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WA SCEICFE#R S N2 1 & AT 2 RIS E AL ERIGE N H 0 | BERAE O EIRF M
BE (LLF, MR) HFE~OFROBIMNGFERSCERICL D IHREMTL TETND, ZORRICHNER
TR EMEANAFTHOOHE Y A M LTEELA VFE2—T7+—A (LT, [ F EBET)
DIFEAE LTz,

1988412 H AP dEAlRT < (LT, B3R #ies 2/ NEB S 1 F OMLERIT, T F k=,
I FROEEHZRE L. £ O®%R1998FIT HIWEAINEE 3/NEBRMY, 20084, 2013412 HRHEE
HERLEEESD | FildllBEHOUGET 217> TE T,

[ FROaZE2008LM K, I FIZPDFEOE T —F# & LTRET L2 E0NFEAIE ko7, Z
MICE Y I CEOTEERUGET N & - B ICSGT ORI T —Z 28I L7z T F 25EL0 ek
INDZELhpole, BHRD I Fid, EFRMLERERQGHME (LN, PMDA) OEREHERE
s fE R IR O~ — (http//www.pmda.go.jp/PmdaSearch/iyakuSearch/) (2 CTABH LT3,
AR T, 20094F L 0 FEHRL D 1 F OIFREBGT oMk LT 14 ¥ B a—7 4+ — LG5
& EXEL, Hx D1 FRRMCELMET 28 EMAEHRE L CHEDEL - ML TND
20194 DFRAM CETLHBEHEOL F (A, [ Fo#iZEHE2018] NAFK S, 4k TERAE
S OIGEIE RIRUHEENCRE T 20 A R T4 ) ICBET 2 E MO, TOEFHMEZRE L
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I Fid T SCEFOFREAMT L. ER - EAREEOERIEFE T L > THHEEB LI,
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72O DGR, BN BE 7T O OIFRENERN SN TRA M2 ER] o E K s & LT,
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AT RS EFESI T FODEHIFHEL 1T 020, S0z 5 & BERGE LRS- T Fid
FIURFE B O35 - fIr - BREH T2 & & blo, BERMTEEZT LD LV IEH AR L%
AifE & LT 5,
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1.

FRFDEE

Zx VT (g N2 ki) 3 Y 7 o4k (R —X - 7 —F 4f) L CNRS
(Centre National de la Recherche Scientifique : 7 7 > AFE LB FEAFSEET) O ILFEIFILIZ L -
T, 3—nu vX1F A (Europeanyew (7Taxus baccata) : EI\ZEKMIZHAAT DA I AT AD
—FE) OFEEREY TH 5 10-deacetylbaccatin M Z FIERYE & LT, 1984 H |2 ARk S 725t
HAMEESAI CTd 5, 1987 £ K 0 AMEHYZRBAFEICHE F L. WOK TOIERRRFER, W ONTE T AHERIR
R D AR 2 FEAM - ARG L 7oA S, AFICEB W TS 1991 4F L 0 5 T AEERRSUBR S B AG S vz, il
H 25 T0 AR 6 R SR DARR | L A/ SRR s v & o S [m] Ol 4 20 L . 2 188 ARG AR 12 3B 0
T, FLpE. IR/ AR 63 o A VEDS HERR S 4. 1996 4F 10 AT AR 2 HfS. 1997 4F 6
H OFEAMIEENE A & - THIE LTz, £72 2000 4 4 AT B R, BESER, IVERE 23 5 2hhe
NIFZDROBINE | FHEDOEEAER S, S 5T, 2004 4 1 FIZHERE, 2005 4 8 A5
A9, 2008 4F 8 HIZAINLIREE (X3 2 BRE UL AN IBIARE S 4172, 2010 45 11 A ITITFLEE,
e/ B, BREEESEE . DN I I01T D A T5mg/m? O M & DA Mk V2 2V ITE Y
W EATHD LW S, Zn 5EEICKT 2 HEEEN AR INT,

e, HHEEREEIT oM. 200845 2 A 26 H (FHFAMRBIMFEAR) | KFE B =
Fih, EFEESREOME, AMEROLEMEOMRREIZET 2ER) B 1ARFE2HFE 3 510D
NETONWTIUTHEY LW Efrs T,

T BX YT E, BEICHTE SN TN D K& & X)L o sl ff it 4 5% O 0 3/ 4 i1
% HEY TR SN IRIA RIS L DA L EE LW 1 A T AREICH D, T 2%
VT =)V ERE 20mg/l mL) KON TU 2% Y7 —)L i EE 80mg/4 mL) X, EhER [#
X VT =V RIEFHEM 20mg) &Y TIA 80mg) OFELEBANCAR D EHEM L LT, 20114 1 A
RISz, £, ALK TH L Z XY — v (4 7V Xk L) EORMViEZEDS
ZEEERAMELT, WELE (V2R YT —1) L LARS NI,

HADBEFHREE

DFa—T V) OEGEMREL, BERMNEEZERT 2L L bIo, ZOMESZMHIT 5, *
7o, MIRNIZ B W TIIIB BRI R WU NE R 2 BT 5, UL EOERIIC X v filaof4R50H
eIk S, PUEESR A RET S, ( TV 2. SEUWEH) OEZW)

2) AT « FRFLIE A x5 & LT % WIEE M ERAR A BR D212 8\ ) T, 48.2% (67/139) DEZhR NG
LA, BERE LTCT v M I A 7V U REUEMENEE A O M7 AW CH BRI 47.8%

(44/92) T -7~ (TV. 5. FFRGRE] OESM)
3) FE NS A ek S & U 7= B 5 ARG AR AR BR 3928\ T, 21.83% (32/150) DZEBNFR IS 5
AU, BRI D 2R I% 26.3% (25/95) Tdh - 7-, ( TV. 5. KK OHESM)

4) B xt G & U7 5 TR ER AR BRI 3800 T, 17.1% (22/129) DENRN G L, BilR
L U RIEO R THNC 10 T H Z8530%1% 19.2% (15/78) Th o 72,

(TV. 5. HRR#E OEBH)

5) BRI 2 5B & L 7o B 158 IUARERIR AR D125 T 20.6% (13/63) DZERYFRAFF AL, Hi
TR & L TEIEIE O R TN BV CH %1% 15.2% (7/46) Th o 7=,

(V. 5. KRR OHEZM)



I. BEICEY SIHHE

6) I HLIE (& RAIC X 2 ARG TH) 2 515 & U7= R 158 TR IAR BRI B\ T, 23.8%
(15/63) DFEZhFNF B AL, BERVERRE 6 5 BT 25.6% (10/39) TH-7-,
(V. 5. KRB OHEBH)
T) BEHE GEAT - ) 258 & L8 THERRRER D128V T, 20.4% (10/49) DIShENR S5
Fu. BIER & LT RIEORATHINZ W T RB35%EIT 15.8% (6/38) Th o 72,
(V. 5. KRB OHEBH)
8) 1 (AHE GEEAT « FFJ8) Akt & U728 AHER PR ABR 91238\ T, 81.8% (10/32) D RN’ 5
i, BER & LT RIEORATHIZ W T H RB%EIT 23.1% (3/13) Th o7,
(V. 5. KA OHEBH)
9) HINE IR (V| U AIGHE, 5B V&% & L8 THBERRBRICBW T, 7L k=Y nr
& DOOFEIE T, 44.2% (19/43) DN B AL, AT RIELDSN O RHREITHNIZ I )T
HZERNHIT 38.2% (13/34) Th o 7=, ( TV, 5. EKEE OEBH)
10) ASH > F B HIA 13 A BRI . BRI BRI Th 0 | BERERGYLE SOAH] & o0 (K B REFR A
BETERVIEETHINRZD LTV D, HIMLERED 1T 97.4% (963/989) | i HERIEA 13 95.8%
(939/980) & W I b S ICFR® B, BHEOFBLRITLF PR 1TV T XD &y v
BRSO BTz, F72, T0mg/m? OHETIE, 60mg/m?2 F5FFIZ L ~EFHEMHAH < H 5 b
Tzo AFOREIEE U CIIBEENC MR A 217 5 72 Cg B 2 E 8 & G-CSF 1% o3 b 72t
MR NEETH 5, ( TVIl. 8. EIfEMH) ©HEZH)
11) BIVERNE. AT - B H058 DAHERIRERBRIC 3510 5 2 MRS 990 151 K UM F iRl A Chitat &
iz, 728, BIEH OWNE K OBEEIZ DU T 60mg/m? & 70mg/m? O8I & 5 K& e 2 R I3E8
DO MN ST, BEBEDE N> 6 DIIMNE, BMAIR, 2FEEEETH -7, HRZ2E
TER L LT, BREmd. S a vy Z7iER, 7774 7% — EE, IPAE, ITRelEE, 2EE
P, WVEPEMGZE. MRRAEE, DA4, REREME M NEEEERE(DIC), IFE Z4L. B,
MR, KRGk, A4 Lo A, AMEMERIEEE R, MRS, R REIIRIE B RE(Stevens-
Johnson JEGERE), H SR I AEE (Toxic Epidermal Necrosis : TEN), ZEALEE, ([ & >R F
—7 . WKME, VME - (RIRATRE . OFEEZE, ERAR ZERRE, JERYYE, FURIRAVE U ANE A S
WIEEHE(SIADH), FEfE 72 NN OREEER | M, RIS DU o i 7755 D Rhg
EEE . Radiation Recall iGN HE S Cns,  (ITVIL 8. BIEH) ©OEZER)

3. EGOHEFIFMHEHE
1) BUAN T HIR DO REFAPEDME N 13 TABAITH O | IRMTEFRIR E IR L TV X v 7 Rk E
T ZMENRRL, BHEERE CAESICERARINTED L OWREN TS, 131 7L H
Fl& 3252 & DRk KEZRFIRIE, miEFEE NG R OFEOBAES B IEIC /2 0 | SRR
KIBIZHEAMESNDZ EThD, Fio, $HHILERFHSa L X Ix—va 20 2703,
TR TR DD 720NE D DT 5,
2) FEZ R VREIZ, RO 2 A TARAN (LX) T—NDT VI v 7 R D25 TH %,
( TV, 7. FRENE N ONEEE DR EME] DHESR)
3) I —n1 v 3 FA OHIEMHY N B AR SN, ETICH IV UBREET D HAYO X X
VA RRHUEMEESEAITH 5,
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1. BR5E4
(1) #4
T B Fx YT — VRS ERE 20mg/1mL
T B Fx T — VRS ERE 80mg/4mL

(2) *4
ONETAXOTERE®I. V. Infusion

(3) &¥DHE
One : [T &% YT — LS 20meg/ImL, 7 > % &% Y 7 — LSl E 80mg/4mL) & L,
WE, MYBEBNEREHINTW 2 XY —L L OBHIEICEE L TV D,
Taxotere
taxo : A FA DF4 Th 5 Taxus [ZHIK
tere : 13(HIHDO—FTH D tert-"7"F VL3 X — MNIHE

2. —fi&4
(1) % (@%E)
Rt # % b KR (JAN)

(2) F4& (k)
Docetaxel Hydrate (JAN)
docetaxel (r-INN)

(3) AT L. (stem)
A Y% (taxanes) PP EZIE - - taxel

3. BEAX(TRMER

HsC CH3 O

X

H,e” YO

4. FFRXRUVDFE
S5F 1 CasHs3NO14° 3H20
4y 861.93



I. &I HIEE

5. b4 (ai&iR) XITEFE
(1528,3R,45,5R,75,8510R,13S) ~4-Acetoxy—2-benzoyloxy-5,20-epoxy—-1,7,10-trihydroxy-9-
oxotax-11-en-13-yl (2&,3.5) -3- (1,1-dimethylethyl) oxycarbonylamino-2-hydroxy—-3-
phenylpropanoate trihydrate (JAN)

6. ERA. Ala. KBS,
R#R%E S XRP6976
RP56976 (A A, BN 72 &)
NSC628503 CK[E 72 &)

CEES



M. BT 5IEE

1. MEEFMME
(1) 4487 - K
HE DRSO R

(2) BEHE
NN-UVAFNARNLLT I RFETH J—b (99.5) [ZHEITRTL, A¥ /=LA XiFvyrmnm A
B AZRRERTRT L, KITIHIT & A EEIT A,

Ft %2 LKA FEBREICH T 588 CAIEEE : #25°C)

o et mgmt) | L7 80 ks o
NN-TVRAFLRLELT IR 240 4.17 O ASERD
T & ) —/1(99.5) 101 9.9 (AVASERD
AHB )= 50 20 RORRVA T RT N
A== T % 40 25 SRS ASERN
K 0.002 500,000 IF LA ERT R0

Q) WEM
20~25C. 20~100%RH 2B\ T, WiEMZ RE o7,

4) MR (R, BR. BRER
W 22 Al RU3RR O DR o T2,

(b) ERIEEAEBETER
R — K DIR B TAIER TOAMEIEIZ L AT IZB W T, pH2.5~10.5 O T pKa I
TR o T,

(6) P ECIZRE
log P=320K—F72 % /) —/VR)

(1) ZDMDELRIEE
FENCREEL @ 1%: -39 ~-41° (KK OWIEEMICHE L= D 0.2 g, A % / —/1,20 mL,100 mm)




M. BT 5IEE

2. BT OEREEHTICETOIREM
() BEEEHTISH 1T REN
YA Ko THMT B, LU FICHTERIE FICHR 1 2 ZEM A 7T,

EREHTICSET2AMRTDREM

AR AR | PRAFHIF BAFIE R
25°C , -
EMERAT N RV ZF LU RTHE TS, .
A S0%RH | 60» ] Gh:Fo5aF o smpsn) | FECHAT
Bl
18 ﬁﬂ %%@73‘37\;@’7?\%73?”” bj_ﬁ‘b: kﬁj\%@:{%/}\ﬂﬁiﬁ;
35°C 12y hT124 AICE &
BE S KT ZRBOT=D, FDOfh DRk
i . 12 » A AYFLAR (BAY) | BE R 2 23R
gi HHIT, BETHoT,
o 35°C 1200 | BEarTAMER (SME (17 Y PT12s ARICER
%ﬁ . 90%RH KT E2REDT=N, ZOfho
- Sk 12 4 H RYTF LA G- | PBRE B IR R R R A kS
BOLNT, BETH-T,
AT T PRI o3 iR ) D HE N Je Y
. s %
x (7,500 1x) 160 1) #EIL (PR GROETEED,

(2) L IERETICH T 5572

KD 4%RY VY L_— |k 80 IBik%E 45°CT 11 HREMEFE L& 2 A, 56.0%ICEENMET
L. DR DI S -,

(3) FFERERY
WEERUER, TRIRIRRE M ORI (LRI TRl DT LR RAERMIE, RO 3HETH D,
PRERYD

{b54 : 4-acetoxy—2 a—benzoyloxy-5 3,20-epoxy—1,7 8,13 a. —trihydroxy-9,10-dioxo-tax-11
-ene,13-ester with (2/,3.5) - N-tert-butoxycarbonyl-3-phenylisoserine
5y : 805.88

s
CHs
HaCC —
(I:HS
E—6 Y o-tors
PEERYQ
b4 : 6 a—benzoyloxy—5-[1- (E-3-formyl-1-hydroxymethyl-1 a —acetoxy) allyl]-3,7 8,9 a

~trihydroxy-4,10,11,11-tetramethyl-2-oxo-bicyclo[5.3.1]Jundeca-3,10-diene,9
-ester with (2R,3.5) - V-tert-butoxycarbonyl-3-phenylisoserine

7F & 805.88
i
(o g i
HiCG — 00\ A




M. BT 5IEE

PRERYO

b4 . 4a—acetoxymethyl-3,7 a.,8a 3 —trihydroxy—4c,6b,9,9-tetramethyl-5,6-dioxo

—perhydrotricyclo[5.3.1.0 4,8]undecano[2’,3’ :5,4]furo[ 3,2-d]furane,?

-ester with (22,35 -~ NV-tert-butoxycarbonyl-3-phenylisoserine
7= 701.77

I

3. AMAS DHERHEBRE. EE

R BRE
HASRHT R & Xv LKW O3 BRIC L 5,
JIES AL

HAIKBHI R X3k OEEEICL S,



V. REICETHEE

1. FIR
(1) FlfzDX5
R PED LA

(2) HHEDOHNEER VIR

i U EX)T—)b U Ex)T—)
ko A& AUEEE 20mg/imL | AU ERE 80mg/4mL
i N 1A T IV DAy B
1 mL 4 mL
I HF K& X2 Kmy 21.34 mg 85.35 mg
AR (Fes%tL s LT) (20 m) (80 mg)
% R B A~ TN WA DR

¥ AFNTIRIR O L 2 ZRIC AL, 20me BT 1.3mL, 80mg AT 4.3mL (B RFE S TV 5D,

3) #|ANa—F
BN

4) HF DM
pH : 3.0~4.5 (AR 2.5g (27K 10mL &I % CTIEFI L7ZHRICHOWTHIE L7z & %)
RBIE L CERL AR D 1) 5 2 CEEIAIRSUT 5% 7 R U FHRICIEF LT & %)
HHE : 0.94
FEEE © 15mPas (20°C)

() it

TR DR G o ORI IR - 556

2. WFIOMAKL
() AR (EERSD) OSERVHFNH

I TURX T — )L TUH X Tl
" JETEERE 20mg/1mL | A EE 80mg/4mL
1234 7oAy X
> YAN
ok 7 1 mL 4 mL
e N R Il 21.34m 85.35m
HRHSY ! & &
(FEXXENLELT) (20mg) (80mg)
] AU V~_— k80 0.54 2.16
% Al £ £
KT H ) — )L 0.395g 1.58¢g
X ARFNTFHRRF OB LK ZZEICAIL, 20mg #HIT 1.3mL, 80mg AL 4.3mL (iR & HE
EhTwnd,

(2) BRESORE
MR L



V. REICETHEE

Q) #&
LR

3. RMIBBEDHBRUVEE
4L

4. A
L LR

5. BAT HARENED & DKM
A FA FEE S OfiHEE, KOG HOETE TAEKT 5 & BEX 6D ERIBEMITIRO 3TETH D,
BREEREYND
b4 : 4-acetoxy—2 a —benzoyloxy—13 « —cyclohexylcarbamoyloxy—5 3 ,20-epoxy—-1,7 3,10

—-trihydroxy-9-oxo-tax—-11-ene

BRHBEEEYMO
{b.5%4 @ 4-acetoxy-5 S ,20—epoxy-1,7 8,10 8,13 « ,~tetrahydroxy-2 a —[ (Z) ~-2-methylbut-2-
enoyloxy]-9-oxo-tax-11-ene,13-ester ~with  (2£,3.5) -~ N-tert-butoxycarbonyl-3-

phenylisoserine

BREEREYO
b4 : 4-acetoxy—2 a ~benzoyloxy-5 3 ,20-epoxy-1,7 3,10 3,13 a ,19-pentahydroxy
-9-oxo-tax—11-ene,13-ester with (2R,3.5) - NV-tert-butoxycarbonyl-3-phenylisoserine



V. REICETHEE

6. RADERZHTICETIRENL

EREHTICETREFDLEM

@% R4l IR R chom
<20mg/1mL HHI>
24y A £ TETORRBREHIZEW
1]
Q“ﬁfﬁfﬁ> CHI A UL T o T,
» G E DRI & Z AU RE S & B
B | Wt 5 AW | F AR & LT
sy | 25 C/60%RH SATFAD [ <80mg/dmL BLAI>
. 367 HE TETORBRERIZEW
““ﬁfﬁ?%> CHRICE S LEETh T,
7 SEGIE DN & 2T e S & i
16 F A3 HITe.
Sy HETETORRBREHIZBW
P S Wt 5 M | TSI A LR E o T,
stgy | A0C/TE%RH 6 %A SATAD |65 F 110 R 8 2 5 G
BRI B,
183 HE TAETORRBRIER 2BV
PR | a5 M | THISIEA LEE b o T
stgy | SOC/65%RH 36 » A SATAD |24 BRI B % B 2 %
e IS
%(lzoﬁlx'hr UJ:\ ﬁ@ﬁ‘?x@ gy Jor P N .
e | 200W-hr/m? %88 2 5 ¢ % A5 St | R OEMAED B,
bR |IEE (GEfREY A 270 16 H) ¢ | BT T A8 |15 EF TR CORBRIERICBWT
—15°C/25°C XA TV RIS LEZETH o,

1) IEST R OMEISE




V. REICETHEE

7. RARERVBREZEOREMH
ESRIDORARE
DDS#‘J?-!I&%ﬁaﬁzmgn mL, 80mg/4mL AR E
®

)38

@ 20mg/1mL

80mg/4 mL

L .
30,

VIR 2GR TR E - TL S v, i 1213250 313 500mL o> A= B £ 35 i 3L
WEHD 121G AR S N F § (199G LD K4t 135 %7 N BEEZ Hv, RAGHR LT
EEA LSBT 2ROaT) Y TORENDH ) 7). {728,

BT HERLPIHH L TL 228w,

B 1 mLPIC20mgd Ky ¥V EEHLET,
F 7o, B 1 mLAIC0395gnMEKRT Y ) —LEFOERL

9,
jy&#v%ﬁwﬁ%ﬁ& 2% F— LA EHEA20mg. 80mgN T L I v XKLL
NATVERELET . Fea2xtIViRE. RO 2/ —IVDER
BFREVET.

FHLQWRY v & ¥V 7 — )V EiEEE20mg/ImL, 80mg/4mL
BO% &5 — )V HiEEHEH20mg,. S0mgD R XEE %
i ARSI

FHE N2 FEIVaghac. BERREEEE -FEFETR7OME/ M. ZOROEETIE75mg/ m <Y,

DI9FY) T =)m: 20mg/1mL. 80mg/4mLISTEFRD
IFYV T =)l ramn20mg, 80mg ETFDOEHNREBUET

CERICH->TIFTRIZCEHET S,

REIFERIVIREHGERD2(S

B UY9FY5T—Ib: 20mg/mL
B {ERD IFV T —) (FMHBERICEFEEZEDTIUIVIZR) 1 10mg/mL

EEDZ XY T—IL JUAxYT—)L
A
N o o o AL
AL IwERY ENEE AS
s A
K 7 AN
4 Vo

/

HEMYEHRRDIFIT-INDEELRVET.
CERACLIRADERREECEEB LS,




V. REICETHEE

HRENBRORENE (BRATHEREIATLSER/ A AV I RUVERZREY FEDBEAHE)

AF 2 BB AR UL 5% 7 R B ESHK LR L, @i N 79 30°C, 4 BERIR(FE. £ 1 8
M2F Tl >y hOT A &@LU CHEN ST & 2 OREMEE R L,

WTHNOBIKIZEBW TS, fmofrtiEEo ohn T, EEWEEL O R4 XL ERICH AL
ITRO NPTl Einh, MEKOMEFIICZE CH D Z ERERINT, £o, AFD
W N 7 ~DOWRE B bR oTz, ZROOFEND, iR/ Ny 7 R OUEE ~ bl R
D EVENRHER I Nz,

WA\ RUVEREY FEDBEEN

[
" L omom TR A v
RT3 A B o OH MO P
L 24/
F‘:‘ﬁﬁu H% 4 HEFF'HFJ% (/ﬁ"‘fﬂﬁ‘ FO
5 W)
S D WA WA N
A PR IRIR & 3w 80mg/254mL KM% FtL 0.315 0.313 0.316
(TR E+HEE | 200mg/260mL 4 FE (mg/mL) 0.730 0.730 0.729
R SMEL D ey ey ey
5%~ Kkt . — .
L Rt & %t L& 80mg/254mL Rt & %L 0.291 0.292 0.291
(IR E+IE R | 200mg/260mL JFE (mg/mL) 0.719 0.715 0.718

1) ABUIHIRMBLE 21TV, HROHEARO LRV EEZEA L LT,
RNy 7 OME - RY =F L
Wit > NOMHE AU E =1 [FT8A TOTM( KU A Y » Mg R Y A (2-2F A~F o)) ]

14 FRLOEE T

141 EXRAREFOTE

14.1.1 KA EARE DR/ 2 K& X VB & RRFCEH LRV &

14.1.2 MEEZFEFFE CHREIERY . BEHIZ 250 T 500mL Ok CEBEAER IL5%7 K
TR LIRMLRITECNICERT D 2 L

8. ¥l &L DESEL (WMELFHEIL)
R L

9. BHME
LR

10. Bz - 2%
(1) FENDLELRZ - 8%, SENFRLERS - SEICET 51ER
Friz/p L



V. REICETHEE

(2) a%
T B X T — )L S ERTE 20mg/1mL - 1ImL X1 A 7L
T B X T — )L S ERTE 80mg/4mL - 4mL X1 A 7L

Q) FlEE=
P - Y 2

4) BHEOME
INA TV BT T A
4 A f:TrETFAIL
¥y v 7T TAI=TA

11. RREHESNDIEME
FFIZ7e L

12. i
FrizZa L



V. JAEICEHT 5I1ER

1. EEXIEHR
O%LfE
O3k /MR
OB#E
OFETAHNE
OBN &4
ORE=E
OF =iz
ORI iR#E

2. SHREXIEHMRICEET HFE
5. ShREX [IZHNRICBET 5T E
(FEHRE)
5.1 KA DU ENMLFHRIEIT I T 2 A 2ME K VLIRS S TUVRUY,
(RTILRREED
5.2 EREEEZ AT 5 IIESBRMEOBE IR G T L2 L,
(figEai)
5.1 EANICEWNT, AANCEIT 25 T FHEGRARER 0 ClIErT (Stagelll, V) - B 15 (RIEIE I &
KL L2, &RE L,
5.2 WS O K ONENERIREER D CIEAR /T U AICHERS R ME BTN IS 0D B3 2 b G 56 L 72 (7GR
)
HIREA &2 AT DN BB F LRI KRR OT > Fa b U REEECUT, TADT))
ZOFH L7 ygsh 5 AEER (STAMPEDE 382 9, CHAARTED &k 10%5) 2352 E S 4L, £ hH
DFER IV, AFENADT OFFHOAEEI RSN Z L5015 2021 4F 9 HICksiT Lz,

3. RiERUVHAE
() AERUVASORS

6. AERUVAS
NBE I S F R OV B
imﬁm%ﬁ BHE. IS 1 H 1E, FEXFEa s LT 60mg/m2 (KKK & 1 Ik
= i MO RALL 2T T 3~4 RN CAEETET 5, 2B, BEOREEICL D E
%g%ﬁ HHW T2 &8, 72720, 1R EHEIX 75mg/m2 &35,
WEL. AT B 1E, REZFErs LT 7T0meg/m2((EFREE) & 1 i1
EEX BILL 23T C 8~4 BRI CAMBET 2, 725, BEORIEIC LV E
HHET 52 &, 72720, 1 [EE&mHEIE 75mg/m2 &35,
- WHE. RAIC 1T H1E, FeZExtre LT 70mg/m2((KERE 2 1 K
%E%ﬁ BILL 23T C 8~4 WG CAMEIET 2, 725, BEOREIC LD E
- HEETHZ L,
WEL, AT H 1E, FEZFEre LT 75mg/m2 (KL HIfE) 2 1 i
GIRVA 22 BILL 2T C 8 BIRIRE AT 5, 723, BMEOIRIEIC X 0 56
BTAC L,




V. JAEICEHT 5I1ER

(2) AZERUVHAZEDXERE - IRH
FLIE /IR s . T | S - A 1 AR IRERBR AR |2 D & | Kt &Y 70~90 mg/m2,
HELEFH B3 60mg/m2 & S, T D%, ZNEN ORI - % 5 T FHEG R SR 101973 52 X,
USRI R ENTZ ENBRRE LT,
PRBE © TV, 5-(3) FIEBUSERRHER SR
BIER B BRI KD X, HRMED 70~90 mg/m2, HELEHEIX 60 mg/m?2 & 5%
TE S, RAEREE R E L5 W AHERRER 905 R, T0mg/m2 CHUEE 2 R R Sz 2
EMBRIE LT,
TR 5 ARERARGER OOK R, T0mg/m2 THIEG R RSNIZZ ENBRE LT,
2010 4=, SN BT D AGRRIL L OE NI D AT ST I FE SV THFE 21TV, T, FE/N
fafitis, . SESEEE. IREURIC )9 B AK] Thmg/m2 O FH B DA M & O M I R 385
ErEmTHD LS, THEKOHE] OEEREKRI NI,
A« E NS AR AR REBR "o LA O & (FE 2 F&/0 T0mg/m? 3 lEKRE5+7 1L R
:fuy5mg1azﬁﬁaﬁm&5)fi RSN IR & PSA AR PR bz, —
. MESVEB ARG AR ER 9Tk, FEX$E/L 75mg/m2 3 lBEHKEG+7L K=Y 5mg 1 H
2@@5%D&5T@ WARN RSN, PEORBERESFE X, FEXFE/L 75mg/m2 O
B 52 [HEROHE] & UTHRE LT,

4. BERUVRAEICEET 5FE

1 RERUVAEICEET 5FE

1.1 RENDOEHAZ BTz - TE, FRICARKI O FHEHHIK T Th 2 i PR O LB 0/ E L
Be 52 B O P ERELAY 2,000/mm3 K ChHILE, B AT Z L,

7.2 RANOEGENEMNT S L, BHMEIN L0 HOEDLNEIBETNNH DO TEETSH 2
&, [1., 81, 9.1.1, 11.1.1 &#]

(i)

1.1 BREIHE O H 5 BE~ORAE 51X, EEZAMERED, FHERBD 25 &3 LN T
Pl Hu, BYYEDOF %21%%07 EMRH Y, L XITHEMGMRRRET-ED 2 R THISH

B e, EHEMITIXIRERE BOLNTWD, BRIH O D 5N 5 BE~OFREITEE
Lf@Gmwo(ﬂﬁwﬁzmwmwuL)u%&&@%@%ﬁéﬁgﬁ%éouimz&#
HARIA & 7% E LTz,

1.2 V. 5-() o) &=



V.

BEICEAYT HIEH

5. ERPRRLIE

(1)

(2)

(3)

4)
1)

2)

(5)

BRERT—RA Ny H5—o
M LN

B R SR AL ER
SAENCHT 1990 4R K 0 RG] & B 5RO 72 5 5 SO T FHERARRER 11993 F ki S,
SHENZ 1T 2 58 TTAH B RRAUER 0 72 50 O HELE ] B3 3 SHIHIRG 1 R R 5 & Shiz,

5 I fHERPREAER

A Be5-fH kg BhHE LI B MTD DLT HEEH =
o (&) (mg/m?2) (hr) (mg/m2/1-2) (mg/m2/21— )
TAX001 1V 2~3 5~115 1~2 115 F BRI, A TR ERE D 100
TAX002 12 3 10~ 90 24 90 I RERIRA, TNk
TAX003 19 3 1~ 16 1 80 M % Rk 5 Bk kg 14x5
(5 H i##5¢)
5~100 6 100 - ER ) —
TAX004 19 —
00 3 100~115 2~3 115 - ER ) 100
10~ 65 FERIER, RRFE I
15) ’ ’
TAX005 3 (1, 8HA) 1 110 S 50%2

MTD : Maximum Tolerated Dose (& Xifif &) . DLT : Dose Limiting Toxicity (F&#iHFM:)

AFNZ T 25 TARERARRER L, SECHESE S e 3 BRI 1 KSR 522512, 3~4
ERRERE 1 RERLL TR RS Lo B OB 2 BICE R S 19, DLT (Dose
Limiting Toxicity : F &M 5EM) 13 B ek | 4 ek . MTD (Maximum Tolerated Dose :
A KT ) 13 70~90 mg/m?, #ELEM Bl 60 mg/m? & S/,

AERGERAER

IRBIELZ 331 2 TS T FRRG PR AR 105 B0 2.3% (1/44) TH Y . ZHUFHHE (100mg/m?)
BT 2HE BWERELS TELI LD THATZI LD, HEEBNRTSThHo72 2 L3 HEH S
N2, SNBSS L CHIRI G &2 ET 5 2 E DN RENE O a2 ettt Aoz Bz
7= ECRET D HERMN A oy PR ER SN 19, T0mg/m? OP)EHE GBI OV TL e
K OVE DR S Tz,

REERTEABR
BNPEIREEEAER

ZEER L

R &R
LR L

BE - HERIHR
R L



V.

BEICEAYT HIEH

(6)

ARIEA

1) FERARERAE (—REAKEAE. FELARERE. ERABELERAR) . &Rtk

2)

T—RAR—RAE. HERTERERABROAR
il FHRRAEI AR 12 38 1) 2 Z e MERHImAER]3,28161 % . BIfEN (RRMAEME R 25 Te) 33,0936
(94.3%) IR bivTz, ERBWEMIL. BHRAIR1,90861 (58.2%) . IiFE1,859%1 (56.7%) .
A EEKR1,629%1 (49.6%) | Hlx1,59261 (48.5%) | MEH:1,5871 (48.4%) % TH -7z, E£72
BRI A E R X, AIEkEY2,634141(80.3%) | 4f HERIEA2,423%1 (73.8%), ~E/mb
01,5250 (46.56%) HTholz, (FEAK TE)
OFLE - /M HRfafhE - B - AT E - DN
HREOREE., AROBENME. BEMEIZHOWTITEHICEZR W CHERERRD D) & &S
o, BUTOZDREUTI R, FELK O HEICER 20 o7,
QREE
TSRO FRIEIC BT A R EMTHE O T2 D O R E M R A 4 52 L=, T OS5, BT
OZNREUTBE., FELKOHEOEE 2 B4 5 FHITRO b ol
QF =iz
LRVERAE O T2 QR EME A GERAE 2 320 L7, ZOfE5%R, BITOREE
OHEOEE #8345 FHITRD b hr o,
@RITILIREE
LRV 0 72 3D Oy E G F AR A 2 S L 7=,
OHEOEE #8345 FHITRD bk hr o,

T kK

ZORER, BATORESUIZNR, Mk K

ARREFHELTERFPEORNEXTER L-AE - REBEOHE
FLgpa M ONFE /IR s 22 b 52 & U 7 B il R B (i R 2 BR R BBR) oD E RS kR & ST
Wizl dIz, BUF D2 3B FE s S iz,
O<HNET—52 >EBUIEICHT 2MEARELTO FFVILED VHRARERTFFVIL
Evy - 290KRRT7 2 FREDSHERIERSE MHEEELLLERE ©
ATHE : F¥ YL E Y 50mg/m2, AA| 75 mg/m?2
ACHE: F¥ Y ey 60mg/m?, 7 uARA77 I K 600mg/m?

AT #f (n=214) AC # (n=215)
TTP A JefE 37.3 1 31.9 1
MST 225 n H 21.7 » A
FhH 59% 47%

TTP : Time to Progression (JAREZNRFHEEHIH) . MST : Median Survival Time (417 5 4fE)
Primary Endpoint T % TTP (28T, AEZ (log-rank ; p=0.014) 2358 b7z,

TREIWERNZ, AT BETIEAF BRI . SEBWELF P BRI . B, Bl ek, REEIR, &5
BV, TS, AC BE TIIAF BRI LR, ol TRk, KR, EFEERRETH -7,



V. JAEICEHT 5I1ER

QI/NERAMEICHT DR TS FUBABERVELTYY - DRTISFUBEDEEAIL
LBt R 20
DC # : A4l 60 mg/m? (dayl), ¥ A7 7 F 2 80 mg/m? (dayl)
VdsC #f : v 7 v 3 mg/m? (dayl,8,15). A7 7 F > 80 mg/m? (dayl)

DC #(n=156) VdsC #(n=155)
2 AR 24.4% 12.3%
MST 11.3 » 9.6 »
TR 37% 21%

MST : Median Survival Time (A=77HR] 4 9e &)

Primary Endpoint T& % Survival (25T, A E 2 (log-rank ; p=0.014) 23588 H L7,
FR2RWERIL, DC BETITAFRERBA . Bl - N, 2B, TR, VdsC BTl
HKigA, BiETh o7,

(1) =itk

1) ENERRBE

OEF|R ERHFOERKMERE
SURE . FE/ N . B K OSESEE R L W TR O B P 512 K 5 1% 2055 TAR R PR 3R BR A3
60mg/m2 O FE THEM S, HEE (50~T70mg/m?2) OITOIVIER] (FLFEE 21 #], FENHIE
JifidEE 32 i, T 13 B, BEHSHESRE 10 ) 2 &k, L 48.2% (67/139) 12, FE/ Ml
JififE 21.83% (32/150) 39, FHE 17.1% (22/129) *142 FHFHE 20.6% (13/63)*3 Th - 7=, Y
L, BIEE, TE RIS D ARK O HE 5 X 5% TARERRRSRIY 70mg/m2 O & T
TTiodu, 880313, LIS 23.8% (15/63) *4 | A5 20.4% (10/49) 9, 15 {4 31.3% (10/32) 9

Th o7,

BHIE IHEEEREHERICH (T 2R E (BEHFE)
JE AR GBS CRf1 PRi2 F3h=% (%)
A 67 3 32 52.2
FL i B 72 5 27 44.4
HEt 139 8 59 48.2
A 75 0 18 24.0
FE /N e it e B 75 0 14 18.7
Gkl 150 0 32 21.3
A 66 1 12 19.7
B St B 63 0 9 14.3
Gkl 129 1 21 17.1
SH A — 63 1 12 20.6
o B s — 63 1 14 23.8
7 E — 49 0 10 20.4
+ = A — 32 1 9 31.3

+1 CR : complete response (58 272%h) +2 PR : partial response (5855 Z=%))

QU AR EBDEERNR
AN (RVE o RIGHE, BB M) IR T D ARAl L 7L F=Y m U OFR#E 512 X 5% 815 T FEES
PRIABRIT TO0mg/m2 O R TIThi, FHHERIL 44.2% (19/43) " TH > 7=,



SRICEHT HIER

FRFE THEEBKRARICE T HBRADRE BHiRAKS)

JoE N AR BI% CR PR 72503 (%)
HIT ST H g — 43 0 19 44.2

CEMNEKRARICH T %M
HFe 5} QR VE & RIS ERT E IC B 1T 2 7 L R=Y m v &L OfFIC K 5 BN ERR
BRIZI\N T, TR BIHESE O B AV T E B 23 2 R 1,072 B 14 61 (1.3%) 123D bz,
NIV TIRE, AFIOEGIZE > THMERED . FHERBD 2RO, 5 BEGENFER I
Rt SATUMAE S FEIR & 72 o T2 b DAY 8 451, BUMIAES = v 7 EIFARICE VAT LI D3 1
B, FRYLE & BEIRIS OEEEIZ L VBT L2 b O 1 6], JRYLERIC DIC 2> b 2SR BIT
LETLEZbON 16, BARAEIZES b0, DIC DWW H Y ZIEEEAEIC & 5 b o UIME M
JRDEDONT- S ONRE 1 TH -1,
¥, BINEEEEIC W TIE, RatERHIAES] 43 B, Grade 3 LA EDRYEN 10 1] (23.3%) .
MIEVERIZE S 261 (4.7%) ERWEIG TR LN,  GKRRREL OhEEB )

E{ERA

BIVER X, EWNaT - %5 DRI 5222 MERHIEEEF] 990 I Tt S iviz,

72k, BIWER O K OBEEIZ OV T, 60mg/m2 & 7T0mg/m2 D HEIC L D K& BRI D B
Ay RSN

F 72 % EWEH TR
AT AL B A3 A E SR NCI-CTC*2
H & 60mg/m?2 *3 70mg/m?2 ¥4 70mg/m?2 *° (E;;IE;%?;XG
FIEH 2K |Grade 3-4| &K |Grade 3-4| 2K |Grade3-4| 4£fk |Grade 3-4
B 77.5% 16.7% 71.8% 23.6% 93.9% s 88.4% s
(585) (126) (79) (26) (77) (38)
IR 59.9% 10.9% 50.9% 9.1% 72.0% 18.3% 65.1% 2.3%
(452) (82) (56) (10) (59) (15) (28) (1)
P, 53.8% 8.7% 53.6% 10.0% 81.7% 11.0% 53.5% 0.0%
T (406) (66) (59) (11) (67) (9) (23) (0)
0 51.2% 4.9% 32.6% 0.0%
- 47.8% 6.9% 48.2% 9.1% (42) (4) (14) (0)
_— (361) (52) (53) (10) 25.6% 3.7% 11.6% 0.0%
(21) (3) (5) (0)
S 46.0% 0.9% 45.5% 0.0% 28.0% 0.0% 7.0% 0.0%
(347) (7 (50) (0) (23) (0) (3) (0)
- 22.8% 2.9% 20.9% 0.0% 48.8% 7.3% 30.2% 0.0%
(172) (22) (23) (0) (40) (6) (13) (0)
e 2.0% 0.8% 0.0% 0.0% 23.2% 11.0% 72.1% 23.3%
- (15) (6) (0) (0) (19) (9) (31) (10)

X1 TEER AACFHRED SR OFELEE) o TRIEH O 285

%2 : [National Cancer Institute Common Toxicity Criteria NCI-CTC) Version 2| (2L 5
%3 : 755 1

%4 PIELE 110 1

5 82 4 (AIEHE 49 B+ 1= (A 33 i)

6 HISLHGE 43

7 : NCI-CTC Ti¥ Grade 3-4 OFEMAEAE 22



V. JAEICEHT 5I1ER

BRAREEERS
[EIAT « 155 TTAHERARRERICI VT RO &5 2R ERR AR H 25580 bz,

70mg/m?2 O ETIX, 60mg/m2 5 5-FF e~ FEINH S & 123 < & bbodu, A BRI

~ES B E D EORBENRE T

BT D BRI A SR R R

2
RAIHH 60mg/m? 70mg/m?2*! (;%);?g};)
vily/vil
2R 97.2% (733/754) | 97.9% (188/192) 97.7% (42/43)
H 1 Bk 2,000/mm3 it 65.3% (492/754) 81.8% (157/192) 81.4% (35/43)
1,000/mm3 i 14.7% (111/754) 27.1% (52/192) 20.9% (9/43)
2k 95.2% (711/747) | 98.4% (187/190) 95.3% (41/43)
T ER s 1,000/mm3 & | 84.6% (632/747) | 90.0% (171/190) 93.0% (40/43)
500/mm3 i 60.6% (453/747) | 73.7% (140/190) 74.4% (32/43)
NN 2 50.9% (384/754) | 78.1% (150/192) 76.7% (33/43)
NETRESBD AL i 7.7% (58/754) | 16.7% (32/192) 9.3% (4/43)
. . (] . 0 . 0
L N 11.7% (88/753) | 13.0% (25/192) 9.3% (4/43)
i/ N -
50x103/pL i 3.2% (24/753) 1.6% (3/192) 0.0% (0/43)
AN 0, 0, 0,
. (] . 0 . 0
A 0, 0, 0,
. 0 . 0 . ()
e 0, 0, %2
o Eo(f 41% (31/754) | 10.4% (20/192)
BUN E5 61 mg/dL bl 0.7% (5/754) 0.5% (1/192) — %2
X1 JREE - RERE - e R
X2 BN RE CIIHAEREHRA & Lo
HHPERELDHERS (o)
R [/EasREE & {0) Nadir ¥ T Nadir 7> 5 2,000/mm3 2L
I==N e
Nadir*? DOHARM WZEE S 5 £ TOHIM
60mg/m? 527.5/mm? 9H 8 H*o
70mg/m2** 412.0/mm? 8 H 6 H*6
70mg/m? (FiSZIYE) 594.0/mm? 9 H 6 H*7

%3 a— ANIEE

¥4 PNEUE - RIE + s A

¥5: 41,644 = — A 587 =— A (38.0%) T G-CSF B % i F
X6 : 42439 =— 21281 =— R (64.0%) T G-CSF HH 2 H
74120 2—AF 70 2— 2 (58.3%) T G-CSF &K% i

2) BYVER IR RLAE

D5\ 5 MABRRERELER « TAX327 &LBR ©
RIVE ARG MR ISR T 2 7 L R=Y ot 37 L F=yr o L o HIiC X 215+
SBUFREGRR B Cld. K 75mg/m2 @ 3 ERHIMMREE G- HE, AFEHMOER 2775 LT,

B E MARER RS ER (TAXS27TEAER) ISH (T 2 A F AR ICE I S RE

AN G NN AR T
(n=335) (n=337)
AEAF IR R il (H) 18.9 16.5
[95% 15 FH X [H]] [17.0-21.2] [14.4-18.6]
NP — R 0.76
[95% 15 FH X [H]] [0.62-0.94]
PfE"® P=0.009

T1: EARARE T2 ¢ BN OO I b E N AR KGR
T3 : JRIEATOEIR & O Karnofsky PS CTii%k L 7= /&%l log-rank &



V. JAEICEHT 5I1ER

Z OEFRBBRAE R A B E 2 T, ADZIE O FHE R CHEICOWTE, AFEHIFIER O RN RS
T HEAM R R BRBR IZ 35 1T 5 IE e OV & (7T5mg/m2, K OSSR REIE) 2 5 Z & 23524 & fkr
e,

AFNT5mg/m2% ¢ 5- U 7o 2 2P FHAM G251 332451 | VAR BIHSE D BE b aL 7 SEHIT 141 (0.3%) T
bolz, EREWERIL, BiE2166] (65.1%) . ©HEE14241] (42.8%) . 011861 (35.5%)
ETh o7, Grade 3LL EOFRBLRTITRHEDKLMG (3.9%) NExbmrolc, i, HIKKR
BEREFICONTIE, A2 I L723286F, £ DII~ES v @md2186] (66.5%)
Al-P 520461 (62.2%) . 4FHEREA 13461 (40.9%) . HfLEkEA 13261 (40.2%) % ThH -
7z. Grade 3LL ECEZ2H OIL, AFHEE 10561 (32.0%) . BHIMERA 796 (24.1%) . Al-P
53861 (11.6%) HThote,

QABENRE L FFVYILE L VAR5 HER Y

5 1AHRBRICEB VT, BRI EIIAHF 70mg/m2, R VL E T Y 50mg/m2 & S4v, & TAHRERIC
B HHEEH &L, AA] 60mg/m2dayl, F¥ VLB 2 50mg/m2dayl @ 3 LG L &h
Too MAIOEGNERFIL R Y V8L o ZARICHRNER G L%, 1RO 1 T2 1 e R
&G TITbivic, £o. ZORBRTIImIER OB ENEFICET 2 biThi, ARG HZD N
INE Y UG TCITE R EN R TS Z RO LN TV D,

55 1T AHRRBR I 35 1 % 285038 CRF52201) 13 70% (26/37 ; 95% 5 HHIXH 53~84%) T, TTF (Time to
Treatment Failure : {8#aEhHAM) o B 1% 30.1 3 (&1 : 3.3~80.7 ) TH - 7=, EEIWEM
(Grade 3 LA E) %, 4FH Bk (93%) . FEEMELF FRERIBA (40%) . ~FE 7 = B R (5%) . i)
WD (3%) . BACRE (10%) . EHEEEE (5%) . WEBUE (3%) . HifutE+ —fRIBEE (3%) . AT
PEREREE (3%) . MREFEE (3%) Th o7,

@I MEMIEENRE LIz R TS5 F s ARERR ™
55 1 HRBRIZE W T R RTIHEICIEZE 5720y 7205 THHBBRIC 31 B 433 B3, A7 60 mg/m?
dayl. ¥ A7 FF > 80mg/m2 dayl @ 3 Z & #eh & Sz, MO GNEFITAHK] 1 B S
Wi, 3R 1ot v AT T F v & 2 R R B 5 CIT b,
55 IAHRRER (23 1T D 28802 GRhiEksBi)) 13 42.2% (19/45 5 95% 15X 27.7~57.8%) T, A7
o 43.3 3. 1 AEEfEERIT 38.7% Cdh o 7=, E/2BIEM (Grade 3 UL L) 1%, A Bk
(53%) . AFHERIED (84%) . &l (13%). M/MRIHD (2%) . BETFEE (40%). 2 HBERK
(18%) . FL/EM: (11%). T (11%). {KiM/E (2%) Th -7z,



VI. RHEEICEHY SEE

1. REZHICEES B LENRITLEYE
VAN e %

2. REER

(1) YEREM - 1ERKF

FEZ X3 F 2—7 U COESZRE L CLERBNEZERT 5L EbIC ZDORES %

milld %, EloMERIZIEWTITFE
DA SRR EAFIESE D,

N B 7o INE R Z2 BT 5, BLEDOIERIZ LV i

DF1—TY ESGRERVBNERESHEERER (/n vitro)?
Rt v LnT UM NEERATORES ERESICKITTHEL | 35°CEM T THOLERIE
WXV BE L7, GTP OEFHETIZBWTYH., GTP # LRI 2EAREERAZ R L, #UNED

REAREWE THDH Ca2 (CalCls :

T Fa—T U INERBAERE
0.2
U4 i /'/‘/—
k0.1
i-3
(350nm) -

4 mmol/L) Z¥RIN L=tk b EAIRBE SN o T,

——FE&F&/110pmol/L
‘ (GTPIETFAET)
BEE 1P tmmol/L
v -
\\ -
-7 Ca”j?f\‘\ﬂ[]

20

|
60

40
R (49)

80

DFa—JTY) o EEREREERn vitro*™®

K2t ARNF2—T7 /i/\@ﬁuuﬁ‘ﬂﬁrT
BE CITEANEZVE

3TCHRMEFITTHRE LTz, 1@

EHLE T ERTF 2 — 7Y &,
@w%;—7)/@fT IZBWTH, Mt

X VNIFETFT TR T 2a—7 V) VEADERL SN, T OMBAEEITSEIED 2.4mg/mL 1Zxf

L. 0.02 mg/mL &{XEZ R L7,
T EANEESNDRANT 2—7 Y P

== K% %120 umol/L
0.20 {---—-----7 0.6 - -t i
0.15 | 0.5
. . |
% e
* I R R
BE 0.10 0.3 k& % : 0. 02mg/nl.
(350mm) | 0.24---- *t 8 : 2. 4mg/mL
0.05 | !
boo1q £
. | 2 s /
0 0 5 T T T T T T T T
0 0.102030405 0 05 1 15 2 25 3 3.5 4

Fa—7 U RE (mg/mL)

Fa2—7 Y VPRE (mg/mL)



VI. EEEICEHI HIER

(2) EMEEMITLHHABRBKE
1) in vitrolZ& 1T S HIREFERRE 1
O&EEEKRILE MEMRICE T 2 MRETEREER (/n vitro®
11 o #ERIbe MEfMiez Ay, Fegxtr, FEyaresyrDOX), B s U A
F 2 (VCR), = FARY R(VP-16), ¥ A7 FF L (CDDP) @ ICs0(50%H 34 5E BH I £E)
EZRE L, FeEZXeE, WThoMBEKKRICR L CHHEEREEMZ7R L, 11
8FRIZIH T, 5 FAIDOHF Tl KW ICs0 fHZ 7~ L7z,

N . ICs0 (ng/mL, 24 Wrf#afiti%)
il MIER FE &%t L DOX VCR VP-16 CDDP
CHP212 0.13 5.8 9.3 7.3 26.7
AR i e e LAN-1 0.16 8.2 6.9 6.5 23.2
CHP100 0.27 7.2 0.5 5.5 86.0
TR170 0.88 9.0 1.1 145.0 42.5
PP ESE i i JA-T 0.94 16.0 3.8 140.0 182.0
SKOV-3 1.88 30.0 7.8 120.0 424.0
£ 1fi 55
(U < IEERME) CEM 1.00 - 0.9 92.5 -
FERATIE SuSa 1.42 1.9 0.2 7.5 40.0
S LoVo 2.12 6.0 10.0 30.0 40.0
i COLO205 2.53 10.0 7.0 350.0 10.0
R MCF-7 2.50 19.0 0.8 100.0 180.0

QEEMIETEREER (/n vitro®
8 FHDOREH L NEEMIaE AW, KeXFtr, 27 7F 0O ICso A RIE Lz,
N4 g, W oOMRIC R LT LI EER 2R L, Y AT T F U L0

W ICs0fEZ R~ LT,
] ICs0 (UM)
AR e i VAT T T
MKN-28 i 0.00064 5.0
MKN-45 i <0.00012 21.3
NUGC-4 i 0.0035 4.0
KATO-1I JiyE 0.004 2.9
KKLS JiyeE 0.00094 3.7
ST-SA-1 JiyE 0.099 4.3
NAKAJIMA S 0.00039 3.3
ST-KM S 0.0005 0.97

MTT (I THIE, AN 72 el
MTT i : 3-(4,5-V A FN-2-F TV A N)-25- V7 ==L2HT F 7V VU LT a~vA Fik



\.

VI. EEEICEHI HIER

QEEME S EMAIETERREIER (/n vitro®
3 MO EKL e NEEEMIEZ AV, FeEXFL, VAT TF O T ICs |
ZRE LTz, ReEZXEAE, WToORBERIZR L THMaEmEEERZRL, A7
FF U ELVIEW ICs EE s LT,

ek ICs0_(nmol/L)
GBS K&t VAT TF
<n%§f %Céigﬁ) <0.001 3700
(TUEE,U%;;;;?%;L&%@ <0.001 500
(= %F;MEZ%C,C%;CL&E) <0.001 760

SRBiE : 2Lk —4& 3 BEAYAE

@R R EHMRRIEIEREEER (/n vitro®
13 FHEOEEMR b MBI Z W, FeEdxt®L, R T7TF7F O ICEzllE L
77 REZFE/IL, WITOMERIZK L Ch MM EEHEZ R L, AT TF &L

ARV ICs0 % 7~ L 7=,
. 1Cs0 (nmol/L)
i) i Py
AR Jiik Ry AT T
TR170 1.26 142
JA-T CFA 1.29 606
SKOV3 2.85 1,412
TR170 1.92 456
JA-T 2.05 763
SKOV3 MTT 4.03 1,555
TR175 1.85 673
HX/62 0.72 11,000
SKOV3 0.42 3,900
PXN/94 0.50 2,700
41N SRB 0.62 230
CH1 0.33 160
OVCAR-3 0.48 510

CFA L = =—JEHkiE
MTT# 345V ATN-2-FTT VAN 25V 7 2=V-2HT F 7V VU AT a~vA Rk
SRB# A dFu—X I BEHARGE



VI.

\.

EMEREICEHAI HEE

OB EEMREEEE®RR (/n vitro™
4 FEEOBEHR L e N B 2

7 1Cs0 fiE 2 ]IE L7,

FHIOH Tl IRV ICs0 fEZ 7R L7z,

ReZFti, IAAnn TN, YRATTF
e & Fud, W oMRICx LT OEEEA 2R L, 8

1Cs0 (ug/mL)

AN = p—

K& %t/ A R = ATV % VAT TF
T.T B (o ki) 0.00094 0.53 0.49
TE-5 BRI (R 0.00084 0.72 0.85
TE-9 BRI 0.00117 1.03 1.40
TE-15 |R¥ s Eoei) 0.00168 1.06 0.45

XTT i (BRI MTT %) ([ CTRIE, 3RAIZEE 72 BE

®t ~FEREMRETEREER (/n vitro®

AFREOEER LE b FEREMREZ AW, FeEZ2X22L, 7t ur oo, Y RATFTF
Kt &t uid, W oMIERIC T LT 1Y
TERHEER 2R L. 4 FAIO Tl RV ICso i & 7~ L 7=,

. REV e oo ICs flEaflE L,

Sk ICs0 (pg/mL)
" FexxEL |Trdtuersin| vR2AF5F | Ry
Kok
. >1. . .
AN3 CA W 0.00248 1.30 2.51 0.11
VAN )jg
KLE *é%\ﬁ%%‘iﬁ 0.08240 >1.30 >3.00 0.19
KE VK705
N )jg
HEC-1-A *EEPW]E%%‘%W 0.00494 0.98 >3.00 0.47
KE vy vil
N )jg
HEC-1-B *EEPW]E%%‘%W 0.00567 >1.30 >3.00 0.30
KE vily/¥il

XTTIEIS THGE, SEANREE 72 KifH
T RV LR A~OI b E D SN




VI. EhEFEEIZCEH I HIEH
@t FRIIIREMRIEEREER (/n vitro®
TV R a S AR L E DO R D 3 FEORISIIMEMIaKkE v, R 2 xR L,
VAXEIL ZARNTLAF L VAT TF RN b ba oo ICsofEZlE L,
Rt & 2 /uidnI i oMiakkicst LT aiaEER 2R L, 5 FH O T bRk
ICs0 fEZ R L7,
IC /L
bk \\ o o (moll) ;
ReXXt/L | RZ7VUAFE)L [ZARNTLATF | VATTF | I Yo bhry
LNCaP
T v R AR 9.0x10'° 1.8x10° 3.7x10° 6.1x10° 41%10°
PSAEA:
DU145
VA N=RAVE 2l X i 1.1x 107 1.5x10° 3.7x10* 2.4x10° 6.2x10°
Ho kA
PC-3
VA N=RANE 2l X i 42 %107 8.4x10° 3.4%x10"* 1.1x107° 5.3%x10°
a7

72 FEE O LB . XTT B CTHIE

* PSA: iz RETR

®t METILAREMARIC &S (T HRIIARSRRR (PSA) ELMBEER (in vitro®
PSA PEAICK T DEEM 2T LR, P& 52 W3 iR £ IC{&F L T LNCaP
HIfR DG PSA JREZIR T S e, £ PSA rEAMFNEN & Mifla LSRN & o
I R A7 AHBEME (FHBIER %L R2=0.92) 2338 b, N X &Ll kD PSA PEARLE
. AR SR RSN 5 2 L AVRR S LTz,

80 1

7% r

70

65

PSAZE £ RESE (%)
3

45

y=067x+ 25
R? =092

40

40 50

60 70 80

MRS TE R 2 (%)

K42 X )LOEERE/ER & PSA FEAEE/ERHDMERE
72 B O LRSS . AL XTT 7%, PSA PE/E1% Enzyme immunoassay 12 THIE

90



VI. EEEICEHI HIER

Okt hILREMIRIZE T Z 7R b= RFEER (in vitro)®
REX XN T7 U2 X80T 72 RRLEE L 7o b b Az RS 2 Hoechst 33342
TYfs L MBS T n~F U OBREE L A B L, M X 33 ToMMiak
N7 v~ F o OEER/NE LI 2 28 E T T R b — 3 RRHERI 2 B b &2 7R L

77
LNCaP DU145 PC-3

IH/—)LxtEg I8 /—)LxtER I8 /—)LxER




VI. EEEICEHI HIER

2) in vivo =& 1T+ SR IETEEE 1E A
DOEEI IV RAABEMEES (KT DHREBHER (/n vivo)

FeZ XV OFEGEIRE. ~ U A BAEMEER 10 2 VTRt L7z, 10 ffif 9 fif
DIEFIZR L, Fe & 22V THEERAEOTUIEGSIR 2~ L, Hx OIEGIZR L BI85t
NG NR AR T LER LT, 209 LR OHEBREZIZCD LT 5 7 FOEEIZ
KL TREWEIRPFED bz,

il 95 T/IC(%) L UE | o e . g it
(BB - | ILS(o)e | JOVHIER | logcell killf | St
MA16/C/sp L (s.c.-i.v.) 0 ++ 2.4 +++
Lewis it (s.c.-i.v.) 5.6 ++ 1.2 +
C38 e (s.c.iv.)
S 0 ++ EEEATES PR
HEATHI - - 1.7 ++
C51 FEMIEE (s.c.-iv.)
FooH 2.4 +++ 2.3 T+
HEATH 6.7 ++ 1.7 ++
P03 B I (s.c.-1v.)
& 0 ++ EXU)EEPAEES AL
LTI - - 1.8 ++
B16 BAJiE (s.c.-iv.) 0 ++ 3.0 ++++
Glasgow osteogenic sarcor.na 97 + _ _
(s.c.-i.v.)
M5076 histocyte sarcoma
. 51 - — -
(s.c.-i.v.)
P388 HififFi (.p.-i.v.) 5572 + — —
L1210 Aifm Gp.-iv.) 7012 ++ — —

F1 T/C(%): HHFe 5T o0 iy B B v S fE/ ek B oD i 55 2 B o S fiEx 100 (%)

+2 ILS(%): Increase in Life Span L) (%)
CHRAN A HREAE T B $ b gl — e BREESE T B 3% S fif) / Gel BREEAE 1 B £Hh 9 fiE) X100
3 FADHIET T/C X% ILS fEICBI9 5 NCI 0 FEHEIZE SN TN D,
B FBEEEOSA
T/C (%) <10 10 - 42 >49
I E ++ + -
P388 DL
ILS (%) =175 74 - 27 <27
I E ++ + -
L1210 4
ILS (%) =50 49 - 25 <25
FERHIE ++ + -

++: %) (DN-2level : BB 2 Y EHE) | +  IGMEH D, — iEMER L
4 TIC(%) =10 OEEIEEH 2 W IXEITHR OB AR B L,
5 K E X EIEIEE O log cell kill fEIC B4 % NCI O BEHEIZFES TN 5,
log cell kill <0.7 07-12 | 1.3-19 | 2.0 - 2.8 2.8<
SR & - + ++ +++ ++++

6 €388 TiL day270 (2, P03 Tl dayl170 |25k & Fha L, & % 7/7 5], 6/6 {10 g I % e
L= I L 0 EBHEEITo T2,




VI.

EER(ICEHY H5IEH

QEEX—FYIABIEE MEBICKT DIEBHE (/n vivo)®
Rt & 2L OHEENE%2 NCI O in vivo 70 7T JMIEEND 6 O b M EEKZ H
W, X— R U 2ABHIC LV RE Lz, REZ 3L, MmEt Lz e MESEKE TITR LT
BRI R AR Lic, B FBIEOLE . HRIERETH D L b Tngd CX-1,
KM20L2, NS LX-1 125k U T H EGEEAEE R 2358 < . MX-1 O %A 123252 TEG
2 L, SK-MEL-2 }, (8 OVCAR-3 DBAIC b IEETN AN SR Sz, Yo Z &
b, FEZXELOHEEHRART b T LDILINRINT,

PUESh F
JiE e . H& w5 R - —
it A 2t -2 _
wtmi-h [P ke | (menke) | PR [ or | PRPEC TR e
GHl B (H)
, 33 99 - | - - —
X'l iy E‘L% .
¢ ( fd”:ﬂﬁ)r ( d%f?;i) 22 66 6 | 2| 0(day82) | 40.7 | Toxic
s.c.7L.V. y 15 45 9 1 0 28.9 HNTD
50 150 - | = — —
KM20L2 i Q4Dx3 33 99 0 0 0 (day50) 19.3 Toxic
(s.c.mi.v.) (day14~) 22 66 0 0 0 11.0 HNTD
15 45 0] o 0 4.7
N 33 99 — | = — —
LX-1 fiije 4Dx .
e _f”j; (i 93) 922 66 0| 0| 0(ay78 | 190 | Toxic
€LY y 15 45 0| 0 0 12.5 | HNTD
50 150 - | - - —
MX-1 #Li# Q4Dx3 33 99 0 | 10 | 10 (day84) - Toxic
(s.c.mi.v.) (day11~) 22 66 0 | 10 10 — HNTD
15 45 0 | 10 10 —
50 150 - | - — —
SK-MEL-2 HfafE | Q4Dx3 33 99 0 | 10 | 10 (day82) - Toxic
(s.c.mi.v.) (day27~) 22 66 0 | 10 9 — HNTD
15 45 2 | 4 3 24.8
50 150 — | — | 9(day110) | — HNTD
OVCAR-3 Jl By Q7Dx%3 33 99 - | - 6 -
(i.p.-i.p.) (day 3~) 22 66 - | - 8 —
15 45 N - 9 —

1 JEEBMEE % day0 £ 95, QnDxm i n BHEO m BEE52EWKT 5,

2 T & ClE. & EHIBGHE KO RO E Y XDBHEIRED 2 (51039 5 DITHEZR B g
i, T-C OfEIC L v HFEEIEEH %= & H o7,
T-C(H) =341 5-8f &t EE O A T & RS9 5 £ TORERM (B0 2=

3 FMEOHEITIL NCI oL v, FEANTERT 2~ U ZDFELE T 20% L EOKREFAD R 5
Niza % Toxic & L, DX 5 72wt % /8 & 72 i@ &% HNTD(Highest Non Toxic Dose :
KEEMER) & LT,

@t FIE/MERMMEER U E MELERHRICT I A MREEEEER (/n vivo)*?
X— R~ 2Bt FIENIER 3R (T a~c). & FELEEK 3 Bk (T d~1) 2
(B HENn=6~7), F&ZFLoHUEELIRIL, dayld (Z81T 2 SRS (T/C %)
25 50%LL T T, Mann Whitney U-test THE (p<0.01) Tho5HG LA E L TCHIE LT,
R &2 2B /INT ORI L THAR T, I R 2R Lz GEFI#E 51T day 0.
4, 8),



VI.

———
S

Pl

HERBICEY SHIER

(a) Lu—99 CKHEAZHE) (b) Lu-61(F5 LR LB E)

100 100
ﬁ 101 101
E e}
B0 T 0.1 §§%%
0.01 : s s 0.01 : s :
10 20 30 40 0 10 20 30 40
t At t 4t
WA EREHO R (H)
(c) LC-11-JCK (FLEEM ss) (d) MC-8-JCK (FEFEME )
100 100
;EL 104 104
5 5 5
17 D034 . 1c 8
frd 2 @"‘%‘:E“ \g.% .
ﬁ 0.1 T 0. 14 ?%%
0.01 . 0.01 A A :
0 10 20 30 40 50 0 10 20 30 40
tAt t At
HEIF G-k O B (B)
(e) MC-2-JCK (G E &) (f) H-31 (FLEAMRE#E)
100 100
;‘?‘ lO-M 107
E ) W
ﬁ 1C \0‘*0.\;,__@ aegyd 1t ‘&QZ}E o
0.1 0.11 §§ %
0.01 0.01 . :
10 20 30 0 10 20 30 40
Pt t 4t
WHIZGBREB OB (B)
—o0— XM o FEZ X&) 15mg/keik 58

-ca-- FEHFEIL 22mg ket HEE

@RESHE/NR U EEERE®ER (/n vivo)®
~ 7 A (n=5) |2 F ] B16 Baffiz 2 PR L 7=,
K O EERIC W TRRET L7,
Nt & e uidE O IESHE R Z R L, B O > THEEZ M6 L=,

Nt & %L 2§k S U/

A& TRy BBy Bl h 3 HOE
(mg/ke/inj) | (mg/ke) T/IC(%) | T-C(H) log cell kill T 5

35.0 140.0 — — — Toxic

21.7 86.8 Q2Dx4 — — — Toxic

13.4 53.6 (dayd~) 0 12.3 3.0 HNTD | ++++

8.3 33.2 0 9.3 2.2 +++

t  Toxic : FEAIER DI, XL 20% DEERBD 358 bz i

HNTD : Highest Non Toxic Dose (5 K 74 &)




VI.

\.

EMEREICEHAI HEE

®t +BEMICxt T SMEETEREER (/n vivo)®*®
RE % XE/MZ in vitro TEWES MR LT S O N HEBEMEE X — R~ o R (2
BFTFBML, FEZXELobiEENRICOWTHRE Lz, HEAN 5~8mm (T3 L 7=
mEv., 22, 15, 7.5, 3.76mglke/ HD KX Xt /L% 5 HZ L 3EIEIRNEZES Lz, K&
XX VITHBEL O B2 5 3 BRICx L CaW BB R 2R LTz,

PUIE 5 2h S i2
N5 Be b5 R h g BEHAYT ampit (% n=6)

(BBHESRAL) (mg/ke/R) (mg/ke) (5 HfE 37 cr | PR JIE I 5
B

- 22 66 6 0 6

M;,{E}Itif 15 45 7,12, 17 A 6 0 6

igﬂi 75 22.5 (F IR 2 4 1

3.75 11.25 0 0 0

- 22 66 5 1 5

%ggtg 15 45 3,8, 13 H 5 1 5

4(&?) 7.5 22.5 (B AR 2 4 2

3.75 11.25 0 1 0

22 66 6 0 6

ﬂéi\{t% 15 45 3,8, 13 A 5 1 5

) 75 22.5 (FRA) 6 0 4

3.75 11.25 5 1 2

F1 SR 5~8 mm (C8E L7z & & 5% 5ha
2 CR : il ANHE (GR/MRF) . PR - IEEHATRY 50% LA T G/ IME)
RIS R LA B e G- BAATE 35 H B OBH AR /B

®k ~BEMBICK T 2HMaETEREER (/7 vivo)*®
t NEFEHECRHIE 2 kA X — R~ U RACBE L, FEZ2 Xt AT T F 0 OhiEREZHR
IZDWTHIRGET L, A2 MBS AR A s 5 (T-C i) . FES#E/1Noh 5L (CR #0% O PR #0)
N ONEIEE R AAE TR L7, 2 FEo b M EREECRMRICR LT, ReZFeridamn
NS HE AR AE SN e > D WM MR/ N SR A s UL B H R AR B D338 0 BTz,

T HAY it U A2 (B BE n=10)

%Ei@ B (m%&i;ga) (riij (B RSN | T-C | op | pp | MR
(P 518 #) (H) LI
[33] 99 25.2 1 0 1
A v
axpoos | PR 22 66 ororazn | 241 | 0|0 0
15 45 : 06 | 0] o 0
(B2 ) 3.0 24 (EHAR) 0.0 B 0 0
AT 78 5.4 16.2 50 | o] o 0
[33] 99 >240 | 6 | 2 6
S
Gxpo1a | VY 22 66 131025 7 | 240 8 |1 6
i 15 45 Gy 2280 | 4 | 5 2
I 8.0 24 >240 | 1 | 6 1
/ 5.4 16.2 >240 | 3 | 0 3

[ INIEERKHETH D Z & a2Rdt,

T 1 MEEARFE (P Yfl) 25 PL R IZEE L7 RS TR G- 2 B th
GXF209 : # 220 mm3 (A% 21 HH), GXF214 : %) 180 mm3 (FBAitk 13 H H)
FEGH AR (mm3) =& (mm) X 584 2(mm?2) X 1/2

T2 T-C : JEEGHEGEEEGE JEEHARE S 4 5 & 725 & TIZET 5 HE D gkt & 0 7%)
CR : filBnAHE (Fe/NEF)
PR : EBAFED 50% UL F (F/IMiE)



VI.

EER(ICEHY H5IEH

@t FEEIHEMRICK T ZHREEREEA (/1 vivo) ¥
b NEHSHEE D HHEE X — R~ 0 2~ 3 AU UHI CTdh % SR475 Z W T R ¥ %t
WY AT T F o OHIEG ROV TR LTz, ARSI 20 3 (T-C #) |
IS/ h SR (CR 0% O PR #0 K OMEBH R AEFFIEIC LV FHEi L 72, REZ X2 0idsE
WP R 2 R U, F IS AT 2 3R 72,

BeHAY 2t HUEE 2 (K n=10)

fE 5 e Be5 5 RNy -
o | BERREE (6 HfE3E) | T-C B O
(FEHEERAT) (mg/ke/H) | (mg/ke) () () CR | PR I

33 99 >288 | 1 1 1

SR475 [ R@ESd [22] 66 2%;2;)’[,3%)5 >288 | 3 1 3

J L R 15 45 o >288 | 1 1 1

(2 T) ey 8.0 24 21,27,33 H | >288 | 0 2 0

5.4 16.2 (F IR 9.3 0 0 0

[ INIERKIRETHD Z & 2T,

1 BEEAAE (FFULfE) 23559 175 mm3 (BAiif% 21 H B) 10 LR o 5 % Bdh
JEFHAETE (mm?) = RAE (mm) X512 2 (mm?2) X1/2

2 T-C : fEEIMEAEERIE RSN 4 (5 & 705 £ TICET 2 HEO IR & D7)
CR : filBn7RAE (e/INig)
PR : JEBAEFED 50%LLT (FeIMil)

@t AR ICx 9 A HARIETERRE R (/n vivo)®
Rt & %% VT in vitro TEVWESZMEA R LIZ 2 Fo b b EESEHE Rl 2 MEvE X — R
YU RIR TR L, FEZ X2 OFUEGENRIC OV TG Lz, BEEAREN 50~150
mm3 (2 LR LY, REZ k0320, 15, 9mgkg/H, ¥ 275 F 1% Tmg/ kg/H
7 HZ L 2BIERIRNE S LTz, A0S REIE 3 (GDF & : Growth Delay Factor)
FONTICAEIZ L 0 FEli L7z, RE& 2T Kig/ae R Ep S5 % %8 L 20mg/kg/ H T
WS 2 R AR Lz,

n=6~10

M| | B | s | g e - TOIOR ey

(BABEAL) (mg/kg/H) | (mg/kg) (FEH) (%) | GDF™ (B K %)
HNX-22B 20 40 25 2.9 2
o (2 B I 2k 4l 15 30 7 B4 2 [ 85 0.2 3
bR 9 18 (fmps) |88 | 0.1 0
G&F) | v 5Fy 7 14 31 0.8 11
HNX-14C 20 40 39 2.5 3
o | N iRy 15 30 THfGE2E | 48 1.6 2
R ] 9 18 (WeRps) |45 | 1.3 5
(2 ) YA7" TFY 7 14 54 1.3 13

1 JEGHARE (mm3, FAXEAEXE Ex1/2) 23 50~150 mm3 (Z 2 L /-8 T 5 % Btk
2 T/C: AL VRSN D H/ME
T/C (%) = [5 5-1E 0> AH xoF Bl (A2 - I / [ 11 IRE 34 5 FE B 0D R s B 55 (AR ST 2511 ] X 100
A ARE « 5B E 1 & L2 & & OFRHE
+3 GDF=I[T-C(R)]/[C(H)]
T-C : JEGSHE R (SRS B OB 58t & SHREC BT A P o 75)
C s RERREE IS 351 2 RIS 0 B oD o e fiE
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EMEREICEHAI HEE

Ot IR S MAaEIEREER (/n vivo)™
Kt % X /WIZ in vitro TEWESZMZ7R L7zt MRS B EMIZ OVCAR-3 % It X —
R~ ZAOIEENICBR L, N2 & 3R UERENE GREOFEEN IOV TRE L, A
PRI O AE A K OVE iy 28 (TILS : Increase in Life Span) (Z X Ve L7=, Rt #
F TN TNOR GBIV T S IIGH R AL <GB b AL MmN 104% %2 2
L EWHUES DR DR D BT,

## n=10

ESaa FE el Y B 5y 2w NS S AL AT BB 3K HiE iy 2t
(mg/kg/HA) | (mg/kg) (7 A 38 (110 A H) (ILS%)
[50] 150 3,10,17 H 9/10 >104
33 99 (MElENE 5 6/10 >104

22 66 8/10 >104

15 45 9/10 >104

[ TNIZRKRINETH D Z & 27T,
T ILS (%) = (A GHE O A7 B $rb il — 3T IR GF e 5) BE o £ 47 A #cp i (54 H) ]
1 DR IR (RS 5) BE DA H b sl (54 H) 1100

Ot ~IPEEMICxd S HRaETERREER (/n vivo)®
FRRTL O 72 D v N IRNGE BRI 5 R A MEE X — R~ D IR FBME L, KX k1,
VATTF I aRAT 7 I R RR YL E Y OFIRES IOV TR LTZ, B
IPEITFRRHAFEILIC DWW TIC EZF I L, 50%LL T 2G40, 256%LL F2a3Exh & Uikl
L7, FEZXEALESKTAKTHES TH- T,

T/CH (%)
Bk N EpE ya7" 7 ALVYANS SES A
5.8 (mg/ke/H) 1512 5 150 8
B G a-t3 7THm2E | 7THmEm2E | 14 Bm2E | 7 HfE2H
($& 5-5847) (FFARPY) (FARP) (FARP) (FrARPY)

Ov. Pe

FR o3 AL B R R i 7 63 38 46
(ET)
Ov. Sh

RS L B M i 39 6 6 9
(ET)
Fma

(@Ei}é () A AL RLRS R M s 10 25 36 47
" (ET)

Fko

o A L B M i 61 58 96 92

(FT)
MRI-H-207

HRIAIE 3 CR CR CR

(FT)

CR: 1 #» AU LEESHE

1 T/IC: R XV FHEN D H/ME
TIC (%) = [$% 5-8E DR % W A P-4 1/ [ 513 0 sef B o0 A e BB AR AR -2 1] X 100
FARHEISATE « e G-BAtAHEAE 1 & Uiz & & OfERHE

+2  Ov. Sh &ESF, MRI-H-207 JEEHC %] L CTiE 20 mg/kg/ A O G5-ETHRE L=,

3 JEB AR EEEE T 50~150 mm3 (Z3E L7~ & 5.2 b
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VI. EEEICEHI HIER

e FBEEKICKT HEEEEER (/n vivo)*™
bt MERK H-190 U3 H-204 (BRIRIES A4 X — R~ 7 ZIZBHE L TRl - 6 2 X
— R~V RZETBM L, FEZ XL OFEENRIC OV TRE Lo, AL, xR
(2 U RS AT LSRRG AR A B C, B ARTEIIHI R IR 8 =58% D [H%h) | =
80% DI} 14| & HIE LTz, FEZ X/ MTD BT, MitkickH L TER 2R LIz,

SRR
i35 4 BhE BHAY -t % gRfl st | Sl e o 3y B
L) P % (mglkg/F) | (4 A#C 3 8D BT %k ?FE(;;I:#— FHE | IR (%) | A HE
15 1/5 — R — -
H-190 @43k 10 1/5 - A — -
MR LR | BRI 15, 19, 23
(2 F) 6.7 0/5 -9.5 MTD 99t 2
4.5 0/5 -6.7 98t 5
15 1/5 — A — —
H-204 #1431k 10 0/5 -4.6 MTD 91t e
TR ERCE | #RIRPY 8,12, 16
(2 F) 6.7 0/5 +2.8 63t CE.
4.5 0/5 +6.4 58t fzh

1 SRS CEME) 2349 100mm3 (2 B2 U7 @SS HE% 15 B B (H-190 BAEAE) & '8 H B (H-204 &
FEHE) (4% 5% BAAA
JEEAFE (mm3) =F£ (mm) X (mm) XJE 4 (mm) X1/2
12 SHRRREO PSR A 750 mm3 (ZHRIFE L 72 GeHEaEai) (21T B IR
IR (%) = (1-T/C) X100, C : xREEO LHMEIGATE, T : EYUERE O ISR
i p <0.05 (EEARFEOIEFIBEG-H0 D OEOHERIC OV T T o 72, *FHREEICKTT 5 Dunnett B £ H L
HRE)
MTD : FZERBIF PR 6] 23803, hoR 5.5 B OYHEMEREZ 20% 2L HET S8R WK 5-&
— HIEFEO - OFHtiE T,

@E M FEERERICKT DEEREER (/7 vivo)®
b N TEEER ANS CABEA X — R~ RICE TR L., FEX v LobiiEEsSico
WTHFR L7e, FeEZFE0E, MTD L FoH&E (33 (MTD) | 20.5, 12.5mg/kg/H . q6d
X 3] 128V T AN3 CA HRiTH L EWHUBEEZR 2~ L, MTD & 5-REZF610 2 HUEE 20 R
%, B TOHEABRGEHOF TRrb Eo T,



VI.

e

ot
2

\.

BE FETIIRERICX I HIEEEEER (/n vivo)®

] = —_

ShEHEICEY HIHHE
HRERHE B AR 2ot T-C T/C(%) 13 | Total log cell | tfst3/
(P 5% 5%) (mg/kg/ H) (mg/m% H) (B)f2 CHE] | kit [f)E] | Total
53 159 ND ND ND ND
KE#%t/L [33(MTD) | 99 6 Higlz | >43.0 -1 [++] | >5.9 [++++] 10/10
(FIRA) 20.5 61.5 3 A 42.4 0 [++] 5.8 [++++] 2/10
12.5 37.5 27.0 4 [++] 3.7 [++++] 2/10
vrakAT77 IR 90 270 4 B2 0.3 59 [-] 0 [-] 0/10
(REEM) 60 180 3 [\ 1.0 78 [-] 0.1 [-] 0/10
P n=2va 7Y 145 435 7 HEEZ 0.5 44 [-] 0.1 [-] 0/10
(FARPY) 90 270 3 [a] -0.1 57 [-] 0 [-] 0/10
~A h~AC 4.5 13.5 4 HEIZ 38.2 0 [++] 5.2 [++++] 2/10
(REIEMN) 3 9 3 [A] 15.4 10 [+] 2.1 [+++] 2/10
VALSTF 7.2 21.6 7 B -0.8 82 [-] -0.1 [-] 0/10
(FRM) 4.5 13.5 2 [A] -0.1 106 [-] 0 [-] 0/10
Fxyresy 8 24 4 HAgIZ 38.3 5 [++] 5.2 [++++] 1/10
(FRM) 5.3 15.9 3 [H] 31.9 1 [++] 4.4 [++++] 1/10

MTD: FEHAD D 20% % 2 7200, SUTEFNTER L72FE TN 20%LL T CTh 2 i m &

ND:
1

FHPEHEO - DY EET
FEIERAE 14 B, SREOIEGARE (EEXER 2x1/2) hREOFF A 163 - 207 mm3 (FFRE:189

mm?) ORFICEG 2 Bah LTz,

2

FTICHE L7z B ¥ (i) o #)

3

T-C(H) : FEFHEAEIE 8 CRAM G - T & MEALE S IRRE © C OIESAREAY 1000mm? ([Z3ET 5

T/C (%) = HA1 45 G- HF O NEG AR (foRfil)  SEALE oS FEE o0 JIIG (A 424k (P R fiE) X100

JEIEAFEZAY, « 5B (EEAEL 14 H) 226 16 H# (EESEE 30 H) £ TOMEE AL
NCI/ SRI HIEHHUE : TIC(%) < 10 (++: FHZh) . 10~42 (+: A% . > 42 (- : %)

4

TS ARG MB 4R (2.2 B)
NCI/ SRI HIiE HYE : log cell kill > 2.8 (++++ : %)) . 2.0~2.8 (+++), 1.3~1.9 (++),
0.7~1.2 (+: Hzh . < 0.7 (- : M%)

15

Total log cell kill i = (log2/Ta) (T-C)

Tumor free survivors : JEEBAE 62 B BIZI81T B HEBHKETF~ ¥ A6l

b REIZIRE AR DU145 2 X — R~ R |ZEZ T L. REX 3B obEEs o

WTHR L7,

(MTD) #&5#£D 60% T CR. 50% THUGHLAEFNRD b,

Kt % %t/ MTD L FOHETEWIUELE R 47 L, 33mg/kg/ H

ey | felgR | Tt | ] M
(6 B STl BHIRIIEES) <f§1§/ o) | mgrw | () |PRE™[CREC| R
FeZXxt/L 33(MTD) 99 >15 1 6 5/10

22 66 >15 2 1 1/10

15 45 >15 0 1 1/10

AL T F 8.0 24.0 7.5 0 0 0/10

5.4 16.2 9.7 0 0 0/9

MTD : VHRE DR LN 20% 5B 2720, H 5 WITEMITER LB NRD b Wi E
T1 . SR PR30 180 mmd (25 L7~ BoAif% 16 0 B b iy 5 2 Bk L=,

T2:

Lo A% (FRfE) D7)

T3.
D

T4

7= 5%

: Tumor free survivors : fft: 48 B BIZH T DIEEE AT~ U A5

T-C(H) : MEEHATIRAE H A R GRE « T LRSS RERE « C OISR Z N EN 85 L D ETICH

DR (/hEF) 28 PR (partial regression) (% 50% K. CR (complete regression) (FfiEnANEEIZ 72




VI. EEEICEHI HIER

)

) BEMEFM MBI T SMESOR
O&EREAIT MRS T SR
ZAIMEHIRE T 5 P388/DOX 1%, REH TRkt L TEDIILZ XA xR LTZ, =

@ P388/DOX ¥k, hARA ) A Z—F¥ (Topo) IIIEMHEE(LHEIE L T 572, Topo D&%
MitPEIZ B G- L 7= P388/CPT5 #k & Calcl8/AM KRIZKI 95 N4 X v/ OIEH &2 MGt L 72k

B IS DMK, R4 2R IcH LE WS Z R LT-, Z O $1%, Topo HRE

TiZk->TH 7256 S 7= Hia

-
—

LT, R X AREMMANEHT L EE2REL

TW5,
FH R B R A 1
ok | R AR vk | e iy vtz | mAMSAtS TR B B Ak oD 78
B B P B57E 1 (P-gp) @RI FEH
<% | P388DOX 26 187 Topo I IEMZ1b
SRR B B Topo I FLEHIN7" b7yt
P388/CPT5 0.75 80 Topo I D
ek Topo II FHE ] mAMSA itk
<L Calc18/AM 1.1 — — 18.5 Topo I {H AL T
T GEERAIZ Al
T 1 IMMERE & BIE D ICs0 iE D b (MHERRIZ XT3 2 ICso/BIEEIZ X5 ICs0)
1.5 L F OB E IR U &I LTz,
T2 BT NTUUOFEEKRD 15 (CPT-5) & AV e,
T3 amsacrine ([EINFFETE), ANLL OEHE (Topo I BHLEHA)

Q&EALNUFIM Mk T 2 HESHNE
A4 RA M e b IR B RR 41McisRCGE AR 41M). CHlcisRCGH# CH1) & 18 OVCAR-
3carboR (Bikk OVCAR-3) Z i\, & ¥ Xt L 2E A MEUEH %2 96 HEf# it (SRB 1 -

Zpmma—2 I BiE) L, ZXMHET 07 7 A vzt Lz,

Nt & %L O AT

EiE, 2REb L UTTHY, ASMA & ORICEZEXMIMERFED BT,

* 11.2+1.4

[ ]:41McisR/41M
:CHlcisR/CH1

I : OVCAR-3carboR/OVCAR-3
(mean=+S.D.)

CDDP FE#*E/L DOX VP-16
kI3 B [Cs0 n=3~5
. ICs0 (nmol/mL)
B VAT GF KEZXE/)L | KRRV LET ~ fARVK
41M 230 0.62 49 550
CH1 160 0.33 4.5 62
OVCAR-3 510 0.48 130 5600

YERSEIRMER - iR

AR L



VI. EYEREICEAT SEE

1.

I R EDHRS
(1) AEEA MR
MR L

(2) BRRGABRCHRAIN-OPEE
Uﬁ@&%m
T [E A BB 24 Bl K& Z /L 10~90mg/m? % 60~160 43 [H] B [ S RN & 5 L 7=
EEOMmET K& vV RERER % HPLC 5% AW CRET L7z, M i a7 %
WIRL L. B T PR (Cmax) 2 OV AUCo-oo i 38 G- BARAFAOICHE N L 7=,

hE Bk Cmax AUCo

(mg/m?) (ug/mL) (ug-hr/mL)
10 1 0.30 0.35
20 3 0.90+0.58 1.38+1.06
50 5 1.56+0.49 2.08+0.407
60 6 1.61%+0.59 2.44+0.83
70 6 2.27£0.42 3.70+1.19
90 3 2.77x0.77 4.37£0.61

Tn=4

2) REEE
75 T FRERREBR I IV T, BREE I EE 6 Bl FE # ¥ 1L 20~T0mg/m? % 60 43T
T, 3~4 WMHIFIFR T 2~4 22— X F TR R FIRNIR G L7z & & OIE G & Rk bl G
RED ML R EEHERR I 2T O | AEHR G 1C K D RN E)RE ®Tmi#%hﬁmotoi
7o, A AEHEGERTO M FRE TV 6 E &R (10ng/mL) ARG TH ¥ . KEKR 512X
HIEMEITRO b o T,
L OB FRE S BE 24 B2 R % F1/L 35mg/m?2 %2 1 B, 75mg/m2 & O 100mg/m?2
% 3 MR CHEARFFIRNEE 5L B2 Uiz b & | AR 61~120 Rl CTh o7z
EDOWENRD D 10
H1) AROAR S 1 EAREIL 60, 70 X 75mg/m? (FREE) Tho,
H2) KFEZFE/L 35mg/m2 K 75mg/m? % &5 S N7 BEICB W TiIglE & 5%, O
100mg/m? % 5 7= BEF TV TIAEER 5% 3T 2 [\ B OF5-%ICHIE S a7z i
IR ICIEE S E R ST,

(3) HEE
MMER L

@) BE - HAXOEE
PR L



VI. EMEREICEAT HIEE

2. BEYEERNTA—4
(1) fRWAE
3-compartment model (Z & 5 AT

(2) IRUGEEE R
RN G- D72 D% L7320

(3) HERREETEH
K12=0.870/hr, K21=1.06/hr, K13=1.57/hr, K31=0.0516/hr
NONMEM f#HTIZ X 0 RO 7= REERM N T A —% K 0 B H (3-compartment model)

3-compartment model

SHALLOW CENTRAL DEEP
K12 K31
2 1 1 <« 3
K21 K13
*Kw

4) 2VT7S52A
20.4 L/hr/m?(60mg/m?, 1 FEf#$E5-RF : NONMEM f#T X 0 RO T REER R T A —& 0 B H)

(6) DB
164.1 L/m? (R HE 5 60mg/m?, 1 FFfH#% 51 : NONMEM f##f & 0 R 7o RHEEHI AT A —
LB H)

6) Znfth
M ER L

3. B&EM REaL—3Y) @i
(1) fEAE
NONMEM fi#Hric & 0 fHEM T A — % 2B H

(2) NS A—2ZEFHER
Population Pharmacokinetics M#&st(E )
5 TR O ITAHERARRERC IV T RO b - S HEETZREEE 102 6, 662 DT
— X ZH\W T, NONMEM f##H71Z L ¥ Population pharmacokinetic parameters (RHEM /3T A —
Z)EFEMUTERER, Fe& e omEhREHERIL. Mo\ Z— %2R LT,
o I-TRVEREE 1 (AAG) &SRR EN R X X' 102 VT F7 0 A (CL) O EE 2 EBR T L% 2
5, AST(GOT) X% ALT(GPT) %% 60IU/L PA EOEFETIEZ VT 7 v A3 21% LTz,



VI. EMEREICEAT HIEE

4.

5.
(1)

(2)

)

(4)

EVHEL I 2 L— 3 VB (60mg/m’, 1 B RERT)

— Crax AUCo tl/z. a t1/2. B tuzy CL
(ug/mL) (ug-hr/mL) (min) (min) (hr) (L/hr/m?2)

REEE 2.0 2.9 6.3 46.4 18.8 20.4

TR RE s 25 HF 2.3 3.7 7.1 47.8 20.2 16.2

T AST(GOT) i ALT (GPT) A% 601U/L LA -

IR 4%

TR G- D72 5% L 720

kil

it 7 — B @B
AR L

it 7 — B SRR PY A i
AR L
<HBE>

YR 13 HOZ v F(SD : n=11) XxT*18 HD 7 » F(SD : n=12) |2 *C- F& ¥ ¥ &/l 5mg/kg

ZHREE L, S .

BOLNTZ, FHEBEE IS0, BIR
~OBITHEN RIS,

RELRR K ONR 2 e D Tl e BE 2 JAGE L 7ot R, MR ~ i BE D 43 Afi 73

BT DBEHESMBBOOENTEY, AL

JE4% 13 A H JT4% 18 A H

o s
W | e PR oo | B SRPIRE | o
e R 5 B
Rk ug eq./g) ug eq./g)

0.5h | 3ht 24h | 0.5h | 3ht 24h | 0.5h 3h 24h | 0.5h 3h 24 h
miE | 0.25 0.11 0.02 1.0 1.0 1.0 | 0.26 0.16 0.04 1.0 1.0 1.0
e | 2.22 2.00 1.61 9.1 20.3 | 114.7 | 2.79 2.01 1.17 11.1 12.5 29.9
FKk | 0.07 0.03 0.00 0.3 0.3 0.2 | 0.07 0.05 0.01 0.3 0.3 0.2
el | 0.57 0.64 0.06 2.1 6.1 3.8 | 0.03 0.01 0.01 0.1 0.1 0.2
=3 % H¥#] n=4) (5 R0)

Fit~0¥iTH
REER R L

<HE>

ZHH T v M2 MC- P # Fk/L bmgkg ZHEHREG LIz & T ~DOBITHRD b

7’9
—o

BEADBITH
MR L



VI. EMEREICET HIER

(5) ZDMOMEB~DIEITHE
MBI L
<BE>
MEfEZ ~ b (4 n=4)1C “C- R Z ¥t/ bmglkg ZHEFG L-L 24, &5 0.5 FEf#EIC
TIFIE T T B REN I NGRSO L, # 5 24 Fr% 121345 HEs - ik~ oMY L=
DO, M L e 2R LT,

( ALk LR L b
[ ug eq./mli or ug eq./g)
PG4 REH e 5% e
0.5 hr 3 hr 24 hr 0.5 hr 3 hr 24 hr
il #E 0.25 0.06 0.01 1.0 1.0 1.0
i i 0.37 0.16 0.04 1.5 2.8 4.1
N fibd 0.05 0.03 0.02 0.2 0.5 1.9
7 it 0.10 0.07 0.05 0.4 1.3 4.9
F it 0.05 0.04 0.03 0.2 0.8 2.6
T IR 8.77 9.26 4.61 38.0 160.9 479.9
iR 0.92 0.80 0.50 4.0 14.0 51.4
N—H— ] 3.56 3.53 2.14 15.4 60.7 223.3
BT R 8.16 4.84 2.24 35.1 84.9 233.0
NN 4.70 3.40 2.06 20.4 59.1 214.9
N 7.19 4.54 2.04 30.9 80.0 210.8
o) i 1.45 1.43 1.15 6.2 24.8 119.6
JEE e 8.23 4.13 1.87 35.9 72.5 194.7
i fik 9.96 7.34 3.24 43.5 127.7 337.2
L fik 6.52 3.32 1.23 28.1 58.3 127.5
il 8.90 6.05 2.34 38.2 105.7 243.1
Bl B 8.67 4.23 1.42 37.2 73.2 147.4
e fiie 7.69 3.81 1.22 33.0 66.0 126.8
ii§ fik 5.89 2.52 0.73 25.3 43.4 74.4
H 5.35 3.20 1.65 23.3 56.0 171.7
/I 15 15.76 4.10 1.00 69.6 70.0 104.1
KX i 4.26 3.47 1.48 18.2 61.1 153.3
i iiin 2.92 1.97 1.26 12.3 34.0 130.9
8 4 M fa 4.41 2.24 1.06 19.0 39.3 109.3
H 1.38 0.97 0.42 6.0 16.9 44.0
RN 2.00 1.95 1.18 8.7 34.4 122.6
& i 2.77 2.00 1.16 12.2 35.0 120.6
A B PR 1.15 0.90 0.46 5.2 15.7 48.6
g B 6.26 7.31 2.79 26.8 126.5 290.0
£ L 0.23 0.22 0.19 1.0 3.8 19.6
K B EA 1.20 1.05 0.84 5.2 18.4 87.8
G 3.06 3.35 1.90 12.4 59.7 196.7
5’4 & 1.83 1.62 1.05 7.9 28.3 109.3
i T 0.27 0.07 0.01 1.0 1.0 1.0
¥ =N 4.05 2.82 2.63 15.0 39.9 205.1
oy Bt 4.26 3.14 1.76 15.8 44.8 143.4
T WEMEZ > k(% n=4) (R JfiE)

(6) MFEFEAKEEE
HAET UC- RE# F1/L 100mg/m? % 60 53 [H B ELGE SRS U 7o SR EE 3 il
BWT, FEZ X LomFEAJBERERFTLIZE 2 A, AHKE T S TCoMEIzB T
90%LL LT -7z 40,



VI. EMEREICEAT HIEE

6. X
(1) ARBEEAL R AR
MBI L
<BE>
KENIDOE ) AF T F—BIZ I Vb= TR@anic, £72. e MFI/ny—2%
Wz in vitro i BRIZEB W T, AHIORHHZIEL CYP3A4 DR 5 RE I 172,
B, FERBMOTIESZDFITIE L A LB beh-o Tz 2749,

(2) KBI<EAE5T 58K CYPHF) DHnFiE, FE5E
CYP3A4

Q) PEEENROEERVZDEE
RN - D72 7% L g

(4) KEYMDOEEOFRRVEEL, FELSR
FEARBYOTEMITIZ L AL ERBDENIRD T2,

7. HEit
O%F 1 FHEEKRBRIZ BT, SMEEREEE 19 64 R 2 £ /L 10~90mg/m? % 60~160 4[]
A SRR G- L7z & & OJRPHEISR 2 /5 U7 fE R, REBIR D 48 WefE] & TR i dkit
KWW 5% TFTHo7m,

fh BAEK 48 IF R D RARR it
(mg/m?) (i) (58I 5 %)

10 1 4.2

20 2 2.2

50 4 3.710.6

60 5 1.7+1.4

70 4 2.7+1.7

90 3 4.1+0.9

QA E DA FEE RS B E 3 #ilIC 14C- R & X+/L 100mg/m? %z 60 43 8] Hia] i sk 5- L.
P 51% 168 B £ TOED K OYRPHEIC OWTHE L7-, HEltSh-Rifez 5 Snr-
I REIC R T 2 T FRITR LTz, B A~OPEMIK 73% L =T, 22kt ki 33 ok
MTHotz, iz, RFP~OPEMIL 5~T% TH -7,

F (BG5BT D %) SR (B G-BICHkT 5 %)
i< 74.81 5.93
B 2 73.35 5.05
B3 AREHL 6.96




VI. EMEREICEAT HIEE

8.

10.

11.

S URR—E2—IZBT 5158
MGEE L

. BRHFICKBBRER

LR L

REDERZAI HESE
AR L

T Dt
LR L



VII.

£ (FRALDIEF) ICEYTHEE

1.

Z2ERNRLEZTNDER
p,

Of

AFIORAEREIEF (Dose Limiting Factor, DLF) [EFHEkiEAbTHY .. AFIDFEAIZLY
EEG BRI (EICFHBEKED) | EERPEFOEELRIERARUVAF L OREBFZAN
BETELOREHNREO LN TS, LEA>T. KEZSTHALEEEIL. BRI
ARG TEDIERERICEV T, DALEEERCHALMSE - BREZFOEMDL & T,

AEIDHTREHET L HIH SN BERIZDOVTDHAERET 5 &, £z, TRDEFICEERE
LAV EBEGEEORRZEEICITS 2 &,

- BEELGEHNSOHLEE

- BRPEEEHLTVDESE

RBEHLBRLEORONDESE

AEORMIBICEILSL, BEXEIZTORKICEMNUERVEREZH2HBAL. REZHFTHS
‘’ETHE, [2.1-2.3. 7.2, 8.1, 9.1.1 BHE]

(s

AHN O BRI T1%, kD> ch 5,

WIE KGRI M O REIB INRE D BRI FRER I I W T ORI B X 0 Ak 23 97.4% (963/989) |
I FRERIBA 23 95.8% (939/980) 12788 B L7z, HFIZ Grade 3 DL D HEEE 72 F M EKEA (2,000/mm3
i) 2% 69.2% (684/989) . 4 HHEKIF (1,000/mm3 i) 73 86.0% (843/980) & AL 258 B
TEY (IVI-8. (4) 3) ERRMBAM R SMH) . ﬁ“r®%%li%%ﬁ%i%né;&%\ﬁ%
BEEAE D BV TIEBI 358D 7= (TV-5. (1) Z D 1 B R) = LI X v iod L7z,

SRR LETNDHERA

222 (ROBFICIFBELAENI L)

2.1 EEREHMMEOL L BE [EERYESLIRL, BHeRs2 bbb, 1 1.3
]

2.2 BEYSEEXEPFL TV D EE DRYYENSHEL, Smie R 2enb 5, 1 [1.B3H]

2.3 FEEF UBGEDRDOI D BE BYYENEL, SHm s tndb s, 1 1.3
]

2.4 KFUIARY Y — K 80 A MANI 3 L EE L IMBUEDBEEIED & 5 BFH [RFNELAR
UYN_R—h 80 2EHHT D, |

2.5 i XATEEHR LW A ATREM O & B 4otk [9.6 SR ]

(s

2.1 ~2.3 V-4, MEAOCHEICEES 2EE] . I-LBENE L 20 b 2R

2.4 FRGRIRE K ORI DG R K OME AR A B W T T 7 4 7% 2 —3 0.2%I238
Doz, V-8, (2) 1) HFEAIREIERFSBRNL S

2.5 [VII-6. (5). iLhs) &




. &£t (ERLDITESF) ICEHI HIEE

3. MEXIIHRICEET HFEELEZTDER
V. 2. eI RICEET HIHE] 2RI 5Z &,

4. AERUVAZICEET DR ELEZTDER
(V. 4. HIEAOHEICEET I HE] 22RT52 &,

5. BEEGEAMIRE L TDER

8. EELEXRMIEE

8.1 HELREREMBINEMEICEZ 50T, FTRlORIHEET S &, [1., 7.2, 9.1.1, 11.1.1,
11.1.15 & ]

- B EZITHEENCER R A (RRAES) 217970, BEOREBEZ+5ICBET 52 L,
- FRICEYGE DR BUAIERE L, 4FhEkEd . CRP BH, BEVEOFEA MR T L2 &,
« RENOEHAZ BT > T G-CSF WA O e E AL THBETH 2 &,

8.2 MMEAREIR BT DR BITMEL SN TV R WD T, AR BT L ClIfh oiaRE L %
T HZ L,

8.3 AANC L D HEELBBUERN S 5N DZ ENRH LD T, FFICAKIOHE L O 2 [ H O
B GRET, B EH0ITAT O 2 &, BBUEIRIIARA OB G-B8E0 HEYUNICEE Z 5 2 &8
HHDOT, AFEERRMGE 1 RRISEENC S Z YA > (IE, RS o=
TERITHRE, BEDWREE T3ICBIERT 5 2 &, BEE/MBEUER (FPRINEE, <& e,
MR T, BEREER, 2% PR bnHma1E, EbicABIoREE2HIEL, @Y R
WEAATH Z &, 7eds, HEZIBBUERNREB LIIERICIT, AAIZFEL Lan &,
[11.1.2, 15.1.1 ]

8.4 v PEBRIERITHT DML A H3ITITH 2 Ly & XITLAS, MER T, NIk, #iEss
NHLPNDZ ENHD, [11.1.6 2]

8.5 EELRMEENHHDLNDZ ENRHDHDT, MHEREMRAEOMIZIEE L THlE2 +7I1217 9
&, [11.1.3 2]

8.6 EELRFMENHOLOND ZENHLDT, BHBRADMEIZER L TBEEL 712179
&, 9.2, 11.1.4 ]

8.7 FEFEME M NEEFEIEMRRE (DIC) Rbobid Z End b T, /MR, fiE FDP i,
ME7 4 7Y /=7 VIRESOMBMRELEEITS 2 &, [11.1.7 K]

(i)

8.1 TV—4. EKROHEICEEST 2] . V-1, ZENEEZOBE] KO V-2, ZSNE
LM B
BREIHNC BT 5 F 5 L LT, Grade 3 DL Lo [EYYE | ORIEHZS, [ UM YE C
SN T AERE K OB R IC BT 2 EWNERRRER T, et miER] 82 #H 9 41 (11.0%)
Thol=DIZxt L, RISHMEIZI T 2 ENERAR SR CI% 43 #ilH 10 il (23.3%) Tho7eZ &
DD BN O BE IR G T 258 1 XBE T SRIEH ORBBUCRICER T2 L S Ml L7z,




. &£t (ERLDITESF) ICEHI HIEE

8.2 FREREE KL OBhREIE MR DG RFERIC I T, MR B )3 2 A IEIER D bivie o 7
TEMNBLRE LT,

8.3 mZICEN - A CTHEM S N BWERRE 2570 L 72/ R b . AFIER 5REOEE K ORI
FAFEBLIRE D R ALIFVEFENZ DWW CREHL L 72,

8.4 JKGRIF K ONREIBNR D R R AR K OVl F B ER A L2 T oD - TEBR SR OEIER & LT
DARE(0.1% A0 . MEIR T, AEEAR, BE WO T b 5% AR SREO b2 ENBRE
L7z, TVI-8.(2) 1) BfEARIEMIEBURGN) S

8.5 TIVI-6. (3) fTpkrer=EME ] M

8.6 TIVI-6.(2) BHHerelERE ] M

8.7 HEHRREWEH & U CHEREMEMAE NEEERERRE (DIC) 2SN TND ZEMBRE LT,

6. RENERZEIHEBICETLHEE
(1) &6HE - BEEZE0OHLEE

9.1 &HHE - BERZEDHHEE

9.1.1 BEEIIFIOHSHEE
RO HEE L SRR EE LR T o8 b5, [1., 7.2, 81, 11.1.1 ]

9.1.2 MIEMMARIEFREEDHDEE
JER A ES L BERH S, [11.1.5 BH]

9.1.3 ZEOHIESE
FEAHESE L BZEARH D, [11.1.13, 156.1.1 ZH]

9.1.4 Z)La—)LIZBBLESE
AEN B 59 2551 EMBZIC L 0@ » E o ke 5 2 &, AFNTEA L LTk
B )= NVEEGHTHID, TLa— LOFRMRAR~OEERE HOLbRIBZENRH
5o

(i)

9. 1.1 4FHhEkiA L, AFOHEHGIR - CTHY | F7-EEF CIXFEHEE RO LN TND
TEDBRE LT, (V-4 FELOHEICEET 235, V-1 ZENE L Z0Bh ) KOV
2. EGNE L ZOBH | B

9. 1.2 7KGRIE & OBhAREIB NI O B AR ERER I 35\ VT VB MM 28 OBELIRE 2 3 2 A AR K 2
HLI7z& A, BEMEMRDOFRD A LN EICE S TEFNRBO bz, E-A0HEE LT
WERRHERE 2 479~ 5 R I ARK 2 B 5 L= & Z AR E L U FVEMERRIZ X0 56T L7 Efl
WO BN, UEDZ NS KRKEEZRE LT,

9.1.3 ZAGERE L OhREIBINEF O FEAGBRIC IV T, TRIEORAEHIRIL 9.7% (96/990) TH - 7=,
el a—2oHne & HICRBEEREEDMABED HIL, 6 23— A EHHZ TIE 20.6%
(914D IZRBO BN Z E D HRRE LTz, [EN ORI &K OZhRE BN O K RER I 1T 5
FIEOFBUZOWTIE, V8. (2) 2) #5 a2—AFIRIERFER] 2R
SAE DGR RERZ 31T ATRIEORBIC OV T, VII-12. ZOfoEE (1) | &R

9.1.4 KANILLTOHEBEOMAKEY ) —NEERTHIEND, 7TV a—/VITEU7 B




. &£t (ERLDITESF) ICEHI HIEE

HLSA ., 72— L OHFRMRR~OFENE H b BENRH 5, £HAN B
IZTCT NV a— VO EAHER L, 7 a— /iRl & 5 BEICEET 25613, AT LA
HOREZ LBRL, AR TRIZUVES CEFHCT 2HOXIEEAT D Z & FRICT v a—b
AMHE (D EOEIE TOHEDN LD FFRAELN D, HERXNT2%) OBEIE, U A7 &
X7 4y NEBE L, RAROBEIGEZEEICHT2 2 &,
WAKTH ) — )V EHE
U A% YT —)L 20mg/1mL A 0.395 g
U A% YT —)L 80mg/4mL K| 1.58 g

(2) BEpeleERAE

9.2 BHREERE
BEEZHEIEIBZAAH D, [8.6, 11.1.4 &H]

(fian)

9.2 OHUEMERERANCHE U CERIE L7z, AFRIRE M OB REIBININE 0D i PR 35k M OV i i 2 1
BWT, WREBROBIER & LT, BR20.1%AK0) ., MR, ZR, SR OTRE 5%A
WSRO b, VIS8, (2) 1) BREMIRITERRILIRDL &

Q) HHeEEEEE

9.3 FFHREEE RS
AFN DM AFFEN EH L BEHBHR HobhoskZhndsd, [15.1.2, 16.4 S

(figin)

9.3 AKANIAFIZB TR SN D 72O MFREESUIEEMET L TV EETET FeZ 0
ORGHAERLE U, MR K& ORERENIRE DS B L. BHERA RS H bbb o kEnrnd s =
EMBRIE LT,

HKEBIE K O BB NI D ER IR TUR 2 F5 1 2 TR RERRE 75 /A8 (8 2 MR Tk, &Gl e U v
EAEDY 1.6mg/dL & 2 T4 (8 #1)) 12T Grade 4 D4 HEKIH (500/mm3 i)
MRRD BTz, VI3 RHER] (R = L—va ) g (2)) . IVI-12. T OMoEE (2) ) 3R

5

(4) £hEREZ BT HE
9.4 KJEREEHT HE
9.4.1 UFOMIZEETDHZ L, [9.5, 15.2 &H]
- B HBRIRICH T o TR, HIEL TV R HERRT D 2 L,
SRS D AREMEO S D BEHE IR L OIEE L EERFAIE T 5, ShaS TR
DA, AR OMERF, RIRORBEICEELEXDATREMNH D Z L &2 +50
WCEAT 5 2 & Flo, RAIBG R R OESEEG% 2 5 ARICI W TR 3 2 BV &
OV B 72 VR IO W T3 5 = &
- RENE G IR R S 256 B DN G A I ITE b IR S 2 i35 2 &,
9.4.2 EFHFRE/R MO BEFITHRET 2L EN S D HAITITMERIC T 5 B2 EET D52
Lo BMER (URX, Ty b AX) IZBWTHRFEENRRD LTV,




. &£t (ERLDITESF) ICEHI HIEE

9.4.3 BIEIZIZ, ARG PR OREEG% 1 v ARICBWTAAY 7L (22 F—2) 20
THHE S D HLEMECHOWTET 5 2 &, [15. 2 ]

(Fian)

9.4 18 FEER (T v ~) TH - JRIREBFEEM. IRIREOCHAERORE « HIERIE, BB IELY
RIETHATRBRD L TND Z EMBERE LT, AAIDTIROMER, IR IR ORESICREE
5.2 B AMREMEN 8 5 Z & 2+ ZHHT U BT T 2 B K ONE B 72 A IS D W TR %
Z &, TIX-2. (5) A fEde A m el | 2

9.4.2 ~U A, 7 v MO X OHEIFE G- ERER &K OSSR GRBRICIWT, FRBEENZE O b
22 EMBRRE Lz, [IX-2. (1) HEF G a3, (2) KER G E3MERER 2R

9.4.1, 9.4.3 KA DBISFEMEDOHITIT IR RIBIEFRIED S DT, TEHG OG- B
T OREEOMBEMELEICET DA XL A ICBT D EEFEEO S D EIR - i 51% Ot
AR ICHEEDERRE Lz, [VI-1-(2)-2 RiER ) S

(5) 14T

9.5 1147
TR SUTIERIR L T D ATREMED & 5 RIS IT G- L2an 2 &,
B FER (7> ~) T - BEBSEER. BBREKOHAEROIRE « FEERIL, EaPta R
BT L ANRD LTS, [2.5, 9.4.1, 15.2 B#]

(figin)

9.5 EFEER (7 v b)) TR - BIREIEEM, BEXOHARDORE - FHERE, HAEEEZ R
T LT ANRD LTINS Z ENERRE LTz, [IX-2. (5) I A mtEakin ) 2 M

(OR:=ERT
9.6 H&FLim
BEALZRWZ EREE LY, 8ER (7 v ) THIHT~OBITRHRE ST D,
(fign)
9.6 EBFEER (T v b) THHT~OBITHARE SN TND Z LnbiRE L, VIS5, 3) #Lit
~OBATIE I Z M

(N MNRZF

9.7 INR
INFREE 2 G & U T IR S L Tuh7ay,
(fign)

9.7 NNEZEZHRLE LZBRABRIIERINTE LT, AL ZEMITHER I TV
ZEMBRE L,



W REYE ERAEOEES) SHY5EE
8) SErE
9.8 EE
FIVEF ORBICER L, B 5RBEOEGRICEE T2 L,
RIVERIAS & B b =5 A 10 id, Rk, B 5 RIROE RS OMY 2 NE 21T 5 = L, —RICE
i I E B RE ME T LT 5,
(fh)
9.8 —XIC. EEE CIHAIBEMET LTS Z LT L,
7. #HE{EH

10. HHE1EHA

AFNL, T & LT S CYP3A4 TR SN D DT, AREESEDOIEMIZEZ RT3
FIEDFHT 25/ ITEE L TRGTH 2L, [16.4 ]

it

(1)

(2)

(fiFL)

10, KRHF O ZEYRHER I T DM A TLHE L,

HAZZEZFNDER
BRE ST RN

HtRIE & TDEH

10.2 SRR (BHRISEET S E)

[11.1.5 &M]

KA % B ARTER - HEIE TR ¥y - fERIK T
fttL D P ENE A BHEMHEORWER RS 5 = | EHAGIER 269 5,
EWHDLDOT, PFARIEZIT O %
BT, BEOREZBIE L &
TEHNNIFHREMEETEEST S Z
L,
TR S TERRREZ DR LTV 5 8 T | BEF AR

SRR 23 B i D Z & A
b5, OFRBIEZIT O BEITIE, R
HOREZBIZR L, MRS nR
D HNTEAITIE. AFlOF S K
OSBRI B & P 1k 3 5 70 B )
TRIEZITH Z &,

B BENHI S O RIEH 238509 5 Z
EWBHDHDOT, PRHABEZIT O Y
BT BEOREZBE L, BE
TLPXIFEREGMREIERT 5 2
&

LIHREIHRIERN 2 A9 5,

7=V R PTE R A
oy —
TR~ T,

VAU IS =0 g IV VAN

BWER M HEohD Z LnE
ABN%,

VI BARY Zx B/ DOMFREDN BT
H TN LIENERZBND,

b OFEAN CYP3A4 %[
EXIIREXSFELLEOHE
2k, FeZ X LofEn
RS, ZOfRE LT RE




. &£t (ERLDITESF) ICEHI HIEE

1. Z< OFUEEEEANL, B ERECD & OB SImE L - . TR O LERR OREIEH]
INZIGIZ DT VRO B D, AF EOPUEEMIEEAIE OOFRIC LY | RITEARER IS B
TN HDHENLERE L, VI-8. EHWEMH] &M

2. WESBIREC Lo T, BREIHEIOR S REEFEOREAN ISR SN 2 enb D,
WREIZ I T, ARANC X D1 & BURSREIEZ P LT 5 38 T AHl & ORIRBGENEE
T E RO O BNERE S T2 2 &L ROARA & B BRRS & oIz L v | B8
NP SRR ESEORIERAN B I 2 BTN H L Z L b E L, [VI-8. (1) &=
KRIREIWER & WIHELR ] S

3. AFNIFEIZ CYPSA4 [ X W Rt &, R 2y — Vo7V — L RHiERFFRCT Y A~ A
TV ARRA TV EDOR I TA RRUVEMBER I XY T L 7 a R UHE
ERIZ CYP3A4 2 DORFHCEET 5 Z &6 ARH L OPFHIZ L 0 ARHI ORI AR X huifi
HR P S ORI EE S B LRIMERA B B2 B ENR S5 Z L HRE LT,

8. EIER

11. Bl4EF
WOBWERNR G bbD Z LR 5OT, BEEFHTV, BN bR ITH
ks 27 Dl RE A T 2 &,

(1) EXAEIER & #IEREIR

1.1 EXLEEA

1.1.1 BE&H
PLIERIED (BEEARE) | AIMERED (97.4%) | ek GEEEL: hERED 2 &)
(95.8%) . ~EZ b ) (53.8%) . M/ (14.83%) %n3d bbb, [7.2,
8.1, 9.1.1 &#]

11.1.2 avyER 01%) - 7F7145F>— (0.3%)
PRI R, SUE SOREAE, R T, MEBEEK, BZBEDOY a vy VER - TF 74 F7F 2 —
NHLONDLZ ENBHD, [8.3 ]

11.1.3 #E. FT-L. FHeEES (HEAH)
M, R4, AST - ALT + AI-P 0% L\ ERSOEERIFEENH bbb 2 E0R3b 5,
(8.5 & ]

11.1.4 3HEEE (0.1%)
AMBEESOEERBEENRS DN Z L RH D, [8.6, 9.2 ]

11.1.5 MEMME (0.4%) . FRMEE GEEARH)
TS RRRIE 2 DR LT 5 B CRIBROBRRIER  (BU#IIRE) Bdbbid 2 Einb
%, [9.1.2, 10.2, 15.1.4 ]

11.1.6 D F£ (0.2%)
(8.4 ]




T (FRLOEESF) ICEBJ HIEE

11.1.7 #FEEOERNEEEZE DIC) (0.1%)

(8.7 ]
11.1.8 BEZEF (0.1%) . BipHMm (0.6%) . rEJIu’rixﬂ%ﬁ (BFEEARE) . K& (0.1%)
fE9R . HhIfL, R, FRIEEOERNH S bS5 2 Pk 5 7 S 2 0@ 217
rZ &,

11.1.9 41 LR (BHEEAH)

11.1.10 ,‘%"I‘EHEF&%LT‘Eﬁ (BEEEAB)

FER PSSR LN GAEITIE, BEE2FILT 57 C@EURnEs2175 2 &,

11,111 SRR (&EEK@%)

Mg 7 7 —BEEICERERRD ONHE TG LR IET 57 E#Et 0@ 2175 2
L,

11.1.12 RISHIRERAEMREF (Stevens-Johnson SEM&EF) (M AP | PEMRKIRFERAZE
(Toxic Epidermal Necrolysis: TEN) (BEEARBR) . SR (GEERAEA)
FERERRNRE BE#E (Stevens-Johnson JEMERE) | MR EESEREAEE (TEN) | ZEAL
B DKM « BHMERZRH LoD Z &b 5,

11113 22 oRF—TF (HEARY) | MKE FEERY) | ZE - KREE (0.7%")
DZ R =T MKE, BE RNV =28 DMK, EKEDOEE R - (RIEATHE 23
WwESNTWD, [9.1.3, 15.1.1 ]

1114 DEEZE (BEARE) | FIRMMARERE (BEAW)

11.1.15 BEIE (2.3%" )

PECMLIE . i 2% 5 D RRGLIE S oy S AL TN Do FIE TR L 72355012, B BICHUAAI O

HEDMHEUIREZITH Z &,

AARNZX G E LIZBIREBRIZ W T, BRI RS (TOmg/m2) TITMPEED BH
(7T0mg/m?) £V bEGEFEORATI G N @EmN -T2, [8.1 B

11.1.16 FRIRAILE D TEE 2 MAERSE (SIADH) (B A
1&(%%)‘@%“%1#91&%% UoLMfE, JRAEPT U D LPRIE ORI, K SRR E %O
FERDYN B b O T HEITIT G2 FIE L, KOBROFIBREE L) L@ 2175 Z &,

1.1.17 Eﬁﬁmnmx%w#ﬁﬂix (BHBEA)

11.1.18 mEX (FHEARH)

11.1.19 RiFeEEE (BHEAN)

11.1.20 PO ABRFOREEESEET HEAH)

11.1.21 Radiation Recal | I§& (JHZHEH)
1) Grade 3 LI LORIWEHANSHEEZREE LT,

(fEai)
FLbE. /MRS, B, SRR, DRELE. RIE. AR R ORI 2 SR L L2E
PRI - 23058 TARER R AREBR TR DV REIC S & B LT,




I. 2% (FRLDIEESF) [CEYHIEE

(2) ZDihDFEIEMA

1.2 Z0thoEI1EMA
50% L4 E 5~50% A 5% A BRI
el BRARIR L -MERE, MR BN | B R, (R, | B -+ RN, Al
K. fEEM TR, AN K. Lxo<b
IBCE T LFX—, FiR T ORI, R
P& it & Rz BRE. TEE URR | BEFIBE, TR MmEERE.
HE, AW, £, NFH| ZE=) 7~ h—7F
i, VT ML, VTGS | AL SREUERZ L
%)
FEH - B R L UM SRR, EAkEES, LMEK | R
PR, DEV, Bk, #
W, HUg, BRERE, R
[
iR AL B R, | REEE DL o b
IR HOE| W), BhE
JE | SHBETFNE
PR « FRAER . BRI, iR R
IR VAL N R S
i) AST - ALT - v-GTP - [#t UL b L5
AI-P-LDH |5
L EAR, K'Na-Cl:Cad| 7 LT F=> LR IR
4. BUN L5 B MR, ZIR. HIR
TEER A MEER T, fE RS R
Bk, 8%, SR
I s PR R, MEEA . IRk | I
saolich ER-gsNnd T RIE RN - TV | FRRZE. R, IR, 4| K
T - AIG H-CK 2| B, U, IR, &
fict L, 1FTY
LR, FR/NERaRE . B, BASHEREE. DNEURE., RIER. FE MR R ORI 2 & LI-EWNAET - B
2 HHERRHBR TR b cRIERICESEHH L,

(FFL)
FLkE, /MRS, B, SSHECEE, DRELE. RIEE. AR AR ORI 2 SR L L2E
PSR - #5058 TARRR AR TR b L REIC IS B LT,



. &£t (ERLDITESF) ICEHI HIEE

BIEREE—BERSF
) B REIEERARERKT (ERET - REF 1HERKFER)

BthEMEMERRENRE -5 (ERAET - % IHEERKEAR)

60mg/m> % 5.1 70mg/m?#% 54 T° 70mg/m> #5451 (RN ) “it
B e e ael
FHESEIER DR st G BI%k - 75501 *HBIE . 1921 KHRBI%L 4301 xR IEL : 99061
HBF1%(%)| Grade 3 Grade 4 | %8115 (%)| Grade 3 Grade 4 | %5i41%(%)| Grade 3 Grade 4 | %BU6%(%)| Grade 3 Grade 4

THILEREER

REKTIR 452 (59.9) | 82 (10.9) 115 (59.9)| 25 (13.0) 28 (65.1)] 1 (2.3) 595 (60.1) | 108 (10.9)
T 42 (219 4 @1 14 (32.6) 56 5.1 4 (0.4
T 172 (22.8)| 19 (25)| 3 (0.4)] 63 328 6 (3.1 13 (30.2) 248 (25.1)| 25 (2.5)] 3 (0.3
{5 7 (09| 1 (0.1 6 31| 3 (16 11 (25.6)| 1 (2.3 24 (24)| 5 (0.5
A% 81 107 3 (4] 2 (03] 43 2249)| 1 (0.5 10 (23.3) 134 135)| 4 (04| 2 (0.2)
g I 21 (109 3 (1.6 5 (11.6) 26 (2.6)| 3 (0.3)
S 23 30| 1 O] 1 D] 12 (6.3) 1 05| 5016 40 (40| 1 (1| 2 (0.2
Jhizk 3 (10 2 @D 3 (03] 2 (02
R P 3 (1.6 3 (1.0 6 (0.6)

Tt 3 (7.0 3 (0.3)

A 6 (3.1 3 (1.0 9 (0.9

B ifn i f58 3 (1.8 2 (4.7 5 (0.5

I S i 3 (0.4 2 (1.0 2 (4.7 7 (0.7

nEx’! 2 (1.0 2 (4.7 4 (0.4)

R 3 (0.4 1 (0.5) 1 (23) 5 (0.5

EES 1 (0.1 1 (0.5 1 (2.3 3 (0.3)

g ! 3 (16 1 (23 4 (0.4

TR 3 (0.4 2 (1.0 1 23 6 (0.6)

1N S 7 (0.9 7 (3.6) 1 23 15 (1.5)

K 1 (0.5 1 (0.1

T IR 1 (0.5) 1 (0.1

37 BRI 2 (0.3 1 (01| 1 (05 3 (0.3) 1 (0.1
B2 1 (0.5 1 (0.1

AL - IE 361 (47.8)| 52 (6.9) 53 (27.6)| 10 (5.2) 414 (41.8)| 62 (6.3
LR 1 (0.5 1 (0.1

1 PR T S 1 0.1 1 (0.1

g% 1 (0.1 1 (0.1

B i 1 (0.1) 1 (0.1

NP & R 2% 1 (0.1) 1 (0.1

i Ak T 2 (1.0 2 (0.2

P i ! 2 (1.0) 2 (0.2

HHR 1 (0.1 1 (0.5 2 (0.2)

iR 1 058 1 0.5 1 D] 1 (.1
[INGIEL L AN 1 (0.5) 1 (0.1)
FEIR 2R

IR PR 11 15| 5 0] 2 03| 6 BV 3 16 2 (4.7 19 19| 8 (08| 2 (0.2
fifiigi 1 (0.1 1 (0.5 2 @7 1 @3 4 (04| 1 (0.1
7 OZEA,/ Wi,/ MEE 1 (2.3 1 (0.1

Yk T 1 (0.5 1 @23 2 (0.2)

RO %E " 1 (23 1 (0.1)

W 1 (23 1 (0.1)

Mg 11 (15] 2 0.3 4 (2.1 15 15| 2 (02
%D 3 (04] 1 (0.1 8 (4.2) 11 (1| 1 (0.1
Hazk 7 (0.9 6 (3.1 13 (1.3)

(R RA 3 1 (5] 1 (0.5 1 (1] 1 (.1
[EEPS 8 (1] 1 (0.1 8 (08| 1 (0.1)
I 1 (0.1 1 (0.1

R IR 2 (0.3 2 (0.2

S SO 1 (01| 1 (01 1 (01| 1 (01D
MEEE S 1 (0.1 1 (0.1

W 1f, 1 (0.1 1 (0.1

kg R g ! 1 (05 1 (0.1

il s AN 1 (0.5 1 (0.1
EBREER

MEET 7 09| 2 (0.3) 3 6] 1 (05| 1 05| 4 93 1 (23] 14 04| 3 03] 2 (02
fE RS 3 (0.4 9 @n| 1 5) 1 23] 1 23 13 (1.3)| 2 (0.2
NN S 1 (2.3 1 (0.1

TR AR 1 (2.3 1 (0.1

TRPERRR 1 (0.5 1 (0.1

T 2 (1.0 2 (0.2

b= MR 2 (10| 2 1.0 2 (02| 2 (0.2
D EPETHAR 2 (10| 1 (0.5 2 (02| 1 (0.1
U Lo 1 (0.5 1 (0.1

DIC'? 1 (0.1) 1 (0.1

Bk 2 (0.3) 2 (0.2)

T S 5 (0.7 5 (0.5

1 : National Cancer Institute Common Toxicity Criteria (NCI-CTC) [OTH(% ®fth) | %MedDRA/JDOPTTH R
T2 Y EAi 2 Grade AU & L7216 & T

T3 PRHEGE (11061) +&IEE (496) + 7 EAE (3361])




. &£t (ERLDITESF) ICEHI HIEE

BtEMEMERRERE -8 (BWAET1 - RPAE THEEBRAR) (02F)

60mg/m>#% 5-4i] 70mg/m*#% 5.4 T3 70mg/m? #5545 (RiTSTHRH) &t
B e el
FHESEIER DR st G BI%k - 75561 RFEBIE . 19201 KHRGI%L 4301 xR %L - 99061
EHLGI% (%) Grade 3 Grade 4 PEHLHI%(%) Grade 3 Grade 4 |58451%(%) Grade 3 Grade 4 PEELHI%(%) Grade 3 Grade 4
DARA 2 (03] 2 0.3 2 (02| 2 (0.2
DS 1 (0.1) 1 (0.1
WiE 8 (1.1 2 10| 2 10 10 (1.0 2 (0.2
BUIR 3 (0.4 1 (0.5 4 (0.4)
AR 5 (0.1 1 (0.5 6 (0.6
—IREHIER
LR 406 (53.8)| 53 (7.00| 13 (1.D[126 (65.6)| 19 (9.9 1 (0.5)] 23 (53.5) 555 (56.1)| 72 (7.3)| 14 (1.4)
IR 20 (10.4) 14 (32.6) 34 (3.4
TR 54 (72)| 4 (0.5 33 172 2 (1.0 9 (20.9) 96 9.7 6 (0.6)
FE 347 (46.00| 7 (0.9 73 (38.0) 3 (7.0 423 (42| 7 (0.7)
PRTEEGIN 6 (3.1 2 (4.7 8 (0.8
B i 18 (2.4) 8 (4.2 2 (4.7 28 (2.8
15 P 13 (1.7 10 (5.2 2 (4.7 25 (2.5)
PR O FEVEPEIAT 13 (6.8 2 (4.7 15 (1.5)
i 1 (0.1) 1 (0.5) 1 (23) 3 (0.3)
it 1 (0.5) 1 (2.3) 2 (0.2
1 (0.1 4 (2.1 1 (2.3) 6 (0.6)
1 0.5 1 (2.3 2 (0.2)
AR 1 (2.3 1 (.1
i T 1 (05 1 (@23 2 (0.2
{230 4 (05] 1 (0.1 7 (3.6 1 @23 12 1.2 1 (0.1
i 1 23 1 (0.1)
s ! 1 (23 1 (0.1
o p e T 1 (23 1 0.1
gk 3 (04| 1 (01 1 (0.5 4 (04| 1 (0.1
BRI 2% 1 (0.5 1 (0.1
AT A 5 (0] 1 (0.1 5 (05| 1 (0.1
[EENT] 1 (0.1) 1 (0.1)
Egl] 1 (0.5) 1 (0.1
B 5 (070 1 (0.1 1 (0.5 6 (0.6)| 1 (0.1
RS 10 (1.3 10 (1.0)
B i 1 (0.1 1 (0.1
BB S 1 (0.1 1 (0.1
PR 10 1.3 1 (0.1 10 1.0 1 (0.1
CEEN S A 1 (0.5 1 (0.1
i T 3 (1.6) 3 (0.3
Rl SRS © g T 1 (0.5 1 0.1
e e 1 (0.5) 1 (0.1
PR R
T bR — AN A 22 (11.5)| 1 (0.5 20 (46.5) 42 (4.2 1 (0.)
DR R 11 (1.5) 19 (9.9 11 (25.6) 41 (4.1
IR T — B 2 (10| 1 (0.5 3 (7.0 5 (05| 1 (0.1)
HE 7 (0.9 7 (3.6) 2 (4.7 16 (1.6)
AHRE 2 (1.0) 2 (.7 4 (0.9)
B 34 (4.5) 8 (4.2 2 (4.7 44 (4.9
A PR A R IR 1 @23 1 (0.1
Bk L~V 2 (1.0 1 (0.5 1 23 3 (03] 1 (0.1)
FRRR AR P L 1 1 23] 1 @23 1 (01| 1 (0.1
ESii 1 23] 1 @23 1 (0] 1 (0.1)
RO PR 1 (2.3 1 (0.1
KO AEW) — R, B 1 (0.5 1 (D
L O 63 (83| 4 (0.5 18 (9.4) 81 (82| 4 (0.4)
s 2 (03] 1 (01| 1 (0.1 2 (02| 1 (D] 1 (0.1
e 2 (03] 1 (0.1 2 (02| 1 (0.1
Fik 1 (01| 1 (0.1 1 (01| 1 (01
LI 1 (0.1 1 (0.1
gy 4 (0.5 1 0.5 5 (0.5
AR 1 (01| 1 (01 1 (0] 1 (0.1
T bR 1 (0.1 1 (0.5 2 (0.2
R 2 (03] 2 (0.3 2 (02| 2 (0.2
iRk 1 (0.1) 1 (0.1
& 1 (0.1) 1 (0.1
%0 2 (03] 1 (01 2 (02| 1 (0.1
BEREIER
i E 585 (77.5) | 126 (16.7) 156 (81.3)| 26 (13.5) 38 (88.4) 779 (78.7) | 152 (15.4)
JRDZEAY 9 (4.7 14 (32.6) 23 (2.3)
5 13 1D 2 (0.3 40 (20.8)| 1 (0.5) 8 (186)| 1 (23 61 (62| 4 (04
7 (3.6 5 (11.6) 12 (1.2)
19 (2.5 12 (6.3) 4 (9.3) 35 (3.5
4 @1 2 (7 6_(0.6)

11 : National Cancer Institute Common Toxicity Criteria (NCI-CTC) [OTH(% ®fth) | #MedDRA/JDOPT CTHR
T2 Y ERi Grade A & L7216 & &
T3 PREE (110%1) +&iERE (4961) + T EAE (33641




. Z£% (ERLEDFE

=z
(=]
o

¥F) ICET 5IEH

= = v = -t =1 >
BtEMEMERARTRIKE—8 (ER8T - RIE DHEERRER) (0D2F)
60mg/m*#% 5.1 70mg/m?#% 54 ** T0mg/m®$% 54 (R SZHiRE) ait
AIBTERO R FEBTR 15500 GBI . 19201 G . 430] SR 99071
L1 %5(%) Grade 3 | Grade 4 |FELH1%1(%) Grade 3 Grade 4 [FH1f1%(%) Grade 3 | Grade 4 [3Bifi%x(%) Grade3 | Grade 4
HH i BE 1 (2.3 1 (0.1
eV 4 (0.5) 3 (1.8 1 (23 8 (0.8
J e ! 1 (0.5 1 (2.3 2 (0.2
B 1 (23 1 (0.1)
Z OBz FEE R 1 (0.5 1 (0.1
HLA ABRE 1 (0.5 1 (0.1
w5 4 (0.5 4 (0.4
A 1 (0.1) 1 (0.1
1 (0.1) 1 (0.1
124 (164)| 8 (1.1) 7 (3.6 131 (13.2)| 8 (0.8)
1 (0.1 1 (0.1
1 (01 1 (0.5 2 (0.2
1 (0.5) 1 (0.1
1 (0.5 1 (0.1
KA ! 1 (0.5) 1 (0.1)
B0 A 1 (0.5 1 (0.1
ke 1 (0.5 1 (0.1)
JTUA i Tt 2 (1.0) 2 (0.2
BEBIE
T L — 27 (36)] 4 05| 1 0.1 46 (24.0) 1 (0.5 73 (14] 4 048] 2 02
T LA —ERE 4 (2.1 0.4)
77 4 T % KRR 2 (0.3 1 (.1 2 (0.2 1 (01
e AN 1 (0.5 0.1)
BYE
I P ERIRAD % PR 7R v VK 5 (2.6 (1.6) 8 (18.6)| 6 (14.0) 13 (1.3)| 9 (0.9
3 BPE L PP BRI 12 63] 11 61D 1 (05| 7063]| 7163 19 19| 18 1.8 1 (0.1
JagEze T 5 (2.6) 5 (11.6) 10 (1.0)
AFPERID % £ 4 @] 4 (1) 4 (93| 4 9.3 8 (0.8)| 8 (0.8
P s 2 (4.7 2 (0.2
ERitokE"! 2 (4.7 2 (0.2
RIS — Rtk 1 (2.3 1 (0.1
ket R ¢ 1 23 1 (0.1
itz T 1 (23 1 (0.1
Y 1 (0| 1 (01 1 (@23 2 (02| 1 (0.1
Sz yt 1 (23) 1 (0.1
Yool 1 (5] 1 (0.5 1 (23 2 (02| 1 (0.1
iz "2 11 (15] 3 (04| 2 (0.3 1 (2.3 12 (1.2)| 3 (03] 2 (0.2
g 1 (2.3 1 (0.1)
gk "t 1 @23 1 (0.1
MR T 1 (2.3 1 (0.1
IERE R 1 (0.1 1 (0.1
IR B TRYLE 2 (0.3 2 (0.2)
HifgiLaz T 1 (0.5) 1 (0.1
Sratps Tt 1 (0.5) 1 (0D
e 1 (05] 1 05 1 D] 1 (.1
R~ A 237 T Y TG 1 (0.5 1 (0.1
DAt
i, 2 (0.3 7 (3.6) 2 4D 1 (11D
it R 3 (16 2 (4.7 5 (0.5
1/ B i 2 (10| 2 (1.0 1 23] 1 @3 3 (03] 3 (0.3
i) 4 (0.5 1 (0.1 1 (2.3 5 (0.5 1 (0.1
HER T 2 (1.0 1 (2.3 3 (0.3)
AR BR LI 1 (0.1) 1 (2.3 2 (0.2
Wh—nFHA 1 23 1 (0.1
A " 1 (2.3) 1 (0.1
7% i BR g . 6 B1D| 6 (B1 6 (0.6)] 6 (0.6
HEPRAIH] 1 (0.1) 1 (0.5 2 (0.2
JIEE H i, 1 0.5 1 (0.1
L 3 (0.9 2 (1.0 5 (0.5
1 (01 1 (5.7 12 (1.2
1 (0.1) 1 (0.1)
1 (0.1) 3 (1) 4 (0.4)
LR 2 (03] 1 (01 2 (02| 1 (0.1
JESE A & Ot if 1 (0.1 1 (0.1
JEEIR I iR 1 (01| 1 (0.1 1 (01| 1 (01
Hi . 1 (1| 1 (0.1 1 (0.5 2 (02| 1 (0.1
BARA 1 (0.1 1 (0.1 1 (0.1 1 (0.1
BRI 2% 1 (0.1 1 (0.1
ZIR 1 (0.1) 1 (0.1 2 (1.0 1 (0.5 3 (0.3) 2 (0.2

T 1 : National Cancer Institute Common Toxicity Criteria (NCI-CTC) TOTH(Z ®ft) | %MedDRA/JDPT TH R

T2 MY ERIA Grade R & L7164 &L

T3 PRHUE (110%1) +RiERE (496)) + 1= (33641)




. &£t (ERLDITESF) ICEHI HIEE

)50 —RBIFEAHKEE
FEIERE N L O3 5 o — 2B DI R F ORIWERISHREMN LRI AENED S
HZEMNOEENLETHD, VI-12. ZofmorEE (1) 2R

BEa—RRIRERRE

#h& A=A | 1a—A | 2a—A | 3a—2 [ 43— [ 5a—X | 62—
JiE il 755 755 648 408 250 144 82
60mg/m>
3B (%) | 54(7.2) 14(1.9) 16(2.5) 14(3.4) 24(9.6) | 22(15.3) | 15(18.3)
JE BB 192 192 173 131 92 54 31
70mg/m2 '
FHEHE(%) | 33(17.2) 4(2.1) 13(7.5) 11(8.4) | 11(12.0) | 13(24.1) | 10(32.3)
70mg/m? SiE 14K 43 43 41 36 35 31 28
(BT
HHHIE(%) | 9(20.9) 1(2.3) 1(2.4) 2(5.6) 2(5.7) 2(6.5) 4(14.3)
B 990 990 862 575 377 229 141
ESUN
B (%) | 96(9.7) 19(1.9) 30(3.5) 27(4.7) 37(9.8) | 37(16.2) | 29(20.6)

T DREORE + SE R+ e A

‘53 —RF LUONWREFIRE

Bh5 & La—A | 12— | 22— | 32— | 4a2—= 5a—=& | 6a—=x
JE B 755 755 648 408 250 144 82
60mg/m2
FEBE(%) | 63(8.3) 17(2.3) 23(3.5) 17(4.2) 17(6.8) | 20(13.9) | 13(15.9)
B EL 192 192 173 131 92 54 31
70mg/m> '
FHGIE(%) | 40(20.8) | 17(8.9) | 22(12.7) | 24(18.3) | 21(22.8) | 11(20.4) | 10(32.3)
70mg/m? I 43 43 41 36 35 31 28
(Ginvai3)
B HI$(%) | 20(46.5) 2(4.7) 5(12.2) 7(19.4) 9(25.7) 9(29.0) 9(32.1)
JE BB 990 990 862 575 377 229 141
IR
FEHE(%) | 123(12.4) | 36(3.6) 50(5.8) 48(8.3) | 47(12.5) | 40(17.5) | 32(22.7)

T R + B+ T A



. &£t (ERLDITESF) ICEHI HIEE

JBRAREEEERFINR (EMAET - REE IHERKRFER)

IREREBEEERENRE -5 (ERAET - #H5% IHEERKAER)

60mg/m”§ -1 70mg/m®# G- T T0mg/m 5] (RS AAE) e
e *HRbIK : 75501 Stk 19201 SEGIE 4301 XA : 9904
gy T2 FE IR (%) Grade 3 | Grade 4 |ty T2 FH I (%)| Grade 3 | Grade 4 |ty T2 %8 61%(%) Grade 3 | Grade 4 |3 P2 %8613 (%)| Grade 3 | Grade 4
hERE
£ i Bk T 754|733 (97.2)|381 (50.5)| 111 (14.7)] 192|188 (97.9)|105 (54.7)| 52 (27.1)| 43| 42 (97.7)] 26 (60.5)| 9 (20.9)| 989|963 (97.4)|512 (51.8)[172 (17.4)
fi ks TP 747|711 (95.2)[ 179 (24.0)| 453 (60.6)] 190|187 (98.4)| 31 (16.3)|140 (73.7)] 43| 41 (95.3)] 8 (18.6)| 32 (74.4)| 980|939 (95.8)|218 (22.2)|625 (63.8)
JISPAF: 747|229 (30.7) 107| 59 (55.1)| 28 (26.2) 43| 34 (79.1)| 13 (30.2) 897|322 (35.9)| 41 (4.6)
~Erne s 754|384 (50.9)| 53 (7.0)] 5 (0.7)] 192|134 (69.8)| 22 (11.5)] 9 4.7)| 43| 14 (32.6)] 1 (2.3) 989|532 (53.8)| 76 (7.7)| 14 (1.4)
i TP 753| 88 (11.7)] 18 (2.4)| 6 (0.8 192| 40 (20.8)] 3 (1.6) 43| 13 (30.2) 988|141 (14.3)| 21 (2.1)| 6 (0.6)
i ERE 82| 5 (6.1 43| 9 (20,9 125| 14 (11.2)
Bk T 82| 53 (64.6)] 1 (1.2)] 1 (1.2 43| 8 (18.6) 125 61 (48.8)] 1 (0.8)] 1 (0.8
~~ b2V " 27 5 32
/g 82| 4 (4.9 43| 5 (11.6) 125 9 (7.2)
PR E Sy S 37 2 39
s bR " 82 1 (1.2 43 2 @D 125 3 (2.4)
HEkER > ! 43| 1 @3 1
wiEksm ! 43] 1 (2.3 1
e ra 212[135 (63.7) 212[135 (63.7)
IR S ER 746(129 (17.3) 25 4 (16.0) 771|133 (17.3)
fip i ER 746|133 (17.8) 109| 19 (17.4) 855|152 (17.8)
JRILEREL 754|405 (53.7) 110| 76 (69.1) 864|481 (55.7)
SERRIERATE 2w e T 82 1 (1.2 125 1 (0.8
FHRMERAE V2 e g T 82| 2 (2.4) 125 2 (1.6)
TR R T 1 1
HER 746|217 (29.1) 107] 6 (5.6 223
AER AR M B " 6 6
AR AR kg T 3 3
IRk E Sy s ! 82| 2 (24 125 2 (1.6)
FmEERE Sy s T 82 1 (1.2 125 1 0.8
FERE Sy s 82 2 (2.4) 125 2 (1.6)
Wk E Sy ik 82| 5 (6.1 125 5 (4.0
sk oy an 82| 16 (19.5) 125| 16 (12.8)
Ry A 1 1
R Em ! 1 1
hEERERE
-t pgm ! 28 3 43| 21 488)] 1 (2.3) 49 4
i o LA A S me s T 82| 22 (26.8) 43| 20 (46.5) 125| 42 (33.6)
ALT(GPT) |5 753|152 (20.2)] 2 (0.3) 192| 46 (24.0) 43| 15 (34.9) 988/213 (21.6)] 2 (0.2)
TNT I 730[190 (26.0) 192| 50 (26.0)] 1 (0.5) 43| 14 (32.6) 965[254 (26.3)] 1 (0.1
AST(GOT) |-5."? 752151 (20.1)] 2 (0.3)] 1 (0.| 192| 53 (27.6) 43| 13 (30.2) 987[217 (22.00] 2 (0.2 1 (0.D
W) U A SE 82 5 (6.1 1 (1.2) 43| 12 (27.9) 125| 17 (13.6)] 1 (0.8)
vy -GTP 735(102 (13.9) 10 1 9 121 1
K7 b U U A MIE 82| 7 (85)] 1 (1.2) 43| 9 (20.9) 125| 16 (12.8)] 1 (0.8)
iin e R T 82| 10 (12.2) 9 19
wEAHD ! 82| 16 (19.5) 43| 9 (20,9 125| 25 (20.0)
5 LB 3 2 43| 6 (14.0) 9 2
KAV 7 A e 82 4 (4.9 4 (4.9 43| 5 (11.6) 125 9 (7.2)] 4 (3.2)
L AT | —) VI fE 2 4 6
W7 VY RifuiE 1 4 5
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T2 HH ORI

T3 AARDAIIEER BB AL ERE RO E ) (2 X2 TREM ORI (2L CTllE

T4 PREYE (1106)) +fiE (496)) +-FE ik (33641)
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¥F) ICET 5IEH

BRRREBEEERBKE—E (BWAl - RHF 1HEERAR) (03F)

60mg/m>Pt -] 70mg/m># ) T T0me/m* B -5 (RS Ak Ak
HRAEHA
g% 75581 Gl 19241 kGl o 4361 KHRGIEL - 9904
g 2| B EIEL(%)| Grade 3 | Grade 4 |gisk "2 5561%0(%)| Grade 3 | Grade 4 |fis "2|55014(%)| Grade 3 | Grade 4 |fsi%c 2| 5%5i61%(%)| Grade 3 | Grade 4
ALP LR 746| 78 (105 6 (0.8)] 2 (0.3)] 187| 23 (12.3)] 1 (0.5) 43| 3 (1.0 976|104 10.0| 7 (0.7 2 (0.2)
weyLey ER 751 23 (3.1) 1 (0] 192 6 (3.1 43| 3 (7.0) 986 32 (3.2) 1 (0.1
&7 L A iE 5 43| 3 (7.0) 8
i 7 v — g T 82| 7 (85) 3 10
sLrF=v kR’ 753 9 (1.2) 192] 6 (3.1 43 2 (47 988 17 (1.7
CPK 370| 27 (1.3) 1 2 30
% 2 2
1 1
B LYY A IE 43 1 (2.3 1
R ) D A E 43) 1 (2.3) 125 1 (0.8)
B DR IS 1 1 2
I 43 1 (2.3) 1
i 2 v — g 82| 1 (1.2 1 2
s LT FrkARRF—EEb ! 1 1 2
AL T I RTFH =B ERT! 1 1 2
M ey e s ! 43 1 (2.3 125 1 (0.8)
T — MBI 1 1
A/GH 157| 28 (17.8) 157| 28 (17.8)
BUN L5 754 31 (41| 4 05| 1 (D] 110, 9 (8.2) 1 (0.9 864 40 (4.6) 4 (0.5)] 2 (0.2)
CRP 21| 11 (52.4) 21| 11 (52.4)
Ca 494| 33 (6.7 19| 2 (10.5) 513| 35 (6.8
Cl 750| 62 (8.3) 110 13 (11.8) 860| 75 (8.7
K 750 70 (9.3) 110| 16 (14.5) 860| 86 (10.0)
LDH 750|196 (26.1) 110| 42 (38.2) 860|238 (27.7)
Na 750 53 (7.1) 110 10 (9.1) 860| 63 (7.3)
WEH 752|181 (24.1) 110/ 29 (26.4) 862|210 (24.4)
TATIy - ruT ) ! 7 7
M= L 27 m—p ! 1 1
=) 277 —EEd ! 5 5
M7 L7 F =g ! 82 1 (1.2 125 1 (0.8
i gk T 2 2
R 82| 4 (4.9 4
G 2 1 1
sy an~esae g’ 1 1
e i D 1 1
wEpsmt! 82 1 (1.2) 125 1 (0.8)
sa7y g’ 1 1
R ! 1 1
RRE
Jiinzd 1 1
Ruwvy ) —4rr 644| 17 (2.6) 25 669 17 (2.5)
REL 654| 36 (5.5)|] 2 (0.3 109 8 (7.3)] 1 (0.9) 763| 44 (5.8)] 3 (0.4)
RILHE 546| 25 (4.6) 21 2 (9.5 567 27 (4.8)
i 654| 13 (2.0) 3 16
Ry a ey ! 2 2
ERE
AR it S 299 24 (8.0 12| 1 (8.3 311 25 (8.0)
Z 0
w7 7Y o' 2 2
747V o oyfEpEm 1 1
PO, T ! 1 1
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T (ERLOEEF) ICEISER

4) BthRAREIMER RN (B 4555 MABERPREAER - TAX327

Y (3% BN T—H2)

BtEMEMEREERE -8 [REMEFHEx REIZR 997 41]

AF75mg/ ot AF30mg/ ot N =4
3L 5B AR R gt
B 5k O FEKE REEIEL - 33241 RIEHIEL - 33041 REGIEL : 33501
FEHLFIEL Grade 3 FEHLFIEL Grade 3 FEHLFIEL Grade 3
(%) Lk (%) (%) Lk (%) (%) Pk (%)
TUVE -/ g TVVE =B /R EUE 23(6.9) 2(0.6) 13(3.9) 3(0.9) 1(0.3)
N S T 57(17.2) 1(0.3) 28(8.5)
D ER (—) JE e 13(3.9) 1(0.3) 11(3.3) 1(0.3) 64(19.1) 3(0.9)
il 142(42.8) 13(3.9) 138(41.8) 12(3.6) 89(26.6) 9(2.7)
. RN 25(7.5) 1(0.3) 9(2.7) 10(3.0)
B, FEEN 21(6.3) 3(0.9) 5(1.5) 10(3.0) 3(0.9)
IEERD 19(5.7) 18(5.5) 1(0.3) 11(3.3) 1(0.3)
L 118(35.5) 8(2.4) 100(30.3) 5(1.5) 96(28.7) 3(0.9)
TH 80(24.1) 4(1.2) 85(25.8) 12(3.6) 14(4.2) 3(0.9)
M 2% /IRBA S 59(17.8) 3(0.9) 50(15.2) 1(0.3) 26(7.8)
Wi ae RS (BRRSRH) | 58(117.5) 71(21.5) 21(6.3)
i 44(13.3) 4(1.2) 59(17.9) 6(1.8) 24(7.2) 2(0.6)
RRAIR 42(12.7) 2(0.6) 53(16.1) 39(11.6)
{EH 36(10.8) 2(0.6) 12(3.6) 15(4.5)
LA B/ <ot 19(5.7) 2(0.6) 30(9.1) 19(5.7)
H I S I 10(3.0) 28(8.5) 2(0.6)
YL/ FE BN TR BRI | g 40(12.0) 11(3.3) 40(12.1) 5(1.5) 16(4.8) 7(2.1)
ARET AR B o 91(27.4) 4(1.2) 68(20.6) 2(0.6) 7(2.1)
ARER /1A R (7RA72H) 31(9.3) 2(0.6) 66(20.0) 1(0.3) 5(1.5)
30 g (A5 A) 23(6.9) 1(0.3) 18(5.5) 11(3.3)
Wi 216(65.1) 165(50.0) 42(12.5)
o ) JRDZEAY, 94(28.3) 120(36.4) 22(6.6)
PR/ R 196.7) 16(4.8) 5(15)
5 /YA 11(3.3) 1(0.3) 23(7.0) 3(0.9)
T 1 RS MRS O W 1 E N R e
T2 MEICER LI-35: 42 MedDRADPT (Preferred Term) TZHR
[l F:E]  TNational Cancer Institute Common Toxicity Criteria NCI-CTC) version 2 (19984F) | (—#BikZs)

(FENERRD)

5) ERERM A E R A RN (553 IR - TAXS2T BED® (3% : s T—%)

FRRREBEEE RN — 5 [T 2Tl x R A%k 989 61]

ARH|75mg/ m AAI30mg/ ot RN A N =
i B 0 P T B!
A E B S - 3284 x5 - 3294 st BI% 33241

B %L Grade 3 BETR IR Grade 3 FE BB Grade 3

(%) PLE (%) (%) LB (%) (%) PLE (%)

~T) nt” v (Hgb) 218(66.5) 16(4.9) 258(78.4) 15(4.6) 192(57.8) 6(1.8)
g T FRER /DR R 134(40.9) 105(32.0) 51(15.5) 5(1.5) 160(48.2) 72(21.7)
) AER G F i ER) 132(40.2) 79(24.1) 73(22.2) 2(0.6) 181(54.5) 55(16.6)

RN 11(3.4) 2(0.6) 11(3.3) 26(7.8) 4(1.2)

BT MY i g 89(27.1) 14(4.3) 85(25.8) 11(3.3) 54(16.3) 5(1.5)

A V) b fILIE 83(25.3) 4(1.2) 98(29.8) 5(1.5) 71(21.4) 2(0.6)

Jremyme ) O A E 78(23.8) 6(1.8) 54(16.4) 6(1.8) 60(18.1) 7(2.1)

B ) b i E 38(11.6) 62(18.8) 48(14.5)

N DA I E 30(9.1) 33(10.0) 2(0.6) 33(9.9) 1(0.3)

FEVY ) A IR 30(9.1) 22(6.7) 2(0.6) 27(8.1) 2(0.6)
TR EAT 7H—=1 204(62.2) 38(11.6) 156(47.4) 28(8.5) 206(62.0) 52(15.7)

&7V IV LgE 125(38.1) 2(0.6) 160(48.6) 3(0.9) 100(30.1) 2(0.6)

i SGPT (ALT) 59(18.0) 4(1.2) 61(18.5) 3(0.9) 61(18.4) 1(0.3)
SGOT (AST) 54(16.5) 3(0.9) 64(19.5) 2(0.6) 56(16.9) 2(0.6)

BT yneTy 30(9.1) 33(10.0) 1(0.3) 19(5.7)
B 1WA R LT AR JViF=y 69(21.0) 3(0.9) 62(18.8) 63(19.0) 3(0.9)

T1 0 IR O I (X E N R S
[z #4E]  National Cancer Institute Common Toxicity Criteria (NCI-CTC) version 2 (19984E) |

(FEPSERET)

(e Zs)




. &£t (ERLDITESF) ICEHI HIEE

6) FRARERERIEARTIKR
FHAEHIM - 1996 4= 10 H ~2002 4£ 10 H

PNATEENE - PR, FE/NRaATE . B, PRSI, UPELE
EABREREEMERARRKRE—E

5 H AR R 1 ( 0.03) + —feE S 3 (0.09)
ﬁﬁ&%ﬁﬁ FRHLPEA L X 1(0.03) it P s 2 (.0.06)
HEREE 9 (027 EEX: 2 ( 0.06)
e e i 622 [FEL - RN 5 ( 0.15)
FHAE B 3,281 AR - et 4 (0.12)
BRI D 38 B il T2 3,093 AR ER AL B Fe 11 1(0.03) HIE R 2 (.0.06)
BIVERSE DR B 20,280 AR01Z 1 ( 0.03) BHRTIE 1,908 (58.15)
| AEAS O BIE R 94.27% T LV X — PSR 1 ( 0.03) L 7(0.21)
EIERZE DR ) - B 6 ( 0.18)
B - BEN RS 1,896 (57.79) VAL Yt - NG5 2 4L 1 ( 0.03)
KEER - I E 1 ( 0.03) [ 2 ( 0.06)
AL BE 2 ( 0.06) 2R 1 ( 0.03) fiE 29 ( 0.88)
FLBEPES S 1 ( 0.03) it IR 3 ( 0.09) RN 10 ( 0.30)
FLBE 8 ( 0.24) ARER L5 - H % 14 ( 0.43)
w5 11 ( 0.34) A CiE) 1 ( 0.03) RS 1 ( 0.03)
Bl 5 ( 0.15) BRH - pIEEREE 13 ( 0.40) N 1 LRk 1 ( 0.03)
g% 2 (. 0.06) i 1 ( 0.03) N 4(0.12)
Kt 3 ( 0.09) Hug 8 (0.24) DR (DR OETR) 5 ( 0.15)
T 9 PRI 22 ( 0.67) HETE 4 (0.12) {5 52 ( 1.58)
2B HMERLEE 1 ( 0.03) YR e - i s A i e 8 ( 0.24)
i UE) 1,859 (56.66) Z DI D REBRR R E 41 ( 1.25) Fifn 5 ( 0.15)
JIVER R 5 ( 0.15) R LR 40 ( 1.22) JiiREd 1 ( 0.03)
JNE 5 ( 0.15) WL s S 1 ( 0.03) Bafd 3 ( 0.09)

JNDZEAE, 4 (0.12) RS 15 ( 0.46) I S B -
W5 54 ( 1.65) fERR 1 ( 0.03) {7k B 1 ( 0.03)

Bl 1(0.03) IR& 1 ( 0.03) HLFA A B2 -
3 21 ( 0.64) WL WEERZ 1(0.03) e 1( 0.03)
IKZ 3 ( 0.09) %) 1 ( 0.03) ERsy 8 ( 0.24)

g R 3 ( 0.09) AR RE P 1 ( 0.03) 5 IR -
il - MR (F) - HEAE [R5 N 1 ( 0.03)

eV 7 ( 0.21) Y 2 ( 0.06) B i -
ik UiE) 1(0.03) PR 1(0.03) T7I7—¥ LR 1 ( 0.03)
B ) B 5 ( 0.15) NS 2 ( 0.06) B (BR) %% 2 ( 0.06)
FER (BER) 1 ( 0.03) i 1 ( 0.03) NE%% 6 (0.18)
JNBAZE (NERZ%) 1 ( 0.03) RIR (iE) 5 ( 0.15) FEESR 4 (0.12)
IV, 8 ( 0.24) #15 DIKRE 1 ( 0.03) O e SRR 22 1 ( 0.03)
JN () FIBEE 3 (. 0.09) PRI - FTi - RS RREE 572 (17.43)
5 - BRREE 33 ( 1.01) HLE RS 2,185 (66.60) PHH 1 ( 0.03)
BA & 18 ( 0.55) 7 7 A ONE 1 ( 0.03) IRMPERT % 1 ( 0.03)
i (W) 16 ( 0.49) H R 5 ( 0.15) SRS RE L5 15 ( 0.46)
R EL 1 ( 0.03) B Rl M 1 ( 0.03) 4 1 ( 0.03)
AR - R REE 220 ( 6.71) JEfRE B 2% 1 ( 0.03) AST(GOT) L5 459 (13.99)
Sl 1 ( 0.03) BRIV 8 ( 0.24) ALT(GPT) L5 472 (14.39)
Nl 7 (0.21) H 5 H i - R 1 ( 0.03)
BV 1 ( 0.03) Ak i 5 ( 0.15) UL EE SR 28 ( 0.85)
St 2 (. 0.06) ALY A 8 ( 0.24) vavy) )=~k 1 ( 0.03)
A% 1 ( 0.03) W T PR 2 ( 0.06) vy -GTP_I- 5 39 ((1.19)
[ 1 ( 0.03) e T 1( 0.03) REF - RBEF 412 (12.56)
1 ( 0.03) [ 7 (0.21) ALP L5 254 (17.74)

- L - R - AGH -
2 (. 0.06) G 1,592 (48.52) LDH |5 94 ( 2.86)
4 (0.12) M - 1,587 (48.37) SRz 4 (0.12)

w 1 ( 0.03) AA R 2 (. 0.06) CPK -
i - A PEPNTE S AR 1 ( 0.03) CPK |- 5- 1 ( 0.03)

1(0.03) 1 1152 PN R 1(0.03) DN -
R 1 ( 0.03) AIETERIG 2% 1 ( 0.03) w1 Y U L IE 39 ((1.19)
IR 1 ( 0.03) T 263 ( 8.02) KH VU U AfE 25 ( 0.76)

T RER L O 1(0.03) R fE 4 (0.12) AN -
LU (&%) 178 ( 5.43) nER 1 ( 0.03) AV T A UE 2 ( 0.06)
PR L O (%) 1 ( 0.03) A%k 114 ( 3.47) AL T AILSE 10 ( 0.30)
FEOLUR (%) 1 ( 0.03) 1 ek Ry 1 ( 0.03) 5 I 2 ( 0.06)

BT E 1 ( 0.03) PN B 1 ( 0.03) FTrU UL -
I A AR R 1 ( 0.03) F NE 2 (. 0.06) &=~ U U AIME 1 ( 0.03)
HE 15 ( 0.46) OO HI 2 ( 0.06) K+ U 7 AIdE 38 ((1.16)
MHL HH 1 ( 0.03) N RS - JiAK (i) 4 (0.12)

SHox (K 4 (0.12) R 1(0.03) 7 a—) -
PN 5 ( 0.15) INER) 1 ( 0.03) K7 a— Vi 24 ( 0.73)
i 2 ( 0.06) Leo< Y 33 (1.0 7 0 —VIE 3 ( 0.09)

BIFERNE T AR RESE (1996 ) | IS & LT,
T1: A RRBUT2HERBNC R LT,

T2 FERL F-BHERIE L BIE LTHER LT,
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T (ERLOEEF) ICEISER

EAREREAMEARERKE—E (OD2F)

WEH - Jilii2: 7 LL¥—K 50 ( 1.52)
K2R A I fE 40 ( 1.22) BN 20 ( 0.61) IR BUE 3 ( 0.09)
AR 1 ( 0.03) RN TR 55 3 AR 1 ( 0.03) T 1 (0.03)
PR b 6 ( 0.18) IR - illited i 5 ( 0.15)
TNLT I - Jilifig e 3 ( 0.09) Ja e 5 ( 0.15)
K7 V7 I U LfE 33 ( 1.01) IRMERREE 1,536 (46.81) b PN R I 3 ( 0.09)
&7 =7 MAE 1 ( 0.03) A 6 (0.18) it 5 S IR 1 (0.03)
BRI 1 ( 0.03) TR ER A 107 ( 3.26) Jia S A IRk 1 ( 0.03)
N WkEE 3 ( 0.09) ~~ h7 VU v MERD 12 ( 0.37) Jia T B 1 ( 0.03)
RN TS 1 ( 0.03) ~EZu e R 1525 (46.48) Ja A R Je 3 ( 0.09)
ADH 23 WA S e R 2 ( 0.06) A8 R i Bk i 1 ( 0.03) foiE L X 2 ( 0.06)
D - MEREE (—K) 22 ( 0.67) HIMER - EARES 2,678 (81.62) SEE 40 ( 1.22)
DR - I HEFEER - PHE () 16 ( 0.49)
NS 10 ( 0.30) I ek 2,423 (73.85) EHEIE 1 ( 0.03)
£ L5 - IFIRER - (RE 2 ( 0.06)
v v ZHER 1 ( 0.03) IFEEERIE S (iE) 4 (0.12) TREHRIN 3 (. 0.09)
va vy (RiE) 3 (. 0.09) e - SR 1 ( 0.03)
v oa y JEREIR 1 ( 0.03) IR () 1 ( 0.03) 25 -
DARA 2 ( 0.06) A BRI GiE) 2,634 (80.28) IR 9 (027
A i 8 ( 0.24) HiEkEE % (iE) 4(0.12) &g 4(0.12)
i ES T - I EREE S () 1 ( 0.03) D9 R R 1 ( 0.03)
D LR FREREE 7 ( 0.21) U 2 RER - PN 2 (. 0.06)
el 1 ( 0.03) U BRI 2 ( 0.06) t Uk U& 2 ( 0.06)
i E S 1 ( 0.03) FRLY 2 SER 1 ( 0.03) () g 4(0.12)
DB R 5 ( 0.15) HL/NAR  HH 38 . i 2 707 (21.55) [ 9 (0.27)
AT 1 ( 0.03) i/ SR 2 (0.06) SR 2 ( 0.06)
DR - LY A LEE 15 ( 0.46) iR i) 703 (21.43) Wi 2 (. 0.06)
e R 1 ( 0.03) A M AR 2% 1 ( 0.03) FEEL 216 ( 6.58)
NI - TR R AR 1(0.03) 2afEe (& 1,629 (49.65)
hiF 7 (0.21) H I - JiE 7k 3 (.0.09)
e 1 ( 0.03) FE A 2 ( 0.06) TR 201 ( 6.13)
LA 1 ( 0.03) HA ISR 1 ( 0.03) 3Ty 39 ( 1.19)
FAEPE L S 1 ( 0.03) JT H i BE 1 ( 0.03) RAG VEEENE 4(0.12)
SRR 4(0.12) FEFRE LA PN R i A 8 (0.24) B 2 (. 0.06)
REEJR 1 ( 0.03) WIREREE 142 ( 4.33) TR IR 2 (. 0.06)
nE (g BE 64 ( 1.95) mhzv7F=r k57 56 ( 1.71) IR 1 ( 0.03)
7 LVX —PEmE & 1(0.03) AR R4Ae 1(0.03) ET - B -
A5 2% 2 ( 0.06) IVTF =L )T I AME T 8 ( 0.24) KT 2 ( 0.06)
iR 2 18 ( 0.55) MR 2 ( 0.06) Wiy (%) 2 ( 0.06)
RS 1 ( 0.03) SRR BN R - Ll R4 2 ( 0.06)
I AR 7 (0.21) HE PR b A 2 ( 0.06) CRP L5 48 ( 1.46)
EXCSiUN 4 (0.12) Bk HE L 14 ( 0.43) T RIEWERE 3 ( 0.09)
FIR 30 ( 0.91) BEr4e - JiEfE 3 (. 0.09)
FhREE L CiE) 1 ( 0.03) SRR 1 ( 0.03) RREEAL 5 ( 0.15)
1.8 2 (0.06) BEHER 18 ( 0.55) 7L ¥ — -
FRE SR TR E 121 ( 3.69) SR 3 ( 0.09) A VTN REREERE 3 (. 0.09)
WRSE 2% 9 (0.27) PRI 2 (. 0.06) Bk -
NHEE S A 2 ( 0.06) PrpR bEss 3 (.0.09) T AL R 10 ( 0.30)
NHEER 20 ( 0.61) BUN_ |5 80 ( 2.44) S E IR 2 ( 0.06)
RN INRY 3 (. 0.09) B b 2% 6 (0.18) TR IR 1 ( 0.03)
% 3 (. 0.09) ZIR - ezt R4 A 1 ( 0.03)
W Ifi. 2 ( 0.06) SRR 3 ( 0.09) TSR 1 ( 0.03)
iz 2 ( 0.06) mhz7 L7 F=KF 1 ( 0.03) B R 4 (0.12)
GG S - HEpR A - e 5B S 1 ( 0.03)
i S AE 1 ( 0.03) BER 2 (.0.06) Ehs R E 268 ( 8.17)
Hahide 1 ( 0.03) AR (38 BE 8 ( 0.29) AV A L R RRYE 1 ( 0.03)
Ji 2k 22 ( 0.67) I P JBE A 1 ( 0.03) Sk 200 ( 6.10)
MEEE 5 - RIE (F5) il 1 ( 0.03) LA 1 ( 0.03)
IR R 3 22 ( 0.67) T 1 ( 0.03) SE R 5 ( 0.15)
I AN A 1(0.03) BT 1(0.03) T RGEREGE 1(0.03)
% 10 ( 0.30) F&PH % 9 FERK 1 ( 0.03) it% 1 ( 0.03)
IR - PS8 HH 1 2 ( 0.06) R 6 (0.18)
Wit ey 1 ( 0.03) IPAE & 1 ( 0.03) it B B E 1 ( 0.03)
KR (F) 2 ( 0.06) EY (BER) 1 ( 0.03) LGN 3 (. 0.09)
iR AERE 1 ( 0.03) [ L7 1(0.03) JREE IR 5 ( 0.15)
i 7 1 ( 0.03) —REOEHEE 1,817 (55.38) fitiZ% 32 (.0.98)
=it 2 ( 0.06) JEE S R - B S 1 ( 0.03)
& 1 ( 0.03) s 5 o i - Pt iE 4 (0.12)
S 12 ( 0.37) TFT 4% —vav 3 (.0.09) Wi fErES 2 v 7 2 ( 0.06)
SUE S 1 ( 0.03) T T 4T xRS 2 ( 0.06) Y RIE 4 (0.12)
RliggnEpE 1 ( 0.03) TFI74 7% — 2 (. 0.06) N5 1 ( 0.03)
NHEEENE 2 (. 0.06) T 74 T —FE 1 (. 0.03) IESEERE 8 (10.24)

BIMER T R HRELE (1996 £ERR) | ICHESE LT,
T 1 AR BUTZIREBNC LR LT,
T2 F—ER R IERZ 161 & UTHER L,




VII.

T2 (EFRLEDEFE

=z
(=]
o

¥F) ICET 5IEH

D BEERANEERREREE

ERAREREEE

Hde =2

AEMERREFRE—E

B =
LI FE /N e i T SR I
AER 1110 1688 96 147
RIVE R BUE B3k 1039 1617 79 134
BILVEH 38 BUE ] =8 93.60% 95.79% 82.29% 91.16%
L FE/INH B T g H SEAF S I
17 H . RIVERRE |, . BERAFE | ., . BIERRE | ., . EI/E R FE 8L
O peppmon)  [EPE emon)  PEPHE emmes)  [EPE D smmison)
PERI i 2 2 (100.0%) 1259] 1201 (95.39%) 67| 53 (79.10%) 130 120 (92.31%)
S 1108|1037 (93.59%) 429| 416 (96.97%) 29| 26 (89.66%) 17) 14 (82.35%)
1558 A it 0 0 (0.00%) 0 0 (0.00%) 0 0 (0.00%) 0 0 (0.00%)
15~64i% 924| 866 (93.72%) 851| 817 (96.00%) 62| 53 (85.48%) 81| 173 (90.12%)
-l 65~ 7475 163] 152 (93.25%) 670 644 (96.12%) 27| 22 (81.48%) 49| 46 (93.88%)
75k LA b 23| 21 (91.30%) 166| 155 (93.37%) 7 4 (57.14%) 17| 15 (88.24%)
R - KELHk 0 0 (0.00%) 1 1 (100.00%) 0 0 (0.00%) 0 0 (0.00%)
mln . [COEUAI 924| 866 (93.72%) 851| 817 (96.00%) 62| 53 (85.48%) 81| 73 (90.12%)
ST 65 LA 1 186] 173 (93.01%) 836| 799 (95.57%) 34| 26 (76.47%) 66| 61 (92.42%)
NI N 0 0 (0.00%) 1 1 (100.00%) 0 0 (0.00%) 0 0 (0.00%)
PN 563| 532 (94.49%) 1533] 1472 (96.02%) 57| 48 (84.21%) 134| 124 (92.54%)
AR - Ak A 171| 145 (84.80%) 36| 30 (83.33%) 14 8 (57.14%) 3 2 (66.67%)
ABEest ok 373| 359 (96.25%) 111 109 (98.20%) 25| 23 (92.00%) 9 7 (77.78%)
R - KalEk 3 3 (100.00%) 8 6 (75.00%) 0 0 (0.00%) 1 1 (100.00%)
B 263| 239 (90.87%) 1313[ 1261 (96.04%) 53] 42 (79.25%) 93| 88 (94.62%)
T - B | FE3 840| 793 (94.40%) 364| 346 (95.05%) 43| 37 (86.05%) 54| 46 (85.19%)
A - RalEk 7 7 (100.00%) 11| 10 (90.91%) 0 0 (0.00%) 0 0 (0.00%)
0 706] 658 (93.20%) 801| 764 (95.38%) 54| 41 (75.93%) 99| 92 (92.93%)
1 252| 238 (94.44%) 667| 644 (96.55%) 28| 24 (85.71%) 33| 30 (90.91%)
PS 2 88| 84 (95.45%) 171| 166 (97.08%) 7 7 (100.00%) 8 6 (75.00%)
3 36| 32 (88.89%) 34| 28 (82.35%) 5 5 (100.00%) 1 1 (100.00%)
4 23| 22 (95.65%) 6 6 (100.00%) 2 2 (100.00%) 3 2 (66.67%)
BH - KFo#l 5 5 (100.00%) 9 9 (100.00%) 0 0 (0.00%) 3 3 (100.00%)
2L 893| 833 (93.28%) 1023] 976 (95.41%) 72| 60 (83.33%) 105] 92 (87.62%)
& HY 217| 206 (94.93%) 665 641 (96.39%) 24| 19 (79.17%) 42| 42 (100.00%)
o |ITrsmEEE 46| 43 (93.48%) | ___ 60 59(98.33%) | .. .5 __. 5(100.00%) |_____ 4] ___ 4 (100.00%) |
OF OF # L. 12.85.71%) | 36]..85.97.22%) | .. 4] ___ 4 (100.00%) 1. _.. 2| .. 2.(100.00%) |
I ..39.97.50%) 1 __ 177166 (93.79%) | .. 8| __. 2(66.67%) .9 ___ 9.(100.00%) |
A n ....6.100.00%) ]____ 56]..51.091.07%) | ____1].___ 1.(100.00%) |.____8]_ __. 6.(100.00%) |
Al 139 (96.53%) 477| 464 (97.27%) 13 8 (61.54%) 30| 30 (100.00%)
RS 0 A7 742 (92.40%) 1569| 1503 (95.79%) 74| 65 (87.84%) 145 132 (91.03%)
297 (96.74%) 119] 114 (95.80%) 22| 14 (63.64%) 2 2 (100.00%)
797 (93.22%) 1009| 955 (94.65%) 76| 67 (88.16%) 95| 87 (91.58%)
BEAY: IR 239 (94.84%) 675 658 (97.48%) 20| 12 (60.00%) 52| 47 (90.38%)
N S 3 3 (100.00%) 4 4 (100.00%) 0 0 (0.00%) 0 0 (0.00%)
7L 2L 1055| 984 (93.27%) 1621] 1553 (95.81%) 95| 78 (82.11%) 143| 130 (90.91%)
S HY _ 41| 41 (100.00%) 49| 46 (93.88%) 1 1 (100.00%) 2 2 (100.00%)
- BH - RFi# 14| 14 (100.00%) 18] 18 (100.00%) 0 0 (0.00%) 2 2 (100.00%)
55mg/ i A i 575 518 (90.09%) 495| 449 (90.71%) 68| 52 (76.47%) 80| 68 (85.00%)
55~65mg/ni A 486| 476 (97.94%) 1134|1112 (98.06%) 22| 22 (100.00%) 62| 61 (98.39%)
1B 58 |65~70mg/ni 13| 13 (100.00%) 22| 20 (90.91%) 1 1 (100.00%) 2 2 (100.00%)
T0mg/ni %82 5% 18| 16 (88.89%) 26| 26 (100.00%) 4 4 (100.00%) 3 3 (100.00%)
AH - Ko 18] 16 (88.89%) 11| 10 (90.91%) 1 0 (0.00%) 0 0 (0.00%)
1[5 137| 122 (89.05%) 548| 510 (93.07%) 19| 16 (84.21%) 63| 59 (93.65%)
2[a] 140| 131 (93.57%) 541| 524 (96.86%) 30| 25 (83.33%) 46| 42 (91.30%)
3] 235| 225 (95.74%) 275 270 (98.18%) 7 7 (100.00%) 14| 13 (92.86%)
Be5E% (409 98| 89 (90.82%) 156] 151 (96.79%) 11 8 (72.73%) 6 5 (83.33%)
5~10[H] 352| 332 (94.32%) 145| 140 (96.55%) 25| 21 (84.00%) 17| 14 (82.35%)
11[E 2L E 130| 124 (95.38%) 12| 12 (100.00%) 3 2 (66.67%) 1 1 (100.00%)
N S 18| 16 (88.89%) 11| 10 (90.91%) 1 0 (0.00%) 0 0 (0.00%)
55mg/ni A i 68| 55 (80.88%) 149| 124 (83.22%) 17) 11 (64.71%) 35| 28 (80.00%)
55~65mg/nf A 88| 80 (90.91%) 426| 408 (95.77%) 11 9 (81.82%) 42| 41 (97.62%)
G A 65~200mg/nf Ak 438| 407 (92.92%) 884| 858 (97.06%) 49| 42 (85.71%) 61| 57 (93.44%)
" 200~400mg/mi K&jifi|  340| 327 (96.18%) 195| 194 (99.49%) 17| 16 (94.12%) 9 8 (88.89%)
400mg/ni L F 158| 154 (97.47%) 24| 24 (100.00%) 1 1 (100.00%) 0 0 (0.00%)
R - KELHk 18| 16 (88.89%) 10 9 (90.00%) 1 0 (0.00%) 0 0 (0.00%)
o 2L 141 132 (93.62%) 1076] 1032 (95.91%) 34| 30 (88.24%) 90| 86 (95.56%)
o |20 969| 907 (93.60%) 611| 584 (95.58%) 62| 49 (79.03%) 57| 48 (84.21%)
R - RalEk 0 0 (0.00%) 1 1 (100.00%) 0 0 (0.00%) 0 0 (0.00%)
OrAPUEAl |72 L 284| 265 (93.31%) 266] 244 (91.73%) 27| 24 (88.89%) 38| 34 (89.47%)
DA H Y 826| 774 (93.70%) 1422 1373 (96.55%) 69 55 (79.71%) 109| 100 (91.74%)
DR BCHAR |72 L 944| 887 (93.96%) 1254] 1192 (95.06%) 96| 79 (82.29%) 83| 74 (89.16%)
BROGE [Hb 166] 152 (91.57%) 434| 425 (97.93%) 0 0 (0.00%) 64| 60 (93.75%)




VII.

T (ERLOEEF) ICEISER

FHATIIRE : 1996 4F 10 H ~2002 4£ 10 H

FAARERE LR, FENARMRE R

FEAREREEEERABMERAZERKE—&E (D3&)

B DA & it
JiE 2K 222 18 3281
Bl 38 BUE (511 5% 208 16 3093
BILVE 38 BUIE B 2 93.69% 88.89% 94.27%
[ESE < DA At
" H e BIERZEE | ., . BUERRE | . .. RIERZEEL
PR sewimon) [P semren  [EPH pimecon
R % 0 0](0.00%) 11| 10 (90.91%) 1469| 1386 (94.35%)
LS 222| 208](93.69%) 7 6 (85.71%) 1812 1707 (94.21%)
1555 A Tt 0 0[(0.00%) 0 0 (0.00%) 0 0 (0.00%)
15~645% 162| 151[(93.21%) 11/ 10 (90.91%) 2091|1970 (94.21%)
At 65~T47% 43| 41[(95.35%) 5 4 (80.00%) 957| 909 (94.98%)
5% A b 16| 15/(93.75%) 2 2 (100.00%) 231 212 (91.77%)
TH - RE#k 1 1/(100.00%) 0 0 (0.00%) 2 2 (100.00%)
. 655 Al 162| 151((93.21%) 11 10 (90.91%) 2091 1970 (94.21%)
S 655 UL 59|  56/(94.92%) 7 6 (85.71%) 1188 1121 (94.36%)
AR - KA 1 1/(100.00%) 0 0 (0.00%) 2 2 (100.00%)
NI 180] 172[(95.56%) 15| 13 (86.67%) 2482 2361 (95.12%)
A - sk [PHE 10 6/(60.00%) 3 3 (100.00%) | 237 194 (81.86%)
ABreshk 31|  29/(93.55%) 0 0 (0.00%) 549| 527 (95.99%)
R - RELH 1 1/(100.00%) 0 0 (0.00%) 13| 11 (84.62%)
W% 129] 127/(98.45%) 7 6 (85.71%) 1858 1763 (94.89%)
W - TR | EE 89| 77/(86.52%) 10 9 (90.00%) 1400/ 1308 (93.43%)
R - RE#H 4 4/(100.00%) 1 1 (100.00%) 23| 22 (95.65%)
0 127| 120[(94.49%) 5 4 (80.00%) 1792 1679 (93.69%)
1 62|  56/(90.32%) 8 8 (100.00%) | 1050{ 1000 (95.24%)
Ps 2 19| 19/(100.00%) 2 1 (50.00%) 295| 283 (95.93%)
3 11| 10/(90.91%) 0 0 (0.00%) 87| 176 (87.36%)
4 2 2/(100.00%) 2 2 (100.00%) 38| 36 (94.74%)
R - RELH 1 1/(100.00%) 1 1 (100.00%) 19/ 19 (100.00%)
L 164| 153[(93.29%) 10 9 (90.00%) 2267|2123 (93.65%)
& HY 58| 55/(94.83%) 8 7 (87.50%) 1014| 970 (95.66%)
& IR E 5 5/(100.00%) | ... 1....1.(100.00%) [ _121] 117 (96.69%). _
I Qs (100.00%) . ___ ¢ 0[....0.(0.00%) | ... 62| 59 (95.16%)_
I (100.00%) | ____: 4] .3 (75.00%)_ | __: 244|230 (94.26%)_
IE g (100.00%) f . ___ ¢ 0[....0.(0.00%)___| ... 80| __ 75 (98.75%)_ .
i (91.67%) 3 3 (100.00%) 703| 677 (96.30%)
i . (93.72%) 13| 12 (92.31%) [ 2795[ 2633 (94.20%)
B O % (93.55%) 5 4 (80.00%) 486| 460 (94.65%)
(92.94%) 12] 11 (91.67%) 2217|2075 (93.59%)
ETY: JRE (96.15%) 6 5 (83.33%) 1057|1011 (95.65%)
(0.00%) 0 0 (0.00%) 7 7 (100.00%)
S (93.58%) 17| 15 (88.24%) | 3149|2964 (94.13%)
S _ (100.00%) 1 1 (100.00%) 98] 95 (96.94%)
- R - KR 0 0[(0.00%) 0 0 (0.00%) 34| 34 (100.00%)
55mg/m Al 45| 39((86.67%) 7 6 (85.71%) 1270 1132 (89.13%)
55~65mg/ ni Al 51|  46/(90.20%) 8 7 (87.50%) 1763 1724 (97.79%)
1EE 5% |65~T70mg/nt 102| 101[(99.02%) 1 1 (100.00%) 141| 138 (97.87%)
7T0mg/m Z 2 5 23| 21[(91.30%) 1 1 (100.00%) 75| 71 (94.67%)
AR - KA 1 1/(100.00%) 1 1 (100.00%) 32| 28 (87.50%)
1[=] 35  32/(91.43%) 10 8 (80.00%) 812| 747 (92.00%)
2[A] 37|  36/(97.30%) 2 2 (100.00%) 796| 760 (95.48%)
3[A] 55|  51[(92.73%) 3 3 (100.00%) 589| 569 (96.60%)
BhHEE (48] 20| 18[(90.00%) 0 0 (0.00%) 291] 271 (93.13%)
5~10[H] 70|  66/(94.29%) 1 1 (100.00%) 610| 574 (94.10%)
11[E 2L E 4 41(100.00%) 1 1 (100.00%) 151] 144 (95.36%)
R - RE#H 1 1/(100.00%) 1 1 (100.00%) 32| 28 (87.50%)
55mg/ni A 6 6[(100.00%) 3 2 (66.67%) 278 226 (81.29%)
55~65mg/m A 11|  10/(90.91%) 6 5 (83.33%) 584| 553 (94.69%)
N 65~200mg/ ni Al 91| 82[(90.11%) 6 6 (100.00%) | 1529|1452 (94.96%)
’L 200~400mg/ i AT 85|  82/(96.47%) 1 1 (100.00%) 647| 628 (97.06%)
400mg/niLh I 28| 27((96.43%) 1 1 (100.00%) 212| 207 (97.64%)
R - RELH 1 1/(100.00%) 1 1 (100.00%) 31| 27 (87.10%)
i L 88| 87[(98.86%) 6 6 (100.00%) | 1435|1373 (95.68%)
o DY 134| 121[(90.30%) 12| 10 (83.33%) | 1845|1719 (93.17%)
ARB - Rk 0 0[(0.00%) 0 0 (0.00%) 1 1 (100.00%)
BrAbUEA [ L 54| 46[(85.19%) 4 3 (75.00%) 673 616 (91.53%)
DA H 168] 162[(96.43%) 14 13 (92.86%) 2608| 2477 (94.98%)
OF FAcH® 72 L 216] 202[(93.52%) 16| 14 (87.50%) 2609| 2448 (93.83%)
BEOHE [HY 6 6/(100.00%) 2 2 (100.00%) 672 645 (95.98%)

ST SRHLH




. =% (FRLOEESF) CEHISHIEER
o. BERERRICRETHE

RE STV

10. BElkRS5
RE S TN

11. #FRLEDEE

14 BBRLOEE

141 ERRANFOTE

1411 AF| L ERFREDO R D R T2 VBIK 2 FRFCHEA L2 b,

14.1.2 VEEZEFE THRERY . EHIC 250 i 500mL Offig (AFEAHEK X 5%~ R
TR LR LRI TS 2,

14.1.3 il & ORFEEITDRNT &,

1414 RRIDEEIATE LG AI0E, BEHICAmME NS EOMAKTHERWNGET Z L, £/, ¥
BRICATE L7235 A i, EBICEROMmAKTHRWRTZ &,

14.2 ERIESRHOTE

14.2.1 ERARNEEGIZBS L, SRS IME MR D & FEFBALICAERS - BSE A B2 2 &0 h
D O THENMAEIMITN WK D ICET 52 &, £z, LAENCRIRS 2 R 8 L 72 4R
(L & TR DENC AR 2 Fi G Lic e, RO A RIS 2 3T 5 Loz,
W5 TRecall 5G| NRO LN L OHRENRH S,

(i)

14.1.1 KH & & F YT =V pifiiiEH 20mg KT 80mg (2 /31 TVEF) O LI v 7 Rk L
TIXLLTOMEY Fe4 X VRENRRR D70, R, B5EOMY 28132 B THRE
L7z, 1 EOEE Tz RRHCEHR Lanz &

Rt & X /LEEE
U Bx)T—)b 20mg/mL
X% T — )V i ErE A 20mg & T 80mg 1Omg/mL
(INHEIRIRIBIR% D 7'V Xy 7 AWR)

14.1.2 AFNTEEUATH D 2 L6 BRE K OB A EIRIZIEM L72&IL, denicEm+2
Z&,

14.1.3 SRS OFER 2R L7z & & ORAZ L NEIE LT & & O AEAFTIZ W TR
BitEIT o TR, BEZBET A ZENLEE LWV EEBEz R EMbRHE L,

14.1. 4 KANIHREEEZ G T 5 Z L bitdi L7,

14. 2.1 KGRI K OBhHE BN DR IREABR I IV T IR TSI RBD bl 2 &2 bEd
w7z, TVI-8. (2) 1) BMREAIRIEHR BRI S
Fio. ¥EPET—% v — b (Company Core Data Sheet : CCDS) 2, Kt #*t/LDOREIE
& LT TESHHRAL Recall Bt BRI Z &, KOHEZIZBWT, FeEZXxELrED
RIRBIRNEE TERVERIDRE SN TWDH Z &b, Bt LT,



. &£t (ERLDITESF) ICEHI HIEE

12. ZODEE
(1) ERERERICE D < I1E#H

15.1 EREREAICE D 1R

15.1.1 SAEIZH 1T 58115
AKHFID 1 Al K% 58 % 100mg/m?2 & L TWARCKIZEWTIET | {RIEO R K NEE
FEA R < . I NS BUEIR OB A Hi & LT, BB B R VE VAN X DR EH
ITHON TS, BiIEESE LT, 7% AX Y2 (16mg/H, 8mg 1 H 2[\) 24, KK
OEGRTHNG 3 HIM, BMROEEGT A ZENREE LN EINTWD, B, Fik5%
Fehi LIEBIC B W T | EERMEUE (77 4 7% —a v 7)) ICLDEHINRE
SINTWD, 7z, BHEICELTUILLTO LS e@lEnd 5, [8.3, 9.1.3, 11.1.13 ]
- Al 100mg/m? & 3 M F IR CHRREERNE S LIz & 2 A, LG 2527 288 Tk
B GE (PRfE) & LT 818.9mg/m2 Ll I, ZIF /W AEE TlT 489.Tmg/m2 LI L#EH L
To & ENTREDOFRBRENEL o7,
cARENOE G EHIET 5 & FREIT R BT 5, FREIT TS BL L, Skg UL EOKE
W2 LS RHYED L DI 256030 508, SMEOZ RIRIMETED 7RV, FAUTH
FRKIE K O IE S A ST b,

15.1.2 HETOERERE~DRE
SENCEV T, AHI 100mg/m? & 3 8RR CRmEIRNE G Lz 2 A, fp 7
YRAZ 7 2 —EEflE (EFE RO 2.5 (520 E) 20895 N7 27 I —EEfE (EF
RO 1550 ) B, e U v e v EE (EFE BRI E) BE AR 2 &5 L
. EEAREWEAORBCREIER O - BEREO b T D, BE S NZFIER
I%. Grade 4 OUFHEREA, FEEMELF BRI, BYYE, EEZ2 /MO, EEZRON
9. WO FERIBEA 15 REERECTH Y | IRRBIESEO BRSNS 5 L B Sh
TWo, [9.32H]

15.1.3 AHl % B G L 72 B3 & 5 W IAH & i oo H B IS A BUR BRI E 2 OFH L T2
BT, AtEAmE., BERERIEREE (MDS) %0 T RMEEMEIER S EA L & O
NdHd,

15.1. 4 ERNTOIENHI T % 35mg/m2 O 1 [E# 55 (1 B 1[E 35mg/m2, 1,
8, 15 HHES, 4 ATV IEL) I X255 2 HHERRRBRICI W T, FEMEMR 2 48 4
el LN, [11.1.56 B3]

15. 1.5 FLEE O MBI FHRIEIC BT 2 MM R BRI I\ T ARK & fth o e R 541 &
OF A L 7= R CRUSHIRIAE TREICB W TH BBk L COTER RN HE ST
(3.9% (29/744) | BIEHIHIHPIE : 96 » H) *10,

) A OAER S 1 &L 60, 70 XV 75mg/m? (KKEFE) Th .

(fifa3)

15. 1.1 S ETORHE GO FIEIZ OV CRtd Lz,
HMETTILFRFICTRIE « IR OFBUE A m <, BHEAIGRO b D 2 L0, I - RIKATH
DFBUZ L VALFHRIEEZTIEE S 2 2[20Wr—AR8H 5 Z L bR S TRBY | ZiE -
PRI HTHE D ESEAL ORI G- 1L R AR 2 72 WONTIBBEUERE A B9 & LT, 1



VII.

T (ERLOEEF) ICEISER

a—ZAMNLDANTFaRTaL NICEA T VAT 4 r—a rMTbiuTng 9 (HNT
WET VAT 4 r—va VEEESIT O TR, 728, I - RRETREIZRE FTRETH Y |

AHN OG- H 1% 16 8 (H 9 ;

HiPH O ~42 1) THET DL OBENDH D,

=N O AR M O BEE NN DR IARGBRIZ 31T D FRE DRI SV Tid, TVI-6. (1) &HHE -

BEFRRED B HEE ]

[VII-8. (2) 2)$&5 = —ZBIEIEHIZEH =R S

15.1.2 FRSEEDME T LTV 2 B Tk, ‘B fEIH o5k, AMmREREIEHEEF O, 5%
HIEDGRMENEEIMT 2 8ZNNHDH Z Enbitd LT,
#4[ET? Population pharmacokinetics DT TiX, MHF T/ H VKA T 7 Z —EB @l (IEH
W FRD 2.5 (20 F) % 1E5 R 5 A7 2 F—F[AST(GOT) and/or ALT (GPT) ] &l (iF %7 ik
ERRO 1.5 f5LL L) ORFEREIT B Tk, AFIO 7 VT 702203 25%ET L, Grade 3-4 ©
JRYLSE IS BWELT P ER D & O Grade 3-4 D I NKDIBLRE N EE 5 LGS TS 40,
e L BIVERARIRER L OMERE (WET—42. 100mg/m? % 541)
FEHLR(%)
HEEG RFHEREIE & B FFH BRI T BT p fEf2
(n=1,312) (n=54)
o a2 — & 62.7 75.0 N.S.
KRB Grade 4 X B 76.4 85.7 N.S.
‘ e F[E] = — A 6.2 22.6 p<0.001
FERUIEAF R X B & 11.8 24.5 p=0.01
o . A = — = 2.7 11.1 p=0.005
B R E Crade 3-4 T 5.7 14.8 p=0.01
o e =2 — A 0.5( 7 %) 3.7(2 %) p=0.046
RUIEL & SFET xk B#F 1.7(22 f31) 3.7( 2 ) N.S.
e HlE] 22— 2 0.2 5.6 p=0.001
fiL B Crade 4 Xt B % 0.2 5.6 p=0.001
B bR E Grade 3-4 wE = — A 2.1 7.4 p=0.03
K i ® B HE] =t — & 0.6 3.7 N.S.
i % O #la] = — A 3.7 13.0 p=0.005
T LILF— Grade 3-4 HlEl=2 —2 2.1 7.4 p=0.03
3 Grade 3-4 WIE] =2 — A 3.4 9.3 p=0.04
1 M7 AT )RR T 7 X —CElE ik ERO 2.5 (B0 L) &2 fED R 5 o 27 < 7 —+ [AST(GOT)
and/or ALT (GPT) ] & (E® I LR 1.5 5L ) B3
72 : Fisher’s exact test

E N O AR IR AR I IV T
Do XIT—IERBE (VTS R)IC

R = L—3 g VENTEEO T LR
CL =BSA(387.6—6.41AAG—0.191AGE+0.0436ALB) X (1—0.209HEP)

CL

BSA
AAG
AGE
ALB
HEP

: 7 U7 7 A (Lihr/m2)
AR HEAE (m2)

Do FEMEREER A (g/L)

: D (k)
T T R (g/L)
 FRRE D FERE [AST (GOT) >60IU XIFALT (GPT) >601U% 1, % DOfi% 0]

T EBE5AHRF




I. 2% (FRLDIEESF) [CEYHIEE

15. 1.3 ERNIMZBWT, AHIZ HEME G LT B3 & 2 WIEAH & il oo HT M5 7451150 B g
EZ O L7283 C L AA & ORRBEBRAGE TE 20 ak: A i, BRI AEREE (MDS)
EO MR OWRENHDH Z L HIBRL LT,

15. 1.4 ENTOI/NIILREIZA9 2D 35mg/m2 O 1 [BI# 53512 X 2 56 TR (R5R)
2B T, RVEMERIR OFEFIDS 48 il 6 FlICFERD L, 1RREZ F Ik Lz, KGRI FHEL Y
METIEH 203, AH & ORENEE TERWHEEMEMRESN TH Y | ZEMBROE LR DIE
ML 21T 5 T2 DRRGE LT,

15.1.5 &2 —#% v — b (Company Core Data Sheet : CCDS) DIkiT DR & 72 - 7=
AR 1012 3T BB TR RIS W T H B L CWERI N s S v
7Z¥iBR LT,

(2) FEERIREAERRICE D 1B

15.2 JEERIREAERICE D < 1H#R
F X A =—ANLAX—OIIFEHKREEE M (CHO-K1) % M2 Ytk Rz sy
TEREMFRIMEA RO~ T 2% A0 D/IMERBRICB O OUMEBRIEARHE ST b,
[9.4.1, 9.4.3. 9.5 & ]

(i)

15.2 BRIFHERBRIZIB N T, Fx A =—ANARA X —OIIRHREEEMIE (CHO-K1) # Hvi=
Yoo (R ELH SR CIIRFEUR DB DS | MERE~ © 2 & - To B IR B 512 K 2 /M aklh Tl Mz
O HERBE OBIMATRD ST Z LM BEHE Lz, 2 SRR OIKIET Th 53 INE D%
ElhicksabnrE2 515,




X. JEERARFAERICEEY 1R E

1. EEHER
(1) ZFEhFEHER

[VI. 3ZHIPZBAT 2HE ] OHEBR
(2) BEMEIBALR
T EEAER
il - B FE Bh5 Bh& I
A IE ¢ ey ;'}35
fr ikl (n) S (mg/ke) BRI
[ 5 b . 1,310 FBRL
FEREIR K OMTENIZ S 1 E 5% ) LV 75880 : 0.5, 15,51 | i L
- R vk ) 1,8, 10 1, 10 mg/kg T—i@MED A
H R IEE B M IE T iv. ”
- (8~16) PS80 : 571 220
. s Z v bk . 1, 3,10 1 mg/kg B¢ 5- 120 %K T
PRI BT ) LY. I"PS80 - 0.5, 1.5, 51 | 7 L
UG (I RIET R B
- 7 v b 1,3,10 BT
fL SRS
ﬁ (BRHIEL) (6) iv. | PS80:0.5 1.5, 51 | #%E/pL
‘J‘.E — H Y|
: e 7k 1,3, 10 BERL
" (R¥T R TV =) (5) PS80 : 0.5, 1.5, 51 | &7 L
q.: SR RN RRE o
" Fvk . 1,3, 10 % 338
34 . i
ﬁ VERIHE) | (g V- | pggg 5t WL
%X FREE A T T s
I E
NN ~ A ) 3, 10, 30 R
A ~NF VL EH— )L . —
. (Eyroresmy) ®) "V PS80 0.3, 1,31 | wmaL
s . <™ R , 9.5, 28.5, 95 BN |
(\ Vizont A E‘Z%{-—E . X 9 9 ~ =
@ AR EE S I BE TR ®) V. T 5Se0. 95372 Iy
IELf5¢ A
T ;i}f;ﬁﬁﬁ S 1, hi L
" vl ULHE in 3 1,3 1% ,10 umol/L il
B B A S U vitro 10;3 10 pmol/L, T #pil
4 AL N U o AIHE ELEY b 1 10 pmol/L THHI
i las B e A A (6) ’
fi ﬁ S 3a J=57875 1
U’ﬁﬁ?ﬁﬁ . . % "
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1 INDICATIONS AND USAGE

1.1 Breast Cancer

TAXOTERE is indicated for the treatment of patients with locally advanced or metastatic breast
cancer after failure of prior chemotherapy.

TAXOTERE in combination with doxorubicin and cyclophosphamide is indicated for the adjuvant
treatment of patients with operable node-positive breast cancer.

1.2 Non-small Cell Lung Cancer

TAXOTERE as a single agent is indicated for the treatment of patients with locally advanced or
metastatic non-small cell lung cancer after failure of prior platinum-based chemotherapy.
TAXOTERE in combination with cisplatin is indicated for the treatment of patients with
unresectable, locally advanced or metastatic non-small cell lung cancer who have not previously
received chemotherapy for this condition.

1.3 Prostate Cancer

TAXOTERE in combination with prednisone is indicated for the treatment of patients with
metastatic castration-resistant prostate cancer.

1.4 Gastric Adenocarcinoma

TAXOTERE in combination with cisplatin and fluorouracil is indicated for the treatment of
patients with advanced gastric adenocarcinoma, including adenocarcinoma of the
gastroesophageal junction, who have not received prior chemotherapy for advanced disease.

1.5 Head and Neck Cancer

TAXOTERE in combination with cisplatin and fluorouracil is indicated for the induction treatment
of patients with locally advanced squamous cell carcinoma of the head and neck (SCCHN).

MIEX O &

2 DOSAGE AND ADMINISTRATION

For all indications, toxicities may warrant dosage adjustments /[see Dosage and Administration

@7

Administer in a facility equipped to manage possible complications (e.g. anaphylaxis).

2.1 Breast Cancer

-For locally advanced or metastatic breast cancer after failure of prior chemotherapy, the
recommended dose of TAXOTERE is 60 mg/m? to 100 mg/m2 administered intravenously over 1
hour every 3 weeks.

-For the adjuvant treatment of operable node-positive breast cancer, the recommended
TAXOTERE dose is 75 mg/m? administered 1 hour after doxorubicin 50 mg/m2 and
cyclophosphamide 500 mg/m2 every 3 weeks for 6 courses. Prophylactic G-CSF may be used to
mitigate the risk of hematological toxicities /see Dosage and Administration (2.7)].

2.2 Non-small Cell Lung Cancer

-For treatment after failure of prior platinum-based chemotherapy, TAXOTERE was evaluated as
monotherapy, and the recommended dose is 75 mg/m?2 administered intravenously over 1 hour
every 3 weeks. A dose of 100 mg/m? in patients previously treated with chemotherapy was
associated with increased hematologic toxicity, infection, and treatment-related mortality in
randomized controlled trials /see Boxed Warning, Dosage and Administration (2.7), Warnings and
Precautions (5), Clinical Studies (14)].

- For chemotherapy-naive patients, TAXOTERE was evaluated in combination with cisplatin. The
recommended dose of TAXOTERE is 75 mg/m? administered intravenously over 1 hour
immediately followed by cisplatin 75 mg/m? over 30-60 minutes every 3 weeks /see Dosage and
Administration (2.7)].

2.3 Prostate Cancer

-For metastatic castration-resistant prostate cancer, the recommended dose of TAXOTERE is 75
mg/m? every 3 weeks as a 1 hour intravenous infusion. Prednisone 5 mg orally twice daily is
administered continuously /see Dosage and Administration (2.7)].

2.4 Gastric Adenocarcinoma

-For gastric adenocarcinoma, the recommended dose of TAXOTERE is 75 mg/m2 as a 1 hour
intravenous infusion, followed by cisplatin 75 mg/m?2, as a 1 to 3 hour intravenous infusion (both
on day 1 only), followed by fluorouracil 750 mg/m?2 per day given as a 24-hour continuous
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intravenous infusion for 5 days, starting at the end of the cisplatin infusion. Treatment is
repeated every three weeks. Patients must receive premedication with antiemetics and
appropriate hydration for cisplatin administration /see Dosage and Administration (2.7)].
2.5 Head and Neck Cancer
Patients must receive premedication with antiemetics, and appropriate hydration (prior to and
after cisplatin administration). Prophylaxis for neutropenic infections should be administered. All
patients treated on the TAXOTERE containing arms of the TAX323 and TAX324 studies received
prophylactic antibiotics.
Induction Chemotherapy Followed by Radiotherapy (TAX323)
For the induction treatment of locally advanced inoperable SCCHN, the recommended dose of
TAXOTERE is 75 mg/m? as a 1 hour intravenous infusion followed by cisplatin 75 mg/m2
intravenously over 1 hour, on day one, followed by fluorouracil as a continuous intravenous
infusion at 750 mg/m?2 per day for five days. This regimen is administered every 3 weeks for 4
cycles. Following chemotherapy, patients should receive radiotherapy /[see Dosage and
Administration (2.7)].
Induction Chemotherapy Followed by Chemoradiotherapy (TAX324)
For the induction treatment of patients with locally advanced (unresectable, low surgical cure, or
organ preservation) SCCHN, the recommended dose of TAXOTERE is 75 mg/m?2 as a 1 hour
intravenous infusion on day 1, followed by cisplatin 100 mg/m? administered as a 30-minute to 3
hour infusion, followed by fluorouracil 1000 mg/m?/day as a continuous infusion from day 1 to day
4. This regimen is administered every 3 weeks for 3 cycles. Following chemotherapy, patients
should receive chemoradiotherapy /see Dosage and Administration (2.7)].
2.6 Premedication Regimen
All patients should be premedicated with oral corticosteroids (see below for prostate cancer) such
as dexamethasone 16 mg per day (e.g., 8 mg twice daily) for 3 days starting 1 day prior to
TAXOTERE administration in order to reduce the incidence and severity of fluid retention as well
as the severity of hypersensitivity reactions /see Boxed Warning, Warnings and Precautions (5.5)].
For metastatic castration-resistant prostate cancer, given the concurrent use of prednisone, the
recommended premedication regimen is oral dexamethasone 8 mg at 12 hours, 3 hours, and 1 hour
before the TAXOTERE infusion /see Warnings and Precautions (5.5)].

(202045 1)
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4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Breast cancer

TAXOTERE in combination with doxorubicin and cyclophosphamide is indicated for the adjuvant
treatment of patients with:

- operable node-positive breast cancer

- operable node-negative breast cancer

For patients with operable node-negative breast cancer, adjuvant treatment should be restricted
to patients eligible to receive chemotherapy according to internationally established criteria for
primary therapy of early breast cancer (see section 5.1).

TAXOTERE in combination with doxorubicin is indicated for the treatment of patients with
locally advanced or metastatic breast cancer who have not previously received cytotoxic therapy
for this condition.

TAXOTERE monotherapy is indicated for the treatment of patients with locally advanced or
metastatic breast cancer after failure of cytotoxic therapy. Previous chemotherapy should have
included an anthracycline or an alkylating agent.

TAXOTERE in combination with trastuzumab is indicated for the treatment of patients with
metastatic breast cancer whose tumours over express HER2 and who previously have not received
chemotherapy for metastatic disease.

TAXOTERE in combination with capecitabine is indicated for the treatment of patients with
locally advanced or metastatic breast cancer after failure of cytotoxic chemotherapy. Previous
therapy should have included an anthracycline.

Non-small cell lung cancer

TAXOTERE is indicated for the treatment of patients with locally advanced or metastatic non-
small cell lung cancer after failure of prior chemotherapy.

TAXOTERE in combination with cisplatin is indicated for the treatment of patients with
unresectable, locally advanced or metastatic non-small cell lung cancer, in patients who have not
previously received chemotherapy for this condition.

Prostate cancer

TAXOTERE in combination with prednisone or prednisolone is indicated for the treatment of
patients with metastatic castration-resistant prostate cancer.

TAXOTERE in combination with androgen-deprivation therapy (ADT), with or without
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prednisone or prednisolone, is indicated for the treatment of patients with metastatic hormone-
sensitive prostate cancer.

Gastric adenocarcinoma

TAXOTERE in combination with cisplatin and 5-fluorouracil is indicated for the treatment of
patients with metastatic gastric adenocarcinoma, including adenocarcinoma of the
gastroesophageal junction, who have not received prior chemotherapy for metastatic disease.
Head and neck cancer

TAXOTERE in combination with cisplatin and 5-fluorouracil is indicated for the induction
treatment of patients with locally advanced squamous cell carcinoma of the head and neck.

MIEL O &

4.2 Posology and method of administration

The use of docetaxel should be confined to units specialised in the administration of cytotoxic
chemotherapy and it should only be administered under the supervision of a physician qualified
in the use of anticancer chemotherapy (see section 6.6).

Posology

For breast, non-small cell lung, gastric, and head and neck cancers, premedication consisting of
an oral corticosteroid, such as dexamethasone 16 mg per day (e.g. 8 mg BID) for 3 days starting
1 day prior to docetaxel administration, unless contraindicated, can be used (see section 4.4).
For metastatic castration-resistant prostate cancer, given the concurrent use of prednisone or
prednisolone the recommended premedication regimen is oral dexamethasone 8 mg, 12 hours, 3
hours and 1 hour before the docetaxel infusion (see section 4.4).

For metastatic hormone-sensitive prostate cancer, irrespective of the concurrent use of
prednisone or prednisolone, the recommended premedication regimen is oral dexamethasone 8
mg 12 hours, 3 hours, and 1 hour before docetaxel infusion (see section 4.4).

Prophylactic G-CSF may be used to mitigate the risk of haematological toxicities.

Docetaxel is administered as a one-hour infusion every three weeks.

Breast cancer

In the adjuvant treatment of operable node-positive and node-negative breast cancer, the
recommended dose of docetaxel is 75 mg/m?2 administered 1-hour after doxorubicin 50 mg/m2and
cyclophosphamide 500 mg/m? every 3 weeks for 6 cycles (TAC regimen) (see also Dose
adjustments during treatment).

For the treatment of patients with locally advanced or metastatic breast cancer, the recommended
dose of docetaxel is 100 mg/m? in monotherapy. In first-line treatment, docetaxel 75 mg/m?2 is
given in combination therapy with doxorubicin (50 mg/m?2).

In combination with trastuzumab the recommended dose of docetaxel is 100 mg/m? every three
weeks, with trastuzumab administered weekly. In the pivotal study the initial docetaxel infusion
was started the day following the first dose of trastuzumab. The subsequent docetaxel doses were
administered immediately after completion of the trastuzumab infusion, if the preceding dose of
trastuzumab was well tolerated. For trastuzumab dose and administration, see trastuzumab
summary of product characteristics.

In combination with capecitabine, the recommended dose of docetaxel is 75 mg/m2 every three
weeks, combined with capecitabine at 1250 mg/m? twice daily (within 30 minutes after a meal)
for 2 weeks followed by a 1-week rest period. For capecitabine dose calculation according to body
surface area, see capecitabine summary of product characteristics.

Non-small cell lung cancer

In chemotherapy naive patients treated for non-small cell lung cancer, the recommended dose
regimen is docetaxel 75 mg/m2 immediately followed by cisplatin 75 mg/m? over 30-60 minutes.
For treatment after failure of prior platinum-based chemotherapy, the recommended dose is 75
mg/m? as a single agent.

Prostate cancer

Metastatic castration-resistant prostate cancer

The recommended dose of docetaxel is 75 mg/m2. Prednisone or prednisolone 5 mg orally twice
daily is administered continuously (see section 5.1).

Metastatic hormone-sensitive prostate cancer

The recommended dose of docetaxel is 75 mg/m2 every 3 weeks for 6 cycles. Prednisone or
prednisolone 5 mg orally twice daily may be administered continuously.

Gastric adenocarcinoma

The recommended dose of docetaxel is 75 mg/m2 as a 1-hour infusion, followed by cisplatin 75
mg/m2, as a 1- to 3-hour infusion (both on day 1 only), followed by 5-fluorouracil 750 mg/m? per
day given as a 24-hour continuous infusion for 5 days, starting at the end of the cisplatin infusion.
Treatment is repeated every three weeks. Patients must receive premedication with antiemetics
and appropriate hydration for cisplatin administration. Prophylactic G-CSF should be used to
mitigate the risk of haematological toxicities (see also Dose adjustments during treatment).
Head and neck cancer

Patients must receive premedication with antiemetics and appropriate hydration (prior to and
after cisplatin administration). Prophylactic G-CSF may be used to mitigate the risk of
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haematological toxicities. All patients on the docetaxel-containing arm of the TAX 323 and TAX

324 studies, received prophylactic antibiotics.

- Induction chemotherapy followed by radiotherapy (TAX 323)
For the induction treatment of inoperable locally advanced squamous cell carcinoma of the
head and neck (SCCHN), the recommended dose of docetaxel is 75 mg/m? as a 1 hour infusion
followed by cisplatin 75 mg/m? over 1 hour, on day one, followed by 5-fluorouracil as a
continuous infusion at 750 mg/m?2 per day for five days. This regimen is administered every 3
weeks for 4 cycles. Following chemotherapy, patients should receive radiotherapy.

- Induction chemotherapy followed by chemoradiotherapy (TAX 324)
For the induction treatment of patients with locally advanced (technically unresectable, low
probability of surgical cure, and aiming at organ preservation) squamous cell carcinoma of the
head and neck (SCCHN), the recommended dose of docetaxel is 75 mg/m2 as a 1 hour
intravenous infusion on day 1, followed by cisplatin 100 mg/m2 administered as a 30-minute to
3-hour infusion, followed by 5-fluorouracil 1000 mg/m?/day as a continuous infusion from day
1 to day 4. This regimen is administered every 3 weeks for 3 cycles. Following chemotherapy,
patients should receive chemoradiotherapy.

For cisplatin and 5-fluorouracil dose modifications, see the corresponding summary of product

characteristics.
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on findings in animal reproduction studies and its mechanism of action, TAXOTERE can cause
fetal harm when administered to a pregnant woman. Available data from case reports in the literature
and pharmacovigilance with docetaxel use in pregnant women are not sufficient to inform the drug-
associated risk of major birth defects, miscarriage, or adverse maternal or fetal outcomes. TAXOTERE
contains alcohol which can interfere with neurobehavioral development [see Clinical Considerations].
In animal reproductive studies, administration of docetaxel to pregnant rats and rabbits during the
period of organogenesis caused an increased incidence of embryo-fetal toxicities, including intrauterine
mortality, at doses as low as 0.02 and 0.003 times the recommended human dose based on body surface
area, respectively [see Datal. Advise pregnant women and females of reproductive potential of the
potential risk to a fetus.

The estimated background risk of major birth defects and miscarriage for the indicated populations is
unknown. All pregnancies have a background risk of birth defect, miscarriage, or other adverse
outcomes. In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Clinical Considerations

TAXOTERE contains alcohol. Published studies have demonstrated that alcohol is associated with fetal
harm including central nervous system abnormalities, behavioral disorders, and impaired intellectual
development.

Data

Animal data

Intravenous administration of >0.3 and 0.03 mg/kg/day docetaxel to pregnant rats and rabbits,
respectively, during the period of organogenesis caused an increased incidence of intrauterine mortality,
resorptions, reduced fetal weights, and fetal ossification delays. Maternal toxicity was also observed at
these doses, which were approximately 0.02 and 0.003 times the daily maximum recommended human
dose based on body surface area, respectively.

8.2 Lactation

Risk Summary

There is no information regarding the presence of docetaxel in human milk, or on its effects on milk
production or the breastfed child. No lactation studies in animals have been conducted. Because of the
potential for serious adverse reactions in a breastfed child, advise women not to breastfeed during
treatment with TAXOTERE and for 1 week after the last dose.
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8.4 Pediatric use

The alcohol content of TAXOTERE Injection should be taken into account when given to
pediatric patients.

The efficacy of TAXOTERE in pediatric patients as monotherapy or in combination has not
been established. The overall safety profile of TAXOTERE in pediatric patients receiving
monotherapy or TCF was consistent with the known safety profile in adults.

TAXOTERE has been studied in a total of 289 pediatric patients: 239 in 2 trials with
monotherapy and 50 in combination treatment with cisplatin and 5-fluoruracil (TCF).
TAXOTERE Monotherapy

TAXOTERE monotherapy was evaluated in a dose-finding phase 1 trial in 61 pediatric
patients (median age 12.5 years, range 1-22 years) with a variety of refractory solid tumors.
The recommended dose was 125 mg/m? as a 1-hour intravenous infusion every 21 days. The
primary dose limiting toxicity was neutropenia.

The recommended dose for TAXOTERE monotherapy was evaluated in a phase 2 single-arm
trial in 178 pediatric patients (median age 12 years, range 1-26 years) with a variety of
recurrent/refractory solid tumors. Efficacy was not established with tumor response rates
ranging from one complete response (CR) (0.6%) in a patient with undifferentiated sarcoma
to four partial responses (2.2%) seen in one patient each with Ewing Sarcoma,
neuroblastoma, osteosarcoma, and squamous cell carcinoma.

TAXOTERE in Combination

TAXOTERE was studied in combination with cisplatin and 5-fluorouracil (TCF) versus
cisplatin and 5-fluorouracil (CF) for the induction treatment of nasopharyngeal carcinoma
(NPC) in pediatric patients prior to chemoradiation consolidation. Seventy-five patients
(median age 16 years, range 9 to 21 years) were randomized (2:1) to TAXOTERE (75 mg/m?)
in combination with cisplatin (75 mg/m?) and 5-fluorouracil (750 mg/m?) (TCF) or to cisplatin
(80 mg/m?) and 5-fluorouracil (1000 mg/m?/day) (CF). The primary endpoint was the CR rate
following induction treatment of NPC. One patient out of 50 in the TCF group (2%) had a
complete response while none of the 25 patients in the CF group had a complete response.
Pharmacokinetics

Pharmacokinetic parameters for docetaxel were determined in 2 pediatric solid tumor trials.
Following docetaxel administration at 55 mg/m? to 235 mg/m? in a 1-hour intravenous
infusion every 3 weeks in 25 patients aged 1 to 20 years (median 11 years), docetaxel
clearance was 17.3+10.9 L/h/m?2.

Docetaxel was administered in combination with cisplatin and 5-fluorouracil (TCF), at dose
levels of 75 mg/m? in a 1-hour intravenous infusion day 1 in 28 patients aged 10 to 21 years
(median 16 years, 17 patients were older than 16). Docetaxel clearance was 17.9+8.75 L/h/m?2,
corresponding to an AUC of 4.20+2.57 pug.h/mL.

In summary, the body surface area adjusted clearance of docetaxel monotherapy and TCF
combination in children were comparable to those in adults.

BRI oD A S E
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Paediatric population

The safety and efficacy of TAXOTERE in nasopharyngeal carcinoma in children aged 1
month to less than 18 years have not yet been established.

There is no relevant use of TAXOTERE in the paediatric population in the indications breast
cancer, non-small cell lung cancer, prostate cancer, gastric carcinoma and head and neck
cancer, not including type II and III less differentiated nasopharyngeal carcinoma.
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