WO 2013/154206 PCT/JP2013/061340

1/78

|1

oRat FR2-10
oRat FR2-13
mRat FR2-14

Empty FGFR1lllc FGFR2lIb FGFR2lllc FGFR3llIb FGFR3lllc FGFR4

Q (=4 (= o Q =
w0

e b L Q
~N ™~ - -

{(Ajsuajul Juaosalony ueal AIR|ZN)
Aianoe Bupuig



WO 2013/154206 PCT/JP2013/061340

2/78

X]| 2

|ORat FR2-10
DRat FR2-13
mRat FR2-14

Full
FGFR2lic

®
A T
(ved
a
Koy
5
'9
] ON
Q Lo
L gg
.s.u;
, | 38
L )
5
L U
2
Q.
£
(1]
[=] o (=] Q [ =] o
Te] o (To ) (=] )
N N L o -

(Ayisuajul Juaassalon|y ueawt aane|ayy)
Ajanoe Bupuig



PCT/JP2013/061340

WO 2013/154206

3/78

X 3A

16| jes

w __‘ou

m

|

qz¥494 >_am“_
[2]o

(jwyb1) uonesyuasuos Apoqnuy

S-NE
aum"_w"_
! “ b o

“

ei-2ud

aasm qzy494

:3

2&%,
ol W

0L-2ud
qzy494
1’0 “ 0

E

dw3zy

—TY

o—.“

dIE

1118

i

jw/bu 0} ‘2494 =
jwbu o ‘24940

(=]
<

Q
w
- (jo13u09 j0 %)
AJIAoe aseudyion| aAle|dy

(=
0

00}
0zl



PCT/JP2013/061340

WO 2013/154206

4/78

X|3B

196 eu
224494

fAdw
_ 0|0}

T

(1wyB1) uoneuasuod Apogiuy

bi-2ud .
B4 ELE ]

EEW

ot |

1 A E

I

22¥494

[w/Bu o} ‘6494w
jw/Bu g ‘64940

o 9 O
<

o [ =]
(2] w0
(loaju09 jo %)

AJIAljoe aseud)on| aAe|oy

o
(=4
-

1743



PCT/JP2013/061340

WO 2013/154206

5/78

i<E

¢S4

2Sy4-d

¢d494

Sy . | 24194

O L0 - - (uybn)-ouod qy

+ - (wiw g} ‘jwyBu 1) 2494

X4



WO 2013/154206 PCT/JP2013/061340

6/78

X5

L 0 <
= = -
3 8 &
TR 14
OO L
L W O
| ™
| N3
N

1 4

L

0

] ©

5

= &

v ™

1 o

Hw
| O

K o

N o

c
Ho

c

©Q <o < N o

o o © o o

wu 06 GOUBQJOSQE



PCT/JP2013/061340

7178

WO 2013/154206

(jwybr) uonenuasuos Apognuy

96| uewny MR pL-zH4o _ c1-2440 - 01-244°
qZy494 fdw 42494 fdws qzydo4 Mdw3 qzu494 fidwg -
v |Lo noﬂe 1 1|0 0 ®
: -yt + T c -Duwi
—_ <
0Z E£©°
c.
o S o
- O =h
o
09 m w
g oo
~—
! | 00L a
<.
ozl &

jw/bu gL ‘2494w
jw/bu g ‘24940

X|6A



PCT/JP2013/061340

8/78

WO 2013/154206

X168

(jwybr) uonenyuasuos Apoqiuy

obluewny H 1ANAEE P R AT W (IR ATEE
oTY49d ~_€E. %ydo4  fdw %494 fdwz ozd494  fdwg p
- o
E_F_F.ic 0 2_;2 _ F_F.o_c_c )
¥ ] ] T _-ll_., T 1 T ..UI O — M-
el 0z X2
o £
— o TS
, O =h
09 S5
S
08 S ®
_ o0 8
_ 4
<

Jw/bu g} ‘6494 m
- lw/bu 0 ‘64940




WO 2013/154206 PCT/JP2013/061340

9/78

X7

] 100

10
cFR2-14
(ng/ml)

© © ©o o © © o o
M~ © W < O N -
[~
[=]
-
: T ) ~
. - =
O S )
| o & E
A =)
N L £
T ©
\4 -
A S S
© O O ©o ©o © o o
M © 0 & O N -
Q=
o E
N~
o O
THRSS
(&
| E.l
O O o © © o o o
N ®©® W ¢ M N -
(=]
e
o
+— D=
c £
o —
‘_Nm
£ c
__:v
I
-
T S A
o © 0 © o o o
N © W < MmO N -

(esesjas oyroads o)
Aunanoe 95av



PCT/JP2013/061340

WO 2013/154206

10/78

T4

uonenJoul jaye w‘amD
0z 51 0l

8

T T T

B/bw G| pl-zM 47 —e—
B gL pL-zy40 —0—
pajeangun .......

uonejn3oul saye skeq uonenaou Jaye sieq
DN m_. O_‘ m .DN Gl ! oL G
0 . —————————— 0 e 0
00t - m 4
» 0ot £ 1000 5
3 & g
g & 2
00z ¢ 100z E 100 g
: m T
00g 2 S 2
z ) { 00 & 100 ¢
3 3 :
=) oy ~ ‘ -
ooy~ | 1 oov 3 {oor 3
| oor 3 00% 3
2 @
005 - 1 o0¢ , - 00s
_mv_\mg Gl E1-ZH4? —o— B1/bw G| 017440 —e—
BB 6| g1-zy49— ByBw 6| g1-z449 —o—
paleangun -...... pajeanun -...... .



WO 2013/154206 PCT/JP2013/061340

11/78

X9
EVQLVESGGGLY »
(B ERDOBHES 1)

10
DIQMTQSPSSLSA
(B3R DECSIES 2)

11
QVKLL
(BHNEDEFIES.3)

12
DIQMTQSPASLSASLGE
(BEANFZRDEINES 4)

K13
QVKLL
(BEAERDOESIES 5)

14
DIQMTQSPASLSASLGE
(BLHIR DEFIES 6)

15
GAGTTACTTTTGAGAGCAGTTCCAGGAG
(BEFIFEDOESIES 7)

16
GGTTCTCCCACTCAGTAATC
(BEHEDOESIES 8)

17
CATATGATCAGTGTCCTCTC
(REFNERDEFIES 9)

18
ATATGATCAGTGTCCTCTCC
(BFIEDOEFIES 1 0)
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K19
gaggtgcagetgetggagtctggeggaggectggtegcagectggaaggtctetgaaactateccigigtagectctggatt
cagattcaatgacttttggatgacctggatecgecaggetccagggaaggggetiggagtigegtigeatecattacttata
ctggtgataacacttactatgecaggctectg{gaagggecgaatcaciatectccagagataatgecgaagageacectatac
ctgcaaatgaacagtctgaggtctgaggacacggccacttattactgtacaagagatgactacggaggatatagccccta
ctatatggatgcctggggtcaaggaacticagtcactgtctcctica
] Ze e, (1-366)

(BEFIEOEMNES 1 1)

K20
EVQLVESGGGLVQPGRSLKLSCVASGFRFNDFWMTWIRQAPGKGLEWVASITYTGDNTYYAGSVKGRITISRDNAKSTLY
LQOMNSLRSEDTATYYCTRDDYGGYSPYYMDAWGQGTSVTVSS

e (1-122)
(BRFIEOERIIES 1 2)

K21 .
caggttaagetgetgcagtctggggctgagetggtaaaacctggtect tcagtgaagt tetectgcaagact tetggttt
taccttcagcactagctatatgagitggttgaagcagetgectggaccgagtatigagiggatiggatggatttatectg
gagatggigetactaagtataatcagaagt tcaagggcaaggccacactgacagtagacaaatcttetageacageatac
atggatctcagcagcctgacatctgaggacgctgcagtctatttttgtgcaacggatggttatggggattggtttgctta
ctggggccaaggcactctggtcactgtctcttca
AR (1-354)
(EE?‘J%@E&?‘J%% 13)

K22
QVKLLQSGAELVKPGASVKLSCKTSGFTFSTSYMSWLKQVPGPSIEWIGWIYAGDGGTKYNQKFKGKATLTVDKSSSTAY
MDLSSLTSEDAAVYFCATDGYGDWFAYWGQGTLVTVSS
RS (1-118)

(BLFIRDBEFIES 1 4)

X2 3
caggttaagctgctgcagtctggggctgagctggtaaaacctggtgcttcagtgaagttgtcctgcaagacttctggttt
tacattcagcactagttatatgagttggttgaageaggtecctggaccgagtactgagtggattggatggatttatects
gagatggtggtactaagtataatcagaagttcaagggcaaggccacactgacagtagacaaattttctagcacagcatac
atggatctcagcagectgacatctgaggacgctgcagtctatttctgtgcaacggatggttatggggattggtttactta
ctggggccaaggeactetggtecactgtetettca

a2 (1-354)

(EE?U%@EE?H%? 15)

K24
QVKLLQSGAELVKPGASVKLSCKTSGFTFSTSYMSWLKQVPGPSTEWI GWIYAGDGGTKYNQKFKGKATLTVDKFSSTAY
MDLSSLTSEDAAVYFCATDGYGDWFTYWGQGTLVTVSS
g (1-118)
(BFIZRDOBHNES 1 6)
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25
TTCATGAGGCACACGACTGAGGCACCTCC
(BEFNZROESNES 1 7)

26
TCCAGTTGCTAACTGTTCCG
(BHEDOEFIES 1 8)

®27
CAGTGGTATCAACGCAGAG
EFIEOFFIEE1 9)

X2 8
gacatccagatgacccagtctccatcttccctgtctgcatttctgggagacagagtcactattacttgccgggcaagtca
agacattggaaattatttaagatggtticcagcagaaaccggggaaatctectaggettatgatttatggtgeaaccaact
tggcaaatgggetcccatcaaggttcagtggcagtaggtictigggtcagattatictetgaccatcaacaact tggagtet
gaagacatggctatttattactgtctgaagcataatgagtatccattcacgttcggctcagggacgaagttggaaataaa
acgggct
IR wEE (1-327)

(BEFNEDEFNES 2 0)

K29

DIQMTQSPSSLSAFLGDRVTITCRASQDIGNYLRWFQQKPGKSPRLMIYGATNLANGVPSRFSGSRSGSDYSLTINNLES .

EDMATYYCLKHNEYPFTFGSGTKLEIKRA
TS (1-109)
(REFIEORFIBS 2 1)

K30
TACGTGCTGTCTTTGCTGTCCTGATCAG
(RAINEOEFNES 2 2)

31 .
gacatccagatgacacagtciccageticcetgtctgcatctetgggagaaactgtcaccatcgaatgtcgageaagtga
ggacatttacagtaatttagegtggtatcagecagaaaccagggaacictcctcagetectgatctatgatgeaaatatet
tggcagatggegtcecatcacggt tcagtggcagtgggtctggcacacagtat tetectaaagataaacagectgcaatet
gaagatgtcgcaagttatttctgtcaacagtataacaattatcctccgttcacgtttggagttgggaccaagctggaact
gaaacgggct
s (1-330)
(EE?H%ODEEEJ%%’ 23)

X3 2
DIQMTQSPASLSASLGETVTIECRASEDIYSNLAWYQQKPGNSPQLLIYDAN ILADGVPSRF SGSGSGTQYSLKINSLAS
EDVASYFCQQYNNYPPFTFGVGTKLELKRA
R wR (1-110)
(REFIEROEFNES 2 4)
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X3 3 :
gacatccagatgacacagtctccagettecctgtctgecatetetgggagaaactgtcaccategaatgtcgagecaagtiga
ggacatatacagtaatttagcgtggtatcagcagaaaccagggaactctectcagetectgatectatgatgcaaatatec
tggcagatggggtcccatcacggt tcagtggeagtgggtctggeacacagtat tetctaaagataaacagectgeaatet
gaagatgtcgcaagttatttctgtcaacagtataacaattatcctccgttcacgtttggagctgggaccaagctggaact
gaaacgggct

IRl (1-330)

(BdFIZEDBEFNES 2 5)

B34
DIQMTQSPASLSASLGETVTIECRASEDIYSNLAWYQQKPGNSPQLLTYDANILADGVPSRFSGSGSGTQYSLKINSLQS
EDVASYFCQQYNNYPPFTFGAGTKLELKRA
g (1-110)
(BL5IR DERF1HES 2 6)

K35

geetecggactet agagccaccATGGTGCTGCAGACCCAGGTGTTCATCTCCCTGCTGCTGTGGATCTCCGGCGCGTACG
GCGATATCGTGATGATTAAACGTACGGTGGCCGCCCCCTCCGTGTTCATCTTCCCCCCCTCCGACGAGCAGCTGAAGTCC
GGCACCGCCTCCGTGGTGTGCCTGCTGAATAACTTCTACCCCAGAGAGGCCAAGGTGCAGTGGAAGGTGGACAACGCCCT
GCAGTCCGGGAACTCCCAGGAGAGCGTGACCGAGCAGGACAGCAAGGACAGCACCTACAGCCTGAGCAGCACCCTGACCC
TGAGCAAAGCCGACTACGAGAAGCACAAGGTGTACGCCTGCGAGGT GACCCACCAGGGCCTGAGCTCCCCCGTCACCAAG
AGCTTCAACAGGGGGGAGTGTTAGggecccgt t taaacgggggagecta

(BEFIEDEFNIFES 2 7)

X3 6
TATACCGTCGACCTCTAGCTAGAGCTTGGC
(BLHIRDOESNE= 2 8)

B3 7
GCTATGGCAGGGCCTGCCGCCCCGACGTTG
(BLFIRDESHNES 2 9)
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K38
gectecggac tetagagecaccATGAAACACCTGTGGTTCTTCCTCCTGCTGGTGGCAGCTCCCAGATGGGTGCTGAGCC
AGGTGCAATTGTGCAGGCGGTTAGCTCAGCCTCCACCAAGGGCCCAAGCGTCTTCCCCCTGGCACCCTCCTCCAAGAGCA
CCTCTGGCGGCACAGCCGCCCTGGGETGCCTGGTCAAGGACTACTTCCCCGAACCCGTGACCGTGAGCTGGAACTCAGGC
GCCCTGACCAGCGGCGTGCACACCTTCCCCGCTGTCCTGCAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGT
GCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAGAG
TTGAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCCTGCCCAGCACCTGAACTCCTGGGGGGACCCTCAGTCTTC
CTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCA
CGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCCCGGGAGGAGC
AGTACAACAGCACGTACCGGGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGC
AAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGCCAGCCCCGGGAACCACAGGT
GTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCA
GCGACATCGCCGTGGAGTGGGAGAGCAATGGCCAGCCCGAGAACAACTACAAGACCACCCCTCCCGTGCTGGACTCCGAC
GGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGCAACGTCTTCTCATGCTCCGTGAT
GCATGAGGCTCTGCACAACCACTACACCCAGAAGAGCCTCTCCCTGTCTCCCGGCAAATGAgatatcgggeccetttaaa
cgggggagecia

(B2FIERDEFIES 3 0)

39
atggtgctgecagacccaggtgticatctecctgetgetgtggatcicecgecgegtacggegacatccagatgacccagtc
tccatcttcectgtetgecatttetgggagacagagtcactattacttgecgggcaagicaagacattggaaattatttaa
gatggttccagcagaaaccggggaaatctcectaggecttatgatttatggtgcaaccaact tggcaaatggggtcccatca
aggttcagtggcagliaggicigggtcagattatictctgaccatcaacaacttggagictgaagacatggetatttatta
ctgtctgaageataatgagtatecatteacgt tegectcagggacgaagt tggaaataaaacgege tgtggcegceecct
cegtgttcatcttecececctecgacgageage tgaagtecggeacegeetecgtegtatgcctgctgaataact tetac
cccagagaggccaaggigecagiggaaggtggacaacgeccetgeagteegggaacteccaggagagegtgaccgageagga
cagcaaggacagcacctacagectgageageaccctgaccetgagcaaagecgactacgagaagecacaagsgtgtacgect
gcgaggtgacccaccagggectgageteccecgticaccaagaget tcaacaggggggagigt

T FI)VESET (1-60). wIZEfRIR (61-387). & W aEsE (389-702)

(BEFNZ DECSIHES 3 1)

40 -
MVLQTQVFISLLLWISGAYGDIQMTQSPSSLSAFLGDRVTITCRASQDIGNYLRWFQQKPGKSPRLMIYGATNLANGVPS -
RFSGSRSGSDYSLTINNLESEDMATYYCLKHNEYPFTFGSGTKLEIKRAVAAPSVF IFPPSDEQLKSGTASVVCLLNNFY
PREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
U VES) (1-20). wIZEsEsER (21-129). R (130-234)

(BLFIR OB E= 3 2)

41 :
ATCTCCGGCGCGTACGGCGACATCCAGATGACCCAGTCTCCATCTTCC
(RFIER DELSIES 3 3)

42 ,
GGAGGGGGCGGCCACAGCCCGTTTTATTTCCAACTTCGTCCCTG
(BANERDOEFIES 3 4)
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X4 3
atgaaacacctgtggticttcctcctgeteggtggcageteccagatgggtgctgagegaggtgcagetggtggagictgg
gggaggcctggtgcagectggaaggtetetgaaactatectgigtagectetggattcagattcaatgacttttggatga
cctggatecgecaggetccagggaageggectggagtgggttgcatecattacttatactggtgataacacttactatgea
ggctctgtgaagggccgaatcactatctccagagataatgegaagageaccetatacctgecaaatgaacagtictgaggtc
_ tgaggacacggecacttattactgtacaagagatgactacggaggatatageccctactatatggatgectggggtcaag
gaacttcagtcactgtcagctcagectccaccaagggeccaagegtcticeecetggeaccetcetccaagageacctet
ggcggcacagecgeectgggetgectggtcaaggactactteccecgaaccegtgacegtgagetggaactcaggegecet
gaccageggegtgeacaccticeccgetigtectgeagtectecaggactctactecctcagcagegtiggigacegigeect
ccagcagcttgggcacccagacctacatctgeaacgtgaatcacaageecageaacaccaaggiggacaagagagt tgag
cccaaatcttgtgacaaaactcacacatgeccaccetgeccageacctgaactcctgggggeaceetcagtcttcetett
ccceccaaaacccaaggacaccetcatgatcteccggacecctgaggtcacatgegteggtggiggacgtgagecacgaag
accctgaggicaagttcaactggtacgtggacggcgtegagetgcataatgccaagacaaagecccgggaggageagtac
aacagcacgtaccgggiggtcagegtcctcaccgtectgcaccaggactgectgaat ggcaaggagtiacaagtigeaaggt
ctccaacaaageccteecageeeecategagaaaaccatetecaaagecaaaggecageccegggaaccacaggtgtaca
ccetgeecccatcecgegaggagatgaccaagaaccaggtcageetgacctgectggtcaaaggettetateccagegac
atcgecgiggagtgggagageaatggccageccgagaacaactacaagaccaccecteccgtgetggactecgacgectce
cttcttectctacageaagetcaccgtggacaagageaggtiggcagecagggcaacgtetictcatgctcegtgatecatg
aggctctgeacaaccactacacccagaagagectctecctgtetcceggeaaa
T FIVESE (1-57). WIS (58-423). EHMEER (424-1413)
(FEAEOESIE = 3 5)

X4 4
MKHLWFFLLLVAAPRWVLSEVQLVESGGGLVQPGRSLKLSCVASGFRFNDFWMTWIRQAPGKGLEWVASITYTGDNTYYA
GSVKGRITISRDNAKSTLYLQMNSLRSEDTATYYCTRDDYGGYSPYYMDAWGQGTSVTVSSASTKGP SVFPLAPSSKSTS
GGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVE
PKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQY
NSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSD
TAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK
U FHIVEE] (1-19). PIZEaEE (20-141D) . EEwEE (142-471)

(BL5IE DECFIES 3 6)

45
CCAGATGGGTGCTGAGCGAGGTGCAGCTGGTGGAGTCTGGGGGAGGE
(EFNEOEFIFZES 3 7)

46 o
. CTTGGTGGAGGCTGAGCTGACAGTGACTGAAGTTCCTTGACCCCAGEC
(BEZIZ DEFIES 3 8)
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X4 7 .
atgegtectgcagacccaggtgtteatetecctactgctetggatetceggcgcgtacggcgacatccagatgacacagtce
tccagettecctgictgeatctctgggagaaactgtcaccatcgaatgtcgageaagtgaggacatttacagtaatitag
cglggtatcagcagaaaccagggaactctcctcagetectgatctategategcaaatatet tggcagatggggteccatea
cggttcagtggcagtgggtctggcacacagtatictctaaagataaacagectgeaatetgaagatgicgcaagttattt
ctgtcaacagtataacaattatcctecgttcacgtttggagt tgggaccaagctggaac tgaaacggecigtggeegcec
cctecgtgttecatettecceccetecgacgageagetgaagteeggeaccgectcecgtggtgtgectgetgaataactte
taccccagagaggccaaggtgcagtggaaggtggacaacgeectgeagtecgggaactcccaggagagegt gaccgagea
ggacagcaaggacageacctacagectgageageaccetgaceetgageaaageegac tacgagaageacaaggtgtacg
cctgegaggtgacccaccagggectgagetceeccgtcaccaagaget tcaacaggggggagtgt

T FIVES] (1-60). AIZER (61-390). E®EE (391-705)

(BEHIEDOERFNESF 3 9)

(48 :
MVLQTQVFISLLLWISGAYGDIQMTQSPASLSASLGETVTIECRASEDI YSNLAWYQQKPGNSPQLL I YDANILADGVPS
RFSGSGSGTQYSLKINSLQSEDVASYFCQQYNNYPPFTFGVGTKLELKRAVAAPSVFIFPPSDEQLKSGTASVVCLLNNE
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
THFIVEF (1-20). FEEE (21-130). EHES (131-235)
(BFIEDOBRHES 4 0)

49 o
ATCTCCGGCGCGTACGGCGACATCCAGATGACACAGTCTCCAGCTTCC
(BLFIERDEFIES 4 1)

50 _
GGAGGGGGCGGCCACAGCCCGTTTCAGTTCCAGCTTGGTCCCAAC
(BIFIR DSBS 4 2)
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51
atgaaacacctgtggticticctccigetggtggcagctcccagatgggtgetgagecaggt taagetgetgeagteteg
ggctgagetggtaaaacctiggtgettcagtgaagttgtectgecaagacttetggttttaccttcageactagetatatga
gttggttgaagecaggtecctiggacegagtat tgagtggattggatgeattiatgciggagatggtggtactaagtataat
cagaagttcaagggcaaggccacactgacagtagacaaatcttctagcacagecatacatggatctcageagectgacatce
tgaggacgctgeagtctattttigtgcaacggatggttategggattggttiget tacteggeccaaggeaciciggtca
cigtcagctcagectccaccaagggeccaagegtettececctggeaccctcctecaagageacctetggeggeacagece
gecetgggetgce tggtcaaggactact teccegaaccegtgacegtgage tggaactcaggegccctgaccageggegt
gcacaccitcccegetgicctgeagtectcaggactctactecctcagcagegtggtgaccgigeecctecageaget tgg
gcacccagacctacatctgeaacgtgaatcacaageccagcaacaccaaggiggacaagagagt tgageccaaatettgt
gacaaaactcacacatgeccaccctgeccageacctgaactcctggggggacecicagicttecteticeecccaaaace
caaggacacccticatgatctcccggaccectgaggtcacatgcgtggtggtggacgtgagecacgaagaceetgaggtica
agttcaactggtacgtggacggcgtggaggtigeataatgecaagacaaageeccgggaggageagtacaacageacgtac
cgggiggicagegticetcaccgtcctgeaccaggactiggctgaatggecaaggagtacaagtgecaaggtctccaacaaagc
ccteccageccecatcgagaaaaccatctccaaagecaaaggecageeccgggaaccacaggtgtacaceetgeecccat
ccegggaggagatgaccaagaaccaggtcagectgacctgectggtcaaaggetictatcecagegacatcgeegtggag
tgggagagcaatggccageccgagaacaactacaagaccaccectecegtgctggacteegacggetecttcticcteta
cagcaagetcaccgtggacaagageaggtggcageagggceaacgtctictcatgcteccgtgatgcatgaggetetgcaca
accactacacccagaagagectctccetgtetececggcaaa .
7 FIVEFI (1-57). wiZsEsE (58-411), EHE&EE (412-1401)

(BHIERDOESIES 4 3) '

K5 2

MKHLWFFLLLVAAPRWVLSQVKLLQSGAELVKPGASVKLSCKTSGFTFSTSYMSWLKQVPGPSIEWIGWIYAGDGGTKYN

QKFKGKATLTVDKSSSTAYMDLSSLTSEDAAVYFCATDGYGDWFAYWGQGTLVTVSSASTKGP SVFPLAPSSKSTSGGTA
- ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSC

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY

RVVSVLTVLHQDWLNGKEYKCKVSNKALPAP I EKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE

WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

STFIVERY (1-19), aI&wus (20-137). EREIR (138-467)

(BEFNERDOBLIIES 4 4)

K53
CCAGATGGGTGCTGAGCCAGGTTAAGCTGCTGCAGTCTGGGGCTGAG

(EHIEORFIHEE 4 5)

X5 4
CTTGGTGGAGGCTGAGCTGACAGTGACCAGAGTGCCTTGGCCCCAG
(BLFIEDEFIES 4 6)
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K55 _
atggtgctgcagacccaggtgttcatctccctgctgctgtggatctccggcgcgtacggcgacatccagatgacacagtc
tccagettcectgtetgeatetetgggagaaactgtcaccatcgaatgtcgageaagigaggacatatacagtaatttag
cgtggtatcagcagaaaccagggaacictcectecagetectgatectatgatgecaaatatectggcagatggggtcececatca
cggticagtggeagtgggtictggcacacagiattctctaaagataaacagectigcaatctgaagatgtcgeaagttattt
ctgtcaacagtataacaattatccticcgttcacgtitggagctgggaccaagciggaactgaaacgggctgtggecgece
ccteegtgttcatettecceecctecgacgageagcetgaagtceggcaccgecteegtggtgtgectgetgaataact te
taccccagagaggecaaggtgeagtggaaggtegacaacgecctgcagtecgggaactcccaggagagegtgaccgagea
ggacagcaaggacageacctacagectgageageaccctgacectgagecaaagecgactacgagaageacaaggtgtacg
cetgcgaggtgacccaccagggectigageicccccgicaccaagagettcaacaggggggagtigt
T FIVES (1-60). wIEEE (61-390). @R MRE (391-705)
(BFNERDOESNES 4 7)

X5 6 .
MVLQTQVFISLLLWISGAYGD IQMTQSPASLSASLGETVTIECRASEDIYSNLAWYQQKPGNSPQLL IYDANILADGVPS
RFSGSGSGTQYSLKINSLQSEDVASYFCQQYNNYPPFTFGAGTKLELKRAVAAPSVF IFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGL SSPVTKSFNRGEC

T UFOVERS) (1-20). WIZRMESER (21-130). TEHMEIR (131-235)

(BINEOERFNES 4 8)

Ko7
GGAGGGGGCGGCCACAGCCCGTTTCAGTTCCAGCTTGGTCCCAGC
(BFNEDOEFNEFES 4 9)

X5 8
atgaaacacctgtggtticticctectgetggtggcageteccagatgggtgetgagecaggt taagetgetgcagtetgg
gegctgagetggtaaaacctggtgetitcagtgaagtigtecetgcaagacttctggttttacattcagecactagtiatatga
gtiggtitgaagcaggtgectggaccgagtactgagtgegattggatggatttatgctggagatggtggtactaagtataat
cagaagttcaagggcaaggccacactgacagtagacaaattttctagecacagcatacatggatctcagcageetgacate
tgaggacgctgcagtctatttctgtgcaacggatggttatggggattggtitact tactggggccaaggeactictggtea
ctgtcagectcagectccaccaagggeccaagegticttececctggeaccctectecaagageacctetggeggcacagee
~ gecectgggctgcctggtcaaggactact tececgaaccegtgacegtgagetggaactcaggegecctgaccagegsest
gcacaccttcceegetgtectgeagticetecaggactectactecctcageagegtggtgacegtgecctccageagettgg
gcacccagacctacatctgecaacgtgaatcacaageccagcaacaccaaggtggacaagagagtigageccaaatettgt
gacaaaactcacacatgeccaccetgeccageacctgaacteetggggggaceeteagtettectet teeeccecaaaace
caaggacaccctcatgatctcccggaccectgaggtcacatgegtggtggtggacgtgagecacgaagaccetgaggtca
agttcaactggtacgtggacggegtggaggtgcataatgccaagacaaagecccgggaggageagtacaacageacgtac
cgggtggtcagegtectcaccgtectgeaccaggactggetgaatggcaaggagtacaagtgeaaggtctecaacaaase
ccteccageecccatcgagaaaaccatctccaaagecaaaggecagecccgggaaccacaggtgtacaccetgececcat
cccgggaggagatgaccaagaaccaggtcagectgacctgectggtcaaaggettetatcccagegacategecgtiegag
tgggagagcaatggecageccgagaacaactacaagaccacecctccegtgctggactecgacggctecttettecteta
cagcaagctcaccgtggacaagagcaggtggcageagggcaacgicttetcatgetecgtgatgecatgaggetetgeaca
accactacacccagaagagecticicectgteteccggcaaa
ST FIVEE (1-5T). wZEwR (58411 . EHMEE (412-1401)
(EEHIEROEFNES S5 0) '
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X5 9

MKHLWFFLLL VAAPRWVLSQVKLLQSGAELVKPGASVKLSCKTSGF TFSTSYMSWLKQVPGPSTEWIGWI YAGDGGTKYN
QKFKGKATLTVDKFSSTAYMDLSSLTSEDAAVYFCATDGYGDWFTYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSL SLSPGK
SOFVES (1-19), WA (20-137). EHEHEE (138-467)

(BLFIRDESIES 5 1)

60
DFWMT _
(BEHNERDELFIES 5 2)

61
SITYTGDNTYYAGSVKG
(BC5IE DECFIES 5 3)

X6 2
- DDYGGYSPYYMDA
(BEHERDOEFIES 5 4)

63
TSYMS
(BRFIRDOEFIES 5 5)

56 4
WIYAGDGGTKYNQKFKG
(BLFIEDEFIES 5 6)

65
DGYGDWFAY
(BFIFZDOESIES S 7)

66
TSYMS
(EFIEORFIRE S 8)

67
WIYAGDGGTKYNQKFKG :
(BLFIRDBECHIES S 9)

68 .
DGYGDWFTY
(BHNERDOESIEF 6 0)
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69
RASQDIGNYLR
(BLAI R DOBSIES 6 1)

70
GATNLAN
(BLFIRDOBEFIHZE 6 2)

71
LKHNEYPFT
(BESIR DEFIES 6 3)

7 2
RASEDIYSNLA
(BFIZORFIES 6 4)

®7 3
DANILAD
(BFIEORFIES 6 5)

74
QQYNNYPPFT
(BLFIEDOERFIES 6 6)

75
RASEDIYSNLA
(BEFIRDOEFIEE 6 7)

76
DANILAD
(BEFIRDEFIEE 6 8)

77
QQYNNYPPFT
(BLFIRDEFIHES 6 9)
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X7 8
MVSWGRFICLVVVTMATLSLARPSFSLVEDTTLEPEEPPTKYQISQPEVYVAAPGESLEVRCLLKDAAVISWTKDGVHLG
PNNRTVLIGEYLQIKGATPRDSGLYACTASRTVDSETWYFMVNVTDAISSGDDEDDTDGAEDFVSENSNNKRAPYWINTE
KMEKRLHAVPAANTVKFRCPAGGNPMP TMRWLKNGKEFKQEHRIGGYKVRNQHWSL IMESVVPSDKGNYTCVVENEYGSI
NHTYHLDVVERSPHRP ILQAGLPANASTVVGGDVEFVCKVYSDAQPHIQWIKHVEKNGSKYGPDGLPYLKVLKHSGINSS
NAEVLALFNVTEADAGEYICKVSNYIGQANQSAWLTVLPKQQAPGREKEI TASPDYLETAIYCIGVFLIACMVVTVILCR
MKNTTKKPDFSSQPAVHKL TKRIPLRRQVTVSAESSSSMNSNTPLVRITTRLSSTADTPMLAGVSEYELPEDPKWEFPRD
KLTLGKPLGEGCFGQVVMAEAVGIDKDKPKEAVTVAVKMLKDDATEKDLSDLVSEMEMMKMI GKHENT INLLGACTQDGP
LYVIVEYASKGNLREYLRARRPPGMEYSYDINRVPEEQMTFKDLVSCTYQLARGMEYLASQKC THRDLAARNVLVTENNV
MKTADFGLARD INNIDYYKKTTNGRLPVKWMAPEALFDRVYTHQSDVWSFGVLMWEIFTLGGSPYPGIPVEELFKLLKEG
HRMDKPANCTNELYMMMRDCWHAVPSQRPTFKQLVEDLDRILTLTTNEEYLDLSQPLEQYSPSYPDTRSSCSSGDDSVFS
PDPMPYEPCLPQYPHINGSVKT

(BEHIERDOESIES T 0)

79
MVSWGRFICLVVVTMATLSLARPSFSLVEDTTLEPEEPPTKYQISQPEVYVAAPGESLEVRCLLKDAAVISWTKDGVHLG
PNNRTVLIGEYLQIKGATPRDSGLYACTASRTVDSETWYFMYNVTDAISSGDDEDDTDGAEDFVSENSNNKRAPYWTINTE
KMEKRLHAVPAANTVKFRCPAGGNPMP TMRWLKNGKEFKQEHR I GGYKVRNQHWSL IMESVVPSDKGNYTCVVENEYGSI
NHTYHLDVVERSPHRP ILQAGLPANASTYVGGDVEFVCKVYSDAQPHI QW IKHVEKNGSKYGPDGLPYLKVLKAAGVNTT
DKETEVLYIRNVTFEDAGEYTCLAGNSIGISFHSAWLTVLPAPGREKEI TASPDYLEIATYCIGVFLIACMVVTVILCRM
- KNTTKKPDFSSQPAVHKLTKRIPLRRQVTVSAESSSSMNSNTPLVRI TTRLSSTADTPMLAGVSEYELPEDPKWEFPRDK
LTLGKPLGEGCFGQVVMAEAVGIDKDKPKEAVTVAVKMLKDDATEKDLSDLVSEMEMMKM I GKHKNT INLLGACTQDGPL
YVIVEYASKGNLREYLRARRPPGMEYSYDINRVPEEQMTFKDLVSCTYQLARGMEYLASQKCTHRDLAARNVLVTENNVM
KTADFGLARDINNIDYYKKTTNGRLPVKWMAPEALFDRVYTHQSDVWSFGVLMWEIFTLGGSPYPGIPVEELFKLLKEGH
RMDKPANCTNELYMMMRDCWHAVPSQRPTFKQLVEDLDRILTLTTNEEYLDLSQPLEQYSPSYPDTRSSCSSGDDSVFSP
DPMPYEPCLPQYPHINGSVKT
(BEANEZDBSIES T 1)

B8 0
atggtgctgcagacccaggtigticatcteecctigetgctgtggatcteccggcgegtacggegacatecagatgacccagag
cceccagecagectgagegecagegtgeggegacagagtgaccatcacctgtegggccagegaggacatctacageaacctgg
cctggtatcagcagaageecggeaagageccccagetgetgatetacgacgecaacatectggeegacggegtgeecage
agattcagcggcageggetccggcaccgactacaccctgaccatetecagectgecageecgaggacttegecacctacta
ctgccagcagtacaacaactaccccccattcaccttcggecagggeaccaaggtggaaatcaagegtacggtggecgecc
cctcegtgttcatettecceecctecgacgageagetgaagtecggeaccgectecgtggtgtgectgetgaataactte
taccccagagaggccaaggtgcagteggaaggtggacaacgecctgeagiccgggaacteccaggagagegtgaccgagea
ggacagcaaggacagcacctacagectigageageaccctgaccctgagcaaagecgactacgagaageacaaggtgtacg
cctgegaggtgacccaccagggectgagetecceegtcaccaagaget tcaacageggggagtst
U FIVEF (1-60), wAEE (61-390). &HEE (391-705)

(BHNEDOEINERF T 2)

~
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X8 1
MVLQTQVFISLLLWISGAYGDIQMTQSPSSLSASVGDRVTITCRASEDTYSNLAWYQQKPGKSPQLLIYDANILADGVPS
RFSGSGSGTDYTLTISSLQPEDFATYYCQQYNNYPPFTFGQGTKVEIKRTVAAPSVF IFPPSDEQLKSGTASVVCLLNNF
YPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
U FIVESY (1-20). wIZEeEos (21-130). ¥ (131-235)
(BFNRDOBFNES 7 3) '

X8 2 4
atgaaacacctgtggttcttcctectgetggtegcageteccagatgggtgctgagecaggtgcagetggtecagtctes
cgccgaagtgaagaaacctggggctagegtgaaggtgtcetgecaaggecageggcttcacct tcagecaccagetatatga
gctgggtcegecagectecaggecagggactggaatggatgggetggatctatgecggcgacggeggcaccaagtacaac
cagaaattcaagggcagagtigaccctgaccgtggacaagageaccageaccgectacatggaactigageageetgeggag
cgaggacaccgeegtgtactactgegecaccgacggctacggegactggttecacatactggggccaggecacce tggtga
ccgtgagetcagectecaccaagggeccaagegtettecceetggeaceetectecaagageacctetggeggcacagee
geeetgggetgectgstcaaggactact tcceegaaccegtigacegtigagetggaactcaggegccctgaccageggegt
gcacaccttccccgetgtectgcagtectcaggactetactecctcageagegtggtgacegtgcectecageagetteg
gcacccagacctacatctgeaacgtgaatcacaageccagecaacaccaaggtggacaagagagt tgageccaaatet tgt
gacaaaactcacacatgcccaccetgeccageacctgaactectggggggaccectecagtcticetet tececccaaaace
caaggacacccicatgatcetcceggacccctgaggtcacatgegtggteggtggacgt gagecacgaagacectgagetca
agttcaactggtacgtggacggegtggaggtgcataatgecaagacaaagecccgggaggageagtacaacageacgtac
cgggtggtcagegtcecteacegtectgeaccaggactggeigaatggcaaggagtacaagtgcaaggtctecaacaaage
cctceccageccccategagaaaaccatctccaaagecaaaggecageeecgggaaccacaggtgtacacectgeccecat
cccgggaggagatgaccaagaaccaggtcagectgacctgectggtcaaagget tetatcccagegacategecgtggag
tgggagagcaatggccageecgagaacaactacaagaccaccecicecgtgetggacteegacgectecttettecteta
cagcaagctcaccgtggacaagagcaggtggecageagggcaacgictictcatgetecgtgatgcatgaggetctgcaca
accactacacccagaagagecteteectgteteccggeaaa '
T FIVEEF) (1-57), Eﬂﬁéﬁﬁﬁ& (58-411), mH W (412-1401)

(BEFNEDOBFNEFBT 4)

K8 3
MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGF TFSTS YNSWVRQAPGQGLEWNGN T YAGDGGTKYN
OKFKGRVTLTVDKSTSTAYMEL SSLRSEDTAVYYCATDGYGDWFTYWGQGTLVTVS SASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLASSGLYSLSSVVIVPSSSLGTQTY I CNVNHKPSNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVICYVVDVSHEDPEVKENWYVDGVEVENAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTI SKAKGAPREPQVY TLPPSREEMTKNQVSL TCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKL TVDKSRNQQGNVFSCSVMHEALHNHY TQKSLSLSPGK

SUFIVEF (1-19). TIZSEE (20-137), FHME (138-467)

(B51% ORFIES 7 5)



WO 2013/154206 : PCT/JP2013/061340

. 24/78

X8 4
atgaaacacctgtggttcttcctectgetggtegeageteccagatgggtegctgagecaggtgcagetggtecagictgg
cgcegaagigaagaaacctggggctagegtgaaggigtectgcaaggecagegget tcacct tcageaccagetatatga
gcigggteegecaggetccaggecagggactggaatggatgggetggatetatgecggcgacggeggcaccaagtacaac
cagaaattcaagggcagagtgaccectgaccgecgacaagageaccageaccgectacatggaactgageagectgeggag
cgaggacaccgeegtgtactactgegecaccgacggetacggegactggticacatactggggecagggcaceetggtga .
ccgtgagctcagectccaccaagggeccaagegtetteeccectggeaccetcctccaagageacctctggeggeacagee
gccctgggctgcctggtcaaggactacttccccgaacccgtgaccgtgagctggaactcaggcgccctgaccagcggcgt
geacacctteeccgetgtectgeagtectcaggactetactcectcageagegtggtgacegtgcectecageaget tgg
gcacccagacctacatctgcaacgtgaatcacaageccagcaacaccaaggtggacaagagagttgageccaaatet tgt
gacaaaactcacacatgcccaccctgeccageacctgaactectggggggaccetcagtctteetet tecceccaaaacc
caaggacaccctcatgatetceceggacccctgaggicacatgegtggiggtiggacgtgagecacgaagacccetgaggica
agttcaactggtacgtggacggcegtggaggtgeataatgeccaagacaaagecccgggaggageagtacaacageacgtac
cgggtggtcagegtectcaccgtcctgcaccaggactggctgaatggcaaggagtacaagtgeaaggtctccaacaaage
ccteccagececcatcgagaaaaccatctccaaagecaaaggecageecegggaaccacaggtgtacaccetgeccecat
cccgggaggagatgaccaagaaccaggicagectgacctgectggtcaaaggettctatecccagegacategecgtggag
tgggagagcaatggccageecgagaacaactacaagaccaccecteccgtgetggactecgacggetecttettecteta
‘cagcaagctcaccgtggacaagageaggtggeageagggcaacgticttctecatgctecgtgatgcatgaggctetegcaca
accactacacccagaagagecicteecctgtcteccggeaaa
T FIVERS) (1-57). PIZEfER (58-411) . =& (412-1401)

(BEHNEDOEINEST 6) '

K8 5
MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGFTFSTSYMSWVRQAPGQGLEWMGWIYAGDGGTKYN
QKFKGRVTLTADKSTSTAYMELSSLRSEDTAVYYCATDGYGDWFTYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAP IEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
STFIVES] (1-19), vIZEasR (20-137), EHRMEE (138-467)

(BEFIEDOEFNEST 7)
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X8 6
atgaaacacctgtggttcticctectgctggtggeagctceccagatgggtgetgagecaggtgcagetggtgeagtictgg
cgccgaagtgaagaaacctggggctagegtgaaggtgtectgcaaggecageggcttcacet tcageaccagetatatga
getgggtccgecaggetccaggecccageaccgaatggatggectggatetatgecggegacggeggcaccaagtacaac
cagaaattcaagggcagagigacccigaccgiggacaagageaccageaccgectacatggaactgageagectgeggag
cgaggacaccgecgtgtactactgegecaccgacggetacggegactiggttcacatactggeggecagggcaceetggtga
ccgtgagetcagectecaccaagggeccaagegtettecceetggeaceetcectecaagageacctctggeggeacagee
gceectggeeigeciggicaaggactact tecececgaaccegtgaccgtgage tggaactcaggegeectgaccagegeegt
gcacaccttecccgetgtectgeagticcteaggactetactecctcageagegtggtgacegtgecctecageaget tgg
gcacccagacctacatctgeaacgtgaatcacaageccageaacaccaaggtggacaagagagt tgageecaaatettgt
. gacaaaactcacacatgcccaccetgeccageacctgaactectggeggggacectcagticticectcttcececcecaaaace
caaggacaccctcatgatcteecggaccectgaggtcacatgcgtegtggtegacgtgagecacgaagaceetgaggtcea
~agttcaactggtacgtggacggcgtggaggtgeataatgccaagacaaagecccgggaggageagtacaacageacgtac
cgggtggtcagegtectcaccgtectgecaccaggactggetgaatggcaaggagtacaagtigecaaggtctecaacaaage
cctcccageccccatcgagaaaaccatctecaaagecaaaggecagececgggaaccacaggtigtacaccetgeeeccat
cccgeggaggagatgaccaagaaccaggtcagectgacetgectggtcaaaggetictateccagegacategecgtggag
tgggagagcaatggecageccgagaacaactacaagaccaccecicecgigetggactccgacggctecttettecteta
cagcaagctcaccgtggacaagageaggtggeageaggecaacgictictcatgetecegtgatgeatgaggetctgcaca
accactacacccagaagagcectctcectgtcteccggeaaa
TFVES (1-57), Wi (58-411). WM (412-1401)
(EHERDOEFIER T 8) :

X8 7
MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGFTFSTSYMSWYRQAPGPSTEWMGW I YAGDGGTKYN
QKFKGRVTLTVDKSTSTAYMELSSLRSEDTAVYYCATDGYGDWFTYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYTCNVNHKP SNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGP SVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAP IEKT I SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVEFSCSVMHEALHNHYTQKSLSLSPGK
STFIVES (1-19). AIERE (20-137). BRI (138-467)

(RAEKOESIEST 9)
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X8 8
atgaaacacctgtggttcttcctectgetggtggcagetcccagatgggtgctgagecaggtgcagetggtgeagtetgg
cgccgaagigaagaaacctggggctagegtgaaggtigtectgcaaggecageggettecaccttcagecaccagetatatga
getgggteegecaggetecaggecccageategaatggatgggctggatetatgecggegacggeggeaccaagtacaac
cagaaattcaagggcagagtgaccctgaccgtggacaagageaccageaccgectacatggaactgageageetgeggag
cgaggacaccgecgtgtactactgcgecaccgacggetacggegactggticgectactggggccagggeacectggtga
ccgtgagetcagectecaccaagggcccaagegicticeecctggeacectecteccaagageacctetggeggeacagec
geectgggetgectggtcaaggactacticeccgaaccegigaccgtigagetggaactcaggegeccigaccageggegt
gcacaccttcccegetgtectgeagtectcaggactetactecctcageagegtggtgaccgtgecctccageagettegg
gcacccagacctacatctgcaacgtgaatcacaageccageaacaccaaggtggacaagagagttgageccaaatet tgt
gacaaaactcacacatgcccaccctgeccageacctgaactectggggggaccectcagtcttectettececccaaaace
caaggacaccctcatgatcteceggaceectgaggtcacatgegtggtggtggacgtgagecacgaagaccctgaggtca
agttcaactggtacgtggacggcgtggaggtgcataatgecaagacaaagecccgggaggageagtacaacageacgtac
cgggtggtcagegtecteacegtectgecaccaggactggctgaatggeaaggagtacaagtgcaaggtictecaacaaase
cctcccagecceccatcgagaaaaccatctccaaagecaaaggecagecccgggaaccacaggtgtacacectgeecccat
cccgggaggagatgaccaagaaccaggteagectgacctgectggtcaaaggettetateccagegacategeegtggag
tgggagagcaatggeccageccgagaacaactacaagaccaccecteccgtgetggactecgacggctecticttecteta
cagcaagctcaccgtggacaagageaggtggeageagggcaacgtetteteatgetecgtgatgeatgaggetetgcaca
accactacacccagaagagectctecctgteteccggeaaa
SUFIVEF (1-57). FIZMEE (58-411). EHMHES (412-1401)

(B2FIE DELFIE= 8 0)

B8 9 ‘
MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGFTFSTSYMSWVRQAPGP S TEWMGWI YAGDGGTKYN
QKFKGRVTLTVDKSTSTAYMELSSLRSEDTAVYYCATDGYGDWFAYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPP SREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF SCSVMHEALHNHYTQKSLSLSPGK
TTFVES (1-19). AR (20-137). EHER (138-467)

(BLHIEDOBLHIES 8 1)
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atgaaacacctgtggttcticctectgctggtggeageteccagatgggtgctgagecaggtecagetggtecagtcteg
cgccgaagtgaagaaacctiggggctagegtgaaggtgtectgecaaggecageggettcacct tcagecaccagetatatga
gctgggtecgecaggetccaggeeccageaccgaatggatgggetggatetatgecggcgacggcggcaccaagtacaac
cagaaattcaagggcagagigaccctgaccgtggacaagageaccageaccgectacatggaactgageagectecggag
cgaggacaccgecgtgtactactgegecaccgagggetacggegactggticacatactggggccagggcaccctggtga
ccgtgagetcagectcecaccaagggeccaagegtcttececetggecaccctectccaagageacctictggeggeacagee -
geectgggetgectggtcaaggactact tecccgaaccegtgaccgtgagetggaactcaggegeectgaccagegeest
gcacacctteceegetgtectgeagtectcaggactetacteectcageagegtggtgaccgtgecetccageagct teg
geacccagacctacatctgcaacgtgaatcacaageccageaacaccaaggiggacaagagagt tgageccaaatet tgt
gacaaaactcacacatgeccaccctgcccageacctgaactcctggggggacceteagtettectettceccecaaaace
caaggacaccctcatgatctcceggacccctgaggtcacatgegtggtggtggacgtgagecacgaagacee tgaggtica
-agltcaactggtacgtggacggegtggaggigcataatgccaagacaaagecccgggaggageagtacaacageacgtac
cgggtggtcagegtectcaccgicctgcaccaggactiggetgaatggcaaggagtacaagigecaaggtctecaacaaage
. ccteecagececcatcgagaaaaccatctccaaagecaaaggecageccegggaaccacaggtgtacaccetgeecceat
cccgggaggagatgaccaagaaccaggtcagectgacctgectggtcaaaggettctateccagegacategcegtggag
tggeagagcaatggccagececgagaacaactacaagaccacceetecegtectggactecgacggetecticttecteta
cagcaagctcaccgtiggacaagageaggtggeageagggcaacgticttetcatgetecgtgatgecatgaggctctgeaca
accactacacccagaagagcctctecetgteteccggeaaa
U FIIVEFR (1-57), wIEEE (58-411). EH¥MEK (412-1401)
(BFNERDESNES 8 2)

X9 1
MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGFTFSTSYMSWVRQAPGP STEWMGW I YAGDGGTKYN
QKFKGRVTLTVDKSTSTAYMELSSLRSEDTAVYYCATEGYGDWF TYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSC
“DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSYLTVLHQDWLNGKEYKCKVSNKALPAP IEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

SUFIIVES (1-19), mIZfESE (20-137) ., EERE (138-467)

(BLFIRDESIES 8 3)
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atgaaacacctgtggttcttcctectgetggtggcageicccagatgggtigetgagecaggigeagctggtgcagictgg
cgccgaagigaagaaacctggggctagegtgaaggtetectgecaaggecageggetteacciteagecaccagetatatga
gctgggteegecaggetecaggecccageaccgaatggatgggetggatetatgecggegacggeggcaccaagtacaac
cagaaaticaagggcagagtgacccigaccgiggacaagageaccageaccgectacatggaacigageageetgeggag
cgaggacaccgceegtgtactactgegecaccgacgectacggegactggticacatactiggggccagggcaccectggiga
ccgtgagetcagectccaccaagggeccaagegtetteceeetggeaccetectecaagageacctctggeggcacagee
geectgggetgectiggicaaggactacttececgaaccegtgacegtgagetggaactcaggegecctgaccageggegt
geacaccttccecgetgicctgcagtecteaggactctactecctcageagegtggtgacegtgecctecageagettag
gcacccagacctacatctgecaacgtgaatcacaageccageaacaccaaggtggacaagagagt tgageccaaatettgt
gacaaaactcacacatgcccaccctgeccageacctgaactcetggggggacectcagtettectettcececcaaaace
caaggacacccicatgatctceeggacccetgaggtcacatgegtggtggtggacgtgagecacgaagaceetgagetcea
agttcaactggtacgtggacggegtggaggtgeataatgccaagacaaagecccgggaggageagtacaacageacgtac
cgeggtggtcagegtcctcaccgtectgeaccaggactggctgaat ggcaaggagtacaagigeaaggictecaacaaage
cctcecagececcatcgagaaaaccatctccaaagecaaaggecageecegggaaccacaggtgtacaccetgecccecat
cccgggaggagatgaccaagaaccaggtcagectgacctgectggtcaaaggettctatcccagegacatcgecgtggag
tgggagagcaatggccageecgagaacaactacaagaccaccecteecgtgetggactcegacggetecttettecteta
cagcaagctcaccgtggacaagagcaggtggcageagggcaacgticttcteatgetecgtgatgeatgagectctigeaca
accactacacccagaagagectctccctgtcteccggecaaa
FIVEF) (1-5T). mIEwEE (58-411). EWMEE (412-1401)

(FRFIEDESIES 8 4)

B9 3 :
MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGFTFSTSYMSWVRQAPGPSTEWMGWI YAGDGGTKYN
QKFKGRVTLTVDKSTSTAYMELSSLRSEDTAVYYCATDAYGDWFTYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP SNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKT I SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
TFOVESS (1-19), WS (20-137). EHEEWE (138-467)

(BLFIE DELFIES 8 5)
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K9 4
atgaaacacctgtiggticticctectgetggtggcageteccagatgggtegctgagecaggtgeagetiggtgcagteteg
cgcegaagigaagaaacctggggetagegtgaaggtgtectgcaaggecagegget tcaccttcagecaccagetatatga
gctgggticegecaggetecaggecccageaccgaatggatgggctggatctatgecggegacggeggcaccaagtacaac
cagaaattcaagggcagagtgaccctgaccgtggacaagagcaccagcaccgectacatggaactgageageetgeggag
~ cgaggacaccgecgtgtactactgegccaccgacgagtacggegactggttcacatactggggccagggcacectggtaa
ccgtgagctcagectecaccaagggeccaagegticticeecctggeaceetcctecaagageacctctggeggcacagec
geeetgggetgectggicaaggactactfeccecgaaccegtgaccgigagetggaactcaggegecctgaccageggegt
gcacaccttecccgetgtectgcagtectecaggactetactecctcageagegtggigaccgtgecctccagcagct tgg
geacccagacciacatctgcaacgtgaatcacaageccagecaacaccaaggtiggacaagagagt tgageccaaatettgt
gacaaaactcacacatgcccaccctgeccageacctgaactectggggggacecicagticttcectet tecceccaaaace
caaggacaccctcatgatcteccggacccctgaggtcacatgegtggtggiggacgigagecacgaagacectgaggtca
agttcaactegtacgtggacggcgtggaggtgcataatgecaagacaaageccegggaggageagtacaacageacgtac
cgggtggtcagegtcetcacegtcetgecaccaggactggetgaatggeaaggagtacaagtgeaaggtetecaacaaage
ccteccageecccategagaaaaccatctccaaagecaaaggecageccegggaaccacaggtgtacaceetgeeeccat
cccgggaggagatgaccaagaaccaggtcagectgacctgectggtcaaaggetictateccagegacategeegiggag
tgggagagcaatgeccageccgagaacaactacaagaccaceeeteccgtgctggactecgacggetecttettecteta
cagcaagcicaccgiggacaagagcaggtggcagcagggeaacgtettcteatgeteegtgatgcatgagegctetgcaca
accactacacccagaagagcctctecctgteteccggeaaa
PFIVES (1-57), FIZEmUIR (58-411). @EHEH (412-1401)
(EEHNEDOEFIES 8 6)

X9 5 ‘ ‘ : .
MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGFTFSTSYMSWVRQAPGP STEWMGWI YAGDGGTKYN
QKFKGRVTLTVDKSTSTAYMELSSLRSEDTAVYYCATDEYGDWFTYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNYNHKPSNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
SUFOVES (1-19). FIEEER (20-137), E¥EEEK (138-467)

(BHIRDEFIES 8 7)
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K96 ' '
atgaaacacctgtggtitcticectectigetgetggcagctceccagatgggtectgagecaggtgcagetggtgcagticige
cgccgaagtgaagaaacctigggectagegtgaaggtgtecctgcaaggecagegget tcacct tcagcaccagetatatga
gctgggtcecgecaggetecaggecccageaccgaatggatgggetggatctatgeeggegacggeggeaccaagtacaac
cagaaattcaagggcagagtgaccctgaccgtggacaagageaccageaccgectacatggaactgageageetgcggag
cgaggacaccgccgtgtactactgegecaccgacttctacggegactggttcacatactggggecagggcacectggtega
ccgtgagetcagectcecaccaagggcccaagegtetteceectggcacectectecaagageacctetggegegeacagee
gcectggsctecctggtcaaggactacttecccgaaccegtgacegigagetggaactcaggegecetgaccageggegt
gcacaccttceecgetgtectgeagtectecaggactetactecctcageagegtggtgaccgtgccetecageagettgg
geacccagacctacatctgeaacgtgaatcacaageccageaacaccaaggtggacaagagagt tgageccaaatettgt
gacaaaactcacacatgcccaccetgeccageacctgaactectggggggaccetcagtettectettecceccaaaace
caaggacaccctcatgatcteecggaccectgaggtcacatgegtgetggtggacgtgagecacgaagacectgaggtca
agttcaactggtacgtggacggcegtggaggtgcataatgccaagacaaageecccgggaggageagtacaacageacgtac
cgggtggtcagegtectcacegtectgcaccaggactggctgaatggcaaggagtacaagtgcaaggtctecaacaaage
ccteccageecccatcgagaaaaccatctccaaagecaaaggecagececgggaaccacaggtgtacacectgeecceat
cccgggaggagatgaccaagaaccaggtcagectgacctgectggicaaaggettctateccagegacatceccgtggag
tgggagagcaatggccageccgagaacaactacaagaccaccecteeegtgetggactecgacggetecttettecteta
cagcaagctcaccgtggacaagagecaggtggeageagggeaacgtettctcatgcteegtgatgcatgaggctetgcaca
accactacacccagaagagectctecctgtetceecggcaaa
U FIVEST (1-57). AIZEfER (58-411) . EHE MM (412-1401)

(EFIEDEFIES 8 8) :

®9 7 | |
MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGF TFS TSYMSHVRQAPGPSTERMGNT YAGDGGTKYN
QKFKGRVTLTVDKSTSTAYMEL SSLRSEDTAVYYCATDFYGDWFTYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVIVPSSSLGTATY I CNVNHKPSNTKVDKRVEPKSC
* DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCYVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAP [EKT T SKAKGQPREPQVYTLPPSREENTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKL TYDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
S FVEFI (1-19), WIZSES (20-137). G (138-467)
(EFIEDOTRFIERS 9).
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X9 8
atgaaacacctgtggttcttcctcctgctggtggcagctcccagatgggtgctgagccaggtgcagctggtgcagtctgg
cgecgaagigaagaaacctggggetagegtgaaggtgtectgecaaggecageggettcaccttcageaccagetatatga
getgggtecgecaggetecaggeeccageaccgaatggatgggetggatetatgecggegacggegegcaccaagtacaac
cagaaattcaagggcagagtgaccctgaccgtggacaagageaccageaccgectacatggaacigageagectgeggag
cgaggacaccgecgigtactactgegecaccgaccactacggegactggt tcacatactggggecagggeacectggtaa
ccgtgagetcagectccaccaagggeccaagegictteccectggeacccticctccaagageacctctggeggcacagee
geectgggetgectggtcaaggactact tececcgaaccegtgacegtgagetggaactcaggegece tgaccageggegt
gcacaccticcecgetgicctgcagtectcaggactetacteectcageagegtggtgaccgtgecctecageagettgg
gcacccagacctacatctgcaacgtgaatcacaageccageaacaccaaggt ggacaagagagttgageccaaatetigt
gacaaaactcacacatgcccaccctgeccageacctgaactectggggggacceteagteticcteticecececaaaace
caaggacaccctcatgateteceggaccectgaggtcacatgcgtggtggtggacet gagecacgaagacectgaggtca
agttcaactggtacgtggacggcgtggaggtgcataatgecaagacaaagecccgggaggageagtacaacagecacgtac
cgggtiggicagegtcetcacegticetgecaccaggactggetgaatggcaaggagtacaagtgcaaggtctccaacaaage
ccteccagececcategagaaaaccatctecaaagecaaaggecageeccgggaaccacaggtgtacaceetgeeeccat
cccgggaggagatgaccaagaaccaggtcagectgacctgectggtcaaaggettctatececagegacatcgecgtggag
tgggagagcaatggccageccgagaacaactacaagaccaccceecticeecgtgetggactcegacggctecttettecteta
cagcaagctcaccgtggacaagagcaggtggcagcagggcaacgtcttctcatgctccgtgatgcatgaggctctgcaca
accactacacccagaagagectetcceetgtetececggcaaa

TP VESY (1-57). WA (68-411), EHEHEE (412-140D)

(BEFZEDESNER9 0)

X9 9 :
MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGFTFSTSYMSWVRQAPGPSTEWMGWI YAGDGGTKYN
QKFKGRVTLTVDKSTSTAYMELSSLRSEDTAVYYCATDHYGDWFTYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSL SLSPGK
TTFOVES (1-19). PR (20-137). EHEE (138-467)

(BEHEDOEFIES 9 1)
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atgaaacacctgtggticticctectgctggtegcage teccagatgggtec tgagecaggtecage tegtgcagticteg
cgcecgaagtgaagaaacciggggctagegtgaaggtgtcctgeaaggecagegget teaccttecagecaccagetatatga
gctgggtecgecaggetceaggecccageaccgaatggatgggctggatetatgecggegacggeggcaccaagtacaac
cagaaattcaagggcagagtgaccctgaccgtggacaagageaccageaccgectacatggaactgageagectgcggag
cgaggacaccgecgtgtactactgcgecaccgacatctacggegactggticacatactggggcecagggeacectggtga
ccgtgagetcagectccaccaagggececaagegtcticecectggeaccctcctecaagageacctetggeggeacasce
gcectgggetgeetggtcaaggactacttecccgaacccgtgaccgtigagetggaactcaggegeectgaccageggegt
gcacaccttececgetgtectgeagtectcaggactctacteccteageagegtggtgaccegtgeectecageagettgg
gcacccagacctacatctgeaacgtgaatcacaageccageaacaccaaggiggacaagagagtigageccaaatettgt
-gacaaaactcacacatgeccaccetgeccageaccigaactectggggggacceeicagicticectcttecececcaaaace
caaggacaccctcatgatctcecggacccctgaggtcacatgegiggteggtggacgtgagecacgaagaccectgaggtca
agttcaactggtacgtggacgecgtggaggtgcataatgeccaagacaaagececgggaggageagtacaacageacgtac
cgggtggtcagegtcctcaccgtcctgecaccaggactiggctgaatggcaaggagtacaagtgcaaggtctccaacaaage
ccteecageccccatcgagaaaaccatetecaaagecaaaggecagececgggaaccacaggtgtacacectgeeeccat
cccgegaggagatgaccaagaaccaggticagectgacctgectggtcaaaggetictateccagegacategeegtggag
tgggagagcaatggecageccgagaacaactacaagaccacecctecegtgetggacteegacggetecttcttecteta
cagcaagcicaccgtggacaagagcaggiggcageagggcaacgictictcatgcicegtgatgcatgaggctetgcaca
accactacacccagaagagectcicectgictcecggcaaa
TFIVERF] (1-57), AIZEsEss (58-411). WM (412-140D)
(EHNEOEINES I 2)

K101 ' :
MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGFTFSTSYMSWVRQAPGPSTEWMGWI YAGDGGTKYN
QKFKGRVTLTVDKSTSTAYMELSSLRSEDTAVYYCATDIYGDWFTYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK
TUFIVES (1-19). PIERE (20-137). EHEEE (138-467)

(BLFIE OBELFIES 9 3)
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atgaaacacctgtggttcttcctectgetggtaggcageteccagatgggtgetgagecaggtgcagetggtgcagictisgg
cgccgaagtgaagaaacctggggctagegtgaaggtgtectgcaaggecageggettcaccttcageaccagetatatga

gctgggtecgecaggetccaggecccageacegaatggatgggctggatctatgecggcgacggeggcaccaagtacaac
cagaaattcaagggcagagtgacccigaccgtggacaagageaccageaccgectacatggaactigageageetgeggag
cgaggacaccgecgtgtactactgegecaccgacaagtacggcgactggttcacatactggggecagggcaccetggtga
ccgtgagetcagectecaccaagggeccaagegteticcecctggeaceeicctecaagageacctctggeggeacagee
geectigggetgectggtcaaggactacttecccgaacecgtgaccgtgagetggaacticaggegecctgaccageggegt
gcacaccttccecgetgtectgeagiccteaggactetactecctcageagegtggtgaccgtgecctccageaget tgg
gcacccagacctacatctgeaacgtgaatcacaageccageaacaccaaggtggacaagagagt tgageccaaatetigt
gacaaaactcacacatgeccaccetgeccageacctgaactectggggggacectcagtettectettecceccaaaace
caaggacacccicatgatcteccggaccectgaggticacatgegtggtggiggacgigagecacgaagaccetgaggtcea
agttcaactggtacgtggacggcgtggaggtgcataatgccaagacaaageccegggaggageagtacaacageacgtac
cgggtggicagegtectecacegtcctgecaccaggactggetgaatggcaaggagtacaagtgcaaggictccaacaaage
cctccecageecccatcgagaaaaccatetecaaagecaaaggecageecegggaaccacaggtgtacacectgeeeccat
cccgggaggagatgaccaagaaccaggtcagectgacctgectggtcaaaggettctateccagegacategecgtggag
tgggagagcaatggecageecgagaacaactacaagaccacceccicecgtgetggacteegacggctcecttetticcteta
cagcaagctcaccgtggacaagagcaggtggeageagggcaacgtcttcteatgetecgtgatgcatgaggetetgeaca
accactacacccagaagagectctccctgtcteccggeaaa

T FIVES (1-57), AR (68-41D. ERMEIH (412-1401)

(BdFi& OEFIES 9 4)

103
MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGFTFSTSYMSWVRQAPGPSTEWMGWI YAGDGGTKYN
QKFKGRVTLTVDKSTSTAYMELSSLRSEDTAVYYCATDKYGDWFTYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP SNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
ITFNVES (1-19). TR (20-137). EHEEE (138-467)

(BEFNERDEFIES 9 5)
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atgaaacacctgtggttcttcctcctectggtggcageteccagatgggtgctgagecaggtgeagetggtgcagtetgg
cgccgaagtgaagaaaccigggegctagegtgaaggigtectgcaaggecageggcttcacct tcagecaccagetatatga
getgggtecgecaggetecaggeeccageaccegaatggatgggetggalctatgecggcgacggcggcaccaagtacaac
cagaaaltcaagggcagagtgaccetgaccgtggacaagageaccageaccgectacat ggaactgageageetgeggag
cgaggacaccgeegtgtactactgegecaccgacetgtacgegcgactegt tcacatactggggecagggcaccetggtga
ccgtgagetcagectecaccaagggcccaagegticticeccetggeaccetectecaagageacctetggeggeacagec
gcectgggetgectggtcaaggactacttccecgaaccegtgacegtgagetggaactcaggegeectigaccageggegt
geacaccttceccgetgticetgeagtectcaggactetactecectcageagegteggtgacegtgecctccageagetteg
gcacccagacctacatctgcaacgtgaatcacaageecageaacaccaaggiggacaagagagttgageccaaatettgt
gacaaaactcacacatgcccaccetgeecageacctgaactcectggggggacectcagtettectetteceeccaaaace
caaggacaccctcatgatcteccggaccectgaggtcacatgegtggtggtggacgtgagecacgaagaccctgaggtea
agttcaactggtacgtggacggegtiggaggigeataatgecaagacaaagecccgggaggageagiacaacageacgtac
cgggigegtcagegtccicaccgtectgeaccaggactggctgaatggcaaggagtacaagtgeaaggictecaacaaage
ccteccageecccatcgagaaaaccatctccaaageccaaaggecageeccgggaaccacaggtgtacaccctgeeeccat
cccgggaggagatgaccaagaaccaggtcagectgacctgectggtcaaaggettetateccagegacategeegtggag
~ tegeagagcaatggccagecegagaacaactacaagaccaceccteccgtgetggactecgacggetecttettectcta
cagcaagctcaccgtggacaagageaggtggcageaggecaacgtcttcteatgctecgtgatgcatgagectctecaca
accactacacccagaagagectcteectgteteeccggeaaa '
U FIVEF (1-57). WA (58-411). @RI (412-1401)
(EEFNZEORFNES 9 6) o

K105
MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGFTFSTSYMSWVRQAPGP STEWMGWI YAGDGGTKYN
QKFKGRVTLTVDKSTSTAYMELSSLRSEDTAVYYCATDLYGDWFTYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLASSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAP IEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK
TUFIVEEFT (1-19). FIZEEE (20-137). EHEEIR (138-467)

(RFNEROESIEF I 7) :
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K106
atgaaacacctgiggttcttcctectgetggtggeagetcccagatgggtigctgagecaggtgeagetggigeagtictgg
cgccgaagtgaagaaacctggggetagegtgaaggtgtectgecaaggecageggettcaccttcageaccagetatatga
gctgggteegecaggetecaggeeccageaccgaatggatgggetggatetatgecggegacggeggeaccaagtacaac
cagaaattcaagggcagagtgacectgacegtggacaagageaccageacegeetacatggaactgageageetacggag
cgaggacaccgeegtgtactactgegecaccgacatgtacggegactggttcacatactggggecagggeaccetggtea
ccgtegagetcagecteccaccaagggeccaagegtetfeceectggeacectecteccaagageacetictggeggeacagee
geeetggeetgectggtecaaggactacticeccgaacccgtgaccgtgagetggaactecaggegecc fgaccageggegt
gcacaccttccecgetgtectgeagicetcaggactetactecectcageagegtggtgacegtgecctecageaget tgg
gcacccagacctacatctgecaacgtgaatcacaageccagcaacaccaaggtggacaagagagt tgageccaaatetigt
gacaaaactcacacatgcccacccetgeccageacctgaactectggggggaccctcagteticctettecceccaaaace
caaggacaccctcatgatctececggacccctgaggticacatgegtggtggtegacgtgagecacgaagaccetgagegtca
agttcaactggtacgtggacggcgtiggaggtgcataatgccaagacaaagccccgggaggageagtacaacageacgtac
cgggtggtcagegtcctcacegtectgcaccaggactggetgaatggeaaggagtacaagtgcaaggtctccaacaaasc
ccteccageecccatcegagaaaaccatetccaaagecaaaggecageeccegggaaccacaggigtacacectgeeeccat
cccgggaggagatgaccaagaaccaggicagectgacctgectiggticaaaggettetatcccagegacategeegtggag
tgggagagcaatggeccageccgagaacaactacaagaccacccctecegtgetggactcegacggetectteticeteta
cagcaagctcaccgtggacaagagcaggtggcagcagggcaacgtcttctcatgctccgtgatgcatgaggctctgcaca
accactacacccagaagagcctctccctgtctcccggcaaa
O FIVESHI (1-5T). mIZmEE (58- 411) TE B (412-1401)
(Rﬂi@ﬁﬂ%ﬁ98) :

K107
MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGFTFSTSYMSWVRQAPGPSTEWMGWI YAGDGGTKYN
QKFKGRVTLTVDKSTSTAYMELSSLRSEDTAVYYCATDMYGDWFTYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSC
- DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

TUFIVES (1-19). "IZEER (20-137). EHAE (138-467)

(BLFI& DELFIE 5 9 9) o
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X108
atgaaacacctgtggttcttecctectgetggtggcagetceccagatgggtgctgagecaggtgcagetggtgeagtetag
cgccgaagtgaagaaacciggggetagegigaaggtigticeigeaaggecagegscticacettcageaccagetatatga
gctgggtecgecaggetecaggecccageaccgaatggatgggetggatetatgeeggegacggeggcaccaagtacaac
cagaaattcaagggcagagtgaccctgaccgtggacaagageaccageaccgectacatggaactgageagectgeggag
cgaggacaccgeegtgtactactgegecaccgaccagtacggegactggt tcacatact ggggecagggcaccetggtea
ccgtgagetcagectecaccaagggeccaagegtict teccectggeaccetectccaagageaccetctggeggeacagee
gecetgggctegcctiggtcaaggactact tececcgaaccegtgacegtgageiggaactcaggegecetgaccageggegt
gcacacciteccegetgtectgeagticctcaggactctactecetcageagegtggtgaccgtgeccteeageaget tgg
gecacccagacctacatctgcaacgtgaatcacaageccageaacaccaaggtggacaagagagt tgageccaaatettgt
gacaaaactcacacatgcccaccctgeccageaccigaactcectggggggaccctcagicticcteticececccaaaace
caaggacaccctcatgatcteccggaceectgaggtcacatgegtggtggt ggacgtgagecacgaagaceetgaggtica
agticaactggtacgtggacggcgtggaggtgcataatgccaagacaadageccegggaggageagtacaacageacgtac
cgggtggtcagegiccicaccgtectgeaccaggactiggetgaatggcaaggagtacaagtgcaaggtctccaacaaage
ccteccageeeccategagaaaaccatctccaaagecaaaggecageeccgggaaccacaggtgtacaccetgecccecat
cccgggaggagatgaccaagaaccaggtcageetgacctgectggtcaaaggettetateccagegacategecgtggag
tgggagagcaatggccageccgagaacaactacaagaccaccecteecgtgetggactecgacggetecttcttecteta
cagcaagctcaccgtggacaagagcaggtggeageagggcaacgtctictecatgetecgtgatgcatgaggctetgeaca
accactacacccagaagagcctetecctgteteceggeaaa
TFIVES] (1-57), AIZEE (58-411). EHMEW (412-1401)
(BEFIZFEOEHIES100)

K109 : '

MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGFTFSTSYMSWVRQAPGP STEWMGWI YAGDGGTKYN

QKFKGRVTLTVDKSTSTAYMELSSLRSEDTAVYYCATDQYGDWFTYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA

ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSC
~ DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY

RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE

WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

T FIVEF (1-19). AIEREE (20-137), EHFEER (138-467)

(BdFIZDBESIFS 1 0 1)
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K110 ' :
atgaaacacctgtggttcttectectgctggtggeageteccagatgggigctgagecaggtgcagetgetgcagticteg
‘cgecgaagtgaagaaacctggggetagegtgaaggtgtectgcaaggccageggctteacet tcageaccagetatatga
getgggtecgecaggetecaggeeccageaccgaatggatgggetggatetatgccggegacggeggeaccaagtacaac
cagaaat tcaagggcagagtgacce tgaccgtggacaagageaccageaccgectacat ggaactgageagec tgeggag
cgaggacaccgcegigtactactgcgecaccgaccggtacggegactggttcacatactggggccagggcaccetggtga
ccgtgagetecagecticcaccaagggeccaagegicticeecctggeacectectccaagageaccictgecggcacagee
gecectgggetgectggtcaaggactact teccccgaacccgtgacegtgage tggaacteaggegeectgaccageggegt
gcacaccttecccgetgtectgcagticctcaggactctactecctecageagegtggtgaccgtgecctecageaget tgg
gcacccagacctacatctgcaacgtgaatcacaageccageaacaccaaggtggacaagagagt tgageccaaatettgt
gacaaaactcacacatgcccaccctgeccageacctgaactcctggggggacecteagtettectetteccecccaaaace”
caaggacaccctcatgatcteceggaccectgaggtcacatgegtggtggiggacgtgagecacgaagaccctgaggtea
agttcaactggtacgtegacgecgtggaggtgcataatgccaagacaaageccegggaggageagtacaacageacgtac
cggetgetecagegicctcaccgtectgecaccaggactiggctgaatggeaaggagtacaagtgcaaggteteccaacaaage
ccteecageccccatcgagaaaaccatcetecaaagecaaaggecageeceggegaaccacaggtgtacacectgeeeccat
cccgggaggagatgaccaagaaccaggtcagectgacctgectggtcaaaggettetateccagegacategeegtggag
tgeggagageaatggeccagecegagaacaactacaagaccaccecteecgtgetggactecgacggeteettcttecteta
- cagcaagctcaccgtggacaagageaggtggeageagggcaacgtcttctecatgctecgtgatgeatgaggetetgeaca
accactacacccagaagagectctcectgteteccggeaaa
FIVEFE (1-5T). mIZEwEE (58-411), EWms (412-1401)
(BExFEOBEFIFES 10 2)

K111
MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGFTFSTSYMSWVRQAPGP STEWMGWI YAGDGGTKYN
QKFKGRVTLTVDKSTSTAYMELSSLRSEDTAVYYCATDRYGDWFTYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAP IEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
UFIVER) (1-19). RS (20-137). R (138-467)

(BLFIEDOEHIES 1 0 3)



WO 2013/154206 PCT/JP2013/061340

, 38/78
K112 - .
atgaaacacctgtggttcttcctectgctggtggeageteccagatgggtectgagecaggtgeagetggtgeagteteg
cgccgaagtgaagaaacctggggetagegtgaaggtgtectgeaaggecagegget tcaccttcageaccagetatatga
getgggtecgecaggetecaggecccageaccgaatggatgggetggatctatgecggegacggeggecaccaagtacaac
cagaaaticaagggcagagigaccctgaccgiggacaagageaccageaccgectacatggaactgageagectgeggag
cgaggacaccgcecgtgtactactgegecaccgacgtgtacggegactggttcacatactggggecagggcaccetggtga
ccgtgagetcagectccaccaagggeccaagegtetteeccetggeaccectecteccaagageacctetggeggeacagee
geectgggctgectggtcaaggactacticececgaaccegigaccgtgagetggaactcaggegeecctgaccageggegt
gecacaccttececegetgtectgeagtecteaggactctactecctecageagegtggtgacegtgeectecageagetteg
gcacccagacctacatctgecaacgtgaatcacaageccageaacaccaaggtggacaagagagttgageccaaatcttgt
gacaaaactcacacatgeccaccetgeccageacetgaactcetggggggacecteagtettectetteceeccaaaace
caaggacaccctcatgatcicceggaccectgaggtcacatgegtggiggiggacgtgagecacgaagacectgaggtca
agttcaactggtacgtggacggcgtggaggtgcataatgecaagacaaagecccgggaggageagtacaacageacgtac
. cgggtggtcagegtectecaccgtectgecaccaggactggetgaatggecaaggagtacaagigeaaggictccaacaaage
ccteccageecccatcgagaaaaccatctccaaagecaaaggecagecccgggaaccacaggtgtacacectgeecccat
cccgggaggagatgaccaagaaccaggtcagectgaccetgectggtcaaaggettetateccagegacategeegtggag
tgggagagcaatggecageccgagaacaactacaagaccaccectecegtgetggacteegacgectecttettecteta
cagcaagctcaccgtggacaagageaggtggcageagggcaacgtettctecatgetecgtgatgcatgagectetgcaca
accactacacccagaagagectctecctgtetcecggeaaa _
7 FIVERF) (1-57), mIZEmEsk (58-411). M (412-1401)
(BEFIERDOBEFNES 10 4)

K113 :
MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGFTFSTSYMSWVRQAPGPSTEWMGWI YAGDGGTKYN
QKFKGRVTLTVDKSTSTAYMELSSLRSEDTAVYYCATDVYGDWFTYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP SNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAP I EKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE-
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
ST FIVES (1-19). AR (20-137). EH R (138-467)

(ALFIEDESIES 10 5)
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114 , '
atgaaacaccigtggttcttectectgctggtggcagetcccagatgggtgeigagecaggigcagetggtgeagtictgg
cgcegaagigaagaaacctggggetagegtgaaggigtectgecaaggecageggcttcaccticageaccagetatatga
gctggetcegccaggctccaggecccageaccgaatggatggectggatctatgceggegacggeggcaccaagtacaac
cagaaattcaagggcagagtgaccetigaccgtggacaagageaccageaccgectacatggaactgageagectgeggag
cgaggacaccgeegtgtactactgegecaccgactggtacggegactggtitcacatactggggccagggeaceetggtga
ccgtgagetcagectccaccaagggeccaagegtettecceetggeaccetcecteccaagageacctetggeggeacagec
gecctgggetgectggtcaaggactacttecccgaaceegtgaccgtgagetggaactcaggegecctgaccageggest
gcacaccttecccgetgtectgcagtectcaggactctactcectcageagegtggtgaccgtgecctecageagettgg
gcacccagacctacatctgeaacgtgaatcacaageccagcaacaccaaggtggacaagagagt tgageccaaatet tgt
gacaaaactcacacatgeccaccctgeccageacctigaactcctggggggaccetcagtcttectet teccecccaaaace
caaggacaccctcatgatcteccggaccectgaggicacatgegtiggiggtggacgtgagecacgaagaccetegagetca
agttcaactggtacgtggacggcgtggaggtgcataatgccaagacaaagecccgggaggageagtacaacageacgtac
cgggtggtcagegtectecacegtectgeaccaggactiggctgaatggcaaggagtacaagtgecaaggictccaacaaage
ccteccageccccatcgagaaaaccatctecaaagecaaaggecageeccgggaaccacaggtigtacacectgeecccat
cccgggaggagatgaccaagaaccaggtcagectgacctgectggtcaaaggctictateccagegacategecgtggag
tgggagagcaatggecageccgagaacaactacaagaccaccecteccgtgetggactecgacggetecticticeteta
cagcaagctcaccgtggacaagagcaggtggcageagggcaacgtcttetcatgctecgtgatgecatgaggeictgeaca
accactacacccagaagagectcteecigtcteccggeaaa ‘
OFNVESE (1-5T), mIEmE (58-411). &EHE#EE (412-1401)

(EEHEDOBEHIFES 10 6)

Bg115
MKHLWFFLLLVAAPRWVLSQVQLVQSGAEVKKPGASVKVSCKASGFTFSTSYMSWVRQAPGP STEWMGWI YAGDGGTKYN
QKFKGRVTLTVDKSTSTAYMELSSLRSEDTAVYYCATDWYGDWEF TYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSC
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAP TEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVF SCSVMHEALHNHYTQKSLSLSPGK
SUFNVEST (1-19). ARSI (20-137). K (138-467)

(BEFIEDOESIE=S 10 7)
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116
atgaaacacctgtggttcttectectgetggtegeagcicccagatgggtigetgagecaggtgcagetggtgcagteteg
cgccgaagtgaagaaacctgggectagegtgaaggtgtectgcaaggecagegget tcaccttcageaccagetatatga
getgggteegecaggetecaggeeccageaccgaatggatggectggatctatgecggcgacgecggeaccaagtacaac
cagaaaticaagggcagagtgaccctigaccgiggacaagageaccageaccgectacatggaac tgageageetgcggag
cgaggacaccgecgtgtactactgegecaccgactactacggegaciggticacataciggggccagggcaccetggtga
ccgtgagcetcagectecaccaagggeccaagegtettecceetggeacceticcteccaagageacctctggcggcacagee
gcceigggctgeciggicaaggactact tecccgaaccegtgacegtgagetggaactcaggegcee tgaccageggest
gcacaccttcccegetgtectgeagicctcaggactictactecctcagecagegtggigaccgtgecctecageaget tgg
gcacccagacctacatctgeaacgtgaatcacaageccagcaacaccaaggt ggacaagagagt tgageccaaatet tgt
gacaaaactcacacatgcccaccctgeccageacctgaactcectggggggacectcagtcttectetfececccaaaace
'caaggacaccctcatgatctcccggacccctgaggtcacatgcgtggtggtggacgtgagccacgaagaccctgaggtca
agttcaactggtacgiggacggcgiggaggtgeataatgecaagacaaageeccgggaggageagtacaacageacgtac
cgggtggtcagegtectcaccgtectgecaccaggactggetgaatggeaaggagtacaagtgeaaggtctecaacaaage
ccteccageccccatcgagaaaaccatcteccaaagecaaaggecagecccgggaaccacaggtigtacacectgeccccat
cccgggaggagatgaccaagaaccaggteagectgacetgectggtcaaaggcttectateccagegacategeegtggag
tgggagagcaatggecageecgagaacaactacaagaccaccecticecgtgetggacteegacggetecttcttecteta
cagcaagctcaccgtggacaagagcaggtggeageagggeaacgtctitctecatgetccgtgatgcatgaggetetgcaca
accactacacccagaagagectctecctgteteccggeaaa '
T FIVESY (1-57), WM (58-411). @wHMEE (412-1401)
(FFIZEDEFIES 1 0 8) ‘ '

K117

MKHLWFFLLLVAAPRWVL SQVQLVQSGAEVKKPGASVKVSCKASGFTFSTSYMSWVRQAPGPSTEWMGWI YAGDGGTKYN
QKFKGRVTLTVDKSTSTAYMELSSLRSEDTAVYYCATDYYGDWFTYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVIVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSC -
DKTHTCPPCPAPELLGGP SVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAP IEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK

U FOVES (1-19), FIEfEE (20-137). EREEE (138-467)
(BFIEZOEFIES 10 9) o

K118
GGCAGAGTGACCCTGACCGCCGACAAGAGCACCAGCACE
(BEFEOEFIEZES 1 10)

K119
GGTGCTGGTGCTCTTGTCGGCGGTCAGGGTCACTCTGEC
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