Tyr Leu Ser

1 5 10
<210> 99
<211> 7
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 99

Ser Ala Ser Thr Leu Ala Ser

1 5
<210> 100
<211> 10
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 100

GIn Ser Tyr Tyr Asp Ile Gly Thr Ser Thr

1 5 10
<210> 101
<211> 5
<212> PRT
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<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"

<400> 101

Ser Tyr Ala Met Gly

1 5
<210> 102
<211> 16
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 102

Thr Ile Asn Ile Gly Gly Arg Val Tyr Tyr Ala Ser Trp Ala Lys Gly

1 5 10 15
<210> 103
<211> 9
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"

<400> 103

Tyr Tyr Asn Gly Gly Ser Tyr Asp Ile

1 5
<210> 104
<211> 11
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 104

GIn Ala Ser Glu Ser Ile Tyr Arg Val Leu Ala

1 5 10
<210> 105
<211> 7
<212> PRT

<213> Artificial Sequence
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<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 105

Asp Thr Ser Thr Leu Ala Ser

1 5
<210> 106
<211> 12
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 106

Gln Gly Gly Tyr Tyr Ala Asp Ser Tyr Gly Ile Ala

1 5 10
<210> 107
<211> 5
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 107

Ser Tyr Ala Met Gly

1 5
<210
> 108
<211> 16
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 108

Thr Ile Asn Ile Gly Gly Arg Val Tyr Tyr Ala Ser Trp Ala Lys Gly

1 5 10 15
<210> 109
<211> 9
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
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<400> 109

Tyr Tyr Asn Gly Gly Ser Tyr Asp Ile

1 5
<210> 110
<211> 11
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 110

Gln Ala Ser Glu Ser Ile Tyr Arg Val Leu Ala

1 5 10
<210> 111
<211> 7
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 111

Asp Thr Ser Thr Leu Ala Ser

1 5
<210> 112
<211> 12
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 112

Gln Gly Gly Tyr Tyr Ala Asp Ser Tyr Gly Ile Ala

1 5 10
<210> 113
<211> 5
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"

<400> 113
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Ser Tyr Ala Met Ile

1 5
<210> 114
<211> 16
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 114

Thr Ile Ser Thr Gly Gly Ile Thr Tyr Tyr Ala Ser Trp Ala Lys Gly

1 5 10 15
<210> 115
<211> 17
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 115

Gly Gly Tyr Ala Ala Ser Ser Ala Tyr Tyr Leu Pro Tyr Tyr Phe Asp

1 5 10 15
Leu
<210> 116
<211> 13
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 116

GIn Ser Ser Gln Ser Val Tyr Asn Asn Asn Asn Leu Ala

1 5 10
<210> 117
<211> 7
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
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<400> 117

Leu Ala Ser Thr Leu Ala Ser

1 5
<210> 118
<211> 12
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 118

Leu Gly Gly Cys Asp Asp Asp Ala Asp Thr Phe Ala

1 5 10
<210> 119
<211> 5
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 119

Ser Tyr Ala Met Ile

1 5
<210> 120
<211> 16
<212>
PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 120

Thr Ile Ser Thr Gly Gly Ile Thr Tyr Tyr Ala Ser Trp Ala Lys Gly

1 5 10 15
<210> 121
<211> 17
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"

<400> 121
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Gly Gly Tyr Ala Ala Ser Ser Ala Tyr Tyr Leu Pro Tyr Tyr Phe Asp

1 5 10 15
Leu
<210> 122
<211> 13
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 122

Gln Ser Ser Gln Ser Val Tyr Asn Asn Asn Asn Leu Ala

1 5 10
<210> 123
<211> 7
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 123

Leu Ala Ser Thr Leu Ala Ser

1 5
<210> 124
<211> 12
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 124

Leu Gly Gly Cys Asp Asp Asp Ala Asp Thr Phe Ala

1 5 10
<210> 125
<211> 15
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic
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<400> 125

ggctatgggt tgtct 15

<210> 126

<211> 51

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic
oligonucleotide"

<400> 126

atgattagta gtggtggtag ttatacctac tatgcagaca gtgtgaaggg t 51

<210> 127

<211> 30

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic
oligonucleotide"

<400> 127

catggggacg atcccgectg gttcgettat 30

<210> 128

<211> 36

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic
oligonucleotide"

<400> 128

agtgtcagct caagtataag ttccaacaac ttgcac 36

<210> 129

<211> 21

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
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<400> 129

ggcacatcca acctggcette t

<210> 130
<211> 33
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 130

caacagtgga gtagttaccc gtacatgtac acg

<210> 131
211> 15
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 131

ggctacacca tgaac

<210> 132
<211> 51
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 132

cttattactc cttacaatgg tgcttctagec tacaaccaga agttcagggg c

<210> 133
<211> 30
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 133
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gggggttacg acgggagggg ttttgactac

<210> 134
<211> 30
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 134

agtgccagct caagtgtaag ttacatgcac

<210> 135
<211> 21
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 135

gacacatcca aactggcttce t

<210> 136
<211> 27
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 136

cagcagtgga gtaagcaccc tctcacg

<210> 137
<211> 15
<212> DNA

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 137
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agcgatgcaa taagc 15

<210> 138

<211> 48

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic
oligonucleotide"

<400> 138

atcattaatg gtggtggtaa cacatactac gcgagctggg cgaaaggce 48

<210> 139

<211> 54

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic
oligonucleotide"

<400> 139

ggcattcaac atggtggtgg taatagtgat tattattatt acggcatgga cctc 54

<210> 140

<211> 33

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic
oligonucleotide"

<400> 140

caggccagtc agagcattag tagtgtcttg tcc 33

<210> 141

<211> 21

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 141
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ctggcatcca ctctggecatce t

<210> 142
<211> 42
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 142

caaaccaatt atggtactag tagtagtaat tatggttttg ct

<210> 143
<211> 15
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 143

tccgacgega ttage

<210> 144
<211> 48
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 144

atcatcaacg gcggceggaaa cacctactac gectcecctggg ccaagggce

<210> 145
<211> 54
<212> DNA

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 145
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ggcatccagc acggtggtgg aaacagcgac tactactact atgggatgga tctg

<210> 146
<211> 33
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 146

caggcgtccc agtcaattag cagcegtgetce tcc

<210> 147
<211> 21
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 147

ttggcctceca ctetggecte g

<210> 148
<211> 42
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 148

caaaccaact acggaacctc cagctccaac tacggctttg cc

<210> 149
<211> 15
<212> DNA

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 149
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aactatgcaa tgagc

<210> 150
<211> 48
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 150

tccattagta ctggtggtct cgcattctac gcgaactggg caaaaggc

<210> 151
<211> 39
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 151

aatggtggtg gtagttatat tttctattat tttgacttg

<210> 152
<211> 33
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 152

caggccagtc agagcattag tagttactta tcc

<210> 153
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 153
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tctgcatcca ctctggeate t

<210> 154
<211> 30
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 154

caaagctatt atgatattgg tactagtact

<210> 155
<211> 15
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 155

aactacgcca tgtcc

<210> 156
<211> 48
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 156

tccatcagca caggcggect ggecttctac gccaattggg ccaaggge

<210> 157
<211> 39
<212> DNA

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 157
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aacggcggag gcetcctacat cttctactac ttcgacctg

<210> 158
<211> 33
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 158

caggcctccc agtccatctce ctectacctg tec

<210> 159
<211> 21
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 159

tctgecteca cactggecte ¢

<210> 160
<211> 30
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 160

cagtcctact acgacatcgg cacctccacc

<210> 161
<211> 15
<212> DNA

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 161
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agctatgcaa tgggce

<210> 162
<211> 48
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 162

accattaata ttggtggtcg cgtatattac gcgagctggg caaaaggc

<210> 163
<211> 27
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 163

tattataatg gtggtagtta tgacatc

<210> 164
<211> 33
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 164

caggccagtg agagcattta tcgcgtattg gcec

<210> 165
<211> 21
<212> DNA

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 165
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gatacatcca ctctggcatc t

<210> 166
<211> 36
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 166

caaggcggtt attatgctga tagttatggt attgct

<210> 167
<211> 15
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 167

tcctacgeta tggge

<210> 168
<211> 48
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 168

accatcaaca tcggcggcag agtgtactac gectcctggg ccaagggce

<210> 169
<211> 27
<212> DNA

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 169

- 257 -

oin
1]
Jm
el

21
. Synthetic

36
. Synthetic

15
. Synthetic

48
. Synthetic

10-2445255



tactacaacg gcggctcecta cgatatc

<210> 170
<211> 33
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 170

caggcctccg agtccatcta ccgggtgetg gec

<210> 171
<211> 21
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 171

gacaccagca cactggcectce ¢

<210> 172
<211> 36
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 172

cagggcggcet actacgecga ctcctacgga atcget

<210> 173
<211> 15
<212> DNA

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 173
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agttatgcaa tgatc 15

<210> 174

<211> 48

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic
oligonucleotide"

<400> 174

accattagta ctggtggtat cacatactac gcgagctggg cgaaaggce 48

<210> 175

<211> 51

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic
oligonucleotide"

<400> 175

gggggatatg ctgctagtag tgcttattat ctcccgtact actttgactt g 51

<210> 176

<211> 39

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic
oligonucleotide"

<400> 176

cagtcctccc agtccgtgta taacaacaac aacctggcec 39

<210> 177

<211> 21

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 177
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ctggcatcca ctctggecatce t

<210> 178
<211> 36
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 178

ctaggtggtt gtgatgatga tgctgatact tttgct

<210> 179
<211> 15
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 179

tcctacgeta tgatc

<210> 180
<211> 48
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 180

accatctcta ccggcggaat tacctactac gectcctggg ccaagggce

<210> 181
<211> 51
<212> DNA

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence
oligonucleotide"

<400> 181
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ggcggcetacg ccgecagetce cgettactac ctgecctact acttcgacct g

<210> 182
<211> 39
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 182

cagtcctccc agtccgtgta taacaacaac aacctggcec

<210> 183
<211> 21
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 183

ctggectcca cactggecte t

<210> 184
<211> 36
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 184

ctgggcegget gcgacgacga cgcecgatacce tttget

<210> 185
<211> 8
<212> PRT

<213> Artificial Sequence

51

39

21

36

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"

<400> 185
Gly Tyr Ser Phe Thr Gly Tyr Thr

1 5

- 261 -

oin

Jm

el

10-2445255



on
Ju
Jin
Qi

<210> 186
<211> 8
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 186

[le Thr Pro Tyr Asn Gly Ala Ser

1 5
<210> 187
<211> 12
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 187

Ala Arg Gly Gly Tyr Asp Gly Arg Gly Phe Asp Tyr

1 5 10
<210> 188
<211> 5
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 188

Ser Ser Val Ser Tyr

1 5
<210> 189
<211> 3
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"

<400> 189

Asp Thr Ser
1

<210> 190
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<211> 9
<212> PRT
<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"

<400> 190

Gln Gln Trp Ser Lys His Pro Leu Thr

1 5
<210> 191
<211> 8
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 191

Gly Phe Asn Ile Lys Asp Thr Tyr

1 5
<210> 192
<211> 8
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 192

Ile Tyr Pro Thr Asn Gly Tyr Thr

1 5
<210> 193
<211> 13
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 193

Ser Arg Trp Gly Gly Asp Gly Phe Tyr Ala Met Asp Tyr

1 5 10
<210> 194
<211> 6
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<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence:
<400> 194

GIn Asp Val Asn Thr Ala

1 5
<210> 195
<211> 3
<212> PRT
<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence:
<400> 195
Ser Ala Ser
1
<210> 196
<211> 9
<212> PRT
<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence:
<400> 196

Gln Gln His Tyr Thr Thr Pro Pro Thr

oin
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Synthetic peptide"

Synthetic peptide"

Synthetic peptide"

1 5
<210> 197
<211> 8
<212> PRT
<213> Artificial Sequence
<
220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 197

Gly Ile Ser Leu Ser Ser Asp Ala

1 5
<210> 198
<211> 7
<212> PRT
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<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 198

Ile Asn Gly Gly Gly Asn Thr

1 5
<210> 199
<211> 20
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"

<400> 199
Ala Arg Gly Ile GIn His Gly Gly Gly Asn Ser Asp Tyr Tyr Tyr Tyr
1 5 10 15

Gly Met Asp Leu

20
<210> 200
<211> 6
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 200

Gln Ser Ile Ser Ser Val

1 5
<210> 201
<211> 3
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"

<400> 201

Leu Ala Ser
1

<210> 202

<211> 14

- 265 -
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<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 202

GIn Thr Asn Tyr Gly Thr Ser Ser Ser Asn Tyr Gly Phe Ala

1 5 10
<210> 203
<211> 8
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 203

Gly Ile Ser Leu Ser Ser Asp Ala

1 5
<210> 204
<211> 7
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 204

Ile Asn Gly Gly Gly Asn Thr

1 5
<210> 205
<211> 20
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 205

Ala Arg Gly Ile GIn His Gly Gly Gly Asn Ser Asp Tyr Tyr Tyr Tyr

1 5 10 15

Gly Met Asp Leu
20

<210> 206

- 266 -
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<211> 6

<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence:
<400> 206

Gln Ser Ile Ser Ser Val

1 5
<210> 207
<211> 3
<212> PRT
<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence:
<400> 207

Leu Ala Ser

1
<210> 208
<211> 14
<212> PRT
<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence:
<400> 208

GIn Thr Asn Tyr Gly Thr Ser Ser Ser Asn Tyr Gly Phe Ala

1 5 10
<210> 209
<211> 8
<212> PRT
<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence:
<400> 209

Gly Phe Ser Leu Asn Asn Tyr Ala

1 5
<210> 210
<211> 7
<212> PRT
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<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 210

[le Ser Thr Gly Gly Leu Ala

1 5
<210> 211
<211> 15
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 211

Gly Arg Asn Gly Gly Gly Ser Tyr Ile Phe Tyr Tyr Phe Asp Leu

1 5 10 15
<210> 212
<211> 6
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 212

Gln Ser Ile Ser Ser Tyr

1 5
<210> 213
<211> 3
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"

<400> 213

Ser Ala Ser
1

<210> 214

<211> 10

<212> PRT

<213> Artificial Sequence
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<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 214

Gln Ser Tyr Tyr Asp Ile Gly Thr Ser Thr

1 5 10
<210> 215
<211> 8
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 215

Gly Phe Ser Leu Asn Asn Tyr Ala

1 5
<210> 216
<211> 7
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 216

[le Ser Thr Gly Gly Leu Ala

1 5
<210> 217
<211> 15
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 217

Ala Arg Asn Gly Gly Gly Ser Tyr Ile Phe Tyr Tyr Phe Asp Leu

1 5 10 15
<210> 218
<211> 6
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
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<400> 218

Gln Ser Ile Ser Ser Tyr

1 5
<210> 219
<211
> 3
<212> PRT
<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence:
<400> 219
Ser Ala Ser
1
<210> 220
<211> 10
<212> PRT
<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence:
<400> 220

Gln Ser Tyr Tyr Asp Ile Gly Thr Ser Thr

1 5 10
<210> 221
<211> 8
<212> PRT
<213> Artificial Sequence

<220><223>

<400> 221

Gly Ile Asp Leu Ser Ser Tyr Ala

1 5
<210> 222
<211> 7
<212> PRT
<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence:
<400> 222
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Ile Asn Ile Gly Gly Arg Val

1 5
<210> 223
<211> 11
<212>  PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence:
<400> 223

Ala Arg Tyr Tyr Asn Gly Gly Ser Tyr Asp Ile

1 5 10
<210> 224
<211> 6
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence:
<400> 224

Glu Ser Ile Tyr Arg Val

1 5
<210> 225
<211> 3
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence:

<400> 225

Asp Thr Ser
1

<210> 226

<211> 12

<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence:
<400> 226

Gln Gly Gly Tyr Tyr Ala Asp Ser Tyr Gly Ile Ala

- 271 -

oin
1]
Jm
el

Synthetic peptide"

Synthetic peptide"

Synthetic peptide"

Synthetic peptide"

10-2445255



1 5 10
<210> 227
<211> 8
<212> PRT
<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence:
<400> 227

Gly Ile Asp Leu Ser Ser Tyr Ala

1 5
<210> 228
<211> 7
<212> PRT
<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence:
<400> 228

Ile Asn Ile Gly Gly Arg Val

1 5
<210> 229
<211> 11
<212> PRT
<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence:
<400> 229

Ala Arg Tyr Tyr Asn Gly Gly Ser Tyr Asp Ile

1 5 10
<210> 230
<211> 6
<212> PRT
<213> Artificial Sequence
<220><223>
<400> 230

Glu Ser Ile Tyr Arg Val

/note="Description of Artificial Sequence:
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<210> 231
<211> 3
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence:

<400> 231

Asp Thr Ser
1

<210> 232

<211> 12

<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence:
<400> 232

Gln Gly Gly Tyr Tyr Ala Asp Ser Tyr Gly Ile Ala

1 5 10
<210> 233
<211> 8
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence:
<400> 233

Gly Phe Ser Leu Ser Ser Tyr Ala

1 5
<210> 234
<211> 7
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence:
<400> 234

Ile Ser Thr Gly Gly Ile Thr

1 5
<210> 235
<211> 19
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<212> PRT
<213> Artificial Sequence
<220

><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 235

Ala Arg Gly Gly Tyr Ala Ala Ser Ser Ala Tyr Tyr Leu Pro Tyr Tyr

1 5 10 15
Phe Asp Leu
<210> 236
<211> 8
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 236

GIn Ser Val Tyr Asn Asn Asn Asn

1 5
<210> 237
<211> 3
<212>
PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 237

Leu Ala Ser

1
<210> 238
<211> 12
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 238
Leu Gly Gly Cys Asp Asp Asp Ala Asp Thr Phe Ala
1 5 10

<210> 239
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<211> 8
<212> PRT

<213> Artificial Sequence
<220><223

> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 239

Gly Phe Ser Leu Ser Ser Tyr Ala

1 5
<210> 240
<211> 7
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 240

[le Ser Thr Gly Gly Ile Thr

1 5
<210> 241
<211> 19
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"

<400> 241

Ala Arg Gly Gly Tyr Ala Ala Ser Ser Ala Tyr Tyr Leu Pro Tyr Tyr

1 5 10 15
Phe Asp Leu
<210> 242
<211> 8
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 242

Gln Ser Val Tyr Asn Asn Asn Asn

1 5
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<210> 243
<211> 3
<212> PRT

<213> Artificial Sequence
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<220><223> /note="Description of Artificial Sequence: Synthetic peptide"

<400> 243

Leu Ala Ser

1
<210> 244
<211> 12
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic peptide"

<400> 244

Leu Gly Gly Cys Asp Asp Asp Ala Asp Thr Phe Ala

1 5 10
<210> 245
<211> 24
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 245

ggcttcacct tcagcggcta tggg

<210> 246
<211> 24
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 246
attagtagtg gtggtagtta tacc

<210> 247
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<211> 36
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 247

gcaagacatg gggacgatcc cgectggttc gecttat

<210> 248
<211> 21
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 248

tcaagtataa gttccaacaa c¢

<210> 249
<211> 9
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 249
ggcacatcc
<210> 250
<211> 33
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 250
caacagtgga gtagttaccc gtacatgtac acg
<210> 251

<211> 24
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<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 251

ggttactcat tcactggcta cacc

<210> 252
<211> 24
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 252

attactcctt acaatggtgce ttct

<210> 253
<211> 36
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 253

gcaagggggg gttacgacgg gaggggtttt gactac

<210> 254
<211> 15
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

n

oligonucleotide
<400> 254

tcaagtgtaa gttac

<210> 255
<211> 9
<212> DNA
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<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 255
gacacatcc
<210> 256
<211> 27
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 256

cagcagtgga gtaagcaccc tctcacg

<210> 257
<211> 24
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 257

ggaatctccc tcagtagega tgca

<210> 258
<211> 21
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 258

attaatggtg gtggtaacac a

<210> 259
<211> 60
<212> DNA

<213> Artificial Sequence
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<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 259
gccagaggca ttcaacatgg tggtggtaat agtgattatt attattacgg catggacctc 60
60

<210> 260

<211> 18

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic
oligonucleotide"

<400> 260

cagagcatta gtagtgtc 18

<210> 261

<211> 9

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic
oligonucleotide"

<400> 261

ctggcatct 9

<210> 262

<211> 42

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic
oligonucleotide"

<400> 262

caaaccaatt atggtactag tagtagtaat tatggttttg ct 42

<210> 263

<211> 24

<212> DNA

<213> Artificial Sequence

- 280 -
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<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 263

ggaatttcce tctectecga cgeg

<210> 264
211> 21
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 264

atcaacggcg gcggaaacac ¢

<210> 265
<211> 60
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 265

gcgcegeggea tccagcacgg tggtggaaac agcegactact actactatgg gatggatctg

<210> 266
<211> 18
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

n

oligonucleotide
<400> 266

cagtcaatta gcagcgtg

<210> 267
<211> 9
<212> DNA
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<213> Artificial Sequence

<220><223> /note="Description of Artificial
oligonucleotide"

<400> 267

ttggectce

<210> 268

<211> 42

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial
oligonucleotide"

<400> 268

caaaccaact acggaacctc cagctccaac tacggctttg cc

<210> 269

<211> 24

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial
oligonucleotide"

<400> 269

ggattctcce tcaataacta tgca

<210> 270

<211> 21

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial
oligonucleotide"

<400> 270

attagtactg gtggtctcge a

<210> 271
<211> 45
<212> DNA

oin
]
Jm
el

Sequence: Synthetic

9
Sequence: Synthetic

42
Sequence: Synthetic

24
Sequence: Synthetic

21
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<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 271

ggcagaaatg gtggtggtag ttatattttc tattattttg acttg

<210> 272
<211> 18
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 272

cagagcatta gtagttac

<210> 273
<211> 9
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 273
tctgcatcc
<210> 274
<211> 30
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 274

caaagctatt atgatattgg tactagtact

<210> 275
<211> 24
<212> DNA
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<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence:
oligonucleotide"

<400> 275

ggcttcteee tgaacaacta cgcec

<210> 276

<211> 21

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence:
oligonucleotide"

<400> 276

atcagcacag gcggectgge ¢

<210> 277

<211> 45

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence:
oligonucleotide"

<400> 277

gccagaaacg gecggaggetce ctacatctte tactacttcg acctg

<210> 278

<211> 18

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence:
oligonucleotide"

<400> 278

cagtccatct cctcctac

<210> 279
<211> 9
<212> DNA
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<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 279
tctgectcec 9
<210> 280
<400> 280
000

<210> 281
<400> 281
000

<210> 282
<400> 282
000

<210> 283
<400> 283
000

<210> 284
<400> 284
000

<210> 285
<400> 285
000

<210> 286
<400> 286
000

<210> 287
<400> 287
000

<210> 288
<400> 288
000

<210> 289

- 285 -



<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<400>
000
<210>
<211>
<212>

<213>

289

290

290

291

291

292

292

293

293

294

294

295

295

296

296

297

297

298

298

299

299

300
30
DNA

Artificial Sequence

- 286 -
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<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 300

cagtcctact acgacatcgg cacctccacc

<210> 301
211> 24
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 301

ggaatcgacc tcagtagcta tgca

<210> 302
211> 21
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 302

attaatattg gtggtcgegt a

<210> 303
<211> 33
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 303

gccagatatt ataatggtgg tagttatgac atc

<210> 304
<211> 18
<212> DNA

<213> Artificial Sequence
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<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 304

gagagcattt atcgcgta

<210> 305
<211> 9
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 305
gatacatcc
<210> 306
<211> 36
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 306

caaggcggtt attatgcectga tagttatggt attgct

<210> 307
<211> 24
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 307

ggaatcgacc tgtcctcecta cget

<210> 308
<211> 21
<212> DNA

<213> Artificial Sequence
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<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 308

atcaacatcg gcggcagagt g

<210> 309
<211> 33
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 309

gcecggtact acaacggegg ctcctacgat atc

<210> 310
211> 18
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 310

gagtccatct accgggtg

<210> 311
<211> 9
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 311
gacaccagc
<210> 312
<211> 36
<212> DNA

<213> Artificial Sequence
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<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 312

cagggcggcet actacgecga ctcecctacgga atcget

<210> 313
211> 24
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 313

ggattctcce tcagtagtta tgca

<210> 314
211> 21
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 314

attagtactg gtggtatcac a

<210> 315
<211> 57
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 315

gccagagggg gatatgetge tagtagtget tattatctcc cgtactactt tgacttg

<210> 316
<211> 24
<212> DNA

<213> Artificial Sequence
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<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 316

cagagtgttt ataataataa caac

<210> 317
<211> 9
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 317
ctggcatcc
<210> 318
<211> 36
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 318

ctaggtggtt gtgatgatga tgctgatact tttgct

<210> 319
<211> 24
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"
<400> 319

ggcttcteee tgtectecta cget

<210> 320
<211> 21
<212> DNA

<213> Artificial Sequence
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<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 320

atctctaccg gcggaattac ¢ 21
<210> 321

<211> 57

<212> DNA

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 321
gctagaggceg getacgecge cagetccget tactacctge cctactactt cgacctg 57
<210> 322
<211> 24
<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 322

cagtccgtgt ataacaacaa caac 24
<210> 323

<211> 9

<212> DNA

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 323

ctggectec 9
<210> 324

<211> 36

<212> DNA

<213> Artificial Sequence
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<220><223> /note="Description of Artificial Sequence: Synthetic

oligonucleotide"

<400> 324

ctgggceggcet gcgacgacga cgcecgatacce tttget

<210> 325
211> 449
<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of

<400> 325

Gln Val GIn Leu Gln Gln Ser

1 5

Ser Val Lys Ile Ser Cys Lys

20

Thr Met Asn Trp Val
35
Gly Leu Ile Thr Pro
50
Arg Gly Lys Ala Thr
65

Met Asp Leu Leu Ser

85

Ala Arg Gly Gly Tyr

100
Thr Pro Val Thr Val
115
Pro Leu Ala Pro Ser
130
Gly Cys Leu Val Lys
145

Asn Ser Gly Ala Leu

Lys

Tyr

Leu

70

Leu

Gln

Asn

55

Thr

Thr

Gly Pro Glu Leu
10
Ala Ser Gly Tyr

25

Ser His Gly Lys
40

Gly Ala Ser Ser

Val Asp Lys Ser
75
Ser Glu Asp Ser

90

Glu Lys Pro Gly
15
Ser Phe Thr Gly

30

Ser Leu Glu Trp
45
Tyr Asn Gln Lys
60

Ser Ser Thr Ala

Ala Val Tyr Phe

95

Asp Gly Arg Gly Phe Asp Tyr Trp Gly Ser

Ser

Ser

Asp

150

Thr

Ser

Lys

135

Tyr

Ser

105
Ala Ser Thr Lys
120

Ser Thr Ser Gly

Phe Pro Glu Pro
155

Gly Val His Thr

110
Gly Pro Ser Val
125
Gly Thr Ala Ala
140

Val Thr Val Ser

Phe Pro Ala Val

- 293 -

Ala

Tyr

Ile

Phe

Tyr

80

Cys

Phe

Leu

Trp

160

Leu

36

Artificial Sequence: Synthetic polypeptide"
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Ser

Ser

Thr

225

Ser

Arg

Pro

Val

305

Tyr

Thr

Leu

Cys

Ser

385

Asp

Ser

Ser

Asn

210

His

Val

Thr

Lys
290

Ser

Lys

Pro

Leu

370

Asn

Ser

Ser

Leu

195

Thr

Thr

Phe

Pro

Val

275

Thr

Val

Cys

Ser

Pro

355

Val

Gly

Asp

Lys

Cys

Leu

260

Lys

Lys

Leu

Lys

Lys

340

Ser

Lys

Gln

Gly

165

Leu

Thr

Val

Pro

Phe

245

Val

Phe

Pro

Thr

Val

325

Arg

Pro

Ser

405

Tyr

Asp

Pro

230

Pro

Thr

Asn

Arg

Val

310

Ser

Lys

Asp

Phe

390

Phe

Ser

Thr

Lys

215

Cys

Pro

Cys

Trp

295

Leu

Asn

Tyr
375

Asn

Phe

Leu

Tyr

200

Lys

Pro

Lys

Val

Tyr

280

His

Lys

Leu
360

Pro

Asn

Leu

Ser

185

Val

Pro

Val
265

Val

Pro

345

Thr

Ser

Tyr

Tyr

170

Ser

Cys

Pro

Lys

250

Val

Asp

Tyr

Asp

Leu

330

Arg

Lys

Asp

Lys

Ser

410

Val Val

Asn Val

Pro Lys

220

Glu Leu

235

Asp Thr

Asp Val

Gly Val

Asn Ser

300

Trp Leu

315

Pro Ala

Glu Pro

Asn Gln

380

Thr Thr

395

Lys Leu

175

Thr Val Pro
190

Asn His Lys

205

Ser Cys Asp

Leu Gly Gly

Leu Met Ile

Ser His Glu
270

Glu Val His

285

Thr Tyr Arg

Asn Gly Lys

Pro Ile Glu
335
Gln Val Tyr
350
Val Ser Leu
365

Val Glu Trp

Pro Pro Val

Thr Val Asp

415

- 294 -

Ser

Pro

Lys

Pro

240

Ser

Asp

Asn

Val

320

Lys

Thr

Thr

Leu

400

Lys
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Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu

Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly

Lys

<210>
<211>
<212>

<213>

<220>

<400>

Asp 1
1

Glu L

His T

Asp T

Gly S
65

Asp A

Phe G

Ser V

Ala S
1
Val G

145

420 425 430

435 440 445

326
213
PRT

Artificial Sequence

<223>

326

le Glu Leu Thr Gln Ser Pro Ala Ile Met Ser Ala Ser Pro Gly

5 10

15

/note="Description of Artificial Sequence: Synthetic polypeptide"

ys Val Thr Met Thr Cys Ser Ala Ser Ser Ser Val Ser Tyr Met

20 25 30

rp Tyr Gln Gln Lys Ser Gly Thr Ser Pro Lys Arg Trp Ile Tyr

35 40 45

hr Ser Lys Leu Ala Ser Gly Val Pro Gly Arg Phe Ser Gly Ser

50 95 60

er Gly Asn Ser Tyr Ser Leu Thr Ile Ser Ser Val Glu Ala Glu

70 75

80

sp Ala Thr Tyr Tyr Cys Gln Gln Trp Ser Lys His Pro Leu Thr

85 90

95

ly Ser Gly Thr Lys Val Glu Ile Lys Arg Thr Val Ala Ala Pro

100 105 110

al Phe Ile Phe Pro Pro Ser Asp Glu GIn Leu Lys Ser Gly Thr

115 120 125

er Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys

30 135 140

In Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln Glu

150 155

- 295 -
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Ser Val Thr Glu Gln Asp Ser Lys Asp
165

Thr Leu Thr Leu Ser Lys Ala Asp Tyr

180 185

Cys Glu Val Thr His Gln Gly Leu Ser

195 200

Asn Arg Gly Glu Cys

210
<210> 327
<211> 451
<212> PRT
<213> Artificial Sequence
<220><223> /note="Description of
<400> 327

Glu Val Gln Leu Val Glu Ser Gly Gly

1 5

Ser Leu Arg Leu Ser Cys Ala Ala Ser

20 25

Tyr Ile His Trp Val Arg Gln Ala Pro

35 40

Ala Arg Ile Tyr Pro Thr Asn Gly Tyr

50 55

Lys Gly Arg Phe Thr Ile Ser Ala Asp

65 70

Leu GIn Met Asn Ser Leu Arg Ala Glu
85

Ser Arg Trp Gly Gly Asp Gly Phe Tyr

100 105

Gly Thr Leu Val Thr Val Ser Ser Ala

115 120

Phe Pro Leu Ala Pro Ser Ser Lys Ser

130 135

Ser Thr
170

Glu Lys

Ser Pro

Tyr Ser Leu

His Lys Val

190

Val Thr Lys

205

Artificial Sequence

Gly Leu
10

Gly Phe

Gly Lys

Thr Arg

Thr Ser

75

Asp Thr

90

Ala Met

Ser Thr

Thr Ser

Val Gln Pro

Asn Ile Lys

30

Gly Leu Glu
45
Tyr Ala Asp
60

Lys Asn Thr

Ala Val Tyr

Asp Tyr Trp

110
Lys Gly Pro
125
Gly Gly Thr
140

- 296 -

Ser Ser
175

Tyr Ala

Ser Phe

. Synthetic polypeptide"

Gly Gly
15

Asp Thr

Trp Val

Ser Val

Tyr

80

Cys

Ser Val

Ala Ala
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Leu Gly Cys
145

Trp Asn Ser

Leu Gln Ser

Ser Ser Ser
195
Pro Ser Asn
210
Asp Lys Thr
225

Gly Pro Ser

Ile Ser Arg

Glu Asp Pro

275

His Asn Ala
290

Arg Val Val

305

Lys Glu Tyr

Glu Lys Thr

Tyr Thr Leu

355

Leu Thr Cys
370

Trp Glu Ser

Leu

Gly

Ser

180

Leu

Thr

His

Val

Thr

260

Lys

Ser

Lys

340

Pro

Leu

Val

Ala

165

Lys

Thr

Phe

245

Pro

Val

Thr

Val

Cys

325

Ser

Pro

Val

Lys
150

Leu

Leu

Thr

Val

Cys

230

Leu

Lys

Lys

Leu

310

Lys

Lys

Ser

Lys

Asp Tyr

Thr Ser

Tyr Ser

Gln Thr

200
Asp Lys
215

Pro Pro

Phe Pro

Val Thr

Phe Asn

280
Pro Arg
295

Thr Val

Val Ser

Ala Lys

Arg Asp
360
Gly Phe

375

Phe Pro Glu Pro Val Thr

Gly Val

170

Leu Ser
185

Tyr Ile

Lys Val

Cys Pro

Pro Lys

250
Cys Val
265

Trp Tyr

Glu Glu

Leu His

Asn Lys

330
Gly Gln
345

Glu Leu

Tyr Pro

155

His

Ser

Cys

235

Pro

Val

Val

Pro

Thr

Ser

Asn Gly Gln Pro Glu Asn Asn Tyr

Thr Phe Pro

Val Val Thr
190
Asn Val Asn
205
Pro Pro Lys
220

Pro Glu Leu

Lys Asp Thr

Val Asp Val
270
Asp Gly Val
285
Tyr Asn Ser
300

Asp Trp Leu

Leu Pro Ala

Arg Glu Pro
350
Lys Asn Gln
365
Asp Ile Ala
380

Lys Thr Thr

- 297 -

Val

175

Val

His

Ser

Leu

Leu

255

Ser

Thr

Asn

Pro

335

Val

Val

Pro

Ser
160

Val

Pro

Lys

Cys

240

Met

His

Val

Tyr

Val

Ser

Glu

Pro
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385 390 395

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu

405 410

Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser

420 425 430

His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser

435 440 445

Pro Gly Lys
450

<210> 328

<211> 214

<212> PRT

<213

> Artificial Sequence

<220><223> /note="Description of Artificial Sequence

<400> 328

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser

1 5 10

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Asp Val Asn

20 25 30

Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu

35 40 45

Tyr Ser Ala Ser Phe Leu Tyr Ser Gly Val Pro Ser Arg Phe

50 55 60

Ser Arg Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu

65 70 75

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln His Tyr Thr Thr

85 90

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys Arg Thr Val

100 105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys

115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg

- 298 -

400
Thr Val
415

Val Met

Leu Ser

. Synthetic polypeptide"

Val Gly
15

Thr Ala

Leu Ile

Ser Gly

Gln Pro

80

Pro Pro
95

Ala Ala

Ser Gly

Glu Ala
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130

135

140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn

145

150

155

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser

165

170

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys

180

185

Ala Cys Glu Val Thr His Gln Gly Leu

195

200

Phe Asn Arg Gly Glu Cys

210
<210> 329
<211> 453
<212> PRT
<213>
<220><223>  /note=
<400> 329

Artificial Sequence

"Description of

190

Ser Ser Pro Val Thr

205

Artificial Sequence

Gln Ser Val Glu Glu Ser Gly Gly Arg Leu Val Thr Pro Gly

1

Leu Thr Leu

Ile Ser Trp

Ile Ile Asn

Arg Phe Thr

65

Ser Pro Thr

Gln His Gly

5

20

35

85

100

25

40

Gly Gly Gly Asn Thr Tyr

55

Ile Ser Lys Thr Ser Thr

70

Thr Glu Asp Thr Ala Thr

Gly Gly Asn Ser Asp Tyr

105

Trp Gly Pro Gly Thr Leu Val Thr Val

10

Thr Cys Thr Val Ser Gly Ile Ser Leu Ser Ser

30

Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Tyr

45
Tyr Ala Ser Trp Ala
60
Thr Val Asp Leu Lys
75
Tyr Phe Cys Ala Arg
90

Tyr Tyr Tyr Gly Met

110

Ser Ser Ala Ser Thr

- 299 -

Ser Gln

160
Leu Ser
175

Val Tyr

Lys Ser

. Synthetic polypeptide"

Thr Pro

15

Asp Ala

Ile Gly

Lys Gly

Ile Thr

80

Asp Leu

Lys Gly
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Pro

Thr

145

Thr

Pro

Thr

Asn

Ser

225

Leu

Leu

Ser

Thr

305

Asn

Pro

Gln

Val

Ser

130

Val

Val

His

210

Cys

Met

His

Val

290

Tyr

Val

Ser

115

Val Phe

Ala Leu

Ser Trp

Val Leu

180
Pro Ser
195

Lys Pro

Asp Lys

Ile Ser

260
Glu Asp
275

His Asn

Arg Val

Lys Glu

Glu Lys

340
Tyr Thr
355

Leu Thr

Pro Leu Ala

Gly

Asn

165

Ser

Ser

Thr

Ser

245

Arg

Pro

Tyr

325

Thr

Leu

Cys

Cys
150

Ser

Ser

Ser

Asn

His

230

Val

Thr

Lys

Ser

310

Lys

Pro

Leu

135

Leu

Ser

Leu

Thr

215

Thr

Phe

Pro

Val

Thr

295

Val

Cys

Ser

Pro

Val

120

Pro

Val

200

Lys

Cys

Leu

Lys
280

Lys

Leu

Lys

Lys

Ser

360

Ser

Lys

Leu

Leu

185

Thr

Val

Pro

Phe

Val

265

Phe

Pro

Thr

Val

345

Arg

Ser

Asp

Thr

170

Tyr

Asp

Pro

Pro

250

Thr

Asn

Arg

Val

Ser
330

Lys

Asp

Lys Gly Phe

Lys

Tyr

155

Ser

Ser

Thr

Lys

Cys

235

Pro

Cys

Trp

Leu

315

Asn

Glu

Tyr

Ser
140

Phe

Leu

Tyr

Lys

220

Pro

Lys

Val

Tyr

300

His

Lys

Leu

Pro

125

Thr Ser

Pro Glu

Val His

Ser Ser

190
Ile Cys
205

Val Glu

Ala Pro

Pro Lys

Val Val

270
Val Asp
285

Gln Tyr

Gln Asp

Ala Leu

Pro Arg

350
Thr Lys
365

Ser Asp

- 300 -

Gly Gly

Pro Val

160

Thr Phe

175

Val Val

Asn Val

Pro Lys

Glu Leu

240

Asp Thr

255

Asp Val

Asn Ser

Trp Leu

320

Pro Ala

335

Glu Pro

Asn Gln

Ile Ala

S=S5| 10-2445255



370

375

Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn

385

395

Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe

405

410

Thr Val Asp Lys Ser Arg Trp Gln GIn Gly Asn

420

425

Val Met His Glu Ala Leu His Asn His Tyr Thr

435

Leu Ser Pro Gly Lys

450
<210> 330
<211> 219
<
212> PRT
<213>
<220><223>
<400> 330

Glu Val Leu Met Thr Gln Thr Pro Ser Ser

1 5
Asp Thr Val
20

Leu Ser Trp

35

Tyr Leu Ala

50

Ser Arg Ser
65
Asp Asp Ala
85

Ser Asn Tyr

100

Thr Ile Lys Cys Gln Ala Ser

Ser Thr Leu Ala Ser Gly Val

Gly Thr Glu Phe Thr Leu Thr

Ala Thr Tyr Tyr Cys Gln Thr

Gly Phe Ala Phe Gly Gly Gly

440

Artificial Sequence

10

Gln

25

40

Pro

55

Ile
75

Asn

90

105

380

Asn

Leu

Val

Gln

Ser

Tyr Gln Gln Lys Pro Gly Gln Pro Pro

Ser
60

Ser

Tyr

Tyr Lys

Tyr Ser

Phe Ser
430
Ser

Lys

445

/note="Description of Artificial Sequence

Val Ser Ala Ala

Ile Ser
30
Lys Leu

45

Arg Phe

Asp Leu

Gly Thr

Thr Glu Val Val

110

- 301 -

Thr Thr

400
Lys Leu
415

Cys Ser

Leu Ser

. Synthetic polypeptide"

Val Gly
15

Ser Val

Leu Ile

Ser Gly

Glu Cys

80

Ser Ser
95

Val Lys
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Arg Thr Val Ala Ala Pro Ser

115
Gln Leu Lys Ser

130

Gly Thr

Tyr Pro Arg Glu Ala Lys

145

Ser Gly Asn Ser

150

135

Val

Gln Glu Ser

165

Thr Tyr Ser Leu Ser Ser

180

Lys His Lys Val
195
Pro Val Thr Lys
210
<210> 331
<211> 456
<212> PRT
<213>
<220><223>
<400> 331

Thr

Tyr Ala Cys

Ser Phe Asn

215

Artificial Sequence

Val Phe Ile Phe Pro Pro Ser

125

Ser Val Val Cys Leu Leu Asn

140

Gln Trp Lys Val Asp Asn Ala

155

Val Thr Glu Gln Asp Ser Lys

Leu Thr Leu Ser Lys Ala Asp

190

Glu Val Thr His GIn Gly Leu

205

Arg Gly Glu Cys

/note="Description of Artificial Sequence

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro

1

5

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Ile Ser Leu Ser

20
Ala Ile Ser Trp

35

30

Asp Glu

Asn Phe

Leu Gln

160

Asp Ser

175

Tyr Glu

Ser Ser

. Synthetic polypeptide"

Gly Gly

15

Ser Asp

Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Tyr Ile

45

Gly Ile Ile Asn Gly Gly Gly Asn Thr Tyr Tyr Ala Ser Trp Ala Lys

50
Gly Arg Phe Thr
65

GIn Met Asn Ser

55

60

Ile Ser Arg His Asn Ser Lys Asn Thr Leu Tyr Leu

70

75

80

Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala

- 302 -

S=S5| 10-2445255



85

Arg Gly Ile Gln His Gly Gly Gly Asn

Met

Thr

Ser

145

His

Ser

Cys

225

Pro

Lys

Val

Asp

Tyr
305

Asp

Leu

Asp Leu

115

Pro Val

Thr Phe

Val Val

195

Asn Val

210

Pro Lys

Glu Leu

Asp Thr

Asp Val

275

Gly Val
290

Asn Ser

Trp Leu

Pro Ala

100

Trp

Pro

Thr

Thr

Pro

180

Thr

Asn

Ser

Leu

Leu

260

Ser

Thr

Asn

Pro

Gly GIn Gly Thr

Ser

Val

165

Val

His

Cys

245

Met

His

Val

Tyr

Val Phe
135
Ala Leu

150

Ser Trp

Val Leu

Pro Ser

Lys Pro

215

Asp Lys

230

Gly Pro

Ile Ser

Glu Asp

His Asn

295

Arg Val

310

120

Pro

Gly

Asn

Gln

Ser

200

Ser

Thr

Ser

Arg

Pro

280

Ala

Val

Gly Lys Glu Tyr

325

Ile Glu Lys Thr

105

Leu

Leu

Cys

Ser

Ser

185

Ser

Asn

His

Val

Thr

265

Lys

Ser

Lys

Ile

90

Ser

Val

Leu

170

Ser

Leu

Thr

Thr

Phe

250

Pro

Val

Thr

Val

Cys
330

Ser

Asp

Thr

Pro

Val

155

Lys

Cys

235

Leu

Lys

Lys

Leu
315

Lys

Lys

Tyr

Val

Ser

140

Lys

Leu

Leu

Thr

Val

220

Pro

Phe

Val

Phe

Pro

300

Thr

Val

Ala

Tyr

Ser

125

Ser

Asp

Thr

Tyr

205

Asp

Pro

Pro

Thr

Asn

285

Arg

Val

Ser

Lys

Tyr

110

Ser

Lys

Tyr

Ser

Ser

190

Thr

Lys

Cys

Pro

Cys

270

Trp

Leu

Asn

95

Tyr

Ser

Phe

175

Leu

Tyr

Lys

Pro

Lys

255

Val

Tyr

His

Lys

335

Ser

Thr

Pro

160

Val

Ser

Val

240

Pro

Val

Val

320

Ala

Gly Gln Pro

- 303 -
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340

345

Arg Glu Pro Gln Val Tyr Thr Leu Pro

355

360

Lys Asn Gln Val Ser Leu Thr Cys Leu

370

375

Asp Ile Ala Val Glu Trp Glu Ser Asn

385

390

Lys Thr Thr Pro Pro Val Leu Asp Ser

405

Ser Lys Leu Thr Val Asp Lys Ser Arg

420

425

Ser Cys Ser Val Met His Glu Ala Leu

435

440

Ser Leu Ser Leu Ser Pro Gly Lys

450
<210> 332
<211> 219
<212> PRT
<213>
<220><223>
<400> 332

Asp Ile Gln Met

1
Asp Arg Val Thr
20

Leu Ser Trp Tyr

35
Tyr Leu Ala Ser
50
Ser Gly Ser Gly

65

Thr
5

Ile

455

Artificial Sequence

/note="Description of

Gln Ser Pro Ser

Thr Cys Gln Ala

25

350

Pro Ser Arg Asp Glu

365

Val Lys Gly Phe Tyr

380

Gly Gln Pro Glu Asn

395

Asp Gly Ser Phe Phe

Trp Gln Gln Gly Asn

430

His Asn His Tyr Thr

445

Artificial Sequence

Ser Leu Ser Ala Ser

Ser GIn Ser Ile Ser

30

GIn Gln Lys Pro Gly Lys Ala Pro Lys Leu

40

45

Thr Leu Ala Ser Gly Val Pro Ser Arg Phe

55

60

Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu

70

75

Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Thr Asn Tyr Gly Thr

- 304 -

Leu

Pro

Asn

Leu

415

Val

Gln

. Synthetic polypeptide"

Val
15

Ser

Leu

Ser

Gln

Ser

Thr

Ser

Tyr

400

Tyr

Phe

Lys

Gly

Val

Cys
30

Ser

S=S5| 10-2445255



Ser Asn

Arg Thr

GIn Leu

130
Tyr Pro
145

Ser Gly

Thr Tyr

Lys His

Pro Val
210
<210>
<211>
<212>

<213>

<220><223>

<400>

85
Tyr Gly Phe Ala Phe

100

Val Ala Ala Pro Ser

115

Lys Ser Gly Thr Ala
135

Arg Glu Ala Lys Val

150
Asn Ser Gln Glu Ser
165

Ser Leu Ser Ser Thr

180
Lys Val Tyr Ala Cys
195
Thr Lys Ser Phe Asn
215
333
448
PRT

Artificial Sequence

333

90
Gly Gly Gly Thr

105

95

Lys Val Glu Ile Lys

110

Val Phe Ile Phe Pro Pro Ser Asp Glu

120

Ser Val Val Cys

Gln Trp Lys Val

155

125

Leu Leu Asn Asn Phe

140

Asp Asn Ala Leu Gln

160

Val Thr Glu Gln Asp Ser Lys Asp Ser

170

Leu Thr Leu Ser

185
Glu Val Thr His
200

Arg Gly Glu Cys

175

Lys Ala Asp Tyr

190

Gln Gly Leu Ser

205

Glu

Ser

/note="Description of Artificial Sequence: Synthetic polypeptide"

Gln Ser Val Glu Glu Ser Gly Gly Arg Leu Val Thr Pro Gly Thr Pro

1

Leu Thr Leu Thr Cys Thr Val Ser Gly Phe

Met Ser Trp Val Arg Gln Ala Pro Gly Lys

Ser Ile Ser Thr Gly Gly Leu Ala Phe Tyr

50

Arg Phe Thr Ile Ser Arg Thr Ser Thr Thr

5

20

35

55

10

25

40

60

30

45

- 305 -

15

Ser Leu Asn Asn Tyr Ala

Gly Leu Glu Trp Ile Gly

Ala Asn Trp Ala Lys Gly

Val Asp Leu Lys Met Thr

S=S5| 10-2445255



65

Ser Leu Thr

Gly Gly Ser

Leu Val Thr

115

Leu Ala Pro
130

Cys Leu Val

145

Ser Gly Ala

Ser Ser Gly

Ser Leu Gly

195

Asn Thr Lys
210

His Thr Cys

225

Val Phe Leu

Thr Pro Glu

Glu Val Lys
275
Lys Thr Lys

290

Ser Val Leu

305

Thr

Tyr

100

Val

Ser

Lys

Leu

Leu

180

Thr

Val

Pro

Phe

Val

260

Phe

Pro

Thr

70

Glu Asp

85

Ile Phe

Ser Ser

Ser Lys

Asp Tyr

150

Thr Ser

165

Tyr Ser

Gln Thr

Asp Lys

Pro Cys

230
Pro Pro
245

Thr Cys

Asn Trp

Arg Glu

Val Leu

310

Thr

Tyr

Ser
135

Phe

Leu

Tyr

Lys

215

Pro

Lys

Val

Tyr

295

His

Tyr

Ser

120

Thr

Pro

Val

Ser

200

Val

Pro

Val

Val

280

Gln

Thr

Phe
105

Thr

Ser

His

Ser

185

Cys

Pro

Lys

Val

265

Asp

Tyr

Tyr

90

Asp

Lys

Pro

Thr

170

Val

Asn

Pro

Asp
250

Asp

Asn

75

Phe

Leu

Val

155

Phe

Val

Val

Lys

Leu

235

Thr

Val

Val

Ser

Cys Gly

Trp Gly

Pro Ser

125
Thr Ala
140

Thr Val

Pro Ala

Thr Val

Asn His

205
Ser Cys
220

Leu Gly

Leu Met

Ser His

Glu Val

285
Thr Tyr
300

Arg Asn

95
GIn Gly
110

Val Phe

Ala Leu

Ser Trp

Val Leu

175
Pro Ser
190

Lys Pro

Asp Lys

Ile Ser

255
Glu Asp
270

His Asn

Arg Val

80

Thr

Pro

Asn

160

Ser

Ser

Thr

Ser

240

Arg

Pro

Val

GIn Asp Trp Leu Asn Gly Lys Glu Tyr

315

- 306 -

320
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Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys

325

330

Ile Ser Lys Ala Lys Gly GIn Pro Arg Glu

340
Pro Pro Ser Arg
355

Leu Val Lys Gly

370
Asn Gly Gln Pro
385

Ser Asp Gly Ser

Arg Trp Gln Gln
420

Leu His Asn His

435
<210> 334
<211> 215
<212> PRT
<213>
<220><223>
<400> 334

Ala Phe Glu Leu
1

Gly Thr Ile Thr

20

Leu Ser Trp Tyr

35

Tyr Ser Ala Ser
50
Ser Gly Ser Gly

65

345
Asp Glu Leu Thr Lys
360

Phe Tyr Pro Ser Asp

375
Glu Asn Asn Tyr Lys
390

Phe Phe Leu Tyr Ser
405
Gly Asn Val Phe Ser

425
Tyr Thr Gln Lys Ser

440

Artificial Sequence

/note="Description of

Thr Gln Thr Pro Ser
5
Ile Lys Cys Gln Ala

25

Asn

Thr

Lys

410

Cys

Leu

Artificial Sequence

Ser
10

Ser

335
Pro Gln Val Tyr Thr
350
GIn Val Ser Leu Thr
365

Ala Val Glu Trp Glu

380

Thr Pro Pro Val Leu

395

Leu Thr Val Asp Lys
415

Ser Val Met His Glu

430
Ser Leu Ser Pro Gly

445

Val Glu Ala Ala Val
15
Gln Ser Ile Ser Ser

30

Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu

40

45

Thr Leu Ala Ser Gly Val Ser Ser Arg Phe Lys

55

60

Thr Glu Tyr Thr Leu Thr Ile Ser Asp Leu Glu

70

75

- 307 -

Thr

Leu

Cys

Ser

Asp

400

Ser

Ala

Lys

. Synthetic polypeptide"

Gly

Tyr

Ile

Gly

Cys

80
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Ala Asp Ala Ala Thr Tyr Phe Cys Gln Ser

Ser Thr Phe

Ala Pro Ser

115

Gly Thr

130

Ala Lys Val
145

GIn Glu

Ser

Ser Ser Thr

Tyr Ala Cys
195
Ser Phe Asn
210
<210>
<211>
<212>
<213>
<220><223>

<400>

85
Gly Gly Gly Thr
100

Val Phe Ile Phe

Ser Val Val Cys
135
Gln Trp Lys Val
150
Val Thr Glu Gln
165
Leu Thr Leu Ser

180

Glu Val Thr His

Arg Gly Glu Cys

215

335
451

PRT

90
Glu Val Val
105

Pro Pro Ser

120

Leu Leu Asn

Asp Asn Ala

Asp Ser Lys
170
Lys Ala Asp

185

Gln Gly Leu

200

Artificial Sequence

Tyr Tyr Asp Ile

Val Lys Arg Thr
110

Asp Glu Gln Leu

125
Asn Phe Tyr Pro
140
Leu Gln Ser Gly
155
Asp Ser Thr Tyr
Tyr Glu Lys His

190

Ser Ser Pro Val

205

/note="Description of Artificial Sequence

335

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro

1

5

10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser Leu Asn

20

25

30

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

35

40

45

Gly Ser Ile Ser Thr Gly Gly Leu Ala Phe Tyr Ala Asn Trp

50

55

60

- 308 -

Gly Thr
95

Val Ala

Lys Ser

Arg Glu

Asn Ser

160

Ser Leu

175

Lys Val

Thr Lys

. Synthetic polypeptide"

Gly Gly

15

Asn Tyr

Trp Ile

Ala Lys
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Gly Arg Phe

65

Arg

Val

145

Ser

Val

Pro

Lys

Asp

225

His

Met

Asn

Phe
130

Leu

Trp

Leu

Ser

Pro

210

Lys

Pro

Ser

Asp

Asn

290

Asn

Thr
115

Pro

Asn

Ser
195

Ser

Thr

Ser

Arg

Pro

275

Ala

Arg Val Val

Thr

Ser

100

Leu

Leu

Cys

Ser

Ser

180

Ser

Asn

His

Val

Thr

260

Lys

Ser

Leu

85

Val

Leu

165

Ser

Leu

Thr

Thr

Phe

245

Pro

Val

Thr

Val

Ser Arg Asp Asn

70

Arg Ala Glu Asp

Ser

Thr

Pro

Val

150

Lys

Cys

230

Leu

Lys

Lys

Tyr

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Phe

Val

Phe

Pro

295

Ile Phe

105
Ser Ser
120

Ser Lys

Asp Tyr

Thr Ser

Tyr Ser

185
Gln Thr
200

Asp Lys

Pro Cys

Pro Pro

Thr Cys

265
Asn Trp
280

Arg Glu

Ser

Thr

90

Tyr

Ser

Phe

170

Leu

Tyr

Lys

Pro

Lys

250

Val

Tyr

Glu

Leu Thr Val Leu His

Lys
75

Ala

Tyr

Ser

Thr

Pro

155

Val

Ser

Val

235

Pro

Val

Val

Gln

Asn

Val

Phe

Thr

Ser

140

His

Ser

Cys

220

Pro

Lys

Val

Asp

Tyr

300

Thr Leu

Tyr Tyr

Asp Leu

110

Pro Val

Thr Phe

Val Val

190
Asn Val
205

Pro Lys

Glu Leu

Asp Thr

Asp Val

270
Gly Val
285

Asn Ser

Gln Asp Trp Leu

- 309 -

Tyr

Cys

95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asn

Ser

Leu

Leu
255

Ser

Thr

Asn

Leu

80

Ser

Val

160

Val

His

Cys

240

Met

His

Val

Tyr

Gly
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305 310
Lys Glu Tyr Lys Cys Lys Val Ser Asn
325

Glu Lys Thr Ile Ser Lys Ala Lys Gly
340 345

Tyr Thr Leu Pro Pro Ser Arg Asp Glu

355 360
Leu Thr Cys Leu Val Lys Gly Phe Tyr

370 375

Trp Glu Ser Asn Gly Gln Pro Glu Asn

385 390

Val Leu Asp Ser Asp Gly Ser Phe Phe

405

Asp Lys Ser Arg Trp Gln Gln Gly Asn
420 425

His Glu Ala Leu His Asn His Tyr Thr

435 440

Pro Gly Lys

450

<210> 336

<211> 215

<212> PRT

<213> Artificial Sequence

<220><223> /note="Description of

<400> 336

Asp Ile GIn Met Thr Gln Ser Pro Ser

1 5

Asp Arg Val Thr Ile Thr Cys Gln Ala
20 25

Leu Ser Trp Tyr Gln Gln Lys Pro Gly

35 40

Tyr Ser Ala Ser Thr Leu Ala Ser Gly

315 320

Lys Ala Leu Pro Ala Pro Ile

o

330 335
Gln Pro Arg Glu Pro Gln Val
350
Leu Thr Lys Asn Gln Val Ser
365
Pro Ser Asp Ile Ala Val Glu

380

Asn Tyr Lys Thr Thr Pro Pro
395 400
Leu Tyr Ser Lys Leu Thr Val
410 415
Val Phe Ser Cys Ser Val Met
430
Gln Lys Ser Leu Ser Leu Ser

445

Artificial Sequence: Synthetic polypeptide"

Ser Leu Ser Ala Ser Val Gly
10 15
Ser Gln Ser Ile Ser Ser Tyr
30
Lys Ala Pro Lys Leu Leu Ile

45

Val Pro Ser Arg Phe Ser Gly

- 310 -
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50
Ser Gly
65

Glu Asp

Ser Thr

Ala Pro

Gly Thr
130

Ala Lys

Ser Ser

Tyr Ala

Ser Phe
210
<210>
<211>
<212>

<213>

55
Ser Gly Thr Asp Phe
70
Ala Ala Thr Tyr Tyr
85
Phe Gly Gly Gly Thr
100

Ser Val Phe Ile Phe

115

Ala Ser Val Val Cys
135

Val Gln Trp Lys Val

150
Ser Val Thr Glu Gln
165
Thr Leu Thr Leu Ser

180

Cys Glu Val Thr His
195
Asn Arg Gly Glu Cys
215
337
444
PRT

Artificial Sequence

<220><223> /note="Descrip

<400>

337

Thr Leu

Cys Gln

Lys Val

105

Pro Pro

120

Leu Leu

Asp Asn

Asp Ser

Lys Ala

200

tion of

60

Thr Ile Ser Ser Leu

Ser Tyr Tyr Asp Ile

90
Glu Ile Lys Arg Thr
110

Ser Asp Glu Gln Leu

125
Asn Asn Phe Tyr Pro
140
Ala Leu Gln Ser Gly
155

Lys Asp Ser Thr Tyr
170

Asp Tyr Glu Lys His

190

Leu Ser Ser Pro Val

205

Artificial Sequence

Gln Cys

80

Gly Thr
95

Val Ala

Lys Ser

Arg Glu

Asn Ser

160
Ser Leu
175

Lys Val

Thr Lys

. Synthetic polypeptide"

Gln Ser Val Lys Glu Ser Gly Gly Arg Leu Val Thr Pro Gly Thr Pro

1

5

10

Leu Thr Leu Thr Cys Thr Val Ser Gly Ile Asp Leu Ser Ser

20

25

30

15

Tyr Ala

Met Gly Trp Phe Arg Gln Ala Pro Gly Lys Gly Leu Glu Tyr Ile Gly
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35 40 45
Thr Ile Asn Ile Gly Gly Arg Val Tyr Tyr Ala Ser Trp Ala
50 55 60
Arg Phe Thr Ile Ser Arg Thr Ser Thr Thr Val Asp Leu Lys
65 70 75
Ser Leu Thr Ala Glu Asp Thr Ala Thr Tyr Phe Cys Ala Arg

85 90

Asn Gly Gly Ser Tyr Asp Ile Trp Gly Pro Gly Thr Leu Val
100 105 110

Ser Leu Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala

115 120 125
Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu
130 135 140
Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly
145 150 155

Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser

165 170
Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu
180 185 190
Gln Thr Tyr Ile Cys Asn Val Asn His Lys Pro Ser Asn Thr
195 200 205
Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr
210 215 220
Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe

225 230 235

Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro
245 250
Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val
260 265 270
Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr
275 280 285

Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val

-312 -

Lys Gly

Ala Pro

80

Tyr Tyr

95

Thr Val

Pro Ser

Val Lys

Ala Leu

160

Gly Leu

Gly Thr

Lys Val

Cys Pro

Leu Phe
240

255

Lys Phe

Lys Pro

Leu Thr
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290

295

300

Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys

305

310

Ser Asn Lys Ala Leu Pro Ala Pro

325

Lys Gly Gln Pro Arg Glu Pro Gln

340

Asp Glu Leu Thr
355

Phe Tyr Pro Ser

370

Glu Asn Asn Tyr
385

Phe Phe Leu Tyr

Gly Asn Val Phe
420
Tyr Thr Gln Lys
435
<210> 338

<211> 217

<212> PRT
<213>
<220><223>

<400> 338

Lys

Asp

Lys

Ser

405

Ser

Ser

Asn Gln Val
360
Ile Ala Val

375

Thr Thr Pro
390

Lys Leu Thr

Cys Ser Val

Leu Ser Leu

440

Artificial Sequence

315
Ile Glu Lys
330
Val Tyr Thr
345

Ser Leu Thr

Glu Trp Glu

Pro Val Leu
395
Val Asp Lys
410
Met His Glu
425

Ser Pro Gly

Thr Ile Ser

Leu Pro Pro

350

Cys Leu Val
365

Ser Asn Gly

380

Asp Ser Asp

Ser Arg Trp

Ala Leu His

430

Lys

/note="Description of Artificial Sequence

Asp Val Val Met Thr Gln Thr Pro Ala Ser Ala Ser Glu Pro

1

5

10

Gly Thr Val Thr Ile Lys Cys Gln Ala Ser Glu Ser Ile Tyr

20

25

30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu

35

40

45

- 313 -

Lys Val

320
Lys Ala
335

Ser Arg

Lys Gly

Gln Pro

Gly Ser

400

415

Asn His

. Synthetic polypeptide"

Val Gly
15

Arg Val

Leu Ile
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Tyr

Ser

65

Tyr

Val

Lys

Arg

145

Asn

Ser

Lys

Thr

Asp

50

Asp

Ser

130

Ser

Leu

Val

Lys

210

<210>

<211>

<212>

<213>

<220><223>

<400>

Thr Ser Thr

Tyr Gly Thr

Ala Ala Thr

85

Ile Ala Phe
100

Ala Pro Ser

115

Gly Thr Ala

Ala Lys Val

Gln Glu Ser
165
Ser Ser Thr

180

Tyr Ala Cys

195

Leu Ala

55

Glu Phe
70

Tyr Tyr

Gly Gly

Val Phe

Ser Val

135
Gln Trp
150

Val Thr

Leu Thr

Glu Val

Ser

Thr

Cys

Gly

120

Val

Lys

Leu

Thr
200

Gly Ala Pro Ser Arg Phe
60
Leu Thr Ile Ser Gly Val
75
Gln Gly Gly Tyr Tyr Ala
90
Thr Glu Val Val Val Lys
105 110

Phe Pro Pro Ser Asp Glu

125
Cys Leu Leu Asn Asn Phe
140
Val Asp Asn Ala Leu Gln
155
Gln Asp Ser Lys Asp Ser
170
Ser Lys Ala Asp Tyr Glu

185 190

His Gln Gly Leu Ser Ser

205

Ser Phe Asn Arg Gly Glu Cys

339
447

PRT

Artificial Sequence

339

215

/note="Description of Artificial Sequence

Gln Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro

1

5

10

Ser Leu Arg Leu Ser Cys Ser Ala Ser Gly Ile Asp Leu Ser

20

25 30

- 314 -

Lys Gly

Gln Cys

80

Asp Ser
95

Arg Thr

Gln Leu

Tyr Pro

Ser Gly

160
Thr Tyr
175

Lys His

Pro Val

. Synthetic polypeptide"

Gly Gly
15

Ser Tyr
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Ala Met

Gly Thr

50

Gly Arg

65

Gln Met

Arg Tyr

Val Thr

Ala Pro

130

Leu Val

Ser Gly

Leu Gly

Thr Lys

210

Thr Cys

225

Phe Leu

Pro Glu

Val Lys

Gly Trp Val

35

Phe

Asn

Tyr

Val

115

Ser

Lys

Leu

Leu

Thr

195

Val

Pro

Phe

Val

Phe

275

Asn

Thr

Ser

Asn

100

Ser

Ser

Asp

Thr

Tyr

180

Asp

Pro

Pro

Thr
260

Leu

85

Ser

Lys

Tyr

Ser

165

Ser

Thr

Lys

Cys

Pro
245

Cys

Arg Gln Ala Pro

40

Gly Gly Arg Val

55
Ser Arg
70

Arg Ala

Ala Ser

Ser Thr

135
Phe Pro
150

Gly Val

Leu Ser

Tyr Ile

Lys Val

215

Pro Ala

230

Lys Pro

Val Val

Asn Trp Tyr Val

Asp

Tyr

Thr

120

Ser

His

Ser

Cys

200

Pro

Lys

Val

Asp

280

Asn

Asp

Asp
105

Lys

Pro

Thr

Val

185

Asn

Pro

Glu

Asp

Asp
265

Gly

Gly

Tyr

Ser

Thr

90

Val

Phe

170

Val

Val

Lys

Leu

Thr
250

Val

Val

Lys

Tyr

Lys

75

Trp

Pro

Thr

Thr

155

Pro

Thr

Asn

Ser

Leu

235

Leu

Ser

Glu

Gly Leu Glu

Ala
60

Asn

Val

Ser

140

Val

Val

His

Cys

220

Met

His

Val

45

Ser

Thr

Tyr

Val

125

Ser

Val

Pro

Lys

205

Asp

Glu

His

285

Trp

Leu

Tyr

110

Phe

Leu

Trp

Leu

Ser

190

Pro

Lys

Pro

Ser

Asp
270

Asn

- 315 -

Tyr

Tyr

Cys

95

Thr

Pro

Asn

175

Ser

Ser

Thr

Ser

Arg
255

Pro

Ala

Lys

Leu

80

Leu

Leu

Cys

Ser

160

Ser

Ser

Asn

His

Val
240

Thr

Glu

Lys
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Thr Lys Pro Arg Glu

290

Val Leu Thr Val Leu

305

Cys Lys Val Ser Asn

325

Ser Lys Ala Lys Gly

340

Pro Ser Arg Asp Glu

355
Val Gly Phe

Lys Tyr

370

Gly Gln Pro Glu Asn
385
Asp Gly Ser Phe Phe
405
Trp Gln Gln Gly Asn
420
His Asn His Tyr Thr
435

<210> 340

<211> 217

<212> PRT

Glu Gln
295

His Gln

310

Lys Ala

Gln Pro

Leu Thr

Pro Ser

375

Asn Tyr

390

Leu Tyr

Val Phe

Gln Lys

<213>

<220><223>

<400>

Artificial Sequence

340

Tyr

Asp

Leu

Arg

Lys

360

Asp

Lys

Ser

Ser

Ser

440

Asn

Trp

Pro

Glu

345

Asn

Thr

Lys

Cys

425

Leu

/note="Description of

Asp Ile GIn Met Thr Gln Ser Pro Ser

1

5

Asp Arg Val Thr Ile Thr Cys Gln Ala

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu

20

25

Ser Thr Tyr Arg Val
300

Leu Asn Gly Lys Glu

315

Ala Pro Ile Glu Lys
330

Pro Gln Val Tyr Thr

350

GIn Val Ser Leu Thr
365

Ala Val Glu Trp Glu

380

Thr Pro Pro Val Leu

395

Leu Thr Val Asp Lys
410

Ser Val Met His Glu

430

Ser Leu Ser Pro Gly

445

Val Ser

Tyr Lys

320
Thr
335
Pro

Leu

Cys Leu

Ser Asn

Asp Ser
400
Ser Arg
415

Leu

Lys

Artificial Sequence

Thr Leu
10

Ser Glu

Ser Ala Ser Val

15
Ser Ile Tyr Arg
30

Leu

- 316 -

. Synthetic polypeptide"

Gly

Val

Ile
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Tyr

Ser

65

Asp

Tyr

Val

Lys

Arg

145

Asn

Ser

Lys

Thr

Asp

50

Asp

Ser

130

Ser

Leu

Val

Lys

210

<210>

<211>

<212>

<213>

<220><223>

<400>

35

Thr Ser Thr Leu Ala
55
Ser Gly Thr Glu Phe
70
Ala Ala Thr Tyr Tyr
85

Ile Ala Phe Gly Gly

Ala Pro Ser Val Phe

115

Gly Thr Ala Ser Val
135

Ala Lys Val Gln Trp

150
GIn Glu Ser Val Thr
165
Ser Ser Thr Leu Thr

180

Tyr Ala Cys Glu Val
195
Ser Phe Asn Arg Gly
215
341
452

PRT

Artificial Sequence

341

40 45

Ser Gly Val Pro Ser Arg
60
Thr Leu Thr Ile Ser Ser
75
Cys Gln Gly Gly Tyr Tyr
90
Gly Thr Lys Val Glu Ile
105

Ile Phe Pro Pro Ser Asp

120 125
Val Cys Leu Leu Asn Asn
140
Lys Val Asp Asn Ala Leu
155
Glu Gln Asp Ser Lys Asp
170
Leu Ser Lys Ala Asp Tyr

185

Thr His Gln Gly Leu Ser
200 205

Glu Cys

Phe Ser Gly

Leu Gln Cys
80
Ala Asp Ser
95
Lys Arg Thr
110

Glu Gln Leu

Phe Tyr Pro

Gln Ser Gly
160
Ser Thr Tyr
175
Glu Lys His
190

Ser Pro Val

/note="Description of Artificial Sequence: Synthetic polypeptide"

GIn Ser Val Glu Glu Ser Gly Gly Arg Leu Val Lys Pro Asp Glu Ser

1

5

10

15

- 317 -
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Leu

Met

Thr

Arg

65

Ser

Tyr

Ser

145

Val

Val

His

Cys

225

Gly

Met

Thr

50

Phe

Pro

Val

130

Ser

Val

Pro

Lys

210

Asp

Gly

Ile

Leu

Trp

35

Ser

Thr

Thr

115

Phe

Leu

Trp

Leu

Ser

195

Pro

Lys

Pro

Ser

Thr

20

Val

Thr

Thr

Ser
100

Thr

Pro

Asn

180

Ser

Ser

Thr

Ser

Arg

Cys

Arg

Ser

85

Ser

Leu

Leu

Cys

Ser

165

Ser

Ser

Asn

His

Val

245

Thr

Thr

Gln

Lys
70

Asp

Val

Leu

150

Ser

Leu

Thr

Thr
230

Phe

Pro

Ala Ser

Ala Pro

40

Ile Thr
55

Thr Ser

Thr Ala

Tyr Tyr

Thr Val

120
Pro Ser
135

Val Lys

Ala Leu

Gly Leu

Gly Thr

200
Lys Val
215

Cys Pro

Leu Phe

Glu Val

Gly

Tyr

Thr

Thr

Leu

105

Ser

Ser

Asp

Thr

Tyr

185

Asp

Pro

Pro

Thr

Phe

Tyr

Thr

Tyr

90

Pro

Ser

Lys

Tyr

Ser

170

Ser

Thr

Lys

Cys

Pro
250

Cys

Ser

Val
75

Phe

Tyr

Ser

Phe

155

Leu

Tyr

Lys

Pro

235

Lys

Val

Leu

Leu

Ser

60

Asp

Cys

Tyr

Ser

Thr

140

Pro

Val

Ser

Val
220

Pro

Val

Ser

45

Trp

Leu

Phe

Thr

125

Ser

His

Ser

Cys

205

Pro

Lys

Val

Ser

30

Trp

Lys

Arg

Asp
110

Lys

Pro

Thr

Val
190

Asn

Pro

Asp

Asp

-318 -

Tyr

Lys

95

Leu

Val

Phe

175

Val

Val

Lys

Leu

Thr

255

Val

Trp

Pro

Thr

Thr

160

Pro

Thr

Asn

Ser

Leu

240

Leu

Ser
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His

Val

Tyr

305

Val

Ser

385

Pro

Val

Met

Ser

260
Glu Asp Pro
275
His Asn Ala
290

Arg Val Val

Lys Glu Tyr

Glu Lys Thr

340

Tyr Thr Leu
355

Leu Thr Cys

370

Trp Glu Ser

Val Leu Asp

Asp Lys Ser

420

His Glu Ala

Pro Gly Lys

450

<210> 342

<211> 219

<212> PRT

<213>

<220><223>

<400> 342

Glu Val Lys

Lys Thr Lys
295

Ser Val Leu

310
Lys Cys Lys
325

Ile Ser Lys

Pro Pro Ser

Leu Val Lys

375

Asn Gly Gln

Ser Asp Gly

405

Arg Trp Gln

Leu His Asn

Artificial Sequence

265
Phe Asn Trp Tyr Val
280
Pro Arg Glu Glu Gln
300

Thr Val Leu His Gln

315
Val Ser Asn Lys Ala
330
Ala Lys Gly Gln Pro
345

Arg Asp Glu Leu Thr
360

Gly Phe Tyr Pro Ser

380

Pro Glu Asn Asn Tyr
395
Ser Phe Phe Leu Tyr
410
GIn Gly Asn Val Phe
425

His Tyr Thr Gln Lys
440

Asp
285

Tyr

Asp

Leu

Arg

Lys

365

Asp

Lys

Ser

Ser

Ser

445

270

Gly Val Glu

Asn Ser Thr

Trp Leu Asn

320
Pro Ala Pro
335
Glu Pro Gln
350

Asn Gln Val

Ile Ala Val

Thr Thr Pro
400
Lys Leu Thr
415
Cys Ser Val
430

Leu Ser Leu

/note="Description of Artificial Sequence: Synthetic polypeptide"

Ala Ala Val Leu Thr Gln Thr Pro Ser Pro Val Ser Ala Ala Val Gly

- 319 -
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Gly Thr

Asn Asn

Leu Ile

Ser Gly
65

Gln Cys

Asp Ala

Arg Thr

GIn Leu

130
Tyr Pro
145

Ser Gly

Thr Tyr

Lys His

Pro Val
210
<210>
<211>
<212>

<213>

Val

Leu

35

Tyr

Ser

Asp

Asp

Val

115

Lys

Arg

Asn

Ser

Lys
195

Thr

343
455

PRT

Artificial Sequence

<220><223>

Thr Ile
20

Ala Trp

Leu Ala

Gly Ser

Asp Ala

85

Thr Phe

100

Ala Ala

Ser Gly

Glu Ala

Ser Gln

Val Tyr

Lys Ser

/note="Description of Artificial Sequence: Synthetic polypeptide"

Ser

Phe

Ser

70

Ala

Ala

Pro

Thr

Lys

150

Phe

Cys

Thr

55

Thr

Thr

Phe

Ser

135

Val

Ser

Thr

Cys

Gln Ser
25
Gln Lys

40

Leu Ala

Gln Phe

Tyr Tyr

10

Ser

Gln

Ser Val

Pro Gly Gln Pro

Ser

Thr

Cys

90

Gly

Leu

75

45

Val Pro
60

Thr Ile

15
Tyr Asn
30

Pro Lys

Ser Arg

Ser Gly

Leu Gly Gly Cys Asp

Gly Gly Gly Thr

105

Glu Val

Val Phe Ile Phe Pro Pro

120

Ser Val

Gln Trp

Val Thr

Leu Thr

185

Glu Val
200

Val

Lys

Thr

Cys

Val

155

Gln

His

Asn Arg Gly Glu Cys

215

125
Leu Leu
140

Asp Asn

Asp Ser

Lys Ala

Gln Gly

205

95
Val Val
110

Ser Asp

Asn Asn

Ala Leu

Lys Asp

175

Asp Tyr

190

Leu Ser

- 320 -

Asn

Leu

Phe

Val

80

Asp

Lys

Phe

160

Ser

Ser
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<400> 343

Glu Val GIn Leu Val Glu Ser

1

Ser Leu Arg

Ala Met

Gly Thr

50

Gly Arg Phe
65

Gln Met Asn

Arg Gly Gly

Asp Leu Trp

115

Lys Gly Pro
130

Gly Gly Thr

145

Pro Val Thr

Thr Phe Pro
Val Val Thr
195
Asn Val Asn
210

Pro Lys Ser

225

Leu

20

Trp

Ser

Thr

Ser

Tyr

100

Ser

Val

180

Val

His

Cys

5

Ser

Val

Thr

Leu

85

Val

Ser

165

Val

Pro

Lys

Asp

Cys Ala Ala

Arg Gln Ala
40
Gly Gly Ile
55
Ser Arg Asp
70

Arg Ala Glu

Ala Ser Ser

Gly Thr Leu

120

Phe Pro Leu
135

Leu Gly Cys

150

Trp Asn Ser

Leu Gln Ser

Ser Ser Ser

200

Pro Ser Asn
215

Lys Thr His

230

Ser

25

Pro

Thr

Asn

Asp

105

Val

Leu

Ser

185

Leu

Thr

Thr

10

Gly

Gly

Tyr

Ser

Thr

90

Tyr

Thr

Pro

Val

Gly

Lys

Cys

Gly Gly Gly Leu Val

Phe

Lys

Tyr

Lys

75

Tyr

Val

Ser

Lys

155

Leu

Leu

Thr

Val

Pro

235

Ser Leu

Gly Leu

45

Ala Ser

60

Asn Thr

Val Tyr

Leu Pro

Ser Ser

125
Ser Lys
140

Asp Tyr

Thr Ser

Tyr Ser

Gln Thr

205
Asp Lys
220

Pro Cys

Ser

30

Trp

Leu

Tyr

Tyr

110

Ser

Phe

Leu

190

Tyr

Lys

Pro

- 321 -

15

Ser

Trp

Tyr

Cys

95

Tyr

Ser

Thr

Pro

Val
175

Ser

Val

Ala

Gln Pro Gly Gly

Tyr

Lys

Leu

80

Phe

Thr

Ser

160

His

Ser

Cys

Pro

240
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Glu Leu Leu Gly Gly Pro Ser

Asp Thr

Asp Val

Gly Val

290

Asn Ser

305

Trp Leu

Pro Ala

Glu Pro

Asn Gln

Thr Thr

Lys Leu

Cys Ser

Leu Ser
450
<210>
<211>
<212>

<213>

Leu

Ser

275

Thr

Asn

Pro

355

Val

Val

Pro

Thr

Val

435

Leu

344
219

PRT

Met
260

His

Val

Tyr

340

Val

Ser

Pro

Val

420

Met

Ser

245

Ile

His

Arg

Lys

325

Tyr

Leu

Trp

Val

405

Asp

His

Pro

Artificial

Ser Arg

Asp Pro

Asn Ala

295

Val Val

310

Glu Tyr

Lys Thr

Thr Leu

Thr Cys

375

Glu Ser

390

Leu Asp

Lys Ser

Glu Ala

Gly Lys

455

Sequence

Val

Thr

280

Lys

Ser

Lys

Pro
360

Leu

Asn

Ser

Arg

Leu

440

Phe

Pro

265

Val

Thr

Val

Cys

Ser

345

Pro

Val

Asp

Trp
425

His

Leu Phe

250

Lys Phe

Lys Pro

Leu Thr

315
Lys Val
330

Lys Ala

Ser Arg

Lys Gly

GIn Pro

395
Gly Ser
410

Gln Gln

Pro Pro Lys

Thr Cys Val

270

Asn Trp Tyr
285

Arg Glu Glu

300

Val Leu His

Ser Asn Lys

Lys Gly Gln

350

Asp Glu Leu
365

Phe Tyr Pro

380

Glu Asn Asn

Phe Phe Leu

Gly Asn Val
430

Pro
255

Val

335

Pro

Thr

Ser

Tyr

Tyr
415

Phe

Asn His Tyr Thr Gln Lys

445

- 322 -

Lys

Val

Asp

Tyr

Asp

320

Leu

Arg

Lys

Asp

Lys

400

Ser

Ser

Ser
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<220><223> /note="Description of

<400> 344

Asp Ile Gln Met Thr Gln Ser

1
Asp Arg Val Thr
20

Asn Asn Leu Ala

35
Leu Ile Tyr Leu
50
Ser Gly Ser Gly
65

GIn Cys Glu Asp

Asp Ala Asp Thr

100

Arg Thr Val Ala
115
GIn Leu Lys Ser
130
Tyr Pro Arg Glu
145

Ser Gly Asn Ser

Thr Tyr Ser Leu

180
Lys His Lys Val
195
Pro Val Thr Lys
210
<210> 345

<211> 1350

5

Ile

Trp

Ser

85

Phe

Gly

Ala

Gln

165

Ser

Tyr

Ser

Thr Cys

Tyr Gln

Ser Thr

55

Gly Thr
70

Ala Thr

Ala Phe

Pro Ser

Thr Ala

135
Lys Val
150

Glu Ser

Ser Thr

Ala Cys

Pro Ser

Gln Ser

25

Gln Lys

40

Leu Ala

Asp Phe

Tyr Tyr

Gly Gly

105

Val Phe

120

Ser Val

Gln Trp

Val Thr

Leu Thr

185
Glu Val
200

Artificial Sequence

Ser Leu
10

Ser Gln

Pro Gly

Ser Gly

Thr Leu

75

Cys Leu
90

Gly Thr

Ile Phe

Val Cys

Lys Val

155
Glu Gln
170

Leu Ser

Thr His

Phe Asn Arg Gly Glu Cys

215

Ser Ala Ser

Ser Val Tyr
30

Lys Val Pro

45
Val Pro Ser
60

Thr Ile Ser

Gly Gly Cys

Lys Val Glu

110

Pro Pro Ser

125
Leu Leu Asn
140

Asp Asn Ala

Asp Ser Lys

Lys Ala Asp

190
Gln Gly Leu

205

- 323 -

. Synthetic polypeptide"

Val Gly
15

Asn Asn

Lys Leu

Arg Phe

Ser Leu

80

Asp Asp
95

Ile Lys

Asp Glu

Asn Phe

Leu Gln

160
Asp Ser
175

Tyr Glu

Ser Ser
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<212> DNA
<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic

polynucleotide"

<400> 345

gaggtccaac tggtggagag cggtggaggt gttgtgcaac ctggecggtc cctgegectg 60
tcetgetceeg catctggett caccttcage ggetatgggt tgtcttgggt gagacaggcea 120
cctggaaaag gtcttgagtg ggttgcaatg attagtagtg gtggtagtta tacctactat 180
gcagacagtg tgaagggtag atttgcaata tcgcgagaca acgccaagaa cacattgttce 240
ctgcaaatgg acagcctgag acccgaagac accggggtcet atttttgtge aagacatggg 300
gacgatcccg cctggttcecge ttattgggge caagggacce cggtcaccgt ctectcagec 360
tccaccaagg gcccatecggt cttccecectg gecaccctect ccaagagcac ctcetgggggce 420
acagcggccc tgggetgect ggtcaaggac tacttccccg aaccggtgac ggtgtegtgg 480
aactcaggcg ccctgaccag cggcegtgecac accttcecegg ctgtcectaca gtcectcagga 540
ctctactccc tcagcagegt ggtgaccgtg ccctccagea gettgggeac ccagacctac 600
atctgcaacg tgaatcacaa gcccagcaac accaaggtgg acaagaaagt tgagcccaaa 660
tcttgtgaca aaactcacac atgcccaccg tgcccagecac ctgaactcct ggggggaccg 720
tcagtcttcce tcttcececce aaaacccaag gacaccctca tgatctcceg gaccectgag 780
gtcacatgcg tggtggtgga cgtgagccac gaagaccctg aggtcaagtt caactggtac 840
gtggacggcg tggaggtgca taatgccaag acaaagccge gggaggagcea gtacaacage 900
acgtaccgtg tggtcagegt cctcaccgtc ctgcaccagg actggcetgaa tggcaaggag 960
tacaagtgca aggtctccaa caaagccctc ccagcecccca tcgagaaaac catctccaaa 1020
gccaaagggce agcecccgaga accacaggtg tacaccctge ccccatcececg ggatgagetg 1080
accaagaacc aggtcagcct gacctgectg gtcaaagget tctatcccag cgacatcgece 1140
gtggagtggg agagcaatgg gcagceccggag aacaactaca agaccacgcec tcecgtgetg 1200
gactccgacg getecttett cttatattca aagectcaccg tggacaagag caggtggeag 1260
caggggaacg tcttctcatg ctcegtgatg catgaggcetc tgcacaacca ctacacgcag 1320
aagagcctct ccctgtctee cgggaaatga 1350
<210> 346

<211> 654

<212> DNA
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<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic

polynucleotide"

<400> 346

gacatccagc tgacccagag cccaagcagce ctgagegceca gegtgggtga cagagtgacce 60
atcacctgta gtgtcagctc aagtataagt tccaacaact tgcactggta ccagcagaag 120
ccaggtaagg ctccaaagcc atggatctac ggcacatcca acctggettce tggtgtgceca 180
agcagattca gcggtagegg tagcggtacc gactacacct tcaccatcag cagcctccag 240
ccagaggaca tcgccaccta ctactgccaa cagtggagta gttacccgta catgtacacg 300
ttcggccaag ggaccaaggt ggaaatcaaa cgaactgtgg ctgcaccatce tgtcttcatce 360
ttccegecat ctgatgagca gttgaaatct ggaactgect ctgttgtgtg cctgetgaat 420
aacttctatc ccagagaggc caaagtacag tggaaggtgg ataacgccct ccaatcgggt 480
aactcccagg agagtgtcac agagcaggac agcaaggaca gcacctacag cctcagcagce 540
accctgacge tgagcaaagc agactacgag aaacacaaag tctacgcctg cgaagtcacc 600
catcagggcc tgagctcgec cgtcacaaag agcttcaaca ggggagagtg ttaa 654
<210> 347

<211> 1350

<212> DNA

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic

polynucleotide"

<400> 347

caggtacaac tgcagcagtc tgggcctgag ctggagaagce ctggegettc agtgaagata 60
tcctgcaagg cttcectggtta ctcattcact ggctacacca tgaactgggt gaagcagagce 120
catggaaaga gccttgagtg gattggactt attactcctt acaatggtge ttctagctac 180
aaccagaagt tcaggggcaa ggccacatta actgtagaca agtcatccag cacagcctac 240
atggacctcc tcagtctgac atctgaagac tctgcagtct atttctgtge aagggggggt 300
tacgacggga ggggttttga ctactgggga tccgggaccce cggtcaccgt ctcctcagec 360
tccaccaagg gcccatcggt cttcecccectg gecaccctect ccaagagcac ctctgggggce 420
acagcggccc tgggetgect ggtcaaggac tacttccccg aaccggtgac ggtgtegtgg 480
aactcaggcg ccctgaccag cggcegtgecac accttcecegg ctgtectaca gtcecctcagga 540
ctctactccc tcagcagegt ggtgaccgtg ccctccageca gettgggecac ccagacctac 600
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atctgcaacg

tcttgtgaca

tcagtcttcc
gtcacatgcg
gtggacggeg
acgtaccgtg
tacaagtgca
gccaaagggce

accaagaacc

gtggagtggg
gactccgacg
caggggaacg

aagagcctct

tgaatcacaa

aaactcacac

tctteccece
tggtggtgga
tggaggtgca
tggtcagcgt
aggtctccaa
agccccgaga

aggtcagcct

agagcaatgg
gctecttett
tcttctcatg

ccetgtetcec

<210> 348

<211> 642

<212> DNA

gccecageaac

atgcccaccg

aaaacccaag
cgtgagccac
taatgccaag
cctcaccgtce
caaagccctc
accacaggtg

gacctgectg

gcagcceggag
cctctacagce
ctccgtgatg

cgggaaatga

<213> Artificial Sequence

<220><223>

/note="Description

polynucleotide"

<400> 348

gacatcgagc

atgacctgca
acctccccca
ttcagtggca
gatgatgcaa
accaaggtgg
gatgagcagt

agagaggcca

agtgtcacag
agcaaagcag

agctcgececg

tcactcagtc

gtgccagcetce
aaagatggat
gtgggtcetgg
cttattactg
aaatcaaacg
tgaaatctgg

aagtacagtg

agcaggacag
actacgagaa

tcacaaagag

tccagcaatc

aagtgtaagt
ttatgacaca
aaactcttac
ccagcagtgg
aactgtggct
aactgcctct

gaaggtggat

caaggacagc
acacaaagtc

cttcaacagg

accaaggtgg

tgcccagcac

gacaccctca
gaagaccctg
acaaagccgce
ctgcaccagg
ccagccccca
tacaccctgc

gtcaaaggct

aacaactaca
aagctcaccg

catgaggctc

of Artificial Sequence: Synthetic

atgtctgcat

tacatgcact
tccaaactgg
tctctcacaa
agtaagcacc
gcaccatctg
gttgtgtgce

aacgccctcec

acctacagcc
tacgcctgceg

ggagagtgtt

acaagaaagt

ctgaactcct

tgatctcccg
aggtcaagtt
gggaggagca
actggctgaa
tcgagaaaac
ccccatcececg

tctatcccag

agaccacgcc
tggacaagag

tgcacaacca

ctccagggga

ggtaccagca
cttctggagt
tcagcagcgt
ctctcacgtt
tcttcatcett
tgctgaataa

aatcgggtaa

tcagcagcac
aagtcaccca

aa
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tgagcccaaa

ggggggaccg

gacccctgag
caactggtac
gtacaacagc
tggcaaggag
catctccaaa
ggatgagctg

cgacatcgcc

tceegtgcetg

caggtggcag

ctacacgcag

gaaggtcacc

gaagtcaggc
cccaggtcgce
ggaggctgaa
cggatccggg
ccecgecatcet
cttctatcce

ctcccaggag

cctgacgctg

tcagggcctg

660

720

780
840
900
960
1020
1080

1140

1200
1260
1320

1350

60

120
180
240
300
360
420

480

540
600

642
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<210> 349
211> 1362
<212> DNA

<213> Artificial Sequence

<220><223>

/note="Description

polynucleotide"

<400> 349

cagtcggtgg

tgcaccgtct

g8gaagggec
tgggcgaaag
agtccgacaa
ggtaatagtg
gtctcttcag
acctctgggg

acggtgtcgt

cagtcctcag
acccagacct
gttgagccca
ctggggggac
cggacccctg
ttcaactggt

cagtacaaca

aatggcaagg
accatctcca
cgggatgagc
agcgacatcg
ccteeegtge
agcaggtggce

cactacacgc

aggagtccgg

ctggaatctc

tcgaatacat
gccgattcac
ccgaggacac
attattatta
catccaccaa
gcacagceggce

ggaactcagg

gactctactc
acatctgcaa
aatcttgtga
cgtcagtctt
aggtcacatg
acgtggacgg

gcacgtaccg

agtacaagtg
aagccaaagg
tgaccaagaa
ccgtggagtg
tggactccga
agcaggggaa

agaagagcct

<210> 350

gggtcegectg

cctcagtagc

cggaatcatt
catctccaaa
ggccacctat
ttacggcatg
gggcccatcg
cctgggetgce

cgcectgacc

cctcagcagc
cgtgaatcac
caaaactcac
cctetteecee
cgtggtagtg
cgtggaggtg

tgtggtcagce

caaggtctcc
gcagccecga
ccaggtcagc
ggagagcaat
cggctcecttce
cgtcttctca

ctceectgtcet

of Artificial Sequence: Synthetic

gtcacgectg

gatgcaataa

aatggtggtg
acctcgacca
ttctgtgcca
gacctctggg
gtcttceece
ctggtcaagg

agcggegtgce

gtggtgacceg
aagcccagca
acatgcccac
ccaaaaccca
gacgtgagcc
cataatgcca

gtcctcaccg

aacaaagccc
gaaccacagg
ctgacctgcc
gggcagecgg
ttcttatatt
tgctcecgtga

cccgggaaat

ggacacccct

gctgggteceg

gtaacacata
cggtggatct
gaggcattca
gcccaggeac
tggcaccctc
actacttccc

acaccttccc

tgcectccag
acaccaaggt
cgtgcccagce
aggacaccct
acgaagaccc
agacaaagcc

tcctgcacca

tcccageccce
tgtacaccct
tggtcaaagg
agaacaacta
caaagctcac
tgcatgaggc

ga

gacactcacc

ccaggctcca

ctacgcgagc
gaaaatcacc
acatggtggt
cctggtcact
ctccaagagc
cgaaccggtg

ggctgtcecta

cagcttgggce
ggacaagaaa
acctgaactc
catgatctcc
tgaggtcaag
gcgggaggag

ggactggetg

catcgagaaa
gcecccatcece
cttctatcce
caagaccacg
cgtggacaag

tctgcacaac
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120

180
240
300
360
420
480
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600
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720
780
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960
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1080
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1260
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<211> 660

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

polynucleotide"

<400> 350

gaagtgttga tgacccagac tccatcctcc gtgtctgecag ctgtgggaga cacagtcacc 60

atcaagtgcc aggccagtca gagcattagt agtgtcttgt cctggtatca gcagaaacca 120

gggcagcectc ccaagctect gatctatctg gcatccactc tggcatctgg ggtcccatceg 180

cggttcageg gcagtagatc tgggacagag ttcactctca ccatcagega cctggagtgt 240

gacgatgctg ccacttacta ctgtcaaacc aattatggta ctagtagtag taattatggt 300

tttgctttcg gecggagggac cgaggtggtc gtcaaacgaa ctgtggetge accatctgte 360

ttcatcttcc cgccatctga tgagcagttg aaatctggaa ctgectcectgt tgtgtgectg 420

ctgaataact tctatcccag agaggccaaa gtacagtgga aggtggataa cgccctccaa 480

tcgggtaact cccaggagag tgtcacagag caggacagca aggacagcac ctacagcctc 540

agcagcaccc tgacgctgag caaagcagac tacgagaaac acaaagtcta cgcctgcgaa 600

gtcacccatc agggcctgag ctcgeccgtc acaaagagct tcaacagggg agagtgttga 660
660

<210> 351

<211> 1371

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description of Artificial Sequence: Synthetic

polynucleotide"

<400> 351

gaagtccaac tggtggaaag cgggggagga ctggtgcage cgggeggatc cctecggetg 60

tcatgtgctg catcgggaat ttccctctee tccgacgega ttagetgggt cagacaggcec 120

cccggaaagg ggctggagta catcggtatc atcaacggeg geggaaacac ctactacgcec 180

tcctgggeca agggcecgett caccatctcecg cggcataatt ccaagaacac tctgtacttg 240

caaatgaact ccctgagggc cgaggacacc gecgtgtact actgegegeg cggcatccag 300

cacggtggtg gaaacagcga ctactactac tatgggatgg atctgtgggg ccagggaact 360

cttgtgaccg tgtcgtcage atccaccaag ggcccatcegg tcttcecccect ggcaccctec 420
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tccaagagca cctctggggg cacagcggec
gaaccggtga cggtgtcgtg gaactcaggce
gctgtectac agtcctcagg actctactcec
agcttgggca cccagaccta catctgcaac

gacaagaaag ttgagcccaa atcttgtgac

cctgaactcc tggggggacc gtcagtcttce
atgatctccc ggacccctga ggtcacatge
gaggtcaagt tcaactggta cgtggacggce
cgggaggage agtacaacag cacgtaccgt
gactggctga atggcaagga gtacaagtgc
atcgagaaaa ccatctccaa agccaaaggg

cceccatceec gggatgaget gaccaagaac

ttctatccca gecgacatcge cgtggagtgg
aagaccacgc ctccegtget ggactccgac
gtggacaaga gcaggtggca gcaggggaac
ctgcacaacc actacacgca gaagagcctc
<210> 352

<211> 660

<212> DNA

<213> Artificial Sequence
<220><223> /note="Description

polynucleotide"
<400> 352

gacattcaga tgacccagtc cccaagctcg

atcacgtgcc aggcgtccca gtcaattage
gggaaagcac ccaagctgct gatctacttg
cggttctccg gatcgggatc tggtactgat
gaggacatcg ctacttacta ttgtcaaacc
tttgecttcg gtggcgggac caaggtcgaa
ttcatcttcc cgeccatctga tgagcagttg

ctgaataact tctatcccag agaggccaaa

ctgggctgee tggtcaagga ctacttccece 480
gccectgacca geggegtgea caccttececeg 540
ctcagcagcg tggtgaccgt gcecctccage 600
gtgaatcaca agcccagcaa caccaaggtg 660

aaaactcaca catgcccacc gtgcccagca 720

ctcttcecece caaaacccaa ggacaccctce 780
gtggtggtgg acgtgagcca cgaagaccct 840
gtggaggtgc ataatgccaa gacaaagccg 900
gtggtcageg tcctcaccgt cctgcaccag 960
aaggtctcca acaaagccct cccagecccce 1020
cagcccecgag aaccacaggt gtacaccctg 1080

caggtcagce tgacctgect ggtcaaaggce 1140

gagagcaatg ggcagccgga gaacaactac 1200
ggctecttet tcttatattc aaagctcacce 1260
gtcttctcat gectccgtgat gcatgaggcet 1320

tccctgtete ccgggaaatg a 1371

of Artificial Sequence: Synthetic

ctgtcegect cecgtgggega cegegtgacce 60

agcgtgcetct cctggtacca acagaagcecg 120
gcetecacte tggectcggg agtgecttcea 180
ttcaccctca ccatctcgag ccttcagtge 240
aactacggaa cctccagctc caactacgge 300
atcaaacgaa ctgtggetge accatctgtce 360
aaatctggaa ctgcectetgt tgtgtgectg 420

gtacagtgga aggtggataa cgcecctccaa 480
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tcgggtaact cccaggagag tgtcacagag caggacagca aggacagcac ctacagcectc

agcagcaccc tgacgctgag caaagcagac tacgagaaac acaaagtcta cgcctgcecgaa

gtcacccatc agggcctgag ctcgeccgtce acaaagagct tcaacagggg agagtgttga

<210> 353
<211> 1347
<212> DNA

<213> Artificial Sequence

<220><223>

/note="Description

polynucleotide"

<400> 353

cagtcggtgg

tgcacagtct
g8gaagggec
tgggcaaaag
agtctgacaa
attttctatt
accaagggcc

geggecectgg

tcaggcgccc
tactccctca
tgcaacgtga
tgtgacaaaa
gtcttectcet
acatgcgtgg

gacggegtgg

taccgtgtgg
aagtgcaagg
aaagggcage
aagaaccagg
gagtgggaga

tccgacggcet

aggagtccgg

ctggattctc
tggaatggat
gccgattcac
ccgaggacac
attttgactt
catcggtctt

gctgectggt

tgaccagcgg
gcagegtggt
atcacaagcc
ctcacacatg
tccecccaaa
tggtggacgt

aggtgcataa

tcagcgtcect
tctccaacaa
cccgagaacce
tcagcctgac

gcaatgggca

ccttettett

gggtcegectg

cctcaataac
cggatccatt
catctccaga
ggccacctat
gtggggcecaa
cceeectggea

caaggactac

cgtgcacacc
gaccgtgcecc
cagcaacacc
cccaccgtgce
acccaaggac
gagccacgaa

tgccaagaca

caccgtcctg
agccctcecca
acaggtgtac
ctgecectggtce
gccggagaac

atattcaaag

of Artificial Sequence: Synthetic

gtcacgectg

tatgcaatga
agtactggtg
acctcgacca
ttctgtggca
ggcacccteg
ccctecteca

ttccecgaac

ttceceggcetg
tccagcagct
aaggtggaca
ccagcacctg
accctcatga
gaccctgagg

aagccgcegeg

caccaggact
gccececcateg
accctgeccc
aaaggcttct
aactacaaga

ctcaccgtgg

ggacacccct

gctgggteeg
gtctcgeatt
cggtggatct
gaaatggtgg
tcactgtctc
agagcacctc

cggtgacggt

tcctacagtc
tgggcaccca
agaaagttga
aactcctggg
tctceeggac
tcaagttcaa

aggagcagta

ggctgaatgg
agaaaaccat
catcccggga
atcccagcga
ccacgcctcc

acaagagcag

gacactcacc

ccaggctcca
ctacgcgaac
gaaaatgacc
tggtagttat
ttcagcatcc
tgggggcaca

gtcgtggaac

ctcaggactc
gacctacatc
gcccaaatct
gggaccgtca
ccctgaggtce
ctggtacgtg

caacagcacg

caaggagtac
ctccaaagcc
tgagctgacc
catcgccgtg
cgtgctggac

gtggcagcag
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120
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960
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gggaacgtct tctcatgetc cgtgatgceat

agcctctceee tgtcteecgg gaaatga

<210> 354
<211> 648
<212> DNA
<213> Artificial Sequence

<220><223> /note="Description
polynucleotide"

<400> 354

gcattcgaat tgacccagac tccatcctcec

atcaagtgcc aggccagtca gagcattagt

gggcagectc ccaagctect gatctattcet

cggttcaaag gcagtggatc tgggacagag

gccgatgetg ccacttactt ctgtcaaagce
ggagggaccg aggtggtcgt caaacgaact
ccatctgatg agcagttgaa atctggaact
tatcccagag aggccaaagt acagtggaag
caggagagtg tcacagagca ggacagcaag
acgctgagca aagcagacta cgagaaacac

ggcctgaget cgeccgtcac aaagagcttc

<210> 355
<211> 1356
<212> DNA
<213> Artificial Sequence

<220><223> /note="Description
polynucleotide"

<400> 355

gaagtgcagc tggtggaatc tggcggcgga

tcttgtgecg ccteecggett ctecctgaac

cctggcaaag gcectggaatg gatcggcetcec

aattgggcca agggecggtt caccatcagce

gaggctctgce acaaccacta cacgcagaag

of Artificial Sequence: Synthetic

gtggaggcag ctgtgggagg cacaatcacc
agttacttat cctggtatca gcagaaacca
gcatccactc tggcatctgg ggtctcatceg

tacactctca ccatcagcga cctggagtgt

tattatgata ttggtactag tactttcgge
gtggctgcac catctgtctt catcttccecg
gecetetgttg tgtgectget gaataacttc
gtggataacg ccctccaatc gggtaactcc
gacagcacct acagcctcag cagcaccctg
aaagtctacg cctgcgaagt cacccatcag

aacaggggag agtgttga

of Artificial Sequence: Synthetic

ctggtgcage ctggeggatc tctgagactg
aactacgcca tgtcctgggt gcgacaggcec
atcagcacag gcggectgge cttcectacgece

cgggacaact ccaagaacac cctgtacctce
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1347
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180
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300
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cagatgaact ccctgecgggce cgaggacacc

ggctcctaca tcttctacta cttcgacctg
tctgcatcca ccaagggecc atcggtcettce
gggggcacag cggcecctggg ctgectggte
tcgtggaact caggcgecct gaccagegge
tcaggactct actccctcag cagegtggtg
acctacatct gcaacgtgaa tcacaagccc

cccaaatctt gtgacaaaac tcacacatgc

ggaccgtcag tcttcectcett cccecccaaaa
cctgaggtca catgegtggt ggtggacgtg
tggtacgtgg acggcgtgga ggtgcataat
aacagcacgt accgtgtggt cagcgtcectce
aaggagtaca agtgcaaggt ctccaacaaa
tccaaagcca aagggcagec ccgagaacca

gagctgacca agaaccaggt cagcctgacc

atcgccgtgg agtgggagag caatgggcag
gtgctggact ccgacggcetce cttettctta

tggcagcagg ggaacgtctt ctcatgctcece

acgcagaaga gcctcteect gtcectceceecggg
<210> 356

<211> 648

<212> DNA

<213> Artificial Sequence

<220><223> /note="Description
polynucleotide"
<400> 356

gatattcaga tgacccagtc cccctceccage

atcacctgtc aggcctccca gtccatctece
ggcaaggccc ccaagcetget gatctactcet
agattctccg getctggetce tggcaccgac

gaggatgccg ccacctacta ctgccagtcec

gcegtgtact actgtgeccag aaacggcgga

tggggccagg gcaccctcegt gacagtgtca
ccectggeac cctectceccaa gagcacctcet
aaggactact tccccgaacc ggtgacggtg
gtgcacacct tccecggetgt cctacagtcec
accgtgcecct ccagcagett gggcacccag
agcaacacca aggtggacaa gaaagttgag

ccaccgtgcec cagcacctga actcctgggg

cccaaggaca ccctcatgat ctcccggacc
agccacgaag accctgaggt caagttcaac
gccaagacaa agccgeggga ggagceagtac
accgtcctge accaggactg gectgaatgge
gcecteccag ccceccatcga gaaaaccatc
caggtgtaca ccctgeccce atcccgggat

tgcctggtca aaggcttcta tcccagegac

ccggagaaca actacaagac cacgcectcece
tattcaaagc tcaccgtgga caagagcagg
gtgatgcatg aggctctgca caaccactac

aaatga

of Artificial Sequence: Synthetic

ctgtcegett ctgtgggega cagagtgacc

tcctacctgt cctggtatca gcagaagecc
gcctccacac tggecteegg cgtgecctcet
tttaccctga ccatcagctc cctccagtge

tactacgaca tcggcacctc caccttcgge

- 332 -

300

360
420
480
540
600
660

720

780
840
900
960
1020
1080

1140

1200
1260
1320

1356

60

120
180
240

300
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ggaggcacca
ccatctgatg

tatcccagag

caggagagtg
acgctgagca

ggcctgagcet

aggtggaaat
agcagttgaa

aggccaaagt

tcacagagca
aagcagacta

cgccecegtcac

<210> 357

<211> 1335

<212> DNA

caaacgaact
atctggaact

acagtggaag

ggacagcaag
cgagaaacac

aaagagcttc

<213> Artificial Sequence

<220><223>

/note="Description

polynucleotide"

<400> 357

cagtcagtga

tgcacagtct

g88gaaggggc
tgggcaaaag
agtctgacag
tatgacatct
tcggtcttcec
tgcctggtca

accagcggceg

agcgtggtga
cacaagccca
cacacatgcc
cccccaaaac
gtggacgtga
gtgcataatg

agcgtcctca

tccaacaaag

cgagaaccac

aggagtccgg

ctggaatcga

tggaatacat
gccgattcac
ccgaggacac
ggggececagg
ccectggeacc
aggactactt

tgcacacctt

ccgtgecectce
gcaacaccaa
caccgtgccc
ccaaggacac
gccacgaaga
ccaagacaaa

ccgtectgcea

cccteccage

aggtgtacac

gggtcegectg

cctcagtagc

cggaaccatt
catctccaga
ggccacctat
caccctggtc
ctcctccaag
cccecgaaccg

cceggetgtce

cagcagcttg
ggtggacaag
agcacctgaa
cctcatgatc
ccctgaggtce
gccgegggag

ccaggactgg

ccccatcgag

cctgecccca

gtggctgcac
gectetgttg

gtggataacg

gacagcacct
aaagtctacg

aacaggggag

of Artificial Sequence: Synthetic

gtcacgectg

tatgcaatgg

aatattggtg
acctcgacca
ttctgtgcca
accgtctctt
agcacctctg
gtgacggtgt

ctacagtcct

ggcacccaga
aaagttgagc
ctcctggggg
tcceggacce
aagttcaact
gagcagtaca

ctgaatggca

aaaaccatct

tcccgggatg

catctgtctt
tgtgcctgct

ccctecaatce

acagcctcag
cctgcgaagt

agtgttga

ggacacccct

getggtteceg

gtcgegtata
cggtggatct
gatattataa
tagcatccac
ggggcacage
cgtggaactc

caggactcta

cctacatctg
ccaaatcttg
gaccgtcagt
ctgaggtcac
ggtacgtgga
acagcacgta

aggagtacaa

CCaaagccaa

agctgaccaa

catcttcceg
gaataacttc

gggtaactcc

cagcaccctg

cacccatcag

gacactcacc

ccaggctcca

ttacgcgagc
gaaagcgccc
tggtggtagt
caagggccca
ggeeetggge
aggcgecctg

ctcectcage

caacgtgaat
tgacaaaact
cttectette
atgegtggtg
cggcgtggag
ccgtgtggtce

gtgcaaggtc

agggcagecce

gaaccaggtc
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420

480

540
600
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60
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180
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agcctgacct gectggtcaa aggcttctat

aatgggcage cggagaacaa ctacaagacc

ttcttcttat attcaaagct caccgtggac

tcatgctccg tgatgcatga ggctctgcac

tctceecggga aatga
<210> 358
<211> 654
<212> DNA

<213> Artificial Sequence

<220><223>

/note="Description

polynucleotide"

<400> 358

gatgttgtga
atcaagtgcc
gggcagectce
cggttcaaag

gaagatgctg

ttcggeggag
ttccegecat
aacttctatc
aactcccagg
accctgacgce

catcagggcc

tgacccagac
aggccagtga
ccaagctcct
gcagtggata

ccacttacta

ggaccgaggt
ctgatgagca
ccagagaggc
agagtgtcac
tgagcaaagc

tgagctcgcec

<210> 359

<211> 1344

<212> DNA

tccagcectcc
gagcatttat
gatctatgat
tgggacagag

ctgtcaaggc

ggtggtcaaa
gttgaaatct
caaagtacag
agagcaggac
agactacgag

cgtcacaaag

<213> Artificial Sequence

<220><223>

/note="Description of Artificial Sequence: Synthetic

polynucleotide"

<400> 359

cccagegaca tcgecgtgga gtgggagage

acgcctcececg tgetggactc cgacggcetcec

aagagcaggt ggcagcaggg gaacgtcttce

aaccactaca cgcagaagag cctctcectg

of Artificial Sequence: Synthetic

gcgtctgaac
cgcgtattgg
acatccactc
ttcactctca

ggttattatg

cgaactgtgg
ggaactgcect
tggaaggtgg
agcaaggaca
aaacacaaag

agcttcaaca

ctgtgggagg
cctggtatca
tggcatctgg
ccatcagcgg

ctgatagtta

ctgcaccatc
ctgttgtgtg
ataacgccct
gcacctacag
tctacgectg

ggggagagtg

cacagtcacc
gcagaaacca
ggccccatceg
cgtgcagtgt

tggtattgct

tgtcttcatc
cctgctgaat
ccaatcgggt
cctcagcagc
cgaagtcacc

ttga

caggtgcage tggtggaatc tggcggagga ctggtgcage ctggeggete tctgagactg

tcctgttecg cctecggaat cgacctgtece tcctacgeta tgggetgggt gegacagget

- 334 -

1140
1200
1260
1320

1335

60
120
180
240

300

360
420
480
540
600

654

60

120
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cctggcaagg
tcctgggceca

cagatgaact

ggcggcetcect
aagggcccat
gecectggget
ggcgecectga
tccctcagea
aacgtgaatc

gacaaaactc

ttectettee
tgegtggtgg
ggcgtggagg
cgtgtggtca
tgcaaggtct
gggcagceccce

aaccaggtca

tgggagagca
gacggctcect
aacgtcttct

ctcteectgt

gcctggagta
agggccggtt

ccetgegggce

acgatatctg
cggtcecttcecec
gcctggtcaa
ccagcggcegt
gegtggtgac
acaagcccag

acacatgccc

ccccaaaacce
tggacgtgag
tgcataatgc
gegtcectcac
ccaacaaagc
gagaaccaca

gcctgacctg

atgggcagcc

tcttcttata
catgctccgt

ctccegggaa

<210> 360

<211> 654

<212> DNA

catcggcacc
caccatctcc

cgaggacacc

gggccagggc
cctggcaccc
ggactacttc
gcacaccttc
cgtgcecectcec
caacaccaag

accgtgccca

caaggacacc
ccacgaagac
caagacaaag
cgtcctgcac
cctcecagec
ggtgtacacc

cctggtcaaa

ggagaacaac
ttcaaagctc
gatgcatgag

atga

<213> Artificial Sequence

<220><223>

/note="Description

polynucleotide"

<400> 360

gatatccaga tgacccagtc cccctecacce

atcacctgtc aggcctccga gtccatctac

ggcaaggcecc ccaagctget gatctacgac

atcaacatcg
agagacaact

geegtgtact

acactcgtga
tcctccaaga
cccgaaccgg
ccggcetgtcec
agcagcttgg
gtggacaaga

gcacctgaac

ctcatgatct
cctgaggtca
C€Cgcggegags
caggactggc
cccatcgaga
ctgcccccat

ggcttctatce

tacaagacca
accgtggaca

gctctgcaca

of Artificial Sequence: Synthetic

gcggcagagt
ccaagaacac

actgcgceccg

ccgtgtcectce
gcacctctgg
tgacggtgtc
tacagtcctc
gcacccagac
aagttgagcc

teetgggggg

cccggacccce
agttcaactg
agcagtacaa
tgaatggcaa
aaaccatctc
cccgggatga

ccagcgacat

cgecteecegt

agagcaggtg

accactacac

gtactacgcc
cctgtacctce

gtactacaac

tgcatccacc
gggcacageg
gtggaactca
aggactctac
ctacatctgc
caaatcttgt

accgtcagtc

tgaggtcaca
gtacgtggac
cagcacgtac
ggagtacaag
caaagccaaa
gctgaccaag

cgccgtggag

gctggactcce

gcagcagesg

gcagaagagce

ctgtctgcect ctgtgggega cagagtgacc

cgggtgctgg cctggtatca gcagaagect

accagcacac tggcctccgg cgtgecctcet
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240

300

360
420
480
540
600
660

720

780
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1344

60

120

180
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agattctccg
gacgacgccg
ttcggeggag
ttccegecat

aacttctatc

aactcccagg
accctgacgce

catcagggcc

gctetggetce
ccacctacta
gcaccaaggt
ctgatgagca

ccagagaggc

agagtgtcac
tgagcaaagc

tgagctcgcec

<210> 361

<211> 1359

<212> DNA

tggcaccgag
ttgtcagggce
ggaaatcaaa
gttgaaatct

caaagtacag

agagcaggac
agactacgag

cgtcacaaag

<213> Artificial Sequence

<220><223>

/note="Description

polynucleotide"

<400> 361

cagtcggtgg

tgcacagcct

£2888agggec
tgggcgaaag
agtccgacaa
agtgcttatt
tcctcagecat
tctgggggea

gtgtcgtgga

tcctcaggac
cagacctaca
gagcccaaat
gggggaccgt
acccctgagg
aactggtacg

tacaacagca

aggagtccgg

ctggattctc

tggaatggat
gccgattcac
ccgaggacac
atctcccgta
ccaccaaggg
cagcggccct

actcaggcgc

tctactccect
tctgcaacgt
cttgtgacaa
cagtcttcct
tcacatgcgt
tggacggegt

cgtaccgtgt

cggtcgectg

cctcagtagt

cggaaccatt
catctccaaa
ggccacctat
ctactttgac
cccatcggtc
gggetgectg

cctgaccagc

cagcagcgtg
gaatcacaag
aactcacaca
cttcecccca
ggtggtggac
ggaggtgcat

ggtcagegtc

tttaccctga
ggctactacg
cgaactgtgg
ggaactgcect

tggaaggtgg

agcaaggaca
aaacacaaag

agcttcaaca

of Artificial Sequence: Synthetic

gtaaagcctg

tatgcaatga

agtactggtg
acctcgacca
ttctgtgcca
ttgtggggcce
ttcceeetgg
gtcaaggact

ggcgtgcaca

gtgaccgtge
cccagcaaca
tgcccaccgt
aaacccaagg
gtgagccacg
aatgccaaga

ctcaccgtcc

ccatctccag
ccgactccta
ctgcaccatc
ctgttgtgtg

ataacgccct

gcacctacag
tctacgcectg

ggggagagtg

acgaatccct

tctgggtcceg

gtatcacata
cggtggatct
gagggggata
aagggaccct
caccctecte
acttccccga

cctteeegge

cctccagcag
ccaaggtgga
gcccageacc
acaccctcat
aagaccctga
caaagccgeg

tgcaccagga

cctccagtgce
cggaatcgct
tgtcttcatc
cctgctgaat

ccaatcgggt

cctcagcagc
cgaagtcacc

ttga

gacactcacc

ccaggctcca

ctacgcgagc
gaaaatcacc
tgctgctagt
ggtcaccgtc
caagagcacc
accggtgacg

tgtcctacag

cttgggcacc
caagaaagtt
tgaactcctg
gatctcecegg
ggtcaagttc
ggaggagcag

ctggctgaat
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420
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ggcaaggagt
atctccaaag
gatgagctga
gacatcgecg
ccegtgetgg
aggtggcagc

tacacgcaga

acaagtgcaa
ccaaagggca
ccaagaacca
tggagtggga
actccgacgg
aggggaacgt

agagcctctc

<210> 362

<211> 660

<212> DNA

ggtctccaac
gcececgagaa
ggtcagectg

gagcaatggg

ctecttette
cttctcatgc

cctgtctcecc

<213> Artificial Sequence

<220><223>

/note="Description

polynucleotide"

<400> 362

gcagccgtge
atcagttgcc
aaacccgggce
ccatcacggt

cagtgtgacg

tttgectttcg
ttcatcttcce
ctgaataact
tcgggtaact
agcagcaccc

gtcacccatc

tgacccagac
agtccagtca
agcctcccaa
tcagcggcag

atgctgccac

gcggagggac
cgccatctga
tctatcccag
cccaggagag
tgacgctgag

agggcctgag

<210> 363

<211> 1368

<212> DNA

accatcaccc
gagtgtttat
gcttetgatce

tggatctggg

ttattactgt

tgaggtggtg
tgagcagttg
agaggccaaa
tgtcacagag
caaagcagac

ctcgececegtce

<213> Artificial Sequence

<220><223>

/note="Description of Artificial Sequence: Synthetic

polynucleotide"

aaagccctcc
ccacaggtgt
acctgectgg
cagccggaga
ttatattcaa
tcecgtgatgce

gggaaatga

of Artificial Sequence: Synthetic

gtgtctgcag
aataataaca
tatctggcat
acacagttca

ctaggtggtt

gtcaaacgaa
aaatctggaa
gtacagtgga
caggacagca
tacgagaaac

acaaagagct

cagcccccat
acaccctgcec
tcaaaggctt
acaactacaa
agctcaccgt

atgaggctct

ctgtgggagg
acttagcctg
ccactctggce

ctctcaccat

gtgatgatga

ctgtggctgce
ctgcctetgt
aggtggataa
aggacagcac
acaaagtcta

tcaacagggg

cgagaaaacc
cccatceegg
ctatcccagc
gaccacgcct
ggacaagagc

gcacaaccac

cacagtcacc
gtttcagcag
atctggggtc
cagcggegtg

tgctgatact

accatctgtc
tgtgtgcectg
cgcectcecaa
ctacagcctc
cgcctgcegaa

agagtgttga
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1140
1200
1260
1320
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60
120
180
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420
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540
600
660
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S=S5| 10-2445255



S=S5| 10-2445255

<400> 363

gaagtgcagc tggtggaatc tggcecggegga ctggtgcage ctggeggatce tctgagactg 60
tcttgtgccg cctecggett ctecctgtee tectacgeta tgatctgggt gecgacaggcec 120
cctggcaagg gcectggaatg gatcggcacce atctctaccg geggaattac ctactacgcec 180
tcctgggceca agggecggtt caccatctcc agagacaact ccaagaacac cctgtacctc 240
cagatgaact ccctgeggge cgaggacacc gecgtgtact attgtgctag aggeggcetac 300
gccgecaget ccgettacta cctgecctac tacttcecgace tgtggggeca gggceaccctce 360
gtgacagtgt catctgcatc caccaagggc ccatcggtct tcccectgge accctcectee 420
aagagcacct ctgggggcac agcggecctg ggetgectgg tcaaggacta cttcceccgaa 480
ccggtgacgg tgtcgtggaa ctcaggegece ctgaccageg gegtgcecacac cttceecgget 540
gtcctacagt cctcaggact ctactccctc agcagegtgg tgaccgtgece ctccageage 600
ttgggcaccc agacctacat ctgcaacgtg aatcacaagc ccagcaacac caaggtggac 660
aagaaagttg agcccaaatc ttgtgacaaa actcacacat gcccaccgtg cccagcacct 720
gaactcctgg ggggaccgtc agtcttccte ttcccececccaa aacccaagga caccctcatg 780
atctcccgga cccctgaggt cacatgegtg gtggtggacg tgagceccacga agaccctgag 840
gtcaagttca actggtacgt ggacggcgtg gaggtgcata atgccaagac aaagccgegg 900
gaggagcagt acaacagcac gtaccgtgtg gtcagegtcce tcaccgtect gcaccaggac 960
tggctgaatg gcaaggagta caagtgcaag gtctccaaca aagccctccc ageccccatce 1020
gagaaaacca tctccaaagc caaagggcag ccccgagaac cacaggtgta caccctgecce 1080
ccatccecggg atgagetgac caagaaccag gtcagectga cctgectggt caaaggcettce 1140
tatcccageg acatcgecgt ggagtgggag agcaatgggce agcecggagaa caactacaag 1200
accacgcctce ccgtgetgga ctccgacgge tecttettet tatattcaaa getcaccegtg 1260
gacaagagca ggtggcageca ggggaacgtc ttctcatget ccgtgatgea tgaggetcetg 1320
cacaaccact acacgcagaa gagcctctce ctgtctcececg ggaaatga 1368
<210> 364

<211> 660

<212> DNA

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic
polynucleotide"

<400> 364

- 338 -



gatattcaga

atcacctgtc
aaacccggca
ccctetagat
cagtgcgagg
tttgettttg
ttcatcttce

ctgaataact

tcgggtaact
agcagcaccc

gtcacccatc

tgacccagtc

agtcctccca
aggtgcccaa
tctceggcetce
atgccgccac
gcggaggceac
cgccatctga

tctatcccag

cccaggagag
tgacgctgag

agggcctgag

<210> 365

<211> 4

<212> PRT

ccectecage

gtccgtgtat
gctgcetgatce
tggctctggce
ctactattgc
caaggtggaa
tgagcagttg

agaggccaaa

tgtcacagag
caaagcagac

ctcgececegtce

<213> Artificial Sequence

<220><223>

ctgtcecgett

aacaacaaca
tacctggcct
accgacttta
ctgggeggcet
atcaaacgaa
aaatctggaa

gtacagtgga

caggacagca
tacgagaaac

acaaagagct

ctgtgggcega

acctggectg
ccacactggc
ccctgaccat
gcgacgacga
ctgtggctge
ctgcctetgt

aggtggataa

aggacagcac
acaaagtcta

tcaacagggg

cagagtgacc

gtatcagcag
ctctggegtg
cagctccctce
cgccgatacc
accatctgtc
tgtgtgcectg

cgcectcecaa

ctacagcctc
cgcctgegaa

agagtgttga

60

120
180
240
300
360
420

480

540
600
660

660

/note="Description of Artificial Sequence: Synthetic peptide"

<400> 365

Ala His Lys Asp

1
<210> 366
<211> 13
<212> PRT

<213> Artificial Sequence

<220><223>

/note="Description of Artificial Sequence: Synthetic peptide"

<400> 366

Asn Thr Ser Gln Glu Ala His Lys Asp Val Ser Tyr Leu

1 5
<210> 367
<211> 4
<212> PRT

<213> Artificial Sequence

10

- 339 -
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<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 367

Gly Phe Leu Gly

1
<210> 368
<211> 4
<212> PRT

<213> Artificial Sequence
<220><223> /note="Description of Artificial Sequence: Synthetic peptide"
<400> 368
Ala Leu Ala Leu
1
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