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I
1. EH

2R MX ) F ) =N DRERREFEIEL, T v A =— X A2 ¥ —flid k&
CHL/IU il vy, SERRAAEREORBTEML RIEGIE T, RENEM(CRIEE TR O%LE
AVERYE: 24 BERAERIZ X 0 BRETL 7=

ABEEIL, $ N TORBELMEI THIRHIREIN BRI 35\ TR R EERE I C 2 e 4
RstEa 4 C, MRaRAEaHIRASR (FABR) Tl 1780 pg/mL 12T 50% (T 0D BB 2SR %
SN, RERRERBIZ, X TOMBEMICIV T 1850 pg/mL % ik i & L= 2L
572 150 pg/mL D7 5 L L.

ROEOBE, REFRFRRICBOTT S TOARELET, 1850 pg/mL I CHIFIASE
OOHNRMDTZZ &, 1700 pg/mL & TERFRIAEREO RBNEMCRIEGE T I 622%, 1t
AEVE(CRAFAE F T 53.6%, HUEEALERYE: 24 FRERUIR T13 44.3%DBIBEE] %57 L7 = & 7
5, R AREEADBLI I THOLIR LM TI0 T b 1700 pg/mL 2 s i & U7 41 (1250,
1400, 1550, 1700 pg/mL) TATo7z. E7xBE LT, T_TOMIREMEIT Kt B R O
XHER T2, TO/BRZUTICERT 3.

L BRI X 2 YA OMER T 2B 5 MR O A D MBS, W h
DRI T HERT —F H OB L - RIUEBO BGRB8 3, -6t
?%Kﬁ%@%%b%b%h&#ot.ﬁof,%ﬁ%ﬁ%@uié%é%®%ﬁﬁﬁ
ZHT MR O DB S, AWFacgEZmnEmE R L TR0 &l L
7=

2. @ﬁﬂ%@%éwwﬁﬁﬂﬁ%ﬁ?é%@&@%ﬁ%@m%@gﬁ,T&Tmﬂ@%
HZBWT, T — 21 5EE Lt B LSRN 27 L=,

3. B BROREROMERE 24T 50 BB Y, TR TOMBEAHICHBNT

EI=E=R

WRT =4 b 5 LI R RO ZBIRGIIN 27 LT, %72, FRMERHIE & bl LT
AR ME T L, SO ORI, RBSEIICHIIES L = & 27T

U EDRER LY, RRBEM IR\ TR E O R IR R BRI IRM: L e L



12. HRYE R CXRYE
12.1. #BWE
R 2 A R ERINTR ) —L
fill45 : COOLACTS
CAS %5 : 38618-234
3
HO

o> b5

ik : 912mg

HEE - 99.9%

534k 1 2003196

FIRIZIT 2HEIR - B EFEI TR A

RIEVE : ¥k, HRTRE

VEMRME © KICARES, PR FNZUERFS RIcHiR
ﬂﬁ¢f®fﬁ%:ﬁ&ﬁ?%f»xw$%/b(ﬁi
CRIFSRM: - I, iR

CRAFGAT - (FFA46H - 15~25°C)
PRI -

PRI TP OIREE (J2HfE) : 18~20°C
BRARPRME OEER . RBRIRER T, SR E S S (LE By
D IR BR DS RIC K 2

IJ

12.2. [2YEXTRWE
Rt A, WS OFRBU - L= FRomit L L.
AR - BRI EESR A AK

2y M5

4G IT - BB T ¥ at

12.3. Bt RYE

MERTIRIELS, 1 FILBES NG & IV D YR R BRI SOV A T & 0 34
AL,

2 : Mitomycin C (LA F MMC & 154)

L5 TT « AEEEEY ) M



=y 155

4 FF : Cyclophosphamide (SA T CP & 53
fi#a7T © Sigma-Aldrich Inc.

Sy

13. HEBRYVE I ORI
13.1. w1

AR DT, ERMBBROBRI VRE L. BRERBT, AARRE SR AK
BT AFNZRF Y R (ELF DMSO & R&T) 2 J2hi U 7. iRARPERBR O TR 13,
AEBEOLLEN 0940 THD Z L2 d, HARRS R FAKOSEIZH 20 pL/mL (k%3
% 19.0mg/mL, DMSO DA 1A 200 pL/mL W ZFE 4425 190.0 mg/mL & L7=.

PER DR % ARFER L7z, ZAUC 19.0 £7213 1900 mymL DREEIC/e 5 L 9 & v
EMA, HEIZE VR, BEEORSEOFER OVAMRELZ R L. Z08E, Ai5m
HIZAAERFESFHAKICR LT, BEEIC L0800 —HcB L, SRiEOBEEIE~
DFNITIXIER L7z, DMSO Tkt L TIIAPHSRIENIZIEME L= 03, BEIR~ DI cid—EEIc
LRI —0, BBRWHE LB E ORIGHEIZOWTIE, WTIhoOBBIc B THR
bighoTz. - T, AHEBRWEILZ NS DB S L TRZETH S LHlkr L7~

U EDORRLY, $EHWE ORI —RRBEEIRA S OND Z &, HERR~ORNTIIAR
LicZ &, ERRIEHRBD ONTAREBRMENLETH D LS5 = & o B AR
BHHAL L.

132, ARG
AR . HEERRE L7,
MW . MBI TR ho -,
RS . PRI U 7R D B % RN 2 VA D B SR -,

ETE . TEROWERWE AR, AU B ASER R A 200 2 C IR & s
FEINHIABR B ORISR (FBR) T 19.0 mg/mL iR, Yk RERB T
18.5 mg/mL K2 M L7z, FRROBRT, BEHICE 50 ETo-. ERRO
BRI, TR OB A AR O B AHE R 5 e K 2 L C B
ARUFAN L7, ER%ROBAERYERIY, BRI H ~FiE LB

L.
PR T L OB O RS, WRE OB ORNEZ FiloRkT
BR X5y FFicfE(mg) {fetik(mL) N E(mL)
GRb R R 10324 0.100 5.334
MRS AT R (FFaHR) 365.96 0.350 18911
Qi (R B AR 346.94 0.350 18.404




14. e FRE DR

BRI, & s U B ASSR AR e Lo

PSR THMARM) 1T CP OBAIE 0.5 mg/mL, MMC DA 5 pg/mL O TIEff &
B-80°C ICHFERIFE L= b D%, AR L TR L. BB G OB iE~D IR
M 1%0FIG L L, AEREE, 1 ZFUERSMIRZ AV e mRERBRICUE ST

WS FREDORE & Uiz, EHBOERRBAE WIS, eI E ~T5E L
3L

moom & # et | O
RIRFR B E O HHEME LR IEFEE T MMC 0.05
R B O RIHE LR FEET CP 50
HEAEEDONRFHEMEALRIETIET (24 FERIALRE ) MMC 0.05

15. EFHHE

ABRITIE, BARREORGARREERRMELS, MIAOZRZERR OFREN R L, Rk
DR & < Eb D7 (Radie— N254K), < DILFEWEICK L TE MR <,
FFURE MR Z O AR ERRFERBRICAUH I TV A TR 2/ L.

HIRE - MEF v A =— 2~ 4 A 2 —fifih sk CHL/AU #ifa

AL : DS 7 7 —< A T AT 4 VRS

XA

ARaJEHA - %9 15 BERS

<A a5 A= . [atE

REREE—F 125K

16. BRI O34

AERICHEH L7 R oMk %, TReloRd. #laid, 60mm 7L — k&AW 37°C, CO,
IREE S%DIREE N A K54 (BAN-111, ZAA T ANy 7)) THEELT-.
Eagle © MEM {i& {Ak% b,

N s ree b
=Y (5000 units/mL) KO'A L7 k<A 2 (5000 pg/mL) 5 mL
LotNo I > 757 /no—X

TR IR M, ML
Lot No N 7 (777 /7YX o




17. S9 mix
17.1. S9

S9I1L, AV U EZNFERTEERKESHLVIBALETEDT v MF S9 2 HV -, SO,
9% % T-80°C IZ{R_TFL 1=,

HRAEMW) 7 v b : Sprague-Dawley %
P, s R E LR He, 7/ 2073+£85¢g
oy &R
HEME Phenobarbital (PB) }% U} 5,6-Benzoflavone (BF)
PB: 30mgkg 1[E (1 HH)
He G- B R OB 13K 60mgkg 3[H 2~4 HE)
BF: 80mgkg 1A B HH)
B5 ik Mgl 5
BAERE 21.6 mg/mL S9

172. a7 77 2 —¥iEOFH
ATy 78—, Fa—R6-Y VEERTINADP (4Y = Z VEER T ¥kEH) %16
MLz ITERDaZ 7 7 ¥ —%RFICHERL, ZhFhBAERFER AR LT
MgCl, ¥, KCI % &% U HEPES A%z (pH 7.2) & FReoEIA TIRA L, MEHEE (¢ 0.22 pm,
Millipore) L7z. #f L7=27 7 7 #—FiRIE, HHT5 £ THET TIRIELT-

20 mmoV/L HEPES #%1#fi#z (pH 7.2) 2mL
50 mmol/L MgCl, I mL
330 mmol/L KCI I mL
50 mmol/L G-6-P I mL
40 mmol/L NADP I mL
AAZE R 7 SRR I mL

17.3.  S9 mix O FHH!

-80°C | ZHFSEIRAF L7= SO Z HRFIZARE L, 27724 —& 3: TOEISTRAL S9 mix &
L7, S9Omix | mLHDOMEZ LI TFIZRT. /L =S9mixiE, T2 TAB T RGFEL
i<,

S9 03 mL
MgCl, 5 pmol
KCl 33 pmol
G-6-P 5 umol
NADP 4 pmol
HEPES #£fifiz (pH7.2) 4 pmol



18. RBRF ik
18.1. RERFEER

AR, ARSI (AR5 RO G R R XV Ei
U, SR RETABRO THREE, ARSI B OIS (F8R) ok
REVRE L.

MRS, AMAETHIRER (%) ROU@ARERRT, ErRNEED
RETEMECRIEFIET, RMNEEILRTEAE TR OB R 24 IFRAEC X v i L7-. 4
RasEREm R R OISR IIHIRR (kSR Tk, BSWEAROREHT-Y DT L —
MMIOX 1L L, SHRE UCRMERERIT . RaERERRTIT, ST 0
HILY DT L— MII 3L L, 2K E2RGHRIEROIERIC, 1 8% MNEBGEER O H
2. XRE LT, N CORBERMIT YR IR OB IR 2 31T 7. Bt RITR A I E
B L7 DR & 347 L7z, Rt IR R USSR D 7 L— NET, BBRMETALER L [FlkE L
Lz,

18.2. HfatassR

FHAMEAR SR, PSR BB BRAARS R ORI ALER 1% DR F4 T RS OFINER B B+
LR BOMRSE SIS . (RPD) & L7z, SSAWETALERREARE DML, FatExmR, it
BE R OBHERIR L 1T R D, W BRI AR DA E A L= 1 71— b
TRHAIL 7=,

RPD= (KSR T - MIBEER % C)x100

AR AL © (log (R4 T RFAINRAL- LB B AARERIRE %], Tog2

HIRGEE ARSI T - BB ALFREE O MR SE [k

MRS C « FRbEtFRO MBSk

18.3. kBRI HIRRER
18.3.1. FHEERE

BRI IR O FAREMNI T, 2 ul/mL 2482432 1900 pg/mL Z s & L7-LLFA
205 10 AfkE Lz, MR ORI OIS, BHERD 10%E Li-.

18.3.2. #ZBRMEIOER

4x10° HIRUmML OAMPIZGERE S mL Z4FFEL, 3 FRINEE L7, $036tk, IS L7 hay
RO v — F Offatk 30 Lis, SERFRAABRE O FENEMECRIEIEE F OISk et X
Y 27mL & U, ZHICHBMEEE 03 mL ¥RIN L 7=, ErARREORINEMAV RGEET
ThE, SR AZREIY 22mL 2 L, ZHIZ S9 mix 0.5 mL & OEBAME G % 03 mL ¥ L
7o, BERMBIRINGAMGZ 6 WFIEEIE L, 6 REiRICiing 20~y 3 ) LB (pH7.1)
TR, FTEZRREAR S mL 2N 2, & 512 18 Mefibeak U= %k 2 300 L7, ks
15 24 WAL C1X, K538 A 4.5 mL & U= %I HRIETIR 2 05 mL RN L, 24 BRIk L
TR MIREE % G L. WL AT L D AT M R BRI e OV 4 T L B2
AR TR OB E IOl L7-.

-‘l]-



18.3.3. HMiKaHEFEDOEH

0.1%EDTA-1.25% I U 7' > THilaZ ER L, #ilafkz st L=, Soni-fMakl v, &
A% RPD ZHH L7z, 50%LL FD RPD B2 S M- 541, 50%D RPD #4581 2 S %
it SEHRD HHEE D S0%ARAEREINGEILE (1Cy) ZEH L 7-.

184, Yefafk R A5
18.4.1. FRBRE

AR HIRABROFE R A 1 TR L=

AREBDEE, TR TORIREAIT T 1900 pg/mL i BV - THITaASZRD SV oT=. — 5,
Z D 1 BFFERV R TIE 50%L2L EOAIRHAEN R Hh, Bl JEEEEPE CaM s Mlai e
ECTND LW L7, 1Cs IR RALERE DR ENEMAL R IEEE FCIL 1110 pgmL, 1S3
TP ERFAE T TI3 1250 pg/mL, HEFEALERE 24 BERALEE TiX 1102 pg/mL Thr-722%, 2%
TEHRAEEIC LY 50%FHE DRI & 22 D HEO TR LN LD, TRTONME
THZIUN T R A 25 T L B EE AR B AR B 2 G L 7= (3% 2) . (RSB 3BR

(FFlR) DR REIIY, 3T OMIREMFITHB T 1900 pg/mL 2 sl b L7z LL Fiss
120 pg/mL DFF 10 & (820~1900 pg/mL) & L7-.

MR AEREIEIEAER (B ORER, T _TOMBEEMZ VT 1780 pg/mL 12 THEREIIL
EEDRHHEMEALRIEFIE T TIL 43.6%, RENEMEALRIEE FCIL 45.7%, LR 24 B
[RIALEE T 35.1%DEFEINHI D38 Stz £ [Co l2ERFAIRE DR BNEVELRIETELE
T T 1793 pg/mL, REHEVELRIELE T Tt 1789 pg/ml, HIELAVERE 24 BERAEE <13
1807 pg/mL T -7z,

UEDFERLY, GeRREaR0 ML, S0%HTEOBEaEmE L 225 ks et k
I TN T ORIRRIFIZ BT 1850 pg/ml. Z s Ak L L7z LU F%3E 150 pg/ml OEF 5 & &
L7c. 28, WTIhOLBEHFZBO T HIBRME O HIIBE S higr o iz

18.42. REREAME
PR RAVER R OISR OB IE, 183.2. K U 18.3.3. H &[RRI T~ 7-.

1843, YufafKiEA o (kL

MR EIGK) 2 BEEIATS, =L T R (Gibeo) % 0.2 pg/mL OWEECHINL7-. #9 2 BERS
% 0.1% EDTA ¥R/ 1.25% kU 7S L AUERCHIBAAEI L, 1000 rpm C 5450 L < ki
BYBERNZ. 0075 moVL b4 Y 7 MEAEMZ T 10 SRUSRQSE L, S/ 7EER (X
27— 3 EiRD) CEELE. EELEMIERATA RS2 RICETFL, BELE. 7
L— hYS72 0 2 ORGHRIEREZER L. 254 RS R 23T L— hEEZERAL, &
B 2% LYK C 20 4y L.

1844, BEx%

TARTORERRMFITBNT, 1850 pg/mL (Z THIRASZRO HNARA7-Z &, 1700 pg/mL T
BRRAAIRE O RENECRIEFEET Tl 622%, RBNEME(CRIFIE T TIE 53.6%, g
Bk 24 WERPAER T 44 3% DRFEIIHI 2R U722 LD, e fEARO LT Fhomsg



FIFITRN TS 1700 pg/mL % i Ak L L7z 4 F i (1250, 1400, 1550, 1700 pg/mL) CfF- 7.

18.4.5. Hufafkigzs
REEROBZIT, ELEERW-a— FESR M LEBERIETIT- . 12, REkoBlzs

VR AR A B, RIGEGHIEDIETIT 7. RaEofER L, 1 FL—RY
720 150 &, 1 HEH7= Y 300 8O B LA o = R REEE : 3~274K) %%
1000 DOHMBE T CTHIZE L7z, BAORFIL, 538200450 FOBEME T 7 L— k=D
20018, 1/&EH7=Y 400 EZBEE Lz, REERREONEROBELFIoRT. HEREs
FFOMIAIL, ¥y 7 OREZATLMAEEOHE (gap) &, SHRVEES (gap) 1T
AL THEL, REaEBEEEDFMIL, Xv v 7OREET A% 50 ki
WERTHMIAOHBSE (-gap) ICX VT

Qe (B RE DN RE DR

Qe @Iy R Rn R (AT (ctb), P RTRA R (cte)

MR Yoo fi R R Qe (RGN (csb), Y fARIZSH (cse)

T Dftho> R Wik (frg), ZEORE (mul)

BORE (T— N 38ALLE) | fE5kdk (pol), BEPIEEM (end)

18.5. @A
Z— M, SMUEICHEA X EANT T L— RNERERR LS. RS54 RS S
ATITHRERE S, WEEN, 7L — P ESROERMERAZ R R LTV R L, £
T, BENBORT A4 RiiE, RBRES, WEREM, o2— FESLOEAERA 2 F T LU
TR L, 22— FESIE, &3k Microsof®Excel) % FIV > TEE(EZRIZEIY (11T 7-.

18.6. il ERYLEE

PRERY AR Je OBt BB O B % A3 2 MR R OISR o0 B EE 1= > T, B &
T LAT Yates ORIEZ LK D P REZ AL, MR E OO M A EAMER M 5% CHE
BT L7c. AEZRZEDSED ORI EAERIC S\, FIRUSH:% Cochran-Armitage trend
test (AEAKMERM 5%, FetEiBEatr) CRAT L.

18.7. RBROFSIEA
TREDFMZ{liT- L TWBIEAIS, RBudpksre L7z,
1) FEtEctBROMEE B 24 5 IR OREER O HEBUEEEAS, 5585 — % ORatEdBR 025 S)

PP 5.

2) BHPERBORERE 2 AT SAROMBUEED, 55T — 2 O RO LEHFEHENIC H
A.

3) BAPEXIBROMOE S A9 2O BUERE DS, PatE R & bl U CHEEHA T B o 1Y
MLTWA.

4) HEMENIRIZ BT, S 300 A BE L 7- B 3 LS.

_13.



N
18.8. AR D

MRER T R OBIIREE, MEERE 209 200 % 721353k o HBUREE S B 7 — % @
BEMETIROLBIFIAZ B2, A OIEMEXHE & ek U CHEHEMICABICHIML, Zosmic
FRRRTAEDTRD DT SGE TR L HIE L. HEERE 2 A+ 50 % - 153k B
BN 7T — 2 OIRMXIROEFEIAN T, HORRMERIR L Holl U CHEFHEMIC A & 721
IMAFRD HIT, FREIAMEBRD bARVGAITEN & HIE L.

19. REAFER R OB

(- A b)Y ) VORGHRREFREEY, MFv A =—X 222 —Jfif gk
CHLAU #ifaz Fvy, SEREENEEORETEECRIEFET, RENEMLRIEE T RO
SOERYE: 24 BEMHTAVERIZ X v BRET L 7.

BRI, RAAERERRIZBO TH_TOAREHT 1850 pg/mL |2 THIBAAEED &
Y, 20 1 BAEVHETH 2 1700 pg/ml (2 TEMBAIREOBHEHE L RIFEET Tk
62.2%, {XHREME(LRIFTE N T3 53.6%, BHELERTE 24 BERJAER Tl 44.3%DBEREIIHI %275 L
7o, FT2 1Cs I IERFRAAEED RENEM LR IEFEE T TlE 1647 pgml, RENEMALRIEET
TIX 1679 pg/mL, HEFALERE 24 BFREZAFRTIE 1715 pg/mL Th- 72, 7288, WTFho0sf 4
HIBW T O HERWE OFF XL S o1z,

LILEDRER LY, RAAREARDERIT T TONBEMT 1700 pg/mL % i@ Al L= 4
FiEE (1250, 1400, 1550, 1700 pg/mL) (CCITo7z. 729 ~CORIRSART FRIERHER & O
MRERT 7. PR REARROAMEIERE K 312, REAKRERBROMESY£ 4,5 6%
16 Whaze o

REROBETIE, TN TOMBRECTT DY a0 ERE 2 A9 5 MR O
DHBBER, HR7T—2 0 ORI LB BOLBEHOMENTh 7=, 7=, #at
FHNCHBRBEINLRD bnihotz. (6-T, HBRWELIRIZ L 2 kO RS 24
T MR QSR O HBEELIY, AWFACA B2 BEINZ R L CUieu 2w L7z,

—77, BEMEcHHROOMEE 25 B RE 1L 0.7%~1.3%, 5000 B HERBEEE 13 0%~ 1.0% 257 L,
W OLBEFHI BN T HERT — I M SR LMt ROZLBFEENTH-7-. 7=
Rt MR ORI S I B LY,  13.3%~22.0%% 7R L, W oSBT HisaT
—Z DGHEMBOZLEBFEHANTH 7. Tz, [EMEIR &l U CREHAICE S e
AL, THbOfRERIE, BERAEIICEEINE D LERT.

20. i

2(- A bR INTE ) NDOMEF ¥ A =— R 2R Z—fifi sk CHLAU Al x4 5@
RSRH B I IBEME & HE LT

21. REBEOGFEMICEELBIIF L EE
YT HEIHI R o T,

.14.



# 1 2-(I-A ¥ R ¥ )T X 7 — )L DB EEIN ] 3Bk

SRR AL R YR . )
- : LA ALER [ 24 [ AL EE
g S9 mix (-) S9 mix (+)
(g/mL) T REYIIE ICs0 R pIIE ICs0 R pIE ICs0
4 RPD (%) 4 RPD (%) 4 RPD (%)
(X 10 cells) (pg/mL) (X 107cells) (ng/mL) (X 10 cells) (ng/mL)

[ ot R 176.3 100 1110 161.3 100 1250 162.5 100 1102

3.71 143.8 88.5 111.3 79.2 166.3 101.3

7.42 151.3 91.3 142.5 92.7 160.0 99.1

14.8 1575 93.6 136.3 90.2 171.3 103.2

29.7 153.8 92.2 183.8 108.0 118.8 82.3

594 148.8 90.4 131.3 88.1 115.0 80.6

119 151.3 913 181.3 107.1 177.5 105.3

238 162.5 95.4 148.8 95.2 116.3 81.1

475 143.8 88.5 98.8 73.2 113.8 80.0

950 88.8 64.5 118.8 82.7 81.3 63.6

1900 0 - 0 --- 0 -

PR R A ARSE R 7 S K
RPD: %t AE R SR H e 4k



#2  2-(-ARE)TL = OHBRAE ISR (B A8

R ) AL BRI . g !
LG AVER {24 15 ] AL B
o S9 mix (-) S9 mix (+)
(ng/ml) AR K RED (%) ICs0 AR A - ICs0 AL s RPD (%) ICs0
(X I04cclls) (ng/mL) (X I()Acells) . (ng/mL) (X l()dcells) 5 (pg/mL)
eI 177.5 100 1793 121.3 100 1789 147.5 100 1807
820 132.5 84.5 125.0 101.9 118.8 87.8
940 127.5 82.6 118.8 98.7 128.8 92.2
1060 100.0 70.9 88.8 81.8 122.5 89.5
1180 102.5 72.0 91.3 83.4 1125 84.9
1300 108.8 74.8 91.3 83.4 112.5 84.9
1420 78.8 60.4 80.0 76.3 111.3 84.3
1540 72.5 571 72.5 71.3 113.8 85.5
1660 95.0 68.5 57.5 60.3 91.3 74.2
1780 71.3 56.4 50.0 54.3 75.0 64.9
1900 0 -—- 0 -— 0 ---

Pt B H AR R 7 S K
RPD: FHAOFM AR EE R (454K



#3  2(FAV FF¥INTS =N OREERFRER (M)

Study No-

FERF AL ik

LT WVER V2 405 (] AL ER

A S9 mix (-) S9 mix (+)
LAY
(ng/mL) FELHE %L ICs0 MBIk ICso T OEEYIIEE ICs0
b RPD (%) ; RPD (%) 4 RPD (%)
(X 10"cells) (ug/mL) (X 107cells) (ng/mL) (X 10cells) (ng/mL)

[ESEF ORI 110.0 100 1647 80.0 100 1679 118.8 100 1715

1250 78.8 80.6 65.0 86.7 82.5 79.4

1400 60.0 66.7 52.5 74.3 62.5 65.5

1550 68.8 73.5 51.3 73.0 51.3 56.7

1700 28.8 37.8 28.8 46.4 50.0 55.7

1850 0 0 0

[t et BB B A fa) 7 1 5 R K
RPD: F85%F A fMAn 4 M5 IndE £k



#£4  2-(FACPR )L /= VOGRS (G AR L REHEMELRIFFET)

- M3 S0 2 FE oA , B R A Fe RS
—— (SﬁL) S— Hif i A AR oIk A% HAY Fe AR ol gk
BB gap ctb csb cte cse others AFF -gap +gap LY pol end Bt (%)
150 0 | 0 0 0 0 1 200 0 0 0
(e FOR 100 150 0 2 0 0 0 0 2 200 0 0 1
Total 300 0 3 0 0 0 4] 3 (1.0) (1.0) 400 0 0 1 0.3)
150 0 0 0 0 0 0 0 200 4 0 2
1250 80.6 150 1 1 0 0 0 0 1 200 1 0 1
Total 300 1 1 0 0 0 0 1 (0.3) (0.7) 400 5 0 3 (0.8)
150 0 0 0 0 0 0 0 200 0 0 0
1400 66.7 150 0 2 0 0 0 0 2 200 0 0 0
6 W Total 300 0 2 0 0 0 0 2 0.7) (0.7) 400 0 0 0 (0.0)
S9 mix (-) 150 0 1 0 0 0 0 1 200 2 0 2
1550 73.5 150 2 1 0 0 0 0 1 200 2 0 2
Total 300 2 2 0 0 0 0 2 (0.7) (1.3) 400 4 0 4 (1.0)
150 0 0 0 0 0 0 0 200 0 0 0
1700 37.8 150 0 1 0 2 0 0 3 200 1 0 |
Total 300 0 1 0 2 0 0 3 (1.0) (1.0) 400 1 0 1 (0.3)
) 150 0 9 0 10 0 0 19 200 0 0 0
il M_(' —- 150 0 10 3 8 | 0 21 200 2 0 2
0.05 Total 300 0 19 3 18 1 0 40 1 (13.3) (13.3) 400 2 0 2 (0.5)

Rebset B H ACEE &) 07 FE S K

RPD: 8% A0 SR FAfEInFe%k

MMC: Mitomycin C

ctb: Y A (ARRIGIIET, csb: YefafRKRILINT, cte: Yeta s AR ZZHA, cse: Y (AR Z2 ML, pol: fi5EUA, end: EZNREIN
t:p <0.05



K5 2(-ANRI)TE ) A OYL R R ETRER GERERLERE (NS AL RTEET)

s G S R Kh B 3% 2 > %
P (:gﬁ/%‘) S—— s B AR o fmia $k AFH%) B R A o e gk
‘s gap ctb csb cte cse  others HFEF  -gap +gap BEH  pol end Ait (%)
150 0 1 0 0 0 0 1 200 3 0 3
Raft: ot A 100 150 0 0 0 1 0 0 1 200 1 0 |
Total 300 0 1 0 1 0 0 2 (0.7) (0.7) 400 4 0 4 (1.0)
150 0 1 0 0 0 0 1 200 1 0 |
1250 86.7 150 0 0 0 0 0 0 0 200 0 0 0
Total 300 0 1 0 0 0 0 | (0.3) (0.3) 400 1 0 1 (0.3)
150 1 0 1 1 0 0 2 200 | 0 1
1400 74.3 150 0 | 0 1 0 0 2 200 1 0 |
6 5 Total 300 | 1 1 2 0 0 4 (1.3) (1.7) 400 2 0 2 (0.5)
S9 mix (+) 150 1 3 0 0 0 0 3 200 0 0 0
1550 73.0 150 0 0 1 1 0 0 2 200 1 0 1
Total 300 1 3 | 1 0 0 5 (1.7) (2.0) 400 1 0 1 (0.3)
150 0 0 0 0 0 0 0 200 2 0 2
1700 46.4 150 2 | 1 | 0 0 3 200 1 0 1
Total 300 2 1 | 1 0 0 3 (1.0) (1.7) 400 3 0 3 (0.8)
CP 150 2 12 | 24 0 0 33 200 0 0 0
N —— 150 0 13 0 21 1 0 33 200 0 0 0
3.0 Total 300 2 25 1 45 1 0 66 T (22.0) (22.3) 400 0 0 0 (0.0)

PR B AHESS J7 5 K

RPD: FA5%f a9l A £ FAfE a4k

CP: Cyclophosphamide

ctb: Bett oy R G, csb: YetaRBIGNNT, cte: Yea /AR ATk, cse: Y ARTUASHA, pol: fE304A, end: BZPfEIN
T:p <0.05



K6 2(-A bFINTE ) —NOYEEEFRR Glf VR E2405 [ 4LF)

EE=A 8 '.w,é':‘ S5 % it .»,_"‘é“' ""),l: RE=
— (:E/fu —— fiad B A R ok ie fk AFH%) B Bews - Rrofa
Bz gap ctb csb cte cse  others &F  -gap +gap WZEE  pol end Bt (%)
50 0 1 0 1 0 0 P 200 0 0 0
Raf et AR 100 150 0 2 0 0 0 0 2 200 0 0 0
Total 300 0 3 0 I 0 0 4 (13) (13) 400 0 0 0 (0.0)
150 1 0 0 0 0 0 0 200 0 0 0
1250 79.4 150 0 2 0 0 0 0 2 200 0 0 0
Total 300 1 2 0 0 0 0 2 0.7) (1.0) 400 0 0 0 (0.0)
150 0 I 0 I 0 0 2 200 0 0 0
1400 65.5 150 1 0 0 0 0 0 0 200 1 0 I
o Total 300 1 1 0 1 0 0 2 0.7) (1.0) 400 1 0 I 03)
24 F5fl 150 0 I 0 0 0 0 I 200 2 0 2
1550 56.7 150 0 0 0 0 0 0 0 200 1 0 |
Total 300 0 I 0 0 0 0 I 03) (03) 400 3 0 3 (08)
150 0 0 0 0 0 0 0 200 0 0 0
1700 55.7 150 0 0 0 0 0 0 0 200 0 0 0
Total 300 0 0 0 0 0 0 0 0.0) (0.0) 400 0 0 0 (0.0
. 150 1 9 0 25 0 0 33 200 1 0 I
NINE 150 2 9 0 23 0 0 3l 200 1 0 I
0.05 Total 300 3 18 0 48 0 0 64 t(13)(223) 400 2 0 2 (0.5)

SRR A AR 5 A K

RPD: 8%} AR R FE nFE 4L

MMC: Mitomycin C

ctb: Yo 53 RTI G, csb: YeaRRIGINT, cte: Yt /AR 2z, cse: Yt R RIZZ M, pol: {5 4K, end: EENEAN
T:p <0.05



SEHT, BRI (%)

FRFRALERE (RENEHEACRIEFIET)

#
=
0

m fERE
A B RE
© RO AE S 5 It 4k

A IR SR A 65 IndE 4 (%)

1250 1400 1550 1700
I (ng/mlL)

FIRFRAAEEE (RENEMALREET)

10 150 _
e\i
S >
bl £ wER
B - 100 E
2 L ——
% 5 a5 oA HAYRE
e < 50 T e fHEAYHINELE A fEIFE ik
= =
42 g
* 0 = —A— o B
1250 1400 1550 1700
A (ug/mL)
I AL ERYE 24 5 [ 4L ER
10 150
<
S 5
£ £ omHERE
b 1100 E
§ N E A FRORE
i'ﬂ‘
e * ., = e A ek AR AR [T 15 ks 32
2 g
e . E
e | =
0 & 4 0

X 1

1250 1400 1550 1700
FH & (ug/mL)

241 AV RERINTS ) =N OREERRERATR (Study No.-



SEE EE

PR R K OB X BRI D e 7 — ) b3 U7 S el

7=,

S R B (%)

. T aE HRT—
MERFE  mbEs = ZEEE (%
SRR wenl) T amE Rl RAE | THOE REEE i
0 87 0.0 25 0.9 0.7 00 ~ 23
EEMLEE  MMC
(-89 mix)
0.05 67 11.0 59.0 23.9 8.1 77 ~ 40.1
0 16 0.0 25 0.7 0.6 00 ~ 19
EHMEE  CP
(+S9 mix)
5.0 36 16.0 59.5 32.5 8.8 149 ~ 50.1
0 106 0.0 25 0.9 0.6 0.0 ~ 2.1
A MMC
(-S9 mix)
24hrs 0.05 57 19.3 68.0 33.2 9.1 150 ~ 514
Y B HBEEE (%)
R TR i HRT Y B (%
WEBHE RS R Gl Preen v e poyrae T Z 5 (%)
0 87 0.0 1.8 0.4 0.4 0.0 ~ 12
HEER IR MMC
(-S9 mix)
0.05 67 0.0 1.8 0.6 0.4 0.0 ~ 14
0 116 0.0 20 0.5 0.4 0.0 ~ 13
EEsMEE  CP
(+S9 mix)
5.0 86 0.0 23 0.5 0.5 0.0 ~ 15
0 106 0.0 20 0.4 0.4 00 ~ 12
HHLEE MMC
(-89 mix)
2 0.05 57 0.0 13 0.5 0.4 00 ~ 13

ER A LIS TR flE(M), PRAERAE(S.D)ESIHL, ZEBHEIA(M2S.D.) A7 E L=
IEL, BB O FRRIEA0A TR 801, B/MEZ TR L L7-.
[ MMC : Mitomycin C , CP :Cyclophosphamide





