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(Sato K. et al., Cancer Research 1
993, 53: 851-856), £, FRIF ERBI/FAXEY
TS 2Dk BE MIKHRD 7 L —LAT— VBB EBHRIATVTH &
W (BEAREWO099 75174 33F58R) .,

CDRZNLTEBINDE MAD 7 L—LT7— %8I, EmERE
RN RIFLIMRESIUEZENT 2 DNMERINDS, REICSL. B8
e Mt ORBmIERERSNMBEYLRRERESHAUZIENT 24 DI, Hitlk
DARBHICHITZTIL—LT—JHEBEDOT I /BREEHRLTELWN (Sa
to K. et al., Cancer Research 1993

, 53: 851-8586),



WO 2013/125640 19 PCT/JP2013/054345

[0064]

[0065]

[0066]

[0067]

[0068]

FASHAEPE MERAEEZER L A%IC, TERE Bl FR) ¥E
BEEBHOTIVBEMOTI /VBTERELTELL,

TIJ/BOEBRE. BIZIET5KE. 1 0KE. 8T, 7TLAT, 6LUTF
. BT, 4T, 3UTF. XE2UFO7I /B HFELLIE1~57%3
JE. LYUBELLIRIXE2T7I /B OBBRTHY. BRKIE. KB
B EBENICAS THIRETH D, BT, RENT I/ BEHRIE
FLL, Thid, Ef AIH, B FERMELEOUHBORE TS T X/
BREOBRTHD, MEOEM LTI /BIE. A BEE7I /B (
TIWFZo, YO0, ERAFVV) | BUETI /B (PRANSTFUE. T
SIVER) . BEERUETI/ B (TS, PRNRNSFY TILI I,
Yy, MAZv, PRFA4Y, FODY)  EEBETI /B (O1>Y
vaqda sy, 7oy, Ny
N77o. AFAZY) | DREET
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
SNTHARICIEREMNRERERT I EICE > TELIENTED, ThHD
FERZODFICBEWTEICHEIINTWS,

T IT THENICASE] S HREQIVEDRFKPORE EBAKROE
MENH D WNTEZRENE,. BEEANICIKESZ2ES T 8EE. 2895
& EMOEARICEBRGEAENICRI IRV EREEET, D
LOEME LTE, BIAIL, MREIETEINEDEM. H 5 W dEEEE 2 6lm
THIENTE S,

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

. Sayy, JxzZrsS=—y, MY T

A

JEE (A4 >y, NYY, 4vyaq4

1



WO 2013/125640 20 PCT/JP2013/054345

[0069]

[0070]

oto—Gotoh, T. et al., (1995) Gene

1652, 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)
Methods Enzymol. 154, 350—367,. Kunk
e l, TA. , (1985) Proc. 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,

FECAPRIN—-149YNRIBODIEMN—TRIEEFNEESLCAPRI
N—1THTRRYRTF RERHT 2. UEBICAHOFRICLIYED
ZENFRETH D, BIAIE, LERTESN 2 EMIEENGIEREET 20
CAPRIN—-1Hfi#hx»AEH#HITZCAPRIN-14 U R0EBODIE N7
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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
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Ao Ty b oHF ZUMN)RE) BROFEDCDRICE > TERI L
e MUFERRDEDTH S,

FEROEIDICLTHERHINAZMAHLADNAZ, 1 DOXIFEHOEH LN
& —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

ERFEICEL > THERINDIARPOTEE LTE, HIZIE. LTOHK
(a) XiF (b) BEIF SN D,

(a) ERHNES 8., IRV ODBEMERERE = 2CEHRIEMHA &R
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[0080]

[0081]

[0082]

[0083]

[0084]

FIZES 12, 13RGT 40EMBMERERG L ECBREALTHEB L ETR
(B2 IXRNES 1 1 OEHAEEFEROEINES 1 5 OFHAZLHEET
BRI NBHE)

(b) BBHES18, 19RV20DEMMERERE SO EHTLREE
ECEHNEFES22. 23RV24DHEFMERERBZ2SOBEHEALREEZS
T (FIAIFEINES 2 1 DEHAZRFRVEIIES 2 5 OBRHAIEY
BTRRINDHEK)

ZZT, BBHNES8. IRV 0ICRYT I /EEIE. EnEh, EHH
AZ4EEDCDR 1, CDR2RUCDR3THY, F/k, EHIES1 2,
13RVGTAICRT T I/BENE, ThETh, BHEAEHEFKOCDR 1,
CDR2RUCDR3ITHY, BIHIES18. 19RV20ICFITT7I /B
BEoliE, Thzh, EHTLTHEBEOCDR1T, CDR2KRUCDR3ITHY
 Fe BHIES22, 23 RKRV24IRTTI/EEREIIE. ThETN, B
HAZSEHNDCDR1, CDR2KRUCDR3TH %,

Fre. AFEBAOE MEfE, A SHK. B#ERAXIE ZEREMEREZ
BIZIELLTOHE (1) ~ (i i i) THYRES Itk (a) THIERT S
) o

(i) ThFhENES8, IRVCT10DT7 I/ BEININSHBZCDR 1
. CDR2RUCDRIHEVICE METUABEKRD 7 L —LT— VB2
EHEAERIEE. ThENEINES12, 13RG1407I/BENIS
772%5CDR1, CDR2RUCDRIHEWICE MAKEAED 7L —LT—%
B ESTERHAZHEE S 22T TE,

(i i) ZhEhENE S8, ORVCT1 007X /EEEIIMNSHBCDR
1. CDR2RUCDRSIMWICE MAKHKRD 7 L —LT—JEEBEST
EHAEEE S E MURHROEHESREEZEVEHE, ThEThEs
HS512, 13RCT14D7 3 /BEIN»S0H5CDR1, CDR2KRUC
DR3MICE MUKEAED 7 L —L7—V5EE 2 SUREALHEE S E b
MAEBRORBEEEEBEEEUEREL. 2 EATRDITE,
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[0085]

[0086]

[0087]

[0088]

[0089]

(i i) BAUES1 1073/ BEINEZECEFETERGE £ Mk
ROEHEEEBHELEVEHFE S, BIES 1507 I/ BREINE2ETEHE
AEMEEE b MUEHROBHEEERGE 2V EHEE, 2FATRINHK

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,

e, LERAICS T 2EHRCBEHEHOATERIGEP C D ROFEDETIE
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 %,

ISICERBHAIE, CAPRIN-1#BENICR#RIDIEVHIEELES
ET2RY. SREORBICTL—L7—VBEORNRY,/ UEEEEHD
BAUCHEWT, TELKEEEO7 I /BOBHR, REXIIAMAH>TH
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[0090]

[0091]

[0092]

W, TZCTEEAEE, FELLIE2~5A. FYHFFLLIE2EXIE3E
ZBKY 5,

AEBEOMED, CAPRIN=14YRIERIETOMAICHT 25
EHKa (kon kops) I TFFELLIE, 2RCEHTO0TM T, DI E
H108M-1, DRRCEEHEEXT10M-T, i< &H 1 09M- 1, Dip< &
H5XT109M-1, DR EHETO0OM- T, i< EHEE5EXTOOM-1, 4
BRLEEHETOTVIM-, DR EEEXTO0TM-, il &H1012M-1
HDIDWE, DK EBT10TMTTH B,

AEBEOMEIE, MESFHEI VY15 — NI ENTES, ke
BEHRlEOERIR. TI/E ALRFVLE EROFVE FA-LE
REERIGHEDE (BIZIE, ANTBEAIVILE RLINE 2-EYY
WOFAE, SLAAMIVIE, PILAFTVHLRIILE, e ROFPER
E) ZEDAR—Y—ZNLTITIZENTES,

MESAIOFIE. XMETAMOTEOMESH. Thabs, R )s*
b, REVILES Y, F0/IVEDY, 90K T7I R, XMMLF
B—h 5=TNFQVITVI, FATINO TRVT 7o, AV TARILT
7., ERZAINT 7Y, RV R—N (benzodopa). ARy
XYL RF=N(meturedopa), JLR=/N(uredopa)
. PIhL—hPXY (altretamine), NYUIFLIUASIY
 MIZFLYERRARSIR, MIIFLYFARARIIN (triet
hilenethiophosphoramide). MYXFO—AXS
v (trimethylolomelamine). 754>y, 754
Iv. AT U TVARYFU AVRSFY (cal lyst
atin) JUFNTao1, VYThT4208, FSRIFV X
FhiwqA4oy, TLFOy, RVISFRIFY, LA FV (
sarcodictyin), AARVYISRYFY, A5 TI), Y00
+77YY (chloRNAphazine)., JOKA773IRK (cho
lophosphamide), TIRNSLRAFY, ARAT7I R, XJ
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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
. 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

oIy, RFUI2NYTOY, T/)VH9EY (enocitabine).,
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ZJAF YTy (floxuridine) ; 7Y RAOFVEA Flaidhn
IWZFOY (calusterone) ., 7OEAVEROERSY /0O,
IEFARY /=, XEFARYY, TAMZUV Y (testolac
tone) . PX/ULTFFIN NSV bMYDBRSY, 7O VEE (
frolinic acid). 73 by, PIRKRT7IRKTYO
SR TI/LTIUEE, IZIVUSVIN, PAYSYY (amsac i
ne) . RArSTYJ) (bestrabucil)., EYYrLY (bi
santrene), I¥hSF—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
NJF7YV>y (mitoguazone), IhFHrhOv, EEYVE—
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
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[0093]

[0094]

Fr. AVKRTZFV, EVITSRFY, TbRIYRK A KRAT77IR ~
1A hFHr Oy, EVIYVRFY, EJLLEY, /XY kAY (nov
antrone)., ZRVR, T¥FhLFtz—hM (edatrexate
) AVIRAV Y, PR)TTF) Y #EO0—4 (xeloda), 4N
vROr+r—hk (ibandronate)., 4V /)FhY, hRAYAXST—
14 veEy— YoLAOAFO-L=F>Y (DMFO) ., LF/ A VEE
. ARYIEY (capecitabine), WHITENSDEFMICET
BURERENIIFEFREZTET D,

e, ARAOHKE, HERAHZHBRETSIET. JUBRBWAERY
RBEBZIENTED, AFEIE. CAPRIN—-1HFHRBLTVWEESRE
K LT ARERBIRESSICBVWTHHEINTE 5, BHICFEMRBIC,
EREEFSEETUBINTWAEZCAPR I N=—1AFRELTWBEICHL
T, JYBVWEBHEBLECEGFHEOERNEON S,

AEBORKE DHAZKSICAVONIZNESHOHIE. XBMETRHMD
TEROnERA. Tabs. oS xEIL, REVILEDY, FO/0E
DU VVARATZIR X MNMNLEY =N 5T FAAOUTVIL, F
AT, TANWT 7o, AVTARNLT 7Y, ERZALT 7Y, RV R—
N (benzodopa)., ARV, XYL K= (meturedo
pa). JbRk= (uredopa). PILhL—K7I¥ (al tre
tamine)., NVIFLIUYASITY, NUIFLVERAKRSIKN, MY
IFLVFARABTSIR (triethilenethiophosph
oramide)., MN)XFO—OXZIY (trimethylolom
elamine) ., 734>y T34/, AVI DY, TYVFR
Fv, HVARZFY (callystatin), 2UTh24201,
9)FTNT714208, RSRIFY, AAANLIAL Y, TLUTOEY,
NROOSFRIFY, B)av9FY (sarcodictyin)., AR
VORAFY, 4A5v TN, 4aAF T 7YY (chl oRNApha
zine), dOKR773IRKR (cholophosphamide). T



WO 2013/125640 30 PCT/JP2013/054345

ANSLAFY, AKRAT77IR, X20L%0, Xo0L%I0FF
Kerkaorvo) R, X775y, JRVEFY (novembichin

1

). 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. ZLARFY, FZLARAFY, AVTT7<A42Y (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
ElreEs Yy, TVILED Y, 4AFILEYY, ¥—EOYS4YY (marce
l lomycin), Y44V C, Y47/ —)LfE (mycop
henolic acid)., /J#HAS~Y¥A4Y>Y (nogalamycin)
AYRYIYY (ol ivomycins) ., RFAOvI>v, Rh74
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),.

AIWNET—=I, Y9SEY, OFAFTo)Ty, Ry, T/
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v4HEY (enocitabine), 7OF20YTY (floxuri
dine)., ANNAFOY (calusterone). ZOEAVEENO
EXY/AY TEFHFREY )=, XEFFRIY, TAMS VY (t
estolactone) ., PX/JILFFIR, T h4>, MYORSY
Z8YVE (frolinic acid), 7275 k>, PIKKR
Z27IRTYAVE PII/LTVVER TZUOSUN, TLYT) Y (
amsacrine), RXArZTY) (bestrabucil)., EY
vhLY (bisantrene), T¥rS5Ft—h (edatraxa
te), T774773IV (defofamine) ., TXJNYY (dem
ecolcine), Y7Yav (diazigquone) ., TI7#4/I=
Fv (el fornithine)., BEET) SF=—DL (el |l ipt
inium)., IRFOY (epothilone),. INTILTRK (et
oglucid)., LYFF>v, O=4IY (lonidamine) ., X
419> (maytansine), 7HIhoY (ansamito
cine). IhJ7YVY (mitoguazone)., IbFHr OV
. EEYVE—) (mopidanmol), ZhSTYY (nitrae
rine), RVIMNRHIFY, JxF*xvy b (phenamet). ESI
vy, ovEyrhOy (losoxantrone), RR74 Y VER
(podophyllinic acid)., 2—TFIERSYR, 7O
ANy SVFHFY (razoxane), YVFoY SVT45Y
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¥FEHFEI, /AT, FLYHPEY (gem
citabine)., 6=—FHFIT=V, ANATNT) V. SATSFV
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AFRYVTISIFU AWKRTSFU EVTSRFY. TRRYR 4K
277K, YA MFHv AV, EVIYRFY, EJLLEY, IV
Oy (novantrone), 7=ZARY R, T¥bhLFtz—h (eda
trexate) ., ¥o/vA4>y, P77y, FEO—¥% (xe |
oda)., 4.8y kAO+—hk (ibandronate)., 1V /Fh,
fRAVYAS—ESAVEESY—, DTN AO0XFO-IL=F>Y (DMFO)
. LFIAVEE ARVAIEY (capecitabine)., HICEN
S OEPMICHFATRELR (RAO) BEXIE (XM0) FEKEE857 5, L
BOA. FICYI/ORAT77I R, R )&FEIL, REESFEIL, EY
LILEVDIFHEFLLAVWLNS,

[0095] @2\, AFEBAOMAKICIE, XEETAMOD, 217TAt, 1311, 125
. 90Y, 186Re, 188Re, 153SM, 212B i, 32P_ 175y, 176y
89S r, 84Cu, "I nBREDKHNUERNMKERET DI EHLHBETH
2 (Hideo Saji, YAKUGAKU ZASSHI 128 (3
) 323—-332 8 (2008), Jpn) ., Ao MERAMKERS
THIEEARTH D, MEERMKIE. BEOAREPSITOLDICENR
LONEFE LW, ZOLD BB ERLCES. AERICETIMESHICE
Fhd,

[0096] <TEr—TORAE>

AFEBEOIARIE., LTOERAICRING L DIC, BEBIESL5TRIND
TI/BENROIEN—TEEET D, AFEPORFICRTZ2IEN—T
EHRTD2HED—D & LT, BAUBSSEORYRTFRBDIEN—T%
TL—MIBEEELT. RIEMN—TICRT 2MEORIGY %M 2 5%
BMhHiFonsd, BEMICIE, AVIIFLYT)I-ILBREDIR—H—%
ML THREFUEBREEMIWAEZ T L — MIBRNBESSOR) RTFF KD
Eb—72RBIETCEELLEZEEDICKREBPEORKERIGIE, HRP (
Horseradish Peroxidase) BRETEHINE, AR
BIOTKICHES T 2 kK ERBIE 2 2 & T, RAORGEETM (K
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[0097]

[0098]

[0099]

RPOMENMEESTI2IEN—T42MHER) §22 &N TED, A, TL—

MIEELT 2BINESEDOR)RTFRFOIE MN—TI1F, EBHIESL5OD
BINICEWTHRL EBEZEIEN—TA2ELEWAINZDOED, FiE. TD—
MABHEINHD BRI, NRBEZEEP CRHGZRRICHEOERDT I
JBYKLHREDS VIR IEIERINZED, HDHIVWEMAP S VY
BIZC (R)) RIFREBEHLAEZBOAE) AHAVLHN, ThsV\wIhdhD
(RY)) RTF RICH L TAEBORGLIREE T RIEL W,

—h. ARBPOMEBTH > THLEFEATEMNESS DRI RTF IR
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—
TEWRBTDIENTED, b, MR, BIATHIEDOEIESS DR
RTFREDED, —BEMHINLZHED, £LIECAPRIN-152/Y
ETH., LRFETARPOMAKLIRBT2IE N—THERINnE L0
<mEBEMWR>

AFRPETHWONDIMCAPR I N—-1H{KICEBZCAPR I N— 1%
BHRRICR T 2MERNRIF. UTOBFICIYEIZEELZSNS : CA
PRI N—1RBEMEOTY /5 —HMlamkikEnilEESsEsE (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
15;11 (6) :2327—-2336) , E=HEOCHREXREAICRIZT H1Z
Mo FOHIE., HIEXREOLFHRENETEIHREOMEFY NERAWVWTH
RBEZEDVFARETH D, TabE, MUIEET HEND FORIE, EHa
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FICRT 2GR EE—RinkE L TEMRICRBIE. FOLTHIAS
NERERE—XEHIC, BAEBRINR—RAKERBIE, V7L
DIEHBHABELAEL. REREZBTENDTOREMD LN TE D,

[0100] #>T. AFBTHWVWLNZHCAPR I N—1HEDEM®HTMIT. UT
EREOICERMICRIND L DI, £EHRATCAPR IN-1%2RIFET 25E
MARICKH L CLEEEADCCEMXIZCDCEMARET 22 &, HBHWIEK
FEBICHZMCAPR I N—1Hifkz—RinkE L TRWSEDEMREOD
MREXEICRIRTS2CAPRIN-T1FOREZRARNSLIETHMTEI &
NTED,

[0101] ARBATHVWOLNZHCAPR I N-—1HkE, EMELEOCAPRIN
— 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,

[0102] 7&, MCAPR I N—1HkEEMEXALOCAPRIN-145 2/
HBEDREABMUENZWNE, HCAPR I N—1HKICESE, LYRWNGR
BEEENEOND, > T, AEPAOHMKIE., CAPRIN-152/1Y
BraWHEaRNMMEET 5720, JYBVWRESHRIBEFETE. EDHA
BRG/ XEFHEENE LEEEERDE L TEIRY 5 2 D AREICARS
o AFBAOHFIE., BWHEERMMEE LT, sk L&D IS, HBEEH (3
MEH) Ka (kon ko) B FELCE DRCESETOTM 1 DAy
CEHT108M-1T, DI EHEEXT108M-1, Dl &H 1 09M-1, Dip
CEBELEXTOM-T, K EHTO0TOM-T, DR EHE X TOTOMT
DR EHTO0TTMY, DRCEEEXTOTVM-T, A< EH 1 012M
1, HBEWIE, PECEBHT0M T EBTAEIENFELL,

[0103] 7/, MCAPRIN—-1Hketmad r@EMIexEmLEOCAPR I N—
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1 9FOENLZ VR, FHICAPR I N—1HIEKICL S, LYBRWRESEM
BRoNd, MEBUREPFITZLHICE. CAPRIN-18F0OHIE
 AFEBPFOMCAPR I N— 1T HREZRAEICAWVWESEEIC. B EE
DEME T ELZYDCAPRIN-1FOHEMN1 O4EUE, FFLLIE
TOSEUENEE LW, MIEERELOCAPR IN—-145F0OHALZWES
(EiRE) . ARHEOMEDRESRFEADIEBE LTRHICIFE LU,
[0104] <suRFBEMAE~DIEE
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,
[0105] <femi@itFRe>
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
ZHEALT. CAPRIN—-1EORIGHEICEAL THBRT 2 ENTES,
[0106] fRZBEBILEEEDKESH, CAPRIN-1IIHLTRIEMEDH Bik%E
 BRARFETEBIEDZIENTED, FlAE. KR—RAS5F1vani
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Kt 1TDIEMN—TEBESORIRTF R (BBHIES5TRINBCAP
RIN—1THERTFR), BINES 2O RCAPRIN-1DO7I /8
BESHRDO7 I/ BEREESS5 0 -9 8HBORRTF NBLUVENES 2
FO7I/BEREES233 -3 05BBORIRTFREGH L, Ih
LHDORTFRImgd2EMEE LT, FREDATR7O04 Y M7V an
b (I FA) BREREL. Thz 2 BEEIC4AE. 7HFORTICRS
Z{To7l, TOEMBRZHEL. &R /O0—F Ik zECNMEES~
o IBICINOMIMBEATOFTA VGHEE (GEANLRTTNAAH ATV
AHH) ZAVWTHRLILPBSTER LA, ElRRELICEEISCAP
RIN—1OHARYRTFRICRT IR /O0—FIHikeEGrL, i,
NEZES L TVWAVWIYFomE%s ERBEAKICLTIOT A >~ GiElk%
AWTHEELAZb0E2dY hO—ILiEkE L,

[0158] EHEFI4 FEHBREmETOCAPRIN—-142/7EOHRIBMEHT
RICCAPR I N— 1 BEREFORBENSHEREINE NELUEMEK8E
(ZR75—1, MCF7, T47D, SK—BR—3, MDA—-MB—1
57, BT—-20, MDA—-MB—-231V, MRK—nu—1) {LD2W\WT
. TOMBERELEICCAPRIN=-T1HYRIENFRIBLTVWENEINE
AR, LRTELFRESAZOONEEE NELEMEKENENRE X105
HMEEE1. 5mIOI/OFRLFa1—TICTOEODBM L, THICEKEHRESR
STLEDRBYAHLLEINESSICRINSCAPR I N-1HERTF
NI aR)70—FiHk2ug (bul) £€95u DO, 1%4H
RMBZSTCPBSZRMLTEE, KETI1REBELKL, PBSTH%
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[0159]

[0160]

[0161]

[0162]

L%, Tul WAl exad 88 #HGoat anti—rabbit
l gGitk (AvEMOYIVHE) RU98u | DO, 1%4RRIEME (
FBS) #80PBSAZRMLTEY, KETI3OBE#HELKL, PBST
BB, ROV T1 v RV UBARKMOF ACS F v ) /N—(CTHINHE
BZAELE, —A. LRREE&KOEEFEEZ, CAPRIN—1THERTFFK
IKRg 2R 70—+ RO bY ICERER 3 TLEOBYAERLAZIY
PO—EZBWTITW, O hO—JLE Lk, ZOHER. ICAPR |
N—1HAZRMI AR, 32 MO—ILICKART, WIThOEHEES
HIEHEN 3 5%LULEMN >, O EMS, EEEE MEMAEKOMRE
KELEICCAPRIN—-THUNIHPRERL TV I ENHERINL, b
. FEEENEEOEERRE, SMRICE TS EEENEE (MF | ) 0
MFICTERIN, UTOFHERICLIWEH L,

EHEABEDENE (HAREDIEREE) (%) = ( (RCAPRIN
— 1T ERBIEMEEOMFE | E) — (A hO—JLMF I {E) ) + (
O hO—JLMF | &) X100,

Fe. ARROLEEFEZRBWT, BEMBEK2E (Caki—1, Cak
i —2) . BERtEMEN (T24) . SPREMEE (SKOV3) | fhEi
fakk2%E (QG56. A549) . FIMiREMEK (PC3) . F=5EH
fakk (SW756) . igMAEMEE (HT1080) . IiEEMAIHK2E
(T98G, UB7MG) . BEMAE#k (MKN28) . KIZEHMAEMHk 3 &
(Lovo, DLD—1, HCT—1186) ., BiEEHEtk4E (Capa
n—2, MIAPaCa—2, Panc—1, BxPC—=3) (CDW\WT®E¥%
BMEAHELLZECS, AV MO—LICHRTWTNOEMRE S BEEN
3 5% EEMN DT,

BB, AMERIE, ERELA2 TREINEZMCAPR IN-THR&EH# 1 24
WEZE D RKRICEMEEE LETOCAPR I N=14 /I BDORIEIE
mIN,

EHEHLS bEMN-—VIORFASE/7O—FILAEOER
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EhFl2 TELNE, iICAPR IN—1HAEH#H 1. #2DEHEAILTLHES
T BAERFIER R OMin% B RERLE L2 BBR L. ¥V AhiH
kDY —F—EHNERNBESC6DT7I/BENESZLEMN I gG, OHEEE
EEEEICEAEHDPp cDNA4 / myc—His (Invitroge
ntHtHR) NG —~AFEERIIME> THA LKL, ¥, MICAPR I N—1#H/k
# 1 OBREHAEWEE % B ALEERTFIBER F OMinZ SIRERLIE L 71215
HL. YORKEHKD ) -5 —EBHNEEIESTOT7 I /BENEETE
Ml oG OLEEEREZBICEAEH#DpPpcDNAZ., 1/ myc—Hi
s (Invitrogentt®]) RIS —AEEKICH > THEALL,

[0163] RIS, LRICHBHCAPR I N—1HE# 1, # 2 0EHATTHEENE
AINc ERBEBANI Y —&, BEHAEMENMRAI N LEHEBRANY
H—%CHO—-K1#ilE GEFFILNY I LYAF) ICEALL, BEHEMIC
. 1 2REETL—PDTIILHEEYICTm I D1 0%FBSEZETH
am s Fl12##h (Invitrogenttsl) TESXh/E2X105
BOCHO—-K1#ifgxPBS (=) THELLZDBIC, 1T TILHELY T
mID10%FBSE#&TGHam' s F12#AHRAICMALY TILIC
30uldOpt i MEM (I nvitrogentt#) IAMELELLRES
RP)HF—250ng&Polyfect transfection re
agent (QIAGEN#H) 30u |l &E5RBELEEDESRMLE, £
CHBEARIY—EBALLCHO-K 1#ilg2%, 200ug ./ ml| B4
Y (Ilnvitrogen#t#) HC200ug,/ mIYzxFT¥ (O
a8 ARMLET10% FBSASHHam' sF 1 2EMTESL
06, 96 TILTL—FD1TTTILYEEYICO. BEEMADLDICEERE
MHEZA RS —FBALLCHO—K 1 {IE&BREL T, M2 ¢BR
CAPRIN—-THH&EH1, #20TEEEZEIDE b —TIRAFASE
JoB—Fiitk# 1. #2EREMICEET SMEKEZFERL 7

[0164] {FRL7=MAE¥%%E150cm2T7Z2IZAVWTEX 1T 0E m | THE
ESEHWOpt i CHOEHh (Invitrogen#t®) 30m!| %2H
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WCOHBEEL, EN—SIRXFASE/ 7O0—FILHik#ET, #2%8
CENThOEELEE B,

Fro, A ELT, WO2010,/016526ICRBHINDEITR
HEOHMCAPRIN—-1E//7O0—FILETHY AP DOEIIES 2
6 DEHFHIEMEBEEINES2 7 OREATBEEEET L&A 1. BTl
BS28NEHITLEE EMIES2 9 DEHATEEAE T DB 2
. BEFIES I 0ONEHALHEBEENES 3 1 ORFEILRIGEET 2 L&
k3. ENESI 20EHALEREENES 3 3SOBRFEILREGEELET
stk 4. BIES 3 4 OEHAERE S EINES 3 5 OBRHEAEES
=BT LIRS, BIES3 6 DEHAELMHEIGEEIIES 3 7 DEHEHT
TREAET DB 6, BEIES3 SOEHALHEEBEENESIID
R EREAEE T SLHRNE T, BAIES4 0 DEHIEREG L BIIES
41 OBREAEEEEE T LB S, BIES 4 2 DEHAEREE &E
IS4 3ORHALEEEE T DLEREI., BIIBES4 4 OEHALES
BEENES 4 S OBRENEREEET DB 0, BIES460DE
HEUEREGERNES4 7T ORFEAEREEET SLERAET 1, WO20
11,/,09651 7ICRBFHINBHMCAPRIN-—1TE//O—F KT
»HY RXEPDOEINES 4 3 DEHALEFHERINES 4 7 OBRHAIEHE
EETHHENKT 2, BAIES 4 3DEHETLHEE ERIESORETLE
SEiAAET HHENAET 3. WO02011,/096528ICBHInsdiC
APRIN—-1E/70—FIHETHY RXBAPDEINES 4 3 DEHA
EHRBEENES 4 7 ORHEALEREE T BN 4, BEHNESS T
DEHFEAERIGEEIESS 5 ORHEAEHEEE T SLEHNAE1 5, B3I
BESS59NEHITLHEE EMIES 6 3ORHALTBE AE T DLk 1
6. EEFIES 7 6 DEHALHEREENES 8 ODBRHFEAERIGLET DL
Binik1 7. BIES 8 4DEHIEREEERIIES 8 8 DRHEAIEEL &
BT oLEE 1 8, MIES 9 2 DEHTLHEE & MIIFS 9 6 DERET
TAEEAE T HLEHA1 9, W0O2011,/096519ICRHEINDH
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CAPRIN—-1TE/ /70— IHHETHY AXEHPDOEIES S 2 DEH
AR EENES 4 6 OBREAERGELET 2R AE20, WO20 1
1/096533ICRBHINZMCAPRIN-T1E//O—FILFETH
YRSXE P OEFIES 4 3OEHALHEB EENESS 1 OBRFEIEREG A
B HRHE2 1, BIES4 7T OEHALEBERIIES S 1 ORHA
ZHEFEE T HLBREH2 2, BEINES 6 3SOEHATLRFE L ENESE 7
OEEAEREAET A 23, WO2011,/0965 34 (C5EH
INBHMCAPRIN-TE/7O0—FT LK THY BXE P ORINES 4
SOEHALMEHERIES4 7 OREAETBEIFLET LB RE2 4, B
FIBS A IDEHALHEEEEINES S 1 OBHALHEE A E T 5 Lk
25, EHES 6 3OEHTLRIGLMEINES 6 7 ORFAEREEET D
LhEgHFR 2 6 ICDOWTH ERBEAKICL T, hBEHBTHIE M-I F
ASHBIE1 ~26 2 ZNTNRRENICEET Mk EFRL, FRL
J-ffEMk%E 150cm27520%AWVWTE5X10%@,/ m | THEEZS %4
WOpt i CHOEM (Invitrogenft®l) 30ml|IA#BEWTS5H
BEHEL, EMN—YURFASHERE/ 7O0—FILRAKE1~2 6 25TES
LEEEE,

EHEF6 MCAPRIN-TE//7O0-FILERAVEEERMBREERET
DCAPR I N—10DKHE

RICCAPR I N— 1 EERTFORENEEINE MAEMEKSTE (Z
R75—1, MCF7, T47D, SK—BR—3, MDA-MB—-157
. BT—-20, MDA—-MB—231V, MRK—nu—1) . B&Eiliatk
27 (Caki—1, Caki—2) ., EhEEELE (T24) . INREH
fakk (SKOV3) . fiEiifask2% (QG56. A549) . RITIERAEM
Favk (PC3) . FEHEEMBE (SW756) . IRHEAEMENE (HT 1
080) . IMEEMMEK25E (T98G, USTMG) . BEMMKE (MK
N28) . KigEMiask3#&E (Lovo, DLD—1, HCT—-1186) .
PR iRatk 47E (Capan—2, MIAPaCa—2, Panc—1,
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BxPC—3) IZ2WT., Eifl2 THELNIMCAPR | N— 1Huk# 1
H2EEUETNThOEELEAAVT, Slle0MiRXk@mLTOCAP
RIN=15VRIEDOHRRZRA, BTN ENT1 OHilzZ 1. 5
mIBDIJORLF1—TICGRODEEL 2, LREMAZ ST KMEESE
EE (100w 1) #HRML. KETIEBEHELL, PBSTHSLLE
. 0. T"%FBSAEELPBSTHMLAEF I TCEEYFIRYIZ 1 gG

(H+L) itk (Jackson ImmunoResearch#®Hl) %
A™ML, 4CT30pE#ELK, PBSTHEE. RIKVFavFUY
VHRASHOFACSHF v UN—ICTERABEZUELL, BEIY MO—
WICIEZRIMEDHRE R LIZEDERW, TOFR, MCAPRIN-
THE#H 1, #21F, FhFhEEIY hO—ILICEERT, BHBEMN3 0
%UEBNREEETR L, TOZ NS, LBk MEMBEKOMRERT
LEIZCAPRIN—=1T4UNIENFERLTWDE I E’HRIN, 8.
EREENREOERRKIE, SHRIICH T ENRE (MF | E) O
ICTHRIN, UTOSFERICLIYER L,

EHEABEDENE (HAREDIEREE) (%) = ( (RCAPRIN
— 1T ERBIEMEEOMFE | E) — (A hO—JLMF I {E) ) + (
O hO—JLMF | &) X100,

EfEF7 CAPRIN—-1HRERTFN (BIESL) ICHT 504D
BMEICN T 2 EEENE

BEHESSICRICAPRIN—-THERERTFRIINHT 2HEDCAPR
I N—1%2REYSEMEICHT ZMBESHORI ZFTMT 572610, A
DCCEMERE L, Ehfl3 THRRELAEIESS ICRTRTF FICH
TR VO—FTImEERVWCEHEL1T o2, BT 2iEkE LT, 20
O RCAPR IN—T1HERTFRNIIFTZR) 7O0-FILink (EHE
BI3THAEL, ERNCAPRIN—T1O7I/BENTO7I /BEEES
250—-98ICg B R vO0—FIikET7I /VBEREEFES233-30
SICRYBR)7O0—FIIHEK) 2RV, BEIY MO—LE LT, EHEH
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[0169]

STHEE LAY FMFERRDIY bO—JLitkE BWTEBICTEML 7.

CAPRIN—-1ORBEHIERINTVWS E NHEMHEHRMDA-MB —
231V, £ bKBEMBEHKDLD -1, b ~NERBRERHKCapan—2
. B NTEEMEBEAQGS5 6% 106EA50m | ROELF1—TICED, 10
OuCidD/OIYLE15MA3TCT2HBB[A VFar—KLE, ZOD
%1 0%4REMELZZTLRPMI 164 0EtHhTc3@E%EEL. 96 NVIE
TL—=R1TRHEY2XTOMETOHRMLE, Thil, LEERIESSICT
TERCAPRIN—THERTFRIIHTZR) 70-F ik L UL
RICHDZZFOMOENCAPRIN—-THERTIFRICRTZRY 70—+
Itk 273 (ENCAPRIN-1DERIES 207 I /BEEESS50
— 98I TBHIRY /O—FITHKET7I/VBEEES233-305(Cx
TH5R)IO0—FLHE) Z2ZhETNRT ugd2RML. IHICEMNBLIT
DY FOREMASEEICHE > THBELE) v/ BkEZNEN4 X 1 0@ET
DHEMLT, 37C, 5%CO,DFRHGTTAREEE L, BER BE%
S EEEA A SREINEEELEPOI/OIVAL (Cr) 51TOE%A
EL. EERCAPRIN-THERTF NIRRT ZRY) 70—FILiAKIC
L 2EMIEICNTHADCCERZEH L, TDOHER, e hCAPRIN
—10RNES20T7I/BEEZESS50-988LUV7I /VBRAES2
33-305073 /BENEEIBEMCAPRIN-T1EHIRTFRE
RELTELR) 70—FILREKDBEICITE NEEMBEKMD A -MB —
231V, £ bKBEMBEHKDLD -1, b ~NERBRERHKCapan—2
. B MHEMIEKQGS 6B BEMEE. WThOomGEE ThENR 8%k
BTH>EDICFH LT, BINBESSICRIERNCAPR IN—T1HERTF
NISRY 2R 78—FILEER/RN L 2BEEWT N OBRMREKICHE LTS
2 7% EDOMREESEMESRERIN, BEDIY bOo—ILOEiE. W
NOBMBICHLTES%ARBDEETH >/, #>T. BIUBESLICRT
CAPRIN—-1ICHYBHkid. CAPR I N—1%KIET 2EMBICK
LT, BWREE S A RIET 2 S BHLMICA S T,
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[0170] 7 b, MREEEEEE. LRBOLDIC. AFKBETHVWSLNSCAPRIN
— 1R T b U UARRYI/OI VAL 1 ZEYAEERZ2X 1 03F
DEEMIEGEEES L TA4REEE L. BEERERICREIhAIOI VA
510E%RE LT, UTFHERXR*ICLYER L AEMBEKICH T 2EES
FHEERULEERTH S,

[0171]  *={ : MEREEEEN (%) =CAPR I N—1 (IR 2HRERVY v /R5k%E
MAT-BOZBMMRENASDOIOI T LD 1 HEHE- 1 NIEFE % I A 2804
BASOIOIYAL 1HEEX 100,

[0172] FEFEHIS THE, EMN—TIRFASE/7O0—FIAKHE T, #20k
NEMICK T MRS E A TM L 2. LEREEEST 2SS
tEx*Hitrap ProteinA SepharoseFF (GEA
WA 7#E) ARWTESREL, PBS (-) ICB#LTO. 22umdD7
1S — (RYRT7HE) TREALAEEDZFMHANEROIMAE L TAHWE
. 10¢EDE MLEHMEHKMDA-MB—-23 1V, & MKIZEMREMKD L
D—1., b MNEEEMBEECapan—2, b MNHEHEBEEKQG56%50
mlBOEOLFI—TICED, 100uCid/OIVL51ZMA37C
T2 A vFar—~ Lk, TODHTO0%FBSASELRPMI 1640
E#T3E%EEL. 96NRVESL—MTRHEY2X1TO0METDHRMLT
RRMRE S L7, Chil, EEBEIARE N—YOXFASE/7O0—-FI
ke 1, #2RUERGIS THEE N—YIXAFASHEE/ 7O0—FI
k1 ~26%2FZNnETN0. 75 ugRmML. IHICEERICK > THAELE
. B RERMmMY vRBMRES SEXREAVTE NN K22 ST HMRER %
DEEL7e, E NNKHfZ STHIRERG. REMBEZRERIBBOLE
PEHEH I stopaque (YUY T7IRYywF) #aHNTOEL-E
NRAEMEB ML F | TCEABRTESBINALNAE (e NCD 3K
tk, ik RCD20#utk, ;tE FCD 1 9%k, ik RCD 1 1 cHitk, #1
HLA-DR#ilk RO YTPURTavFY ) ) TRIESE, L
Y—4%— (FACS Vantage SE (RUKNYFPYRTavFVY
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Vi) ) ZRAWT, LREMATREISLRUVWNKEEZ & A ZHRER % 28
Lzt D, Xk NNKiiEoBxry b (II7=—0H) 2AVTOREL
bDxEAW:, 2BELENKIileZzaARRMRZ 1D )L Y2X 105
BARMLT, 37C, 5%, CO,OXMHTTAREEE L, HER ES
T EEHMENAOHEINGEELRFPOI/O0ITALS TOEZREL
. MCAPR I N—1TH&AEICL ZEMIAICKT 2MREESEEZEL L,
MY hO—NWNICIETA VA Tay bO—IREERMLZEDE RV
fco TOHER, 74V ATV bO—IinlkE BWIBEOHEESEY
EWThOBMAICH L TES%ERBTHY., EMN—TITXFASHLRE/
JO0—FLFik1 ~2 6 EEVEBAEOMBESELIE. MDA-MB—2
31VTIE5%KiE. DLD—1TIiE8%KiH. Capan—2TIiE6%k
W, QG5 6 TR RBETH>EDICH LT, Eh—TIREASHCA
PRIN—-1H#E#1E&. MDA-MB—-231VTIE15%LE, DLD
—1TIE24%LE, Capan—2TIlZ26%UE, QG56TIE19%
UETH-7, BRRIC, fthDEiHE, ZEMREMKT 47D, Hs578T,
BT—20, SK—=BR—-3, MCF7, MRK—nu—1., 7 #4—<#4f
RA%T O 8 G, ffEiiakA S 4 9, BiEMEMECak i — 1, FTEHE
MREESWT7 5 6. BERLEMRMT 2 4. BEMEMMKN 2 8 XIZEH
BSW4 80, AIMFBHMEMKAML 5 RV v/ EMlB%kR amo s iZDW
T, 7AYE4 7Y bO—LiHiihEBWEBEROLEE 1 ~ Bk
26 ZFAVWEHZEBIEWITNELDRETH>TDIIRH L, E =TT ZF X
SE/VOQ—FIEE 1. # 2 FHREEEEES 1 0% ULERD S,
PED#ERLY, BINBESSICRICAPRIN—-THERTFRIIHT S
HiikIZFADCCEMICE>TCAPR IN—142%BT 2EMBEAEEET S
ZENRTIN, EBAAE T ~26ICURTEN—TIRFAZSE/ 70—F
ViR 1. #2103 b MEMRICH L CRWHREEEE 259 2 &Y
BT > T,
[0173] 7Ad, fHREESEME. EEOLDIC. AEBATHAWLNECAPRIN
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[0174]

[0175]

[0176]

— 1ICd 2k Uy (NKHifeA SO &) iR/ 0I V45

TZRYRAEERL2 X1 0MEADREMEKZEEG L T4IFEEEL. BER
BEICREINAEZI/O0IVALS TOEZREL T, UTHERX*ICIUYERL
FeREMRERR ISR I MRS AN A R LR TH D,

*3 : MIREREESEN (%) =CAPR I N—T1TIIRTBHAERGY /85K (
NKifile 2 STEE) MiasEMAEOZNMIENIS DI O3 7 A5 1 M
2+ 1 NIEBENAENHERENINSOI/OI VLS 1 HEEEX 100,

Ehef8 MCAPRIN—-1THEH T, #2HFHT 2 &5EEMEERE
THOCAPRIN—10OHFH

b ~EEMRE% (MDA-MB—-231V) | BEHlEK (Cak i —1
) . EEBtREMARENE (T 24) | IRSEMAEtk (SKOV 3) | fEilfatk (
QG56, A549) . EEEMIE%K (Capan—2) , FIIiREMHEMN
(PC3) . FEFEEMA (SW756) . f@HpyfEMRark (HT108
0) . IfEEMigtk (T98G) . BiEMiatk (MKN28) . K& e
% (Lovo., DLD—1) . BmwmHEkEk (AMLS) | U/ fERREk
(Ramos) ICDOWT, iCAPR IN—1#Hk# 1. #2H1BHT 2L
BEMBRETOCAPRIN-T1FOREDFHAEFY b “QI F I
KIT” (DAKO#E) ZAVWTHEAN, RAKICL T, EkEHI5 TERL
HMCAPRIN-1E/70-FTIIAOEE ./ 7O0—F )Lkl ~2
BICDVWTHEREEMBERE TOCAPR I N—19FOHEHAR,

AMEFORI—ILICHRY, SHIEMRICIHCAPR I N=1Hik# 1 RUL
B ~ R 2 6 ERKBRENS ug /M| EBLIICPBSTH
RLU., BHREHEICHNLTIOPRIGIE, PBSTHAELELE., v b

IR OMEE —X & &5 ICEMEMEAF Y MIRMTOBENER I AR
MAEM~Y T2 | g GIRAEEZRML TKETA 5 NEHE L, SMEKRY
MREE—XAZPBSTHESEE RIMNVT4vFVYIUKARMDFACS
Fr )N—ICTHENABELZAE L TELYRNLBEE (mean) 284, &
oo EBFRIZCDOWTHRKDBIEZITW. meanzFi, IV MO
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[0178]

—WIZIETZAVH14 72y bO— I ERIGIELZEDEHAL., mean
B, BEHUBENEEME (mean) ZAVTF Y MIRAOFERICHEL
DFEEEH L, ZTOER. MCAPR IN—1E/70—-F/ILEFEH 1
CB2A5CNICHBTIF T 2~2 6 RHT SR EEMIEEXETOCAPR
| N— 1D FEIE, ARLTRTOE MEMICE W THRR 1 ELY 1
OSELETH o7z —FH. LLEFERT~1 TICTOWTIEMRE T EXAEZY 10
SEL Y DIh o,
ERELOF AR
AFEBOTKIE., BOBERY/ XIEFHOLHBERTH S,
APHE TR L2 TOHITY. FFRVORHFTHERZZOEESEL L
TARBHEEICEY ANZEDET B,
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[E53KIR3]

[E5K1R4]

[E53KIR5]

[E53K1R6]

[E53KIRT7]
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B oK D E

BEF&FES 5 THRIND 7 I/ BREHIXIEEZT X / BEEFI & 8 0 %LU
toBIE—tMEETSET I/ BENHISHBCAPR I N— 182
RYRTFREBEFHURBEEET D, MBEZZEDT ST AV N

CAPRIN=-14YNJEZREY EMIBICH LMRESEY
58935, BRETICBHORUBEIEITD IS TAY K,

AIESHAED. T/ 70—FIHAEXER) 70—FIHkTH 5,
BERIE 1 XU 2 ICRBOMMBEITED TS T AV K,

B hafk. & MufE, XSk, BEREXEZEREERE
TH?. BRET~3OVWTINMIBICEHOMBEXIEZED T Z T X
> b,

BEFES 8. 9KV 1 ODHEFMERERE (ZNEFNCDR1, C
DR2, CDR3) 28U EHALMELEINES 12, 1 3RV
4 QIEMMRAESES (FhE¥NCDR1, CDR2, CDR3) 225
DEREAEEEE A ESH, HhD. CAPRIN—-1HVYRIEERE
PHRHBEEET S, BRKE1~40WFhh 1 BICBHORAKX I
EFEDITSTAV N,

BEFlES 18, 1 9RUV2 0DMEMMERERE (FEnhEThCDR 1
. CDR2, CDR3) ZzaUEHIELMREF LENES22, 23K
U2 4 DiamMERESES (FhE¥hCDR1, CDR2, CDR3)
EESURHATHEEEEEH, D, CAPRIN—-14U RV EE
REFHRIGEEET S, BFRE1~400WFhbh 1 HICEHOMNE
XIEEDTZT AN,

MERFN IV ar5— b Ihiz, BRKE1I~60WThh 1IEIC
RBEHOMHEIEED T Z T AV,

BERIE1T~T7TOWThM 1 IHICEHORUREZEDTISTA Y b
BMERDE L TEC I EARHEET D, BOBERRY/ XIEFHDE
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[E5KIR9]

[E5K1R10]

[E5KIR11]

[E5K1R12]

& D EZAR .

AIECENELE. BE. FERE. KIFE. e NKES BB, 7=
SRR, OPERE. ROAZARIE. RERMtRE. REE. AmRE. ) U/NRE R
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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.: 12

because they relate to subject matter not required to be searched by this Authority, namely:

Claim 12 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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