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17K5228G
B

WElE A F AR DNV O YRR A, T v A =— X A2 Z —fififi2k CHLIU #ifu %
Ay, ERFEEREDO RENEM LI T, FRENEIE AR T R ONEe s 24 IR K
D ke L7z,

AR A EER 2 3o\ e RS 24 IRF R T, 825~1650 pg/mL D] T RPD % 50%f}
AT & 70 ZHREINHIA R S e, E2 TN TOLBEEIT I T 1650 pg/mL O H & THEBRYE O
HBBIR SN2 Lo h, e RERO A BB L, MR AERE T3t BIZ S - A
A BB 1650 pg/mL & fem A & U7zLL R 2 OFF 4 A &, Wiy 24 R RALEEClL RPD
D 50%FHTE & 7 D HEEETe X 9 1650 pg/mL Zferm AR & L7z FAK 12 057 L Lz,

Y fROBIENL, Yook BE BRIV TR TOMIRSEM:T RPD 28 50%LL T & 72 2 HEFH
HINFRD BT Z &, PR E OHT HH2NEIRFRALENE Tl 825 pg/mL LA EO &, Higeufys 24
REALER C I 955 pg/mL LA ED I TS SN2 & D, FERFRILEREOENEME LIEFAE
TCIE, AR SN HEE2 552 825 pg/mL 7> B L7- 3 & (206,413,825 ug/mL), 1L
BHEVEACAFAE T R ONHLGENUEYE 24 BRRRALER CIE, ArHMBIER S - FHE KL OV RPD 28 50%fHiT &
72 HHBEESEBIEINEIL 825 ngmL 2> B L7- 3 & (206,413,825 pg/mL), 1146 ug/mL 7> 5
Hif5E L 72 4 & (663,796,955, 1146 pg/mL) TiTo7z. E7oxfle LT, T X TOLIRSEAFIZRRME
KRR O R 2 3% T 7. 2 ORERZ LT IZERNT 5.

1. BRWENBREOREEROBIETIE, T X TOMBIEIFICRB W TY RO S B %
BT DA OEER O MBI X, 5T — 2 DR LR RO Z BN T
bol-. Fio, HEPEMICARRBEMLAD beh o7z, 56T, YR LERIZ X
% YR ORGE R 283 2 Ml L OFE RO HBUBERE 1, A0 8 BNz r
(PR QAVAJRRE I[Py

2. [RYERRROYEIROREIE R E 29 28R O EBIRO BT, T X COMEES
FRZBWT, WET —Z N BRH Lz oS BhEEN 2R L.

3. BERHROYEROMGERE 269 2 Mlao MBS, X TORBREEIZIHBWT
HET —FDEMN LG ROEBFEFENZ R L. £z, BEMEIRE g LT
FHFRINCHE BRI A R L, 2O ORERIE, s E I N Z & 2T

LLEDRER L0, ARG TSRO TR E 3 IR RT3 2 A S S HE L.
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2. REAFRE
FERE A F L0 DV OV FFLERESHIE &2 ) 2 Ye R 2L kB

3. ABREE
17K5228G

4. REBREW

WElE A F IV DV OYAR B IEE, T v A =— XL A X —ilil 3k CHL/IU Hifd %
FWTRRE L7z,

5. REREEEE
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

6. FERMEE
Vv Ty A T AR VI v s YT s —
T408-0044 [LIZLEILALT/INIIRET 10221 % H
TEL 0551-36-2455 FAX 0551-36-3895

7. RERELE

HERRFZEES, EARES, Vv 7 77—~V A o A4t

8. HYEMLE
AR
W AT
PR B B
9. FBRIEM
BRI 20174E 11 H 16 H ~ 201843 H 20 H
ARG LG H 20174E 11 H 16 H
FEERBA A 20174 11 H 23 A
FERAETH 20184F2 A 14 H
AR AR H 2017411 H 23 H, 201841 H 11 H
TR firE R ki H 20174E 11 A 30 H
AR SR EAR
ARFuREFE A 20174E 12 4 1 H
PRERY AL 20174E 12 H 4 H
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E MR H 20174E 12 H 5 H
Yo (R BRI

AR RETE H 201841 H 19 A

R AL B 201841 H 22 H

AR 201841 H 23,24 H
AR T H 201843 A 20 H

10. GLPEONHA RI A v~
P L7~ GLP :
TR b2 B S5 R 2 5kl 2 S5 9~ A BRI s [ B9~ A BBl DU T GRS 0331 48
875, W% 23-03-29 HURTE 6 75, BRER(EFEES 110331010 5, Rk 234-3 A 31 H)
WHLEZTA RTA 2
CHT A S AR Dk BR O JFHEIZ OV T GRESE 0331 55 7 75, Ak 23-03-29 BFHS
55, BRERSFEE 110331009 5, Rk 23453 A 31 H, #|AFR 122155 15, 20151209 RJ5
51, BREMBEIEE 1512211 &, “FRE274F 12 A 21 HIT L A —HtiE)

11. REREHRE I DLRTE

PRIFGHT . UakBphask, EEMRAT it

RAFER . BRBREHEE (FA)
WERE DO, BEEE, EEICRET D508k
PERYE O BE T A Rk
R OE EIZ B4 5 Rik
RER D FEM B9 5 E0ek
Rt E RAR)
Z DA GLP IZHUE S 45 FEskossE

PRI - RBRIE T 10 4ERERAT
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12. $EBRWE K O FRE

12.1. #EE
ZH B A F LR UL
B4 - HEE o - A F LR DL
CAS&E# : 93-92-5
{EFE B AT S - (3)-1045, (3) -1040, (3)-1062
M CgHsCH(CH3)OCOCH;
HEIEL
0]

A

2~ NS5 1 TWL3006

FET R OAFR kXA T a—47 2 h)0, 2017410 A 26 H
& - 62832mg

ML - 99%

R DL O « AB

S 164.20

FIEIZBT APER 18 A S EADTRK

LEVE - IRESRIE T CTRIE

BIRIE © KO A F L ALK F L RICREE D

VI COZRENE KR AT A2 RF L RICRE "

B EOVEER « AR

TRAFSRAT - O, %, Wi (2~8°C)

TRAFSART « 55 3 B 3R, Miaiids, (RRMEE (FrAHiP : 2~8°C)
PRAFHAM © 20174F 10 7 26 H~2018451 7 22 H
PRAFEIREI OB (GEHE)  : 5~7°C

PR OB SRR T, PR EERETE B
1) TR ERRBR OFERIZ K D

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

123. B RSE
EPExt iR L, (TR 2 VD 2 Qe R B BRI LA S LTV D Tt b D 2 ff
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ML
£k Mitomycin C (LT MMC & B%9)
7 &5 577TAEE
HFGIT - AT U RSt

4% 1 Cyclophosphamide (VAT CP & 59)
oy b 4427
(S PILLE l  SaveEs O

13. BRYEIR DT
13.1. AL

ARV E OVRIBET, TRV BRORE R X 0 EE U, BT, BARSRIT RN K
KO AF 2R F 2 R (LUT DMSO & W) 2 Ea 2 32k U 7. iafigtakiin o g i 3,
AYEERE D5y T8 16420 THDH Z EnD, HARIERFEF FKOLEITHK 0.1 MITFHYS 3
% 165 mg/mL, DMSO DA 13#I LOM IZF4 95 165.0 mg/mL & L7-.

AT B ORI 2 R L7, AU 16.5 £7213 165.0 mg/mL DIEFEIZ72 5 X 5 B ERiE:
Nz, BHIZEVIRE, RIESOSNEOE R OVEEZ R L. ZORE, Ry
BT AASRRTER KIS LT, BEHICE D0 L0 kRIS L, BREBIR ORI~
DOEIMTH AR LTZ. —7F, DMSOIZXF L CAIEBRME T EHIC L 50 > Th
—HRIREE T, B ORINITHL RSO B L o7, £, WBRWE LA L OROE
PEIZOWTIE, WTFROBBHZB O T B beh o7z, (o T, AWBRWEILZ b O%
B L CRETH D LW L.

VI EOFERE Y, HERE ORI —ERBBIEAEF D 2 &, HERIE~ORINTH 5
T D 2 b, ETSUSHRRD SN TAREBRWENLE THD LW S D 2 Lovd HARSE
TS AR E Lz

132, FAB5E

FREURE . FRERERL L7

FIEEHUR © MR 1T o7 (FFEAEX0.99).

TR . FPE U7 e O R 2 BN DIEIE O R S R -,

G - FTEROESRWE AR L, ZIUC AR FER K Z N A Tl S,
WALERZ 15 73TV 16.5 mg/mL K 2 FHE U7z, IR EOBERWEIRIL, femiiE
DOYERYYE IR % [RIRED B ASE R 7 5 K 2 U CEERE AR LI L 7=, i
B OB L, BYEEEE & U CHEE LT,
FREBR & OB E OFFRAE, WREL VAL OWINRZ FRtloRd.

BRIX Sy P A (mg) TRE(@mL) | #HNE(mL)
A LA P AR 123.01 0.120 7.261
Yt (R FLH R 416.81 0.400 24.609
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14. B R OFRRL

Bt BUEE, & 67> U QAR 5 A BRI (Lot No. 60215D F 7213 Lot No. 7D261A, £
FIRAL T2 SAE) 12 MMC DA 5pug/mL, CP DOATE 0.5 mg/mL DOFEE T S H-80°C
\CHFERAE LT b D%, FRFICHEE U CREM L7, Bt IR EIR ORI~ DOTFRINEIL 1%0
BIAE L, AR, (IFLEREEMIE A WV 2 YRR E BRI I S 0D TRe iR &
U7z, R ORI IR E Y, GPERESE & L CHEE LTz,

moom o & e | TR
FIRLELE D IEE (LI MMC 005
I s cp 50
AL BT IE(EAETE P Q4RSIAE) MMC 005

15. f# FHERE

RERCIE, BIREAEOYLAR R EEMES, MIORZERELOFHREN R, kit
IR E SEB D7 (EAEEREE—F 25 AK) , Z O(LFWEITS UCEEZMERRE <, 1 FH
JEEEA I & IO 2 Yo B R B BRI U S0 B TRioMila & fEH L7z,

R - T v A =— RN A X —fili sk CHL/IU #ifa
HEASE : DS 77—~ A A AT ¢ VRS
ZHEH : 2017428 A 22 H

FMAREE ¢ 11.2 R

A aFT X< ek

Peto (AT — R 1 25K

kA - 21

16. BERRR OBERE&M

ARERIZEE L7 oMk %2, TRiloRd. ML, 60mm >~ L— F &V 137°C, CO,JRE
5%D RN AREEERE (BAN-111, XA Ay 7)) THFELT.
Eagle ® MEM W& IS 1, 445 mL
Lot No. TWL7005, TWJ7025 (FnytifiZe T3rka4t)
~=3Y > (5000 units/mL) K ONA kL7 k<A 2 (5000 pg/mL) S mL
Lot No. 1864851, 1881461 (Gibco)

R, FEM b 50mL
Lot No. AZM197211 (Hyclone)

17. S9 mix
17.1. S9

SO, AV U HINVEERTEMAESH L VBEALZTREDT v MFS9 ZHW =, SoIE, f#H
4% £ T-80°C IZIRAE L T-.
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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. 277 7 Z—¥EROFEL

a7y 7 A—%, Jra—26-U g (G-6-P) KRUINADP (V) = o X VEERET RS 1)
EHEH L. TEED a7 77 X —2HRHIME L, ZNE1HARSER TR KIS L <
MgClL 1A%, KClVAHE & O HEPES #&fffi (pH7.2) & FRtoEIETRA L, JEEIKE (¢0.22 pm,

Millipore) L7-. S L7277 7 ¥ —¥&iklE, A3 25 £ Tk T 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

SO°CITHFERTE LT SO % FIRFICREE L, a7y 72 —L 3 TOEETIRA L S9mix & L7-.
S9 mix 1 mL T O A LLFIZRT. FHRLL 72 SOmix 1E, 4 5 £ THE F CHRIFEL-.

S9 0.3mL
MgCl, 5 umol
KCl 33 umol
G-6-P 5 pmol
NADP 4 pumol
HEPES #&f#fi% (pH 7.2) 4 pmol

18. RRHIE

18.1. FRBAERL

ARERIE, PEIERE R IR K O ta R B ARBR IC 2 0 SEH L, Yt R B REBR O F BB,
FRHE I HIERBR OFE R L W ERE LT,

AR FE AT R N O R B R BRI, ORI E O GEIE M LIEGAE T, (RS b
TE R M ONHR R 24 BRRIQVERIC 0 9206 U7z, AR ESsEnbZRBR <, B s o f &
B2V OTL— MUT 1 e L, stE UCRRERERIT . RafREFHRR T, Ry
WEROHESHT=0 O L— M3 E L, 28 & RAREARDIERIZ, 1Bz iR o F
W=, XTRE LT, X TOMBRGIRC M IR R OB ER R 255 7. [F B0k %

-10-
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Il L7235 A0, s L. Mt L O o 7 L — MU, #ki e ues &
FlkEE L7-.

18.2. HufEHEsE=R
HIRESTE=RI, BRI BR AR S O BRI L LR A4 DR T RF ORISR B F 4 541
KTHOHIFEEMIGEINFES RPD) & L7z, SR N BRAAIRF OIS L, [aMthctig, Wl &
OB & 13872 5, HRyy S AR B AGRE ORI E FHICHE L7 1 7 L— TRl L 7=,

RPD= (Ml IS T + M S50 C)x100

HERFIRE AL : [log (FEESH& T IS0 B BR ARl 2] log2
MRS IR T « BB B AL O M AR FHE I

MR RS C = B IR OISR s Ik

18.3. HHAGHEFEIIHIZER
18.3.1. FHEEE

AR FE AN R O FH EBPEIE, 10mMIZF S35 1650 pg/mL & fxm A& & L72LU T Ak 2 O
10 HEE Uiz, Bt e K OSBRI B OUSIIEIL, B5EIED 10%E Lz,

18.32. #BRWELE

4x10° FA/mML OFIFITEEEE 5 mL 26 L, 3 HRR Lo, 1%, ME L-miasEtm
DT L— F OFMRRE A FH L7z, R R ALERE O RENE PR LIE AR T CIEE B R A £ TV
27mL & U, ZAUTHERE R A 03 mLiRin L7z, SRR EORBENEMA LT T i, 558
MRAEHREEY 22mL & L, ZAUZ S9 mix 0.5 mL M ORI E R %2 03 mL iR L7, #ERmE R
g HilE %z 6 FEfESE L, 6 Refi&Iciilas X Xy 2 ) UERRENR (pH7.1) THEV, Hrfh/ahs
FTRSmLEZMNZ, S5IC 18K Lo %Miiask 2 510 U7z, BGeALERYE 24 BERIALEE ClX, 5%
Fikw 45 mL & LB ENT 2 0.5 mLsIN L, 24 BREESEE U= 525t L=,
BRE ONT O BEI IR B IRINRG S O 844 TIREICEIEE L, BERi& T OB 2T H ORI
L L.

18.33. HERRHEFEROE N

0.1%EDTA-1.25% kU 7> o CHIIEZ R L, #iagcz2aH0 L=, S oni-fMiaskly, $HE
@ RPD Z#HH L7=. 50%LL T RPD BEER SNT-HA1E, 50%D RPD &kt e 2 i 2 5 S E AR
MO S0%HIRHEFEINHIRRE (ICs) ZFH L7

184. BABMAREFERER
184.1. FEEHE
A HIERBR DR R AR IR L.
AU L, B REALEEE Tl RPD 23 50%LA T & 72 A H85ENH] 278 S 72 o 7203, el
BRYE 24 RERAWEIZ IS T,  825~1650 pg/mL DT RPD A3 50%(IT & 72 2 S5 23R S 7.
F LR 24 FERALEE CTOMIBE D ICs 1% 1143 pg/mL TH o 7o, & ST _TOMPREEC

.11.
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FBUNT 1650 pg/mL O M & THERE OFT Bl S vz,

VBRI, kB o f &R, ErRRAEE It B sn-flEx2 %
BT 1650 pg/mL Z e & U7 LU R A2 DOFF 4 F &, Hfee ek 24 IFfEALEE Tl RPD 728 50%
fhf & 72 b HEEETr X9 1650 pygmL Z e A& & L72LU A 12 05T H&EE L.

18.4.2. RBREME
TR ALFR K OSIRHEFER OB, [18.3.2.[FE M TF18.3.3. 178 & [FIEEICAT » 7.

1843. PAMIEARDOIER

AR OIEIAT 2 KRS, =vE X R (Gibeo) % 0.2 pg/mL DOYREETHRANL 7=, #9 2 e[ #% 0.1%
EDTA#N1.25% b U 7" > AU CHEE 2 [1UX L, 1000 rpm T 543 iz 0 LT B2 HL D BRu .
0.075 molVL ¥k U & KA Z TR 10 SRR L, v TEER (A% ) —v 3 BiE 1)
THEHELE. BMEL-MAEZ AT A RZ7F 2 FICHE T L, ZREREE-. 7FL— Y4720 28
DYEMIEREERL LTz, AT A R T AL, TL— hE&ESETRAL, HlEE 2%F LV T
20 Sofsyeta Lz,

18.44. BIEXH

RPD 73 50%LA T & 72 2 BEFEANHI AN FRE AL ERIE O RETE A LIEFAE T Tl 825~1650 pg/mL [#]
DOHETRIH, RPD D 50%fFT & 72 2 HEAMENEMELAFAE T Tl 825 ng/mL (53.7%), 18t
RLPRYE 24 WFH Tl 1146 pg/mL (63.0%) DOHE TR I, FTMIED 1Cs ITFRFFERE DA
AEMEAVIEAAE T ClE 1161 pg/mL, AETEMECAAE T Tl 867 ng/mL, HHFEALIRYE 24 IR fHALPEC
IE 1190 pg/mL Toh o7z, —F5, BBRWE O H N FEIRFIRIALERE Tl 825 pg/mL LA oo H &, 3difee
JILERYE: 24 BERETALER Gl 955 pg/mL DL EOHEICTHEIE ST,

L EORER X0 YRR OBIZRY, FRFRABEORENEMALIEFIE T T, Hrida @iz
NI EE 2512 825 ng/mL 2> H e L7- 3 &, RENEMLFE T OSEReALBRys 24 Iy Let
T, Hrips@lg Sz OV RPD 28 50%(H0T & 70 2 2 S35 (2202740 825 pg/mL 7> 538
foe L7z 3 &, 1146 pg/mL 7S L7- 4 BT -7

1845, Gufaiih@ig
Y fkOBIEIE, S ERWZa— RES M LIERIETITo72. £7-, YAkosig 3
FREALERE 2 61, IRICHRTEREDNETIT o 72, YR OEEREX, 1 71— 4720 150
i, 1 HESHT=Y 300 HD B YL - 72/ R PG (et i « 23~274) %1% 1000 D58
WSS T CEIE Ls, 0T, 53 200 (5 0L LOBEMEE T T L— b &7 200 18, 1 HEDH
720 400 B 28122 LT, e KB O O 2 LI FIOR Y. SR E 2 F ML, v
TOHERT LA EEOTHE (tgap) &, EORWVIES (gap) ([ZXBILTHEFL, Yk
BISEROFML, Xv v 7 OREAT DHINEE D IR YOIR TS 23 2 MR o H B
(-gap) 2L ViT-o7-.

.12-
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QR B H D53 S O
Qe oy (RRIEE | Qe Sy (RGN (ctb), Beta/yARIZSHA (cte)

IS Geta (RS, G AU (csb), BetafRRIAZHE (cse)
Z DD FE Wb (fig), ZHDFRE (mul)

BEE (B— NS 38 ARLLL) | f55(R (pol), SN (end)

18.5. #&A
TL— MZIE, AMAEIZHEA R BEHW T L — MRS EFRIR LT, AT A KT T A
ITRBRE R, WERSME, 7 L— FE SR OMEAMER A 2 FR LT UL E A LT, 72, #15
KBDOAT A RIZIL, B, WS, a— RESROEAER B 28R L2 7 -V T
L7~ 22— REEL, &L (Microsoft®Excel) % VN CHEVELIZEIY £11T 7=,

18.6. WLATFHIALEE
BRER B AER K Ot FROREE J2 5 28 3 2 M e OSSR O MBS IZ W, HEZ &
\Z Yates DI IEZFE D P BEEBH L, FaVERIIR L DDA B2 A B 5% TR L7-.
BEERVEALE ST, &S % Cochran-Armitage trend test (B /KAER I 5%, FEMEHR
Zate) AT LT-.

18.7. BERORRILSAM:

TRLOSGM AT L TWAIGEIS, BBRITARNLE LTz,

1) BEPEXTRROMEIE SR 2159 2 Ml X OMEEUA O HBUEE DY, W7 — % Ot (IR
DEBFRNICH 5.

2) BHPERTRROMEIE R 269 2 iAo HBBEED, RT —Z OB (AR
EHEIFEANICH 5.

3) Bt RROMEIE R 2 A 2l HBURE D,  Fatoc i & Bl U CREGH PRI A B K
MLTW5.

4) W ALERIZ BN T, 2 REAE 300 E AR L HEN 3 HEU EH .

D%

18.8. FEROFH
R FLH R OB L 13, W B 24 2 IR & 72 1 3 5 R oo BB 13 e 7 — & otk
SIFROZEE#IPA 2B 2, D oM iE & Hll U CREEFERICAE IS L, Z ORI H&KAF
PEDTRD DIV EITE & HIE LT iE R 263 DM £ 72 1305 5 R O HBUEE 1\ 57—
& DFEMt OB T, Hofatisd iR & ik U CREFAINCA B 2B S 9, 1
BONE D RO LR WIGA TR L HE L.

19. BREERKROEBLE

WERE A T )L DV DOYLAR L E FH3 A, T v A =— AL A X —[iif 3k CHLIU #ifa %
AV, R LENEO RS LIEGTE T, RENEHALGAE T A ONEGE A ERYE 24 FRRTAWERIC X
URE ROy

AW L, YRR ERBRIC B TT X TOMEREMT RPD 28 50%LL T & 72 2 Ba5EanH]

.13-
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DFRD BT, —JF, PSR E O N ERERI L Tl 825 ng/mL LA B &, SEipi LRk 24
IRF R ALERCI% 955 pg/mL DL B &l THlE STz,

DL EOFER X0 Y fRO@E0L, BERREEEO BTG LIEFEE T T, frisgiggansz
B %2512 825 ng/mL 7> Hidtfe 7= 3 & (206,413, 825 pg/mL) , {SHHEMEALAAAE T & ONEfeAL
BRYE 24 WFRJAVEECIX, HTHIABIER S HE KUY RPD 73 50%f1iE & 72 D HE& A S B2 nEhn
825 ng/mL 7> HaEfgE L 72 3 H 5 (206,413,825 png/mL) , 1146 pg/mL 7)> HiEfe L 72 4 F & (663, 796, 955,
1146 pg/mL) TITo7z. FIoT X TOMBLGAFIZ MR L O IR A TR T 72, Yufa R iE s
O R T %@M%ﬁ%ﬁmﬁ%&.l&v‘ B 1 17

PefROBIETIE, TN TOMBREIRIZ I TY R OREE 5 2 A 2 Mifa X OS5 O H
BUERE 1Y, R — 2 DR Lzt IR oo 288l IWT%OK it,mﬁ%m;ﬁ%@%
RSy w%mﬁ#ot e~ T, PBRME LRI X DY tfR O B 2 A5 DM OE 8RR
D HBUBEEE T, E%%m:ﬁiﬁ%M%ﬁwaﬁwkMMLt.

Fex ol PR OO RIS L E FHBUBERE 1T 0.7~1.3%, ERrRE HBUSEE T 0~03%%Z 1~ L, W3 Lo/LeE
eSSk %wf%%%% A B E M LTzt RO ZBEIFHN Th o 7. GPERTIROEIERT
BUBEELE, 12.7~36.0%% 7~ L, WTILOBEGHZIBW T S RT — & ORI RO 2B E N
Thoto. FT-, EVERIRLE i U CREFFMIICE R RN E R LT-. o OfERIE, B
WUNZ G SN2 & E2oRT.
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1 BERR A T L 3L O HE el 3R R
Study No. 17K5228G

IR P AL
. . AT AL FR 2 4 B P AL
& S9 mix (-) S9 mix (+)
(ng/mL) I RPD (% ICs0 TR DD ICs0 TR \ ICs0
(X 10%cells) ’ (ng/mL) (X 10%cells) %) (ng/mL) (X 10%cells) RPD (%) (ng/mL)
W R 132.5 100 97.5 100 138.8 100 1143
3.22 106.3 86.9 63.8 74.1 106.3 84.5
6.45 91.3 78.4 83.8 90.1 108.8 85.8
12.9 143.8 105.1 62.5 73.1 92.5 77.0
25.8 133.8 100.6 117.5 113.0 103.8 83.1
51.6 107.5 87.5 73.8 82.4 93.8 77.7
103 130.0 98.8 73.8 82.4 111.3 87.0
206 121.3 94.6 53.8 65.2 102.5 82.5
413 101.3 84.2 63.8 74.1 123.8 93.2
825 106.3 86.9 55.0 66.3 97.5 79.8
1650 # 82.5 73.2 67.5 77.3 13.8 16.4

Rathset BE: FASR R 7 v K
RPD: FHxtBOHIAREE M 5 e 2%
#:HTH



#2 EEEA FANL DL ORERRERR (MHER)
Study No. 17K5228G

FIRF AL S AL 4 ] AL B
1EML { Rl
S9 mix (-) S9 mix (+)
& R EE 4 & R EE & FmimsEhng
=% jl Erig RPD (%) 1Cs0 & jl Eig RPD (%) 1Cs0 & jl Eig RPD (%) 1Cs0
(ng/mL) (X 107cells) (ug/mL) (ng/mL) (X 107cells) (ug/mL) (ng/mL) (X 107cells) (ug/mL)
Fax et R 120.0 100 1161 Fe et 1R 81.3 100 867 [EXd oy 110.0 100 1190
206 102.5 90.1 206 72.5 922 553 78.8 79.5
413 127.5 103.9 413 65.0 85.0 663 83.8 83.0
825 # 117.5 98.6 825 # 36.3 53.7 796 72.5 74.9
1650 # 0.0 1650 # 1.3 2.3 955 # 58.8 64.1
1146 # 57.5 63.0
1375 # 0.0
1650 # 0.0

Rt seh PR B OARZE R 5 g K
RPD: AR SE A% e 2k
#: BT HY



#3 Yot (4 B BABROFE G IR ALERYE)
PR E DT FEEAT LS Study No. 17K5228G

gy MBBEO Y 0 A5 58 D ST (HHBRLBTEE %) Sy M REEROEEREOMIBE (HBLEUEY)
(h) S9 mix H & OHEFEL  RPD(%)

(ng/mL) BIESHIEL Yt/ RO Yeta /3 IRAS R YetafROIT Yetathacis 2ol MEH 5 (%) AL fB55A Zoth BEFEHIEE (%)
[EYUF IR 150 1 0 1 0 0 2 0 200 1 0 1
6-18 - (A AR I 150 1 0 1 0 0 2 0 100 200 0 0 0
TS FIK) it 300 2 0 2 0 0 4 (1.3) 0 400 1 0 1 (0.3)
150 1 0 0 0 0 1 0 200 1 0 1
6-18 - 206 150 0 0 0 0 0 0 0 90.1 200 0 0 0
it 300 1 0 0 0 0 1 0.3) 0 400 1 0 1 0.3)
150 1 0 1 0 0 2 1 200 0 0 0
6-18 - 413 150 1 0 0 0 0 1 0 103.9 200 0 0 0
4t 300 2 0 1 0 0 3 (1.0) 1 400 0 0 0 (0.0)
150 1 0 0 0 0 1 0 200 1 0 1
6-18 - 825 T 150 1 1 0 0 0 1 0 98.6 200 0 0 0
Gt 300 2 1 0 0 0 2 0.7) 0 400 1 0 1 0.3)
150
6-18 - 1650 T 150 TOX
4t 300
5 R 150 10 11 2 0 0 21 0 200 0 0 0
6-18 - (MMC) 150 9 8 1 0 0 17 0 64.3 * 200 0 0 0
0.05 4t 300 19 19 3 0 0 38 (12.7) 0 400 0 0 0 (0.0)
Fa e G 150 1 0 0 0 0 1 1 200 0 0 0
6-18 + (AR 150 1 1 0 0 0 2 1 100 200 0 0 0
A ) it 300 2 1 0 0 0 3 (1.0) 2 400 0 0 0 (0.0)
150 1 1 0 0 0 2 0 200 1 0 1
6-18 + 206 150 1 0 1 0 0 2 0 922 200 1 0 1
4t 300 2 1 1 0 0 4 (1.3) 0 400 2 0 2 (0.5)
150 1 0 0 0 0 1 0 200 1 0 1
6-18 + 413 150 2 0 1 0 0 3 0 85.0 200 0 0 0
&t 300 3 0 1 0 0 4 (1.3) 0 400 1 0 1 0.3)
150 1 0 0 0 0 1 0 200 1 0 1
6-18 + 825 + 150 1 0 0 0 0 1 0 53.7 200 0 0 0
aF 300 2 0 0 0 0 2 0.7) 0 400 1 0 1 (0.3)
150
6-18 + 1650 + 150 TOX 23
a5 300
(A 150 11 51 4 0 0 55 2 200 1 0 1
6-18 + (cp) 150 13 50 1 0 0 53 0 74.3 * 200 0 0
5.0 Gt 300 24 101 5 0 0 108 (36.0) 2 400 1 0 1 (0.3)

Rkt B AR R 5 S K

RPD: #85 OR[N 4

MMC: Mitomycin C, CP: Cyclophosphamide
F AT H

*:p <0.05



x4 QEERERBROMMS R GEHHLELE)

WERMBE DL BERAT LD Study No. 17K5228G
LB R *&35%4’@;@ Yuf (A 1 5L ORI (T BUEE %) Xy MR Yt ROFTY B ORI E (HBEE %)
# .
W ugm) BN et sy (KOG Vet sy Uirct Yeta KOG Yetaliscti Zoofy RN () o0 RPDOO it ik Zooftn 2SR (%)
Fat st R 150 2 0 0 0 0 2 0 200 0 0 0
24-0  (AAERF/FH 150 0 0 0 0 0 0 0 100 200 1 0 1
HES A K) aF 300 2 0 0 0 0 2 0.7) 0 400 1 0 1 0.3)
150 0 0 0 0 0 0 0 200 0 0 0
24-0 663 150 0 0 1 0 0 1 1 83.0 200 0 0 0
&t 300 0 0 1 0 0 1 (0.3) 1 400 0 0 0 (0.0)
150 0 0 0 0 0 0 0 200 0 0 0
24-0 796 150 0 0 0 0 0 0 0 74.9 200 0 0 0
At 300 0 0 0 0 0 0 0.0 0 400 0 0 0 (0.0)
150 1 0 0 0 0 1 1 200 0 0 0
24-0 955 ¥ 150 1 0 0 0 0 1 0 64.1 200 1 0 1
&t 300 2 0 0 0 0 2 0.7) 1 400 1 0 1 (0.3)
150 0 0 0 0 0 0 0 200 0 0 0
24-0 1146 ¥ 150 0 0 0 0 0 0 0 63.0 200 1 0 1
At 300 0 0 0 0 0 0 (0.0 0 400 1 0 1 0.3)
150
24-0 1375 ¥ 150 TOX
&t 300
150
24-0 1650 ¥ 150 TOX
At 300
[CIERSR 150 13 29 3 0 0 38 0 200 0 0 0
24-0 (MMC) 150 14 27 1 0 0 33 1 58.4 * 200 0 0 0
0.05 &t 300 27 56 4 0 0 71 (23.7) 1 400 0 0 0 (0.0)

Rtk set B H AT R 5 ST K
RPD: FA 5 HO ISR A i I %
MMC: Mitomycin C

T HTH

*p <0.05
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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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2017411 A 16 H
2017411 A 16 H
2017412 A 1 H
2017412 H 48
2017412 H 4 H
201841 A 23 H
201841 A 24 H
201842 A 7H
201842 A 27 H
201843 A 20 H

2017411 A 16 A
20174 11 H 24 B
20174 12 A 1 H
20174 12 A 4 H
2017412 H 4 H
201841 A 24 H
201841 A 24 H
201842 A 7H
201842 A 27 H
201843 A 20 A

201748 11 A 16 H
201745 11 A 24 A
2017412 A 1 H
2017412 H 4B
2017412 H 4 B
201841 A 24 H
201841 A 24 H
201842 A 7H
201842 A 27 H
2018453 A 20 A
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