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L9

2—AFN—3— (p—AVTaENLTz=)L) a4 TIVT b RORGIKREEFRME
%z, WEF v A =— A 2A2Z—filifsk CHLIU fifaz Ay, R REERE O RENE LI
T, RENEHCAAE T M OS24 IFRRTALEC 1 0 It L 7=

FRRSE SR ERER O, AR E T R R ALERE O RGP LAFAE T R ONE e LBk 24
IRFFALERIZ 35UV T 29.7 pg/mL O &EC, FREESEE U 7 MIEAE iR~ do\  CA R R LR
OREHEHELIETFAE T3 T 40.0 pg/mL O & C RPD 23 50%{5IT & 72 2 HFEANGHI AT H L
7o, Ye R EERBR O FIEEEFET 40.0 £7-213 30.0 pg/mL Z e AL L7ZLUFAR 1.5 DFF 4
HEICTHEmE L.

Qe ROBIERL, ROREFABRIZE WO TOFILOLEZRAFIZBN TH RPD 748 50%fhi & 72
L HEN DR L 3HETITo72. F£xtifeE LT, T X COMBRSEFIZEMER IR T
Pt R 25 72, ZOfERZ LI FICERNT 5.

1. YR EALIERRE O YA IROBIEZRIZIBN T, Y ROREE R 243 5 o K OB 5
WA T DR HEBEIL 0.7~13% &N 00~1.0%TH Y, WInbiEaT —4 O
@ﬂ%®%%ﬁle%ot F77, WP OAEEEIZ BT b i iR & Hls LT
SR B TS B R O B OB INIERD S Y, HERISHEHIRD B/ )
>7.

2. PEMEIROYEROMEE R 287 D08 R OEEIRO MBS IE, X CTOLBESE
FRZEBNT, %%%~&#%%mbt&%ﬁ%@ﬁﬁ Nz R LTz

3. B OGAROBIERE 263 2RO HBBEE X, T X TOMEESRMEICB T
W7 — 20 bEH LBt iR O Z &N 2 7R L7z, ik,@ﬁﬁ%&mﬁbfﬁ
FHFHICHBEREMEZ R LTc, 2o OfERIE, BRI EmINZ L 2T,

PLEDORER LV, AREBRGM T2 W TR E TR FHREE LA SRV e HEL
7.
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2. HEBRE
2—AFN—3— (p—AV7aENLTz=)V) a4 TILT b ROIFFEER ML
FAN D Guta R B 5

3. REBREE
17K5258G

4. HEREH
2—RAFN—3—(p—AYV7TaENT2=)V) T a T IILT b ROYEREREHIEIEL,
WEF Y A =— A2~ L2 2 —Jifithisk CHLAU Al 2 Ji TRt L7z,

5. RBREHEEE
JEA G5l
PRI - IR R EEE (LT E R AR E
T100-8916  HULH T H XEZAE 1-2-2
TEL 03-5253-1111 FAX 03-3593-8913

6. REBAMER
A S A (SRS ¥ == Vs RN/ AE B DR el A e
T408-0044  [LALRALALT/INFRAT 10221 FrHh
TEL 0551-36-2455 FAX 0551-36-3895

7. RBRELEE

HERRFHERS, A, Vv 7 77—~V A o A&t

8. HHYEFMEE
AR E
HEHFH LB
BRI B
9. FRBRIEM
AR 2017411 H16 H ~ 201843 A 27 H
RERBRA LA H 2017411 H 16 H
FEERBH LA A 2017411 H 21 H
FEHETH 20184 2 H 14 H
AR AR F 20174F 11 A 21 H, 20184F 1 H 9 H
TR S 2017411 H 24 H
AR A AR
AR FE A 20174-11 H27H, 12H 4 H, 8H



BRI B AR H 2017411 H30H, 124 7 H, 11 H
MR H 20174 12H 1 H, 12H 8 H, 12H
Yo (R BRI
AR FEFE A 20184 1 H 15 H
PRI AL H 20184E 1 J 18 H
FEARVER A 201841 A 19, 22 H
AT H 20184-3 H 27 H

17K5258G

10. GLPROHT A KT A4~
M5FL7- GLP :
DR R S | AR 2 3l & 32~ 2 kiR | 2 B~ 2 R HEIC DT CEARTE 0331 3
8 5, “Fhk 23-03-29 fRE 6 75, BROR(BEFEES 110331010 5, “Fpk 2343 H 31 H)
WHLETA R4
TET B S AR DRER DT DN T ERH 0331 55 7 5, PRk 23-03-29 BRI
59, BRERASFEHES 110331009 =, ARk 2345 3 A 31 H, AR 122145 15, 20151209 55
%15, BRI 1512211 5, FAL274F 12 H 21 BIC X 5 —HckiE)

11. RERERE B DORTE
RAFEHAT . YlBRltisk, EEMRITiE
RIFEr . RBRGEHEE (FA)
PR E O, BESE, EHICEET HEek
PR E ORI BE T A ek
HER D BRI Z B % S
B oD SN | 2 BE 3 % R
et E (RA)
Z Ofth GLP [ZHUE S 5 Rtk E
PRATEIN] - BB T 1% 10 FERERAT
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12. EBRIE RO RWE
12.1. #BWE

R 2—AFNL—3— (p—AVTFRELT =)L) b F L TILFE R

B4, : 3-(4-Isopropylphenyl)isobutyraldehyde

CAS %5 : 103-95-7

EEE T ORI HE =« (3) 2911

AP (CH;),CHCH4CH,CHCH;CHO

s

(0]

= &5 QV7HB

s OATH || = 07 2 B
& : 1097.41 mg

T 97.8%

R DT OB © AR

B 190.28

FARICRBU MR« i~ < 9 TUVEAOBHRIA

WA : 270°C

L ¢ 0.9505

M« RAFRIE T CRE

SRME « AKICREE, DA FA AR RICAEE D

VI COZRENE « KB A F LA L RF L RieE )

B EOVEE - 7L

TRAESRAE - B, #E, Mk (2~8°C)

PRATEAT « 5 3 B SR, maiidiilss, (RRARETE Grad#P : 2~8°C)
PRAFHAR : 20174 10 A 26 H~201841 18 H

PRAFHIREI OWEE (GERE) : 5~7°C

PRSI OB BRI T, PR EERRTE B
1) R B OFERIZ L 5

12.2. [EMERERYE
KHR: DAFILALERF YR
v F& 5 DSF4148
Hikg  REAERR
A IT - R T3epkaiart
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12.3. BBERTERSE

PRI, (SRR A I 2 Ge R B E BRI ST 2 TREd b D& fil
ML

45 : Mitomycin C (AN MMC & li89)

7 &5 5TTAEE

fAGTe - AR U ki tt

4 ¥k : Cyclophosphamide (LT CP & l%37)
2y NE 4427
fifeoe « RSt

13. BRYERDOFAR
13.1. AL

AERYVE OVRIEY, TAMERBRORE R L VEE Uiz, itERiE, BASKR A S K
KO AFNZNERF T R (LLT DMSO & W) ZFREHC Ihi U 7. iaigralBr o g iR i3,
ARPEERYE D5y 188 190.28, FI2HRIKNTh D ABEME OLLED 09505 THH Z &ne, H
ARBEJR 7S K DH5451349 20 pL/mL IZA4 3% 19.0 mg/mL, DMSO 3543134 200 pL/mL (2
%9 % 190.0 mg/mL & L7-.

AT B OWERE 2 R L72. AU 19.0 £7213 190.0 mg/mL OIEFEI 72 D K o KUt
Nz, BRUCEVRE, REEORIGEOA L OVEREZfEE Lo, ZORSE, Ay
B3 DMSO |2k LIAfR L, FERIE~ORINT—ERICaH L=, —J7, BARSER GRS Kkt
L CIRBERAFRIC L > Th BRI L hn o7z, £72, HRWE LAl & O RISPEIZ W
TIE, WTFNOBEICBW T BB b oTz. - T, AHERWEIL I S OB L
TRETHD EHW LT

U EORER LY, SR EOVEIIIREA S OND Z L, BRIER~OWMTHB LI &,
F T IGDFRD HAVT AR E N L ETH D LW S D Z E5 DMSO & Lz,

132, FABL5E
FHEURE - R L 72,
TOEEHATL . WEHE 21T o7 (FFEAEx0.978)
REHR . PR LT E O B2 IS D IR BEOWR B> HER .
TG . T EROWBRYE 2R L, ZHIUZ DMSO %1% CIRfE S 169.0 mg/mL ik £ 7-
A TR D En RS O % 7HL L 7=. DMSO 1% Molecular Sieves 3A)Z & Y Mtk
L7z, (SHEOBBRWEIRE, FemmieE ORI E iR % [Ffko DMSO Zffiff L T
BePEATIR UL U 7. R ORI EIRI Y, BYMBEsE & L CREE LT,
R T & ORI E OFF A, W& OB ORI FRtloRT.

ARER Xy FFEfE(mg) ik Fx(mL) FRANE(mL)
AR G A R R 240.82 0.250 0.990
AMAIETEI SR (FF) 76.64 0.080 1.169
ARpRETEI SR (FF) 241.84 0.250 0.982
Yo R B R 476.01 0.500 1.925
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14. BN FRME DFRRY
Bt X, & 670~ U AARSER T ABL R (Lot No. 60215D % 721% Lot No. 7D261A,
Pl TR SAE) IS MMC DA 1T 5 pg/mL , CP DA 1T 0.5 mg/mL OFEEE THfiR S
-80°C IZHFER(F LT b D%, HRHIMEE LT Lz, MR E IR OB RIR A~ DI &
IE 1%0OFE & L, QERET, IZFHEREMEE O 2 e R ERBRICLE SN TVWD T
RLOIRE L Uiz, B ORISR R ERIL, BOEER & U CHEE LT,

mom & T |
SRR O RAEAELIEATE T MMC 0.05
SR I OB LR T CP 50
LR DO NHNE LI FAE T (24 REHIALEL) MMC 0.05

15. fEFka

AR, BRBEORGORRERBIRMES, HlROZEER OHBRMEN R, i
R E < b 7e < (aEEE— R 254), Z< Oy EICk L TdEsnm<, 1
FUERE AN 2 U D e R B R ER U ST 5 Rt oz L7-.

HIRA T v A =— RN A — i Sk CHL/IU i
HEANIE : DS 77—~ A AT ¢ DA EH
ZHEH @ 201748 A 22 H

FAQERA - 11.2 e

~A AT T~

LA — R 1 25K

FRAE - 21

16. FERIRKKR UERSEM:

PEBRICAE R L2 R5Ri oMY 2, TRtlord. fildlL, 60mm 7' L — k& Hu37°C, CO, =
BE 5%D IR T A YA d: (BAN-111, # 3 = A~y 7)) THE#E L.
Eagle ™ MEM &AL HE,

Lot No. TWL7005, TWJ7025 (Fnytflish T 3pkaastt)

~R=3 U (5000 units/mL) M NA R L7 bAoA > (5000 pg/mL)
Lot No. 1864851, 1881461 (Gibco)

FREIRINTE, FE@

Lot No. AZM197211 (Hyclone)

445 mL

SmL

50 mL

17. S9 mix
17.1. S9

S9UE, AV =X TSI VA L TR 7 » MF SO 2 vz, SS9, fif
9% £ T-80°C IZfRAFELT-.
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fili &N Z v b : Sprague-Dawley 52
P, Wi, A E K, 73R, 2044482 ¢
0y R 17080405
&R 2017 4-8 A 4 H
FHEYE Phenobarbital (PB) & (! 5,6-Benzoflavone (BF)
PB: 30mgkg 118 (1 HE)
B 5B K O 5 a1k 60 mgkg 3[E (2~4 HH)
BF: 80mgkg 18] 3 HH)
Be 5051k REIZEN £ 5
ESIER 19.8 mg/mL S9

172. 277 7 Z—¥SIKOFREL

a7y s 2—X, Ja—2-6-Y VB (G6-P) K UYNADP (F U = Z VEERE T SRR HE)
ML, iEEO a7 7 7 Z—& JIRHCHE L, £ B A/ IR KR LT
MgCL ¥R, KCI¥EH M O HEPES #R1EfZ (pH7.2) & TReoEIE TRA L, JEiEIEE (¢0.22 um,

Millipore) L7-. F L7z=7 7 7 ¥ —¥iRI, T 25 £ TR T CRAE LTz

20 mmol/L HEPES #%fE#x (pH 7.2) 2mL
50 mmol/L. MgCl, 1 mL
330 mmol/L KCI 1 mL
50 mmol/L G-6-P 1 mL
40 mmol/L NADP 1 mL
A A R 5 8 FH K 1 mL

17.3. S9 mixDFHEL

-80°C | ZHHAEIRAFE LT2 SO Z R L, a7 7 72 —& 3 TOEETEAL S9 mix & L
72. S9mix 1 mL F O Z LTI, gL 72 SOmix 1%, 95 % THE F CRFELE.

S9
MgCl,
KCl
G-6-P
NADP

HEPES #&f#i% (pH 7.2)

18. REHIE
18.1. PRBRAERR

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

FRBR I, ML G SRR K O e (R R TR 1 0 53 U, YRR E TR O BT,
FF TR HIRBR OREJ L 0 RE L7z,
A TR RS M O (R SRR, R LB E O RGNS LIEAAE T, IREHEMI L
FAE T M OVEgE AL 24 AT &0 ek L 7=, ARARHEZRaniRER <, #m el io M
BHIEOVOTL—MEUT 1L L, e LTt iasd. QaRRERRTIE, R
WENLHE O EH T2 OF L— MU 3L L, 2EGEREAROERIZ, 1 #z ifabgsinR

.10-
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OREHITHN. HiE LT, 3N TORBSRMI IS IR OB AR T 72, [F I
ORI L7 S e, B IIIE Lz, BRSSO o 7" L— MO, #dR
%E@ﬂkﬁ%&bt.

18.2. HERarEsEzR
HERIEAHRIE, BRI BT WV BR hARE K ORI BT LR % OB RS T RFO MRS S HH T2

FEXHHMRAE R INfE 5L (RPD) & U7-. WS ALERBRAGIRF ORI, FatERTig, Wiy
B OBERTR & 13570 D, W E R B AR ORI BRI E I HE L7 1 7 L— ~ CEHA
L7-.

RPD= (FlE M5 %L T = ML 5% C)x100

HERSE RS IEL  [log (BEEEA& T RERIAR AL ER BHARRHEEED)], Tog2

AERE ARSI T - BBR L ALERRE OO AR % gk

HIREE AR ISR C « Bt IR OISR R ik

18.3. A BERENHIFRER
183.1. FEEHRE
HE R FEA ISR O F R BB, 1900 png/mL & fe i & s LI2BL R A2 O 10 & E LT
Rttt B % OMEBRI LR OVRINEN Y, BERIRD 1% & L.

18.3.2. #EBRWMENE

4x10° HIR/mL OFMBFZIER S mL 2 F6FE L, 3 HREIEEE Uiz, Beastg, FHE Lol Ha
D7 L— hOMIIEEL Z FHA U7, R E ORBHE ML IEAAE T Ik 2 2k B 3 mL
&L, ZHUCHEBRWER A 30 ul W0 L7z, AR RAERE ORBHEMLEE T T, RERiRy
PERY 25mL & L, ZAUZ S9mix 0.5 mL K OEERY)E 2 30 uL AN L7=. #ESRmE isintg
AR Z 6 RFfIREER L, 6 RefRICHIf a2 Z vy 2 ) UIRRREiR (pH7.1) TV, Hifif/ekis
WSmL &M%, 612 18 REfEIEGER U 7- etz 5Hl Uiz, sEfeue i)k 24 R EE CL, #%
BB TR %A SOL AN L, 24 Refihsa8 U 7= Bmiada 3000 Uiz, SR8 Ot H O TR I9%5R
WYEIINR R OB TRACBIZE L, 558K TR OBIEZATHOFHE & L.

18.33. HEKGHEFHEDRE M
0.1%EDTA-1.25% kU 7> o CTHEfa 2 [EX L, Ml 3Hll Lz, S oncmlatil v, 54
FD RPD 8 L7=. 50%LL FD RPD BEIEE ST HETE, 50%D RPD Z#kte 2 A 2.5
[ELERD> DRSO S0%HIAREFEANHIRE (ICs) ZF M L7

184. YefafkBEHER
184.1. FAEEpE
ARSI OR R AF IR L.
TR T OB I T 475 pug/mL LU EDO A EIZB WL CTHBRWE OB b, £
7o R R AR E O REHE M LAFAE N KON A 24 FERLBRIZH5UNT 29.7 pg/ml O & T

.11.



17K5258G
RPD 73 50%fHUT & 72 2 HEFHINHI 253860 D AvT-.  FRFREEREORERE Y LIEFE F T, 594
ng/mL O & TR MAaFIENTRD By, 50%M T OMIBEMEN TR TE Rho Ttz
60.0 pg/mL Z e M E s LIZLLU N AL 1.5 0 4 & (17.8~60.0 pg/mL) T &% E ik 2 5
i L7z, TOREE, £ TOWBRMELHE T L — b TROITRENEDZRD bz (F— 2R
L). #BRHE OGNS 2 Stz =R — & CTEE L7 B EREHRBR O,
40.0 pg/mL O FA T RPD 73 50%A T & 70 2 HIFEANHIAR0 S §&2).
LU EORER X0 Yea R B 3B F BB b, R ALBRYE O RENEMEALIEIFAE F Tk
40.0 pg/mL % Ferm L LI-LUT A 1.5 0 4 &, SREIAEREO AT LAAAE T ROk
ALBRYE 24 RERRTALERTIE 30.0 pg/mL e HE S LU TR 15D 4 HEE L.

18.4.2. HBREME
TR AL Ny OSHIR S FE R OB I, |18.3.2. FE KX TR18.3.3.[FH & [RIEEICA T~ 7.

1843. YfaftEARDIER
FRRR ORI 2 REREJRTIS, =22 I R (Gibeo) % 0.2 pg/mL OPREETHRM L7z, 9 2 Kl
0.1% EDTA ¥/ 1.25% kU 73 AR Cifa 2 [ L, 1000 pm T 5 43fiiE0 LT HEATY
BN Z. 0.075 mol/LEEAL A U w7 KA N2 TR 10 4 RBRALER L, v THEER (X% /) —)L
3:EE 1) CEELE. MELLHEZ AT A R R FL, BRgEEz. 71—
NY72 0 2R DOYEMIEREAERL L=, AT 4 R TR, F— MEFERRAL, W%
2% LR T 20 4y fge @ L.

18.44. HBEXE
Y fKOBIET, T _RTOPREAEIZ I T 50%% 48 2. 5 AR EFEIH 23380 S o 7-
ZEMND, TRTOMEEMHICB O CTEHENOHER L7- 3 HETIT-7-.

184.5. Bufa{iEig
Y ROBEIE, SE AW a— RESEF LIZERIETIT» 72, £72, ReAROBIEIT
FORF ALY E A JEI, IRICHEEUEREDNR T T o 72, etROREIER T, 1 71— F 4720
150 8, 1 H&EH720 300 EHD K LD > 7= 2P iikile (Gefafhdl : 23~27 4) Z£55 1000
REDTEREE T CHEIE LT, BRI, (53R 200 (EUL EOBEMEE T 7 L — hdb7z v 20018, 1
HEHT20 400 8 28152 UTe. PR B E OB R O % DL IR, SR 2 FF R,
X v v 7 OHEATHMEEEDTGE (tgap) &, GORWEE (gap) (ZXKHIIL THERFL,
PR BIEREROFMIE, v > 7T OHEHT DML E DR OY AR 249 2o
BISHE (-gap) 12K VAToTe.

QR B H D53 S O
Qeta iy RRUERE | Qe (RGN (ctb), HeC/yARRIscHi (cte)
RS Geta (RS, G RGN (csb), BetafARIAZHE (cse)
Z DD E Wb (fig), ZHOFRE (mul)
BEE (B— RS 38 ARLLL) | 55K (pol), SN (end)

.12-
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18.5. #&A
7T L— M2, AMANEICHEE A R EAWT T L — R EEFR LT, ATA KT T A
IR S, RS, T L— MRS R OEAERI A 2 RR LT 7~V & LTz, F£7z,
BB ROAT A NI, drEs, ERM, o— FESEOEAERMAE 23R LT T7 UL
AT U2, a— REEE, G Microsoft®Excel) % FIVNTHE/ELIZE| Y (T 7-.

18.6. WERT AL
HEERI) B LB N OB PR O FL 8 2 9 2 flia S OMEEUR O HBIBERE 12>\, HED
&\ Yates DRHIEA LD Y HEZMH L, MR & OEOA B2 A B AKYER R 5% T L
7o, BB EALERIC OV TIE, HERIGHEZ Cochran-Armitage trend test (R /KYAER I 5%, &
MERHIR 2 Srde) T L7-.

18.7. RBRODORRILSM:

TREDOFEZTN T2 L TCWADEEIT, RIS L=,

1) Pt R OMEE B 244 5 M % O3 O IHBBIE DS, 557 — 2 Dt (RG]
DEBFFNICH 5.

2) B RRORSE R 28T 2O HEBEE R, T — X O (RAEER) o2
FEHNICH D.

3) Bt FRORESE S 2 A9 DR HBBEE DS, FEM iR & bl U CREEH2ICH B
MLTWAD.

4) PREREALFI RN T, 2 e 300 2B LI HEN 3 HEL EH D.

18.8. fEROFH
RERE IR R O 1Y, MR 2 AT 2 M £ 73k o HBUEE S 7T — & Oz
MEXHRO LB 28 2, oM iR & i U CRGEHFIIIICHE EIZEM L, Z o8N H &
IRIFPEDSTRD DT AICHE L HIE Lie. W& R 2459 2 M & 721 3R 5RO HEBRAEEE A3
BT — X ORMEHROZEFEFHN T, 23 DfrEx iR & bl U CRERH AR B A28
5T, HERISH RO bV WIGE IR & e L.

19. RBHERREE

2—AFN—=3— (p—AYVTBELTz=)V) TabF T NAT e ROYREE TR
%, MEF v A =— A AAH—ffilk CHLIU flifaz Fvy, AR E o RENE L IEFE
T, REHEMECAFAE T R ONE AL ER Y 24 BFRALER 1 1 0 Bt L 7=,

YR L, YR FE BRI I AR B E O RBTEMALIEIE T, R A
DOAREHEMACATAE T K OSEGHALELE 24 FFAEEIZ IV T, Z2740 400, 30.0 &8 20.0 pg/mL
DOHET RPD X 49.6, 524 KN 53.5% Cdho 7z, FERFRIEREDORETEIEALFEE T K ONEp L
PRYE 24 RFRIALERIZ 31T % RPD I 40~50%DFaFH 2 S8 72 75, 50%(F0T & 7 2 S5 25780 &
U, £7-RICC (FHRHEREEEM) TIXZENEIN 473 KO 415% Th o722 b, e &k
EDOLRMETIZL TN D EBZ BN, > THREMREFERBROFEIZ 5 2 2580372 & f)

.13-
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WrL7-. FATHLBIERINR2-722 £ 5 400, 30.0 XY 200 ug/mL Z &S L7z 3
& (17.8,26.7,40.0 ug/mL, 13.3,20.0, 30.0 pg/mL } (X 8.89, 13.3,20.0 pg/mL) | THAIRDBIER
BT 77.

it,#«f@%@*@ ZREMEH IR L O PR A 5% ) 72, Yok B R O AR e =R &
I, et ikRERBR OS2 4 &o- EEEZ

TEABIEZORER, WY B ORG24 7 2/l k OSSR E 243 D /iao HEL
EEiQ%Ay@Hmo~m%f@@bﬁ%&%ﬁr~&@&%ﬁ%@W@Mle&ot
F72, WTHOMEEIZIBO T 6 Mo &t U RS PRI A B e B & Oy 25
@%m15®6ﬂ¢ FHERIEE DD Lo 7.

Pt ORISR MBI 13 0.3~1.3%, AR HBIHEIL 0.0~03%% <L, Wi
@@*#_kwf%%%%~&#%%mLt&ﬁﬁ%@%@ﬁﬁmf%ot BEsHE S R DA I
B HBUERE I, 127~363%%/R~ L, WTHOMBSEFIZB N T LI RT — % OB ROZ
FHEPANCTH o7z, F7o, RN & i U CREHAICH BRI AE R Lz, 2 b OfE R
%, RBROEYNCEm SN Z & 2T

20. #EER
2—AF)N—3— (p—AYV7ubLrr7x=)) a7 ILTt ROMEF v A =—A

LA 2 — ik CHLAU AIIEIZ 692 Qe RS R RAFE MR T2 & HIE L7z

21. RBROFEMICEEZBIIILZER
AR RAE (oA NY
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#1 2—AFN—3— (p—AVTuELTx=)l) a4 7T b KOMIEHEMHER
Study No. 17K5258G

SRR T NN
& S9 mix (-) S9 mix (+)
(ng/mL) TR DI ICs0 TR IE=e ICs0 TR IE=e ICs0
4 RPD (%) J RPD (%) J RPD (%)
(X 10%cells) (ng/mL) (X 107cells) (ug/mL) (X 107cells) (ug/mL)
[& e 6 R 82.5 100 36.4 105.0 100 33.0 131.3 100 25.9

3.71 91.3 107.5 83.8 85.2 101.3 84.0

7.42 85.0 102.3 78.8 81.5 128.8 98.8

14.8 73.8 92.0 92.5 91.5 97.5 81.8

29.7 52.5 70.9 45.0 52.7 41.3 42.3

59.4 0.0 -— 27.5 347 0.0 -—-

119 0.0 - 21.3 27.7 0.0 -—-

238 0.0 - 0.0 - 0.0 -

475 # 0.0 -— 0.0 - 0.0 -—

950 # 0.0 -— 0.0 - 0.0 -—

1900 # 0.0 -— 0.0 - 0.0 -—

fetEstER: O AF LA RF TR
RPD: FHXF AR RS hnFe 4%
#:HTH



&2 2= AF N —=3— (p— AV T BENT 2 =)L) T a7 LT B R O ARG E SR (FFaER)
Study No. 17K5258G

SERF AL
& S9 mix (-)
(ng/mL) R RPD (%% 1Cs0
(X 10%cells) ° (ng/mL)

K] IR 128.8 100 40.0

17.8 67.5 65.1

267 575 57.9

40.0 475 50.1

60.0 0.0

SRt AR AT L AL RF VR
RPD: FHxf HIAM I 22 5 hnde 2k



£3 2-AFL—3— (p—AVTRELT2=A) FREFLTAFE FOUEKRERB (RIHALEE)

Study No. 17K5258G

S IRE AL
TEEL R AL FR V2 4 ) AL E
S9 mix (-) S9 mix (+)
& HR s g & Mk % ity M HE 0%
& L jl Py RPD (%) 1Cso &= L jl Py RPD (%) 1Cso0 &= L jl Py RPD (%) 1Cso
(ng/mL) (X107cells) (png/mL) (ng/mL) (X 10 cells) (png/mL) (ng/mL) (X 107cells) (png/mL)

e Sef TR 150.0 100 39.7 e S 1R 113.8 100 (=X Y] 121.3 100 21.1

11.9 145.0 98.0 8.89 75.0 75.3 8.89 86.3 79.8

17.8 122.5 88.3 13.3 86.3 83.1 13.3 101.3 89.0

26.7 88.8 71.4 20.0 55.0 59.9 20.0 50.0 53.5

40.0 53.8 49.6 30.0 46.3 52.4 30.0 23.8 28.9

SVEST R AT L ALIRF VR
RPD: 8% AL 5 nFa4k



Fa Yl kRO R GERERAT )

WERME DL 2—AF )V —3— (p—AY T BN Tx=)L) T REA T T ER Study No. 17K5258G
sy PEBIEO ey P 45 3 ORI (HIBUBIE%) vy e SO R ORI ()
® Somx AR OB RPD(%)
(ng/mL) BRI Yt sy IRUINT Yt ir KA Yeta(ROIlT Jetalhsci 2o MEEE (%) BIEHIREL (55R Zofth EF e (%)
Fa el I 150 1 0 0 0 0 1 0 200 1 0 1
6-18 - (PAF VAL 150 2 1 0 0 0 3 0 100 200 0 0 0
HRETR) 4t 300 3 1 0 0 0 4 (1.3) 0 400 1 0 1 0.3)
150 2 0 0 0 0 2 0 200 0 0 0
6-18 - 17.8 150 1 0 1 0 0 2 0 88.3 200 1 0 1
Aat 300 3 0 1 0 0 4 (1.3) 0 400 1 0 1 (0.3)
150 2 1 0 0 0 3 0 200 0 0 0
6-18 - 26.7 150 0 0 0 0 0 0 0 71.4 200 3 0 3
Aat 300 2 1 0 0 0 3 (1.0) 0 400 3 0 3 (0.8)
150 1 0 0 0 0 1 0 200 2 0 2
6-18 - 40.0 150 2 0 0 0 0 2 0 49.6 200 2 0 2
aat 300 3 0 0 0 0 3 (1.0) 0 400 4 0 4 (1.0)
Bo it sl e 150 9 7 2 0 0 18 0 200 0 0 0
6-18 - (MMC) 150 10 8 4 0 0 20 1 53.1 200 0 0 0
0.05 At 300 19 15 6 0 0 38 (12.7) * 1 400 0 0 0 (0.0)
WP e B 150 0 0 0 0 0 0 0 200 0 0 0
6-18 + (AR 150 1 0 0 0 0 1 0 100 200 1 0 1
FEUR) et 300 1 0 0 0 0 1 0.3) 0 400 1 0 1 0.3)
150 2 0 0 0 0 2 0 200 1 0 1
6-18 + 133 150 1 0 0 0 0 1 0 83.1 200 0 0 0
Aat 300 3 0 0 0 0 3 (1.0) 0 400 1 0 1 0.3)
150 1 0 0 0 0 1 0 200 0 0 0
6-18 + 20.0 150 1 1 0 0 0 2 0 59.9 200 1 0 1
ARt 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 + 30.0 150 1 1 0 0 0 2 0 524 200 0 0 0
ARt 300 1 1 0 0 0 2 (0.7) 0 400 0 0 0 (0.0
Bt i 150 12 41 1 0 0 48 0 200 0 0 0
6-18 + (Cp) 150 15 53 1 0 0 61 0 78.0 200 0 0 0
5.0 i 300 27 94 2 0 0 109 (363)* 0 400 0 0 0 (0.0)

SRS AT VAR VR

MMC: Mitomycin C, CP: Cyclophosphamide
RPD: 85 e £ 5 a4

*p <0.05



#5  QAERRFERROMR (EHLHER)

W E DL 2—AF NV —3— (p—A/ 7N Tx=)L) a4 7TV TR Study No. 17K5258G
e T It o 0 Al 6 B ORI (BRI E%) vy MAE  REEORHRE O (1EEEY)

(h) DOHHE  RPD(%)

(ng/mL) BlESInE Yeta S RUINT Yeta iy IRAc it Yo ROl e iisciit Zofh #EFHE(%) BIEAIREL B5R ot BEF I (%)

Ve %t R 150 1 0 0 0 0 1 0 200 0 0 0

24-0  (PAFILA 150 1 0 0 0 0 1 0 100 200 0 0 0
NWBRFUR)  BE 300 2 0 0 0 0 2 0.7 0 400 0 0 0 (0.0

150 2 0 1 0 0 3 0 200 0 0 0

24-0 8.89 150 1 0 0 0 0 1 0 79.8 200 0 0 0
Hit 300 3 0 1 0 0 4 (1.3) 0 400 0 0 0 (0.0)

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

24-0 13.3 150 0 1 0 0 0 1 0 89.0 200 0 0 0
At 300 1 1 0 0 0 2 0.7) 0 400 0 0 0 (0.0)

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

24-0 20.0 150 2 0 0 0 0 2 0 53.5 200 1 0 1
Bt 300 4 0 0 0 0 4 (1.3) 0 400 2 0 2 (0.5)

Btk FR 150 6 29 0 0 0 32 0 200 0 0 0

24-0 (MMC) 150 10 29 3 0 0 35 0 64.3 200 0 0 0
0.05 At 300 16 58 3 0 0 67 (223) * 0 400 0 0 0 (0.0)

Fat st Bl O AF L AL RF TR
RPD: A5t BRI IRAE H 5 n$a4k
MMC: Mitomycin C

* p <0.05



FERFRALERE (NG TELIEFET)

10 150 s
é’/

g R
Eﬁ( [ 4 100 g
£ % & Bt B
E :
4 b 5o ﬁ © MM E 5L
3 g
:Hn\ =
@ I ;:::Z::::q—f R

ok y T, E

0 17.8 26.7 40.0
M & (ng/mL)
R ALER S (RENEMALEET)
10 150 _
S
< i R
ﬁ < 4 100 % RS
£ S ammn
: ﬁ% 1 p v =
¥ > 50 T @ AREIHURIIAE F R e R
ks 2
e Z
o <
0 13.3 20.0 30.0
F & (ng/mL)
THGE ALP 122 4 B R AL P
10 150

RS, B RE (%)

X 1

N

m IR
1{ 100

A B R

oo D @ RO A

FReAOAMIBSE A 5 InFE 4 (%)

8.89 13.3 20.00

I (ug/mL)

2—AFN—3— (p—AV TN T 2= )L) SO AL T ILTF RO Yeth (A Bk 3R
(Study No. 17K5258G)



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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RACAABRIT T RC GLP Z il L CoM S 41, R iy (S RlBR D SE M 7 15708 IERE I C FEd S,

MOET —ZNIEMICRKBSNTWS Z L 2R LT,

(ERRMECRAER P & 2 FE R OIS, TROBRTER L7

FRULFEE IR D

B & 9 2 B B9 5 B HEIC >\ T

(FRk 2343 H 31 H /3% 0331 55 8 &/ Rk 23 - 03 - 29 ®IFEH 6 B BREEHRE

110331010 %)

AL H

A A

AR
i H

A
#HE A

AABR AT

A e o

il TR

WERE OB - R

TRISTREL/ RN - K%

FERT Al / Y (AR A (A

RO FIEARER (22— ML)

REMEARBIE

BEES 1 REVET -4
RHREE

2017411 A 16 A
20174 11 A 16 H
2017411 A 27 H
20174 11 H 30 A
2017 42 11 A 30 H
201841 H 19 A
201841 H 22 H
20184F2 A 1 A
201842 A 28 H
201843 H 27 A

20174E 11 A 16 A
2017411 A 21 H
2017 48 11 H 30 H
20174 11 H 30 B
2017 48 11 A 30 H
201841 H 22 A
201841 A22H
20182 A 1 H
201842 A 28 H
201843 A 27 H

2017 4E 11 H 16 H
201746 11 B 21 H
2017 4E 11 A 30 H
20174E 11 A 30 H
2017411 A 30 H
201841 A 22 H
201841 A 22 H
201842 A 1 A
201842 H 28 H
201843 H 27 H

*: 70 AT

((RHATEMRIEAD M BEE)

VIvI T 7Y AT AR VI 7 M A YT —

Do/ ¥ &= 3 g27 R
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