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[ty ]

[0001] ASEHA R AEVsdhinenis - Bagtt - A2 R A JR(EDTTRA
PR R ELIER - R » A R AE SR A Trk AR A R{EDTRZE
HPtRGa R B~ B+ ~ RERGS - EEAE - Y0 EY) - BEERRNU
R ATk ARYER T & -

[ SeAidir]

[0002] HAIERAK EEHEEE T EROR - R IR 5 FHEmEE - 4
FEEREADIREE (NSAIDs ) B RS - LA R HHamREEE -
AT > NSAIDs {74%. " £ TERUE | - PR EAEE R EI30% /Y7 ERERE M1 MR
BEIEREEME - 20%H R BB FEM 1 HEEYIMTEE - 1E5h - NSAIDsTFEIE B
BERLMEZeMRE - REIFHEARE DU AR o 0 - HEmEE - 245
BRI B BB R A AV IR ORI R EE 2 EITE A - Ry E

L HHIEY) -

[0003] &4 R RE (NGF - nerve growth factor ) Z:BLERFHYFHIAE
AR - EEIEIBAS G S HII T THIE EROSIE( tyrosine-nase » TrkA) 285 BLE)
NGF-TrKA{S5RAR » 22 R/ MVERVEERL - BT REAFAIL R R A (A
ERVAER - (EMS BRI - EEDIRIEEURTE - tH7ER - [HEINGF-

F1H > £ 47 HEHRWD
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TrkA (S 57 1] LIRSV R RORAR B 188 - NGF-TrkA(S5 /S S5
BUSEIREEYIN A SEEE - ZAMNGF I RE A AN RS A SEN IRt - Ed

TrkA LSS RS B METIE M 45 G TkAZRE » F{E W] DIBHETNGFH TrkA(Z 5%
FFEHVEE) - A REHIHTEIR S50 - A g3 A G Y INGFY A
HRINGFRTE A B BAETRSE S A T I ERIER - HIE - $FHNGF-TrkA
YRR EYEE I Trk ARYSETREEY) - TIRE AR —TE TRV G IREEE -

[0004] 7= AFHHEMYIERYE se 2 LAgHY e MR BT ER B A&
AEESHEE > BRI EEN N EERGEIAE T E - B > BETEPEE
AHEEA R - 3 B E AR AR - B — e R E QAR ATHAE R
M > AKEESACHE AR M RIARAE YA - A R A B RS
NEYEE - IR R B Ui & e R M B Be P2 - S E PRI a i
(O 0 B I B R RV B ) LS A T — RS SR - (HIAAG 71
e R IR -

[SHANE]

[0005] AHFEEELFHAR TYIREM S ERYEIR MIE LAY

[0006] NGF-TrkA{Z5REEE(F BR300 A SRR 2810y S R: - 1R
ETkA R EIED IR B EAVIE S G TKAZAS - MMEH DIHEINGFH TrkA(S
B HIELE - AREIHIRIRES AV ELE - A gL G ERPINGFRRS
P AINGFRT REY B REEIRSE A T MR EEIFR - (HRIRTkAS 522
AEfA R E - EnEEIHER T DI Trk AR e P DUAGHYERELEEOR » HK > S TTHETkA
TRV FE NP M B e SR e MR - It - sGTiE ey

F2H > 47T HEHRIE
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TrkARYEE e fE DR SR E ELETK -

[0007] AHERIZIH A G ERThithERE S| T — M Ay B A
SRR IRV DITRA B Se PR AS - FEEENYE - #9 AEm 2R ok R DT
TrKABETEE TR R ERUER T R L e PEbiae - BRsHt - BT hiin
B SR 15 EHY EUR T TrK A B 5o P AR A FRIE T E @R R A ORAY » (Red R
HUTrK AR ST[ZDIAS P EAYCDR » B5] T — 25D Trk ARy R LB SElE DT
S o BHHAEH - AFEEFTEGAYIE S RCDIREEY) - EATARKREH
TrkABTEEDIAS23E 1 2EEA— SNSRI G - NMERESFT ZMEAVIE RS &
TrkAZHES » FHEINGFRITrkASS & - ARG - M EAEEL R ARk &bt
TrkA B e [EDiAe B A ERRY R RV DU EE RSB 228 -

[0008] EHr - NEBEDITKARETEDIAE23EI2EASEQID NO * 177
TR P4 RV B # a1 S8 & VHO » FISEQ ID NO : R Bl Fr 51 AR g ] 88
[EVLO -

[0009] FEASBHRIRYSE— D7 » ASFBHTRH T —THeE S S 3
TrkARY N ED IR DRSS & 1 B - MBSV E ] - FribiaesH it
Fesah REAEEEE - HEESEQ ID NO:41FT/RAYVH-CDRI ~ SEQ ID
NO:425(SEQ ID NO:43f A VH-CDR2FISEQ ID NO:44F7~AJVH-CDR3 ; il
iR ] 4 - A S SEQ ID NO:4SHT7REYVL-CDR1 ~ SEQ ID NO:46E(SEQ ID

NO:47FEYVL-CDR2FISEQ ID NO:48F RAJVL-CDR3 -

GYAFTNYWLG (SEQID NO:41) -
DFYPRTGNTF (SEQID NO:42) -
[0010] GFYPRTGNTF (SEQID NO:43) -
[0011] ARAGTGFDY (SEQIDNO:44) -

F3H - 44T HEYRRIAE)
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[0012] ENVGGYVS (SEQIDNO:45) -
[0013] GASSRHT (SEQID NO:46) -
[0014] GASSRAT (SEQIDNO:47) -
[0015] NYIYPFT (SEQIDNO:48) -

[0016]) fRIBAZEEANE GG - Frathiiesi RS & R R B A EiE ]
£14:SEQ ID NO:41F=f#JVH-CDR1 ~ SEQ ID NO:42Ff~EJVH-CDR2

FISEQ ID NO:44F77~AYVH-CDR3 ; Fl

[0017]) RO » HASSEQ ID NO:4SETAYVL-CDR1 ~ SEQ ID

NO:46ET BT T:H VL-CDR2FISEQ ID NO:48FT 1< VL-CDR3 -

4B4 Ej:

[0018]) fRIBAZEEAMNE A - Fralthiesi RS & R R B A EiE ]
£14:SEQ ID NO:41F=fJVH-CDR1 ~ SEQ ID NO:43Ff~EJVH-CDR2

FISEQ ID NO:44F-~HYVH-CDR3 ; #[I

[0019]) RO » HA2SSEQ ID NO:4SETRAYVL-CDR1 ~ SEQ ID

NO:46ET BT T:H VL-CDR2FISEQ ID NO:48FT 1< VL-CDR3 -

a3n ln:n

[0020]) fRIBAZEEANE GG - Frathiiesi RS E R R B A EiE ]
£14:SEQ ID NO:41F=f#JVH-CDR1 ~ SEQ ID NO:42Ff~EJVH-CDR2

FISEQ ID NO:44F-~HYVH-CDR3 ; #[I

[0021]) EREHOTEE » HASSEQ ID NO:4SETRAYVL-CDR1 ~ SEQ ID

NO:47ET BT T<H VL-CDR2FISEQ ID NO:48F7 1< VL-CDR3 -

A o

[0022]) fRIBAZEEANE GG - FrathiiesiE RS G R R B A EiE ]
£14:SEQ ID NO:41F=fJVH-CDR1 ~ SEQ ID NO:43Ff~EJVH-CDR2

FISEQ ID NO:44F-~HYVH-CDR3 ; #[I

[0023] #RQE O] 414 > 4 SEQ ID NO:45f77REYVL-CDR1 ~ SEQ ID

NO:47FEYVL-CDR2FISEQ ID NO:48F RAJVL-CDR3 -

110143134
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[0024] FRIZAZEHTERG] - Prdisss  ESiRE & R EREASEQ ID
NO : 2-8{F—JAFT R AR Py HY B 0] & - FISEQ ID NO : 10~13{F—THFT
AL PR RES S AT SR (& - AR - ATl ] & E & EURAYCDRAIAR
HREZR (& -

[0025] #EAF 4G » SEQID NO : 2-8{ 7l 5 VHI-VH7 - SEQ ID
NO : 10~ 13 ZHE B VL1-VL4 -

[0026] VH0:QVQLQQSGAELVRPGTSVKISCKASGYAFTNYWLGWM

KQRPGHGLEWIGDFYPRTGNTFYNENFKGKVTLTADKSSNTAYMQLSSLTSE

DSAVYLCARAGTGFDYWGQGTTLTVSS (SEQID NO:1)

[0027] VH1:EVQLLESGGGLVQPGGSLKLSCKASGYAFTNYWLGWM

KQRPGHGLEWIGDFYPRTGNTFYNENFKGKVTLTADKSSNTAYMQLSSLTSE

DSAVYLCARAGTGFDYWGQGTTLTVSS (SEQID NO:2)

[0028] VH2:EVQLLESGGGLVQPGGSLKLSCKASGYAFTNYWLGWM

KQRPGHGLEWIGGFYPRTGNTFYNENFKGKVTLTADKSSNTAYMQLSSLTSE

DSAVYLCARAGTGFDYWGQGTTLTVSS (SEQID NO:3)

[0029] VH3:EVQLLESGGGLVQPGGSLKLSCKASGYAFTNYWLGWM

KQRPGHGLEWIGDFYPRTGNTFYNENFKGQVTMSVDKSITTAYLQWNSLKA

SDTAMYYCARAGTGFDYWGQGTTLTVSS (SEQIDNO:4)

[0030] VH4:QVQLVQSGVEVKKPGASVKVSCKASGYAFTNYWLGW

MKQRPGHGLEWIGDFYPRTGNTFYNENFKGQVTMSVDKSITTAYLQWNSLK

ASDTAMYYCARAGTGFDYWGQGTTLTVSS (SEQ ID NO:5)

[0031] VH5:QVQLVQSGVEVKKPGASVKVSCKASGYAFTNYWLGW

MKQRPGHGLEWIGDFYPRTGNTFYNENFKGKVTITADKSITTAYMQLSSLKA

BSH - 447 HEYRRIAE)
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SDTAVYYCARAGTGFDYWGQGTTLTVSS (SEQID NO:6) -

[0032] VH6:QVQLVQSGVEVKKPGASVKVSCKASGYAFTNYWLGW

VKQRPGHGLEWIGDFYPRTGNTFYNENFKGKVTITADKSITTAYMQLSSLKA

SDTAVYYCARAGTGFDYWGQGTTLTVSS (SEQID NO:7) -

[0033] VH7:QVQLVQSGVEVKKPGASVKVSCKASGYAFTNYWLGW

MKQRPGHGLEWIGDFYPRTGNTFYNENFKGKVTLTADKSSNTAYMQLSSLT

SEDSAVYLCARAGTGFDYWGQGTTLTVSS (SEQID NO:8) -

[0034] VLO:SIVMTQSPKSMSMSVGERVTLSCKASENVGGYVSWYQQ

KPDQSPKLLIYGASSRHTGVPDRFTGSGSETDFTLTISSVQAEDLAAYHCGQN

YIYPFTFGGGTKLEIK (SEQID NO:9) -

[0035] VLI:EIVMTQSPATLSLSVGERVTLSCKASENVGGYVSWYQQ

KPDQSPKLLIYGASSRHTGVPDRFTGSGSETDFTLTISSVQAEDLAAYHCGQN

YIYPFTFGGGTKLEIK (SEQ ID NO:10) -

[0036] VL2:EIVMTQSPATLSLSVGERVTLSCKASENVGGYVSWYQQ

KPDQSPKLLIYGASSRATGVPDRFTGSGSETDFTLTISSVQAEDLAAYHCGQN

YIYPFTFGGGTKLEIK (SEQID NO:11) -

[0037] VL3:EIVMTQSPATLSLSVGERVTLSCKASENVGGYVSWYQQ

KPDQSPKLLIYGASSRHTGVPARFSGSGSGTDFTLTISSLEPEDFAVYHCGQN

YIYPFTFGGGTKLEIK (SEQID NO:12) -

[0038] VL4:EIVLTQSPATLSLSPGERATLSCKASENVGGYVSWYQQK

PDQSPKLLIYGASSRHTGVPDRFTGSGSETDFTLTISSVQAEDLAAYHCGQNY

IYPFTFGGGTKLEIK (SEQ ID NO:13) -
[0039] EH - BICGREN > 575 Ry EE § ] S81& CDR 751 FLIEE § 1] 22 (& CDR
o1 e

FOH - 4k 47 HEYRRIAE)
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[0040] MRIEASZIARIERED] - Fratbises  HbiRGS G R REAES T
AL BB A ] 28 [ R g o] SB[

[0041] (a) FHSEQID NO : 2Rl ARa 5 IHY B i) S @ A1 SEQ
ID NO : 10FT e Bl B 7 S e n] S8 1

[0042] (b) FHHSEQID NO : 4R kA EE P4 B # n] S & A FH SEQ
ID NO : 10F Rk ANz P3| HES a2 5 B

[0043] (c) FHSEQID NO : 4FfRiARa ey IHY B i) S @ A1 SEQ
ID NO : VIR A B B 5 S o] S5 1 -

[0044] MRIEASZHRIEHEG] - Fratias s HPURSE & R B M0
Trk AHJAESNE -

[0045] MRIEASZIARIEREG] - Fraithine A EHEIE2R & Ay R ES A
HE AN E Dy — - Pl E e E Py AR E A Y SR B A R 1gGHt
AEECELZE AT - MEM AT LHU AR HY TR R O] LB B A R PR -

[0046] RIZASZIHRIEHEG] - Fraihiash s € &2k 5 7 AJRRY
Kappaf & #IALE & 5 B E @R B N RIgGARY E A EE -

[0047] MRIEASZIHRIEHEG] - FratiasryFclaisiil RIgG4Er 4= A1HY
FctHEEELAS10P » F16A » L17A » R191KZE8 DL ;7229 K-zesss - Hpr > il
Fe BB BHYE ML AN R IgG4ET 42 BIFcFP4ISEQ ID NO: 16T R B BE Fr 21
{TENIHY - 40S10P » ZHESEQ ID NO: 16T /R ENE FP A S 101 SZE2 KPP - i}
THAHE - NS - FrllbiieiIFcl@ I B A FallZe 8 DI R irI1% - DLRsHTE
M REM T LIGREERS © DRI F =t EELR -

[0048] ESKYGPPCPSCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQD

WLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVS
FTH - 44T HETRRIAE)

110143134 FEHESE A0202 1133291601-0



1880048 1135118148 FREEE

LTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSR
WQEGNVFSCSVMHEALHNHYTQKSLSLSLGK (SEQ ID NO:16) -

[0049] MRIEASHRIEHES] - FraliiieiiE a2 RFPFISEQ ID
NO: 14815F7 »

[0050] RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWK
VDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQG
LSSPVTKSFNRGEC (SEQID NO:14) -

[0051] ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNS
GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVD
KRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQ
EDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKG

FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQEGNVF
SCSVMHEALHNHYTQKSLSLSLG (SEQID NO:15) -

[0052] EHH > EZESEQ ID NO: M4BT RGN E &Y = R P51 RlgG4
CHRNEE - RFSEQ ID NO: ISHrRATHiiR I E EHY = R 75| B iEIgGAE 1AL
EEAIFCE > HH o IgGASE N E R Y15

ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTF
PAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRYV - Fcl& &5 ]|

ESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDP
EVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKC

KVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYP

F8H - 447 HETRRIAE)
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SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQEGNVFESCS
VMHEALHNHYTQKSLSLSLG -

[0053] HRIEASEHANECH] > Araltyiae B3 SEQ ID NO:17~23{E—THFT
AR A B HER RS SEQ 1D NO:24~27{T—THRTRZ A B Fr 5 AEEE -
FEAHIFE T - SEQID NO : 17~23{K X #iff AH1-H7 - SEQ ID NO @ 24~27{ X
et BL1-LA - 5550 - NERGDITrkABL £ HTAE23E12H/ASEQ ID NO : 285
TN R Y IRV ESEHO > FISEQ ID NO © 29F 7Rz Bl Fr 5 [HVREZELO -

[0054] H1:EVQLLESGGGLVQPGGSLKLSCKASGYAFTNYWLGWMK
QRPGHGLEWIGDFYPRTGNTFYNENFKGKVTLTADKSSNTAYMQLSSLTSED
SAVYLCARAGTGFDYWGQGTTLTVSSASTKGPSVFPLAPCSRSTSESTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTK
TYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRV
VSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQV YTLPPS

QEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL

YSKLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLG (SEQ ID
NO:17) -

[0055] H2:EVQLLESGGGLVQPGGSLKLSCKASGYAFTNYWLGWMK
QRPGHGLEWIGGFYPRTGNTFYNENFKGKVTLTADKSSNTAYMQLSSLTSED
SAVYLCARAGTGFDYWGQGTTLTVSSASTKGPSVFPLAPCSRSTSESTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTK
TYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTL

MISRTPEVTCVVVDVSQEDPEVQFNWY VDGVEVHNAKTKPREEQFNSTYRV

RIH - 4k 47 HETRRIAE)
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VSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPS

QEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL

YSKLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLG (SEQ ID
NO:18) -

[0056] H3:EVQLLESGGGLVQPGGSLKLSCKASGYAFTNYWLGWMK
QRPGHGLEWIGDFYPRTGNTFYNENFKGQVTMSVDKSITTAYLQWNSLKAS
DTAMYYCARAGTGFDYWGQGTTLTVSSASTKGPSVFPLAPCSRSTSESTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGT
KTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDT
LMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYR
VVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPP

SQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFF

LYSKLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLG ( SEQ ID
NO:19) -

[0057] H4:QVQLVQSGVEVKKPGASVKVSCKASGYAFTNYWLGWM
KQRPGHGLEWIGDFYPRTGNTFYNENFKGQVTMSVDKSITTAYLQWNSLKA
SDTAMYYCARAGTGFDYWGQGTTLTVSSASTKGPSVFPLAPCSRSTSESTAA
LGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLG
TKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKD
TLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLP

PSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSF

FLYSKLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLG (SEQ ID

NO:20) -
$105 - 3k 47 HEHEHRHD)
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[0058] H5:QVQLVQSGVEVKKPGASVKVSCKASGYAFTNYWLGWM
KQRPGHGLEWIGDFYPRTGNTFYNENFKGKVTITADKSITTAYMQLSSLKAS
DTAVYYCARAGTGFDYWGQGTTLTVSSASTKGPSVFPLAPCSRSTSESTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGT
KTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDT
LMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYR
VVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPP

SQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFF

LYSKLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLG ( SEQ ID
NO:21) -

[0059] H6:QVQLVQSGVEVKKPGASVKVSCKASGYAFTNYWLGWV
KQRPGHGLEWIGDFYPRTGNTFYNENFKGKVTITADKSITTAYMQLSSLKAS
DTAVYYCARAGTGFDYWGQGTTLTVSSASTKGPSVFPLAPCSRSTSESTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGT
KTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDT
LMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYR
VVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPP

SQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFF

LYSKLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLG ( SEQ ID
NO:22) -

[0060] H7:QVQLVQSGVEVKKPGASVKVSCKASGYAFTNYWLGWM
KQRPGHGLEWIGDFYPRTGNTFYNENFKGKVTLTADKSSNTAYMQLSSLTSE
DSAVYLCARAGTGFDYWGQGTTLTVSSASTKGPSVFPLAPCSRSTSESTAAL

GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGT
FUH > 3L 47 HEEHRHD
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KTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDT
LMISRTPEVTCVVVDVSQEDPEVQFNWY VDGVEVHNAKTKPREEQFNSTYR
VVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPP

SQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFF

LYSKLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLG ( SEQ ID
NO:23) -

[0061] L1:EIVMTQSPATLSLSVGERVTLSCKASENVGGYVSWYQQK
PDQSPKLLIYGASSRHTGVPDRFTGSGSETDFTLTISSVQAEDLAAYHCGQNY
IYPFTFGGGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVT
HQGLSSPVTKSFNRGEC (SEQID NO:24) -

[0062] L2:EIVMTQSPATLSLSVGERVTLSCKASENVGGYVSWYQQK
PDQSPKLLIYGASSRATGVPDRFTGSGSETDFTLTISSVQAEDLAAYHCGQNY
IYPFTFGGGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVT
HQGLSSPVTKSFNRGEC (SEQID NO:25) -

[0063] L3:EIVMTQSPATLSLSVGERVTLSCKASENVGGYVSWYQQK
PDQSPKLLIYGASSRHTGVPARFSGSGSGTDFTLTISSLEPEDFAVYHCGQNYI
YPFTFGGGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKYV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVT
HQGLSSPVTKSFNRGEC (SEQID NO:26) -

[0064] L4:EIVLTQSPATLSLSPGERATLSCKASENVGGYVSWYQQKP
DQSPKLLIYGASSRHTGVPDRFTGSGSETDFTLTISSVQAEDLAAYHCGOQNYI

YPFTFGGGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKYV
FI2H - 3t 47 H(EPERE)
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QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVT
HQGLSSPVTKSFNRGEC (SEQID NO:27) -

[0065] HO:QVQLQQSGAELVRPGTSVKISCKASGYAFTNYWLGWMK
QRPGHGLEWIGDFYPRTGNTFYNENFKGKVTLTADKSSNTAYMQLSSLTSED
SAVYLCARAGTGFDYWGQGTTLTVSSASTKGPSVFPLAPCSRSTSESTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTK
TYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEAAGGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVSQEDPEVQFNWY VDGVEVHNAKTKPREEQFNSTYRV
VSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPS

QEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL

YSKLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLG (SEQ ID
NO:28) -

[0066] LO:SIVMTQSPKSMSMSVGERVTLSCKASENVGGYVSWYQQK
PDQSPKLLIYGASSRHTGVPDRFTGSGSETDFTLTISSVQAEDLAAYHCGQNY
IYPFTFGGGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVT
HQGLSSPVTKSFNRGEC (SEQID NO:29) -

[0067] ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNS
GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDK
KVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNG
KEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLV

KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN

VESCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO:49) -
FI3H - 347 HEPERE)
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[0068] _EFSEQ ID NO:ASFTRATHIAR A E & Y 2 K75 el fiilg G E i
WEERIFCE - Ko - 1gGIEENEE I 5
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTF
PAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKV > Fcl&55]]
EPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHE
DPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY
KCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGF

YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVES

CSVMHEALHNHYTQKSLSLSPGK -

[0069] MRIEAZHRIEHS - Fraliiie R AR iRe B E T IR E i
PRS-

[0070] (a) HSEQID NO : 17FREzE B -5 BV AT FHSEQ ID
NO : 24Ff7RRZ BB P 5 RIS |

[0071] (b) FHSEQID NO : 19F7RigER -5 R E# A SEQ 1D
NO : 24FRRZ B BE P2 RIS © B

[0072] (c) HSEQID NO : 19F7REZE B -5 BV EE AT FHSEQ 1D
NO : 25Ff7RHZ B B2 PP 5 S g -

[0073] FEAHFH > EAHIAIL AR HY B A IGHGA & ## [E] AU A
Kappa[RI RIS HEEY \R{C B2 DTRe il BH1L1-1gG4 - FAlH3RIL1ATEHEAY
HAIGHGAE # [ RN K appal =] RS SRS 4778 FyH3L1-1gG4 > _FHTH3FIL2
sl piH B IGHGA E #[F) RN Kappa F) RIS SR TG il AyH3L2-1gG4 > _F 3l
HIFIL1FT4R Y B A IGHG 1 & ## [F] AU N1 K appa [F| BYEHEHY R LB w2 AR

Tl RHIL1-1gG1 - {RIAHE -
SEI4T] » 4k 47 FHIHHTE)
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[0074] tREEAIFFEARIVE RG] - Fraibiie B iR - 2RI -
CDR1EIiAS -

[0075]) FRAZAZFIRRIE MG - AT EE SRS B FESEQ ID NO:2-8{F—IH
PR BB A5 B EE 0] 82 & FISEQ 1D NO: 10-13{FE—THFR B A B Fr 3 YR
R ] BRI+ EL - T I B T B Y i 38 8 R K in ke BEL T RS 88 T SR IS YN
i A A - BT IR B ] B8 1 Y Clis 388 28 2 R Tinkeer B T 271 8 8 P S22 [E AN A
i o FREERIARYE - A EEPTIAY S TAREY T AR linker | TN EREEN RS
B A PSR O RIS S T S B S EL ] Ry B B S L AS Y o A Bk linker -
o] R ES B R TAF B SUE R AV ERE K Linker « fEFELEHETT 0 - Fraftise
FRAT LU E S GHYZRK » (a0 - HAJLIEEH (G)3-S(BI“GGGS”) ~ (G)4-S (AP
“GGGGS”)FI(G)5-S (AI“GGGGGS”) » HHGGGGSGGGGSGGGGS -

[0076] fREEAFIAGIE NG - Fraibi/R4s & R B EffFab » Fab® ~ F
(ab) 2~ F (ab’) 2~ Fv ~ scFv-Fel&ZEH ~ schv-FvEla & DU/ Nk Bl B
(AN E

[0077] TEASEERAYEE —J7H » AR T —1EZB 7T - A
HARYEERE] - Ptk sy F4RiSATE ATk e bR L URGE & B - IRIEAE
AR B (GBS o0+ PRt A DLAS BT RES & 1 B AT 2B e 45 & TrkA - [H
ETNGFFITrkARY4E &

[0078] tREEAFFEARVENEG] - FaUZEE > T2 1] UE— S AR T
IES ARSI E U A

[0079] tREEAFEAGIE NG - Ptz T FDNA -

[0080]) #R4EAZIHRYVE G - Ptz sy +HALISEQ ID NO:30~361F
—IHFTZ H YA A SEQ ID NO:37~40(E—THATRMZ H L -

[0081] GAGGTGCAGCTGCTGGAGTCTGGAGGAGGACTGGTGCAGC
SB1SH - 47 HEEHHHSD)

110143134 FEHESE A0202 1133291601-0



1880048 1135118148 FREEE

CAGGAGGCTCTCTGAAGCTGTCCTGCAAGGCCAGCGGCTACGCTTTCACC

AACTATTGGCTGGGATGGATGAAGCAGAGGCCAGGACACGGACTGGAGT

GGATCGGCGACTTTTACCCTCGGACCGGCAACACATTCTATAACGAGAAC

TTCAAGGGCAAGGTGACCCTGACAGCCGATAAGTCCAGCAATACCGCTTA

CATGCAGCTGTCTTCCCTGACATCCGAGGACTCCGCCGTGTACCTGTGCG

CTAGGGCTGGAACCGGATTCGATTATTGGGGCCAGGGCACCACACTGACA

GTGAGCTCTGCCAGCACCAAGGGCCCCAGCGTGTTCCCTCTGGCTCCTTG

TAGCCGGTCCACCTCCGAGTCCACAGCTGCTCTGGGCTGCCTCGTGAAGG

ACTACTTTCCCGAACCCGTTACCGTGAGCTGGAATAGCGGCGCTTTAACC

TCCGGAGTGCACACCTTCCCCGCTGTGCTCCAGTCCTCCGGTTTATACTCT

TTATCCTCCGTGGTGACCGTGCCTTCCTCCAGCCTCGGCACCAAGACCTAC

ACTTGTAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGGG

TGGAGTCCAAGTACGGACCTCCTTGTCCCCCTTGCCCCGCCCCCGAGGCC

GCTGGCGGACCCTCCGTGTTCCTCTTCCCCCCCAAACCCAAGGACACTTTA

ATGATCTCCCGGACCCCCGAAGTGACTTGTGTGGTGGTGGACGTGTCCCA

AGAAGACCCCGAGGTGCAGTTTAACTGGTACGTGGATGGCGTGGAGGTG

CACAACGCCAAGACCAAGCCTAGGGAGGAACAGTTCAACTCCACCTACC

GGGTGGTGTCCGTGCTCACCGTGCTGCATCAAGATTGGCTGAACGGCAAG

GAGTACAAGTGCAAGGTGAGCAACAAGGGACTGCCCAGCTCCATCGAGA

AGACCATCAGCAAGGCCAAAGGCCAGCCCCGGGAACCTCAAGTTTATAC

ACTGCCCCCCAGCCAAGAAGAGATGACCAAGAACCAAGTTTCTTTAACTT

GTTTAGTGAAGGGCTTCTACCCTAGCGACATCGCTGTGGAGTGGGAGTCC

AATGGCCAGCCCGAAAACAATTATAAGACCACCCCCCCCGTGCTGGACTC

CGATGGTTCTTTTTTTTTATACTCCAAGCTGACAGTGGACAAGTCTCGTTG
F16H - L 47 HEEHRHEF)
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GCAAGAAGGCAACGTGTTCTCTTGTAGCGTGATGCACGAGGCTTTACACA
ACCACTACACCCAGAAGTCTTTATCTCTGTCTTTAGGC (SEQID

NO:30) -

[0082] GAGGTGCAGCTGCTGGAGAGCGGCGGCGGCCTGGTGCAGC

CCGGCGGCAGCCTGAAGCTGAGCTGCAAGGCCAGCGGCTACGCCTTCACC

AACTACTGGCTGGGCTGGATGAAGCAGAGGCCCGGCCACGGCCTGGAGT

GGATCGGCGGCTTCTACCCCAGGACCGGCAACACCTTCTACAACGAGAAC

TTCAAGGGCAAGGTGACCCTGACCGCCGACAAGAGCAGCAACACCGCCT

ACATGCAGCTGAGCAGCCTGACCAGCGAGGACAGCGCCGTGTACCTGTG

CGCCAGGGCCGGCACCGGCTTCGACTACTGGGGCCAGGGCACCACCCTG

ACCGTGAGCAGCGCCAGCACCAAGGGCCCCAGCGTGTTCCCTCTGGCTCC

TTGTAGCCGGTCCACCTCCGAGTCCACAGCTGCTCTGGGCTGCCTCGTGA

AGGACTACTTTCCCGAACCCGTTACCGTGAGCTGGAATAGCGGCGCTTTA

ACCTCCGGAGTGCACACCTTCCCCGCTGTGCTCCAGTCCTCCGGTTTATAC

TCTTTATCCTCCGTGGTGACCGTGCCTTCCTCCAGCCTCGGCACCAAGACC

TACACTTGTAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGA

GGGTGGAGTCCAAGTACGGACCTCCTTGTCCCCCTTGCCCCGCCCCCGAG

GCCGCTGGCGGACCCTCCGTGTTCCTCTTCCCCCCCAAACCCAAGGACAC

TTTAATGATCTCCCGGACCCCCGAAGTGACTTGTGTGGTGGTGGACGTGT

CCCAAGAAGACCCCGAGGTGCAGTTTAACTGGTACGTGGATGGCGTGGA

GGTGCACAACGCCAAGACCAAGCCTAGGGAGGAACAGTTCAACTCCACC

TACCGGGTGGTGTCCGTGCTCACCGTGCTGCATCAAGATTGGCTGAACGG

CAAGGAGTACAAGTGCAAGGTGAGCAACAAGGGACTGCCCAGCTCCATC

GAGAAGACCATCAGCAAGGCCAAAGGCCAGCCCCGGGAACCTCAAGTTT
SE1TH > 4T HEEHHHSD)
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ATACACTGCCCCCCAGCCAAGAAGAGATGACCAAGAACCAAGTTTCTTTA
ACTTGTTTAGTGAAGGGCTTCTACCCTAGCGACATCGCTGTGGAGTGGGA
GTCCAATGGCCAGCCCGAAAACAATTATAAGACCACCCCCCCCGTGCTGG
ACTCCGATGGTTCTTTTTTTTTATACTCCAAGCTGACAGTGGACAAGTCTC

GTTGGCAAGAAGGCAACGTGTTCTCTTGTAGCGTGATGCACGAGGCTTTA
CACAACCACTACACCCAGAAGTCTTTATCTCTGTCTTTAGGC (SEQ ID

NO:31) -

[0083] GAGGTGCAGCTGCTGGAGTCCGGAGGAGGACTGGTGCAGC

CAGGAGGCTCTCTGAAGCTGTCCTGCAAGGCCAGCGGCTACGCTTTCACC

AACTATTGGCTGGGATGGATGAAGCAGAGGCCAGGACACGGACTGGAGT

GGATCGGCGACTTTTACCCTCGGACCGGCAATACATTCTATAACGAGAAC

TTCAAGGGCCAGGTGACAATGTCTGTGGATAAGTCCATCACCACAGCCTA

CCTGCAGTGGAACAGCCTGAAGGCCTCTGACACCGCTATGTACTATTGTG

CCAGGGCTGGCACAGGCTTCGATTATTGGGGCCAGGGCACCACACTGACC

GTGTCCAGCGCCAGCACCAAGGGCCCCAGCGTGTTCCCTCTGGCTCCTTG

TAGCCGGTCCACCTCCGAGTCCACAGCTGCTCTGGGCTGCCTCGTGAAGG
ACTACTTTCCCGAACCCGTTACCGTGAGCTGGAATAGCGGCGCTTTAACC
TCCGGAGTGCACACCTTCCCCGCTGTGCTCCAGTCCTCCGGTTTATACTCT
TTATCCTCCGTGGTGACCGTGCCTTCCTCCAGCCTCGGCACCAAGACCTAC
ACTTGTAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGGG
TGGAGTCCAAGTACGGACCTCCTTGTCCCCCTTGCCCCGCCCCCGAGGCC
GCTGGCGGACCCTCCGTGTTCCTCTTCCCCCCCAAACCCAAGGACACTTTA
ATGATCTCCCGGACCCCCGAAGTGACTTGTGTGGTGGTGGACGTGTCCCA

AGAAGACCCCGAGGTGCAGTTTAACTGGTACGTGGATGGCGTGGAGGTG
18 - 2L 47 HEEHHHAS)
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CACAACGCCAAGACCAAGCCTAGGGAGGAACAGTTCAACTCCACCTACC
GGGTGGTGTCCGTGCTCACCGTGCTGCATCAAGATTGGCTGAACGGCAAG
GAGTACAAGTGCAAGGTGAGCAACAAGGGACTGCCCAGCTCCATCGAGA
AGACCATCAGCAAGGCCAAAGGCCAGCCCCGGGAACCTCAAGTTTATAC
ACTGCCCCCCAGCCAAGAAGAGATGACCAAGAACCAAGTTTCTTTAACTT
GTTTAGTGAAGGGCTTCTACCCTAGCGACATCGCTGTGGAGTGGGAGTCC
AATGGCCAGCCCGAAAACAATTATAAGACCACCCCCCCCGTGCTGGACTC
CGATGGTTCTTTTTTTTTATACTCCAAGCTGACAGTGGACAAGTCTCGTTG

GCAAGAAGGCAACGTGTTCTCTTGTAGCGTGATGCACGAGGCTTTACACA
ACCACTACACCCAGAAGTCTTTATCTCTGTCTTTAGGC (SEQID

NO:32) -

[0084] CAAGTGCAACTGGTTCAATCTGGAGTGGAAGTTAAGAAGC

CTGGTGCCAGCGTTAAAGTGAGTTGCAAAGCCAGCGGATATGCCTTTACC

AACTATTGGCTGGGCTGGATGAAACAGAGGCCTGGCCATGGTCTGGAATG

GATCGGAGACTTTTATCCACGCACCGGCAACACATTCTATAACGAGAACT

TCAAAGGTCAGGTGACCATGTCCGTGGATAAGAGCATCACTACCGCTTAC

CTCCAGTGGAACAGTCTGAAGGCTTCTGACACCGCCATGTACTACTGCGC

TAGGGCAGGCACCGGGTTCGACTACTGGGGTCAAGGGACCACCCTCACC

GTGAGTAGCGCCAGCACCAAGGGCCCCAGCGTGTTCCCTCTGGCTCCTTG

TAGCCGGTCCACCTCCGAGTCCACAGCTGCTCTGGGCTGCCTCGTGAAGG
ACTACTTTCCCGAACCCGTTACCGTGAGCTGGAATAGCGGCGCTTTAACC
TCCGGAGTGCACACCTTCCCCGCTGTGCTCCAGTCCTCCGGTTTATACTCT
TTATCCTCCGTGGTGACCGTGCCTTCCTCCAGCCTCGGCACCAAGACCTAC

ACTTGTAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGGG
B9 - 47 HEEHHHS)
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TGGAGTCCAAGTACGGACCTCCTTGTCCCCCTTGCCCCGCCCCCGAGGCC
GCTGGCGGACCCTCCGTGTTCCTCTTCCCCCCCAAACCCAAGGACACTTTA
ATGATCTCCCGGACCCCCGAAGTGACTTGTGTGGTGGTGGACGTGTCCCA
AGAAGACCCCGAGGTGCAGTTTAACTGGTACGTGGATGGCGTGGAGGTG
CACAACGCCAAGACCAAGCCTAGGGAGGAACAGTTCAACTCCACCTACC
GGGTGGTGTCCGTGCTCACCGTGCTGCATCAAGATTGGCTGAACGGCAAG
GAGTACAAGTGCAAGGTGAGCAACAAGGGACTGCCCAGCTCCATCGAGA
AGACCATCAGCAAGGCCAAAGGCCAGCCCCGGGAACCTCAAGTTTATAC
ACTGCCCCCCAGCCAAGAAGAGATGACCAAGAACCAAGTTTCTTTAACTT
GTTTAGTGAAGGGCTTCTACCCTAGCGACATCGCTGTGGAGTGGGAGTCC
AATGGCCAGCCCGAAAACAATTATAAGACCACCCCCCCCGTGCTGGACTC
CGATGGTTCTTTTTTTTTATACTCCAAGCTGACAGTGGACAAGTCTCGTTG

GCAAGAAGGCAACGTGTTCTCTTGTAGCGTGATGCACGAGGCTTTACACA
ACCACTACACCCAGAAGTCTTTATCTCTGTCTTTAGGC (SEQID

NO:33) -

[0085] CAAGTGCAGCTGGTTCAAAGTGGTGTTGAAGTTAAGAAGC

CTGGAGCTAGTGTGAAGGTGTCCTGTAAGGCCTCCGGCTATGCCTTTACA

AACTACTGGCTCGGGTGGATGAAGCAGCGCCCAGGACACGGTCTGGAAT

GGATTGGCGACTTTTACCCACGGACAGGAAATACATTCTATAATGAAAAC

TTCAAAGGCAAAGTGACCATCACAGCCGATAAGTCCATTACCACTGCATA

CATGCAGCTCAGTAGTCTCAAAGCTAGTGATACAGCAGTGTATTACTGCG

CCAGGGCCGGCACCGGGTTCGACTACTGGGGGCAGGGAACCACCCTCAC

CGTGAGCTCTGCCAGCACCAAGGGCCCCAGCGTGTTCCCTCTGGCTCCTT

GTAGCCGGTCCACCTCCGAGTCCACAGCTGCTCTGGGCTGCCTCGTGAAG
SE20F - 347 HEEHHHAS)
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GACTACTTTCCCGAACCCGTTACCGTGAGCTGGAATAGCGGCGCTTTAAC
CTCCGGAGTGCACACCTTCCCCGCTGTGCTCCAGTCCTCCGGTTTATACTC
TTTATCCTCCGTGGTGACCGTGCCTTCCTCCAGCCTCGGCACCAAGACCTA
CACTTGTAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGG
GTGGAGTCCAAGTACGGACCTCCTTGTCCCCCTTGCCCCGCCCCCGAGGC
CGCTGGCGGACCCTCCGTGTTCCTCTTCCCCCCCAAACCCAAGGACACTTT
AATGATCTCCCGGACCCCCGAAGTGACTTGTGTGGTGGTGGACGTGTCCC
AAGAAGACCCCGAGGTGCAGTTTAACTGGTACGTGGATGGCGTGGAGGT
GCACAACGCCAAGACCAAGCCTAGGGAGGAACAGTTCAACTCCACCTAC
CGGGTGGTGTCCGTGCTCACCGTGCTGCATCAAGATTGGCTGAACGGCAA
GGAGTACAAGTGCAAGGTGAGCAACAAGGGACTGCCCAGCTCCATCGAG
AAGACCATCAGCAAGGCCAAAGGCCAGCCCCGGGAACCTCAAGTTTATA
CACTGCCCCCCAGCCAAGAAGAGATGACCAAGAACCAAGTTTCTTTAACT
TGTTTAGTGAAGGGCTTCTACCCTAGCGACATCGCTGTGGAGTGGGAGTC
CAATGGCCAGCCCGAAAACAATTATAAGACCACCCCCCCCGTGCTGGACT
CCGATGGTTCTTTTTTTTTATACTCCAAGCTGACAGTGGACAAGTCTCGTT

GGCAAGAAGGCAACGTGTTCTCTTGTAGCGTGATGCACGAGGCTTTACAC
AACCACTACACCCAGAAGTCTTTATCTCTGTCTTTAGGC (SEQID

NO:34) -

[0086] CAAGTCCAACTGGTTCAATCTGGCGTGGAAGTCAAGAAGC

CCGGAGCCTCCGTGAAGGTGAGCTGCAAGGCAAGCGGCTATGCATTCACT

AACTACTGGCTCGGATGGGTGAAACAACGGCCAGGACATGGCCTGGAAT

GGATCGGCGACTTCTACCCTAGGACTGGCAACACTTTCTATAACGAGAAC

TTTAAGGGCAAGGTCACCATTACAGCTGATAAGAGTATCACTACCGCCTA
F21H - 2L 47 HEEHRHE
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CATGCAGCTGTCTTCCCTGAAAGCTAGTGATACAGCCGTTTATTACTGTGC

TCGGGCTGGCACAGGATTCGATTATTGGGGACAGGGTACCACACTCACAG

TGTCCTCTGCCAGCACCAAGGGCCCCAGCGTGTTCCCTCTGGCTCCTTGTA

GCCGGTCCACCTCCGAGTCCACAGCTGCTCTGGGCTGCCTCGTGAAGGAC
TACTTTCCCGAACCCGTTACCGTGAGCTGGAATAGCGGCGCTTTAACCTC
CGGAGTGCACACCTTCCCCGCTGTGCTCCAGTCCTCCGGTTTATACTCTTT
ATCCTCCGTGGTGACCGTGCCTTCCTCCAGCCTCGGCACCAAGACCTACA
CTTGTAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGGGT
GGAGTCCAAGTACGGACCTCCTTGTCCCCCTTGCCCCGCCCCCGAGGCCG
CTGGCGGACCCTCCGTGTTCCTCTTCCCCCCCAAACCCAAGGACACTTTAA
TGATCTCCCGGACCCCCGAAGTGACTTGTGTGGTGGTGGACGTGTCCCAA
GAAGACCCCGAGGTGCAGTTTAACTGGTACGTGGATGGCGTGGAGGTGC
ACAACGCCAAGACCAAGCCTAGGGAGGAACAGTTCAACTCCACCTACCG
GGTGGTGTCCGTGCTCACCGTGCTGCATCAAGATTGGCTGAACGGCAAGG
AGTACAAGTGCAAGGTGAGCAACAAGGGACTGCCCAGCTCCATCGAGAA
GACCATCAGCAAGGCCAAAGGCCAGCCCCGGGAACCTCAAGTTTATACA
CTGCCCCCCAGCCAAGAAGAGATGACCAAGAACCAAGTTTCTTTAACTTG
TTTAGTGAAGGGCTTCTACCCTAGCGACATCGCTGTGGAGTGGGAGTCCA
ATGGCCAGCCCGAAAACAATTATAAGACCACCCCCCCCGTGCTGGACTCC
GATGGTTCTTTTTTTTTATACTCCAAGCTGACAGTGGACAAGTCTCGTTGG
CAAGAAGGCAACGTGTTCTCTTGTAGCGTGATGCACGAGGCTTTACACAA

CCACTACACCCAGAAGTCTTTATCTCTGTCTTTAGGC (SEQID NO:35) -

[0087] CAAGTTCAGCTGGTGCAATCCGGTGTCGAGGTGAAGAAAC

CAGGCGCAAGCGTGAAAGTCTCCTGCAAGGCTTCTGGCTATGCCTTCACT
220 - 47T HEHHHE)
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AACTACTGGCTCGGCTGGATGAAGCAGAGGCCCGGACATGGGCTGGAGT

GGATCGGAGACTTCTATCCCAGAACTGGAAACACCTTTTACAACGAGAAT

TTCAAGGGCAAGGTCACCCTGACTGCCGACAAATCCTCTAACACAGCTTA

CATGCAGCTGAGCAGTCTGACATCCGAAGACTCTGCAGTTTACCTGTGTG

CTCGGGCAGGCACAGGCTTCGATTATTGGGGGCAAGGGACCACTCTGACT

GTGTCTTCCGCCAGCACCAAGGGCCCCAGCGTGTTCCCTCTGGCTCCTTGT

AGCCGGTCCACCTCCGAGTCCACAGCTGCTCTGGGCTGCCTCGTGAAGGA

CTACTTTCCCGAACCCGTTACCGTGAGCTGGAATAGCGGCGCTTTAACCT

CCGGAGTGCACACCTTCCCCGCTGTGCTCCAGTCCTCCGGTTTATACTCTT

TATCCTCCGTGGTGACCGTGCCTTCCTCCAGCCTCGGCACCAAGACCTAC

ACTTGTAACGTGGACCACAAGCCCAGCAACACCAAGGTGGACAAGAGGG

TGGAGTCCAAGTACGGACCTCCTTGTCCCCCTTGCCCCGCCCCCGAGGCC

GCTGGCGGACCCTCCGTGTTCCTCTTCCCCCCCAAACCCAAGGACACTTTA

ATGATCTCCCGGACCCCCGAAGTGACTTGTGTGGTGGTGGACGTGTCCCA

AGAAGACCCCGAGGTGCAGTTTAACTGGTACGTGGATGGCGTGGAGGTG

CACAACGCCAAGACCAAGCCTAGGGAGGAACAGTTCAACTCCACCTACC

GGGTGGTGTCCGTGCTCACCGTGCTGCATCAAGATTGGCTGAACGGCAAG

GAGTACAAGTGCAAGGTGAGCAACAAGGGACTGCCCAGCTCCATCGAGA

AGACCATCAGCAAGGCCAAAGGCCAGCCCCGGGAACCTCAAGTTTATAC

ACTGCCCCCCAGCCAAGAAGAGATGACCAAGAACCAAGTTTCTTTAACTT

GTTTAGTGAAGGGCTTCTACCCTAGCGACATCGCTGTGGAGTGGGAGTCC

AATGGCCAGCCCGAAAACAATTATAAGACCACCCCCCCCGTGCTGGACTC

CGATGGTTCTTTTTTTTTATACTCCAAGCTGACAGTGGACAAGTCTCGTTG

GCAAGAAGGCAACGTGTTCTCTTGTAGCGTGATGCACGAGGCTTTACACA
55230 - k47T HEHHHE)
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ACCACTACACCCAGAAGTCTTTATCTCTGTCTTTAGGC (SEQID
NO:36) -

[0088] GAGATCGTGATGACCCAGTCCCCAGCCACACTGAGCCTGT

CTGTGGGAGAGAGGGTGACCCTGTCTTGCAAGGCTTCCGAGAACGTGGGC

GGCTACGTGAGCTGGTATCAGCAGAAGCCCGACCAGTCTCCTAAGCTGCT

GATCTACGGAGCCTCCAGCAGGCACACAGGAGTGCCAGACCGGTTCACC

GGATCCGGAAGCGAGACAGACTTCACCCTGACAATCTCTTCCGTGCAGGC

TGAGGATCTGGCCGCTTATCATTGTGGCCAGAATTACATCTATCCCTTCAC

CTTTGGCGGCGGCACAAAGCTGGAGATCAAGCGGACCGTGGCTGCCCCCT

CCGTGTTCATCTTCCCCCCTTCCGACGAGCAGCTGAAGTCCGGCACCGCT
AGCGTGGTGTGTTTACTGAACAACTTCTACCCTCGTGAGGCCAAGGTGCA
GTGGAAGGTGGACAACGCTTTACAGTCCGGCAACTCCCAAGAATCCGTGA
CCGAGCAAGATTCCAAGGACTCCACCTACTCTTTATCCTCCACTTTAACTT
TATCCAAGGCCGACTACGAGAAGCACAAGGTGTACGCTTGTGAGGTGAC
CCATCAAGGTTTATCCTCCCCCGTGACCAAGTCCTTCAATCGTGGCGAGT
GC (SEQIDNO:37) -

[0089] GAGATCGTGATGACCCAGTCCCCAGCCACACTGAGCCTGT

CTGTGGGAGAGAGGGTGACCCTGTCTTGCAAGGCTTCCGAGAACGTGGGC

GGCTACGTGAGCTGGTATCAGCAGAAGCCCGACCAGTCTCCTAAGCTGCT

GATCTACGGAGCCTCCAGCAGGGCTACAGGAGTGCCAGACCGGTTCACC

GGATCCGGAAGCGAGACAGACTTCACCCTGACAATCTCTTCCGTGCAGGC

CGAGGATCTGGCCGCTTATCACTGTGGCCAGAATTACATCTATCCCTTCAC

CTTTGGCGGCGGCACAAAGCTGGAGATCAAGCGGACCGTGGCTGCCCCCT

CCGTGTTCATCTTCCCCCCTTCCGACGAGCAGCTGAAGTCCGGCACCGCT
SE24H - AT HEEHHHD)
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1880048 1135118148 FREEE

AGCGTGGTGTGTTTACTGAACAACTTCTACCCTCGTGAGGCCAAGGTGCA
GTGGAAGGTGGACAACGCTTTACAGTCCGGCAACTCCCAAGAATCCGTGA
CCGAGCAAGATTCCAAGGACTCCACCTACTCTTTATCCTCCACTTTAACTT
TATCCAAGGCCGACTACGAGAAGCACAAGGTGTACGCTTGTGAGGTGAC
CCATCAAGGTTTATCCTCCCCCGTGACCAAGTCCTTCAATCGTGGCGAGT
GC (SEQIDNO:38) -

[0090] GAGATCGTGATGACCCAGAGCCCTGCCACACTGAGCCTGT

CTGTGGGCGAGAGGGTGACCCTGTCCTGCAAGGCCTCCGAGAACGTGGG

CGGCTACGTGTCTTGGTATCAGCAGAAGCCCGACCAGTCCCCTAAGCTGC

TGATCTACGGAGCCTCCAGCAGGCACACCGGAGTGCCAGCTCGGTTCTCC

GGAAGCGGATCTGGCACAGACTTTACCCTGACAATCTCTTCCCTGGAGCC

AGAGGATTTCGCCGTGTATCATTGTGGCCAGAATTACATCTATCCCTTCAC

CTTTGGCGGCGGCACAAAGCTGGAGATCAAGCGGACCGTGGCTGCCCCCT

CCGTGTTCATCTTCCCCCCTTCCGACGAGCAGCTGAAGTCCGGCACCGCT
AGCGTGGTGTGTTTACTGAACAACTTCTACCCTCGTGAGGCCAAGGTGCA
GTGGAAGGTGGACAACGCTTTACAGTCCGGCAACTCCCAAGAATCCGTGA
CCGAGCAAGATTCCAAGGACTCCACCTACTCTTTATCCTCCACTTTAACTT
TATCCAAGGCCGACTACGAGAAGCACAAGGTGTACGCTTGTGAGGTGAC
CCATCAAGGTTTATCCTCCCCCGTGACCAAGTCCTTCAATCGTGGCGAGT
GC (SEQIDNO:39) -

[0091] GAAATTGTGCTGACTCAGTCTCCTGCTACTCTGTCCCTGTC

TCCTGGTGAACGGGCCACTCTGAGCTGCAAGGCCAGTGAAAATGTGGGTG

GCTATGTTAGCTGGTATCAGCAAAAGCCCGACCAGTCTCCCAAACTGCTG

ATCTACGGCGCTTCCAGTCGGCACACAGGCGTGCCAGATCGCTTTACTGG
SE25H » 4T HEEHHHS)
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GAGCGGCTCTGAGACTGACTTCACACTGACCATTAGCAGTGTCCAGGCCG

AAGATCTCGCAGCCTATCATTGCGGCCAGAACTACATCTATCCATTCACC

TTCGGTGGAGGAACCAAACTGGAAATCAAGCGGACCGTGGCTGCCCCCTC

CGTGTTCATCTTCCCCCCTTCCGACGAGCAGCTGAAGTCCGGCACCGCTA
GCGTGGTGTGTTTACTGAACAACTTCTACCCTCGTGAGGCCAAGGTGCAG
TGGAAGGTGGACAACGCTTTACAGTCCGGCAACTCCCAAGAATCCGTGAC
CGAGCAAGATTCCAAGGACTCCACCTACTCTTTATCCTCCACTTTAACTTT
ATCCAAGGCCGACTACGAGAAGCACAAGGTGTACGCTTGTGAGGTGACC
CATCAAGGTTTATCCTCCCCCGTGACCAAGTCCTTCAATCGTGGCGAGTG
C (SEQID NO:40)

[0092] Err > EHLSEQ ID NO:30~36F 7% H 5751177 51l 4wt 2 1
HI1~H7 > EHLSEQ ID NO:37~40BTm % E L 7517 BIdmASHE L 1~ L4 - SILRE
535y B4mtE EHE A S E VHI~VHT » DU S ] S E VL1~ VL4 -

[0093] TEAGRBARYEE =51 » ASEIHTRH T —TERER RS - IRIEASRE
WHRYEIHED - Pl sk Ae i T A E AT B EE 73 - - ARIEASSEIHE T SIRY=R
RS E A G ZASMER - PIESELRSAT T ET - AREH A ATLY
R MBI TRARY R(EIRE B DURGE G 1 Bk - M BT JR(EDT
RREURE G R BRI MR EE S

[0094] FRIEASFIHARERED] - LaiziEsiie & o] DUE— 0 Ein a0 T i
JINESRITER e E XA

[0095] HRIEASEHANECH] - PralsReEsiie HESRESRE - EME
SR AT T P A R MR Trk AR TR EDUAR B DRSS & R B A% AR EY
RE > JICHOLIAE -

[0096] TEAERBARYEREIUTHE > ASEIHTEH T —TEEAHAAE - IRIEASE

SR26H - 3t 47 H(SEUERIE)
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HHEYEREG] - Al S AR AR AU Pt e iz B 77 7 - BCERERTE PRI A
BALDURGEHDURG & 1 B - IRIEACSEIAE 510y EEHAAE =T FI S A A AT
MR Tk ARY NRED TR EDTURG G ERBE/NREN R EERS -

[0097]) FRIZASFIHREREE] - FulE IR o] DUE— D EREL T
JIIEEERE SR E

[0098]) FRIZASEIHRIEHEE] - Frill S A A AR HiT T P Ry 2R 22
#Ae 5 | A EHE AR TESEY -

[0099] FRIZASEIHRIE G - B EEERY AR AT IR ESAS A
Fraiits F4lpE -

[0100] FRIZASEIHRIEHEE] - Fril s AHAE & B AN -

[0101] ARIZASEIHRIEHEE] - Pl B A AR 5T AL B4R -

[0102] FEAZHARIE LT » AL T —EEEYEEY) - IRIEA
SHHIVETCE] - Frataeysl &Yra T s e IbiRe - BlEFTae iz 1

Al AT AR 2R 22 Bk RS BT T T AR BEE SR AR - AR A E HE PR EEI4E &)

AT eI NR(EiRes R ZEN R EiRe BA R A B G DI TrkAE R 2D TR
BE1R2FA—HAIRGNINENE - MEREFTRF RIEAVE RS G TrkAZAS » PHER
NGFRITIkAGE & - A REIHIHIER - ZA2 A DUis(CEAVAIHE  E R st
B (ADCC) HYFRsES - 1 HAREE A Bk & Pl Trk A B e fEHIRR23E12 A H K
A Se i R DL S (B RV BE BN I3 8 -

[0103] FEASEHARYSE N ITHE - AT T ATE AT eIy iAs ~ AT FT

ARG 57T ~ AIE PR 2 kA BRI IR AT ZLH Y ER AH AR ~ ATl BTl 2E9)

HEPHER Y TR - Ty e s TR ~ BEIE ~ RIEEK
SRR~ HEEMRR -« (B8R EEGIE(Sjogren's syndrome) ~ 55 AR
fir ~ MR B S ~ AUYIHR 3R ~ ZIERIRGEOIE ~ BE A

%275 3t 47 HEEPRRIE)

110143134 FEHESE A0202 1133291601-0



1880048 1135118148 FREEE

BRI LR 4G 4n sl e A RINBUR H (SR EES BRI -

[0104] MREZASFIARVERGG] - FACH RS o LUE— D AR T ik
((DESEEE/ P

[0105] FRIZASZIHRIEHEE] - Frakdey i e R e Fa e RO
SRR ~ BLEIEARARIROR  BVEITAREVAR - BFTARRRYETR - kIt
Hi ~ RIEMERERE R ~ MBS EIE ~ RYEBERR ~ R - Ea6RER
BE - Frag iR L - FREARZE - FRBARIHAE D) ~ 88 ~ LA
DHLERSE(L ~ O BERAE(L ~ B R L ~ ETIEBIREE(L ) ~ BIRM: 245
PEBAREAL ~ BERZR ~ Z4MERE(E ~ BRENSEAE(D ~ IRENERAE(E - JE/NAHHEATRE -
AFHIRFRIRE ~ 2R EANER - SEERE - BORE - IEERENA
&~ et a W ~ KRB RE ~ BRI ~ AUSIHRE ~ B
HEELIAER ~ BRARE - O -~ BESARRAE S -

[0106] 1EAZHRVRCITE - ASHfEL T — e I TkARYEHZ -
IRIEASEIHNERC R - FraE S ERRATE E—FrikeyiAe - Al Fratey TrkA
DiRRRE AR RAIEIE RIS S TrkA > ARIEASEIH T HE AR & 1] DL R Trk ARYFF
Sl - ETRRSS SR ZOCEER - B LR R e NE B T I TkARY
TENr BRI M -

[0107]) FEASEHARYSE /T - AT T AlE AT e5iAe ~ AT

AR 7T ~ ATTE T 2R 2 s A BT T AT 20 SR AR AR AR S e s = HH Y

AR - Bl i & AR e I TrkABCE 2B Trk ATERRRY IR -

QEENLE D
[0108]

SR28H - 3t 47 H(EPERE)
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(1) AR A S B B (51 FE I SEC-HPLC 41 AgHI 7 A58 )R LHT RS Y
RS RVAERIE -

(B2 ) BARB AT ER R = AR iote R b iAE B Human-TrK A
4SS RE TRV R4S R -

(B3 ) BARB ATV ER R = AR iote iR E TS BiMouse-TrKA
4SS RE TRV R4S R -

(B4 ) ZARBAEIHE G ER R = AR iote R b TAS ¥ Human-NGF
FIHuman-TrK A% & B 1R R HY4S SRE -

(ES ) BRI AT G ER R = AR iote iR b RS ¥ Mouse-NGF
FiMouse-TrK A% & HIHIHI1E A HY45 SRIE -

(&6 ) 6AZE6D MR A3 BH & i (169 FE i U4 AR e AR L P s B AR
Human-TrKA%E & 8RS AT 45 SR IE] -

(E7 ) BRI AT HINYERELISA T ATHE NREDUAS/ ) EAR Y
ADARYSERIE -

([E8 ) AR A IHEHEFIAYE FHELISA 77 7AFHE AR(LHUAS/ N RS AV EE R
BTSSR E]

(B9 ) AR ASEIHE GV IE R & RS AR R d i R EHiaeiy
ADCC/EMAIGEFE -

([E10 ) ZAREA A E HE F8YHE H 58 2B I e RIEA 5 3R FOm R RRHE ARG
HURBIRSIN SERDE ML AVAE R IE] -

(B ) AR A S B i (7 FE FANTH-3 T3-Trk A4RRRAE AU HI AR BT RS EY
CDCEMERAE R -

([E12 ) AR A 2S00 B FE (76 FE FANTH-3T3-Trk A4RRE RS RSB AR EHiALHY
BN EMERTAERE -

SR29H - 3t 47 H(EYERE)
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1880048 1135118148 FREEE

[&EhE 7]

[0109] TEIFEABRLASIETEHER] + P HEFIE T BITER B T
o A T A E B D RS 2 A B B A T P S A 1 S )
DIREHOTERE - THBES S B SR FLE R EIEE - SR RS
B9 T ARy A S BRI -

[0110] fFEHASIRIMATEIZ « SR AR A TR T T A
RIBRB - ELEARRERIERBAE R B T F T R IAR - TR B F RS A
ST (R 77 ZE TR -

[O111] #iA8

[0112] A0 - 8 THiAS , A HHUE BRGSO R R E
5F - EEETES T B EISHEERIR RS T R S0 SEeE - B8 (HE) AU
gt (L) PR — AVURSES T - ok » RSHATSALS (NI
BB TISLRA  WATRE (VB) - %N (Ci) HEEE - #(LE
N WRTEEE (CE) - HUBATE T/ SR I 1 975 T 4R
IS+ FTHLTE E ARG R B S5 S SO0 S AR (140 » ORESmAe)
RIS RS 20T E—H (Clg) - LIHEIVIE 5 RIAG A VLAIVH -

[O113] 7 AT8 B ot b S A BRI B o R (12
FE > GRS (Hypervariable region » HVR) » ESEE Al EAIGARAS &)
(18 FEI RS E B R (complementarity-determining region -

CDR) -+ EFEiH{EEBHEZRE (FR) AUERSFAOEELF - G HVHRIVLATH
= (HCDRAIIEFRERERL & LR SR T D TIEFFHES © FRI -

CDRI1 ~ FR2 ~ CDR2 ~ FR3 ~ CDR3%[IFR4 - -

SR30H - 3t 47 H(EPERIE)
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1880043 113F11R14H Frigig1E
[0114] ASHAF|ATRARI NS - BBIBRIEIER T & 2 ERTEERTT
HYPTTrkARYFab (antigen-binding fragment) Pifgh Bz » FIFIZDIAGH Eeredal
TrkAPURRFRIMEAS & > (i o] AL [ PR e R R R B R H R -
[0115]) FE—EH/HHES » AFHEREMR T N REiEsiiRE s

ez Al NRED IR BTRSE & R BRESSEQ ID NO © 2~8{E—THFT R iE AL
M %I B H] S22 & AR SEQ 1D NO = 10~ 13— TRk BB 5 YL
A - FHAEBPIREFFILEHERE (NCBI - IMGT) HJ{53] Eilhi s
HI8 (& 7| HYCDRE AIHEHHE 0] 2 & P A HYCDRE  fF 55— E i 72 - BTl
DiRRE DRSS G F FHVE I A& 75 S1SEQ ID NO: 2~8F7REZ AN -7 111H

tE > BAMRTFREEBRI - F—REH T ZES - Friliiiss @RS e F R
# H] S & 5 #SEQ ID NO: 10~ I3{E—IHRATRIE 2 BR S IFHEE - B PRSFHEE:
BRHUC - “DURSGSE H BRTEERFFFEEGE SR (ROR2) EETIRIHHEH
B - PURG G R ERBVEREPI B EA RISV B2 ~ ZHiEIE ERYFvR 2

(dsFv) ~ FabF F% ~ (Fab)2 ~ scFv-FcRlli&ZEH ~ scFv-Fvgli&a&EH ~ Fv-Feglie

EH - MPURGE R RPN 2R RIS - EEEED e - SREing - =
[EsStdPiRe s/ N L 2D 2 — o “PRSFREEB AU Ta B R L 1
R RS A YR b (L2 P B SR EAEDEVEERTIU - B2 B
PRFREER I S H DR ETURG & h ERIVAEYISE IR AR - (£
BTz B ORSF I A RE AR DLS A A B g m S8 [ A mT S s R T
CDRI& 2 JMYRE AR b - Y8 EAHDEHEREZ B A BER Trk AT Ae B 7 B
TrkADURRIEVIRIEE - &5 AR TSR E AR B A HOLREARE - 07
28~ R AR - SR AN R - (B e R AR B
A EIRYE EECE AR ECEHUKRY - BIAIGUKIEE R 2 SR
Al B R A B o BCET I e AR A B AU - B0 Al R B AU

F31H - 3t 47 HEPERE)

Al
A

%‘*%
Fﬂk
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Bz ~ BRBRIRRL 28 - R IAOR L - GBI E RS

-

[0116] firsd ' EURDUAR ) AFEEIEFACER R B/ N AYBAT
HE B S R ARl & - AT AR SR L PRRE IR G TH SRE Sl DL AG Y B SRl & 4l

L
HEl - HEMENEE ~ RPEDTRR DL ATL -

[0117]) flosh " #xadife ) Bfe@iBEaIr NREEY/EHE A REEY)
EMERATPUE - T iadbife, 3 ETkATUE ) AP ERR ] EEF
SR E — YR e & Y RE S5 YRS » f1a > A& FYRE
N PiRRMILE & FYRE APiRiIbiae -

[0118] flyst " ANJR(EhiE . EIEARIENRIEAYEHEES Y&
B PAE N N R R RV (U R PR - Bt - NR{EPiReESE R
AEARIFRIEA YRR IR E BIPURG G ER T > H Pl T Her
YR ER R B 45T A\ LK ER B RVESRE R/ B - BTl DR & (R H] B

£ B SE IR S R n] B AT A R B 2 S AE (graft) 22 A] AT ek p
ENRAREITE M AEE(CDR) - JiRGE AR ] R ARy - B Ea—{H
B 2 (W AR HAET T2 - (I - HEFT IR A SR Bk EE 5 B B3R R
—EP XA NREDIRERE T EMCDRFEANBIAN - A KE /NGRS
{HCDRAY NR{E/ NESTRR) » HERHEA—HEE ZFEEE R RGITRRN S %
4 T CUEHICDR -

[0119) FE—LEEE T2 - AR 7 —fE NR{EHITkADTRE » 5%
HiAg B SEQ ID NO:17~23(E— IR R Al 75 IR B A1 B A SEQ ID
NO:24~ 27T —THFT R B L 75 | EE i -

[0120] FE—LeEBE 72T - AR 7 —fE R({EHiTrk A B SEDT
Az ° % HIE DTS ERESEQ ID NO:2-8{E—IRRTRIiE AR Fr5 | BV EE i 0] S & AISEQ

SR32H - 3t 47 H(EPERE)

!
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ID NO:10-13{E—TEFTRIZ BB 5 | HIHE s n] S8 0% - Hoop - PiriliEE e ] SR E Y C
Vi 478 8 2 K inker B T AR 88 W] S22 (6 Y N ME 228 UG Py G 9 ] 828 [ Y Cl 2
A R K linker B T 710 25 8 ] S35 [ Y N Ui FH 222

[0121] #=E&sr+ ~ RERAS - HAHAAE

[0122] FEREECEEAGSEDIGHERE S - A DN EREE S JRGHY
B > BLAEEVERR R - NREAEIRE T RE - IEEHED S -

[0123] it > ASEBRETRMt 7 — iy Jnvixle 77+ - Pl oo 4w
i EAFT A iRR B URGE & F B -

[0124] FE—ET/HGZES > Aratr B 7T B A ASEQ ID NO:30~36
E—IHRTMZE R Y 5CE A SEQ ID NO:37~40{E—IRFT ML HRE 5] -

[0125) E—ET/HHES > AT BRI #7581 EASEQ ID NO:
30~36 RV H B P51 2/ B A 90% L ERIEDRM: - EEEEFIS% L FHYEIR
M HEBEEAT98% ~ 99%LL ERIEIRM: - 2D —EE TR - Bl it
HYZAZH L SLRTESEQ ID NO: 37~40FTRHVZ H BR 751 2 /0 B 90% LA EHY[E]
R - (EEEEAIS% LA ERYEDREM: - EESEEF98% ~ 99% LI ERYEIRM: - 15
EEHISEQ ID NO:30~36E(SEQ ID NO:37~ 40 H Bz 75 | B A IR 51
REFFREEHISEQ ID NO:17~235(SEQ ID NO:24~27 {LIAViZ BBz 51 - {EimAs%
HTkAPURRF RIEGE G - BTV RIMERE

[0126] FE—ABBEET T30 F - Fralt s ez Bz 7+ B SEQ ID
NO:30~36FT/RHYE #EfZ H B FF 7 IRISEQ ID NO:37~40F R HYESHFZ T RE 751 -

iR Y R R(L - S AL B R

[0127] AsgifigEeilt 7 —MERERS - Al Egie B e Rl gy
B 7T AERF AL B A% B R RS BT AT DR A% T R B sk
ERVPERD LA R ECE T R E - B SRR LA RE SR A% T R R B

SR33H - 3t 47 H(EPERE)

Fﬂ
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1880043 113F11R14H Frigig1E
FIERESRIN - ERBEEEGD LA DIERRE R &R Es S - ta] UZSNEM:
> BIEIERE R EEEA S - B8 A HBRIUERD LI T Al R E i A
A o A TR R | EIRR N AR REAS L (OSSR A
HoCrE - BranEskEm PP IR R H PP 155 - Aefsd A TRRIAY RIS NR
BRIV FIERERIIIRE - EZARIRRIS RS SRRy 2% 5 - = DAy
RE T HE AT FERVERE E o RAYEREARIE —sEe . o W ARVsERE ETa
AILURERL ~ R ReFE o PlaIPlasmid-XEHL -

[0128] ARt 7 —fEEEANE - s EEAE T B e AL RESR
Az o HILURFRESRGEAZIH AT AES - G EEAE - AR AHE
LEHMEREASARRI N CIREEEDTIRG & H B - @il EAE AR
#ITRE - R DUEGAHED TS - 255 8] F R FLEhY)aRE (140 =T LA CHOH
HE=F -

[0129] &¥REeV) ~ 3B N KR AR E R SE 2 HEY AL -

[0130] AsgfiEfrilt 7 —figsyHaY) - Al gyl oVt Ealpr
A PIRE B A DURSS & 7 B fIERE n] B 2 AR

[0131] ASHRHATHITkA NR{ED RS 1] PUg A & 2 s\ A Tt A BVEEY)
HePt - B BREEYRHSYERASHR Y ITRA R EIiie LUk #282
ERTREZAES o [ HEE BRI RERAVEES ) RDIESRAEEE EAH BRI EIAIRT
HER - TEOTE -~ B4R SIAlllEEIRDIE R - F2RMEERRES -
HASE AT LUK ~ 8K ~ BRI &K ~ mait - Hol - JBREFURER
HsH ) H— TS - ART2IEN T - SVl e e 2 m » flan
B~ ZtRECHERRR - WLELES) SEbinss - BAEEE FR 2 A sieE A1 E
EERVEEYYE - FIATERBIEFLE - PSR EERER > FACTERUTRY
PRIFIRIIETT -

7

SR34H - 347 H(EPERE)
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[0132] fian > ASEBHRTHUAG Fli2 AR B ME A (PIsikiA ~ K
T HEEEA -~ HLA) BVERYIE GV - B gty G AT DI Rl S
7 o BIAnkAS  FRERRAERREI S - AR EARSRESRG - JEZ5HE
TRAENEIER) ~ STHOREEER] ~ R~ B > oK - BRE R IR - HAHY
SEVILEY) R R A TE R B 2RO 2 o BTl RS AT B A £ B0 B B
ANECRY TS AREE

[0133] Z7 > ASCHEIHITRA NJR(EDTAG 28 A] DURTE 75 B plea
ZEEHMZE AR — 87 - RIEASRIHNERED - AZIHERM 7 &
A= - ATl B 2R R TkADTAS - FERASEIHEREEEE - fa0E L
IR R HIEN ~ IR S K BRI A TkAGUR I TR R RIEGE G 1ERE - Kiw
AN 2% - BEaRaEE TIPRIEE—TEE AR - EHUH -~ JiTkA
NBEEHIRGECE S 8PhR - ER AL - RIEEREaHIASEEER 4
HERYHIERGTER » sREHEBCE SRS - PITrkA NR{EH AR FTHE A A [FEH ALY
BT > B0 A DR MR R PR I ST SRV IRIRECE 85 ~ SRR ECE
HAE B FHFA - FIATA] LUEEH 2 5 E IS BCE MR AET TR M > FZM
S AHRBE A - EEHER R TR IR TR AMH BRI » PISIROR ~ FBIE ~ SRIEECR
MopRis ~ MR ~ BB RIS G IE(Sjogren's syndrome) ~ = AYHH R
fir ~ PRI ML R B 2~ AUSIIR R ~ BHERRETSIE ~ Bl R E
FHRR BIBRIR LUK GG sl £ RNBEE FE G EES HEATRFESE - 8848
TEHEAYD RSt AT DURT RS R B B U S et R U R e 5 5 -

[0134] EfGHy - RS ~ SUEBCRMERR « B MRRE - B8R
REFGIE ~ TEWHERA - BRI AEWERE - AryiiRR - ZERSG
IE ~ BLE BT M HER BRI DR RE GRS E RN R (E5 EES [E
HYBR IR ELRE MR ~ SRR ~ BURREARRRYRR ~ BLE T RV -

SR3SH - 3t 47 H(EUERE)

W
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B ATARATIROR SRR - RIEMERRES - PR o « B

7~ R  EERSOE R (b RYEOEAR R
HAE) « BEAE ~ OPRBEOHIEREE - OB BB TR
S4GE (ECHD) ~ BRI SR - FERER - ZMERR(E - BASHARAE(E - HRED
e (E -

[0135] iS5 Ebmsl &M o AR (E o] R 2 S A A - LA -
TLIUESE NIRRT - FLERERAREE « SRR BN - SR -
B~ AT S VEBBEEE R © AKX S - ATSIR
B~ RN - R - B - R S R -

[0136] 7EFIFA SRR EATHITRA B L Hi B AR RS » o
PR A BRIk AR LS TAR R A 3 H HITT - Bt > A SRRt T
RIS AR BRI » B T A 2 e A S R LA
BSR4 S -

[0137] EEHEHI1 BIRHITrK AR 5ol Hias23E 2 S A kst

[0138] {EFIBANAER R TL A HEBEAbEDiMax » $HBLFHITIKA B fef%
HARO3E 1 2K TS (T BATHE R AL i O + R AR FRIE B IR B
AR AL -

[0139] %% » (5 ) BEFR o USRI B e 3D T B
it B B ERSs I BATNERS [ A5 e BRI BV R BATIER (U7 » B
ST TrK A B e A0 3E | 2 S AT 55 8 LA 231 2050 14 Y B i S
PIESR

[ 1]

36K - 3t 47 H(EYERIE)
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1880048

113F11R14H Frigig1E

FET R = KETEG |
%L/)?jffﬁ TrKA %ﬁﬁ%fﬁﬁ% VHO SEQ ID NO:1 VLO SEQ ID NO:9
23E12 TG
VHI1 SEQ ID NO:2 VL1 SEQ ID NO:10
VH2 SEQ ID NO:3 VL2 SEQ ID NO:11
" . N VH3 SEQ ID NO:4 VL3 SEOQO ID NO:12
D3E12 B )R LT Q Q
- VH4 SEQIDNO:5 | VL4 SEQ ID NO:13
TrKA BT [fEH T AERY 7] &
VH5 SEQ ID NO:6
VH6 SEQ ID NO:7
VH7 SEQ ID NO:8

[0140] EHEI2 FASHVEE

[0141] HFERA 7T PR 7R — %51 (H1L1-1gG4 ~ H3L1-1gG4
H3L2-1gG4) NR{CPAERZERGAS - fECHORZE R - BEaHFRE NR{EDT
A2 o dRff— &5 (HIL1-1gG4 ~ H3L1-I1gG4 ~ H3L2-1gG4) AJR{EEefEDiAeiE
EERZ TR Rt e it YR R AT S LE G IEREY - T
FHYFYIEERGYIR - A S ERRESRAVHERSUIERE - BE— 25
(HIL1-IgG4 ~ H3L1-IgG4 ~ H3L2-1gG4) NJRIEEEEIZPIAGTRERRAR - &K
FInvitrogen B EG AT 21 Il — 25| &Lhgse IEhER R ST - WAR SN
Vg AT TR M ERAUEEUT - -20 *CORAE -

[0142] FHB3 dRilS— 2SR EHiReE AR AR Al th

[0143] KCHOTE EAIHEAICD CHOSFEAE AR ITE R - & (IIEHELY
8*10° cel/mLEFUT SR AMARAET THE - BAAIEAY1*107 cell » HATEIA0 ng - 4
BB 77 A, (Bio-Rad > Gene pulser Xcell ) - EEEEZ4HAFFY20mL CD CHOEZ
BAPRE - BEFE R BRI - WA AMSXZE#RES0 tMAYJ20
mL CD CHORFEE M BRI - E AR E4Y0.6%10° cel/mLE; » BEGHYIE

G e PEPRHICD CHORR B AT TN » FHARAIINEELI0.2%10° cell/mL - E4IHE

SR3TH - 3t 47 H(EPERE)
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FERG0%ET - RS ER -

[0144] EJEfl4 WEARINER S RRAUE R

[0145] #H—2F NRLEIEHIRRE TR KEE AV - £ HProtein
ATEITHES SRRV SRR R E T4 L U SRR R - TR OH - E
ol — 25 EPiig s TRIS0KDA » Bl FE—8 0 B_FBEA -
[ElR B SRR B R B EE R 1% 188 10% SDS-PAGERE ik gHll - 2[R
SDS-PAGEZE K EE# R — 17 » 7 AIE2SKDAISOKD /A4 - JEEZFAISDS-
PAGEZE K EFEHRE—{RT » 1E150KD/EA » BIKEFEEHRET /N1
27 - &i{E1& B APk FpHT7.0670.01 M PBSEEENRAF4 “CEMNTMAT -

[0146] (55 FERSEC-HPLCA R i M7 AR HE R LT As Ay ELRG 4T
53

[0147) ¥ ) E(EPIAL (HIL1-1gG4 ~ H3L1-1gG4 ~ H3L2-1gG4) 15
KirEhie (HOLO-1gG4) By » B F/E4Y80 ugi® AHPLCHRM » ZH3A
SEC-HPLCHg R AR CHUASHY RS IEAITE 1 /3 bh - A O o thil s - HEAR4l
B - SR AE - BRERET - NRLPIAEHILI-IgG4 ~ H3L1-1gG4 -
H3L2-IgGAfY BRI TS 1 47 LR 4y B 5599.847% » 99.738% » 99.836% » &
BEHOLO-1g G417 BE BB T B 17 45 EE 5599.621% - £ » A B(EHiAEHIL1-1gG4 -
H3L1-IgG4 - H3L2-1gG4LL K fix & HiASHOLO-IgGAHY ELAS 4TS & -

[0148]) ETfFl6 FER R AHAEMGEHE AR LHURS Bl Human-TrK AHY4E &
RET

[0149] FIA MBI HEK293T-Human Trk ASHAEIEAY - 5 ARAL
Hif% (HIL1-IgG4 ~ H3L1-1gG4 ~ H3L2-1gG4 ) iDL R iR &hifs (HOLO-
IgG4) oy A FHPBS & R MR 2 1 L{EDRERSE (20 pg/mL > 10 pg/mL > S

pg/mkL > 2.5 pg/mL > 1.25 pg/mL > 0.625 pg/mL > 0.313 pg/mL » 0.156 pg/mL >
55381 » 4L 47 H(BHRAFE)
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0.078 pg/mL - 0.039 pg/mL - 0.019 pg/mL) - &R A A o fe il 2 R E R E
NBEAE TS EIHEK 293 T-Human TrK AZfifE R E Human-TrK A e 4SE & 155
TEAmpE /KB E & R LU AE P Human-TrKARVAE & HE T » 455 FE2 - B -
EC50(=FE&S & RS ) E LD TAS B Human-TrK ARV4E & 88T 5 ECSOMEAY]N - i
AEFIHuman-TrKARVAE & HET#K5E - DRSBTS - BESLR - &ERIH
REHVECSO{EEFA 1 Spg/mL - EP4ERAR - NR{EPIREH1L1-1gG4 ~ H3LI1-
1gG4 ~ H3L2-IgG4HJECS0{E 47 51 50.1307 pg/mL » 0.1268 pg/mL > 0.1683
ng/mL - G HIREHOLO-IgG4HJECS0{E £50.08669 pg/mL - 2RBH » AJR{EHRE
H1L1-IgG4 ~ H3L1-1gG4 ~ H3L2-1gG4 LA ) #ir &P AsHOL0-1gG4 EiHuman-TrK A
#HARIBAIGE & HE ] Bk &P IAEHOLO-1gGAMEEE » NRIEHIAEHIL1-1gG4 ~
H3L1-IgG4 ~ H3L2-IgG4E Human-TrK A%E & BRI ) EEA (R EF R &8 -

[0150] Ehafl7 FERR=CAREMTHE A JR(LYiAE A Mouse-TrKARYSE &
W)

[0151] FIRI e R iioiEEEHEK293T-Mouse Trk ASHHRA AL - 1KF AJRAE
HiEL (HIL1-IgG4 ~ H3L1-IgG4 ~ H3L2-1gG4) DL R iraPiE (HOLO-
1gG4) oy B FIPBS&ENRMRRE 2 1 LEDRE R (20 pg/mL > 10 pg/mL » 5
pg/mkL > 2.5 pg/mL > 1.25 pg/mL > 0.625 pg/mL > 0.313 pg/mL » 0.156 pg/mL >
0.078 pg/mL - 0.039 pg/mL - 0.019 pg/mL) - &R A A o fe il 2 R E R E
NBAEH B EBIHEK 293 T-Mouse TrK A4AffIZ2 B Human-TrK A S 88945 &5 - 12
MR EFHE & AR EDIRREIMouse-TrKARY4E G HE ) » 45R RLES - B »
EC50(-F84E & RS E K WiagBIMouse-TrKARV4E & HE ST 3 ECSOEMUN - $iT
#EFIMouse-TrKARVAE & RET R - PURSEIAIIENS - @ESLR - &FFI I8t
REHVECSO(EEFL 1.5 pg/mL - B HEERET - NF(EHiAEH1L1-1gG4 ~ H3L1-
1gG4 ~ H3L2-IgG4HJEC501E 55 Bl 550.1341 pg/mL > 0.1110 pg/mL > 0.1254

SR39H - 3t 47 H(EYERE)
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ng/mL » #rEHEEHOLO-IgG4HYECS0{E £50.1048 pg/mL - FEH » AR b
H1L1-IgG4 ~ H3L1-1gG4 ~ H3L2-IgG4 DL K #ix & PiAsHOLO-1gG4 #iMouse-TrK AE]
ARBVEEERET] © B & PIRSHOLO-IgG4EEE - AR IAEHIL1-1gG4
H3L1-IgG4 ~ H3L2-1gG4#Mouse-TrK A4S & YA I EEAR R 8 -

[0152] Ehafl 8 FERT R =CARRE ot il AR L PR ¥ Human-NGFA]
Human-TrK A4S & HIHIEHE A

[0153)] #Human-NGF4A#1ZZ(L » F]FiHuman-NGF ] D) 45 & HEK293T-
HumanTrkA4f{Af_FAYHuman-Trk A& HHESME - HLTrkABE S fEG IRt i DAGE &
HEK293T-HumanTrk AR FHYHuman-TrkAZE HHEYMNE - st eSS - &
R VARG - A HEREDRE (20 pg/mL - 10 pg/mL > 5 pg/mL - 2.5 pg/mL
1.25 pg/mL » 0.625 pg/mL » 0.313 pg/mL > 0.156 pg/mL > 0.078 nug/mL - 0.039
pg/mL > 0.019 pg/mL) & AJE(EPiES (H1L1-1gG4 ~ H3L1-1gG4 ~ H3L2-IgG4 )
LR i (HOLO-IgG4) fEAT ° Human-NGFEZHEK293T-HumanTrkA4H
At FHuman-TrkAZE HRSMESS S 1EN - L& AR LTS £ Human-NGFA
Human-TrKAZESHIHIHIER - EER4EHRAE4 - B - parent %{H ML T B2
HEK293T-HumanTrk AZHAE_-Human-TrK AZE (5 Y MNE4S &Y Human-NGF/(E
5% SE(EAE - BFIHEK293T-HumanTrkAZHAE - Human-TrkA&E 5 RS M&ESE & HY
Human-NGF{E55#55 » Piiail#EHuman-NGFEiHuman-TrK A45E&HI/E FH#L A
WERTS - BEES ANR{EDUAE (HIL1-IgG4 ~ H3L1-1gG4 ~ H3L2-1gG4) DLR R
&bide (HOLO-IgG4) JREHVIENN - parent %fEZHIE(E - BERBITNE - Bl
Human-TrkAZE 5 RfYM& 45 & FYHuman-NGFE 58 2 M4 (K - B /¢ A Human-
NGF%5 & Human-TrkAZE H fEYMNE ° Human-NGFEiHuman-Trk A4S & & 20
& o AJR(EFiEE (HIL1-IgG4 ~ H3L1-1gG4 ~ H3L2-1gG4 ) HYICS0537150.7963
png/mL ~ 0.7405 pg/mL ~ 0.6653 ng/mL - #x&Pife (HOLO-IgG4 ) AYIC505

SRA0H - 3t 47 H(SEERIE)
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0.8810 pg/mL ; B 5, » —EHVREEHEN » & AFE(EDIAEHIL1-IgG4 ~ H3L1-
IgG4 ~ H3L2-1gG4) DAR#R&EDiAe (HOLO-1gG4) TE4MAE/KAE FAESRI & ({8
MAYHIHI Human-NGFE Human-Trk A4S & 5 Btk & dide (HOLO-IgG4) fH

FE o ASE(EHIASHIL1-IgG4 ~ H3L1-1gG4 ~ H3L2-1gG4 ) ¥fHuman-NGF#]
Human-TrKAZE G HYHIGIE FHEAIRIF A& o

[0154) Ehial 9 FER R AR ot Bl TAS ¥ Mouse-NGFAL
Mouse-TrKA%E & EVHIHE
[0155]) FEFMouse-NGF4E¥ZAE » F|FHMouse-NGF O] DL 45 & HEK293T-

MouseTrk AZAf_FHIMouse-TrkAfE HHE/ME - HiTrkABE T fETIRE T i ASE &
HEK293T-Mouse Trk A4fiHf]_F-HYMouse-TrkAZE H /M - 5%atim 1B - &
R A AR - AHEREDRE (20 pg/mL - 10 pg/mL - 5 pg/mL > 2.5 pg/mL
1.25 pg/mL » 0.625 pg/mL » 0.313 pg/mL > 0.156 pg/mL > 0.078 nug/mL - 0.039
pg/mL » 0.019 pg/mL) & AJF(EHiAY (HIL1-IgG4 ~ H3L1-1gG4 ~ H3L2-1gG4)
DR tREHIEE (HOLO-1gG4) fEFA T » Mouse-NGFEIHEK?293T-Mouse TrkA4HHE
_Mouse-TrkAZE B Y MELEEE R » T & AR B TRE ¥ Mouse-NGFHIMouse-
TrKASESHIHIHIER - EER4ERAIES - B - parent %{E KL T BIHEK293T-
MouseTrk A4 FMouse-TrKAZE H S ME 45 & HIMouse-NGF(E 5% - FE{E YK
BIHEK293T-Mouse Trk A4 Mouse-Trk AZE [ i MNE4E & BMouse-NGF/(E 5
#55 - iRzilifMouse-NGFEIMouse-TrKASE ERVE A © WIEFT~ » FEE
& NJE(EPiEE (HIL1-1gG4 ~ H3L1-1gG4 ~ H3L2-1gG4) DL R iRaHia (HOLO-
1gG4) SRR » parent DfE (R » HEBATNZE > BlEIMouse-TrkAZE
H IS MN&ESS & HIMouse-NGF{E 57 2K » H F]7% 7 Mouse-NGF45 & Mouse-
TrkAZEHMEIMNE > Mouse-NGFEIMouse-Trk ARV & & #HIH] - ANJRIEDIRE
(HIL1-1gG4 ~ H3L1-IgG4 ~ H3L2-IgG4 ) HYICS047 51 £50.3848 pg/mL ~ 0.2826

FAIH - 3t 47 HEPERE)
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png/mL ~ 0.2524 ng/mL > #x&HiEe (HOLO-1gG4 ) AYIC50/0.3959ug/mL ; 1]

R —ErREREN - & ANR(EPIREHILI-IgG4 ~ H3L1-1gG4 ~ H3L.2-1gG4)
DR AT (HOLO-1gG4) FARHIZKAE 1B sl 8 A AT Mouse-NGF
fiiMouse- TrkAFIGH £ § Bl &3R8 (HOLO-IgG4) FEE » AJB(LHTREHILL-
IgG4 ~ H3L1-IgG4 ~ H3L2-1gG4 ) ¥tMouse-NGFF1Mouse-TrK A4S & HYHIHI{E
BRI -

[0156] FHEfl 10 fEHELISATTARHE AR{EH1AS BLHEEHuman-TrK A
SEEHVRFEM
[0157] TrkAZREHIEEINZAsHS A BOSIB(RTKs) » EFHTKA ~ TrkBF]

TrkC - EMTEARESHIEIREN: - TrkA Z1isE g LA NGF) By ZAels 2B
e - BEFEMAESNGE - ENGFIIHEEMEZ G © FREFIFITIZASTrkA 4 » NGF
2 [ BLEARHIN T2 /8p75 456 - sl - JIBELISATT AR ERE (20
pg/mkL > 10 pg/mL > 5 pg/mL > 2.5 pg/mL > 1.25 pg/mL > 0.625 pg/mL > 0.313
pg/mL > 0.156 pg/mL > 0.078 pg/mL - 0.039 pg/mL - 0.019 ng/mL ) AJE{EHiEE
(HIL1-1gG4 ~ H3L1-IgG4 ~ H3L2-1gG4 ) DL K& HiAs (HOLO-1gG4 ) 47 Hi#d
TrKA ~ TrKB ~ TrKC ~ PTSEVE S 1 > FHE e\ DA Eff Human-TrKASS &
AR M - SERWEOHT R - BlH - —EHHIARRE [ - OD4SOE S hiAS Bl
EOHIEEG RS - BEEAKRPUREBIE OGS GG - BRERETR - NE(EH
B8 (HI1L1-1gG4 ~ H3L1-IgG4 ~ H3L2-1gG4) DI r&ahife (HOLO-IgG4 ) Bi
TIKAZRSH A RIFVEE S (ZaWiaeRE 0 ng/mLIEIE]20 pg/mL » OD450
BRI E 2 BARE - #3/h) » BATKB ~ TrKC ~ PISEAARG &
(& ZHYRTREHO pg/mLIgE JIF20 pg/mL - ODASOEEAT AL » BT
0) - 8[5  ZEPIREFEEHuman-TrK ASS & BT 2 AR -

[0158] EHEfdl 11 fE FHELISAJ 7ARHE NR(EHiAR/ N A NEYADATE ML

A2 - 3t 47 H(EYERE)
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[0159]) & > ©AE(EPIAE (HI1L1-IgG4 ~ H3L1-IgG4 ~ H3L2-
1gG4) DIKir&DIRE (HOLO-1gG4) srhllsees /NG, » R4 5% 55 14 RD141Y
FERFIRIT - (EHPBSHRREE NRILDIAS (HIL1-IgG4 ~ H3L1-1gG4 ~ H3L2-
1gG4) DIKiEr&DiRE (HOLO-1gG4) F1 pg/mLEHEEENR - BFLI1A100 pL -
A°CHRTRIIE © [EAIPBSAREIR3 K - EH5% milk-PBSTEZ @ EIFAL hr 5 Zh1%
EFPBSARAEMIR 5 5% Milk-PBS&EENRIFE MR/ NEEID (1:500 -
1:1000 ~ 1:5000 ~ 1:10000 ~ 1:50000) - Az EHEL hr - SR EETEN FEAVE
MMADA ZERGIER - BFL100 pL - SEsEfRMEEIE (NC) - ZRKEL hr; 28
& {E APBSIEIRAM3 K » WETHARA » 1A 1:2000f7 R FTHRPAEECHY =51/
ElIgG (Fe) i =R K FELhe ; PBSERIINS K% » F08Z  JILA100 uLJEY)
FIERTMB - %5 ~ 2R R T 20 min 5 ZR1&H0AS0 nLES IHR » SR A%
Tl FEEALODASOME » &5 AL T ET - EH - OD450{E KM EAHIADAG
59 * SR{EBCKR - EAEAJADARGS - FEREGS AR » Bl & PiAe (HOLO-IgG4)
MEE » AJF(EHUEE (HIL1-IgG4 ~ H3L1-IgG4 ~ H3L2-1gG4 ) FE4AJADARSS ;
a5, > NR(EDiAE (HIL1-1gG4 ~ H3L1-1gG4 ~ H3L2-1gG4) ik GHife
(HOLO-1gG4 ) EAFHRATREIRM: -

[0160] EFJwf 12 FEHELISAJTAFHE NRLHiRS NS N EEE) 1182
-0

[0161] fEMICR/INERI2EE - BEIRTEIT 7 R4l - 35E/4R - #21 mg/kg sy
RIS B MRS 4E TR & PTARHOLO-IgGAR JR(EHTAEHIL1-1gG4 - 5775
TAEEE%] ~ 6~ 24 ~ 72 ~ 168 ~ 336 ~ 504 ~ 672 ha2 il 4y Ekins# (EDTA-K2%;
BE) o BRARGGEEAEIGN0.25 haRiM - R EHEECLATE 37 & A T HOLO-1gG4

CHIL1-IgG4HRE - MRIBMIEEYRET BERD N ES Y - TEPKSHEE
AT » 4k 47 FHIHHTE)
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RFEAR2 - BERFHIER FLES - SERAUR - ICR/NEFFAR TS HOLO-1gG4EH1L1-
1gG41% » I AL A7 A F97 hfl143 h 5 7 T ESfHOLO-IgG4EH1L1-
1eG41% » I EEIENE e 75 B F540 hF156 h » S Cmas7 Bl E6.61 png/mLF119.49
pg/mL » SEFJAUCLsTy Al 52120 pg-h/mLF13020 pg-h/mL » S5 4E A 73 A
Ry75 hfl122 h - @EAYF R A R89%K1101% A H, » Bk &H1AEHOLO-

1gG4HEEE - NJREPTAGHILL-1gG4 B A BRI AR N EE BN IS H, -

[7=2]
ZE o 45 4% & ti2 Tmax Cmax AUCast Vss CL MRT F
&R A1 #h5k \

Y J7 mg/kg h h  ug/mL pg-h/mL mL/kg mL/h/kg h %

1 HOLO 20200524 i.v. 1 97 0.25 28.6 2390 76 047 170 /

2 HOLO 20200524 s.c. 1 75 40 6.61 2120 / / 213 89

3 HILI1 20200524 i.v. 1 143 0.25 31.7 3000 71 033 200 /
4 HIL1 20200524 s.c. 1 122 56 9.49 3020 / / 221 101

[0162]) Fhifl 13 R C RS AR RSkl R EDUREHYADCC
T

[0163] PifefREMEAIMEEM(ER (ADCC) 25 - ElgGhiagimiaFabi
BUEAI R E DU A ER R BIE & 1% - HPFcE i BAFoyRIVARL G4 (NK
AR - BRZ-EURARE - M AR SRUEMREAS & - S SUENN AL S
M ERERBENANE - S5 - FER TR E L CD16Z 5 FINFAT(Nuclear
Factor of Activated T-cells) 7 EJR (A Jurkat-NFAT-Luc-CD 1628 2l i 25 £L R
HHRE 2 o B 2\ DIASAYFabEL BLEE AR HEK 293 T-Human TrK AZHIAE FHTR &S & DA
% > JIEEAYFcEEBgy MELMPaurkat- NFAT-Luciferase-CD164HEZ=E AT ( Fe
YyRIIIA ) 454 ° 5]iEJurkat-NFAT-Luciferase -CD1640E N NFATHE (S 928 ES S

b EMERECRIREKE LT - BB ERE (100 pg/mL > 20
SAE > 3 47 EGERE)
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ng/mL > 4 pg/mL > 0.8 pg/mL » 0.16 pg/mL > 0.032 pg/mL » 0.0064 pg/mL
0.00128 pg/mL » 0.000256 pg/mL » 0.0000512 pg/mL) AJF(EHTEE(HIL1-IgG4 ~
HILI-IgGDHER T » 3 fEAHREIurkat- NFAT-Luciferase-CD 16028 YE &R B 75 27K
REN - FHE ANRILHIREAYADCCIEY: » 455 T E9 - [EH © Mean Value Szt
BICRMREKE  SEEMA - FEKENS - HEDREHYADCCEL#E -
B RET - BEEVRRRENES » YGRS & H Dulaglutide-1gG4 LA K
NBAEHIASHIL1-1gG4H Mean Value BANE HRETHE - M AJR{EHIARHIL-
IgG1H9Mean ValuelZ it A —HEE L EE » FEUEIEEREEC5050.02281
pg/mL 5 ATE, > NJRE{EHIREHIL1-IgG1EAREAJADCCIEM: » HIL1-IgG4EA
J4H ADCCIEM: -

[0164] EHaf 14 52 £ IH AR E R B EAEHE R Ehiaevae
AEEIRIE M

[0165] 5E bR IrREAE R ERIEA MBI/ N E L ER B 2R
P2 o A FRAL T B B SRAERY 18 12 SR SE PR AU FE B HY PO IRAY - BT R
AERERR AR - BRI EEOR - SRR PRV 2 MRS - 558
o BEFH18-25glfEECSTBL/6/NEE, » R/ NEA TR MY B I HH £ 10 uLiy
CFA - 1Ei515H24 hri% - A FIEREIR S8 EUEETTHE - EnBEthidE 2 RE/
0.5 e IHVENY) - WARIE PR SUREE M o Ry SR IR ~ 25842100 mg/kgHIE
45 » Tanezumab 2 mg/kgB| &40 - MNACI13 2 mg/kgB| 240 ~ HIL1-IgG4 2 mg/kg
FiE4H - $£54H > n=10%/40 - Hrf » Tanezumab B HINGFEFEFEDAG -
MNAC13 B TrkA BEvrfE 1AL o /¥ HE4E - Tanezumab ~ MNAC13 - HILI-
IgGABI EAHELFT TIEST45EE1242 hr ~ 96 hr - 77 B ETTHEMR SR B, - 255
B E R AR N E TS - SRAE 10 - QAR RIEOIE -
/INEUTT TR BRI RRE R - SR SURET - S5IRBUR © [ IR ZRE 4

SRASH - 3t 47 H(EUERE)

1
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LIF&E100 mg/kg OfR2/ NRF % > FRELHHNHICSTBLI6/ N B CFARARSE B R T
TREAES - TanezumablIF B2 mg/kgFZ T4 881242/ NFHIE » I
CS7BL/6/]Ned CFARIIEE BRI S8 B > MARAEEER 96/ NI, - 1@ A%

S EAEH] - MNACI3LIFIE?2 mg/kgF7 T4A8E{R42 ~ 96/NFHIEL > AR AR
R HHIERICSTBL/6/ N R CRAR AL SR E i Mo Z 8 » HIL1-IgG4DIEE2
mg/kg F7 T 4R EEIR 96/ NRF MG » FBRHHNHICSTBL/6/ N B CEARA R SE R 10
BB MRS SRR/ NG, - AR ETEIH] - 455w © HIL1-1gG44E
FZ T 4a 8296/ NI R B AIIHICSTBL/6/ N R CFARR RS BRI R B 8 B
SRR SRERRAYE T -

[0166] FEHEFI1S FEFINIH-3T3-Trk A4IARE A A Ml R (EHTASHYCDCIE

[0167] fHAeHKFERIAINEEMER (CDC) - fERYE M2 BEVdINN S

{EH - BB R MDA REEEDRG S - PRE SV RE
EHARTE > PP RV E G FTHE AR SRR A U - sl > A CCKS
ERHIREDEE (16.67 ng/mL » 5.56 pg/mL > 1.85 pg/mL » 0.62 pg/ml ~ 0.21
pg/ml ~ 0.069 pg/ml ~ 0.023 pg/ml ~ 0.008 pg/ml ~ 0.003 pg/ml) AJE{EHLAE
(HIL1-IgG4 ~ H1L1-IgG1 ) K[aM:-$igRI& 2 H Dulaglutide-IgG4{EF T » &
AHAENIH-3T3-TrKARYEHARE 10 » #HE AR{EAnt-TrKAHTAEHYCDCEM: -
SHRFLEI - B PSRBT - lBEDRRRENTNS - NREDiREHIL1-1gGLE
FEAIAENTH-3T3-TrK AAIARHIRE (5 F F 2T I 58 - PRI IREIC50550.2219
ng/mL ; NJRAEHTRGH1L1-1gG4 K [ VE¥ IR Rl & & 5 Dulaglutide-1gG4 ¥ #E4HAR
NIH-3T3-TrK A EA 2 ARAGEA © 1A - NJR(EDiARHILI-IgG1AE AR
HYCDCIEME » HIL1-1gG4E A2 HFCDCIE: -

[0168] EHuf16 fEFINIH-3T3-Trk AGIARR AR R EHTRRHY AR NE

SRA6H - 3t 47 H(SEUERIE)
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1880048 1135118148 FREEE

[0169] 7ENGFHRIEIT » NIH-3T3-TrkAXRAERE AV Trk A% A Bg &L R EL
/KL 38 - TrkA NS5 A EEN - ANJR{EAnti-TrKAGTAS A] DL&S & NIH-
3T3-TrkAIAIE R BRI TrkAE H - {IHINGFAYRIEL » TR Tk A% H B8 2 BE0h
BEAL/KAE - BB - 2B AlphalLISARY 7 A HIA ELRE (1000 ng/mL - 333.33
pg/mL » 111.11 pg/mL > 37.04 pg/mL > 12.35 pg/mL » 4.12 pg/mL » 1.37 pg/mL
0.45 pg/mL > 0.15 pg/mL > 0.05 pg/mL > 0.017 pg/mL + 0.005 pg/mL) ASE(EHT
AETERT - TrkAE HWVER R B (LK T EREN - R 2EDiRevigsNE
ME - p-TrkARHISGE R B2 - EEBSERATT - ANR{CAnti-TrKAFIASHIL1-1gG4

ESHIHINGF-TrKA(SSRIEES - Bl E {SREM T JHTrkAZE 5 B 2 B aBE B K
% 5 1C5050.02072 pg/mL » ATE, » AJE{LAnti-TrKA$TAEH1L1-IgG4AESH1H]
NGFHTrKA NS mESHYEE) -

[0170] TEFEGEHGEAZIAN T E TR - REEEITA S
R - T EAYE R GME RN - A B R IRE A ARV EE -
B R AR A BRSO B R HY - T BRI AT Y SRR P R IO & g R4
A TE IR E LS IAE T - TSRS SR THEERE S - R LUA
TR HY R

SFRATH - 3t 47 H(SEYERE)

110143134 FEHESE A0202 1133291601-0
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SEQUENCE LISTING
<110> EEEEREEEEEEAIRAH]
<120>  AJRALPIT kARSI R HLIE
<130> 2021.11.18
<150> 202011307482.7
<151> 2020.11.20
<160> 49
<170> PatentIn version 3.3
210> 1
Q211> 116
<212> PRT

<213> Artificial Sequence

<220>
<223> EEFHEV]HEHS

<400> 1
Gln Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Val Arg Pro Gly Thr

1 5 10 15

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

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

Gly Asp Phe Tyr Pro Arg Thr Gly Asn Thr Phe Tyr Asn Glu Asn Phe
50 55 60

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

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Leu Cys
85 90 05

110143134 FEHESE A0202 $B18 - #H56H(FIZE) 1133291601-0
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Ala Arg Ala Gly Thr Gly Phe Asp Tyr Trp Gly Gln Gly Thr Thr Leu
100 105 110

Thr Val Ser Ser
115

210> 2

211> 116

<212> PRT

<213> Artificial Sequence

<220>
<223> EEFHEV]HEHS

<400> 2
Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

Ser Leu Lys Leu Ser Cys Lys Ala Ser Gly Tyr Ala Phe Thr Asn Tyr
20 25 30

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

Gly Asp Phe Tyr Pro Arg Thr Gly Asn Thr Phe Tyr Asn Glu Asn Phe
50 55 60

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

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Leu Cys
85 90 05

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

Thr Val Ser Ser
115

110143134 FEHESE A0202 $28 - #H56H(FIIE) 1133291601-0
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<210> 3

211> 116

<212> PRT

<213> Artificial Sequence

<220>
<223> EEFHEV]HEHS

<400> 3

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

Ser Leu Lys Leu Ser Cys Lys Ala Ser Gly Tyr Ala Phe Thr Asn Tyr
20 25 30

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

Gly Gly Phe Tyr Pro Arg Thr Gly Asn Thr Phe Tyr Asn Glu Asn Phe
50 55 60

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

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Leu Cys
85 90 05

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

Thr Val Ser Ser
115

210> 4

211> 116

<212> PRT

<213> Artificial Sequence

<220>
<223> EEFHEV]HEHS

110143134 FEHESE A0202 838 - #H56H(FIE) 1133291601-0
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<400> 4
Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

Ser Leu Lys Leu Ser Cys Lys Ala Ser Gly Tyr Ala Phe Thr Asn Tyr
20 25 30

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

Gly Asp Phe Tyr Pro Arg Thr Gly Asn Thr Phe Tyr Asn Glu Asn Phe
50 55 60

Lys Gly Gln Val Thr Met Ser Val Asp Lys Ser Ile Thr Thr Ala Tyr
65 70 75 80

Leu Gln Trp Asn Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 90 05

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

Thr Val Ser Ser
115

210> 5

211> 116

<212> PRT

<213> Artificial Sequence

<220>
<223> EEFHEV]HEHS

<400> 5

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

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe Thr Asn Tyr

110143134 FEHESE A0202 $B48 - H56H(FIE) 1133291601-0
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20 25 30

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

Gly Asp Phe Tyr Pro Arg Thr Gly Asn Thr Phe Tyr Asn Glu Asn Phe
50 55 60

Lys Gly Gln Val Thr Met Ser Val Asp Lys Ser Ile Thr Thr Ala Tyr
65 70 75 80

Leu Gln Trp Asn Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 90 05

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

Thr Val Ser Ser
115

210> 6

211> 116

<212> PRT

<213> Artificial Sequence

<220>
<223> EEFHEV]HEHS

<400> 6

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

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

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

Gly Asp Phe Tyr Pro Arg Thr Gly Asn Thr Phe Tyr Asn Glu Asn Phe

110143134 FEHESE A0202 8§58 - H56H(FIIFE) 1133291601-0
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50 55 60

113F11R14H Frigig1E

Lys Gly Lys Val Thr Ile Thr Ala Asp Lys Ser Ile Thr Thr Ala Tyr
65 70 75 80

Met Gln Leu Ser Ser Leu Lys Ala Ser Asp Thr Ala Val Tyr Tyr Cys
85 90 05

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

Thr Val Ser Ser
115

210> 7

211> 116

<212> PRT

<213> Artificial Sequence

<220>
<223> EEFHEV]HEHS

<400> 7

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

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

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

Gly Asp Phe Tyr Pro Arg Thr Gly Asn Thr Phe Tyr Asn Glu Asn Phe
50 55 60

Lys Gly Lys Val Thr Ile Thr Ala Asp Lys Ser Ile Thr Thr Ala Tyr
65 70 75 80

Met Gln Leu Ser Ser Leu Lys Ala Ser Asp Thr Ala Val Tyr Tyr Cys

110143134 FEHESE A0202 8§68 - H56H(FIIZE) 1133291601-0
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85 90 95

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

Thr Val Ser Ser
115

210> 8

211> 116

<212> PRT

<213> Artificial Sequence

<220>
<223> EEFHEV]HEHS

<400> 8

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

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

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

Gly Asp Phe Tyr Pro Arg Thr Gly Asn Thr Phe Tyr Asn Glu Asn Phe
50 55 60

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

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Leu Cys
85 90 05

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

Thr Val Ser Ser

110143134 FEHESE A0202 $B78 - #H56H(FIE) 1133291601-0
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115

113F11R14H Frigig1E

210> 9

211> 107

<212> PRT

<213> Artificial Sequence

<220>
<223> EREH TS

<400> 9
Ser 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 Gly 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 Ser Arg His Thr Gly Val Pro Asp Arg Phe Thr Gly
50 55 60

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

Glu Asp Leu Ala Ala Tyr His Cys Gly Gln Asn Tyr Ile Tyr Pro Phe
85 90 05

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

<210> 10
211> 107
<212> PRT
<213> Artificial Sequence

<220>
<223> EREH TS

<400> 10

110143134 FEHESE A0202 $8H - H56H(FIIZE) 1133291601-0
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Glu Ile Val Met Thr Gln Ser Pro
1 5

Glu Arg Val Thr Leu Ser Cys Lys
20

Val Ser Trp Tyr Gln Gln Lys Pro
35 40

Tyr Gly Ala Ser Ser Arg His Thr
50 55

Ser Gly Ser Glu Thr Asp Phe Thr
65 70

Glu Asp Leu Ala Ala Tyr His Cys
85

Thr Phe Gly Gly Gly Thr Lys Leu
100

210> 11

211> 107

<212> PRT

<213> Artificial Sequence

<220>
<223> EREH TS

<400> 11
Glu Ile Val Met Thr Gln Ser Pro

1 5

Glu Arg Val Thr Leu Ser Cys Lys
20

Val Ser Trp Tyr Gln Gln Lys Pro
35 40

110143134

FEHESE A0202

Ala Thr Leu Ser Leu Ser Val Gly
10 15

Ala Ser Glu Asn Val Gly Gly Tyr
25 30

Asp Gln Ser Pro Lys Leu Leu Ile
45

Gly Val Pro Asp Arg Phe Thr Gly
60

Leu Thr Ile Ser Ser Val Gln Ala
75 80

Gly Gln Asn Tyr Ile Tyr Pro Phe
90 05

Glu Ile Lys
105

Ala Thr Leu Ser Leu Ser Val Gly
10 15

Ala Ser Glu Asn Val Gly Gly Tyr
25 30

Asp Gln Ser Pro Lys Leu Leu Ile
45

$F98 - H56H(FIIE)

113F11R14H Frigig1E

1133291601-0



1880048 1135118148 FREEE

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

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

Glu Asp Leu Ala Ala Tyr His Cys Gly Gln Asn Tyr Ile Tyr Pro Phe
85 90 05

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

210> 12
211> 107
<212> PRT
<213> Artificial Sequence

<220>
<223> EREH TS

<400> 12
Glu Ile Val Met Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Val Gly

1 5 10 15

Glu Arg Val Thr Leu Ser Cys Lys Ala Ser Glu Asn Val Gly Gly 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 Ser Arg His Thr Gly Val Pro Ala Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Val Tyr His Cys Gly Gln Asn Tyr Ile Tyr Pro Phe
85 90 05

110143134 FEH5E A0202 $£108 - H56BH(FEIR) 1133291601-0
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Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 13

211> 107

<212> PRT

<213> Artificial Sequence

<220>
<223> EREH TS

<400> 13

Glu 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 Lys Ala Ser Glu Asn Val Gly Gly 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 Ser Arg His Thr Gly Val Pro Asp Arg Phe Thr Gly
50 55 60

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

Glu Asp Leu Ala Ala Tyr His Cys Gly Gln Asn Tyr Ile Tyr Pro Phe
85 90 05

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

210> 14

211> 107

<212> PRT

<213> Artificial Sequence

<220>
<223> PiBEEENEERY)

110143134 FEH5E A0202 $£11E - H56B(FEIR) 1133291601-0



1880048 1135118148 FREEE

<400> 14
Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu

1 5 10 15

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

Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln
35 40 45

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 55 60

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

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90 05

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 15

211> 326

<212> PRT

<213> Artificial Sequence

<220>
<223> PiBEEENEERY)

<400> 15

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Cys Ser Arg
1 5 10 15

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

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser

110143134 FEH5E A0202 $£128 - H56BH(RIR) 1133291601-0
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35 40 45

113F11R14H Frigig1E

Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
50 55 60

Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Lys Thr
65 70 75 80

Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 05

Arg Val Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
100 105 110

Glu Ala Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
115 120 125

Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
130 135 140

Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
145 150 155 160

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
165 170 175

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
180 185 190

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
195 200 205

Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
210 215 220

Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys
225 230 235 240

110143134 FEH5E A0202 $138 - H56EH(FEIER) 1133291601-0
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Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
245 250 255

Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
260 265 270

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
275 280 285

Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
290 295 300

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
305 310 315 320

Leu Ser Leu Ser Leu Gly
325

<210> 16
211> 229
<212> PRT
<213> Artificial Sequence

<220>
<223>  AJE1eGATF AR eyl

<400> 16
Glu Ser Lys Tyr Gly Pro Pro Cys Pro Ser Cys Pro Ala Pro Glu Phe

1 5 10 15

Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr
20 25 30

Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val
35 40 45

Ser Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly Val
50 55 60

110143134 FEH5E A0202 $£148 - H56B(FEIER) 1133291601-0
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Glu Val His Asn Ala

65

Thr

Asn

Ser

Gln

Val

145

Val

Pro

Thr

Val

Leu
225

Tyr Arg

Gly Lys

Ile Glu
115

Val Tyr
130

Ser Leu

Glu Trp

Pro Val

Val Asp
195

Met His
210

Ser Leu

<210> 17
Q211> 442
<212> PRT

<213>

110143134

Val Val
85

Glu Tyr
100

Lys Thr

Thr Leu

Thr Cys

Glu Ser

165

Leu Asp

180

Lys Ser

Glu Ala

Gly Lys

Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser
70 75 80

Ser Val Leu Thr Val Leu His Gln Asp Trp Leu
90 05

Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser
105 110

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
120 125

Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln
135 140

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
150 155 160

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
170 175

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu
185 190

Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser
200 205

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser
215 220

Artificial Sequence

FEHESE A0202 $F158 - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0
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<220>
<223> HifH

<400> 17
Glu Val Gln

1

Ser Leu Lys

Trp Leu Gly
35

Gly Asp Phe
50

Lys Gly Lys
65

Met Gln Leu

Ala Arg Ala

Thr Val Ser
115

Pro Cys Ser
130

Val Lys Asp
145

Ala Leu Thr

Gly Leu Tyr

110143134

Leu Leu Glu Ser Gly Gly Gly Leu

Leu

20

Trp

Tyr

Val

Ser

Gly

100

Ser

Arg

Tyr

Ser

Ser

5

Ser

Met

Pro

Thr

Ser

85

Thr

Ala

Ser

Phe

Gly

165

Leu

Cys Lys Ala

Lys Gln Arg
40

Arg Thr Gly
55

Leu Thr Ala
70

Leu Thr Ser

Gly Phe Asp

Ser Thr Lys
120

Thr Ser Glu
135

Pro Glu Pro
150

Val His Thr

Ser Ser Val

10

Ser Gly Tyr
25

Pro Gly His

Asn Thr Phe

Asp Lys Ser
75

Glu Asp Ser
90

Tyr Trp Gly
105

Gly Pro Ser

Ser Thr Ala

Val Thr Val
155

Phe Pro Ala
170

Val Thr Val

FEHESE A0202

Val Gln Pro Gly Gly
15

Ala Phe Thr Asn Tyr
30

Gly Leu Glu Trp Ile
45

Tyr Asn Glu Asn Phe
60

Ser Asn Thr Ala Tyr
80

Ala Val Tyr Leu Cys
05

Gln Gly Thr Thr Leu
110

Val Phe Pro Leu Ala
125

Ala Leu Gly Cys Leu
140

Ser Trp Asn Ser Gly
160

Val Leu Gln Ser Ser
175

Pro Ser Ser Ser Leu

$F16E - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0
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Gly Thr

Lys Val
210

Cys Pro
225

Pro Lys

Cys Val

Trp Tyr

Glu Glu
290

Leu His

305

Asn Lys

Gly Gln

Glu Met

Tyr Pro
370

110143134

Lys

195

Asp

Ala

Pro

Val

Val

275

Gln

Gln

Gly

Pro

Thr

355

Ser

180

Thr Tyr

Lys Arg

Pro Glu

Lys Asp
245

Val Asp
260

Asp Gly

Phe Asn

Asp Trp

Leu Pro

325

Arg Glu
340

Lys Asn

Asp Ile

185

Thr Cys Asn Val
200

Val Glu Ser Lys
215

Ala Ala Gly Gly
230

Thr Leu Met Ile

Val Ser Gln Glu
265

Val Glu Val His
280

Ser Thr Tyr Arg
295

Leu Asn Gly Lys
310

Ser Ser Ile Glu

Pro Gln Val Tyr
345

Gln Val Ser Leu
360

Ala Val Glu Trp
375

FEHESE A0202

Asp His

Tyr Gly

Pro Ser
235

Ser Arg
250

Asp Pro

Asn Ala

Val Val

Glu Tyr

315

Lys Thr

330

Thr Leu

Thr Cys

Glu Ser

Lys

Pro

220

Val

Thr

Glu

Lys

Ser

300

Lys

Ile

Pro

Leu

190

Pro Ser
205

Pro Cys

Phe Leu

Pro Glu

Val Gln
270

Thr Lys
285

Val Leu

Cys Lys

Ser Lys

Pro Ser

350

Val Lys
365

Asn

Pro

Phe

Val

255

Phe

Pro

Thr

Val

Ala

335

Gln

Gly

Thr

Pro

Pro

240

Thr

Asn

Arg

Val

Ser

320

Lys

Glu

Phe

Asn Gly Gln Pro Glu

380

HF178 - #H56H(FIIF)

113F11R14H Frigig1E

1133291601-0
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Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe
385 390 395 400

Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly
405 410 415

Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
420 425 430

Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly
435 44()

<210> 18
211> 442
<212> PRT
<213> Artificial Sequence

<220>
<223> HifH

<400> 18
Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

Ser Leu Lys Leu Ser Cys Lys Ala Ser Gly Tyr Ala Phe Thr Asn Tyr
20 25 30

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

Gly Gly Phe Tyr Pro Arg Thr Gly Asn Thr Phe Tyr Asn Glu Asn Phe
50 55 60

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

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Leu Cys
85 90 05

110143134 FEH5E A0202 $188  H56BH(RIR) 1133291601-0
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Ala Arg Ala

Thr Val Ser
115

Pro Cys Ser
130

Val Lys Asp
145

Ala Leu Thr

Gly Leu Tyr

Gly Thr Lys
195

Lys Val Asp
210

Cys Pro Ala
225

Pro Lys Pro

Cys Val Val

Trp Tyr Val
275

Glu Glu Gln

110143134

Gly Thr
100

Ser Ala

Arg Ser

Tyr Phe

Ser Gly
165

Ser Leu
180

Thr Tyr

Lys Arg

Pro Glu

Lys Asp
245

Val Asp
260

Asp Gly

Phe Asn

Gly

Ser

Thr

Pro

150

Val

Ser

Thr

Val

Ala

230

Thr

Val

Val

Ser

Phe Asp Tyr Trp Gly Gln Gly Thr Thr Leu

Thr Lys
120

Ser Glu
135

Glu Pro

His Thr

Ser Val

Cys Asn

200

Glu Ser
215

Ala Gly

Leu Met

Ser Gln

Glu Val

280

Thr Tyr

105

Gly

Ser

Val

Phe

Val

185

Val

Lys

Gly

Ile

Glu

265

His

Arg

FEHESE A0202

Pro Ser

Thr Ala

Thr Val
155

Pro Ala
170

Thr Val

Asp His

Tyr Gly

Pro Ser

235

Ser Arg

250

Asp Pro

Asn Ala

Val Val

Val

Ala

140

Ser

Val

Pro

Lys

Pro

220

Val

Thr

Glu

Lys

Ser

110

Phe Pro
125

Leu Gly

Trp Asn

Leu Gln

Ser Ser
190

Pro Ser
205

Pro Cys

Phe Leu

Pro Glu

Val Gln
270

Thr Lys
285

Val Leu

Leu

Cys

Ser

Ser

175

Ser

Asn

Pro

Phe

Val

255

Phe

Pro

Thr

Ala

Leu

Gly

160

Ser

Leu

Thr

Pro

Pro

240

Thr

Asn

Arg

Val

F198 - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0
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290

Leu His Gln
305

Asn Lys Gly

Gly Gln Pro

Glu Met Thr
355

Tyr Pro Ser
370

Asn Asn Tyr
385

Phe Leu Tyr

Asn Val Phe

Thr Gln Lys
435

<210> 19
Q211> 442
<212> PRT

Asp Trp

Leu Pro
325

Arg Glu
340

Lys Asn

Asp Ile

Lys Thr

Ser Lys
405

Ser Cys
420

Ser Leu

295

Leu Asn Gly Lys Glu Tyr
310 315

Ser Ser Ile Glu Lys Thr
330

Pro Gln Val Tyr Thr Leu
345

Gln Val Ser Leu Thr Cys
360

Ala Val Glu Trp Glu Ser
375

Thr Pro Pro Val Leu Asp
390 395

Leu Thr Val Asp Lys Ser
410

Ser Val Met His Glu Ala
425

Ser Leu Ser Leu Gly
44()

<213> Artificial Sequence

<220>

<223> HifH

<400> 19

300

Lys Cys Lys Val Ser
320

Ile Ser Lys Ala Lys
335

Pro Pro Ser Gln Glu
350

Leu Val Lys Gly Phe
365

Asn Gly Gln Pro Glu
330

Ser Asp Gly Ser Phe
400

Arg Trp Gln Glu Gly
415

Leu His Asn His Tyr
430

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

110143134

FEHESE A0202

$208 - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0



1880048 1135118148 FREEE

Ser Leu Lys Leu Ser Cys Lys Ala Ser Gly Tyr Ala Phe Thr Asn Tyr
20 25 30

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

Gly Asp Phe Tyr Pro Arg Thr Gly Asn Thr Phe Tyr Asn Glu Asn Phe
50 55 60

Lys Gly Gln Val Thr Met Ser Val Asp Lys Ser Ile Thr Thr Ala Tyr
65 70 75 80

Leu Gln Trp Asn Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 90 05

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

Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala
115 120 125

Pro Cys Ser Arg Ser Thr Ser Glu Ser Thr Ala Ala Leu Gly Cys Leu
130 135 140

Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly
145 150 155 160

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

Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu
180 185 190

Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp His Lys Pro Ser Asn Thr
195 200 205

110143134 FEH5E A0202 $218 . H56BH(RIR) 1133291601-0



1880048

Lys Val Asp Lys Arg Val Glu Ser

210

Cys Pro
225

Pro Lys

Cys Val

Trp Tyr

Glu Glu
290

Leu His
305

Asn Lys

Gly Gln

Glu Met

Tyr Pro
370

Asn Asn
385

Phe Leu

110143134

Ala

Pro

Val

Val

275

Gln

Gln

Gly

Pro

Thr

355

Ser

Tyr

Tyr

Pro Glu

Lys Asp
245

Val Asp

260

Asp Gly

Phe Asn

Asp Trp

Leu Pro

325

Arg Glu

340

Lys Asn

Asp Ile

Lys Thr

Ser Lys

Ala

230

Thr

Val

Val

Ser

Leu

310

Ser

Pro

Gln

Ala

Thr
390

215

Ala Gly

Leu Met

Ser Gln

Glu Val
280

Thr Tyr
295

Asn Gly

Ser Ile

Gln Val

Val Ser
360

Val Glu
375

Pro Pro

Lys Tyr Gly

Gly Pro Ser
235

Ile Ser Arg
250

Glu Asp Pro
265

His Asn Ala

Arg Val Val

Lys Glu Tyr
315

Glu Lys Thr
330

Tyr Thr Leu
345

Leu Thr Cys

Trp Glu Ser

Val Leu Asp
395

Leu Thr Val Asp Lys Ser

FEHESE A0202

Pro Pro Cys Pro Pro

220

Val Phe

Thr Pro

Glu Val

Lys Thr
285

Ser Val
300

Lys Cys

Ile Ser

Pro Pro

Leu Val
365

Asn Gly
330

Ser Asp

Leu Phe

Glu Val
255

Gln Phe
270

Lys Pro

Leu Thr

Lys Val

Lys Ala

335

Ser Gln

350

Lys Gly

Gln Pro

Gly Ser

Pro

240

Thr

Asn

Arg

Val

Ser

320

Lys

Glu

Phe

Glu

Phe
400

Arg Trp Gln Glu Gly

$228 - #H56H(FIIF)

113F11R14H Frigig1E

1133291601-0



1880048

405

410

415

Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr

420

Thr Gln Lys Ser Leu
435

<210> 20
211> 442
<212> PRT
<213>

<220>
<223>

<400> 20
Gln Val Gln Leu Val
1 5

Ser Val Lys Val Ser
20

Trp Leu Gly Trp Met
35

Gly Asp Phe Tyr Pro
50

Lys Gly Gln Val Thr
65

Leu Gln Trp Asn Ser
85

Ala Arg Ala Gly Thr
100

Thr Val Ser Ser Ala

110143134

425

Ser Leu Ser Leu Gly
44()

Artificial Sequence

Gln Ser Gly Val Glu Val
10

Cys Lys Ala Ser Gly Tyr
25

Lys Gln Arg Pro Gly His
40

Arg Thr Gly Asn Thr Phe
55

Met Ser Val Asp Lys Ser
70 75

Leu Lys Ala Ser Asp Thr
90

Gly Phe Asp Tyr Trp Gly
105

Ser Thr Lys Gly Pro Ser

FEHESE A0202

430

Lys Lys Pro Gly Ala
15

Ala Phe Thr Asn Tyr
30

Gly Leu Glu Trp Ile
45

Tyr Asn Glu Asn Phe
60

Ile Thr Thr Ala Tyr
80

Ala Met Tyr Tyr Cys
05

Gln Gly Thr Thr Leu
110

Val Phe Pro Leu Ala

238 - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0



1880048

Pro Cys
130

Val Lys
145

Ala Leu

Gly Leu

Gly Thr

Lys Val
210

Cys Pro
225

Pro Lys

Cys Val

Trp Tyr

Glu Glu
290

Leu His
305

110143134

115

Ser

Asp

Thr

Tyr

Lys

195

Asp

Ala

Pro

Val

Val

275

Gln

Gln

Arg Ser

Tyr Phe

Ser Gly
165

Ser Leu
180

Thr Tyr

Lys Arg

Pro Glu

Lys Asp

245

Val Asp

260

Asp Gly

Phe Asn

Asp Trp

120

Thr Ser Glu Ser
135

Pro Glu Pro Val
150

Val His Thr Phe

Ser Ser Val Val
185

Thr Cys Asn Val
200

Val Glu Ser Lys
215

Ala Ala Gly Gly
230

Thr Leu Met Ile

Val Ser Gln Glu
265

Val Glu Val His
280

Ser Thr Tyr Arg
295

Leu Asn Gly Lys
310

FEHESE A0202

Thr Ala

Thr Val
155

Pro Ala
170

Thr Val

Asp His

Tyr Gly

Pro Ser

235

Ser Arg

250

Asp Pro

Asn Ala

Val Val

Glu Tyr
315

Ala

140

Ser

Val

Pro

Lys

Pro

220

Val

Thr

Glu

Lys

Ser

300

Lys

125

Leu Gly

Trp Asn

Leu Gln

Ser Ser
190

Pro Ser
205

Pro Cys

Phe Leu

Pro Glu

Val Gln
270

Thr Lys
285

Val Leu

Cys Lys

Cys

Ser

Ser

175

Ser

Asn

Pro

Phe

Val

255

Phe

Pro

Thr

Val

Leu

Gly

160

Ser

Leu

Thr

Pro

Pro

240

Thr

Asn

Arg

Val

Ser
320

$248 - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0



1880048

Asn Lys Gly

Gly Gln Pro

Glu Met Thr
355

Tyr Pro Ser
370

Asn Asn Tyr
385

Phe Leu Tyr

Asn Val Phe

Thr Gln Lys
435

<210> 21
Q211> 442
<212> PRT

Leu Pro
325

Arg Glu
340

Lys Asn

Asp Ile

Lys Thr

Ser Lys
405

Ser Cys
420

Ser Leu

Ser Ser Ile

Pro Gln Val

Gln Val Ser
360

Ala Val Glu
375

Thr Pro Pro
390

Leu Thr Val

Ser Val Met

Ser Leu Ser
44()

<213> Artificial Sequence

<220>
<223> HifH

<400> 21

Glu Lys Thr Ile Ser Lys Ala Lys
330 335

Tyr Thr Leu Pro Pro Ser Gln Glu
345 350

Leu Thr Cys Leu Val Lys Gly Phe
365

Trp Glu Ser Asn Gly Gln Pro Glu
330

Val Leu Asp Ser Asp Gly Ser Phe
395 400

Asp Lys Ser Arg Trp Gln Glu Gly
410 415

His Glu Ala Leu His Asn His Tyr
425 430
Leu Gly

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

1

5

10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ala Phe Thr Asn Tyr

110143134

20

25 30

FEHESE A0202 $258 - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0



1880048

Trp Leu Gly Trp Met

Gly Asp
50

Lys Gly
65

Met Gln

Ala Arg

Thr Val

Pro Cys
130

Val Lys
145

Ala Leu

Gly Leu

Gly Thr

Lys Val

210

Cys Pro

110143134

35

Phe

Lys

Leu

Ala

Ser

115

Ser

Asp

Thr

Tyr

Lys

195

Asp

Ala

Tyr

Val

Ser

Gly

100

Ser

Arg

Tyr

Ser

Ser

180

Thr

Lys

Pro

Thr

Ser

85

Thr

Ala

Ser

Phe

Gly

165

Leu

Tyr

Arg

Lys

Arg

Ile

70

Leu

Gly

Ser

Thr

Pro

150

Val

Ser

Thr

Val

Pro Glu Ala

Gln Arg
40

Thr Gly
55

Thr Ala

Lys Ala

Phe Asp

Thr Lys
120

Ser Glu
135

Glu Pro

His Thr

Ser Val

Cys Asn
200

Glu Ser
215

Ala Gly

Pro

Asn

Asp

Ser

Tyr

105

Gly

Ser

Val

Phe

Val

185

Val

Lys

Gly

FEHESE A0202

Gly His

Thr Phe

Lys Ser

75

Asp Thr

90

Trp Gly

Pro Ser

Thr Ala

Thr Val

155

Pro Ala

170

Thr Val

Asp His

Tyr Gly

Pro Ser

Gly

Tyr

60

Ile

Ala

Gln

Val

Ala

140

Ser

Val

Pro

Lys

Pro

220

Val

Leu Glu
45

Asn Glu

Thr Thr

Val Tyr

Gly Thr
110

Phe Pro
125

Leu Gly

Trp Asn

Leu Gln

Ser Ser
190

Pro Ser
205

Pro Cys

Phe Leu

Trp Ile

Asn Phe

Ala Tyr
80

Tyr Cys
05

Thr Leu

Leu Ala

Cys Leu

Ser Gly

160

Ser Ser

175

Ser Leu

Asn Thr

Pro Pro

Phe Pro

265 - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0



1880048

225

Pro Lys

Cys Val

Trp Tyr

Glu Glu
290

Leu His
305

Asn Lys

Gly Gln

Glu Met

Tyr Pro
370

Asn Asn

385

Phe Leu

Asn Val

110143134

Pro

Val

Val

275

Gln

Gln

Gly

Pro

Thr

355

Ser

Tyr

Tyr

Phe

Lys Asp
245

Val Asp
260

Asp Gly

Phe Asn

Asp Trp

Leu Pro
325

Arg Glu
340

Lys Asn

Asp Ile

Lys Thr

Ser Lys

405

Ser Cys
420

230

Thr

Val

Val Glu Val

280

Thr Tyr
295

Ser

Leu Asn Gly
310

Ser Ser Ile

Pro Gln Val

Gln Val Ser

360

Ala Val Glu

375

Thr
390

Pro Pro

Leu Thr Val

Ser Val Met

235

250

Ser Gln Glu Asp Pro Glu Val

265

His Asn Ala

Arg Val Val

Lys Glu Tyr
315

Glu Lys Thr
330

Tyr Thr Leu
345

Leu Thr Cys

Trp Glu Ser

Val Leu Asp
395

Asp Lys Ser
410

His Glu Ala
425

FEHESE A0202

Leu Met Ile Ser Arg Thr Pro Glu

Gln
270

Thr
285

Lys Lys

Ser Val Leu

300

Lys Cys Lys

Ile Ser Lys

Pro Pro Ser

350

Leu Val Lys
365

Asn Gly Gln
330

Ser Asp Gly

Arg Trp Gln

Leu His Asn
430

Val

255

Phe

Pro

Thr

Val

Ala

335

Gln

Gly

Pro

Ser

Glu

415

His

240

Thr

Asn

Arg

Val

Ser

320

Lys

Glu

Phe

Glu

Phe

400

Gly

Tyr

$F278 - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0



1880048

Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly

435

<210> 22
Q211> 442
<212> PRT

440

<213> Artificial Sequence

<220>
<223> HifH

<400> 22
Gln Val Gln

1

Ser Val Lys

Trp Leu Gly
35

Gly Asp Phe
50

Lys Gly Lys
65

Met Gln Leu

Ala Arg Ala

Thr Val Ser

115

Pro Cys Ser

130

110143134

Leu Val
5

Val Ser
20

Trp Val

Tyr Pro

Val Thr

Ser Ser
85

Gly Thr
100

Ser Ala

Arg Ser

Gln Ser Gly

Cys Lys Ala

Lys Gln Arg
40

Arg Thr Gly
55

Ile Thr Ala
70

Leu Lys Ala

Gly Phe Asp

Ser Thr Lys
120

Thr Ser Glu
135

Val Glu Val
10

Ser Gly Tyr
25

Pro Gly His

Asn Thr Phe

Asp Lys Ser
75

Ser Asp Thr
90

Tyr Trp Gly
105

Gly Pro Ser

Ser Thr Ala

FEHESE A0202

Lys

Ala

Gly

Tyr

60

Ile

Ala

Gln

Val

Ala
140

Lys Pro Gly Ala
15

Phe Thr Asn Tyr
30

Leu Glu Trp Ile
45

Asn Glu Asn Phe

Thr Thr Ala Tyr
80

Val Tyr Tyr Cys
05

Gly Thr Thr Leu
110

Phe Pro Leu Ala
125

Leu Gly Cys Leu

285 - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0



1880048

Val Lys Asp
145

Ala Leu Thr

Gly Leu Tyr

Gly Thr Lys
195

Lys Val Asp
210

Cys Pro Ala
225

Pro Lys Pro

Cys Val Val

Trp Tyr Val
275

Glu Glu Gln
290

Leu His Gln
305

Asn Lys Gly

Gly Gln Pro

110143134

Tyr Phe

Ser Gly
165

Ser Leu
180

Thr Tyr

Lys Arg

Pro Glu

Lys Asp

245

Val Asp

260

Asp Gly

Phe Asn

Asp Trp

Leu Pro
325

Pro Glu Pro Val
150

Val His Thr Phe

Ser Ser Val Val
185

Thr Cys Asn Val
200

Val Glu Ser Lys
215

Ala Ala Gly Gly
230

Thr Leu Met Ile

Val Ser Gln Glu
265

Val Glu Val His
280

Ser Thr Tyr Arg
295

Leu Asn Gly Lys
310

Ser Ser Ile Glu

Thr Val
155

Pro Ala
170

Thr Val

Asp His

Tyr Gly

Pro Ser
235

Ser Arg
250

Asp Pro

Asn Ala

Val Val

Glu Tyr

315

Lys Thr
330

Arg Glu Pro Gln Val Tyr Thr Leu

FEHESE A0202

Ser

Val

Pro

Lys

Pro

220

Val

Thr

Glu

Lys

Ser

300

Lys

Ile

Pro

Trp

Leu

Ser

Pro

205

Pro

Phe

Pro

Val

Thr

285

Val

Cys

Ser

Pro

Asn

Gln

Ser

190

Ser

Cys

Leu

Glu

Gln

270

Lys

Leu

Lys

Lys

Ser

Ser

Ser

175

Ser

Asn

Pro

Phe

Val

255

Phe

Pro

Thr

Val

Ala

335

Gln

Gly

160

Ser

Leu

Thr

Pro

Pro

240

Thr

Asn

Arg

Val

Ser

320

Lys

Glu

$298 - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0



1880048 1135118148 FREEE

340 345 350

Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe
355 360 365

Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu
370 375 330

Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe
385 390 395 400

Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly
405 410 415

Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr
420 425 430

Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly
435 44()

<210> 23

211> 442

<212> PRT

<213> Artificial Sequence

<220>
<223> HifH

<400> 23

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

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

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

Gly Asp Phe Tyr Pro Arg Thr Gly Asn Thr Phe Tyr Asn Glu Asn Phe

110143134 FEH5E A0202 308 - #H56BH(RIR) 1133291601-0



1880048

50

Lys Gly
65

Met Gln

Ala Arg

Thr Val

Pro Cys
130

Val Lys
145

Ala Leu

Gly Leu

Gly Thr

Lys Val

210

Cys Pro
225

Pro Lys

110143134

Lys

Leu

Ala

Ser

115

Ser

Asp

Thr

Tyr

Lys

195

Asp

Ala

Pro

Val

Ser

Gly

100

Ser

Arg

Tyr

Ser

Ser

180

Thr

Lys

Pro

Lys

Thr

Ser

85

Thr

Ala

Ser

Phe

Gly

165

Leu

Tyr

Arg

Glu

Asp
245

Leu

70

Leu

Gly

Ser

Thr

Pro

150

Val

Ser

Thr

Val

Ala

230

Thr

55

Thr Ala Asp Lys Ser

75

Thr Ser Glu Asp Ser

Phe Asp

Thr Lys
120

Ser Glu
135

Glu Pro

His Thr

Ser Val

Cys Asn

200

Glu Ser
215

Ala Gly

Leu Met

Tyr

105

Gly

Ser

Val

Phe

Val

185

Val

Lys

Gly

Ile

FEHESE A0202

90

Trp Gly

Pro Ser

Thr Ala

Thr Val
155

Pro Ala
170

Thr Val

Asp His

Tyr Gly

Pro Ser

235

Ser Arg
250

60

Ser Asn Thr

Ala Val Tyr

Gln Gly Thr
110

Val Phe Pro
125

Ala Leu Gly
140

Ser Trp Asn

Val Leu Gln

Pro Ser Ser
190

Lys Pro Ser
205

Pro Pro Cys
220

Val Phe Leu

Thr Pro Glu

Ala

Leu

95

Thr

Leu

Cys

Ser

Ser

175

Ser

Asn

Pro

Phe

Val
255

Tyr

80

Cys

Leu

Ala

Leu

Gly

160

Ser

Leu

Thr

Pro

Pro

240

Thr

$318 - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0



1880048

Cys Val Val

Trp Tyr Val
275

Glu Glu Gln
290

Leu His Gln
305

Asn Lys Gly

Gly Gln Pro

Glu Met Thr
355

Tyr Pro Ser
370

Asn Asn Tyr
385

Phe Leu Tyr

Asn Val Phe

Thr Gln Lys
435

<210> 24

110143134

Val Asp
260

Asp Gly

Phe Asn

Asp Trp

Leu Pro
325

Arg Glu
340

Lys Asn

Asp Ile

Lys Thr

Ser Lys
405

Ser Cys
420

Ser Leu

Val Ser Gln Glu Asp Pro Glu Val Gln

Val Glu Val
280

Ser Thr Tyr
295

Leu Asn Gly
310

Ser Ser Ile

Pro Gln Val

Gln Val Ser
360

Ala Val Glu
375

Thr Pro Pro
390

Leu Thr Val

Ser Val Met

Ser Leu Ser
44()

265

His Asn Ala

Arg Val Val

Lys Glu Tyr
315

Glu Lys Thr
330

Tyr Thr Leu
345

Leu Thr Cys

Trp Glu Ser

Val Leu Asp
395

Asp Lys Ser
410

His Glu Ala
425

Leu Gly

FEHESE A0202

270

Lys Thr Lys
285

Ser Val Leu
300

Lys Cys Lys

Ile Ser Lys

Pro Pro Ser
350

Leu Val Lys
365

Asn Gly Gln
330

Ser Asp Gly

Arg Trp Gln

Leu His Asn
430

Phe

Pro

Thr

Val

Ala

335

Gln

Gly

Pro

Ser

Glu

415

His

Asn

Arg

Val

Ser

320

Lys

Glu

Phe

Glu

Phe

400

Gly

Tyr

328 - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0



1880048

QLll> 214
<212> PRT
<213> Artificial Sequence

113F11R14H Frigig1E

<220>
Q23> g

<400> 24

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

Glu Arg Val Thr Leu Ser Cys Lys Ala Ser Glu Asn Val Gly Gly 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 Ser Arg His Thr Gly Val Pro Asp Arg Phe Thr Gly
50 55 60

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

Glu Asp Leu Ala Ala Tyr His Cys Gly Gln Asn Tyr Ile Tyr Pro Phe
85 90 05

Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
100 105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
145 150 155 160

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser

110143134 FEH5E A0202 5338 . H56EH(RIR) 1133291601-0



1880048 1135118148 FREEE

165 170 175

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys
210

<210> 25

211> 214

<212> PRT

<213> Artificial Sequence

<220>
Q23> g

<400> 25

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

Glu Arg Val Thr Leu Ser Cys Lys Ala Ser Glu Asn Val Gly Gly 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 Ser Arg Ala Thr Gly Val Pro Asp Arg Phe Thr Gly
50 55 60

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

Glu Asp Leu Ala Ala Tyr His Cys Gly Gln Asn Tyr Ile Tyr Pro Phe
85 90 05

Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala

110143134 FEH5E A0202 5348 - H56BH(RIR) 1133291601-0



1880048

Pro Ser

Thr Ala
130

Lys Val
145

Glu Ser

Ser Thr

Ala Cys

Phe Asn
210

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

<220>
<223>

<400>

Glu Ile
1

Glu Arg

Val Ser

100 105 110

Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125

Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
135 140

Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
150 155 160

Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190

Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Arg Gly Glu Cys

26

214

PRT

Artificial Sequence

R e

26

Val Met Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Val Gly

5 10 15

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

Trp Tyr Gln Gln Lys Pro Asp Gln Ser Pro Lys Leu Leu Ile

110143134 FEHESE A0202 8358 - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0



1880048

Tyr Gly
50

Ser Gly
65

Glu Asp

Thr Phe

Pro Ser

Thr Ala

130

Lys Val

145

Glu Ser

Ser Thr

Ala Cys

Phe Asn
210

35

Ala

Ser

Phe

Gly

Val

115

Ser

Gln

Val

Leu

Glu
195

Ser Ser

Gly Thr

Ala Val
85

Gly Gly
100

Phe Ile

Val Val

Trp Lys

Thr Glu
165

Thr Leu
180

Val Thr

40

Arg His Thr
55

Asp Phe Thr
70

Tyr His Cys

Thr Lys Leu

Phe Pro Pro
120

Cys Leu Leu
135

Val Asp Asn
150

Gln Asp Ser

Ser Lys Ala

His Gln Gly
200

Arg Gly Glu Cys

<210> 27

Gly Val Pro

Leu Thr Ile
75

Gly Gln Asn
90

Glu Ile Lys
105

Ser Asp Glu

Asn Asn Phe

Ala Leu Gln
155

Lys Asp Ser
170

Asp Tyr Glu
185

Leu Ser Ser

Ala

60

Ser

Tyr

Arg

Gln

Tyr

140

Ser

Thr

Lys

Pro

45

Arg Phe

Ser Leu

Ile Tyr

Thr Val
110

Leu Lys
125

Pro Arg

Gly Asn

Tyr Ser

His Lys
190

Val Thr
205

Ser

Glu

Pro

95

Ala

Ser

Glu

Ser

Leu

175

Val

Lys

Gly

Pro

80

Phe

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser

113F11R14H Frigig1E

211> 214
<212> PRT

110143134 FEHESE A0202 E36E - H56E(FFIR) 1133291601-0



1880048

<213> Artificial Sequence

113F11R14H Frigig1E

<220>
Q23> g

<400> 27
Glu 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 Lys Ala Ser Glu Asn Val Gly Gly 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 Ser Arg His Thr Gly Val Pro Asp Arg Phe Thr Gly
50 55 60

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

Glu Asp Leu Ala Ala Tyr His Cys Gly Gln Asn Tyr Ile Tyr Pro Phe
85 90 05

Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
100 105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
145 150 155 160

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

110143134 FEH5E A0202 378 H56BH(RIR) 1133291601-0



1880048 1135118148 FREEE

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys
210

<210> 28
211> 442
<212> PRT
<213> Artificial Sequence

<220>
<223> HifH

<400> 28
Gln Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Val Arg Pro Gly Thr

1 5 10 15

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

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

Gly Asp Phe Tyr Pro Arg Thr Gly Asn Thr Phe Tyr Asn Glu Asn Phe
50 55 60

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

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Leu Cys
85 90 05

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

110143134 FEH5E A0202 5388  H56EH(RIER) 1133291601-0



1880048

Thr Val Ser
115

Pro Cys Ser
130

Val Lys Asp
145

Ala Leu Thr

Gly Leu Tyr

Gly Thr Lys
195

Lys Val Asp
210

Cys Pro Ala
225

Pro Lys Pro

Cys Val Val

Trp Tyr Val
275

Glu Glu Gln
290

Leu His Gln

110143134

Ser Ala

Arg Ser

Tyr Phe

Ser Gly
165

Ser Leu
180

Thr Tyr

Lys Arg

Pro Glu

Lys Asp
245

Val Asp
260

Asp Gly

Phe Asn

Ser Thr Lys Gly Pro Ser

120

Thr Ser Glu
135

Pro Glu Pro
150

Val His Thr

Ser Ser Val

Thr Cys Asn
200

Val Glu Ser
215

Ala Ala Gly
230

Thr Leu Met

Val Ser Gln

Val Glu Val
280

Ser Thr Tyr
295

Ser

Val

Phe

Val

185

Val

Lys

Gly

Ile

Glu

265

His

Arg

Asp Trp Leu Asn Gly Lys

FEHESE A0202

Thr Ala

Thr Val
155

Pro Ala

170

Thr Val

Asp His

Tyr Gly

Pro Ser

235

Ser Arg

250

Asp Pro

Asn Ala

Val Val

Glu Tyr

Val

Ala

140

Ser

Val

Pro

Lys

Pro

220

Val

Thr

Glu

Lys

Ser

300

Lys

Phe Pro
125

Leu Gly

Trp Asn

Leu Gln

Ser Ser
190

Pro Ser
205

Pro Cys

Phe Leu

Pro Glu

Val Gln
270

Thr Lys
285

Val Leu

Cys Lys

Leu

Cys

Ser

Ser

175

Ser

Asn

Pro

Phe

Val

255

Phe

Pro

Thr

Val

Ala

Leu

Gly

160

Ser

Leu

Thr

Pro

Pro

240

Thr

Asn

Arg

Val

Ser

398 - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0



1880048

305

Asn Lys Gly

Gly Gln Pro

Glu Met Thr
355

Tyr Pro Ser
370

Asn Asn Tyr
385

Phe Leu Tyr

Asn Val Phe

Thr Gln Lys
435

<210> 29
211> 214
<212> PRT

Leu Pro
325

Arg Glu
340

Lys Asn

Asp Ile

Lys Thr

Ser Lys
405

Ser Cys
420

Ser Leu

310

Ser Ser Ile

Pro Gln Val

Gln Val Ser
360

Ala Val Glu
375

Thr Pro Pro
390

Leu Thr Val

Ser Val Met

Ser Leu Ser
44()

<213> Artificial Sequence

<220>
Q23> g

<400> 29

315 320

Glu Lys Thr Ile Ser Lys Ala Lys
330 335

Tyr Thr Leu Pro Pro Ser Gln Glu
345 350

Leu Thr Cys Leu Val Lys Gly Phe
365

Trp Glu Ser Asn Gly Gln Pro Glu
330

Val Leu Asp Ser Asp Gly Ser Phe
395 400

Asp Lys Ser Arg Trp Gln Glu Gly
410 415

His Glu Ala Leu His Asn His Tyr
425 430
Leu Gly

Ser 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 Gly Tyr

110143134

FEHESE A0202 $F40E - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0



1880048

Val Ser

Tyr Gly
50

Ser Gly
65

Glu Asp

Thr Phe

Pro Ser

Thr Ala

130

Lys Val

145

Glu Ser

Ser Thr

Ala Cys

Phe Asn
210

110143134

20

Trp Tyr Gln
35

Ala Ser Ser

Ser Glu Thr

Leu Ala Ala
85

Gly Gly Gly
100

Val Phe Ile
115

Ser Val Val

Gln Trp Lys

Val Thr Glu
165

Leu Thr Leu
180

Glu Val Thr
195

Arg Gly Glu

Gln Lys Pro
40

Arg His Thr
55

Asp Phe Thr
70

Tyr His Cys

Thr Lys Leu

Phe Pro Pro
120

Cys Leu Leu
135

Val Asp Asn
150

Gln Asp Ser

Ser Lys Ala

His Gln Gly

200

Cys

25

Asp Gln Ser

Gly Val Pro

Leu Thr Ile
75

Gly Gln Asn
90

Glu Ile Lys
105

Ser Asp Glu

Asn Asn Phe

Ala Leu Gln
155

Lys Asp Ser
170

Asp Tyr Glu
185

Leu Ser Ser

FEHESE A0202

Pro

Asp

60

Ser

Tyr

Arg

Gln

Tyr

140

Ser

Thr

Lys

Pro

30

Lys Leu Leu Ile

45

Arg Phe

Ser Val

Ile Tyr

Thr Val
110

Leu Lys
125

Pro Arg

Gly Asn

Tyr Ser

His Lys
190

Val Thr
205

Thr

Gln

Pro

95

Ala

Ser

Glu

Ser

Leu

175

Val

Lys

Gly

Ala

80

Phe

Ala

Gly

Ala

Gln

160

Ser

Tyr

Ser

$F418 - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0



1880048

<210> 30

211> 1326

<212> DNA

<213> Artificial Sequence

<220>

Q23> g T

<400> 30
gaggtgcage

tcetgcaagg

ccaggacacg

aacgagaact

atgcagctgt

accggattcg

ggeeecageg

Cctgggctgce

gctttaacct

ttatcctecg

glggaccaca

cettgteece

cCcCaaaccca

gacgtgtece

cacaacgcca

gtgctcaccg

aacaagggac

gaacctcaag

ttaacttgtt

ggeecageecg

110143134

tgctggagtc

ccagcggceta

gactggagtg

tcaagggcaa

ctteectgac

attattgggg

tgttceetet

tcgtgaagga

ccggagtgca

tggtgaccgt

ageecageaa

cttgeccege

aggacacttt

aagaagacce

agaccaagee

tgctgcatca

tgeccagete

tttatacact

tagtgaaggy

aaaacaatta

tggaggagga

cgetttcace

gatcggegac

ggtgaccctg

atccgaggac

ccagggeace

ggctecttgt

ctactttcce

caccttecece

gecttectee

caccaaggtyg

ceeegaggee

aatgatctee

cgaggtgcag

tagggaggaa

agattggctg

catcgagaag

geeeeccage

cttctaccct

taagaccacc

Ctggtgcage

aactattggc

ttttacccte

acagecgata

tcegeegtgt

acactgacag

agcceggtceca

gaacccgtta

getgtgctee

agccteggcea

gacaagaggyg

getggeggac

cggacceecg

tttaactggt

cagttcaact

aacggcaagg

accatcagea

caagaagaga

agcgacatcg

ceceecgtge

FEHESE A0202

caggaggctce

tgggatggat

ggaccggcaa

agtccageaa

acctgtgcge

tgagctctge

cctecgagte

ccgtgagetg

agtcctecgg

ccaagaccta

tfggagtccaa

ccteegtgtt

aagtgacttg

acgtggatgy

ccacctacceg

agtacaagtg

aggccaaagg

tgaccaagaa

ctgtggagty

tfggactcega

tctgaagetg

gaagcagags

cacattctat

taccgettac

tagggctgga

cagcaccaag

cacagctgcet

gaatagcggce

tttatactcet

cacttgtaac

gtacggacct

cetettecece

tgtggtygty

cgtggaggly

ggtggtgtce

caaggtgagce

ceageecegg

ccaagtttet

ggagtccaat

tggttetttt

$F428 - H56H(FIIF)

60

120

180

240

300

360

420

480

540

600

660

720

730

840

900

960

1020

1080

1140

1200

113F11R14H Frigig1E

1133291601-0



1880048

tttttatact ccaagctgac agtggacaag tctcgttgge aagaaggcaa cgtgttetet

tgtagegtega tgcacgagge tttacacaac cactacacce agaagtcttt atctetgtet

ttaggc

<210> 31

<211> 1326
<212> DNA
<213>

<220>
<223>

<400> 31
gaggtgcage

agctgcaagg

ceeggecacg

aacgagaact

atgcagctga

accggcettceg

ggeeecageg

Cctgggctgce

gctttaacct

ttatcctecg

glggaccaca

cettgteece

cCcCaaaccca

gacgtgtece

cacaacgcca

gtgctcaccg

aacaagggac

110143134

i1

tgctggagag

ccagcggceta

gectggagty

tcaagggcaa

gcagecetgac

actactgggg

tgttceetet

tcgtgaagga

ccggagtgca

tggtgaccgt

ageecageaa

cttgeccege

aggacacttt

aagaagacce

agaccaagee

tgctgcatca

tgeccagete

Artificial Sequence

Cggeggeggc

cgeetteace

gateggegge

ggtgaccctg

cagegaggac

ccagggeace

ggctecttgt

ctactttcce

caccttecece

gecttectee

caccaaggtyg

ceeegaggee

aatgatctee

cgaggtgcag

tagggaggaa

agattggctg

catcgagaag

Ctggtgcage

aactactgge

ttctacccca

accgecgaca

agcgecgtet

accctgaccg

agcceggtceca

gaacccgtta

getgtgctee

agccteggcea

gacaagaggy

gctggegegac

cggacceecg

tttaactggt

cagttcaact

aacggcaagg

accatcagea

FEHESE A0202

ceggeggeag

tgggctggat

ggaccggcaa

agageageaa

acctgtgcge

tgagcagegc

cctecgagte

ccgtgagetg

agtcctecgg

ccaagaccta

tfggagtccaa

ccteegtgtt

aagtgacttg

acgtggatgy

ccacctacceg

agtacaagtg

aggccaaagg

Ccctgaagctg

gaagcagags

caccttctac

caccgectac

cagggecgec

cagcaccaag

cacagctgcet

gaatagcggce

tttatactcet

cacttgtaac

gtacggacct

cetettecece

tgtggtygty

cgtggaggly

ggtggtgtce

caaggtgagce

ceageecegg

$438 - H56H(FIIF)

1zou

1320

1326

60

120

180

240

300

360

420

480

540

600

660

720

730

840

900

960

1020

113F11R14H Frigig1E

1133291601-0



1880048

gaacctcaag tttatacact gececccage

ftaacttgtt tagtgaaggg cttctaccct

ggccageecy aaaacaatta taagaccace

tttttatact ccaagctgac agtggacaag

fgtagcgtga tgcacgagge tttacacaac

ttaggc

<210> 32

211> 1326

<212> DNA

<213> Artificial Sequence

<220>
<223>

<400> 32
gaggtgcage

tcetgcaagg

ccaggacacg

aacgagaact

ctgcagtgega

acaggcttcg

ggeeecageg

Cctgggctgce

gctttaacct

ttatcctecg

glggaccaca

cettgteece

cCcCaaaccca

gacgtgtece

110143134

i1

tgctggagtc

ccagcggceta

gactggagty

tcaagggcca

acagectgaa

attattgggg

tgttceetet

tcgtgaagga

ccggagtgca

tggtgaccgt

ageecageaa

cttgeccege

aggacacttt

aagaagacce

cggaggagead

cgetttcace

gatcggegac

ggtgacaatg

ggcectetgac

ccagggeace

ggctecttgt

ctactttcce

caccttecece

gecttectee

caccaaggtyg

ceeegaggee

aatgatctee

cgaggtgcag

caagaagaga

agcgacatcg

ceceecgtge

tctegttgge

cactacaccc

Ctggtgcage

aactattggc

ttttacccte

fctgtggata

accgctatgt

acactgaccg

agcceggtceca

gaacccgtta

getgtgctee

agccteggcea

gacaagaggy

getggeggac

cggacceecg

tttaactggt

FEHESE A0202

tgaccaagaa

ctgtggagty

tfggactcega

aagaaggcaa

agaagtcttt

caggaggctce

tgggatggat

ggaccggcaa

agtccatcac

actattgtgce

tgtccagege

cctecgagte

ccgtgagetg

agtcctecgg

ccaagaccta

tfggagtccaa

ccteegtgtt

aagtgacttg

acgtggatgy

ccaagtttet

ggagtccaat

tggttetttt

cgtgttctet

atctctgtet

tctgaagetg

gaagcagags

tacattctat

cacagectac

cagggetgge

cagcaccaag

cacagctgcet

gaatagcggce

tttatactcet

cacttgtaac

gtacggacct

cetettecece

tgtggtygty

cgtggaggly

$F44E - H56H(FIIFR)

lusu

1140

1200

1260

1320

1326

60

120

180

240

300

360

420

480

540

600

660

720

730

840

113F11R14H Frigig1E

1133291601-0



1880048

cacaacgcca

gtgctcaccg

aacaagggac

gaacctcaag

ttaacttgtt

ggeecageecg

tttttatact

tgtagcgtga

ttaggc

<210> 33

211> 1326

<212> DNA

agaccaagee

tgctgcatca

tgeccagete

tttatacact

tagtgaaggg

aaaacaatta

ccaagctgac

tgcacgaggc

tagggaggaa

agattggctg

catcgagaag

geeeeccage

cttctaccct

taagaccacc

agtggacaag

tttacacaac

<213> Artificial Sequence

<220>
<223>

<400> 33
caagtgcaac

agttgcaaag

cctggccatg

aacgagaact

ctccagtgega

accgggttcg

ggeeecageg

Cctgggctgce

gctttaacct

ttatcctecg

glggaccaca

110143134

i1

tggttcaatce

ccagcggata

gictggaatg

tcaaaggtca

acagtctgaa

actactgggg

tgttceetet

tcgtgaagga

ccggagtgca

tggtgaccgt

ageecageaa

tfggagtggaa

tgectttace

gatcggagac

ggtgaccatg

ggcttctgac

tcaagggacc

ggctecttgt

ctactttcce

caccttecece

gecttectee

caccaaggtyg

cagttcaact

aacggcaagg

accatcagea

caagaagaga

agcgacatcg

ceceecgtge

tctegttgge

cactacaccc

gltaagaagc

aactattggc

ttttatccac

fcecgtggata

accgecatgt

acccteaccg

agcceggtceca

gaacccgtta

getgtgctee

agccteggcea

gacaagaggyg

FEHESE A0202

ccacctacceg

agtacaagtg

aggccaaagg

tgaccaagaa

ctgtggagty

tfggactcega

aagaaggcaa

agaagtcttt

ctggtgccag

fggectggat

gcaccggeaa

agageatcac

actactgcge

tgagtagcgc

cctecgagte

ccgtgagetg

agtcctecgg

ccaagaccta

tfggagtccaa

ggtggtgtee

caaggtgagce

ceageecegg

ccaagtttet

ggagtccaat

tggttetttt

cgtgttctet

atctctgtet

cgttaaagtg

gaaacagagg

cacattctat

taccgettac

tagggcagge

cagcaccaag

cacagctgcet

gaatagcggce

tttatactcet

cacttgtaac

gtacggacct

$458 - H56H(FIIF)

YUU

960

1020

1080

1140

1200

1260

1320

1326

60

120

180

240

300

360

420

480

540

600

660

113F11R14H Frigig1E

1133291601-0



1880048

cettgteece

cCcCaaaccca

gacgtgtece

cacaacgcca

gtgctcaccg

aacaagggac

gaacctcaag

ttaacttgtt

ggeecageecg

tttttatact

tgtagcgtga

ttaggc

<210> 34

211> 1326

<212> DNA

cttgeccege

aggacacttt

aagaagacce

agaccaagee

tgctgcatca

tgeccagete

tttatacact

tagtgaaggg

aaaacaatta

ccaagctgac

tgcacgaggc

ceeegaggee

aatgatctee

cgaggtgcag

tagggaggaa

agattggctg

catcgagaag

geeeeccage

cttctaccct

taagaccacc

agtggacaag

tttacacaac

<213> Artificial Sequence

<220>

Q23> g T

<400> 34
caagtgcage

tcetgtaagg

ccaggacacg

aatgaaaact

atgcagetea

accgggttcg

ggeeecageg

Cctgggctgce

110143134

tggttcaaag

cctecggeta

gictggaatg

tcaaaggcaa

gtagtctcaa

actactgggg

tgttceetet

tcgtgaagga

fggtgttgaa

tgectttaca

gattggcgac

agtgaccate

agctagtgat

gcagggaace

ggctecttgt

ctactttcce

getggeggac

cggacceecg

tttaactggt

cagttcaact

aacggcaagg

accatcagea

caagaagaga

agcgacatcg

ceceecgtge

tctegttgge

cactacaccc

gltaagaagc

aactactgge

ttttacccac

acagecgata

acagcagtgt

acccteaccg

agcceggtceca

gaacccgtta

FEHESE A0202

ccteegtgtt

aagtgacttg

acgtggatgy

ccacctacceg

agtacaagtg

aggccaaagg

tgaccaagaa

ctgtggagty

tfggactcega

aagaaggcaa

agaagtcttt

ctggagctag

fcgggtogat

ggacaggaaa

agtccattac

attactgcge

tgagctctge

cctecgagte

ccgtgagetg

cetettecece

tgtggtygty

cgtggaggly

ggtggtgtee

caaggtgagce

ceageecegg

ccaagtttet

ggagtccaat

tggttetttt

cgtgttctet

atctctgtet

tgtgaaggty

gaagcageec

tacattctat

cactgcatac

cagggeceggc

cagcaccaag

cacagctgcet

gaatagcggce

$F46E - H56H(FIIF)

12U

730

840

900

960

1020

1080

1140

1200

1260

1320

1326

60

120

180

240

300

360

420

480

113F11R14H Frigig1E

1133291601-0



1880048

gctttaacct

ttatcctecg

glggaccaca

cettgteece

cCcCaaaccca

gacgtgtece

cacaacgcca

gtgctcaccg

aacaagggac

gaacctcaag

ttaacttgtt

ggeecageecg

tttttatact

tgtagcgtga

ttaggc

<210> 35

211> 1326

<212> DNA

ccggagtgca

tggtgaccgt

ageecageaa

cttgeccege

aggacacttt

aagaagacce

agaccaagee

tgctgcatca

tgeccagete

tttatacact

tagtgaaggg

aaaacaatta

ccaagctgac

tgcacgaggc

caccttecece

gecttectee

caccaaggtyg

ceeegaggee

aatgatctee

cgaggtgcag

tagggaggaa

agattggctg

catcgagaag

geeeeccage

cttctaccct

taagaccacc

agtggacaag

tttacacaac

<213> Artificial Sequence

<220>

Q23> g T

<400> 35

getgtgctee

agccteggcea

gacaagaggy

gctggegegac

cggacceecg

tttaactggt

cagttcaact

aacggcaagg

accatcagea

caagaagaga

agcgacatcg

ceceecgtge

tctegttgge

cactacaccc

caagtccaac tggttcaatc tggcgtggaa gtcaagaage

agctgcaagg caagcggcta tgecattcact aactactgge

ccaggacatg gcctggaatg gatcggegac ttcectaccecta

aacgagaact ttaagggcaa ggtcaccatt acagctgata

atgcagcetgt ctteectgaa agctagtgat acagecgttt

110143134

FEHESE A0202

agtcctecgg

ccaagaccta

tfggagtccaa

ccteegtgtt

aagtgacttg

acgtggatgy

ccacctacceg

agtacaagtg

aggccaaagg

tgaccaagaa

ctgtggagty

tfggactcega

aagaaggcaa

agaagtcttt

ccggagecte

fcggatgggt

ggactggcaa

agagtatcac

attactgtgce

tttatactcet

cacttgtaac

gtacggacct

cetettecece

tgtggtygty

cgtggaggly

ggtggtgtee

caaggtgagce

ceageecegg

ccaagtttet

ggagtccaat

tggttetttt

cgtgttctet

atctctgtet

cgtgaaggtyg

gaaacaacgg

cactttctat

taccgeetac

tegggetgge

$F47E - H56H(FIIF)

24U

600

660

720

730

840

900

960

1020

1080

1140

1200

1260

1320

1326

60

120

180

240

300

113F11R14H Frigig1E

1133291601-0



1880048

acaggattcg

ggeeecageg

Cctgggctgce

gctttaacct

ttatcctecg

glggaccaca

cettgteece

cCcCaaaccca

gacgtgtece

cacaacgcca

gtgctcaccg

aacaagggac

gaacctcaag

ttaacttgtt

ggeecageecg

tttttatact

tgtagcgtga

ttaggc

<210> 36

211> 1326

<212> DNA

attattgggg

tgttceetet

tcgtgaagga

ccggagtgca

tggtgaccgt

ageecageaa

cttgeccege

aggacacttt

aagaagacce

agaccaagee

tgctgcatca

tgeccagete

tttatacact

tagtgaaggy

aaaacaatta

ccaagctgac

tgcacgaggc

acagggtacc

ggctecttgt

ctactttcce

caccttecece

gecttectee

caccaaggtyg

ceeegaggee

aatgatctee

cgaggtgcag

tagggaggaa

agattggctg

catcgagaag

geeeeccage

cttctaccct

taagaccacc

agtggacaag

tttacacaac

<213> Artificial Sequence

<220>

Q23> g T

<400> 36

acactcacag

agcceggtceca

gaacccgtta

getgtgctee

agccteggcea

gacaagaggy

getggeggac

cggacceecg

tttaactggt

cagttcaact

aacggcaagg

accatcagea

caagaagaga

agcgacatcg

ceceecgtge

tctegttgge

cactacaccc

tgtectetge

cctecgagte

ccgtgagetg

agtcctecgg

ccaagaccta

tfggagtccaa

ccteegtgtt

aagtgacttg

acgtggatgy

ccacctacceg

agtacaagtg

aggccaaagg

tgaccaagaa

ctgtggagty

tfggactcega

aagaaggcaa

agaagtcttt

cagcaccaag

cacagctgcet

gaatagcggce

tttatactcet

cacttgtaac

gtacggacct

cetettecece

tgtggtygty

cgtggaggly

ggtggtgtee

caaggtgagce

ceageecegg

ccaagtttet

ggagtccaat

tggttetttt

cgtgttctet

atctctgtet

caagttcage tggtgcaatc cggtgtcegag gtgaagaaac caggegeaag cgtgaaagtce

tcctgcaagg cttetggeta tgeettcact aactactgge teggetggat gaagcagagg

110143134

FEHESE A0202

$488 - H56H(FIIF)

S0V

420

480

540

600

660

720

730

840

900

960

1020

1080

1140

1200

1260

1320

1326

60

120

113F11R14H Frigig1E

1133291601-0



1880048

cccggacatg

aacgagaatt

atgcagctga

acaggcttcg

ggeeecageg

Cctgggctgce

gctttaacct

ttatcctecg

glggaccaca

cettgteece

cCcCaaaccca

gacgtgtece

cacaacgcca

gtgctcaccg

aacaagggac

gaacctcaag

ttaacttgtt

ggeecageecg

tttttatact

tgtagcgtga

ttaggc

<210> 37

211> 642
<212> DNA

ggctggagty

tcaagggcaa

gcagtctgac

attattgggg

tgttceetet

tcgtgaagga

ccggagtgca

tggtgaccgt

ageecageaa

cttgeccege

aggacacttt

aagaagacce

agaccaagee

tgctgcatca

tgeccagete

tttatacact

tagtgaaggy

aaaacaatta

ccaagctgac

tgcacgaggc

gatcggagac

ggtcaccctg

atccgaagac

gcaaggeace

ggctecttgt

ctactttcce

caccttecece

gecttectee

caccaaggtyg

ceeegaggee

aatgatctee

cgaggtgcag

tagggaggaa

agattggctg

catcgagaag

geeeeccage

cttctaccct

taagaccacc

agtggacaag

tttacacaac

<213> Artificial Sequence

<220>

Q23> g T

110143134

ttctatccca

actgecgaca

tctgcagttt

actctgactg

agcceggtceca

gaacccgtta

getgtgctee

agccteggcea

gacaagaggyg

getggeggac

cggacceecg

tttaactggt

cagttcaact

aacggcaagg

accatcagea

caagaagaga

agcgacatcg

ceceecgtge

tctegttgge

cactacaccc

FEHESE A0202

gaactggaaa

aatcctctaa

acctgtgtge

tgtetteege

cctecgagte

ccgtgagetg

agtcctecgg

ccaagaccta

tfggagtccaa

ccteegtgtt

aagtgacttg

acgtggatgy

ccacctacceg

agtacaagtg

aggccaaagg

tgaccaagaa

ctgtggagty

tfggactcega

aagaaggcaa

agaagtcttt

caccttttac

cacagcettac

tegggcagge

cagcaccaag

cacagctgcet

gaatagcggce

tttatactcet

cacttgtaac

gtacggacct

cetettecece

tgtggtygty

cgtggaggly

ggtggtgtee

caaggtgagce

ceageecegg

ccaagtttet

ggagtccaat

tggttetttt

cgtgttctet

atctctgtet

$F498 - H56H(FIIF)

1dU

240

300

360

420

480

540

600

660

720

730

840

900

960

1020

1080

1140

1200

1260

1320

1326

113F11R14H Frigig1E

1133291601-0



1880048

<400> 37
gagatcgtga

ctgtcttgea

gaccagtcte

cggttcaccg

gaggatctgg

ggcacaaage

tcecgacgage

cctcgtgagg

gaatccgtga

ttatccaagg

ttatcctccee

<210> 38

211> 642
<212> DNA

tgacccagte

aggcttcecga

ctaagctgct

gatccggaag

cegettatca

tggagatcaa

agctgaagtc

ccaaggtgca

ccgageaaga

ccgactacga

ccgtgaccaa

cccagecaca

gaacgtggec

gatctacgga

cgagacagac

ttgtggecag

geggaccgty

cggeaccgcet

glygaaggty

ttccaaggac

gaagcacaag

gteetteaat

<213> Artificial Sequence

<220>

Q23> g T

<400> 38
gagatcgtga

ctgtcttgea

gaccagtcte

cggttcaccg

gaggatctgg

ggcacaaage

tcecgacgage

cctcgtgagg

110143134

tgacccagte

aggcttcecga

ctaagctgct

gatccggaag

cegettatca

tggagatcaa

agctgaagtc

ccaaggtgca

cccagecaca

gaacgtggec

gatctacgga

cgagacagac

Ctgtggccag

geggaccgty

cggeaccgcet

glygaaggty

ctgagcectgt

ggctacgtga

gcctecagea

ttcaccctga

aattacatct

gctgeceect

agcgtggtet

gacaacgett

tccacctact

gltgtacgett

cgtggcgagt

ctgagcectgt

ggctacgtga

gcctecagea

ttcaccctga

aattacatct

gctgeceect

agegtggtygt

gacaacgett

FEHESE A0202

ctgtgggaga

gctggtatca

ggcacacagg

caatctcttce

atcccttcac

ccgtgttcat

gtttactgaa

tacagtcegg

ctttatecte

glgaggtgac

gC

ctglgggaga

gctggtatca

gggctacagg

caatctcttce

atcccttcac

ccgtgttcat

gtttactgaa

tacagtcegg

gagggtgacc

gcagaagece

agtgccagac

cgtgcaggcet

ctttggcgee

ctteecececect

caacttctac

caactcccaa

cactttaact

ccatcaaggt

gagggtgacc

gcagaagece

agtgccagac

cgtgcaggcece

ctttggcgee

ctteecececect

caacttctac

caactcccaa

$508 - H56H(FIIF)

60

120

180

240

300

360

420

480

540

600

642

60

120

180

240

300

360

420

480

113F11R14H Frigig1E

1133291601-0



1880048

gaatccgtega ccgageaaga ttccaaggac tecacctact ctttatecte cactttaact

ttatccaagg ccgactacga gaagcacaag gtgtacgctt gtgaggtgac ccatcaaggt

ttatcctcecee ccgtgaccaa gtecttcaat cgtggegagt gc

<210> 39
211> 642
<212> DNA

<213> Artificial Sequence

<220>

Q23> g T

<400> 39
gagatcgtga

ctgtcctgea

gaccagtece

cggttcteeg

gaggatttcg

ggcacaaage

tcecgacgage

cctcgtgagg

gaatccgtga

ttatccaagg

ttatcctccee

<210> 40

211> 642
<212> DNA

tfgacccagag

aggectecga

ctaagctgct

gaagcggatce

ccgtgtatca

tggagatcaa

agctgaagtc

ccaaggtgca

ccgageaaga

ccgactacga

ccgtgaccaa

cectgecaca

gaacgtggec

gatctacgga

tggcacagac

ttgtggecag

geggaccgty

cggeaccgcet

glygaaggty

ttccaaggac

gaagcacaag

gteetteaat

<213> Artificial Sequence

<220>

Q23> g T

<400> 40

ctgagcectgt

ggctacgtgt

gcctecagea

tttaccctga

aattacatct

gctgeceect

agegtggtygt

gacaacgett

tccacctact

gltgtacgett

cgtggcgagt

ctgtgggcga

Ccttggtatca

ggcacaccgg

caatctcttce

atcccttcac

ccgtgttcat

gtttactgaa

tacagtcegg

ctttatecte

gtgaggtgac

gc

gagggtgacc

gcagaagece

agtgccaget

cctggagceca

ctttggcgee

ctteecececect

caacttctac

caactcccaa

cactttaact

ccatcaaggt

gaaattgtgc tgactcagtc tcecctgetact ctgtecctgt ctectggtga acgggccact

110143134

FEHESE A0202

$518 - H56H(FIIF)

24U

600

642

60

120

180

240

300

360

420

480

540

600

642

60

113F11R14H Frigig1E

1133291601-0



1880048

ctgagctgca

gaccagtcte

cgcetttactg

gaagatctcg

ggaaccaaac

tcecgacgage

cctcgtgagg

gaatccgtga

ttatccaagg

ttatcctccee

<210> 41

211> 10
<212> PRT

aggccagtga

ccaaactgct

ggageggete

cagectatca

tggaaatcaa

agctgaagtc

ccaaggtgca

ccgageaaga

ccgactacga

ccgtgaccaa

aaatgtgget

gatctacggce

tfgagactgac

ttgcggecag

geggaccgty

cggeaccgcet

glygaaggty

ttccaaggac

gaagcacaag

gteetteaat

<213> Artificial Sequence

<220>

<223> HE§#CDR]

<400> 41

ggctatgtta gctggtatca

gcttccagte ggcacacagg

ttcacactga ccattageag

aactacatct atccattcac

gctgeeeect ccegtgttceat

agcgtggtet gtttactgaa

gacaacgctt tacagtcecgg

tccacctact ctttatcectce

gtgtacgett gtgaggtgac

cgtggcgagt gc

Gly Tyr Ala Phe Thr Asn Tyr Trp Leu Gly

1

<210> 42
211> 10
<212> PRT

5

<213> Artificial Sequence

<220>

<223> HE§#ECDR2

<400> 42

10

Asp Phe Tyr Pro Arg Thr Gly Asn Thr Phe

1

<210> 43

110143134

5

FEHESE A0202

10

gcaaaagece

cgtgccagat

tgtccaggcec

cttcggtgga

ctteecececect

caacttctac

caactcccaa

cactttaact

ccatcaaggt

$528 - H56H(FIIF)

12U

180

240

300

360

420

480

540

600

642

113F11R14H Frigig1E

1133291601-0



1880048

211> 10
<212> PRT
<213> Artificial Sequence

<220>
<223> HE§#ECDR2

<400> 43

Gly Phe Tyr Pro Arg Thr Gly Asn Thr Phe
1 5 10

210> 44

L2ll> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> HEf#CDR3

<400> 44

Ala Arg Ala Gly Thr Gly Phe Asp Tyr
1 5

<210> 45

Q21> 8

<212> PRT

<213> Artificial Sequence

<220>
<223> EXHHCDR]

<400> 45
Glu Asn Val Gly Gly Tyr Val Ser

1 5

<210> 46

L1> 7

<212> PRT

<213> Artificial Sequence

<220>
<223> EXEHCDR2

<400> 46

110143134 FEHESE A0202 8538 - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0



1880048

Gly Ala Ser Ser Arg His Thr

1

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

<220>
<223>

<400>

5

47

7

PRT

Artificial Sequence

HEEHCDR2

47

Gly Ala Ser Ser Arg Ala Thr

1

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

<220>
<223>

<400>

5

48

7

PRT

Artificial Sequence

HEEHCDR3

48

Asn Tyr Ile Tyr Pro Phe Thr

1

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

<220>
<223>

<400>

5

49
330
PRT
Artificial Sequence

DR EEERN 2R

49

Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys

1

5

15

Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr

110143134

20

FEHESE A0202

30

$548E - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0



1880048

Phe Pro

Gly Val
50

Leu Ser
65

Tyr Ile

Lys Val

Pro Ala

Lys Pro
130

Val Val
145

Tyr Val

Glu Gln

His Gln

Lys Ala

210

Gln Pro

110143134

Glu Pro Val
35

His Thr Phe

Ser Val Val

Cys Asn Val
85

Glu Pro Lys
100

Pro Glu Leu
115

Lys Asp Thr

Val Asp Val

Asp Gly Val
165

Tyr Asn Ser
180

Asp Trp Leu
195

Leu Pro Ala

Arg Glu Pro

Thr Val

Pro Ala
55

Thr Val
70

Asn His

Ser Cys

Leu Gly

Leu Met

135

Ser His
150

Glu Val

Thr Tyr

Asn Gly

Pro Ile

215

Gln Val

Ser

40

Val

Pro

Lys

Asp

Gly

120

Ile

Glu

His

Arg

Trp

Leu

Ser

Pro

Lys

105

Pro

Ser

Asp

Asn

Val
185

Asn Ser

Gln Ser

Ser Ser
75

Ser Asn
90

Thr His

Ser Val

Arg Thr

Pro Glu
155

Ala Lys
170

Val Ser

Lys Glu Tyr Lys

200

Glu

Tyr

Lys

Thr

FEHESE A0202

Thr Ile

Leu Pro

Gly

Ser

60

Leu

Thr

Thr

Phe

Pro

140

Val

Thr

Val

Cys

Ser

220

Pro

Ala Leu
45

Gly Leu

Gly Thr

Lys Val

Cys Pro
110

Leu Phe
125

Glu Val

Lys Phe

Lys Pro

Leu Thr

190

Lys Val
205

Lys Ala

Ser Arg

Thr Ser

Tyr Ser

Gln Thr
80

Asp Lys
05

Pro Cys

Pro Pro

Thr Cys

Asn Trp

160

Arg Glu

175

Val Leu

Ser Asn

Lys Gly

Glu Glu

558 - H56H(FIIF)

113F11R14H Frigig1E

1133291601-0



1880048

225 230 235 240

113F11R14H Frigig1E

Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

GlIn Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

110143134 FEH5E A0202 5568  H56BH(RIER) 1133291601-0



1880048 1135115148 R EE

ELEEE L Sl

[5R181)] —FEAESE B MR R Tk ARy B BB s b RS S B L
e priltiiie s B PURGG & 1 B A B ] & & SEQID NO : 2-8{F
—IEFT R E S Y0 E T 2 & ~ SEQ ID NO:41F=HJVH-CDR1 ~ SEQ ID

NO:4257SEQ ID NO:43F7RAJVH-CDR2FISEQ ID NO:44F7~RAJVH-CDR3 ;

RIS E - HEESEQ ID NO & 10~ 13{E—THFT R B e 5| S i 1]
$EE ~ SEQ ID NO:45F7RAYVL-CDR1 ~ SEQ ID NO:465(SEQ ID NO:47F7R~HY
FRTREYVL-CDR2FISEQ ID NO:48FfRHJVL-CDR3 -

[E5°RIA2) M55 RIE ATl pe e SRR Tk AR R LT RS B BT R4S
Gh B B PRl iR TR S & B R A B B T e R g v S R R

(a) HISEQID NO : 2ff iz BlE 7RI EE ] & A FHSEQ ID NO : 10
TR R B P 5 AR S o] S 1

(b) FHSEQ ID NO : 4FfRiA g e 3Ry E i nT S @ A SEQ ID NO : 10
AR Bl P 5 RS FT 82 (& 55X

(¢) HISEQID NO : 4T REZER YIRS AT @A SEQ ID NO : 11
BT R Bl P 5 S S nT SR I -

SEORIA3) A3 SKIE AT Ae 4R SRR Tk AR R L AR B E R SE
Gh B B PRl iR UR S & 1 B R TrkARIRE SN -

[F5KTE4] 4055 KIE VPl RE S B R Trk AR AR EH RS B DT R 45
G Hip o pritbiie e A B E AR E E A R/ 2 — - P s
TR AL SR AL E B39 2k B 7 IR IgGHURS B H 22408 -

SRIH > 35 HEEIHE HAIREE)

110143134 FEHESE A0202 1133291601-0



1830048 113118148 FRiZE1E
sAOKIES] WIEESKIE AT ARE S s S M I Trk AR AR B I RS B HUR 4E
&k B B BRI ASHYRREE N E & 2k B 1 A RAYK appafS g (8 E I ; B
2R B i N R IgGART E s N E 1 -
SAOKIE6]  WNEESKIES AT ALRE S0 s S M R Trk AR AR B I RS BB UR 4
ah B B FrilhiAsry el il \RIgG4E £ AR FeAHEL B A S10P
F16A > L17A » R191KZE8 DL K229 Kkt » Hp RIgG4EF £ RIFFc AR

SEQ ID NO:16FTRfig B lz 51 -
A oKIATY  AEASKIES AT AL AE SRy B M B Trk ARY R EDTAG B DRSS

ah ko B By e By 2R FYIAISEQ ID NO: 14501 SHR -
[F5°KTE8] AER KIH AT ALAE SRy B l Trk ARY R B DTAG B DRSS

EH B+ B RS EATSEQ ID NO:17~23F —JEF e S 7 51 Ef
AIEASEQ ID NO:24~27(E—TEFT - Kl 71 st -

[34KVEO) 40134 SRV | F A S BV Trk AR A TR (LU S LR 45
SFEE  HO TR T A R -

(a) FHSEQID NO : I7Fi Rl iR FIHTEERAIISEQ ID NO : 24F7m
LR S

(b) FISEQID NO : 19F R ANEFF SIHT EHAIFSEQ ID NO : 24FiRf
LR ARG 5

(c) FHSEQID NO : 19FF R AR FIHTEERAIHSEQ ID NO : 25
L S -

[30RIE10] 40345K T | T AE 54 S Vs Tk AT LSRR SL LU
GEGH Y H e BT R RS - S RHUAS - CORMEHIA -

[55°KIAL1] 2057 KIA 1OFT A RE ST Ze L mn Trk ARY AR E DT B E D TR
07 > 4 5 EGHYE A EAIREE

110143134 FEHESE A0202 1133291601-0



1830048 11311814H Fri€1E
ek B o H o Pt IRS EIEESEQ ID NO:2-8{E—TERT R AR 75 HY
AT @ AISEQ ID NO:10-13(F—THFT R BB e V1 HYES i i) 52 (& - Eo Py
710 B ] 828 1 1) Cl 388 2B 2 RE P linkeer B P ICHCE 8 W] 528 (8 A N AH 228 - BT IS

s H] 52 [ ) Cl 278 280 R K Tinkeer B4 Py 710 B 88 1] S8 [ Y Nl R 22

[E5°KIE12] 4055 KIE il ae Sos S MR Tk ARV R (ED TAR BREL DR
e h B o B FrilbiR4S & R B flfEFab ~ Fab’ ~ F (ab) 2~ F (ab’) 2
Fv ~ scFv-FeRill G B ~ scFv-FvRla & B DA Nk B i 2 /b 2 — -
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