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CEHALREHIL I

MANBEST7 207 I /BEIICEWTI~2@D7 I /EBARK, B &
ARG/ EBLLIRAMENTWTELWT I/ BEHINSBRLCDRT,
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ARG/ BELLRANMENRTWTELWT I/ BRERHINSHRZCDR3I%ZE
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BB S8DT7 I /BENICSVWTI ~2@DT7 I /JBARK, B EA
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RANESODT I /BEIICEVNT I ~2@DT I /EBARK, B, HA
RO/ BLLREAMINTWTESIWT I /BEIINSQ2SBCDR2KRY
RANES 1007 I /BEINICEVWTI ~2@D7 I /EBARK, B #
ARG/ ELLRANMENRTWTELWT I/ BEHINSHRZCDR3I%ZE
CEHEATERE ;

9) EINHESA4DTI/BEINICEVNTI ~2EDT I /JENARK, B,
BARCG/ELLRAMEINTWTE LW I /BRERSIANSEZCDR 1,
BEFBFE S S5 90T I /BERINICEWT 1 ~2@DOT7 I /BIRE. B &
ARG/ BELLRANMENRTWTELWT I /BRRHINSHRZCDR2RT
BEIESC66DT7 I/ BEIICSWTTI~2@DT7 I /EBIARK, B, #&
ARG/ BLLIEAMENLTWTHELWT I /BEINSRBCDR3I%ZS
CEHALREHIL I

MANBEST7 207 I /BEIICEWTI~2@D7 I /EBARK, B &
ARG/ EBLLIRAMENTWTELWT I/ BEHINSBRLCDRT,
RANBESODT I /BEIICEVNT I ~2@DT7 I /EBIARK, B HA
RO/ BLLREAMINTWTESIWT I /BEINSQRSBCDR2KY
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ARG/ BELLRANMENRTWTEHELWT I/ BERHINSRZCDR3I%2E
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O EFE AL I

BB S8DT7 I /BENICSVWTI ~2@DT7 I /JBARK, B EA
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RO/ BLLRAMENRTWTELWT I /BEHHSQRBCDR 1,
RANESODT I /BEIICEWNT I ~2@DT I /EBARK, B, HA
RO/ BLLREAMINTWTESIWT I /BEIINSQ2SBCDR2KRY
RANES1007 I /BEINICEVWTI ~2@D7 I /EBARK, B #
ARG/ ELLRANMENRTWTELWT I/ BERHINSRZCDR3I%ZE
CEEATERE ;

11) BEINESAOT7I/BREINICEVWTTI~2EDT7 I /EIRK. B
ARG/ ELLEAMENTWTE I WY I/ BESINS45CDR 1

BAIBESS59DT I /BEINICEVWTTI~2@0O7 I /BARK. B &
AR/ BLLIFIIMINTWTELWT I /VEBEIANASLECDR 2RV
RHNBFS650T7 I /BEIICSVWTI ~2@DT7 I /BIAREL, B &
ARG/ BLLIFINMINTVWTELWT I /VBBEINSLECDR3IAS
CEHETERFIL I

BEHNEST7 207 I /BREINICEVWT T ~2@O7 I /BIREK. B #§
ARG/ BLLRAMINTVWTHIWT I /BEIINSGESBCDR 1,
BEHNESIDT I /BENICSVWT I ~2@DT7 I /BHARK, B FA
RO/ ZLLIEAMINTWTELIWT IV BEINSLBCDR 2K
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B, MARY/BLLIEMEANMINATWTHELWT I /VBEEIANSHRBCDR
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BRIBSLS9DTI/BEIICEVWTTI ~2@DT7 I /JEEARK, B #&
ARG/ BLLIFfIHEINTWTELWT I /EBEEIINSDZCDR 2K
BRIBSOC65DT7I/BEINICEVWTTI ~2@O7 I /JBEARK, B, &
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CEHTERFL I

BENES8DT7 I /BENICSVWT I ~2@DOT7 I /JBHARK, B, A
RO/ BLLREANIATVWTHELWT I /BEIINSWBCDR 1,
BINBSODT I /BENCEWVWTI~2@OT7 I /BN RK, B A
RO/ EZLLIEAMINTWTELIWT I/ BEINSLBCDR2KT
BEFE S 1007 I /BERINICEWT 1 ~2@DOT7 I /BIRE. B &
ARG/ BLLIFIHEINTWTELWT I /EBEEIINSLZCDR3IEZS
CEETEESE ;
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LR

RANEFSE50OT7 I /BENICSVWTTI~2@D7 I /BARE, B, #A
BUO/ZLLIEAMINTWTELIWT I VBERINSLBZCDR 2K
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BEFE S 1007 I /BRIICEWT T ~2@O7 I /JEBIREK. B &
ARV /BLLIFIIHINTWTELWT I /BEEINSLZCDR3I %S
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BB SEDT7 I /BEINICSVWTI ~2@DT7 I /JBARK, B EA
RO/ EBLLREAMEINTWTESIWT I /VBEIINSESBCDR2RY
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BRHNES6A4DTI/BEINICEVNTI~2@DT7 I /EBARK, B &
ARG/ BELLRANMENRTWTEHELWT I/ BEHINSHRZCDR3I%ZE
CEHAIZ R CIC

BB S8DT I /BENICSVWTI ~2@DT7 I /JBARK, B EA
RO/ BLLRAMENRTWTELWT I /BEHHSEBCDR 1T,
BB SODT I /BENICSVWTI ~2@DT7 I /JBARK, B EA
RO/ BLLRAMINTWTESIWT I /BEIINSQ2SBCDR2KRG
BHES10DT7 I /BEINICSWTT ~2@D7 I /BAIARK, B &
ARG/ ELLRANMENRTWTELWT I /BRERHINSHRZCDR3I%ZE
OERHATER ;

15) BEHNES4OT7I/BRIICSEVWTTI ~2EDOT7 I /JBIREK, B
EBARTG/ELCRAMINTWTEEWT S /BERIANSEBCDRI
RHNESS5 90T I /BEIICEWTI~2@D7 I /EBARK, B, &
ARG/ BLLRANMEINRTWTEHELWT I /BRHINSRZCDR2KT
RHNES6 50T I /BEINICEVNTI~2@DT7 I /EBARK, B &
ARG/ BELLRANMENRTWTEHELWT I/ BRHINSRZCDR3I%2E
CEHAZREHILTIC

BRHNES8DT I /BEIICEVNT I ~2@DT I /EBARK, B, HA
RO/ BLLRAMENRTWTELWT I /BEHHNSRBCDR 1,
RANESODT I /BEIICEVNT I ~2@DT7 I /EBIARK, B, HA
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E: CIPSS FloniAdd

BEHNEST7 207 I /BREINICEVWT T ~2@O7 I /BIREK. B #§
ARG/ BLLRAMINTVWTHIWT I /BEIINSGESBCDR 1,
BEHNESIDT I /BENICSVWT I ~2@DT7 I /BHARK, B FA
RO/ ZLLIEAMINTWTELIWT IV BEINSLBCDR 2K
BEHE S 1007 I /BRIICEWT T ~2@DO7 I /JBIREK. B &
ARG/ BLLIFIIEINTWTELWT I /VBEEINSLZCDR3IES
CEHETERSE ;

40) BIBESLOT7I/BEEINICEVWTI~2@DT I /JBIRE, B
EBEART/EBLLIEMMEINTWTE WP I VBEINNSRBCDR 1

RANESC 107 I /BEINICEVNTI ~2@D7 I /EBARK, B #
ARG/ ELLRANMENRTWTELWT I /BRERHINSHRZCDR2RT
BB SODT I /BEINICSVWTI ~2@DT7 I /JBARK, B EA
RO/ BLLRAMENRTWTELWT I /BRI SESZCDRIZEZT
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-GS PloniAdd

BEHES7 307 I /BRINICEWT T ~2@O7 I /JBIRE. B &
ARG/ BLLRAMINTWTEIWT I /BENINSWSBCDR 1,
BINBSODT I /BENCEWVWTI~2@OT7 I /BN RK, B A
RO/ EZLLIEAMINTWTELIWT I/ BEINSLBCDR2KT
BEFE S 1007 I /BERINICEWT 1 ~2@DOT7 I /BIRE. B &
ARG/ BLLIFIHEINTWTELWT I /EBEEIINSLZCDR3IEZS
CEETEESE ;

41) BIBESLOT7I/BEBEINICEVWTI~2@DT7 I /JEBNIREK, B
AR/ EBLLIFAMINTWTELIWT I VBEEINSRBCDR 1
RANEFSE50OT7 I /BENICSVWTTI~2@D7 I /BARE, B, #A
BUO/ZLLIEAMINTWTELIWT I VBERINSLBZCDR 2K
BHIBES7O0DT I /BEEINICSVWTI ~2@DT7 I /JBIARK BHR. &
ARG/ BLLIFIIMINTWTELWT I /BEINSLEPCDR3IAES
CEHETERFI I

BEHNEST7 207 I /BRINICEWT T ~2@O7 I /BIREK. B &
ARG/ BLLRAMINTVWTEIWT I VBEINNSWSBCDR 1,
BENESIDTI/BENICSVWT I ~2@DOT7 I /JBHARK, B, FA
RO/ ZLLIEAMINTWTELIWT I/ BEINSLBCDR 2K
BEFE S 1007 I /BRIICEWT T ~2@O7 I /JEBIREK. B &
ARV /BLLIFIIHINTWTELWT I /BEEINSLZCDR3I %S
CRHATEEE ;

42) BBIBESLOTI/BEEINICEVWTI~2@DT I /JBIREK, B
EBART/ELLRBENIATWTELIWT S /VBEFIINSRBCDR1

BB SEDT7 I /BEINICSVWTI ~2@DT7 I /JBARK, B EA
RO/ EBLLREAMEINTWTESIWT I /VBEIINSESBCDR2RY
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BEANES7T1O7 I /BEIICSVWT T ~2@OT7 I /JBIRK. B &
ARV /BLLIFIHNINTWTELWT I /VBBEINSLZCDR3IE2S
OCEHEPIEREHLTIC
BRIBSS8DT7I/BENCEWVWTI~2@EOT7 I /BN RK, B BA
RO/ BLULLRBEMINTVWTHLIWT I /VBEIINSMRBCDR 1T,
BINBSODTI/BENCEWVWTTI ~2@OT7 I /BN RK, B A
RO/ EZLLIEAMINTWTELIWT I/ BEINSLBCDR2KT
BEHNES 1007 /BEIICSEVWT T ~2@DT7 I /JBIREK. B &
ARG/ BLLRFEMINTWTHELWT I /BENNSRZCDR3IZS
CEEAIESEE ;

43) BIBSA4OT7I/BEINCEVNTI~2@DT I /BAREK, B
BART/ELLEAMIATWTHLIWT I /BEFINSARBCDRI
BB SSEDT7I/BENICSVWTI ~2@DT7 I /JBHARK, B, EA
RO/ ZLLIEAMINTWTELIWT IV BERINSLBCDR 2K
BEHNESO6DTI/BENICSVWTI ~2@DOT7 I /BHARK, B, FA
RO/ BLLIEAMINATVWTELIWT I /VBEFINSRZCDR3IZZL
BRI ARG N

BEHES7 407 I /BRINICEWT T ~2@O7 I /BIRE. B &
ARG/ BLLRAMINTVWTEIWT I /BEIINSWSBCDR 1,
BENESIDTI/BENICSVWT I ~2@DOT7 I /JBHARK, B, FA
RO/ EZLLIEAMINTWTELIWT I/ BEINSLBCDR 2K
BEFE S 1007 I /BRIICEWT T ~2@OT7 I /BINREK. B &
AR/ BLLIFIHEINTWTELWT I /BEEIINSLZCDR3I%ES
CBREAEAEE; HLIE

44) BIBESLOT7I/BEEINICEVWTI~2@DT I /JBIREK, B
EBART/ELLRENIATWTHELIWT S /BEFIINSRBCDR1
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[0014]

[0015]

BB SSDT7 I /BENICSVWT I ~2@DOT7 I /JBHARK, B, FA
RO/ BLLIEAMINATWTELIWT I /VBEIINSRSBCDR 2KV
BEIE SO DT I /BENICSVWT I ~2@DOT7 I /JBHARK, B, A
RO/ BLLIEAMINATWTELIWT I /VBEFIINSRBCDR3IZZL
XGPS FloaiAdde
BRINBS8DT7I/BENCEWVWTTI~2@EDOT7 I JEENARK, B A
RO/ BLULLREEMINTWTHLIWT I /VBEIINSMRBCDR 1,
BINBSODT I /BEINCEWVWTTI ~2@EOT7 I /JEENARK, B A
RO/ EZLLIEAMINTWTELIWT I/ BEINSLBCDR2RKT
BEFES 1007 I /BEIICEWT I ~2@DO7 I /BIARK. BB, &
AR/ BLLIFIIMINTWTELWT I /VBBEIANASLECDR3IAS
CEETERESE ;

ST (2) BEOE /7 O—FILIEAXIEF DHEEF,

(4) &/ 70—FIHGED, e MEE/ 7B —FILIAETHS. (1)
~ (3) OWTNNCREDE / ¥ O—FILIREAXIEE DA H .

(5) EB3ES25, 32~540\WITNHhOT7 I /EEERFINIZ
BHIEBES25, 32~540\WIFhHhO7I /EEEFIE 9 5 %LU LEDRA—1H
DT 2 JBEEIIN D72 EHEAEEERIT N

fl5EE28, 556~57, 79~1020W\WTFhHhDF I /E
f5&ES28, 55~57, 79~1020\WTFhh D73 /E
%UELEDR—MEDT I / BEIIH S W2 EHETTERSE ;
SO, (4) 0T/ 70—FILREXIEE OHEEF.

(6) 1) BANES3I 2073 /EERIE 9 5%ULDOR—HDT X/ BEES
BN SR BEHALRIBIKVEIIESESDT7 I /BBEIE 9 5%ULDE
— D7 I /BRI, SR DEETEHES ;

2) BIBSI3IDTI/BEHEISRBULOR—MD T I /BEREFTIHA S
RBEHALEIBRVEIIESSS5DT7 I /BB E 95 %ULDE—HD
72 JBREIN S A A A RE

BCHU I
B9 5

R
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3) BEHNBESI 207 I /EEETIE QS WU LEDR—ED T = /EREIIA S
RPEHETEEEBRVEINBZES 2807 I /BEIEISBULOE—HD
72 /BB S A B BREH AR ;

4) FEHBESI3IOTI/EEERIEIS WU LOE—HDOT I JBERIIMND
RLZEHAZRBRVEINES 2807 I /EEEIIE 9 5%ULDE—MHD
7 X/ BRERGIH S 7k B EREH AT SA L

5) BBIBSIA4DTI/BEHEISNULOR—MDOT7 I /EEREFTIHA S
RBEHALEIBRVEIESSS5DT7 I /BB E 9 5%ULDE—HD
7 X JBEERGIH S 1 B EREH AT 5E L

6) BIBSISDTI/BEIEISNULOR—MD T I /EEREFTIH S
RBEHALEERVEIBZESSSDT7 I /BEINE 95 %ULDE—1ED
7 I BRI, S A B REAELES ;

7) BBIBSI6DTI/BEIEISNULOR—MD T I /EBEEFTIHI S
BRBEHALBEBRVEIIESESSDT7 I /BEIE 95 %ULDE—HED
7 X BB SR 2 ERIE A ESEL ;

8) FANBESITOT7 I /EEERIIEQSWULEDRE—EDT I /ERERFIN S
RBPEHETZREERVEINEBZES280D7 I /BBEIEISNULORE—ED
7 X BB SR 2 ERIE AR ;

9) BNESIT7TDO7 I /BEEEIIE 95 %ULEDE—MDT I /BEEIIND
RLZEHAZRBRVEINESS5 507 I /BETIE 9 5 %LU LDER—MHD
7 X JBRERTIH S 1 B EREH AT A FEL

10) BEANEFES3I6DT7I/BEIIE 95 %ULEOR—MED T X / BREFIH
SRBZEHTEBERVEINES28DT7 I /BEIIE 95 %LU LEDE—H
DT X /BB, A2 BEHTER ;

11) BIBESI8DT7I/BEIE 95 %ULORA—MDT I /BEREFH
SRZEHTERFRVEINESSSDT7I /BEIIE 95 %LU LEDOE—MH
D7 I BRI S DEEATEES ;

12) iB9HES34D7I/EBENE 95 %ULOR—EDT
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SRZEHTEBERVEINES28DT7 I /BEFIE 95 %ULEDOEA—H
DT 2 JBBEIN LA ZBRETEES ;
13) BBANES3IODT7 I /BEIIE 9 5% ULEDOR—MD T X / BREFIH
SRBZEHTEBERVEINESSSDT7 I /BEIIE 95 %LU LEDOE—MH
DT X/ BEIN LA ZBEHTEE ;
14) BEES3I507 I /BERIEISWULEOE—MDT I /BETIH
SRZEHAEBBRVEINES28D7 I /BEIIE 95 %LU LEDOE—MH
D7 I/ BBERFIH S 7 B EREH AT 5E ;
15) EESES3I 807 /BEERIIE IS5 BULEOE—MDT7 X /BETIH
S5RZEHALEERURNES 2807 I /BESE 9 5% U LEOR—M
DT I/ BEIIN LA ZERETEES ;
16) BEHBESIODT7I /EEERIIE 9 5%ULORA—MD 7 I /BEHIN,
SRZEHEHAEBEEVEINES28DT7 I /BEIE 95 %ULEDRA—H
DT 2/ BEIIN DA ZBRETEES ;
17) BEHNES4007 I /BERIEISUWULEOE—HEDT I /BEFIHA
SRZEHAEBERVEINESSS5DT7 I /BEFIE 95 %LU DA
DT 2 JBBEIN DA BRETEES ;
18) BBAES40DT7 I /BEECSIE 9 5% U LEDOR—MD T I / BRELFIH
SRBZEHTEBERVEINES S 6DT7 I /BEIIE 95 %LU LEDE—H
DT 2/ BEIN LA ZRETEES ;
19) BHESL410O7I/BENE IS5 NULOR—MDT I/ BEIH
SRBZEHTEBERVEINESSSDT7 I /BEIIE 95 %LU LEDOE—MH
DT X/ BEIN LA ZBETEE ;
20) EEHNBESL4O0DT I /BB E 95U LDORA—MEDT X /BRETIHD
SRZEHTEBBERVEINES28DT7 I /HBEIIE 95 %LU LEOE—MH
D7 I JBBERFIH S 71 B EREH AT FE L ;
21) BBANES4207 2 /BEETIE 95 %ULEOR—MDT X/ BETIN
LRZEHAELEBRVEINESSSD7 I /HBETIE 95 %LU LEDE—MH
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DT X/ BREIIH SR DBEHEATERSE ;
22) BBANES4 107 I/ BESE 95 %ULOBE— DT X/ BEESIH
S5 EHEAIEMRIERVCEIES28D7 I /BESI&E 9 5 %ULEDE—MH
DT X/ BREIIH SR DBRHEATERSE ;
23) BEIES43DOF7I/BECIIE 95U LEDOR—MDT X/ BESIH,
S5 EHAIEMRIEKRCEIES S 5D7 I /BESI&E 9 5 %ULEDOE—MH
D7 X/ BREIIH SRS BEHE AR ;
24) BBINES44DT I/ BESIE QS RULOBE— DT X / BEESIH
S5 EHAIEMIEKRVEIES S 5D7 I /BES & 9 5 %LU EDE—MH
DT X JBEIIH SR DBRHEAERE ;
25) EBIES4207 I /HERINE I SRULOE—4DOT X /BESIH,
L2 EHABTEERVEIES28D7 I /BESE 9 5%ULOE—H
DT X/ BEIH SR DBRHEATERE ;
26) EBINES4507I/HEERIEOSWULOE—MHDT I /BESIH
SR 2 EHAIEMEIRRUEIESS 6 D7 I /A& 9 5 %ULEDE—MH
DT X/ BBEIH SR DBRHEATERE ;
27) BBHES46DT I/ BESE 95 BULDOBE— DT X/ BEESIH
5722 EHAIEMRIE R VCESIES S 6 D7 I /A& 9 5 %LU EDE—MH
DT X/ BREIH SR DBEHEATERSE ;
28) BLAIES43DT I/ BESE 95 BULOBE— DT X/ BEESIH
S 3 EHEAIEMEKRVCEINES28D7 I /BESI&E 9 5 %ULEDE—MH
D7 X/ BREIIH SR DBEHATERSE ;
29) BHES46DTI/BESE Q5 BULDRA—MDT X /BEESIH
S5 EHAIEREKRVCEIES28D7 I /BESI&E 9 5 %ULEDE—MH
DT X/ BREIIH SRS BEHEATERE ;
30) BEHESA450D7 I /BB E 95 %ULEDE—MDT X /EBEEHN
S5 EHAIEMBEKRVEIES S 5D7 I /BESI & 9 5% U LEDOE—M
D7 X /BBEIID 57 SERHAT R ;
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31) BEHNES44DT7I /BRI &9 5%ULOR—MDOT X JBEESH,
L3 EHEAIEMERVCEIES28D7 I /BESI&E 9 5 %ULEDE—MH
DT X/ BREIIH SR DBEHAERSE ;

32) BEHNES43IDTI /BRI E Q5 NULOR—MDT X /BEESIH
5723 EHAIEMRIEKRVCESES S 6 D7 I /BESI & 9 5 %LU LEDE—MH
DT X/ BREIIH SRS BEHEAERE ;

33) BEHESA4TOT7I/BEIE9QLNULEDODE—MDT X /EEEHMN
S5 EHAIEMBIEKRVEIES S 50D 7 I /BESI&E 9 5 %LU LEDOE—M
D7 X /BBETID S 7 SERHAT E R ;

34) BHNES48DTI/HEIE 9L RULOE—HDOT X /BEIIH,
L2 EHAIBTEERVEIESS 507 I /BESE 9 5%ULEOE—MH
DT X JBBEIH SR DBRHEATERE ;

35) BANES49DTI/HEIE 95 RULOE—HDOT X /BESIH
L2 EHAIEMERRVCEIESS 5D 7 I /BESE 9 5 %ULEDE—MH
DT X/ BBEIH SR DBRHEATERE ;

36) BEHNESLS0ODT7I/BESIE 95 NULEDE—MDT I /EEEIMN
572 EHAIEMRIR R VCEIES S5 5D 7 I /BESIE 9 5 %ULEDE—MH
DT X/ BREIIH SR DBRHEAERSE ;

37) BEHNES49DT I /BRI & 9 5%ULOR—MDT X JBEESH,
573 EHAIEMRIR R VCESIES S 6 D7 I /BESI&E 9 5 %ULEDE—MH
DT X/ BREIIH SR DBEHEATERSE ;

38) BBANESLS1DOTI/BEIE 9L PULODE—HDOT X /BESIH,
573 EHAIEMRIEKRVESES L 6 D7 I /BESI&E 9 5 %ULEDE—MH
DT X/ BREIIH SR DBEHEATERE ;

39) EEHESL 207 I /BESIE 95 %ULEDE—MDT X /EBEESN
S5 EHAIEMRIEKRVCESIES S 507 I /BESI&E 9 5 %LU LEDOE—M
D7 X /BBETID S 70 SRHATE R ;

40) BRIBESS500D7 I /BEIE 9L %ULDE—HDT
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SRZEHIEBERVEINESS 6DT7 I /BEFIE 95 %ULEDEA—H
DT 2 JBBEIN LA ZBRETEES ;

41) EEFNESES3DOT7I/BEINE O 5%ULDE—HOT7 I /BETIH
SRBZEHTEBERVEINESSSDT7 I /BEIIE 95 %LU LEDOE—MH
DT X/ BEIN LA ZBEHTEE ;

42) EEFNESS54DT7I/BEINE OS5 %ULDOE—HDOT7 I /BEHIH
SRZEHAEBBRVEINES28D7 I /BEIIE 95 %LU LEDOE—MH
D7 I J BRI, 54D EEATEES ;

43) EEINES2507 I /BBEINE 95 %ULDOE—HDOT7 I/ BEHIH
52 EMATAEERUORNESS 707 I /BESE 9 5%U LEOR—M
DT I/ BEIIN LA ZERETEES ;

44) BEHES2507 3 /BEINEISWULDE—HEDOT7 I/ BEFIH
SRZEHEHAEBEEVEINES28DT7 I /BEIE 95 %ULEDRA—H
DT 2/ BEIIN DA ZBRETEES ;

45) BBIBESI3IDTI/EREIIE 95 %ULDA—ED T =/ BREFIH
SRZEHAELBERVEINES 7 ODT I /BEFIE 95 %LU LEDRA—H
DT 2 JBBEIN DA BRETEES ;

46) BBIBESI3IDTI/EEIE Q5 %ULDOEA—EDT I/ BREFIH
SRZEHTEBERVEINESS8O0DT I /BEIIE 95 %LU EDE—H
DT 2/ BEIN LA ZRETEES ;

47) BIBESI3IDTI/BEIE O 5 %ULDOEA—MEDT I/ BRESFIH
SRBZEHTEBERVEINES S8 8DT I /HEIIE 95 %LU LEDOE—H
DT X/ BEIN LA ZBETEE ;

48) BIBFESI3IDTI/EEIE 9 5 %ULDE—MD T I / BREFAH
LRZEHAZHEBRVENEZES1 01073 /EBESE 95N ULDOR—
DT I/ BRERTIH S 4 B EREH AT FEL ;

49) BIEFESI3IDT7I/EESHE 9 5% ULDE—MD T I /BREFIA
LRZEHAZHEBRVENES1 02073 /EBEESE 9 5%ULEDOR—
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MOT I /BRSNS DBRETEE ;
50) BEFIHFESI3DOF7I/EEECIIE 95U LEDOR—MDT X/ BRESIH
S5 5EHAEEEKRVEIES8 1 D7 I /BES & 95 %ULOR—H
DT X/ BREIIH SR DBRHEATERSE ;
51) BEFIHFESI3DOF7I/BEECTIE 95U LEDR—MDT X/ BESIH,
LRZEHUERBERVENES 8207 I /A& 9 5%U ORI
D7 X/ BREIIH SRS BEHE AR ;
52) B5HESI3IDOF7I/EEETIE 95U LDR—MDT X/ BRESIH
S5 EHAEMEKRVCEIES S 3DT7 I /BESI & 9 5 %LU LEDE—M
DT X JBEIIH SR DBRHEAERE ;
53) BHIESI3IOTI/HERIEISRULOE—HDOT X /BESIH,
LARZEHEALEHERVEIES 84 D7 I /BESI&E 9 5% U EDE—MH
DT X/ BEIH SR DBRHEATERE ;
54) BHIESI3IOTI/HEERIEISNULOE—4DOT I /BESIH
SR 2 EHAIEMEIRRVCEIES8 5 D7 I /A& 9 5 %ULEDE—MH
DT X/ BBEIH SR DBRHEATERE ;
55) BEFIESI3OF7I/BEEEIIE 95U LEDOR—MDT I/ BRESIH
572 EHAIEMRIE R VCEIE S8 6 D7 I /A& 9 5 %ULEDE—MH
DT X/ BREIH SR DBEHEATERSE ;
56) BLIIESI3OF7I/BEECIIE 95 %ULEDOR—MDT I/ BESIH,
SR 5EHALREHEKRVEIES 87 D7 I /BES & 95 %ULOR—H
D7 X/ BREIIH SR DBEHATERSE ;
57) BE5IHFESI3OF7I /BRI E 95U LEDOR—MDT X/ BESIH
S5 EHAIEREKRVCEIES 8 9DT7 I /BESI& 9 5 %LU LEDE—MH
DT X/ BREIIH SRS BEHEATERE ;
58) BLFHESI3IDOF7I/BECTIE 95U LDR—MDT X/ BRESIH
S5 EHAEMEKRVCEIESIODT I /BESI & 9 5 %LU LEDE—MH
D7 X /BBEIID 57 SERHAT R ;
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59) BEIESI3IOF7I/EEECIIE 95U LEDOR—MDT I/ BESIH
SR 5EHALEEKRVEIES O 1 OF7 I /BES & 95 %ULEOR—H
DT X/ BREIIH SR DBEHAERSE ;

60) BEFIHFESI3DOF7 I /I E 95U LEDOR—MDT X/ BESIH
LRZEHUELRBERVENES I 207 I /BEIFIE95%U ORI
DT X/ BREIIH SRS BEHEAERE ;

61) BL7IHFESI3DOF7I/BECTIE 95U LDR—MDT X/ BRESIH
S5 EHAEMEKRVCEIES O 3DT7 I /BESI&E 9 5% ULEDOE—M
D7 X /BBETID S 7 SERHAT E R ;

62) BIESI3IOTI/HEERIEISWULOE—HDOT X /BEIIH,
LARZEHALEERVOEIBESI4 D7 I /BESIE 9 5%ULEDE—MH
DT X JBBEIH SR DBRHEATERE ;

63) BIESI3IDTI/HEERIEISWULOE—4DOT I /BESIH
L2 EHATEERVEINESI S DT I /A& 9 5 %ULEDE—MH
DT X/ BBEIH SR DBRHEATERE ;

64) BEIESI3IOF7I/BEIIE 95 RULEOR—MDT I/ BBESIH
S22 EHAIEMIERVCEIESI 6 D7 I /A& 9 5 %ULEDE—MH
DT X/ BREIIH SR DBRHEAERSE ;

65) BLFIESI3OF7I/EEECIIE 95U LEDOR—MDT I/ BESIH
SR EHALTEHEKRVEIES O 7 D7 I /BES & 95 %ULEOR—H
DT X/ BREIIH SR DBEHEATERSE ;

66) BBHNESI3IDTI/EERINE IS WULODE—MHDOT X /BESIH
S5 EHAIEMRIEKRVCEIES O 8D T I /BESI& 9 5 %LU LEDE—MH
DT X/ BREIIH SR DBEHEATERE ;

67) BLIHESI3IOF7I/BEECTIE 95U LDR—MDT X/ BRESIH
S5 EHAIEMEKRVCEIES O 9D T I /BESI& 9 5 %LU EDE—MH
D7 X /BBEID LM SBRHEATEMEE ; HL I

68) BLAIES3I3IDT I /HEESIE 95 BULDEA—HDT
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[0016]

[0017]

[0018]

[0019]

[0020]

SRBZEHTEBERVEINES 10007 /BEIEISNULDE—
MO T I/ BEIIH SR DBEATEESE;

58 (5) BEOE/ /O—FIIREXIE T DA,

(7) IHIC,

BIES1 107 /BEIIHNSAZEHESHERT

BIES 1207 3 /BETIN S %A 2 BHEE BRI

220 (1) ~ (6) OWTHhAICEEHDE / ¥ O—FILIEXIEE Dk
BT o

(7=1) Nav 1, 709 2@BEEFENA2 nMXRBENRETH D, 7l
(1) ~ (7)) OVWTIHICREDE / 7 O—FILIRAKEXIEZF OHA A

ln

o]

(7—2) Navl, 789 @EEED T nMXUZENRBETH S, i
2 (7—1) IKRHEOE/ 70— FURAULZE DHERE,

(8) (1)~ (7). (7—=1). (7—-2) OWFThIEREDE /Y
O—F LG IEEOMEE K 2287 2 ERMERY.

il
cu

(8—1) Nav 1. 7THEEEOAEARY/IEFHHTHS. (8)
BOEZRERY,

(9) Nav 1. 7RSEREN. EERV/XIEFETHZ, (8—1) =
BOEZRERY,

(10) (5) Xix (6) IKRBEOE/ /O—F RGO EHTEEE %3
— kL.

T (7) BBOE/ /7O0—F LA OEHERREZI—RFLTWTE
SWRYXILFF KR,

(11=1) (5) X (6) ICEEHDE/ 7 O—FIiEDBEHEATERE
11— FKL.

TSI (7) BEOE/ 7O0—FINGEOBRHEERHEZI—FLTWTH
FWRYXILAFR,

(11=2) (10) R* (1 1—=1) BHORY XV LAF ROHEH,
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[0021]

[0022]

[0023]

[0024]

(11=3) (1), (2) ~(7) OWFhHMIIEHEOE/ 7 O0—FILiR
HEXIEZFDHEMFEE1— RTBRY X I LA F R,

(12) (10) R/ XE (11 -1) EBHORYXILFFREEOH
Ry & —,

(12=1) (11=3) ORYXVLAFRXE (12) OREXIH—
20 E M,

(13) (1)~ (7). (7—=1), (7—-2) OWThIEHDOE/
I0—FIMBFELLRZORKF 259522230, Nav 1, 7
FEERRBOFHXISEESE,

(14) Nav 1. 7THEERBOERFIRY/XIEFHEIEEET 27HD,
(1) ~ (7). (7—=1). (7—-2) OVWFhIIEBEOE/ v O—F
IV X F DHEET A,

(15) Navl., 7TEERBOAEE LLREFHOLOHD, (1) ~ (7
). (7=1) . (7-2) OVWThNIREDE/ 7 O0—FILREXIEE
DHERT Fr o

(16) Navl. 7TEEERBOEEELLEFHOLOHD, (1) ~ (7
). (7=1), (7-2) OVWTFhMNCREOE/ /7 O0—FILREXIEE
DOHARTF OEA,

(17) Nav 1., 7TEEREN, BERVY/XBIEETHZ. (13) &8
BMOFEIIEEERE. (14) HELLIE (15) BHOE/ /7 O0—FILiR
EX T Z DHERT A XIE (16) BEDE /70— FILiEXIE £ Okt
FOERA,

(18) (1) ~ (7). (7—1), (7—2) OWTIHIEEHRDE/
7 0—FIIBELLIRZORAKEFEZ28dT25Nav 1, 7THREAFY b
FEADIR

AEBROE/ 7 O0—FNRAEXIZZOHGEE I, Nav 1, 7ICHEN
ICHEAETZ0T. EARABICEVWTNav 1, 7RETZLEDICERTS
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[0025]

[0026]

ZENTES, X5IC. ARBEDE/ VO—FILIREXIEZ OHERT A L.
Nav 1., 7Z:BRMICEHET 2EMZ2ET20DT, ARBAOE//70—F
VAR IEZ ORI E £ SUESEMERYIE. EEH, I, Navil, 7
EEREBOAEXITFHOLOOERE LTHEICERTH S,
B D & 7 Eh A
[K1]115H1 1 0EHTERE (BFES3I) RUCBHTLREEY (BEHES
7) DKabat number i ngDER4~9, HFR1~HFR4
EENThEEIL—LT7—V%8EE1 ~4%5FKL. CDR—H1~CDR
—H3RZEENEThEHEERERERH1 ~3%28%KT 2, LFRT1~LFR
4iFEFNETNREEI L —LT—V5EEHE1~4%8%kL,. CDR—L1~CD
R—L3EZThThEERMIMERERS1 ~348KT 5,
[M2]e MetuAh 1 6 H T 1 OEFETESEE (| GHV7—-4—-1 Q43
R, G44S, R94P (E5%HS25) ) RUBRHEHTZMRE (1 GK
V7—-3 Y36F, V78M (%&ES28)) MKabat num
ber i nODERERT, HFR1I~HFRAREFNFNEHIL —LT—
V41 ~4%58klL, CDR—H1~CDR—-—H3EFhFnEHBEMN
SRESEH 1 ~3%528%d %, LFRI~LFRARFGEFNFNEEIL —LT
— V4B 1~4%E%L, CDR—L 1~CDR—L 3IZFNFNRHEMEH
MEREMEE 1 ~3 5 BT 5,
[E3] 4 EMRER DRI ETIVICH T 2RIRAZREIC £ 2 ENETH
RIPEERT 27O DHEE
REPHZICEWTHERINZAER. FICERT2HBEZRVWT. HED
HCTREAVWLONBIEKRTHWLNS,
AEBICEWTIE, HEZO0BF TLAMOMAEERFENFATRETH S, fi

ZIE. I'mmunochemistry in Practice (B 1
ackwell Scientific Publiations) [CEESH
INLEFEEIEIFLNS,

e, BZNBFTRANOEBGCFRENFELVFBITRETH S, HIAIE M
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[0027]

[0028]

[0029]

[0030]

olecular Cloning, A Laboratory Man
ua l, Forth Edition, Cold Spring Ha
rbor Laboratory Press (2012) ., Curre
nt Protocols Essential Laboratory
Techniqgues, Current Protocols (201
2) ICERBEINLHESFSIETOLNDS,

ErtNavl, 7IFEEFSCNIAILI—RINTWET7I/BHALE
29108 (UniProtKB/Swiss—Prot:Q15858
) TH?,

AFEBOE/ 7 O—FIREXEZORER FIE. RBHESICEEEHDCD
RXISEHATERE " BEALESEEET 2T/ 70— FIIAEIEERE
DT TH %, IMEXRBHERFIZ. ®REI/OTY V3 FOERDI SR
BIxIE 1gG. 1 gE. 1 gM, | gDELLIEI gA) Xy 745
ZEERTHYR. BIZIE. TR Sy b B X OB F TH. NLRS
— U4 7. YFEXEE M EECEROEALIMBINTE LW, &
MAEXETANEE LT #FELR, EMEE/ 20—F I TEAEXIE b
€/ 7 0—FLREOHKITR TH S,

ARRICBWT TE/ 70T IREOHGER ] &k AFEBROE/ ¥
O—FILIAEDO—8TH>T. HFKE/ /O0—FILHAEERAKICNa v 1,
TICHEMICKEE L. Nav 1, 72BRNICEET A ZRKT 2,

B&AICIE. EbNav 1, 78 L TRENICKESYSFab (fra
gment of antigen binding)., Fab’ . F (a
b’ ) ;. —A#fKx (single chain Fv;MTF. scFve
RiLTD) . PANT4 RLEETIAE (disul fide stabil
ized Fv; LT dsFve&ERETD) . 28EVaEEA (U
. Diabody&®Ritdd) . COREEURTFRELEFE &N
TED (ZFRNRN—=b - FE=FY AV -FSEa2—FT1v sy - RFVY
. $B6%&,. 55, ¥441~456RK. 1996%F),
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[0031]

[0032]

[0033]

[0034]

Fabid, | gGOEVIBET2ADOHEEZRBLTWSE2DDY R
74 RiEE (S—SHBA) OLBORTF Y EEER/SM VY THRLT
Bond. HEONKIRAWES & LELATERINDS, 2FTENSHO
MEFESEMEE T 2NMEMAE THDE, ARBETHERAINDIF abld, &K
BHOE/ 7 O—FIHEENSNRA VB L TR I ENTE D, Fio. AR
BOE/ -/ O0—FIEDOF aba1—R$2DNAEMBEARERY Y —
ICHAL, BRI —ZHIEANEATEEICLYRBEIEZEICEST
tFabz®ETHIEMNTES,

Fab’ i&. F (ab’ ) ;0 YBEOS -SHEAEUIMLALDFTENS
AOMBREEMEET 2NEMATHD, AFRPATEAINZFab &
. AEBOE//7OQ—FLAHEEDF (ab’ ) ,EBTHIFAALA =L
MIBLTHDIENTED, . ARAOE/ /O0—FLIEDF ab’
Z1— N3 2DNAZMBBRERRI Y —ICHAL. &RV Y —%2KIBHE.
R SUSEMIIEANBAT B2 EICLYRIRIEZ I &L >THF ab’
HEET DI ENTE S,

F(ab’ ) 23, 1 gGOEVIHEEHD2EDS —SHEESD TERZERN
TOVTHBLTEONS, 2D0DF ab’ fEEI Y VAL THRE L THE
KIhad, 2FEHN1 OFOMEREEFEEET 2MMAMATHD, KFKH
TEAINZF (ab’ ) &, AFEHEOE/ /7 O0—FILREERTY VE
LTEBBIENTES, /ol ARBOE/ 70—FIIMAEDF (ab’ ) ,
“1— NI BDNAZMBEARIRNIVY—ICHEAL. NI 49— KBE.
BRAXIIEMMHIEANBATEIEICIYRIRIETEZZEICEL>THF (ab
") 2 EBEETBIENTES,

scFvid,. —ADVHE—ARDVLEABYARTFRY) Y H— (LT
. PERETE) AAVTER L. VH-P-VLXEVL—-P—-VHR
JRTIFRTHY., MEFEEETI2REHMAETHD, ARPATHEAIND
scFVILEENZVHRUVLIZ, AFEBEOE/ /O0—FILREDEDT
HhEL W, ARBETEEAINS s c Fvid, ARBEOE/ 70—FILiE
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[0035]

[0036]

[0037]

DOVHEUOVLEZI—RTZcDNAZBAWT, scFVvRIERISY—%E
£, XFE. BEXEBYHIBAEATICEICLYRRIERETSZC
ENTE D,

dsFvid, VHRGVLBOENETNI I/ BEEEZIATA VERE
ICBMLAERYRTFRES -SHEEBENLTHREIELEDEWVD, VR
TAVEREICBRTIT7I/BEEEIIRe i te rbICLYRINAERE (
Protein Engineering, 7. 697 (1994) ) 1t
52T, PAEOMFBEFTACESVTCBIRT 2 &N TE S, AFKBATHER
INBdsFVICEENEVHXIIEV LIZ, AEBOE/ 70— FILHED
HEDTHNIEL W, AEPFTEAINDd s Fvid,. AFBEOE/70—F
IWHREDVHREPVLAEI—-RTZcDNAEZBVWT, BYURRRENI S —
ICHALTAds FVvRERRIY—EZEBEL, BRERENIV Y2 KXEE. B
XIGEMIMIREAEA L, RRITZEICLYBET DI ENTE S,

Diabodyid MEFEAKREMIRACXIEIERSscFvHA2EHKE
B Uikt cHY. BLRRICNT 2 2 MORREAFEMILELR
RRICNT 3 2BEORENLRRESEMEE T 2MEMATH S, HlX
&, AEBOE/ 70— I REICEENICRIET S 2@OD i abody
lE. AFEBOE/70—FILHREOVHRUOVLEZI—RTBcDNAEMH
WT. 3~10REDORTF RV H—%EFTSscFvasI1—R$3DN
AZERL., ZDNAZHMRBARERENII—ICEAL, BRENISI—%EK
BHE. BEXEEHYHMBEAEATZIEILIYDiabod y ZREIH,
HETDHIENTE S,

CDRAEZSLGARIFRIE, VHXIZIVLOCDRDD AL &% 14BEM L
HESATHERINS, EHOCDRIG., BEEREXEELELRTFRY)VH—%
NULTHREIEZIENTES, AHEPTERINSICOREZEUCRTF R
. ARBOE/ 70— FLHREOVHROVLEI—RT2cDNA%EH
WT. CDRZO—RY¥2ZDNA%ZIEEL. ZDNAZEMMBARIRENY
H—ICHEAL., BRI —2KFE. BEXIEBYPHERASATSZ I EICE
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[0038]

[0039]

[0040]

YRIRIETZZ&ICLY, BETHENTES, &/, CDREEURY
FRIF. FmociE (ZIVALZIWAFILAFSAHILKRZIE) . tBoc
E (Lt —TFLFFOANKRINZE) EOLEEREICL>TRHET D &
HTED,

AFEBAOE/ 7O—FLAHKIE. EkNav 1., 7073/ BREIXIEE
DI FEEERFENICRB L TRET 2T/ 7 0—F I REICKIHERE
EAFELLREBEDFORA., Y VRIVEXEGARKBOE/ VO0—F IR
HEFERDIMAERSELENE L RBERFIZEMNICHES I ELAKD
BEREET,

AFEBEOE/ 7 O0—FIRAEXIETORMGENAIE. Nav 1., 7ICEEN
ICRET BT ENEBTHD, UTF. Nav 1, 7HENESEDORNEFIE
DO—Hl%EERET,

Navil. 7TOBENESIK. 2009 FIRBENICEESTZIHERET
2Z&IC&Y, BEFHEE LTHATE S, flAE. YEEMOTTAMOD
FEDIFDN, EMRBFISICEBOREEL | SAK RE /S XEVHBEN
Bfonhd,

BAEL | SAKICEZNav 1, 70RAEABEEEMHOEEEAS O
%ERTIAEOESBEIL, IC50&LTEEINDG, IC50l, LIE
LiEHRiEoESEE AR THEED—DE LTHAVWLNE, AFBAOE/ /O
—FITFEDO I CEOEE LTHEFELLE 2 nMXEZEhKRETHY., LY
FFELLIET nMXUFZRRMS, BICEFFELIX0. 6 nMXUEZERERHT
Hhb,

RESSAEVHEBICEZNav 1, 70HEFEMEIE. AR ESR (K
D) ELTEEINDS, HlAIE. KDANMIWEE, LUBRBLRESEZRT
o RFEBEDE/ 7 O0—FIAAEXIETOHRFEMADOKD & LTIFE L < 13
2nMXIEENRRBETHY., FYFZLLEFHTI nMXIEZERRETH 5,

BlziE, Navl, 7.8 LT2 nMX R ZEFRKRBORSFEEE2ET 24
thiz. | CEO0RV/XIZKDA2 nMXIEENhKETHZNav 1, 7F
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[0041]

[0042]

[0043]

[0044]

Jo0—FIKEEKRT %,

LML, Nav 1., 72R%ENICKEST 2 ER8HRAEIE. BOEHREKDN a
vi. 7T9F0&L BEORFRICH T I2RERBMEERT I EDH D, Th
IKEMDPHBHT, BIC, hNavl, 7TRUCTULOELRZMREFEET S
ZEHEMTMAE. XidhNavl, TO2EBOELZ%8EE (BIAE, KX
YCOE 1THEAN—TRORXAVCOE IMEHIL—T) EE-EETEZ
ERENTEIE. hNav 1, 7& IBENICHEET 2] ikEaARInd

AFEBPOE/ 7 O0—FIUREXIETORMAENAIE. Nav 1., 7%2HET
T EDEMTH D, LUF. Nav 1., 7HZEOAEFIEO—HIEET,

Navl., 723—RKR93DNA%Z/O—=VFL/kpcDNA3. 1 (
AvENOY T VHE) AFreeStyle 293#E (Thermo

Fisher Scientific#i) Cb>5VvRT7zHI3VvT3
ZEWKEYNav ., 7T2EXRRMIBEZERT 2, COMEZAWVTTRIC
RYFERICEYRZaTINNRyF ISV TERRBTZI&ICEY, FifEDON
avl., THRENLREZEEMMIZ&NTES, RYUL-YY>vOI—-bMLE
HZZAF%, 35mm7F 4y ailiiR, 1TO0%FBSEBDMEM (S |
GMA#E) (CBBLENav 1, TRERRMBELIEETS (4X104
cells/dish), BEER HSRAREUEF v v =B LTK
—ILEILFEL. —70mVEE., 10msecilELZ0. 1THzTEX
BN LHMGEELEL. MALBRIENER (>2mi nlE) TREZTD

AFEBPOE/ 7 O—FIVHEIE. RBHSICEEHDC D RXIGEHTES
5 BREAEEEE AV TEHEDPTFOEEICEI > THERTEZIENTE S,

AFBOE/ /O0—FLHKIE. E MEE/ JO0—FLRBEEET, £ b
EmAEILE MARICB T 2R ERYE (RN METLTWS e, AEE
HETE MIKBRET2ERICERATH S, [RERMMEWVL] & AIZE
. CREVDREERT DOICTHBEBRICEVWT. BREINALARBEOE/ ¥
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[0045]

O—FIHEIERICLZ2RERBEFE LAV EZEKRT S, EMIH
F2RERMOL ARG, THEIEN—7FUTO0/SLTTFAUTEIE
NTEZ, flziE, THRIEN—FFRATOI/5LELT, Epibas
e (Lonza)., iTope/TCED (Antitope). EpiM
atrix (EpiVax) ZaBVwWSHNn3,
EMNMEE/7O—FILTRAER. B NUAOEAEY. HIZIET D RED
MR ESEIE (CDR; complementarity determ
ining region) Ze MIADOTIL—LT—V%E (FR ; fr
amework region)ABELLLEOTHD, K>T. £ ME/
J0—FIHREDFRIE, E NEEDEDTHS, BERFRIF, Kaba
t E. A, bOXMESRBRINISERTE S, COBEDFRE LTI
CDRARPFAMBEREIMMNETERT 25 DONMERINDE, BEICIGL. B
B L7zt MEFED C D RASEAMEFBE AN AR T 2 & 5 ICHED
AEBEOFROT7I /BEBEHRLTELWN (Sato, K. 5, Canc
er Res. 1993%F, #53%,. 851R-Y), BEINZFRD
7I/BOEEIX. 2EFREEHMDO~15%, HFLLIXO~5%TH%,
AP, AFEBPOE MEE/ JO—FILREICIEK. B MUADOEBBENE
A3, FELWE MIGBOERMREE LT, BEHE LTEC v T
5h, Bz, Cy1, Cy2, Cy3, Cvyv4%i, BHEHELTECk, C
ACERATEZIENTED, . RXBZTOELEDREMEZRET D1
DI, £ MNAFOEBREZEBMLTEHELV, E MEDOBRICAWSN B E
ikiE. 1gG. 1 gM, I gAl I gE, | gDEWARDZTAYVHAT
Db MATELWA, AEBPICEVWTIE | gGERWVWS I &EAFFLL,
IHITgGIXIF T gGANTFELWYL, | 9G1%5BIRT 2155, EHE
BHRBICI VI VY —BEEERT2ODDTI/VBEREETDIENE
FLW, FELWFPI/BEZESLTIE, Kabat®dDnumbering
BT T7I/BBEEN297, L2234, L235, D265, RV X
EP329ICHBWVWT. N297G A, L234A, L235A, D265
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[0046]

[0047]

[0048]

A, RUP329GAREDERAZIFRIENTES, 1 gG1Ik. Thbd
DEEDVWTNIN 1 DXIFEHOEEEESATULWTERW,

AFEBOE MEE/ 7O0—F A, FE LI, BAIES12073
JBRESIDBRBEEERZRVEIES1 107 I/ BREIOEHEBHEIG %
BELTWS, L. BAIES1 1OCKRIHDY PV XUICRImD2TF7 X /
BEE () -YI0) @ FELTWTE, LTWaLKTH LW,

EMEE/ 7O—F AR —BRPUQEERRICIYIERTZIENTE
% (BIxiE, FEEEMmEFI4. WO95 /714041528, WO96 /02
57 65/RESR) . EAMICIK. TV RARAEDCDREE MAKD
FREZERETDELDICHKRE LATEBEZE I — KT 2D NAEI%, KRinsh
LA ==y TIT2EREETDLIIERLAEBEOL Y TX I LAF
RMSPCRZEICLYAKTS (WO98,/133888LHREBME) , B85
hDNA%, £ MNIGOEEBEZEI—RKFTZDNASERL, RVWTH
BRI —[CHEBPAL, ik, IBEOTLEE A1 - RKT2DNA%E, ik
DEEBBRFIDODDNAZSUCRIRNRI H —~HAAATH LV, RNFEPBETHERH
INZMAEEET 2ICIE,. ARG TARREEEE. flE. TNy
H—/TOE—9—OHEDOE & THRRT 5L DRENI Y —ITHHAD,
RIS, TORBEARIY—ICLYBETHBEEZMEGRL. MAZRREIESZZ
EDNTED,

tEROmESRRAOBEMIES LTk, flAiE. COSHlilg. CHOHA
LZOEHEMMERE. RigiE. BESSBEFOND, BEGRIEFE. SEE
ICRRDOFEICR > TEETZIEMNTE, ZREEICLY., HEHGREMAR
WIS AEKBOE / 7 O—F LV RESEEI N D, ZEBICAVLS
naEthe LT, RALEBEEMBICH O TERINZREOEDAEE
BIRTE, FlaiE. COSHIlEDZES. RPMI —164 0w s IRy
JBEA—TIENNEE (DMEM) Z0itiIC, BEICIHRCY VIR
miF (FBS) EOMBEXRDEZRMLIBDEFERTE S, ZMEHGRED
EBEOROEERE L. MEROY VY RIVEERELZE LI ETELDOAWL
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[0049]

[0050]

[0051]

[0052]

[0053]

BETHNIEVWTNTELVD, FH#EICIE32~42TC, REFEICIZIT
CTHEETDIIEMNMFFELY, FLEBEIKBLT 1~10% (v v) @
REBAR=SUE[ATEET DI ENTE S,

ERERIC& Y REGREOMEAXISHIEAICEEI NI AFKBADODE/ /0
—FiGtEECER . ZY ANV EOYENMHEC L ENMEEEZFA
LESRBAMOOBBRIERICLY., D8 BRIZIENTESZ, M1 2A
FEE LTI, BEARMICRBIZIGBREDY v/ EIRBHIC L 2038, RAE
B, FIBZWIAINTZT74— (FIVER) . REV/OAR NI ZT 14—
AFVRBOOARNT S T4 — TIA T4 =0 NS T4— &
BEAEIOTNIS 74— (HPLC) HEo&@E/O N S57 14—, BER
E. RPN OHMAEDEEFEERATE S, ZHEICLY., BHICHNE
. BHMETEAEBEOE ./ VO0—FILRAEEETE 3,

AFEBEOE/ 7 O—FIAEIEZOFEMMA . IS5 RYIFLY
Y- (PEG) . REEME. FFPUVEORESTICLYBHIH
TWTH LW, MFEOBMHAEEZOSTTRAMOFEREFNATZIENT
T D,

FAFRBOE/ 7O0—FILREE. ZONKED 2 WIECRImICMHD S
VIRUBERELTELW (Clinical Cancer Resea
rch, 2004, 10, 1274-1281), @M&¥249v/%%
BIIYUEELNBEEBIRT DI ENTE D,

AFEBOE/ 7 O0—FIRAEXIEZTORGNA 5589 2EERERY (&
READEREMERY) X, BROMWXEFHFERONICEEH D WVIERBANICEST
IENTES, FEROMNKEE LT, AIZIE. SBEFORIRAEL. &
RRES. BIERER. RTESH. 2ERES. RAZFZEBIRTZ22EMT
T3,

AFPOEZMERYIE. Nav 1, 7TEERBOBERY XIEFHOK
OHDOEEELTHEBICERTH S,

Nav 1., 7EERBEIE, BE. BE #REMERE. KENFZETFSH
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[0054]

[0055]

%,

MERE] & LT, SfERE. BtER SREMER. KEHRER. B
gk, BREEA. REEB. HXEBEERE. SX#RE APMAaRE. 2
BitriRE, HREMRSR. BEREE. HRNSIBES. KEE. BILE.
WiEAE. SRR, NUARBERE BREEARES, EeERE. B
Fa. BEERE L CIFSEEBOEE. BUEE L IFESAMERE. BER. FMRo
A BEMEEE. BE. 84 PARE. BREESENSEFSN D,

MEEE] & LTI, SMERE, IBMRE. EX9 I VKRERE. £EX4 3
VIEKRFRESNIES LN D,

MR EERE] 1. W, BER. BP. BBE. K &L IERE
. RISHIEEOHEEH ICHE LB S,

M%) &k, HEEISEEOKAZEITF SN 5,
AFEPOEZMERYOBWREER., —BICDOEAHRETkghiY 0. O
Tmghs100mgRERENSBEIEND, HDWIE, BEHLYE5~50
OO0mg., HFELLIET10~500mgDREEBEZRRIENTES, LH
Ladts, RAEEDE/ 7 O—FILIREXIEE OTERTF 2 2O EEERY
EINODREEICFHIRINZEDO TRV, Tk, RSB BF20F
B, ERICKYBBERIRT 22N TES, AEFOERMERMIL. BE5E
BRBCTEENICHFEINZHEECRMAEZRICEVCEDOTH>TH L,
D& D BEERCRMMOFIE LT, K, EXEMIHFEIN 2 EGEAE,
A=y, RYEZLTILI—I, RUEZLEDQY Ry, PILEFVES
MUD L, KBEETFIANS Y ROFU, AFELO-X, TFILEIL
O—X, A4 >, Y=Yy, oLy yya—L, RYTFLVY
Da—, 7Yy, EMOETILTIY (HSA) . V= b=, VIL
Er—ib., SV b= EXRNMYE L THFEINZ2RAEEMRSENETS
h2, FAINZHFNYIE. FIRISSCTLEORISEEH D W ITHEE
TBRINED, CNSICREINDED TR,

AFEBEOE /7 O—FIRAAEXIETOHREN A IE. thOBEMRHSEL < IE
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[0056]

[0057]

tOBEHRY 2 ESCEE EEAEHOE T, HEFIE L TREINTE LU,
HOBMHDIE. BIZE. XA K. COX—2HEHR. BrTMEF. N
MDAEYal—4, AvFE/ A4 REFEFETFI=ZAI P2XT773)—
EYal—4%, VRIZ7YHI=ZRb, TRV APFUH T i
TADAE (ARRVFY, TLANRY Y, MEST—E) | ZBERD
DE(PINY)TFYUE) . 2LOAFTT, YA MAA VEEFELLCIE
FvHdT=ZKM (IL—6, IL-6R, IL—18XI&IL—18RICH
27V T=ZARE) . Navl, 8FHEH. Navl. 9FE=EH. NGF
FEEH. Navl., 7HEFRBELLIETZ7YSYT=ZX M Navl. 7IIRHEN
BHOTAE, Navl, 7IC8T2R)RTFRIREFZHT=Z K s i RN
A, TVvFEVRHDTF. BRTFEER. SVRVE /R RTF REREEH
ERFEIFO N5,

AFEBEODE /7 O—FILRAEXIE T OHEAE A &t 0BRSS O BHEIE

1 DOHEFIFICEHED ZERE LEREFIOHEEBTIRS L TH L. L5
7 DEF (AEBOEFERYEMOBEMRYEECESR) ICLTHERST D
BEE>THELL, TOR2ZDOHEFICL THRSTIHEICIE. ABESK
VREZEICL 2B ENEEND, T, BEAZICL2BEIE. AEPAOEXR
HERMELICHRS L, OEFERIKSLTEHELWVWL., HOER%EFKICK
5L, AKPAOEZERDERICHS L TENEDLT. ThEThO/RSHE
FRALCTHEER>TVWTH L,

AFEBIE, XFEBOE/ 7 0—FIIAOEHETERE KT, XITEEH AT
BHEEAEI—RT2Z2RYXILAFREEET D, AKEBOE//70—F)
MAEOEHITERIEZ I —RTEIZRY XV LAFRIE. IHIC, EHERR
HEI-RLTWTHLW, AFRBOE/ 7 O0—FILRGEOREATEEE %
I—FR92RYXVLAFRIE, ILHIC, BEEBHEEZI-—RNLTWVWTE
SV, T, ARBIE. chboDRY XV LAFREDLRCEETDECHE
MRV —%EBE2T %,

ZRYRILAF RIG, RFEFOE/  O0—FILREOEHETLEBE I
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[0058]

[0059]

BETEEEE I - N BRY. HIREINT., BHROTAHF> ) R
(DNA) XiFYAREE (RNA) EOX IV LAFRHLRDIEEFETHD
o RARLUADIEBEZEZEATVWTE LW, AEBEORY X I LA F RIE. HiF
EBREFIFHNAFRCIYEETZADICERTZIENTES, FLA
RBOE/ /0—FIAKRERAELBEELETI2NMEERY ) —=vTT3
eI, 7O—TJ & LTRAWSZEHTES, BILAKBOE/ /70—FI
HAEEI—-RT2R) XV LAF R, XIEZEO—8427O0—7& LTHW
N TNVFAE— 3y, BIEFEBERM (FIZIEPCR) SE0RMICLY
CERYXVLVLAFFREAMN) IV MREHTTNATIVEAZIL, D
DEREBADE/ VO—FIMGEEREOEEEET 2AEEZI—KT5DN
ARBBIENTEDL, TOLILDNABLERFEBEDRY XV LAFRICE
FNd,

INATYNVEFA -3 VFEM (Sambrook, J et al.,
Molecular Cloning 2nd ed. , 9. 47—-9.
58, Cold Spring Harbor Lab. press,

1989) BUXREICILKHMONERMTHZ, N TVF(1E-2aY
DEGEE LTI, B, BRAN) Iy MREHEIEFEND, EA S
VoIV MRFEHER N TVIAE— 3 VEDERIIBWT, fIX
([£42C, 0. 1XSSC, 0. 1%SDSOXHLETHY. FELLIX50
T, 0. 1XSSC . 0. 1%SDSOE&HTHD, LYFELWANAT
DFAE—2avOFHELTE BRAMN) Y2y MNREHEDETFLND
o MANY VYTV MNRFHER, BIZIEE65TC, 5XSSCRUO0. 1%
SDSOEHUTHD, TNHOFHFICHEVWT, BEAZ LFZRICEVERM.
ZBETBZR)XVLAFRBPRNICEOND I EMNHIFTE S, AL, /N
AT)VFLE=2a3VDRAMN) P2V —ICHETHERE LTUIREY
BRESEHOERNIBALON., YUXBTHNEINSEREZETRIRT 2
CETAKDRAMN) VIV —%RET D ENTRETH 5,
INHNAT) A E—Y 3 YRITPBEGTFIBERMICLVESNZRY
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[0060]

[0061]

XOLFAFRRNOI—-—RT B, AFRBOE/ 7 O0—FILREEBENICESEMR
nkiR, BE. Chom@EeET7I/BEIICBVWIRWERNEZET 5. K
RBAOE/ 7 O0—FIIHEICIE. XERPOE/ 7 0—F Lk & KEERICE
ETHY. MOBMBEOTI/BREIEEVEREEET IRALEEND
o MWHREMEIE, I /BLARIICBEWT, &8, PR EH75%UE
ORE—M., FELLIE85%ULDE—M, ISHICHFFELLIFIESBULD
A—%ET, RURTF ROERAEERETZICIE. X (Wi lbur
, W. J. and Lipman, D. J. Proc. N a

tl. Acad. Sci. USA (1983) 80, 726—730
) ICEBEOTINTY) ZLITREZIE LW,

AFEBEOE/ 7 O—FIAAIEZOHRMAAIE. Nav 1, 7IC8EN
ICEET 20, £HEFRRICBWTNav 1, 72RET2EDICERT
ZENTED, £AFEBE LT, Mk, M A R, Eis E8 8
Ba. ) VREIENBITFONG, TDRLD. AEBOE/ /O0—FIkES
EddFyhENavl., 7TREBFY hELTHBETRETH S, EZFv b
&, AFBOE/ 7 O0—F AT ZOHMEA 2SR, S50, EH#HZ
RUE, EHOREBICKHELER, BEF H4%E vy 77— BHERR B
REHE., RIVFLR. BRINCEEPEELTONav ., 7901808
. EARBPAEZEEZEATVWTE LW,

AFEBEOE /7 O—FIVREXIEZOHREK AL, FEREOWThh H5
WIER2TOBhFHEB LTV,

a) Nav1l., 7TORAA4 Y COE 3HEMNIL—TCRIEBICHWHETEME
=BT D,

b) EBEIEICH T 2MVWENERT 2,

c) EMEROE MINT BRERESEL,

d) b MBROEFDHICH T 2 ZMOFEREIRV.

e) Y744 FTHB, hNavili, 1, hNavil, 2, hNav 1,
3. hNav1, 4, hNavl, 5, hNav1l, 6, hNav1l, 8%
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[0062]

[0063]

ThNav 1. 9OE3HMlEAIN—TFCRBEHDOIE b—FEAICHE T S
RTF RICHT 2 BREDBO THELY,
=it
MUTFICARBOEREI 22T TARREZ I SICFHFEL CERAT 20 AFHA
BINBICKYREINZHD TR,
=BT Nav 1, 7iHE0RES

EhkNavil. 7 (UniProtKB/Swiss—Prot:Q15
858) ORXA4C, ESMEEMAIN—TCRBEHHETZIRTF R (1
424—-QPKYEYSL (BEH&ES1) —1431; hCE3CRIFER
) EMEELTGEE L,

hCE3CRTFFRONRKICCy sBEEENELAERTFR (CQPKY
EYSL (BH&ES2) ;Cys—hCE3C) 28l (RLKEXESHHH
) . YLM1XIRfkgiant keyhole | impetsAEy7=
Y (YRL1XIREKLH, Thermo Scient i fic#®) I
BIH, REREZHAB L, COXRTFR-—KLHEGHKEZIOS Y FED
FIaANRVNERICA/ ) Ims S| clttEvyRICHRELE, TDR%
CBENTTOS4 Y MREETYaNY MEHICEORE L,
RRREO3HRICEEEZREE L, BRERMEEYORITO—<H#E (p
3X6363—-Ag8. . RREEMAF) ZPEGETHMEL. ERFY
VFU. TPI/TTI)VRCFIVVESOEMTREIRLAE, EANav 1

TREREEE. N T) R—TDBELELZRWV. REREXRTF RIINHT
2EL I SAZTHZETRE L, BHRMICIK, HivV X | g GHAEE
ETL—MNINATY R—<EELEERML, EL | SARESENNY I 7
—T2ERELEHEIC. EFFUEHMLIEZBERRTFRK (Cys—hC
E3C) &Streptavidin—HRP (P|ERCE#&) &#%&mM
L4CT—BRHBItEE, EL I SAB®ENYy 77—T2@%%L. TM
B—Substrate Chromogen (HY4—J7q14vv—H4IT
VFAT7 4y OfE) ARMLTHBIELEIC. FE2D0. 5NOMET
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[0064]

[0065]

[0066]

[0067]

RibZELEL., 450 nmiIlEFZRAEZRELL, EL I SAILBEWNT
BWEEY JFIVERLIENA T Y R—<%&s0—{tL. BILL T,
EHERI 2 : HURERSIDIRE

BIL7zs0—rOnAa 7)) R—<#ifaLy. BEICR>TIIRE/ Y
O—FLiE1 5H1 1 OEHTERERCERHEATERED T X /B %
RELE (FR1) S

(1]
mAb AR | & BF | TR | & LAz
% HE 5 |® HE EE
15H11 O E CDRL |4 we |7 CDRL |8
CDR2 |5 cDR2 |9
CDR3 |6 CDR3 |10
EheHI3 : MEBEINDT 51 AV b

15H1 1TOEHRCEHDT I /BEIICOWTHEEIIETY 7 b
T7ab¥Y¥sis&aBHW:=Kabat numberingz®EzElLE (K
1),

Eiwfl4 : ko ke Mo

T5H1 1IZD2WT, FEEOAETE MeaER LA, 15H1 10DEH
RUOBHEO VECTFHEBEINICELULZE NEFERT V& 74 —ERH % B!
Y 7 hADbY s i sTHREL., BIRUKL, FAJIFEEBICOWVWTE, <
D A D N AR EERMEOSWESZ IMGT (http:,/www

imgt. org/) THEEMRRL. EbIL—LT—VEFIELE, &
DeErIL—LT7—VFAINL, Kabat numbering (Wu
, IT. T. and Kabat, E. A, , J Exp. Med. Augl
;132 (2) :211=50., (1970)) ICL>TEEINALTIR
HAEHCDR 1, CDR2, CDR3RUTIAHMAEEHECDR 1, CD
R2, CDR3%®iET2&THR20DE MefulsEgd (CDR graf
tik) #5REt L7z, BB, h15HT 1OEFEMEEICIK. EEEICIEh | gG
4Pro (EEFHES11) &, BHEICIEh | gK (BEIBES12) 2V
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o EMeHfsEesl (CDR graftfd) #, Expi 29 3MilE%ZA
WTHEEBEBRICRREIE, TOLERICEETSREICOWVWT, BiRY D
FETEBAI gGEHLYDIEN—FRIFRII/TZNM (ratio
) Z#EH L., R2IInLEk,

EEHRD | gGEIBUTOREICLYITo /e, EFEFRD | g GEZFHET
3701, e Ml gGHifA (Jack son#®) BRI — NI, 35
ELFERMUERTIREARISIEZOEIC, EL | SARRENY I 7
—T2@E%%L. HRPE#EME N | oGk (Jackson#H) %4
CT—BRHBItEE, EL | SAB%ENy 77—T2@%%L. TMB—
Substrate Chromogen (W—FJ74vy>ovy—HA4ITVF
174y OB ERNMLTREIELEIC. FEDO. 5 NOHEBTKRIK
ZELEL, 450nmIlBITRMAEERMELTODAT. OLRBEEL
BORREE (A) 28H L,

EERIgGODIEN—TRTFRICHTD2AMIUTOREICLY 1T
oo EBEFD I gGOIEN—FRTF RIINT 2 NE%FTMT 272012,
me bl gGik (Jack sontt®l) BRIETL— M. BELEER
MUERTIRERGIELZOBIC. EL | SARRSE/NNYy 7 7—T2E%
L, EAFUEBELELIEN—TRIFRK (Cys—CE3C long
(fR5EFES13) &Streptavidin—HRP (Pl ERCE#&
) ZRMLACT—BRRIGEE, EL | SAR®RSE/NNY 7 7—T2E%%
L. TMB—Substrate Chromogen (¥Y—FJ4v>¥v
—HYAIVT4 T4y IHE) ZRMLTREIELRIC. FEDO. 5N
DB TRIGZFELEL, 450 nmiIlBIF2RAEZREL., ODM1. O
ERBIEELFOHFREER (B) 28H L,

B | gGEHLYDIEIN—TFRTFFR (Cys—CE3C long
(EHEST13) 1B AM(ratio) &, (B) / (A) &LTE
Hlk, R2OFERADS, EMETSHT 1 OREE N7 L—LT— VT
ELTRIGKVT7 -3, B IL—LT7—JBIELTIEIGHV T
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—4 -1
R9O4P)

[0068] [32]

[0069]

(R94P) .
IGHV1—=3 (R94P) MELTWRZ MDD,

N

55

IGHV1—-—2 (R94P) .

PCT/JP2022/040580

IGHV1—18 (

R84 HH
W ZE RIS T 2RI
TL—AU—Z TL—AU—Z B A
Bl A5 BFIE ®) /@)
IGHV1-2 19 0.04
IGHV1-2 (R94P) 20 0.22
IGHV1-3 (R94P) 21 0.21
IGKV7-3 14
IGHV1-18 (R94P) 22 0.24
IGHV1-46 (R94P) 23 0.18
IGHV7-4-1 (R94P) 24 0.26
IGHV1-2 19 0.03
IGHV1-2 (R94P) 20 0.14
IGHV1-3 (R94P) 21 0.12
IGKV1-39 15
IGHV1-18 (R94P) 22 0.13
IGHV1-46 (R94P) 23 0.09
IGHV7-4-1 (R94P) 24 0.16
IGHV1-2 19 0.05
IGHV1-2 (R94P) 20 0.15
IGHV1-3 (R94P) 21 0.12
IGKV3-11 16
IGHV1-18 (R94P) 22 0.15
IGHV1-46 (R94P) 23 0.12
IGHV7-4-1 (R94P) 24 0.18
IGHV1-2 19 0.04
IGHV1-2 (R94P) 20 0.12
IGHV1-3 (R94P) 21 0.12
IGKV3-20 17
IGHV1-18 (R94P) 22 0.13
IGHV1-46 (R94P) 23 0.09
IGHV7-4-1 (R94P) 24 0.15
IGHV1-2 19 0.03
IGHV1-2 (R94P) 20 0.18
IGHV1-3 (R94P) 21 0.15
IGKV4-1 18
IGHV1-18 (R94P) 22 0.13
IGHV1-46 (R94P) 23 0.13
IGHV7-4-1 (R94P) 24 0.21
A 5L, B MefkEZd) (CDR graftfkx) obBbr7L—4L7T—
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[0070]

[0071]

[0072]

VENCEEEEAN Ny P Ia—F—YaY) $§5I2&T, YIRAKT
H215H1 1 EIFERSOHEMMEICADLIICTEN—TRTF RICHT
ZEMEORESAH#I, | GKVT—3RVPIGHV7—4—-1 (R94
P) ZAW, BHICDOWT, RIWKRTERICNYIIa—FT—2ave8
AULEEEEEEREL. EEFASICSRIBETCIEN—TRTIFRIIHT S
B/AOMETIMLAEZECS, Y36F (Kabat®number inglildk
5L367I/BEBUNYDLFICERZAINLLEDERTHY.,. UTH
BRTHD, ) NEAREARMMEELEE, T72S, T74N, V7 8MAFEWL
B|AME FEEETR L, R3IICBWTORBPRASRMER EE, AXBV
BAEE LA, XBENMALELFROSNAWT EE2EKT %,

[%&3]

BEEHTR BUFmHE o) )
A9V
T22Y
Y36F
T72S
T74AN
N76H
V78M
AS0E
N81D
N85M
Y87F X

XTI /B Kaba t®Onumber i nglc X580

XX |IX|PIX|>|B|O]X]|X

Tl YOAMFETHZ15HT 1 2AVT, BEICDOWT, RUITTH
ICE MEZERZBALVLEEFEZFRRLALET S, F 36 Y BAEQIRMN
METEZ, M85 NAFTWIRMMEETERAEZ R L, R4 ICBWTOIZAAHE
WRAMMEETZ, ARBVWEMEETZ, XIZRAIEETIRohBWT &
=RBIKT B,
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[0073]

[0074]

[0075]

[&k4]

SR BntEE TR
VIA

Y22T

F36Y
S72T
N74T
H76N
M78V
EBOA
D8IN
M85N
F87TY
X7 I M Kabat@®number in gl X3z

XIBIXIXIX|IX|X]|X]|O] X|X

IS, IGKV7—=3RVGIGHV1—2 (R94P) #B\W, EHIC
DWT, REWARTEMRICNY I I2—FT—2avaBALLEEREER
Lie&Zs, Q43 R, G44SHIEABRMEDEEZR L, REICBW
TOIFHRELRMER LZ, XIFRMEEDEN RSNV EZRKT %,
[5]

HEER poosiiA M = Y )
V5Q, A9P X
VIIL, K12L X
A40S, P41H X
Q43R, G445 O
T73K X

T IJME{iiKabat®number ingitkBEh

EROBRAI S, BEEICODWTY3IB6F, VI8M, N85M, T72S
. T74N%, E#HICODVWTQ43R, G44S, R94P%EZERL., £h
SEMBPEDELEEFERC6DEBYFEL. TOIER—TRTFR (
Cys—CE3C long:EHES13I) ICHT MMM L 7~
YUXR15H1T 1 ORMEICHT 2RREEDHEMEDEEZFo Il d ¢
hange (FC;ZEGDHEME (1C50) /YIZR15H110DH
e (1C50) ) ELTEELEER. vORX15HT1 1 OFHMEITEL
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[0076]

[0077]

HAMEB2OICHEREENNYII2—F7—3v&LTQ4 3R,
G44S, R9O4P%, BEHNY Y Ia—F—>av&LTY36F,
VI8MaEREZELE, h15H11 (IGHV7—-4—1 Q43R,
G44S, R94P/I1GKV7—-3 Y36F, V78M), h15
H11 (IGHV1—2 Q43R, G44S, R94P/IGKYV
7—3 Y36F, V78M)II2WTin vivoEMIHETILT
A L 2R, MAEHICRALREBHR, dabbEREINEVERERLE
o BB, TNHOEIBHRIIW02019,/23085 6DEHETICEESE
DFEICELYRETZIENTE S,

[%6]

EHEEER L N

ZL—h sl | 7 r—aA Bl

TU—2 #R &HE |v—2 i Ho re
Y36F, V78M, N80M 27 1.8

IGHV7-4 QA43R, GA44S, 95 Y36F, V7I8M 28 1.8

—1 R94P Y36F, N85M 29 3.2
Y36F, T72S, T74N 30 2.9

IGKV7-3 Y36F, V78M, N85M 27 1.5

Y36F, V78M 28 1.5

IGHV1-2 s:f]lj , G445, 26 Y36F, N85M 29 1.9
Y36F, T72S, T7TAN 30 2.0
Y36F 31 1.9

mouse 3 mouse 7 1

X7 I /BT Kabat®number i ngic XAEA

EHEBIS : FRFIMEETE

ABRHEDOERED 4. 6 RVT T, MEDIEN—TRTFK (Cys—
CE3C long  :EIES13) ICHTIHMEEZUTICRIFHESEL |
SAZKICLYRIE L .

me bl g GHRAEBBLETL— NI, BEBLALYIVEFY ME Motk
OFRBEEFF VBB LLRERRTFREStreptavidin—
HRP (P I ERCE#®) ZR/MULACT—BRIEIEL, EL | SARK
/Ny D7 —TC20%%EL., TMB—Substrate Chromog
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[0078]

en (U—F71vovy—HPAIVT471yvI#E) #HFMLTRESE
%I, FEDO0. SNOMBTRIGZFELL, 450 nmiIlBIF2RAE
EREL. DA 1. 1&EAZFRTRO)IAVEFY b MAKOFRER
EEH UL, RICFOFEREERDY IVEF Y be MAREEF F UEH L
RERRTFREStreptavidin—HRP (Pl ERCE#H
) HRMU, ThERFICKRERDRERRTF ROBRRIEHRML.
4CT—HRIGEIER, EL | SAESRT20O%%%. TMB—Subs
trate Chromogen (W—FEJq14v>v—HYAITUFTFaTqY
JHE) ZRMUTHBIELRIL. FE2DO0. 5NOHBBTRIGEELL
CAB0NMICBITBEIBRHAEERE L, EXFUEEBRTF RO TSI
2901 ITHBTE2REBERTF ROREEZHRMME (1C50) &Lk,
EHEBI6 : E ME15H 1 1 ORSICEBRTI /BOBE

EiEh 4 THEE L MefiAh 15 H 11 (EHAESEE : | GHYV
7—4—1 Q43R, G44S, R94P (EHES25) /88T
48 : |GKV7—3 Y36F, V78M (EIE=S28)) IcoW
THABRIERY 7 habYs i sa#EAWVWTCKabatDnumberin
gRUVCDRODEHEEZERE L, COBREH2ICT-T, EMETBEHTI
ORBICEERTI/BOBETZ/HIC. h15H1 1 (EHEAUZHES
: IGHV7—4—1 Q43R, G44S, R94P (BBIES25
) /ERHAIEMRE : IGKV7-3 Y36F, V78M (Ej&ES28
) ) ZEAREREL. 15H1 1DECDRES (BHNES4~6. EIE
58~10, UT. HBERBCDREWD, ) KREEEZZEALLEERGREZE
WU, TOHEMMEZEZEE5 ICBEHLAEAETELE L, FEECDROR
M (1C50) ICHTHRXCDREEGFDHRMME (1C50) DLt (CD
RZEFEDICLHO/B4ERCDRMDICS50) #Fold change

(FC) ELTEH LK, EHOBRERTIC. BHEOBRERSILRT
o n. d. ldnot detectable%xEKd3, TOER. EFHOD
M34, A101RUEHMDQI0, PI95, WOBIEEFDT7I/BRAEMD
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[0079]

TI/BILBRTZE, ZORTFRICHT Z2HESFUEIRERAUTEA
o2l TOTEDL, BHNQO90, P95, WIOBRUEHNMMI 4, A
101 FEEICRICEERT7TI /BBTHDIEEZIOND, £/ EHONS
3. N52, 157, F63, S95, Y96, GO98RU, &##HMOF 32

. N34, Q89, S91, FO4I3ZDT7I/BEMOTI /BERICEHRT

&1, SEUEBEMEMET LA, COZEnD, BHOF 32, N34

. Q89, S91, F94, E8HON3 3, N52, I57, F63, S9

5. Y96, G98iF. BEIKEZELTI/BTHZEEALND,
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[0080]

61

PCT/JP2022/040580

[%7]

HGE R FC
D3I1E 0.92

CDRL Y32F 1.14
N33Q 1.72
M34L n.d
R50K 0.91
I51L 1.40
N52Q 1.70
P52aG 1.07
K53R 1.03
N54Q 0.96
N54D 1.09
V56L 0.92

CDR2 I57L 1.69
N58Q 0.94
S59T 0.80
N60Q 1.46
E61D 0.96
K62R 1.14
F63L 1.58
K64R 1.12
D65E 1.03
S95T 2.45
Y96R 1.59
Y97F 0.92
G98A 1.92

CDR3 G99A 1.34
N100Q 1.01
T100aS 0.81
D100bE 1.17
Al01V n.d
Y102F 1.20

XTI BEMIIKabat®number ingilk D8N
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[%8]

(25 FC
R24K 1.07
A25V 1.21
S26T .11
E27D 0.92
$27aT 1.08
V27bL. 0.82
D27cE 0.80

CDR1
N27dQ 1.04
Y28F 0.88
G29A 1.44
S31T 1.14
F32L 1.76
M33L 0.88
N34Q 1.80
A50V 1.36
A51V 0.85
$52T 0.90

CDR2 S53T 0.96
Q54N 0.91
G55A 0.90
SB6T 0.88
QB8IN 1.75
Q90N n.d
S9IT 2.01
K92R 0.90

CDR3 E93D 1.21
F94L 2.46
P95G n.d
WI6Y n.d
T97S 1.17

XTI JBEMEIKabat@®number ingiZkaEMr

[0081] =617 HADIFHRFMER L
15H110HEMEM LAEZFERTZENT. EEFIGICEVNT. FC>
1. 5ZRLIAOHRNMEMLEICES L TWREAEINAETI/VEBRT,
FC<1&RLAREORMMEA LICES T 2A8MEOHZ7 I JBEHD
ICEEGA4DOE MefEh T5H 11 (EHATEMWET : |GHV 7 —4—
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[0082]

[0083]

1 Q4 3R,
IGKV7—-3 Y36F,

G44s,

63

PCT/JP2022/040580

RO4P (EEHNES25) /BEHAKLMHY :
V78M (B5IES28) ) 2FERMK (

h15H1T1—wt) LT, WEFNADCDRICTIVBELEAET 55
ROEEEEES Lz, EHEFIS ICEEEHDOSAET, HAMTMEERL, X
IRVRIO0ICKRT 4 IBEOBEMEETLEAE (h1B5H11-1~43) %145

7=
[x&9]
HEG RIS R G AIZEHEIR
mAb Eﬁgmdﬂag gg EHCDRIZIS T S Rt g‘ﬁ Esg
h15H11-1 | E27D, M33L 55 | D31E, N58L, N100D, T100aD 32 |o0.47
h15H11-2 | E27D, M33L 55 | N58L, N100D, T100aD 33 [o0.48
hi5HI1-3 | WT 28 | D31E, N58L, N100D, T100aD 32 [o050
hi5H11-4 | WT 28 | N58L, N100D, T100aD 33 |o051
hi5HL1-5 | E27D, M33L 55 | D31E, N5SL, N100D 34 [o52
h15H11-6 | E27D, M33L 55 | N100D, T100aD 35 | 0.57
hi6H11-7 | E27D, M33L 55 | D31E, N58L, T100aD 36 [0.58
h15H11-8 | WT 28 | N58L, T100aD 37 |0.60
hi5H11-9 | E27D, M33L 55 | N58L, T100aD 37 |os61
h15H11-10 | WT 28 | D31E, N58L, T100aD 36 | 0.61
h15H11-11 | E27D, M33L 55 | N58L, N100D 38 [o0.62
h15H11-12 |WT 28 | D31E, N58L, N100D 34 [o0.62
h15H11-13 | E27D, M33L 55 | D31E, T100aD 39 |o.64
hi5H11-14 | WT 28 | N100D, T100aD 35 |o0.66
hi5HL1-15 |WT 28 | N58L, N100D 38 [o0.66
hi6H11-16 |WT 28 | D31E, T100aD 39 |oe68
h15H11-17 | E27D, M33L 55 | T100aD 40 |o.70
h15H11-18 | A25V, E27D, M33L |56 | T100aD 40 |o0.74
h15H11-19 | E27D, M33L 55 | D31E, N100D 41 o074
h15H11-20 | WT 28 | T100aD 40 o077

XTI /EBEEMYiIIKaba t@®number in gtk DE
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[3&10]
BT, ERTRER
mAb ﬁg‘;&m‘““m% ggj BGCDRIZE 1 5B gg ;‘;15)0(
h15H11-21 E27D, M33L 55 D31E, N58L 42 0.80
h15H11-22 WT 28 D31E, N100D 41 0.80
h15H11-23 E27D, M33L 55 D31E, T100aS 43 0.83
hi5H11-24 E27D, M33L 55 D31E, N58Q, T100aS 44 0.85
h15H11-25 WT 28 D31E, N58L 42 0.86
h15H11-26 A25V, B27D, M33L 56 N100D 45 0.88
h15H11-27 A25V, E27D, M33L 56 N58L 46 091
h15H11-28 WT 28 D31E, T100aS 43 0.91
h15H11-29 WT 28 N58L 46 0.91
h15H11-30 E27D, M33L 55 N100D 45 0.92
h15H11-31 WT 28 D31E, N58Q, T100aS 44 0.93
h15H11-32 A25V, B27D, M33L 56 D31E, T100aS 43 0.95
h15H11-33 E27D, M33L 55 N58Q, T100aS 47 0.98
h15H11-34 E27D, M33L 55 D31E, Y97F, N100Q, T100aS 418 0.99
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