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Presented herein, in certain embodiments, are compositions comprising monoclonal binding agents that

specifically bind to the extracellular domain of cMET and uses thereof.
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CMETEHR&GEH - HEYHREBRAHR

CMET MONOCLONAL BINDING AGENTS, DRUG

CONJUGATES THEREOF AND USES THEREOF
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AEHE-EERAT > EE—TELIE cMET Z4
AN RESE -UMHESZERE S ZHRKY » K& 8K
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Presented herein, in certain embodiments, are
compositions comprising monoclonal binding agents that
specifically bind to the extracellular domain of cMET and

uses thereof.
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FOHEFHRHESF

(ERFERR - EF HOCEEH)
[#9H48]) (P3/FE

CMET BEH&EEH - HEYEERBREHAR

CMET MONOCLONAL BINDING AGENTS, DRUG

CONJUGATES THEREOF AND USES THEREOF
[ 5 fiF &35 ]

C[0001)] ABHEHHGEH -ELLE—HES

cMET Z & &R 2K KREMHER -
[ ERTEAT]

[0002) ZEEHE MET(FE®EE MET T4 4EE
A F 52 # (HGFR » hepatocyte growth factor receptor)) s £
ANBEBHPH MET EREHZIESE MET EHEEER
(proto-oncogene) * Z BEEE B B B B§) - cMET H R H BB
B g E M 2 B R 40 BE R TH 2 8 (single-pass cell surface
receptor) c METHEZEEY Y G EHNBEOETEER
AR o #1 B WE T (subunit) UEREH _—HERLER K
B EE cMET Z# - cMET EU B4l L EREF
A - AUBR A M L M AR E B R 3R - B B 0 T 4
B & & R T/ A T (Scatter Factor)(HGF/SF) Rk H I # &
¥ (NK1 ~ NK2)& cMET 2 fii & -

[0003] METHBRAREFMRKBEE FZETERK
BORSFRMNE -R¥ Y cMETRERE R/ E(LHLEER
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FEREEWGD  BRFRE-F LB BERZER)
AR > HTP o cMET $RERBAE MEFE  HES -
CcMET Y BERRRBBL BB HERH 05 1850 F
1677 % & B8 %2 7% 5% -

[ZHRE]

[0004) KSHEEME—BHE MET % — %44 2 5
HNEam BERABRALCHES  ERBEEARY R
R Tk

[0005] g » AHUMEH cMET - cMBT
USRS RE—BOE—HESTELSH - AL
ERAT ABEREIELHGE BESERA
cMET » cMET Z i/ ZhRESE - K HE—FHh2EBLHEH S
Bt - REEHEA T ZECHATE - HECERE S
cMET » 3F A B &8 cMET(HI# : & T cMET) - X B
cMET + 2/ B cMET  — RS EH AL B cMET - % & %
Bl BEAEE —HESEAE cMET Y B EBE/
HNAE-REBRABREZ AE oMET 2 410415
B REEHG T ZEABE - HE4EEE BE168D &
/3 N375S 2 B g8~ AJE cMET & 24 - |

[0006] Lttt d 5 cMETH —M&ES &SN
£ % CDR-L1- CDR-L2 F/E CDR-L3: [t E %R T &1
EE(CDR-L)Z =& Bk 5] » £ % CDR-L1 HEEE
1+ CDR-L2 4% H% 2> & CDR-L3 (REBHE 3- & E
BB cMET B — M &4 24 &% A2 CDR-HI» CDR-H2
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K/ CDR-H3 G HWEHKEROHHAEZE(CDR-HZ=EZ%
AP35l H &% CDR-HI A ¥ HK 6 CDR-H2 (REH X 7°
K CDR-H3 hEHR 8- FERKEFT » 8 cMET E— K&
GEZ&ECHABE®ER 1 Z CDR-L1 BEHXR 2 Z
CDR-L2 - ¥ 5% 3 2 CDR-L3 - #H % 6 2 CDR-HI - #
H#%® 72 CDR-H2 - K B H*® 8 Z CDR-H3-F &£ & J ] F
CDR-L1 f4# 5 : SEQIDNO:2+4~6+8~10" 12 % 14 -
AL g f & > CDR-L2 %% 5 : SEQIDNO:17+19~ 21~
23 81 25 HEEHEH & - CDR-L3 43 5 : SEQ ID NO:
27~29~31-338 35 ELEERH F » COR-H1 hEH :
SEQID NO: 51~53~55-57 82 59- H &£ E i fl  » CDR-H2
% #EH SEQ ID NO: 63656769738 75- AL E
fefld - CODR-H3 fh#EH R 8 g% H - SEQIDNO: 80 -
BHAIT > Z&E&ESH RN

ll'*""

82848688918 93 Fib
- BHE cMET& S R B -
[0007] HE&EEHO T ZAECHESREFTEER 4
NS ZHREEREFINZAZEER  K/REFEER 9 K
IO ZBEBRFI CTEERE - R 4R S 2T EEFEHR
IR IOZHBEERTEE | Z 20 REFEHFEM
12 10 EEE EEBMRK - kARG KEREERINAZE
EREHi BT ZECHREH METZE &6 -
0008 XEFHAT RESCHBERIE - =
HMET&E&EaRE AEERAT ZESHE S g6l

1gG2~ 1gG3 ~ & 1gG4 2 HEE - FLFMWAP > RS

\
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Bl & IgD~ IgE - [gA R IgM 2 E & - B EHH & -
ZEABBARLER/REEEL —BNEAFELRA
EREEE HBEEENT ZEAHE2EL — F WEA
SIERE - ELEWEA T RESH BHHEZ Fab- Fab’
F(ab’)2 ~ Fv & scFV H E& -

[0009] ABRHAAZESGREFTEREZREFT — =N
SEEME -  XEFHEH T %%%Eéﬁﬂ%%ééé@%i%k?éﬁ
E@RLEZ cMETRE - SE BRI T > K& SHEE AN
EHAREFZENEE METHER - FLEREAT ZESH
FEAEARMANZ cMET R EIEYE - FEBEHE & » Z &
EHFRNREAELG S WMEET - FEEHRS+ - &
EERrETEBRINES

[0010] HFEZET AXZFHERAZE S B 4 H

cMET HE—MHE—MEE - FLBED > AFHHL

ZE&EEHE L 10nM BT~ 1 oM LT Z KD 8 cMET =, X
—HBDE-—MHES  FLEERET  E&HH cMET s H —

My zEMAOAEE 10aMBM T~ K 1aM B FZ KD -

[0011] FHFEHH+ 8 METE—RELEZES
Hi S EEE -G ELES —EHE WM KB cMET
RE—EBZHRE)ZERELESES - BlH: HLEEH
Bl > GEoBlEaE—HESE CMET 22— HE&E
EREE - HEAES SR ZE REE SRR -

[0012] Mg d » AHHRE—BARBER
RO EEREFERBEEY BB AL —EHA T > —
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B AAEHZEERTEREARNEZABEFR &S
Bl o EEEWAIS  FRAEEREBE2AR@EI N EE
REMAE)RECHEE - FEERAT G LB EREE
RE—MECEEREEY —RSEHEM EHRH Y cMET
THMA IR EEEEAT  REABREE - WH R
RO ZEE CMET 2> — RS BHRBES BSOS HR/RREE

REBRHET EEEWROT  REERENBELS
Bl - AL WEE  THE SBEBRE - F8E - HR
B BRSNS HEY  HEEECISRERE T
TEE - FAEEE AT MEW HEBEESEMEE -
SRt HE RAZE BEBHLSEE -

[0013] EFEEWHGT HEE-—BEEZESHZ
BEERY  EREHEMT ZEHEARUTRTESE
o FREEBELTESIRBE O HER - RNBERE/
REE - FREHRAT  BEARVAAEREE LR
Ko EEAKE  BEARHBAHUEBRAZT

[0014] HETHRE - FH  LFEFAEERER
E—F R PR R -

[0015] EXRGRUEBEMZERAELRBERE - B
THEBRAIERE BERULKRELHIZH BHBHFF
FEBETEEARKA  UTETEZEEEHA -
§EY D

[0016])

£ IEERANESEE CMETE — 454 > Bk
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(EEBER)Z BAERE % e EHE Ab PIDI2 /A B
B NEHESE AN Fo e oMET > B 41 A9 5 B 4
4 T B A G T -

EoERTANESS METH — &4 2 SHHB

 (EEBEFHzaEEERREE  WES NEEHEE

&Y BK - B &R RIMMS - BUS & 38 % 5% 59 /) B Y I

P93 5 (i.p.) & 7 38 X 52 © £ %l (Freund’s Complete Adjuvant)
(CFA)H 2 100ug A% cMET-Fo i & %& & E (cMET-Fo) * 5§
50 % 100pg 88 KLH ¥ &2 cMET REFTHRLEZEE -
¢cMET-Fc f & B3 88 2 Fe B3 B & 2 A JE cMET 40 fig 4h
ThREH - cMBT BA{A S BS MM B cMET 40 2 5h 20 55 3%
—H - WET REBEBEBEZINEREE RS AMESE
% SR AIEE AR %2 B K %S (Incomplete Freund’s
Adjuvant)(IFA)H 2 25 B 50pg cMET-Fe S ik - B /N B £
% B WAL 2 EE %% % (RIMMS - received repetitive
immunizations at multiple sites) =% 5 # & & & Met-Fc
g -
TEHRAERAON SRS B2 EHE 20,000 ERASEER
k (hybridoma clone)ill; & # -
£ 3 ERTEREME Met-mAb 16 Z Fab(5D5 Fab)
X HGFP XK B jTL (HGFb)& & 2 MET SEMA THEE 1 > 3D &
e EHWAEERARRHK 3 Z MET —HH 2 -
L AEERKATASBEYFEEY 6Bl F 3 8)
T AL ER - B —H P -cMet @AW > A ELISA

AT B cMET ZE—-E&ME(2RER "TMET & & &
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ELISA OD450nm ,— B RE AR KA@M A EEE AN EE
MRS cMET W12 8 51 (2 RIEmR T FACS & 7 i
5 — M) FACS & T EEN % H BHEE  RFR cMet
ER( - HERTEHBARY F6BIP3DI2 .

ESERTMETREBIMEZER -HIEEZFL P
BEEZI-cMetiiB-#H)ETHATEEEE A AEEH
AR S CMETREBE Z 88 11 & Bk 1R % B+ KR E (Mesoscale)
(MSD) cMet EHEBE EEXEHE - Met B2 HEE %Y
HMEMRBREZEIE)ETRIR v-#-HEKK 100%H B4
(faEHBEMBEE  FER Mt WNIEERER  -BRERES
AR RERETBNEEE  EANBEYESCREZEERE
HE  -SFERRESEMREASE F6BIP3DI2 2 &R -

% 6 R TBM /L ERK £ # £ (P-ERK S E)Z &
R EBZOoWMEGEOHEEANZI -cMET Ji 8 B cMET £ 4
METIESHESR Y ERK 2 BB (L2 H EH -cMET 1
BZEBBEE S EBRTEHA--METHiEREHEE
Mk  HHBESEDPRAE 2 &KL ERK 2 E (2L
WHEEZ%RTRN y-8)-HBEH-MET BRAKESE ZH
-cMet {7 8 (x-#f % 7€ 6 ug/ml 5% 30 ug/ml T 3 5 (40 x-Hf
Fimm) MRKBETHFE ERKEZNERLELZETJOFEE
AESEHMEZRET R AERUB SR BE - &8

B #R$1% (mAb) P3DI12 AL ERR -
5 TERTEH ELISA 7 E & cMet mAb B A 55 -

¥ F (38 & (Cynomolgus Macaque): JRffEHE & " Cyno, ) -
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K~ KB - R/ANEZ cMet BEEMER - TEERIEY
BABEREBTF cMet & & - P3IDI2 BEFH A B cMet 2 HE
XXEHEN - SHE A RETR 8 - HERR y-
i (OD450nm) - |

% A B R RAFE/NE I -cMET 2 5 #8828 4 1]
EECBEBRFILY  ELBOIEZNEFHLEE -
SEQIDNOE RREXFYEAE#%E - LCF6B1P1E2 B F6BP3E2
CRBETEE Y REBFS G 100%HE - 54 0 LC
F6B1P3D12 £ F6BIP3EY Y REUEE Y RERF I %
100% A8 [5] - |

% SBEERAB/NEH -MET 2 BB a2
BEZHEBRFILY  HLABINEKRAREFHNESE -
SEQ ID NO E -~ EFRXF¥ A% - F6BIP3DI2H7913 Ed
F6BIP3E9 v EH B E KB EMRF I 4 100%MHE - It
§F » F6B1P1E2H7819 Hi F6BP3E2 Y E#o S E 2 AR
F 5l 100%/8 [ -

% 9A B 9B [H F R B IEE P9 (in vive) B HE /) B
R Z@&F > HEEHENE /DB (nude mice)if F§ MKN45 [& &
B (cMet+ B BB R)FEFRRZH--MET HiBEYES
B (ADC)Z % /1 - ¥ Bl 2.5 me/kg(9A)® 5.0 mg/kg(9B)
2 ADC RE—R - K EEWE S ZH-cMET &8 2%
71t %8 PBS B B~ Ik 5E 17 % B AR 188 (1gG-ADC) L & -
EEEAE T FRME -8 FER)R BN EE SRS
(y-8i) BEREEENMERRBERD - Hi-cMET &4
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HEEEMHERINB(OEERREFREREIHMIT
(monomethyl auristatin)F (MMAF) -

B 10 BRTBEE(L ERK oA (P-ERK 3 A)Z &
R BoMmEGELBEENE B -cMET §1 8 82 cMET £ 4
MMREBZLE 5% 2 ERK BB (L KB € H1-cMET 1 88
ZRHBEME - F 10 BRARTHERHAI--MET G RHETF
Mk r THREBSEYTHRRAE 2K ERK B & (2
HWRHEZ%ETRR y-#) - 40 x-#AFTR > FEsL K P3DI12
TEBRIBERIIRBZIERERBE L R EE U AM
IgG1(P3D12(hIgG1))=X A %8 1gG2 (P3D12(higG2)) > Hi B &
EEE®BR - 0 x-FEFTR 0 ZSHLAELL 0.00064 ug/ml > 0.0032
ug/ml~ 0.016 ug/ml~ 0.08 ug/ml~ 0.4 ug/ml ~ 2 ug/ml~ 10
ug/ml & 50ug/ml T -THRE R REREZR
MHEHEE - HGF(ECIOEBHHRE - R ERFHARE
& B T (HGF > Hepatocyte Gr-owth'Factor) e~ 40 fg - HGF
i cMet BB Z RAEE - LWHBEBERAE 1gG2 @&
(isotype) @ FE B am ol i M 2 B B /& % -

EIERRS MET RBOoWNMZER - B#E A cMET %
BENBESBRNLCIHE - KEEH-cMet JIREFEH T
RE (MSD)cMet EHEEEEAMNEZ I EFH cMET &
NEBEJRKERZER - Met BEEEHEU%HELA
(HMBAEZEDE)RARN y-#H-BEER 100%H BERT
cMet ERIERFERE - W xR RELEIEGREZER
P3D12 Z EEE/NB ERHIE (PIDI2(VNE))Z E & 7 K #

328855 ‘ 9
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ZEEEHAE [gG1(P3D12(hIgGl))E A 1gG2 (P3D12
QhIgGNZHERNEEERMESE -0 x-#WHATR > S0 8
2L 0.00064 ug/ml~ 0.0032 ug/ml-~ 0.016 ug/ml~ 0.08 ug/m]l -
0.4 ug/ml~ 2 ug/ml- 10 ug/ml §& 50 ug/ml #E 7 &% - P3D12
ZE#EM cMet FITEBBETRHUREARNE P3IDI2 B Z N
/R BEE -

£ 12 BRTADHE K E %%éhcwwﬁﬁﬁ
BlrBZEBERER -

% 13 B RREEBET -cMET EHE# P3D12 2 AR
ERANANFARETEE 2L > A4 E SEQIDNO

TRREFINEE - RALEBILT A BB -cMET mAb

EEA  EPHESAEAHARE  HEERE 4
8 (5] 1 6 -

% 14 BN BB R PIDI2 2 IR b B A HY
A AL BT BEE > HL B+ 3 4 %8 81 SEQ ID NO SRR & JF
51 % 8 - £ B F SR B 1L 77 0% ¥ B 5 -oMET mAb ¥ 45 AR
(b HEMESEELHAEE  ALERA 4 EREY
EH(ZRE DE)EABERAMEN  BETEE 1678
AEGEHZAE -

5 15 BRREBNEEBENRER Y EE K
5 Bl MKN4S B8 % 8 3% (cMet+ 8 8 B 20 ) B 5 7 % > A S 1L
B -cMET SR M AM(ADC)  BEZHEEBE 2.5
me/kg(2.5 mpk)= 5 me/ke (5 mpk)F Z %5 - B4 Bl 85 &
Z ADC X 2.5 8 5.0 mg/kg T & B — o 2 ¥1-cMET 4%&

328855 10
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W > % 778 PBS 5 9k 8 (A 1 B 4 51 B8 R 2 & (Rituxima) E
(Retux)# b » #% Retux ¥ [ CD20 2 i # 8 # 5 # > CD20
FEFERGEAGBUNEEL - EHEAFFAEMEE
-HDAEBRBERG-#) BELEENDHETBER
77 - 1 -cMET 4 & i {4 82 5 1 2 B 2§ ff1 7T F(MMAF)# &

% 16 [ % R -cMET B 44 & B hD12 & MET I1gG2
Bl cMET-Fc K 25 & cMET (E168D)Fc BEHMmaeEQLEBEZ&E
£ - E168D % % % t 51 £ /) 41 M Bt & (SCLO) Z J 58 -
2g 8 fir 46 Sema Tf B 45> 3 B cMet 3 B4 5 8 # JE {b - cMet
CHEESENEEEMRIEK - E168D £ 0.8% %2 3% SCLC £F&
SEY ﬁeﬁﬁ;ﬁuiﬁ 1gG1 Fe & 2 A% cMET % E168D
cMET #ifE /M I RE IR #E 1T & & 1 ELISA - #§ cMET BEHE
EFESR E— % HEMAE - EH LFER-AE 16 (H+L)-
HRP # - ( f S 7% Bl B % JE ¢ & (sigmoidal dose response
fit) ] 58 EC50 »
- ED

[0017] HEEHH S A% HE cMBT K& —
KREerERE T AR ERE AR 2 EARYEAR R
TR MET BEEYWE2ME L E#EERET (MET)-MET
A s T cMET, Y E%% - cMET 757& 5 FF 40
g & &N+ %2 % (HGFR hepatocyte growth factor receptor) °
AME cMET(BI 41 : SEQ ID NO: 109)E & 1390 fH B & & >
FRESKES - A& BERE 124 12 NKKE—
Bl B E B 24-932 fir 2 AJE oMET 41 fE SR Sh AR % -

SJ\\&[:
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BEBRGE 933 F 0SS IBEIER REEBE 956
1390 fr T BN R - G N-RBEHE C-K I -
IR cMET % 8 S5 8 /5 51 - 4 R 5h 20 A 05k - S BT A 35k -
MAEE R Z T EGER 0 BTHRE T &R
HAKECEEASYYEL MET % B F 51 19 2 b % 1
BEISEUE B - A cMET % ik 7 A & 18 B0 O 50 2 2 48 (f
#1 : £ 5 URL:http://www.uniprot.org/uniprot/P08581 > &
B 20164 5 F 5 HEA HPHRZ cMET ZRBHEE R
FHELUSIAMFAEREE ) AMH cMET X RAZER
# 7 96 IR ¥ & 01 & #5 4 A8 cMET(SEQ ID NO : 109)7 %
143 ~ 150~ 156 ~ 168 ~ 238 ~ 316 ~ 320 ~ 375~ 385~ 773 »
970991 B/ 992 fr Z B MM A - F £ HHE 5l > oMET
= cMET 4 Hi /b 2h A 5 & £ A% oMET fr B 168 2 B I
Rk D+ AHPAPHE E168D - AL E il - cMET R
cMBT 4 fia 5} T B 15k 3 & 7E KM cMET i B 375 Z N WK

RS ATHEPHE A N3758 -

[0018] i MEH & - cMET &1 484 cMET -
FLFH G+ - cMET BB RME cMET - 75 £ % i §l -
¢cMET % A cMET- B & & i th » cMET & J& F cMET -
F e 5F MG B ch 0 cMET %8 g 3H cMET(HI &0 © & B R/ /K
) B EHHI D - cMET %K cMET(BI40 : % cMET) -
W ELEN Y cMET 2 JERAIF BB BN EH 5 R /KA B 5% =
TEHIES KEEHHAT 0 MET XM ESRELS
BERVEXBEEAYWEBESRE LY cMBET $Hk2 N-
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Ry - MET ZHISHEST B 2R E METBEE
MZWMEREZESKRE - FEEHES G > cMET Z 4 M
SNIHRE SR T LB D M BB R /R 2 WA B R/
EEREEEUBARRE  KEEHHAT > cMET ZHH B
EFAERE EBERR/EAECAREERE - #1400 7%
A EY) cMET ZHIENIEB IRELLERAREETEE
KREHZ Fe B EESEBIW : cMET-Fe)» XE&EFH
BBl H > cMET K/ cMET 2 @i/ IsE B E —2E &
FEEB IR ~ RASEA - cMET SRR EARFHF /T
Z cMET ZBKkE/ 80% ~ /D 85% ~ &7/ 90%3 2 7V 95%
HE - ZEFEA S » cMET £ ES cMET EHE Z —
W@l : 7RI FEBREP T > METZ—H{IZES
cMET Z @RS THRE K » B E — & {7 -

[0019] FEHERKAF  AFWREE -EHLD @
W BEHAKY) ZERYEE —HNSEHE cMET 50 H —
HE—MCEEcEER  FEEREMF  XFEHEHZ
HERGRAREEERERE HAOHR/EZ2EEERE /K

[0020] #Mi=8 "(HE ., EEWAGY HEHEEZ
HABYE U EZASTFI R TANEXRDER - H I
PYMZIERFEFNEAEAE FAREREGO K&
BER-REE -GEE BT HBES ZF8%@Q:
MES) - BHBWEIN: B A4 LUE- & BK
BRSO NE - RBE R RZER)- FEEKH

328855 ' 13
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o HABYWAEAE HADUITLAEAERKERTMA
ZEREWGIO: KA -BLOF-RE-EH HBERNZ
HABY) WAV T REMENESE WAL ITREZR
e i .

(00211 HFEEHHT EEFZFFHFL S
HEEKY - REEHEM T > ERBEFENERLUEFTEER
SWEE c ALEEMT > BEASW LY A ERER
MZERBAFANRDEAFEEREREE - FEFIE S
o KEHEREZESHI RERD A LG FEER =L
BEEEREXEEZEE -

[(0022] X&FHEP T REcHEEHAE)-F
LRI 40 cMET RE—-HD)E-UEEEZ K
K—HEZEELE  HHZIURREAEER - %&E
BEASZ2V—EHREE&EHOUORNEsHE) - &
ZHREEHHGRAIEE -~ #HEE6 28K - XER
b EEREEHNDEEE - SKRMWBIA  EERSE)
KHE—SHRER - FEERYT  SeRZE&EaHHE
EWMESK ROMESKER - FEERA T - &&H
ZHEEBHEE 23 ARESZEZK HBEZZKERK -
FLERMF S - XNZEEBEXD@EQO 7
R-EEISK - EEBR/RERR)- FEREHF
ERBXEEECHODEREREMBIO By FEEM
B~ B~ NEREF) e

[0023] &AM TEE-EHAREGHEHTRNS AR

B
&

U> > W\

i

(5]
o B

&
=
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REe®y - flo: B EEEaBHzE&EcHARER
REE SeHMELEEHNNDIECRARERR_HE &
EgHA T - EeBBEE 1-23-4-5~6~7~8~9"
B ICEREZEE&SH D FEFEIT FELEEHZ
FFE&EehhEcHENE XEE®A T ZEES
Bl FAEEEHBEE—REBED 0% B 95% - &
b 99%ER 100% 4 [H Z % K 551 -

(0024 HEEFHEHNTF SEBWERESMEEE
EHMOEETEANE HELEECHAFREBRAESE — K
ZE-MHEcHBIO e Hit > KEFEEAF > &
EFaa28 METHE-BOE-HEE&EcZE—NEES
M RES—-BHEM@IW : AR cMET Z % K5 H —
) BE—MHESZHFE _NERESED  FEERM G > &
cMET E—MEScZE&ECHGAXENFFXAEERES &
AEgH METHE -HODE-HEGZEH - REFTHK
Pl > B cMETE—MEalEclBaTEAS —EHRRE
BE-MHESCE-EE5H -

[0025] FEBEHAF & aEEnk  HE—
Wyl HEGHE) - AEERA T ESBREEE
BZhR DHERFREER/AIEZARESH D@ O @ &
SHB RHEESSHE) RBESAR - A ST S
GeB bR ERIEBR/REENE) TKRAEE
BHERK  HERBEEcH Nk FEFHEA T
EEBRER FEEROT ESBARTEEHCEYE
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CEARE  GAMIREERHUEIQELETSE - B
SRS S BB S Y R S B M) CDR-
B ABLRE ERE - RE—HH - AER
BT A E T ANE - B A BT T
LTI & 5% 2 A B 2 W % & 18 (trans-chromosomal) B
MER  EEERA T RELHARSE > RASER
B OEEE oM. FRESKIE -

(0026 7 5 B M 01 b » &5 & M b 4 & 8 2 91 7 47
GBS MG BEE/RMG - BEEEN T E5R
B K WE K AL KB AR R B
BT M MG B RN BT
GABGRBWILN  BRAE)TE - WE - NH - BB
B/ gifh - AR O o A5 AT L - B
ME - BER/REEGN BERTEEYWES 2 S4
GEE) - REERAG SAHNmAEZBABNE -
MRS EER/REL REERMAT cEZWA
CE PR TP Ea ER DICEEE PRt E1 Y E
LB REABMER TR AT EEL S EEH R
EPE LT EE L R e
R R I B IS B - Tk (B
M HMERTERGZANESY BAEAH) AL T
ToEARGEREE NG RERALWPO b
R RBEE Y BEEAR) SANTHAEL %
R HERHEPLES B S HEE B8 7
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B HYREADVERAS)ZE URSEELAGEE
B/ Bl TR GEBEE ORI RBEASE Y
LEBMEBEGET  ZRBEERERS LS AN E @RS
BHD

[0027] HEHEHH T SABELARFEEER
x%%%@&mowmzﬁﬁﬁmmm # B % T A4
REERE - BAOZER BEAZEYER/RE R
AERER > ATHE SR EERE B W : cMET -
cMET-Fo)Z AT RERE MEBMBFTATIEEE S
- |

[0028] KEFHH T BHRABIERESHE
EELGAN NHESSFBrXHUERSE Hb o uHS
PR EEEABEE LEAR/NESCEAARIESRM A

BEEREERE NN T EE Y SR FEE
EH R REBEBBESAEARTEFELSE - HER

SHA BN EYAE —BHNTEREEGRERSRIZ
FEHE ENEABER TS ECBEEEaREZH
—~REE - BRESHBEFRBELMEERES - T
ENEERN—RSBFAEAEREAHNEERD T BR
mRew -

[0020] fEfisd T2t , FRREESALAEE
FAEAREGESH BRGSO HTRACSTCE AR
e I BRI B AR BT RER T B A T (1
41 : Kohler & A » #§ /R A Nature, 256:495 (1975)) ~ B; H &
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fbEHE  FEEHEHF  EHREETGHEH DNA J
SHEE -l ERESHIXEBHEREERRE AT (H
W REREHRRE RS )E £ EHE K E (recombinant
library)ZR 8l i - FEEHAF r EfRECBHGREEE =2
BEREEREFERE  #l40 : HHF Clackson E AERR
Nature, 352:624-628 (1991) & /5 Marks 25 A # 7 J. Mol
Biol, 222:581-597 (1991) K #f 2 H & 1L % -

[0030] HEEFHA+F ZEEHEI—HEELS
BREERG  EREBRER S8 JEEESE  H
FERBENLREMTEENE  EHE AZ ZIJESE ~ v-B
G & - ZFE - BEIE (cystatin) ~ Sac7d - = I8 1 4 88 B -
fE B E & & 5 (lipocalin) ~ g8 & H (ankyrin)E & F 7] & T »

Fyn 7 SH3 ZHEEH: - & M & @ BE 041 B 2 Kunitz Ih#E 5% -

BERSEANEDS  BBRAUSZESE  BEZ 8K
NG - HEEHAT  GABTRERER - KL THH
T REAHAAHA AR —NSEEESD -
[0031] HEEHHT ZEeBEa—RSEE
EEMIL AEARSE HLBUABIEEE) . K
ERfT RE AL RE N R E R/ RS
TEEE HABUARTECEOWERA VE « 2 &
ERELEHE SR TAENAEZHBEEEE - &
E-mSERG  FLEEAT GeHES VEEES
EXE—5f - HEEHAT SGeNes «EREEE
REHG - FEREAT  GLBAAEBELB YRS

328855 18
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REZEEERE-BHZESKFEINED 75% F 2D 80%:
B 85% B 90% - Bh ISURE /D 99%HEE Z H K -
FLEEHRAT SAHNA2RAERBEZIBEEEERTE
ZEHERFINED 15% B 80% -~ E/D 85%  E /D 90%
EDISURRED NHAZLH - BLEBEH T - && 5
fTEAERBEEERE -

[0032] EEEHAT ZLECHOeRBERES

HEE  -BHABHYT  HBTAEFZELABE/ERR 1A

gD~ IgE~ IgG~ 81 IgM ~ Ig B HEGAFEEZR
BE#NEE - HE—#:HEH @4 - CHL - CL ~ CH2 ~ CH3
HEH)FAE B TAEEAA B EREEE - W
H gy BEEG T & A EAE 1gG1 - 1gG2 - 1gG3
B eG4 TEPEEE NE NS EHL - B LT HEH
b EeRBEE XS IgM- I1gD > IgA ~ B IgE & ¥
EEEEE RE—N6c BEEHAT SoH AN
R BEREEESRFIRNE —HHED
75% ~ ZE /> 80% ~ B /D 85% -~ E/ 90% -~ B 95% - E
99%H E - B 100%H Az Sk - ELEERH S > LA
EHAERBCHBESHETBEYSKFNED 5% &
/> 80% ~ FE /b 85% + I /b 90% - =/ 95% ~ F /D 99%H [F
® O100%MEEZ S - FEERAG > GaMEayEE
By —REBIR - BAR/REH - OB AR RELHEE
i  TREABEIRELCB AL - FLEHEHT - &
EHEE—RNSBEIMRK BEAR/NEH(—NSERER
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WA BRE R KEN— RS EESE DA - Al
Bl MAREEMNSLEN FcSBEAE HRES
ME(BI : Clq & & 1)~ B2 L - 0F % B {E (sialylation) -
G B - B KR M 40 B0 9 3 2 41 B 7 9 {5 B (ADCP) -
BB 4 9 I 4 A B M (ADCC)% - A i B B b > 45 & B R
EEEMEEERESEEEEY RS EEG - AR
Bl GEBFAAEEREEE -

[0033]) BEFmAS SoHAGHBY —K5
HTSERE— 56 AHETBEREL— BB AR - &
EEWA T SERAE—REEERTRE « 0 E— 5
B FBERAT  SABMEE—RSEERETRE - &

CE—HM e  REEEMT  mECHESsE)) —HEEET

BEHE)  HEATEE  c CETEEHEETRET

EHERFESKE FEEHEAT  SGEBIHEES

W —R S EEETSEAR - REERA S &4
MR R EE SR RS ERRTBEAR - KR
BBl EAB T HER BN RS EERTBE
B (B E -

[0034] HLEwAS - EEMEE Fab - Fab -
F(ab’)2 ~ Fyv H B « B8 Fy(scFv) - % {H i # (Dab) « & 5%
54 (synbody)~ B W E/RHMERE — B Rk bk 5
iRk - BB o GAME Fab- Fab - F(ab’)2 - Fy
FOEY - B 88 Fv(scFv)- & (X5 B8 (Dab) &R ILIE - LY
RIREAERE BB (2RMAN: EEEALES
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6,099,842 B 5,990,296) - AL EH BT > ELHMESEHA
X SERRES NP I EB S - Pl BEESE Y

SARAESASTEVENE  HEHTEERLH R
EEMHNERETEEREE RS RS EET
(linker) (Bl © BB - SEABET) ML EHE LA
EEHEL AR HE GG S F R — A
5 EEBMESEEE TEE 4 0 CDR-EEH A JE L 2
B EEEBHND > RS ASESHEERES > £
ML H I & &M B Fab E B S Fab = K48 -

[0035] GEAGAOMSKIRBRENHTHSR
CEyBERFEE REE BEEREHALEERE
B EE OB REAG CRAFRBRGEBAERY
MBECHZTERBKE (2R AW Maniatis F A Z

Molecular Cloning: A Laboratory Manual, Cold Spring

- Harbor Laboratory, 1982 ; Antibody Engineering: Methods

and Protocols, Vol. 248 of.Methods in molecular biology >

Benny K. C. Lo 45 %8 > Springer Science & Business Media,
2004 ; Antibody Engineering, Vol. 1, Roland E. Kontermann,
Stefan Diibel » 28 2 Hg ° Publisher Springer Science &
Business Media, 2010 ; Antibody Phage Display: Methods
and Protocols, Biomed Protocols, Vol. 178 of Methods in
molecular biology > Philippa M. O’Brien, Robert Aitken &g
#E Springer Science & Business Media, 2004) -

[0036] WABYT  HIEIEETEREEKET
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BES A EREM K CDR1-CDR2 8 CDR3 Z = {f CDR(&
S E&E > complementarity determining region): 8% % CDR
FEHEZ & (B4 FR1~FR2- FR3 2 FR4)73 FF R /20 @0 -
AEHFARAZME "COR, BEEEKHINSEDHAEEZ
SHRzBEEBRRFY - FEEHRAF > FEHENTEEHZE
BR/INBNEEEH-NEEEWZEERES CORFHRF
FIZEEmRANCBEECHEENHIRE - KEEFED
o HUHEHEANEETESR 1 X-HREZE R/
REMBEY - KETREHF > TRASERE DT AKX
MR R EEB R B CORFEY - fld: &5 H -~ 5
BHEHEAXH I TEEZSKFS F COR Z EEE F 5
RIKMUESATRBEEATEZARN  EERMENLE
Kabat 2 &5 (40 & B Kabat, E. A.,ZE A 2 1991; Sequences
of Proteins of Immunological Interest, & 5 Hg, NIH
Publication No. 91-3242> % Johnson; G. and Wu, T. T. 2000,
Nucleic Acids Research) > /= Chothia % 3% 3k (Chothia
Numbering Scheme)(f] 4 : Chothia & Lesk, (1987) J. Mol.
Biol, 196:901-917 ; Chothia % A - Nature, (1989) 342:
878-883 ; F Al-Lazikani % A (1997) JMB 273,927-948) o
FLEWGI R THRE ADM FER/REEFEEHANILEBZ
COR ZEFIIR/HME -"TAM, ABRBABEINRBERE
2 & 2 Oxford Molecular Group E{FNEEEKTRKEER
(& B 40 © Martin % A 2 Proc. Natl. Acad. Sci. (USA),

86:9268-9272 (1989) ;" AbM™, A Computer Program for
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Modeling Variable Regions of AntibodiésJ , Oxford, UK ;
Oxford Molecular, Ltd.)c ADM EE G B E M EBEEH K
MHEEBZ TEZHEE > E~—é&§§ﬂﬁﬁ?ﬁ%‘zzé&%§%
A > 4 ¢ % B Samudrala % A 8 58 /¥ PROTEINS,
Structure, Funtion and Genetics Suppl, 3:194-198 (1999)~
" Ab Initio Protein Structure Prediction Using a Combined
Hierarchical Approach - % & B Jfi B o » 8 5 & % { fk 9%
THERZEcEEEEBIM(EEA A MacCallum FALZ
J. Mol. Biol, 5:732-45 (1996)) -

00371 EFEBEHOT ESSBHA/KEEGHZIE
SedmheszES 2@ ZO3E ZD4HE 2D 5 HE
HZE/ 6 CODR- FEEHH T - EE5HESE 3 E 60 H
COR(fI# - AR EFEZENREEH G ZIESH) B L
ERpld &=k E8a 3E 12 COR- FEFHH + -
GEaRZEEaMHEa 1 £ 6 CODREZKFS -

[0038] HREFEEA T SR ER/KESCHZIE
GEEeXHEBaeRBETEEZ— 2 -H={E CDR- H&E
AR EERBETEEREE XS E CDRMHIA :
—~Z~Z=Z-KE%E CDR) - RRNBREAB 2 KE
A#EE TS CDR X EBKFJIEA CDR-L1 - CDR-L2 - #
CDR-L3: WEGRKBRET EE Z I HE K In(N-RKw)E 8
EARMW(C-RMG)Z T HMKRF 4G5 GRED L1~ L2 8 L3) - 4l
W BEEGHZEETEREZSZHKT > & CDR-LI FER
B N-Z R E# CDR: & CDR-L3 ZER K C-& KXk
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#E 4% CDR B9 B % CDR-L2 % £ 05 & fir A 45 & B i g v &
@gzwgé,\g[z {3 2 (i) CDR-L1 Ei CDR-L3 [ - (ii)CDR-L3
. N-Z ¥ f ~ 2 (1ii))CDR-L1 2 C-3K i {8l i 887 CDR-L1 ;-
"CDR-L2, #& " CDR-L3, {4 #5 & ¥ Bl &k A & 0138 7~ B &
EFZERACEZSH I BEBFI 2 — 56 (B0 &
$EE &~ CDR). CDR-L1- CDR-L2 81 CDR-L3 Z & %
FHZERMAEMNSNBRERE 1 B3 ASHFRZE
AH BT EERA RGO NRTAS AT F SR
CDR-L1 - CDR-L2 - # CDR-L3 Z{HMel&  HPFgEdsd
B8 oMET R —H4 28— &S - %K% E 6
o ARPEFRESH I BE TR E R ES S B O
HAarE—## CDR> HASHEHE % 3 2 CDR-L3IED
TO%MEE 2 HEBFS - ELEHH T - ZHHFTRZE
R EBTEERNESEABPEEHESSE 3 2
CDR-L3 /) 7T0%HEZ2EERFI " REMNEMEGEZ
CDR-L2 B /= CDR-L1 $fF5 » Hh g &anFEYaE
CMET RE—HFHrEaE—1  ELgHAT > &45
T ESGE R IS R PR A 2 B # CDR {4 H CDR-L3 £
CDR-L2 4B gk » H & % CDR-LS a s B g R 3 2 CDR-L3
) T0%HAEZBEEBFS 0 & CDR-L2 & HEE % 2
> CDR-L2 %/ 70%H [ 2 B 5 8 F 50 - % 2 % 5 51 F -
ABPFEZ GRS BNEER RS Ha s H
MEX 32 CDR-L3ED T0O%MHEZ MERFII R HAES
% 22 CDR-L2 B/ T0%HEZBEBFI  REM@E M
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& CDR-L1 SBFEF - P2 E B EHHE cMET %
Mz EeE . RBEEAD  ASHFTESE
SHCEBTEERNEGANDE S SIREHE CDR- £
B E% 32 CDRL3ED T0%HE 2 BEBF -
% 22 CDR-L2ED T0%ERZBEEBRFT - k&
EH % 1 Z CDR-L1 B/ 70%EHZBEERF AT -
HEEHAT  ARPFRECEAH I BRETEERHE
S oW ASEBEER 32 CDR-L3 B/ 70%4 F 2 B
F5 - BHEHR 22 CDR-L2 BN 10% B ZHERF
5 R BEEE 1 2 CDR-L1 B/ 70%5H F 2 & 8% 55
HOZEamEgE METRE—BH&es —%
[0039) HLEEHAT GoeBaasz 1 2%3
Er 5]~ {E— CDR FHEAFED 70% > 75% > 85% > 86% -
87% ~ 88% ~ 89% ~ 90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% -~
96%-~97%~98% K ZE /D 99%MHEMHEZ —HL (HEH#E CDR-
FEERA T Sl RELHIREEATnaaRE
1Az E—F¥WEEFEED 70% - 75%~ 85%~ 86% ~ 87% ~

7.

g o M OOE
b

&

88% ~ 89% ~ 90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% -
97%~ 98%~ T E /> 99% M [H ¥ =~ CDR-L1- H & F il & -
EEBMNESB 2R REEeTHEER | inZE—FIZ
CDR-L1 -«

[ 00401 CDR-L1 7%l
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[%& 1]
ID BEVEPR ie-Sidaadl|
SEQ ID NO:1 F5_P5 B9 L RSSQTIVHGTGNTYLE
SEQ ID NO:2 FS5_P5 B9 L QTIVHGTGNTY
SEQ ID NO:3 F6A_P8 E2 L KASENVGTYVS
SEQ ID NO:4 F6A_P8_E2 L ENVGTY
SEQ ID NO:5 F6AP12F12_L RSSQSLLYSINQKNYLA
SEQ ID NO:6 F6AP12F12_L QSLLYSINQKNY
SEQ ID NO:7 F6B_P1 _H5 L RASENIYNTLA
SEQ ID NO:8 F6B_P1_H5_L ENIYNT
SEQ ID NO:9 F6B1_P3 D12 L / " | SASSSVTSNYLY
F6B1 P3 E9 L
SEQ ID NO:10 F6Bl_P3_D12 L / SSVTSNY
F6B1 P3 E9 L
SEQ ID NO:11 F6B_P2 D4_L / F6B1_ Pl E2 L/ | SASSSVSSNYLY
F6B P3 E2 L
SEQ ID NO:12 F6B_P2_D4_L / F6B1 Pl E2 L/ | SSVSSNY
F6B P3 E2 L
SEQ ID NO:13 HA SASSSV (S/T) SNYLY
SEQ 1D NO:14 P3D12 VL-abb/sdr QSVTSNY
SEQ ID NO:15 P3D12 VL-abb/sdr RASQSVTSNYLY

[0041] RI1IZIORAARZIEERLBBARETELZ
LEEEKRZ ICABLBEMER( T FL ) BEF("P,)

B GEIR(AL 2 HI12) > HIL > f41 ~ EIE PR F6API2F12

HBARERESY 6A- 8 12 FLF12- RBEEK B EYER
HERE 2B RZBEY -

[0042] HFEEEHNT EEHXNEEGHZIHEE
EXMBEERR 2HARIE—FINEFED 70% -~ 75%
85% + 86% ~ 87% ~ 88% ~ 89% ~ 90% ~ 91% ~ 92% ~ 93% -
94%~95% 96%~97%~ 98% K E /» 99%7H [& # 2 CDR-L2-
FEEER T EaHRNEGHZIAREAaHTEER 2
FimmzZfE—F%Z CDR-L2 -

[0043] CDR-L?2 FE %
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[= 2]
1D BEEK B 551
SEQ ID NO:16 F5 P5 B9 L KVSNRES
SEQ ID NO:17 F5 P5 B9 L KVS
SEQ ID NO:18 F6A P8 E2 L GASNRYT
SEQ ID NO:19 F6A P8 E2 L GAS
SEQ ID NO:20 F6AP12F12 L WASTRES
SEQ ID NO:21 F6AP1OF12 L WAS
SEQ ID NO:22 FEB P1 HS L AATNLAD
SEQ ID NO:23 F6B P1 H5 L AAT
SEQ ID NO:24 F6B1_P3_D12_L / |STSNLAS
F6Bl1_P3 E9 L /
F6B_P2 D4 L /
F6Bl_P1 E2 L /
F6B P3 E2 L
SEQ ID NO:25 F6Bl1_P3_D12 L / |STS
F6Bl P3 E9 L /
F6B_P2 D4 L /
F6B1_P1 E2 L /
F6B P3 E2 L

[0044)] FHERERAS BB EEH ZHESE
SEMMEESHEIFRRZE—FINEAED 70% - 75%
85% ~ 86% ~ 87% ~ 88% ~ 89% ~ 90% ~ 91% ~ 92% ~ 93% -
94%~95%96%~97% 98%~ B, & /> 99%45 [§ 4 ~ CDR-L3-
FEEERMAGS SR NECH I EEcHHEER 3
FimmzZE—F%Z CDR-L3 -

[0045)] CDR-L3 R %l
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[% 3]
iD HEREER R 51
SEQ ID NO:26 F5 P5 B9 L FQGSHVPYTFGGGTKLEIKR
SEQ ID NO:27 F5 P5 B9 L | FQGSHVPYT
SEQ ID NO:28 F6A P8 E2 L GQSYSYPLTFGAGTKLELKR
SEQ ID NO:29 F6A P8 E2 L GQSYSYPLT
SEQ ID NO:30 F6AP12F12 L QQYYTYPLTFGAGTKLELK
SEQ ID NO:31 F6AP12F12 L QQYYTYPLT
SEQ ID NO:32 QHFWGTPYTFGGGTKLEIK
SEQ ID NO:33 QHFWGTPYT
SEQ ID NO:34 F6B_P1_H5 L / HOWSSYPPTFGSGTKLEIK
F6B1_P3 D12 L /
F6Bl1_P3 E9 L /
F6B_P2 D4 L /
F6B1_Pl1 E2 L /
F6B P3 E2 L
SEQ ID NO:35 F6B_Pl1 H5 L / HQWSSYPPT
F6B1_P3 D12 L /
F6B1_P3 E9 L /
F6B_P2 D4_L /
F6B1_P1_E2_L/
F6B P3 E2 L
SEQ ID NO:36 ¥H (X:1) 0 (X2) (X3) (X)) YP(Xs) T
: ﬁtpxlz%ﬂl QlﬁG; XZR"’
W, SEY; Xs B SE Y; X,
BRSET; EXsBP® L.

(00461 FEERS T LEBERNEEGHR ZHESE
EHNEERR 4 ZHEERFIAEFTED 70% - 75%
85% ~ 86% ~ 87% - 88% ~ 89% ~ 90% ~ 91% > 92% > 93% -
94% ~ 95% ~ 96% ~ 97% ~ 98% ~ W E /D 99% A A M =z i 4
HEE AEERST EcBRNECHZREEEH 0
BERAZEERTEEFI -

(00471 W] & £ & /7 51
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[F= 4]

ID

BEHR

B HLFE PP 3

SEQ ID NO:37

FS_P5 BS L

DVLMTQTPLSLPVSLGDQASISCRSSQTIV
HGTGNTYLEWYLQKPGQSPKLLIYKVSNRF
SGVPDRFSGSGSGTDFTLKISRVEAEDLGV
YYCFQGSHVPYTFGGGTKLEIKR

SEQ

ID

NO:38

F6A_P8 E2 L

DIVMTQSPKSMSMSVGERVTLSCKASENVG
TYVSWYQQKPDOSPKLLIYGASNRYTGVPD
RFTGSGSATDFTLTISSVQAEDLADYHCGQ
SYSYPLTFGAGTKLELKR

SEQ

ID

NO:39

F6AP12F12 L

DIVMSQSPSSLAVSVGEKVTMSCRSSQSLL
YSINQKNYLAWYQQIPGOSPKLLIYWASTR
ESGVPDRFTGSGSGTDFTLTISRVKAEDLA
LYYCQQYYTYPLTFGAGTKLELKR

SEQ

ID

NO: 40

F6B_P1 HS5 I .

RCDIOMTQSPASLSVSVGETVTITCRASEN
IYNTLAWYLOKQGKSPQLLVYAATNLADGV
PSRFSGSGSGTQYSLKINSLOSEDFGSYYC
QHFWGTPYTFGGGTKLEIKR

SEQ

iDb

NO: 41

F6B1_P3 D12 L
&
F6Bl_P3_E9 L

QIVLTQSPAIMSASPGEKVTLTCSASSSVT
SNYLYWYQQRPGSSPKLWIYSTSNLASGVP
ARFSGSGSGTSYSLTISSMEAEDAASYFCH
QWSSYPPTFGSGTKLEIKR

SEQ

ID

NO:42

F6B_P2 DA L

QIVLTQSPAIMSASPGEKVTLTCSASSSVS
SNYLYWYQOKPGSSPKLWIYSTSNLASGVE
VRFSGSGSGTSYSLTISSMEAEDAASYFCH
QWSSYPPTFGSGTKLEIKR '

SEQ

ID

NO:43

F6Bl_P1 EZ L&
F6B_P3_E2 L

QIVLTQSPAIMSASPGEKVTLTCSASSSVS
SNYLYWYHQKPGSSPKLWIYSTSNLASGVP
VRESGSGSGTSYSLTISSMEAEDAASYFCH
QWSSYPPTFGSGTKLEIKR

SEQ

ID

NO:44

R

QIVLTQSPAIMSASPGEKVTLTCSASSSVS
SNYLYWY (H/Q) QKPGSSPKLWIYSTSNLA
SGVP {A/R) FSGSGSGTSYSLTISSMEAED
AASYFCHOWSSYPPTFGSGTKLEIKR

87%

96%~97% 98% B ED 9% HEAMEHZ ANRELERETERE -

ERRECR ZHEE

H L E S o

[0048]

~

FEERN G

=
&

-+
45

88% >~ 89% ~ 90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% -~

SZANRERETEEF -
ANBEAE P3D12 K §#

- [00491

328855
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[F= 5]

ID

BTk

ice-Sd5e]

SEQ ID NO:45

P3D12 VL

QIVLTQSPAIMSASPGEKVTLTCSASSSVT
SNYLYWYQQKPGSSPKLWIYSTSNLASGVP
ARFSGSGSGTSYSLTISSMEAEDAASYFCH
QWSSYPPTFGSGTKLEIKR

SEQ ID NO:46

P3D12 VL-ven

QIVLTQSPATMSASPGERVTLSCSASSSVT
SNYLYWYQOKPGSSPRLWIYSTSNLASGVP
ARFSGSGSGTSYTLTISRMEPEDAASYFCH
QWSSYPPTFGSGTKLEIKR

SEQ ID NO:47

P3D12 VL-fra

QIVLTQSPAILSLSPGERATLSCSASSSVT
SNYLYWYQQKPGSSPKLLIYSTSNLASGVP
ARFSGSGSGTSYTLTISSLEAEDAASYFCH
QWSSYPPTFGSGTKLEIKR

SEQ ID NO:48

P3D12 VL-
abb/sdr

QIVLTQSPATLSLSPGERATLSCRASQSVT
SNYLYWYQQKPGSSPRLLIYSTSNLASGVP
ARFSGSGSGTDYTLTISRLEPEDFASYFCH
QWSSYPPTFGSGTKLEIKR

SEQ ID NO:49

P3D12 VL-cdr

QIVLTQSPATLSLSPGERATLSCSASSSVT
SNYLYWYQQKPGSSPRLLIYSTSNLASGVP
ARFSGSGSGTSYTLTISRLEPEDFASYFCH
OWSSYPPTFGSGTKLEIKR

)1
CDR-H3 > | »

[ 0050]
GeHmnas
gl BERTEEA
R = ERKE S
By CDR 2 B &
CDR-H3» b EGAERTRE Y BE

k5 N-£ K ¥m CDR ;

ELEEHAT Sl k/NESH ZHIR
EETZEEREZ— > 2

{8 CDR) -

R I (C-K Ik )Z 05 | R /7 48 9% (JF B H1 >
ERTAECHIERTEBEZSKT -

=
— %@ CDR(HIA :

RTRNEREERHZIEBETERE
B F7 5l T R

CDR-HI »

C-R Ul - #fif 3 " CDR-H! ,~" CDR-H2 | #
EEANKREEHERRECH ZIEMAETEZS

ERFIZ—HEGIO: SR ZERTE

328855 30

={# CDR- & &

CDR-H2 -~
R (N-Rig) 2% &
H2 E& H3)- fil :
= CDR-H1 F# &
% CDR-H3 G H & C-%& % 1% CDR ;
CDR-H2 B BN E#E T
(ii) CDR-H3 ¥ N-3 I fil % (iii) CDR-H1

$[E ~ (i) CDR-HI

" CDR-H3 ;| {&

BE B9 B
& 2 CDR) -
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CDR-HI1 -~ CDR-H2 Bl CDR-H3 Z g E B F % Z JE R 41 & #l
STRIRENRRER 6 2 8- ABHRELEERNZIE#RTE R
KM EE eI Ea LA EHMAB/ L CDR-HL- CDR-H2 »
#1 CDR-H3 Z EM & HPRESHEES MET % &
— WK Z2EEE % FEEKAT ALHAHRKHEES
FlzE#TZ2ENNEEeNmTEeHEEBER 8 2
CDR-H3 Z/D T0% M EZEERFIEKZE —EZ# CDR-
HEFEHEA ST AEHAL L EEH 2 Ef# 880G H
GEEHmBEEHEER 8 Z CDR-H3 2 7T0%HE Z EE
B3> RiE{ Hfit&#> CDR-H2 K /% CDR-H1 % k%
Fl - HPZEERREE METRE - &E&5F —%-
HEEHEANF SR EENEERNEEEH O ZIE
## CDR 1& H CDR-H3 B CDR-H2 4H gk H =% CDR-H3 &
SHEBHBRSZCDR-H3IED T0%HEZHEERF » &
CDR-H2 @& H ¥ HFE 72 CDR-H2 £/ 70%HE g &
BRFol - HFEEHmA T AEHR LA ZEER EREAE
EXNEEEH O EaBHEHR 8 Z CDR-H3 £/D 70%1H
AZBEBRFIIRREER 72 COR-H2 ZD T0%HEZ
BEBFY > REMEMEEZ CODR-H1 ZHRKFH » Hd4
ZECHGREHRE METHE - RO ZE&EEE % - K&
R AREHMAEERIEH#ETEENINEE S X
e ={EE# CDR ;E\{%Eﬂéﬁi EH % 8 Z CDR-H3 &/
T0%MHEZHERERFS - HEBER 72 CDR-H2 &/ 70%
HEZzZEERFY - REEEFR 6 2 CDR-HI Z/0 70%1f

)rm$}
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A RS FSIRAR - e ARHFY
G EETEERA A A SN A ARREEE 8 2
CDR-H3 % /> 70%48 [F] 2 J K B 5 71 #1384 % 7 2 CDR-H2
E/HT0%BEREZEERFY - KEEBRX 6 2 CDR-H1 &
b 70N E Y BB A & A B R E R oMET %
MR A —

[0051] HEEHEHST SEMAEEE 67 R 8
7 — CDREFZE/D 70%~ 75% -~ 85% >~ 86% ~ 87% ~ 88% -~
89% ~ 90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% -~
08% « % /> 99% M F MY —H & [EE M CDR - 4 &I
e I EL T P L T T TNy Y
F—F3MEEFERERD 70% - 75% ~ 85% ~ 86% ~ 87% ~ 88% -~
89% ~ 90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~
08% - S E /b 9% [Fl # 2 CDR-HI % £ 8 5 Bl  » & 2
MBE LR RRGEHHAEE ¢ FARLE—FNZ
CDR-H1 -

[0052]1 CDR-HI ¥ 51
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[F= 6]

iD BEIEEE B AL 51
SEQ ID NO:50 F5 P5 B9 H GFSLTNYGVN
SEQ ID NO:51 F5 PS5 B9 H GFSLTNYG
SEQ ID NO:52 F6A P8 E2 H GFNINDYFMH
SEQ ID NO:53 FEA P8 E2 H FNINDYF
SEQ 1D NO:54 F6A P12 F12 H | GFTFTDYYMS
SEQ ID NO:55 F6A P12 F12 H | GETFTDYY
SEQ ID NO:56 F6B Pl H5 H GYTFTDYNMD
SEQ ID NO:57 F6B Pl HS H YTFTDYN
SEQ ID NO:58 F6Bl_P3 D12_H / | GYTFTSYWMH

F6B1P3E9_H / :

| Fé_Bl_P1_E2 H/

F6B_P3_E2 H /

F6B P2 D4 H
SEQ ID NO:59 . |F6Bl P3 D12 H / | YIFTSYW
' F6B1P3E9 H /

F6 Bl Pl E2 H /

F6B P3 E2 H /

F6B P2 D4 H
SEQ ID NO:60 EiY3) GYTFT (D/S) Y (N/W)
SEQ ID NO:61 ETe = G(Y/F) TFT (D/S)Y (N/W/Y)M(B/

S)

(0053 FEEHEAT ECBEXNECHZINIRE
EMEHEEERRTHRZIE—FINEFTED 70% - 75% -
85% + 86% ~ 87% ~ 88% ~ 89% ~ 90% ~ 91% ~ 92% * 93% -

94%~95%~96%97%98% - £ /) 99%F [E & & CDR-H2-

FHERAF SR NESHZIIRESHDEETAR

THARZE—F3 < CDR-H2 -
[0054] CDR-H2 771
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[ 7]
iD BEVEER RS
SEQ ID NO:62 FS5 P5 B9 H LIWGGGDTDYNSALKS
SEQ ID NOQ:63 F5 P5 B9 H IWGGGDT
1 SEQ ID NO:¢64 F6A P8 E2 H WIDPENGNTIYDPKFQG
SEQ ID NO:65 F6A P8 E2 H IDPENGNT
SEQ ID NO:66 F6A P12 F12 R FIRNKANGYTTKYSASVKG
SEQ ID NO:67 FeA Pl2z Fl2 B IRNKANGYTT
SEQ ID NO:68 F6B P1 H5 H DINPNNGGTIYNQKFKG
SEQ ID NO:69 F6B P1 HS5 H INPNNGGT
SEQ ID NO:70 F681_P3_D12_H / | YIKPSTDNTEYNQKFKD
FEB1P3ES H
SEQ ID NO:71 FGBI_PB_DlZ_H / | IKPSTDNT
F6RB1P3ES H
SEQ ID NO:72 F6_Bl Pl E2 H / | YINPSTDYTEYNQKFKD
F6B P3 EZ2 H
SEQ ID NO:73 F6_Bl_Pl_E2_H / | INPSTDYT
F6B P3 E2 H
SEQ ID NQ:74 F6B P2 D4 H YINPSTDYIEYNQKFKD
SEQ ID NO:75 F6B P2 D4 H INPSTDYI
SEQ ID NO:76 Consensus INPSTDY(I/T)
SEQ ID NO:77 Consensus (Y/D)I(K/N)PSTD({N/Y) (T/I)
EY (A/N) QKF (Q/K) {(G/D)
SEQ ID NO:78 P3D12 VH- YIKPSTDNTEYAQKFQG
: abb/sdr

[0055] HEHEHAD EBRNEEBZHEE
EHMHAEERRSHFARZIE—FINERFTED 70% - 75% -
85% - 86% ~ 87% ~ 88%  89% ~ 90% ~ 91% ~ 92% ~ 93% -
94%~ 95%~96%~ 97%~ 98% B & /> 99%4H [7] £ 2 CDR-H3-
FEERAT  SEBREEHZNEEcTOEsOR
8 FTmZfE— %z CDR-H3 -

[0056] CDR-H3 7%
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[& 8]
1D BT HEEERE Pl
SEQ ID NO:79 |F5 P5 B9 H CARDYYGFDY
SEQ ID NO:80 |F5 P5 B9 H DYYGFDY
SEQ ID NO:81 |FéA P8 E2 H CARGGNYLRESYYYAMDY
SEQ 1D NO:82 |F6A P8 E2 H RGGNYLRESYYYAMDY
SEQ ID NO:83 |F6A P12 F12 H CSKDRGYFDY
SEQ ID NO:84 | F6A P12 F12 H DRGYFDY
SEQ ID NO:85 | F6B P1 H5 H RARGDYYGSSRYYYAMDY
SEQ ID NO:86 |F6B Pl H5 H RGDYYGSSRYYYAMDY
SEQ ID NO:87 |F6Bl_P3 D12 H / CARSYGNYPLMDY
F6B1P3E9 H
SEQ ID NO:88 | F6B1_P3 D12 H / SYGNYPLMDY
FEBLP3EY H &
F6 Bl Pl E2 H /
F6B P3 E2 H
SEQ ID NO:89 |F6 Bl Pl E2 H / CVRSYGNYPLMDY
‘F6B P3 E2 H
SEQ ID NO:90 |F6B P2 D4 H CARSYGNFPLMDY
SEQ ID NO:91 |F6B P2 D4 H RSYGNFPLMDY
SEQ ID NO:92 | A C (A/V)RSYGN (F/Y) PLMDY
SEQ ID NO:93 | K RSYGN (F/Y) PLMDY
[0057] EFEEHOAT  EGEeBRECHZHESE

EXTaEE

87% ~

96% ~ 97% ~ 98% ~

88% ~

T e

wa wHe
w0 & & 7l
(0058 W®EEERFI

328855

89% -~

HEIZFIE
90% ~ 91% -
NEDV INHEEAEZE#RTEE
Bz REEHMEmaEs

4k A W] By 4E L

EE D T0% 75% 85%~ 86% «

92% ~ 93% ~ 94% -~

£ 9 E
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[Z= 9]

1D

HEerEbR

HEEEIR P51

SEQ

iD

NO:94

F5_P5 B9 _H

QVQLKESGPGLVAPSQSLSITCTVSGESL
TNYGVNWVRQPPGKGLEWLGLIWGGGDTD
YNSALKSRLSISKDNSKSQVFLKMETNSL
QTDDTARYYCARDYYGFDYWGQGTTLTVS
S

SEQ

iD

NO:85

F6A_P12 _F12 H

EVKLVESGGGLVQPGGSLRLSCATSGFTF
TDYYMSWVRQPPGKALEWLGFIRNKANGY
TTKYSASVKGRFTISRDNSQSTILYLOMNT
LRAEDSATYYCSKDRGYFDYWGQGTTLTV
SS

SEQ

ID

NO: 36

F6A_PBE2_H

VNSEVQLQQSGAELVRPGALVKLSCKASG
FNINDYFMHWVKQRPEQGLEWIGWIDPEN
GNTIYDPKFQGKASITADTSSNTAYLQLS
SLTSEDTAVYYCARGGNYLRESYYYAMDY
WGQGTSVTVSS

SEQ

ID

NO: 87

F6B_P1_H5_H

VLSEVLLOOSGPELVKPGASVKIFPCKASG
YTFTDYNMDWVKQSHGKSLEWIGDINPNN
GGTIYNQKFKGKATLTVDKSSSTAYMELR
SLTSEDTAVYYRARGDYYGSSRYYYAMDY
WGQGTSVTVSS

SEQ

iD

NO:98

F6B1_P3 D12 _H

QVOLOQSGAELAKPGASVKMSCRASGYTF
TSYWMHWVKQRPGQGLDWIGYIKPSTDNT
EYNQKFKDKATLTADKSSSTAYMQLSSLT
SEDSAVYYCARSYGNYPLMDYWGQGTSVT
VSS

SEQ

ID

NO:99

F6B1P3E9_H

OVQLOQOSGAELAKPGASVKMSCRASGYTF
TSYWMHWVKQORPGQGLDWIGYIKPSTDNT
EYNQKFKDKATLTADKSSSTAYMQLSSLT
SEDSAVYYCARSYGNYPLMDYWGQGTSVT
VSS

SEQ

Ib

NO:100

F6B1_P1_E2_H

OVOLOOSGAELAKPGASVKMSCKASGYTF
TSYWMHWVKQRPGOGLEWIGYINPSTDYT
EYNQKFKDKATLTADKSSTTAYMQLSSLT
SEDSAVYYCVRSYGNYPLMDYWGQGTSVT
VSS :

SEQ

ID

NO:101

F6B_P3 _E2_H

QVQLQOQSGAELAKPGASVKMSCKASGYTF
TSYWMHWVKQRPGQGLEWIGYINPSTDYT
EYNQKFKDKATLTADKSSTTAYMQLSSLT
SEDSAVYYCVRSYGNYPLMDYWGQGTSVT
VS8

SEQ

ID

NO:102

F6B P2 D4_H

QVOLQOSGAELAKPGASVKMSCKASGYTF
TSYWMHWVKQRPGOGLEWIGYINPSTDYT
EYNQKFKDKATLTAGKSSSTAYMQLSSLT
SEDSAVYYCARSYGNFPLMDYWGQGTSVT
VSS

SEQ

iD

NO:103

QVQLQQSGAELAKPGASVKMSC (K/R) AS
GYTFTSYWMHWVKQRPGOGL (E/D) WIGY
I(K/N)PSTD(Y/N) (T/I) EYNQKFKDK
ATLTADKSS (S/T) TAYMQLSSLTSEDSA
VYYC (A/V)RSYGN (Y/F) PLMDYWGQGT
SVTVSS

328855
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FEERMT - &
ERMESHRIOZFINEFTED 70% 75%  85%86%:
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ERRESH IR
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87% ~ 88% ~ 89% ~ 90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~
v96%\97%~98%‘325//'\ 9% MHEMRZANFRLCLEETEE -
AEERG T SEHNESRHIIEEENHEEN=E
10FIZ NRIEERTERE -

(00601 AJR{E P3D12 E ##

[%% 10]
ID =tk R FP51
SEQ 1D NO:104 |P3D12 VA 'OVQLOOSGAELAKPGASVKMSCRASGYTF

TSYWMHWVKORPGQGLDWIGY IKPSTDN
TEYNQKFKDKATLTADKSSSTAYMQLSSL
TSEDSAVYYCARSYGNYPLMDYWGQGTSV
TVSS

SEQ ID NO:105 P3D12 VH-fra |QVQLQQSGAEVKKPGASVKVSCKASGYTF
TSYWMHWVKQRPGQGLDWIGY IKPSTDN
TEYNQKFKDRVTLTADKSTSTAYMQLSNL
ISEDTAVYYCARSYGNYPLMDYWGQGTSV
TVSS

SEQ ID NO:106 |P3D12 VH-ven |QVQLVQOSGAEVAKPGASVKMSCKASGYTF
TSYWMHWVKQAPGQGLDWIGYIKPSTDNT
EYNQKFKDKATLTADKSTSTAYMQLSSLR
SEDTAVYYCARSYGNYPLMDYWGQGTTVT

VS$S
SEQ ID NO:107 P3D12 VB~ QVOLVOSGAEVKKPGASVKVSCKASGYTF
abb/sdr TSYWMHWVKQAPGQGLDWMGY IKPSTDNT

EYAQKFQGRVTLTADKSTSTAYMELSSLR
SEDTAVYYCARSYGNYPLMDYWGQGTTVT
VSS

SEQ ID NO:108 |P3Dl2 VH-cdr |QVQLVQSGAEVKKPGASVKVSCKASGYTF
. TSYWMHWVKQAPGQGLDWIGYIKPSTDNT
EYNQKFKDKATLTADKSTSTAYMELSSLR
SEDTAVYYCARSYGNYPLMDYWGQGTTVT

VSS
[0061]) B HEFHRAT B SESHTHELS
& ¥ # 4 & CDR-L3 & CDR-H3> H 1 3% CDR-L3 & &

s

SEQ ID NO: 26 Z 36 2 E—leEBMFINEEFTED 70%
D T5% ~ E/D 85% - B/ 86% ~ B/ 87% - E D 88%

.

51

’

[

> 89% ~ E /D 90% ~ B 91% ~ B 92% ~ B D 93%

L4

/

> 94% ~ ) 95% ~ B/D 96% - B/ 97% ~ E /D 98%
E 99%HK 100%HEKZHEERFEI @M BER3

[

\
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CDR-L3 F %) : 2% CDR-H3 @4 % SEQ ID NO: 79 & 93
ZE-—BREBFINRBED 0% BD 75% - D 85% -
ZE 86% -~ B/ 8T% -~ B/ 88% - F /D 89% ~ B /D 90% »
B 9I% -~ B 92% -~ B 93% - B/ 94% ~ B 95% -
ED 96% > B 97% -~ B 98%  E D 99%E 100%4H [H
MrEmEBRFI(Hla: BE% 8 2 CDR-H3 F5l) - Bt
Bl T SEHREABZAFEEEHH B2 CDR-L3
K CDR-H3» E & » % CDR-L3 & & # SEQ ID NO : 34 =
3BS Y BERFIEBEZRZD 10% - £/ 90% ZH 95% - &
> 98% ~ FE /D 99%E 100% M FE ¥ BEMF s % CDR-H3
B &8 SEQID NO: 878892 B3 ZEREFINAEFR
EBT0% - B 90% -~ B/ 95% ~ B/ 98% ~ B /D 99%E,
100%M8 B M 2 B E BB T % -
[0062] B EEmA D > &4 HKESH Y R

4 ¥ 3 4 CDR-L3-~ CDR-L2- CDR-H3 F CDR-H2> & >
2% CDR-L3 &8 SEQ ID NO: 26F 36 2 — B EBRF
SIERZE D 70% - B 90% -~ B 100%HE M2 BEEF
FI (4 : EEH%E 3 2 CDR-L3 F3%]); &% CDR-L2 A& &
SEQ ID NO: 16 & 25 Z{E— B ERFIIAFTED 70% -
Z/ 90% - W 100%HEHZEERFI(HIW : BEEE 2
~ CDR-L2 F%[); % CDR-H3 @4 8 SEQ ID NO: 79 &
O3 ZIE—HMEBRIFINAFTED 70% - £ 90% ~ B 100%
7FEFET'F$ZH¢1PEKE€§U(1§J§U EH% 8 2 CDR-H3 F7%);
#% CDR-H2 &4 ¥ SEQ ID NO: 62 E 18 2T —HBEBF
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FIEHFZED 70% £ 90% -~ H 100%HEHZHEREF
Fl(Fl4n - #E% 72 CDR-H2 B5l)- FEHE®HAF - &
EHREERZNE&ES®HHEE CDR-L3 » CDR-L2 »
CDR-H3 J CDR-H2> H 5 CDR-L3 & & # SEQID NO:
34 35S 2HMEBFIERFEED 70% /D 90% -~ 5 100%
A M B B 550 % CDR-L2 @& ¥ SEQ ID NO : 24
K25 ZHMEBRFIEFRD 70% - Z/ 90% - 2 100%4H
EHZBEERFS 5 % CDR-H3 @& 8 SEQ ID NO : 87 »
892K 3L HEBRFINAEEFERED 70% - E/D 90% -~ &
100%4H B < B & B 7 51 CDR-H2 f1 & 8 SEQ ID
NO: 7071 NBZE—HBEEBFIEFTED 70% D
90% ~ B 100% M E M2 EERKF -

[0063] FEEHRST  EEHNEEHZHESE
& ¥ {7 4 & CDR-L3- CDR-L2- CDR-L1- CDR-H3- CDR-H2
F CDR-H1> Ht » 8% CDR-L3 @& % SEQ ID NO: 26 &
36 JIE—BMEBFIEFZED 70% - 2D 90% -~ B 100%
MEMEBREBFF (BN : BEFE 3 2 CDR-L3 F5);
#% CDR-L2 &8 SEQ ID NO: 16 B 25 2T~ EBRF
FIRBED 70% - £/ 90% - 5 100%HEMRZEERF
FI(Hl40 : EEHFT 2 2 CDR-L2 %) &% CDR-L1 & & &
SEQIDNO: 1 Z IS5 2R —BERFIEFED 70%~ &
b 90% - B 100%MEHE M HERFI(FIW : BEEXR 1
CDR-L1 5 %) ; % CDR-H3 & & SEQ ID NO: 79 & 93
TE—-BREBFIEEFEZED 70% £/ 90% - 5 100%4H
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EzEEBRFI (PN EEHR 8 Z CDR-H3 F5); %
CDR-H2 & 8 SEQ ID NO: 62 E 78 Z{E— B ERKFT
EEZD 70% 2/ 90% -~  100%EEHEPFIM: BEHE
72 CDR-H2 [5%) ZBEEKF 5% CDR-HI @& # SEQ
ID NO: 50 £ 61l 2 E—lEBFIAEFTED 10% - B/
90% ~ B 100%MHEM EERFI(FIMN: BEEE 6 2
CDR-HI %)) - FEERIT  GEHRECHZIHESE
& & % & & CDR-L3- CDR-L2- CDR-L1~ CDR-H3+ CDR-H2
% CDR-H1: H ¥ > 3% CDR-L3 &4 & # SEQ ID NO : 34
3STHEBFEIIAEEREL 70% - B/ 90% ~ 5 100%4E E
Mz ERKFY ; % CDR-L2 &8 SEQ ID NO: 24
25 2BEEBFIRAFTRED 70% - B/ 90% -~ B 100%4H H
Mz EBRFY s % CDR-L1 A& 8 SEQ ID NO: 9+ 10
RISCBEEBRFINEEZD 70% - 2/ 90% ~ 5 100%4H
EzEEEFS % CDR-H3 &8 SEQ ID NO: 87
NS HEHFIAEFTED 70% - £/ 90% ~ 5 100%4H
E <z EERKFS 5 % CDR-H2 & & SEQ ID NO : 70 -
TNHK 1B 2BREBFIAEERED 70% - 27 90% - 5 100%
HEMEZzEEBREFS ¢ k% CDR-Hl &8 SEQID NO:
58 SO CEEBFINEFED 70% -~ F /D 90% - 5 100%
ZHBREBFT -

- [0064)] EEERMGT  SCBHNEEHIHEE
AP EETEEREETEE > £ R EE TS
EaE SEQIDNO 042 IBZE—BREERFIREFE

328855 .40
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> 70% ~ £ /D 75% - 2/ 85% - 2/ 86% - 2/ 87% -~

5

/

88% ~ =/ 89% ~ £/ 90% > £/ 91% ~ £ /) 92% -

N

/

AR

93% ~ B/D 94% ~ B/ 95% ~ B 96% ~ B /D 97% »
> 98% ~ /D 99%E 100%HE M Z e E B FH(Hla &
HROIOHE IO EETER):, kZE@#EJEELZH S
ID NO:37TZE 49— KBERBRFIEEFEED 710% 2
75% ~ B/ 85% -~ B/ 86% ~ £/ 87% ~ £/ 88% ~ &

5

89% ~ &/ 90% ~ B/ 91% ~ B/ 92% ~ &/ 93% -~ B /D
94% ~ B/ 95% ~ &/ 96% ~ & /) 97% -~ §.f/l‘ 908% - & /b
00%E; 100%ME M HEABSEI (PN : BEHE 48 52
ST EE) FEEHAT  EABRNAB I ELES B
KhE2ERTSERERTSE Xt FERETEES
248 SEQID NO: 104 % 108 Y F—REBFIEEED
0%MEE M MERFIFIL : BEEX 10 2 =T H
) FyRETEES 2% SEQIDNO: 45 & 49 7 {f—
WEBFIAEE D 00%H E M 2 BEARF S (Flw: e
ESZRBTEE) -

[0065] M FMMBEALHFREAZES Tabb, -
Csdr;~Tfra,~"Tven., B Tecdr o 485 Tcdr, 3 " CDR |
IS EREEE - 55 T abb, 35K IE Padlan % K (1995)

H* T Identification of specificity-determining residues in

antibodies ; FASEB J 9:133-139 F7 455 Z CDR - H i E

Bl » 4585 CDR Z 23 Bt gy B 27D-34 ~ 50-55 »
Bl 89-96 R EE# P EE 31-35B~50-58~ 81 95-101 ' 3

ig}’
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LHFBENEBEAEERL: HEZIEEZBEEEFHR
W - G E T sdr, {5 RIS Padlan § A (1995)8 T B — i R
E ZEGRUERZBIPRIEGEeHEZEBE - BH " fra,
{4 fk 38 Wu 82 Kabat (1992) ' Possible use of similar
framework region amino acid sequences between human and
mouse immunoglobulins for humanizing mouse antibodies
Mol Immunol 29:1141-1146 FrEZHF 2 " B 2 E N F &
(Frankenstein approach) ;o 42 " ven, {4 % K # Padlan
(1991), T A possible procedure for reducing the immunogenicity
of antibody variable domains while preserving their
ligand-binding properties ; Mol Immunol 28:489-498 fyT 31
e

[0066) fisE "HEMESL ., X "THEEHESH
Tf%a“ém{Eﬁ%?ﬁﬁ?ﬁﬂZFﬁ%??MElﬁl% o DIEh# & B WY 3K
EEEEFY > BB UTEREAEHES. - ELH ZFEHH
B—ErNEHEERERGEER  AIEsFEZLE L

BEEMHEE - -EE—ELERARREUEREEREE

a1 EMI BRI/ REFE)VEER  IRESTFABA
EZAEELEERB@EMOE - BMEYE - B0 A
MrESEGULE 2 FIEAENCE EF MR RE MR
EREEAABE R IRASBLEEER/RER
£ % FASTA - BLAST - 5t ENTREZ - FASTA B BLAST d]
£ B GCG Ff ¥l 4y #7 & 2% #k 88 (University of Wisconsin,
Madison, Wis.) Z — & {3 %% - H 71 5 §I 20 B 32 3% B 4t

328855 . 42
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Fi - ENTREZ Bl Z BB ZFLENAKBZRZREZEHEEZLH
X & Y fif & 5 B L (the National Center for Biotechnology
Information, National Library of Medicine, National Institutes
of Health, Bethesda, Md.)I /& - — B HH & > WMEFF =
Mz AEEESLTHRA GCCRARE  ZURER 1
Bld SERERENGEERAEFIZEZE —BE B
i EBER -

[0067) H ft b ¥ & g & %9 > Methods in
Enzymology, vol. 266: Computer Methods for Macromolecular
Sequence Analysis (1996) Doolittle 4% # » Academic Press,
Inc. (Harcourt Brace & Co., San Diego, Calif., USA 2 4%
)y FEEHRA T RASHFEFIFHEEMLZIEHE
XA HE /77 FULE 3 - Smith-Waterman % 5 — % - K
BRI L # B % fiz - 2 R Meth. Mol. Biol. 70:173-
187 (1997) = [k 4k » B 8% F§ (£ ] Needleman £ Wunsch th #f
FEZ GAP BREKUWLEHFY - Z—EEBSEHEARE
MASPAR T[S I ¥ ff 2 MPSRCH #{ & - MPSRCH %
Smith-Waterman B2/% » ERAEFTER EWNBFIED -
BWHZURBHERTCRZET B EARZ/NZEN KZ
HEBRFIER "TRAHBEEREGBH I HEBRFIKESE
% B DNA &R E -

[0068] FEE®EFT SR NEERZIHELS
EHHBEE " HSFEEERIEZSKETEEYZ CDR-FH
L

Bt SEHKECHZHEE&EEHMEE R
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Bl 10 EET%EY CDR FEEHEE & » &

HEBER 9 H
EEHEEBE 2 EE AT hEe —HSHEEIR 48 5

METNEE Y CORE—HSEEBXRIE I0ERETER
Z CDR- HEEFHH T ZECHNEEH I EESE
8 #& CDR-L1- CDR-L2- B CDR-L3: EORIEEF 4
Bl 5 7 {Ff—iRgEAEE- K CDR-H1- CDR-H2+ # CDR-H3>
HANEBEERIBIOZA—EHTEE-IRALFHER
HRZENEREEEENBRBCAZEMEE T E &
AEHFR 2 EENRETEE R HG CDR ZEHERF
%l (%140 : CDR-L1~ CDR-L2~ CDR-L3 - CDR-H1+- CDR-H2 -
g1 CDR-H3) -
CL0069] HEFHKAD BoEASESE 1T 10
S RHWEEF REREZSKFIAE 0F 5+ 1

BES5-0F 101 F10-0F 15 1 & 15 EHEEEREE -

HiEREBREH T HhEERMNK BERBRLR/EER
B - FEERAF Z2FERAIECHEE - KT E
BREREOUY  FRABEBRUNEERTED -

[0070] HXEgHEA T EEeBXUEEHZIRREE
affhEe —HNLEERECFER) - EXEEE LR BN
EEB s EHENKEEE Z CDR K/FH M # CDR FIlZ
Mo AL ERETEELECUEERE » KB
HUEELKECENEERE - £S5 B FEAESTHAR A
Al MBEZITEE HNECHFI-HSEEXRE -
GSGEBTHEERIRARELRE r HAREEHNAO T X
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Bt 4 3 4 B (B ¢ B b -

[0071] H&EHAT > SLEHRERELEEHH
GRS BRERIBARL - #E - BRER/RABLES
HEEE AR ENRARZEEER/RELE ABEY
5 CMET RE—HH 2B E - AEEHH T &5
BN A RSN RET S  NERBEYHEE - EE
B RH MG BEEHAT EABREREESY
BEEFERIERARBI IS 208K - —XSE
BEE  RRERZF

[0072] FRAERERE - FHTRETEHEEGY
WES - FEREAT  SCANHRRS RN 2ZEn
HEHTEEEMAETEE(CDR)AERIEREHE K H
—MEERE - SN LB RS EEEE T A
EMEEYEGO MERABRREEEYER® L A
) -

[0073] HEEHHT > EoHARERELLTH
SR /R ESETEE Y CDR TH&EREEE A HES
B RBEEHAT  BTHERENAEESLE  THEK
CAEEERRERERFI R EEEEESLY > D
MBI HE S REERH T HERESH 2 EMRE
MELERAOANERXBATREE Y RSEELEE
RE—BEBER - AEEHAT > EEBREHEES S
PEE—RSEAEELE - XLEHHT > ZESHR

EHiEEEcHHEEEDVL 123456~ T7>8~93
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10 NBEELRRE FEEHAN T SEBNENEESH
HBEE—XSENBERLE - EEERT  ECHHH
BRECBBEEED 1234256789 10
EBNEREEE HEFHKIT  SERHNEBESSEHE
BE—HEEANEEREEE S ENEERRERE -
[0074] E&£&&%e AFRLCR/RELIEBEHRESH
ZHACHAELD : FHEH  WARMWRERE ~ HH
— & {7 - COR #ERAZFERBEF R TR PIA + 2 EHFF
ZE Z 5 6,180,370 ~ 6,054,297 ~ 5,693,762 ~ 5,859,205 ~
5,693,761~ 5,565,332~ 5,585,089~ B 5,530, 101> J Jones
% A 2 Nature, 321 :522-525 (1986) ; Verhoeyen & A 2
Science, 239:1534-1536 (1988) > & Winter, FEBS Letts.,
430:92-94 (1998) - EEHE ~ ER R/ AFRLESHZ
HMIERBMBEFEE  EHFEFEEIR 5,530,101 ZEHE
A FEER 5,707,622 EBEFEER 5,994,524 ZHE
F 22 288 6,245,894 5 Queen % A 2 (1988) PNAS 86:10029-
10033 ; Riechmann % A 2 Nature (1988) 332:323-327;
Methods in molecular biology Z Vol. 248 > Antibody
Engineering: Methods and Protocols> Benny K. C. Lo 45 & -
Springer Science & Business Media, (2004) ; & Antibody
Engineering, Vol. 1, Roland E. Kontermann, Stefan Diibel,

A

% 2 Rx, Publisher Springer Science & Business Media,
(2010) - FEEERGI T > THEHRKEAERBZ — X% H
EEELHE—FOXBINBL ST EELEEXE -G
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Bl —REEREB)RESEH ARL% - Ko g
T REREA Ty PSS LY A A-E-F
oM (B NE B — X% E CORMIA :
3 4.5 K2 6E CONEBBESBELR BN : AME
o L Y L PA TS TR 33
o MELHE  BRIARLECHZ FEBEEES
7 B R AT R B T — (R S (B A B R - DR
B KIS EMHI D WAL TR T ERE N
BIEHEE, SHENAUE AR LEARGID : 25
Vaswami % A~ Annals of Allergy, Asthma, & Immunol.
81 :105 (1998); Roguska % A 2 Prot. Engin., 9:895-904
(1996) ; 82 3 & % A E F 8 6,072,035) HHLEHE T &4
MR LR FERE—EAE AN UEEREE
M (A0 ¢ 2 H Gilliland % A Z J. Immunol, 62(6):3663-71
(1999)) °

[0075) 386 2 3G 61 o - 4 & B > B 5 B FF 51 4008
B MELHSEE PG MEDZ ELWA - UE
%X FEE - SR R/RIE (Bl R ROME i - B
DR BIEM) - BB EEHI P 0 AR IPFERZ CDR
EE AT B CMET 2 & &M BT B R/RELAS
R G AR Y RS - Bl ABEFERY

B ETEE B SEQIDNO: 48 X iR T &

E)VFERAACEZRELZAG REAENFEBECER#HITEE
~ CDR-HI1 81 CDR-H2 ~ S o 8 B &£ K E (§ 40 : SEQ ID
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NO: 107 Z%ﬁ%fﬁ%@)ﬁfﬁ]i‘%fﬁ » H 5% CDR-H3 & 4 41
o 4% — 2 % (% 8 ~ CDR-H3 &> CDR-H3 ¥ ¥l X & i
Bl - THEFMSRE/EHESEHE cMET 28 & R/
WEDRE  TUBRBEBETEHANELZE S & CDR-H3
T EmEBFS - RGBT ETARAREE CDR 25 %
HERT EMEE COR B (Fla : B2 REBRNA - MK
HKEAkZ CDR BN ZE&EEH - EFRHEZESHNERT X
RZEEE M -SRI A/IIRE - LFEHERELD
EEBZFAEGERE M WS A Portolano F A 2 (1993)
Journal of Immunology 150:880-887 ; & Clarkson & A =~
(1991) Nature 352:624-628) - It ES2F X RMA S AHE A
AEKRHE  CATEEE - KHE -G @4 : X CDR) -
AHGEOIRHTEEERNE  RUSETHE-UHREES
ZhBZE% -

- [0076] HEEEHEAF  ETELEEBEZEND
K IE T RE - & & B & AR E 6 T 08 bR BRI opE B b B
(40 : 2 H Co % A~ Mol. Immunol, 30:1361-1367 (1993))-
EEEmAT &R THEECUIBIHER/RERLE
i & - N-BERHIBEELUBZEFBEEEERFT
Asn-X-Ser &, Asn-X-Tho HF ZBR X ZEBEEREBEETR
BRTHEBEBUSNZENEEBERE - flE2FIZBE
BEEEMNRAREE —EBEENSRN N-EERALEYE

CZHALEE - REERUEBIZHNAKERRAZ N-EE

BRAKIEEY# FEEHA P IRER N-BERKESHE
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EH EP—MSE N-ESBEELUEWEELEF
RV HBRI B A RSB NGB AW
Bl » SRk E B 2SS o S B > 16 %I —
HNEEEREBRBEER NS EERBEBERENA S —
TR R (B G SEEEH D L rneE
BEARELRE - SBR/IRBERE -

[0077] S imfl & » 12606 & B DL A 55 5 5t =
B R EEBIR - BRA - REE - B IES SR
HELQESBIBZE BESLHHELZHZE - B

MEERZMFLEHR/RBRER AL EE L2 &

VB W EBHINEEE -

[0078] HFEEHF+F  ECBE-—EHEEEHA
Y METHHE %% - FLEERSAT > GeRE -G
G R ABY cMET S H — 38 {7 Z 40 B &b T BE 15 3¢ 44 B 41
& - RERBERED  EEHE-HESCEFEREARARAZE
MECREEREMNHAGYRESE ZF LI cMET- X
LERET  SoBE - MHESEZERAMETERER - K&
R EaRE-HECERA NI ERERIA
AL ~ WEhkZ cMET HREBEHEF T EBHE—EE
BERBERIRRRAEEAE -FAHEERE B - #REE
Bl NERAKB)ZHHAY cMET - B EHE Gl > &4
EREE-MHESZEFEWSEQID NO: 109 & 113 fiRz
E—EHEEBRFIZ —HLE MET ik - E—HfhH -
FEEHI T  EeRE-—MHESEAE cMET- X&HE
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el EERNE—MHEEE2EAE cMET ZHBEINIE
e HEFHEHF -  E6/E—-—HEEEEAE cMET K/
E MBS T AR P A cMET B &% B168 WM
B D168(JRE] cMET ~ E168D & B ). b EF 4 b > 4
EHBE—-MEASE NE cMET R/ 44PN I - H
% N cMET & & # N375 B & S375(JF B A cMET
N375S 8 S A8 ) o

0079 st "HE &S AEGESRHEHERK

A
ZEEERNARAMy FREMKZES > HAEBHD :

& i 2 5E #8 4h (in vitro) 4y #F 3% I (U 40 ¢ Elisa~ % 95 B 5
ERRAEHE) - MEOXEEAALEE —HES
REFAZES T BL 2R L EEH 10 B E -
R4 100 5 R ELE - 1000 £ 5 E - 10,000 £ 5 b
B~ iO0,000 fgek DL E ~ B 1,000,000 fz5 L E o

[0080] A EEHH F 8 cMBT RE 51 H 1%
e TEEE BN ERR AR 100 nM - ZREAR 50
nM -~ F BN 25 aM s ERRAR 10 0M -~ ER KA R
5aM - ZHREAR 1 oM. HREAR 900 pM - B R 5/
7 800 pM ~ S RSN R 750 pM » H R N H 700 pM » =
WEB/NE 600 pM ~ SR AR 500 pM -~ R BN R 400
PM + % FA BN 300 pM -~ Z R BN 200 pM - KR K
ANFE 100 pM 2 45 & 8 1 7 % 5 (KD)SE cMET 80 — 5 4
(BI40 ¢ cMET 2 400 4h D0 A 0 )48 & 2 &5 & 0 - 7 45 2 i

o B cMETHE MK E-—UHEE2EERRBUER X
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/INFY 100 nM -~ FERE /AN 50 nM~ ER /AN 25 0M -~ F
BB/ 10 nM~ SRR S oM ERIAR 1 oM -
% R BN B 900 pM -~ Z R BR N R 800 pM ~ EE F BN Y 750
PM ~ R BN R 700 pM ~ Z R N 600 pM » & BN
FS 500 pM ~ R BN FY 400 pM ~ R BN R 300 pM - &
W BN R 200 pM + B Z R BN R 100 pM & & B R % B
(KD)EZ A % cMBT 5% 3 — 85 3 (§1 40 : A%E cMET = 41 §ig 4
EREB)E S ZECH - AEEHH T > 5 cMET 55 — &
RS &S BN ER RN 100 nM- % 7 5 A
B 50 nM -~ SR BN 25 nM - SERFEAR 10 nM -~ ER

CE/NFA 5 naM - R E/ANR 1 oM ERE /NS 900 pM - &

BN R 800 pM -~ R H/NR 750 pM ~ Z R AR 700
PM + % R B/ 600 pM ~ R B /N Y 500 pM ~ 8 R BN
B 400 pM ~ % /N 300 pM + % F 8N 200 pM - B
SR N 100 pM 2 & & BRI 4 E B(KD)HE 7 & H 3E A
EWEWN: FAEEEE NUHEE: o AERK
B)Y cMET RE — B E — &L & A8 - 5 & 55 4l
o ABPET I ELBGE &A% A MET B E
— = RE—MESEHEEEAEEESE Y oMET &
H5 e REEHAT ABHERIECHE —HE
&EAE METRHE S5 RE—HECEHEAEH
SEFIW : NBRABR)Y cMET SE —H4) - X 5% i fl
oo EAE MG () M 10aM BT - % 1 oM B F 2 KD &
— &S E N cMET & — 354 (fl40 © A28 cMET 2 41
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FEAMNTHAE ) » K (1i)2L 100 nM LLF ~ 90 nM BIF ~ 80 nM

CHMTFT~700M LT 60nMBL T ~50n0M L ~400M BLTF >

30 nM BLF ~ 20 nM BLF3 10 sM B T~ KD B — &4
= KRB/ cMET 5K — 54 (B4 © K B 5/NE cMET
> 40 B 4 Th BE ) -

[0081] FELEERAF &&HEESET(abel): K
SEUIFT R GEE BN L, R TETH , GEEATRNY
[ 5 (marker) > Bl : BHERAFEL Y BEBRHE
MESH AN ERN I SUMIAFCES REYEE
AR RRAI (B0 TR LB R A E R A S8k
HEEREG I EBRAYEES) EEEHA T EER
EHT M EBE S EAAEENBEE - &2 8T
HEREHEEBEE AL E Y ERRESE - SEET S
RBEOY AR BN ERE A B ARECHAT
BH - SHRZESZERAFTHAEEFTRMTI K
B 1 ) fir 2 SR M S M BEE (BT 4D CHS TC s N Ps 0y
PTe s 1 PN Bk ERE  BEMEZWO C HR
(horseradish)i® & L6 ~ B-2 AL AEHF HG - BN B W6 - BB
BE) - LESLED  4FEL  20H -  BL2BNE
S B - ERBE (B BREERRE) - B RE
BEEES(FRET)S (BI40 © BMEESE) R B2
B NAT EEEH BTE SEART EWEEE -
B T TR T E S K B R % AL (epitope) (Bl 40 © 1
BN EEF - CRABREAUE 4 BEATER

A
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SR BB SR LA -

[0082] HEEEHt  EommasEs e -
GEE T M E R RS ERE - R R
Plaf BB REES SR FE N LS WE RS
FORZoE - BEWGIL BHELMZBEL)  BE
BE - SEEFAEER 6,660,843 R Y BERRY N
(vehicle)% 5 £ 41 & -

[0083] HEEHH T GAMGEEETEE
B+ &5 & BT b2 O o S 5 (A A AW OB B - 0B
EH T ERAEAAE: SE BT MEERLE  E
BB MEE R RERN - MEE G S8
EGLH B EAIAI R MR R EEE A K KR 6,660,843
EEMUZAZ AR AESEDFET s WH SR EE
& - H0RE RO = 9 IR 61 51 AL 35 B B 57 AT (auristatin) (61
4 B EEEE KT B (MMAE) - B F O BUE B AT F
(MMAF)Z )~ % 1 5 fi, 5T (dolastatin)~ 2 % 2 (maytansine) -
# % B % (tubulysin) ~ % 7% B¥ (irinotecan) 5 5 47 4 #) %
(81 (BT 40 © SN38) - & 7 B % (calicheamicin) ~ I F§ 3¢ %
3 I0Y BE = ¥& (pyrrolobenzodiazepine)(PBD) ~ % & & &
(duocarmycin) « [ f§ & (doxorubicin) - BHEME S HE A
(BI40 : PE38)- HETAEMERE S - F I H LT -
EBEBR &R A S BN -

[0084) 77 B 8 36 B o+ BEE - 3 9% U S B L A
LEYHETRGANGS - SEMETF T ERMHEAA
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FE o OWOREME C BN - BB - B Z ZE(PEG) - HER
BRI - HEAY ENAYSHBEES  FHSETFER
MERESEIF 2 A EGFBREMEARAATRE R E
Ba - BEBBEES KB, -

[0085)] /A ibgE il h » 30 - G/ - &8 o8
ETGHEBEG B O EE LD bR EE
THEE) GABHYETERELEZ NS HENEER
AL R W A BB zw‘@@%mmzﬁ%ﬁ@my
R HEMERBEED RN  RERNBET - TH

FEBRERBRENR Y HEB R E O AR
IgG2 7 A118~S119~S239~V282~T289~ N361~ £ V422 ;
IgGl 2 S115~8252~V289-T306- £Z N384; g IgG1-1gG2~
1gG3 2%, 1gG4 P INH EALE - MER - EE - RER/X
MG FHGOMBRE S KM ERMEHLE  EHRE N

 RERHBTERENHES)E  T=HERE - A&FE&PFP)E -

REER BEILKIETHEMAKREBLEURIE  ERE
B _ERKE EEREESREZR  NIEE
MEoE£ B - R/ZIGERRKE  EE AR LE @ £1F
MEEEEEEFA_SREBRAG R/ XNFTEESLIK
B BREAEFRERE  EXEARARELCLEURE
ERESE -

[0086] HXEEBHIF  EehlEas —HSELE
B - B SR IKREBERDEEREPEBIA - EAF
ARETHRTZIRE) AEHBRZECR T UE K&
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&7 cMET 2 G1JEAh 8 03 BI40 : B2 A R 2 cMET
TSNS - B E AT > FHARE oMET 2 A
B A EEE AT - KA > % cMET 24
EEEAE  ROASPBREAHTES oMET I
fb- Bl E RO o o B A (B R B
CMET - S5 — {3 % — &5 & » R 5 & oMET By M - %
G ARERE AR AR AR EE S22 B 2R R
IRERGE N A AE-F B ER AN EAESE
HEGEAHFE S MET WL R/RERZ R TRE LS
MEER R EEERAT  SABEMBETR MET
W W E WS 0 S CMET Wb R /R -
[0087) % b B Hs B o » & & M oMET 5 £ — 2 {3 82
S N T T L ICE S T T
M) HEEHEH T EABEMMEE LR cMET B —#
G A B OF B bR 0 55 6 SRR O AR B O (B4 ¢ BS
B E1E) - TR B E E B B+ A 8 09 T 88 2 $i-oMET
G & B TN 2 cMET (R BIEK - X EEH AT -
&5 -cMET & & B E MR E & oMET &£ 5 - 80 /%
EH B/REEMEEESE CMET S48 FES SRR
T B R R B EYE - B E M AT o B -cMET &
&1 % oMET 5l - £ & EH A D - 5 -cMET 4 & 8l &
16~ 3G~ K/ - BT SD IE B cMET 2 B8 9 3 9 5 B
BISIEE - 8 B/ - BB R b oMET 28 5% % %
R MR B R MBS E M - SR M GU P o A% IE T
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> #i-cMET & & B K {E - 414 - 5%/ - B L IE B cMET
HHERAFRREBRESWN: FEBEERT - REH
2 ) -

[0088)] HEEHH D DAZHBR G0 HE
WEEAE TER R EREEIET - e
NABEHBR G HEBEEZAR TEARE
CMBT Z @M AT NEE R FE R REMMEET - F i

CERAIf  DEABUHBRZEESRERERB MR M

H ADCC - ADCP B IKE MM FE % (CDCCYIBE » XK
HENKEEMAMMBEET -

[0089)] HELEEHEL T  UNAZHBRZE S K #
EER i > TmREE - IR B VABRZERTIH -
HEEREAT MAFHER S B BB HER A
fil > OB R ~ #MH ~ SRRV @AmRER -

- [0090) FHLEEFHEAF > KXEHRMEERY S E
kY HBEE& S EE cMET 50 H — 24 (f140 : cMET
Ui ER - RE—HH) BE—HEa2EaH o

[0091] EZERYWITEEKXARGENREZERR
i - EEEREANT  BEAKYGARKRERRET
(scc.)~ A~ DLW ~ BN R/RERANG.V)BE - Fit
EHA T BREERYTEERANEH SFRNEENQ:
e pH{E -Z2EMH ME -EBEE BHE F8% -
Rk~ BMEME ZEE FEIEBREERX REIFEN
BB MR FEFEHEAF BB BERETR
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) B EER (O H R BR - B BE R B FRBERE - B -
NEERE) W EYHE ELE GO PLEME - =K
BB aE) SEM(O : WESE - RESE -
Tris-HCl ~ R HE - BREWG N  BwREEHEEERHE
KIRAEERB): MEB G IBEBEBERFREE): B
BRI 22U Z K (EDTA)) sEa A (40 - MIBEER ~ &
ZIEUEIE BEEE - B-IEMIBE RN E-B-BEE ) EEE M ¢
MEHEH HBXREAERED) ZEH - ARBAGE
Bl AR HAMEEEY@ LB UBIEE) B2
FELK BPREZHEEETFC - ) BEI@ - HH -
RE HEZZE) MELE > BE J&/ji 2 {fc B
(Remington’s Pharmaceutical Sciences » % 18 }§ ° A.R.
Gennaro 43 8 > Mack Publishing Company (1995)) e
[0092] H&EFHAT BEARVEABEZR
EE > HIERFAEANELE  BINEB (PN EEEKE)
Bom ~EM - BEE-28 - HMxAK{ibeEDWa &5
HWHERBNMEE) BEEREEWO: HERERLUEEE)
BRMWN : BER - BRREFEEE ZHPMC) ~ W& &
R - ARKEEEY -SE HB-ZAEBE(EKRER)
BREEMSE) - B0 BRE - EREDERD)
WA~ Zas o EEA - FAE - BER - BEE - B
w o~ EBRE - B RBFE - REEEE K/EEAARE G
f"é’*ﬁﬂ)ﬁ%(pluroniCS)‘PE&LU?;HJM?EJ?E‘: B EE B
BUMKERE 20 MUHEE 80 gL B (triton) ~ =&
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B RS - UUBEAS - MEEE - %8 OA (tyloxapal)) - BE
AR GO EERUAEE) EEMMARE B
Bl by Bbtsms  HEBE  UMNBEE) BR/%K
Remington’s Pharmaceutical Sciences » 2 18 ft ° A.R.
Gennaro %7 #8 * Mack Publishing Company (1995)F & x>
ERBEE - ABHFREME "EA8, GEFHRE
HEELAYECE—RZLAYRRKn -  Boass s
BB ERERAN U EEEEN -  BE - BREESE %
FERMEBEEREARECR - BT EE > AW
MEZME "T85, FEEANELBRENR by &
SH cBEOL EELEHRAT BEHXYITELEES
@8 CMETHE — MG 2GR R ESN -

[0003] AEEHAT BHRERVLLTABZE
% A2 ORBI R /SR - & MR B IR
W oEy pHEER - SE - 865 - 25 EEH -
HEMLBS - aHBEERERHENCE : H#EEEES
BEE W IN-ZEEE L N-Z 05 50 p i -
B RoHE RZEE RHEHEW - WMIUEER K
ZEHMEEE HARBH BRETK #B CL-CTHREE -

g

NALAZERMNESNCRE ' EREDE - —TEXEH
B TEEERFR  -o-A2EFH - Z2BRESH - L-5iEM
PRE HE - L-DISMMBERMERE  L-HiNMEEEER
B~ SRR E SN > EHEKHM - BRETE = KEEIZIRETE

A
i)

FEREGH U Z22HMUZE _(EDTA) - EBiE
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MEEBEEN - LA REE  RUAERRATAS R
MR B EAEWE 0 BALW - BALE - &
65 « BimEsh - MBS  HRBEW REBBEE 4
B BB EZRW -

[0094) 7 & B9 F7 5% P 2 %8 28 4 5 40 BT DL B9 05 19
RiGzE > B4 BREENEE - FREHAT - B
ARYEBE—RSEEAEZ GEE - 5B 2R T
A BRECFEE EEE - KBE - RAE - %2
BOHREEEREE HELETIRAE £CE
(chlorhexidine) ~ IZLE: « BALEER/NHES « BB
mTa e WA W RAEEC IS KA
47 (Benzoxonium chloride) ~ & 15 ¥ Z & 4 (benzethonium
chloride) + 3 b + 7 4 % = 1 8 (cetrimide) + % = I %
(sepazonium chloride) + + 7% ki 2 & 1k W 0% - & 5 ok 2 R
(domiphen bromide)(BRADOSOL®) - [5 i B [ 4 & © Wi 7K
BB EE-RE O BNR RBEEER ZBEER -
RMBELER - GERATES BEEETHE > 0 ¥
MAEXERIERYEEENRAE - BFEATES B
Mo BTE - ERENEELEE - BEATE
ST EY W RCEREATEEEN - BEANTA
& BB CKUEER - B/RLRE - BENTEA
Lz EEMEY - 4 : b &4 PURITEOR &1 A 7 75
BERL BRHTEASE "B ZHEESEE U 24
B T H Henkel KGaA BHHEHE &% B POLYQUART® - [ &
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BmaaZEbzBELE  HEAHTHEELEZHE
o FEEREAT BEEARDIHER -

- [0095)] FHEEHGF  H HRY - BEHARYIE
GHEEELEAGMRNMREDHZEE B QO ¢ MR -~ MR
WK -BEYE DREELEYRILEVESE) FEE
el EHkY  BEARYNKESHEE EAamE A
mMEHRE@GOD MEELDE MBEEE OMEHRKLEY -
MAERREHEUY) FEERE T - HlY > BEREKRY
RECHEE LT 2REEGIO: RE FEARAE) -
ELEHEG S Y BEORDHESHEELTR
NEZE - AEEHS S > Y BEAKRDHE G HE %
HHE %%EMW¢’%&%&%%@&% 2B cMET
ZHIBEATIEBRE-HES &S B HERE (P - Bk
HMEHLEERE A EEFEAT  ERYNBEARY
BEHE cMET ZHBENTIERE —HEGZESHEBP
B (140 ;i R B A iR 7K ¥ (sodium citrate dehydrate) = X &
Z K- -20 BHMBERCGUAEKE 80)) -

[0096] AFHFAZBEERYTIHEEHR/IRE
FFRAZEAUEAEGENRAR/RAERANELR - 6
W EREHRANRELEOREDB N FHENKBE)ZE
SR AT RNERAERKEERNEZRFR - BIRK
ARZEX  LEETESHER - MEBH - FNH &/
EMEE - W KEEIEKKE

B Bl o~ BEFER
iEE -~ ZFER R/ oME - FEEEA T BEaF&O

;o d A
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KE BEHKYTREE-—HZEBEBEER - £ Y% E KA
b BEARWKERZEREZELKERX -BFEEHEM P -
BEEERYEBEREZBPREZENRER  HEAERHAGEZE
HEEMMBIm: K- AEREK - F2HEEERPIW - PBS)
FIER -FEREP P FEBRERYZIERPE
FEREOKXEMRN  KFERNTLE)EHALHTY -

[0097)] FEEHEIT FAHEHRHAZIBEHKY
NHEEAFAARBEHIIAKE  TETEE NI EES
BIR/BEEH BeHE_EE HEBE TIEXHEMEHE
EHEHEN  BFLEERAT  FEUHRBVIBEEARD K
PACBERMHEEEZRTHIAEE  HEFTESSH
K"TFHAEY  HEEHBRTAEABREEBEEANSECDA
THEMSEME  EEEHEAT  BERARKWZEEIAE
BB GHEEHARRREEIAERETZEEH -

[0098] HELERHI T ZEBHZERYEEHTE
KMEBEFRERNBREBREND  SFERXRAZHZER
B -BEAAEFFTHERE(Z2RAND " LM Z
Remington’s Pharmaceutical Sciences) « & & B Ji ] & - Jf;
FUERYVECLEARAEHIBZIYHEHARARE ZEHE -EENA
BRERKHAFBANERRER

[0099] RETEMT AXHRHAZIEKY - B
HARMEESHAREANEREREANEULERETEERE N

BEZER XEFHEHNT  FRXHRBIE SR KE L
HERWHEHANEGRERBZERRENEE  ETZEESH
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AN cMET ZH#HIENINEBRE —H&ESE - FEE KA
o ARPFERBEAFEAURVEEFEEREREE Z @
B A HREERA T AREERRELERABERRESE
HEEZERB L 7 202 EERTERARNE LIRS
BRFTii 2 Y - BEHUEKYBEESR - EEEHH$ -
BENTEAEBBULEREENEBEZAGZHGRHAZHEKY - BZ
S EEE EEB BN - — % EHE)ZE
- REHEF T BRIZEFELIERAUNEZIEANR
CMET i HEEBE MBI BHE - HEA 2 ESH 2R
%Z@%WMV-%E{ﬁM@%ﬁ ZEBEZHBEE
RFRIB CMET Z i@/ 2 ML - {8 2 40 58 7] 8 tH 31
FEEEEN WA ER AR B A TE RGN B (ex
vivo))

[0100] FHHFMUMLIEARY - BEERIKNES

BEER GRS MY EREE NS R EE cMET ¥ 4 R

BZEE URAXBHZFTEZEEZERERBEREBEEZ
JERMEMETE - ME -AFE WEE - -FEE &K E
BE-FE BFREE REE @& dKEE - NEHHE
HBARMEE - FEHE  HHEBEE BB BHXKE -
WMEBERDMHEE  ZSEEHTHEE FRRE EERSE
REE - REHEES T BEENEREREZEREMERT
BRRHAEFEMW D 24l ELISA- FAC- ff[d & B2 &
EafE - BEMUTE) FHEEZH-cMET & & B EA
BHIZTFTHRE SR RESN cMET ZREH -
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[0101] HEMHMBECHERBRTHKY  BEEAXKY
HKESH 2T EAHTHRA  REAGHFIM Z AEHITE
FTRRANHBURENBERTTHENEMKREEREEKG
JEIE - 2 B B4 : Fingl % A » 19757 The Pharmacological
Basis of Therapeutics, ; Ch.1,p.1; ERNEE L HEZFH
XTEEBEHALZH T - FHEMNEEZIREREERTAE
ZHMRK B HEARKYNESH - RERKZIERG FH
B BHAAKBEHRGYO  FEAEEZEB D ¢ K
BLHXEL) BEANIRBEL KERN -FZEHE-ER -
HAX@N :  EBH))-BRWO: Z8EFHBEEERE) -
EOMla: Kokl ~- B2E - E - &> i O&F 5 -
KHEEAE) F T - MNHEFEE KCEBF) JE& O K E W
WcIEE O s RN KEFARA LA BER
FER-ET BN -BERN - BREAN RLEBGERN - LACGE
OLHEA)- BHEANEIN BWHAEEREREIR) FARmHm
WEFER) - HRNEFBEEAN) FER -RBRENRN - EiL
NERE - EEBER)ENEEHE -

[0102) FHEEWEMS Hr HERRERXZHZHK
o RHEEBIEKYASERBLSEEBEAR G 7% %
RS- ES S FEEEEAB)LELEE -
W HEREEEEESRELEHRH CERK YN EEN
BEEANEFENESWN : BEABIKEEARAZHAK Z
kY - S—HEGF > TREBEHBYEHERE  HFZHE
B &0 -KERA NFAAHARESGSTETHEHRY -
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[0103] W% FARBASHI LR TRAR
WMAHELSHFARTHERY > 10 EEEAEEE - 5
BRI EAEES BEEEE RN EER R

[0104] HHEEHAT  SEERZBEHEARY
MEBERT W : FRE—BEERBADRHM : FHE
—ELBBEBRMAPD) R BRI T ARG EB B
B R T — RS EEM AVAPLA SR T B4 F R
WESBEERYRIERE—ERY > Eh%— RS EEAM
AUAPI g o H - ER BB ERY T RN L FAHE -

[0105] BEHERVIRATAGBEFANE &
BRI GEOR S R ER - BMEBR - B Ak
B BE REBEREEF -

[0106] HEEEHT  GaEan 2 RELERY
HEEFRT U BEWAXRRERLEREI AR BER
GR AN ERERTHENEREE R E S E 2 E
EOEENEAEIBE N AR F4%SH NS
BARAE Bt XEEHEA P > BEEE T EYREH
MYBE - -FBH £ B4 H REBOHEBERZ
BEEE - FLEERAT ARG AB B HEARY T
BABRE . —R—R  —RWR - —R=RK- — KRR -
—RAR - R/IRKHEEEFR - Al 58X SR —F - —
B=R -SH SF—8B —EH - XR/REQAEERE
e S Ll PE R Al T

[0107] HEEHAT  ERVTELHZEERE
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TRAERNBRERFT B AR EBEEN T - @R
(IS B ) 2 B R DU

e B E R B /SRS K O R 2 R
SR 2 R & -

(01081 ' WEANE . BEEUSHELRREE
RBER/RENAY 4K REREE - EERER
IRREE R EE R ENERZBEER RO E AP
BEENE BEENALENRBELER/RAEL
RrBER - KEEHAT  RAENE WM

~HS AN RARERC TR BAA AR
CAEGRFBERAERATBEAREZ ESBEN - £
R AR R Y AR S -

(0109] AEEMHS  ARMEEESAIERS
SEBEENRZBERAGUEREY 8K ER A
E-GeMRAR AN A AR U ERTF
B MARERT R BER—RRR - FRRREY
BREW - RFRTENZECML Wik F—EERE
2 77 15 {8 B 1% B o 45 98 46 B 6 AR 7RO6 O TR B2
BAEN MEEERERANSEER O ARNE G
(L 81 & H O T A BT B B
EWOIZBEE - Fi o ARAEBEAE TGN B
e R T o AR G BT R IR R T R
e E - |

[0110] HEEMHS  ARMEGEEHZENS
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BrERAEVNELFEWL REEZEBEERERE HAE
BEHIREFERERSME)E T FEERIAFT &4
B (Bl AR &R R ER BT A% 0.00 mg/ke
(Bl BEATEBEE)E 500 mg/kg~ 0.1 mg/kg & 500
mg/kg ~ 0.1 mg/kg % 400 mg/kg » 0.1 mg/kg & 300 mg/kg -
0.1 mg/kg & 200 mg/kg~ 0.1 mg/kg & 150 mg/kg~ 0.1 mg/kg
Z 100 mg/kg * 0.1 mg/kg & 75 mg/kg~ 0.1 mg/kg & 50

mg/kg ~ 0.1 mg/kg £ 25 mg/kg ~ 0.1 mg/kg & 10 mg/kg ~

0.1 mg/kg £ 5 mg/kg B 0.1 mg/kg £ 1 mg/kg - HEEE

F o BB ZET /S 10 mg/kg~ 9 mg/kg > 8 mg/kg 7
mg/kg ~ 6 mg/kg ~ 5 mg/kg ~ 4 mg/kg ~ 3 mg/kg ~ 2 mg/kg »
1 mg/kg ~ 0.9 mg/kg ~ 0.8 mg/kg ~ 0.7 mg/kg ~ 0.6 mg/kg -
0.5m g/kg~0.4 mg/kg~0.3 mg/kg~0.2 mg/kg~ 2 0.1 mg/kg-
FEERAFT EacRIBREREUNELY 0.1 mg/kg E 500

- mg/kg ZMH & 1 mg/kg 24y 300 mg/kg Z [ o B & B AR

EEPE L L VLo

(01111 HEm oD - 555 RS 18 5 F &

B 56 B H) CMET - 45 5 2 6 0 o (6 &5 & 7 b B0 48
#T LY cMET R/SH & RS 6 EEMEEG 4 B
B H bR CMET - HEEHH D - EEES
BN E SRR ER R BN - BT AT
R cMET ¥ F A AN R AN BN E A
SR A S 2 RS E A cMET -

(0112]  STSR (24 2 3 2 77 ok A M B B /0 R 5
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cMETHHE —HHE—MHMECLEEH 2 FEHRE R/HE
E I ZEZERBESNT 2 E Immunology, Werner
Luttmann; Academic Press, 2006 /5 Medical Detectiqn
and Quantification of Antibodies to Biopharmaceuticals:
Practical and Applied Considerations, Michael G. Tovey;
John Wiley & Sons, July 12,2011 5 A # 0 &/ € £ #
METHE N E-HEEZECRIFERTK/ES
BEHEHMAEZERHBECEERGEFERESIRZE
EBmMPBPURESWNE BHAEEE BRAEMERESHZE
ELISA(BZBH Z 2 ERK 2HE) > BFHEHIRLA
ELISA~ RLABEOWNE BEINEINZE > BHRE
SECBRXREBESNEA - EBBE ARESIME - JIERE
RBERINIEBERE #EERSTE RESHE R
EESME REHBGLCESIWE BEHT2EINE %
ﬁ@%ﬁﬁ%‘%ﬁ@%ﬁ%%ﬁ%§%%%ﬁ%*%%
mAbamE - BTN oNE - IEBEEEETIE
IAsys 5y #7175 ~ BlAcore T EEFHEEHE -

[0113] B E&&CRHAERBECEEZHBDES
BZRAUUEAEA B HoBEERME ET88—
REEHEZEER ZEETUN: EeEBREE
HooW: BEEL ZEBERIEEETNASRERHE
ZEBENOIREENTNTEES TN FEHEEBE A
- AZSREEZENBHEEAEZPAERERSE » &
BEHERVIZEYRPACHEREREAEAANR ASHLEE
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e WEBHBSTUMNN : HHBEFENETREHR &
EYRBEIRE RBEZESEE -

[0114] HHEEHN+  EHENBEBZEAHS
BERUAFBEER | RE1E-1XE 180K 1 XE
120K -1 REIOKR-1XKEGOKR -1KRE 30RNEM>
F—REEMRE-1ZE4/0E~12 12080 -51Z% 24
INBE o

[0115] ZE4HTHREZQEELERKNAEEE -
HEBEERREREPERR SR - FHA BB
ERAREE - RESENLEZH FE - AR ARBE
EREZEHEE ALEHRANT  SULSEEMH > E&
ERAMEREHZYEGE - ZAEHM B TUEFER
MERE BT HESENEE KR BRI &
R4 - % ME -E ZE- M -ETE) - ELE
RHEEGE TS i SR ERE RS BN E
EEER  BEHAXGQEMB@ED : BF)E > RBEESE
EGEHZEE  BEFRAELE ERREBEERTSN G
EEKENERS > 41 ¢ CD-8¢ DVD-ROM/RAM ~ DVD -

3. REFHEAELEE - 4 RAM % ROM K L%
ZREY M BSEEFRE - FLASH B - R
tH - ESETREETAERVUET-—RSELEL B
B EMRO@E XEREDS GSFRARE - BZYH
HEPKHEENSEPDZEN - ERERREETAER
FHHERER MY HNEELE -AY- - BEEZEMR -
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A AZEAEHIRE - ERIERZENR - EHBETR
NEEOREERBANEREERAE T KB EHHEAGD Z
FAE AR EREREZRPEE RSAPASTRERE - A
RERFEGHEH  RAPELBHFRRZIEMNRETRE - BF
EHREBELHAHEE RAEAZHEETSIEBHEEREE

CABHRAZENAZRGTEZEARZBEANRHE - E

EEAREETAEER T AR /RS s

[0116] HEEHEAT EHEE-NSEELEL
A1 cMET B B - BB ¥l P> B4 02 R cMET
S REA AR T AR EEEREEET > E5
e RS AR

[0117] HEEHHT EAAEEEAH22H
£ AEERBEEA P2 EABHTEAMEYR -
HEERA T PHHASEARETRIYERE - Fi
EAH R BN BEEE A SRR A
HAAGE T EFOEZRE > REAMN : LEESE
HEHE RN ERE G PHEAT TR R E
CMET B — M &E Y EaMB AR @G > i — &K
® o
(% Bl 1]

[0118]
514 B

BTHEGSE CMET X HERIE > k% 1| MBS 2 H
Z i B » DL cMET-Fe¢ 5 cMET HK%E?%E/J\%L - HEEIE
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Big » BEGEBRBEZRETREERE - £ 3 BET
BB 3R BN METEERZHO-EREZ/NEM
SR NERAORESE BHREHEZ  RAEEHER
CELARMGE ERLESEEES  JemeBEEEE
THE MET Z&EEHER/REANEEZEMEBEKFEH cMET 2K
EZgEN > EAhdandBEsamileEE 4 8H) MEEL
MEENIRARKRELFEMETRERBZENGE SE)RERE

 HH ERKBBILEZENKEREGE 6H) -

(0119 HEFTHEMSWAREZE BN -cMET
BEEY -0 WAB--METHBZYBEI XK EHS
BF ELISA B EfiiE B A cMET - £ F cMET(#l40 : &
2 % ¥ (Macaca fascicularis » 75 Bl $8 % (Cynomolgus
Macaque))) * K E cMET K/NE cMET 4 & Z 8 I (5 7
KED RSN ERBANEZHAALMEDH HERFHCGRH
TNEE) - T EME MMAF & 2 $i-cMET Hi 8 W E Hi
HYMEESEBADOH S E - TEHEREYE cMET =R MMK
ZRNDBBE—RBENE IBRE ISHE % 11 #H% 12)- &%
Fi MKN45 Z2EBEERXAE ADCZEBANR T -
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Bl

5

(01201 [F& 11]

Bl

5D5 800 i H #& HE
ABF46 450 67 700 10,000 = H " &=
1 F6BIP3DI12 25 60 750 140 bit:3 B " &
2 F6BP2D4 60 33 480 3,000 4t ¥ =1 # S
2 F6BIPIE2 70 55 890 1,920 HRA Y= & 4
b S I I O 9
3 F6AP12F12 180 97 110 450 i
G = S
3 F5P5B9 20 3 80 255 K ¥ =1 i 4
TEE
3 F6APSE2 351 102 160 7,000 & T =l # %
&
TIEELE
F6BP1HS5/H
3 80 63 340 3,000 SRR = " i
6
T
SPR=% H & 4& ¥ iR
MSD= JE #H 7 £ 2 £ & (Meso Scale Discovery Platform)
NHP=3F A1 & & 5 (JF B0 % #& (Cynomolgus Macaque))
5D5={2 W Kl [% ¥ & 88 4
ABF46=MET ADC - [5 4 ¥ 18 4
328835
bl
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[01211 [E 6] 2]
FTEREZ NFRIEERESEH ZHREGSHNA

FEEANARMLCEAREBEREKRESHES/DEE
fhPife P3DI12 L EH # CDR B # CDR- &l 16 BFE &
HHC)HEEE(LCOSEER PBS 2 AR E - B A cMET
Z&EEM - HARE MET Z&&M - HABEKKRKE cMET
ZECHET T HGEAREERELIIRSPRMFE RS
HE cMET BBUHEZFHEESCHGIUTERERR TS

(Meso Scale Discovery platform)(MSD)zm= i - HE R & &

AR TR 12
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[Z= 12]

[0122]

|\LANE VST

91 60 w z1aed
B\[s
o€ 10 6vZ Ztagd
Z
& e T¢ 60 &o1 0C o1 Ty Ry
& R 01 1 F Al APTO uIA-IA
2 EARZY L £0 Z0¢ 60 L0 PO BAIA
H A 6Z v0 8€7 17 1 e¥Z0  |IpS/QAaE-IA| Jpa-HA
= Ha 61 11 DAZO | IPIIA
= He 9T 9T Hnd | ™A | ueAa
= g2 ) €0 08E 01 1 PAZD | B
= mm.@ LC 60 eXAZO [JpS/qQe-1A| USA-HA
& #ol €T L1 MTO | IPIA
& o 7T T ok | Mo | ueada
=T HE o v0 997 vl 1 PTO BJ-IA
& H 8€ 81 EXJZO  |PS/AGE-TA|  El-HA
= Hed 8¢ L0 8¢ L0 €1 MELO | IPIA
& EoA] €1 91 o r4EZO UaA-IA
= HH £z 90 808 S0 0T Mezo | ElAA
= H5 sz 60 433 11 60 eyezo |Jps/gae-1A|4ps/qoe-HA

(5 #] 3]

[0123]

73
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ANEEBERFAEMNMPHE 2 cmn ERXRZZEEBR &
o BT ERERKAZCEZHEMEECEEdRERRERIA
cMET - HERBAEAREREBEHAREIRE Z cMET R -

[0124] H ABEBEHTFHEAE cMET ZZHH@%IJJ
EHE -SSR ZECETEEEASAE «
Bl IgGl E@ N EE  -SEQIDNO: 41 T @A & & K& SEQ
ID NO: 98 X E#HTEE - Z&ECBIHERELS 30
mg/kg > L2 /NG EFRAFLFREE 300 ml» —KR—
R-FEFE HAOATEREARKREBEIERINCERZF
FRADEFED - BREER  ASERBEENRERBRE
[E Bl 4]

[0125] ABEEBEFEMTHE 2cmRFEAZS
EEBENEE - ETERERRAERE2ARNESE A EHAN
RERHE MET - HERAERERETARRKRE Z cMET
=W e

[0126] HAHEBEZTHEAE cMET ZdE4IT)
EBE—MHEa &R  ZEESHITHATEELEAE «
Bl IgG2 E# M EE  SEQ ID NO : 48 2 A JE (L 8 ¢ o] ¢
EK SEQIDNO: 1072 NFLEBITEE - ZE&EEG T A
HEEE MMAFE S - ZEGRZRERNER 1 mg/kg -
M2/ hEREEFRALTFTER 300ml» —X—» ER

- HEHBHEREREETEERAZTEB ZFEE - KN
BEN - A 60BL  HEBEBENERERE -
[E B 5]
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[0127] cMET F 7]
SEQ ID NO : 109( AN cMET-UniProtKB-P08581

(MET_HUMAN)) *32 A E168 B N375 G LUIMHB R E& R -

MKAPAVLAPGILVLLFTLVQRSNGECKEALAKSEMNVNMKYQLPNFTAETPI
QNVILHEHHIFLGATNYTYVLNEEDLQKVAEYKTGPVLEHPDCFPCQDCSSKA
NLSGGVWKDNINMALVVDTYYDDQLIS CGSVNRGTCQRHVFPHNHTADIQSE
VHCIFSPQIEEPSQCPDCVVSALGAKVLSSVKDRFINFFVGNTINSS YFPDHPLHS
ISVRRLKETKDGF MFLTDQSYIDVLPEFRDSYPIKYVHAFESNNFIYFLTVQRET
LDAQTFHTRIIRFCSINSGLHS YMEMPLECILTEKRKKRSTKKEVFNILQAAYVS
KPGAQLARQIGASLNDDILFGVFAQSKPDSAEPMDRSAMCAFPIKY VNDFRNKI
VNKNNVRCLQHFYGPNHEHCFNRTLLRNSSGCEARRDEYRTEFTTALQRVDL
FMGQFSEVLLTSISTFIKGDLTIANLGTSEGRFMQVVVSRSGPSTPHVNFLLDSH
PVSPEVIVEHTLNQNGY TLVITGKKITKIPLNGLGCRHFQSCSQCLSAPPFVQCG
WCHDKCVRSEECLSGTWTQQICLPATYKVFPNSAPLEGGTRLTICGWDFGFRR
NNKFDLKKTRVLLGNESCTLTLSESTMNTLKCTVGPAMNKHFNMSHISNGHG
TTQYSTFSYVDPVITSISPKYGPMAGGTLLTLTGNYLNSGNSRHISIGGKTCTLK
SVSNSILECYTPAQTISTEFAVKLKIDLANRETSIFSYREDPIVYEIHPTKSFISGG
STITGVGKNLNSVSVPRMVINVHEAGRNFTVACQHRSNSEICCTTPSLQQLNL
QLPLKTKAFFMLDGILSKYFDLIY VHNPVFKPFEKPVMISMGNEN VLEIKGNDI
DPEAVKGEVLKVGNKSCENIHLHSEAVLCTVPNDLLKLNSELNIEWKQAISST .
VLGKVIVQPDQNFTGLIAGVVSISTALLLLLGFFLWLKKRKQIKDLGSELVRYD
ARVHTPHLDRLVSARSVSPTTEMVSNESVDYRATFPEDQFPNSSQNGSCRQVQ
YPLTDMSPILTSGDSDISSPLLONTVHIDLSALNPELVQAVQHVVIGPSSLIVHFN
EVIGRGHFGCVYHGTLLDNDGKKIHCAVKSLNRITDIGEVSQFLTEGIIMKDFS
HPNVLSLLGICLRSEGSPLVVLPYMKHGDLRNFIRNETHNPTVKDLIGFGLQVA
KGMKYLASKKFVHRDLAARNCMLDEKFITVKVADFGLARDMYDKEYYSVHN
KTGAKLPVKWMALESLQTQKFTTKSDVWSFGVLLWELMTRGAPPYPDVNTF
DITVYLLQGRRLLQPEYCPDPLYEVMLKCWHPKAEMRPSFSELVSRISAIFSTFI
GEHYVHVNATYVNVKCVAPYPSLLSSEDNADDEVDTRPASFWETS

[0128]) SEQ ID NO : 110(X E cMET-UniProtKB -

P97523 (MET_RAT))
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MKAPTALAPGILLLLLTLAQRSHGECKEALVKSEMNVNMKYQLPNFTAETPI
HNVVLPGHHIYLGATNYIY VLNDKDLQKVSEFKTGPVVEHPDCFPCQDCSSKA
NVSGGVWKDNVNMALLVDTYYDDQLISCGSVNRGTCQRHVLPPDNAADIQS
EVHCMFEFSPLAEEESGQCPDCVVSALGAKVLLSEKDRFINFFVGNTINSSYPPDY
SLHSISVRRLKETQDGFKFLTDQSYIDVLPEFRDSYPIKYTHAFESNHFIYFLTVQ

- KETLDAQTFHTRIRFCSVDSGLHSYMEMPLECILTEKRRKRSTREEVFNILQAA
YVSKPGANLAKQIGASPYDDILYGVFAQSKPDSAEPMNRSAVCAFPIKYVNDF
FNKIVNKNNVRCLQHFYGPNHEHCFNRTLLRNSSGCEVRSDEYRTEFTTALQR
VDLFMGRLNHVLLTSISTFIKGDLTIANLGTSEGRFMQVVLSRTAHFTPHVNFL
LDSYPVSPEVIVEHPSNQNGYTLVVTGKKITKIPLNGLGCGHFQSCSQCLSPPYF
IQCGWCHNRCVHSNECPSGTWTQEICLPAVYKVFPTSAPLEGGTMLTICGWDF
GFKKNNKFDLRKTKVLLGNESCTLTLSESTTNTLKCTVGPAMSEHFNVSVIVS
NSRETTQYSAFSY VDPVITSISPRYGPHAGGTLLTLTGK YLNSGNSRHISIGGKT
CTLKSVSDSILECYTPGHTVSAEFPVKLKIDLADRVTSSESYREDPVVSEIHPTK
SFISGGSTITGIGKNLNSVSTPKLVIEVHDVGVNYTVACQHRSSSEIICCTTPSLR
QLDLQLPLKTKAFFLLDGILSKHFDLTYVHDPMFKPFEKPVMISMGNENVVEI
KGDDIDPEAVKGEVLKVGNKSCENLHWHSEALLCTVPSDLLKLNGGELNIEW
KQAVSSTVLGKVIVQPDQNFAGLIIGAVSISVVVLLVSGLFLWLRKRKHKDLG
SELVRYDARVHTPHLDRLVSARSVSPTTEMVSNESVDYRATFPEDQFPNSSQN
GACRQVQYLLTDLSPILTSGDSDISSPLLQNTVHIDLSALNPELVQAVPHVVIGP
SSLIVHFNEVIGRGHFGCVYHGTLLDSDGKKITHCAVKSLNRITDIEEVSQFLTEG
IMKDFSHPNVLSLLGICLRSEGSPLVVLPYMKHGDLRNFIRNETHNPTVKDLIG
FGLQVAKGMKYLVSKKFVHRDLAARNCMLDEKFTVKVADFGLARDMYDKE
YYSVHNKTGAKLPVKWMALESLQTQKFTTKSDVWSFGVLLWELMTRGAPPY
PDVNTEDITIYLLQGRRLLQPEYCPDALYEVMLKCWHPKAEMRPSVSELVSRIS
SIFSTFIGEHYVHVNATYVNVKCVAPYPSLLPSQDNIDGEANT

[0129)] SEQ ID NO : I11(/NE cMET-UniProtKB-

P16056 (MET_MOUSE))
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MKAPTVLAPGILVLLLSL.VQRSHGECKEALVKSEMNVNMKYQLPNFTAETPI
QNVVLHGHHIYLGATNYIY VLNDKDLQKVSEFKTGPVLEHPDCLPCRDCSSKA
NSSGGVWKDNINMALLVDTY YDDQLISCGSVNRGTCQRHVLPPDNSADIQSE
VHCMFSPEEESGQCPDCVVSALGAKVLLSEKDRFINFFVGNTINSSYPPGYSLH
SISVRRLKETQDGFKFLTDQS YIDVLPEFLDSYPIK YITHAFESNHFIYFLTVQKET
LDAQTFHTRIIRFCSVDSGLHSYMEMPLECILTEKRRKRSTREEVENILQAAYVS
KPGANLAKQIGASPSDDILFGVFAQSKPDSAEPVNRSAVCAFPIKY VNDEENKI
VNKNNVRCLQHFYGPNHEHCFNRTLLRNSSGCEARSDEYRTEFTTALQRVDLF
MGRLNQVLLTSISTFIKGDLTIANLGTSEGRFMQVVLSRTAHLTPHVNFLLDSH
PVSPEVIVEHPSNQNGYTLVVTGKKITKIPLNGLGCGHFQSCSQCLSAPYFIQCG
WCHNQCVRFDECPSGTWTQEICLPAVYKVFPTSAPLEGGTVLTICGWDFGFRK
NNKFDLRKTKVLLGNESCTLTLSESTTNTLKCTVGPAMSEHFNVSVIISNSRET
TQYSAFSYVDPVITSISPRYGPQAGGTLLTLTGKYLNSGNSRHISIGGKTCTLKS
VSDSILECYTPAQTTSDEFPVKLKIDLANRETSSES YREDPVVYEIHPTKSFISGG
STITGIGKTLNSVSLPKLVIDVHEVGVNYTVACQHRSNSEIICCTTPSLKQLGLQ
LPLKTKAFFLLDGILSKHFDLTYVHNPVFEPFEKPVMISMGNENVVEIKGNNID
PEAVKGEVLKVGNQSCESLHWHSGAVLCTVPSDLLKLNSELNIEWKQAVSST
VLGKVIVQPDQNFAGLIIGA VSISVVVLLLSGLFLWMRKRKHKDLGSELVRYD
ARVHTPHLDRLVSARSVSPTTEMVSNES VDYRATFPEDQFPNSSQNGACRQVQ
YPLTDLSPILTSGDSDISSPLLQNTVHIDLSALNPELVQAVQHVVIGPSSLIVHEN
EVIGRGHFGCVYHGTLLDNDGKKIHCA VKSLNRITDIEEVSQFLTEGIIMKDFS
HPNVLSLLGICLRSEGSPLVVLPYMKHGDLRNFIRNETHNPTVKDLIGFGLQVA
KGMKYLASKKFVHRDLAARNCMLDEKFTVKVADFGLARDMYDKEYYSVHN
KTGAKLPVKWMALESLQTQKFTTKSDVWSFGVLLWELMTRGAPPYPDVNTF
DITTYLLQGRRLLQPEYCPDALYEVMLKCWHPKAEMRPSFSELVSRISSIFSTFI
GEHYVHVNATYVNVKCVAPYPSLLPSQDNIDGEGNT

[0130] SEQID NO: 112 (¥§ cMET)

MKAPAVLAPGILVLLFTLVQKSYGECKEALVKSEMNVNMKYQLPNFTAETP
IQNVVLHKHHIYLGAVNYIYVLNDKDLQKVAEYKTGPVLEHPDCSPCQDCSH
KANLSGGVWEDNINMALLVDTYYDDQLISCGSVHRGTCQRHILPPSNIADIQS
EVHCMYSSQADEEPSQCPDCVVSALGTKVLISEKDRFINFFVGNTINSSDHPDH
SLHSISVRRLKETQDGFKFLTDQSYIDVLPEFRDSYPIKYVHAFESNHFIYFLTV
QRETLDAQTFHTRIRFCSVDSGLHS YMEMPLECILTEKRRKRSTREEVFNILQA
AYVSKPGAHLAKQIGANLNDDILYGVFAQSKPDSAEPMNRSAVCAFPIKYVNE
FFNKIVNKNNVRCLQHFYGPNHEHCFNRTLLRNSSGCEARNDEYRTEFTTALQ
RVDLFMGQFNQVLLTSISTFIKGDLTIANLGTSEGRFMQVVVSRSGLSTPHVNF
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RLDSHPVSPEAIVEHPLNQNGYTLVVTGKKITRIPLNGLGCEHFQSCSQCLSAPP
FYVQCGWCHDRCVHLEECPTGAWTQEVCLPAIYEVFPTSAPLEGGTVLTVCGW
DFGFRRNNKFDLKKTKVFLGNESCTLTLSESTTNMLKCTVGPAVNEHFNISIIIS
NGRGTAQYSTFSYVDPITSISPS YGPKNGGTLLTLTGK YLNSGNSRHISMGGKT
CTLKSVSDSILECYTPAQATATEFPIKLKIDLANREMNSFSYQEDPIVYATHPTK
SFISGGSTITAVGKNLNSVSVLRMVIDVHETRRNFTVACQHRSNSEIICCTTPSL
QQLNLQLPLKTKAFFMLDGIHSKYFDLIY VHNPVFKPFEKPVMISIGNENVLEI
KGNDIDPEAVKGEVLKVGNKSCETIYSDSKAVLCKVPNDLLKLNNELNIEWK
QAVSSTVLGKVIV QPDQNFTGLIAGVISISTIVLLLLGLFLWLKRKKQIKDLGSE
LVRYDARVHTPHLDRLVSARSVSPTTEMVSNESVDYRATFPEDQFPNSSQNGS
CRQVQYPLTDLSPMLTSGDSDISSPLLONTVHIDLSALNPELVQAVQHVVIGPS
SLIVHFNEVIGRGHFGCVYHGTLLDNDDKKIHCA VKSLNRITDIGEVSQFLTEGI
IMKDFSHPNVLSLLGICLRSEGSPLVVLPYMKHGDLRNFIRNETHNPTVKDLIG
FGLQVAKGMKYLASKKFVHRDLAARNCMLDEKFTVKVADFGLARDMYDKE
YYSVHNKTGAKLPVKWMALESLQTQKFTTKSDVWSFGVLLWELMTRGAPPY
PDVNTFDITVYLLQGRRLLQPEYCPDPLYEVMLKCWHPRAEILRPSFSELVSRIS
AIFSTFIGEHYVHVNATYVNVKCVAPYPSLLSSQDNIDGEGDT

[0131] SEQ ID NO: 113 (¥ i# 5% ## (Macaca mulatta,

Rhesus)cMET-NCBI £ # £ %] : NP_001162100.1)

MKAPAVLVPGILVLLFTLVQRSNGECKEALAKSEMNVNMKYQLPNFTAETA
IQNVILEEHHIFLGATNYIYVLNEEDLQKVAEYKTGPVLEHPDCFPCQDCSSKA
NLSGGVWKDNINMALVVDTYYDDQLISCGSVNRGTCQRHVFPHNHTADIQSE
VHCIFSPQIEEPNQCPDCVVSALGAKVLSSVKDRFINFFVGNTINSSYFPHHPLH
SISVRRLKETKDGFMFLTDQSYIDVLPEFRDSYPIKYIHAFESNNFIYFLTVQRET
LNAQTFHTRIIRFCSLNSGLHSYMEMPLECILTEKRKKRSTKKEVFNILQAAYV
SKPGAQLARQIGASLNDDILFGVFAQSKPDSAEPMDRSAMCAFPIKY VNDFEN
KIVNKNNVRCLQHFYGPNHEHCFNRTLLRNSSGCEARRDEYRAEFTTALQRV
DLFMGQFSEVLLTSISTFVKGDLTIANLGTSEGRFMQVVVSRSGPSTPHVNFLL
DSHPVSPEVIVEHPLNQNGYTLVVTGKKITKIPLNGLGCRHFQSCSQCLSAPPF
VQCGWCHDKCVRSEECPSGTWTQQICLPATYKVFPTSAPLEGGTRLTICGWDF
GFRRNNKFDLKKTRVLLGNESCTLTLSESTMNTLKCTVGPAMNKHFNMSIIISN
GHGTTQYSTFSYVDPITSISPKYGPMAGGTLLTLTGNYLNSGNSRHISIGGKTC
TLKSVSNSILECYTPAQTISTEFA VKLKIDLANRETSIFSYREDPIV YEIHPTKSFIS
GGSTITGVGKNLHSVSVPRMVINVHEAGRNFTVACQHRSNSEIICCTTPSLQQL
NLQLPLKTKAFFMLDGILSKYFDLIY VHNPVFKPFEKPVMISMGNENVLEIKGN
DIDPEAVKGEVLKVGNKSCENIHLHSEAVLCTVPNDLLKLNSELNIEWKQAISS
TVLGKVIVQPDQNFTGLIAGVVSISIALLLLLGLFLWLKKRKQIKDLGSELVRY
DARVHTPHLDRLVSARSVSPTI‘EMVSNESVDYRATFPEDQFPNSSQNGSCRQV
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QYPLTDMSPILTSGDSDISSPLLQNTVHIDLSALNPELVQAVQHVVIGPSSLIVHF
NEVIGRGHFGCVYHGTLLDNDGKKIHCA VKSLNRITDIGEVSQFLTEGIIMKDF

SHPNVLSLLGICLRSEGSPLVVLPYMKHGDLRNFIRNETHNPTVKDLIGFGLQV

AKGMKYLASKKFVHRDLAARNCMLDEKFTVKVADFGLARDMYDKEYYSVH

NKTGAKLPVKWMALESLQTQKFTTKSDVWSFGVLLWELMTRGAPPYPDVNT

FDITVYLLQGRRLLQPEYCPDPLYEVMLKCWHPKAEMRPSESELVSRISAIFSTF
IGEHYVHVNATYVNVKCVAPYPSLLSSEDNADDEVDT

[E #l 6]

[0132]
=il

Al. —fEHEH METHHE -HHhE-—MHEE&52E&EH -
Hb%&a B84 CDR-L1» CDR-L2 8 CDR-L3 » E 7 H
BUBEARR AR S BEHZREBTEIER -

[0133] A2, —fE® cMET i H—HHhFE—-—MH&E&SE
ZEEE  HPbZxE&E B @A CDR-HI - CDR-H2
CDR-H3 > HAo R BT EARR INE 10 BN EH &
IhRE 8 -

[0134) A3. —fH cMET i —-HHhE—HE&S
Z2EEE > Hd x4 4& 8 A& ())CDR-L1 ~ CDR-L2 H
CDR-L3-HA R BILEEBRR4AXK S BEHIRETED
#E 38 & (ii)CDR-H1 - CDR-H2 &1 CDR-H3 > 4 B B ¥ 5
HEOKF 0B EEWITEIIER -

[0135] A4, —FE#H cMET HE—-—HHFE—-—HEESE
TEEE -  EP ZECB e RETENERZ =M
CDR> HEGEBHR 12 K 3 2 CDR; K= # 7] & I8k I
7 ={ CDR:» H{4¥EH% 4 58 62 CDR-
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[0136] A5, —fHE cMET RE—FHEHE—HEL
ZEE® HbPZEEHEEEHER 1 Z CDR-L1~ EH
# 22 CDR-L2-# 5% 3~ CDR-L3-# 5% 4 2 CDR-H1-
EEH% 52 CDR-H2 - B H % 6 2 CDR-H3 -

[0137] A6. —H#E cMET RHE—HHE—M&ESL
ZEER HOZEcHE2HEHR 1 Z CDRE/D 80%
MEZ CDR-L1- EHEHX 2 ¥ CDR E/ 80%HEZ
CDR-L2 - Bl # 5% 3 2 CDR E/) 80%fH[E Z CDR-L3- B

#EEX 42 CDRE/ 80%M[E 2 CDR-H1- HEHE 5 2
CDR /) 80%#H 8 2 CDR-H2- p #li#E H% 6 2 CDR £/
80%4H [5] 2 CDR-H3 -

[0138) A7. WEHH Al £ A6 FE—HR KL Z &
EF - EPZEEB AEHERIE -

[0139] A8. —EBHEHMARY r HE&:

BHG Al Z ATHFRE—HEHFRAZEEE 5 K&

BELTTUHEZBER - RED - AINBNEE -

[0140] A9 MEHG AB ZBEHAKY r EhZ &
BB & 186G~ 186G~ IgG; H IgG, 2 E& -

[0141] Al0. MWEMB AB SR A9 T BEUERY » &
THECHESE gD IgE- IgA K IgMZ R E & -

[0142] All. BB A8 & A0 E—IHF L Z
EEmARY o KPS K AR -

[0143] Bl. —EEHEKNIB Had

BEBEHR 1 Z CDRE/D 80%MH[EZ CDR-L1 BEEH
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% 22 CDR £/) 80%fFE Z CDR-L2~ B 53 3 Z CDR

/> 80%FM HE <z CDR-L3- BHE 5% 4 2 CDR &/ 80%#H

[ElZ CDR-Hl - ##E H5% 5 Z CDR 2/ B80%MHEZ

CDR-H2 - R, Bl 5% 6 2 CDR £/} 80%fd[E 2 CDR-H3 >
b BB S AME cMET Z @A AR — S -

[0144) B2. WEHH Bl 2B > HFZBEA
BAbL ~ sk & M5 CDR # ¢ -

[0145] Cl. HWIEFH Al & All- B1- £ B2
E—HF R BESE  BHEHAERYEHLE  HAHAR
ERERBCEERENEE -

[0146] FHRHZZFNZE  -BENFHFE - OBHE
REMEMSEXRIXGZEZENBZEUSIAZ FAH
AXREHF - EFEHEBH > BUSKASEBEER)EE -

[0147)] FHREs#ZENENZE - ZEFHEFE > OH

EHEMEMXELARTE T LRE—F RBMEEEZ LA

it TARTEBREMNRTEELAHEERXEZASR
= HH -

(01481 KRIFEZEHRYE  CREAZHARAZHA
RMMENEWMESREEABELZUTBRNHEARETEE
MBERTHRZEAEEEZ HALAZHSTHEBE I T EA
Mk BT RAEREAZHRAZBOUREET AR
MR REBAEREBAZFH -

[0149] A ZBHBRZFEFEETMREM T XA
B -HHBPBTRZZERETRATREHEE - BF ~ %
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ELDENZEARFTAESR BHUEKRFESFESRHE > GRIFTE
RZHEeEWa B —HEEREORREZENZ —-

[0150] A ZHAKAFRMAFEBREXBFEEEREI
ZHEAZEBREEBANZHEZ 7B EE > REELSE
BHR S EHBERE - o ERXEHLREH £ 5 & BEMD
M %] 50% -~ 60% -~ T0% ~ 80% ~ 85% I 86%)FE » % %= 5 &
ERAETPHEAELSIEWIO : 54% - 85.4%) - HiL » BT
S EH > BB K 80%E DA b B FE 81% - 82% - 83% - 84% - 85% »
86% ~ 87% - 88% > 89% ~ 90% ~ 91% ~ 92% ~ 93% ~ 94%% -
B 81.1%~81.2% 81.3% 81.4%~ 81.5%% > 82.1%~ 82.2% -
82.3% + 82.4% ~ 82.5%% » R iKILE# o

[0151] FREEEEBB(KMNWNINREEBHK > T8
FEARIIRFARBEZBEFZZAEMEF  BHEHQ: K
ANFA 100 BF > ALHE 9998975 —HIEHF—(1): K
AN 100 B 98 TE s —HIHEFE—(1) -

[0152)] A #HFARAFFREXNBEFTFHEECREILL
LZHEAZEBALSEHEERNZBEZ > HBCER > RIE
REHTSEHESRHE HREAETRA > MEKRZIBTFE
B4 1 ZF 100 AFE 1-2-3-4~5~6~7~8~9 10>
Bl11-1.2~13~14~15% [RIHEHE FHIERKEE
1% 50B@%E 1-2-3~4-5-6~7-8~9~10~11-~12-
13~14§15\16~17‘18~19~20§’%%E@%50’&
1.1~1.2~1.3-1.4~1.5%+~2.1+2.2~2.3-2.4>2.5%

It -
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[0153] RERZ—ZRINGEEBEEZZERIIATHE
BZAREZESES HAEAETHHEMBERZ RIEE - §
W1 & 10~ 10%F 2020 % 30~ 30%F 40~ 40 50~ 50
£ 60-~60%F 7575 % 100~ 100 F 150~ 150 F 200~ 200
Z 250250 F 300~ 300 F 4.00~ 400 & 500~ 500 & 750 -
750 £ 1,000~ 1,000 & 1,500 1,500 & 2,000~ 2,000 &
2,500~ 2,500 £ 3,000~ 3,000 & 3,500~ 3,500 & 4,000 ~
4,000 & 4,500 - 4,500 & 5,000 - 5,500 & 6,000~ 6,000 &
7,000~ 7,000 % 8,000~ = 8,000 & 9,000 A& E 10 & 50 -
50 & 100~ 100 & 1,000~ 1,000 & 3,000~ 2,000 & 4,000
FZEHE -

[0154] MABATERN R ZELRBET &
T - BAT S B — % H 5T G = 405085
EREFELEHERBZIALIRTR I ELXAHFEEHER
NZBRPITETHNE  FARLEFEMENEIAZER
flf < & & B KE A -

(01551 A EZEHEBERABEXESREHHEE
mW@%ﬁ°K%%%%ﬁ@%§¢a%éﬁ%ﬁﬁ%%
EEMNDE  MESMB) TESRBERG - BF X
HEZERG -4 AFHELEEFRAEERF > 28
BRI R/ T ET R AEERLAEHBEAETULRZH
REBBZMERRR  EXZFHADNEBE T RRREKRER
LD B -

[0156] A BHHBRHIKMITELEAZHFESR
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FERTE@ETERE HEAD: KEHEZHF - ETH

TR TEAREEHEARR ) BT HEKE ) EFZ —
AMHETAEMWENERREL - A BFAFTRAMBEER
RIEGMEBRBEZAE  WEFMRH - BHEEMEERRIE
FHEBFRAKRAZHEEZEAREYRE 87T > B
HWEELHREHIEMEIREMBEENAN - fisEF " —E K
T —f AHEHEFAEETRZ —RERWG @ " —E A
HH-—NEZERAN) REAZHISFHBERAEL A —E
TEXBBE-BELR - ASHARAWMSE "8, GEERR
ERSEZ I0%HEBERNZEECRIMEE 10%) kAE

HEBERAIIZME W GEESBHECRET & 1
2 3, GELI-QL2HL3)-FlW:EE"TH 1007
TMEEFIOTEINCEZHAZEE-AFHFRAWMSE B
BLE GEZPEZBEEZEEZLR ED 5% TED 96% >
T 97% T B 98% T B /D 99% 40 B H AHE 100% -
i —EEELAE X ZEBRYWAREBENDR 5% /N
S 4%~ INFA 3% ~ N 2%~ BN 1% 2 X0 B/ 4R
i 2 X A B R 7R E SRR BN -

[0157] W  RTHEARAEIKMESHRARELEE
A REFAHEECHERS R ABRMEREEREN
BREDNIEAZHBARZESTETEMAE L HESE
EHEASELEERMERTEERN -

[RF 3R ]

.
T
PARYY
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<110>
<120>
<130>

<150>
<151>

<160>
<170>
<210>
<211>
<212>
<213>

<400>

% 106133389 SREFIHFEE
110 £ 12 § 28 HEEEEH®E

[FF%]
HE=ZFRERLMHERAT (Mitsubishi Tanabe Pharma Corporation)
CMET Bk & & H - HREYESERHEAR
673513 |

US 62/401,428
2016-09-29

113

PatentIn version 3.5
1

16

PRT
7N B,

1

Arg Ser Ser Gin Thr Ile Val His Gly Thr Gly Asn Thr Tyr Leu Glu

1

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

<400>

5 10 15

11
PRT

/N B

2

Gln Thr Ile Val His Gly Thr Gly Asn Thr Tyr

1

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

<400>

5 10

11
PRT
/N B

3

Lys Ala Ser Glu Asn Val Gly Thr Tyr Val Ser

1

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

<400>

5 10

4
6
PRT

N B

4

Glu Asn Val Gly Thr Tyr

1

5

328855-B1 fEIERR 1
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<210> 5
<211> 17
<212> PRT
<213> /INE

<400> 5

Arg Ser Ser Gln Ser Leu Leu Tyr Ser Ile Asn Gln Lys Asn Tyr Leu
1 5 10 15

Ala

<210> 6
211> 12
<212> PRT
<213> /ME

<400> 6

Gln Ser Leu Leu Tyr Ser Ile Asn Gln Lys Asn Tyr
1 5 10

<210> 17
<211> 11
<212> PRT
<213> /NE

<400> 7

Arg Ala Ser Glu Asn Ile Tyr Asn Thr Leu Ala
1 5 10

<210> 8§
<211> 6
<212> PRT
<213> /MNE

<400> 8

Glu Asn Ile Tyr Asn Thr
i 5

<210> 9
<211> 12
<212> PRT
<213> /MNE,

<400> 9

Ser Ala Ser Ser Ser Val Thr Ser Asn Tyr Leu Tyr
1 5 10

328855 ' 2
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<210>
<211>
<212>
<213>

<400>

10

PRT
/NER

10

Ser Ser Val Thr Ser Asn Tyr

1

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

<400>

5

11
12
PRT
/INER

11

Ser Ala Ser Ser Ser Val Ser Ser Asn Tyr Leu Tyr

1

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

<400>

5 10

12

PRT

INER

12

Ser Ser Val Ser Ser Asn Tyr

1

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

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

<400>
Ser Ala
1

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

<400>

5

13
12
PRT

/NER

misc_feature

N..cH ]

Xaa H & Ser Z¢ Thr

13

Ser Ser Ser Val Xaa Ser Asn Tyr Leu Tyr
5 10

14

PRT
/NER

14

Gln Ser Val Thr Ser Asn Tyr

328855
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1 5

<210> 15
<211> 12
<212> PRT
<213> /NE

<400> 15

Arg Ala Ser Gln Ser Val Thr Ser Asn Tyr Leu Tyr
1 5 10

<210> 16
<211> 7
<212> PRT
<213> /MNE,

<400> 16

Lys Val Ser Asn Arg Phe Ser
1 5

<210> 17

<400> 17
000

<210> 18
<211> 7
<212> PRT
<213> /NE

<400> 18

Gly Ala Ser Asn Arg Tyr Thr
1 5

<210> 19

<400> 19
000

<210> 20
<211> 7
<212> PRT
<213> /NE

<400> 20
Trp Ala Ser Thr Arg Glu Ser
1 5

<210> 21
328855 4
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<400> 21
000

<210> 22
<211> 7
<212> PRT
<213> /INE

<400> 22

Ala Ala Thr Asn Leu Ala Asp
1 5

<210> 23

<400> 23
000

<210> 24

<211> 7

<212> PRT
o <213> R

<400> 24

Ser Thr Ser Asn Leu Ala Ser
1 5

<210> 25

<400> 25
000

<210> 26
<211> 20
<212> PRT
<213> /NE

<400> 26

Phe Gln Gly Ser His Val Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leun
1 5 10 15

Glu Ile Lys Arg
20

<210> 27
<211> 9
<212> PRT
<213> /INE

<400> 27

Phe Gln Gly Ser His Val Pro Tyr Thr
1 5

328855 5
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<210>
<211>
<212>
<213>

<400>

28
20
PRT

/I B,

28

Gly Gln Ser Tyr Ser Tyr Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu

1

5 10 15

Glu Leu Lys Arg

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

<400>

20

29

PRT

7N B,

29

Gly Gln Ser Tyr Ser Tyr Pro Leu Thr

1

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

<400>

5

30
19
PRT

UNER

30

Gln Gla Tyr Tyr Thr Tyr Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu

1

5 10 15

Glu Leu Lys

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

<400>

31

PRT
7N B

31

Gln Gln Tyr Tyr Thr Tyr Pro Leu Thr

1

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

328855
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<400> 32

Gln His Phe Trp Gly Thr Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu
1 5 10 15

Glu Ile Lys

<210> 33
<211> 9
<212> PRT
<213> /NE

<400> 33

Gln His Phe Trp Gly Thr Pro Tyr Thr
1 5

<210> 34
<211> 19
<212> PRT
<213> /NE

<400> 34

His Gln Trp Ser Ser Tyr Pro Pro Thr Phe Gly Ser Gly Thr Lys Leu
1 5 10 15

Glu Ile Lys

<210> 35
<211> 9
<212> PRT
<213> /NE

<400> 35

His Gln Trp Ser Ser Tyr Pro Pro Thr
1 5

<210> 36
<211> 9
<212> PRT
<213> /MNE

<220>

<221> misc_feature

<222> (1D)..(D)

<223> Xaa W] & His » Gln 2% Gly

<220>
328855 ' 7
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<221> misc_feature
<222> (3)..(3)
<223> Xaa H & Trp - Ser & Tyr

<220>

<221> misc_feature

<222> (4)..(4)

<223> Xaa T & Ser B Tyr

<220>

<221> misc_feature

<222> (5)..(5)

<223> Xaa B & Ser B, Thr

<220>

<221> misc_feature

<222> (8)..(8)

<223> Xaa H & Pro = Leu

<400> 36

Xaa Gln Xaa Xaa Xaa Tyr Pro Xaa Thr
1 5

<210> 137
<211> 113
<212> PRT
<213> /NE

<400> 37
Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly
1 5 10 15

Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Thr Ile Val His Gly
20 25 30

Thr Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Phe Gln Gly
85 90 95

Ser His Val Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

328855 8
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Arg ,

<210> 38
<211> 108
<212> PRT
<213> /NE

<400> 38
Asp Ile Val Met Thr Gln Ser Pro Lys Ser Met Ser Met Ser Val Gly
1 5 10 15

Glu Arg Val Thr Leu Ser Cys Lys Ala Ser Glu Asn Val Gly Thr Tyr
20 25 30

Val Ser Trp Tyr Gln Gln Lys Pro Asp Gln Ser Pro Lys Leu Leu Ile
35 40 45

Tyr Gly Ala Ser Asn Arg Tyr Thr Gly Val Pro Asp Arg Phe Thr Gly
50 55 60

Ser Gly Ser Ala Thr Asp Phe Thr Leu Thr Ile Ser Ser Val Gln Ala
65 70 75 80

Glu Asp Leu Ala Asp Tyr His Cys Gly Gln Ser Tyr Ser Tyr Pro Leu
85 90 95

Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys Arg
100 105

<210> 39
<211> 114
<212> PRT
<213> /NE

<400> 39
Asp Ile Val Met Ser Gln Ser Pro Ser Ser Leu Ala Val Ser Val Gly
1 5 10 15

Glu Lys Val Thr Met Ser Cys Arg Ser Ser Gln Ser Leu Leu Tyr Ser
20 25 30

Ile Asn Gln Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Ile Pro Gly Gln
35 40 45

328855 9
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Ser Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
65 70 15 80

Ile Ser Arg Val Lys Ala Glu Asp Leu Ala Leu Tyr Tyr Cys Gln Gln
85 90 95

Tyr Tyr Thr Tyr Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu
100 105 110

Lys Arg

<210> 40

<211> 110
<212> PRT
<213> /NE

<400> 40

Arg Cys Asp Ile Gln Met Thr Gln Ser Pro Ala Ser Leu Ser Val Ser
1 5. 10 15

Val Gly Glu Thr Val Thr Ile Thr Cys Arg Ala Ser Glu Asn Ile Tyr
20 25 30

Asn Thr Leu Ala Trp Tyr Leu Gln Lys Gln Gly Lys Ser Pro Gln Leu
35 40 45

Leu Val Tyr Ala Ala Thr Asn Leu Ala Asp Gly Val Pro Ser Arg Phe
50 55 60

Ser Gly Ser Gly Ser Gly Thr Gln Tyr Ser Leu Lys Ile Asn Ser Leu
65 70 75 80

Gln Ser Glu Asp Phe Gly Ser Tyr Tyr Cys Gln His Phe Trp Gly Thr
85 90 95

Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys Arg
100 105 110

<210> 41
<211> 109
<212> PRT
<213> /MNE

328855 10
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<400> 41

Gln Ile Val Leu Thr Gln Ser Pro Ala Ile Met Ser Ala Ser Pro Gly
1 5 10 15

Glu Lys Val Thr Leu Thr Cys Ser Ala Ser Ser Ser Val Thr Ser Asn
20 25 30

Tyr Leu Tyr Trp Tyvr Gln Gln Lys Pro Gly Ser Ser Pro Lys Leu Trp
35 40 45

Ile Tyr Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Ser Tyr Ser Leu Thr Ile Ser Ser Met Glu
65 70 75 80

Ala Glu Asp Ala Ala Ser Tyr Phe Cys His Gln Trp Ser Ser Tyr Pro
85 90 05

Pro Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys Arg
100 ' 105

<210> 42
<211> 109
<212> PRT
<213> /NE

<400> 42
Gln Ile Val Leu Thr Gln Ser Pro Ala Ile Met Ser Ala Ser Pro Gly
1 5 10 15

Glu Lys Val Thr Len Thr Cys Ser Ala Ser Ser Ser Val Ser Ser Asn
20 25 30

Tyr Leu Tyr Trp Tyr Gln Gln Lys Pro Gly Ser Ser Pro Lys Leu Trp
35 40 45

Ile Tyr Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Val Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Ser Tyr Ser Leu Thr Ile Ser Ser Met Glu
65 70 75 80

Ala Glu Asp Ala Ala Ser Tyr Phe Cys His Gln Trp Ser Ser Tyr Pro
328855 11
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85 90 ' 95

Pro Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys Arg
100 105

<210> 43
<211> 109
<212> PRT
<213> /NE

<400> 43
Gln Ile Val Leu Thr Gln Ser Pro Ala Ile Met Ser Ala Ser Pro Gly
1 5 10 15

Glu Lys Val Thr Leu Thr Cys Ser Ala Ser Ser Ser Val Ser Ser Asn
20 25 30

Tyr Leu Tyr Trp Tyr His Gln Lys Pro Gly Ser Ser Pro Lys Leu Trp
35 40 45

Ile Tyr Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Val Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Ser Tyr Ser Leu Thr Ile Ser Ser Met Glu
65 70 75 80

Ala Glu Asp Ala Ala Ser Tyr Phe Cys His Gln Trp Ser Ser Tyr Pro
85 90 95

- Pro Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys Arg

100 105

<210> 44
<211> 108
<212> PRT
<213> /MNE

<220>

<221> misc_feature

<222> (38)..(38)

<223> Xaa H £ His B¢ Gln

<220>

<221> misc_feature

<222> (61)..(61)

<223> Xaa T & Ala 3¢ Arg

<400> 44
328855 12
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Gln Ile Val Leu Thr Gln Ser Pro Ala Ile Met Ser Ala Ser Pro Gly
1 5 10 15

Glu Lys Val Thr Leu Thr Cys Ser Ala Ser Ser Ser Val Ser Ser Asn
20 25 30

Tyr Leu Tyr Trp Tyr Xaa Gln Lys Pro Gly Ser Ser Pro Lys Leu Trp
35 40 45

Ile Tyr Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Xaa Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Ser Tyr Ser Leu Thr Ile Ser Ser Met Glu Ala
65 70 75 80

Glu Asp Ala Ala Ser Tyr Phe Cys His Gln Trp Ser Ser Tyr Pro Pro
85 20 95

Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys Arg
100 105

<210> 45
<211> 109
<212> PRT
<213> AL

<220>
<223> ANE{®E

<400> 45
Gln Ile Val Leu Thr Gln Ser Pro Ala Ile Met Ser Ala Ser Pro Gly
1- 5 10 15

Glu Lys Val Thr Leu Thr Cys Ser Ala Ser Ser Ser Val Thr Ser Asn
20 25 30

Tyr Leu Tyr Trp Tyr Gln Gln Lys Pro Gly Ser Ser Pro Lys Leu Trp
35 40 45

Ile Tyr Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Ser Tyr Ser Leu Thr Ile Ser Ser Met Glu
65 70 75 80

328855 13
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Ala Glu Asp Ala Ala Ser Tyr Phe Cys His Gln Trp Ser Ser Tyr Pro
85 90 95

Pro Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys Arg
100 105

<210> 46
<211> 109
<212> PRT
<213> AL

<220>
<223> ANF{-E#E

<400> 46

Gln Ile Val Leu Thr Gln Ser Pro Ala Thr Met Ser Ala Ser Pro Gly
1 5 10 15

Glu Arg Val Thr Leu Ser Cys Ser Ala Ser Ser Ser Val Thr Ser Asn
20 25 30

Tyr Leu Tyr Trp Tyr Gln Gln Lys Pro Gly Ser Ser Pro Arg Leu Trp
35 40 45

Ile Tyr Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Ser Tyr Thr Leu Thr Ile Ser Arg Met Glu
65 70 75 80

Pro Glu Asp Ala Ala Ser Tyr Phe Cys His Gln Trp Ser Ser Tyr Pro
85 90 05

Pro Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys Arg
100 105

<210> 47
<211> 109
<212> PRT
<213> AL

<220>
<223> NIRALEE

<400> 47

Gln Ile Val Leu Thr Gln Ser Pro Ala Ile Leu Ser Leu Ser Pro Gly
1 . 5 10 15

328855 14
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Glu Arg Ala Thr Leu Ser Cys Ser Ala Ser Ser Ser Val Thr Ser Asn
20 25 30

Tyr Leu Tyr Trp Tyr Gln Gln Lys Pro Gly Ser Ser Pro Lys Leu Leu
35 40 45

Ile Tyr Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Ser Tyr Thr Leu Thr Ile Ser Ser Leu Glu
65 70 75 80

Ala Glu Asp Ala Ala Ser Tyr Phe Cys His Gln Trp Ser Ser Tyr Pro
g5 90 05

Pro Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys Arg
100 _ 105

<210> 48
<211> 109
<212> PRT
<213> AL

<220>
<223> ANFRILEE

<400> 48
Gln Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Thr Ser Asn
20 25 30

Tyr Leu Tyr Trp Tyr Gln Gln Lys Pro Gly Ser Ser Pro Arg Leu Leu
35 40 45

Ile Tyr Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Arg Leu Glu
65 70 75 80

Pro Glu Asp Phe Ala Ser Tyr Phe Cys His Gln Trp Ser Ser Tyr Pro
85 90 95
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Pro Thr Phe Gly Ser Gly Thr L4ys Leu Glu Ile Lys Arg
100 105

<210> 49
<211> 109
<212> PRT
<213> AL

<220>
<223> ANFR{BEEHE

<400> 49

Gln Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Ser Ala Ser Ser Ser Val Thr Ser Asn
20 25 30

Tyr Leu Tyr Trp Tyr Gln Gln Lys Pro Gly Ser Ser Pro Arg Leu Leu
35 40 : 45

Ile Tyr Ser Thr Ser Asn Leu Ala Ser Gly Val Pro Ala Arg Phe Ser
50 55 60

Gly Ser Gly Ser Gly Thr Ser Tyr Thr Leu Thr Ile Ser Arg Leu Glu
65 70 75 80

Pro Glu Asp Phe Ala Ser Tyr Phe Cys His Gln Trp Ser Ser Tyr Pro
85 90 ‘ 95

Pro Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys Arg
100 105

<210> 50
<211> 10
<212> PRT
213> /MNE

<400> 50

Gly Phe Ser Leu Thr Asn Tyr Gly Val Asn
1 5 10

<210> 51
<211> 8
<212> PRT
<213> /MNE

<400> 51
328855 16
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Gly Phe Ser Leu Thr Asn Tyr Gly

1

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

<400>

5

52
10
PRT
/NER

52

Gly Phe Asn Ile Asn Asp Tyr Phe Met His

1

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

<400>

5 10

53

PRT
/N ER

53

Phe Asn Ile Asn Asp Tyr Phe

1

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

<400>

5

54
10
PRT
/INER

54

Gly Phe Thr Phe Thr Asp Tyr Tyr Met Ser

1

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

<400>

5 ‘10

55

PRT

/INER

55

Gly Phe Thr Phe Thr Asp Tyr Tyr

1

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

<400>

1
328855
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56
10
PRT
NER

56

Gly Tyr Thr Phe Thr Asp Tyr Asn Met Asp
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<210> 57
211> 7
<212> PRT
<213> /MNE

<400> 57

Tyr Thr Phe Thr Asp Tyr Asn
1 5

<210> 58

<211> 10
<212> PRT
<213> /hE,

<400> 58

Gly Tyr Thr Phe Thr Ser Tyr Trp Met His
1 5 10

<210> 59
<211> 17
<212> PRT
<213> /MNE

<400> 59

Tyr Thr Phe Thr Ser Tyr Trp
1 5

<210> 60
<211> 8
"<212> PRT
<213> /NE,

<220>

<221> misc_feature

<222> (6)..(6)

<223> Xaa P A& Asp BX Ser

<220>

<221> misc_feature

<222> (8)..(8)

<223> Xaa T & Asn B Trp

<400> 60

Gly Tyr Thr Phe Thr Xaa Tyr Xaa
1 5

<210> 61
<211> 10
<212> PRT

328855 18
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<213> /MNE

<220>

<221> misc_feature

<222> (2)..(2)

<223>  Xaa B] B Tyr B¢ Phe

<220>

<221> misc_feature

<222> (6)..(6)

<223> Xaa T £ Asp 3 Ser

<220>

<221> misc_feature

<222> (8)..(8)

<223> Xaa B B Asn, Trp 2 Tyr

<220>

<221> misc_feature

<222> (10)..(10)

<223> Xaa "] & His & Ser

<400> 61

Gly Xaa Thr Phe Thr Xaa Tyr Xaa Met Xaa
1 5 10

<210> 62
<211> 16
<212> PRT
<213> /MNE

<400> 62

Leu Ile Trp Gly Gly Gly Asp Thr Asp Tyr Asn Ser Ala Leu Lys Ser
1 5 10 15

<210> 63
<211> 17
<212> PRT
<213> /MNE,

<400> 63
Ile Trp Gly Gly Gly Asp Thr
1 5

<210> 64
<211> 17
<212> PRT
<213> /NE

<400> 64

Trp Ile Asp Pro Glu Asn Gly Asn Thr Ile Tyr Asp Pro Lys Phe Gln
328855 19
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Gly

<210> 65
<211> 8
<212> PRT
<213> /MNE

<400> 65
Ile Asp Pro Glu Asn Gly Asn Thr
1 5

<210> 66
<211> 19
<212> PRT
<213> /NE

<400> 66
Phe Ile Arg Asn Lys Ala Asn Gly Tyr Thr Thr Lys Tyr Ser Ala Ser
1 5 10 15

Val Lys Gly

<210> 67
<211> 10
<212> PRT
<213> /INE

<400> 67
Ile Arg Asn Lys Ala Asn Gly Tyr Thr Thr
1 5 10

<210> 68

<211> 17

<212> PRT

<213> /MNE

<400> 68

Asp Ile Asn Pro Asn Asn Gly Gly Thr Ile Tyr Asn Gln Lys Phe Lys
1 5 10 15

Gly

328855 20
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<210> 69
<211> 8
<212> PRT
<213> /NE

<400> 69

Ile Asn Pro Asn Asn Gly Gly Thr
1 5

<210> 70
<211> 17
<212> PRT
<213> /NE

<400> 70

Tyr Ile Lys Pro Ser Thr Asp Asn Thr Glu Tyr Asn Gln Lys Phe Lys
1 5 10 15

Asp

<210> 71
<211> 8
<212> PRT
<213> /NE,

<400> 71

Jle Lys Pro Ser Thr Asp Asn Thr
1 5

<210> 72
<211> 17
<212> PRT
<213> /MNE

<400> 172
Tyr Ile Asn Pro Ser Thr Asp Tyr Thr Glu Tyr Asn Gln Lys Phe Lys
1 5 10 15

Asp

<210> 173
<211> 8
<212> PRT
<213> /NE

<400> 73
328855 21
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Tle Asn Pro Ser Thr Asp Tyr Thr
1 5

<210> 74
<211> 17
<212> PRT
<213> /MR

<400> 74

Tyr Ile Asn Pro Ser Thr Asp Tyr Ile Glu Tyr Asn Gln Lys Phe Lys
1 5 10 15

Asp

<210> 175
<211> 8
<212> PRT
<213> /NE

<400> 75

Ile Asn Pro Ser Thr Asp Tyr Ile
1 5

<210> 176
<211> 8
<212> PRT
<213> /MNE

<220>

<221> misc_feature

<222> (8)..(8)

<223> Xaa T & Ile 3¢ Thr

<400> 76

Tle Asn Pro Ser Thr Asp Tyr Xaa
1 5

<210> 77
<211> 17
<212> PRT
<213> /NE,

<220>

<221> misc_feature

<222> (D)..(1)

<223> Xaa ® & Tyr 5 Asp

<220>
328855 , 22
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<221>
<222>
<223>

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

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

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

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

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

<400>

misc_feature
3)..(3) \
Xaa H & Lys 3 Asn

misc_feature
(8)..(8) )
Xaa A & Asn.BE Tyr

misc_feature
(9..(9)
Xaa ® & Thr 5 Ile

misc_feature
(12)..(12)
Xaa H & Ala 3 Asn

misc_feature
(16)..(16)
Xaa B[ & Gln 5 Lys

misc_feature
an..a7n
Xaa ® & Gly 3 Asp

77

Xaa Ile Xaa Pro Ser Thr Asp Xaa Xaa Glu Tyr Xaa Gln Lys Phe Xaa

1

Xaa

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

<400>

5 10 15

78
17
PRT

/NER

78

Tyr Ile Lys Pro Ser Thr Asp Asn Thr Glu Tyr Ala Gin Lys Phe Gln

1

Gly

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

328855
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<400> 79

Cys Ala Arg Asp Tyr Tyr Gly Phe Asp Tyr
1 5 10

<210> 80
<211> 7
<212> PRT
<213> /MR

<400> 80

Asp Tyr Tyr Gly Phe Asp Tyr
1 5

<210> 81
<211> 18
<212> PRT
<213> /NE

<400> 81

Cys Ala Arg Gly Gly Asn Tyr Leu Arg Glu Ser Tyr Tyr Tyr Ala Met
1 5 10 15

Asp Tyr

<210> 82
<211> 16
<212> PRT
<213> NE

<400> 82

Arg Gly Gly Asn Tyr Leu Arg Glu Ser Tyr Tyr Tyr Ala Met Asp Tyr
1 5 10 15

<210> 83
<211> 10
<212> PRT
<213> /MNE

<400> 83

Cys Ser Lys Asp Arg Gly Tyr Phe Asp Tyr
1 5 10

<210> 84
<211> 17
<212> PRT
<213> /NE

328855 24
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<400> B84

Asp Arg Gly Tyr Phe Asp Tyr
1 5

<210> 85
<211> 18
<212> PRT
<213> /MNE

<400> 85

Arg Ala Arg Gly Asp Tyr Tyr Gly Ser Ser Arg Tyr Tyr Tyr Ala Met
1 5 10 15

Asp Tyr

<210> 86
<211> 16
<212> PRT
<213> /NE

<400> 86

Arg Gly Asp Tyr Tyr Gly Ser Ser Arg Tyr Tyr Tyr Ala Met Asp Tyr
1 5 10 15

<210> 87
<211> 13
<212> PRT
<213> /NE

<400> 87

Cys Ala Arg Ser Tyr Gly Asn Tyr Pro Leu Met Asp Tyr
1 5 10

<210> 88
<211> 10
<212> PRT
<213> /NE

<400> 88

Ser Tyr Gly Asn Tyr Pro Leu Met Asp Tyr
1 5 10

<210> 89
<211> 13
<212> PRT
<213> /INE

328855 : 25
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<400> 89

Cys Val Arg Ser Tyr Gly Asn Tyr Pro Leu Met Asp Tyr
1 5 10

<210> 90
<211> 13
<212> PRT
<213> /NE

<400> 90

Cys Ala Arg Ser Tyr Gly Asn Phe Pro Leu Met Asp Tyr
1 5 10

<210> 91
<211> 11
<212> PRT
<213> /MNE

<400> 91

Arg Ser Tyr Gly Asn Phe Pro Leu Met Asp Tyr
1 5 10

<210> 92
<211> 13
<212> PRT
<213> /NE

<220>

<221> misc_feature

<222> (2)..(2)

<223> Xaa T K Ala 5 Val

<220>

<221> misc_feature

<222> (8)..(8)

<223> Xaa B & Phe B Tyr

<400> 92

Cys Xaa Arg Ser Tyr Gly Asn Xaa Pro Leu Met Asp Tyr
1 5 10

<210> 93
<211> 11
<212> PRT
<213> /NE

<220>
<221> misc_feature
<222> (6)..(6)

328855 ' 26



1770065

<223> Xaa T & Phe B Tyr
<400> 93

Arg Ser Tyr Gly Asn Xaa Pro Leu Met Asp Tyr
1 5 10

<210> 94
<211> 117
<212> PRT
<213> /NE

<400> 94

Gln Val Gln Leu Lys Glu Ser Gly Pro Gly Leu Val Ala Pro Ser Gln
1 5 10 15

Ser Len Ser Ile Thr Cys Thr Val Ser Gly Phe Ser Leu Thr Asn Tyr
20 25 30

Gly Val Asn Trp Val Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Leu
35 40 45

Gly Leu Ile Trp Gly Gly Gly Asp Thr Asp Tyr Asn Ser Ala Leu Lys
50 55 60

Ser Arg Leu Ser Ile Ser Lys Asp Asn Ser Lys Ser Gln Val Phe Len
65 70 75 80

Lys Met Glu Thr Asn Ser Leu Gln Thr Asp Asp Thr Ala Arg Tyr Tyr
85 90 95 .

Cys Ala Arg Asp Tyr Tyr Gly Phe Asp Tyr Trp Gly Gln Gly Thr Thr
100 105 110

Leu Thr Val Ser Ser
115

<210> 95
<211> 118
<212> PRT
<213> /NE

<400> 095
Glu Val Lys Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Thr Ser Gly Phe Thr Phe Thr Asp Tyr
328855 27
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20 25 30

Tyr Met Ser Trp Val Arg Gln Pro Pro Gly Lys Ala Leu Glu Trp Leu
35 40 45

Gly Phe Ile Arg Asn Lys Ala Asn Gly Tyr Thr Thr Lys Tyr Ser Ala
50 55 60

Ser Val Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Gln Ser Ile
65 70 75 80

Leu Tyr Leu Gln Met Asn Thr Leu Arg Ala Glu Asp Ser Ala Thr Tyr
85 90 95

Tyr Cys Ser Lys Asp Arg Gly Tyr Phe Asp Tyr Trp Gly Gln Gly Thr
100 105 110

Thr Leu Thr Val Ser Ser
115

<210> 96
<211> 127
<212> PRT
<213> /NE

<400> 96
Val Asn Ser Glu Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Val Arg
1 5 10 15

Pro Gly Ala Leu Val Lys Leu Ser Cys Lys Ala Ser Gly Phe Asn Ile
20 25 30

Asn Asp Tyr Phe Met His Trp Val Lys Gln Arg Pro Glu Gln Gly Leu
- 35 40 45

Glu Trp Ile Gly Trp Ile Asp Pro Glu Asn Gly Asn Thr Ile Tyr Asp
50 55 60

Pro Lys Phe Gln Gly Lys Ala Ser Ile Thr Ala Asp Thr Ser Ser Asn
65 70 75 80

Thr Ala Tyr Leu Gln Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val
85 90 95

Tyr Tyr Cys Ala Arg Gly Gly Asn Tyr Leu Arg Glu Ser Tyr Tyr Tyr
328855 28
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100 105 110
Ala Met .Asp Tyr Trp Gly Gln Gly Thr Ser Val Thr Val Ser Ser
115 120 125
<210> 97
<211> 127
<212> PRT

<213> /MNER
<400> 97

Val Leu Ser Glu Val Leu Leu Gln Gln Ser Gly Pro Glu Leu Val Lys
1 5 10 15

Pro Gly Ala Ser Val Lys Ile Pro Cys Lys Ala Ser Gly Tyr Thr Phe
20 25 30

Thr Asp Tyr Asn Met Asp Trp Val Lys Gln Ser His Gly Lys Ser Leu
35 40 45

Glu Trp Ile Gly Asp Ile Asn Pro Asn Asn Gly Gly Thr Ile Tyr Asn
50 55 60

Gln Lys Phe Lys Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser
65 70 75 80

Thr Ala Tyr Met Glu Leu Arg Ser Leu Thr Ser Glu Asp Thr Ala Val
85 90 95

Tyr Tyr Arg Ala Arg Gly Asp Tyr Tyr Gly Ser Ser Arg Tyr Tyr Tyr
100 105 110

Ala Met Asp Tyr Trp Gly Gln Gly Thr Ser Val Thr Val Ser Ser
115 120 125

<210> 98
<211> 119
<212> PRT
<213> /MNE

<400> 98
Gln Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Ala Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Met Ser Cys Arg Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30
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Trp Met His Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Asp Trp Ile
35 40 45

Gly Tyr Ile Lys Pro Ser Thr Asp Asn Thr Glu Tyr Asn Gln Lys Phe
50 55 60

Lys Asp Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Ser Tyr Gly Asn Tyr Pro Leu Met Asp Tyr Trp Gly Gln Gly
100 105 110

Thr Ser Val Thr Val Ser Ser
115

<210> 99

<211> 119
<212> PRT
<213> /NE

<400> 99
Gln Val Gln Leu Gln Gin Ser Gly Ala Glu Leu Ala Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Met Ser Cys Arg Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30

Trp Met His Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Asp Trp Ile
35 40 45

Gly Tyr Ile Lys Pro Ser Thr Asp Asn Thr Glu Tyr Asn Gln Lys Phe
50 55 60

Lys Asp Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Ser Tyr Gly Asn Tyr Pro Lei Met Asp Tyr Trp Gly Gla Gly
100 105 110
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Thr Ser Val Thr Val Ser Ser
115

<210> 100
<211> 119
<212> PRT
<213> /MNE

<400> 100
Gln Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Ala Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30

Trp Met His Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly Tyr Ile Asn Pro Ser Thr Asp Tyr Thr Glu Tyr Asn Gln Lys Phe
50 55 60 '

Lys Asp Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Thr Thr Ala Tyr
65 70 75 80

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95

Val Arg Ser Tyr Gly Asn Tyr Pro Leu Met Asp Tyr Trp Gly Gln Gly
100 105 110

Thr Ser Val Thr Val Ser Ser
115

<210> 101
<211> 119
<212> PRT
<213> /NE

<400> 101
Gln Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Ala Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 : 30
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Trp Met His Trp Val Lys Gln Arg Pro Gly Gln' Gly Leu Glu Trp Ile
35 40 45

Gly Tyr Ile Asn Pro Ser Thr Asp Tyr Thr‘ Glu Tyr Asn Gln Lys Phe
50 55 60

Lys Asp Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Thr Thr Ala Tyr
65 70 175 80

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 85

Val Arg Ser Tyr Gly Asn Tyr Pro Leu Met Asp Tyr Trp- Gly Gln Gly
100 105 110

Thr Ser Val Thr Val Ser Ser
115

<210> 102
<211> 119
<212> PRT
<213> /NER

<400> 102

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

1 5 10 . 15

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30

Trp Met His Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly Tyr Ile Asn Pro Ser Thr Asp Tyr Ile Glu Tyr Asn Gln Lys Phe
50 55 60

Lys Asp Lys Ala Thr Leu Thr Ala Gly Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 . 90 95

Ala Arg Ser Tyr Gly Asn Phe Pro Leu Met Asp Tyr Trp Gly Gln Gly
100 105 110
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Thr Ser Val Thr Val Ser Ser
115

<210> 103
<211> 119
<212> PRT
<213> /NE

<220>

<221> misc_feature

<222> (23)..(23)

<223> Xaa T & Lys B¢ Arg

<220>

<221> misc_feature

<222> (46)..(46)

<223> Xaa F] & Glu = Asp

<220>

<221> misc_feature

<222> (52)..(52)

<223> Xaa T & Lys B Asn

<220>

<221> misc_feature

<222> (57)..(5D

<223> Xaa H] & Tyr 2 Asn

<220>

<221> misc_feature

<222> (58)..(58)

<223> Xaa B & Thr 3 lle

<220>

<221> misc_feature

<222> (ID..(37)

<223> Xaa B & Ser @ Thr

<220>

<221> misc_feature

<222> (97)..(97)

<223> Xaa T & Ala 3 Val

<220>

<221> misc_feature

<222> (103)..(103)

<223> Xaa H & Tyr 5 Phe

<400> 103
Gln Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Ala Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Met Ser Cys Xaa Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30
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Trp Met His Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Xaa Trp Ile
35 40 45

Gly Tyr Ile Xaa Pro Ser Thr Asp Xaa Xaa Glu Tyr Asn Gln Lys Phe
50 55 60

Lys Asp Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Xaa Thr Ala Tyr
65 70 75 g0

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95

Xaa-Arg Ser Tyr Gly Asn Xaa Pro Leun Met Asp Tyr Trp Gly Gla Gly
100 105 110

Thr Ser Val Thr Val Ser Ser
115

<210> 104
<211> 119
<212> PRT
<213> AT

<220> '
<223> ANRILE#E

<400> 104
Gln Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Ala Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Met Ser Cys Arg Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30

Trp Met His Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Asp Trp Ile
35 40 45

"Gly Tyr Ile Lys Pro Ser Thr Asp Asn Thr Glu Tyr Asn Gln Lys Phe

50 55 60

Lys Asp Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95
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Ala Arg Ser Tyr Gly Asn Tyr Pro Leu Met Asp Tyr Trp Gly Gln Gly
100 105 110

Thr Ser Val Thr Val Ser Ser
115 .

<210> 105
<211> 119
<212> PRT
<213> AL

<220>
<223> ANRI{EE#

<400> 105

Gln Val Gln Leu Gln Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 _ 25 30

Trp Met His Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Asp Trp Ile
35 40 - 45

Gly Tyr Ile Lys Pro Ser Thr Asp Asn Thr Glu Tyr Asn Gln Lys Phe
50 55 60

Lys Asp Arg Val Thr Leu Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Gln Leu Ser Asn Leu Ile Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Ser Tyr Gly Asn Tyr Pro Leu Met Asp Tyr Trp Gly Gln Gly
100 105 110

Thr Ser Val Thr Val Ser Ser
115

<210> 106
<211> 119
<212> PRT
<213> AT

<220>
<223> ANBRILE#
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<400> 106

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Ala Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30

Trp Met His Trp Val Lys Gln Ala Pro Gly Gln Gly Leu Asp Trp Ile
35 40 45

Gly Tyr Ile Lys Pro Ser Thr Asp Asn Thr Glu Tyr Asn Gln Lys Phe
50 55 60

Lys Asp Lys Ala Thr Leu Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 _ 70 75 80

Met Gln Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Ser Tyr Gly Asn Tyr Pro Leu Met Asp Tyr Trp Gly Gln Gly
100 105 110

Thr Thr Val Thr Val Ser Ser
115

<210> 107
<211> 119
<212> PRT
<213> AT

<220>
<223> ANFRILE#

<400> 107
Gln Val Gln Leu Val Gin Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

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

Trp Met His Trp Val Lys Gln Ala Pro Gly Gln Gly Leu Asp Trp Met
35 _ 40 45

Gly Tyr Ile Lys Pro Ser Thr Asp Asn Thr Glu Tyr Ala Gln Lys Phe
50 55 60

328855 36



1770065

Gln Gly Arg Val Thr Leu Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 20 95

Ala Arg Ser Tyr Gly Asn Tyr Pro Leu Met Asp Tyr Trp Gly Gln Gly
100 105 110

Thr Thr Val Thr Val Ser Ser
115

<210> 108
<211> 119
<212> -PRT
<213> AL

<220>
<223> ANIR{EE#

<400> 108
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

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

Trp Met His Trp Val Lys Gln Ala Pro Gly Gln Gly Leu Asp Trp Ile
35 40 45

Gly Tyr Ile Lys Pro Ser Thr Asp Asn Thr Glu Tyr Asn Gln Lys Phe
50 55 60

Lys Asp Lys Ala Thr Leu Thr Ala Asp Lys Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Ser Tyr Gly Asn Tyr Pro Leu Met Asp Tyr Trp Gly Gln Gly
100 ' 105 110

Thr Thr Val Thr Val Ser Ser
115
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<210> 109
<211> 1390
<212> PRT
<213> #H A

<400> 109
Met Lys Ala Pro Ala Val Leu Ala Pro Gly Ile Leu Val Leu Leu Phe
1 5 10 15

Thr Leu Val Gln Arg Ser Asn Gly Glu Cys Lys Glu Ala Leu Ala Lys
20 25 30

Ser Glu Met Asn Val Asn Met Lys Tyr Gln Leu Pro Asn Phe Thr Ala
35 40 45

Glu Thr Pro Ile Gln Asn Val Ile Leu His Glu His His Ile Phe Leu
50 55 60

Gly Ala Thr Asn Tyr Ile Tyr Val Leu Asn Glu Glu Asp Leu Gln Lys
65 70 75 80

Val Ala Glu Tyr Lys Thr Gly Pro Val Leu Glu His Pro Asp Cys Phe
85 90 95

Pro Cys Gln Asp Cys Ser Ser Lys Ala Asn Leu Ser Gly Gly Val Trp
100 105 110 '

Lys Asp Asn Ile Asn Met Ala Leu Val Val Asp Thr Tyr Tyr Asp Asp
115 120 125

Gln Leu Ile Ser Cys Gly Ser Val Asn Arg Gly Thr Cys Gla Arg His
130 135 140

Val Phe Pro His Asn His Thr Ala Asp Ile Gln Ser Glu Val His Cys
145 150 155 160

Ile Phe Ser Pro Gln Ile Glu Glu Pro Ser Gln Cys Pro Asp Cys Val
165 170 175

Val Ser Ala Leu Gly Ala Lys Val Leu Ser Ser Val Lys Asp Arg Phe
180 185 190

Ile Asn Phe Phe Val Gly Asn Thr Ile Asn Ser Ser Tyr Phe Pro Asp
195 200 205
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His Pro Leu His Ser Ile Ser Val Arg Arg Leu Lys Glu Thr Lys Asp
210 215 220

Gly Phe Met Phe Leu Thr Asp Gln Ser Tyr Ile Asp Val Leu Pro Glu
225 230 235 240

Phe Arg Asp Ser Tyr Pro Ile Lys Tyr Val His Ala Phe Glu Ser Asn
245 250 : 255

Asn Phe Ile Tyr Phe Leu Thr Val Gln Arg Glu Thr Leu Asp Ala Gln
260 265 270

Thr Phe His Thr Arg Ile Ile Arg Phe Cys Ser Ile Asn Ser Gly Leu
2175 280 285

His Ser Tyr Met Glu Met Pro Leu Glu Cys Ile Leu Thr Glu Lys Arg
290 295 300

Lys Lys Arg Ser Thr Lys Lys Glu Val Phe Asn Ile Leu Gln Ala Ala
305 310 315 320

Tyr Val Ser Lys Pro Gly Ala Gln Leu Ala Arg Gln Ile Gly Ala Ser
325 330 335

Leu Asn Asp Asp Ile Leu Phe Gly Val Phe Ala Gln Ser Lys Pro Asp
340 " 345 350

Ser Ala Glu Pro Met Asp Arg Ser Ala Met Cys Ala Phe Pro Ile Lys
355 360 365

Tyr Val Asn Asp Phe Phe Asn Lys Ile Val Asn Lys Asn Asn Val Arg
370 375 380

Cys Leu Gln His Phe Tyr Gly Pro Asn His Glu His Cys Phe Asn Arg
385 390 395 400

Thr Leu Leu Arg Asn Ser Ser Gly Cys Glu Ala Arg Arg Asp Glu Tyr
405 410 415

Arg Thr Glu Phe Thr Thr Ala Leu Gln Arg Val Asp Leu Phe Met Gly
420 425 430

Gln Phe Ser Glu Val Leu Leu Thr Ser Ile Ser Thr Phe Ile Lys Gly
435 440 445
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Asp Leu Thr Ile Ala Asn Leu Gly Thr Ser Glu Gly Arg Phe Met Gln
450 455 460

Val Val Val Ser Arg Ser Gly Pro Ser Thr Pro His Val Asn Phe Leu
465 : 470 475 480

Leu Asp Ser His Pro Val Ser Pro Glu Val Ile Val Glu His Thr Leu
' 485 490 495

Asn Gln Asn Gly Tyr Thr Leu Val Ile Thr Gly Lys Lys Ile Thr Lys
500 505 510

Ile Pro Leu Asn Gly Leu Gly Cys Arg His Phe Gln Ser Cys Ser Gln
515 520 525

Cys Leu Ser Ala Pro Pro Phe Val Gln Cys Giy Trp Cys His Asp Lys
530 535 540

Cys Val Arg Ser Glu Glu Cys Leu Ser Gly Thr Trp Thr Gln Gln Ile
545 550 : 555 560

Cys Leu Pro Ala Ile Tyr Lys Val Phe Pro Asn Ser Ala Pro Leu Glu
565 570 575

Gly Gly Thr Arg Leu Thr Ile Cys Gly Trp Asp Phe Gly Phe Arg Arg
580 585 590

Asn Asn Lys Phe Asp Leu Lys Lys Thr Arg Val Leu Leu Gly Asn Glu
595 600 605

Ser Cys Thr Leu Thr Leu Ser Glu Ser Thr Met Asn Thr Leu Lys Cys
610 : 615 620

Thr Val Gly Pro Ala Met Asn Lys His Phe Asn Met Ser Ile Ile Ile
625 630 635 . 640

Ser Asn Gly His Gly Thr Thr Gln Tyr Ser Thr Phe Ser Tyr Val Asp
645 650 655

Pro Val Ile Thr Ser Ile Ser Pro Lys Tyr Gly Pro Met Ala Gly Gly
660 665 670

Thr Leu Leu Thr Leu Thr Gly Asn Tyr Leu Asn Ser Gly Asn Ser Arg
675 680 685
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His Ile Ser Ile Gly Gly Lys Thr Cys Thr Leu Lys Ser Val Ser Asn
690 695 700

Ser Ile Leu Glu Cys Tyr Thr Pro Ala Gln Thr Ile Ser Thr Glu Phe
705 710 715 720

Ala Val Lys Leu Lys Ile Asp Leu Ala Asn Arg Glu Thr Ser Ile Phe
725 730 735

Ser Tyr Arg Glu Asp Pro Ile Val Tyr Glu Ile His Pro Thr Lys Ser
740 745 750

Phe Ile Ser Gly Gly Ser Thr Ile Thr Gly Val Gly Lys Asn Leu Asn
755 760 . 765

Ser Val Ser Val Pro Arg Met Val Ile Asn Val His Glu Ala Gly Arg
770 775 780

Asn Phe Thr Val Ala Cys Gln His Arg Ser Asn Ser Glu Ile Ile Cys
785 790 795 800

Cys Thr Thr Pro Ser Leu Gln Gln Leu Asn Leu Gln Leu Pro Leu Lys
805 810 815

Thr Lys Ala Phe Phe Met Leu Asp Gly Ile Leu Ser Lys Tyr Phe Asp
820 825 830

Leu Ile Tyr Val His Asn Pro Val Phe Lys Pro Phe Glu Lys Pro Val
835 840 845

Met Ile Ser Met Gly Asﬁ Glu Asn Val Leu Glu Ile Lys Gly Asn Asp
850 855 860

Ile Asp Pro Glu Ala Val Lys Gly Glu Val Leu Lys Val Gly Asn Lys
865 870 875 880

Ser Cys Glu Asn Ile His Leu His Ser Glu Ala Val Leu Cys Thr Val
885 890 895

Pro Asn Asp Leu Leu Lys Leu Asn Ser Glu Leu Asn Ile Glu Trp Lys
200 905 910

Gln Ala Ile Ser Ser Thr Val Leu Gly Lys Val Ile Val Gla Pro Asp
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915 920 925

Gln Asn Phe Thr Gly Leu Ile Ala Gly Val Val Ser Ile Ser Thr Ala
930 935 940

Leu Leu Leu Leu Leu Gly Phe Phe Leu Trp Leu Lys Lys Arg Lys Gln
045 ‘ 950 955 960

Ile Lys Asp Leu Gly Ser Glu Leu Val Arg Tyr Asp Ala Arg Val His
965 970 975

Thr Pro His Leu Asp Arg Leu Val Ser Ala Arg Ser Val Ser Pro Thr
980 085 - - 990 -

Thr Glu Met Val Ser Asn Glu Ser Val Asp Tyr Arg Ala Thr Phe Pro
995 1000 _ 1005

Glu Asp Gln Phe Pro Asn Ser Ser Gln Asn Gly Ser Cys Arg Gln
1010 1015 1020

Val Gln Tyr Pro Leu Thr Asp Met Ser Pro Ile Leu Thr Ser Gly
1025 1030 1035

Asp Ser Asp Ile Ser Ser Pro Leu Leu Gln Asn Thr Val His Ile
1040 1045 1050

Asp Leu Ser Ala Leu Asn Pro Glu Leu Val Gln Ala Val Gln His
1055 1060 1065

Val Val Ile Gly Pro Ser Ser Leu Ile Val His Phe Asn Glu Val
1070 . 1075 1080

Ile Gly Arg Gly His Phe Gly Cys Val Tyr His Gly Thr Leu Leu
1085 1090 1095

Asp Asn Asp Gly Lys Lys Ile His Cys Ala Val Lys Ser Leu Asn
1100 - 1105 1110

Arg Ile Thr Asp Ile Gly Glu Val Ser Gln Phe Leu Thr Glu Gly
1115 1120 1125

Ile Ile Met Lys Asp Phe Ser His Pro Asn Val Leu Ser Leu Leu
1130 1135 1140
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Gly Ile Cys Leu Arg Ser Glu Gly Ser Pro I;cu Val Val Leu Pro
1145 1150 1155

Tyr Met Lys His Gly Asp Leu Arg Asn Phe Ile Arg Asn Glu Thr
1160 1165 1170

His Asn Pro Thr Val Lys Asp Leu Ile Gly Phe Gly Leu Gln Val
1175 1180 1185

Ala Lys Gly Met Lys Tyr Leu Ala Ser Lys Lys Phe Val His Arg
1190 1195 1200

Asp Leu Ala Ala Arg Asn Cys Met Leu Asp Glu Lys Phe Thr Val
1205 1210 1215

Lys Val Ala Asp Phe Gly Leu Ala Arg Asp Met Tyr Asp Lys Glu
1220 1225 - 1230

Tyr Tyr Ser Val His Asn Lys Thr Gly Ala Lys Leu Pro Val Lys
1235 1240 1245

Trp Met Ala Leu Glu Ser Leu Gln Thr Gln Lys Phe Thr Thr Lys
1250 1255 1260

Ser Asp Val Trp Ser Phe Gly Val Leu Leu Trp Glu Leu Met Thr
1265 1270 1275

Arg Gly Ala Pro Pro Tyr Pro Asp Val Asn Thr Phe Asp Ile Thr
1280 1285 1290

Val Tyr Leu Leu Gln Gly Arg Arg Leu Leu Gln Pro Glu Tyr Cys
1295 1300 1305

Pro Asp Pro Leu Tyr Glu Val Met Leu Lys Cys Trp His Pro Lys
1310 1315 1320

Ala Glu Met Arg Pro Ser Phe Ser Glu Leu Val Ser Arg Ile Ser
1325 1330 1335

"Ala Ile Phe Ser Thr Phe Ile Gly Glu His Tyr Val His Val Asn

1340 : 1345 1350

Ala Thr Tyr Val Asn Val Lys Cys Val Ala Pro Tyr Pro Ser Leu
1355 1360 1365
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Leu Ser Ser Glu Asp Asn Ala Asp Asp Glu Val Asp Thr Arg Pro
1370 1375 1380

Ala Ser Phe Trp Glu Thr Ser
1385 1390

<210> 110
<211> 1382
<212> PRT
<213> K&

<400> 110
Met Lys Ala Pro Thr Ala Leu Ala Pro Gly Ile Leu Leu Leu Leu Leu
1 5 10 : 15

"fhr Leu Ala Gln Arg Ser His Gly Glu Cys Lys Glu Ala Leu Val Lys
20 25 30

Ser Glu Met Asn Val Asn Met Lys Tyr Gln Leu Pro Asn Phe Thr Ala
35 40 45

Glu Thr Pro Ile His Asn Val Val Leu Pro Gly His His Ile Tyr Leu
50 55 60

Gly Ala Thr Asn Tyr Ile Tyr Val Leu Asn Asp Lys Asp Leu Gin Lys
65 70 75 80

Val Ser Glu Phe Lys Thr Gly Pro Val Val Glu His Pro Asp Cys Phe
85 90 95

Pro Cys Gln Asp Cys Ser Ser Lys Ala Asn Val Ser Gly Gly Val Trp
100 105 110

Lys Asp Asn Val Asn Met Ala Leu Leu Val Asp Thr Tyr Tyr Asp Asp
115 120 125

Gln Leu Ile Ser Cys Gly Ser Val Asn Arg Gly Thr Cys Gln Arg His
130 135 140

Val Leun Pro Pro Asp Asn Ala Ala Asp Ile Gln Ser Glu Val His Cys
145 150 155 160

Met Phe Ser Pro Leu Ala Glu Glu Glu Ser Gly Gln Cys Pro Asp Cys
165 170 . - 175
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Val Val Ser Ala Leu Gly Ala Lys Val Leu Leun Ser Glu Lys Asp Arg
180 : 185 190

Phe Ile Asn Phe Phe Val Gly Asn Thr Ile Asn Ser Ser Tyr Pro Pro
195 200 205

Asp Tyr Ser Leu His Ser Ile Ser Val Arg Arg Leu Lys Glu Thr Gln
210 215 220

AAsp Gly Phe Lys Phe Leu Thr Asp Gln Ser Tyr Ile Asp Val Leu Pro

225 230 235 240

Glu Phe Arg Asp Ser Tyr Pro Ile Lys Tyr Ile His Ala Phe Glu Ser
© 245 250 255

Asn His Phe Ile Tyr Phe Leu Thr Val Gln Lys Glu Thr Leu Asp Ala
260 265 270

Gln Thr Phe His Thr Arg Ile Ile Arg Phe Cys Ser Val Asp Ser Gly
275 280 285

Leu His Ser Tyr Met Glu Met Pro Leu Glu Cys Ile Leu Thr Glu Lys
290 2905 300 '

Arg Arg Lys Arg Ser Thr Arg Glu Glu Val Phe Asn Ile Leu Gln Ala
305 310 315 320

Ala Tyr Val Ser Lys Pro Gly Ala Asn Leu Ala Lys Gln Ile Gly Ala
325 330 ' 335

Ser Pro Tyr Asp Asp Ile Leu Tyr Gly Val Phe Ala Gln Ser Lys Pro
340 345 350

Asb Ser Ala Glu Pro Met Asn Arg Ser Ala Val Cys Ala Phe Pro Ile
355 360 365

Lys Tyr Val Asn Asp Phe Phe Asn Lys Ile Val Asn Lys Asn Asn Val
370 375 380

Arg Cys Leu Gln His Phe Tyr Gly Pro Asn His Glu His Cys Phe Asn
385 390 395 400

Arg Thr Leu Leu Arg Asn Ser Ser Gly Cys Glu Val Arg Ser Asp Glu
405 410 415
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Tyr Arg Thr Glu Phe Thr Thr Ala Leu Gln Arg Val Asp Leu Phe Met
420 425 430

Gly Arg Leu Asn His Val Leu Leu Thr Ser Ile Ser Thr Phe Ile Lys
435 ‘ 440 445

Gly Asp Leu Thr Ile Ala Asn Leu Gly Thr Ser Glu Gly Arg Phe Met
450 455 460

Gln Val Val Leu Ser Arg Thr Ala His Phe Thr Pro His Val Asn Phe
465 470 475 480

Leu Leu Asp Ser Tyr Pro Val Ser Pro Glu Val Ile Val Glu His Pro
485 490 495

Ser Asn Gln Asn Gly Tyr Thr Leu Val Val Thr Gly Lys Lys Ile Thr
500 . 505 510

Lys Ile Pro Leu Asn Gly Leu Gly Cys Gly His Phe Gln Ser Cys Ser
515 520 525

Gln Cys Leu Ser Pro Pro Tyr Phe Ile Gln Cys Gly Trp Cys His Asn
530 535 540

Arg Cys Val His Ser Asn Glu Cys Pro Ser Gly Thr Trp Thr Gln Glu
545 550 555 560

Ile Cys Leu Pro Ala Val Tyr Lys Val Phe Pro Thr Ser Ala Pro Leu
565 570 575

Glu Gly Gly Thr Met Leu Thr Ile Cys Gly Trp Asp Phe Gly Phe Lys
580 585 590

Lys Asn Asn Lys Phe Asp Leu Arg Lys Thr Lys Val Leu Leu Gly Asn
595 600 605

Glu Ser Cys Thr Leu Thr Leu Ser Glu Ser Thr Thr Asn Thr Leu Lys
610 615 620

Cys Thr Val Gly Pro Ala Met Ser Glu His Phe Asn Val Ser Val Ile
625 630 635 640

Val Ser Asn Ser Arg Glu Thr Thr Gln Tyr Ser Ala Phe Ser Tyr Val
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645 650 655

Asp Pro Val Ile Thr Ser Ile Ser Pro Arg Tyr Gly Pro His Ala Giy
660 665 670

Gly Thr Leu Leu Thr Leu Thr Gly Lys Tyr Leu Asn Ser Gly Asn Ser
675 680 685

Arg His Ile Ser Ile Gly Gly Lys Thr Cys Thr Leu Lys Ser Val Ser
690 695 700

Asp Ser Ile Leu Glu Cys Tyr Thr Pro Gly His Thr Val Ser Ala Glu
705 710 715 : 720

Phe Pro Val Lys Leu Lys Ile Asp Len Ala Asp Arg Val Thr Ser Ser
725 730 735

Phe Ser Tyr Arg Glu Asp Pro Val Val Ser Glu Ile His Pro Thr Lys
740 745 750

Ser Phe Ile Ser Gly Gly Ser Thr Ile Thr Gly Ile Gly Lys Asn Leu
755 760 765

Asn Ser Val Ser Thr Pro Lys Leu Val Ile Glu Val His Asp Val Gly
770 775 780

Val Asn Tyr Thr Val Ala Cys Gln His Arg Ser Ser Ser Glu Ile Ile
785 790 795 800

Cys Cys Thr Thr Pro Ser Leu Arg Gln Leu Asp Leu Gln Leu Pro Leu
805 810 815

Lys Thr Lys Ala Phe Phe Leu Leu Asp Gly Ile Leu Ser Lys His Phe
820 825 830

Asp Leu Thr Tyr Val His Asp Pro Met Phe Lys Pro Phe Glu Lys Pro
835 840 845

Val Met Ile Ser Met Gly Asn Glu Asn Val Val Glu Ile Lys Gly Asp
850 855 860

Asp Ile Asp Pro Glu Ala Val Lys Gly Glu Val Leu Lys Val Gly Asn
865 870 875 880
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Lys Ser Cys Glu Asn Leu His Trp His Ser Glu Ala Leu Leu Cys Thr
885 890 895

Val Pro Ser Asp Leu Leu Lys Leu Asn Gly Gly Glu Leu Asn Ile Glu
800 905 910

Trp Lys Gln Ala Val Ser Ser Thr Val Leu Gly Lys Val Ile Val Gln
915 920 925

Pro Asp Gln Asn Phe Ala Gly Leun Ile Ile Gly Ala Val Ser Ile Ser
930 935 940

Val Val Val Leu Leu Val Ser Gly Leu Phe Leu Trp Leu Arg Lys Arg
945 950 955 960

Lys His Lys Asp Leu Gly Ser Glu Leu Val Arg Tyr Asp Ala Arg Val
965 970 975

His Thr Pro His Leu Asp Arg Leu Val Ser Ala Arg Ser Val Ser Pro
980 : 985 990

Thr Thr Glu Met Val Ser Asn Glu Ser Val Asp Tyr Arg Ala Thr Phe
995 1000 1005

Pro Glu Asp Gln Phe Pro Asn Ser Ser Gln Asn Gly Ala Cys Arg
1010 1015 1020

Gln Val Gln Tyr Leu Leu Thr Asp Leu Ser Pro Ile Leu Thr Ser
1025 1030 1035

Gly Asp Ser Asp Ile Ser Ser Pro Leu Leu Gln Asn  Thr Val His
1040 1045 1050

Ile Asp Leu Ser Ala Leu Asn Pro Glu Leu Val Gln Ala Val Pro
1055 1060 1065

His Val Val Ile Gly Pro Ser Ser Leu Ile Val His Phe Asn Glu
1070 1075 1080

Val Ile Gly Arg Gly His Phe Gly Cys Val Tyr His Gly Thr Leu
1085 1090 1095

Leu Asp Ser Asp Gly Lys Lys Ile His Cys Ala Val Lys Ser Leu
1100 1105 1110
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Asn Arg Ile Thr Asp Ile Glu Glu Val Ser Gln Phe Leu Thr Glu
1115 1120 A 1125

Gly lle Ile Mét Lys Asp Phe Ser His Pro Asn Val Leun Ser Leu
1130 1135 1140

Leu Gly Ile Cys Leu Arg Ser Glu Gly Ser Pro Leu Val Val Leu
1145 1150 1155

Pro Tyr Met Lys His Gly Asp Leu Arg Asn Phe Ile Arg Asn Glu
1160 1165 1170

Thr His Asn Pro Thr Val Lys Asp Leu Ile Gly Phe Gly Leu Gln
1175 1180 1185

Val Ala Lys Gly Met Lys Tyr Leu Val Ser Lys Lys Phe Val His
1190 1195 1200

Arg Asp Leu Ala Ala Arg Asn Cys Met Leu Asp Glu Lys Phe Thr
1205 1210 1215

Val Lys Val Ala Asp Phe Gly Leu Ala Arg Asp Met Tyr Asp Lys
1220 1225 1230

Glu Tyr Tyr Ser Val His Asn Lys Thr Gly Ala Lys Leu Pro Val
1235 1240 1245

Lys Trp Met Ala Leu Glu Ser Leu Gln Thr Gln Lys Phe Thr Thr
1250 1255 1260

Lys Ser Asp Val Trp Ser Phe Gly Val Leu Leu Trp Glu Leu Met
1265 1270 1275

Thr Arg Gly Ala Pro Pro Tyr Pro Asp Val Asn Thr Phe Asp Ile
1280 1285 1290

Thr Ile Tyr Leu Leu Gln Gly Arg Arg Leu Leu Gln  Pro Glu Tyr
1295 1300 _ 1305

Cys Pro Asp Ala Leu Tyr Glu Val Met Leu Lys Cys Trp His Pro
1310 1315 1320

Lys Ala Glu Met Arg Pro Ser Val Ser Glu Leu Val Ser Arg Ile
1325 1330 1335
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Ser Ser Ile Phe Ser Thr Phe 1Ile Gly Glu His Tyr Val His Val
1340 1345 1350

Asn Ala Thr Tyr Val Asn Val Lys Cys Val Ala Pro Tyr Pro Ser
1355 1360 1365

Leu Leu Pro Ser Gln Asp Asn Ile Asp Gly Glu Ala Asn Thr
1370 1375 1380

<210> 111

<211> 1379
<212> PRT
<213> /ME

<400> 111
Met Lys Ala Pro Thr Val Leu Ala Pro Gly Ile Leu Val Leu Leu Leu
1 5 10 15

Ser Leu Val Gln Arg Ser His Gly Glu Cys Lys Glu Ala Leu Val Lys
20 25 LY

Ser Glu Met Asn Val Asn Met Lys Tyr Glno Leu Pro Asn Phe Thr Ala
35 40 45

Glu Thr Pro Ile Gln Asn Val Val Leun His Gly His His Ile Tyr Leu
50 55 60

Gly Ala Thr Asn Tyr Ile Tyr Val Leu Asn Asp Lys Asp Leu Gln Lys
65 70 : 75 80

Val Ser Glu Phe Lys Thr Gly Pro Val Leu Glu His Pro Asp Cys Leu
85 : 90 95

Pro Cys Arg Asp Cys Ser Ser Lys Ala Asn Ser Ser Gly Gly Val Trp
100 ' 105 110

Lys Asp Asn Ile Asn Met Ala Leu Leu Val Asp Thr Tyr Tyr Asp Asp
115 120 125

Gln Leu Ile Ser Cys Gly Ser Val Asn Arg Gly Thr Cys Gln Arg His
130 135 140

Val Leu Pro Pro Asp Asn Ser Ala Asp Ile Gln Ser Glu Val His Cys
145 150 ) 155 160
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Met Phe Ser Pro Glu Glu Glu Ser Gly Gln Cys Pro Asp Cys Val Val
165 170 175

Ser Ala Leu Gly Ala Lys Val Len Leu Ser Glu Lys Asp Arg Phe lle
180 185 190

Asn Phe Phe Val Gly Asn Thr Ile Asn Ser Ser Tyr Pro Pro Gly Tyr
195 200 205

Ser Leu His Ser Ile Ser Val Arg Arg Leu Lys Glu Thr Gln Asp Gly
210 215 220

Phe Lys Phe Leu Thr Asp Gln Ser Tyr Ile Asp-Val Leu Pro Glu Phe
225 230 235 240

Leu Asp Ser Tyr Pro Ile Lys Tyr Ile His Ala Phe Glu Ser Asn His
245 4 250 255

Phe Ile Tyr Phe Leu Thr Val Gln Lys Glu Thr Leu Asp Ala Gln Thr
260 265 270

Phe His Thr Arg Ile Ile Arg Phe Cys Ser Val Asp Ser Gly Leu His
275 _ 280 285

Ser Tyr Met Glu Met Pro Leu Glu Cys Ile Leu Thr Glu Lys Arg Arg
290 205 300

Lys Arg Ser Thr Arg Glu Glu Val Phe Asn Ile Leu Gln Ala Ala Tyr
305 310 315 320

Val Ser Lys Pro Gly Ala Asn Leu Ala Lys Gln Ile Gly Ala Ser Pro
325 330 335

Ser Asp Asp Ile Leu Phe Gly Val Phe Ala Gln Ser Lys Pro Asp Ser
3490 345 350

Ala Glu Pro Val Asn Arg Ser Ala Val Cys Ala Phe Pro Ile Lys Tyr
355 360 365

Val Asn Asp Phe Phe Asn Lys Ile Val Asn Lys Asn Asn Val Arg Cys
370 375 380

Leu Gln His Phe Tyr Gly Pro Asn His Glu His Cys Phe Asn Arg Thr
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385 390 395 400

Leu Leu Arg Asn Ser Ser Gly Cys Glu Ala Arg Ser Asp Glu Tyr Arg
405 410 415

Thr Glu Phe Thr Thr Ala Leu Gln Arg Val Asp Leu Phe Met Gly Arg
420 425 430

Leu Asn Gln Val Leu Leun Thr Ser Ile Ser Thr Phe Ile Lys Gly Asp
435 440 445

Leu Thr Ile Ala Asn Leu Gly Thr Ser Glu Gly Arg Phe Met Gln Val
450 455 460 :

Val Leu Ser Arg Thr Ala His Leu Thr Pro His Val Asn Phe Leu Leu
465 470 475 480

Asp Ser His Pro Val Ser Pro Glu Val Ile Val Glu His Pro Ser Asn
485 490 495

Gln Asn Gly Tyr Thr Leu Val Val Thr Gly Lys Lys Ile Thr Lys Ile
500 505 510

Pro Leu Asn Gly Leu Gly Cys Gly His Phe Gln Ser Cys Ser Gln Cys
515 520 525

Leu Ser Ala Pro Tyr Phe Ile Gln Cys Gly Trp Cys His Asn Gln Cys
530 535 540

Val Arg Phe Asp Glu Cys Pro Ser Gly Thr Trp Thr Gln Glu Ile Cys
545 550 555 560

Leu Pro Ala Val Tyr Lys Val Phe Pro Thr Ser Ala Pro Leu Glu Gly
565 570 575

Gly Thr Val Leu Thr Ile Cys Gly Trp Asp Phe Gly Phe Arg Lys Asn
580 585 590

Asn Lys Phe Asp Leu Arg Lys Thr Lys Val Leu Leu Gly Asn Glu Ser
595 600 605

Cys Thr Leu Thr Leu Ser Glu Ser Thr Thr Asn Thr Leu Lys Cys Thr
610 615 620
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Val Gly Pro Ala Met Ser Glu His Phe Asn Val Ser Val Ile Ile Ser
625 630 635 640

Asn Ser Arg Glu Thr Thr Gln Tyr Ser Ala Phe Ser Tyr Val Asp Pro
645 650 655

Val Ile Thr Ser Ile Ser Pro Arg Tyr Gly Pro Gln Ala Gly Gly Thr
660 665 670

Leu Leu Thr Leu Thr Gly Lys Tyr Leu Asn Ser Gly Asn Ser Arg His
675 680 685

Ile Ser Tle Gly Gly Lys Thr Cys Thr Leu-Lys Ser Val Ser Asp Ser
690 695 700

Ile Leu Glu Cys Tyr Thr Pro Ala Gln Thr Thr Ser Asp Glu Phe Pro
705 710 715 720

Val Lys Leu Lys Ile Asp Leu Ala Asn Arg Glu Thr Ser Ser Phe Ser
725 730 735

Tyr Arg Glu Asp Pro Val Val Tyr Glu Ile His Pro Thr Lys Ser Phe
740 745 750

Ile Ser Gly Gly Ser Thr Ile Thr Gly Ile Gly Lys Thr Leu Asn Ser
755 760 765

Val Ser Leu Pro Lys Leu Val Ile Asp Val His Glu Val Gly Val Asn
770 775 780

Tyr Thr Val Ala Cys Gln His Arg Ser Asn Ser Glu Ile Ile Cys Cys
785 790 795 800

Thr Thr Pro Ser Leu Lys Gln Leu Gly Leu Gln Leu Pro Leu Lys Thr
805 810 815

Lys Ala Phe Phe Leu Leu Asp Gly Ile Leu Ser Lys His Phe Asp Leu
820 825 830

Thr Tyr Val His Asn Pro Val Phe Glu Pro Phe Glu Lys Pro Val Met
835 840 845

Ile Ser Met Gly Asn Glu Asn Val Val Glu Ile Lys Gly Asn Asn Ile
850 855 860
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Asp Pro Glu Ala Val Lys Gly Glu Val Leu Lys Val Gly Asn Gla Ser
865 870 875 880

Cys Glu Ser Leu His Trp His Ser Gly Ala Val Leu Cys Thr Val Pro
885 890 895

Ser Asp Leu Leu Lys Leu Asn Ser Glu Leu Asn Ile Glu Trp Lys Gln
900 905 910

Ala Val Ser Ser Thr Val Leu Gly Lys Val Ile Val Gin Pro Asp Gln
015 - 920 925

Asn Phe Ala Gly Leu Ile Ile Gly Ala Val Ser Ile Ser Val Val Val
930 035 940

Leu Leu Leu Ser Gly Leu Phe Leu Trp Met Arg Lys Arg Lys His Lys
945 950 955 260

Asp Leu Gly Ser Glu Leu Val Arg Tyr Asp Ala Arg Val His Thr Pro
965 970 975

His Leu Asp Arg Leu Val Ser Ala Arg Ser Val Ser Pro Thr Thr Glu
980 985 990

Met Val Ser Asn Glu Ser Val Asp Tyr Arg Ala Thr Phe Pro Glu Asp
995 1000 1005

Gln Phe Pro Asn Ser Ser Gln  Asn Gly Ala Cys Arg Gln Val Gln
1010 1015 1020

Tyr Pro Leu Thr Asp Leu Ser Pro Ile Leu Thr Ser Gly Asp Ser
1025 1030 1035

Asp Ile Ser Ser Pro Leu Leu Gln Asn Thr Val His Ile Asp Leu
1040 1045 1050

Ser Ala Leu Asn Pro Glu Leu Val Gln Ala Val Gln His Val Val
1055 1060 1065

Ile Gly Pro Ser Ser Leu Ile Val His Phe Asn Glu Val Ile Gly
1070 1075 1080

Arg Gly His Phe Gly Cys Val Tyr His Gly Thr Leu Leu Asp Asn
1085 1090 1095
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Asp Gly Lys Lys Ile His Cys Ala Val Lys Ser Leu Asn Arg Ile
1100 1105 1110

Thr Asp Ile Glu Glu Val Ser Gln Phe Leu Thr Glu Gly Ile Ile
1115 1120 1125

Met Lys Asp Phe Ser His Pro Asn Val Leu Ser Leu Leu Gly Ile
1130 1135 1140

Cys Leu Arg Ser Glu Gly Ser Pro Leu Val Val Leu Pro Tyr Met
1145 1150 1155

Lys His Gly Asp Leu Arg Asn Phe Ile Arg Asn Glu Thr His Asn
1160 1165 1170

Pro Thr Val Lys Asp Leu Ile Gly Phe Gly Leu Gln Val Ala Lys
1175 1180 1185

Gly Met Lys Tyr Leu Ala Ser Lys Lys Phe Val His Arg Asp Len
1190 1195 1200

Ala Ala Arg Asn Cys Met Leu Asp Glu Lys Phe Thr Val Lys Val
1205 1210 1215

Ala Asp Phe Gly Leu Ala Arg Asp Met Tyr Asp Lys Glu Tyr Tyr
1220 1225 1230

Ser Val His Asn Lys Thr Gly -Ala Lys Leu Pro Val Lys Trp Met
1235 1240 1245

Ala Leu Glu Ser Leu Gin Thr Gln Lys Phe Thr Thr Lys Ser Asp
1250 1255 1260

Val Trp Ser Phe Gly Val Leu Leu Trp Glu Leu Met Thr Arg Gly
1265 1270 1275

Ala Pro Pro Tyr Pro Asp Val Asn Thr Phe Asp Ile Thr Ile Tyr
1280 1285 1290

Leu Leu Gln Gly Arg Arg Leu Leu Gln Pro Glu Tyr Cys Pro Asp
1295 1300 1305

Ala Leu Tyr Glu Val Met Leu Lys Cys Trp His Pro Lys Ala Glu
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1310 1315 1320

Met Arg Pro Ser Phe Ser Glu Leu Val Ser Arg Ile Ser Ser Ile
1325 1330 ' 1335

Phe Ser Thr Phe Ile Gly Glu His Tyr Val His Val Asn Ala Thr
1340 1345 1350

Tyr Val Asn Val Lys Cys Val Ala Pro Tyr Pro Ser Leu Leu Pro
1355 1360 1365

Ser Gln Asp Asn Ile Asp Gly Glu Gly Asn Thr
1370 1375

<210> 112
<211> 1382
<212> PRT
<213> R

<400> 112
Met Lys Ala Pro Ala Val Leu Ala Prd Gly Ile Leu Val Leu Leu Phe
1 5 10 , 15

Thr Leu Val Gln Lys Ser Tyr Gly Glu Cys Lys Glu Ala Leu Val Lys
20 25 30

Ser Glu Met Asn Val Asn Met Lys Tyr Gln Leu Pro Asn Phe Thr Ala
35 40 45
Glu Thr Pro Ile Gln Asn Val Val Leu His Lys His His Ile Tyr Leu
50 55 60

Gly Ala Val Asn Tyr Ile Tyr Val Leu Asn Asp Lys Asp Leu Gln Lys
65 70 75 80

Val Ala Glu Tyr Lys Thr Gly Pro Val Leu Glu His Pro Asp Cys Ser
85 90 95

Pro Cys Gln Asp Cys Ser His Lys Ala Asn Leu Ser Gly Gly Val Trp
100 105 110

Glu Asp Asn Ile Asn Met Ala Leu Leu Val Asp Thr Tyr Tyr Asp Asp
115 120 125

Gln Leu Ile Ser Cys Gly Ser Val His Arg Gly Thr Cys Gln Arg His
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130 135 140

Ile Leu Pro Pro Ser Asn Ile Ala Asp Ile Gln Ser Glu Val His Cys
145 150 155 160

Met Tyr Ser Ser Gln Ala Asp Glu Glu Pro Ser Gin Cys Pro Asp Cys
165 170 175

Val Val Ser Ala Leu Gly Thr Lys Val Leu Ile Ser Glu Lys Asp Arg
180 185 ' 190

Phe Ile Asn Phe Phe Val Gly Asn Thr Ile Asn Ser Ser Asp His Pro
195 200 205

Asp His Ser Leu His Ser Ile Ser Val Arg Arg Leu Lys Glu Thr Gln
210 215 220

Asp Gly Phe Lys Phe Leu Thr Asp Gln Ser Tyr Ile Asp Val Leu Pro
225 230 235 240

Glu Phe Arg Asp Ser Tyr Pro Ile Lys Tyr Val His Ala Phe Glu Ser
245 250 255

Asn His Phe Ile Tyr Phe Leu Thr Val Gln Arg Glu Thr Leu Asp Ala
260 265 270

Gln Thr Phe Eis Thr Arg Ile Ile Arg Phe Cys Ser Val Asp Ser Gly
275 280 285

Leu His Ser Tyr Met Glu Met Pro Leu Glu Cys Ile Leu Thr Glu Lys
290 295 _ 300

Arg Arg Lys Arg Ser Thr Arg Glu Glu Val Phe Asn Ile Leu Gln Ala
305 310 315 320

Ala Tyr Val Ser Lys Pro Gly Ala His Leu Ala Lys Gln Ile Gly Ala
325 330 335

Asn Leu Asn Asp Asp Ile Leu Tyr Gly Val Phe Ala Gln Ser Lys Pro
340 345 350

Asp Ser Ala Glu Pro Met Asn Arg Ser Ala Val Cys Ala Phe Pro Ile
355 360 365
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Lys Tyr Val Asn Glu Phe Phe Asn Lys Ile Val Asn Lys Asn Asn Val
370 375 380

Arg Cys Leu Gln His Phe Tyr Gly Pro Asn His Glu His Cys Phe Asn
385 390 305 400

Arg Thr Leu Leu Arg Asn Ser Ser Gly Cys Glu Ala Arg Asn Asp Glu
405 410 415

Tyr Arg Thr Glu Phe Thr Thr Ala Leu Gln Arg Val Asp Leu Phe Met
420 425 430

Gly Gln Phe Asn Gln Val Leu Leu Thr Ser Ile Ser Thr Phe Ile Lys
435 440 445

Gly Asp Leu Thr Ile Ala Asn Leu Gly Thr Ser Glu Gly Arg Phe Met
450 455 460

Gln Val Val Val Ser Arg Ser Gly Leu Ser Thr Pro His Val Asn Phe
465 ' 470 475 480

Arg Leu Asp Ser His Pro Val Ser Pro Glu Ala Ile Val Glu His Pro
485 490 495

Leu Asn Gln Asn Gly Tyr Thr Leu Val Val Thr Gly Lys Lys Ile Thr
500 505 510

Arg Ile Pro Leu Asn Gly Leu Gly Cys Glu His Phe Gln Ser Cys Ser
515 520 525

Gln Cys Leu Ser Ala Pro Pro Phe Val Gln Cys Gly Trp Cys His Asp
530 535 540

Arg Cys Val His Leu Glu Glu Cys Pro Thr Gly Ala Trp Thr Gln Glu
545 550 555 560

Val Cys Leu Pro Ala Ile Tyr Glu Val Phe Pro Thr Ser Ala Pro Leu
565 570 575

Glu Gly Gly Thr Val Leu Thr Val Cys Gly Trp Asp Phe Gly Phe Arg
580 585 590

Arg Asn Asn Lys Phe Asp Leu Lys Lys Thr Lys Val Phe Leu Gly Asn
595 600 605
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Glu Ser Cys Thr Leu Thr Leu Ser Glu Ser Thr Thr Asn Met Len Lys
610 615 620

Cys Thr Val Gly Pro Ala Val Asn Glu His Phe Asn Ile Ser Ile Ile
625 630 635 640

Ile Ser Asn Gly Arg Gly Thr Ala Gln Tyr Ser Thr Phe Ser Tyr Val
645 650 655

Asp Pro Ile Ile Thr Ser Ile Ser Pro Ser Tyr Gly Pro Lys Asn Gly
660 665 670

Gly Thr Leu Leu Thr Leu Thr Gly Lys Tyr Leu Asn Ser Gly Asn Ser
675 680 685

Arg His Ile Ser Met Gly Gly Lys Thr Cys Thr Leu Lys Ser Val Ser
690 695 700

Asp Ser Ile Leu Glu Cys Tyr Thr Pro Ala Gln Ala.Thr Ala Thr Glu
705 710 715 720

Phe Pro Ile Lys Leu Lys Ile Asp Leu Ala Asn Arg Glu Met Asn Ser
725 730 735 '

Phe Ser Tyr Gln Glu Asp Pro Ile Val Tyr Ala Ile His Pro Thr Lys
740 745 750

Ser Phe Ile Ser Gly Gly Ser Thr Ile Thr Ala Val Gly Lys Asn Leu
755 760 765

Asn Ser Val Ser Val Leu Arg Met Val Ile Asp Val His Glu Thr Arg
770 775 780

Arg Asn Phe Thr Val Ala Cys Gln His Arg Ser Asn Ser Glu Ile Ile
785 790 795 800

Cys Cys Thr Thr Pro Ser Leu Gln Gln Leu Asn Leu Gln Leu Pro Leu
805 810 815

Lys Thr Lys Ala Phe Phe Met Leu Asp Gly Ile His Ser Lys Tyr Phe
820 825 830

Asp Leu Ile Tyr Val His Asn Pro Val Phe Lys Pro Phe Glu Lys Pro
835 840 845
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Val Met Ile Ser Ile Gly Asn Glu Asn Val Leu Glu Ile Lys Gly Asn
850 855 860

Asp Ile Asp Pro Glu Ala Val Lys Gly Glu Val Leu Lys Val Gly Asn
865 870 875 880

Lys Ser Cys Glu Thr Ile Tyr Ser Asp Ser Lys Ala Val Leu Cys Lys
885 8§90 895

Val Pro Asn Asp Leu Leu Lys Leu Asn Asn Glu Leu Asn Ile Glu Trp
900 905 910

Lys Gln Ala Val Ser Ser Thr Val Leu Gly Lys Val-Ile Val GIn Pro
015 920 925

Asp Gln Asn Phe Thr Gly Leu Ile Ala Gly Val Ile Ser Ile Ser Thr
930 935 940

Ile Val Leu Leu Leu Leu Gly Leu Phe Leu Trp Leu Lys Arg Lys Lys
945 0950 955 960

Gln Ile Lys Asp Leu Gly Ser Glu Leu Val Arg Tyr Asp Ala Arg Val
965 - 970 975

His Thr Pro His Leu Asp Arg Leu Val Ser Ala Arg Ser Val Ser Pro
980 985 990

Thr Thr Glu Met Val Ser Asn Glu Ser Val Asp Tyr Arg Ala Thr Phe
995 1000 1005

Pro Glu Asp Gln Phe Pro Asn Ser Ser Gln Asn Gly Ser Cys Arg
1010 1015 1020

Gln Val Gln Tyr Pro Leu Thr Asp Leu Ser Pro Met Leu Thr Ser
1025 1030 1035

Gly Asp Ser Asp Ile Ser Ser Pro Leu Leu Gln Asn  Thr Val His
1040 1045 1050

Ile Asp Leu Ser Ala Leu Asn Pro Glu Leu Val Gln Ala Val Gln
1055 1060 1065

His Val Val Ile Gly Pro Ser Ser Leu Ile Val His Phe Asn Glu
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1070 1075 1080

Val Ile Gly Arg Gly His Phe Gly Cys Val Tyr His Gly Thr Leu
1085 1090 1095

Leu Asp Asn Asp Asp Lys Lys Ile His Cys Ala Val Lys Ser Leu
1100 1105 1110

Asn Arg Ile Thr Asp Ile Gly Glu Val Ser Gln Phe Leu Thr Glu
1115 1120 1125

Gly Ile Ile Met Lys Asp Phe Ser His Pro Asn Val Leu Ser Leu
1130 1135 1140

Leu Gly 1Ile Cys Len Arg Ser Glu Gly Ser Pro Leu Val Val Leu
1145 1150 1155

Pro Tyr Met Lys His Gly Asp Leu Arg Asn Phe Ile Arg Asn Glu
1160 1165 1170

Thr His Asn Pro Thr Val Lys Asp Leu Ile Gly Phe Gly Leu Gln
1175 1180 1185

Val Ala Lys Gly Met Lys Tyr Leu Ala Ser Lys Lys Phe Val His
1190 1195 1200

Arg Asp Leu Ala Ala Arg Asn Cys Met Leu Asp Glu Lys Phe Thr
1205 1210 1215

Val Lys Val Ala Asp Phe Gly Lecu Ala Arg Asp Met Tyr Asp Lys
1220 : _ 1225 1230

Glu Tyr Tyr Ser Val His Asn  Lys Thr Gly Ala Lys Leu Pro Val
1235 1240 1245

Lys Trp Met Ala Leu Glu Ser Leu Gln Thr Gln Lys Phe Thr Thr
1250 1255 1260

Lys Ser Asp Val Trp Ser Phe Gly Val Leu Leu Trp Glu Leu Met
1265 1270 1275

Thr Arg Gly Ala Pro Pro Tyr Pro Asp Val Asn Thr Phe Asp Ile
1280 1285 . 1290
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Thr Val Tyr Leu Leu Gla Gly Arg Arg Leu Leu Gln  Pro Glu Tyr
1295 1300 1305

Cys Pro Asp Pro Leu Tyr Glu Val Met Leu Lys Cys Trp His Pro
1310 1315 1320

Arg Ala Glu Leu Arg Pro Ser Phe Ser Glu Leu Val Ser Arg Ile
1325 1330 1335

Ser Ala 1Ile Phe Ser Thr Phe Ile Gly Glu His Tyr Val His Val
1340 1345 1350

Asn Ala Thr Tyr Val Asn Val Lys Cys Val Ala Pro -Tyr Pro Ser
1355 1360 1365

Leu Leu Ser Ser Gln Asp Asn Ile Asp Gly Glu Gly Asp Thr
1370 1375 1380

<210> 113
<211> 1381
<212> PRT
<213> & &

<400> 113
Met Lys Ala Pro Ala Val Leu Val Pro Gly Ile Leu Val Leu Leu Phe
1 5 10 15

Thr Leu Val Gln Arg Ser Asn Gly Glu Cys Lys Glu Ala Leu Ala Lys
20 : 25 30

Ser Glu Met Asn Val Asn Met Lys Tyr Gln Leu Pro Asn Phe Thr Ala
35 40 45

Glu Thr Ala Ile Gln Asn Val Ile Leu His Glu His His Ile Phe Leu
50 : 55 60

Gly Ala Thr Asn Tyr Ile Tyr Val Leu Asn Glu Glu Asp Leu Gln Lys
65 ‘ 70 75 80

Val Ala Glu Tyr Lys Thr Gly Pro Val Leu Glu His Pro Asp Cys Phe
: 85 90 95 .

Pro Cys Gln Asp Cys Ser Ser Lys Ala Asn Leu Ser Gly Gly Val Trp
100 105 110
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Lys Asp Asn Ile Asn Met Ala Leu Val Val Asp Thr Tyr Tyr Asp Asp
115 120 125

Gln Leun Ile Ser Cys Gly Ser Val Asn Arg Gly Thr Cys Gln Arg His
130 135 140

Val Phe Pro His Asn His Thr Ala Asp Ile Gln Ser Glu Val His Cys
145 150 155 160

Ile Phe Ser Pro Gln Ile Glu Glu Pro Asn GIn Cys Pro Asp Cys Val
165 170 ' 175

Val Ser Ala Leu Gly Ala Lys Val Leu Ser Ser Val Lys Asp Arg Phe
180 185 190

Ile Asn Phe Phe Val Gly Asn Thr Ile Asn Ser Ser Tyr Phe Pro His
195 200 205

His Pro Leu His Ser Ile Ser Val Arg Arg Leu Lys Glu Thr Lys Asp
210 215 220

Gly Phe Met Phe Leu Thr Asp Gln Ser Tyr Ile Asp Val Leu Pro Glu
225 230 235 240

Phe Arg Asp Ser Tyr Pro Ile Lys Tyr Ile His Ala Phe Glu Ser Asn
245 250 255

Asn Phe Jle Tyr Phe Leu Thr Val Gln Arg Glu Thr Leu Asn Ala Gln’
260 265 270

Thr Phe His Thr Arg Ile Ile Arg Phe Cys Ser Leu Asn Ser Gly Leu
275 280 285

His Ser Tyr Met Glu Met Pro Leu Glu Cys Ile Leu Thr Glu Lys Arg
290 295 300

Lys Lys Arg Ser Thr Lys Lys Glu Val Phe Asn Ile Leu Gla Ala Ala
305 310 315 320

Tyr Val Ser Lys Pro Gly Ala Gln Leu Ala Arg Gln Ile Gly Ala Ser
325 330 335

Leu Asn Asp Asp Ile Leu Phe Gly Val Phe Ala Gln Ser.-Lys Pro Asp
340 345 350
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Ser Ala Glu Pro Met Asp Arg Ser Ala Met Cys Ala Phe Pro Ile Lys
355 360 365

Tyr Val Asn Asp Phe Phe Asn Lys Ile Val Asn Lys Asn Asn Val Arg
370 375 380

Cys Leu Gln His Phe Tyr Gly Pro Asn His Glu His Cys Phe Asn Arg
385 390 305 400

Thr Leu Leu Arg Asn Ser Ser Gly Cys Glu Ala Arg Arg Asp Glu Tyr

405 410 415

Arg Ala Glu Phe Thr Thr Ala Leu Gln Arg Val Asp.Leu Phe Met Gly
420 425 430

Gln Phe Ser Glu Val Leu Leu Thr Ser Ile Ser Thr Phe Val Lys Gly
435 440 445

Asp Leu Thr Ile Ala Asn Leu Gly Thr Ser Glu Gly Arg Phe Met Gln
450 455 460

Val Val Val Ser Arg Ser Gly Pro Ser Thr Pro His Val Asn Phe Leu
465 470 475 480

Leu Asp Ser His Pro Val Ser Pro Glu Val Ile Val Glu His Pro Leu
485 490 495

Asn Gln Asn Gly Tyr Thr Leu Val Val Thr Gly Lys Lys Ile Thr Lys
500 505 510

Ile Pro Leu Asn Gly Leu Gly Cys Arg His Phe Gln Ser Cys Ser Gln
515 520 525

Cys Leu Ser Ala Pro Pro Phe Val Gln Cys Gly Trp Cys His Asp Lys
530 535 540

Cys Val Arg Ser Glu Glu Cys Pro Ser Gly Thr Trp Thr Gln Gln Ile
545 550 555 560

Cys Leu Pro Ala Ile Tyr Lys Val Phe Pro Thr Ser Ala Pro Leu Glu
565 570 575

Gly Gly Thr Arg Leu Thr Ile Cys Gly Trp Asp Phe Gly Phe Arg Arg
580 585 : 590

328855 64



1770065

Asn Asn Lys Phe Asp Leu Lys Lys Thr Arg Val Leu Leu Gly Asn Glu
595 600 605

Ser Cys Thr Leu Thr Leu Ser Glu Ser Thr Met Asn Thr Leu Lys Cys
610 615 620

Thr Val Gly Pro Ala Met Asn Lys His Phe Asn Met Ser Ile Ile Ile
625 630 635 640

Ser Asn Gly His Gly Thr Thr Gln Tyr Ser Thr Phe Ser Tyr Val Asp
' 645 650 655

Pro Ile Ile Thr Ser Ile Ser Pro Lys Tyr Gly Pro Met Ala Gly Gly
660 665 670

Thr Leu Leu Thr Leu Thr Gly Asn Tyr Leu Asn Ser Gly Asn Ser Arg
675 680 685

His Tle Ser Ile Gly Gly Lys Thr Cys Thr Leu Lys Ser Val Ser Asn
690 695 700

Ser Ile Leu Glu Cys Tyr Thr Pro Ala Gln Thr Ile Ser Thr Glu Phe
705 710 715 720

Ala Val Lys Leu Lys Ile Asp Leu Ala Asn Arg Glu Thr Ser Ile Phe
725 730 735

Ser Tyr Arg Glu Asp Pro Ile Val Tyr Glu Ile His Pro Thr Lys Ser
740 745 750

Phe Ile Ser Gly Gly Ser Thr Ile Thr Gly Val Gly Lys Asn Leu His
755 760 765

Ser Val Ser Val Pro Arg Met Val Ile Asn Val His Glu Ala Gly Arg
770 775 780

Asn Phe Thr Val Ala Cys Gln His Arg Ser Asn Ser Glu Ile Ile Cys
785 790 795 800

Cys Thr Thr Pro Ser Leu Gln Gln Leu Asn Leu Gln Leu Pro Leu Lys
805 810 815

Thr Lys Ala Phe Phe Met Leu Asp Gly Ile Leu Ser Lys Tyr Phe Asp
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820 825 830

Leu Ile Tyr Val His Asn Pro Val Phe Lys Pro Phe Glu Lys Pro Val
835 840 845

Met Ile Ser Met Gly Asn Glu Asn Val Leu Glu Ile Lys Gly Asn Asp
850 855 860

Ile Asp Pro Glu Ala Val Lys Gly Glu Val Leu Lys Val Gly Asn Lys
865 870 875 880

Ser Cys Glu Asn Ile His Leu His Ser Glu Ala Val Leu Cys Thr Val
885 890 895

Pro Asn Asp Leu Leu Lys Leu Asn Ser Glu Leu Asn Ile Glu Trp Lys
200 905 910

Gln Ala Ile Ser Ser Thr Val Leu Gly Lys Val Ile Val Gln Pro Asp
915 920 925

Gln Asn Phe Thr Gly Leu Ile Ala Gly Val Val Ser Ile Ser Ile Ala
930 935 040

Leu Len Leu Leu Leu Gly Len Phe Leu Trp Leu Lys Lys Arg Lys Gln
945 950 955 960

Ile Lys Asp Leu Gly Ser Glu Leu Val Arg Tyr Asp Ala Arg Val His
965 970 975

Thr Pro His Leu Asp Arg Leu Val Ser Ala Arg Ser Val Ser Pro Thr
980 935 990

Thr Glu Met Val Ser Asn Glu Ser Val Asp Tyr Arg Ala Thr Phe Pro
995 1000 1005

Glu Asp Gln Phe Pro Asn Ser Ser Gin Asn Gly Ser Cys Arg Gln~
1010 1015 1020

Val Gln Tyr Pro Leu Thr Asp Met Ser Pro Ile Len Thr Ser Gly
1025 1030 1035

Asp Ser Asp Ile Ser Ser Pro Leu Leu Gln Asn Thr Val His Ile
1040 1045 1050
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Asp Leu Ser Ala Leu Asn Pro Glu Leu Val Gln Ala Val Gln His
1055 1060 1065

Val Val Ile Gly Pro Ser Ser Leu Ile Val His Phe Asn Glu Val
1070 1075 1080

Ile Gly Arg Gly His Phe Gly Cys Val Tyr His Gly Thr Leu Len
1085 1090 1095

Asp Asn Asp Gly Lys Lys Ile His Cys Ala Val Lys Ser Leu Asn
1100 1105 1110

Arg Ile Thr Asp Ile Gly Glu Val Ser Gln Phe Leu Thr Glu Gly
1115 1120 1125

Ile Ile Met Lys Asp Phe Ser His Pro Asn Val Leu Ser Leu Leu
1130 1135 1140

Gly Ile Cys Leu Arg Ser Glu Gly Ser Pro Leu Val Val Leu Pro
1145 1150 1155

Tyr Met Lys His Gly Asp Leu Arg Asn Phe Ile Arg Asn Glu Thr
1160 1165 1170

His Asn Pro Thr Val Lys Asp Leu Ile Gly Phe Gly Leu Gln Val
1175 1180 1185

Ala Lys Gly Met Lys Tyr Leu Ala Ser Lys Lys Phe Val His Arg
1190 1195 1200

Asp Leu Ala Ala Arg Asn Cys Met Leu Asp Glu Lys Phe Thr Val
1205 1210 1215

Lys Val Ala Asp Phe Gly Leu Ala Arg Asp Met Tyr Asp Lys Glu
1220 1225 1230

Tyr Tyr Ser Val His Asn Lys Thr Gly Ala Lys Leu Pro Val Lys
1235 1240 1245

Trp Met Ala Leu Glu Ser Leu Gln Thr Gln Lys Phe Thr Thr Lys
1250 1255 1260

Ser Asp Val Trp Ser Phe Gly Val Leu Leu Trp Glu Leu Met Thr
1265 1270 1275
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Arg Gly Ala Pro Pro Tyr Pro Asp Val Asn Thr Phe Asp Ile Thr
1280 1285 1290

Val Tyr Leu Leu Gln Gly Arg Arg Leu Leu Gln Pro Glu Tyr Cys
1295 1300 1305

Pro Asp Pro Leu Tyr Glu Val Met Leu Lys Cys Trp His Pro Lys
1310 1315 1320

Ala Glu Met Arg Pro Ser Phe Ser Glu Leu Val Ser Arg Ile Ser
1325 1330 1335

Ala Ile Phe Ser Thr Phe Ile Gly Glu His Tyr Val His Val Asn
1340 1345 1350

Ala Thr Tyr Val Asn Val Lys Cys Val Ala Pro Tyr Pro Ser Leu
1355 1360 1365

Leu Ser Ser Glu Asp Asn Ala Asp Asp Glu Val Asp Thr
1370 1375 1380
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25 106133389 SEEAIHER S
11045 12 A 28 HEIEERE

HEEE T #FHE

— &R EGEEBHTIORNVINDZESRBRZ
B

() —B&EH > Has

SEQ ID NO :
SEQ ID NO :
SEQ ID NO :
SEQ ID NO :
SEQ ID NO :

SEQ ID NO :

(ii) — &

SEQ ID NO :
SEQ ID NO :
SEQ ID NO :
SEQ ID NO :
SEQ ID NO :

SEQ ID NO :

1 8 2 2~ CDR-L1 ~

16 & 17 2 CDR-L2 ~

26 5 27 2 CDR-L3 -

50 5 51 2z CDR-HI -
62 5 63 2 CDR-H2 ~ &
79 = 80 7 CDR-H3 ;
R HEdE

38 4 2 CDR-LI1 -~

18 5 19 2 CDR-L2 -

28 & 29 2 CDR-L3 -

52 B 53 2 CDR-HI -
64 5 65 2 CDR-H2 » K

81 5 82 ¥ CDR-H3 ;

(iii) —E&E&EEH > B3

SEQ ID NO :
SEQ ID NO :
SEQ ID NO :
SEQ ID NO :
SEQ ID NO :

SEQ ID NO:

328855-Bl {£1ERK

58 6 2 CDR-LI1 -~

20 8, 21 Z CDR-L2 -~

30 3, 31 Z CDR-L3 »~

54 & 55 2 CDR-HI1 »~
66 & 67 ~x CDR-H2 ~ }

83 B, 84  CDR-H3 ;
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(iv) —E&&H > Eaa

SEQ ID NO: 7 & 8 2 CDR-LI1 -

SEQ ID NO : 22 &; 23 z CDR-L2 -

SEQ ID NO : 34 g 35 ~ CDR-L3 »~

SEQ ID NO : 56 5, 57 2 CDR-H1

SEQ ID NO : 68 B, 69 > CDR-H2

SEQ ID NO : 85 B, 86 2 CDR-H3 ;

(v) —H&ECH > HEa

SEQIDNO: 9&;, 10 2 CDR-L1 ~

SEQ ID NO : 24 & 25 7 CDR-L2 -

SEQ ID NO : 34 &, 35 2 CDR-L3 -

SEQ ID NO : 58 5 59 > CDR-H1

SEQ ID NO: 70 & 71 -z CDR-H2

SEQ ID NO : 87 & 88 x CDR-H3 ;

(vi)y —BESH >  HE3

SEQ ID NO : 11 8 12 ~ CDR-L1 »
SEQ ID NO : 24 & 25 z CDR-L2 -

SEQ ID NO : 34 &, 35 2 CDR-L3 ~

SEQ ID NO : 58 8 59 ~ CDR-H1

SEQ ID NO : 74 8, 75 Z CDR-H2

SEQ ID NO : 90 B, 91 ~ CDR-HS3 ;

(vii) —EESH > HEg&

SEQ ID NO: 11 8 12  CDR-L1 -

SEQ ID NO : 24 8, 25 Z CDR-L2 -~

328855-B1 {EIEMR 2
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) : %5 106133389 BEEFHHEEER

110412 A 28 HEEEHRE

SEQ ID NO :

34 8 35 2 CDR-L3 -~
SEQ ID NO : 58 & 59 > CDR-HI1 -~
SEQ ID NO : 72 8, 73 Z CDR-H2 - &
SEQ ID NO : 88 B, 89 2 CDR-H3 ; H f »

ZEaH AR NEARE&ESH K -

2. AHFREMNEESE | EfL2E58 - Hhaa

SEQ ID NO :

SEQ ID NO :

98 10 2 CDR-L1 -~

24 5 25 2 CDR-L2 -
SEQ ID NO : 34 % 35 2 CDR-L3 -
SEQ ID NO : 58 5 59 2 CDR-HI -
SEQ ID NO : 70 5 71 2 CDR-H2 -+ }
SEQ ID NO : 87 = 88 » CDR-H3 -
3. AMHFEEMNEESR 1 HAiLZ2E a8 KBS SEQID
NO : 47 5 108 -
AN FENEES | HF R ZEaH LA E3 SEQID
NO : 47 & 106 -
5. I FEMNBESE 1 EMAZESE XA SEQID
NO : 47 = 105 -
6. WHFFMNMER 1 HAMALZEaH EAEa
NO : 48 = 108 -
7. WHFEEMNEESE 1 ZE cETE-HALZE&SH K
o ZETE BIUE -
MHFENEES | ZHFE—HATAZE SR H
oo ZEEMEABRBEMARSEF cMET Z A1k -

co
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1104 12 B 28 HIEFEHE
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0. M A EFEES 15 6 HP L HF R &R =
Y Ty LRy T

1. —EEEARY > HOSHFEARES 1 £ 10 5
F—EFkrEan RE®ELTHESYRYE B
A R h A

1. —EEFEREHEEABES 1 £ 0EDE—H
B ik > 452 Bl 2 F R B PR DSOS 08 B A 5 5E LB
B R R Y

BUHFEAEES REAAY AR EP o RELH
WA EES AR —REEAMER Y MET
> 4 B 5 T BE B -

B EAEES DEFR AR XD BESH
M — %S MEE MET 2@ 2B %5 N EIRFS
— S EER MET 2B ZET -

IS EEAGES 25 4EGE—EFL TR &
P RERRERBEAS BB AE DR B
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GEMAEBRE RN RS R e ER
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25 106133389 SEEF|EHEAZE
110 4£ 12 B 28 BEEEHRE

~

17,40 A RIS 16 EF LY A B RS
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> 41 F 51 3 AR B -

IS MBS EAGES 6 HF RSN Hh > %Ea
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