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al identification of antigens by r
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ERICLDEENAREICA S CHFEINS,

Cytoplasmic— and proliferation—as
sociateed protein 1 (CAPRIN=—1) & {kitH
DOIEFHEAEEEPHEI N EZRITERICKIEL., XMERNTRNAL
MR ML RBEHEFELTmRNADEBE, BROSEICESTE &
RENMONTWBHIIRAY VN IEE LTHLONTWED, EllzORE
IKCRHENICRBETS2 I ENAREIh, BARODEOOMBEEDSY—F v
ELTHENEDONTWD (EHFXE2)
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JEdFSF 2 : Bruggen P, et al., Science,
254 :1643—-1647 (1991)
JEsFEECm3: Proc. Natl. Acad. Sci. USA,

92:11810-11813 (1995)
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ARBOEME, EHEOREICEEMICEIEISCAPRIN-1%F
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RBERRT BI-ODFE

AFEBRIE. UTORHEEETY 2,

AFHRIE, EBIESLTRIND 7 I /A, XIEEX7 I /BECH & 8
0% U LDERINR—H%2ET 273 /BEHNEZEITSCAPRIN-1TODHE
DRYVRTFREBEZHRBEEE T I2MAEETD IS T AV M B
KETNEBYMRDE LTELIEERFEBET 5. BOBERY/ XIEFEHD
TeO DEXMRMEIRET 2,

ZTOERBEFEEICEWNT, LRER. R BE. FERE. KEE. WkE.
MiES. BE. T=E%E. WEE. fiiRE BEitE 8k ams. Y
voNfE, RMRE, BEMREEXIEAS ) -V THD,

AMOEBFMEICSEWT, LERAEKE. E/70—FILRGEXIER) /70—
FTILHETH 2,
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FEFDOFR

[0015] AFBAICHEBCAPR I N—1ICHT 2HkIE. EMEEEES S, Ko
T. CAPRIN-TIEHT 2HMAFITEDRELTFHICERTH S,
FHAZEET H7-HDOHRE

[0016] AFBIC{KHRDIMKIEZ. CAPRIN—1DFREDEHRY RFF K525
LIEE T 2mhTHhY., mEESEEHEZET 2. AEBICKRIIMHKIEE. LVUE
REYICIE, EIIES L TRIND 7 I /BB, XIEE%7 = /BEEC5I& 8 O
%L, IFELLIE85%UE, FUFEFLLIEFI0%UE, ISITHFEL
KIF95%ULDEINR—ME2ETZ7 I /BEINSLSE, CAPRIN
— 19RO EOEPR)RTFR (CAPR I N=1EBHRYRTFNK)
E2RHET D (Thbb, REENRISEEET D) METHDZ, ARHETIE
. ZOMAED, mMEEEEETRT IS EBHALMI L, AFRIE. LEBOL
DIHMCAPRIN—-145VRJ7EDOMAKICHES L., D, MEREEEEZTYT
TRTOMFICET 3,

[0017] AHBICFEDLEELZOCAPR I N—1ICHT BH0KIE. MESEE%E B
LD 2RYWHARDZFEEORETH>TH L, A, BEATE (BIX
£, SRR, ZERBEERE (BIZIEZEBENRE) . & Mefik, F
AR, BT (scFv) &E) . £ MK, ThSORET ST 4
b BlZE Fab, F (ab’ ) .. FvAid) 280, Ihs0oikk
CZDISTAY MEFER, YEEHICQAMOFERICL VAR T 22 &M AHE
ThHhd, AFEBICEZIMEIE. CAPRIN—=-14UNIEXIEEOHDR
YRTF REBEFHURBEEET S, §4bE. IR-MERIGENLT
CAPRIN—=-14UNIBEHEET D, FELLIFCAPRIN-T14Y
NOBERBENIEETDIENEFELL, IIT, TCAPRIN=-1%
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[0022]

VIR)BERENICEET D] i, CAPRIN=-14VRIBIIRHEN
IKHEE L. ThUADY VN JEEREMICKE LBV EZ2EKT 5, &
RPICHRDMEE. T/ 70—FULAETHD I ENFE LW HERR
BREREICEETZEZHIY, R)7O0—FIUIREKTH->TELW, Fi
WEBRENE M THIBEICIE, ERRISZDREXIZIME T 2701l MMk
ik MEETH D Z EDEF LY,

AEBIC/RBCAPR IN=1RYRTF RICHT 2k mESEEIE
R BEDIC. ERATIEESYICN Y 2 EEEEOMH AR &
IKE>T. HEIWE, EBRATERIRTF NEHRKR T 2BEMEICH LT
. REMEXEHEEAEN LHMRESEYH AR TOENEREND I EICL -
TFHMii g 5 &ENTE B,

ILICERE, ARPICBITIRODEBERY/ XITFHONRTH 2 HWERE
. B b Ry MBI, REF. BRADNLEOHIBYTHY., FEL
WiBREIL, £ NTHD,

BUITRIC, AEBICDWT & YEMICEET %,
<IMHEVERBMERERDOIER>

AFEBRICEDCAPR IN-TIIHT 2IAEEEGET 27O DBIFREREE
LTERIND Y VR IVERIEZEOR A, Eb 4AX, X3, Y, U¥
CNUR, Ty b, ZUMN)RE, ZOHEKRELRIEYEICHEINQL,
LA LHREmEICERT 2RI 0BG ZER L CGEIRT 2 2 &AM
L<. —fBBICid. WIEMBERDS o RoBMFE L. HICe bEED
SoRoEIFEFLWY, HlxiE. CAPRIN—TAERCAPRIN-1
DFBE. ENCAPRIN—-14URIBDZFDEHIRTF R, e hCAP
RIN—1%ZRRTIMP\RELANDIENTES,

ERCAPRIN—-1RUZOREOVOEBEEINRVT I /BREFIL,
BzidGenBank CKENCBI) IC72ERL., BLAST, FAS
TARZEDOZNLTY) XL (Karlin and Altschul, P
roc. NatI. Acad. Sci. USA, 90:5873



WO 2013/125636 6 PCT/JP2013/054337

[0023]

[0024]

—-5877, 1993; Altschul et al., Nucl e
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73/ (BHNES2XIF4) 2HEE LGS, INODORFXE
AER D DIREBIINIE T X /BRI &7 0%~100%., 1FEL<IE80
%~100%., SWUFELIE90%~100%, ISIFFELLIEI5%
~100%. BZIE97%~100%. 98%~100%, 99%~100
%XIE99. 5%~100%DEIE—MZET 2EINHILRDIZUBNILS
VIRVBNY—4y NOCAPRIN=1Ch3 (b, BEIES2 &R
BSA4DT7I/BENZLLERT EE, 6 Q0O I /VBEREANEET
%0 ) o TITT, [%EIIR—ME] &, 2D0DEF%E, ¥+v T2EALT
HDRIEF vy TEBALRVWT, BROHEUE (NF—BE) &13EHI(C
TSAVAY N (BH) Lice®, 7I /8 (RIER) OB (Frv 7
DOHEEL) IINTBIE—TI /B (XIFEE) ONRX—trF7—Y (%) %
BT %,

CAPRIN—=14YNRNIEDMR & LTIE MENRET 2H/NMNEAMT
HIIEN—T (MERER) 2E8H. DOTOIEN—TTI/VBR~
SONRIEDERRABORILZETHIHLDAEFERATES, IEMN—TI3. [H
FLEW., FELLIEEMIBWT, MEEXBREREEZET 2RI RTF
REFH L. ZORNEAIE, WT7~1273I /8, HlaiE8~1173
JBB. DD, AFEBPICKELIMAEOERICAVWSCAPRIN-145 VN
BRI, AFEBAOMEARET 5. BIBESETERIND 7 I/ BE
Fl (MBS 2 XIFENES4O7 I /BEHHD 14 146~15 6ODE
FICHEET D, ) XTI /BERIIE 8 0% E, FHELIF85%LUEL
CEUBFFELCIEO0%UE, ISICHFFELLIEISRULDRIE—H%E
BY37I/BBENZSTH, XIFEThODTF7 I /BEEINDD, ERd 24
T~1273 /8, W2IEHERTZ8~117I /B MoREZIEN—T
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[0025]

[0026]

[0027]

VR ELBOMRATHD I ENFH LW,

+ELAE ENCAPRIN=-19VRIBREDOHIRTF REELR
YARTF REREE BIZIE Fmocik (TMFLZILAFLAFSALR
ZIE) . tBociE (t—=TFIAFIHILKRZLE) FOREERIEIC
MOTEKTBHIENTES (HEELZSR. £leFEEREERE1, ¥
VEDILZE |V, (LZ2BEERTF REX. RRILFEEA (HA) . 198
1) , &, BEOHRORTF RERBEFALTEEICIYERT 2
ZEHTED,

Fr. NOEBEGEFI®MFE (Sambrookd, Molecul
ar Cloning, £2R, Current Protocols

in Molecular Biology (1989) , Cold

Spring Harbor Laboratory Press, Au
subel 5, Short Protocols in Molecul
ar Biology, %= 3R, A compendium of M
ethods from Current Protocols in M
olecular Biology (1995) , John Wile
y & Sons#iQ¥) ZAVWT, LERIYRTFRE2I-RFRTBRY X
LAFRZRARL, ZRY XTI LA FRERBENT Y —ICHAAA TEEM
RICEAL, ZETMEPTRIRTFRZEEIEDLIEICLY, BHE
$BHERCAPRIN-TIVRIBLEZDRYRTF IR Z2RBZIEH
TZE %,
ERERIVRTFREI-FRTZR)XILAF RIE, RAOEGFIEN
FEPHROZBEXMZRAWCERIILY, BHIGARTEIENTES
o BIZIE, EPMCAPRIN-T1EEFOERERIZZEDNAR, £ bR
BAEDNANXIEcDNASA TS — R E LTHEAL., HIBERS %18
BTEDLLDICERE LAE— D TSAVv—ZRAVWTPCREZTOZ&ICLY
ARTDIENTED, PCRORIBEFGHIIHEERET 5 EHNTE, fIX
., MBEMEDNAR)AZ—F (FIZAETagRYAZ—E, PFfulRRl) X
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[0029]

S—ERE) RUMg2+8FPCRNAYy 7 7—%ZFHWT, 94CT30ME
(Ztf) . 55CT30OM~1408 (F==—Y>v7) . 72CT29E (&
R) DoRBZRBITERZ1FA7)LELT, BIAIE3 0T A JILITo 714,
72CTT ARSI EIRBRLEEZRITEIENTESLD, THIRES
niv, PCROFE, FHFICOWTE, AlIAIFAusubel b, S
hort Protocols in Molecular Biolog
y, B3R, A compendium of Methods fr
om Current Protocols in Molecular
Biology (1995) , John Wiley & Sons (
FICHE 1 5F) ICRBEIN TV,

7z, CAPRIN-T1EGEFOEERINRVPCAPRIN-1452/Y
BO7 I /BESBRICESWT, BYA2TO-TP 75/ v—ZHHEL.
EFNzAVWTENREDCcDNASATS) %2R0 )—=0 79352 &Il
$YU, FMEODNAZERTEZIENTES, cDNAZATZY—lE, C
APRIN=-1D4 VR0 EERRLTWSHlIE. REXITHEB, SFERT
2IENMFELV, ZDOL D GHRECEBOMNIE, BE. BMm®E. 2E. )
VR, NS, FhRE. BREE. KBRS S ORXIEERICHEYT 2 HiiEX
B THD, LRELETO—TRIETSAY—DFEB. cDNASATS
) —DEE, cDNASATSY—DRVYY—=v 7, TCICEWELRFOD
JO—ZV IV REDEMFITLEEZBICENTHY., HIAIE Sambrook
5, Molecular Cloning, B2 iR, Current

Protocols in Molecular Biology (1
989). Ausbe l b (ki) FICHBEINLAERICELTITOIZEN
TX%, CDEHICLTELNEEDNANS, ERCAPRIN—=-1T4H 2/
VEXEDEHARTFRNEI—NFTSEDNA%RBLZIENTES,
RNV S —%GATHLEEBEMIEE LT, ERBRIRTF RERIE
AREAHETHNIEVNILRD2EDTH>TH L, BRRMIEDAFAIE LTEX
FELE, ERMEOME LTRTILVERMAECOS 1, Fy4=Z—X/N\A
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24 —EEMEC HOZDMAE M. & MERBEMIEKHEK?29 3
. NURBEFREMBBKRN | H3T 3, HEER, 2HBSSOBEME.
HA KRB, POV AVA LTI ENZEIFONDED. INSICRE
I g,

[0030] TEEXMAEE L CHERMEABVEEE. RENRIS—& L TE. R0
hTEEAERL Y VY, TOE—9—, YURY—LFKEEEL. YILFoO
—ZVTHA b F—Ix—F— EFWMEERT. REEREEHEET
FERTARENII—ZERAWS, RKBERARHENIY—&LTE pU
C%. pBluescriptll, pETRRYZAFTAL, pGEXFRRY
AT LIREDBFRTES, LERIVRTFREI-—RFFEZDNAEZIDED
RFEIFARY & —([THAIAR, FZNV I —CREBEFMEZEEGIELZDOL
. BonfmEsmREEEEINE, sIEDNAAI—-RLTWERYRY
FRERZBEMERTRRIGELIENTES, OB, ZRIVRTFR
T, MDY VNIEEDORMEYVINVEE L THRIEIEZIEHTES,

[0031] TBEXMEE L CTERMEAEBVWEGEHEE. RERIS—ELTE. 7O0E—
H—. RTZA4 2V EE. RY) (A) NS EE2ET 2 EXMERERKIR
RNRYPG—AWD, TEDEOIBRREB|ARIVS—-ELTE pKAT, pCDM
8, pPSVK3, pMSG, pSVL, pBK—CMV, pBK—RSV,
EBVARY%— pRS, pcDNA3, pYES2FMHIRTES, L&
ERABKIC, ERERYRTFREI-—RIEZDNAEZIDLIBRRIENRT S —
ICHEAIRAF, BNV Y —CERBEHRZFEGRLDL. SohFE
A A EE I NIE BIEEDNAADI—RLTWBRYRTF REERBEE
MREPTRIRIBTLIENTEDS, BENIVY—&LTp IND/VE—H
is, pFLAG—CMV—2, pEGFP—N1, pEGFP-C1%%
AWAEBEICIE. Hisdy BIAE (His) ¢~ (His), 0 . FLA
G4, mycH4J, HA4 T, GFPRERESY JAHMLERMESY VN
VEELT, LRBRYRTFRERBEIGZIENTE S,

[0032] HIRNRI Y —OEFME~OEANIE, EIFELE. VVBALS I LE,
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[0033]

[0034]

[0035]

JIRY—LiE, DEAETHFRANZVE 470409 ay, 74
WRBER, YR7 03y, MREESEERTF REOEE. FOAMD
FEERAWSDZENTE S,
BEMEASBENOR Y RTF NEBEERT 270I0IF. NMNODBER
EEAEDETITI I ENTE D, BIAIFREREDEMHREEMEHR
L& B, BERLE, BREL. BNCIESILEE. B E09
B, RH 28, FIL58B. SDS—PAGE, ZEBREXKE. 143
JAXNIZ 74— BKIAX KNI ZT4— PI4=ZT4—o0O%NT
74—, HEI/OXNITS 714 —FNEFONZD., TNHICREING
W
AFEBPICRDIMEEERT 2720, UEDL D ICL THERLRRA %k
OFEYRBRETMERE LTRHWS I ENTE S,

<HkOEE>

ik (BEI/OT)Y) BEEVPRCEE2ADEHERV2AORELS
OANTOZEREIV/INVBETHD, | gMiFRlE LT, ®REITOT VI
. 2ADE—DE (L) #HRUV2ADE—DE (H) HTEBRINDH15
OkDadDATOMEBARESY VINIJETHD, BAEMICIE. ThENOEH
1 2D2DYRIVT 4 RHERBEICIYEHISERINTWEN, BL2ORE
TJATYITAVIL TOEHBDY RN T 1 REEORIIZEHT 5, Th
FROEHROBHEITEEHAT AN T 1 RIEEEET 5, ThEhOEH
E—HDMHICAERAA Y (VHIEE) 2B L. ZRICWDOHDDESHRSE
M, TNETNBEFEIEIAERAAY (VLEE) Z2BL. TORYDIRIC
1 DODOEBHREBEET 5, BHOERHBIEHORWOESHIFSENL
THEY, DOBREAB RS VIEHDAERA A Y EBALTWD, ik
DAE R A A VIFREOHEFEIBHIEAERY (CDR) EHENZR/ED
AEMAZR L TREICHEAREEE2H5Y 2, AIZREOENSHICRES L
TWBEPIE T L —LT—248 (FR) EFENTVWS, REREHEKRV
BEOAZERAM VIEZTRENIDOCDRICLYERINZL4DDFRE
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[0036]

28, 3DDCDRIIEHTIFZEDONERNSIEICCDRH1, CDRH2,
CDRH3, A#ICESHTIEICDRL1, CDRL2, CDRL 3 & Eh
TW3, MIEOREADESIHFEMICIE. CORHINFPREEETHS, &
Jo. HESHOCDRIEF REEICL > GEFEL/ZRET—RHICEFIN, 1A
DENS5DC DR EHRICHEDOMEREESTHLOTEMICES T 5, EERFIE
MEPMRICES T2 EICEEFTS LAV, BADI 7 79 —HEE.
BlziE, MK FEMRRRERRRESEE (ADCC) ~0f5. FcyER
EADEESEN LI=BIER. FERF c 284k (FcRn) &4 L7=ERE
JSONT I VRARE, EART—ROC 1 aBEREREN LIc@BEHKRERE
fpafE=E (CDC) #5797,
<D >

AREBRICEIFTEZHMCAPR IN-1Hfk&ld, CAPRIN=-152/\5
BEOLRXIEZOMF EREZNRBEEZE T 2MEEEKRT 5, FHICAR
BADHCAPR IN—1Hifkid, CAPRIN—14V/XUBEDEHHYRY R
T7FRK (CAPRIN—=-1EBARYRTFR) THYIEN—TE2ETET!
BEEDLTERINDT7I/BEINNSLRBZRTF R, XIEEK7 I /BEIE 8
O%LLE, FELLIE85W%ULE, LWUFELIEI0WRULE, ISICHFE
LLIZ95%ULDEINR—ME2ETZ7I/BENILBRBZRYRTFR
ERBEFWICHET 2MBTH 2, AFEAOHMKIE, FEICIE. BIESS
TRINDT7 I /BRHUIHT I /BENE8O0%IUE, FELLIE85
%L, FUFFLIZI0ORUE, I5ICIFELLIEI 5%ULDETIF
—MEBTDT7 I/ BEINFOD, ERTIHT~1 273 /8, flXdER
$58~117I/B, hoRDZIEN—T52RHT 2. AFRBAOZDOHC
APRIN—-1Hitkid. 2RCAPR IN—- 14 UNIBELHENICHES
5ZENTEDS, AFEBPOMMKIE, CAPRIN=-14VRI7EXIEZE DR
FEmRE LTHEONEOHRL S, BHIESDS TERIND 7 I/ BEES
BDOERBIRYRTF R, NIHT7I /BENEBOWBULE, FELLIE85
%L, FUFFLIZI0ORUE, I5ICIFELLIEI 5%ULDETIF
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—UEETEHTI/BRINSRDIRYRTF REREENICEST 2K
HEERICIYBRTZZEICE>THIBETRHIENTE S,

[0037] C 2T, (REZMREME] &E £ERTHREAECAPR I N=1HRER
(CAPRIN=149YRIVEOLEXIEDIBBRRIYRTFR) &H1EE
TERHMAERKRT B, AFEPOTEDCAPR IN—T1ADIDL D BFES
ENLCERMEEES (BIAIE. R, DEIXIZREE) 7 2H8ENRES
nad, AEBOHEIF. CAPRIN—-14VRIBEFEELTEE. AlX
EIE. BE. BEE. KBE (GIZEERR) | HE NES. 88 T
=R, INEE. AINARE. ERE. S8R, amE. Y /N E RHARE
. BBHMEENXIEAS /)  —XREEEETDIIENTE S,

[0038] AHBOMKIE. EROEE (¥4 7)) OMBETH>TEV., AEBEOHR
HROBEDOHE LTIE, £/ 20—FLiatk, RY sO—F Lk, a8
., ZEREMRE, £ MR B METE. FXSHAE BHEE. i
75XV N (BIAEFab, F (ab’ ) ,, Fv) &850, £/, 1
i, REI/OT) D TFOERDIZR, FIZEE 1 9G, 1 gE, | gM
, gA, gDRCGIgY, XIIEEDOHTI/ZR, BIZE1gG1, |
gG2, 19gG3, 1gG4, 1gAl, | gA2LRETHD,

[0039] #KIEI SIS, ) 32D Mic, 7EF L, FILIILE, 73 ME
D UBRE. XIBRT (PEG) (EAREICE>TEBMBINTVLWTEH LW,

[0040] LATFIC, BAxOHMEOEERMNERT,

[0041] kD, E/ /O0—F LUK THDEXITIE. HIAE CAPRIN-T
ERIFTLIEMBEMKSK-BR-34EETHRIHELTREL. AT
DL VEEEARHRE L, EiREsoBOoL. MR IRIIO-—V#las
ARMEIE. BSO5NERAME N\ 7Y R—7) Ofh s, EIEIETEID
SERAR OB AELE T2/ 0—VAEIRT 5, HDWVIIEHNESS TK
INDT7I/BREINSRDZRYRTF R, XUEEHT7 I /BEHE 8 0%LL
LOEINE—MEET 27 I/ BEINLLRDIZR)RTF NEHEET 2K
AEETDZ/O0-VAEBRLTELL, BHERBENSEREZREDE/ /0
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—FIUTRBEEENA T =Y XBBHNESSEFORIARTF NIIHT S E
JOB—FTIVIKEEETHEINAT) F—<Z8EL. N1 T K=~
ZEEL, BELBIS MR T T 2T BEEICIYRBKEERT S
ZET, ARPOTKZRRT D5 ENTRTH D,

[0042] E/70—FIBFRZEETDEINAT) R—<E, BIZIELLTOLIICL
THERT B ENTED, 9, RHOHEICLED > T, BIERIRZE
MICRET S, —MINAEE LT, BIFNIRZBIEMOIIEAIEE TIC
FRTEIEICLYITONS, BEMICIE, BFMREZPBS (Phosp
hate—Buffered Saline) L"HEEREKETEYUEICE
R, BBLESDICFREICKYBEO7Z V2RV b fAIZE704 Y bES
TNy MEHEEREG L. AR WIEEBPICL~2 1 BBICHEOKRSEY
%, T, BRIFMRAEFICELQCERZERIZIEETES,

[0043] CZO&DICHABNZREL. MBFHRICAMEOMKRL NN LERTZ20D%

L7220, WIS, SREMREEZREL, MEMESICHTA, FHL
WRZEHR S L Tid, HICEMRENEITon S,

[0044] HiEEREMEEMEIN2MEHTORMREE LT, WAEBMOI T O— i
fEEzRAW5, 2OITO—VHilEE LTI, KAMOE~L OMEk. B IE
P3U1 (P3—X63Ag8U1), P3 (P3x63Ag8. 653)
(J. Immuno . (1979) 123, 1548—-1550)
. P3x63Ag8U. 1 (Current Topics in Mic
robiology and Immunology (1978) 81,

1—7). NS—=1 (Kohler. G. and Milstein
, C. Eur. J. Immuno . (1976) 6, 511
—-519), MPC—11 (Margul ies. D. H. et al
. Cel | (1976) 8, 405—-415), SP2,/0 (Sh
ulman, M. et al., Nature (1978) 276
, 269—-270)., FO (deSt. Groth, S. F. et
al., J. Immunol. Methods (1980) 35
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[0045]

[0046]

[0047]

[0048]

[0049]

, 1—21).,. S194 (Trowbridge, . S. J. Ex
p. Me d. (1978) 148, 313—-323)., R210 (Ga
| f re, G. et al., Nature (1979) 277,

131—-133) ENFHEICEAIND,

RIS RS S TO—vHlE s OMfEmSE. EXRNICIEAMDAE.
EZIE T—Z—&INRTAVDEE (Kohler, G. and

Milstein, C. Methods Enzymol. (19
81) 73, 3—46) FILELTITIZENTES,

Y EKIICIE, RIEEHEIER S, A ISHERESRERDOEE TICER
DREEFRPTEREIND, MERERE LT, AIZER)TFL VT
)ad—J)L (PEG) . V¥ 194 )LR (HVJ) ERAFERIN, BICAHE
ICEYREMEREFTDHDHICT A FILZAIEKRFS NEORBIF % FINER
T5IEHTE D,

REMEEITIO0-—VHREOFERIASRIERICRE TSI ENTES,
BIziE, TTO—vHREICH L TREMIEZ1~10@F&TH0/FHELW
o BIECHIRERASICAWAEERE LTk, AIAIE, RIS I TO—<Miafko
BIEICHFEZARPM I 164 0BEKR. MEMIBER., TOM, ZOEDH
PIEEICAVWON I BEOEERNMEAARETHY., ISIC. FBEMFE (
FCS) FomzmAaHATII&LHTES,

MRS TIE, FIRAEMEE I TO—<HlBEE ORMEE 4 EERT
TL<CREL, FOHOITCREICMELLZPEGHERKR (BIAIEFEELTFE
000~6000%E) #@E30~60% (w,/v) OEETEML. &
BTDIEICEL>THMETBENATY R—YZFHT %, W T, BHRQ
BEREZRRNML, EBOLTLEBERET 2BEERYIRT I &ITLYN
A7) F—vDEBICHFFE L AVWEREMESEEZMRETDIIENMFELY

IDEIICLTELNINSTY F—=7IE, BEOEREEHR. HAIEH
ATEBR (eRFHYVFV, PI)TFYIVROCFIVVESUEEBR)
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[0050]

[0051]

[0052]

[0053]

[0054]

THEBITDIIEILIYRBRINDG, LRHATESRTOEREIRZ. BNET
AT R=<LADOHE GEREHE) MR 5 DIC+a4bE (R
®. HE~ER) 5T 5, DWT, BEORAFREEEREL. BHE
TOMBREEETBENATY R—DRV ) —ZV I ROCE—O—Z=V Y
1T,

e, E NS OEBMICHIRZRE L TLEENM T F—T%2F51MIC.
ERDVRER BIZIEEBUAIRICERELEERNY VAR EZ in vit
roTHVIRUE, SVNRVEREMEXIEETOARRYTRIEL, BIEY v~
NEKZE NHROKADHREZETSITO—VHMa. flAiFu266 (F
BRESTIB196) EMEIE., AEDENE (BIAE, HAZIETEINE S
) BT B MNAREZEETEINATY RN—T%2FT2IEHTES,

CDEDICLTHEREINZE/ 7O0—FIIEKEZEE T BZN1T) K=~
IE. BEOEEBRTTHAREETSZIENARETHY., £k, REERPT
REBRET DI ENTAETH 5,

ghbE, MEOMERERYAEONRRE KR T Ml s BRERERE L TER
LT, ThEBEORERKRICLAN >THREL, B5n2REMREEE
DHIfEREEICL > TRHOBMBEEMAEI ., BEDORY ) -V JKIC
LY, B/ /O—FIBRGEEME (LM TYR=—%) 220 )—=V7
TBHIEILE>THERTE S,

ARBATHEBALELRTREORNDOBANR) v O—FILiitkTH 3, R o0
—FILHEIE, BRI ROLIICLTERZIENTES,

RADCAPRIN—-14VIRIE, H2WEICSTREEDHMEY v/
VEE L TKBESEOMENICEVWTHRRIBLEBLACAPRIN-1%
YINDE, RUFZFDERRTFREYIR, E NAKEETTR, VH¥E
DN RELNFEEBS, HDWIE. CAPRIN—-1DKTH S,
BLFES S5 THRIND 7 I /BRENELIFEZT I /BES & 8 0%l L.
BFELLIE8E5%ME, FUFELLIEFI0%ME, ISICITFELLIEFIS
%L EDEIR—MEETH7I/BEINEZSTRIRTFRN IFELLLE
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[0055]

[0056]

[0057]

LTI /BRI SKREZR)RTFR) | Xid, BHIESLETERINSGT
T /BENELSEET I/ BESNE 8 0%UE, IFELCIE85%LLE.
SUFFELCIFIORULE, ISHICHFELLLIEISRULEDERIE—4%2E
TE7I/BENDOERTEIHT~1273 /8. AIXIEEHRTE8~1
1T7I/BILRZ2IEN—T%280 (WELLEEZIEN-—THE4A3
) RYRTF &, BIEMRE LT, HIBMICREL, MFEBZIEE
TE%, IhH0MmBE%R, A, MEEE., 7074 VA, 7071476
hS5L, DEAEMAYRB/OYNIS 74—, CAPRIN=-14U/
DERPERRTFREAY )V T LET 7142714 —NZLFICLYBER
FTHIEICLY, HCAPRIN-1RY/O0—F Lk ERAETEIEN
TE 2, AFEBPORY 7 O0—FILAKICIE, & MNIREESY BRI <
DZX) ICCAPRIN-T1HYNRIVEZRELTELSNIANKISZENS,
ZZT, EMAGEEYIRE LT, BIAEKMY IR (FYVY 77—
v/ /Medarex) RUXenov9X (Amgen) EIShTWD (
Bzt BEREABREW002 /434785, AEW002,/7092812
SRE) o TDEIBTIRECAPRIN-T1HVYNRIERIEZDOMHFT
RETDEXICE. B2E MR 7 O0—FIRFEMBHISBEIENTE
%, ¥, REEOTVIANLERBMEEZINHE L. I TO—VlaE OME
FICLVENE/ JO0—FIIKREERT I ENTE S,
MEORARIL, Bz, BpElREAWESE %&k2007-5300
68) PNAFaOUuAMNRERAVWEEZE BIXIE. ERAREW098 74
6777T8RE) REKELTIIIENTETS, MRDODBEREMEWNG
B, PILVTIVEORBERMEEZETIEADFEHEEIE, BEEITA
EEW, RIET I 2NV MEEBITHRSLTRELTE LWL,
AFEBAOHKIE, I5ICEE ZOMBERTFENA T K—<h5o0
—Z—VJ L., BELRI Y —ITHAAAT, ThzaBEICEAL, BETFHE
BARMERBWTELESIELEGTHEBRAERAKE LTER/ZIENTED
BmxiE, Carl, A. K. Borrebaeck, James,
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[0058]

[0059]

W. Larrick, THERAPEUTIC MONOCLONA
L ANTIBODIES, Published in the Un.i
ted Kingdom by MACMILLAN PUBLISHER
S LTD, 1990388 ., EFMICIE. N T R—<DmRNAH
LUEEBREBAVWTRAOAERE (VAEE) OcDNAZEKT %, B
HMETEHADVIEEEZI—RTBEDNAREShNIE. ZhEFRFEDOHIK
TR (C4EE) 20— RTBDNALERKL, ChaRRNI4—~MH
HFRAL, X, HAEOVEHEEZI—-RFEZDNA%E, HECEEBODNA%
BUORBENRNI I —~HAHARAATE LW, RREEBL, GAIE TNV
—., 7OE—4—DHIEODL ETRRT DL DRERI Y —ITHARAL, KR
I CORBERIY—ICLYBTMHREZFEGHRL,. AEZRAIEDI L
NTED,

AEBEOMCAPR I N=1HiKIE, E/70—FIAKETHE I &HF
FLW, LML, RUIO—F Lk BEFERERK (FXAZHK. Eb
EmERE) RETH>THLL,

T/ 70—FIFERICIE. e MNE/7O—F KR e NEIE, VO
— LK BxEvo T/ 7O0—FLk. Sy bE/ 2O0—FILE
COYFE/VO-FAMME, ZOMN)E/7O0-FIRELRE) [ FXF
T/ /70-—FImERENrEEND, E/70—FLHkid, CAPRIN
— 19 VNRIEXITEDM R TRE LI L MNEEY (B, vU X,
EMNBEREEYTR, ZON), 9HFLRE) AOOBMEEI IOV
REDBEICE>THELNNA T RV ZBET DI EICE > TERE
N2, FAZHKIE, BR2EMHROENEZHEAEHOE THERINDIHR
HTHY., BIZIE. v RAMEOEHE, BREOAERG S £ MURDOEH,
BREOEEBENLRIMBFERETHD, FATMEOERIIRADOLE%E
AWTITY 2 &ENTE, fliE, ik VEEEZI—-RIZDNALE Mk
CHigzZ1—RNg2DNALZERKL. ChERRENI Y —ICHAAATE
FICBALEEIHEZZEILLYELSNS,
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[0060]

[0061]

[0062]

[0063]

[0064]

BE, BBOEBFICKEHDFEICLY, MEBWREET S, BIES
SETRINDT7I/BEINHISHLREZCAPRIN=-THMPRYRTFRER
BEFHRBMEZET ST/ 70—FILRGASMERI NS,

b Mefiikid, BEX (reshaped) E MAKEEHINDIBER
HTHs, &£ MehiE, REEMBRROFAEDCDRZ, b MMutkD1E#H
MRERBABIEYT S EICL > THEBRIND, TO—MRWOERFHEBEZ
FEBASN TV,

BA#mICIE, BIZEY D A5uE, v FREeLP=O M REOCDR EE
MDD 7L —L7—9%E (f ramework region; FR
) EEfE T DL DICEREILAEDNARIE, RigHICE—/1N—F v T 58
DEBTHLDICHFERLABREOA ) IX VLA FRRASLPCREICIYE
Y2, BONTDNA%Z, £ MIKESEEZI—FISDNALEREL
ROWTHRERI Y —I[CHAIAAT, ThEBEEICEALEEIESL I EIC
FUBSNE (BRMEFHEARSEEP 2394005, EEABAEWO9
6/025765%2HK) . CORZNLTEFEINZE MikDF RIE, 18
AMRAEREN RFLAMRESHMUEZTENT 5 DMNBRING, BEICE
U. BEKE Mt OBERMEAERENEYSNRESHRUZTEXT 2L
KA DORAERRFEICE TE 7L —LT—VHEEO7I /BREBHELTHE LWL
(Sato K. et al., Cancer Research 1
993, 53: 851—-856), £/, FRIZ, ERB IV ALY
TUZZ20E MAKHRO I L —L7— V@B EBERINTE LW (EEL
BEWO099 /5174 3588R) ,

FASHAELE MeEZFR L RIC, ITESEE (FIAE. FR) V&E
BHEBPOTI/BEBROTI /VBTERELTEHLL,

TI/BOEBBE, HIZIET5KE 1 0RE 8T, 7TLUF, 6UTF
« BLAF. 4R, SBITF, XIF2UTO7I /B, HERLLIE1~57%
JBE. JYBFFE LR TIXI2TI/E. OBBRTHY, BERIEKIE. RE
PR EBBENICRIETHINETH D, BIIE. RENT I/ BRERIE
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[0065]

[0066]

[0067]

FLL, Thid, Ef AIH, B FERMELEOUHBORE TS T X/
BREOBRTHD, MEOEM LTI /BIE. A BEE7I /B (
TIWFZo, YO0, ERAFVV) | BUETI /B (PRANSTFUE. T
SIVEE) . BMEEEBETI/E (VYD Y TRASFEY, JILIIY
Yy, MAZv, PRFA4Y, FODY)  EEBETI /B (O1>Y

A=A

A

vaqa T, v, Faly, 72z=ZAr7I=v, M) TF
N7 XFAZV) . OREF7IV/VE (Q(42>, Ny A4vRAY
V). BEBEVI/B (DTS =y, Fady, NYThNTFPU E
AFIV) REILHEL D B,

mABEme LTk, AR, RUTFL>JY)a—)L (PEG) D&
BOFERELEREERBITLIENTE D, ARBFORMEHMICE VT
IE. HAINIMEIIREINALL, 0L D RRKEHNEESZICIE. B
SN RIEMERT I EICE > TEZIENTES, ThHD
FERZODFICBEWTEICHEIINTWS,

ZZT HEEMICASE] &id. RRELIPEDAIRBOREEBHKOLE
MFERNH D NMIELFIENE. BEMICIEIESZEET 8. 28952
& EMOEARICEBRGEAENICRI IRV EREEET, D
LOEME LTE B, MBIBEINGIEE. » 2 WEEaEEZ AR
THIENTE S,

HER)RTF RERENICRASERRYRTF RERART 720D, K
BICEHAONEREELTE, RURTFRICEEEBATIZHENAS
nTWa, fIZIE, HEETHNIE, BURKENEEZHRE (Hashim

N

/I/

oto—Gotoh, T. et al., (1995) Gene
152, 271—-275, Zol ler, MJ. , and Smit
h, M. (1983) Methods Enzymol. 100,
468—-—500, Kramer, W, et al., (1984)

Nucleic Acids Res. 12, 9441—-9456,
Kramer, W, and Fritz, HJ. , (1987)
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[0068]

[0069]

Methods Enzymol. 154, 350—367,. Kunk
e l, TA. , (1985) Proec. Natl. Acad.

Sci. USA. 8 2, 488—-492, Kunkel (1988
) Methods Enzymol. 85, 2763—-2766) &

EXAWT, AFAOMKICEATEEREZEAT DI LICL Y, Hintk & #ae
BICRIFERMAZRARNT 2 &N TE S,

FEECAPRIN—-THYRIVBOIEN—TRIEZEFNEESLCAPRI
N—1THTRRYRTF RERHT 2. UEBICAHOFRICLIYED
ZENFRETH D, BIAIE, LERTESN 2 EMIEENGIEREET 20
CAPRIN—-1Hfi#hx»AEH#HITZCAPRIN-14 U R0EBODIE N7
EREDHE BIAFE. TEMN—TTvEVYIPEBIIHZIEN—TDAE
EDHERE) ICLYREL, ZITEMN—TILEEFNDT7I /BBESEEFT
DRYRTFRERERE L TG EERT 2550, BEOHETHERS
NemBEOIEN—TEZREL. MCAPRIN—-1THAEIEN—THIH
LIk EBIRT 2 5EREICLIYRBZIENTES, T, [TEMN-T
1 iE, EELEM. FEL<IRE MIBVWT, HEMIERERHAE T B R
YRTF Rt AL, TORMEAIE, WT7~127I /8. FFLIE
8~117I/BHILRS,

AFEBADOHAIE, CAPRIN—1EREZMRISMEEET DK, HD
WiE, CAPRIN—-1Z%BENICERHT k. H50WE. CAPRIN
— 1 ERFENIKET 2MHTH-> T, BICNT 2MlREESENE. XIXES
IBTEIEIER. 2RI MATH D, BMKE. Thiaiks5d a0KBMICS
WTHEBRIENMIEEAEREE > <KBEIND LD BBEEZE DNETH
ZIENTFELY, TOL D AHKkE LT, AAIEHREMI’E FTHD
ma. B MR B MEE, ¥ XS (BIXEe b= I RFASHHE
) . BEERA, ZERFEMRERESBETFOND, Th5OHFE. BEHEK
UCEBEOTERENE MUFERDOEDTHEH, HD WL, EHERUEH
DR EEEA L NEIRIARROERMERERSE (CDR1. CDR2K
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[0070]

[0071]

UCDR3) &k MatkBEFKO 7L —LT—V%EE (FR1, FR2, FR
SRUFR4) 525D THZN, HWE, EHRCBEHEOAIERES
DI NEYRAREOEDTHY, HD. BEERVEHOEEEEL L b
MAEBEROEDOTHDIMEMABRETH D, 17F LVWIREKIE, 512 20K
ThH b,

INSDMBABTRIE, ROLIICLTERTZIENTES, N T
) R—< R EOMFEEMENASENCAPRIN=-TIIRTZE//O0—
FiLitE (BlAIE. E ME/2O—FUHKR. YO RE/ JO—F IV
Sy NE/2O—FLk, DY FXFE/2O0-FLk. ZT7 MY E/ SO
—F AR E) #0—RK$BDNAEZIO—Z=VF L, ThEFRICLT
ZNMAROBRETERERVCEHTERFEZI—-RFS5DNA%ZRT-PCR
EEICLYESRIL, BlZiIEKabat EU numbering sys

tem (Kabat®b, Sequences of Proteins o

f Immunological Interest, 5thEd. P
ublic Health Service, National Il ns
titute of Health, Bethesda, Md. (1

991)) ICEDWTEHRUVEHD, SALRFDET, XIEZCDR 1
. CDR2, CDR3MDEF., XIF&FR1, FR2, FR3, FR4 D
NERETDHIENTED,

IHIC. INHOETEREZI-RNFEDNAXFEECDREZI—RY
3DNA%, BFHEBIFEMN (Sambrookd, Molecular

Cloning A Laboratory Manual, Cold

Spring Harbor Laboratory Press (1
989) ) XISDNAGHHEEZRWTHRT S, IIT, L€/ 90
—FIVIEEENA T) K=<, & MuREESY (BIZAIE. v R) (I
ERNCAPRIN—-T1Z2®BELEDSL, ZREDIMH SUIRRLEMEE X
IO—VHBEEEZMEIEDIIEINSL>THERTZIENTED, Theld
A, BEICKUT, BERFRBRARMXUIEIDNAGEEZRWTE Mtk
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[0072]

[0073]

[0074]

[0075]

HROBEXSEHOARRERCERZHEEZI - NI S5DNAZERT S

E MERARDZBEICIE, £ MAGHEROBRENITEHOATEEZEI— R
$5DNARDCDRI—FT4 V7N Z., ENSHICHET S, £ MASAD
B (BIAE~TR. Ty b, O9HF ZO N RE) BHEROMEDCDR
O— T4V JBMNEBHLEZDNAZERL., ThiIZL>THESNEDNA
EENTh, £ MKHEOBRENIEEHOEREEE A1 —RFSDNAL
BIET DI EICE>T, EMEAEI—RITEZDNAEZERTZIENT
x5,

FASHTADHEICIE. £ NUAOEY) (BIZIEYTR, Ty b, 9HF
27 RNUARE) BEOREORERIFEHOALHEEAZI—RTSDNA
EENTh, £ MKHEOBRENIEEHOEREEE A1 —RFSDNAL
BIET DI EICE ST, FASHEKEI-—RITEDNAEZERTZIENT
x5,

BHENMADOEZEICE. CORFIIEHATERRGEERFEIRRGEEE) P
—Z N L TERRICERINNATHY, EHTEHEE%ZI—FITSDN
A, VoNh—%3—RFR$SDNA, RUOEHTLHEEZI—-FFEDNA%
BRTDIEICE > THEREEI-—RFITEDNALZERITZIENTES
o T, EHAEMERVCEHATZEFIIVTNE, £ MIKHERDOEOD
THdHh, H5WE, CDROAE NUADEY (BIZAIETT R, Tv N,
THE Z7R)RE) BROREDCDRICE > TEBRINAE MitkH
EKDOEDTHD, Tlee VoA—id, 12~1973 /EBHr6RY, AXEE
1573 /80 (G,S) ; (G. -B. Kimb, Protein Eng
ineering Design and Selection 2007
, 20 (9) : 425-—-432) pFEIFfohs,

—ERENHKE fxiE. diabody) MIBAICIE. ZOHKIF2D
DEZZIEN—TERENICHEETRARAETHY. FIXITEHATER
AZ1—R3TBDNA, BHALHRIEBEZI—RIFSDNA, EHTEESE
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BZd—R935DNA, RUBEALHEHEAZI-NIEDNAZZDIEF
THAEYS (L, BHETEREB%ZI - RIS DNACEHRTEREB
"1 —RIBEZDNAEEERDEL DR A—%2—-—RITBZDNAZNLT
BAEIND, ) JEIKI>»TZERENNBKZI-RISEDNAZERT S
ZENTES, IIT ERTERBRCEEALRREIIVINE, £ M
KHEDHEDTHZEH., HDWE, CDRDAE NUADEW (BIZIE~Y D
Ao Ty b oHF ZUMN)RE) BROFEDCDRICE > TERI L
e MUFERRDEDTH S,

[0076] LEREDIIICLTHERINAMEBEADNAZ, 1 DXEIEHDBELLRNY
& —ICHMIRAHR, IheTEEME (BRI, HELEME., BEEMiE. ER
fHRERE) ICEAL, () HRILII&ICE > THBRZABERKEFERTY
52EMNTEB (P. J. Delves., ANTIBODY PRO
DUCTION ESSENTIAL TECHNIQUES,., 199
7 WILEY, P. Shepherd and C. Dean. ,
Monoclonal Antibodies., 2000 OXFOR
D UNIVERSITY PRESS; J. W, Goding.,
Monoclonal Antibodies: principles
and practice., 1993 ACADEMIC PRESS
) o

[0077] EEFEICEL > THERINZAREBDHEAE LTE, IR, BBDEGE
PITEREINLLUTOHK (a) BEIFLND,

[0078] (a) EBFIES 8. IRV 1 ODEMMERERE L S EHILRAIR LR
SIES1 2, 1 3RV 40EBMRERBZSOCEHETLRE E 2200
th (BIAIEECHES 1 1 OEHTEREKRVEINES 1 5 OFHARLRET
BRI N5HHE)

[0079] CZ 2T, BAES8. IRV 1 ORI 7 I /BEIIE. EhEth, ¥
ZHFNMAEDEHALHEIFZOCDR 1T, CDR2KUCDR3THY., £k
EHNEST2, 1 3RGT4ICRT T I/BEEIIE. ThEh, YUXH
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[0080]

[0081]

[0082]

[0083]

[0084]

[0085]

EHMADEHTEEHNDOCDR1, CDR2RUVCDR3THB,

Fre. AFEBAOE MEfE, A SHK. B#ERAXIE ZEREMEREZ
CBIZIELLTOmE (1) ~ (i i i) THYRERS,

(i) ThFhENES8, IRVCT10DT7 I/ BEININSHBZCDR 1
. CDR2RUCDRIWICE MAKHEHEKRD I L —LT—VRFEZEVE
HAIZMRGE, TNETRENES1 2. 1 3RCT14D7 I /BREEIINSR
52CDR1, CDR2RUCDRIMWICE MAKEHED 7 L —LT— V4%
BaESOREAERE & & SLmk,

(i i) ZhEhENE S8, ORVCT1 007X /EEEIIMNSHBCDR
1. CDR2RUCDRIMECICE MAKERD I L —LD—VEBEED
EHAEEE S E MURHROEHESREEZEVEHE, ThEThEs
HS512, 13RCT14D7 3 /BEIN»S0H5CDR1, CDR2KRUC
DR3MICE MUKEAED 7 L —L7—V5EE 2 SUREALHEE S E b
MAEBRORBEEEELB & 2 SURHE. 2 EATRDITIE,

(i i) BAUES1 1073/ BEINEZECEFETERGE £ Mk
ROEHEEEBHELEVEHFE S, BIES 1507 I/ BREINE2ETEHE
AEMEEE b MIREROBHEEERE E 22TEHE. 2EATRIHINRK,

BB, £ MAKESERUEBHEOESHEERCTERGEORINIE. FIXIEN
CBIl (¥EB:GenBank, UniGene#hid&) OAFTEETHY
CBIZIEERN ] g G EHEEREBICOVTIEIERESI00228, £k
| g G2EHEBRFICOVWTREZRESIO00230, b1 gG3IEHEH
EEAEFICDOWTIEBHESX03604, b gG4EHTEREMAESICD
WTIFBEHRESKO 1316, E MNBEHcEBRFICOVWTEEZRESVO
0557, X64135, X641334&, £ NHATEEHICOWT
TEFEBESXG64132, X64134BEDERINESRRIDIENTED

EREmAEE FELCIE HMRESEHEZELTBY,. ThilL > TRiE
BEWRZFRIETHIENTE S,
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[0086] &7z, LEMEICHITI2EHERVEHEDAIZEMEIEC D ROKEEDETIE
BILHAREENE LEEOTHY., FEDEBIMICIEEI NV &IFHELS
NTHd, e FCAPRIN—-TIIRTBHDE MuAXIEIEE WK
(BIZE~T 2IE) ZEELDZNAT) R—<%ZERL, N T) F—
YAELYTSE//O0—FIEBERL. EFMCAPRIN=-1TEDRE
FHREEERCHREES M ZEEE LTBNORBTHE2H1ELZHIET
5, TNICE>TEHHNOE/ 70—FIVIRKEEN1 7)) K=< &AL =
DL, ERBOEBY., FNATY R—<HhSENOREDEHERVEHEDOT
ZHEEI— RS 2DNAEZERLEIGREL. %D NAZJOTEDIER
DI=HICKAT %,

[0087] X5(CtHikid, CAPRIN—-12RENICAZBTIEVOBENES
ET2RY. SREORBICTL—L7—VBEORNRY,/ UEEEEHD
BAUCHEWT, TELKEEEO7 I /BOBHR, REXIIAMAH>TH
IV, TITEEEIE. FELLLIE2~5M@ LYFELLIZ2M@EXIE3E
ZBKY 5,

[0088] AHKBOHMED, CAPRIN—14V/R0BEXITZDOMEICRT 258
EHKa (koo kos) I FWELLCIEK, DRRCEHETO0OTMT, DI &
H108M-1, DRCEEHEEXTO0M-T, i< &H 1 0°M- 1, Dip< &
H5XT10°M-1', DRERCEHETO0OM- T, i< EHEEXTOOM-1, 4
BLEHT0TTM-, i< EEEXTO0TIM- T, DK EH1012M-T
HDIDWE, DK EBT101IMTTH B,

[0089] AFBOHKIE. MESHIEIV V25— T2 ENTES, HitkEH
BEH oA, 7I/&, ALRFILE, eROFVE FA-ILE
BEERBUEDE (BIZIE. INIBAIVILE, RIVIILE 2-EYY
WOFFE, JLAAIVNLE, ZILIFTHLRZILE, eROFIER
E) ZEDAR—Y—ZNLTITIZENTES,

[0090] fESEHIOAIE. XMEFTAMOTEOMERR. d4abs, No)4sF
)b, RFVILESY, U/ ES Y, 20K 77IR, XhMLF
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Y—h S5=TNFARAIIVIIN, FETIN, TRLT 7o, A2 TORILT
7., ERZAINT 7Y, RV R—N (benzodopa). ARy
XYL R=N (meturedopa). YJbLR—/ (uredopa)
. 7IhL—Kh7ZXY (altretamine)., NJUIFLUASIY
 MIZFLYERRARZIR, MIVIFLYFARIARSIR (triet
hilenethiophosphoramide). MYXFO—AXS
TV (trimethylolomelamine). 7349>>, 754
YIv. AvThev v, TUVFRIFY, BYRSFY (cal lyst
atin), U774 1, 9UTvT74208, RSRSFU X
FHANRAY Y, TLoFaOEY, RVISFREIFY, LAV IFV (
sarcodictyin), AARVYISRYFY, A5 TI), Y00
+77YY (chloRNAphazine)., JOKA773IRK (cho
lophosphamide), TIRNSLRAFY, ARAT7I R, XJ
OL4Iy, Xo0L%3IvAF>Rebrosol R X773, IR
vEFY (novembichin), 7z3xXF!)>Y (pheneste
rine). JLRZLZXF>Y (prednimustine). NOTZ7#
A77XEK (trofosfamide)., DSVIVYRAY—NK, AILLZR
Fyv, yOOY k¥ (chlorozotocin), 7#457LAFY (
fotemustine), OLRFY, ZLRFYV, SZLRFV, AY
g73%4vv (calicheamicin), 4x<v4/4>>, 7AOKDO
R—=bM IARSYADY, PUOSVIRADY, POFIRAD Y, F—
ASX%A4Yv (authramycin), PH¥EU>Y TLAv10,
HhoF /)4 (cactinomycin), h5EYY (carab
icin), ALI/RAYY, ANVY/T714YY (carzinophi
lin), PEAERAIV, 9F/A4V Y, FhLEYY (detor
bicin), 6=-Y7Y-65—-FFY—-L—-/)O4>>v, PRYP<A
Y (adriamycin), TEILEYY, TVYILESY, 4A5ILEY

v. ¥~—tOovM4vY (marcel lomycin)., ¥4 kw14 C
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. NA4d7x /=) (mycophenolic acid). /JAS~
42> (nogalamycin), #UYRYA4<> (ol ivomyc i
ns) ., RFOYA>P Y, Rh74O%4YY (potfiromycin
). Ea—aOva4vy, ¥5¥v14> (quelamycin)., ORILE
v (rodorubicin), ANLT =T ZKLT MYV
CURILVTYY (tubercidin), URZAIR, VIRIFV (
zinostatin), YIEYY (zorubicin)., F/TFY
Y (denopterin), 75O7F)> (pteropterin)
. MUXKLFE—K (trimetrexate). ZIL¥SEY (I
udarabine), 6=X)VATSNTYY FPITVY, FAITT7=
v, FvihEY, PHYFYY (azacitidine), 6—7H%Y
VY (azauridine), ALET—I, ¥E9FEY, OFTF4FY
)T, RFIVINYTY, T /HEY (enocitabine).,
ZJAF YTy (floxuridine) ; 7Y RAOFVEA Flaidhn
IWZFOY (calusterone) ., 7OEAVEROERSY /0O,
IEFARY /=, XEFARYY, TAMZUV Y (testolac
tone) . PX/ULTFFIN NSV bMYDBRSY, 7O VEE (
frolinic acid). 7EJ3 by, PIRKRRT7IRKTYO
SR TI/LTIUEE, IZIVUSVIN, PAYSYY (amsac i
ne) . RArSTYJ) (bestrabucil)., EYYrLY (bi
santrene), I¥rSF—h (edatraxate). 7%
77X (defofamine), 7XO)YY (demecolcin
e) . V7Y (diaziquone) ., INT7AIL=F>Y (el f
ornithine). Bff8TY) SF=—9L (el |l iptinium).
IRFAY (epothilone), ThJLUF (etoglucid
). LyFFr, A=43xv (lonidamine) ., X445y (m
aytansine), PY#3Ih¥Y (ansamitocine)., X

Ng7Y>Y (mitoguazone)., T hH>bhOy, EEYVE—
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[0091]

[0092]

J) (imopidanmol), ZhSTYY (nitraerine). R
YhRIFU, TJxFAv b (phenamet), ESLEYY OVF
#vhOY (losoxantrone)., RRZ74) VB (podoph
yllinic acid). 2—IFINERSIKR, FOhNDY
V¥Hr (razoxane) ., UVFIY, V74350 2EATL~
—9.h (spirogermanium)., =—a7Y i (tenuaz
onic acid). bYywPyary (triaziquone). AU
Y (roridine) A, 774V (anguidine)., UL%
V. EVFUU ANV XV IALRFY (mannomustin
e). S hNJO=ZF—J, S NSHUVPF— (mMmitolactol), ER
JOovY (pipobroman), b2 (gacytosine)
. RFEYXEIL, 7050 TIN, HFLUH9EY (gemcitabin
e) . 6—FAITT=ZU. XIWATNTIV Y, SRTSFV. X5V TS
Fr. AWRTSFU, EVTSIRAFY, TRRYRN ARRAT7IR, <
A4 h¥H Oy, EVYIURFY, EZLEY, /X OY (nov
antrone)., ZRYK, T¥FbhLFE—b (edatrexate
) O IRA Y, TR/TTY Y, FEO—4F (xeloda), AN
vRO+—hK (ibandronate)., 41V /FThY, NRAYXS—
Ay — IoAOXFO-IL=F>Y (DMFO) . LF/ 1 Vik
. ARYIEY (capecitabine) . WHICENSDRFMICEF
AUREREBEXIFFEREZAEST 2,

Fleo ARBOHIMKE, MERFZHARS TS IET. JYRWARED
REBDIENTED, AFKIF. CAPRIN—-T1HFRBELTVWEIEES
IS LT, ARNFMAIRESSICEWTHERTE 5, FICFMRIC,
FERESHEMTUABINTWEZCAPR IN=1A/RRLTVWIEICHL
T, JYBVWEBRBLCEGFHEOERNE LN D,

AFEBFOMGEE DHBRSICAVWO N MESEIOAIE. XEIETRAHD
TEROMEER. yabb, RNJUsFEL, FERVILESY, FU/)LE
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DU, v aRATFIRN AMNKNLEY—N 5—-—20FOVSVIL, F
T, TANT 7o, AVTARILT 7Y, ERZANIT 7 RV R—
N (benzodopa), ALRIV, XYL K=/ (meturedo
pa). Vb= (uredopa). ZILEL—h7IV (altre
tamine)., M)IFLIUASIY, NIFLYEKRAKRZIN MY
IFLVFARABTSIR (triethilenethiophosph
oramide)., MN)XFO—OXZIY (trimethylolom
elamine) ., 739vv, T34 /v, hvTheyy, TUFR
SF, HVRIFY (cal lystatin), JUSTb714201,
9VTNT714208, RIRIFV, AAANTAY Y, TLOTOEY,
NROOSFRIFY, B)av9FY (sarcodictyin)., AR
VORAFY, vAZvITUN, 08+ 7 7YY (chl oRNApha
zine), dOKR773IRKR (cholophosphamide). T
ANZLRFY, ARRT77IN A70LFIY, X/QLYIVAFY
Ferkosol) R, X775, /JRVEFY (novembichin
). 72x%25FY)Y (phenesterine). 7LR=ZARFY (p
rednimustine), POZ7#RXA77XIRKR (trofosfami
de) . V3 YIVRRI—NR, AILAFY, 708V F oY (chlor
ozotocin), 74#4TLRAF (fotemustine), AALR
Fo, ZLRFY, ZZLAFY, AVTFPRA4YY (cal icheam
icin), F14x7%A4YY, 7ARAOR—K, TARSIIYAD VY, TI7
DIRAD Y, PIOIFIRAD Y, A—RAF¥A4YY (authramyc
in)., P¥teYv, TJLAYIPY, hIF/RA4YY (cactino
mycin)., #SEYY (carabicin)., AII/)SRASV, 5
WS/ 274)y (carzinophilin), 7O¥ENAYY, 9F
JRAYY, FhLEYY (detorbicin), 6=YPY—-5-—%
*Yy—-L—-—vlaq4vy, PRYPvA4>Y (adriamycin), T

ey, TVYILES Y, A IEYY, v—taOvA4YY (marce
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l lomycin), Y44V C, Y47/ —)LfE (mycop
henolic acid)., /J#HAS~Y¥A4Y>Y (nogalamycin)
AYVRY MY (ol ivomycins) ., RANv IOV, RhT 4
AvA>Y (potfiromycin)., Ea—aOvA> Y, Hy53A4 Y
Y (quelamycin), ARIEYY (rodorubicin).,
ANLTN=ZTY Y ARLTRY O YN TYY (tubercid
in) ., ORZXHIPR, VJ)RIFY (zinostatin), ViEY
Y (zorubicin),. F/75FY)Y (denopterin). 7F
A7)y (pteropterin), MUXMLFE—bF (trime
trexate), ZI¥SEY (fludarabine), 6—XJA
TRTVo FPITVo, FHITP=Z0, PoodEY, PTHYFI UV (
azacitidine), 6=7#2)Y>Y (azauridine),.
AVET—I, 935V, ITFFFI0 )Ty RFITNIVIV T/
v4HEY (enocitabine), 7OF20YTY (floxuri
dine)., ANNAFOY (calusterone). ZOEAVEENO
EXY/AY TEFHFREY )=, XEFFRIY, TAMS VY (t
estolactone) ., PX/JILFFIR, T h4>, MYORSY
700 VEE (frol inic acid). 75 hY, PIKRKR
Z27IRTYAVE PII/LTVVER TZUOSUN, TLYT) Y (
amsacrine), RANSTY) (bestrabucil). EY
vhLY (bisantrene), T¥rS5Ft—h (edatraxa
te), T774773IV (defofamine) ., TXJNYY (dem
ecolcine)., Y7¥Y3dv (diazigquone) ., II74)L=
F>v (el fornithine)., EFfgT) 7F=9L (el | ipt
inium)., TRFOY (epothilone)., TFMJTILIUK (et
oglucid)., LYFF>v, O=4IY (lonidamine) ., X
19> (maytansine), P¥#3XIbhYY (ansamito

cine)., MNPV (mitoguazone), ThFHv OV
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[0093]

. EEYVE—) (mopidanmol), ZhSTYY (nitrae
rine), RVIMNRHIFY, JxF*xvy b (phenamet). ESI
vy, ovEyrhOy (losoxantrone), RR74 Y VER
(podophyllinic acid)., 2—TFIERSYR, 7O
ANNT Y, SVFHY (razoxane), YVFIY, YV T45Y
2aFs NN =YL (spirogermanium) ., a7V

(tenuazonic acid), PY7Z¥av (triaziquo
ne)., AYYY (roridine) A, 774V (anguidi
ne). YLy v, EVFIU FA—NRYY XV /LZXFY (mann
omustine), ShJO=ZbF—J, IhFVb—=L (mitolac
tol)., EARJOvY (pipobroman).,. koY (gacy
tosine). N¥FESFEI, /AT, FLYHPEY (gem
citabine)., 6=—FHFIT=V, ANATNT) V. SATSFV
AFRGVTSFU AMKRTSFY, EVISAFU TRRY R AR
A77IR, A b bOY, EVVYVRFY, EJLIEY, SN
hOY (novantrone)., ZRY R, T¥hLFt—h (eda
trexate)., 9/ A4> Y, PR/)TF)Y, F#tO—% (xe |
oda). 4.y RO+—hk (ibandronate)., A1) /Fh,
FNRAYAXAS—EALAVEESY— YTNFOXFO—I=F> (DMFO)
LFIAVEE ARVHIEY (capecitabine), WIZTEN
5DEFHICHFRITER (AHO) BXIF (AHD) FEKkbEa9 25, £
EROR. FICYIARZAT7IN, RN SFEIL, FFREHIFEL, EY
LILEYAIFELCAVWLNR S,

HDHWNME, AFEBAOHAFICIE, XBETRMOD, 21TA T, 1311, 125
. 90Y, 186R e, 1'88R e, 1535 M, 212B i, 32P_ 175 y, '76L u
. 89S r, ¢4Cu, "I nQREODKHMRMUAREREET DI ELEARTH
52 (Hideo Saji, YAKUGAKU ZASSHI 128 (
3) 323-332 8 (2008), Jpn) ., RHMERGAFE. &
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[0094]

[0095]

BOBREBECEZHOIEDICEMNREDONEE LV, ZOLDBRFERAMES
 ARBICBTIMESRICEEND,
<ITEN-=TORE>

AFEBEOIARIE., LTOERAICRING L DIC, BEBIESL5TRIND
TI/BENROIEN—TEEET D, AFEPORFICRTZ2IEN—T
EHRTD2HED—D & LT, BAUBSSEORYRTFRBDIEN—T%
TL—MIBEEELT. RIEMN—TICRT 2MEORIGY %M 2 5%
BrHiFonzd, EFEmMICE, AV IJTFL ) A=V EBEDAR—Y—%
ML THREFUEBREEMIWAEZ T L — MIBRNBESSOR) RTFF KD
Eb—72RBIETCEELLEZEEDICKREBPEORKERIGIE, HRP (
Horseradish Peroxidase) BRETEHREINS, &F
BIOTKICHES T 2 kK ERBIE 2 2 & T, RAORGEETM (K
RPOMENMEESTI2IEN—T42MHER) §22 &N TED, A, TL—
MIEELT 2BINESEDOR)RTFRFOIE MN—TI1F, EBHIESL5OD
BINICEWTHRL EBEZEIEN—TA2ELEWAINZDOED, FiE. TD—
MABHEINHD BRI, NRBEZEEP CRHGZRRICHEOERDT I
JBYKLHREDY VIRIEMEMINLED, HEWEMAP Y /RY
BIZC (R)) RIFREBEHLAEZBOAE) AHAVLHN, ThsV\wIhdhD
(RY)) RTF RICH L TAEBORGLIREE T RIEL W,

—F. AEPOMETH>TH LA ETERINESSORIYRTF RIIR
ISLRBRW (TERN—T2@EBETEARY) BELHIHE LRV, ZDFE
I, MREAFEDEE LPTVBRFG T TRRE A E RIS tRER
PEEICL > THERE-MBESHREEE L%, IRICES LEBLIRIRT
FRZDBEL T, ZOT7 I /BEIZAND I ETAEBOMFOIE h—
THHIRTD2IENTES, b, mRIFE. FIAITRIEEOEIIESS DR
RTFREDED, —BEMHINLZHED, £LIECAPRIN-152/Y
ETH., LRFETARPOMAKLIRBT2IE N—THERINnE L0

]
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[0096]

[0097]

[0098]

[0099]

<mEBEMWR>

AFRPETHWONDIMCAPR I N—-1H{KICEBZCAPR I N— 1%
BHRRICR T 2MERNRIF. UTOBFICIYEIZEELZSNS : CA
PRI N—1RBEMEOTY /5 —MlamfikEnilEESsEsE (ADCC
) . ROCCAPR I N—1RRMHEOHAKKENHEESE (CDC) , A
LIOBFICLYARBOHHEZRET 5 2 EIEBR LRV,

Fre, LER#FICL 2RESMRIE. EMROMBREICKIRY A
AT 2ENDFORICEAT &SN TWS (Niwa R.,
Clinical Cancer Research 2005 Mar
156;11 (6) :2327—-2336) , EHEOMBEXREAICKIZET 21F
Mo FOHIE., HIEXREOLFHRENETEIHREOMEFY NERAWVWTH
RBEZEDVFARETH D, TabE, MUIEET HEND FORIE, EHa
FICRT 2GR EE—RinkE L TEMRICRBIE. FOLTHIAS
NERERE—XEHIC, BAEBRINR—RAKERBIE, V7L
DIEHBHABELAEL. REREZBTENDTOREMD LN TE D,

Mo T. AFEBETHWSNZHCAPR | N— 1HAOFEETMIE. UTF
EREOICERMICRIND L DI, £EHRATCAPR IN-1%2RIFET 25E
MARICKH L CLEEEADCCEMXIZCDCEMARET 22 &, HBHWIEK
FEBICHZMCAPR I N—1Hifkz—RinkE L TRWSEDEMREOD
MREXEICRIRTS2CAPRIN-T1FOREZRARNSLIETHMTEI &
NTED,

AEBATAVWSONSZMCAPR I N—1HKEE, EHIELEOCAPRIN
— 149Ny EEFEL. LEEESICE>T, MESEREZRTI I END,
BOBREHDWVETFHICERATHZ EEAONDS, TRADLLAFRIE. mC
APRIN—-1TH@HZEMRD ET S, BOBERERY/ XIEFHODDE
BRI AIRET 2, ICAPR | N— 1HkE AKICIRET2EM (i
BER) THERTHBEICIE. RERMEETIE LD, £ MY E M
TARICT 22 &EDIFE LW,
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[0100]

[0101]

[0102]

[0103]

B, MCAPR I N—-1HkEEMiEzRALOCAPRIN-14 /X
DBEEDESHRMENZ VR, HCAPR IN—1HEAICLE, LYBWGR
BEEUHNMEOND, > T. AEAOHKEEE., CAPRIN=-1452/185
HEaWMEABRMMEAEET 20, LYBVRESHRIEETE, EOA
BERV/XITFHEERE LEEEERYE L THEINYT 22 EAATREICRS
o ARBOHAIK., BVWEAHEMME LT, sl L DI, HAER (B
MEH) Ka (koo ko) B FELCIE. DRCESTOTM-T Dy
CEHT1T08M-T, DI EEHEEXT108M- T, i< &H 1 0°M-1, Dip
CEBEEXTOM-T, BRpCEHTO0TOMT, DR EHEXTOTOMT
AR EHTO0OTTMY, DRCEEEXTOTVMT, A< EH1012M
1. HBEWE, PRCEBT0M I EBTLIEMNFELL,

e MCAPRIN-1HilkEHEST SEMBRALOCAPR I N-
1 9FOENLZ VR, FHICAPR I N—1HIEKICL S, LYBRWRESEM
NEOLND, MERMREHFTSHICIE. CAPRIN-19FOHIE
. AFEBAOHCAPR I N— THRELZAEICAVEZEEIC. BZMENES
DEME T ELZYDCAPRIN-1FOHEMN1 O4@EUE, FFLLIE
1TOS@EUENEFE LW, MIEERELOCAPR IN—-145F0OHALWES
(EiRE) . ARHEOMEDRESRFEADIEBE LTRHICIFE LU,
<MEXRME~DEE

MENCAPR I N=1(CHET DRENIE. REFAITRRSN D LD 44
ZWEEL I SAK, DIR4>r70Y MNE REEXARC7O0-F4 XK
) =R EERWERET7 v A 2FBALTHEET S ENTE S,
<@BEHBLFERE>

CAPR I N—1%8#E7 2Hkid. YEHRICANOHETOREHEBL
ZICE Y. ARFHMOBICEELD SFLMEBY. BRGNSV 71
2aViBICCAPRIN-1%2RRT IMIERZEE L EEBEHBZH
FHI28hroBLE#8NrL, NSHRIVLATILTERXEFEZ7ENVEELE
FIEAXIENRSHRIVLATILTE RTEELR/S 7 14 VB LB A
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[0104]

[0105]

[0106]

[0107]

[0108]

[0109]

ZHEALT. CAPRIN—-1EORIGHEICEAL THBRT 2 ENTES,
REHBLLEREDED, CAPRIN-TICHLTREMEOSH DHiks

 BRARFETEBILDZIIENTED, flAE. R—RAS5F1vani
FFRIH—EEEYFRIVANNEK, YEFRIVYFRECYFR=U MR
BERIGEIEDIEICEY. AFRELTEIIENTES,

<EFXEHERY. ROCBOEBERY,/ XIEFHhAZE>

AFPDEDEBERY XITFHEDOHODODERBERYMOEZENIE, CAPR
I N— 1 EBEFEHRIETIE (Mg THNEFICREINRL,

APMETERAINDG TS RO Bl WO HER. BEHFEYEE
kL. BERMICERIN S,

AEBPICBVWTHRHRERDZEELTE, CAPRIN=-T14HYRIEAED
—RFg2EGETEZHRBELTWBIETHY., FE LI HE BE. BEE
. KIBRE. g BER. SE TESEE. IPRE. RiiiRE. Bt 8
B, B, )/ B RERE BEMEREEXIEAS /- THD,

INSDOREDEICIE. FIAIE. IRE SEEIRE. ARBHREE
5. IERIERRE. MiRE RELEE. MIfgE KiEE st
SRS TH 2 MRBE. WELRE., SRMRTES. BIZE MR
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AETHHBHIKT 2, BRIIES4 3OEHALHEL EMRINESORETL
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Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

L. Claims Nos.: 11

because they relate to subject matter not required to be searched by this Authority, namely:
Claim 11 pertains to a method for treatment of the human body by therapy
and thus relates to a subject matter on which it is not required to carry
out an international search under the provision of PCT Rule 39.1(iv).

2. I:I Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. I:l Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

L I:l As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. I:I As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. I:l As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. I:I No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest I:l The additional search fees were accompanied by the applicant’s protest and, where applicable, the

payment of a protest fee.

I:I The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

I:l No protest accompanied the payment of additional search fees.
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