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2T, DNARYXS—EHEXIE. DNAGKEZHEEL T, EHEVES
MERICH 1T D MBRIEIEA EIE I E 5, E>T. DNARY XS —EHEEHFIE
MESHICARZEEZIONS, Tabb, AFEAD) VEEIELGEMEHEAE
HDETHRAZEEINEIMGDGZEMHR2E LTELDNARY A S —EH
EHIE, mESHTHH 2,
(VVBIEGEMEHAEHLETHAKSINEIMGDGEZAWEDEE
FiE)

AFERATIE, VUVBEGEMEHAEGDLE THAKRSINSEDNARI X
S—UHEFEHEZETAIMGDGEZAWVWEEDBRELREENRET 5, A
BE5EEIZ BFICREINY, LREEFHLEGEMERLRIC, 'V VE{EGE
M#E&SHRER. F. BOVWTINORIC. MGDGAEROXIEIHEROICELY E
FZHICKkET D, FELLIE, MGDGIE, ) UEB{tGEMZSEIOEHA., 1
HEl. XISEESERIC, HE5IND T A TFE LWL,
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[0032]

[0033]

[0034]

[0035]

[0036]

(VVEB{EGEMABIMEDE LTETDNARY XS5 —EHEEH)
AFEBADY VEBIELGEM (GEMEEY) Z2BMKTE LTELDNAR
JAS—EHEEFIEZ. DNARYAS—Fa, B. 7v. kK DERFUEE
[TTHRL, DNARYXS—FES, e, A, u. n. ¢ DERFTUHEELE
35, IHIC. DNARY A S —CFREREFHEEEMREEIL. GEM—-TP
. GEM—DP, GEM—MPOQJET#H 3,

F/e, FIRBRARKIC, AFRPDY VEBRIEGEMZEMKTE LTEELDNA
R XS—CREFIE. RESHITEH D,

(U VEIEGEMZRWEEDBESE)

AFERATIE, DNARYAS—FHEEFUHZETD ) VEBILGEMZAW
REROBEAEENRET D, 'V UVBRIELGEMZRWEEDBEAZEIZ.
ICREINTY., LEEH LEZGEMDAE - R2%25EICLTEETE S,
(HEHSEE A BDLETHREINEMGDGAEWRL & L TaUERE
EAREANERR)
AEBAOBSHRELEEMAADETHREINDEIMG D GXRIEZDEREMIC
R LBDEEEMHD & L TR EBEARBNESH & REHREEDOH
BEAEE. BICREINY, LREH LA RSREAER. P, B0
WINOREIC. MGDGAEMRL E L TabEEELAERNRESH &0
RIFIEROICL Y BEICHRET 2,

(BEHREE S AEDLE THBEZRSIN MG D G ARV EEEDRE
FiE)

ARPATIE. BIHREEREHA S E THBARSINEMGDGAAW
EREOBRERAEZIRRET D, HAKREAER. FICRESINY, LiEE
B L 72 MEHRBCEAOHRERT. B, BOWTIOBIC, MGDGARONXIFH
ROICE Y BEEREICKRSEST 2,
(GEMEHAESHETHBIREINEMGDGAEEWRL2E LTRL 7R
h—< ZEEGH)

AFEBOGEM () VERIELGEMERY) &HAGDOETHAREIND
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[0037]

[0038]

[0039]

[0040]

[0041]

MGDGXIFZDEZMICHFELBIREZBUNZPE LTEUCTRE—U R
FEXKIE. GEMEBM, MGDGHEMELLEL T, MiE. HICEMREO 7R
=2 REFFBICHLSFET 5,

AR, EheflzZE I TARMAZRPT 2D ARBIEZERBAICLYMS
REINZHDTIERL,

Ehesl 1

JUBIEGEMICEZDNARY) XS —CEBERFUHBESMROMER, )V
BBIELGEMEDHBICLEBAIMGDGDODNARY XS5 —CBHRELHEEDNR
DR, WMICGEMEDHAICE 2MG D G DEMEEIEINE EE DS
EAEROITIT 7z, FMIE. UTOBEY TH S,

(#15)

GEMIZ. BRA—Z4 D)) —DHBALL, LRIV LVER, IEX
B SHNSBA LR, FUUKARDNAIE, Signa Aldrichh S5EEAL
feo 4DD2 -THAFYRILAF R-5-=1) YEETH BdATP, dCTP, dGTPR
U'TTPIE, GE Healthcare Life Sciencesh HEEA L7, MM 2 LA F R
[3H]-dTTP (43 Ci/mmol)(d. MP Biomedicals LLCASEEA L7z, ZDHDEHZ
&, TAZATRIDLEBALL,

(1) VB GEMDILEEM)

N*-benzoylgemcitabineld, ') VE& MY TFILHDIBIERIARYIICE BiE
REY Y VB{E. X 5iCphosphorimidazolidate method {Z:8& : Bull. Chem, S
oc. Jpn. 42 (1969), p3505-3508} AFHW7=!) VER{EICL Y. Né-benzoylgemc
itabine 5’ -diphosphate& U*N*-benzoy lgemcitabine 5 -triphosphate |l Z5#
L7%ze GEM=—MP, GEM—DPRUGEM—-TPIE, ThZh, 1 BE
R T. M NHOHB DX IS S B N-benzoates TALIES B 2 & IC L W BT,

5%IC. GEM—MP, GEM—DPRUGEM—-TPD#iEIL. ZhZ
N, HPLCOHTICEL W, 99%. 96%RUIB%TH D I & MR LT,

(KU L VELYMGDGOHHE)

HRRUVLVEEZIY /—IITHHLT, T¥/—IVBRERL. ZAR
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[0042]

&, 70% T4/ —)LTHIRL. £ L TDiaion HP-20 (Sigma-Aldrich) 75 A
JOXRMIZT714—ICB Lz, ZATLDSABHELEBRISY /—IL (v/v)
BRERFEIE LRI, LEMEIOOQRLVLICERREL, ILICY
') 7347 (PSQBOB, Fuji Silysia) A5 L0 MIZ71—ITBLEZ, &
ASLAVOXR NS T74—IE, v00FILL/BBEIFIL (1/1, v/v) Tk
FL, IBIC, BT FILTHAE L, BHELAEBEDIE. X5/ —ILEAW
7=Sep-Pak C,; (Waters Corp., Tokyo, Japan) A5 AZAOX KT S5T74—T
BR LT,

REIC, MGDGASUERAEKIETEHBIE T, WEMGDGARE
Teo 28, EZMGDGOMENNIBH THD Z & =ML /.
(DNARDASZ—ET7vEA)
HIIEREOEEEEAEITBHDNARY XS —EE, @k [J. Nat. Prod.
75 (2012) p135-141] ICRBEHDOHFEICELCTHERE LE, DNARYAS—F
a, BICNHTBHEEDNARY XS —EEEAR®KIE. X#L [Biochim, Biophy
s. Acta 1308 (1996) p256-262] K T* [Biochim. Biophys. Acta 1336 (1997
) p509-521] ICEEHDAEICE LU TR L, DNARYXS—FEy, §IC
WY BFREDNARY XS —CEEEARKIF. B TEur. J. Biochem. 267 (2
000) p200-206] X [Jpn. J. Cancer Res. 89 (1998) p1154-1159] |CE2&
DOFHEICECTHERLZ, DNARYXS—En, ¢ KT«klE, DNARY
AS5—Fat@BUAERICLIYER LI, DNARIAS—EFAE DNAR
VAZ—EREBMUBEICLUIERL 7,
DNARYXAS—ERIGICEAL, JEHIEDNA (BIZE 2oFFF2Y
RX I L7 —EINEFFIRWERDNA) R4 DDANTPs ([H]-dTTPZz &
) & ThEh, DNASRTSSAT—HERUX VLA F REEICHER
L7z,

MGD G, #R4QREDMSOTEMBEL, LT, 0MEBEERLEL %
o HAERNBEDAWLY Y FIL%E, pHT. 5D50mM Tris-HCL {1nMYF 4 Z L 4
h—Jb, 50%7 ) zO—JL (by vol) R 1aM EDTA%Z &8} D ZEESR (0.05
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[0043]

[0044]

units) ERAL. 0C, 109BFEELKE, GEMXIZ) VEEGEMIE,
RINEED VEMRELIEAEK (PBS) TAMLL, 2L C. MGDGHERK
AulzDNARY XS —CEEBERRI6LLERESG L, 0C, 100BFREFELL, &
BER (MGDG-EERR) DHBuLEZ, 20uLOGEM-DNARY XS5 —
TRISKR (DNAFGERTSAY—EERCIX VLA FREEEZEEL) ICHM
L. 37C. 60EREL 7,

PREMBZ2ERWEMEZ100%ICERE L. SEEMEREICL 2HENMA
SEMEZRME L, DNARY XS —EFMO 1 841iE, 37C. 0B RVRE
BORIGEMET {S8>c#Ek : Biochim. Biophys. Acta 1308 (1996) p256-262
. Biochim. Biophys. Acta 1336 (1997) p509-521} (CHWT. Tnmol dNTP (
BRI, dTTP) BAEMDNAGE 754 v —I([CAEERICK WEYIAEF N 5B
ROEE LTEHEE L,

GHEEER OCHREEET v 1)

b~ ERERE MR T4 BBxPC-3, MIAPaCa2% UPANC-1(E, American Type C
ulture Collection 5137, T o DHMAEIE, RPMI164055H {10% FBS, pen
icillin (100 units/mL), streptomycin (100 wg/mL) KT, 6mg/mL NaHCO; %
B0} TEELE, GEM, ) VEB{ELGEMRUMG D GOMifazEEE. 96
NYA VO848 —TL— MIERELLME (~1 X103, /7%) [Tk~ 18
BEOINSOEEMeaVBERERTMT DI EICL YRIE LK, 5%C02/95%ai
r DEERIE T T37C, 72~96BFREIIEERICHE VT, MTT{3-(4,5-dimethylthi
azol-2-yl)-2, 5-diphenyl tetrazolium bromide};B/&K % RIXEREOD. 6mg/mLZF
THRMLU, IHICKIEMZEEL /2RIC. DISOTEMIEZRTRE L, &8N0
RAE (Agp) Y4207 —K)—=4—ICLYRIELT,

(PRMN—= &R LEMBT v 241)

TRMN—=RAFEIE, XHAIOFy N THBAP0-Direct™ Assay Staining ki
t (BD Bioscience Pharmingen) Z®B L TDNATZSIXA Y NPy EAICE
Y EEff L7, APO-Direct™ Assayld, 7R M—2 R L TLWDHIBEOBTH
{EDNAZFITC-dUTPIC K UER L., ISICEALT7O—HA1 X MY —THRIE
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$5HETH D,

ANERFITIE, 24857, GEM (50nM) TRLIE L 7-MIAPaCa2, MGDG (7
0uM) THLIEL /=MIAPaCa2 R T*G EM-MG D G Dl THLIE L /=MIAPaCa2%
FA LR, ZUEELSMBIE. M) T VAEBAEITVL, I SICPBSTHEL L
o REEFESMARIE. 152BDI1%/NNZHRILATILTE R, IHIC. —BRO—
20CTDI0% Y/ —ILICL ZEENIE%Z1To 2, ZEELLEMAEIE. 3
0. HIZFITCZELDNASRY VY TARRISEE L TEBLE, E&ZFEEL
=B HAEIZPBS THBBIH, X 51CCellQuest ¥ 7 T 7 (Becton-Dicki
nson) IC&YHA MXKNY)—FT—4%Fk, 8. CellQuest VI b7
HHEALT, 2MiEhOREEINLZEDZ 7R N2 2FEMEE L THUE
L7z,

[0045] (1) VERIELGEMICEBDNARY XS —EBZREHBAEDRDIESE)

HABEDODNAR) AS—EHFEL 1 5EENSFEELTHY., 7I /B
BRI OERMECHEDCHELUMNSA—, B— X— Y-0D4D0D773Y
—ICAEINTWVWS, KERFHITIE, EDNARIAS—ET 73 —%HK
KLTCDNABRRBEDF4HDNARYAS—Fa (B-773I)—DNAR
JAZ—F) . SMIVRY)TPDNAEGHKZHEOIEINDNARY A S—Ey
(A—77XY)—DNARYAS—F) . DNABEROE FDNARY X
72—tk (Y=-773I)—DNARYXZ—E) ., DNAEE - @82 ED
ZY RDNARYXZ—ER (X—=T73I)—DNARYXZ—E) AL
7=

B3ICRTLIIC. GEM—TPIE, HHEDDNARY XS —EBRE
MERBBAICHAET 2 &5 L, —H. GEMIZ, DNARY XS
—PBREMZHEEL VW &2 L, DNARY XS —EBEREHE
=HEIF. GEM—TP, GEM—DP, GEM—MPOQJETHB &bk
BL7e GEM—TPODODNARY AZ—Fa kT y OBEREFWUREEZIE. D
NARYAXAS—EB RV k DEREMBEL Y EEH o7,

TR 1OHRIE, GEM—TPOEIED 1 1FEEDODNAKRY A 5—
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FICH T B50%EERE (ICfE) Z2"d, GEM—TPIZ, DNARY XS
—YFa, B. v. c OEFRFHEELITTHRLL., DNARYXS—HES, ¢
AL e N, cDBEREUBEEEET S, ILHIL. GEM-TPIE, XK
CYZ773IY—DDNARY AS—FIINT 2BREMEEDRELEL T
. B773XI)—ODNARY XAS—FIIT 2BEREMHEEDNRIENAL ET
HhdIEEMRB LT,

BlEicEY, YUBIELGEM, ICGEM—TPIZ, DNARYXS—+
a, 8. eDELOIRDNABHBODNARY AS—FOERFEE L VR
JEET B EEHE Lz, itk )V UVBIELGEMABRIM D E L
TEUDNARY AZ—EHEERIL. BNAEDNAR) A S —EEREMERE

EMREET .
[0046] [K1]

Mammalian pols 1Csg values (uM)
GEM-TP MGDG
[A-Familv]
Human pol v 7905 35121
[B-Fanuly]
Calfpol o 3703 220=x14
Human pol & 3803 19912
Human pol ¢ 34+£02 1.7 =07
[X-Family}
Ratpol B 18511 =200
Human pol A 18912 >200
Human pol ¢t 17210 >200
Calf TdT 20112 >200
[Y-Family}
Human pol n 153709 =200
Mouse pol 171+ 1.0 >200
Human pol x 16016 >200

data, mean = SE (n=3).

[0047] (GEM—TPICLBDNARY XS —+ o DIEE#EDHER)
GEM—TPICLZBIRMDNARY XS—EFDERFUEE (I,
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[0048]

NARUXS—Fa, 6. eDEILDNABREDBANLDNAKRY XS
—EOBEREMESE) OA NI LE2HE L, KIS, MGDGODNA
RO AZ—ELOBREMEZSICH T 2EEA DXL EEEE L L, S,
LTDRY Thd, 2H. SEMHIELDNARTIDDINTPsIE, FhEh, BXR
SEMEEDEREMBITDLDIC, DNAFBRISAT—HEBRPXILFFR
HEEICEA LK,
TRR2TRLET—YR#FEH IOy hTRLTWS, GEM=TP®D
NARYXS—F a DEREMBEEWRIE. DNAGR TS v —EEIIH
LTIEEREMBAETHD I & 2HERA L, BRERS, KnfElX7.80 uMT—E T
HHMN, —H, naxfBIEGEM—TPEELREHITHEILTWD, Fk,
GEM—TPODNARY XS —F a ODBEFREMEEMNRIE. XILFFK
HEICW L TIIEREAETHD I EEMEA L, RER S, Vnax{E(X29. 2pmo
L/hC—ETHDH, KMfEIFGEM—TPEELREHICERLTWS, Dixo
nZ0v hHASESNEKIEIZ., DNAFBR IS v—HETIH.BuMTH
Y, XOLAFRREETIE0.6TuMTH >, §bbE, XU LFFREEIC
gD Kiflld, DNAFRE S v—RBEICHT2KiEELELT, K2
BEWCEEZMERLE, ThiZLY, GEM—TPIZ, DNARYXS—F
aDDNAGRTSAv—BHEDOHEASM LY E XV LA F REEDHESS
LIS L TBWEMMEZR L 7,
MGDGODDNARY AS—F a DERFHBEEMNRIE. DNAFE TS
AY—HERUCX VL AF REEOEAICK L TEIERBMBEETHDI I & %
MR L7, £/, MGDGIX, XV L AF NEEDHESBULY HEDNAR
JAS—FaDDNAFR TS/ v —EEDEESEMICH L THI. 3ZDHL
HRANMEETRL
BEICEY, ICTP7+OYTHBGEM—TPIE, dCTPEFHEALT. DN
ARDVASZ—FadDX UL FdF FEEOHESEMEERL. —H. MGDG
EDNARY XS —FaDMOIBLICHEAT DI EERH L
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[£R2]
Conc. . K, Vo™ £ S
Compound (uM) Substrate M) (pmolB) (M) Inhibitory mode
0 N 356
DNA® 78
. template- 7.80 | o . 135 Non-competitive
- primer 8.3
: 13.9
GEM-TP —
0 .65
Nucleotide @ 22 29.2 0.67 Competiti
Nucleotide 625 92 67 ‘ompetitive
3 [1.1
0 o 356
5 DNA ™ . 29.4 ) 3
i template- 7.80 508  Non-competitive
10 R 20.0
s primer 53
MGDG 0 292
5 Nucleotide ¥ 1.65 125 644  Non-competitive
i > ¥ . R NOIT-CO INY
10 8.00 o

5 5.88
Y These data were obtained from Lineweaver—Burk plot.

¥ These data were obtained from Dixon plot.

) That is, activated DNA.

@ That is, four dNTPs.

[0049] (V) VEB{ELGEMEDHAICEZMGDGODNARY XS5 —EEEFEFMHE
EMROMEER)

ERICEY, GEM—TPILLBZDNARY AS—F a DIEE#EIE. M
GDGICLZDNARDAS—FaDEEMBEITELRD &R LT
ZZT, GEMEDHAICEBIMGDGODNARY A S —CEEREMRE
MRIE, Y UVBEGEMEBMXIIMGDGEHMDDNARY XS5 —FEBRE
MEZMRELERL T, W & Z2HR L, FliE. LTORY TH 3,

MGDGRUGEM—TPZEVBERIE. DNAKRY XS —FBEERERRT
DNAGBRSSAY—HEEXILAFREELASUEEDNARY XS5—
ERIGKRE., TNENOC, 109ERIREL. TDOERAEZRES L T37TC, 60
PERELTHS., EDNARY A S —FOEBREFUHZANELE, GEM—
TPRUMGDGOEEIF. ETnTh, EDNARY XS —HEIIx L TICH®d
O RU20uME L,

GEM—TPICLZRMBIIEDODNARY XS —EDOBEFUHEEDRT
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[0050]

HDIC,DEN%E, DNAKRY AS—CHEEHEIED1E LT, MGDG#
BOENEEEIEG, HFICMGDGRUGEM—TPH#ROMENENHEIE %
B4R,
MGDGRUGEM—TPHABICEZDNARY AS—Fa, v DERE
MREEMRIE, MGDGEERVOGEM—TPHMICEIBZDNARY A S5—
o, vy OBRREMHESWRELBRL T, ZhTh, W3ERTH2EBEA
27, INLDERIE, MGDGRUGEM—TPHRAICEEZDNARY X
S—ta, vy DEREUHEENRIE. MGDGRUGEM-TPAZhZEN
BRBDNARYAS—CBREUHAERELZE TSI EICLIHERDRT
HhdIEEMRB LT,

PEICEY, VVB{EGEMEDHRICEIZMGDGIE, FEICENAD
NARYAS—FPBERTUBEEDNREZET DI EZHR L, ThiZL Y,
) UBBILEGEMEHAEEESINEMGDGEEMA L E LTELDNAKRY
AZ—EHEHIZ. BREZDNAR) AS—FERBFUEENRZET 5,
(GEMEDHRICL 2MG D G OIS FEHNEIE M DHEER)
GEM&EDHAICEL 2MG D GOEMAETEMNGIEEDER 1T o7, &
HiE, LLFO®BY TH B,

3FEEDE NEBEMIER T B5BxPC-3 cells, MIAPaCa2 cells & U'PANC-
1 cellsid, M5 AICRTRYDGEMBRUMGD GORERY Y 1 —JLICHE
STHMIBL, ISHICUARBMBEL. REBRINTT?Z vy 240 ICL Y lEHZRAE
L7z GEMRUMGDGOEEIF, ZThEh, LDD¥ 5 KRU20uMZ L7k
GEMICL 2R MBAICH T 2B HDIC,D¥ 9%, 1& LT, GEME®HD
EXEMES. MGDGERBROBRNEMHEE, ECICMGDGRUGEM#H
RoBEHEEEZKS5 BICART,

BM5B (c) OERNISHALANRELDIC, MGDG%, GEMESHIIC,
BE5T2EICLY. FBECRVERBEMROSHEZRT & ERER LK,
MG D GRU'G EMBHRIC & 2 EMAIETEIHIEEIE. MGD GEBRUVG
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[0051]

[0052]

[0053]

[0054]

EMERIC & 2 EMABEINGELIEHE SR L T, PR e 4 BULEOUR
TR EZERHB L,

MEICEY, GEMEHEAEDLETHAKEINDIMGD GZEMND &
L TEOREERIIE. BnoRiigminslEitz=g7d 5,
(GEMEDHRAICE Z2MGD GOEMIET7 R h— RFBDHKER)

GEMEDHAICL Z2MGD GOEMEEEIGIE. PREN—XFEL
TWEHMEI D% NERERMERER TH DMIAPaCa2 cellsZAWLWTHRA LK
o EEfllE. LUTDBEY TH D,

MIAPaCa2 cellsid, 70uM MGD G TMIE L, #HL THWIEI128E/E%50nM G
EMTRIBLT, IH5ICAET 2ER&IC. 7RM—2XOMAE%ZAPO-Direc
t™ Assay Staining kitRU'7O—H4 XM —%ZFRALTHAELE, &8
. RAIEBDMIAPaCa2 cellsD 7R h— RMRBEDEIE%E 1 & L,

B6ICRTLIIC. MGDGRUGEM#ERBSICEZ 7R N— AR
HOEAIE, MGDGEMRUGEMERICELZ 7R MY ABEHOEE
EHBLT, PREEEIF[UEDT RNV R EFELTWE I & AR
L7z,

BUEICEY, MGDGRUGEM#RBRKSIE, EMIEO7RMN— 2%k
BICRFELTWD I EERH L,

Ehef 2

(ETIRIRST & DHBICE Z2MG D GOEEEEDESR)

MEHSEE & O AICL Z2MG D GORMEEEHEOHEE. b MEEEM
fREBELLEYY A ZRAWTHER L, &FllE. LTOREY TH 3,

(#15)

FE LY R, B ABF4EERDBALB/cAJcl-nu/muX — R R & L
7o

fER L 7= XHSBHEE L, MBR-1505R2 (AL AT« 1) XRBHEBEAHEA
L7z,

(b EBEER BB Lz~ v X D%ER)



WO 2014/010742 22 PCT/JP2013/069220

[0055]

[0056]

[0057]

[0058]

b NERSEMRE T4 BMIAPaCa2% 2 X 106cells/100mLIC A % & S (CMatrigel
FIRE LT, MIAPaCa2%= & Matrigel 2= FR L 7=,

AIECMIAPaCa2 % Z O Matrigel 100ul%, HIEEX — RY T ADREDMIFIRIC
FALT, BEEA10mmKRZE ISR D & TRBEVA L 7,

(PSRBT & DHRICL 2MGD GO EHE)

PBSICAMN L7IEMGD G100 ul (359 25MGD Gld2mg/kg) %, B7ICE
BDYALATT 12— )LITA>T, BESMIMMKREEICLR>HX—RKRYTR
DEEREMIC2EES Lz, I51C. 2EERESH, S24E/MEIC. YT R
DOEBHMUNZITH/N—L T, BEERICDHA56y (0.7Gy/min, 150kV) BR&
LT, #ZBER L 7
(HEHS R & OHAICL 2MG D GOMESEHOERER)

BIHRRA B D E Y D 2 DIEFIBTEHMR R CBIHERHFEZ 1 BOEY TR
DEEDEE%Z., ZnTh, M8 RUE9IIRT,

K 8 (LR Y fEEIBTERIARIER A SR O AV & D IC, MEHRIRS & DHFRIC
& ZMGD GOHMEEEESRIE. MGDGERRUCKIHEBRNEMOTE
EEMRMRELBR LT, W2.EOMRIHD & aARB L, £, B9IC
TIRYVADEZEOEENSHLANRELDIC, REHRBH & OHRICES
MGDGODIFEEINEYTTADEEORAITIE, DY A &KL T, 3
BIDNIWZ EERERE LT,

BLEICEY, BIHREBE EOHBICL ZMGD GOEEIE. BhimnEE
BEEEMHURETT. £2T. KHREEEHEAGDLETREINEMGD
GEAMMS & L TCEUEBEAEANESR BN REEESSENR
589 5,

ErEHl 3

(GEMEDHRICEL ZMG D GOMESEMEDHR)

GEMEDHBICLZMGD GOmEREEEOHER%Z, b MEREME%
BHELEY I XA AWTHR L, FMlE. LToRY THhHhd,

(#15)
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[0059]

[0060]

[0061]

[0062]

FE LY R, B ABF4EERDBALB/cAJcl-nu/muX — R R & L
7o
(b NEREEMREZBHE L~ D 2 D%ERF)

b N EEREE IR T 4 BMIAPaCa2%2 X 105ce L Ls/100mLIC 7 5 & S ICMatrigel
FIRE LT, MIAPaCa2%= & Matrigel 2= FR L 7=,

AIECMIAPaCa2 % Z O Matrigel 100ul%, HIEEX — RY T ADREDMIFIRIC
FALT, BEEA10mmKRZE ISR D & TRBEVA L 7,

(GEMEDHRBICLZMGDGDIREHE)

PBSICAM L7/EMGD G100 ul (359 Z5MGD Gld2mg/kg) KRUPBSICA
ML7ZGEMI00uL (%59 % GEMIE2ng/kg) %, B1 OICEEHDY 1 L
AT a—=)IlR>T, EENMOMKEREICR 27X —RKY Y ADESFRT
IC2E33%5 L,

(GEMEDHRBICL ZMGD GOMESEEDOHIEER)

GEMRUMGDGOHAKZESHOEY T ADEEEHEMRER 1 1T
ER

11 ISR EREERERO SO ML DI, GEMEDHAICE
Z2MGDGOMESEEMR (I, MGDGHERE LAZICGEMERSL
72%E) &, MGDGEBRUKRIHERNBEROMEREEMNR &S LB LT
. WELLEDMREDNH D & MR L T,
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“0”  document referring to an oral disclosure, use, exhibition or other means combined with one or more other such documents, such combination
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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.: 8-11

because they relate to subject matter not required to be searched by this Authority, namely:
The inventions of claims 8 to 11 pertain tomethods for treatment of cancers.

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

payment of a protest fee.

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