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Tzo RIC, BT TIIICHERRIFEEO. ObmldO>FHMLAE GRINLAEER
RIGEDKIEE Vv ET D) o 12 OBFEEICS5 0 %LU LDOMIEEMIIRHER
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[0063]
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BH L&,

log,o (MOI1l) =L+d (S—0. 5) +1o0og,0 (1./Vv)
EVABDI ) RZ N4 F Ly NEERWERI Y —=V )
JYVRINNAF Ly MEICLY, EVARICLZFREMBERHIRELTD
REGEEMZTMEL 2, ERNKOEME%E 7 2R/EZBICOY LTV M
BBHE (3X10%cel Il s/7x)l) T24RODTL— MIHEELE,
EYIARRE A (MO 1=0. 001, 0. 01, 0. 1) ILABLDIC,
OPTI-MEM ITEV4&8%Z&EML., EVARDOERRZAR L, ¥
6EsE®R. TL— M OEMAEREL, EVAERDOEREEEZITILIZ20
OulFHMML, 37C, 5%CO, FICFL—b% 1BBEMIF LA, RIC, EV
ABDOHERBZREL., FMBEAEMZEY LIC T m I MAX. 7 265855
B, 728E%. ) UVEBBERIEK (PBS) TEYPHMIEEL. O.
E%J7IVINTITEREEPBSEZ&ZTLIC300ulimMLAERE, 15
PEBRICHET S L ThEREEMRZEE L, TDE. JLIILTIL
TEREEPBS%ZKREL., PBSTHSER. 2%TH./—ILRUVO0. 1%
DVRINNAA LY NEEBBETIREKE, VLT3 00 wlHmmML,
ERT1 ONERET DI & TEMBEEZEEL
SEEOTL— PO L EBEKS OO uIT2EMESEL, RFvrF %
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(QG95) . Kig#&E (DLD—1, SW620, HT29, Lovo, C
aco—2) . E®E (BxPC3, Panc—1, MiaPaCa—2, A
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spc—1) ., Bk (MSTO, H2052, H2452) , BEE
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C4) . THEERE (FaDu) RUE MEEREABMEE (HaCaT) T
H5

[0064] 7Z0O—HA R XM —RICLDVMIINAZSERORBREDER

BN OMEREICEIFECD49b, CDS5DRBEELER
7, ENEB L RAERBIELLEMIE, 70— MX M) =3k
THHT L, BEIhAMMEALDINL, 2X10%ce |l | s/mIIliDLD
ICPBSICEE LK, 96 RNDTL—bDED TILIC, BoNMERER
Z100uld29FLE (2X10%cel Il s/mT)), 4C, 2000
romTSDEELE. XLy MIZLALESAY - A YFAITE—b (
FITC) @#mECD49 bintk, Xig71+2xT Y Y (PE) F#E
DAF (CD55) ikzET 1%V mME7ILTIY (BSA) EFPB
SZE100ulgD2HMLE, BATERHGET. L — MaXFhIZ1REF#BEL.
MEERBIER, AV bO—ILOMEEIE. 714V EI4 T | g GRETES
L7z,

[0065] #ithiZ#Hik. 1 %BSASEPBST2E%EFL. HELAMEEFAC
S Calibur (BEBR) 2FRALT. CD49bEtCD55DHEE
Z, OV MO—JLOMRICH T ZHRRIBICKH T 2EE (%) & LTHELL
e T—YERNTICIE. FlowJo Software Ver 7. 6%5H
W7z,

[0066]  (#FR)

F1i3. EVAROEMRICNT 2GS, CD49bRUCDS5SS5
DHRREERT, BHEEICKT 2HMBEEERI. VRSN 1F Ly ME
TEMM L 7= 4R =M 6 6 %LU EDIBEE%E 3+ . 33%LULEG 6%k
HOBEE [2+] . 0%L YB3 3%KEDHEEE [+]1 . 0%DHBEE
% [—] Tirl7k, CTO#ER. MEREMME. FEEaihE. KiBE. BEO
WL O DMl TEWEREEEARO L, . REBERTLEREICS
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17522 TOHEET. BOTEWMO I =0. 001 THaWllREEHL%E

RO, BEERFLREICEITZ2L2TOMBEKIE. WITNECD49 bR

UCDS55M90%ULDEVWRREZRD, DI EMNSH, EV AR,

CD49bRUCDSELZVAINAZANE L TEMBICERET DI EMNR

I hi,
EMNEEREAEME (HaCaT) ICHLTE. WIFROMO 1IZHWL

THHERESENL 0% TH > 7,

[0067] [3&1]

MO1 CD49b CDS55
il 0.001 0.01 0.1 (%) (%)
/N AR A SBC-5 3+ 3+ 3+ - -
SBC-3 - - — - —
JE /N BE e H1299 3+ 3+ 3+ - -
H460 - - - 149 100
LK87 2+ 3+ 3+ - -
A549 2+ 3+ 3+ 839 100
fim £ EiE QGY5 - - - - -
PNt DLD-1 - - - 98.6 99
SW620 - - - 41.2 99
HT29 3+ 3+ 3+ 985 988
LoVo - - - - -
Caco—2 - 2+ 3+ 76.4 100
fEEdeE BxPC3 - - - 912 947
Panc—1 - - - 87.8 98
MiaPaCa-2 3+ 3+ 3+ 56.6 80
Aspc—1 3+ 3+ 3+ 89 100
EMEE MSTO - - - 94 99
H2052 - - - - —
H2452 - - - - -
BEERFELEE T.Tn + 2+ 3+ 99 99
TE6 2+ 3+ 2+ 96 98
TES8 2+ 3+ 2+ 93 99
FRELEE HSC3 - - - - -
HSC4 - - - 99 99
TIHEEE FaDu - - - 68.8 796

[0068] 1%, REERFELREOHENE (T. Tn, TE8, TEG) B
AGNWNAF Ly NRBEROBEHRERETRT. ROMCEOHRERKTHDT.
n, AO{LBERELRZEOMBEKTH S TE 8, mobRFELREDHA
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T.Tn%a1X10%ce |l | s/PTITO96RODTL—MTHEEL, 37
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(#ER)
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mk) DA, EVAEREP I SKEEX (LY294002) oA, E
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HETTIVISHRML, 18E37C, 5%CO, FICHELKE, Ab. WRIC
3. EVAREZEZFERVWERRKRI OO uwlzeMA s, RIC. HRMREREL.
PD032590 1280 MaEEThEh&U TILICHRML,. HIFELL,
HIEFBAARH S 4 8%, TOXHHDCe | I Titer—Glo (&
) ¥y bERAVWTEMREZEEZ L .
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52&ICOPTI-MEM LIlEEBLEZ, 6—-8EHMOBALB cX—
RO ZDOERIESHICTE 8 28V ERE., 100ulTD27GHERAL
TRERTENLE, YORIEHFEEEE 3 DODEV ARG SEICRIEAICOR
L. BEORBRRUERIZ. /FREZAWVWTCHELE, BERAEN4 mm
AIRICR > TSNV IRICEE LEZOEERALT, 50u lOOPT | —
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BICRH LTS LAEEVAROBREME. 1.0Xx105 1.0x1068, 1.
OX107TCIDso& Lz TC I Dsold, b MEMAREDHBETHDR
Dl ZFAWT, DAL ARREDS BRICFHEL 2, FEBEEICH L T,
GRSSMICEVARASZEHRVWOPT I —MEM 1%, EVAREEREF
=5 L7k, EVA4ERS5A4H%, KEV4IRAREEROESABERCKRE.
AE L, b, EEHEIE. RBEXERERXEEXO0. 5TEH LA,

(#ER)

B4 id, BSEHOESHBICNT SREV 4 BEEBEOEBESHABEOEN
EBuaTRd, EVAREZE LTI AT, RSB LT, EV4E
ORERENICIESABOIENNMERICHHE I, £, M5, S
BERUBSEVARKBEDODKEZTRT, CORR. EVARBREEICEWNT

BRAERDZROLI >, CORRATORERDIIE. BEEREZTRER
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EROERAERER L,
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<D ATIE, BEABOEROMEINARONE, EVAREKRS LYY
ADEZEEIE. RYOEVA4RES5%1 8ABICEWVWTHEBOD 5 0 %RRE
WKL R6d. BRGESEREEEZTR L, COERRICBITE2YIADHKE
ORIFEILZERTICTRT, HREA LI D ICHRENM MR INh, EELEESE
RIFEShih -7,

2TEBORBEMODEVARARS L XDESEHREORBELAR8IC
9. EVAREEE, EVARZLZBEFRBEOEADIEICIE, B
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2’ E<. MEBURERIET LI ENRINE,

(EHEHI6)

CDDPHRMESICHIZEVAED i n v ivoRESMROM
BEEDLFEETHWONBCDDP (YRFSFrEHWLD) ICER
MeRI TESHEX—RYIRIINTSEVLARDOESRMEREZRE L
o TEBZZEMEHLEAKICX—FYIRICEEL (OHH) . EBREN
AmmPEICR->7DHE LT, SERIBKICAMEL/ZCDDPA125
w9 /5 TEERICISLE (2B8) . 48, KEREICIE. REDE
BRRKE®S5 Lk, TESOHEEERSHBAMNS, IHIC50u | OOPT
| —-MEM NIZBBLAEVA4ERBREZTXT07TCIDsoKENXIES
X107TCIDso/ /$5T1H1E. t5@EEERNICKES L, b, K&
BEERUVCDDP#®EREICIE. HEDOPT I —MEM I1%5#%5 7k, MM

IEEIE, EREERL4 ERRICEREESAES Lk,

(#ER)

103, EBEAEORNZ(LEZTT, CDDP#5EIZ. 8HA. BEE
HEOEREZMH LB DD, ZOREBEAEOBEBRNR LN, TDELD
ICCDDPICIENMMART TEBHEX—RYIRICHLT, 1X107TC
| DsoRUSEXT107TCIDMEVARERS LYY RIE. WHEBRUC
DDPERSEZNTREILRL T, E55HFRICESFBEOEMNZING L
. CDDPHEIMESICH L ThEEMWRZ R L7,

11k TESHEX—RFRYIADKEDRIE(LETRY, EVAEHE
SELTHHEIIHFEIh, EEREZEERIIESh AL o7,
DEDZEMS, EVARIRG, MEFERMOESICHL T, sLWReEk
DEET, MEBWRERET DI ENARINAE, £/, EV4AEIE, CD
DPALOREEIEHAT 2 & TREREBNMEDERZICK L CEAMRME
BUMRERIET D ENTINE,
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[0081]

[0082]

[0083]

(EHEf17)
CVATTEDIYRILNNLF LYy NEERWEZRIY—=VT (1)
EHEA1 ERAKICC VAT 1 RICL 2B EMENNEREE L CoMiEgETs
AP L 7z, BB OMAAE. NERafiE (SBC—-5. SBC—3) | ¥
INBREREE (H1 299, H460, LK87, A549) . RELRRE
(QG95) ., XgE (DLD—-1, SW620, Lovo, Caco—2
) . EfthglE (MSTO, H2052, H2452, H28) . B8 ER
EERfE (T. Tn, TE6, TE8) . &RFELEE (HSC3, HSC
4) . TWHEERE (FaDu) . HzSRE (Hep?2) . EbBYV/E (Da
ud i) TH3,

JO—HA MM =RILLDVILRAZBERDOER

FEREBNRE LMBERAEICSIIHCD54, CDS55DOXKRELER
§ 578, ENERLRAERBIEEMIEE. LRREA 1 &FEFIC
JO0—HA MAKNY—KTHEFLE, CDS40MEBICIE, 7O 143V 7
=Y (APC) Z##t N ICAM—1 (CD54) HitkxBWE, B8,
Daud i ICBALTIE. YMILAZBEDEEDORFHNE L,

(#EFR)

®2iF, CVA1 1BOMEMEEEL. CD54RUCD55DHBELT
T, IENAREFEOMAEMRH 1299, HA460IKHLTMOI=0. 00
1L ETHRWEBREEMAEDKE, AS549ICLTIE, MO I =0, 1T
BUWRGEEERHk, —A. KIEFEOL2TOMAEKICHLTMO I =0
TICBWTBRWERESEMA580, SW6E6 20 LTk, MO I =0.
001 THRWHIRGEEZBH, £/, LoVollyLTIE, MO I =
0. 01 THBWREERE2RDK, BEERTLREDCMHMIEMKTE 6.
TES8IC®LTIE, MO 1 =0. 01 TiWIRESHARDR, Z D1,
INERRFTE QMK S BC — 3. BHPREOMBEMMS TORUTH205
2. FIEGEEOMAEKF aDu, £ kB V/EOMEKD aud i ikl
THHRESHZRO %,
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F/z. CD54DHRKDEWMERE (SBC—-5, LK87, QG95, H
28, Hep?2) TlRiilEEEN%2ZFHY. ICAM—T1ACVAITT1ED
TANZASZBEROVEDTHD I ENTEBINT,
[0084] [Z2]

MOI CD54 CD55
AR Ek 0.001 0.01 0.1 (%) (%)
I R A SBC-5 - - - 0.9 99.6
SBC-3 + 2+ 3+ 92.1 76
JE/INHE AR e H1299 3+ 3+ 3+ 78.1 98.4
H460 2+ 3+ 3+ 213 998
LK87 - - - 384 978
A549 - 1+ 3+ 28.1 100
iR L EiE= QG95 - - - 134 993
K= DLD-1 - + 3+ 985 996
SW620 3+ 3+ 3+ 96.7 99
LoVo + 2+ 3+ 9.5 95.8
Caco—2 - + 3+ 99.8 998
EhEE MSTO - 2+ 3+ 967 975
H2052 + 3+ 3+ 659 885
H2452 - - - 97.7 446
H28 - - - 3.8 92
BHEERFELERE T.Tn - - - 952 998
TE6 + 2+ 3+ 99.7 996
TES 2+ 3+ 3+ 921 994
ERFLERE HSC3 - - - 987 991
HSC4 - - - 61 97.1
TIHGERE FaDu + 2+ 3+ 954 999
MEEE = Hep2 - - - 12 100
ERBYL /B Daudi 2+ 2+ 3+ T—47L

[0085] B41 2%, KIBGEDHMEM4K (Caco—2, DLD—1RUSW620)
DEEBHOBEHERETRT, INS5OMBEKETICEWVWT. MO |HKEFMIC
MRREEM%ZEOK, FHIANZIE, p53%¥k—RASOEENHY., &
ARG E LTHNSh3SWE 20 LT, BRtaWillEEETE
Tl ETHD, 2D EMD, CVAT 1 RAESUERERYIE. AE
BRMEOKRBEICENTH D I ENTEINT,

[0086] 1 3id, FE/N#ERaftE (H1299, H460, LK87, A549)
RUOMBELEE (QG95) OREHROBEMERETRT, CVAT 1R
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[0087]

[0088]

[0089]

[0090]

L HMBEEEARDHIH1299, HABO0RUVAS49ICHWVWT. MO

KRR ICHRIE S % B 7,

B14i3, EMhkE (MSTO, H2052, H2452, H28) ®
SEEOEMEGRETT. CVAT 1BICL 2AEEMAEHHEMS TO
RUH2052([C8WT, MO | {KEMICHEBEEMHERH 7,

(EHEHI8)

CV A1 1 BB DT

(RIBEOHEKICHTBCVA T 1RICL ZHEEEMEADH | CAM
— 1 il O T E

KigEMpak (DLD—1RUOSW620) #3x10%cel | s/mx
ILTA8RDTL—MIBE L, TL— o ARER. SHEAD
ETHRLEZMEMN I CAM— 14tk (R&D Systemstt) BH&
1T0wg/mlZRMLE, 185ME%E, HEaKREE MO 1=0. 001¢&
35&£DICOPTI-MEM ITHRLAZCVATI1HERKREZ, &V 1)
IC100w ML, 37C, 5%C o, FT1EMEMRLL, BEE CV
A1 1EERBREREL. SHMREBOEMAERBT 2V T/LICT mURNML.
37C, 5%CO,FT1 2KEIBE Lk, EEEZ. AEWBBICTEYI I
EiRe Lz, 28, DLD—1RUSWE 20ICxd 31EHIE, ZhEFhnR
PMI+10%FBS, DMEM+10%FBS& L7,

(I CAM— 15&8HIFRIREER)

ICMA—-1%2HBELTWALWRDMEXIITSRAI NEAWELRTE
NEICEY I CAM— 1 EBFEZEALLMERD-ICAM—-1%, 24
NTL—HMI3X104cel | s/7xITHELEZ, 10%FBSA5T
DME M T 6 BER91E&E%., OPT I-MEM ILICHERLACVA1T 18
EMO | TT1EME, BEEE LKL, SABRICVYRZILANLF Ly MEIC

S YUMBREEEEFMLAL, BB, 70—HA1 X MNJ—EKEZHAWT, RD
—ICAM—1IZBIFZICAM—1DOHRBEEEL,

(#ER)
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B15d, EERICEEYLAKBEOMAER (SW620RUDLD-1)
DN FEMEERE RS, CVA1T 1EOATIE, miENREHICMo ¢ k
ELEE LT, HiRRESESLTHY., BPBSHNRCPE (Cytopathi
c Effect) 2#5#laGErsE07k, —A. i1 CAM— 157
MEDEET TR, CVA 1 1BICL Z2HIBEEMAER L,

B16ix | CAM— 1EHIRBRBRICSITEZRDMEKRCRD—-1CA

M—=1DI)ZXZII4F Ly NEBEOBEHEERETRY, | CAM-1%
FIR L TOWARVWRDMIEETIE, MIGEEMHERIAN >DICHLT., 1C
AM—1%FEIE/ZRD— 1 CAM— 1Tk, BOHABREEUEIR SN

BEICEY, ICAM—1{F, CVAT1EORBRRICESTLEZIAILAE
BHED1DTHB I ENTINT,

>T, ICAM=—18, CVAT1BOYAMIAZEETHDI EHEE
XN, ICAM—1IECVA1 1RIICLZMMEEHICEETHD, 2D
=&, CVA118F EHEEOHTHRHICI CAM—1%2RIRT 2HlIC
X L CEWERGENRZRET 2 2 EATRINT,

[0091]  (ZEHEHI9)
CVATTEDIYRILANLF LYy NEERWEZRIY—=VT (2)
RREG T ERBRICTYRIILNAF Ly MEERWT, CVAT T1RITE

DREMEEMNRE L COMBRGEMATML 2, L. AEEAITIE. &
BAROEMEE, YUKMREOARSIIRMIEBEEEZ#MEL T, 2X 104~
2X105ce |l | s/ THELL, WOREE. FL— M oiEH%E
frEL. EVABRDERRKRERY TIIC200wliFML. 37T, 5%CO,
TICTL— & 1BSEMRE L, RIS, EVAROERREREZREL., &l
FAIEtAR Y TIIC T m I N, 7 2BREELE, EVAROERKRIE.
MO I=0. 001, 0. 01, 0. 1TXIF1. OICFARE L,

HEBWROMAE, HSC3, HSCA4RUDaud i 2R EHFTT
AW/ MBRICA T, FE/NBRREE (H1975, H2009) . BHhE
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[0092]

[0093]

[0094]

g (MESO1, MESO4) . gEER¥LERE (TET1, TE4, TE
5, TE9, KYSE170). X WiDr, HT29) ., M) TN
*2H7479%E (MDA—MB—-468, MDA—-MB—231) ., & (
MCF7). ¥F=%% (HelLa) THhd, 8. A549, H1975k
UTE4iE, EhENT 74 F2J—RIEMME. 5714 F27 TRERMER
UCDDPERETH S,

F/o, ERHEBREROMEOAN. WiDrRCHT2904%%) 75 F
VERMARERD O, EREDCAFY) TSF VU E2EFT DT,
4 SFFEEELAEDOW i D r RUHT 2 9 ZhZhOMBEEERAEMTS
A TR L 72,

RHEG 7 RUEEFSICTRTLIIC, ICAM=—1HACVAT1EORZAR
KTHdH, SHEICEITEICMA—1 (CD54) ORBEA A
7ERABRICLTEE LT,

(#ER)

K3, TRBECHEICHTSZCVAT 1 RHOEBEEMERVTCDS 4
DHFEE%HTT, SBC—5, H28RUME S04 2R< IRTOMET

DL EHEMO 1 =0, 1 THIEGEEZRD, CVAT1E8IZ, 47
I FZT—RERETHDIAS4IRVT 7+ Fo T RIEMMETHDH
975ICHLTHMO I =0. 1 THRWEREEELZRLE, Tk, MG
EMECD54DRBEICIIHEERELR SN, MO 1 =0. 1 THRESHE
EROBN>EMED>SE, SBC—5RUH28ICH135CD540DHKR
EHMEMN 2 T,
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[£3]

MOI CD54
HRa 0.001 0.01 0.1 (%)

JE /G R R
(F74F =7 —RIEfHME) A549 - 1+ 3+ 42.0
H1299 3+ 3+ 3+ 98.7
H460 2+ 3; 3+ 60.8
LK87 - - 1+ 38.4
(F74F =7 ZRIEfRME) H1975 - 1+ 3+ -
H2009 3+ 3+ 3+ -
fRE kR QGY5 - - 1+ 134
/MR R SBC-3 1+ 2+ 3+ 92.1
SBC-5 - - - 0.9
EHRiE H2452 - 1+ 2+ 97.7
H2052 1+ 3+ 3+ 65.9
MSTO - 2+ 3+ 96.7
H28 - - - 3.9
MESOT - 1+ 2+ 24
MESO4 - - - 94.7
[0095] R1 7ilAFH) TSFUoTRIEBLAEWIDr (E&) RUCHT29 (F

[0096]

E8) offfeEFERERT, WiDrRUHT29i3, ZhEh200uMK
C100uUMEVWOBBEDF XYY TSFUTH-TH, £FHVTSF
YTREBLTWAWYREERAREOMIEFEREMIF L, £oT, Wi
DrRUHT 29k, #FH ) TSFUVBRMTHE I ENRINTZ, Wi
DrRUHT29ICCVAT TRERREIEDZE. M1 TDYYYRIILINA
Ly NEBREOBBHBERICTTLDIIC. WIiDrRUHT290WIh
MO I =0. O 1ULETHEEEEIE LN,

R4 L, TEBEE. CHLSRE. AROMIRICHTSC VAT 1EOMEE
EMRVCCDL4DRKREETT, He p 2% INTOHIRT, DA<
EHEMO I =0. 1 THRULWERESESR~INhEZ, CVAT18E CDD
PEIMMEDHMETH D TEL RVAFH ) TS F U EIETHIWIiDr K
CHT29IC/LT, #HR<EEMO 1 =0, 001~0. 01 TR
MAERLU, £ CVAT18E, ILEOMIE. HICELAMIETH
M) TNRHAT 1 THROMEHKMDA-MB—46 8KRUMDA—-MB
—23 1 I LTRWEREEEA R L, TITHMEEEEELCD54

s
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DRFEICIFHEEBEAR SN, MO | =0. 1 THIRESWHAZ OB, >
He p2Il&75CD54DRITENED > T,

[5R4]
MOI CD54
HHRERE 0.001 0.01 0.1 (%)
BEERFLERE TE1 3+ 3+ 3+
(CDDP#EHLIE) TE4 3+ 3+ 3+ 100.0
TES 3+ 3+ 3+
TE6 + 2+ 3+ 99.7
TES 2+ 3+ 3+ 92.1
TES - - 2+
T.Tn - 1+ 2+ 95.2
KYSE170 2+ 3+ 3+
T IHEE FaDu + 2+ 3+ 95.4
M GE I Hep2 - - - 120
K= Caco-2 3+ 3+ 3+ 99.8
LoVo 1+ 2+ 3+ 9.5
DLD-1 - 1+ 3+ 98.5
SW620 3+ 3+ 3+ 96.7
(FFHTSFARRIE) WiDr 3+ 3+ 3+ 98.0
(AFHUTZFARRIE)HT29 - 2+ 3+ 716
FITILRHT«TEHE  MDA-MB-468 3+ 3+ 3+
MDA-MB-231 3+ 3+ 3+
iz MCF7 2+ 3+

[0097] X5&. WRF[PEOMABICKHTEMO I =1. OFXTHOCVAIT1EDHH
BEEMRVUCDS4DRBEETT, MO I =1, OCHEMTdE, H2

8 AR T RTOMBETHIGEEENTII N,
DEDfERLY., CVAT T RASOERERYIE. F/NMERME R
FERRE. MAREE. BiEhRE REERTLRE. THEERE. KBE
. B, TESERE. BYUVAEFORRIENTHDIENREBINE, L
NE. HEERERMIE. 7714 F 2T RERMXIGT 7 4 FZ T 2RI
eI/ AfElhE. CDDPERMORERRIELRE. 4¥4) FS5F
VIEMMOKRBERON) TR AT 1 THBICENMEBRWREE IS &

NREBI N,
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[0098]

[0099]

[£5]
MOI CD54
MAak 0.01 0.1 1.0 (%)
JE /N AR i A549 1+ 2+ 56.0
H1299 3+ 3+ 3+ 92.6
H460 + 2+ 37.0
LK87 + 2+ 7.6
H2009 3+ 3+ 3+
H1975 1+ 3+ 3+
fiim T b = QG95 — + 2+ 32.2
EhEE H2452 - 1+ 2+ 97.7
H2052 2+ 3+ 93.9
MSTO - - 1+ 96.7
H28 - - - 3.8
MESO-1 1+ 2+ 3+ 2.4
MESO-4 2+ 94.7
F=ESEIE Hela 2+ 3+ 3+ 94.1

(EHEHI10)

ERR~ —h— DR
LRERNRICETN I KEBEOHME (DLD—-1, HT29RUW i D
r) OFREICH T ZEHMEY—H—CD133DRIFELETEET DL,
PERZ#IME NCD4 6 KRTIEH L A&Mla%s, LEOREH 1 ERABICY
O—4HA4 MXN)—KTEBHfLE, CD1330DMHICIE. APCE#itE
NCD133MmkzAWE,

(#ER)

70—H%4A4 AN —RTHERTERZRK1 8IIrd, CD133%RIRY
SMEDESIE, DLD—1 (1. 8%) ICL T, ¥4 FSFVER
MEOHT29RUWIi D rTLYKEMN2/2 (ZNhFN30. 9%KUV6 3

6%)

ZO&DIC. RIBEEROA 4 75 F ViERtEEEKICEWT, CD
133DHRBENEWVWIENRING, T, ERFIIICTLELIIC. C
VAT1E8E, AFH ) TS5 F U EREOHT 2 9 RUW i D r [TV
BEMERTH, CVAT18IF, EHRMBICH L TEMRESHEEET
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5 ENTHBINE,

[0100]  (EHREHFIT 1)

XYY TSFUVBREESICHIZCVATIEDIin vivolE
RO

1T00u | OPBSICEBLAAFY) IS FVIBRMEEMEW i D r %
5X106%X— KNI XROARESRICEELE, BENS 1THEBLYEESER
B AmmP Bl 27D %EERLT, 50l DOPT I —MEM Il
BLEZCVAT1ERKREZ, 2B8XICEET40EENICIRSLE, 10O
BEICHITBCVAT 1TROBRMIE 3X106TCIDso& Lk, TCI
Dsold, E N FEBEEOHMBETCHIHeLazZBWT, VML AREDSH
BRICEHME L 7=, FEBHEE EELEMRAI4 SREKICL TEHME L 2. WERICIE.
50ul ®OPTI—-MEM I4EERICIES LT,

[0101]  (#&ER)

B1 9l EEFEORKELEZTRY, CVATT&REZRELEYIRIIZ
R EER L TEEHRBOENZINGI L. BEERIES5NhAN 7%,

ZDEHIT, CVAT1EIE, EEXRICHEITDZWIi D rilx L THRESMR
ZnRlE®H, CVAIT1RZEVERMERMIZ. 7FY) 75 F B
EEICNT 2MEEWRZET DI ENATRIN,

[0102] DIEo&EMREICKY., MEREME. FENMEME. XBE BERVER
ERERT EREOMIMICH T 2EV A4 RICL 2R EMIEMRE AR L,
CAV 1 1EIZDOWTI, /MAEMmE, FENMRmE WRELERE X5
B, BUPRE fREERFTLRE. THEE. £ B U/E AERV
FEHREOHRKICN T SR EMIER MR L, EV4EIE, CDDP
BERMEOE FNBEETTILYIRICEWTHLMESRIEEE R L, —
B, CVATTEIE AFH4)TSFVEREOLE MNXBREETILYTRIC
BWTH LA LERREEZR LT,

[0103] F/. HEVTVRICLZZRICBVTEBLEEERIBERINT, hE
BMOYDEFIEN o2& S, EVARRKRUCVAIT1EOEVWERESHEN
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[0104]

[0105]

[0106]

TBIN, EBROELHIC, EVARRUCCVATIT1EEF, =704
AHVREINSERICH S ERMUMERTIEEAEREINGWL, IThHD
ZENS, EVARRUCVATTEIIE REMEICHEBEIAHZEINBCV
A218, EVEE, EVITRELALIVFAVAILATHY N5,
ZTOBMVWTHESENREBEVESMICL > T, EEAEEY AL AEEDD
DEZEMBRD~DOFRBICIFETCHDEEZOND,

AFBPE, ARAOLBORBME AL RRT 2 &<, HR2RERED
BRERRUOEEAABEINDIEDTHD, £, EBRLAEROFREE, K
RPZHRAT 27ODEDTHY . ARAOEHEEZRET 5 DTIEARL,
Thbht, AFRPOHE. EROFETIERL., FFREKRKOEHEICK > Tr
Ihd, TLT, FHFERKOHEAARARCENERAFOREBOREDHENT
EINDERL2 BB, ARPOHERNEALIND,

AHFRIE. 201 2F4 781 9BICHEINBAERFHE20 12—
096088FICED, AAMEHRICHAERHFEE2012-0960
8 8 SMHAMIE. FirE k#HHE, MELAZSRELTRYRALHEDET
%,

EXRLOF ARk

AFERIT, EXERMICHFETHD, AFEALZBERT D EICIY, BRIK

RBILBTIBRBEODFEIAREILLKRET DI EHHFIN D,
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[E5KIR1]

[E5KIR2]

[E53KIR3]

[E5K1R4]

[E53KIR5]

[E53K1R6]

[E53KIRT7]

[E53KIR8]

FEk DEIH
BHREICERET 227y F—TU/IILZA 1 1 BRI EEIC RS
$HIIA—T1MILRA4BEESD,
= SRR,
A7y F—U4ILRAT TRERURIEZIO—71IILR48Z

ATY RBMEINZ EER/HHBET HEEKIE 1 ICEREDERMERK
1,

TARTAA /I b= 3FF—EREAEHBINDS,

T EERHME T BERIE T X 2 ICRHOESEMEKRY.
MAPFF—tExF+—FHEFEHAINS,
CEEBHMETEEREBI AEIOVWTNA—EICTHOERMAK
1,

mER EHAIN S,

CEEBHMETEEREBI AE4OWVWTNA—EICTHOERMAK
1,

CDDPIHENMMDEDBEICHFERAINS,
CEEBHMETEEREBI AESOWTNA—EICTHOERMAK
1,

HIEEI 7Yy F—UM4ILRAT 1B ZZH,

T4 FZTERMERIE S ¥ ) TS F VIEREOBROREICER
Iha,

CEEBHMETEEREBI AECOWVWTNA—EICTHOERMAK
1,

HIEEI 7Yy F—UM4ILRAT 1B ZZH,
AIECIEMREIE. BRI TH S,
CEEBHMETEEREBIAETOVWTNA—EICTHOERMAK
1,
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[E5KIR9]

[E5K1R10]

EERIFNT]

HIEEI 7Yy F—UM4ILRAT 1B ZZH,

AIECEEAERE I,

INSERERmEE, FEMERERTE. MR LERE. BHRRE. KBE.
HipEiEE. Rk, THEEE B YARE, WERVFEEE
NORIBENSERINZEOEMETH 5.

CEEBHMETEEREBI AESOWVWTNA—EICTHOERMAK
1,

RIS T O—VA I RABEEH,

AIECEEAERE I,

INEREREE,. FEMVERERTE. KRR, BIFERE. BERURER
NORIBENSERINZEOEMETH 5.

CEEBHMETEEREBI AEIOWVWTNA—EICTHOERMAK
1,

BHRICRERT 227y F—TU/IILZA 1 1BICHRT 2 EEX
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= SAR AR,
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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. I:I Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

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:

The inventions described in claims 1-11 relate to a pharmaceutical
composition for use in the treatment of tumors and cancers, which contains
an oncolytic virus specified by coxsackie virus type—-All or echo virus type-4.
(Continued to extra sheet)

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

2. 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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Continuation of Box No.III of continuation of first sheet (2)

The inventions specified by the viruses mentioned above share such
a commonmatter that the inventions relate to a pharmaceutical composition
for use in the treatment of tumors and cancers which contains an oncolytic
virus. However, a pharmaceutical composition for use in the treatment
of tumors and cancers which contains an oncolytic wvirus is known, as
disclosed in documents 1-3. Therefore, the matter cannot be regarded
as a common special technical feature.

Therefore, the inventions respectively defined by the viruses cannot
be regarded as a group of inventions which are so linked as to form a
single general inventive concept, and it is considered that the present
application includes two inventions.

Form PCT/ISA/210 (extra sheet) (July 2009)
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