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1. BY

1, 2—VA X F o OYBRREFHEMEE, T v A =—X 22 % —fiiffisk CHLIU
AR A VY, R R EORENE M LI T, RENEMAA AR T M OSEReALER L 24 RFfATAL

IZX VR LT,

FRIRIEFE AN ERER B TR T T COERSE(}C RPD 2% 50%LA T & 7¢ 2 HE5iihn ]
ERET, HTH LB SN -T2 Enh, YRR HEERNE 910 ng/mL % Hi i
& LIZLU Ak 2 OFF 3 FHEIC TN L 7=,

YR OBIENTL, Y RRERBRICIB W TH T TOMBEERIZ T RPD 23 50%LL T & 72 51
FEIIHISGBO DN -T2 e h, EAENGER L3 HETITo7-. kR E LT,
TR T ORI R IR OGP ERT R 25X T 72, 2 OREREZ LN ICERNT 5.

I HERENBEREOYEROBIEETIE, T X TOBEEIFI B TR OIS L H
BT DA HEBBERE Y, WET — 20 BEH Ukt o L dhE IWT%D,ﬁﬁ
FHNCAH BN OB b o 7o, FRERIEREORETEMELAFIE T 910 pg/mL @
RRICT, BHUROHBIBEED, MR L g U CaEEIEM L. UL, F5A
DB 1.0% & ST — 2 ORI UMt o Lgh#ENTH 5 2 &, Bt
FROREER D BB AN 03% RN E D, Z OHEINIERENZR SO TH O AW
(ZEBRO B BN TIL7e &I U7, ARERERIE O MRBHE A LFLE F o2 Otho
&, RENEHACIEAAE T M ONEGeALER Y 24 BRI LBR OSSR O HESEE 1T, T5 57 —
&#%%ﬁbt@ﬁﬂ%@W@“IWf%D,ﬁ%?m ICHBEZREINHERD HNRho
7o BEoC, HEBRWEIERIC X 2 Yt R OREE R T 2 A5 5 e & OSSR O HEAERE
i, E%?%*ﬁ%@ﬁM%mbfw@wkﬂMLt

2. [EMERRROYLEIR OIS BT 20 T DRI O BIRO BB 1L, T X COMEESE
HHIZBW T, %%?—&ﬁ%%mbt&ﬁﬁ%®£@ﬁIW%Tbt

3. MR O YL R OREE B 2 AT 2O MBS, TN CTOLBEEICIBNT
WET — 2D DEM LB RO LN 2R L. it,&ﬁﬁ%k%@bfm
FHFHICHERENEZ R LTc, 2o OfERIE, BB E I N2 L 2T,

LU EDRER IV, RGBS TSRO TR B 3 R R AR 2 A ST S LT



17K5288G
RERERE
1, 2—URA MU=y o OIFFEERMIN A D Ye ok s i R
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17K52838G

ABRE

1, 2=V A Moo OYIRRETFHRMEZ, T v A =— A LA X —Mlilsk CHLIU
iz AV CRa Lz,

JEA TS

R - IR RIER RS EGE (LWL xR E
T100-8916 HAA TARUHXERDES 1-2-2

TEL 03-5253-1111 FAX 03-3593-8913

VIvI T oA T AR VI v s A )T s —
T408-0044 [LIZLEILALT/INIIRET 10221 % H
TEL 0551-36-2455 FAX 0551-36-3895

AREEE

HERRFZEES, EARES, Vv 7 77—~V A o A4t

HYEEE
AR E
W AT
PR B B
FERE N
ARERIIH 20174E 11 H9H ~ 201843 H 20 H
ARG LG H 20174511 A 9 H
FEERBA A 2017411 H 9 H
FEBRIE T H 20184F 1 A 17 H
AR AR H 20174£11 H9H, 12H 14H
TAfi R BR Sk B 20174E 11 H 16 H
BRI E SR EAR
ARFuREFE A 2017411 H 17 H
PR ALER H 20174 11 H 20 H
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E MR H 20174E11 A 21 A
RN N

AR RETE H 2017412 A 22 A

BRI AL H 2017412 H 25 H

FEARVER A 2017 4= 12 H 26,27 H
AR TR 20184-3 H 20 H

10. GLPEUNHA FF A4 v
ST L7~ GLP :
CHT R L S 2% 2 5kl % S5t 9~ 2 Rt s (S B9~ D BBl DU T ) GRS 0331 58
875, K 23-03-29 HUFE 6 75, BRERAEZEES 110331010 5, k2343 H 31 H)
WHLEZHA RTA
CHHUE P S AR DR BR O JTIEIC DN T CGERESE 0331 55 7 5, Fohk 23-03-29 BUEES
55, BRERFEEE 110331009 5, Pk 23453 H 31 H, #AF 122155 175, 20151209 HJ5
B, BRI 1512211 75, PRk 274F 12 A 21 HIT &L 5 —FdE)

11. REBREHRE I DRTE

RAFGPT © Y3BREsY, BEMR TR

RIFER : RBREHEE (FA)
PR E DO E, FESE, EHICEIT AR08k
BRI E ORI B B R
RO E B B3 D RoEk
Rk D SNt (2 B8 5 Rk
BefeisE (FA)
Z Ofth GLP IZHUE S 5 Rtk

PRATHAM - BRBRIE T1% 10 4ERIRAT
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12. $EBRWE Kk O FRE

12.1. #BRWE
A1, 2=V RARFLITHY
CAS %5 : 110714
EEE B MAEIE 75 « (2421, (7)-1321
M © CH;OCH,CH,OCH;
TS

/O\/\O/

o N5 1 TWP0974

BE TR OATF R - ek T¥pCA4E, 20174610 A 26 B
i & : 256.05 mg

HEE : 99.9%

A DL OREE . KB

yF-E :90.12

Rl : -58°C

WA 82-83°C

ZKSJE : 64hPa

FARIZIUT DPRIR - MR ORRIA

LEME  RERFETCLE. RV EET 268200135 5.
VR KON A F LAV ARF U RICuEfR D

VI COZRENE KR AT A2 RF L RICRE "

Bl EOVER « 5IAMERIR. BAEMEWE S L BT 5.
PRATSRA: < O, #EE, FIR(15~25°C)

TRAEGRT « 3 3 B F2, MeiidifdsE, FIRVEE FrAHiFE @ 15~25°0)
PRAFHAR : 20174E 10 A 26 H~20174F12 H 25 H

PRATHIRI OWEE (SEHIME)  : 16~20°C

PR OB SRR T, PR EERETE B

1) TfRMEABR DFERIC X D

122. [EHERTRSE
Pt BRI, SRR OFRBUCAER L7z FReosgt & L7z,
AR AARERR 1S K
2 RS 1 61101D GHEREEGFEIHIEER), 70201D (Yt A B 5liR)
BHATT « BRSSR S T34t

123. BEtERmE
Pt VLY, SRR A O 2 Ye R B RBR IV STV D TRED b D &l
ML
£ ¥k Mitomycin C (LA MMC & li%9)
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2y &5 5TTAEE
ke - W AREE U LSt

4% 1 Cyclophosphamide (VAT CP & 15)
oy FEA 4427
o0 HEP PSR Ut

13. #BRYEIROFAR
13.1. B
AWERVE DOVAIEY, TAERBROFE R L 0 RE U=, IaftEakBud, B ASKR 5 S K
KO AFIVALERF T R (LT DMSO &8 ) 225806 U 7=, it o gRRuR I,
AYERIE DIy T8 90.12 TH D Z Envh, HARKRE HEHNH/KOEGEITR 01 MITHYS T 5
9.1 mg/mL, DMSO DAITHK 1L0MIZAHY % 91 mg/mL & L7-.
FTE R DOWRWE & FRFFER L7=. 242 9.1 £7213 91 mg/mL DIEEIT/2 D K 5 SR EE% N
Z, BRRIZE0FREN, TR D SOGE DA K OVRIRIE 2 fEiR LTz, & ORER, AWBRWE I
H A5 TS AR K OVDMSO 126 U TR L, EESIR~ DRI THIRM LT~ £7-, #H5Bw
B LV & DFOSHEIZ DWW TIE, WTNOBREEIZBWT S 3B BTz, 16T, Aur
WEIZZ NS DB L TRETH D LIk LT,
PLEDOFER X0, W E OV RIS DD 2 & BRI~ DRI T HOIRE L= 2 &,
F I RDERD HAIVT AR E N L ETH D EfWrESND Z Enb AARSKFE IR HAKE L
7-.

132. PS5
FHEURE - R L 72,
FIFEEHR © MR TR o T,
RERR . FPELUT-SRE OREE, WSINT DB ED HER-.
PR . FTEBEOWBRME 2R L, ZhiC BAKE T ES K EZ N2 CRfifs &
9.1 mg/mL kAR U7, (RAEOWEBRWEIRIY, i OWSRmE iR % Rk
H AR 5 K A U C B AR LR U 7. B % O i i &,

JRYLEBEE) & LTI LT,
AR & ORI E OFFEE, &R O ORINEZ FRlord.
RERIX 5y T EfE(mg) R mL) | ¥SINE(mL)
HE RGN R 64.64 0.080 7.023
Guta RS H R BR 124.46 0.150 13.527

14. Bt RME OFRR
BT R, & 60> U H AR A BLAIENRL  (Lot No. 60215D % 7213 Lot No. 7D261A,
PRFIR L THRRASAD) 12 MMC DA 5 pg/mL, CP DEFA1T 0.5 mg/mL DL THR S
-80°C IZHFEIR(F LT b D%, HRHIMER U CHEH Lz, M IR E R OB RIR A~ O &
X 1%0EIG &L, ABEREL, 1 TFIEREEMRZ A0 Rk R E BRI S TWD T
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FLOWEE L L7c. BHROFREGIE TR ERIT, YRR & U TR LT,

moom o & e | TR
FIRTLELE D IEE (LI MMC 005
RV (AR cr 50
AL BT IE(EAETE P QARSIAE) MMC 005

15. f# FHERE

AR, ARFEEORGBERERBERMES, HROLZEE L OHERMEN R, Rifin
HgRIR & <7< (e — R 25K), Z< Db mEIcst LR m <, 1%
FUERASE 2 FAV 2 Ye R B BRIV ST D FRE oM 26 L 7-.

A - METF v A =— RN A X —Jfi Sk CHL/IU A
HEANIE : DS 77—~ A AT ¢ DRSS
ZHEH : 201748 A 22 H

FHAQERA - 11.2 e

~Aa7T X~ Atk

Pt (AT — R 1 25K

kA - 21

16. BERIRR OBERE&M

BRI U7k oAk 2, TRtloRd. MY, 60mm 7 L— &2 V) 37°C, CO, i
FE 5%DRIE T AEEERE (BAN-111, #3422y 7)) THEEE L.
Eagle ® MEM W& LS 1, ) 445 mL
Lot No. TWL7005, TWJ7025 (Frytifizse T3rka4t)

A= (5000 units/mL) K TAZ L7 <A 2 (5000 pg/mL) Sl
Lot No. 1864851 (Gibco)

ARV, FEE L 50mL
Lot No. AZM197211 (Hyclone)

17. S9 mix
17.1. S9

S9UE, AV = AR THERASH I VAL TR 7 v MF S92 vz, S9i%, fif
9% £ T-80°C IZfRAFELT-.
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T E) Z v b : Sprague-Dawley &
P, s, R 1, 7k 2044+£82¢
0o RER 17080405
BG&EH 20174-8 H 4 H
e Phenobarbital (PB) & O} 5,6-Benzoflavone (BF)
PB: 30mgkg 108 (1 HH)
Be G K O G lalE 60mgkg 31 2~4 HH)
BF: 80mgkg 1181 (3 HH)
551 RN -
BHE®E 19.8 mg/mL S9

172. a7 77 Z—¥EROFEL

a7y 7 E—%, Fva—26-U U (G-6-P) LU'NADP (4 Y = & VPR TR A1)
EERA L. IEREO a7 7 7 X —% AR E L, 221 B ARSER G KIS LT
MgCL VAR, KCI¥&H M O\ HEPES #21E% (pH7.2) & FitDEIE TRA L, TEEIKE (00.22 um,

Millipore) L7-. FA L7277 7 ¥ —¥aiklE, A3 2 Tk R CHRAF L.
20 mmol/L HEPES #% X (pH 7.2) 2mL
50 mmol/L MgCl, I mL
330 mmol/L KCl1 I mL
50 mmol/L G-6-P 1 mL
40 mmol/L NADP 1 mL
H AR 5 5 K 1 mL

17.3. S9 mixDFFEL

80°C IZHHFERAFE LT SO Z R L, 27772 —L 3: TOEETEAL S9 mix & L

77. S9 mix 1 mL FOFARL A DL ISR,

S9
MgCl,
KCl
G-6-P
NADP

HEPES #&#7i%z (pH 7.2)

18. FREASIE
18.1. FRABAERR

0.3 mL
5 umol
33 umol
5 umol
4 pumol
4 umol

AL L 72 SO mix 1 F, T2 £ THIE R CRAFE LT

AR, MG TR I FABR K O (R SRR FRABRIC & 0 3230 L, Yt/ SR H 7R O H BB 3,
FeHFE IR RABR ORR L 0 BRE L7e.
MUEEEFEAMR RS K OB R SRR S, R EORENE M LIREET, RS L
FAE T M OVEge AL 24 AT &0 2k L 7=, ARARHEZRanRER <, #m el io M
BHIEVOTL—MUT 1S L, die LTataiasidz. BaRRERRTIE, HiR
WELBROM&EHT-Y OF L— ML 3L L, 2MAREAREROERIZ, 1 i Mlaigag

-10-
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ORI, R E LT, 3N TORBRRAFIT RN R OB R 2k T 72, IR
M OBHER RO T L— MU, BERELEE Rk E L7z,

18.2. HfarEsEsR
HITHETEERIT, YR AER B LA K O BRI BT ALER % DB IRAE T REO M) bR 35
FEXFEMBRAE RIS INfE 5. (RPD) & L7-. #SR B ALBEBRAGIRF MRS, FarEcIIE, #5w
BR OB IR & 138722, W B ERBRAARF O RIS E I B Uiz 1 7 L — ~CRHll
L7z,

RPD= (M5 T + A S I1%L C)<100

MR I - [log (5 T A AL BEBR AR IEL)], log2
MRS AL T « PR B AL EE ORI SR A gk

AR FIRENIE C - MR oA AR Rk

18.3. FHfCHERENHIFRER
183.1. FAEEpE
AR TEIN R O FH &Y, 10 mM IZFEY 3% 910 pgmL Zigm A& E L7ZLU T AL 2
DOFF10 HEE Lz, FRM IR OB E R OMINELL, B8RO 10%E L.

183.2. #RWELE

4x10° JfE/mL OAMIBTEIER S mL 2 #5658 L, 3 QRIS Lo, 5k, W L 7oaadscG -
D7 L— b OFREE A FHA U7z, R AEE O RENSTELIEFAE T it Sk 2 & WY
27mL & L, ZAUHESRW BN A 03 mL N L7z, SR AEREDORENEMELFFE T ClE, 5%
FRZREIRY 22mL & L, ZHUZ S9 mix 0.5 mL M OB ERZ 03 mL N L7=. W5
BB 6 RERIEEE L, 6 FERIRICHIIEZ £ vy o U UERkRER (pH7.1) THew, #r
ERRESRIE SmL 2N %, & BITH 18 IRFfHIETEE L 7o Al A 31 U 7. e R0 i 24 IRFRETAL
BECIE, BEEIRA 4.5 mL & L7CRRICHRE IR 2 0.5 mLIRIN L, 24 RFfijEsE8 U 7o %l si 2
FHAIL 7=, SR OFTH OF B IR BRI K OS2 TREICBIZZ L, KR THROB
BAENTHOEE L=,

18.33. AIRHEFHEROHE M
0.1%EDTA-1.25% b U 7> o CHifa 2[RI U, MRz 5l L7z, S0 -fisa kv, §H
BEDORPD #HH LT-.

184. ZuEAREERER
184.1. FAEEpE
ARSI RBR ORGSR AR Thom Lz
ARYEREE, TN TOMEEEAHIZISN T RPD A8 50%LL T & 72 2 BEGEHNH] 20 &3, W
BOFH W T ORI T HBIE S Lo Tz,

.11.
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P EOfER XY, et agio H &ML, 910 pgmL i@ EE LIZLLTFAk 2 OF
3HEE LT

18.4.2. FHEBRR(E
TR B AR Ky OSIRRFER OB T, |18.3.2. FEK TR8.3.3.H8 & [FkEI AT - 7=

1843, HAAMIEAROIER
FRR AN 2 KRR, 2L I R (Gibeo) % 0.2 pg/mL OIRETHEM L. K9 2 FEf#E
0.1% EDTA AN 1.25% ~ U 7" ARG 2 [EX L, 1000 pm C 5 43filizC LT BIGEE2ERY
BrRUM=. 0.075 mol/L¥E LA VU 7 AR ZINZ CTI05MEKIRAER L, BV TREER (A % 7 —/V3
ez 1) CEEL. EEL-MIEZ A7 4 K72 R TFL, EKigsE7. 7L—F
W20 2K DOYOMRIEARZERI LT, AT 4 K7 TR, 7 L— FEFERRAL, Flik 2%
X LPHET 20 S Lz,

18.4.4. #lExkte
Yufa AR DBIZ T, TN T OAFRSAEIZ I T 50% %48 2 5 M RHEEENEI A58 SR>
722 emb, TRTOUBERSELHICB N Tm A& Ok L= 3 HET{T-o7-.

184.5. Bufa{iEig
POROBENY, B EHWEa— REBEM LIZERIETITo 72, £, ROKOEEIT
JORF LB E 2 JEl, RICHGEREDNRTIT - 72, YR OREERTEIE, 1 71— F %72 Y
150 &, 1 HEH7=0 300 HD B YL T2 /APl (Qetffsh - 23~27 K) A453F 1000
FEDTAMEE T CRIZL LT-. EEIE, 53R 200 BOHMEE FTFL— FH7=0 20018, 1 &
720 400fE 2 BIEE UT-. YR B E O L OV 2 LU FIOR T ASIE R 2R ofiiuiy, v v
TOHREAT LA G DI (tgap) &, FORWES (gap) IZXBILCERL, Yt
RBZAERORML, XX v 7 OREHET HMILEE DRV GERR T 245 5 Mino HEBIAE
FE (-gap) 12X VIToT-.

QR B H D53 S O
Qe RRUERE | Qe (RGN (ctb), iy ARRIscHi (cte)
RS Gufa (RS QRGN (csb), UeafRRIZZHR (cse)
Z OO Wrife (fig), ZEORE (mul)
B Se (o— NS 38 ALLL) | 55K (pol), EZPEIN (end)

18.5. F&A
7 L— ML, AMAEIZHPEA R B HNWT T L— MR SEFIOR LT, AT KT TR
IR 5, AUEES:, AT A RESFMOEAER A 2R R L2 7~ V2 Lz, &z,
BB ORAT A4 R, BRBEE, WS, a— PSR OEAERIH 2FR L7 L
AT L=, a— REEIL, &L (Microsoft®Excel) % FIVNCHE/ELIZE| Y (H1F7-.

-12-
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18.6. RAtFHIALE
BRI B AR K ORGPk R DA BB % A 2 MR B O BUAR D IHBRBEEE I DWW T, D
LT Yates DIEZLE D REZEM L, YR & OZEOA B2 A BAKUER R 5% THAT L
7o, BB EALERIC OV TCIE, HERIGHEZ Cochran-Armitage trend test (R /KAER I 5%, &
PEXTIE A Brde) T L7,

18.7. RBRDOEIEMH

TROLMEAZ LTV AHAIC, RmBIT e L.

1) Bttt B OOMEE B 23 5 AT R OMER R HBREES, 557 — 2 okttt (R
[EE) oEswmEAIcH2.

2) Bt OMEE B & A DM R O ER O HBIBREE 23, 15 87— & OBk R
DIEBHIAPI % .

3) BB OOMEE B & 3 2 MR o BB 1Y, FatEst IR & bl U Ctat o A i o B
MLTWA.

4) PREREALF RN T, 2 e 300 2B LI-HEN 3 HEL ESH 5.

18.8. &R DOFH
HEE IR R O 1Y, MR 2 AT 2 M £ 723k o HBUEE S 7T — & Oz
PEXHIROZEBHEEIH 28 2, > PExt i & bl U CREEHAICE IS L, Z o8&
(RIFPEDSTRD DTG AICE S HIE Uie. W& R 249 2 M & 721 3R 8 o B AR EE A3
BT — % ORMEHROZBFIFHN T, 23 DfarEx iR & bl U CRERHERIICA B A28
5T, HERISH RO bV WIGa I & e L.

19. RBEREUER

1, 2=V A MXTv ¥ U OYRBEFRESL, METF v A =— XA R ¥ —filif 3k CHL/IU
AR Z AV, R EREORGETE M LIEFAE T, (EREMACAATE T R OV AL ERTE 24 IREfHTAL
BT XV REI L.

AERVE S, YetfR B E BRI Z B\ T T OIS T RPD 23 50%LL T & 72 2 HE5i i
NERD BT, P bBIREINR2-72Z E0vD, 910 pg/mL Z e &L L= 3 & (228,455,
910 pg/mL) & THRAARDBIER AT o T2, F 70T T OBRGZ FEch HE K 5 Hx R A 3¢ 1
. Yk BB OMIEER 2R 2, YekRERRofm R R R OBEIRT

YR OBEITBNT, WEEOMERE 26T 2O LB, 587 — 205 HH
LT bRt RO EBRIRN Co 7. £77, FRHAICHTE BN bR D inoTe. kg
FIALERE DTS LGAET 910 pg/mL O EIZ T, FHEIROHBBERE DS, FarEctif & b L
THFHFRICHRBIZEM U2, Lo L, SEIROHBIBEEN 1.0% L 5T — M bEH L2
PEXHHROZBFIFANTH D Z &, FRMEIROEERO BN 03% L RN 2 L b, 2O
INIEFRR 72 & DT O AW FHINTERD & HHNTIE7ew &l U7z, FERFRLERE O
ISMHALAFTE T COZ OO &, RENEHALIEGTE N & OSSR L 24 RFBL OEER DO H
BSEL, a7 — 00RO ZHFHENTH Y, FEHFmIcaER s R
DO T. LLEOFERIN G, #ERMEEEIC X D Yt RO B 263 2 ia & OM%

1%

.13-



17K5288G
BAROHBIBEY, AW FHICH EREINZ R L TR0 &l L7z,

Bt B OAEIE FLH MBS X 03~1.0%, FH0RE HBUMEE X 0~03% %R L, Tl
HEAMIRB W THOERT — 2 bR Lt RO ZLEFIHN Th o 72, Bt IR oOAE G R
WHBSEEY, 127~33.7%% "L, WTHOMBEEICBWTHIERT — 4 OBitEx RO H)
PN Th o7z, £72, FEMse iR & i U CREHFPIIICHERBEMNA R LTz, 26 OfERIE,
RSN S iz Z & 2R

20. FERR
1, 2=V AR X LOMETF v A =—ZANA AKX —[fifsk CHLAU #8535 Yutalk
HEFRRMEITRENE & HE L.

21. RBRDEEMHICEEYBIIILER
YT A REIEI T o T

.14-



1 1, 2=V X MRy Z o OMIaEEEHEER
Study No. 17K5288G

I AL PR .
. - TELTGEALL PR R 24 ] AL PR
[ S9 mix (-) S9 mix (+)
(ng/mL) T REhIIE> FRNa N ARAE N
HE R % % RPD (%) ICs0 AR A e RPD (%) ICs0 AR A e RPD (%) ICs0
(X 10%cells) (ng/mL) (X 107cells) (ug/mL) (X 107cells) (ug/mL)
B R 120.0 100 96.3 100 127.5 100
1.78 102.5 89.8 85.0 91.6 111.3 91.3
3.55 91.3 82.8 102.5 104.5 112.5 92.0
7.11 122.5 101.4 76.3 84.6 115.0 93.3
14.2 127.5 104.1 78.8 86.6 132.5 102.5
28.4 97.5 86.8 72.5 81.5 100.0 84.9
56.9 85.0 78.7 75.0 83.6 121.3 96.7
114 86.3 79.6 101.3 103.7 93.8 81.1
228 106.3 92.1 107.5 108.0 131.3 101.9
455 100.0 88.3 71.3 80.4 145.0 108.6
910 108.8 93.6 92.5 97.3 121.3 96.7

[E3 USRI ENE R IS PIREL STV
RPD: A5 RO 8 [ 5 M54



£2 1, 2-UA XTI X ORAKRERE N

Study No. 17K5288G

JELIRE [ AL B 1 N ;
AL I 24 [ AL B
o S9 mix (-) S9 mix (+)
H
(hg/mL) Sl % TR Sl %
i % 5 RPD (%) IC50 A % RPD (%) ICs0 % 8 RPD (%) ICs0
(X107cells) (ng/mL) (X 107cells) (ug/mL) (X 107cells) (ng/mL)
Rex st i 143.8 100 - 95.0 100 --- 110.0 100 ---
228 121.3 90.2 75.0 85.1 102.5 95.5
455 126.3 92.5 82.5 91.0 103.8 96.3
910 97.5 78.5 76.3 86.1 106.3 97.8

P set IR BASSE R 5 PR K
RPD: A5 M £ F A5 a4



®3 Geta (R B TABROME R (RN AL )

W DLTE 1, 2— VAR =L Study No. 17K5288G
HLER I R ' %&5@@5@ Yoo A SR ORI 2 (HHBUEEE %) Xoowr MINREGR Peta (ROEFHOFH OHIfaEE (HBUEE %)
(h) S9 mix & DOHBIE RPD(%)
(ng/mL) BIEHINLEL Yt IR UMY Yeta /3 RAc i YetufRUIWT Yetafhscife T 2 (%) BESNEL (55K Z o B FEHIREEL (%)

Ve P e 150 0 1 0 0 0 1 0 200 1 0 1

6-18 - (HARIE/FH 150 2 0 0 0 0 2 0 100 200 0 0 0
HESK) &t 300 2 1 0 0 0 3 (1.0) 0 400 1 0 1 0.3)

150 0 0 0 0 0 0 0 200 0 0 0

6-18 - 228 150 1 0 0 0 0 1 0 90.2 200 0 0 0
&t 300 1 0 0 0 0 1 0.3) 0 400 0 0 0 (0.0)

150 1 0 0 0 0 1 0 200 2 0 2

6-18 - 455 150 3 0 0 0 0 3 0 92.5 200 0 0 0
&t 300 4 0 0 0 0 4 (1.3) 0 400 2 0 2 (0.5)

150 2 0 0 0 0 2 0 200 0 0 0

6-18 - 910 150 2 0 0 0 0 2 1 78.5 200 0 0 0
&t 300 4 0 0 0 0 4 (1.3) 1 400 0 0 0 (0.0)

R et R 150 11 10 0 0 0 21 0 200 0 0 0

6-18 - (MMC) 150 12 5 0 0 0 17 0 81.7 200 0 0 0
0.05 At 300 23 15 0 0 0 38 (12.7) * 0 400 0 0 0 (0.0)

V&Pt HG 150 0 0 1 0 0 1 0 200 1 0 1

6-18 + GEN 35V 150 0 1 0 0 0 1 0 100 200 0 0 0
HES Q) at 300 0 1 1 0 0 2 0.7) 0 400 1 0 1 0.3)

150 1 0 0 0 0 1 0 200 0 0 0

6-18 + 228 150 1 0 0 0 0 1 1 85.1 200 1 0 1
&t 300 2 0 0 0 0 2 0.7) 1 400 1 0 1 0.3)

150 2 0 0 0 0 2 0 200 1 0 1

6-18 + 455 150 1 0 0 0 0 1 0 91.0 200 0 0 0
a5 300 3 0 0 0 0 3 (1.0) 0 400 1 0 1 0.3)

150 0 0 0 0 0 0 0 200 2 0 2

6-18 + 910 150 1 0 0 0 0 1 0 86.1 200 2 0 2
aF 300 1 0 0 0 0 1 0.3) 0 400 4 0 4 (1.0)*

Rt R 150 13 43 4 0 0 49 0 200 1 0 1

6-18 + (cp) 150 9 49 0 0 0 52 0 64.5 200 1 0 1
5.0 &t 300 22 92 4 0 0 101 (33.7) * 0 400 2 0 2 (0.5)

P R B ARSE R 7 TS K

RPD: 85 e £ 5 a4

MMC: Mitomycin C, CP: Cyclophosphamide
T OML: 2D I

*p <0.05



Fa o QEERRERROMR (EHLER)

WEBRE D4 1, 2— VAT H Study No. 17K5288G
sy HEYEO e b 58 O MK (HUBAEE %) vy MAE  REEORMBE O (1EEEY)

(h) OHBE  RPD(%)

(ng/mL) BlESInEL Yeta S REINT Yeta iy Rac it Ye ROl et iisciit Zofh MEFE(%) B (F5KIR 2o BEFMIRE (%)

[EREF Y] 150 1 0 0 0 0 1 0 200 0 0 0

24-0  (AAEFH 150 0 0 0 0 0 0 0 100 200 0 0 0
HHAK) &3 300 1 0 0 0 0 1 (0.3) 0 400 0 0 0 (0.0)

150 2 0 0 0 0 2 0 200 0 0 0

24-0 228 150 0 0 0 0 0 0 0 95.5 200 0 0 0
a8 300 2 0 0 0 0 2 0.7) 0 400 0 0 0 (0.0)

150 1 0 0 0 0 1 1 200 1 0 1

24-0 455 150 0 0 0 0 0 0 0 96.3 200 0 0 0
At 300 1 0 0 0 0 1 0.3) 1 400 1 0 1 0.3)

150 0 0 0 0 0 0 0 200 1 0 1

24-0 910 150 0 0 0 0 0 0 1 97.8 200 1 0 1
&t 300 0 0 0 0 0 0 (0.0) 1 400 2 0 2 (0.5)

BE et R 150 12 30 1 0 0 39 1 200 0 0 0

24-0 (MMC) 150 9 31 2 1 0 38 0 50.6 200 0 0 0
0.05 &t 300 21 61 3 1 0 77 (25.7) * 1 400 0 0 0 (0.0

PPt B HACEE S 7 s K
RPD: A5t BUMIARAE H 5 44k
MMC: Mitomycin C

* p <0.05
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H & (ng/mL)
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USENYES

G TR K O o IRAEL DY 57— 2 BB H L7 Ve (i

T —2EFIM : 20075810 ~20174E3 H
R S HBUEE (%)

i KT —5
B R {ﬁi — LA — LT (%)
(ng/mL) B Jo/IMifE e KAl T kRS
0 100 0.0 2.5 0.9 0.6 0.0 2.1
JEREFALEEE MMC
(-S9 mix)
0.05 73 11.0 59.0 23.0 8.3 6.4 39.6
0 129 0.0 2.5 0.7 0.6 0.0 1.9
LR AL B CP
(+S9 mix)
5.0 97 16.0 59.5 31.9 8.8 14.3 49.5
0 119 0.0 2.5 0.9 0.6 0.0 2.1
JHFE AL B MMC
(-S9 mix)
24hrs
0.05 63 19.3 68.0 322 9.3 13.6 50.8
B R HBEE (%)
i KT —5
B W IR {ﬁi — 7 — LSRG (%)
(ng/mL) Y Fo/ME TRl T
0 100 0.0 1.8 0.4 0.4 0.0 1.2
SRERALEEE MMC
(-S9 mix)
0.05 73 0.0 1.8 0.5 0.4 0.0 1.3
0 129 0.0 2.0 0.5 0.4 0.0 1.3
S PR ALY CP
(+S9 mix)
5.0 97 0.0 2.3 0.5 0.5 0.0 1.5
0 119 0.0 2.0 0.4 0.4 0.0 1.2
e AL ER MMC
(-S9 mix)
24hrs
0.05 63 0.0 1.3 0.4 0.4 0.0 1.2

AUBRGAZ LA SEBIE M), FEVERZE(S.D)ERH L, ZBhHFHAME2S.D)ERRE L.
72720, BB O FREA0LL FIZ/e ol A1, /M T IREE L7,
Bttt MMC : Mitomycin C , CP : Cyclophosphamide
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110331010 %)

WA H H

2L H

ABREEH
& H

A
HE R

BRI E

e 7 3R

e TR
WERYE OB - R
TRISTHEBRETR - 55
FEPERTAR/ G AR A ER
Qe REAER(=— M)
REFEARE

MEER | MR OET -4
RERES

20174 11 A9 A
20174 11 A 9 A
20174 11 A 17 H
20174 11 H 20 A
20174 11 A 20 A
20174 12 A 26 H
2017412 A 27 H
201841 A 4R
201842 A 28 A
201843 A 20 H

2017411 H9H
2017411 A9H
201711 A 17 A
20174 11 A 20 A
2017 4 11 A 20 A
20174 12 A 28 H
20174 12 A 28 H
201841 A4 A
201842 A28 H
201843 A 20 H

20174 11 A9 H
20178 11 A9A
2017411 A 17 B
2017 4 11 5 20 H
2017 4F 11 A 20 H
20174 12 B 28 H
2017412 A 28 H
201841 H4H
2018 4£2 A 28 A
201843 H20 H
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