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FFDERE

S x VT (—i4 FeZ TRk X, Y 7 g4t (GRFe—X - 7 —F 4t) & CNRS
(Centre National de la Recherche Scientifique : 7 7 > AFE LB FEAFSERT) O ILFEIFILIZ L -
T, 3—nu vX1F A (Europeanyew (7Taxus baccata) : EIZEKMIZHAAT DA I AT AD
—fE) OHIEHTY TH 5 10-deacetylbaccatin M ZRIFEM'E & LT, 1984 I GRS L7zt
HAMEESAI CTd 5, 1987 4 K 0 AMEHYZRBAFEICE F L. WOK TOIERRRER, W ONTE T AHERIR
R D AR 2 FEAM - ARG L 7oA 5. AFNICEB W TS 1991 4F L 0 5 T AEERRSUBR S B AG S v, il
H 275 T0 AR G R SR DARR | L A SRR s v & o S [m] Ol 4 20 LU . 2 188 ARG AR 12 3B 0
T, U, /NN LSR5 2 A D IERR S 4L, 1996 4F 10 AT AZKRR & Ui, 1997 4F 6
A OFEMIEEE Z & > THIE Sz, £7-2 2000 4F 4 AT H e, BESEEE, NI 5%
RESUTZNR DB L | FHEDEE IR S, S HIT, 2004 4 1 HIZEERE, 2005 48 7
EREE, 2008 £F 8 A ICHISZME I 6T 2 2 RE IR RANGBNEGE Sz, 2010 42 11 AIZIFH
FEL /NI, R, BRI, JNERIC IS DA Thmg/m?2 D H EOANME K OV VT
EFET EAMTH D LWL, 2 b 5T 2 EMOCHEDOEE P AR S,
B, HHEEREEIT oM. 200845 2 A 26 H (FHFAMREBMEAR) | HE B =
Fih, EFEESREOME., AMEROLEMEORREIZET 2ER) B 1ARFE2HFE 3 51010
NETONWTIUTHEY LR Eflrs T,

HADBEFHEE

DFa—TV OERAZREL, BRERMINEEZMRT S L LI, ZOBEAZMEIT S, &
7o, MEAIZ B W CTITE BRI BT 2 NE R A AT 5, L EOERIZ XV filaof &3
iEIlE S, FUESIRARET S (VI 2. EAWER) OESMH)

2) AT « FRFLIE &S & U= AR BR 22128\ T, 48.2% (67/139) DZNHR I
LA, ANERE LCT v M T A 7 U RGBS A O KA TENC BV T BRI 47.8%
(44/92) Toh-7= (V. 5. KR OEEBH)

3) /NI it 2 xF G & U= % AR AR IR ERER 32128\ T 21.8% (32/150) DR BE S
Fue BRI DRI 26.3% (25/95) Th 7= ( V. 5. BRI OHEBH) |

4) B k5 & U= 8 ARG PR SRBRF L ¥ 212 B\ T 17.1% (22/129) OZEBhRNE S, BillR
& L TEBIEIE ORI TN BV T H BRI 19.2% (15/78) Th -7 (V. 5. EEEEGE
DHEZM)

5) BESHERNE 2265 & L= 5 155 AR B AR A BR*3 12 B T, 20.6% (13/63) DFNRNE v, |l
e & UTBEFPIRIE ORI TENZ B\ T H 282031 15.2% (7/46) Th o7 (1V. 5. BRRRAH]
DHEZH)

6) I HLIE (A RAIC X 2 AAEIETTH) 2 5F 5 & U7= R 3158 T IR AR R BR* Y IC B\ T, 23.8%
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11) BIERZ, A7 - % H0 2 AR EE PR ABRIZ 31T 2 22 M RHmAE 1] 990 41 K& OVt I i s s Tt &
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REIER & LT, BRI, v a vy ZIER, T 7 4 7 —, EH, A4S, IR E,
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I. &I HIEE

1. B4
(1) #4
2% 7 — VO ENE A 80mg
2% 7 — VR ENE A 20mg

(2) *4
TAXOTEREP® for I. V. Infusion

() BFDHEE

Taxotere
taxo : A T A OF4 Th % Taxus (ZHEK
tere : 13NWUIBEO—HTH B tert-—7F IV )V/X3 X — NMIHE

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

(2) *4 (MmAE)
Docetaxel Hydrate (JAN)
docetaxel (INN)

(3) RT L (stem)

A X F(taxanes) LB EE K | - taxel

3. BEAX(TRMER

4. HFRRUHTE
45+ 0 CasHssNO14- 3H20
7 861.93



I. AMICET HEHE
5. L2& (HEH) XEFHE

(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. ER%. A&, KBS, L& E
5B RP56976 (H A, KM 72 &)
NSC628503 CK[E 7z &)



M. BT 5IEE

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

(2) HfEME

NN-TVAFI)VHRNVLT I RXTTH 7 —/L (99.5) ICIEITOT L, AF /= Iyran A ¥

NSRRI T <L AKITITF L A ETRIT R0,

Ft %2 LK FEBREICH T 580 M CAIEERE : $25°C)

wo BRI (mghm) | 27K 8P ok e
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=3.20K—A472 % /) —/VR)

(1) ZDthdE L RM4E(E
FESEEE a1y :-39~-41° (BiK KL OBLIABMICHRE L-ZH D 0.2g, A ¥ /—/L, 20 mL, 100 mm)




M. BT 5IEE

2. BT OEREEHTICETOIREM
() BEEEHTISH 1T REN

KT L > THfiET %, LAFICERSEM TR 2@ ELER~T,

ERESHTICET2REN

HKp A 5N A7 T AT RE R
25°C . -
RHIRAT : Y ZF LR E PR
S 60%RH 60 » A Gh:7I2F oo RT ) |FECHAT.
Bl
R BT Koy i D W B
18 % /1 B0 5 ARG
? Bt 7 B . 1oy hC12 AR
- 35C BRIKTZBOIR, O
i e . s it 0> SR I 13 4% IR 7
12 AN LA
B A VEFLR WA g, e
Ei BT,
o 12 % A By T ABKE (SR |17y FT12y ARICE R
A 35°C T &R, 2o
k TS5 90%RH ) \ AR I B IR R Y 72 424k
N 1271 RY=F LR (SR | g ohs, ZETho
7=
k AT R N SRIEHO 1245 R4 O 4N K
ot (7,500 1x) 160 i AL (A VG BOIE T 2R,

2)BHFLIEEETICH T 50
KD 4% RV I )L_— | 80 IAik%E 45CT 11 HEMRFEL- & Z A, 56.0%IC 5 BNET
L. fRERR DR STz,

(3) P ERERY
WEERER . TRHIRRE M ORI A LRI T TR0 DT BRI AL, RO 3TETH D,
PERERYD

b4 . 4-acetoxy—-2 o ~benzoyloxy—5 3 ,20—epoxy-1,7 3,13 o ~trihydroxy—9,10-dioxo-tax-11
—ene,13-ester with (2R,3.5) - N-tert-butoxycarbonyl-3-phenylisoserine
5y : 805.88
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NERERMO

b4 © 6 a-benzoyloxy-5-[1- (E-3-formyl-1-hydroxymethyl-1 « —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

4yfH : 805.88
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M. BT 5IEE

DERERYO
b4 . 4a—acetoxymethyl-3,7 « ,8a  —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,7
-ester with (2R,3.5) - V-tert-butoxycarbonyl-3-phenylisoserine
& 70177
Ghis @

HsCG —0C~y
CHs H

3. AMMS DHERHEBRE. EE

RS ER ik
AARIER T R & XA K OERRERIZ K D,
Tk

AR ST Kt & LK) OFBEEICE D,



V. REICETHEE

1. FIR
(1) FlfzDX5
FHRSIAAR L C O B TR A

(2) HHEDOHNEER VIR

BEYTIILRBEFERNA T IV

. HxVT—)v X T — )b
BoE A ST S0mg | AUMEHEN 20meg
4 1A TAHOSE
2 mL 0.5 mL
I HF K& X2 Kmy 85.35 mg 21.34 mg
AR (Fes%tL s LT) (80 m) (20 mg)

IR

O~ TN W EH OB OO H 5k

KAFNTFIREF DK 2 B BT A,

HAlo— K
A L

)

4) KA DYE

WEEESNTND, (7.

pH : 3.0~4.0 (KFD 10 w/w% KIEEIZOWTHITE LTZ & %)

RIBEL (BRI 50 /1

(USFHEMRIR CIafiith . AABRMTR 250 XX 500mL (ZRfIL7- & &)
: 1.08~1.09

teE (ARIMEEEENCL D)

() it

AR S QAR DO RENE) B

R ORI GIR (ZBREMHRE) OFE . 35
2. HEIDHERK
(1) B GEMRS) OEERVHRMEA
AN
W% & B F—)b B TF— )L
e JETEERE A 80mg S EEE M 20mg
134 T IHOSE
AR
w5 2 mL 0.5 mL
P HE R &3tk 85.35 mg 21.34 mg
T (FEZ%ELL LT) (80 mg) (20 mg)
wom W R Y _— |k 80 T B 16

KAFNTFREFOH K EZBEICAN, BREEES N TND, 7.

(2) EMBEZEDRE
MMER L

&
FHRE K ORI D2 EE )

Py
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V. REICETHEE

Q) #&
LR

3. FMIBHMARDERKRUVEE

ATABR (13T 2/ — LBk

% 1A T IAHFDL &
6 mL 1.5 mL
AR=% /) — 764.4 mg 191.1 mg
PR I DR

KAANTHREF OB R 2B EICAI, WEFTESNTND, 7. AR ORI O EN)

O
=

4. A

AR

5. BAT HARENED & DR
A FA FEE S OfiHEE, KOG HOETE TEKT 5 & BEX 6N D 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

BREEREYQ
{224« 4-acetoxy—5 S,20-epoxy-1,7 3,10 3,13 o ,~tetrahydroxy-2 o — [ (Z)-2-methylbut-2-enoyloxy ]
-9-oxo-tax—11-ene,13-ester with (2,35~ N-tert-butoxycarbonyl-3-phenylisoserine

BREEREEYMO

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)-N-tert-butoxycarbonyl-3-phenylisoserine



V. REICETHEE

6. RADERZHTICETIRENL

" 80 mg /3 A T L 20 mg /A TV
’ A7 41 (LT RE) EREIT EREIC
Eﬁ JINEE (— JINEE ([«
M S5 (%) HE S5 Bt (%)
HEOVERO HAFEHO
e Ly _ _
e 4115&@‘1%;3000 Ix FEpliy KR 0o 97.8- 99.1 BT O 98.5- 98.7
A AN 1%
A | REBHSLT g Bk L 95.8- 96.6 {7 L 93.6 - 94.7
o &0V BE D HOBHO
40°C, T5%RH | praany | SOERO 98.4-101.9 | ° > 98.7 - 102.2
WEN. TEST FEBATE DR FEBATE DR
m | EEEAASLTL | 64 H X (RS 97.9 - 100.3 X (REQP 92.9- 99.9
# 30°C. 60%RH L AR O _ ENaR 10 B
e Bk LR O 98.4-101.9 LR O 98.7 - 102.2
M FHAAL TV | 12 9 A 7L 95.7-101.2 7L 96.7 - 100.0
I HEABHAD ] HOBHO j
" 95°C. 60%RH EEpEliny B 0o 98.4 - 101.9 TV i 98.7 - 102.2
}% WS, IS
- M FHAAL TV | 24 5 A 7L 98.1- 99.2 il L 97.6- 99.1
?_
o SO HOIEHO
40°C, 75%RH BE fa g %@} e 97.7- 983 | ° > 98.5- 98.7
eSS REBRAE D i REHRNE D i
MBS A TV 6% H 7L 97.9 i L 95.1- 95.3
T 25C, 60%RH | pang | D grg gy | HBEIO I g05 ggg
. B L o7 ) . LR o ) )
o WS ST REBRAE D i REHENE D i
f | HEfHEHNA TV 6 » A 27 L 99.7- 99.8 B L 99.7 - 100.1
f; -80°C & =iR* | reznf — 100.8 - 102.4 — 101.4 - 101.8
i WS, IEST
B | mE@EH AL 7L | WIFER — 101.8 - 101.9 — 101.6 - 101.9
o &0 VR D HAFEHO
8C BH AR ;.5 = 98.4 - 101.9 c > 98.7 - 102.2
M. TEST HEBAE DK HEBATE D
MEASHEIHASA TV | 24 5 H 7L 99.8 - 100.9 Bl L 99.4 - 102.3

X -80°C(6 A) — =il (3 i) — -20°C(2 A) — =il (3 FEfi]) — -80°C(2 A)




V. REICETHEE

7. RARERVBEREROREM
SESTRI DB RA
AANITHEREOBRKE ZBIC AR, BIOFT L) IGBRARMSATHH 0T, L FR#HRED
ICHENTERHRORB AT 5 2 ko L, IRRISRIRICIET= 4 ) — A BREEATHHOT, Tib
=SB B IR 5T B A1, IIEQOFIRIC L 5 2 L,

EFRIEE
Sq Tl EFRIEE
80 mg HFI 20 mg HFH|
XX T — )V S A 2.36 mL 0.61 mL
(FREZXELELT) (94.4 mg) (24.4 mg)
URASH VR i ik 7.33 mL 1.98 mL
(BR=%/—N) (933.8 mg) (252.3 mg)

REED

(1) #F YT — VISR AL 7S, IRMEfER AR (80mg /31 7 /L ; ) TmL*2, 20mg /3
ATV K 1.8mL*2) N2 CTHEBATY 225 £ TP o< Y LYENE Tl & 5 ICHEREIRR
T2 (K45 B . WRNY—CTh b 2 L 2 iR%. HRERNEZ D Tl MKRES
Be ZOWHK (V2 v 7 AR 1T 1mL 2 10mg O RE X XL 2E56T 5,

(2) TV v AR D MLEREEZ A THRERY AEREER T 5% 7 FUHRIZIENT 5,

REEQ

(1) Z XYV T7—)VEREEH O 80mg /31 7 /WZiE TmL*2, 20mg /N1 7 /W21 1.8mL*2 DA H
B UX 5% 7 R UBEREZ %, WPABHCTY—I272 5 T LIEVIRE D,
HOHRREIANHZ D ETHAA TAEENL ST CThRE (810 00) L, WERSY—chbsrZ b
EWMERT D, ¥ —TROWEAITH 05 £ TIRMZHY KT, ZOBK (71 v 7 AR)
% ImL #iZ 10mg ® R XX L2 EHT 5,

(2) TV v AR D LEREEZ A THREIY AEREER T 5% 7 R UHRIZIENT 5,

M1 3 LOWFIEBEIC VLTI, WE OG5 B

X2 BMBRIICL S0



V. REICETHEE

HFY T =)L zasir80mg. 20mg L %
##5E5A N 1 4 3 )l e asngeass FEeEcr70mg/ m. t0tosETi:75mg/ m 7.

ARED KNBAEREFERTIEE

KA OTAEREIIZT LY 7 =V HREFNTWLEDOT, TILI—)
BB B ICIIERA L2V & HERMICLTMBEE2EmL T
TNI—VBEOAFEEZHAL, ZIIA-IVICBEEBRENRET
2H41E. AROFE AREQ) THARNTZZ &,

152%Y 7 —ILRiEaeE A & RTEER (20mgHiE & 80mgHiH)
¥ ¥V 7= VEIEEHER AN A 7V R OGRS 2 AT %0

2HRMADIY T EZ—FIL
AR % 2 ERE IS0, 80mgBANIT1Z10mLy ) ¥ ¥ &
18G~22G=— FV %%, 20mg#ANITI325mL~5mLY ) ¥ ¥ &21G
~23G=— FUh¥ERR SN 5,

3 RTBEROKRERY
TR, 9742 (80mg/S A 7V 7 7mL, 20mg/N 1 7
Vo #18mL) ERILEEY . & ¥V F— IV AUEFHER N TV
EAT 5o HEMBHFE, A TVERZSEROICL, AT
VORI OIERE K ED L) %o

ATU 9 (5% Y F—LARRILA EREERRORAR)
o} Y
RHERRETEA L2, 15105 %Y 7 — L SGRIHER S 1 7
VEBBTH 55 ET, o< ) LWL TEV LD (R
M52 (asHm).

57V v ABOARHR
7 XV F— )V EREEER N TVORMDP D - 726, BHITE
HTH-ICRMLTWA Z L 2l HILEEENEASET
BOMREST 2. H—CThVEEIE, B 122 TRANZHEY
B,
ZOTV Iy 7 RiEIE, I mLFIZ10mgd K& XV EERT %,

6 LEEDHRERY
Z XV 7= VEEEER OS5 & IC&bY, LERE EHETK
EM D, BIZIE, BEREITOMgN &L X2, TLIvZ A% 7
mLiK &0 o

7 AR MVADEA
WEMo 727V 3 v 7 A% 2503013500mL > A F AR L 5 %
7 NIRRT 5, RRBEHEPLPICHEHTE L)

RAREFOTEER !

AREQ RIBBEREFEALEVEGES

TN — VISR BENRGTAGEE. TRoFEICL ) AR
THZ L,

1 2%V F—ILEEeEEH (20mgHikl - 80mgHiEl) &RABAHMK
¥V F— )V EIEEHER AN 7OV L B oA AR IE5 %
T KoM HET 5.

2 AIEEEHNIIT K IFERDEIA
AAENGBEFTIEIN TV 5720, 80mg/S 4 7 WIZid 7mL. 20mg
INA T MAIEL8MLO AT IR X 5 % 7 P B & v T
3 %o

3TLI vy R (5%Y 7 — VAR L ANABRORAR)
DY

5% 7 — L SRS 4 7 VBRI UE 5 % 7 1
WATEALZ D, BHIHL CHRD B2,

P
P

4 7L 3y ABRODAEHESR
¥ XV F— )V EIEEEH AN TVORMBE D o725, B HFRE
A2 BTN T U2E S THE (WI05H) L. i
DEHTHIRALTW5 2 L 2HRT 5. H—ThWEE (B
ZIE, B —BOBINEELTVWAEAEARY)., H—ICAh 5 TR
ME#ED RS,
COFL Iy 7 AL, I mLHIC10mgd KLV E2EET 5.

5 HEEDHRZ]MY
7 x V7 —VEEEHER OB G EICG DY, LERZEHFETHK
EM B, BlZIE, BEENITOMgD & EIE, TVIv I A% T
mLKE W%,

6 REAKR MILADEA
WEM o727V I v 7 A% 250 313500mL D AP AR L 5 %
7 B BERCRNT 50 (RBRZERHIHEHT LI L)

1) 7V 3y 7 AEHRARGEIER I EE (ERAEERUI5 %7 F YRR ICRAIT 5 2 Lo B E R L RITER IR T S 2 Lo

2) R OREEITDRNT L,

3)  AHDEMIAFE LB, BELICAMRUSROFKTHRNT Z Lo 72, BBICHE LGEINE, B ICSROMKTHE:

wyc e,
REREBOEEER

LT —§t % TARIHT LR FVICKIASRET 5 2 EHH DT, 7 —#HIK PV ERICHT Z &,




V. REICETHEE

BREORENMN
1) RMTBBRBBEOLRERE(TLI VI REY)

BR A 4 Witk 8 W[4 24 Wil
MR HAEBHRRTED H D | Akl L e L k7L
pH 3.63 3.62 3.59 3.69
& AL (mg/mL) 9.79 9.34 9.92 9.91
AER MR-
10pm LI - 237 — 474 —
25um LA I 11 — 21 —
MR HOEBP OB Bk | Bk L i L e L
pH 3.63 3.60 3.61 3.67
£C HARE  (mg/mL) 9.79 9.94 9.89 9.87
RERMERCRL 1
10pm 2L I 237 — 378 —
25um LAk 11 — 8 —
AKN 1 34 T KIS T 2 TR AEIR 1 /5o 7 A THREL L 723K

(Fe¥XE/VEEN 10mg/mL (IR ESND)

2) MBENBROLEN

iy ABRIE H TR AN 1hr 4hr 6hr
CANE ) £ T Eieie L bl L Eieie L b7z L
AP RIR e 0.31%3 0.28-0.32 | 0.28-0.31 | 0.28-0.30 —
(mg/mL) 0.88%3 0.83-0.92 | 0.83-0.90 | 0.84-0.91 —
PN ') €4 T b7z L il L Bileie L i L
5% 7 N U B i e 0.31%3 0.29-0.32 | 0.31-0.32 | 0.30-0.32 —
(mg/mL) 0.88%3 0.85-0.88 | 0.85-0.89 | 0.86-0.89

X1 BEME . PVC # (Baxter £f, Biosedra 1), AU AL 7 ¢ B (McGaw #) . 47 AH (Baxter 1)
X2 REME  PVC #l (Baxter £1h) . RV AL 7 4 B (McGaw 1) . # 7 A%l (Baxter £t)
%3 0.31(0.88) mg/mL = 250 mL O+ K& # /1 77.8(220) mg (A

4 BRLDEE K

14.1 RRFREDITE

1411 RIS 10 . (CERR R U 5% 7 R UBHKR) (IR 5 2 &,
R EARFN LT I3l ] T 5 2 &,

8. ¥l &L DEEESEL (WMELFMEIL)
R L

9. B
RN



V. REICETHEE

10. &Ba - Ak
(1) FENDELRR - 8%, SENFRLERS - SEICET 51ER
RRiZa L

(2) a%
< B XY T —)V RN 80mg >
2 mL X1 731 7 )b (REEE IS
< B XY T —)V RN 20mg >
0.5mL X 1 /31 7 )V (ARER T

®) FHEE
WAL L

4) BHROME

INA TV - BEEE O T T AL T L
4 A KT 7ura—T 4/ Lz ua7Fanl

11. BREHESNDIEME
FFIZ7e L

12. i
Brliz7e L



V. JAEICEHT 5I1ER

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

2. PEXIIHRICEET HERE

5. MEERIINRICBIET 5T E
(FEM&RE)
5.1 AHIOWEMENMEFEIRIEIZ I T DA E M OV Z 2MEITHESL Sh Ty,
(RTILEREE)
2 EREEB AT 5 FEBRFEOBE IR ET L L,
(Fi)
5.1 ERIZIRWT, AANZI T 558 DAHERIKRER 0 TI3HEST (Stagelll, V) « FFEFHARAEH] 2

KL L2, &RE L,
5.2 St O K OEWERRRER 7 CILA V- U RIS M AT IE O B 2 PRI E i Lz UK
)
E R & A T 2 BN B F 2RI AR O v Fe 7 o BrERE (LT, TADT))
ZOFH L7 s S AR R (STAMPEDE #5: 9. CHAARTED Ut 10%) 23 £t <41, £ H
DFER IV, AFENADT OFFHOAEEI RSN Z L5015 2021 4F 9 HICksiT Lz,

3. RiERUVHAE
() AERUVASORS

6. iR UVRE
ZHRE ST % 3 HER O H =
iigd\ﬁg@%,ﬁ, WE. KA 1T H 1E, FeZ %t l LT 60mg/m2((KREH) 2 1
;::; S CLENT T 3~4 BEFMMR CARERET S, ok, BEOIREEIZ LY E
E@%ﬁ HT 2 2 & 7272 L, 1@ R 75me/m? &5,
WHE. KA 1T H 1E, FeEZXt/LLE LT 70meg/m2((KEHEE) 2 1 K
e RILL BT C 3~4 MR CAMEET 5, 728, BEOREICL Y E
Hiﬁﬁﬁ—é Lo 2L, 1 RS &I 75mg/m2 &35,
i BWE. KA1 H 1B, FEZFELELT 70mg/m2<ﬁx3ﬁﬁ$a>% 1 W
%E%ﬁ BILL BT T 3~4 SRR AT 5, 72d. BEOWRREIC LV iE
. HEETAHZ &,
WE, RAIZ1TH1E, RFEXFELELT 75mg/m2<ﬁzi%ﬁﬁ)z% 1 B
FIRVAIS MILL B2 € 3 M CREFET 5, 2B, BEDIRRRIC XV #EE
B9 5L,




V. JAEICEHT 5I1ER

(2) AZERUVHAZEDXERE - IRH
FUo  FE/ AR it . e BRSO < 55 T ARESIR BB AR I D & | e KT &8 70~90 mg/m2,
HELER E7Y 60mg/m?2 & S4L, & D%, EAVEFLORTH] - 4 W1 55 AR EFREUER 19" 13973 32 hm S,
PRSP RENTZZ ENORE LT,
PREE « V.5.(3) M EIGHERHEBR DS
BIER B BRI KD X, HRMED 70~90 mg/m2, HELEH &L 60 mg/m?2 & 5%
E S, R AR SR L U8 TR RER 9O R ., T0mg/m2 CTHIBGZIR SN RIhic 2
EINBRIE LT,
TR 5 ARERARGER OOK R, T0mg/m2 THIEG R RSNIZZ ENBRE LT,
2010 4=, AN I 1T B AKGRIRIL L NENA DA SCEREEIZEE SO THGE 21TV, . FE/
Fafifigs, B, SHEEEREE. JNEUEICXRTT 2 ARH| Thmg/m2 O H & O A L OVt ix 3K 7
FRAFTH D LS, THIEROHE] OEERAR I,
IS REE - ENEE DHEERRER DO EL OHE (KEZ $E/L T0mg/m? 3 #fE&REG+7 1L K
=Y w 5mgl A 2B ARAEKS, ) T, G IR & PSA B IENEO B2, —J7,
WA B ARG R A BR Cld. FeX $®/L 76mg/m? 3 HEHE S5 +7 1 F=Y> 5mgl H 2 [A#H
ARG CIEMR PR SN, U EORBRERESEZ. FEZ X2/ 75mg/m2 D 3 B
HBAEMEROHEE LTRE L,

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 i P ERELA2,000/mmB3 A ChILE, 5 EIEHT 52 L,

1.2 AROFHGENEMNT S L, BHMHNA LV E HObhIBENRH LD THEETSH 2
&, [1., 81, 9.1.1, 11.1.1&H]

(%ﬁ)

1 BRSO & 25 BE~ORANE 513, \EER A MERRD, TR 25 &R ERT

Pl A, BEYYEDOF %Ri%%@T EMR®H Y, & XITHEMGMRRRET-ED 2 R THISH

B e, EHEMITIXIRERE BOLNTWD, BEINH O D SN 5 BE~OFREITEE
LTHGm@O(ﬁ@%ﬁZ%Wm@ML)u%iﬁﬁ%@%?éﬁgﬁ%éouk@:k#
HARIA & 7% E LTz,

1.2 IVIREICET HIHEE 5-(NZ 0t



V.

BEICEAYT HIEH

5. ERPRRLIE

(M

(2)

)

BRERT—RA Ny H5—o
M LN

B R SR AL ER
SAENZHT 1990 4F K 0 sl & 8 5-RMR O 2 5 5 D08 T FHERARER 111993 FhE 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, TN
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 (= #iHlEME)

AINCFT 25 1 FEERIRHER X, AMECHESE S u7e 3 ERIMRG 1 RELAT I G- 25512, 3~4
R 1 REELL ECE G Lo HEE I B o R 2 B I E N < 19, DLT (Dose
Limiting Toxicity : Fi &Ml 7 04) 13 3 f ek | 4f ek . MTD (Maximum Tolerated Dose :
KA &) 13X 70~90 mg/m2, #ELEAH &(X 60 mg/m2 & S/,

RAERCIERGER

IREIE IZ BT D AT AR R R BB O R IL R 2R 2.3% (1/44) TH YV . ZhiTsE
(100mg/m2) (2B HHME 892 KEL FEIZ LD TH-T=Z &b, HHEENR S TH o122
EDRHERI SN T T2, ISR L IR B B AR T 5 2 LN AR E D ket A%
PEZ MR U7z ECREHT 2 BN/ SA vy MBS E S 19, T0mg/m2 OF)EHE 5 &2
WTLZ MR OFIMEDRHER S LT,

(4) HREERIEHER

1)

2)

®)

AR R
UL L

R IR
UL L

BE - RERIEER

R L




V. afEIcEd 5EE
(6) ;aEmIFER
1) FERARRRE (—REABERE. FEERARERE. ERARELRAES) . RiERTR

T—RAR—RAE. HERTERERABROAR

il G R AL 3 1 2 2 MEREAMAE 53,2816 . BIWER (BRRM AR 25 Te) 33,0934
(94.3%) IZRO BTz, EREWERIL. BACRIRL90861 (58.2%). MiE1,859%1 (56.7%).

2 E N L,62901 (49.6%) . 1,692 (48.5%) . WaMH-1,687f%1 (48.4%) FTh -7z,

FERRERR AR L, A e 2,634 5] (80.3%) . 4FHEKIED 2,423 # (73.8%) | ~

T/ a e Ed 1,625 B (46.5%) ETholz, (FHFHEAEK T

OFLE - /M HRfafhE - B - AT EE - DN R

FREOHEE, AROFNME. BEMEICOWTIHEICIEZR W (ERAERZED S ) & &
. BUTORDREUTIA R, FELK O HEICER L2007,

QREE

TSRO FRIEIC R ) 2 B MR O 72 O R e a2 06 Lo, £ Of5R., BT
DBHREXITENE, FEL O HEOE T 2 2 FHILR O b Rho T,

QF =iz

EVEFIE O T2 O E AR 2 F20 L7z, TORR, BITOMEEIIE. HiEk
OHEOEE #8345 FHITRD bk hr o,

@RITILBREE

EVEFIE O T2 O E AR 2 F50 L7z, TORER., BITOMEEIIE. HiEk
OHEOEE #8345 FHITRD bk hr o,

2) AREHLLTERFEONERRIEERLZAE - ABROBE

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

W72 bIZ, LT 023 BR S i S iz,

O<HNET—2 >EBHIEICHT SHMEERE L TOFFYT—IL- FXVYLED VU RKRE
RURFVYILESY - VU AKRRT 7 2 FERBRED SR RE DEEE AL LEEHERY
AT# . RV ey 50mg/m2, # Y7 —/L75 mg/m?

ACHE: F¥ Y ey 60mg/m2, >7 vk A7 7 I R600mg/m?

AT Bt (n=214) AC #f (n=215)
TTP H L fi 37.3 i 31.9
MST 22.5 » A 21.7 » H
EFIES 59% 47%

TTP : Time to Progression (/A% RFiiHIM) . MST : Median Survival Time (ZE77HA R o JufiE)
Primary Endpoint Td % TTP 128\ T, AEZ (log-rank ; p=0.014) 23538 H L7z,

FEREWEMIZ. AT B TI3AF P BB . EWELF PERID . B, Bl WEk, KiiRZe, 25
B, TS, AC BETIIAF BRI IR, Bl WErE, KR, 2B 0RE Th -7z,



V. BRICEY SIEE
QMR T 24 XY T—IL- SR TS FUBRBERVELD T V- SR TSF U4
FEED EAE AL LB ERY
DC#f : #% Y7 —/L 60 mg/m? (dayl)., > A7 7 F > 80 mg/m? (dayl)
VdsC#f : v 7 v 3mg/m? (dayl,8,15), ¥ A7 7 F > 80 mg/m2 (dayl)
DC #(n=156) VdsC #¥(n=155)
2 AR 24.4% 12.3%
MST 11.3 % A 9.6 » A
B RS 37% 21%
MST : Median Survival Time (4 1% 4 Jefig)
Primary Endpoint T& % Survival (25T, A E 2 (log-rank ; p=0.014) 23588 b L7,
FE2RRIEAIZ, DC B ClIar ek, Bl - EH:, SHEeR, THS%E, VdsC B Tidard
KA, BiECTh o7,
(7 =it

1) ENERRBE

OEF|R ERFOEKMERE
S . FE/ NI . M OSESHE SRS 12O CARKI 0 BB 50 X A % HES AR G R R BR S
60mg/m2 O & THME S v, #EE (50~70mg/m2) DOFTbAVIIER] (L 21 F, FE/ N
fififE 32 B, EHE 13 B, SESHIE 10 ) & EHeZsghsid, FLIE 48.2% (67/139) 12, FE/INi
Ha it 21.83% (32/150) 39, BHE 17.1% (22/129) ¥1%2 | FESAHNE 20.6% (13/63) ¥ Th - 7-,
ONEVE, ERE. R EICBIT AARK OB 512 X 5% B THEERRER Y 70mg/m2 O
MR TIThIL, Z8h3RI%, IS 23.8% (15/63)*Y, Al 20.4% (10/49) 7, 15 A% 31.3%

(10/32)9TH -~ 7=,
BHIE IHEEEREHERICH (T 2ERDE (BEHZES)

JE A BR GBS CR™1 PR"2 Z3h=% (%)

A 67 3 32 52.2

FL 2 B 72 5 27 44.4
&5t 139 8 59 48.2

A 75 0 18 24.0

FE /N e firti e B 75 0 14 18.7
Gl 150 0 32 21.3

A 66 1 12 19.7

B St B 63 0 9 14.3
Gl 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
= AR — 32 1 9 31.3

71 CR : complete response (5847E%)) T2 PR : partial response (¥} Z%h)



SRICEHT HIER

QAR EIFDBRKRME
AR (R VE U ARJRME BB M) ICBIT 2 ARK L 7L F=y o V&SI L 2% T4
R FBR 1T T0mg/m?2 O B CITbiL, BohERIL 44.2% (19/43) " Th o 7=,

REE IEERREEBRICH T HERARDIR (HrRAKRE)

Jei NI AR %K% CR PR Z2N3 (%)
AT SRR IR — 43 0 19 44.2

CENERKRARICH T REMH
$ZE%?€L&U\T/V%/Tmf@ﬁ%fﬁtﬁﬁj%ﬁ BV R=ymropiic J:ZQEV\?E%
KRB I T, TRIRBEESE D B oAU - SE B 23 28 5EF] 1,072 Bl 14 6] (1.3%) 1238
bk, Zhbl ib‘Tﬂ%\ AFNDOEEAZ K> THMEKBD . 4 PERED 200, 5 HEYE
FE DS S AR SUTHUMAE DS BEIR & 722 572 b 0728 8 B, MUMSE S 3 » 7 EFFARAIZ LY 3E
CL72b 00 14, JEYLE EMERFOBEIZ L VBT Lt 028 14, EYYERIZ DIC 75
%”’” BIIBITLIHT LI ON 11§IL E%K/\ L2560, DIC D51 H Y Llidgigs R4
LEDLOIHEMMR DB EDNIZ b DONRE 1l Th o7,
723 RINIIME I BV T R FENAE R 43 114 Grade 3 UL O EYEDS 10 41 (23.3%) |
MIEMERIZR S 2 61 (4.7%) L mWEIE TR LT,
(FRGRIRE K O RE BN

E{ERA
BIVERIZ. ENFET - %815 T AHERRBR 2 B8 1) 2 MR lER] 990 f#l CRigT S -, 728,
BIEH ONE K OBEEIZOVW T, 60mg/m2 & 7T0mg/m2 O HAEIC K D K& =BT D B
2o T,

Fr-oRIEARRE

AT AL B A3 AP B FLHERS NCI-CTC*6
AR 60mg/m? *7 70mg/m? *8 70mg/m? 9 (gg%?%gzm
FIEH 2K |Grade 3-4| &K |Grade 3-4| 2K |Grade3-4| 42k |Grade 3-4
L 77.5% 16.7% 71.8% 23.6% 93.9% sy 88.4% sy
(585) (126) (79) (26) (77) (38)
AR 59.9% 10.9% 50.9% 9.1% 72.0% 18.3% 65.1% 2.3%
(452) (82) (56) (10) (59) (15) (28) (1)
R 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)
@ 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) @) (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)




BEICEAYT HIEH

X5
X6
KT
X8
X9 :
10 :

[TEE 25 AAL SRR RN RIG TR O E S YE) O TRIVEH OFE#ikA

I2E5

National Cancer Institute Common Toxicity Criteria NCI-CTC) Version 2| (2L %

755 14
PNELIE 110 451
82 B (fifE¥E 49 B+ 1= A% 33 #l)

HITSEARAE 43 Bl

11 : NCI-CTC TiZ Grade 3-4 O EEAEAS 220

BRAREERE
[EIPNAT - 15 T A ERIRRRER (23T RO &) ZRERRRAE S 23380 b7z, T0mg/m?2

DOHETIE, 60mg/m?2 % 5-FFIZ L~ F IS S 512 & S biv, e, ~8 7 nm

E IR E D ISBLR N E o T,

FroBRREREBERERRR

MATEH 60mg/m? 70mg/m2*12 (Q?Liég)

ESLN 97.2% (733/754) 97.9% (188/192) 97.7% (42/43)
A ifn BR gD 2,000/mm3 A 65.3% (492/754) 81.8% (157/192) 81.4% (35/43)
1,000/mm3 A 14.7% (111/754) 27.1% (52/192) 20.9% (9/43)
B 95.2% (711/747) | 98.4% (187/190) 95.3% (41/43)
b BRI 1,000/mm3 i 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)
~NETT U BRI 50.9% (384/754) 78.1% (150/192) 76.7% (33/43)
8.0 g/dL Ajis 7.7% (58/754) 16.7% (32/192) 9.3% (4/43)
B BRI 11.7% (88/753) 13.0% (25/192) 9.3% (4/43)
50x103/uL i 3.2% (24/753) 1.6% (3/192) 0.0% (0/43)
o EXUN 20.1% (151/752) | 31.8% (61/192) 39.56% (17/43)
AST(GOT) £5 501 U LA I 0.4% (3/752) 0.0% (0/192) 0.0% (0/43)
o BRI 20.2% (152/7563) | 26.6% (51/192) 46.5% (20/43)
ALT (GPT) E5 501 U LA I 0.3% (2/753) 0.0% (0/192) 0.0% (0/43)

. ESE 4.1% (31/754) | 10.4% (20/192) —*1

BUN E5 61 mg/dL Ll I 0.7% (5/754) 0.5% (1/192) —*13

%12 JPELE + BEE + T E A
¥13 : BV CIXREREEE & Lo T

WFHRIRBDHERE (PRIE)

B R ek D Nadir £ C Nadir 7>5 2,000/mms3 L
Nadir™14 D ] \ZIEliE 4% £ O
60mg/m? 527.5/mms3 9 H 8 H*16
70mg/m?2*15 412.0/mm3 8 H 6 H*17
70mg/m? (HISZHAE) 594.0/mm? 9H 6 H*18

¥14 : o — ANEIKHE
15 ¢ PR+ 4 T E
¥16 : 41,544 2— A1 587 =1 — % (38.0%) T G-CSF Hu5| %f#
¥17 : 4439 =— X }1 281 =— R (64.0%) T G-CSF #5 % f# H
¥18: £ 120 =— X1 70 23— 2 (58.83%) T G-CSF HIHI| % {#

2) BHVER R AR

Oifgsh £ MABEREREAER : TAX327 FHE% ¥
RIVE ARG ERTIIEIC BT 2 7L =Yy " 37 v F=y e Lotk %
MRS AR R FRBR i, Al 7T5mg/m2 o 3 WRIRIRE G-HE L. AR OER &R Lz,



V.

BEICEAYT HIEH

355 M ARER AR SRER (TAX327 5A8R) (S 61T S £ FHIR ICE Y 5 A&

K& & S Gt N AN PAEE o8t
(n=335) (n=337)
A AT il (H) 18.9 16.5
[95% 15 HE X [#]] [17.0-21.2] [14.4-18.6]
NP— Rt 0.76
[95% 15 HE X [#]] [0.62-0.94]
PfE"? P=0.009

T1: EARER T2 ¢ BN RIS OIS b E N ARG
T3 : BT OFENE & O Karnofsky PS THi%# L 7= & Bl log-rank & &

Z DRGSR 2 B £ 2 T BZIE O HE R OHEIZOWTE, AFHIRIERE ORI R
SN R RBR ST B B OV & (7Thmg/m2, KO 3 W) 2 5 2 &A%Y
b El] R g

F72. KAl T5mg/m? &5 UTo R EREART 46 332 il TR BEAE O S b T ERIE 1
Bl (0.83%) Tdh-orlz, EARBWEMIZ. BT 216§l (65.1%) . S BRI 142 1 (42.8%) .
L 118 61 (35.5%) % Th o7, Grade 3 UL EORBIL TIIEHHBEK 13 #1 (3.9%) 23
bEnoTo, £, BKRRAMETIZONTIX, A% L7z 328 filH, £ b DIE~E 7
7 e 218 6l (66.5%) . AlFP L5204 5] (62.2%) . A HERECD 134 6] (40.9%) .
I ERD 1832 #i (40.2%) % THh o7z, Grade 3 LLETER L OIX, FHERED 105 4
(32.0%) . BBk 79 61 (24.1%) . Al-P L5 384 (11.6%) FTh o7,

QAEERNRELEZFXYILEL UHRAKRSHBR 2 2

B 1HRRICB T, &NMEIZZ ¥ YT —/L 70mg/m2, KF Y/ ET Y 50mg/m2 & S,
B FERER BT D HESEH &L, ¥ % Y 7 —/L 60mg/m2 dayl, R V/L B Y 2 50mg/m?2dayl
D 3WM T LBE &Il MAOERGIEFIL RE Y L ey U ERRICEIRNE S L72%, 1
Ko 1T T X % Y 7 — L& 1 REEATE G- TITbivc, £, Z OB ClEmEER o 5 IE7
BT 2METbIThh, X Y T — 5% O K% Y L e v o BB CIREREEEN Emd 5 2
ERBOLNTND,

55 MAHEBR T 31T 2 284802 b 52241 1 70% (26/37 5 95% (5 #H X fH] 53~84%) T, TTF (Time
to Treatment Failure : e pCEIHI]) O o i3 30.1 34 (FiPH : 3.3~80.7 ) Th -7z, &
72RIVER (Grade 3 LA E) 13, A HERIBA (93%) . FEEMELF T ERIBA (40%) . ~E 7 1 B D
(5%) . M/ (8%) . BECRHE (10%) . 2HEEEE (5%) . WHUE (3%) . HilLt:+ —f5k
1895 (3%) . NTREREREE (3%) . #RiEFER (3%) TH o7,

QI/MEREERNRE LIV A TS FUH#RKRERBR ™ D

W TARBRICI WO T, RRTHRIZIZE S 220> -2V TAHRBR I B 1 HHEEH &IE, # X%V T
—/L 60 mg/m? dayl, ¥ A7 7 F > 80mg/m2 dayl ® 3 M Z &5 & iz, WAlOHK5E
FRZ 4 % Y7 —u 1 B AR G- 8 Kb 1 7o th o A 7' T F 0 % 2 BEREA 5- Tz,
5 AHRRERIZ 51T 2 285803 ChFi s 451) 13 42.2% (19/45 5 95% 15 HIX [H] 27.7~57.8%) T, 477
B 43.3 1, 1 FAEFFRIL38.7% ThoTo, ERFIVEAH (Grade 3 UL 1)1, HifEk
B (53%) . 4FFERIRA (84%) . &M (18%) . M/ IMRIEA (2%) . BACRIR (40%) . RHER.
% (18%) . HELOVMEM: (11%) . FHI(11%) . KRILE (2%) TH -7z,



VI. RHEEICEHY SEE

1. REZHICEES B LENRITLEYE
VAN e %

2. REER

(1) YEREM - 1ERKF

FeZxenidFa—T7Y) COEG 2R L ZERBNEZTERT 5 & L b TORES %

W45, £7= RN
DA RS EIEXE S,

BOTIITERRANCRE 2 BUNE R 2 TER T 5, LLEDOERIC LV Al

DF1—TY ESGRERVBNERESHEERER (/n vitro)?

REZ X ANT VINNEEATOES L RES I TR

% 35CHRMT THROLEHIE

(& VR L7, GTP OIEFETICEN TS, GTP & LE S HAREEN 2R L, BVED

BE A RENE TH 5 Ca? (CaCls : 4 mmol/L) Z UM L 7=t b B E S 1B Sz o7,
T Fa—T Vo HBNERAEAE
—-—RE&ZF¥/110 zmol/L
0.9 ‘ (CTPIEAFAET)
?ﬁfﬂf —— GTP lmmol/L
» =TT T
% ya (P Ca“jﬁ%ﬂﬂ
k0.1
iy
(350mm) [

|
60

40
R (53)

20 80

DFa—TVY)UESREERGn vitro™

REZXFBANF2—TY EESOEREETIC R

37OC%{CFT T*ﬁﬂi" L/fu.o

RITTEEL THNTF2—T U 2 H,

B CIIESVPEZVRR2NTF2—7 U VREFICBWTS, Mk

AXVNFETTIETF 2—7 U VEAVDERE SN, T OMREE TSRO 2.4mg/mL 2%

L. 0.02 mg/mL & {&fHE

s LTz,

T EANEESNIRNTF 2—T7 ) VRE

== K¥#F%£/120 pmol/L
0.20 4= -------7 0.6 —-— %t "
0.15 | 0.5 1
. N |
II& | 0.4
X | BRI
EE 0.10 |03 K4 %% : 0. 02ng/nl
(350mm) I 0.2 Xt B8 : 2. 4mg/nl.
0. 05 |
R
‘ ; 2 . /
0 1 0% T T T T T T T T
0 0.102030.405 0 05 1 1.5 2 25 3 35 4

Fa—

7Y WRE (mg/mL) Fa—7Y 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®
SO EMIL e FEEMIE ., FEXXEL, VAT TF D ICs % HIE L
o REHFEUL, WTROMIBHICKH LT b MIBIAMEER 2R L, Y277 F 2 &

D AR ICso fE & 7~ L 72,
] 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 iEIC CTHRIE, HEAIFEE 72 REH
MTT# : 3-(45-V AFN-2-F T VA N)-25-V 7 2=L-2HT b TV Y U AT u~vA Kk



VI.

\.

EMEREICEHAI HEE

QEEME S EMAIETERREIER (/n vitro®
3 MO EKL e MESEEMIEZ AV, FEZFL, 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

SRB ¥ : 2/bhu—& 3 v BEAYEE

@R B MRS EER (/n vitro®
13 M ORE#EK e NIFBEEMIRZ V>, REZ Xk, A7 T7F 0 IComERIE L
2o FEZXEMIT, WTNOMEKEICS L THMBEEREERZRL, VAT TF7F L
AR ICs0 flEZ 7~ LTz,

4 5 1Cs50 (nmol/L)
AR Jilk ey S ATSFL
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 ik : 2o =—ukik

MTT ¥ : 3-(4,5-T AT N-2-FT T VA )V)-25-V 7 2=)V-2HT b7V VLT a~A Rk
SRBi : Adkr—4 I BEARGE

OREEMETERE®ER (/n vitro®™
4 R ORI e FRERBMREZFA, FeXXtvL, Zvtuu I, VATTFU
D ICso EZME Lz, FEZFB/E, WFROMBKIZKR L TH A EFEFENZR L, 3
HHKN D F T IRV ICso & 7~ L7,

ICs0 (ug/mL)

RIS . & —

%Xt/ PRI VAT TF
T.T B (ki) 0.00094 0.53 0.49
TE-5 B (RS 0.00084 0.72 0.85
TE-9 B (RS 0.00117 1.03 1.40
TE-15 |RFERE (E4ei) 0.00168 1.06 0.45

XTT ¥ (QRBMTT %) IS CRIE, EAIRE - 72 K5



\.

VI. EEEICEHI HIER

®t FFEREMEREEREER (/n vitro®’
4 FHEOBER L S FEREMREZ AV, FEZ32L, Jrtay I vl VAT TF
Y. FXUAET O ICso EEHE L, FEXFR/UIE, WIhoMIakicx LTHE
SHRREIEA Z R L, 4 FAIOH Tl bRV ICs0 % 7~ L7,

P—_— ICs0 (ug/mL)
" FexxtL |7idnusii| v2A75F | REJ ey
Kbl
AN3 CA . 0.00248 >1.30 2.51 0.11
R e T
IN A1 T
KLE %iﬁ%i%; 0.08240 >1.30 >3.00 0.19
KA (¥a}
IN AL TR
HEC-1-A *Qj mﬁ%ﬁ% 0.00494 0.98 >3.00 0.47
KH (xa]
INAL TR
HEC-1-B *Qj mﬁ%ﬁ;ﬁ 0.00567 >1.30 >3.00 0.30
FH (xa]

XTT RIS THE, SEARER 72 FFH
T R ERA~O e O NI

@k hRILREMRIETERREIER (/n vitro)®
T v Ra ARIEER S E DR D 3 MO MR E V., XSk, R
UAFXIL TARNTLDAF U VAT TF RO bV b ICsoEaHllE Lz,
R & X2/ ofiiagkicst LT MR EIER 277 L, 5 AR O T bRy

ICs0fEZ R L7,
p— : : ICso Emol/L) : _ -
FeZXxEL | XRZVEXFE)L | ZRARNTLRAF | VAT TFY |t bhry
LNCaP
T v Ru S RN 9.0x10 ' 1.8x10° 3.7x10° 6.1x10° 41%x10°
PSA'PEAE
DU145
7oRO4 VKRN 1.1x10° 1.5x10° 3.7x10" 2.4%10° 6.2%x10°
b E
PC-3
7oRO4 VKRN 4.2x10° 8.4x10" 3.4x10" 1.1x10° 5.3x10°
B &

72 FEE O LB . XTT B CTHIE
* PSA: BijS7 M4 B HTR



\.

VI. EEEICEHI HIER

®t ETILAREMAR & (T DRI AR RRE (PSA) ELEBEER (in vitro®
PSA PEEICK T DB et Lok R, M2 e QBRI 7 L T LNCaP
MIfatk OEE I PSA IRE AT S W72, £ PSA pEARFIEN & MlaEmEEEM & o
BHCIT R AF 22 FHBIME (FRBAFR L R?=0.92) 2330 b, FEZFEc LD PSAEAMRE
. AIRHESEIL NN 2 Z L AVRR S LTz,

80 1

7% T

70

65

60

y =0.67x + 25
R? =092

55

PSAEARREE (%)

50

45

O 1 1 1 1 1 1 ]
20 30 40 50 60 70 80 90
HERDETE A = (%)
Ft42 X)L DBFEREER & PSA EARE A DOERE
72 FEE O FMALERSL  FMaESEIL XTT 15, PSA pE4 X Enzyme immunoassay 152 CTHIE

40



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
TY L, EATMBE T n~F U OBEE LA B85 LTz, FEH 213 ToMak
BN v~ F o OEER/NE LT 2 28 E T T R b — 3 R TR 7 B b &2 58 L

77
LNCaP DU145 PC-3

IR/ —ILxtEg IR/ —ILxthg I5/—ILxER




VI. EEEICEHI HIER

2) in vivo =& 1T+ SR IETEEE 1E A
DOEEI IV RAABEMEES (KT DHREBHER (/n vivo)
NeZ XV OFEGIRE. ~ U A BAEEER; 10 fE2 VTRt L7z, 10 ffi 9 fif
DIEFIZR L, Fe & 22V ITHERAEOTUIEGSIR 2R L, Hx OEGIZR L BAF728t
JEGNR AR T L&R LT, 209 LR OHEBREZIZCD LT 5 7 FMOEEIZ
KL TEWEIERDBFE D 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 TIC(%): HEHH 5-HE D IS5 o8 v L fE/ sof PR OO N 5% B & P i 100 (%)
+2 ILS(%): Increase in Life Span GE#ii=R) (%)
GEANE G-REFE L B 3R Il — o BRERSE C H 2R JefiE) / Gol RBESE L B B0 5fi) X100

3 FEAPHIEIL T/C X% ILS Iz B9 2 NCI 0 FEHEIZFE ST D,
K TIBEEROSA
T/C (%) <10 10 - 42 >42
HEHIE ++ + —
P388 DiGH
ILS (%) =175 74 - 27 <27
HEHIE ++ + —
L1210 OHE
ILS (%) =50 49 - 25 <25
I E ++ + —
++ 0 ER) (DN-2 level : BAFS Y EENE) |+ iEMEDH Y. — IEMEAR L
t4  TIC(%) =10 DEFIESH 5 WITE THIE OB AICE T LT,
15 FHE X EIAEE O log cell kill fEIZ B4 5 NCI OFEAEIZESNHTN S,
log cell kill <0.7 0.7-1.2 1.3-1.9 2.0-2.8 2.8<
SR E - + ++ +++ ++++
16 C38 Tl day270 (2, P03 TiX dayl70 |[ZHIMe A Sl L. 44 7/7 5. 6/6 151 00 IG5 % fife

BLIEZ BT X0 EPHIEEIT- T2,



VI.

EER(ICEHY H5IEH

QEEX—FYIABIEE MEBICKT DIEBHE (/n vivo)®
Rt & 2L OHlEENE%2 NCI O in vivo 70 7T JMIEEN5 6 O 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,

e gty o | U SR R | 107
(BEHEERAL-—}) (mg/ke) | (mg/ke) | PR | CR . FIEHET
i H) (H)
, 33 99 - | - — —
X'l N B‘EB .
C( ﬁgﬁﬁ{h ((ﬁﬂi);i) 22 66 6 2 0 (day82) 40.7 Toxic
S.C7LV. y 15 45 2 | 1 0 28.9 | HNTD
50 150 - | - — —
KM20L2 i i Q4Dx3 33 99 0 0 0 (day50) 19.3 Toxic
(s.ci.v.) (day14~) 22 66 0 0 0 11.0 HNTD
15 45 0ol o 0 4.7
N 33 99 — | - — —
LX-1 fifif 4D .
e _f”]f; ((ﬁ 9X3> 929 66 0| 0| 0(day78 | 190 | Toxic
€LY y 15 45 ) 0 12.5 | HNTD
50 150 - | = — —
MX-1 7L Q4Dx3 33 99 0 | 10 | 10 (day84) - Toxic
(s.c.-i.v.) (dayl1l~) 22 66 0 | 10 10 — HNTD
15 45 0 | 10 10 -
50 150 - | - — —
SK-MEL-2 £ | Q4Dx3 33 99 0 | 10 | 10 (day82) - Toxic
(s.c.-i.v.) (day27~) 22 66 0 | 10 9 - HNTD
15 45 2 | 4 3 24.8
50 150 — | — | 9(day110) | — HNTD
OVCAR-3 JH 5y Q7Dx3 33 99 - | - 6 -
(ip.-ip.) (day 3~) 22 66 - | - 8 -
15 45 N - 9 —

1 BB A % day0 £ 9%, QnDxm ldn HED m BIELH 2 BT 5,
2 T & Cid, & x HAIB 58 L O HRBEO SV A XDBAEREO 2 5123 T 2 O EE /e B b efil,
T-C OfEIZ L 0 HFHBILEH % & 5 7,

T-C(R) =3Hz 55 &t B OES A FTE EEICET 2 £ TORM (H 80 %

3 FMEOPEIZIL NCI o R¥#EE Hv, EANTERT 2~ U ZADFEE XL 20% L, EOERERFDHRD 5
Nt % Toxic & L, 20X 95 2B %2 RS e\ m &% HNTD (Highest Non Toxic Dose : i
KiEmtEa) & Lz,



VI. EEEICEHI SHIER

@kt FE/MERIMMEMKR U E MELEKRICKT S HMBRIETEREERA (/n vivo)*?
X— F~=v 2Bt FIH iR 3 k(P a~c) . & bFLREMR 3 & (T d~1f) & vz

(F%HE n=6~17),

NE & XL ofilEgEsi i, dayld (2B 25 EG AR (T/C %) A

50%LL N T, Mann Whitney U-test TH & (p<0.01) THLILEEZHHE L THE L, N
2 XTI T OIS LT H AL T, EEHE R 2R Uz GEAI 513 day 0. 4. 8),

(a) Lu-99 (KHEfHE)

(b) Lu-61(H43{bR¥_LEZ¥#E)
100

lo-ﬁ
17! *

‘>

10 20 30 40

0. 14

—a—t

0.01
0
it

FEHIREHRMmEO R (H)

(d) MC-8-JCK (FE3EARE )
100

10_/?,&/"‘2&/?4
16 §10\*

100
f o
iE . 0
BeRgge—o”
ﬁ 0.11 T
0.01 : : ;
10 20 30 40
+ e
(c) LC-11-JCK (FLEERY fisE)
100
*;g 101
5 5
17 2 0R-FA... =
7w *§§\%-_..E:
oo f
0.01

NG A

0 10 20 30 40 50
Pt

0. 14

0.01

< \%‘2"@*

i

0
trt

WHIB G RA% O A% (B)
(f) H-31 (FLEAMRE#E)

(e) MC-2-JCK (Gt EIRE )
100

IO-M
107 oo X

0. 14

0.01 - y
10 20 30
Pt

100

10

20

15:

0

40

IO-M
108 *

\&Q}‘é

LT

0.14 §§%§§

0'010 10 20 30 40
P

FKHIERm%R OB (R)

o REZFE/L 15mg/kett 51
--a-- REZ XV 22mg/kek 5RE



VI.
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EMEREICEHAI HEE

@rESHE/NR UV EEERE®ER (/n vivo®
<~ A (n=5)IC R B16 Rz 2 T L%, Nt X'l 2iERNE S UESHE
K O EERIC YW TRRET L7,
Nt & e uidEm O IESHE R Z R L, B O > CTHEEZ M6 L=,

& SRy By PUEEE HOE
(mg/kg/inj) | (mg/ke) T/IC(%) | T-C(H) log cell kill PR T

35.0 140.0 — — — Toxic

21.7 86.8 Q2Dx4 — — — Toxic

13.4 53.6 (day4~) 0 12.3 3.0 HNTD | ++++

8.3 33.2 0 9.3 2.2 ——

+  Toxic : EANELK DIET, ik 20% DR ERD A58 & i il &
HNTD : Highest Non Toxic Dose (f K1 )

Gt BEMMICNY HMEETEREER (/n vivo)® ™
Nt & vV in vitro TEVEZMEZ R L7 3 OB hEBEHRMIE X— R~ 7 Z12
FFBHL, Fe¥ e OREEaRic o0 CRE Lz, ISR 5~8mm (2 L 7=k
AR, 22, 15, 7.5, 3.76mglke/ HD RE# ¥ %5 0 & 3EIEIRNES Lz, Rt
AR VISR O B2 D 3 RICH L TEWHLIEE R A2 R LT,

PG 2h Fit2
5 whE g E e Gary” -t (4-#£ n=6)

(FEHEERAT) (mg/ke/H) (mg/ke) (5 H4 3 1a)) cr | PR JEE Y 4
A

- 292 66 6 0 6

?}E}liﬁ 15 45 7,12, 17 H 6 0 6

m()’jiﬂi 7.5 22.5 (BRI 2 4 1

3.75 11.25 0 0 0

-~ 22 66 5 1 5

l{gfﬁti? 15 45 3,8,13 H 5 1 5

‘(gr)i 7.5 22.5 (EHIRPN) 2 4 2

3.75 11.25 0 1 0

22 66 6 0 6

iégg% 15 45 3,8, 13 H 5 1 5

(%) 7.5 22.5 (FFARA) 6 0 4

3.75 11.25 5 1 2

1 BEEAH 5~8 mm (T3 LTz & & H 5.4 Bilha
T2 CR : il REE G/ iF) . PR BISIARREAY 50% LU (s IMiE)
G A BIE - P 5-PAGRTR 35 A H ORISR A7 B



VI.

\.

EMEREICEHAI HEE

®t +BEMICxt Y SMEEREER (/in vivo)®
b FEEHORHIE 2 kA2 X— R U RIBE L. FEZ xRN, VAT T F o ohEER)
RATHOWTIET Lz, ARG AR AE 2 A (T-C ) . JEEHE/ IR (CR #U% U PR
350 K OB I AEAF B CREAfE L7z, 2 FEO b M EEHSRHIaIC R L <, FeZ 3k
OB R AL S R & D W ITIEBEAE NV R AR U, IEBH RT3 b,

- - e b B T&%‘Lx)f:“ a—jhil PUESEsh F2 (K0 n=\103,

@it | T k) | (mgkey | GHESED | TCoop | pp | MR
e | () A

[33] 99 25.2 1 0 1

GXF209 NN ESW 22 66 21,97.33 A 24.1 0 0 0

(% F) 15 45 e S A WV LY 0

37" 55y 8.0 24 0.0 0 0 0

5.4 16.2 -5.0 0 0 0

[33] 99 >24.0 6 2 6

GXF214 R LS 22 66 13,19.25 H >24.0 8 1 6

(% ) 15 45 EHIRH) >24.0 4 5 2

YT 5ty 8.0 24 >24.0 1 6 1

5.4 16.2 >24.0 3 0 3

[ INIERKHETHD Z L E2RT,

1 MEBARTE (h i) D3 LLFICEE L7z e CH - % Bl A
GXF209 : £ 220 mm3 (BAt% 21 A H), GXF214 : £ 180 mm3 (it 13 A H)
FEEATE (mm3) =F& (mm) X &% 2 (mm?2) X1/2

T2 T-C : JEEHEIHIELE (EHAR 4 5L 705 £ TICET 5 A O iR L D7)
CR : filnAREE (e/ i)
PR : JEBFED 50%LLT (Re/IME)

@k FEESEEREMIC I A HARETEREEA (/n vivo)™
b NEHSHEE D HMEE X — R~ 0 2~ 3 AU UHIN CTd % SR475 Z# W T R ¥ %t
WY AT T F o OHIEIG ROV TR LTz, A2 PEIS SR 20 3 (T-C #) .
IS/ h S (CR 0% O PR #0 e OMEBH RAEFFIEIC LV FHEi L2, REZ X2 uidsE
WP R 2 R U, F B R AT 2 3R 72,

o | BERREE (6 H&E 3] | T-C ERTREES
(FEHEERAT) (mg/ke/H) | (mg/ke) () () CR | PR N
33 99 >288 | 1 1 1
SR475 R ESd [22] 66 2 %;z;’ﬁf%)a >288 | 3 1 3
i L R 15 45 o >288 | 1 1 1
(F2T) ey 8.0 24 21,27,33 H | >288 | 0 2 0
5.4 16.2 (F R 9.3 0 0 0

[ INERKMETHD Z & E2RT,

1 MERRE (P JuE) 2355 175 mm3 (BAf % 21 B B)IZEE L 7R R CR 54 B lA
JEZ AR (mm3) = ££& (mm) XF4% 2 (mm?) X1/2

2 T-C : FEESIEFHEIE FEBARENS 4 5L 725 £ TICET 5 HEO LSRR & 0 7%)
CR : filEnABE G/ i)
PR JEEHARTEA 50% LA T (/M)



VI. EEEICEHI HIER

®t EETEEREMAG (- Xt HHAIETERRELEA (/n vivo)®
Rt & X&/WIZ in vitro TEWWEZMEZ R LTZ 2 o v NBESEHE B M 2 e X —
<7 A :R,:T@raw Fﬁ&ﬂe@va)ﬁﬂi%yﬁ% (ZOWTRRET L7e, MEFAFEDS 50~150
mm3 (232 L 72L& Kt % ¥+ /1% 20, 15, 9mg/kg/H., v A7 7 F 1% Tmg/ke/H
ZTHZE 2 IEIH%HJWWQ@ L7=, AT R E% (GDF f# : Growth Delay Factor)
KONT/IC B &0 3l L7z, KB X2V idKiE 2 RS % 768 L 72\ 20mg/kg/ H T
m WU R R 2R LTz,

n=6~10

M| | BER | R | g e - TOIR ey

(FEAHEL) (mg/kg/H) | (mg/kg) () (%) GDF#3 | (e K%)
HNX-22B 20 40 25 2.9 2
B pEL | M vk 15 30 7 BHiE 2 (A 85 0.2 3
b R 9 18 (FFHRPY) 83 0.1 0
(ZF) yA7" IFy 7 14 31 0.8 11
HNX-14C 20 40 39 2.5 3
AT | N Ry 15 30 7 A4 2 [ 48 1.6 2
R R 9 18 (EFIRM) 45 1.3 5
() yA7" 5 7 14 54 1.3 13

1 BEEHARE (mm3, EERxXEBXIE &x1/2) 23F) 50~150 mm3 (22 L 7= B f TR 5% B A
2 T/C: kXX EH I D HR/ME
T/C (%) = [ 5-FF 0O FH s B I (A AR S 250 i ] / [0 PR30 s REUREE 0D A s B3 (AR R T 4510 ] X 100
TR AR, « B G-BARE 1 & L7z & & OEHE
3 GDF=[T-C(H)1/IC(H)]
T-C SR EEEN B OB 55 & T REEIC T 5 PR E o)
C 3 FREEIC U B BEE (SN B £k oo il

@t ~IREEMIC X S HRaETERREEA (/n vivo)®
Rt % &t /WZ in vitro T WS M%7~ Lz e B IRSLE B Rl OVCAR-3 % MfEE X —
R~ ZDMERERNICBRE L, FE & X @ENEEROFIEERICOWTHRE LZ, A
ZIPE VI RIS R AT B K OME A3 (ILS : Increase in Life Span) (Z X W RME L7z, RE&X
B INTNOEE B2 W T S G R A FEIH 2 < B AL, IEMFEN 104% % 8 X
% i WP R NGO BT,

£ B n=10
e 5B A 5y B 52y 2l HE 511 I R A7 B Bk HE Ay 3t
(mg/kg/ H) (mg/kg) (7 B4 38 (110 H H) (ILS%)
[50] 150 3,10,17 H 9/10 >104
33 99 (JEERN &5 6/10 >104
22 66 8/10 >104
15 45 9/10 >104

[ INIERKMETH D Z & ERT,
T ILS (%) = (ARG RO AAF BB Sl — ek B GE 5) BEOAAF B b el (54 H)
LRI GE# 5) BE DA77 A Hh A (54 H) 1x100



VI.

\.

EMEREICEHAI HEE

Ot ~INEEMICXT S HERatEEREER (/n vivo)®
MRTL OS2 5 & M IRBE BRI 5 MR MEVEX — R~ 7 R TRAE L, FE X L,
VATTF U, v aRAT 7 2 REONRF YL E Y OFIEESRIC OV TR LTz, B
BIVEITHRRHAFE LIRS W2 TIC EZ R L. 50% LA T2 A%). 26%LL T & #E%h & Lakfh

L7ze REZXFEBMISEFTABKTHES TH- T,
T/CH(%)
BRI N EpF YA7 5F YIukAT 7N ISES A
BehHE (mgkg/H) 1512 5 150 8
Be AP 23 7THE2E | 7THM20E | 14 B 20 | 7 BiE2H
(5500 (FEARM) (FEIRA) (FEIRA) (FEIRA)

Ov. Pe
FR B BRE R M M 7 63 38 46

(ET)

Ov. Sh
1R A R M e 39 6 6 9

(E&T)

Fma
(%Eff; i | AR 10 25 26 47

(KT

Fko

R o A LR R M i 61 58 96 92

(ET)

MRI-H-207

R 3 CR CR CR

(ET)

CR: 1 AULEESHE

1 T/C : Rk 0 B &2 kMl
TIC (%) = [$& G- HED FA X ISR 5]/ [RTREH 00 Skl BT 0 FE SIS AR -2 E ] X 100
AR ARE « e G-BRIAIFZ 1 & L7z & & OMXHE

+2  Ov. Sh #;, MRI-H-207 IS %] L CTiE 20 mg/kg/ B O S5-8&THRE L=,

3 SRS T 50~150 mm3 (ZE L7- & 2 ¥ 5.2 B4



\.

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,

RIZSE 5 IN
NS5 - BhORE | &Y i " st | bt | T2 (0 | s
(SR P 5% (mglkg/F) | (47 4517 30E) plAmLIE= M@(zjmﬁ FEEE [IRT2 (%) | ZhEpE
15 1/5 - IR E — -
H-190 &5t 10 1/5 - mEHE| -
TR LR | FRIRN 15, 19, 23 —
6.7 0/5 -9.5 MTD 99+ el
(F)
4.5 0/5 -6.7 98t E2)
15 1/5 - e & — —
H-204 iopfl) 10 0/5 -4.6 MTD | 91F | %%
AR R | RN 8,12, 16 »
(2 F) 6.7 0/5 +2.8 63t B
4.5 0/5 +6.4 58+ EEE)

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 (EEEFEOERIPE GRS OZEDOHERBIZOWTITo 7o, SHREEIZT 5 Dunnett B2 5 b
RE)
MTD : FZERBIF PR 6] 23803, hoR 5.5 B OYHEMEREZ 20% 2L HET S8R WK 5-&
— HIEFEO - OFHtE T,



\.

VI. EEEICEHI HIER

@ FFERERICTT DIEEEEERA (/n vivo)s)
b M FERER AN3 CAMKA X — R U RICE TEIEL, FEZF L ofufgzhRico
WTRR L7, FEZEt/uid, MTD LT oM & [33 (MTD) | 20.5, 12.5mg/kg/H | q6d
X 3] 1ZHBWT AN3 CA BRITH Lm WL R 27" L, MTD &5HE2 517 2 HUEE L AR
3. ETOEAREEGHOP TR @EN T,

HEERAE kh&E PR st T-C T/C (%) 13 Total log cell | tfst5/
(% 5% H8) (mg/kg/ H) (mg/m?/ H) (A)72 CHlE] killt4 [HE] | Total
53 159 ND ND ND ND
FeZxt/r  |33(MTD) 99 6 HAEIZ | >43.0 -1 [+] | >59 [++++] [10/10
(REIRP) 20.5 61.5 3 [al 42.4 0 [++] 5.8 [++++] [2/10
125 37.5 27.0 4 [+] 3.7 [++++]  |2/10
SrukATr IR 90 270 4 AT 0.3 | 59[-] 0 [-] 0/10
(HlEry) 60 180 3 Al 1.0 | 78[] 0.1 [-] 0/10
TrFarsin | 145 435 7 HEET 0.5 44 [-] 0.1 [-] 0/10
(#RPY) 90 270 3 [5] -0.1 | 57[-] 0 [-] 0/10
A b A T C 4.5 135 4 AT 38.2 0 [++] 5.2 [++++] |2/10
(RERERN) 3 9 3 [ 15.4 10 [+] 2.1 [++]  [2/10
SRS SF 7.2 21.6 7T AT -0.8 82 [-] -0.1 [-] 0/10
(EARA) 4.5 13.5 2 [a] -0.1 | 106 [-] 0 [-] 0/10
NS 8 24 4 AT 38.3 5 [++] 5.2 [++++] | 1/10
(EARPY) 5.3 15.9 3 [5] 31.9 1 [++] 4.4 [++++]  [1/10

MTD: RERD A 20% %8 2 720y, ITEANTER L72 B0 20% L T CTh 5 fm H &

ND: FHMHEOZDHEET

10 JEEBR14H . KB O RRE (B RxER2X1/2) Y E o &5 FH 23 163-207 mm3 (7 4 fE:189
mm?3) ORFICEE 2 Bba LTz,

20 T-C(H) : JEEHAEE H 4 GEAIIRGRE - T & EAESHBRE © C OJEEAFIA 1000mm? 12 E T 5

FTICE L7z Bk (P i) D7)

131 TIC(%) = FAI G RED AR (P g fl) S AL xf FREE O IE S (RS 251k (P 9efE) X100
FESEARFEZEAL « B G-BHAARE (SRS 14 H) 205 16 H % RSBt 30 H) £ TOMEARZL
NCI/ SRI HIEHYE : T/IC(%) < 10 (++: FXh) . 10~42 (+: HZh) ., > 42 (- : Wh)

t4:  Total log cell kill i = (log2/Ta) (T-C)
TalEERBEMA K (2.2 B)
NCU SRIHiEH % : log cell kill > 2.8 (++++ : %h) | 2.0~2.8 (+++), 1.3~1.9 (++),

0.7~1.2 (+: Az, < 0.7 (- : M%)
+5:  Tumor free survivors : EEFBHE% 62 H BIZi1T D EEEIAEF~ U 2615



VI.

EER(ICEHY H5IEH

Bt FRILARBERIC KT HIIEREER (/n vivo)®
t MR AREMIE DU145 2 X — R~ U AZE B L, &2 2L opilEgEshRico
WTHRE L7z, KX $E1E MTD LLFOH&E TEWIUEES R %27 L, 33mg/kg/H
(MTD) #5#ED 60% T CR. 50% TN IAEFNRD iz,

KW B Bt AN T-Cf2 PRE® | CR &P tfst

(6 HfE 3 [0l FRIRNES) (mg/kg/H) (mg/kg) () Itotal
& Xt/ 33 (MTD) 99 >15 1 6 5/10
22 66 >15 2 1 1/10

15 45 >15 0 1 1/10

VAT TF 8.0 24.0 7.5 0 0 0/10
54 16.2 9.7 0 0 0/9

MTD : FEHRE DR HE 20% & MR 72\, & D WITIEMITHER L7258 258 Hav7e\ im H &

T 1 AR O P REAK 180 mm3 (23 L 72 BHiith 16 B B b &5 2 BtA L7z,

T2:T-C(H) : EEEERIE O 4k CRO& G . T LVEEEIREE . C OISR NZNZEN 85 LD ETICHEL
7B (FFRfE) o)

T3 BESARE (G/INEF) 28 PR (partial regression) (% 50% A, CR (complete regression) IEfiiIARAEIZ /2>
T %L

T 4 : Tumor free survivors : BAE% 48 H BIZBT D EE MK EFE~ 7 A1

) BIEMBEFIM MR IZ T 2HEESE
OB BIESIM EMERIC X 5/ER 2
AR T 5 P38Y/DOX 1, Rt & Fk/micxt L TR A2 7R Lz, =
@ P388/DOX #ki%, hARA Y A F—F (Topo) MIEFMEZALHEIE L T %72, Topo D H
TPEZ B 5 L7 P388/CPT5 #k & Calcl8/AM KRIZK 95 K4 &k /LOIEA &2/t L7z
FER. IO OMMERRIL. ReZ o LWzt E2r Lic, ZORERIX, Topo
BETCE > TH b S amtEfMiEics LT, ReZ2 XA BNEINHERTHZ L AER
2L TW5b,

FR 6B LT MR HI AR D R 4
NEpRe | MR Ys | hy7T vtz | mAMSATS

Bk | mPEAE kR

P pEE A (P-gp) i FIFEHL

~ A P388/DOX 26 187 B B Topo I {&1%E 2L
M 157 Topo 1 FLEAN 7" byt
P388/CPT5 0.75 — 80 - Topo 1 D25
b Topo I FHEA] mAMSA ffif 4

L Calc18/AM 1.1 — — 18.5 Topo I {EPEAR T

(FEERNZ HImHE)
1 AR & BUE D ICs0 B D bk (AR I3 D ICso/BARIZ RT3 % ICs0)
1.5 L F OBEIT A X7 L & fllr L7z,

T2 BT T OFEED 1 (CPT-5) & Hnie,
T8 amsacrine (EPNAFEFE), ANLL OiR#E3K (Topo I FLEHA)




VI.

\.

EMEREICEHAI HEE

@FEOS UM IEMIakIc T 2HESNE Y
M4 RAImE & N IFREERE 41McisR (Bifk 41M) . CHlcisR (Bifk CH1) 21 OVCAR-
3carboR (Hikk OVCAR-3) ), Rt ¥ F v /L2 & e K MbUnAl %2 96 Wit Hfik (SRB ¥4 :
ZNHRu—F I BiE) L, ZXMET v 7 7 A VERE LTc, F&Z 2o amiE
X, 2e b 15U T THY ., ALiAl &L OMICAZEXMMITRD bivignoT,

87 % 11.2%1.4

5+ [ ]:41McisR/41M

:CHlcisR/CHL

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

"AAa%

BESEEH
T

CDDP RE#*t&1 DOX

VP-16

HERIZx 9 B 1[Gy
ICs0 (nmol/mL)

n=3~5

BOER

VAT TF

e i

NS A4

T FARVFR

41M

230

0.62

49

550

CH1

160

0.33

4.5

62

OVCAR-3

510

0.48

130

5600

(3) TERRIEMSFRA - iR

AR L



VI. EMEREICEAT HIEE

1.

(1)

(2)

I R EDHRS
BB LA R
MR L

RARSBRTHR SN OFRE
DETEE 2o

BAE[E R B E 24 BIC F& % FE/L 10~90mg/m2 % 60~160 45 B H[EL S EFIRN %S LTz
box AR R IR TR L7, s A R A (Cmax) & Y AUCo-o [34% 5- B4R TF
L L7,

khH&E o 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

fn=4

Population Pharmacokinetics M#&st(E )

5 TA R O TR AR ABR IC W T iR AR O45 b 7o A RS T FB A 102 B, 662 45
DT —H %z H\ T, NONMEM #7112 X W Population pharmacokinetic parameters (FE4[H]
NI A=B)EREM USRS, Mo mEHREHERIX. MoK\ Z — %2R
L7z,

a 1-FEMEREE A (AAG) L IFHRERER N2 X807 U7 F A (CL) O EE e BB K 1
EEz b, AST(GOT) Xix ALT (GPT) % 60IU/L LA EDOBETIEZ UV 7 7 v AH 21%
L7z,

EYEEL S 2 L— 3 VB (60mg/m?, 1 B RERD

P— Cmax AUCo tiz a tiz B tuey CL
(ug/mL) (ug-hr/mL) (min) (min) (hr) (L/hr/m?2)

FHE] 2.0 2.9 6.3 46.4 18.8 20.4

ST A RE P gt 2.3 3.7 7.1 47.8 20.2 16.2

1 AST(GOT) X% ALT (GPT) %% 60IU/L LA 1=

) REHES

51 MERRBRICE W T, FHEE R ER 6 I FE 4 F &/ 20~70mg/m2 % 60 437>
7T, 3~4 MK T 2~4 23— XA F CREAFEFIRNE S Lz & & PR G R &R iR
B G- D AR IR EHER IZ 2213580 DT KB GIC K A RNEIEOZkIEA Lo
7z, Fo, B EEGERTOMEPEE TV TS EERER (10ng/mL) K ThH v . KERES
I LD ERIEITRD b hotz,

o DEFREF R BE 24 BIIIZ K 2 &L 35mg/m? % 1 @M. 75mg/m2 % % 100mg/m2
% 3 ARG CRAE SRR G L D U bo& | ORFERNT 61~120 Bl ThH - 72 &
DHENH B 10),

41—



VI. EYEREICEAT SEE

H1) AROAR SN 1 EIHEIT 60, 70 XV 75mg/m2 (REEHE) Th D,
H2) REZFE/N 35mg/m?2 KT 75mg/m? ## 5 SN BEIZB O TIIPERG%, WONZ 100mg/m?2 % #
HENIZBE B TUIAEE 5% X3 2 BIH O&GZICHE STz iR i3\ s hi,

(3) thEsE
LR L

4) BSE - HRAZEOZE
RUERR L

2. EMEERI/NNTA—4
(1) fEFAE
3-compartment model (Z & % fi#4T

(2) RULEREETE
RN G- D= 05%% Ly

K12=0.870/hr, K21=1.06/hr, K13=1.57/hr, K31=0.0516/hr

NONMEM fi##riz £ 0 RO 7= REEER /T A — & L 0 HH (3-compartment model)

3-compartment model

SHALLOW CENTRAL DEEP
w K12 w K13
2 < 1 <+ 3
K21 K31
v K0

4 2IVF7IVA
20.4 L/hr/m2 (60 mg/m2, 1 F##5-H : NONMEM fi##r & 0 SR 7= REM R T A —& L 0 FH)

(®) HmEE
164.1 L/m2 GE#IRFE ; 60mg/m2, 1 Kifi4#% 5-65 : NONMEM fi#dT X 0 RO 7= REEEM T X — X
LD EH)

6) Z0its
LR L



VI. EYEIREICEEY H5IEH
3. B&EM (REaL—Y3y) &
(1) FEHAE
NONMEM Ff##ric & 0 RHEERI ST A — & 2 H H
(2) NS A—EFZEHER
Population Pharmacokinetics M#&st(E F)
55 1 FH S OV TTARRRIRERIZ IV T, SRR R O b 7o A FEE R B 102 6, 662 ST
— & &M\ T, NONMEM f##71Z L ¥V Population pharmacokinetic parameters (RHEM /3T X —
Z) EFEHLIERER, NeZ e o FRREHRIL, MO — 2R LT,
o 1-TRMEREER A (AAG) L IFHEREREE )N R XL 7 U T Z 0 A (CL) O FHR BB L& %
5L, AST(GOT) X ALT(GPT) 23 60IU/L LA EOBETIEZ VT T 2 AN 21%Web Lz,
EMEES T 2 L— 3 UfE (60mg/m?, 1 BERE SRR
— Cmax AUCo tiza tie B tugy CL
! (ug/mL) | (ug-hr/mL) (min) (min) (hr) (L/hr/m2)
FHE 2.0 2.9 6.3 46.4 18.8 20.4
JIT A% RE s 5 Bt 2.3 3.7 7.1 47.8 20.2 16.2
I AST(GOT) XiZ ALT(GPT) %% 60IU/L LA I
4. RIN
FARNPE G- DT 5% L7z
5. 4
(1) Mm% — xBTS & @4
ZUERR L
(2) mi%k—RaBEREFT @A
EUERR L
<BHE>

AR 18 HOZ > MSD:n=11) %18 HD 7 v MSD: n=12)IZ MC- K& ¥ ¥t/ 5mg/kg %
HEEEG U, Al - Ak M OB V2 P O SRR B 2 I L7/, IR~ iR E O 43 A 378
Doz, FLERBEETEL72b00, RIBIZBIT OB ESALRO LN TED ., BIE~
DORBATHENRIE STz,

e IR 13 H B IR 18 H B
) i « FHRRPN R BEE O i figeds « FHRRPN IR BEE O i
i (ug eq./mL or ug eq./g) x4 BIREELE (ug eq./mL or ug eq./g) x4 BIREELE

05h | 3ht | 24h | 05h | 3ht | 24h | 05h | 3h 24h | 05h | 3h 24h
M4 | 0.25 | 0.11 | 0.02 1.0 1.0 1.0 0.26 | 0.16 | 0.04 1.0 1.0 1.0
Jefg | 2.22 | 2.00 | 1.61 9.1 20.3 | 1147 | 2.79 | 2.01 | 1.17 | 11.1 | 12,5 | 299
K | 0.07 | 0.03 | 0.00 0.3 0.3 0.2 ] 0.07 | 0.056 | 0.01 0.3 0.3 0.2
eI | 0.57 | 0.64 | 0.06 2.1 6.1 3.8 0.03 | 0.01 | 0.01 0.1 0.1 0.2
T n=3 (% KF[H] n=4) ({0




VI. EMEREICET HIER

@) FAA~DBITHE
LR L
<HBE>
BAF T v MIMC- FE# Xt/ bmglkg A B G- Lo & & it ~OBITHEO il

(4) BRA~DBITIE
REER R L

(5) ZDfthDEB~DFEITHE
ZUERR L
<BE>
MEEZ ~ b (4% n=4) 12 UC- K& XXt/ bmglkg #H R L2 2 A, &5 0.5 K412
HIFIEEFNTHERED AN FRD S, 5 24 BREH 1TSS « Mk~ MmITED Lz
OO, M LSRR &2 oR LT,

A T3 7 B
[ ug eq./mL or pg eq./g)
B 514 KR B 514 e R
0.5 hr 3 hr 24 hr 0.5 hr 3 hr 24 hr
ik i 0.25 0.06 0.01 1.0 1.0 1.0
it iR 0.37 0.16 0.04 1.5 2.8 4.1
PN il 0.05 0.03 0.02 0.2 0.5 1.9
/h i 0.10 0.07 0.05 0.4 1.3 4.9
F i 0.05 0.04 0.03 0.2 0.8 2.6
M T E IR 8.77 9.26 4.61 38.0 160.9 479.9
5 0.92 0.80 0.50 4.0 14.0 51.4
=B — 3.56 3.53 2.14 15.4 60.7 223.3
T B 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
RN 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
i fik 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 ik 6.52 3.32 1.23 28.1 58.3 127.5
fil 8.90 6.05 2.34 38.2 105.7 243.1
2l i 8.67 4.23 1.42 37.2 73.2 147.4
B fik 7.69 3.81 1.22 33.0 66.0 126.8
ks ik 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 115 15.76 4.10 1.00 69.6 70.0 104.1
K 115 4.26 3.47 1.48 18.2 61.1 153.3
5 Jit: 2.92 1.97 1.26 12.3 34.0 130.9
[CRER N 4.41 2.24 1.06 19.0 39.3 109.3
i 1.38 0.97 0.42 6.0 16.9 44.0
" il 2.00 1.95 1.18 8.7 34.4 122.6
&) K 2.77 2.00 1.16 12.2 35.0 120.6
AL PR 1.15 0.90 0.46 5.2 15.7 48.6
g i 6.26 7.31 2.79 26.8 126.5 290.0
&3] S 0.23 0.22 0.19 1.0 3.8 19.6
I R SN 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
)4 & 1.83 1.62 1.05 7.9 28.3 109.3
it 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
op ot 4.26 3.14 1.76 15.8 44.8 143.4
+ MEEZ >~ b (4% n=4) (i)



VI. EMEREICEAT HIEE

(6) MITFELEEE
HAET HC- R # F /L 100mg/m? 2 60 53 BRI SRS L 72 S FE R S 3 il
BWT, FEAFELOMPEEAJBERERF LI L 2 A, KT S X TCoMEICB T
90%LL LT o7 40,

6. X
(1) ARBEEAL R O R
MBI L
<BE>
o/ X7 —BIc Lot aZid TR#Sh, & MFI 7 v Y —2 % BV invitro
RERIZB VT, AAIORBNZIL CYP3A4 DB 53 /RIE S iz 42749

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

Q) PEEENROEERVZDEE
RN - D72 7% L g

) REMOFHEOHERUF L, FHELE
WAL L

7 . HEit
O 1 FHEEKRBRIZ BT, SMEEREEE 19 6 R 2 £/ 10~90mg/m2 % 60~160 4[]
A S EFRIRN A 5- L7z & & OJRPHEISR 2 /5 U 7fE R, RE(LIR D 48 Wefi] & TR i dkit
KWW 5% TFTHo7-,

BGE BAEK 48 NP D IR H Pt =
(mg/m?) (1) (BG5BT 5 %)

10 1 4.2

20 2 2.2

50 4 3.7+0.6

60 5 1.7+1.4

70 4 2.7+1.7

90 3 4.1+0.9




VI. EMEREICEAT HIEE

Q@ E O FEE TR B 3 fillc 14C- R & F+/L 100mg/m2 % 60 45 8] B S EIRIN 5 L.
Feb1% 168 Kl E TOFEP R OR TP SOV TRET L7z, PRt S oild ez ik 5 sz
B BEIC AT D L TR RITR Lz, #ERA~OPMEITH 73% LT, B fRttfe 33 ok
MThote, Fio, RP~OPET 5~T% TH o7z,

P (B EICRT 5 %) PR (B 5B 5 %)
B 1 74.81 5.93
BE 2 73.35 5.05
B3 ARERE 6.96

8. FURKR—E2—IZEA9T H1EHR
LR L

9. BNFICKDLKRER
MU ER L

10 BEDE=EZEITHEE
MU ER L

1. ZDih
MU ER L



VII.

1.

=14

TAR
ax

(ERLDIEESF) ICHI SHIEH
£ Z DB

1.

Of

AFlDOAEHRFEF (Dose Limiting Factor,
BEELEHIE (EI2FRBRED)

DLF) (F@FpEkimTHY . AFIDOFEAIZKY
. BEEREEZFOEEL
BETEROIELTHIMNE
+AXGTEDERBEHRICE VT,

BIERARUAH & DR REBEFEAN
BHLNTWND, LEEN->2T, FEZECHALEREL. BR

LABWGEEBEGEEDRRZEEIC
- BERLGERINEOHSEE

- BREEZEHLTVLESE
RHMEH LUBREEOREONDEE
AEORMIBICEILS,
BE59H5 L
(Figan)

— ~

AEIDEEMNEY) EHIHENLEFCOVNTOAERT D &, Tz,
T22&,

BENIZOREIZAEMERVEREZ TS
[2.1-2.3, 7.2, 8.1, 9.1.1 SH&]

AFN O HERHIR 1%, ek Cth 5,
gﬁum H#&U%jﬁ ﬁﬂuﬁj%@%rhuit%

\ic]
PAAEERCEIC TR H - BEREFDEMDYL £ T,

TRDEHICEFERE

TEREBAL. REZEHTHMDL

fid) 2% 69.2% (684/989)

BT, AAIE G LY AfERED 2 97.4% (963/989) | -+
ERIBA N 95.8% (939/980) (2388 H vz, H5IZ Grade 3 UL EOEE 7 A ERE (2,000/mm3 A
%D ((V]]I_8 (2> 3) Euu

JEYYEDOF R X IIHENZ 2 oD Z X
BHEDEEONTIEFINRD 5= (V-5 (7) ZOMBR) = Lz Xk vig#E L,
2. ERAB L TDER
9 =3

BE (ROBEIZFERELGEWNI L)
]

ff- FRERTED (1,000/mm3 Kii) 25 86.0% (843/980) & B IZZRD H T
R R 1S R) |

N (=3

2.1 EEREMMHEOL L EHE [HERGIYESFZ0E L, BmileRd 2 0hb5, ]

[1.&
2.2 BYJEEGOFL QLD DERYWESMHEL, B2 nb5, 1 [1. 3]
2.3 RBEEAR USMED LN D BE URYYENMEL, St s B83d 5, 1 (L&
]
2.4 REIUIARY YV L_— |k 80 GAKAN < L HERREUEOBEER O H 2 B#E [AA
UV A_—hk 80 EHT S, ]
2.5 Il S TIENR LTS A]
(figt)

HEMED & 5t [9.5 ]

2.1~2.3 IWI-1.EENE L ZOMMIARH

(V-4 MIEXR O RICEET 215 2R

2 4 g(umﬁ#&()\)‘j]ﬁ JEEDH#U)%%?EW%&U{%%BM@?EE %b\f7f74’ 7‘%\"/““ﬁ) 02% \—HALA
W Hi, TVI-8.(2) 1) B AIEIVE AR BRI 2
2.5 IVI-6. (5) 4Tl &1



. &£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. BEELGERWIE L TDER

8. EELRERMIEE

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 2 EEMBFIER D HDOND Z LMD LD T, FHIAKOYE K OH 2 B H O
BeHREE, B A2 +01XAT O 2 &, BMEUERIIAF OB GBEN S UNICEZ 5 2 &3
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
WEZITH Z L, 7ok, BEERRBUERARE LIEFICIT, AREZBES L2 L,
[11.1.2, 15.1.1 &/R]

8.4 0 - TEERISRICKIT HBEA 4347 H 2 &, & XITLARE, MERT, REIR, BiEs%s
NHLPNDZ ENHD, [11.1.6 2]

8.5 HERMEENHLLNDZ ENHDHDOT, FEEMRAEOMICHER L THEE 70217 )
&, [11.1.3 2]

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

8.7 FEFEMEMAE NEEEIEMRERE (DIC) Rbobid Z b b0 T, /MR, fiE FDP i,
ME7 4 7Y 7 =7 VRESOMBMRELEEITY 2 &, [11.1.7 K]

8.1 MVII-1. ENE L ZOMHE ] KO VI-2. Z2oNAELZ0HB] | TV-4 FEKOHEICHE
WY LR 2
BRI 5% L LT, Grade 3 LI Lo [REYYE | OFRIMEAA, [F URHMi LTI S N
T B E R OB IS B 2 ENERE R Tl e ERHmAER] 82 B 9 61 (11.0%) TH
STEOIZXF L, BNZAREIZ BT 5 E N EFRER Tld 43 §lF 10 # (23.3%) TholZ &b,
AL O BFE (& 53 256138 T 2 BIVEH O BRI IEE T 25 L 5 IEEWE L7,



I. 2% (FRLDIEESF) [CEYHIEE

6.

8.2 KGRI K OZhREIB IR O EEARFERIZ IV T, MR Ak 2 A IR o b v o 7o
TEDBRE LT,

8.3 THRIZICIEN - S CHEME N RIERSE 2351l L72f5 R0 6 . ARFIEGREOEE K ORITEH
FEBURF DXL IR OV CREEL L7,

8.4 FRGRIR: K OhRE B NS D R AR GUR K OME I RRASIH A 12 W) T, L - TEERESROBIEIN & LT
DA (0.1%A0) . MK T, RENR, B (O d 5%A0M) LEARD bz Z EnbHaRE
L7,

VII-8.(2) 1) B REAREIEHIIRI S8

8.5 IVII-6.(3) THEREr=ERE | S

8.6 IVII-6.(2) BEHmEi=ERE | M

8.7 ERZRENEM & U CREMEMIME NEEEEGERE (DIC) NHEINTND I ENLRE LTz,

HENDERZEITHERABICHIT HIRE

(1) G6HE - BEEZEOHLEE

9.1 &HHE - BERZEDHHEE

9. 1.1 BREIH O H 5 BHE
RO E L BEEYEE LR T o8 b5, [1., 7.2, 81, 11.1.1 ]

9.1.2 B MRMARIEFREED H D EE
JERFES L BEARH S, [11.1.5 BH]

9.1.3 ZEOHIESE
FEAHESELBZERH D, [11.1.13, 15.1.1 ZH]

(i)

9. 1.1 ek, AFOHEHBIEFTHY . FEEM CIXREBEELEO LN TN D
TEMBRRIE LT, V-1, BENFEZOHEB | KOTVI-2. 2AaNEEZ0Mb ), V-4 ik
KO EICBET 518 SR

9.1.2 ZAGERE L OhAEIB NI OB KFRER IC 3\ T RIE MRk OBEREIRE 2 53 2 BB A K 2 B
HLz& 2 A, BEMMZROFRN S NIETICE - TIEFINRD bz, £a0HEE LT
WRRMERE 2 79~ 5 BRE AR B 5 L= & Z AR EAL U, RVEPERZIZ X 0 561 L7l
BRH SNz, LbEDZ LS REEZRE LT,

9.1.3 JKGRHE K OVNEEIB NG D REARRBRICIB VT, TREORIEHERIL 9.7% (96/990) TH - 7=,
Bl a— 2O & & HITRBREREMT 2EMARO B, 6 23— AFKEHZTIE 20.6%
(29/141) \ZFRD HILTZ Z E D BRRTE Lz, EN O AGERE e OZhEE BINEE O BF BRI BT D%
JEOFEBUCOWTIEL,  [VI-8.(2) 285 2 — A BIRIERFEELR ] S
HME O EEFR BRI 31T ARIEORBUC S\ T, [VIF12. Z0fo7EE 1)) S

(2) BHEEEERE
gzﬂ%ﬁ EERE
EAEIELIBENND S, [8.6, 11.1.4 &[]




. &£t (ERLDITESF) ICEHI HIEE

(FFL)

9.2 fOHUEMERLIGANC HE U TRE L7z, KRR M O REIB NI O B K FR R M OV pls i AL 2
BWTC, WREROBIEN & LT, BARR0.1%A0) . MR, ZR, SR OTIH 5%A
i) SR bz, TVI-8.(2) 1) A ML HIEIERIJEBLRIL) SR

Q) el EERAE

9.3 FrikeElEERE
AR OMARES EF L, BIEARES HobhdBsEznnd b, [15.1.2, 16.4 SH#]

(fiFan)

9.3 AFNIFICTBWTRH SN D20, IFEE IIAEEIME T L TV LEETIEI R Xt
JVORFHNEAE U, IR R ORI E S EH- L, BIER AR B2 B8ENnH 5 2 &
MBHERE LT,

TRFRIRE S OhRE B INIRE D BRI FABRIZ 35 1T 2 RS RE IR 35 AR5 |2k 3~ 2 b Tl B 5-RT e U L
E BN 1.5mg/dL % # 2 T2 41 (8 fi]) 124\ T Grade 4 O 4FHERJE) (500/mm3 Hiii;)
DRSO BT, V-3, BEFH (REab—ay) fighr2)) | VI-12. ZOMorEE2)) 2R

(4) &JERexH I 5%
9.4 KMEREETHT HE
9.4.1 UTORICEETDHZ L, [95, 15.2 ZH]
s B HBRIAICH T o TE, IR L TV AR T D 2 L,
SRS A AREMEOH D BEH K L TUIREG LW E2FAIET 5, STaiaT kb1
D EITIE. ARIDNEIROMERE, WIRORBHIIEE LG LR D 2 x50
ICHAT 52 L, Fo, RAIBGER R OEKES5% 2 » AW TR 2 B &
[OSTRZIRAS i34 N YA a1 3 s s Rl
- RFNEE G PITHER D R S oA T b 25 A 1T E I G52 P IET 5 2 L,
9.4.2 EFEFRE/R MO BFITHRET M EN S DG IR T 5 H B2 EET D5 2
Lo BMFER (VA Ty b AX) IZBWTHRERBEERZEO LN TS,
9.4.3 BEICIX, ARG TR OREEG% 1 » ABIZBOW TN T (v F—24) 24
W T 2 BRI OV THIHT 2 2 &, [15.2 2]
(figin)
9.4.1 BER (7 v ~) TH - JRIEBSEMEN., BEXOHARORE - FEEE, HFBIEL
BT L ARERO BN TND Z ENBIRE Lo, REIDNIEIROHMERE, RO EHEICHEELY 5
R DFREMED B D 2 & &40 I U | BT 2 B ) ONE BN 22 ATV EIZ DWW TR 35 2 &
[IX-2-(5) A:fEs 4wtk S
9.42 ~U A, T v MO XOH[EF G MR & O E GRS CREREESED 5
N2 EMBRE Lz, [IX-2.(D)HEIE G mtERER, QEES R 2R
9.4.1, 9.4.3 AR OBz DK TG ORREMEFA IO D720, TEE GO 5 (Z B
DREEEOLENEZIZBT D0 A X A 81T 5D TRIEEMEO H 2 EIRA « i 5% O BT
M) ICHKRSERE LR, VI-1-(2)-2 KiE#E) &1




I. 2% (FRLDIEESF) [CEYHIEE

(®) EiF

9.5 1EiF
IEd SATIEAR LT D FTREMED & 5 MEICIT R G- LRV 2 &,

BT LFTAAEO TS, [2.5, 9.4.1, 15.2 /]

BER (7> F) T - IRIEBGEEM. BIRATHARORE « FEEBIE, EarPtta R

(fEai)

EER (7> b)) TR - RIRBSEER. BIELAOCHAERDREE - FEEBIE, (a2 Rk

HATRNRO LN TWAHTD, RE LT, [IX-2-(5) A5tk MR

(6) RELIWF

9.6 7w

RILLRWZ EREE LY, BER (T v b)) TP ~OBITHAHRE SN TN D

(fiFL)

BWER (7> F) THIHT~OBITHARESN TV DD, RE L, VI-5-3) Fit~DB

1T &

(N NRZF

9.7 INR
INFREE b G & U T IR S L Tuay,
(fign)

AENO/NREZ 55 & LT BARRRER LI S L TR b7, ARMMER L EMITfER S T

ZEMBRRE LT,

8) =tnE

9.8 B#E
RITER OFBIZER L, &KGHE &K O G|

TWo,

WCHET DL, BERB O by
(3, R, Fe G- FRROIERE OB RLE 21T 5 2 &, —fRICH g TITAEER 75‘1&?1/

(fiFL)
A CITAEHEEMET LTS 2 enb, —RNREEFHLE L TRE LT,

7. WHEER

10. HE/EA
AKANT, & U TEDRETFESE CYP3A4 TR SN D DT, KERZDOIEMEICEE L
FIEBEHTAEAICIIEE L THRET 2L, [16.4 ]

SAEEES

(fiFL)
ARENOF IR B D A RCHE# LT,



. &£t (ERLDITESF) ICEHI HIEE

(1) ptREZEZDER
BRE STV

(2) AFELZNER

10.2 SRR (BHRISEET S L)
KA HRAREAR - FEIE 51 PEFF - fEBRIA+

fl DHTEME IS B BEIHE ORI 28GR 5 2 | TEREmEERN 2 AT 5,

EWBHDDOT, PRHABEZIT O Y

BT BEOREZBIE L, HE

TLPXIFHREGMREIERT 5 2

CEO
Tk R HBEHREIEZ D L CW A BE T | BF A
[11.1.5 & M] TR BRI 3 3 B b Z &0

b5, OFRABIEZIT O BEITIE, R
HOREEZBLE L, MEESNR
D HENTEAITIE. AAOF S K
OV R PR 2 19 % 7 B b))
IRIEZITH Z &,
BREE S ORIER A HEIRT 5 2 | HEBEmEER 2 A9 5,
ERDHDHOT, JFRRIEEIT O %
AT, BEOREZBIZ L, BE
THN IR G MR EEET D Z
L

7Y VREEA] | BEWERARNELS H bbb 2 ERE | 2D DOHEAIN CYP3A4 %0

I af S — L b5, EXFI RN EDOHEE
TV Ra~vA T, 2k, FeZ X LofEn
VAR S=0 AN FRE XL, ZORRE LT RE
AR X B L oI RN BT
IHEV T L HIEBRBEZLND,

(fifa3)

1. 2 < OHUEMIESANL, B ek & OB REIHOELD < L, FRIE O SRR ORITEA 2
LG DTV BD BV D, AREEMOPUEMERELEA & OFFHIC LY | BHEASHmI B2
nWRBHDHZEMmBEE L, VI-8. RIfEH) &R

2. TG RRIRETIC X o T, B sk RIEEE ORI NS E ZShd 2 &b 5, il
BITIBN T, ARHNC K 2105 & BERBIRIEZ O L TV 2 3 T AH L ORIRBRRAEE T
TRV BRI R O EDER SN2 & ROKRF & B & o kv | B R
ORI # R PEEEORIERAN RSN 2 BTN H D Z L HRE LT,

MVI-8. (1) ERZRIEM & OIHIER] SR

3.AKNIEIZ CYP3A4 I L RS, R a7 Y — A EDT YV —LRIEFHAIRCTY 2Au~A
Yo7V AL L EOR I T A RRGVEMBEROIZ Y 5 7 rARY b
ERIZ CYP3A4 R ZDMRHNZBEET 2 Z L2 b AHl L OO L 0 ARFN ORI FRE = i
HREE S OSERRPNIREE S ES LRIERN B B2 BEZNR S D Z L DRE LT,



. &£t (ERLDITESF) ICEHI HIEE

BI{ER

11. 314 H
ROBWERDRH LoD Z ENBDDT, BIEEZHDITITV., BENED ONTHEITITR
Hafibd a7 Cmu @G e o 2 L,

(1) EXGEMER & MHER

1.1 EXLEEA

1.1.1 BE&H
PLINERIED (BEEARE) | AIMERED (97.4%) | ek s hERD 2 &)
(95.8%) . ~EZ b ) (53.8%) . M/ (14.83%) %n3d bbhd, [7.2,
8.1, 9.1.1 &#]

11.1.2 >avyER 01%) - 7F71453F>— (0.3%)

PRI R, SUE SOREAE, UEAR T, MESEEK, BZEDO a vy VER - TF 74 F7F 2 —
NHLONDLZ ENBHD, [8.3 &)

11.1.3 #E. FT-L. FHeEES (HEAH)

M, JFAR4, AST - ALT - Al-P 0% L\ RSO EERITHEENH bbb 2 L Bb 5,
(8.5 & ]

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

11.1.5 MEMME (0.4%) . RMEE GEEARH)

TS RRRIE 2 OFH LT 5 B CRIBROBRRIER  (BU#ITIRE) Bdbbid 2 Einb
%, [9.1.2, 10.2, 15.1.4 ]
11.1.6 D F£ (0.2%)
(8.4 ]
11,7 BEEnERNRELEEE OIC) (0.1%)
(8.7 ]

11.1.8 FEZEA (0.1%) . BREMm (0.6%) . RMEKELX GEEAH) | XKEE (0.1%)
B, i, T, FRZOERN S Do B ATk G2 1k 5 7 Sl 2 0@ 217
L,

11.1.9 41 LR (BHEARH)

11.1.10 2HEREEERE (FEARH)

2 QY NNV g ek o Nl N 20 ol s R WA NP 1) AN U o s SN

1111 SRER (BEERE)

M7 7 —BESICRE IR NGRS 2 Ik 57 Cit e M@ E2175 2
L

11.1.12 RISHIRARAEIZEE (Stevens-Johnson SEIREE) (B AR | PHEMERKIRFERARAE
(Toxic Epidermal Necrolysis: TEN) (BEEARBE) . SWHA (GEERAEA)

B AL SRR E R (Stevens—Johnson JEMERE) | HEMER BEIERIRIE (TEN) | ZIEHL
B O AKHENE - BIMER BN Hbhbd Z L Bb 5,




T (FRLOEESF) ICEBJ HIEE

113 D2 oRF—7 GHEARH) | FKE GHERY) | ZHE - K&REFE (0.7%")
DA R =7 MiAKE, BRIV =2 0K, BRSO EE 72 - RIEEEE 23
WEINTHWD, [9.1.3, 15.1.1 ]

1114 DEREE (FEARY) | BIRMAEERE (GEEA)

11.1.15 BEE (2.3% )

FUMAE . Al 5 DREGUE DS A STV D, FIESUTHEE L7258 1213, BEHICHAER O

HEOmEY) 0 E 51T 5 2 &,

AARNZRGE LEKREBRICI W T, iz EE (7T0mg/m2) Tl iEo B4
(70mg/m?) XV bEYWEFEORIEIG N EmNr-oT,  [8.1 ZH]

11.1.16 FFIRABILE > FBEE 5 WEIREE (SIADH)  (BEEEAH)
1&{zu§}—mﬁ%&9ﬁ%% U U AMAE, JREF MU T LHEEOHN, &8 Bk ESE D
JERD B b LN GEIZITE G 2L L, KEBIROFREED) R LEEZITH Z &,

1.1.17 E%mumx%m&iﬂ;x (B AR BY)

11.1.18 mE % (JHERH)

11.1.19 RieEEE (HEEA)

11.1.20 EEORDBEORMEESEE (BHERY)

11.1.21 Radiation Recal | ITRZE (AR ~BH)
1) Grade 3 LI LORIEHANSHEEZREE LTz,

(fig35)

(ERZeRIWEA ] OFRBIBEE X, . FE/mpaitE, B, SRS, IR, . 1=
1A M OV ST AR 2 5 G2 & L 7= [E N AT - #9158 AR G R AR BR TRl LIV RBIERIC R S & EH L
776




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,
(figsit)
[ZOMOBIVER ] OB T, P, JE/iaiE. e, BESE. JiEE, i, 1

R M OV R 2 kb g & U 72 [EIPN A - 22 8155 T AR EGIR
L7,

AR TR b RIERICE S S R



. &£t (ERLDITESF) ICEHI HIEE

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

BthEMEMERRERE -5 (ERAET - 5% IHEERKHR)

60mg/m> % 5.1 70mg/m*# 5.4 T3 70mg/m> #5451 (R IS &t
FHBSEIEIR ORI TR 5501 TR . 1920) GBI - 450 T - 9907
WEHF$(%)| Grade 3 Grade 4 | %#BU6%(%)| Grade 3 Grade 4 | %5413 (%)| Grade 3 Grade 4 | %#5i6%(%)| Grade 3 Grade 4
HILFER
R 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 (5.0] 4 (0.4
T 172 (22.8)| 19 25| 3 (0.4)] 63 (32.8)] 6 (3.1) 13 (30.2) 248 (25.1)| 25 (2.5 3 (0.3)
fEH 7 (09| 1 (0. 6 (31| 3 (1.8 11 (25.6)| 1 (2.3 24 (24)| 5 (0.5
BIAES 81 10| 3 (4] 2 (03] 43 (224)| 1 (0.5 10 (23.3) 134 135) | 4 (04| 2 (0.2)
g I 21 (109 3 (1.6 5 (11.6) 26 (26| 3 (0.3
=0 23 30| 1 O] 1 D] 12 63 1 (5] 5 (116 40 (40| 1 (1| 2 (0.2
ik 3 (1.0 2 @D 3 (03] 2 (0.2
LR R Fa0 1) 3 (1.6 3 (7.0 6 (0.6)
T 3 (7.0) 3 (0.3
RN 6 (3.1 3 (7.0) 9 (0.9
L5 3 (1.6) 2 (4.7 5 (0.5
[ 3 (0.4) 2 (1.0 2 (4.7 7 (0.7
g 2 (1.0) 2 (4.7 4 (0.4
1P RERR 3 (0.4) 1 (0.5 1 (23 5 (0.5
HR 1 (0.1 1 (0.5 1 (2.3 3 (0.3)
g ! 3 (1.6 1 23 4 (0.4)
TR 3 (0.4) 2 (1.0) 1 (23 6 (0.6)
PSR 7 (0.9 7 (3.6) 1 (2.3 15 (1.5)
K% 1 (0.5 1 (0.1
G T R 1 (0.5 1 (0.1)
UGB DRR L 2 (0.3 1 (01| 1 (0.5 3 (0.3 1 (0.1
B 4% 1 (0.5 1 (0.1
Bl - 361 (47.8)| 52 (6.9) 53 (27.6)| 10 (5.2) 414 (41.8)| 62 (6.3
7 15 H 1 (0.5 1 (0.1
1 J) PR T S 1 (0.1 1 (0.1
AIER 1 (0.1 1 (0.1
v P 1 (0.1 1 (0.1)
JIL P i BA 2% 1 (0.1 1 (0.1)
i A ek ! 2 (1.0) 2 (0.2
Hrp i 2 (1.0 2 (0.2
%k 1 (0.1 1 (0.5 2 (0.2)
i 1 05| 1 (0.5 1 0] 1 01
i e s 1 (0.5 1 (0.1)
FROR 2R
I PR 11 5] 5 (00| 2 03] 6 BV 3 16 2 (4.7 19 (1.9 8 (08| 2 (0.2)
it 1 (0.1 1 (0.5 2 (@n| 1 @3 4 (04| 1 (0.1
DL/ Wit/ WEER 1 (2.3 1 (0.1
g T 1 (0.5 1 (@23 2 (0.2
o gE ! 1 (2.3 1 0.1)
P R 1 (23 1 (0.1
a5 9 11 15] 2 0.3 4 (2.1) 15 (15| 2 (0.2
%L D 3 (04| 1 (0.1 8 (4.2 11 (1| 1 (0.1
Jzk 7 (0.9 6 (3.1 13 (1.3)
IR 1 (5] 1 (0.5 1 (0] 1 (01
WHEE ¢ 8 (.| 1 (0.1) 8 (08| 1 (0.1
REIE 1 (0.1 1 (0.1
K[EXR 2 (0.3 2 (0.2
U SO 1 (01| 1 (0.1 1 (01| 1 (0D
MBS 1 (0.1 1 (0.1
% 1f1L 1 (0.1 1 0.1
I PR T 1 (05 1 (0.1
WP A 1 (0.5) 1 0.1)
EREER
MES T 7 (09| 2 (0.3) 3 (16| 1 (5] 1 (05| 4 9.3 1 @3] 14 14| 3 03] 2 02
1fiLJE b5 3 (0.49) 9 (U7n| 1 (0.5 1 (23] 1 (23) 13 (1.3)| 2 (0.2
NN S 1 (2.3 1 (0.1
TREBEIR 1 (2.3 1 (0.1
j K 1 (0.5 1 (0.1
2 (1.0 2 (0.2
FEMERER 2 (10| 2 (1.0 2 (02| 2 (0.2
L EMEEENR 2 (10| 1 (0.5 2 (02| 1 (0.1
Yoo 1 (0.5 1 (0.1
DIC'? 1 (0.1) 1 (0.1
IR 2 (0.3) 2 (0.2)
DB 5 (0.7 5 (0.5

T 1 : National Cancer Institute Common Toxicity Criteria (NCI-CTC) [OTH(% ?®fth) | #MedDRA/JOPTTHER
T2 Y EAID Grade N & L7165 & e
T3 GRNEE (11061) + il (4961) +-FE kR (330)



I. 2% (FRLDIEESF) [CEYHIEE

BtEMRMERRERE—E (BWAET1 - RPAE THEEBRAR) (02F)

60mg/m*#% {5 70mg/m?# 5.4 T2 70mg/m* #5451 (i ~T Ht) adt
AHBSEEAR ORI *F G5 75501 *FGBEL . 19261 KRGS 4301 R GIEL - 99061
e E515(%) Grade 3 | Grade 4 |F&Hif1%(%) Grade 3 Grade 4 [F#Hi6%(%) Grade3 | Grade4 PEHIFI%(%) Grade3 | Grade 4
R4 2 (03] 2 (0.3 2 (02| 2 (0.2
LA E) 1 (0.1 1 (0.1)
BiE 8 (11 2 1o 2 1.0 10 (1.o)| 2 (0.2
HER 3 (0.4 1 (0.5 4 (0.4
AEER 5 (0.7 1 (0.5 6 (0.6)
— IR
SH R 406 (53.8)| 53 (7.0)| 13 (1.7|126 (65.6)| 19 (9.9 1 (0.5)] 23 (53.5) 555 (56.1)| 72 (7.3)| 14 (1.4)
IRED 20 (10.4) 14 (32.6) 34 (3.4
I 54 (7.2)| 4 (0.5 33 17.2)| 2 (1.0 9 (20.9) 96 (9.0] 6 (0.6
FEB 347 (46.00| 7 (0.9 73 (38.0) 3 (7.0 423 (2.0 7 0.7
RSN 6 (3.1 2 (4.7 8 (0.8
R Fisee 18 (2.4 8 (4.2 2 (4.7 28 (2.8
5 PR 13 (1.7 10 (5.2) 2 (4.7 25 (2.5)
T D FEAEERIAL 13 (6.8) 2 (4.7 15 (1.5)
i 1 (0.1 1 (0.5 1 (23 3 (0.3
FIT 1 (0.5 1 @23 2 (0.2
DIFH 1 (0.1 4 (2.1 1 (23 6 (0.6)
B 1 (0.5 1 (2.3 2 (0.2)
1 (2.3 1 (0.1
1 (0.5 1 (2.3 2 (0.2)
4 (05] 1 (0.1 7 (3.6) 1 @23 12 (12| 1 (0.1
1 (23 1 (0.1)
1 (23 1 (0.1
[ A 1 23 1 (0.1
Jig 7k 3 (04| 1 (0.1 1 (0.5 4 (04| 1 (0.1
BRI & 1 (0.5 1 (0.1
AT A 5 (07| 1 (0.1 5 (05| 1 (0.1
1 (0.1 1 (0.1)
1 (0.5 1 (0.1
5 (07| 1 (0.1 1 (0.5 6 (06| 1 (0.1
10 (1.3) 10 (1.0
1 (0.1 1 (0.1
B RS 1 (0.1 1 (0.1
(30 10 13| 1 (0.1 10 (1.o)| 1 (0.1)
o A e ! 1 (0.5 1 (0.1
Dy e 3 (1.6) 3 (0.3
Bl e J 1o 5 g 1 (0.5 1 (0.1
e e ! 1 (0.5 1 (0.1
RHAERERIER
AR R — AT 22 (11.5)] 1 (0.5) 20 (46.5) 42 (42| 1 (0.1
WRETE S 11 (1.5) 19 (9.9) 11 (25.6) 41 (4.1
AR — R 2 (1.0 1 (0.5 3 (7.0 5 (05| 1 (0.1
HEN 7 (0.9 7 (3.6) 2 (4.7 16 (1.6
ARIRSE 2 (1.0 2 (4.7 4 (0.4
B 34 (4.5 8 (4.2) 2 (4.7 44 (4.9
| ﬂ—%#ﬁwﬂr 1 (2.3 1 (0.1
S 2 (1.0 1 (0.5 1 @23 3 (03] 1 (0.1
q:H:WT%Muﬂuﬁmm 1 23] 1 @3 1 0] 1 (01
Pl 1 (23] 1 @3 1 (0| 1 (1
AR D PSR 1 (2.3 1 (0.1
ROEE— K22, B 1 (0.5 1 (0.1
L O 63 (83| 4 (0.5 18 (9.4) 81 (82| 4 (0.4)
2 (03] 1 (D] 1 (0.1 2 (02| 1 (1] 1 (0.1
2 (03] 1 (0.1 2 (02| 1 (0.1
1 (01| 1 (0.1 1 (0] 1 (01
1 (0.1) 1 0.1
4 (0.5 1 (0.5 5 (0.5
1 0] 1 (01 1 0] 1 (01
1 (0.1 1 (0.5 2 (0.2
2 (03] 2 (0.3 2 (02| 2 (0.2
1 (0.1 1 (0.1
1 (0.1 1 (0.1
2 (03] 1 (0.1 2 (02| 1 (0.1
585 (77.5) |126 (16.7) 156 (81.3)| 26 (13.5) 38 (88.4) 779 (78.7)|152 (15.4)
NDZEAL 9 7 14 (32.6) 23 (2.3)
5 13 (17| 2 (0.3) 40 (20.8)| 1 (0.5 8 (18.6)| 1 (2.3) 61 (62| 4 (0.4
T BN UGS 7 (3.6) 5 (11.6) 12 (1.2
2 19 (2.5) 12 (6.3) 4 (9.3 35 (3.5
4 (2.1 2 (4.7 6 (0.6)

T1 : National Cancer Institute Common Toxicitv Criteria (NCI-CTC) TOTH(Z ®ff) | %MedDRA/JOPT THR
T2 Y E[IGrade A & L7216 & &
T3 RS (11061) +feilifs (4961) +7—¢.f2k4“ (33f)



VII.

T2 (EFRLEDEFE

=z
(=]
o

¥F) ICET 5IEH

= = v = -t =1 >
BtEMEMERARTRIKE—8 (ER8T - RIE DHEERRER) (0D2F)
60mg/m”§ -1l 70mg/m*$ 545 T 70mg/m™#s 545 (AT SRR &t
RERA=ROREN GBI 1550 SR - 19201 TG ;4301 GBI - 9907
FEHF%(%) Grade 3 | Grade 4 [FEELHI%(%) Grade 3 Grade 4 [531%(%) Grade 3 | Grade 4 [|38i6%(%) Grade3 | Grade 4
HH I BE 1 (2.3 1 (0.1
eIV 4 (0.5) 3 (1.8 1 (2.3 8 (0.8
FEE T 1 (0.5 1 (2.3 2 (0.2
B i " 1 (@23 1 (0.1
Z DI REER 1 (0.5 1 (0.1
HE ARREE 1 (0.5) 1 (0.1
[ 4 (0.5) 4 (0.4)
INEES 1 (0.1) 1 (0.1
1 (0.1 1 (0.1
124 (16.4)| 8 (1.1 7 (3.6 131 (13.2)| 8 (0.8)
1 (0.1 1 (0.1
1 (0.1) 1 (0.5 2 (0.2)
Bl % 1 (0.5 1 (0.1
IR yEAE " 1 (0.5 1 (0.1
Akt T 1 (0.5 1 (0.1)
RO AT 1 (05 1 (0.1)
0t A 1 (0.5 1 (0.1
JTUBE M Tt 2 (1.0) 2 (0.2
BEBIE
T LLE— 27 (36)] 4 (05| 1 (0.1)] 46 (24.0) 1 (0.5 73 (14| 4 (04| 2 (0.2
T UX—PE gk 4 21 4 (0.9
TFT 4 T F L —RER 2 (0.3 1 (0.1 2 (0.2 1 (0.1
Sk ! 1 (0.5 1 (0.1
R
T BRI % fE D 7R kY 5 26| 3 (16 8 (18.6)| 6 (14.0) 13 (1.3 9 (0.9
FEEMEAT h BRI 12 6.3)] 11 (5.7 1 (5] 73063 7163 19 (19| 18 (18] 1 (0.1
JaEgEz T 5 (2.6) 5 (11.6) 10 (1.0)
AF BRI % D Y 4 Q1] 4 (1) 4 (93| 4 9.3 8 (0.8)| 8 (0.8
e s 3 A 2 (4.7 2 (0.2
gt e ! 2 (4. 2 (0.2
AMG — Y 1 (2.3 1 (0.1
R Y R g T 1 (23 1 (0.1
Hrphrtiss 1 (23 1 (0.1)
Y 1 (1] 1 (0D 1 (2.3 2 (02| 1 (0.1
e 1 (2.3 1 (0D
yoois Tt 1 (05] 1 (05 1 (23 2 (0.2) 0.1
fitige T2 11 (15| 3 (04| 2 (0.3) 1 (2.3 12 (1.2)| 3 (03] 2 (0.2
g T 1 23 1 (0.1
1 (@23 1 (0.1
PR % T 1 (2.3 1 (0.1
ESEERE 1 (0.1) 1 (0.1
SR REYE 2 (0.3 2 (0.2
Hifgi~Lix T 1 (0.5 1 (0.1
s g 11 1 (0.5 1 (0.1
Bl 1 05[] 1 05 1 (D] 1 0D
M~ A 2y T ) TR 1 (0.5) 1 (0.1
£ DM
i 2 (0.3 7 (3.6) 2 (4.1 1 (1.1
iR 3 (1.8 2 (0 5 (0.5
RN 2 (10| 2 (10 1 23] 1 (23 3 (03| 3 (0.3
FriR% 4 (0.5 1 (0.1 1 2.3 5 (0.5) 1 (01
HERT 2 (1.0) 1 (2.3 3 (0.3
NRBR A 1 (0.1) 1 (2.3 2 (0.2
WhH—nF3HAE 1 (2.3 1 (0.1
fmi ! 1 23 1 (0.1)
R 1 B 1 6 31| 6 (31 6 (0.6)] 6 (0.6
HEIR AR 1 (0.1 1 (0.5 2 (0.2)
JHE 1 (0.5 1 (0.1
B 3 (0.4) 2 (1.0 5 (0.5)
TERHER RS 1 (0.1) 1 (6.7 12 (1.2
R 1 (0.1 1 (0.1
RS 1 (0.1 3 (1.8 4 (0.4)
LR 2 (03] 1 (0.1 2 (02| 1 (0.1
JEIE5 70> & O 1L 1 (0.1 1 (0.1
JE955 i HH R 1 (01| 1 (01 1 (0] 1 (01
Hiifn 1 (0] 1 (D 1 (05 2 (02| 1 (0.1
BARA 1 (01 1 (0.1 1 (0.1 1 (0.1
JEEIbE 2% 1 (0.1) 1 (0.1
ZR 1 (0.1) 1 (0] 2 1.0 1 (0.5 3 (0.3) 2 (0.2

11 : National Cancer Institute Common Toxicity Criteria (NCI-CTC) TOTH(Z ®fth) | ZMedDRA/JDOPT TR

T2 Y ERTD Grade A & L7161 % G Te

T3 IR (11061) + it (496]) +-FE b (3361)




. &£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



. Z£% (ERLEDFE
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¥F) ICET 5IEH

JBRAREEEERFINR (EMAET - REE IHERKRFER)

BREREEEERERE -5 (BRAE - RH5% 18R

AER)

70mg/m*# Hp5) T

T0mg/m* B 54 (i SL A

PR GBI - 1920 SBT3
gy T2 FEHIE(%)| Grade 3 | Grade 4 |pijsy 2|5 861%(%) Grade 3 | Grade 4 |fisx 2| Z56152(%) Grade 4
mgRE
[STIR: S, 2 4 192|188 (97.9)|105 (54.7)| 52 (27.1)] 43| 42 (97.7)| 26 (60.5)| 9 (20.9)] 989|963 (97.4) 172 (17.4)
oIS 7 190|187 (98.4)| 31 (16.3)|140 (73.7)] 43| 41 (95.3)] 8 (18.6)| 32 (74.4)| 980|939 (95.8) 625 (63.8)
U v SER 7 107| 59 (55.1)| 28 (26.2) 43| 34 (79.1)| 13 (30.2) 897|322 (35.9)
~EsaeUEd? 4 192|134 (69.8)| 22 (11.5)] 9 (4.7 43| 14 (32.6)] 1 (2.3 989|532 (53.8) 14 (1.4)
e TP 192| 40 (20.8)| 3 (1.6) 43| 13 (30.2) 988|141 (14.3) 6 (0.6)
1 B0 ! 82| 5 (6.1 43| 9 (20.9 125 14 (11.2)
e A 82| 53 (64.6)| 1 (1.2 1 (1.2) 43| 8 (18.6) 125 61 (48.8) 1 (0.8)
~~ 12y b 21 8 32
iR T 82 4 (4.9 43| 5 (11.6) 125| 9 (7.2
R oy s T 37 39
R 82| 1 (1.2 43 2 (40D 125 3 (2.4)
A ! 43 1 @3 1
waEm ! 43 1 (2.3) 1
e ra 2 212|135 (63.7)
IR AR ER 6 25| 4 (16.0) 771|133 (17.3)
FFEER 6 109| 19 (17.4) 855[152 (17.8)
JRIERER 4 110 76 (69.1) 864|481 (55.7)
SEHIFRMERA~TE 7 0 R T 82 1 (1.2 125 1
EHFRMERA~E 7o e s 82| 2 (24 125 2
SRR ER S R T 1 :
HiEk 6 107) 6 (5.6) 223
SRR Bk ! 6 6
SRR Bk ! 3 3
SRR E sy s T 82| 2 (2.4) 125| 2
HFREER E 4y i T 82 1 (1.2 125] 1
i mEERE oy ! 82| 2 (24 125] 2
Bk oy i ! 82 5 (6.1) 125 5
HERE Sy s T 82| 16 (19.5) 125| 16
ik sy e ! 1 !
HEEgm 1 1
mEERERE
CRUBEE fpm T 28 3 43| 21 489) 1 (23) 49
i LA A SRR s 82| 22 (26.8) 43| 20 (46.5) 125 42
ALT(GPT) L& " 3 192| 46 (24.0) 43| 15 (34.9) 988|213 (21.6)] 2
TNT I 0 192| 50 (26.0) 1 43| 14 (32.6) 965|254 (26.3)] 1
AST(GOT) |5 2 192| 53 (27.6) 43| 13 (30.2) 987|217 (22.0)] 2 1 (0.1
Y 7 A fE 82| 5 (6.1 1 43| 12 (27.9) 125| 17 (13.6)] 1
v -GTP 5 10 1 9 121 1
&5 b U U A fE 82| 7 (85)] 1 43| 9 (20.9) 125| 16 (12.8)] 1
et 82| 10 (12.2) 9 19
wEARDS ! 82| 16 (19.5) 43| 9 (20,9 125| 25 (20.0)
5 LB 3 2 43| 6 (14.0) 9
57 U » AU 82| 4 (49| 4 43| 5 (11.6) 125 9 (7.2)
L AT —/LIE 2 4 6
WY 27U R 1 4 5
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T2 (EFRLEDEFE

=z
(=]
o

¥F) ICET 5IEH

FERREEEERERRLE -8 (BN - RAF THEERER) (0D0F)
60mg/m>Pt -] 70mg/m># L T TOme/m* B -5 (RS k) aal
PR A XTEBIH - 7550 XTEBE - 19201 T - 430 GBI 99001
g 2| BEEIE(%)| Grade 3 | Grade 4 |pijsy "2 58i0I1%(%)| Grade 3 | Grade 4 |fijsy "2|5801%(%)| Grade 3 | Grade 4 |fij#c " 2| 5%8iH1%(%)| Grade 3 | Grade 4
ALP 53 746| 78 (10.5)) 6 (0.8)] 2 (0.3 187 23 (12.3)] 1 (0.5 43| 3 (7.0 976|104 (10.7)| 7 0.7 2 (0.2)
@wryiey kR 751 23 (38.1) 1 (0] 192 6 (3.1) 43| 3 (7.0) 986| 32 (3.2 1 (0.1
& V2 7 S LE 5 43| 3 (7.0) 8
7 v— g T 82| 7 (8.5) 3 10
sv7F=r k7" 753 9 (1.2) 192| 6 (3.1) 43| 2 @) 988 17 (1.7
CPK 370| 27 (1.3) 1 2 30
[ A, 2 2
737 —EHm 1 1
ALY N 43 1 (2.3 1
# Y U AIE 43| 1 (2.3) 125 1 (0.8)
o DR L SE 1 1 2
A il 43| 1 (2.3) 1
2w — ! 82 1 (1.2 1 2
s L7 FrkAsxF—PEp ! 1 1 2
a7 I ) XTIF LB LR 1 1 2
ey e g 43 1 (2.3 125 1 (0.8)
FE— VIR 1 1
Al 157| 28 (17.8) 157| 28 (17.8)
BUN |5.7° 754| 31 (A1) 4 (05| 1 O] 110 9 (8.2 1 (0.9 864 40 (4.6)] 4 (05| 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)
HEA 752(181 (24.1) 110| 29 (26.4) 862|210 (24.4)
TNT Iy raT Y ks’ 7 7
=L 25 o —pE ! 1 1
=y ez 7 7 —LEs ! 5 5
Mgz L7 F =g ! 82| 1 (1.2 125 1 (0.8)
i g 2 2
R s T 82| 4 (49 4
o R i 1 1
sya~tsoesggm’! 1 1
S a2 Gl 1 1
mamm'! 82 1 (1.2 125 1 (0.8
7a7y b’ 1 1
AR S ! ! 1
RigE
1L JR 1 1
Rouwvy ) —rr 644| 17 (2.6) 25 669 17 (2.5)
wEA"? 654| 36 (5.5)| 2 (0.3) 109 8 (7.3 1 (0.9 763| 44 (5.8 3 (0.4
R 546| 25 (4.6) 21| 2 (9.5 567 27 (4.8)
i 654 13 (2.0 3 16
RHvoey T 2 2
ERE
[P IR 299| 24 (8.0) 12| 1 (8.3) 311] 25 (8.0)
oM
7 47 ) 5 am! 2 2
747 oy rrEm ! 1 1
PO,fE ! 1 1
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T2 (EFRLEDEFE

=%F) [CEYSIEE

4) BEMBEMERAREERKR GBs B IRRKRRER - TAX32] HB)° (8% . BN T—4%)
Bt EMEMERRBERE -8 [REMFHEx R EI1%k 997 41]

X T—)v B2X T —) RN SV N =
3L 5B AR R gt
B 5k O FEKE RIGIEL - 33241 RIEIEL - 33041 RFGIEL 3354
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)
e 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)
Wirae 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 O W 1 E N R i
T2 MEICER LI-F5: 42 MedDRADPT (Preferred Term) TZFR
[l #:%E]  TNational Cancer Institute Common Toxicity Criteria NCI-CTC) version 2 (19984F) | (—#BikZs)

(tEPNEERD)

5) ERFRREEREFETKR CBr B MARRKRAER - TAX32] B ® (8% . B8 T—4)
FRRREBEERE RN — 5 [T 2Tl x R A%k 989 1]

2 X TF—)L B XY T — )L NN A =
3 i 5 5 RE A B 5T BHpET
A E KGR 328151 *TG %R 3294 S EBI% - 3324

FEELIEK Grade 3 SEHIS Grade 3 ZEBIEL Grade 3
(%) Pl (%) (%) Pk (%) (%) PE (%)

~E) 0t (Hgb) 218(66.5) 16(4.9) 258(78.4) 15(4.6) 192(57.8) 6(1.8)
iR Jif- FPERERT BR 134(40.9) 105(32.0) 51(15.5) 5(1.5) 160(48.2) 72(21.7)
HifER G B k) 132(40.2) 79(24.1) 73(22.2) 2(0.6) 181(54.5) 55(16.6)

1L/ MR 11(3.4) 2(0.6) 11(3.3) 26(7.8) 4(1.2)

A M) O A i g 89(27.1) 14(4.3) 85(25.8) 11(3.3) 54(16.3) 5(1.5)

EA VY Y b fiE 83(25.3) 4(1.2) 98(29.8) 5(1.5) 71(21.4) 2(0.6)

) O i 78(23.8) 6(1.8) 54(16.4) 6(1.8) 60(18.1) 7(2.1)

et AECH ) 9 AT e 38(11.6) 62(18.8) 48(14.5)

T M) A AE 30(9.1) 33(10.0) 2(0.6) 33(9.9) 1(0.3)

FE VY AILE 30(9.1) 22(6.7) 2(0.6) 27(8.1) 2(0.6)
ikvviz e 204(62.2) 38(11.6) 156(47.4) 28(8.5) 206(62.0) 52(15.7)

T V7™ 3V AE 125(38.1) 2(0.6) 160(48.6) 3(0.9) 100(30.1) 2(0.6)

ST Mk 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)

e ey 30(9.1) 33(10.0) 1(0.3) 19(5.7)
FEF WA DR A T V25 69(21.0) 3(0.9) 62(18.8) 63(19.0) 3(0.9)

F1 : ASZ R 0O 3 i 1 PN R S St
[#)E #%E] [National Cancer Institute Common Toxicity Criteria (NCI-CTC) version 2 (19984F) |

(FENEERD

(— i)




. &£t (ERLDITESF) ICEHI HIEE

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

PNATEENE - PR, FE/NRaATE . B, PRSI, UPELE
FERARERERERARRRE—%
= HAEMRRES 1 ( 0.03) R AT 3 (.0.09)
BRBEIRE | | ot L o= 10009 | [ HmbER s 2 (0.0
. HEEE 9 (0.27 EE: 2 ( 0.06)
FEECW e 622 [ - H b - uU& 5 ( 0.15)
FHATIE Bl 3,281 A - =1 4(0.12)
BILE A 5 o0 38 B i A T 3,093 HEER A5 7S 1 ( 0.03) B2 2 (10.06)
BIVEN % DS 20,280 il el 1(0.03) BHAIR 1,908 (58.15)
BILVE % D FEBUE B 94.27% 7 LIV X — PSR SE 1(0.03) ER 7 ( 0.21)
BIERE DR 49 - EneY 6 (0.18)
BRIE - RGN BEREE 1,896 (57.79) IR - W 4L 1 ( 0.03)
G R - HAREE 1 ( 0.03) 1 2 (.0.06)
FEETEALBE 2 (. 0.06) T () 1 ( 0.03) R 29 ( 0.88)
FLEEPERS 1 ( 0.03) DRI 3 ( 0.09) RN 10 ( 0.30)
HLBE 8 ( 0.24) ARER iz 458 - Hi 14 ( 0.43)
% 11 ( 0.34) R CiE) 1( 0.03) RS 1 ( 0.03)
RS 5 (. 0.15) BES - RipEREE 13 ( 0.40) HE Y B 1 ( 0.03)
2] 2 ( 0.06) i 1(0.03) A P 4 (0.12)
K 3 ( 0.09 Huy 8 ( 0.24) DR (O D& ) 5 ( 0.15)
9 FERK 22 (1 0.67) IR 4(0.12) (LA 52 ( 1.58)
% B VAL BE 1 ( 0.03) TR P - i T R 8 ( 0.24)
BB GiE) 1,859 (56.66) ZOMOBHRBEES 41 ( 1.25) R ifi. 5 ( 0.15)
TR 5 ( 0.15) R S 40 ( 1.22) . f 1 ( 0.03)
JNETE 5 ( 0.15) MR e 1 ( 0.03) Heafi 3 (.0.09)
JNDZAL, 4(0.12) S 15 ( 0.46) B RS B -
k5 54 ( 1.65) fEHR 1 ( 0.03) 5 b5 1 ( 0.03)
Elikas 1(0.03) [ 1(0.03) TP B 2 -
)3y 21 (. 0.64) WLWERAL 1( 0.03) IR 1(0.03)
KE 3 (.0.09) )5t 1 (0.03) HE 8 ( 0.24)
R 3 (.0.09) PN 1 (0.03) NG BRI -
Alsid - R OE) - Hefs [l Em 1 ( 0.03)
[EE % 7 ( 0.21) A ALY 2 ( 0.06) i PR -
A1t (iE) 1(0.03) IS 1( 0.03) T7I5—P LR 1(0.03)
B2 i e 5 ( 0.15) Rz 2 (.0.06) s (R 2% 2 (.0.06)
EBok (BHER) 1 ( 0.03) R 1 ( 0.03) %% 6 (0.18)
JNPHZ ONERZR) 1(0.03) IR (E) 5(0.15) Rl A 4 (0.12)
JNVZE {4, 8 ( 0.24) 5 OIRAE 1(0.03) H e B REER 22 b 1 ( 0.03)
SN (F)  HIBfEE 3 ( 0.09) Pl - fTig - RS REE 572 (17.43)
- B REE 33 ( 1.01) HLE R 2,185 (66.60) i 1 ( 0.03)
Ba 18 ( 0.55) 7 7 ZYEO R 1(0.03) SEPERT 2% 1(0.03)
i (W) @ 16 ( 0.49) EES 5 ( 0.15) iR Ty 15 ( 0.46)
AR 1 ( 0.03) B R RRBE 1 ( 0.03) A4 1 ( 0.03)
AR - RAH R RS 220 ( 6.71) BESEE 22 1 ( 0.03) AST(GOT) |5 459 (13.99)
A 1 ( 0.03) =Riv ) 8 ( 0.24) ALT(GPT) |- 5% 472 (14.39)
U 7 ( 0.21) ' 1 if. - BT 1(0.03)
) 1(0.03) THALE H i 5 ( 0.15) v UL E RS 28 (. 0.85)
Jcagh 2 ( 0.06) ALV IR 8 ( 0.24) vavy ) =7 U 1(0.03)
A 1(0.03) I T PR 2 ( 0.06) vy -GTP 5 39 ( 1.19)
W ah S 1 ( 0.03) e TR 1 ( 0.03) R - RREE 412 (12.56)
=% PN 1 ( 0.03) & 5 7 (0.21) ALP L5 254 ( 7.74)
Bk - L - IE - AGH B3 -
ERE 2 ( 0.06) D 1,592 (48.52) LDH |- 5- 94 ( 2.86)
EilkbEE 4 (0.12) [/EIS 1,587 (48.37) 0y 4 (0.12)
I i M e 1(0.03) LD 2 ( 0.06) CPK -
1 JE PR S - ] Eakicy) 5idp 1(0.03) CPK L5 1(0.03)
PNT 1(0.03) 1 J5E PN B 1(0.03) RPN -
RS 1(0.03) ARG R 1(0.03) EA U U AMIE 39 ( 1.19)
PR 1(0.03) T 263 ( 8.02) KAV v AMfE 25 (0.76)
S8 L O UL 1(0.03) R 4 (0.12) TV T A -
LU (&) 178 ( 5.43) A% 1(0.03) E VY T A UE 2 ( 0.06)
MU Lo (%) 1 ( 0.03) A%k 114 ( 3.47) AL T SISE 10 ( 0.30)
FREO LN () 1 ( 0.03) R ST 1(0.03) 5 g 2 (.0.06)
TR 1 ( 0.03) PN B 1 ( 0.03) FThU L -
I A AR BRI 1 ( 0.03) NS 2 (. 0.06) m b Y U A IfE 1 ( 0.03)
HEV 15 ( 0.46) ANO BN 2 (. 0.06) KF b U v AifiE 38 (1.16)
B HA 1(0.03) N RS - JK i) 4(0.12)
SHo% (R 4(0.12) Fit 1 ( 0.03) 7 a—v -
A AR P 5 ( 0.15) [INGEi 1 ( 0.03) K7 v — Vi 24 (1 0.73)
At 2 (. 0.06) Lxo<b 33 (1.0 &7 v — LIE 3 ( 0.09)

BRI T R RELE (1996 £ERR) | ICHESE LT,

T 1 AN R BUTZIRBNC LR LT,
T2 R—EF F— IEMIX1HE LTER L,




T (FRLOEESF) ICEBJ HIEE

FRARERERIERRRRE—E (0DF)
RN - Jitiiz: i 7 LL¥—KiG 50 ( 1.52)
K2R [ I AE 40 ( 1.22) BT 20 ( 0.61) B BUE 3 (. 0.09)
B R 1 ( 0.03) N IR 55 300 95 {1 1 ( 0.03) e 1 ( 0.03)
PR b 6 (0.18) I R - G R 5 ( 0.15)
TNT IV - Jitifigi 2% 3 ( 0.09) Jistia 5 ( 0.15)
K7 A7 I o iE 33 ( 1.01) IRMERREE 1,536 (46.81) 6 PN S R I 3 (. 0.09)
&7 v E =7 MUE 1 ( 0.03) 2 6 (0.18) it 05 S R 1 ( 0.03)
BRI 1 ( 0.03) TR ER I 107 ( 3.26) fia S AP IRk 1 ( 0.03)

ik E 3 ( 0.09) ~~< 7 U v Mk 12 ( 0.37) Jia T B 1 ( 0.03)
HFR% 1 ( 0.03) ~EZa e UES 1525 (46.48) i N SRY 3 ( 0.09)
ADH 23 W6 A0 S R 2 ( 0.06) 8 R MR 1 ( 0.03) Mo L & 2 ( 0.06)

D« MEEE (—K) 22 ( 0.67) HIMMER - EARES 2,678 (81.62) GEE 40 ( 1.22)
N E Y - PR FEEK - SHE () 16 ( 0.49)
o I E 10 ( 0.30) hF P ERI D 2,423 (73.85) Eogea i 1 ( 0.03)
mE E5- LTk - R 2 (.0.06)
a3 v 7 JER 1 ( 0.03) IFREERIE S (F) 4 (0.12) RE AN 3 (. 0.09)
vav/ (R 3 (.0.09) HER - YA I 1 ( 0.03)
DA N 1(0.03) HERI S (i) 1 ( 0.03) 25 -
DARA 2 ( 0.06) A ek (E) 2,634 (80.28) LI 9 (0.27)
B if 8 (0.24) HimEkEE % (iE) 4 (0.12) N3 4 (0.12)
MR T - ek % (iE) 1 ( 0.03) Y FRe Ao 1 ( 0.03)

D - IR DB RS 7 ( 0.21) U oSEk - PN 2 (. 0.06)
e Ui 1 ( 0.03) U L SERIB 2 ( 0.06) b b U 2 ( 0.06)
IS 1 ( 0.03) ALY RER 1 ( 0.03) 5 (5B) Jm 4 (0.12)
DB R 5 ( 0.15) ML/ - H g i B 707 (21.55) [E3h 9 ( 0.27)
FEEBH KT 1 ( 0.03) iR 2 (0.06) SHER 2 ( 0.06)

D - DY XAER 15 ( 0.46) iR (iE) 703 (21.43) ian 2 (. 0.06)
MR 1 ( 0.03) AR R RS 1 ( 0.03) FEEN 216 ( 6.58)
Rk - T AR AR 1(0.03) LEEE () 1,629 (49.65)
hiF 7 (0.21) HH I - JiE 7k 3 ( 0.09)
e 1 ( 0.03) P A 2 ( 0.06) TR 201 ( 6.13)
LA AIE) 1 ( 0.03) H L ER 1 ( 0.03) 3Ty 39 ( 1.19)
FAEVELEANE) 1(0.03) BT H I EE 1(0.03) A N 4 (0.12)
SRR 4 (0.12) FEREE I PN R ELE (A 8 ( 0.24) TR 2 ( 0.06)
REENR 1 ( 0.03) WRBREE 142 ( 4.33) FHENEER 2 (. 0.06)

mE (g BE 64 ( 1.95) M7 vrF=rL5H 56 ( 1.71) TR 7% 1 ( 0.03)
7 VX =R E & 1(0.03) ot o 1(0.03) HRT - -
1fi. 7 2% 2 ( 0.06) IVTF =L I)T I AT 8 ( 0.24) KT 2 ( 0.06)
FrRZE 18 ( 0.55) ifiL pR 2 (. 0.06) i () 2 ( 0.06)
il 19 1 ( 0.03) BPREEAY M R - B4 ik 2 ( 0.06)
I AR 7 (0.21) HH PR D g2 2 (. 0.06) CRP L5 48 ( 1.46)
YRR 4(0.12) R 14 ( 0.43) T RIEGERE 3 ( 0.09)
AR 30 ( 0.91) BRE - JEAE 3 ( 0.09)
hRE L CiE) 1 ( 0.03) PR BRI 1 ( 0.03) RREEAL 5 ( 0.15)
1 9 2 ( 0.06) EER 18 ( 0.55) T LLE— -

Rk 2R b E 121 ( 3.69) IR 3 (. 0.09) A VTN REEERE 3 (. 0.09)
[EEER 9 (027 HEIR I 2 (. 0.06) Esk -
[ 2 (. 0.06) PRI BE 3 (. 0.09) T A R 10 ( 0.30)
NHEF R 20 ( 0.61) BUN L& 80 ( 2.44) FEFH R R K 2 (.0.06)
NHEE A P 3 ( 0.09) It 2 6 ( 0.18) SR 1 ( 0.03)
% 3 ( 0.09) Z IR - SRS 1(0.03)
W& ifi. 2 ( 0.06) SR B 3 ( 0.09) TS il 1 ( 0.03)
Jikz 2 ( 0.06) mf7 L7 F=KF 1 ( 0.03) TSR AR 4 (0.12)
SUE SRR - PR AR - 5 EAL U 1(0.03)
i B 1 ( 0.03) BR 2 (0.06) Ehs R E 268 ( 8.17)
Ml 1 ( 0.03) AR (38 BE 8 ( 0.24) AL A L R RRYE 1 ( 0.03)
Jik 22 ( 0.67) I P JEE A 1 ( 0.03) Sk 200 ( 6.10)
MEGHAR - AIE (FE) i 1 (0.03) YA 1 ( 0.03)
% ] 22 (. 0.67) T H I, 1 (0.03) B SR 5 ( 0.15)
R AR A 1( 0.03) AL 1 (0.03) T RGEBEYE 1 ( 0.03)
3 10 ( 0.30) FaPq 2 5 FER 1 (0.03) fE% 1 ( 0.03)
IR - Mg 2 ( 0.06) R 6 ( 0.18)
Mg 1 ( 0.03) YE R 1 ( 0.03) Jiti 55, B 1 ( 0.03)
KiEF (E) 2 (.0.06) %?E% (E%) 1 ( 0.03) LGN 3 (. 0.09)
JiliRRAEIE 1 ( 0.03) £ I3 1 ( 0.03) PRI 5 ( 0.15)
Jifi K 1 ( 0.03) — R 1,817 (55.38) Jiti g% 32 ( 0.98)
st 2 ( 0.06) JiE i R - KU A% 1 ( 0.03)
s P 1 ( 0.03) JEEE 2> 5 o Hiifi. - R SE 4(0.12)
B 12 ( 0.37) TrF7 4% —vavy 3 (. 0.09) BgErEs 2 v 7 2 ( 0.06)
RS 1 ( 0.03) TF T 4T F—RRRG 2 (. 0.06) A 4(0.12)
JiTiAd RERE 2 1 ( 0.03) TFI747F— 2 (. 0.06) JE 5 1 ( 0.03)
NHEE M 2 ( 0.06) TFT7 4 T FR G 1 ( 0.03) IEEERE 8 ( 0.24)
BIEANT TESLEWEM HFESE (1996 ) | IZHKSX 5 LT,

T 10 A BT AN R LT,

T2 [R—ER.

F—EIERIE 161 LTS LT,




VII.

T2 (EFRLEDEFE

=z
(=]
o

¥F) ICET 5IEH

DERERE., GHE. EEERVFHOEREEESRNORIERAREEE

ERARGEAEEESERAEERERKE—E

L% FE/IN Al e il i SRR
SiE B2 1110 1688 96 147
BIVEHI 38 BUE B3 1039 1617 79 134
BIVE 2 BURE B1] 3 93.60% 95.79% 82.29% 91.16%
Ly FE /Il e il i SEAR
I H . RIVERRT | ., BIERRB | o, . BIERRB | o, RIERFE 8L
O peppmeon)  [EPE emmon)  EPE pmeen)  [EPP O semimon
PR % 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%)
155% AT 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| 73 (90.12%)
Eflip 65~ T45% 163 152 (93.25%) 670 644 (96.12%) 27| 22 (81.48%) 49| 46 (93.88%)
75 Ll b 23] 21 (91.30%) 166| 155 (93.37%) 7 4 (57.14%) 17| 15 (88.24%)
A - gLk 0 0 (0.00%) 1 1 (100.00%) 0 0 (0.00%) 0 0 (0.00%)
et 655k A it 924| 866 (93.72%) 851| 817 (96.00%) 62| 53 (85.48%) 81| 73 (90.12%)
f’k%ﬁ% 65 A F 186] 173 (93.01%) 836| 799 (95.57%) 34| 26 (76.47%) 66| 61 (92.42%)
" B - RECAR 0 0 (0.00%) 1 1 (100.00%) 0 0 (0.00%) 0 0 (0.00%)
ABE 563| 532 (94.49%) 1533|1472 (96.02%) 57| 48 (84.21%) 134| 124 (92.54%)
AR - e 2K 171| 145 (84.80%) 36] 30 (83.33%) 14 8 (57.14%) 3 2 (66.67%)
B4k 373 359 (96.25%) 111 109 (98.20%) 25| 23 (92.00%) 9 7 (77.78%)
B - RECAR 3 3 (100.00%) 8 6 (75.00%) 0 0 (0.00%) 1 1 (100.00%)
W% 263| 239 (90.87%) 1313] 1261 (96.04%) 53] 42 (79.25%) 93| 88 (94.62%)
W% - B R 840| 793 (94.40%) 364| 346 (95.05%) 43| 37 (86.05%) 54| 46 (85.19%)
AH - R 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%)
B - RECAR 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%)
. & |ITEErEE 46| _43(93.48%) | ___ 60)__59(98.33%) | ___ 5] ___ 5.(100.00%) | ____4|____ 4_(100.00%)_
P OF S.12.85.71%) 1 36]__35.97.22%) ) . __Al..__ 4.(100.00%) ). ___.2|.__. 2_(100.00%)_
IE ..-39.097.50%) | __ 177).166.(93.79%) | ___.3| ___ 2.(66.67%) ... 9 __. 9_(100.00%).
I n ....6.(100.00%) | ___56] . 51.91.07%) | ____] 1. 1.(100.00%) | __..8|.___ 6_(100.00%) _
il 139 (96.53%) 477 464 (97.27%) 13 8 (61.54%) 30| 30 (100.00%)
e 803| 742 (92.40%) | 1569|1503 (95.79%) 74| 65 (87.84%) 145 132 (91.03%)
= oY) 307 297 (96.74%) 119 114 (95.80%) 22| 14 (63.64%) 2 2 (100.00%)
&L 855 797 (93.22%) | 1009| 955 (94.65%) 76| 67 (88.16%) 95| 87 (91.58%)
BETEE HY 252| 239 (94.84%) 675 658 (97.48%) 20| 12 (60.00%) 52| 47 (90.38%)
N R i 3 3 (100.00%) 4 4 (100.00%) 0 0 (0.00%) 0 0 (0.00%)
L 1055 984 (93.27%) 1621 1553 (95.81%) 95| 78 (82.11%) 143| 130 (90.91%)
T LILE
S HY 41| 41 (100.00%) 49| 46 (93.88%) 1 1 (100.00%) 2 2 (100.00%)
- N R N 14| 14 (100.00%) 18] 18 (100.00%) 0 0 (0.00%) 2 2 (100.00%)
55mg/ ni A 575 518 (90.09%) 495 449 (90.71%) 68| 52 (76.47%) 80| 68 (85.00%)
55~65mg/nf Kl 486| 476 (97.94%) 1134|1112 (98.06%) 22| 22 (100.00%) 62| 61 (98.39%)
e 58 |65~70mg/ni 13| 13 (100.00%) 22| 20 (90.91%) 1 1 (100.00%) 2 2 (100.00%)
70mg/m Z B2 % 18| 16 (88.89%) 26| 26 (100.00%) 4 4 (100.00%) 3 3 (100.00%)
A - REt# 18| 16 (88.89%) 11 10 (90.91%) 1 0 (0.00%) 0 0 (0.00%)
1[=] 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[A] 235| 225 (95.74%) 275| 270 (98.18%) 7 7 (100.00%) 14| 13 (92.86%)
B5E% |40m 98| 89 (90.82%) 156| 151 (96.79%) 11 8 (72.73%) 6 5 (83.33%)
5~10[x] 352| 332 (94.32%) 145| 140 (96.55%) 25| 21 (84.00%) 17| 14 (82.35%)
11[E 2L k= 130| 124 (95.38%) 12| 12 (100.00%) 3 2 (66.67%) 1 1 (100.00%)
A - REiE 18] 16 (88.89%) 11| 10 (90.91%) 1 0 (0.00%) 0 0 (0.00%)
55mg/ i A i 68| 55 (80.88%) 149| 124 (83.22%) 17) 11 (64.71%) 35| 28 (80.00%)
55~ 65mg/nf K 88| 80 (90.91%) 426| 408 (95.77%) 11 9 (81.82%) 42| 41 (97.62%)
g 65~200mg/ i A 438| 407 (92.92%) 884| 858 (97.06%) 49| 42 (85.71%) 61 57 (93.44%)
- 200~400mg/mi Kjiti|  340| 327 (96.18%) 195 194 (99.49%) 17) 16 (94.12%) 9 8 (88.89%)
400mg/ni L E 158| 154 (97.47%) 24| 24 (100.00%) 1 1 (100.00%) 0 0 (0.00%)
A - KFiEk 18| 16 (88.89%) 10 9 (90.00%) 1 0 (0.00%) 0 0 (0.00%)
i L 141| 132 (93.62%) | 1076|1032 (95.91%) 34| 30 (88.24%) 90| 86 (95.56%)
@}g;}; Y 969] 907 (93.60%) 611 584 (95.58%) 62| 49 (79.03%) 57| 48 (84.21%)
A - REiE 0 0 (0.00%) 1 1 (100.00%) 0 0 (0.00%) 0 0 (0.00%)
PERPUEAl |72 L 284| 265 (93.31%) 266| 244 (91.73%) 27| 24 (88.89%) 38| 34 (89.47%)
DAf HY 826] 774 (93.70%) 1422 1373 (96.55%) 69 55 (79.71%) 109 100 (91.74%)
OF R |7 L 944| 887 (93.96%) 1254|1192 (95.06%) 96| 79 (82.29%) 83| 74 (89.16%)
BEOHEE (HY 166] 152 (91.57%) 434| 425 (97.93%) 0 0 (0.00%) 64 60 (93.75%)




. &£t (ERLDITESF) ICEHI HIEE

FHATIIRE : 1996 4F 10 H ~2002 4£ 10 H
FRATRENE  FLE. JEANARRRE . R, PHSEEE. IRHLE

FEARERAEEEERIBMERARERE—E (02F)

e Z DAt o &t
JE B 222 18 3281
RIE R 38 BUE B 208 16 3093
BILE 36 BUIE B 3 93.69% 88.89% 94.27%
B Z DAt Gt
H 5 . BUERRE | . . BUWERZE | . . RIVERFE B
BEOR peppon PR menmon)  [EPE O sepion)
PR % 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%)
15~64% 162| 151((93.21%) 11/ 10 (90.91%) 2091 1970 (94.21%)
A i 65~ T45% 43|  41((95.35%) 5 4 (80.00%) 957|909 (94.98%)
75k LA 1 16| 15/(93.75%) 2 2 (100.00%) 231] 212 (91.77%)
Y - RECHR 1 1/(100.00%) 0 0 (0.00%) 2 2 (100.00%)
PP ST 162| 151((93.21%) 11| 10 (90.91%) | 2091|1970 (94.21%)
e 655 LA 1 59|  56((94.92%) 7 6 (85.71%) 1188 1121 (94.36%)
A - RE#H 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%)
N - Aok shok 10 6/(60.00%) 3 3 (100.00%) | 237| 194 (81.86%)
A4tk 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%)
B - RECHE 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 - KA 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%)
o | ITHReEE 5 5](100.00%) 1 1 (100.00%) | . 121] 117 (96.69%)
Bf Bt
fE
JiE i :
A 36|  33[(91.67%) 3 3 (100.00%) 703 677 (96.30%)
- 72 L 191] 179(93.72%) 13| 12 (92.31%) 2795 2633 (94.20%)
B A Hb 31| 29((93.55%) 5 4 (80.00%) 486| 460 (94.65%)
7L 170| 158/(92.94%) 12] 11 (91.67%) 2217] 2075 (93.59%)
B IR HY 52|  50((96.15%) 6 5 (83.33%) 1057|1011 (95.65%)
R - RFiEk 0 0/(0.00%) 0 0 (0.00%) 7 7 (100.00%)
L x— Bl 218| 204/(93.58%) 17| 15 (88.24%) | 3149|2964 (94.13%)
#IA HY i 4 4((100.00%) 1 1 (100.00%) 98| 95 (96.94%)
” R - RE#H 0 0/(0.00%) 0 0 (0.00%) 34| 34 (100.00%)
55mg/ i A 45  39((86.67%) 7 6 (85.71%) 1270/ 1132 (89.13%)
55~65mg/ m A 51|  46/(90.20%) 8 7 (87.50%) 1763] 1724 (97.79%)
a1 58 |65~70mg/ni 102| 101[(99.02%) 1 1 (100.00%) 141| 138 (97.87%)
T0mg/m B x5 23] 21[(91.30%) 1 1 (100.00%) 75| 71 (94.67%)
AR - RECHE 1 1/(100.00%) 1 1 (100.00%) 32| 28 (87.50%)
G| 35 32](91.43%) 10 8 (80.00%) 812] 747 (92.00%)
2[n] 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%)
BB (408 20|  18[(90.00%) 0 0 (0.00%) 291| 271 (93.13%)
5~10=] 70| 66/(94.29%) 1 1 (100.00%) 610 574 (94.10%)
11EPL E 4 4/(100.00%) 1 1 (100.00%) 151| 144 (95.36%)
R - RELH 1 1/(100.00%) 1 1 (100.00%) 32| 28 (87.50%)
55mg/ i A 6 61(100.00%) 3 2 (66.67%) 278] 226 (81.29%)
55~65meg/ i A ik 11|  10/(90.91%) 6 5 (83.33%) 584| 553 (94.69%)
wupng [65~~200me/ni Al 91|  82/(90.11%) 6| 6 (100.00%) | 1529|1452 (94.96%)
200~400mg/nf K 85| 82((96.47%) 1 1 (100.00%) 647| 628 (97.06%)
400mg/nf L)k 28|  27/(96.43%) 1 1 (100.00%) 212] 207 (97.64%)
TH] - REdk 1 1/(100.00%) 1 1 (100.00%) 31| 27 (87.10%)
e 2L 88|  87/(98.86%) 6 6 (100.00%) | 1435[1373 (95.68%)
DA HY _ 134] 121[(90.30%) 12| 10 (83.33%) 1845|1719 (93.17%)
R - RELH 0 0/(0.00%) 0 0 (0.00%) 1 1 (100.00%)
PrRBUEA [fe L 54|  46/(85.19%) 4 3 (75.00%) 673 616 (91.53%)
DA HY 168| 162((96.43%) 14| 13 (92.86%) 2608| 2477 (94.98%)
DR B (72 L 216] 202[(93.52%) 16| 14 (87.50%) 2609| 2448 (93.83%)
BEOFE (Hb 6 6/(100.00%) 2 2 (100.00%) 672 645 (95.98%)
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10.

11.

ERRRERRICRITTE

RE STV

BERS
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BRALEDIE

14 BRLDEE

14.1 ZFIFANBOEE

14, 1.1 EARRICIEREZ TR0l (RBR R U 5% 7 R UK ([CRfMT 22 &,
R LR L7t XIS 5 2 &,

14.1.2 il & OREEITDRNT &,

14.1.3 ARFIDSKEEIZAHE LGEITE, BEHICAm& S BEOFK THRWET Z &, £/, K
BRI L7235 a1, EBICEROMmAKTERWRTZ &,

14.1. 4 AFNIFARE OB K E B FBICAN, BIORT LI ICRELES L THDEOT, LT T
[14.2.1 FRBNEQ) ITHEWEFHRORARZ1TH 2 &, 7272 L, USHERIRIZIZ= % /) — L
BENTVWDLOT, 7 a—/LIGRE7ZBEICEET 2581, 114.2.2 #HRGEQ) 0o Fik
ickaz L,

. iR

AT 80mg HiAl 20mg FLAl
AH 2.36mL 0.61mL
(FEZFE1LELTQ) (94.4mg) (24.4mg)
N RREY AT 7.33mL 1.98mL
(HfRx=% ) —)) (933.8mg) (252.3mg)

14.2 FAEE

FELWTIHEIC W TIE, BROPFII R DB S,

14.2.1 ABED

(1) KFIDSA T AT AR 48 (80mg /XA 7/ ;%) TmL, 20mg /31 7 /L ;£ 1.8mL)
ZIMATEHATH 2D EFThPo< D EJANETRWE ) ITERENETIT 5 (K 45 701
WD —THDH 2 L 2R %, HOERERNMEZ D ETHEOEIKRET S, 0w (7L
2 w7 A X 1mLHIZ 10mg O KX FRwLE2EHT 5D,

(2) TV v 7 AN OEEEZFHFE CTHEEY . AR XL 5 %7 R UFERIZIRMT
%,

14.2.2 FAEEQ

(1) AHKlD 80mg /31 7 /Wi 7 mL, 20mg /XA 7 /UiZiE 1.8mL OB AR L5 %7 K
UBHRE I A WSER T2 5 E T LRV IRE S,

B LREERDBME R D E TR TIVEBNLSETRE (W10 90) L, mEn—<cbhsr b
EHERT D, W TRWEAITH 0725 ETRMEZ#EY KT, ZO%K (7L v 7 AHK)

X1 mL 2 10mg ® KX XvLE2EHT D,




. &£t (ERLDITESF) ICEHI HIEE

(2) TV v AN O MEEZ SR TR E Y AR T 5 %7 R URERICIRIT 2,

14.3 RFIERERDIE

14.3.1 FRNEGIZER L, K MMV D & RIS, - A B 2T 2 803D
L O THEAMAEIMIRN R NE ST ET 52 &, £72, DENCFRBGZFBL L 7
LR DENLICAR 2 F G Lca . URTOEIBC RIS 2 HHET 5 Loz,
Wb [Recall BIG | NRD LN & DORENH D,

(fif 73t

1411 AEBERE XL 5% 7 FUFHRICE Lz & & O ERRBROBGRIC RS 5 Lz,
AFNIE AN TH D Z LD BREE L OEA IR L7 %I, el H]+5 2 &,
14.1. 2 ML OIEAN 2RI LTz & 2 OBLE A, KONRE LT & & OFEMA EAERIZ OV T
BETEAT > TR, IRIEZBET 2 ZENBEE LN EBR O Ehbitifi L,
14.1.3 AANTMaEEZ AT 52 bt Lz,

14. 3.1 AGRIF X OB B MNRF O BRIRBR IV T FRIRE. SISO bz Z & bRl

L7z, [VI-8.(2) 1A fEAIREIMERFELRI) S

T, £¥EPEET—4% v — b (Company Core Data Sheet : CCDS) (2, FE&¥ Xt /L OEIEH
& LT TESHPNT Recall Kt 2VERRENZZ & KOTHIRZIZBWT, ReEZ$FELE DR

REBRNGE TERVEFIDHE SN TND Z b, BRELT,

12. ZODEE

(1) ERERERICE D 1B

15.1 EREREAICE D 1R

15.1.1 SAEIZH 1T 58115

AHFID 1 A K% 58 % 100mg/m?2 & L TWARCKIZE W TIET | fRIEO TR KL NEE
FEA R < . I NS BUEIR OB A Hi & LT, BB B R VE VAN X DR EH
ITHON TS, BiIEEGE LT, T AF% Y (16mg/H, 8mgl H 2[0]) 2% AHK|lD
BERTENS 3 B, BMROEETHZENEE LN EENTWS, 2B, §iEb5a2HE
i L7 EFNC B W T h, BERBREUE (774 7% —va v 7)) ICX D EHRHE S
NTWD, Flo, WHEIZELTIUTO LS 2@ERH 5, [8.3, 9.1.3, 11.1.13 & ]
« AA| 100mg/m? % 3 MR CRMEFIRNE G Lzl 2 A, Bt 5 2% 07 EE T
TR B (FUE) & LT 818.9mg/m2 Ll b, ST 72 B TiX 489.7mg/m2 LA k- #%
B L7 L XTERBEORBERNEGL o Tz,

- RF OB 2L D & R R BT D, RIEIX TR LB L, 3kg L LK
HEME LD REHMEO L OIZRDGERH L, SO Z RCEIME LDV, Eh
W EAE B OBl BE 2SS S v T b,

15.1.2 HETOERERE~DERE

HENZRW T, KAl 100mg/m? % 3 H IR CAiEFRIRN g 5 Lize 2 A, mh 7l
YRAZ 72 —EEflE (EFEERO 25 (500 E) 20895 N7 27 I —EEfE (EF
RO 15500 ) B, e U ve vl (EFE ERME) BE AR 2 &5 L




. &£t (ERLDITESF) ICEHI HIEE

7=, EEZEWEAORBCRIER OB - BEREO b T D, BE S NZFIER
I%. Grade 4 DAFHFERED . FEWELFERECD . EYYE, EE /M, EEZRAN
5. WO R ERIBEA 115 REIERE CTh v | IRRBIESE O BRSNS 5 LB E Sh
TWo, [9.3 Z2H]

15.1.3 AHl % B G L 7= B4 & 5 W IAH & i oo S BRI A BUR BRI E 2 OFH L 72
BT, AtEAmE., BEREREREE (MDS) %0 T RMEEMEIER S IEA L & O
DdH D,

15.1. 4 ERNTOIE/ NI 5 35mg/m2 O 1 [a]# 55T
(1 B 1[5 35mg/m2, 1, 8, 15 HHSH, 4 lEICHVIRL) IZXL 55 2 fHERKRRERICE
W, RVE MG 2 48 il 6 BllCiRD bz, [11.1.56 ]

15. 1.5 FLEE O A B b FRIEIZ BT DM IREBR I 3\ T ARH & A O H Mg 15 41 2
OF A L 7= BB CRISSHIRIE TREICB W TH BB L COER RN HE ST b
(3.9% (29/744) | BIZHIR T RAE : 96 % H) .

) ARANOAR S 1 EHEIE 60, 70 KON 75mg/m2 (KK ffE) Th o,

(i)

15. 1.1 A ET OR[GO JFIEIC >V TRt L7,

HME TILRRICIRIE - RIRITRE ORBBEN R <, BEALRD OGN D 2 L0, FIE - Kk
DFBUZ L 0ALEREEZFIEE S50 —ARH 5 Z L bR SN TERY | F#hiE -
PRI TS O TEREAL OBHOBE G- IR AT 5 72, WONSEBUERRZ B E LT, 1=
—ZAEMLOaALNTF AaRT O, RICEDT VAT 47— arPMrbhTng 9 (ENTIE
TVAT 4 r—ya VIEREDSIT DTV RN

¥, I - RIRETRIIEE ATRE CH D . AFIOFEH 1R 16 18 (FRfE ; FEPFH 0~42 1)
THET D LORENRDH D,

[ N D 7GR K OB B INEE O i R BRI 3 1 D TRIED R B DV T,
MBSO H 585 [VI-8.(2) 2 5 = — A BIRIVEF L) SR

15.1.2 FFHEREMEE T LTV 2 B3 i, B REIHIoM5R, B mmBEARNEN BEEGI OB, TH%
BHEIBE D ERIENS T 2B 2NN 5 Z L bLRl# LTz,

S1E T D Population pharmacokinetics DT Tl AT VB VKRR T 7 Z—E&fE(EH
B EBRD 2.5 5L E) Z4ED b T AT 2 —F[AST(GOT) and/or ALT (GPT) ] i (1E 7 4%
RO 1.5 584 1) ORFEEREIER FEFE Tl AAID 7 VT T 208 26%1KF L, Grade 3-4 O
JRYLIE | FEBWELT P BRI K N Grade 3-4 D 0N DRBRENEE L LHE STV 5S ),

vi-6. (1) &0HE -

AFeE S RIERRIRE L O WHET—4% . 100mg/m* % 541

FEHLR(%)
HERES FFHEREIE# BE | AFHSRER Mg p fifif2
(n=1,312) (n=54)
. WE = — 2 62.7 75.0 N.S.
Bk
KRB Crade 4 Xt B % 76.4 85.7 N.S.
. #E] 2 — A 6.2 22.6 p<0.001
\le\“ BRI
TR R Xk B OF 11.8 24.5 p=0.01
; a)lE = — A 2.7 11.1 p=0.005
[/ -
R Grade 3-4 Xt RO 5.7 148 p=0.01




I. 2% (FRLDIEESF) [CEYHIEE

e AE = — A 0.5( 7 f5) 3.7(2 %) p=0.046
RRMFEIC £ SFEC W BB 1.7(22 ) 5.7(2 f) NS,
N WE] = — A 0.2 5.6 p=0.001
/R Crade 4 X B E 0.2 5.6 =0.001
g E Grade 3-4 YlE = — A 2.1 7.4 p=0.03
& b ¥ #HOJE wJ[a] =2 — & 0.6 3.7 N.S.
B 1 K O WlE] = — A 3.7 13.0 p=0.005
7 LLF— Grade 3-4 w2 — A 2.1 7.4 p=0.03
0N R Grade 34 YllE] = — & 3.4 9.3 p=0.04

1 M F 7BV HRAT 7 X —VEE(EFIRERO 25 2L E) 245 87 27 2 F—E [AST(GOT)
and/or ALT (GPT) ] & (E# &k LR 1.5 {50 F) B
72 : Fisher’s exact test

[ N D 7GR IR R BRI 2 F5 ) T
AXYTIERNEER(VITIVR)ICEEEE5ZH5EF
A2 L— g VIETEEOET L

CL =BSA(37.6—6.41AAG—0.191AGE+0.0436ALB) X (1—0.209HEP)
CL . 77 7 A (Lihr/m?2)
BSA s R HEIFE (m2)
AAG s o BEMEREE A (g/L)
AGE s AR ()
ALB T v (g/L)
HEP e O fatE [AST (GOT) >60IU X IZALT (GPT) >60IU% 1, ZOfthz 0]

15.1.3 ERNIMTIN T, RHFI% BB G U T2 B3 8 2 WA & it o0 HT M FEE 4110 i f e 1
O L72BE T, AA L ORRBEN/EE TS VAt amm, & iR EREERE (MDS)
EO MM OWRENHDH T L BB LT,

15.1. 4 [ENTOIHNRIOIIEICRTT 5 35mg/m2 Ol 1 [ 513:1C L 58 THERRR (55)
2B W T, MEMENR ORERID 48 I 6 FIZFRD HAVERRZ ik LTz, KGRI FVE K OV &
TlEdH 205, KH L OBTENGE TERWHEEMEMRIEF TH Y . LEMEFHMOE R 2 IEEM
21T 9 T2 ORE LT,

15.1.5 ¥EPEET—F 2 — b (Company Core Data Sheet : CCDS) DT OARHL & 72 - 7= 354+

KRB 10|28 T, BIEHIRE TREICE W TH B L CWIEFINHRE Sz
JEEE L7

(2) FFERIREABRICE D 1B

15.2 FEERAREAERICE D < fE#R
F v A =—ANLAZ—OIFFHREEE M (CHO-K1) % Hv 2 Y ta R B BRI 1)
TEEMFRIEA RO~ 7 2% 0B /IMEGRBRICB W OMEBERIEANHRE STV 5,
[9.4.1, 9.4.3, 9.5 &)

(i)

15.2 BRIFHRBRICB N T, Fv A =—ANARA X — OIS #RAR(CHO-K1) Z 7=
Yoo (R HLH R CIIEHUR OB | MR~ © 2 % RO Te B RN B 5-1C X 2 /MR ¢l Mz
O HEBBEE OBINNTRD DLz Z D bitdk Lz, 2 HIEAFIOIKBMER TH 2 MU NE D%
FIZE Db EBZZ LD,




X. JEERARFAERICEEY 1R E

1. EEHER
(1) ZFEhFEHER

[VI. 3ZHIPZBAT 2HE ] OHEBR
(2) ZeMEBRHER
_ TeMEEGER
0 - B 5 P&
. B H " PR
fir m | (me/ke) e
ek RETEE | 20 | 1,3, 10 L
(6) PS80 : 0.5, 1.5, 511 | B8 L
S L % E Z v b iy 1, 3,10 1, 10 mg/kg T—i@MED A
(8~16) | PS80:5T! B
IR F vk - 1,3, 10 1 mg/kg %5 120 Sy % IEMIE T
(6) " | PS80 :0.5,1.5,51 | B L
PR IE I 2
. (I Z v b 1,8, 10 BN
o (6) iv. | PS80:0.51.5 51 | HARL
i (RoF 1S Z v b 1,3, 10 WL
® (5) PS80 : 0.5, 1.5, 511 | 827 L
.| BRI RIT T R
8 R 7 vk - 1,3, 10 BB L
o (8) PS80 : 5"1 % Y
wh | RRIE R R R
° (~Fvsner—n) | 2% 3, 10, 30 ozl
EA (6) PS80 : 0.3, 1,31 e L
i | PR A TSI BT T R YUA | gy 952859 | REEL
(5) PS80 : 9.5372 WAL
M| FHEIG I RIE TR
o EHEE B L
," N Qe 1, e
% :t%??uﬂﬁm o 5 1,3 #8)¥,10 umol/L #7ifl
. 1/52 57 ]\ /Wﬂﬁm vitro 10;3 10 pmol/L Tl
" ﬁmggfg?;fﬁ ELE Y R 1 10 wmol/L THpiH|
TR A (6) ’
'fi e 3> /.
i Efﬁf:y\mm 1073 | PS80 : 0.002, WL
@ & (i i 0.007 0.007 mg/mL L4 CHpH|
7 vz 57 2 /H%ffﬁm 0 022}1 0.022 mg/mL THH
HAL Y T LA ' 0.022 mg/mL THH|
B RIE TR
4 B D) SERE OLL1¢3 22
_ ) PS80 : 0.0272 WAL
7 v b in 01 3 vy
I kv o NHE (4) vitro -1, 1, 10 WL L
PS80 : 0.0272 B L
4 B TR v b 0.1,1, 1073 10pmol/L U A A 40 e ki
(4) PS80 : 0.02"2 IS A 70 Dl
IR 2SR R E - R 2
?ﬁﬁﬁ, 0.3, B L
g E;;;{? FAT VA 1, BB L
—
. 3 #
5 e T N 3 mg/kg A T 30 4y HICiED
F| s W s
. s cﬁ L/
Mo 7547 % PS80 : 0.5, Ty
R M sk CIEA R T 30 S
() »
PS80 : AV V~<— | 80 -
1 % whiv), 12 %(v/v), 13 pmol/L




X. JEERARFAERICEEY 1R E

ZEMEEHR (00F)

H - B Fd Easa b5 g
fr RERA (n) B (melke) BURRR
BRI T 0.015~0.375 mg/kg T ERAFHHEH )
EAHFHE TR KRIRT, & T7#%30~
/E 9047 [E11E
DAE TEARE TR EEHE N L, FRlenyEin
AN EPREETE 0.0004, EAFIRT, & 7%
0.015, EAFET, & T~ T1%6057H114,
dLVP/dtmax 0.025, PRI BN
DA 0.075, HEAFRED, #&TH%RB R
MR 0.375, EAPIET, & T%RBIE, %N
R R N IR I s 0.75, EAHE, ¥ T1£60454 CEIEHEM
KBRENR .55 T 1.5 EAF—RHET, BENSUTIRT
HEE HEAPIRT, & T %R, &N
X FEAT, #T1% PR, QTnc [HFEENE
~< h7 U ME R A X EAH - & TR, %Eke
MmAiEe A7 I L RE (3 iv. HEAS0 T~ T B —7, #IAlE
B M T 0.4~10 mg/kg THEEFH
I EAPRKNET, & T%605 ClHIE
ISR FEAHEAM T DA IR IR
BN IR RS PS80 ¢ 0.01 EAPIET, KT %
dLVP/dtmax : 0'4 ’ HEARIRT, ¥ THRIEIE, ZEREHmN
DA E 0’6’25 EAFD, #&T#%EIE
i KRR T 2' ’ HEAFIRT, & T#MEIE, BEm
- KRB IR it 2 10’ HEAFID, #T#%30~604) THIE
- KERENAR I BT 20’ FEAH, T HRIKT UM
% HIEIE 40’ EAHIKT, & T %
LB FEAF, #&T1% PR, QTnc [HI&EHE
~< 7 Uv ME FEAR TR, %t
Mmige 22 I R HEA G~ TRE—7, %EIE
PEERIC RIT T
1 JE B
DAE EZ ) 1, 3,10 WL
BB RIET (5) LY
1L JE PS80 : 28, 83, 277 | W L
IS EE~e W L
DRI RIT T
0.1,1, 101 0.1pmol/L 3%, 1 pmol/L T9%, 10
umol/L T12%H5 /N
- N PS80 : 0.0002, 0.0002% 5%, 0.002% 8%, 0.02%
AL B 0.002, 0.021 T13%HaM
1001 (R4 : DMSO) | 4872 L
ELEy b | in | DMSO 0.1 L
(4) vitro 0.1, 1, 10 1 umol/L T 7 %, 10 pmol/L T19%
HR
N PS80 : 0.0002, 0.0002 % T 5%, 0.002% T 18%,
2 DI TR A 0.002, 0.021 0.02% C16% K
1001 (AL : DMSO) | 5%k
DMSO 0.1f2 6% K

PS80 : RV Y /xX— |k 80
% (wiv), 2 %(/v), 3 pmol/L

1




X. JEERARFAERICEEY 1R E

ZEMEEHR (03F)

H o BT &5 b5 - .
L AR IE . SRR S
A HEBURH (n) PR (mg/ke) PR
AR R RIF T 8
. 7k . 1,3, 10 B L
B INBRIE BRI T % V. ~—
BB NRIEIEIC NS D fRH 6) MV PS80 : 27, 81,270 | AL
KR OVEFE BN KT TR
(JRZ, R Na*, K*, ClI'HE v b iv 1, 3,10 B L
B DR E) (6~8) | PS80 : 2511 WAL
o ZARRBUFE DR
s a1, @2, B —adrenoceptor,
B muscarinic, Z v bk
5HT:,5HTs-serotonin (5~40) in .
/7: ) ’ -{-2 5 iy 71-
—_é DA2-dopamine, E/LEY b | vitro 1,3,10 BtER L
=z o —,Hi-histamine, (4~20)
o opiate-receptor,
" Na*, Ca2*channel & &AL
0.025, 0.050,
0.100, 0.125, |0.125 mg/mL Ll ECTEIMMES Y
= in 0.250, 0.50074
AR IE 3 (B4 vitro | D580 : 0.083,
® o Y 0.625% L ECHRILED )
1.25011

PS80 : AV Y u~<— | 80

1

2

% (wiv), 2 % G&iv),

Q) DD FEEHER

R L

. B
(1) BEREHMEHR

3 wmol/L, 4 mg/mL

FrARN B G-FF D~ 7 A (CD2F) (28 1) % i/t & (LD1wo) 1% 115mg/kg (345mg/m2), 7 v
(SD) K O X D KIEEFEEIZE N 10mg/kg (60mg/m2) & X 1.5mg/kg (30mg/m2) T -

77
HEk5EHRR
Ry ~ A 7wk A4 X
mg/kg | mg/m?2 | mg/kg | mg/m? | mg/kg | mg/m?2
S e R 0.75 15
RREHERE | <95 <285 <10 <60 <0.75 <15
SRIEBIE & 95 285 10 60 1.5 30
LD1o 115 345
LDso 138 414
LD =138 | =414 40 240 | =25 =50

WTFNOEMWFEICBW T, BREHI & U L o MMERE OBN AL, ~ T AKRNT v MZBWn
TR A XIZB W T EITTHERE & o 7= i E]HE 3R R I B3R HivT-, £7-.




X. JEERARFAERICEEY 1R E

~ U ATRB W TR RS 235860 biviz, THIbasmtE GHLE LR OBRIEIZBEE L 7= T,
Mant, K OVILAE) R0xdE e w ik CERENEL U MR E o2 b, BBk AR fERECD) 1
BRI THIZEE L72s, ~ 7 AT v b TOREER () M ORI MR E 1T o2 mliE, o
DWVEIREME TH -, B EGERD D WVITHREG IS, BEER, FLEE, L ONOHEBEN £ ¢
O AR T 238D b7,

(2) RE#HSSHERARY?
VAR, XIZ 5 HREEEFIRNE G Lz L & W OEWREIZ VT S E B 2358
HNTZIEN, 7 U AZBW TR, A XICBWTUITHEEICRENRBO NIz, ~ T A K
A XITBIT DI KEFMEEIZZ 21 2me/kg/ H (6mg/m2/H) & 000.15mg/kg/ H (3mg/m2/ H)
Thole, £lo. TNHOEMEITREGEKGFMETH L Z LRI, 3 HEERME 5 XX 10
[EIFFIRN G LD A X ORIKREGHBRTH, BB KO H £ 55 & [FAEROPT R, KO EEME
MERD BT, B REMHENC OV T, FRBEEIZ LY AR Z LRI ST,

RIEEGEMHR
~UA A X
INTGA—H 1 A& b & 1 A& i Y
mg/kg | mg/m? | mg/kg | mg/m? | mg/kg | mg/m?2 | mg/kg | mg/m2

R R 2 6 10 30 0.15 3 0.75 15
RIFBIE & 10 30 50 150 0.3 6 1.5 30

LD1o 20 60 100 300

LDso 30 90 150 450

LD 45 136 226 680 0.75 15 3.75 75

Q) EnHHHAR
NERRME?
Salmonella typhimurium } O\ Escherichia coli % I\ T- 1517 245R 22 BB, CHO-K1 % H
WIZBAR FRRERARITIE W T, Bl FORAREEFHMEITRO oz,
F v A4 =— AL AL —OIFR A REE ML (CHO-K1) 2 F V72 et B sl Tl s 8ok
DA, Mk~ 7 2 % AW T ARG K 2/ EZRER T IVEZ o I BLBEEE O YE N 23388
v, THHIFAAOHEBERN TH HMNEDLEMIZL Db D EEZ B,

4) HNARMRER
MM ER L

(6) £ERLESEHR
1) PR 8RAT R USR5 5 58k 2
7 v M(SD)IZ FEZFE/ 0.9mg/m? VL F4 8 HEFRNEES Lo & & BEITIRERD 23
D B AL, HEOBEN) TIIRERER OB % (1.8mg/m2 OA) | MEOBENM) TILF AL, B
BOBAD GO bivTc, o, BEMITEMENRO G HEICE W T, WO, £14FE
REL DWW FEDIR - Jr A3 5 BOERIEN R bz,



X. JEERARFAERICEEY 1R E

2) RRBERAEEHE 2
R Z >~ h(SD)IC ¥ X/ 1.8mg/m? Z i HF RN G Lo & & R TIZMOAR - g
R GEIRBIE TR OBINE) | RRITICB T 2 KERD  (LFBENRD bz, 2, Kk
% %t 1.0mg/kg (1.6mg/kg 723G HE & 60mg/m2 [ZHHY) D& B T AHIEE ST (3 B M) & kKM
BT LD RO - IBREMENRD B AL, BT 20 ODEFRIRICHRRE H 2 ik
NI E BRBL L 72 2 &b | EATEEORTREMEI R S, IRV FFIC KX 2B
1.2mg/m2/ A Z#5 Uiz & & WESEEO EA RIREREORD . BREnR@o bk,
3) AEHR R 5HER
HEPEZ > b (SD)IZ 1.5mg/m? %38 H F RN 5 L= & & 81 (FO) TIIEEH & & OMRE R
DERTD BV, AR FDICBWTUIEREFBAD . FIRFEE K OBRRETSE BB O, AikCRF
77) DEIEDFED B AT,

(6) BATRIZEEAER
W= = — > — 7 > NHARE Y Y F 2 O TCFIRIN R G S ORI P 512 & 2 R Pl el
BRIZ IS\ T BRI BE ST AR S D Fe G-I OFERRAI R L D BOSHBLEE S Te s, 5500
DEFMEFIRGFTH T,

() Zotho%%ksEk
1) #iEET
Wt~ 7 2 (CD2F) I AR G- L= & 2 A BIEROMEAL, REFREAED b,
Jpi BEAL AR RO MR A CUIXFRBIPEAR T & JE 5 & ORI OISR IS S T 5 L B DL o F
BETT 5RO AR ISR ARAE D AR EE-CREER S DIRRIR A DN IRD LTz s BEMWEREK CTh 5 JEIR
WIEBAED 2o T2 2 e b | FRERITER KR OE R 2R HE T 2 RHE R B OREIC
LDHEEMENREB 2 DTz, £72, TR O OREITBILK TRE(119 H) £ CITIT%ERICEE L2
Moleb DD, F OFEEE K OBHEE TR L 72,
B BMERA TII& 5% 14 H THRSHEOWIOBAERPBRE I N2 L b, RANZ X
B RAFRRIRZE D D VR ShTz,
2) RS
Hartley ZHEMEE/VE >~ MIBIT DB MET T 7 4 7% 2 — (ASA) RBR, ZHKZET T
7 4 7% — (PCA) R RN, K OHEYE~ © X TgE HUikpEERE A 5fE & L7 Z » 1 (SD)
28T % PCA RBr, KROMEHISL S K& vV 8AZ 0 7-ELE Y b ASA B BRo
WTHNORBRIZE N THHURMEIIRETH o 72,
N NBRERMDEME
G fRE R O M OV RAE R @ (T -2- (3) 2 fRERM ) HE M) 2 2N ENEMEIEOR 2 %
(6% MY 3%) B U T-pBdE 2~ o A HEERIRNR GRF O L i L & & EITRBO 5
WA IR Y e
6% AR O K Y 3% 53 it A= il @ % Us N L 7= W BR IR I & F N 7= 18 i 28 9K 48
BWTEMEELZ R L,

{1y

BRI

k=]



X. BEEMFIHEICEI SEE

1. REXR
B Kl R, LTI
) FEE—EREOWLFEZIZIVERT L &
BRRGY  FIE

2. BAxhEAR
+ % - 24 % A
WRAHARRIR - 36 4 H

3 . E‘: 'Ik o -C O) E I£

4. FFEWLWEDZEE

20. RV EDEE
2R D72, WIBAFRIT A T A ZFEICANTRIFT 5 2 L,

5. BERITEM
<TVoOLEY : HY
BEMTEELTA R 2L
ZOMOBETTEM : HY
ESEREAGRE T EHRY A b : ¥/ 7 4 e-MR : https://e-mr.sanofi.co.jp/ =

—H5 - A%
Gy VAR T VSRR 20me/1mL. U VX Y T — )L pE R 80mg/4mL &%
I AV ol

zzﬂ

7. EFHEEAH
1994 4£ 11 A 30 H (A 3 212 TS LAGR



X. EHEMEIEICEAYT SIEHE
8 . @ DIE JE uu..\ﬂiﬁ E&Uﬁmu%’?s %{ﬁﬁ—%ulﬁﬂiﬁ E ﬁﬁ&:ﬁyéfﬁﬁ E
WRFE4 BEIRTEAGRAEH B KRB = SRMEAEIEAEH B | IRGERIAAEA A
S e, 20094F (P 214F) 20094F (P 214F) _
X% T )L R E80mg 65260 22100AMX01369000 9f 25H
L 20094 (“F-pR214F) 20094 (“F-pR214F) B
&%) T — LSRR H20mg 65 261 22100AMX01407000 9f 25
< IHiR7E4 >
I 7E4 RUERGEAGRER B AREE SMATENEAEA B | IGEBIsAEA A
B E44 19964 (EAK8H) 19974 (ERKIHF) 19974 (CERR9HE)
5% T LT 109K 20800AMY10113000 620 6420

BEX (IENERENM. AERUVAEZE
2000 F (Fpk 1245) 4 A 3 H
SNRE -+ BRDIBIN
M- HEOEH
NIty ]
Wik - AR OZEE @ &

WA TACLLT, HEEIRTE 24 5 A 105 HEEIRTE 36 » A |

FEMFNOFABRUEDAE

D HRE, SHSHERE, IR

THRARY Y=k 80J/1BIARY Y L~_— | 80
Hl T4 CLLUF, #EERTE 18 » A 106 THEYERAF 18 » A |

2003 4 (CFpk 154) 8 A 5 H
 FHI(REZFE1E L0 123.6mg0.59mL) 725 [24.4mg/0.61mL)

FEHR D

BHE + SR OB
ML - HEOEHE

2005 4 (g% 17 )

BEE « SR OB

2007 4 (g% 19 )

AR D2

2008 4 (*FApk 20 )

BRE + SR OB
ML - HEOEHE

DZETE (20 mg HIFH)

TR (95% =4 /—1) 1233.1mg/1.83mL) 75 [252.3mg/1.98mL)

2004 £ (PRt 164E) 1 H 19 H

: RE

8 118 H
TR

8H6H
A T18 w AL 5 124 5 A

8 H 29 H
IRV 5

2009 /£ (CERk 214F) 6 A 26 H
(2% YT —L%E] D (2% Y5 — %5 iEEEH 80mg)

HRFE40 DIEH
[% 2% 7 — VS FE A 20mg)
2010 4£ (PR 22 48) 11 A 16 H
. . SHSTEE. JRELRE

ML - HEOEHE

RN AN ) R

20134 (CERk 254F) 5 H 17 H
[95% 4% ) —/L| o [HRT=H ) —)1]

SIS FRIR D RS

TOETE -



X. BEEMFIHEICEI SEE

10. BEERR. BHEERARFABRRUVZDAR

FHRAMREEAEA B - 2008 4 (FRL 20 4E) 2 H 26 H (GEAFE 0226002 =)
HEEMEONE  MEEE UELE2HE S BZAMNONAETTOWVNTIIZHZY L,

1. BEZEHR

6 4EM] - 1996 /£ (Fpk 84E) 10 H 9 H~2002 4= (FERk 144F) 10 H 8 H (& T)

12. HRZEHRFIRICET H1FH

L LR

13. £EI—Fk
- JE A S B A B | RS = — R e | BT NERAE
42 3% T — /LA TEEA 80mg 4240405A2033 4240405A2033 | 1091991020103 620919901
2% VT —/VdiiER] 20mg 4240405A1037 4240405A1037 | 1091984020103 620919801

14, RIg#EHF EDZERE

Brliz7a L
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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
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
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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? 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/m2/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)
BRI IZE DR AXEDHE

BRE ST AN IR

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
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




XI. SZ&EH

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.

MIEKR 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? administered 1-hour after doxorubicin 50 mg/m? and
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/m2in monotherapy. In first-line treatment, docetaxel 75 mg/m?2 is
given in combination therapy with doxorubicin (50 mg/m?).
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/m? every three
weeks, combined with capecitabine at 1250 mg/m?2 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/m?. 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/m?2 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
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
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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? 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/m? 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 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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D : Drugs which have caused, are suspected to have caused or may be expected to cause, an

increased incidence of human fetal malformations or irreversible damage.These drugs

may also have adverse pharmacological effects. Accompanying texts should be consulted

for further details.
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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?2 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?2 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/m2.

Docetaxel was administered in combination with cisplatin and 5-fluorouracil (TCF), at dose
levels of 75 mg/m?2 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/m2,
corresponding to an AUC of 4.20+2.57 ug.h/mL.

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

PR
(202012 A

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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