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tere : 13NWAIHDO—HERTH B tert-"7F VAN A — NIZHkK

2. —f&4&
(1) ¥4 (m4iE)
Kt & kK (JAN)

(2) F%& (8diR)
Docetaxel Hydrate (JAN)
docetaxel (r-INN)

(3) RF L (stem)
X X % (taxanes) HUEME RS HE - - taxel

3. BEARILRER

HsC CH3 O

X

H,e” YO

4. BFRRUHFE
43 F3 1 CasH53NO14+ 3H20
71 & : 861.93



I. A#ICEI HIEHE

5. b4 (fdiE) XIETAE
(1528,3R,4S5,5R,75,85,10R,13.5) —4-Acetoxy—2-benzoyloxy-5,20-epoxy-1,7,10-trihydroxy-9-
oxotax—-11-en-13-yl (2R,3.5) -3- (1,1-dimethylethyl) oxycarbonylamino—-2-hydroxy—-3-
phenylpropanoate trihydrate (JAN)

6. ER&. A4, BS.
rRE S XRP6976
RP56976 (H A, EM 72 &)
NSC628503 CK[E 72 &)

CEES

onji



Im. A7 I1CE9 5EE

MEEFRIEE
(1) 5V - 1K
A DG DOBIHR

(2) BfEME
NN-UVAFNHENVET 2RI 7 —)b (99.5) [TIEITRT L, AZ /= Iy rmonm R
NZRRBETOT L AKITIKIZ E A ETRET 220,

Rt 4 £+ /LKIIM0&EREI- T 255684 CRIRERE : £ 25°C)

o v (mgimly |07 D ks o
NN-JRAFLFRLLT IR 240 4.17 IPESERA
=& ) —/1(99.5) 101 9.9 A IPASE R
AH ) =)L 50 20 RRFET T
Y/ A=0=  8 40 25 RRVEITRT U
7K 0.002 500,000 EEACTRIT RN

(3) WiEE
20~25C. 20~100%RH (2R T, Wiz R E 7o 7,

4) Bm (PR . BR. BER
Eﬂﬁﬁ@l’ﬂ;ﬁ mu@%ﬂiﬁﬁ)’)ﬁ_o

(5) FRIEEMRBETEL
H IR — K DIR B TRIEER TOAMEIEIC L A2 HIEICB W T, pH2.5~10.5 O] Tk pKa 1%
RS o T,

(6) HERREL
log P=320Kk—A472 %/ —/%)

(1) FotnEiRMEE
FESCFEL 0 1%:-89 ~-41° (kM OWIEESICHR L= b D 0.2g, A % /—/1,20 mL,100 mm)



Im. A7 I1CE9 5EE

2. AMRAODEEEHTICE T OREM
() BEEHTFISH T SREM

WA K> THRS 5, UUTICHESRM ISR 2L EZ =T,

EREUTICTET2AMRTDREMN

A g | AR RIFTERE R
25C .
RIIRAT N RYTF L RTHE e < _
B G(g;IIZH 60 » H Gk 52T s BET L) HETH-TZ,
18 % ﬂ %@ﬁ?X@%%E%E beﬁlbl kﬁj\io){ﬁ/}\'ﬂﬁﬁﬂx
35°C luy hTl125 HZRICE R
VL S & F &3R8, Z Do
. . 12 1 RY=FLAR (FAD) | BRI ARSI 22 25k 1338
gz HONT, BETHT,
o 35°C 1270 | BEr7AWER (SEHE |17y PT120 ARICER
s | e | 90%RH & T 2BDMN, Z DM
- T;% 12 % A FUTF LA Gk | PRBRIE IR 2 b
= ROLNT, RETHoT,
" HET T e TR L2 3 i 49 O 1 0 e OF
£l (70010 | 160 AL (RO SROEF 2RO,

(2)BHAILIEEETICH T 500
KD 4%RY) VY L_"— |k 80 k% 45°CT 11 ARMRELIZ & 2 A, 56.0%ICEBMET
L. fR R R ST,

(3) I FRERY
WEERUR, THRIRRE M ORI A (LR T TR BT LR D RAERWIL, RO 3HTH S,
PERERMO

b4 : 4-acetoxy-2 a.—benzoyloxy—5 3,20-epoxy—1,7 8,13 a ~trihydroxy-9,10-dioxo-tax-11
-ene,13-ester with (2&,3.5) - N-tert-butoxycarbonyl-3-phenylisoserine
5y : 805.88

ST
Ghs 0 H
HCC —0C~ .~
o 1 X :
¢—d' ki o-Cos
NEEERHO
b4 : 6 a—benzoyloxy-5-[1- (E-3-formyl-1-hydroxymethyl-1 a. —acetoxy) allyl]-3,7 3,9 a

~trihydroxy—4,10,11,11-tetramethyl-2-oxo-bicyclo[5.3.1]undeca—3,10-diene,9

-ester with (2R,3.5) - N-tert-butoxycarbonyl-3-phenylisoserine
5311 : 805.88

R




Im. A7 I1CE9 5EE

PBERDO

{b5#:4 : 4a—acetoxymethyl-3,7 o ,8a 8 ~trihydroxy—4c,6b,9,9-tetramethyl-5,6-dioxo

—perhydrotricyclo[5.3.1.0 4,8 ]undecano[2,3’ :5,41furo[3,2-d]furane,7
—ester with (2R,3.5) - N-tert-butoxycarbonyl-3-phenylisoserine

A& 701.77
FEET
HsC
(I:H3 9 ]j‘ (I)I H\
H3CC —0C\y Cag”
1 \ A
CHs H HO 1

3. ARG OHERARKRE. EE!

S
/4,

RS mliRIA
HASKR T Rt & 2 K] OfRERERIC X 5,
TE ik

HAME BT REe X 22K OEEEICL S,



V. RHEICET SHEE

1. FifE
(1) FRORZ
HAVED FEE

(2) HHEDOHNEEKR VMR

B DR EY Tl DB X Tl
T A SUMETE 20mg/ImL | A EHE S0mg/4mL
o " 151 74y e
1 mL 4 mL
NN AR Rt 2 XK 21.34 mg 85.35 mg
AT (ReZFEL e LT) (20 mg) (80 mg)
%R Wk o~ 72N 2D R DR

¥ AFNTFRMEUE O L 2 EEIZAIL, 20mg FHIE 1.83mL, 80mg AL 4.3mL IO@EFIESH TS,

3) #Aa—F
M LN

4) HEH DM
pH : 3.0~4.5 (Rfh 2.5g (27K 10mL Z 12 TRM L2 OWTHIE Lz & &)
R CERRIRICRT D ) 8 2 CERL AR SUT 5% 7 R U BRRICIEF LTz & &)
tbE : 0.94
FEEE : 15mPas (20°C)

() it

HERFNORIEFORR IR « BH

2. HHIDHER
(1) B CEER) OEERUHMF

W 4 U R xYT—)b TUEX T —)L
ot JEEEE 20me/1mL | AU EE 80mg/4mL
134 T DA EF
; IN
ok 7 1 mL 4 mL
. HE FEZ X EAKY 21.34m 85.35m
HRHSY ’ & &
(FEZXFELELD) (20mg) (80mg)
. RY Y _— | 80 0.54 2.16
I £ J
kT X ) —) 0.395¢g 1.58¢g
¥ ARFNTRRF O LA B REIZ AN, 20mg BAIIT 1.8mL, 80mg AL 4.3mL |2 & FeE
EnTnb,

(2) BREEORE
DR L



V. RHEICET SHEE

Q) #&
A% L7

3. RTBEBROHERKRVEE
BN

4. N
BN

5. BRAT SHAREIED & DKM
A FA BHED S ORI, R OB HOEFE TAEMT 5 L BEXOND ERIBEDIIRO 3FTH D,
BRBEEEEYD
b4 : 4-acetoxy—2 o ~benzoyloxy-13 a —cyclohexylcarbamoyloxy—5 3 ,20—-epoxy-1,7 3,10 3

—trihydroxy—-9-oxo-tax—11-ene

BRHEEEEYO

b4 : 4-acetoxy—5 8 ,20~epoxy-1,7 5,10 5,13 a ,~tetrahydroxy-2 « [ (Z) -2-methylbut-2-
enoyloxy]-9-oxo-tax-11-ene,13-ester ~with  (2R,3.5) -~ N-tert-butoxycarbonyl-3-
phenylisoserine

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



V. RHEICET SHEE

6. RADFTEFHTICEITIREN

EREHTICETHEFOREM

PR ek (R RAFTE ghrm
[X 43
<20mg/1mL &>
! 245 HETETORREBIZBW
Q“ﬁfﬂfﬂ> CHRIC S UL T T,
» S ORI & Z AU EE D &
BRI | o Mg T A (R FAED DI,
AR 25 C/60%RH NAT D | <80mg/4mL HHI>
’ 364 HE TAETORBREAIZE W
““ﬁ?ﬂ%ﬁ> CHIT A LT b o T,
7 SR ORI & 2 bk 5 & i
T 8380 BT,
Sy HETETORBREBRIZBW
ik S Wa T A | CHRRIC S LRECh T,
sty | A0C/TO%RH 6 %A SATAD |65 A1 I B R 2 5 G
BRRED LT,
183 HE TAETORBRER IZBW
P e Metn T A | CHBSICES LEECh T,
sty | S0C/65%RH 36 1 A SATAD | 240 AL HRE % 2 5
GWENRD ST,
%(120 ﬁlX'hr U\J:\ ﬁ@ﬁ? x% ST Y A 2 =) .
s | 200W-hr/m? 248 % % & RS g |ERIEORNARD SR,
AR | EE (R A 7y 15 B) | AL T 28 (15 F T2 TCoORRIEHICBWNT
—15°C/25°C NA TV HEICHEES LLETHo T,

1) IESE R OME|SE




V. RHEICET SHEE

7.

REERVBERRDREM

ESFID ALK

VIR )T =)mam:20mg/1mL. 80mg/4mL RAHF %

®
TN

20mg/1mL
sZe

wi)

80mg/4 mL

|

TV EE YT — ) EIEEHE
NATNVERHELET,

Py b q

@

LERZEFETHREM o TLZE v,
WEHD 121G AR S N E 3 (19GL LD K4t
A LBECT 0T ) Y 7OWMENDH ) £3).

Bl mLAIC20mgd Ry ¥ V2 E&H LET,

F 720 W1 mLHIC0.395gn AR Y ) —VETFOEHL
9,

2%V T — IV ETEREA20mg. 80mgN T LIy 7 AR E I
Fea2xtwIVBE. RUIZ2/—-IVOEEFE
EFERVET,

FHLQIRY V& ¥V 7 — 0V EiERTE20mg/ImL, 80mg/4mL
RO %5 — )V HiEEER20mg, 80mgD iR L% %
mLEEn,

( X a

i 12 13250 13 500mL o> A= PR £ 1 i X
135 %7 Fofiize e, RAGFARL T
{7280,

BRI L TL 28w,

N2 X EIVEsET. BEABRREE -FEAETE70ME/ M. Z0ROEETIR75mg/ mT.

DIIFYV T =)smm:20mg/1mL. 80mg/4mLISHERD

EZOVE S

i

CERICH->TIFHRIZSEBET S,
REIFEIVEEIGERD2(E

ReIdFEILRE

B UYIFVYT—Ib:20mg/mL
B ERDIFVT— )b (RHBERISBHEZRDTILUIYI ZRK) : 10mg/mL

HEDAXYT—IL

/

/

-
| mEmy s

P
o P
e

E#EE20mg, 80mg LA TDRENEBVET,

JUAXYT—IL

&
A—Q
&

TS

/v‘/ /}

HEMYEIERDIFI/T—IDEELERYET.
CERAICLEIRADEAREECEEB LS,




V. RHEICET SHEE

HIREMBRORENE (ARTRFESATVLSER AT RUVEREY FEDBEEH)
AF % AR B AR L 5% 7 N RS LR L iR N > 7T 30°C, 4 RefERAF%. £ 1
M Tl Y hOTZ A &l L THRH S & 2 OREEZRT LT,
WTNOEHIRKIZE W TS, FmofrtiEEEo oh ., BFEPEEL O R4 XL ERICH AL
ITRO NPT LD, B R OMETFIICZE TH D Z EDHERINT, £o, AFD
%mﬂy7«®&%%m@%m&woto_ﬂ%®ﬁ%#% iR N > 7 R OGRSl IR
BYENER S NI,

WRANY TRUEREY FEDBEEME

B 17 i M
P B omE L
TR V7 N oHEHE
I 24/
F?ﬁﬁﬂﬁ# 4 H#Fﬁﬂ{ﬁ ((féf[lﬁ) FQ
5 %)
s ey e ey
AR AR KE & L 80mg/254mL K& & %t v 0.315 0.313 0.316
iR w+ 3R R | 200mg/260mL % (mg/mL) 0.730 0.730 0.729
) S8V ey SERE ey
5% R . .
e Fe&FELE 80mg/254mL Rt 0.291 0.292 0.291
SR R .
TR B+ KR 200mg/260mL I (mg/mL) 0.719 0.715 0.718

1) SMELIZWIRMBE 21TV, BROFIEARD SRRV E X 2HA & LT,
BNy ZOME : R =F L
ey NOME : RV = [A8EH TOTM(rY 2 VU v Mgk U 2 (2-=FA~F L)) ]

14 ERLOIEE P

141 EFFANFOIE

14.1.1 AF| L SRBNREDO R D R TR A BA 2 FRHCHER Lz &,

14.1.2 VB EZFEFFE CHREIEY . EHIZ 250 T 500mL Ol (EHEAER L 5% K
TR LIRM LRI 2 L

8. fhFlEDESELL (MEILFMEIL)
AR L

9. Ak
A L7

. BE-ag
G)E DN EBELRE - 8%, NENERERSE - SEICET 1R
KrizZp L



V. RHEICET SHEE

(2) 8%
T B X T — )V EE 20mg/1mL : 1mL X1 /N1 7L
T B X T — )V S EE 80mg/4mL : 4mL X1 XA T L

(3) FPHEE
s B L

4) BHBROME
INA TV BB T A
= VN SR A=E A 2 V= N
Y v S TAI=TA

11. BRSNS EMER
BRIZ72 L

12. ZDith
BRiz7a L



V. ARICEY 5EE

1. ShEeXIETHE
O3l
O3k /MR iz
OB
QAT EM I
OIN g4
ORitfE
OF =ik
ORI IS

2. MEERITHRICEHET HEE
5. MERFHRICEES 5

(RISLEREED
EREERE 24T 2 AIEBEUEOBE TR G T 5 2 &,
(fifn)

HEoh 9 K ONE NG ARERER D CIE R VT o RIS B LR O [ % St 5 S0 L 7 ORFRRE) .
EIREERE 2 AT DAL R A E LR RIC, AHKROT » a7 o BRERECUTR, TADT) ) 20F
A U745 AR (STAMPEDE i85 9. CHAARTED i 10%5) 23 i S, 5 OfER
L0 KA ADT OGFHOFIMEN R ST 2 L5505 2021 429 HIZSGET Lz,

3. RiERUVHRE
() AERUVAEOME

6. BiZRUHE
ZhRE I sh 5 LR O &
i»%@%ﬁ @, AL T H 1, FEX %L LT 60mg/m?((REHER) 2 1 FF
= # S RIBLEDNT T 3~4 MM CREEET 5, e, BEOREIZ XV iE
gﬁgﬁ HIES 52 Lo 7220 1Rl S &L T5mg/m? &2,
WE, RAIC T B 1E, FeZFtrs LT 70mg/m2(KFEEE) %2 1 K
N B gpe LA 23T T 3~4 IR CRIEFHET 2. 7234, BEDIRREIZ LY 5
HET 52 &, 72720, 1 [EE&mH&EIT 75mg/m2 &35,
p— ﬁﬁ\mku1a1ﬂ\Hﬁ&%tggt17w@mm&ﬁﬁ§%1%
%E%ﬁ LA 235 T 3~4 RHIFIRE CRIEFHET 2. 723, BEDIRREIZ LY 5
- HRET D &,
WEL. AT B 1E, FeEZFELE LT 75mg/m2(KEmfE) 2 1 I
[FIA ST L 20 C 3 EMRIMGE CARMEHET 5, 7ol B ORI XV #E
=T HI L,




V. ARICEY 5EE

(2) RERUVAEDHRTERE - B
FLIE . IR IR . R SRS O 1 AR R IRERBR G I D & | R KTt 70~90 mg/m2,
HELEH &Y 60mg/m?2 & S 4L, £ D%, ZIE ORI - % 1 2F T ARG RS 1791973 F2ff S 4,
FUEERSNBENRENTZZ ENHRE LT,
GBS © TV, 5-(3) HEMSHER R SR
RIER - 5 T HERRBREE IS E . KRR 70~90 mg/m2, #ELEH EIX 60 mg/m? &%
TE S, FREEREZ R E U728 AR RER 905 E, 7T0mg/m2 THIESEIEI N/ RENT- 2
EINDERE LT,
TR 5 I FRERR B 0D #E 5. 7T0mg/m2 THIEEZN EAVR SN 2 L bRE LT,
2010 4, WAMZ BT 2 KGRI NE NS D NR SCERFIZE DWW THEEZITV, U, FE/
R fifidE, B, SR, JNHUEEIC) 5 K] Thmg/m2 O F B DA NI & OV VI E P
ERAIMTH D TS, THIEROHE] OEENER I NI,
AT « EINEE T ARER R 3RBR "o LK O & (KX &/ T0mg/m? 3 @EE#LLG+7 LR
=vur bmgl A 2EEAKROLEE) TIE. SR E PSA BOMERRD LN, —
77, WAV IIARERRRER 9 ClX, FEX Xk 7T5mg/m2 3 EHREG+7L K=" 5mg 1 H
2 [l B O G TIEM RV R ST, U EORBRERZ5E2, FEZ 3/ 7T5mg/m2 O
SHEmEG % THIEROHE] & LTHRE L,

4. HBEARUVREICEET HIR

1 RZERUVASCEET 53R

1.1 REOEHIZH T - TiE, FRCARB O HERSIR T Th D i FEREOE B+ E L
$ 524 A DA R ERE)S 2,000/mms3 i ThHAUEL, &G AEMT 52 L,

1.2 AFNOEGENENT S L, BEHMHA LR bbb IBETNNH LD THEET L Z
&, [1., 81, 9.1.1, 11.1.1 ]

(fiF#)

11@%m%®%5%%m@$ﬁ&51 EELZAMERGD, GFHERBD ISR ENT
P EA, BYYEOFHRE UIHEOAREMENH Y | & X ICEMNRRRE -5 2 EN TSN
é_&%\i%m?iﬁﬁ%h HLRD LN TN D, EBEIH OFED Db BE~OLEH IR
L CiX Grade 0 (4FHEk%k 2,000/mm3 L F) LISMIRGZIEIT 2 013D 5, LLEDZ &)
BATEZRE LT,

1.2 TV. 5-()ZDih) B




V.

aRICEI SIEE

5. BRERALIE

(M

Q)

(4)

1)

2)

®)

BRERT—2 /Ny r—3
BEARR/NA

FEPREEIRSAER
AAENCTIBUNT 1990 4E L 0 A & 5RO R D 5 oD% T AHERREER 11973 FEffi S 4,
AMENZ I T 2 5 T ARG R FRER O 7= 0 OHELEH 813 3 IR 1 REf SR G- & S,
% I FRERREUER
S B 5. bR b SR IR MTD HELE ]
PR (i) (mg/m?2) (hr) (mg/m2/a-2) DLT (mg/m?2/a—R)
TAX001 1V 2~3 5~115 1~2 115 F BRI, A Pk 100
TAX002 12 3 10~ 90 24 90 I HERIRA, 0N
TAX003 1 | 3 5 é%g 1 80 | IPNZeA k> BERIERIED 14x5
5~100 6 100 i rp R —
TAX004 1% 3 100~115 2~3 115 iR ER 100
10~ 65 BRIk, R,
TAX005 19 3 (1, 8HH) 1 110 F T T — 50%2
MTD : Maximum Tolerated Dose (i Kiffit &) . DLT : Dose Limiting Toxicity (H &%)
RKINZE T 58 1 AHEFARRABR L, JMECHERE X7z 3 RIS 1 Bl SRS 255812, 3~4
WM 1 L ECAMRG LB oA BOER 2 Hiic 3 < 19, DLT (Dose
Limiting Toxicity : F s 6 7)) (3 B fEkEd | 4 ks MTD (Maximum Tolerated Dose :
KA ) 13 70~90 mg/m?2, HELEAH 1% 60 mg/m? & &7z,
AERIGIERHER
QH%F BT 2 A ARG AR RER 1R I3 =205 2.3% (1/44) TH VY . Z1UTHHE (100mg/m?2)
B oEHE W2 RKREL FRIZEDTHAT-Z 0D, HEENA TS THo7- 2 L HEH &
Niz7=, INEEICx L IR G &2 ET D 2 ENA[RENE > a2 etk Aot L
7o B CREHT 2 HEEMN A vy MR FE S 19, T0mg/m?2 OG- EIZHOWTLer
K OEWMED MR ST,
FREEAIEAER
BRI ER
MMEE L
TEMHER
MMEE L
BE - REREER



V.

AEICET H5IEHE

(6)

ARAIER

1) FERAMERE (—RERKERE. HECRABRERE. ERARELERAR) . BERTR

T—AR—RFAE. BERFTERERDBONE
il IR A 61T 2 2 e MEREER3,28161 . RIMER (BRARREERE 2 5T) 133,093/
(94.3%) IZRO Tz, EREWEANL, BARIR1,90861 (58.2%) . iE1,859%1 (56.7%) .
EHEEL,62901 (49.6%) . 51,5926 (48.5%) | MEt:1,587H41 (48.4%) % Th-7=, E£7¢
FRA A ERE X, Ak 2,634141(80.3%) | 4f FEKHA 2,423 (73.8%), ~EZ/mb
Wb 1,52501 (46.5%) HTholz, (FFEAKTE)
DL - IE/ R fhE - BiE - SRSEANE - TN E
HREORKER., AFIOEME. ZRMEEICZHOWTIIERICIER2 W (B AERRD b D) & S
L. BUTOREE IR, FHIER O EICEE X R0 o7z,
QEBEE
FESROF I BT AR EMEHE DO - D R Ef H BERA 2 Fi L=, T ORER, JT
DINREXITFIR, MIEROHEOEE 23 5 FHITRD LR T2,
QF =&
LAPEFAA O 72 DR EE G 2 FEh L7z, ZO/REER. BATORIHE
OHEOEE 284 5 HEITRD b h o7z,
@RISR
L AMEFR AL 0 7= 8 O R E A F R IR A 2 FE 0 L 7=,
OHEOEE 284 5 HHEITRD b h o7z,

T K

ZORER, BUTOREE IR, HiEKk

ARRBEEHELTERFPEORNAENITER LI-AE - HABROME
FLIE K OB/ ISR T 22 5eh 52 & U 7 B it PR 5 (7 k2% BRIR BUBR) oD M 8 AR SRR & ST
W72 012, LT D2 RS £l S iz,
O<NET—2 >EBHEEICHT IUEARBELELTO FXFVILED VHRABERVFXYIL
ELr-290KRRT77 2 FREDSHEZARFEIEEEALLERR 2
AT HE : R¥ VLB > 50mg/m2, A 75 mg/m?
ACHE: F¥Y/LEY Y 60mg/m?, 7 BARAT7 7 I K 600mg/m?

AT #f (n=214) AC £ (n=215)
TTP A8 37.3 1 31.9 31
MST 22.5 # H 21.7 » H
TR 59% 47%

TTP : Time to Progression (AN ERHGEIR) . MST : Median Survival Time (4= 77/ 4 9 fif)
Primary Endpoint T& % TTP (28T, HE 7 (log-rank ; p=0.014) 23380 H 7=,

ERBEWERNZ, AT BETIIAF P BRI . JEBWELF TP BRI . BB, BN, ek, Rk, 25
e, THISE, AC BETIIAF BRI B, Bl TRk, KRR, EFHEERRETH T,



V. ARICEY 5EE

QI/MERAEICH T DR TS FUOHRABERVEVTOY - VRTSFUEEDEESIL
LEEEAER 2V
DC Bf : A#l 60 mg/m? (dayl). ¥ A7 7 F > 80 mg/m? (dayl)
VdsC #f : 27> 3 mg/m? (dayl,8,15), ¥ A7 7 F > 80 mg/m? (dayl)

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

MST : Median Survival Time (Z77# R 4 JfE)

Primary Endpoint CT& % Survival (23T, A HE 2 (log-rank ; p=0.014) 23588 H L7,
FRENWERIEL, DC BETIXAFPEREA . Hols - R, 2 EEUE. TR, VdsC BECldars
B, AiECch o7,

() Znft
1) E RERPR AR
OEFIR SR DERRIR
FURE, FE/ AR, B R OESE R DWW ORI O BUME: 512 X 2 % W1 55 T AH ESR PR AR A3

60mg/m2 OB THEM S, BEEE (50~70mg/m?2) OFTbiLiiER] (FLFE 21 6, FE/ NI
JifigE 32 i, A 13 1, FESHER 10 ) & & eZ82h®id, T 48.2% (67/139) 2, FE/ Nl
JifidE 21.8% (32/150) 39, H i 17.1% (22/129) ¥1%2 | FHGFHHE 20.6% (13/63)*)Th - 7=, I
. RIERE, TR 2 AR OB E 52 X B %5 TSR RER T 7T0mg/m?2 O & T
FTod, Fohsai, UIHLE 23.8% (15/63) *Y, Ak 20.4% (10/49), 15 A% 31.83% (10/32)©

ThHoT-,

BHIE T HEEEREERICH (T AEERME (BEHIERS)
i B Bl %k CRf1 PRi2 F3h= (%)
A 67 3 32 52.2
L i B 72 5 27 44.4
&t 139 8 59 48.2
A 75 0 18 24.0
FE /1Nl e fir o B 75 0 14 18.7
AEt 150 0 32 21.3
A 66 1 12 19.7
= i B 63 0 9 14.3
AEt 129 1 21 17.1
SHSHE — 63 1 12 20.6
O B — 63 1 14 23.8
B E — 49 0 10 20.4
RN — 32 1 9 31.3

+1 CR : complete response (58 272%)) +2 PR : partial response (§855Z=%h)

Qpt AR SIFDERKRM R
RIS (R LVE ARSI, BB ICBIT 2 KAl L 7 L K= v P& 512 X 2% 15 T HEER
PRABRIT T0mg/m2 O FH & TITbi, B2h#1% 44.2% (19/43) " Th o 7z,



aRICEI SIEE

BREAE TEERRARICE T HEBEMRE GrRKRE)

Jei e R %% CR PR BRNFE (%)
BTN Hge — 43 0 19 44.2

CENERKRARIZE T 2REMH
B 5 QR U RSB RN R ICBIT 2 7L =Y r v L OfFHIC X 2 ENERR
BRIZIUN T, TRIRBEBE D B DAL T IE G 3 B3 HAER] 1,072 Bl 14 6] (1.83%) IR b7,
INHIFEWTILE AFIOEGIZ L > TAHMEKED ., eV 2R, 5 BEIYENRFHR S
Wi SUTRUMAE DS FER & 72 o 7o b DA 8 5], BMSES = v 7 EIFARICL VAT LD 1
B, JRYWIE & BERIS OB X 0SB L2 b 02N 16, JRYWERIC DIC 7> %%ﬂ”” BT

LT L ON 14, BARARIZED D, DIC DRV H D g A2z L5 6 O XX E
N gD DA 1 {ﬁJT&)oto
2B, BN IC BV T, M EmAER] 43 #7, Grade 3 LA EDEYLREA 10 1 (23.3%) .

AVEMERT 2 2% 2 61 (4.7%) &l%ll/\%”/ﬁ\(mu&) bivle,  UKRRE: & UZhREIEINES)

kT

BIVERL. [ENRT - % H05 TG RRER IS B 1T D 222 aEmAEF] 990 B THiFT S iz,

2B, BIWEH ONE K OHEEIZ SV T, 60mg/m2 & 70mg/m2 D FEIC L 5 K& R IIROLN
2o T,

7 B R B
ST L T35 A B e NCI-CTC*2
M & 60mg/m?2 *3 70mg/m?2 ¥4 70mg/m? *5 (ﬁg?jn};%g%z%
FIEH 2K |Grade 3-4| &K |Grade 3-4| &K |Grade 3-4| &£ |Grade 34
B 77.5% 16.7% 71.8% | 23.6% 93.9% s 88.4% s
(585) (126) (79) (26) (77) (38)
o | 099% 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%
EHERIE | 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)
. 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)
- 2.0% 0.8% 0.0% 0.0% 23.2% 11.0% | 72.1% | 23.3%
- (15) (6) (0) (0) (19) (9) (31) (10)

X1 TETED AALFFRED R R OFELLEE o TRIEH OFTHEER] 1285

%2 : [National Cancer Institute Common Toxicity Criteria (NCI-CTC) Version 2| (2L %
%3 : 755 4

K4 PRELRE 110 1

5 0 82 i (AIEHE 49 I+ 1= (A 33 41)

6 LIRS 43

7 : NCI-CTC Tl Grade 3-4 OFEMiEAEN 720



V. ARICEY 5EE

FRRREERE
[EIN AT - #3015 TTAHERRRBRIZB W T, RO K9 RIERRRAEMEE R 25580 b,

70mg/m? OHETIX, 60mg/m2 B HRFZL~FREINH 23 & B2 < & b bodu, aFHERED

BT BV EORBR Dm0 Tz,

7o 5 B R A LR

1 70mg/m?
WA IEH 60mg/m? 70mg/m? (Rl )
2R 97.2% (733/754) | 97.9% (188/192) 97.7% (42/43)
1 ifn BRI 2,000/mm3 i 65.3% (492/754) 81.8% (157/192) 81.4% (35/43)
1,000/mm3 it 14.7% (111/754) 27.1% (52/192) 20.9% (9/43)
2R 95.2% (711/747) | 98.4% (187/190) 95.3% (41/43)
B HRER R 1,000/mm3 i 84.6% (632/747) | 90.0% (171/190) 93.0% (40/43)
500/mm3 A 60.6% (453/747) | 73.7% (140/190) 74.4% (32/43)
NN 2R 50.9% (384/754) | 78.1% (150/192) 76.7% (33/43)
N A=AV 5 %) -
8.0 g/dL i 7.7% (58/754) 16.7% (32/192) 9.3% (4/43)
. EXIN 11.7% (88/753) 13.0% (25/192) 9.3% (4/43)
/NI -
50x103/pL A 3.2% (24/753) 1.6% (3/192) 0.0% (0/43)
o BRI 20.1% (151/752) 31.8% (61/192) 39.5% (17/43)
AST(GOT) E57 501 U Lk 0.4% (3/752) 0.0% (0/192) 0.0% (0/43)
o BRI 20.2% (152/753) | 26.6% (51/192) 46.5% (20/43)
ALT(GPT) L5 501 U Lk 0.3% (2/753) 0.0% (0/192) 0.0% (0/43)
BRI 4.1% (31/754) 10.4% (20/192) —x2
BUN |5 61 mg/dL L 0.7% (5/754) 0.5% (1/192) —xe
X1 YNBUE +BEE 1 E o
X2 BN CIIBEREEH & Loz
IHFPEREL DHERS (P ou1iT)
o ﬁ%ﬂfﬂiﬁé&;@ Nadir £ T Nadir 7% 2,000/mm3 2L I
Nadir*? DM WZRE 3 5 F TCoOHIR
60mg/m? 527.5/mm? 9 H 8 H*5
70mg/m2*4 412.0/mm3 8 H 6 H*6
70mg/m? (AN ARER) 594.0/mm? 9 H 6 H*7

X3 o— ANKEE

¥4 PRBUE + Bl -+ T E R

¥5: 4 1,544 23— AH1 587 23— A (38.0%) T G-CSF #4512 i FH
%6 42439 23— A 281 23— R (64.0%) T G-CSF #A|% i
742120 2—AF 70 23— (58.3%) T G-CSF HiH| % ffi A

2) BHVER PR A&

@i E MAAEREREAER - TAX327 5KBR ©
RIVE RGNS IC BT 5 7L R=Y ot 37 R=Y r o L Off I X 25
55 MUAH R R AR T, K 75mg/m2 © 3 MM MR 58X, EFEHEOERZ R LT,

#B5 5 IMAEER RS BR (TAX32TEAER) [CH T 2 £ FHIRICE Y S AR

RHN P G-7E bV br T RER
(n=335) (n=337)
AEAF IR R il (H) 18.9 16.5
[95% 15 #E X [#]] [17.0-21.2] [14.4-18.6]
A — R 0.76
[95% 15 #E X [#] [0.62-0.94]
p "’ P=0.009

T1: ERRAR T2 ¢ B ARAE O G L E N AR AR
T3 : IBIRAT O I Of Karnofsky PS CTii#& L 72 J&@ % log-rank &



V.

ARICE T 5IEH

Z DFRRERAE R A B E 2 T, RO ER OCHEIZOW TR, AFHHER ORI RS
M-SR R BRI 351 F 5 VL M OV & (7T5mg/m2, M OBIHRIRIRR) &2 5 2 & A3 562 & |y
ST,
AFNT5mg/m2 % 5t 5- U 7 22 M FHMxt G451 33241 1 | TEHRBIEIZE D Be oL 7= fEBIZ 141 (0.83%) T
bolo, EREIEMIZ, BiE21661 (65.1%) . EHEEK14261] (42.8%) | .0 11801 (35.5%)
HThoTo, Grade 3LL LORELR TIIEHELIKLISME] (3.9%) NEbmEmrolz, Eo. KK
BERFICONTIEL, AL I L72328%F, FbDIid~EZ v e 21861 (66.5%) .
Al-P E5-204%1 (62.2%) . 4 ek 13461 (40.9%) . HMEREA 13261 (40.2%) HETh -
7z. Grade 3L ECEZ2 b DL, 4FHERED 10561 (32.0%) . HIERBA 796 (24.1%) . Al-P
53801 (11.6%) HThoT,

QABERRE L= X VILE Y U RZEHER 2P

1 HRBRICBWO T, KM EIIAHR] 7T0mg/m2, FF YL E T > 50mg/m? & Siu, & M AHRER I
B HHELEH X, A4 60mg/m2dayl, K% Y/LE TV 50mg/m2dayl @ 3HM T LG L S
Too MAIOEGNEFIL N Y NV E s o ZfRARICEIRNE G L7zt 1RO TARR Z 1 RFRHE AT
G- CITbivic, £o. Z ORER TIEmER OB ENEFIZET 2 b7, AR G%D R¥
INVEY U BRGTITEREENEET A I ENEOH LTV D,

BB AHARBRIZ 351 2 28503 Gk 52 201) 1 70% (26/37 ; 95% 5 X H 53~84%) T, TTF (Time to
Treatment Failure : {65 ECEIIR) O W defEiE 30.1 8 (&iPH : 3.3~80.7 ) Th-o7-, F72EIEH
(Grade 3 LA B) I, fF kA (93%) . FEEWELFHERIBAD (40%) . ~FZ7 1 v 3 (5%) . Iﬁl/J‘
*ﬁfl‘jz/)\(3% BRI (10%) . EHHBRE (6%) . WHUE (3%) . Hiltk+ —FEEEE (3%)
BEREREE (3%) . #RIEE (3%) THh -7z,

@3/MERIEERRE LI-2 R TS5 F UaARERR Y

5 1T AERBRIC I T KT EISIZE B 720 o 72 235 THARGRBRIC 331 ) 2 HESE A Bl g A1 60 mg/m?

dayl, A7 7F > 80mg/m? dayl @ 3 HH T & &G & Stz MAIOEGNAFFITAF] 1 R A

WG, SRS ITT-BI AT T F 0% 2 R i 5 Cirbniz,

FIFRRRERIZ I 1T 2R Cehiits i) 13 42.2% (19/45 ; 95% 15 HHIXH] 27.7~57.8%) T, A1

M Eix 43.3 ., 1 FEAEFRIL 38.7% Th-71=, ERENWEM (Grade 3 LA E)i%, AfEkED
(53%) . 4FHEki (84%) . Al (18%) . I/ (2%) . BEAIR (40%) ., 2HHEEK
(18%) . H.L/MEM: (11%). THI (11%). KiLE (2%) Th-o7z,



VI. EEHEICEHI HIEE

1. REZHICEESH S LEMRITILEHME

VAN i

2. EIEEH
(1) fEFEREL - 15 FIHSFE

FEZ X dFa—7 U COEGZRE L LZERBINEZTERT D L LB ZORES %
M9 %, Fo MERICEW TR R E 2BUNERZ BT 5, UL EOIEMIC LY #ila

DA ARGREFIESED,

NFa—J) vESGRERUMNEREAREER (/n vitro®
ReZXe B0 oM NEEATORESG EMEGICRIETEEL . 35CHRM T CHRILERIE
IZE D ET L7z, GTP OIFFIETICE W TS, GTP & L2 \EASREFERZ R L, fNE D
BEAEEDE CTH D Ca2t (CaCls : 4 mmol/L) # iR L7=% b IEASIIBE I N2 o T,

T Fa—T7V rHRNEREEAE

0.2

%
)t oo0.1

E
(350nm) B

—-—FE#XE/110 umol/L
(GTPIEFFTET)
—— GTP 1mmol/L

//’
o
—

TR
L7 Ca“j?ﬁﬂﬂ

I

20

|
40

|
60

R (49)

DFa—TEEREERn vitro*
REXXEANF 2—T V) VEGOBBENCRIZTTEELY, 7XMTF2—T7 U 2R,
3TCHKMTIC TR Lz, BF CIREADEZ VERANF2a—7 U VBETICBWTH, Kt
AXVNVFETTIET 2—7 J VEEDEE S, T OB RE TSRO 2.4mg/mL (ZXf

L. 0.02 mg/mL & iKfEZ R LT,
T BAVNEEINDIENT 2—T7 Y VIRE
0.20 - -------~

% 0.15

K
 0.10

(350mm)
0.05

80

Ui e

0 0102030405

o= RE&#%#/120 umol/L
0.6 - "
0.5
0.4
i S B
0.3 K& & %%/ : 0. 02mg/mL
0.9d--- *t M 2 2. 4mg/mL
017 | /
O_I T T T |. T T T T
0 05 1 15 2 25 3 35 4

Fa—T Y RE (mg/ml)

Fa—T7Y RE (ng/mL)



EMEEICET HSEE

ENE AT HRAEBRRAE
1) in vitrolZH 1+ S HRE5EREE 1EF
ORFEIEEKRIL e MEMRICH (T 2 HAETEREER (/n vitro)?
11 FHOESEK b e MElezH», ReEZStEr, REresr(DOX), B2 U A
F > (VCR), = R R(VP-16), v A7 ZF > (CDDP) @ ICs0(50 %o iz 18 5 BH = 5 )
EEHE L, ReEZFerid, WinofMiakics UChEBmAEEMRZ R L, 11 #%F
8 HRIZH T, 5 FHEHDOHF T HARW ICs0 % 7R LTz,

- “ 1Cs0 (ng/mL, 24 RRI#EAE)
il MikatR e e DOX VCR VP-16 CDDP
CHP212 0.13 5.8 9.3 7.3 26.7
PR 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
DN B FE 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
F 1575
(U S IEERME) CEM 1.00 - 0.9 92.5 —
FE AT IR SuSa 1.42 1.9 0.2 7.5 40.0
R LoVo 2.12 6.0 10.0 30.0 40.0
i COL0205 2.53 10.0 7.0 350.0 10.0
AL MCF-7 2.50 19.0 0.8 100.0 180.0

QBREMAaETEREZEA (/n vitro)®
S PO HML e NEBMEEZ AV, FEX XL, VAT TF O ICs EAERIE LTz,
Nt & %2, WThoflakkicx LT hMaEERAEERZ R L, A7 7 F L0
WICso xR L7,

j ICs0 (UM)
AR e i VAT T T
MKN-28 i) 0.00064 5.0
MKN-45 JiEE <0.00012 21.3
NUGC-4 JiEE 0.0035 4.0
KATO-II JiEE 0.004 2.9
KKLS JiEE 0.00094 3.7
ST-SA-1 JiEE 0.099 4.3
NAKAJIMA JiEE 0.00039 3.3
ST-KM i) 0.0005 0.97

MTT B TRIE, A1 - 72 R
MTT ¥ : 3-(4,5-VAFN-2-F T VA N)-25-YT7 2= V-2H7 TV VT AhT7ua~vA Rk



\.

VI. EEHEICEHI HIEE

QEESEE M EMARIETERREIER (/n vitro)®
3 FEORHER e MESEREAREZ A, FeZXEr, VAT TF AN T ICs fE
ZRE LTz, REZF ', WTFILOMBERICR U THMRBEEEERZ R L, v 27
FF LRV ICsfEZ R LT,

HfERR ICs0 (nmol/L)
(H2k55) Fe& Xt VAT TF
@Qf%ﬁﬁgﬁ) <0.001 3700
(o, ggg;?igiikﬂzﬁ) ~o-o01 p00
may;M%S%;C%gﬁcﬁﬁﬁ <0001 760

SRB: : 2w —& 3 v BEAYRMGE

@5 R EMRRIEIEEERR (/n vitro®
13 O EM b e MIFEEMInZ AW, FeZ Sk, VA7 T7F D ICso fE % HIE L
7=o B FE/T, WTHoOMBERIC R L THMEMEEEAEZRL, VAT T7F XL

D A\ TOs0 fifi% 75 L7z,
. 1Cs0 (nmol/L)
Al i

MR a N & XEL VAT TF v
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 ¥ o o=—JEskik
MTT #  :3-(45-VAFN-2-F T VA N)-25-V 7 x=)L2HT b TV VT LT u~A ik
SRB  : 2w —& I BEALGE



VI.

\.

EMEEICET HSEE

OB EEMRIEEREER (/n vitro®®
4 FEEOEHZER e MEEARAEZ W, FedX®L, JrFuarIi L, S AT53F

D ICso fEZHIE L 7=,

HAN DO Tl AR ICs0 fEZ 7~ LTz,

Rt % Xt uid, W ofiakics LT hHAERERZ R L, 3

1Cs0 (pg/mL)

HE R — —
Fe&xtL I n =Ry A% VAT TF
T.T - B (PR 0.00094 0.53 0.49
TE-5 | bR (KA 0.00084 0.72 0.85
TE-9 i R (K5 b)) 0.00117 1.03 1.40
TE-15 |RF LR EOEH) 0.00168 1.06 0.45

XTT i (BRI MTT k) (S CRIE, KA

®t FrFEREMIEERE®ER (/n vitro)®

SRR 72 WRRE

4 R OREER e b FEREMine H Y, Fe2xtLr, Zvdveoson, v ATSTF
Kt &t 0, WIFnoMiakkios LT HiE
EPHEVER 2R L, 4 FFOh TR HEW ICso fHZ R LT,

V. REVLEL D ICs A HIE LT,

P ICs0 (pg/mL)
" Kex%tnL |Zrtensin| YATFITFL | REIALEL Y
INAL TR
AN3 CA H;ﬂ%ﬁﬂj}?@%f 0.00248 >1.30 2.51 0.11
INAL TR
KLE *éi]g%%;ﬁ 0.08240 >1.30 >3.00 0.19
K- UK JE
INALFE]
HEC-1-A ﬁ;;EQE;;A 0.00494 0.98 >3.00 0.47
R (¥4}
INALFR]
HEC-1-B ﬁiééégg 0.00567 >1.30 >3.00 0.30
KA (¥4}
XTT I CTHRIE, FRAIRE 72 KERH

TR EEA~O A D BN




VI. EEHEICEHI HIEE

@kt hRILIREMARIEEREER (/n vitro®
T Ru  ARIEER M LE DB D 3 ORI MR E Vv, ReZ xR,
VAXENL TANTLAF U VAT TF UK bV b o IC EEHIE LT,
R Z 2 /U X0 OMIBakiz kT U< b M S EH 2R L, 5 EHI D T bR

ICso fE& R~ L7,
P : : ICso Emol/L) : - .
FEZxE/L | X7 VEFEN |[ZANTLAFL | VATTF |2 P by
LNCaP
TR a S AR 9.0x10 1.8x10° 3.7x10° 6.1x10° 4.1%x10°
PSAEA:
DU145
A ANET A s 1.1x10° 1.5x10° 3.7x10"* 2.4%x10° 6.2x10°
A
PC-3
T N u AR 4.2%x10° 8.4x10" 3.4x10" 1.1x10° 5.3x10°
o] !

72 W O Y ALERL . XTT i THIE
* PSA: ANz IR S HTR

®t MATIAREMAEICH T SRR ERE (PSA) EAMEER (in vitro®
PSA PSS DB MG L2k R, M /W3R 12 Kk4F L T LNCaP
MR O R PSA IREEZ R T &7, £ PSA PEAMFIEN & faasmiLHEH & o
I R A2 0B (FRBIFR %L R2=0.92) 23380 b, R ¥ /L k% PSA PEARLTE
(3. ARHESEILE SRR 5 Z L AVRER S LTz,

80 r
7% r
70

65

PSAEAEEE (%)
3

55 y =0.67x + 25
R? =092
50
45
40 O 1 1 1 1 1 1 1

20 3 40 50 60 70 80 90
MR BT RE 2= (%)

K42 X)L DIEEREER & PSA EABEE/ERADERE
72 FER O ALERRL . HERESEIE XTT 75, PSA 413 Enzyme immunoassay 752 THIE



VI. EEHEICEHI HIEE

Okt rRIIREMRRIZE FE5T7HR F—RBFEER (in vitro®
RE&Z XN T N7 Y &80T 72 R L7 b MRSz ML 2 Hoechst 33342
THetr L SOCAMEE T n~F U OB LA B LT, P X e idaToMiak
BN o~ F o OEES/NMUL LT 2 28 E T 7 R b — 2 AR e 2 b 25h8 L

720
LNCaP DU145 PC-3
THJ— L5t I%/—I)LxtiE I%/—I)LxtiE
“ %‘ “, ™ 25 g0

FEZ2FEILICEHBRIOIFUORERL



VI. EEHEICEHI HIEE

2) in vivolZE T 2 HAE5ERRE /E
ORFEY Y AABIEEEE T SEBHMR (/n vivo) 0
RE 2 X2 VOSSR E . ~ U A A RS 10 Fa4 AV CiEt L7z, 10 fif 9 fE
DOIEFCR L, R & XV idHEERFEOTUREN R LR L, Fx OJEFICK L BRI eht
NN R AR T L& Rm LT, 09 HLAWMEOREBIELIZICHE TS 7 BOEEIC
XL TEWERIERNGRD b,

5 T/IC (%) 0L | e . gl
St | Tstge | FARED | gl kil | R
MA16/Cl/sp $L¥E (s.c.-i.v.) 0 ++ 2.4 +++
Lewis Jififg (s.c.-i.v.) 5.6 ++ 1.2 +
C38 ft Ml (s.c.-iv.)
L 0 ++ EXGNERPAEES 6
HEATHI - - 1.7 ++
Ch1 ftMBuE (s.c.iv.)
B8 2.4 +++ 2.3 +++
HEATHI 6.7 ++ 1.7 ++
P03 B B (s.c.-1v.)
O 0 ++ EUNERARES 44416
HEFTHI - - 1.8 ++
B16 HffE (s.c.-iv.) 0 ++ 3.0 ++++
Glasgow osteogenic sarcor.na 97 + _ _
(s.c.i.v.)
M5076 histocyte sarcoma
. 51 - — —
(s.c.-i.v.)
P388 [1fLyF (i.p.-i.v.) 5512 + — —
L1210 A1y G.p.-iv.) 7072 ++ -

1 T/C(%): ﬁﬁ'Eﬁﬁﬂi@ﬂ%rﬁ;ﬁ_EPﬂ%Tﬁ/xTEEﬁODH%rﬁg'?%TﬁXIOO(%)
+2 ILS(%): Increase in Life Span GEfm =) (%)

CEA e 5 REAE A 2P Sl — ek FRESE 1= B B0 Shfil) / GRF RSB 12 B 2507P S fiE) X100
+3  FEHHIE T T/C 3 TLS fEI2 B35 NCI o AT ST 5D,
K TBEEROHEE
T/C (%) <10 10 - 42 >42
AT + + —
P388 DL
ILS (%) =175 74 -27 <27
FIHIE ++ + —
L1210 %5
ILS (%) =50 49 - 25 <25
FIHIE ++ + —
++: &%) (DN-2level : B M EHE) |+ 1&MEH Y, — IEMHERL

4 TIC(%) =10 O EEIEE:H 5\ T THIE OSAICHE T LT,

15 FEHEIXEFIEE O log cell kill fEIZBId 2 NCI O EHEIZESN TV D,

log cell kill <0.7 0.7-12 | 13-19 | 20-28 2.8<

SR E - + ++ +++ ++++

6 C38 Tld day270 (2. P03 Tl dayl70 \THIM & M L, &4 7/7 5], 6/6 15100 G HE I3 % il
L= I L 0 EBHEEITo T,




EMEEICET HSEE

QBEX— Y IRBIEE MEBICXT SHEZESE (/n vivo™
R & XL OHIESESFE NCI O in vivo 7’02 77 MIE&EN5 6 Mot MMEEKE H
W, X— R U ABMEIC L WBE Lz, FEZ3Rid, Bt Lz e MEERE TR LT
BWPUEE SR Z R Lic, B FBEOSEA. HEMEHARETH L L bl Tind CX-1,
KM20L2, I ONE LX-1 &% L CHHFHEEE M 2358 < | MX-1 O5-5I12I3 2N T
HK L, SK-MEL-2 } U OVCAR-3 OIEIZ b IEETH RN SR Hivlz, BLED Z &
5. REZXBLOFIREHREANT T LAOILSNRENT,

PUESh F
&5 H& b - =
o AT 2 it i —Ct2 .
@l | nke) | (mgike) | PR | cR | TRPEC | TCR e
GHimB) (H)
. 33 99 - | - - —
X'l Th ‘E?f’; .
C( f%ﬁ?A (534?530 22 66 | 6 | 2| 0(days2) | 40.7 | Toxic
s.c.-L.v. y 15 45 9 1 0 28.9 HNTD
50 150 - | - - —
KM20L2 #& 155 Q4Dx3 33 99 0 0 0 (day50) | 19.3 Toxic
(s.c.mi.v.) (day14~) 22 66 0 0 0 11.0 HNTD
15 45 0 0 0 4.7
33 99 - | - - —
LX-1 fififs 4Dx )
(s.c _fi?; (?a 9E> 22 66 0 0 0 (day78) 19.0 Toxic
oLV y 15 45 0] o 0 12.5 HNTD
50 150 - | = - -
MX-1 L Q4Dx3 33 99 0 | 10 | 10 (day84) - Toxic
(s.c.-iv.) (day11~) 22 66 0 | 10 10 - HNTD
15 45 0 | 10 10 —
50 150 - | = - -
SK-MEL-2 )il | 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 §iEiys Q7Dx3 33 99 o 6 -
(i.p.-i.p.) (day 3~) 22 66 - | = 8 -
15 45 — | = 9 —

1 JEEBMEH % day0 95, QnDxm (In BEO m W& 52 E%T 5,

2 T & CliE. A2 EABRGHL O RHEOE Y A XDBHIED 2 (51239 5 DI ZE R B g
i, T-C OfEIZ & 0 EFRIEIEH %2 & 57,
T-C(H)=3AIH 58 & P RBE O S AT E E RIS #ET 5 F TORM (B0 %

3 FMEOPEITIL NCI o RHEAE Hv, EANTERT 2~ 0 ADFETE XL 20% L EOERERAD 3O &
Nica% Toxic & L, ZD X 5 72wtz /8 & 72 s &% HNTD(Highest Non Toxic Dose :
KEFEMER) & LT,

@Gkt rIE/MARMEKRE U E MBS T S MAEETEREER (/n vivo) )
X— Rv 2B FIENIERE 3 £k (T a~c) . & FMILFERE 3 Bk (P d~1D) &2 Hw
72 (BB n=6~7), NE&Z X ALOHESZRIZ, dayld (T DFRIEGAFELL (T/C %)
75 50%LL T, Mann Whitney U-test THE (p<0.01) ThLHGE A E L THIE LT,
R & %R /WIWT ORISR L THAZ T, EEHE R 2R Uz GEAIK 513 day 0.
4. 8),



VI.

e
S

R

NEEICEY SEE

(a) Lu-99 CKHHAEHE) (b) Lu-61(H 43t _EEFE)

100 100
ﬁ 101 101
E e}
A e Yl N
ﬁ 0.11 T 0.1] §§%%
0.01 . s s 0.01 A - s
0 10 20 30 40 0 10 20 30 40
tht + 4t
KB 5-BAsRE O A% (A)
(c) LC-11-JCK (LEEMY s) (d) MC-8-JCK (FEFME )
100 100
fﬁ 101 101
5 5 5
1 BoR-34... . 1c .
frd 2 @\g..:_g,‘ \g.% .
ﬁ 0.14 j[\ 0. 11 ?%%
0.01 T — 0.01 . '
0 10 20 30 40 50 0 10 20 30 40
t s t s
R G BMBBEO R (R)
(e) MC—2-JCK (F& ENRE ) (f) H-31 (FLEEMRE#)
100 100
fiE A
% 107 P02 Bt 1C "%;}é o
Moo.14 0.1 §§ %
s % %
0.01 0.01
10 20 30 0 10 20 30 40
s t 4
R EBL%O A% (R)
—o0— X o FEZXE/ 15mg/kegik 58

-a-- REHFEL 22mg kel HEE

@RESHE/NR U EEERE®ER (/n vivo®
~ U A (n=5) 27 B16 BEAHEE &L N L1-1%.
B O HEFELEE IS >V TR LT,
Nt & %2 @O SR NR AR L, BIENC 72 - TR 2 i L7z,

N Z %2 v 2 RN G- LS )

A& TRy SR PSS A HOE
(mg/kg/inj) | (mg/ke) T/IC(%) | T-C(H) log cell kill T 3
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 4

T Toxic : FEAMERDIEL, XL 20% DIKEERAHFD &Lz &

HNTD : Highest Non Toxic Dose(lx K 1 £)
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EMEEICET HSEE

®kt ~BEMICx I SHREEREER (/7 vivo) ®*®
RE % %% /Z in vitro TEWESZMEZ/R LT 3 O b N HEHEKMEE X — K~ 7 2|2
FTFBM L. FEZ3vLofiEE fIC OV THRET L7z, TSN 5~8mm (Zi% L7- I
SEv, 22, 15, 7.5, 3.75mg/ke/ HD R XX/ %5 0L 3EIEIRNES LZ, Kt
4 B THRRIL O 72 5 3 BRICK L T Wi AR LT,

PUE S 2h Fii2
i ip= 55 Rt R e 5 ary” a-pit (%1 n=6)

(FEAHERNL) (mg/ke/H) (mg/kg) (5 H% 3 ED) cr | PR JEESES Y 2K
TR

- 22 66 6 0 6

M;Iffjti? 15 45 7,12,17 B 6 0 6

FE;T)i 75 22.5 (FRP) 2 4 1

3.75 11.25 0 0 0

- 22 66 5 1 5

I;E/IJ;\I\{IE?F? 15 45 3,8,13 H 5 1 5

A(HiF)i 75 22.5 (#IRP) 2 4 2

3.75 11.25 0 1 0

22 66 6 0 6

ﬁéﬁs@ 15 45 3,813 A 5 1 5

% F) 7.5 22.5 (F#RM) 6 0 4

3.75 11.25 5 1 2

1 SN 5~8mm [ZE LT & &5 2Ptk
+2  CR : il R iE (/N . PR JESHAFE S 50% UL F e/ IME)
NEE R AR - #5-BH4A% 35 A B ONEEH RAETFHIE

®kt ~BEMRICx T MR EEREER (/7 vivo)*®
b NEEHORHIGE 2 kA2 X — R~ U RICBE L, REZ Xt VAT T7F o OHiELEHS
WZOWTHRRS LT, ARG IEFEEEAE 0 R (T-C i) . JEE#HE/ A (CR # O PR 0
Je OIS A F I CRT L7, 2 FED b R BB HSRAIARIC R LT, RFEZ FR2idEmn
NG AT IS N R &> 2 W FNE A/ N R A2 s UL IESH R AEAFFI 3588 BTz,

T HAY 2t RS A2 (3 HE n=10)

%E@m HepR (m%/f‘g;ﬁﬁ) éif GHMmSE) | T-C | (p | pp | MHIHE
GrEEE | () AR
[33] 99 25.2 1 0 1
GXF209 LA 22 66 91,27.33 1 24.1 0 0 0
(% F) 15 45 (HRpy) b | 0 1 0 0
A7 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 ER Y/ 22 66 13.19.25 >24.0 8 1 6
(% F) 15 45 (SHAIRR) >24.0 4 5 2
YT 5%y 8.0 24 >24.0 1 6 1
5.4 16.2 >24.0 3 0 3

[ INIEERKIETH D Z & 2T,

T 1 FEGARE (FF i) 23 PL RIS 2E L 72 R sl O -2 B AR
GXF209 : £ 220 mm3 (A% 21 HH), GXF214 : #) 180 mm3 (FHiitk 13 H H)
IR ATE (mm3) =FE2& (mm) X £ 2(mm2) X 1/2

T2 T-C : JEEHEGHEE G (ESAFE 4 5 & 70D & CICE T 2 B O it it & D7)
CR : fillIARE (Be/)NE)
PR : JEEIREED 50% LA T (Fe/IMiE)



VI.

EMEEICET HSEE

@t MERIRAREMRRAIC K I S MR TERAE R (/n vivo) *
b NEHSHEREE D DHEIE X — B~ 7 20 3 HAGHRRHIIE TH D SR4TS Z VT R Xt
WY AT T F 2 DFREIENRAZ OV TRE L7z, ARSI HEEE I R (T-C f5) |
R/ N R (CR $% O PR 80 M OMEGH R AU L VR L 72, FeZ e ridE
WHUBEE R R AR U, E I A0 2 58 Tz,

i . . o | BEAY it PUEGZhF2 (%8 n=10)
(%ﬁﬁ%ﬁﬁ) BRI (m%/fg;ﬁa) <nii§ @RESE) ] T-C | p | pg | MEHK
(R 1) (A) EBIE

33 99 >9288 | 1 1 1

SR475 | Moy | [22] 66 2%;2;[%3;)5 ~988 | 3 | 1 3

J=RaL 3 15 45 A >288 | 1 1 1

(BF) o e 8.0 24 21,27,33 H | >288 | 0 2 0

VAT 7% 5.4 16.2 e 93 | 0 | o 0

[ INIIRKMETHD Z L E2RT,

1 RS (R JE) 23589 175 mm3 (BAE% 21 B B) 122 L2k i O G- % BilbG
FEBHARE (mm3) = KA (mm) x4 1% 2 (mm?2) x1/2

2 T-C : EEHEFHELE EBAREN 4 5 & 725 £ TIZET 5 HEDO KR L 07%)
CR : it AREE (Fe/ M)
PR : BEEAHED 50% LA T (F/IMil)

@kt +EEEENEMA (- Xt S MRS TERREER (/n vivo)®
K& % X8 /VIZ in vitro TE\WESZMEZR LTZ 2 FO b~ SESERR S B SMAL 2 MErE X — K
YURIE TR L, Rt OFUEENRIC OV TG Lz, ERAREA 50~150
mm? [ZE LR R LY, FeEZ X320, 15, Imgkg/H, A7 7 F % Tmg/ kg /H
Z 7 HZE 2BFIRNE S Lic, AR0MEITERELHEE (GDF & : Growth Delay Factor)
FOT/ICAEIC K W EHIE L7z, REF 2/ WTKRIERAEEBDSZ 5B L7220 20mg/kg/ H T
BRI 2 8 LTz,

n=6~10

M| e | ROSR | RESE [R50 Tf’g’j?’%’fﬁ P

(REHEERAL) (mg/kg/H) | (mg/kg) (R %) GDF#3 | (k%)
HNX-22B 20 40 25 2.9 2
for A r |7 S A & dll 15 30 7 HEE 200 85 0.2 3
JoRA NS 9 18 (F#RM) 38 0.1 0
(2 T) YAV 7 14 31 0.8 11
HNX-14C 20 40 39 2.5 3
VA (i S N < K a 15 30 7 B2 48 1.6 2
SRR 9 18 (RPN 45 1.3 5
(FZF) YA Iy 7 14 54 1.3 13

1 JES AT (mm3, FAEXEARXE &x1/2) 23 50~150 mm3 [Z 2 L /-8 TR 5 % b
2 T/C : L v FiH & D B/l
T/IC (%) = [ 5-F D FH of R (RS - 28] / [T B340 Skt FEAE 0D A Skf RS (AR A5 S 2] X 100
FHASRTREIG AR « B 5-BRMAH 2 1 & L7z & & OfxHE
+3 GDF=I[T-C(H)]/[C(H)]
T-C : JEEHEARLE (RS I0 B o 58 Lt AR BT 5 il oo 3)
C D XFHRBEIZ ST B REBSE N H £ o h el
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Ot FINEEMRICKY HHRaETERREVER (/n vivo)®
RE % %% /WZ in vitro TEWWESZMEZ R LT- b NI BRAIAE OVCAR-3 Z Il X —
R~ ZDMEENICER L, K& & X2 UEREN& 5RO BRI O TRFT LZ, A
VR VIS S A A5 K OMEAr =R (ILS : Increase in Life Span) IC X WM L7z, Fk&#
F /TN THOEEREICB O T S BB AETF 2% < R0 Hiv, EMEN 104% % # %
% i WU R TR BTz,

£ # n=10

Beh& R GE | B JEESES T SR AE AT B e B JIshEsy
(mg/kg/ H) (mg/kg) (7 B 3 [a]) (110 H H) (ILS%)
[50] 150 3,10,17 H 9/10 >104

33 99 (N5 6/10 >104

929 66 8/10 >104

15 45 9/10 >104

[ TNIERKHETH D Z L 2RT,
T ILS (%) = [FAN G- 8 O EA7 BB Jufil — 5 G 5) BEO A7 A b i (54 F) )
106 R GEBES) BEOAAF B 4P e fiE (54 H) 1x100

Ot ~IREEMICK I 2 HRREEREER (/7 vivo)®
MR DR D e b INEE H ORI 5 BRZMEMEX — R~ U R TR L, ReEZ Xk,
VATTF VI BaRAT 7 I RER R Y AE Y ORI ROV TR LZ, A
MR RHATE L IC EE S e TIC A B L. 50% LA FAE A%, 26% L0 F & &40 & Uikl
L7z, FEZXFE/UIISHT A THEN THoT,

T/IC (%)
PR LS9 vA7" 5t ATV VAN [NESI A
BhE (mgkg/ H) 1512 5 150 8
BGAyYT a3 7THM2E | 7THmE2ME | 14 Hm2ME | 7THE2MHE
(3 5-580r) (FIRM) (E5HRIY) (FrIRPY) (E5HRIY)
Ov. Pe
A3 AL RRE R e 7 63 38 46
(KF)
Ov. Sh
ARSTA LR 1 s 39 6 6 9
(B F)
W F'ma
(i fﬁ ) AL AURE i N 10 25 36 47
g (KF)
Fko
Ay A LR R M e 61 58 96 92
(T
MRI-H-207
Ko s 3 CR CR CR
(B¢ T)

CR: 1 % ALLEEENHEE

1 T/C: kALY FH SN 5 &Ml
TIC (%) = [#% 5-BE DO FEES AR -]/ [ 51 REHH 0 e B 00 K e IS AR RS - 04 ] X 100
AR ARE « e EBRIAHFZ 1 & L7z & & OMXHE

2 Ov. Sh s, MRI-H-207 fEEHZ%E L TiE 20 mg/kg/ H O 5T 5 L7z,

3 JEEARIEN LY T 50~150 mm3 12 L= & %5 2 BHiG



VI.

\.

EMEEICET HSEE

e FBEEKICHT SEEEEER (/n vivo)™®

b MEEREER H-190 X3 H-204 (BEIRIES A4 X — R~ 7 ZIZTBHE L CorifE - fikR) 2 X
— PRI TBIEL. FEH X2 LOFEERRICOVNTRGE Lz, ARMEE, xR
(2t U OB ARE 2L A RERHFAOICH B CL IS ARRRINEIE IR 23 =58% DK TH%)) | =
80% DI 1% LHIE LT, FEZXFE/IEMTD BT, Wifkick L TERhZ2 R LIz,

e DB PN
ﬂi% LY &Ef‘% &EJ“X’]‘V a=vit % IR A = [ e 0, P Mg ==
(R P 5% (mglkg/B) | (4 FAIc 38 FET 1%k ﬁ@(%lﬁﬁﬁ FEEE | IR2(%) | ZhRHE
15 1/5 - F = — —
H-190 2k 10 1/5 - A B - -
A R | FRIRN 15, 19, 23 —
(% F) 6.7 0/5 -9.5 MTD 99t o)
4.5 0/5 -6.7 98t E5h
15 1/5 - F = — -
H-204 1531k . 10 0/5 -4.6 MTD 91+ £
B B | RN 8,12, 16 —
0% F) 6.7 0/5 +2.8 63t B
4.5 0/5 +6.4 58t fzh

1 SRR CESE) 2355 100mm3 1222 L - S a% 15 B B (H-190 B4 XUV 8 H B (H-204 &
FERE) (% 5% BRLG
FEZARE (mm3) = E£8 (mm) xR (mm) X/E A (mm) x1/2
2 XREEO SEHIEEEATE S 750 mm3 (CHRIE L7-Ea G4 siiyl) (o) iR
IR (%) = (1-T/C) 100, C : *HREEDOFHIRELHATE. T : SPALERE D T B AR
1 p <0.05 (FEBAREOIEFBGH0 5 OEOHEBRIZ OV TITo 72, *REEICKT9 5 Dunnett B HLL
R E)
MTD : EBRHIBFIECHI RO T, oG5B O EHEMEEE 20% 0 LK T S g0k k%55
— BMEAEOZOFME,

e FFEERERICK T SEEREER (/0 vivo)®
b M EAER AN3 CAMA X— RV RAICK TBE L, FEZ XL ofEREshRic-o
WTHRET L7z, FEZFE/0d, MTD L Fof& [33 (MTD) | 20.5, 12.5mg/kg/H . q6d
X 3] 123V T AN3 CA #RITH L s W HUBIE 2R 2~ L, MTD #5836 10 5 HUEE A
I, 2 TOEABEHOF Tb Ed-o Tz,



VI. EhEFEEIZCEH I HIEH
HRERHE 55 B0 o T-C T/C(%) 13 | Total log cell | tfs?/
(2 52 H) (mg/kg/B) (mg/m? H) * (A)2 CHIE] | kil [EE] | Total
53 159 ND ND ND ND
K %%+ [33(MTD) | 99 6 Hfglz | >43.0 -1 [++] | >5.9 [++++] 10/10
(F AR 20.5 61.5 3 [m] 42.4 0 [++] 5.8 [++++] 2/10
12.5 37.5 27.0 4 [++] 3.7 [++++] 2/10
LU uaRAT77 IR 90 270 4 Bl 0.3 59 [-] 0 [-] 0/10
(IEREP) 60 180 3 [m] 1.0 78 [-] 0.1 [-] 0/10
A=Ay A A% 145 435 7 HflC 0.5 44 [-] 0.1 [-] 0/10
(F#RPY) 90 270 3 8] -0.1 57 [-] 0 [-] 0/10
~Af h~AC 4.5 13.5 4 BB 38.2 0 [++] 5.2 [++++] 2/10
(BEIER) 3 9 3 [a] 15.4 10 [+] 2.1 [+++] 2/10
AT TF 7.2 21.6 7 HfElC -0.8 82 [-] -0.1 [-] 0/10
(FARM) 4.5 13.5 2 [A] -0.1 |106 [-] 0 [-] 0/10
INES A 8 24 4 AT 38.3 5 [++] 5.2 [++++] 1/10
(FERM) 5.3 15.9 3 [m] 31.9 1 [++] 4.4 [++++] 1/10
MTD: {REWRAD D 20% % 2 720D, UTIEFNTER L72FE RN 20% L T CTh D i &
ND: #FHMHEO - DHEES
10 EEBM 14 HE%., SEEOEGARE (ERXER 2x1/2) R IREO&EFIA 163 - 207 mm3 (1 R{E:189
mm?3) ORFIZE G- 2 BtA LT,
120 T-C(H) : WS AE B4 CEHIR G50 - T & MALE ST © C OIEREAREA 1000mms (23T %
FTICE L7z Bk (P i) D7)
131 TIC (%) = FAIF G-RE D RIS IRFE AL (FFyufif) /AL i sk FRRE O S IR AE 22841 (FP 9eAi) X100
NS ATEZAY, « P G-BHAAH (ML 14 H) 2°5 16 A1 (EEBHEE 30 A) £ COMEAREZI
NCI/ SRI @ HEEHE - T/C(%) < 10 (++ : ). 10~42 (+: A%h) . > 42 (- : &%)
t4:  Total log cell kill fii= (log2/Ta) (T-C)
Ta AR A4k (2.2 A)
NCI/ SRI HiEFEHE : log cell kill > 2.8 (++++ : %) . 2.0~2.8 (+++). 1.3~1.9 (++),
0.7~1.2 (+: A%h). < 0.7 (- : #%h)
161 Tumor free survivors : fEEMAH 62 H BIZR 1T 2 EEH KA~ U A1
B b FEIIRERRICXT I B EFEREER (/n vivo)®
bt hEIZAREMAaE DU145 2 X — R~ DU R R B L, K& & 'L oftEEhEic>
WTHE L7, FEZFXtE1E MTD U TFOHETE WIIEERZ 7~ L. 33mg/kg/ H
(MTD) #58£D 60% T CR. 50% CREIZTHIRAETENRD Hiv-,
H BhE Wb | T-CT2 3 wrts | tfs™
(6 A7 3. WIRIES) | (mgkgH) | (mghke) | (m) | PR [CRET
e & ¥t 33(MTD) 99 >15 1 6 5/10
22 66 >15 2 1 1/10
15 45 >15 0 1 1/10
VATTF 8.0 24.0 7.5 0 0 0/10
5.4 16.2 9.7 0 0 0/9

MTD : EHURE DAL 20% %R 72\, 25 WITEMITERE U728 C 2580 b7 s &

T AR O PR E A3 180 mm® (23 L7 Btk 16 H B /v b 52 BkA L 7=,

To: T-C(R) : MEEHEMRIE A5 R 51« T L IAIERTREE © C OIEARA TN PN 8 5L 725 £ TICHE
L7z B3 (RdefE) ozE)

T3 EgHARE R/ 23 PR (partial regression) 1% 50%AJii. CR (complete regression) [XfiltEIRAEIZ 72
> 7= %k

T4 : Tumor free survivors : A% 48 H H 2351 2 WSS R F~ 7 A5



VI.

EMEEICET HSEE

3) BEMEFIMIEMEICE T SIEESE
O FEREFIT MRk C X 5/ER %
ZAIMHEMIERE TH D P388/DOX (X, FE X Xt /icxt LT XEE R Lz, =

@ P388/DOX #ki%, FARA Y AT —+E (Topo) MIEMZELEHEEE-L T 572, Topo DA 7)3
itk IZ B8 G- L7z P388/CPT5 #£ & Calc18/AM #RiZxl3 2 K& & ¥/ OEH 2 Mt Lok

R IO ORI, R 2okt LW %2 R Lic, 2 OfRERIX, Topo BERElK
TliokoThb EShizmEfiaicy LT, ReEX v AR ENHERAT LI EZ2REL

Tnd,

F

k| MR Ak

FRE AR E H1

[ ERA

ISEV A7

T e

mAMSAT3

PRI RR DR

-

=Rk

2 P388/DOX

26

187

P b B (P-gp) i FIFE B
Topo I {E 251t

P388/CPT5

0.75

80

Topo I FHEHINY7 Mryviittk
Topo I D% H

E b
S

Calc18/AM

1.1

18.5

Topo I FHEHA] mAMSA ffif 4
Topo I {EPEL T
GEERIZ )

T1 MmHERE & BEED ICs0 LD b (THERRIZ X35 ICso/ BRI %5 ICs0)
1.5 L DA A XM L & Uiz,
T2 BT TV OFEKRD 1-2(CPT-5) 2 iz,
T3 amsacrine ([EINFFETE), ANLL DR H (Topo I BLEHAI)
QBEALSNAIM MRk I 2 ESE
H 4 BUAI M b S IPELE R 41McisRGE AR 41M). CHlcisR(GEL#E CH1) & T8 OVCAR-
3carboR Gtk OVCAR-3) Z# IV, R&Z Xt 125K Al 4 96 Frfl#Hfn (SRB 1
AnFa—2 I Bik) L, ‘X707 7 A VEE Lic, REZ 3B /VOFMHmmTE
X, 2FEBL 15U TThHY, A4l & oM XMMHEITERD Hivie o7,

MRS EA

87 % 11.2+1.4

CDDP F&#*%&/L DOX

FHRIZXHT S [Cs

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

Il : 0VCAR-3carboR/OVCAR-3

(mean=+S.D.)

n=3~5

Bk

ICs0 (nmol/mL)

VAT TF v

K& FE/L

FEyresr

T FARVF

41M

230

0.62

49

550

CH1

160

0.33

4.5

62

OVCAR-3

510

0.48

130

5600

VEFAFETRERE - Frie i

BB L




VI. EYMEREICEAIT HEE

1.

I FiREDHH
(1) SABLA M e
BB L

(2) ERRGBRCHESIN-OPRE
1) BE%S 10
K FEE TR BE 24 B2 R & &L 10~90mg/m? % 60~ 160 43 [FH =] i s RN 5 L 72
L EOMmIFER R & )V RERERE %2 HPLC k2 AV CRET L7z, M i 1k 7%
WiR L, foer A IR FE (Cmax) & OV AUCo-oo | I8 G- BARIFAOIC I L 7=,

(T’QEJLE %k Cmax AUCo-

mg/m?2) (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 2.77+£0.77 4.37£0.61

T n=4

) RERS
%1 FHEERRBR IS\ T, FREEEEE 6 i K& ¥ FtE/L 20~70mg/m? % 60 432 )
T, 3~4 AR T 2~4 22— 2 £ TREARHIRNE G LTz & & gllE 5 & o al b
Re D MAE IR EHERS I 21X b T, KB G X 2 RS fE @ﬁmi#QMﬁ#otoi
7=, ARG EATOMAEFRE IO TR S ERRR(AOng/mLAMH TH Y | EHEGIZX
TR bR o T,
WA OEFEE I B 24 B FEZ &L 35mg/m? % 1 #EKE. 75mg/m2 & 1* 100mg/m?
% 3 TAMIME CRAE AR 5L B2 Ui bo& | SR AT 61~120 B CTH - 7=
EDOWENRD D 40,
H1) AFOKBS - 1 EHRZ 60, 70 X 76mg/m? ((KEmE) Tbh o,
H2) FEHFE/L35mg/m?2 K 7omg/m? & &5 S 7z BEICB W ORI 5%, IO
100mg/m? & 4% 5 SN BH IV TR 5% XU 2 Bl H O 5% ICRIE S i
R C S & B S R,

(3)
ek L

4) RE - ftRAXOEE
E R L



VI

EYEREICEE T H51EE

2. EMEERII/NS A -4

(M

(4)

®)

(6)

R AE
3-compartment model (2 X % fiE#T

R S35 FE 7E %8
ERRNPE G- D7~ 3% L7y

HERRETEH
K12=0.870/hr., K21=1.06/hr., K13=1.57/hr. K31=0.0516/hr
NONMEM f#HTIZ £ 0 RO 7= RN T A —% L 0 HH (3-compartment model)

3-compartment model

SHALLOW CENTRAL DEEP
K12 K31
2 < 1 1 3
> <
K21 K13
¢ K10
PUVTSUR

20.4 L/hr/m? (60mg/m?, 1 FEfi#5-KF : NONMEM f#fT K 0 SR 7= REER R T A —& ) B H)

NHRIE
164.1 L/m? (GEFIRAE ; 60mg/m?2, 1 K[ 55 : NONMEM f#dT L 0 RO 7= REERM T A —X
QNN

Z 0t
ek L

3. B&EH (REaL—L3v) @

(M

(2)

FRITTIE
NONMEM fRHTIZ & 0 REEE /ST A — 2 2 B

NG A= EEER

Population Pharmacokinetics D&t (E k)

5 TR R OV TARBRIRRER I\ T PR EEE O B A MEE R 102 61, 662 K0T
— % % T, NONMEM fi##ri2 X ¥ Population pharmacokinetic parameters (FHE/NT A —
2) R LR, P2 2 omEhREHERIT, Mol L \Z — 2R LT,

o 1-FEAVEREE B (AAG) EFSREREN e X X107 VT 7 2 A (CL) O EEREEIA T L5 2
B, AST(GOT) X% ALT (GPT) 7% 60IU/L A EDEFETIZZ V7T 2 AW 21% LTz,



VI. EYEEICET HIEHE

4.

5.
(M

EYPES I 2 L— 3 VE(60mg/m?, 1 B mUREFT)

— Crax AUCo o tiz o tuz B tiey CL
(ug/mL) (ug-hr/mL) (min) (min) (hr) (L/hr/m?2)

RHER 2.0 2.9 6.3 46.4 18.8 20.4

ST A B 5 2.3 3.7 7.1 47.8 20.2 16.2

1 AST(GOT) X% ALT (GPT) 2% 60IU/L LA |

IR 4R

FEIRN R B- D72 03%4 L7220

kil

it % — B REP BB
BB L

It % — B AR B FY B 1
BB L
<HE>

YR 13 HOZ v F(SD : n=11) XT*18 HD Z »» F(SD : n=12) |Z “C- K& # %/l 5mg/kg
wHER G U, Al - AR OUR R o O RO B B 2 E U7k R Wi~ @R E D3 3
ROLNTZ, ELBRETIEH 72600, BIRIZK T 2RI M RO LN TEY ., IR
~OBITIHEN R S T,

R 13 B A R 18 H A

4 I on gk L R He DO g gl o il e

W mﬁjmﬁﬁﬁﬁg BEHHOMIE m?jmﬁﬁﬁﬁg BEHHOMIE

i SRRy 48 R B b

fikis ug eq./g) ug eq./g)

05h| 3ht | 24h |05h | 3ht | 24h [05h | 3h | 24h [05h | 3h | 24h

mAE | 025 | 0.11 | 0.02 | 1.0 1.0 10] 026 ] 016 | 004 | 10| 1.0] 10

iz | 2.22 | 2.00 | 161 | 91 | 203 [ 114.7] 2.79 | 201 | 1.17 | 11.1 | 125 | 29.9

k| 007 | 003 | 0.00 | 0.3 0.3 02| 007 | 005 | 001] 03] 03] 02

e | 057 | 0.64 | 0.06 | 2.1 6.1 38] 003|001 |001] 01] 01| 02
T n=3 (%-Kff#] n=4) (i)

LA~ DB
BB L

<BE>

I T v NS 40~ K4 %20 bmglkg % R Lz & & Ik F~OBIRRD bi

776

B DBITHE
BB L



VI. EYEEICET HIEHE

(6) ZhDEBE~DBITHE
EERR L
<BE>
MEREZ » b (5% n=4) 12 “C- K& ¥ ¥¥/L bmg/kg ZHEE G L-L 2 A, &5 0.5 REE#%IC
ITIFIE LB THETRE AT NGB AL, ¥ 5 24 BRI ICITA NS < MRk~ 1T Lz b
OO, MK L febb &2 7R Lz,

( ALkIR LR M b
[ ug eq./mIi or ug eq./g) _
B 54 R 5% REH
0.5 hr 3 hr 24 hr 0.5 hr 3 hr 24 hr
il #E 0.25 0.06 0.01 1.0 1.0 1.0
i b3 0.37 0.16 0.04 1.5 2.8 4.1
N iltd 0.05 0.03 0.02 0.2 0.5 1.9
/I it 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
T IR R 8.77 9.26 4.61 38.0 160.9 479.9
iR 0.92 0.80 0.50 4.0 14.0 51.4
N — R 3.56 3.53 2.14 15.4 60.7 223.3
WO B 8.16 4.84 2.24 35.1 84.9 233.0
RPN 4.70 3.40 2.06 20.4 59.1 214.9
R R 7.19 4.54 2.04 30.9 80.0 210.8
fifg i 1.45 1.43 1.15 6.2 24.8 119.6
i ik 8.23 4.13 1.87 35.9 72.5 194.7
i fiek 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
i 8.90 6.05 2.34 38.2 105.7 243.1
Bl 5 8.67 4.23 1.42 37.2 73.2 147.4
& fiek 7.69 3.81 1.22 33.0 66.0 126.8
ks f 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 i 4.26 3.47 1.48 18.2 61.1 153.3
i Jbt: 2.92 1.97 1.26 12.3 34.0 130.9
PR 4.41 2.24 1.06 19.0 39.3 109.3
EEERE R 1.38 0.97 0.42 6.0 16.9 44.0
R 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
A B R R 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
% . 0.23 0.22 0.19 1.0 3.8 19.6
I 1.20 1.05 0.84 5.2 18.4 87.8
I 3.06 3.35 1.90 12.4 59.7 196.7
)d & 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
e Bt 4.05 2.82 2.63 15.0 39.9 205.1
gp E 4.26 3.14 1.76 15.8 44.8 143.4
T MEZ > b (%% n=4) (FF 9 fiE)

(6) MEFEELKEEE
HMET 1C- FE# Ft/L 100mg/m? & 60 7y M HELHE RN 5 L - S HEE R EE 3 il
BT, FEZFLOMEEAMKARERF Lz 24, SHKT 8 Bl £ TOHIEICB VT
90%LL LT -7z 40,



VI. EYEREICEAT SEE

6. fX#
(1) ARBEEAL R A BHRR R
EERR L
<BE>
KNI OE ) AF 7 F—RIZ LV BbzZ T CR# S, £72. e MFI 7 rYy—2%
Wz in vitro i BRIZEB W T, AAIORHHITIL CYP3A4 DB 5DV RIE S 472,
B, EERIMOTIEEDNRITIEE A LR SN o Tz 4249,

2) KBEA5THBERCPH 0HrFiE. FHE5X
CYP3A4

Q) VEEENROEERVZDEE
RN G- D= D% L

4) KEDOEEOFERVEEL, FELER
FEARHOTEMEITIZ L A LD bR o T,

7. e
O%F 1 AREERRABRIC BT, SREE#EEE 19 Hli K4 F &L 10~90mg/m? % 60~160 47[H]
BRI IR G- L7z & & DR PYRIER 2 MG U 72 R . KRR D 48 [ E T O SR
REOTRE 5%UT Th -7,

BhE A 48 W] D RAUR ik
(mg/m?) (i) (5w % %)
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

QA E DK FEE T BE 3 I 4C- K& 4 F&/L 100mg/m? % 60 4y H RS IR S L.
Fe 5% 168 Bift £ TOED K OYR PP OWTHE L=, HElt Shi-ieiittez %5 - Shi-
BB X 2 TR RICR Uiz, FERA~OPEINIA T8% L ET, FEZ 2 PRtk 133 bk
MTHotz, Fiz. RP~OHEMIL 5~T%TH -7,

F (B G-8I6T 5 %) TR (B 5Bk 5 %)
Bl 74.81 5.93
B 2 73.35 5.05
B3 RE 6.96




VI. EYEiREICBAd HIEH

8. FSIURKR—E—IZBEHT H1EH
MR L

9. BHFIZCKDIBESE

10.

11.

EERR L

BRENERZAI LEE
BAEE L

T D
BAEE L



I. 2% (EFRALDIESE) ICEHIT HIEH
1. Z25RBETDER

1.

of

AFIDOAERFIRF (Dose Limiting Factor, DLF) (FiFhEkiELTHY . AFIDOFEAHIZK Y
EELGEHEIG (EICHFHREKELD) . EEREEZOEELEMEARUVAR L ORRE RS
BEETELRVERCHNEBONTWNS, LE=A->T. KFZEOHNAILEEREIL. BRFIC
ARG TEDIERERICEN T, PALFERECTHILTHNSE - BREFOEMDL & T,
AENDTRENEY & HIF SN BIERICDONTDHERT S &, £, TROEHIZIEBRE
LAaWR EHEGBEDEBIRZEEIITS I &,

- EEGEMIIGIOHLESE

- BREEZEHLTVIESE

- RBEALBRREORDONSESE
BERORMIBICEILSL, BEXETOREICENERVEREZT2HBEL. BEEZHETHSL
BETHIE, [2.1-2.3, 7.2, 8.1, 9.1.1 BH]
(fia%)

AHN O EMHHIKN 1, FhERgD ch s,

WIEIAFEIRE o OBhRe BN DR RER I 3 T UARAIE 512 L 0 | BRI 23 97.4% (963/989) |
I H BRI 3 95.8% (939/980) 1278 H LTz, H¥IT Grade 3 LL EOHEFE 72 A MERHD (2,000/mm3
Aii) 2% 69.2% (684/989) . 4 FHERIE/Y (1,000/mm3 i) 73 86.0% (843/980) & =i 258 B
THEY (IVI-8. (4) 3) BKMAEMEET ISR, BIMEOFRE IENRBEZ OND 2 L0, 1pK
BHEFE D SO - SEBI AN FRD S 7= (TV-5. (T) Z DM B W) Z LiIck v ig#E Lz,

EENRETOHEA

2. 22 (ROBHEICIXBELHENI L)

2.1 EEEHOEHOL 2 EBE [EERYESLZIEL, Mt hsZtnbsd, 1 [1.3
]

2.2 BYYEEAUFLCWEERE BYYENEEL, SiimE s 20385, 1 [1.2H]

2.3 FEEA URGIEDRDLN D BE URYWENHEE L, Bmes b2, ] (1.5
]

2.4 RFUIARY Y ~— K 80 &AMk LEE LMBUE DBEEIED & 5 BF [RANEA
UYNLR—h802EGHT D, ]

2.5 IR XATHER L CW A AREEO & B etk [9.5 2R ]

(fias)

2.1 ~2.3 V-4, MEROCHEICEEST S1ER] o V-1 EENE L ZOE ] SR

2.4 KRS K OB REE NI DG R ERER e O AR IR WTT 7 4 7 F 20— 0.2%I27%
Doz, V8. (2) 1) HFEAIREIERFSELRN 2

2.5 IVI-6. (5). i | &




I. £ (ERALDEEF) ICETSHIER

3.

DREX I RICEEET SFE LT NDIER
(V. 2. P RICET 2 0E) 28BT52 L,

RZERUVRAEICEHET HERE L TDEHH
V. 4. RERORBICEET 5 S 23T 5 L,

BEEGEANVIE L TDOEE

8 EELERNMIEE

8.1 EHEREHMBINEHEICE Z 20T, FRRORMICHET 2 L, [1.,7.2,9.1.1, 11.1.1,
11.1.15 &fd]

- BeHRIIHENCEE R R A (MIRRAZ) 217572 L, BEOREL HSICBET L2 L,
- FROBYYE DR BUC R L, ek, CRP L5, BEVEORBEAHGET 5 &,
- KRN O HZ & T2 > Tt G-CSF ®AI OO 2 EHICBE L T BET 52 &,

8.2 MEATREIR BT 6t D 2N BIIRES L SN TV ARV D T, IMEERR B KT L Tl o iBEE A2 &
ETHZ L,

8.3 AANC L D HEEMBBIERN D LoD Z ENHDDOT, FRTARIOYIE RO 2 [FH O
B GRET, BISE 04T 0 2 &, BBEUERIIAR OB G5B DAY UNICE Z 5 2 &8
HHDOT, AFEGEIES 1 RBITSEEIC S, Z YA > (IE, RIS os=21
T ERITHRE, BEOREL TOICBIETH 2 &, EEBBUELR (VIR S, K8 SR,
MFER T, MG, 2% NRObNEaIE. BEHICARIOR G2 FHIE L, @Y%
WUEAATH Z &, 7235, BEERIBBUERAFE LIEFIZIX, AREZBEG LN &,
[11.1.2, 15.1.1 &[]

8.4 v+ TEBRIERITHT AW L 32T 2 &, & XIDOLAS, MERT, RENR, #iEs%
NHHPNDZENDHD, [11.1.6 BH]

8.5 EEQIEENHLDLNDLZLBHDHDT, MERRAEDHICER L TREL 471179
&, [11.1.3 &#]

8.6 AEABEENSHOLNL I ENHHDT, BHEMAEDEICER L TBEL 012175
L, [9.2, 11.1.4 ]

8.7 MM S NEEEIEGRE (DIC) BN bbid ZENHHOT, M/ Mk, ik FDP .
Mg 1+ 7Y ) = U REFEOMRREZEEAT) 2 &, [11.1.7 ZH]

(fiF#)

8.1 V-4, HIELOHEICEE T HERE] . [VI-1. ZENELEZOBE ] KO V-2, 2o AR
X OHEE | B
EREIHNCEET 5 SR L LT, Grade 3 LI L TEYWE|] ORIWERA, 7 Uil HEE =i
SN BIERE K OB I BT 2 ENEERRER Cix, ZaetiHmEs 82 #it 9 # (11.0%)
ThHolzDIZHR L, RN T 2 ENERRRER Tl 43 #iH 10 ] (23.83%) TholZ &
D, BINZHE O BF IR ST 256 13BE T 2 EWEA ORBURHIIER T 2 X oMt Lz,




I. £ (ERALDEEF) ICETSHIER

8.2 ZKFEIRE K OGIREIB IR DREEIRFERIZ I T I BT 2 A MRS b hr o 7o
ZEMBRE L,

8.3 MRZICEN - S CHEMSIVRWER SRS 25N L7265 R0 6 AFIE 5RO 32 K ORIE
FAFEBLRE D RHLFVEFIZ OV CRifk L 7=,

8.4 FRFRIE K OZhBEIB NS D i AR R K OV FH SRR A IC W) T, L - TEERERRORIE & LT
DAE(0.1%A0H) . ME T, AEAR, BB (O E 5% R ENRO LN Z EHRE
L7z, V8. (2) 1) BEfiEAIEIERZBURNL S

8.5 [VI-6. (3) FHkrerEEEE ) &M

8.6 [IVI-6. (2) BHEREMEHERE | SR

8.7 HERZEWEM L U CHEMEMEMLENEEIEGTE (DIC) BNHMESNTND I ENLRE LT,

6. RENDERZEHI HEFBICEHTHIE
(1) B6HE - BERZEDOHLHEE

9.1 G6HE - BMEEZEOHDHEE

9.1.1 BEEIHOH D EE
EREANEIEE L, BEEEYEE AR T 2B ENAH D, [1., 7.2, 8.1, 11.1.1 &]

9.1.2 MEMMAILMRHEDHSEE
JERZWEI B8BTS D, [11.1.5 B3]

9.1.3 ZEOHDIESE
FEZEEIE LI BTN H D, [11.1.13, 15.1.1 ]

9.1.4 7Z)a—)LIZBEGEE
AENZ G HHAIEMBIC I 0N E 2 0 T2 2 & AFNTEA L LTk
B ) —=NEEHET DD, TV a— LOHRRMEZR~DOEENR bHbbildBENNH
el

(a5t

9. 1.1 AFHERiBAE, AFIOHERGIR T TH Y | EEEHTITIERBEEE LRD LN TND
TEMBRE LTz, (V-4 HELOHEICEET 7R, V-1 EERNE & 2O | KOV
2. EENE L ZOME | B

9. 1.2 JKGEHE K OBhRE BN DO ERRRBR C B\ T B M OB 2 A 5 BB AR 2 %
H L& Z A, FEMMRDOFRNA BIVETIZE S TIEFIDFRD bivlic, Fa0HEE LT
JRRHEIE 2 A 5 R ICARA 2% G- LTz & 2 AIERNEAL U, B2 K 0 FE1C L7 SEf
DR T, YD Z LB AREEZBRE LT,

9.1. 3 /KGRI K OIREIBINE O FF R RBRIC IV T, MRIEOKRIEHLRIT 9.7% (96/990) TH ~ 7=,
Bl a—2HoEme & BICHRBENEELEANRBD DL, 6 2 —AEHHZTIE 20.6%
(29/14D) ITREO NI Z EMHERIE Lz, ENOAZRR &K OZhREB IR DR RER BT 5
FEORBIZOWTIE, VI8, (2) 2) # 5 a—ABIENWERARER] &R
SEOEEARRBR T DIREORBUC O\ T, VI-12. ZOMOEE (1) | 2

9.1.4 RANILLTOHEOEKTY ) —VEGHETHZ LD, TAa— /W EEICH




I. £ (ERALDEEF) ICETSHIER

H UG, T a— L OFMRAR~ORENES HEbNoBZENNH 5, FEANCHEZE
I CT A — B OF AR L, TAa— LB O 5 BE B 5T 2580, SET G H
FHOREZ L<BEL, ARETRIILEO S ZFTT 2F0OINEIT O 2 &, FicTrra—u
RMHE (D EOIKIETLAEN B35, FFRAELNLD , HEKNT5%) OLAIE. VA7 X
X7 4y NEBE L, KFIOWEIG A EEIHET2 2 &,
kT H ) —VEE
U A% YT —/L 20mg/1mL fH] 0.395 g
U A% YT —/L 80mg/4mL | 1.58 g

2 o5
BEEAZIMEISELIBZTANAH D, [8.6, 11.1.4 BH]
(a5t

9.2 OPUEMERELEANE U CRE LTz, 7GRN K O REIB NI O i PR 3R M OV A Bl A2 L
BT, WREBROBIEM L LT, BAE0.1%AK50), mE, 2R, SR OTRE 5%
SRR L, V-8, (2) 1) BMREABIERREILRIL S

() HHeEfEEERE
9.3 HFHEREIEERE

AR OMPPREN EH L, BHEAR#RS HobhsBEnNnH 5, [15.1.2, 16.4 S ]
(fiR)

9.3 AANTIFIZIHB N TR SN D 72D FREF IIHFEENMET L TV EEFETIT R 1
DOARHDEIE U, I R EE L ORI B L, BHERNE S bbb sZzhnd b Z
EMBERE LT,

AR N OV Re 8 INisy o0 BR R RABR 1 d6 1) 2 N R RERR T BB 163 2 b Tl I G-Re B U L
BB 1.5mg/dL B x2 TV =26 (8 #) I3\ T Grade 4 DAFHEREA (500/mm3 i)
WO b, VI3 FER (R L—va ) @) . IVI-12. Z DR (2) | S

o

(4) XhEREZHE T HF
9.4 £MEREETHT 5E
9.4.1 UFORIZEETDHZ L, [95, 15.2 BH]
c BEHEBRICH T o TE, HIRL TWRWI L 2R THZ &,
AHRT D ARENEO H D BE K L QIR G LaanwZ LR FAIE T 5, e TkE T
DA, ARIDIIROMER, MIEORFTHEIEELZ G2 D WREENH D Z L2+
WA 2 2 b, Fio, ARG H R OEEEE 5% 2 5 HBICZIWCEES 2 ME &
OB 22 B IEIC DWW CE T 5 2 &
- KA G- IR R S N5 6 EE b S A ICTE BTS2k 5 2 L,
9.4.2 EHATRER MO BFITHR G T I2MERN D D LA ITIIMERRIC T 2 B2 EETH 2
Lo BMER (UR, Ty b AX) IZBWTHREENRZBD LTV,




I. £ (ERALDEEF) ICETSHIER

9.4.3 BEICIR, ARG ROEREEH 1 5 ARICBWWT AU TE (2 R—24) 20N
TR 2 MLEMEICOWCEAT 2 2 &, [15. 2 &2R]

(fiR)

9.4 18WFEER (T v ) T - RIEEZEEM, IBIEEACHAERORE - HiEEE, HTTEEL
R T HHTRARD BN TND Z LN BERE LTz, AFIDTIROHER, IR RO EEICkEE
B2 DAREMEN & D Z & 243 1 CEH U B3 2 WA B K ONE B 7R BEAEIE I DWW TR 5
Z &, TIX-2. (5) AfEFe A m kil 2

9.4.2 ~v A, 7y N KOS XOHEEG B &K ORER GRS O T BREESRD il
o2 LD BERGE Lz, TIX-2. (1) Bl 5B, (2) KE& G- HMERE ) 2R

9.4.1, 9.4.3 KRAIDBEFHMEOHEFITYORBEEMFBEO LD, TEEGHOBE5IZHE
T LML OMEMFIZEAT DA X A 1CBT 5 NEEEEOH HEIEM - Bk b1 0l
BEHAR) ICHEDERRE L, TVIF1-(2)-2 iE#HE) B

(5) WEhm

9.5 1147
b XATEEHR LW 2 ATREME DO & B 2o iT e G- L2 &y
i EH (7> &) T - IBIEBSEER. IBIEKOHAERORE « FERIE, #attsr
BT L ARRBD LTS, [2.5, 9.4.1, 15.2 B]

(a5t

9.5 BmER (7 v ) T - BRBEMEH. BIEEK AR DOFRE « FERIE, #ARIEE R
BT 2T RARBD LN TND Z ENLERE LTz, [IX-2. (5) AFHF A ik &M

(6) #=FLI%

9.6 &=5LIw
BRI LW EREE LY, IR (T ) TAHF~OBITRHRE STV,
(a5t
9.6 BWERH (7> ) THHHF~OBITRREINTND I ENHRRE LTz, [VI-5. (3) it
~OBATHEIZ R
(N MR
9.7 /MR
INREEZ G & LT BRI XM L TRy,
(a5t

9.7 /NWREZXG L UEREBRIIFER SN TR 5T, A%MER O EVEITHER STV 7R
ZEMHLERE LI,



2% (EFREOEESF) ICEHI HIEE

SinE

«
© M

S A

m

.8
&l

i, IR, BT RIR O RER S

DEYVLINEZATH Z

TEHIORIUIEF L, &5%@&@&5i_%??6 &
BITER 2N & & b5
fini T iéﬁ%ﬁlﬁﬁaﬁ%&? LTW%

& —MRIZE

(fin)
9.8 —iixl

7. HEER

T EEE I AEISREME T L TWA T L R

E LT,

10. HEEHA

AFNE, & UTEDRETESE CYP3A4 TRE S D DT, ABER DTENE
LT 25 BITERE L TRGTH 2 L,

[16.4 ]

CRE R KT

(fER)

10. AFOZEDRHBER BT o F Wz il L7,

(1) BtRZEZEZDER
BRIE STV

2) HRFELZEDEH

10.2 HREE (BRICSEET S L)

KA HRAREAR - HEIE T 1A PEFF - fEBRIA T

L DHUEN LRI BRI S ORI 2 HER Y D ZEBIMEER 269 5,

&ﬁ%é@f DERIRIEZAT 2 %
TiFBEOREEBIE L R

#é#ﬂi&ﬁﬁ%%ﬁﬁ?é;
&

T AT BB IEZ JFH LT 5 838 T | FE A

[11.1.5 Z ] TESTRIIER 28 8 Do D Z LA
b5, PFIFRIEZIT D BAIciE, &
H DR %ﬁ%L/Hwﬁw%#ﬂ
D ONTELHEITIE. ARG K
@W%ﬁ%%%¢iﬁéﬁ8ﬁ@
IRALIEEFTS 2 L,
HHEMHFEORIER AR T 5 2 ZEBIMEER 269 5,

&ﬁ%é®f DEHRIEZAT O 5%

TiFBEOREEBIE L R
#é#ﬂi&ﬁﬁ%%ﬁﬁ?é;
&o

T =V RFIEE A
S aF V)V
i) I G w s GV

VI ARY
N VAN

VA ES-E P

RITEHD RS BB b D Z L vE
ABD,

b OFEAKN CYP3A4 %1
EXIZREZFELEDHA
IZ& ., ReZ X LofEn
FHE S, EORERE LT RE
A L@ PR E N ER T
HTEMBEZLND,




I. £ (ERALDEEF) ICETSHIER

(fif0)

1. 2 < OFUEMEEGANE, B EREAD % OB gEHCE.O < R FR%EOE R ORITER
MBI DT VR BILD, AHF| & MOPEEMEEAlE OOFHIC LY | BIEANEEI RSB
TNRHDHZENOLRE Lz, [VI-8. EEM &

2. WAHRIRENC Ko T, B REIHCr NS RIEEEORWER NI EZShD 2 &R d 5, i
WRZIZ BN T, AANZ L DK & BUNBRIEZ OF L T2 38 T A & ORRBIRA G E
TE IRV RRIGIR R OMENEE I NT= 2 &L RORA & R RS & oIk v | B
PR SRR EEORIERNE SN2 BTN H L Z L b E L, [VI-8. (1) &=
KRIREWE & OIHER ) 2R

3. AANIEIZ CYPSA4 IZX VRS, 2 2 Y — L EOT Y — L RZHEFEACT Y 2Aa~A
TV ARRAVEDOY I uT A RRFEMEROIZY T 5 7 a AR U E
FRIZ CYP3A4 N2 DORHNCBIGT 5 Z Lovn . AL OOFRIC X 0 AR ORBPEEF i
HR S OSSR EE DS B LEWERDN RS BN DB ENRHDH Z LM HRE LT,

8. El{EA

11. 8l¥eF

ROBEWEH RS LoD Z ENHDHDOT, BEL STV, BEBREO LN HEITITEK
G il 2 7 EHU R E 21T O &,

(1) BEXGEIER & DEAERK

1.1 EXGREIEA

11.1.1 B&&inH
PLMERED (BEEEARIR) | AImERED (97.4%) . ek GEBWELEhERA %2 & Ts)
(95.8%) . ~EZ b (53.8%) . M/MED (14.83%) End bbivd, [7.2,
8.1, 9.1.1 ]

11.1.2 a3y VK (01%) - 7FI71453F2— (0.3%)
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11.1.3 #E. AL, FFgaEES (BEA)
WIE, JFAR4, AST-ALT - AI-P O LW ERZEOEERIFFEER S b L Z N b 5,
(8.5 ]

11.1.4 2BEE (0.1%)
SMEBREESOEERBFRENLLDOND Z N D, [8.6, 9.2 2]

11.1.5 MEMME (0.4%) . RMEE GEERH)
TR IE A DR L T 5 B3 CRBROBRARIER  (BURBRIIRE) Rbobhnd 2 &b
%, [9.1.2, 102, 15.1.4 /]
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11.1.12 RISHEIRERAEIEEE (Stevens-Johnson SEMEEE) (MEEAH) | hEtEREIRFTRARE
(Toxic Epidermal Necrolysis: TEN) (BEEAB) . ZWEAN (GEEREA)
B ALIEIRIE B (Stevens—Johnson SEMWERE) | EEMERKEIERIARIE (TEN) | ZIAL
BESE DO KRIENE - Yﬁ’ﬁﬂj‘ﬁﬁfﬁ)&b%bhé_&#&éo

113 R URFy—7 HERY) | fKE GEERY) | ZE - K&EEFE (0.7%)
D R —T WKIE, BB NV —U 28T DMK, JEKEDOEE AR TEIE - AIRITHE 53
HwE S TW5, [9.1.3, 156.1.1 ZH]

114 DEREE BEARY) | BIRMEERE (R

11.1.15 BEE (2.3%" )
FLIE  fige 55 W‘”fﬁ)i&iéﬂfﬁé FEIESUTIGE L7 358121%, B HITHUAEAI O
HEDOME) R AE 21T 5 2
HARNZ XS L Lfcﬁuﬁuﬂ?%iﬁ%ﬁ&:%b\f\ AL g B (T0mg/m2) CldflimE o B4
(7T0mg/m?) XV bEYYEFORRFI SN EmNo7z, 8.1 ZH]

11.1.16 AIRAIE TR EES D WAEIREE (SIADH) (B AH)
1&{X@Fﬁuf€fﬁﬁ9ﬁﬁ‘ MU D AIMSE, REF Y U APREE O, ki %‘%ﬁ%ﬁﬁ%ﬂ%@
JERD B O ONTZ ARG 2 IE L, KB OGRS ) 72 L@ 21T o

1.1.17 E%Enmx%d)#ﬁﬁix (BAFEAREH)

11.1.18 mE X (FHEA)

11.1.19 FASMBIEE (UL R

11.1.20 OO ABREOREEEEEE (HE R

11.1.21 Radiation Recal | IR& (HHEE )
¥) Grade 3 UL LOFGIWERSHEEARL LT,

(fiFaH)

FUBE, FE/AAERANRE, B, SHSHERE. DREUE. RERE. TEEE M ORNIRE L SR L LZE
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I. £ (ERALDEEF) ICETSHIER

(2) ZoihDFEIEH

1.2 Z0ftbDE|1ERA

50%LL E 5~50% Al 5% A BEEE AR
e BEARIR g, R, O | BESR. ISR, R, | E -+ T HEE ., Al
N T, AN £, Lxo<b
SBRE T UL — Bk O PERL. WAL
g i 532 G, TR UNH | B RGFIEE, TeSE R,

HE, B, 6 INFH| KEx2Y T~ h—7
i, SR, RS | A REEARAL

%)
Rt - fie R L Ok SRR, EERIER, RNER | R

. DHFEV, Bk,
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N Y BORE, RIR, | SUREE D o b
oS HOE W), IRIEN
N R
P - FRER P, BAERE. A 0K | gk
B TR R
JiThik AST - ALT - y-GTP - |#AE U LB R
Al-P-LDH L5
P HHAKR, K'Na-Cl:Cad| 7 L7 F=r FH, IR
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HENR, BhE, BUIR
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il ., 1FTY

FLEE, FE/NAMIORE, HORE. BASHECR. SREME. BB, RO R ORISIE 265 & LI ENET - RIS
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I. £ (ERALDEEF) ICETSHIER

BlERBE—REXRSF
) BB HEMERAZERINE (ERET - REFE 1HERKRER)

BthEMEMEREENRE -5 (ERAET - % IHERKAER)

60mg/m”§ -4 70mg/m*# .45 T TOmg/m* #5451 (i 2 A ait
B RO R . 1550 T - 19201 ST - 430 BB - 99071
FHGI%(%)| Grade 3 Grade 4 | 7B61%1(%)| Grade 3 Grade 4 |FH41%0(%)| Grade 3 Grade 4 [%5i61%(%)| Grade 3 Grade 4
THAEERAER
LRARIR 452 (59.9) | 82 (10.9) 115 (59.9)| 25 (13.0) 28 (65.0)] 1 (2.3 595 (60.1) 108 (10.9)
B 42 (21.9)| 4 (@) 14 (32.6) 56 (5.7 4 (0.4)
T 172 (22.8)| 19 25| 3 (04| 63 (32.89)] 6 (3.1) 13 (30.2) 248 (25.1)| 25 (2.5 3 (0.3)
fERS 7 (09| 1 (0.1) 6 (31| 3 (6 11 (25.6)] 1 (2.3) 24 (24)] 5 (0.5
nN%k 81 (10| 3 (0.4)| 2 (0.3 43 (224)| 1 (0.5 10 (23.3) 134 (135)| 4 (04| 2 (0.2
Mg i 21 (10.9)| 3 (1.6) 5 (11.6) 26 (26)] 3 (0.3)
IR 23 30| 1 (| 1 (1] 12 (6.3) 1 (05| 5 (11.6) 40 (4.0] 1 (1| 2 (0.2
JiAk 3 (100 2 (@D 3 (03] 2 (0.2
HER R0 3 (1.6) 3 (7.0 6 (0.6
T 3 (7.0 3 (0.3
AR 6 (3.1) 3 (7.0 9 (0.9
B8 HH o i 3 (1.6) 2 (4.7 5 (0.5)
JIE D I i 3 (0.9 2 (1.0) 2 (4.7 7 (0.7
nigg’! 2 (1.0 2 (4.7 4 (0.4
o LR 3 (0.4 1 (0.5 1 23 5 (0.5)
EES 1 (0.1 1 (0.5 1 (2.3 3 (0.3
A 3 (1.6) 1 (23 4 (0.4)
R 3 (0.4 2 (1.0 1 (2.3 6 (0.6)
0 NS 7 (0.9 7 (3.6 1 (2.3 15 (1.5)
K% 1 (0.5 1 (0.1
T IR 1 (0.5 1 (0.1
I IR 2 (0.3 1 0] 1 (05) 3 (0.3 1 (01
B % 1 (0.5 1 (0.1
L - R 361 (47.8)| 52 (6.9 53 (27.6)| 10 (5.2) 414 (41.8)| 62 (6.3)
N 1 (0.5 1 (0.1
11 PR S 1 (0.1 1 (0.1
HER 1 (0.1 1 (0.1
P 1 (0.1 1 (0.1
I 4 D 2% 1 (0.1 1 (0.1)
g g ! 2 (1.0 2 (0.2
P i " 2 (1.0 2 (0.2
EIRES 1 (0.1) 1 (0.5 2 (0.2
Ry 2L 1 5] 1 0.5 1 01D 1 (0.1
A g 1 (0.5) 1 (0.1
FERR AHER
5% R 11 5] 5 0] 2 03| 6 BV| 3 16 2 4. 19 19| 8 08| 2 (0.2
Jiti = 1 (0.1 1 (0.5) 2 Un| 1 @3 4 (04| 1 (0.1
OB, i WEEE 1 (2.3 1 (0.1
[T A 1 (0.5) 1 (2.3) 2 (0.2)
Lo g 1 (2.3 1 (0.1)
W g T 1 @23 1 0.1
i 11 15| 2 0.3 4 (2.1 15 (15| 2 (02
) 3 04| 1 (0.1) 8 (4.2 11 @] 1 (0.1
7 (0.9 6 (3.1 13 (1.3)
1 (05| 1 (0.5 1 (01| 1 (01
8 (v 1 (1 8 (08| 1 (0.1
1 (0.1 1 (0.1
2 (0.3 2 (0.2
1 (0] 1 (O 1 (1] 1 (0.1
MEEEZE 1 (0.1 1 (0.1)
W il 1 (0.1 1 (0.1
I R i T 1 (0.5 1 (0.1
WEIEEE g 1 (05 1 (0.1
TRBRAER
MUES T 7 09 2 (0.3 3 e 1 05| 1 05] 4 9.3 1 (23] 14 04| 3 03] 2 02
ME RS 3 (0.4 9 @mn| 1 (0.5 1 23] 1 @23 13 (1.3 2 (0.2
N RN P 1 (2.3 1 (0.1
PSR 1 (2.3 1 (0.1
IFPERR AR 1 (0.5 1 (0.1
DT 2 (1.0) 2 (0.2
MR 2 (1Lo| 2 1.0 2 (02| 2 (0.2
RS 2 10| 1 (0.5 2 (02| 1 (0.1
a1 1 (0.5 1 (0.1
DIC'? 1 (0.1 1 (0.1
R 2 (0.3 2 (0.2
5 (0.7 5 (0.5

11 : National Cancer Institute Common Toxicity Criteria NCI-CTC) [OTH(Z ®fth) | #MedDRA/JOPT TR
T2 Y ERA Grade R & L2165 &
T3 RN (11061]) + il (496) +FE i (3341)




. &=t (ERLEDE

=z
(=]
o

F) ICEAI SEE

BMEMEVERREBERE—F (BRAT - REF I HERKRER)

(DDF)

60mg/m”§ -4 70mg/m*f .45 T TOmg/m*$ 5451 (i 2 A ait
B RO R . 15501 T - 19251 ST - 430 GBI - 99071
JEHUH$ (%) Grade 3 | Grade 4 [JEHLHI%(%) Grade 3 Grade 4 3% (%) Grade3 | Grade 4 |JEHfHI%(%) Grade3 | Grade4
DA 2 (03] 2 (0.3 2 (02] 2 02
DB 1 (0.1) 1 (0.1
BiE 8 (1.1 2 10| 2 1.0 10 (1.0 2 (0.2
LR 3 (0.4) 1 (0.5) 4 (0.4)
RHEENR 5 (0.7 1 (0.5 6 (0.6)
— 2 HiER
LR 406 (53.8)| 53 (7.00| 13 (1.7)[126 (65.6)| 19 (9.9 1 (0.5] 23 (53.5) 555 (56.1)| 72 (7.3)| 14 (1.4)
R 20 (10.4) 14 (32.6) 34 (3.4
TR 54 (7.2)| 4 (0.5 33 17.2)] 2 (1.0 9 (20.9) 96 9.7 6 (0.6)
R 347 (46.00| 7 (0.9 73 (38.0) 3 (7.0) 423 (42| 7 (0.1
IR R 6 (3.1 2 (4.7 8 (0.8
BIHE 18 (2.4 8 (4.2 2 (4.7 28 (2.8)
15 PUI 13 (1.7) 10 (5.2) 2 (4.7 25 (2.5)
R O FEVEPERIAL 13 (6.8) 2 (47 15 (1.5)
B 1 (.1 1 (0.5 1 (23 3 (0.3
BT 1 (0.5 1 (23 2 (0.2
DIFH 1 (0.1 4 (21 1 (2.3 6 (0.6
G| 1 (0.5 1 (23 2 (0.2)
BRI 1 (2.3 1 0.1
B g ! 1 (0.5) 1 (23 2 (0.2
{301 4 (5] 1 (0.1 7 (3.6 1 (2.3 12 (12| 1 (0.1
(i T 1 (23 1 (0.1
e ! 1 (23 1 (0.1
o R ! 1 (23 1 (0.1
fiEK 3 (04| 1 (01 1 (0.5 4 (04| 1 (0.1
DS 1 (0.5 1 (0.1
KT - B 5 (07| 1 (0.1 5 (05| 1 (0.1
[EEN 1 (0.1 1 (0.1
YR 1 (0.5 1 (0.1
B 5 (07| 1 (0.1) 1 (0.5) 6 (06| 1 (0.1
e 10 (1.9 10 (1.0)
BT 1 (0.1 1 (0.1
BRI 1 (0.1 1 0.1
P 10 1.3 1 (0.1 10 1.0 1 (0.1
M A e T 1 (0.5 1 (0.1
s ! 3 (1.6 3 (0.3
Bl Bl 22 Lo S g ! 1 (0.5 1 (0.1
Al e 1 (0.5 1 (0.)
R AR RIER
AR B — AR 22 (11.5)| 1 (0.5) 20 (46.5) 42 (42| 1 (0.1
PRTE S 11 (1.5) 19 (9.9) 11 (25.6) 41 (4.1
TR b — B 2 10| 1 (05 3 (7.0 5 (05| 1 (0.1)
HEN 7 (0.9 7 (3.6) 2 (4.7 16 (1.6)
RIRE 2 (1.0 2 (4.7 4 (0.4)
i} 34 (4.5 8 (4.2) 2 (4.7 44 (4.4
AR IR 1 (2.3 1 (0.1
iR 2 (10| 1 (0.5 1 (2.3 3 (03] 1 (0.1
PR A R LB 1L 1 23] 1 @23 1 0| 1 (1
Kb 1 (23] 1 (23 1 (0| 1 (1
FhRRAE DTSR 1 (2.3 1 (0.1
RO KW — R, B 1 (0.5 1 (0.1
L O 63 (83| 4 (0.5 18 (9.4) 81 (82| 4 (0.4)
ES 2 (03] 1 (D] 1 (01 2 (02| 1 (1] 1 (01
e i 2 (03] 1 (0.1) 2 (02| 1 (0.1
Bk 1 (01| 1 (0D 1 (1] 1 (01D
AR 1 (0.1 1 (0.1
Hiy 4 (0.5 1 (0.5 5 (0.5)
AR 1 (0D 1 (01 1 (0] 1 (01
TR RS 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)
9 7 14 (32.6) 23 (2.3
B3] 13 D] 2 03 40 (20.8)| 1 (0.5) 8 (186 1 (2.3 61 (62| 4 (0.4
TR BN U 7 (3.6) 5 (11.6) 12 (1.2)
% 9 FEk 19 (2.5 12 (6.3 4 (9.3 35 (3.5
B RLIE: 4 @1 2 (4.7 6 (0.6)
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60mg/m®§2 545 70mg/m*4% 5451 T8 T0mg/m* #5451 (i ST 5HE) ait
e kG
FHBSEIEIR ORI BT 550 TR . 1920] R . 4301 X G T - 99071
EELI%5(%) Grade 3 | Grade 4 |#Bif%:(%) Grade 3 Grade 4 [F#61%(%) Grade3 | Grade4 |3EHIHI%(%) Grade3 | Grade 4
H 1 B 1 (2.3 1 (0.1)
(EES % 4 (0.5 3 (1.6 1 (2.3 8 (0.8
Fepgves ! 1 (0.5) 1 23 2 (0.2
FEBE i " 1 (2.3 1 (0.1)
Z DA RER 1 (0.5 1 (0.1
HAE AURRBO 1 (0.5 1 (0.1
s 4 (0.5 4 (0.4
A2 1 (0.1 1 (0.1
e 1 (0.1 1 (.1
FIR 124 (16.4)| 8 (1.1 7 (3.6) 131 (13.2)| 8 (0.8)
1 (0.1 1 D
1 (0.1 1 (05 2 (0.2
1 (0.5) 1 (0.1
1 (0.5 1 (0.1
1 (0.5 1 (0.1
1 (0.5 1 (0.1
1 (0.5 1 (0.1
2 (1.0 2 (0.2
27 (3.6)] 4 (05| 1 (0.1)] 46 (24.0) 1 (0.5 73 (14| 4 (04| 2 (0.2
T UAE PR 4 (21 0.4
77 4 7 F —KER 2 (0.3 1 (0.1 2 (0.2 1 (0.1
py T 1 (0.5 (0.1)
BRYE
A PRI & AE D g R 5 (26| 3 (1.6 8 (18.6)| 6 (14.0 13 (1.3)| 9 (0.9
6 BPE G P BRI 12 6311 61D 1 (05| 7063] 7063 19 1.9 18 18| 1 (0.1
e T 5 (2.6) 5 (11.6) 10 (1.0
T BRI % D Rk 4 21| 4 21 4 93] 4 9.9 8 (0.8)| 8 (0.8
AT RS 2 (47 2 (0.2)
o geE ! 2 (4.7) 2 (0.2
AME — Yt 1 (2.3 1 (0.1
YR 2 T 1 (23 1 (0.1
Hpksigs T 1 (23 1 (0.)
B3 1 (0| 1 (01 1 (23 2 (02| 1 (0.1
P D 1 (23 1 (0.1
YTt 1 (5] 1 (0.5 1 (2.3 2 (0.2] 1 (0.1
Jitige T2 11 15| 3 (04| 2 (0.3 1 (2.3 12 (1.2 3 03] 2 (0.2
T 1 (2.3 1 (0.1
Mg ' 1 (2.3 1 (0.1
o P e T 1 23 1 (0.1
IEE R 1 (0.1 1 (0.1
R Y 2 (0.3) 2 (0.2)
Fifli~Lez 11 1 (0.5 1 (0.1
shpatnsge T 1 (0.5 1 (0.1
e T 1 (05| 1 (0.5 1 O] 1 v
M~ A 2Ny T ) TR 1 (0.5) 1 (0.1)
£ Dt
S 2 (0.3 7 (3.6 2 (4.7 1 (1.1
LR 3 (1.6 2 (4.7 5 (0.5)
AL/ L 2 (Lo| 2 (1.0 1 (23] 1 (23 3 (03] 3 (0.3
k% 4 (0.5 1 (0.1 1 (23 5 (0.5 1 (0.1)
HEIRIR 2 (1.0 1 (2.3) 3 (0.3)
HRER A 1 (0.1 1 (@23 2 (0.2
BWh—n3HA 1 (2.3 1 (0.1
A i " 1 (2.3 1 (0.1
R LB i 6 1| 6 (3.1 6 (06| 6 (0.6
HepR Al 1 (0.1 1 (0.5) 2 (0.2
JI8 HH i 1 (0.5 1 (0.1)
LR 3 (0.4) 2 (1.0 5 (0.5)
RS 1 (0.1 1 (6.7 12 (1.2
IR% 1 (0.1 1 (0.1
& % 1 (0.1 3 (1.6) 4 (0.4)
IR 2 (03] 1 (0.1 2 (02] 1 (0.1
JEESEH> & o Hi i 1 (0.1 1 (0.1
JREHE 1 (0| 1 (01 1 0| 1
Hi . 1 (01| 1 (01 1 (0.5) 2 (02| 1 (0.1
BrRE 1 (0D 1 (0.1 1 (0.1 1 (0.1
[BEIESR 1 (0.1 1 (0.1
2R 1 (0.1 1 (0| 2 10 1 (0.5) 3 (0.3) 2 (0.2)
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I. £ (ERALDEEF) ICETSHIER

D EI—RBEERRIRE
P O L OSUB B 5 22 — KB DRI L 2 DRI S BL47% 1R B350 B
DT EMMBEENSLETHD, VI-12. ZOMoOEE (1) 2R

BEI—RBFEFRRE

b5 fa—A | 1a—x | 2a—x | 3a—A% | 4a—% | 5a—Xx | 6a—2A

FE I 755 755 648 408 250 144 82

60mg/m”
HHHIE(%) | 54(7.2) 14(1.9) 16(2.5) 14(3.4) 24(9.6) | 22(15.3) | 15(18.3)

JiE il 192 192 173 131 92 54 31
70mg/m> '

T E(%) | 33(17.2) 4(2.1) 13(7.5) 11(8.4) | 11(12.0) | 13(24.1) | 10(32.3)
70mg/m? JiE % 43 43 41 36 35 31 28

(RITSZ AR
B (%) | 9(20.9) 1(2.3) 1(2.4) 2(5.6) 2(5.7) 2(6.5) 4(14.3)
IiE il 990 990 862 575 377 229 141
EXUN

FEHE(%) | 96(9.7) 19(1.9) 30(3.5) 27(4.7) 37(9.8) | 37(16.2) | 29(20.6)

T SRR + =B + - E A

BE52 - LUNBERER

B BI—A | 13— | 23— [ 3a—2 [ 4a3—X [ 5a—RX | 63—

JiE 4% 755 755 648 408 250 144 82

60mg/m>
FEHE(%) | 63(8.3) 17(2.3) 23(3.5) 17(4.2) 17(6.8) | 20(13.9) | 13(15.9)

JiE B 192 192 173 131 92 54 31
70mg/m2 '

FEEFE(%) | 40(20.8) | 17(8.9) | 22(12.7) | 24(18.3) | 21(22.8) | 11(20.4) | 10(32.3)

T0mg/m® S5 43 43 41 36 35 31 28
mg/m

(BT~ )

FEBF (%) | 20(46.5) 2(4.7) 5(12.2) 7(19.4) 9(25.7) 9(29.0) 9(32.1)

HE B 990 990 862 575 3717 229 141
E2(ZS

FHEBFE(%) | 123(12.4) | 36(3.6) 50(5.8) 48(8.3) | 47(12.5) | 40(17.5) | 32(22.7)
T GNELEE + B+ e A




I. £ (ERALDEEF) ICETSHIER

JERFRREMEEERBNRE (EMAT - RIS I EERKEER)

BRAREEEERFERE—E (BRET - REF IHERKRER)

60mg/m*# 545 T0mg/m’# 5 " T0mg/m®# 545 (i 37 i) &t
A xS - 7551 xS - 19241 KRBk 436 *E41%% : 99061
g "2 FE B (%)| Grade 3 | Grade 4 | "2 %68i61%(%)| Grade 3 | Grade 4 |pipsy'?| %8615 (%) Grade 3 | Grade 4 |pisy 2| Je861%(%)| Grade 3 | Grade 4
MiRRE
[STIIR: S 2 754|733 (97.2)381 (50.5)| 111 (14.7)] 192|188 (97.9)|105 (54.7)| 52 (27.1)| 43| 42 (97.7)] 26 (60.5)| 9 (20.9)| 989|963 (97.4)|512 (51.8)| 172 (17.4)
Ik 747|711 (95.2)[ 179 (24.0)|453 (60.6)] 190|187 (98.4)| 31 (16.3)[140 (73.7)| 43| 41 (95.3)] 8 (18.6)] 32 (74.4)| 980|939 (95.8)|218 (22.2)|625 (63.8)
U v oSER 747(229 (30.7) 107| 59 (55.1)| 28 (26.2) 43| 34 (79.1)| 13 (30.2) 897|322 (35.9)| 41 (4.6)
~Esa U 754|384 (50.9)| 53 (7.0)] 5 (0.7)| 192|134 (69.8)| 22 (11.5)] 9 (4.7)| 43| 14 (32.6)] 1 (2.3) 989|532 (53.8)| 76 (7.7)| 14 (1.4)
/Mg T 753| 88 (11.7)] 18 (2.4)| 6 (0.8 192| 40 (20.8)] 3 (1.6) 43| 13 (30.2) 988|141 (14.3)| 21 (2.1)] 6 (0.6)
£ il Bk n T 82| 5 (6.1 43| 9 (20.9) 125 14 (11.2)
R BRI 82| 53 (64.6)] 1 (1.2)] 1 (1.2)] 43| 8 (18.6) 125) 61 (488 1 (0.8 1 (0.8
~< 27Uy b 217 5 32
N <l 82| 4 (4.9 43| 5 (11.6) 125 9 (1.2)
E R E sy R 37 2 39
R T 82 1 (1.2 43 2 @D 125 3 (2.4
Bk T 43 1 @23 1
sk 43 1 @23 1
~< b2V vk 212|135 (63.7) 212|135 (63.7)
3378194 746[129 (17.3) 25| 4 (16.0) 771|133 (17.3)
li R 746(133 (17.8) 109| 19 (17.4) 855|152 (17.8)
AR ERE 754|405 (53.7) 110| 76 (69.1) 864|481 (55.7)
THIFRIIRANT 2 1 v T 82 1 (1.2 1250 1 (0.8
TR MERA~E 7 1 e T 82| 2 (2.4 125 2 (1.6
AR Bk AR ! 1 1
R 746|217 (29.1) 107] 6 (5.6) 223
R R iR Hom ) ! 6 6
FERAR R T 3 3
Bk E sy s 82| 2 (2.4 125 2 (1.6)
R E sy i T 82 1 (1.2 125 1 (0.8
LBk E Sy T 82| 2 (2.4) 125 2 (1.6)
R 4y i T 82| 5 (6.1 125 5 (4.0
HERE Sy 82| 16 (19.5) 125 16 (12.8)
BRI 1 1
SRR ! 1 1
miRELFRE
C-RsHEE Fm ! 28 3 43| 21 488)] 1 (2.3) 49 4
i oL R ok e T 82| 22 (26.8) 43| 20 (46.5) 125| 42 (33.6)
ALT(GPT) E5-7° 753|152 (20.2)] 2 (0.3) 192| 46 (24.0) 43| 15 (34.9) 988|213 (21.6)] 2 (0.2)
TAT I 730/ 190 (26.0) 192| 50 (26.0)] 1 (0.5) 43| 14 (32.6) 965|254 (26.3)] 1 (0.1
AST(GOD) |5 7° 752151 (20.1)| 2 (0.3)] 1 (0.0| 192| 53 (27.6) 43| 13 (30.2) 987|217 (22.0) 2 (0.2 1 (0.1
ISR RN i 82| 5 (6.1 1 (1.2) 43| 12 (27.9) 125| 17 (13.6)] 1 (0.8)
v -GTP 735|102 (13.9) 10 1 9 121 1
&5 b Y U A fE 82| 7 (85)] 1 (1.2) 43| 9 (20.9) 125| 16 (12.8)] 1 (0.8)
s 82| 10 (12.2) 9 19
BEAE ! 82| 16 (19.5) 43| 9 (20.9) 125| 25 (20.0)
LR 3 2 43| 6 (14.0) 9 2
K U ¥ AUE 82| 4 (49| 4 (1.9 43| 5 (11.6) 125 9 (7.2)] 4 (3.2)
WL AT — Vi 2 4 6
U ZU 'Y RifuiE 1 4 5
T 1 : National Cancer Institute Common Toxicity Criteria (NCI-CTC) [OTH (% ®ft) | #MedDRA/J OPT TR
T2 T H ORI
T3 AARN RS TR AACFIRIESRARORERYE] ([T L5 TAEHOREEL IC8E L CHlE

T4 SN (11061) +fCiihs (4961) -+ ifH (3360




I. £ (ERALDEEF) ICETSHIER

RRREBEEERBERE -8 (BN - RPE THERKFHR) (03F)

60mg/m®#¢ 545 70mg/m*# 5.4 T0mg/m*# 541 (Wi Sz HH) &t
Frten *E gk 75501 ]G 19241 kG . 4361 XHGIH : 9904
% 2| BB (%)| Grade 3 | Grade 4 |fisy "2| %861 (%)| Grade 3 | Grade 4 |[pipy 2| 5561%(%)| Grade 3 | Grade 4 |fijs; "2|%B61%(%)| Grade 3 | Grade 4
ALP E5."? 746| 78 (10.5)| 6 (0.8)) 2 (0.3)] 187| 23 (12.3)] 1 (0.5 43| 3 (7.0) 976104 (10.0| 7 (0.7 2 (0.2)
BreyLey ERT 751| 23 (3.) 1 (0] 192 6 3.1 43| 3 (1.0 986| 32 (3.2) 1 (0.1
& v 7 A i 5 43| 3 (7.0 8
2 v — s T 82| 7 (8.5) 3 10
JL7F=r bR 753 9 (1.2) 192| 6 (3.1) 43| 2 (4.7 988 17 (1.7
CPK 370| 27 (1.3) 1 2 30
TR A, 2 2
77 —EHm 1 1
VT A UE 43| 1 (2.3) 1
w7 b YU v A 43 1 (2.3 125 1 (0.8
1 DR B LS 1 1 2
itk 43| 1 (2.3) 1
=y 82 1 (1.2 1 2
I LT FURARR S PR 1 1 2
af T I ) AT FHL—E LR 1 1 2
HH ey L e s T 43 1 (2.3) 125 1 (0.8
T — MRS ! 1 1
AIGt 157| 28 (17.8) 157| 28 (17.8)
BUN L5 754| 31 (4.1 4 (05| 1 (0.1 110 9 8.2 1 0.9 864| 40 (4.6)| 4 (0.5 2 (0.2
CRP 21| 11 (52.4) 21| 11 (52.4)
Ca 494| 33 (6.7) 19| 2 (10.5) 513| 35 (6.8)
Cl 750| 62 (8.3) 110| 13 (11.8) 860| 75 (8.7
K 750 70 (9.3) 110| 16 (14.5) 860| 86 (10.0)
LDH 750|196 (26.1) 110| 42 (38.2) 860|238 (27.7)
Na 750| 53 (1.1 110| 10 (9.1) 860 63 (7.3)
WEA 752(181 (24.1) 110| 29 (26.4) 862|210 (24.4)
TATIv - raTy sEs ! 7 7
M= L 27 e — e 1 1
M=y 27 5 —PE ! 5 5
L7 L7 F = Tt 82 1 (1.2 1250 1 0.8
ifn el Tt 2 2
R 82| 4 (4.9 4
o R T 1 1
Z)a~esaeumn’! 1 1
ey s e L 1 1
! 82| 1 (1.2 125 1 (0.8
ya7y Rt 1 1
AR R 1 !
R
1fiJR 1
Rowey ) =4y 644| 17 (2.6) 25 669 17 (2.5)
Rl 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)
Rk 654 13 (2.0 3 16
SR ey kT 2 2
ERE
(IR I 0 299| 24 (8.0) 12| 1 (83 311| 25 (8.0)
ZDfh
7 7Y 2ot 2 2
747V oy REmm ! 1
PO F 1 1

T 1 : National Cancer Institute Common Toxicity Criteria (NCI-CTC) [OTH (% ®fth) | ZMedDRA/J OPTTH R
T H 5O xS 1%
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T4 IREYE (11061) +fuiEE (4961) + FE i (3361)




Zx2H (FRELDIEIESF) CEJSHIEE

4) Bt R RBIEAR R (B B IMARERERAER - TAX327 HER)® (3% B80T —%)

N I iE 3

[ %2 & 4 5Tl et R 491 % 997 451l

AHT5mg/ ot AF30mg/ ot RN AN N = N
S B i P R B’
SRR TR INDL KR EI% 33241 K FI% - 33041 K%K 33541
FEHLB Grade 3 FEHLB Grade 3 FE B Grade 3
(%) PLE (%) (%) PLE (%) (%) PLE (%)
TUVE -/ Ga g TUVE =SB EUE 23(6.9) 2(0.6) 13(3.9) 3(0.9) 1(0.3)
DR (i) HRPEIEIE " 57(17.2) 1(0.3) 28(8.5)
FE A RE 13(3.9) 1(0.3) 11(3.3) 1(0.3) 64(19.1) 3(0.9)
% 142(42.8) 13(3.9) 138(41.8) 12(3.6) 89(26.6) 9(2.7)
A IRE N 25(7.5) 1(0.3) 9(2.7) 10(3.0)
I 75 Bh 21(6.3) 3(0.9) 5(1.5) 10(3.0) 3(0.9)
IRERD 19(5.7) 18(5.5) 1(0.3) 11(3.3) 1(0.3)
1oy 118(35.5) 8(2.4) 100(30.3) 5(1.5) 96(28.7) 3(0.9)
T 80(24.1) 4(1.2) 85(25.8) 12(3.6) 14(4.2) 3(0.9)
M N2 /WRBAZE 59(17.8) 3(0.9) 50(15.2) 1(0.3) 26(7.8)
W rae RS (RERE) | 58117.5) 71(21.5) 21(6.3)
M i 44(13.3) 4(1.2) 59(17.9) 6(1.8) 24(7.2) 2(0.6)
RIRAIR 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)
VLA B/ <ot 19(5.7) 2(0.6) 3009.1) 19(5.7)
H I St 10(3.0) 28(8.5) 2(0.6)
S/ FEEVEAT R BRI | Y 40(12.0) 11(3.3) 40(12.1) 5(1.5) 16(4.8) 7(2.1)
R PSR e 2 = 91(27.4) 4(1.2) 68(20.6) 2(0.6) 7(2.1)
ARER /AL iR (e#Ai2B) 31(9.3) 2(0.6) 66(20.0) 1(0.3) 5(1.5)
TR e (A ) 23(6.9) 1(0.3) 18(5.5) 11(3.3)
Wi 216(65.1) 165(50.0) 42(12.5)
S NDZEAE 94(28.3) 120(36.4) 22(6.6)
PRI/ P F R w5 19(5.7) 16(4.8) 5(1.5)
b e 3 11(3.3) 1(0.3) 23(7.0) 3(0.9)

T 1 : Al ST 0 38 i 1 E N AR S
T2 MAICERELT-FL%E2MedDRADPT (Preferred Term) TH R

[flE %] National Cancer Institute Common Toxicity Criteria (NCI-CTC) version 2 (19984F) |

(FENEERD

(—HPe&%)

5) ER R ERH RIRR G55 F IAESFREER - TAG2T SED Y (3% : 57— %)

FRRREERE RTINS — 5 [T 2Tl xR A%k 989 6]

AKFH|75mg/ nd AFI30mg/ nd RN AV N = %
3 4 - bR B!
RAIEH )G EIH - 32841 R EIE - 32901 *Tg % 33241

FEHUEIEL Grade 3 FEBLUHEL Grade 3 FE %L Grade 3

(%) LV E (%) (%) L E (%) (%) VI E (%)

~¥J nt" v (Hgb) 218(66.5) 16(4.9) 258(78.4) 15(4.6) 192(57.8) 6(1.8)
i B LT ER/FERIER 134(40.9) 105(32.0) 51(15.5) 5(1.5) 160(48.2) 72(21.7)
HfER (i E i ER) 132(40.2) 79(24.1) 73(22.2) 2(0.6) 181(54.5) 55(16.6)

JIIRAN 3 11(3.4) 2(0.6) 11(3.3) 26(7.8) 4(1.2)

KT M)y b i SiE 89(27.1) 14(4.3) 85(25.8) 11(3.3) 54(16.3) 5(1.5)

A vy b i g 83(25.3) 4(1.2) 98(29.8) 5(1.5) 71(21.4) 2(0.6)

Y Y AL 78(23.8) 6(1.8) 54(16.4) 6(1.8) 60(18.1) 7(2.1)

RIE A Y 95 fLE 38(11.6) 62(18.8) 48(14.5)

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

VY Y A I E 30(9.1) 22(6.7) 2(0.6) 27(8.1) 2(0.6)
TV EAT 75— 204(62.2) 38(11.6) 156(47.4) 28(8.5) 206(62.0) 52(15.7)

1&T7V7 3V IfE 125(38.1) 2(0.6) 160(48.6) 3(0.9) 100(30.1) 2(0.6)

kR 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 yveTy 30(9.1) 33(10.0) 1(0.3) 19(5.7)
I DR A i IVTFy 69(21.0) 3(0.9) 62(18.8) 63(19.0) 3(0.9)
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I. £ (ERALDEEF) ICETSHIER

6) & AR ERIERREIR R

T2 R—ER [F—&I1EH

&

T1H& UTHER LT,
— 60—

THAIART : 1996 4 10 H ~2002 4 10 A
AR - FLE. R/ NMRaAEE. FORE. BRSEEREE. UPELE
FABREREREFRARRRE—E
" B R R 1( 0.03) + IRIBE 3 (. 0.09)
ﬁm&%‘ﬁﬁ RELEA L A 1(0.03) H P RS 2 (. 0.06)
HEREE 9 ( 0.27) EEN 2 (. 0.06)
i A 622 [ - H bk 5 ( 0.15)
FHAE ISR 3,281 AR - Jg=otF 4 (0.12)
| B0 o R B (2 3,093 R Bt 1 7 1 1 (0.03) BB R 2 ( 0.06)
BIVEM S5 DB 20,280 IR=0IZ 1 ( 0.03) BHRTIE 1,908 (58.15)
B VE R 5 o0 R BUE (5] 22 94.27% 7 LIV R — 1 ( 0.03) HR 7 (0.21)
BIERZEOEE Al - ESine 6 (0.18)
B - REMEREE 1,896 (57.79) W R - 5% 2L 1 ( 0.03)
g - HkEE 1 ( 0.03) 11 2 ( 0.06)
FEEERLBE 2 ( 0.06) E 2R 1 (0.03) N 29 ( 0.88)
FLBEMESE S 1 ( 0.03) Rtz 3 ( 0.09) B AP 10 ( 0.30)
HLBE 8 ( 0.24) ARERRLIR - HiE 14 ( 0.43)
5 11 ( 0.34) HR CE) 1 ( 0.03) TREE R 1 ( 0.03)
B 5 ( 0.15) BET - AUpEREE 13 ( 0.40) T A A 1 ( 0.03)
[ 2 ( 0.06) i 1 (0.03) N 4(0.12)
K 3 (. 0.09) Hig 8 ( 0.24) DR (LB D) 5 ( 0.15)
T 9 PRI 22 (. 0.67) T 4 (0.12) R 52 ( 1.58)
% IE8 HPERLEE 1 ( 0.03) YR e - IS i 8 (0.24)
e (i) 1,859 (56.66) Z DD ETRE TR E 41 ( 1.25) T 5 ( 0.15)
JIVR R 5 ( 0.15) R T 40 ( 1.22) 1 1 ( 0.03)
JNETE 5 ( 0.15) WL f 1 ( 0.03) BafE 3 ( 0.09)
MOZEAY, 4 (0.12) BHEE 15 ( 0.46) B S B -
5 54 ( 1.65) fEHR 1 ( 0.03) {7k B P 1 ( 0.03)
il a 1(0.03) R 1 ( 0.03) G EEDS -
5323 21 (. 0.64) WL WEREAR L 1 ( 0.03) iR 1(0.03)
R 3 ( 0.09) %I 1 ( 0.03) HE 8 ( 0.24)
JeIER 3 (. 0.09) KIiks R 1 (0.03) 5 IR B -
LA - MR (FE) - HEAE 150 1 ( 0.03)
BFRIE 7 ( 0.21) ALY 2 ( 0.06) P -
A () 1 ( 0.03) VB 1 (0.03) 7I5—YEH 1 ( 0.03)
6 I B 5 ( 0.15) NS 2 (.0.06) B (R %% 2 (. 0.06)
EaR (EFER) 1 ( 0.03) i 1 ( 0.03) [EES 6 (0.18)
JNBAZE (JNERZ%) 1 ( 0.03) IR GiE) 5 ( 0.15) FEER 4 (0.12)
IV, 8 ( 0.24) EIPReN 1 ( 0.03) e ek 254k 1 ( 0.03)
J () e 3 (0.09) Pl - Frlg - B REEE 572 (17.43)
- ERREEE 33 ( 1.01) HILEEE 2,185 (66.60) PHH 1 ( 0.03)
BAEE 18 ( 0.55) 77 A AR 1 ( 0.03) SRMPERT A 1 ( 0.03)
i (W) J@ 16 ( 0.49) HR 5 ( 0.15) JHFHRE L5 15 ( 0.46)
AN 1 ( 0.03) s T A 1 ( 0.03) 4 1 ( 0.03)
AR - AR RREE 220 ( 6.71) JHESRTE e 1 ( 0.03) AST(GOT) L5 459 (13.99)
-l 1 ( 0.03) R 8 ( 0.24) ALT(GPT) |5 472 (14.39)
I 7 (0.21) B 5 H - AHFE % 1 ( 0.03)
BV 1 ( 0.03) VAL H i 5 ( 0.15) vl Le i ER 28 ( 0.85)
i 2 (. 0.06) ALDA 8 (10.24) vavl) )= 1 ( 0.03)
A% 1 ( 0.03) e 1 2 (. 0.06) vy -GTP_I- 5 39 ((1.19)
Wt E 1 ( 0.03) e T 1 (0.03) R - RBEE 412 (12.56)
o e 1 ( 0.03) M 5 7 ( 0.21) ALP L5 254 ( 7.74)
Bk - Bl - g - AGH B -
EiiRE 2 (.0.06) L 1,592 (48.52) LDH |5 94 ( 2.86)
ks 4 (0.12) e - 1,587 (48.37) N 4 (0.12)
TSR R 1 ( 0.03) Ok 2 (.0.06) CPK -
; - O PEPNTEEIE AR 1 ( 0.03) CPK |- 5- 1 ( 0.03)
1(0.03) 1 JE PN B 1 (0.03) DN -
AR 1 ( 0.03) NP 1 ( 0.03) - DIZEN T 39 ((1.19)
PRk 1(0.03) T 263 ( 8.02) BA ) 7 A LfE 25 (0.76)
TR L Ok 1(0.03) R A 4 (0.12) AN -
LU (%) 178 ( 5.43) AR 1 ( 0.03) VS U 2 ( 0.06)
TUAZ LML (%) 1 ( 0.03) Ak 114 ( 3.47) ALV 7 A E 10 ( 0.30)
FEOLUN () 1 ( 0.03) 1 ek Ry 1 (0.03) i I 2 ( 0.06)
AT 1 ( 0.03) ElaE 1(0.03) FhU DA -
R 1 ( 0.03) K NE TR 2 (.0.06) & N U U AImE 1 ( 0.03)
DEN 15 ( 0.46) ANDHh 2 (.0.06) KF + U 7 AgE 38 ((1.16)
HL B A 1 ( 0.03) N L) - Ak (i) 4 (0.12)
SHox () 4 (0.12) FEEE 1(0.03) 7 a—)L -
A R s 5 ( 0.15) HLF9 1 ( 0.03) K7 a— Vi 24 ( 0.73)
A 2 (.0.06) Lxo<Y 33 ( 1.01) &7 a— UIiE 3 (.0.09)
BEIERS TEEZESEIEMHRELE (1996 4FiR) | 23S 55 LT,
11 AEMREOIDIERBNCER Lz,
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Zx2H (FRELDIEIESF) CEJSHIEE

FERARERERMEFARERKE—E (O2F)

e - i 7 LIVE—FUR 50 ( 1.52)
AR [ i iE 40 ( 1.22) PR 2% 20 ( 0.61) I BUE 3 ( 0.09)
T T 1 ( 0.03) RN TR 55 S i B 1 ( 0.03) e 1 ( 0.03)
IR bE 6 (0.18) S IR - G 7 5 ( 0.15)
TNLT I - Jitifig 2% 3 ( 0.09) J¥a 3y 5 ( 0.15)
BT V7 I Ve 33 ( 1.01) IRIMERREE 1,536 (46.81) 6 P P 3 (. 0.09)
&7 =T MUE 1 ( 0.03) 21 6 ( 0.18) it 7 S 1 ( 0.03)
Bk L 1 ( 0.03) A i ERIs 107 ( 3.26) Ja R AR P 1 ( 0.03)
PR E 3 ( 0.09) ~~ h7 U v MERD 12 ( 0.37) Jia T B 1 ( 0.03)
HFR% 1 ( 0.03) ~EZ B e D 1525 (46.48) Ja A R JR 3 ( 0.09)
ADH /3 WA i A5 (B 2 ( 0.06) 8 BRI 1 ( 0.03) fiE L X 2 ( 0.06)
O - MEREE (—K) 22 ( 0.67) HImER - EAREE 2,678 (81.62) SEJ 40 ( 1.22)
Y - A HE R ER - PHE () 16 ( 0.49)
& 1 10 ( 0.30) I ek 2,423 (73.85) Y HIE 1 ( 0.03)
i £ 5 - L IEER - NN 2 (.0.06)
DA N 1 ( 0.03) IERERI S (IE) 4 (0.12) (REHIN 3 ( 0.09)
vav7 (Rig) 3 ( 0.09) HiER - IR 1 ( 0.03)
DERA: RN 1 ( 0.03) kIS (i) 1 ( 0.03) Bt -
DARA 2 ( 0.06) H ek (i) 2,634 (80.28) 35 9 (027
1K if £ 8 ( 0.24) HIfERE % () 4 (0.12) N5 4(0.12)
I EAK T - I EREE S CiE) 1 ( 0.03) VUl fi P 5 1 ( 0.03)
D LR LR R E 7 ( 0.21) U 2 RER - PNLY 2 (. 0.06)
BE 1 ( 0.03) Y L BRI 2 (.0.06) b & 2 ( 0.06)
INNiisES 1(0.03) FILY 2 RER 1(0.03) W GH) Jm 4 (0.12)
DB R 5 ( 0.15) N Rl i 707 (21.55) [ 9(0.27)
AU T 1 ( 0.03) i/ NN 2 (. 0.06) S 2 ( 0.06)
D - LY AAEE 15 ( 0.46) iR (E) 703 (21.43) an 2 (. 0.06)
SR 1 ( 0.03) A R AR 2 1 ( 0.03) FEEN 216 ( 6.58)
BRIk - TR R AR 1 ( 0.03) 2HER () 1,629 (49.65)
i 7 (0.21) HH I - JiE 7k 3 (. 0.09)
) 1 ( 0.03) HE A 2 ( 0.06) IR 201 ( 6.13)
DB AHE 1 ( 0.03) HA ISR 1 ( 0.03) FTY 39 (1.19)
SEAEVE L AN 1 ( 0.03) JT H i BE 1 ( 0.03) A 4(0.12)
BNk 4 (0.12) RRAEE (M. A P O [ RE A 8 ( 0.24) TR 2 (.0.06)
IR 1 ( 0.03) WREREE 142 ( 4.33) FHRIEIER 2 (. 0.06)
hE (D) EE 64 ( 1.95) mhzv7F=r 57 56 ( 1.71) NG 1 ( 0.03)
7 LVX —PEmE & 1(0.03) ANErSE 1 (0.03) R - i)y -
A %% 2 ( 0.06) IVTF =L VT I AMET 8 ( 0.24) MK 2 ( 0.06)
iR 18 ( 0.55) iR 2 ( 0.06) Wiy (%) 2 ( 0.06)
Fiidil 1 ( 0.03) SN if R - Ll R4 2 ( 0.06)
I IR 7 (0.21) HH PR A S 2 ( 0.06) CRP L5 48 ( 1.46)
EHFER 4 (0.12) B RE L 14 ( 0.43) T RIEWERE 3 ( 0.09)
FE IR 30 ( 0.91) BER4A - fE iR 3 ( 0.09)
FhfRaEL CiE) 1 ( 0.03) SR EHIN 1 ( 0.03) RAEEAL 5 ( 0.15)
1. i 2 ( 0.06) EAS)S 18 ( 0.55) 7 LLX— -
FEIR AR R E R 121 ( 3.69) SR 3 (. 0.09) AV 7T PR ERE 3 ( 0.09)
NHER 2% 9 (0.27 HEIR IR 2 (.0.06) N -
MR 2 2 (. 0.06) PEpR F s 3 (. 0.09) i AL 10 ( 0.30)
NREER 20 ( 0.61) BUN_L5- 80 ( 2.44) SR 2 ( 0.06)
MHER AR P 3 (. 0.09) i 6 ( 0.18) SRR 1(0.03)
% 3 ( 0.09) IR - SRS 1 ( 0.03)
W IfiL. 2 (. 0.06) SR B 3 ( 0.09) TS T 1 ( 0.03)
Jiiik73 2 ( 0.06) 7 L7 F= K F 1 ( 0.03) SR AR 4 (0.12)
A SR - HEpR A - e 5B i 1 (0.03)
i A1 1 ( 0.03) BEIR 2 ( 0.06) EhE RS 268 ( 8.17)
Hafsge 1 ( 0.03) ZMAR (B BE 8 ( 0.24) AL A L R RRYE 1 ( 0.03)
Hi 7k 22 ( 0.67) B2 A e AR 1 (0.03) Sk 200 ( 6.10)
iFTEDS - AIE (F5) i 1 ( 0.03) YL 1( 0.03)
IR R 22 ( 0.67) T 1( 0.03) REHR 5 ( 0.15)
I A4 1(0.03) BT 1( 0.03) R Y E 1 ( 0.03)
% 10 ( 0.30) FEZ 5 FERK 1 ( 0.03) jevA 1 ( 0.03)
NIk - P B8 HH i 2 ( 0.06) R 6 (0.18)
i NS 1 ( 0.03) RS 1 (0.03) il B 1 ( 0.03)
IKEE%E (i) 2 ( 0.06) FEw (BEE) 1 ( 0.03) RN 3 (.0.09)
FiARAESE 1 ( 0.03) Bl 1 ( 0.03) JREE IR 5 ( 0.15)
Jiti K & 1 ( 0.03) —BRE2FREE 1,817 (55.38) fifi g 32 (0.98)
St 2 (. 0.06) JEEEE: R - B SR 1 ( 0.03)
=Xl 1 ( 0.03) 50> 5 o i - Wit JiE 4(0.12)
S i 12 ( 0.37) TSI 4 TF L —vav s 3 (. 0.09 B fErES =2 v 7 2 ( 0.06)
S S 1 ( 0.03) T 74T X —RRUE 2 ( 0.06) 0V HE 4 (0.12)
Mgk BERE = 1 ( 0.03) TFI74T7F>— 2 ( 0.06) 3 1 ( 0.03)
NHER VM 2 ( 0.06) T T4 T %G 1 ( 0.03) IEIEMERE 8 (0.24)

AIERIE T B A IRELE (1996 4EhR) | (IS & M LTz,
T1 0 AR EUIIRB BN LR L7z,

T2 F—ERL F—g&IEMIE 16 UTHERT L,
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Zx2H (FRELDIEIESF) CEJSHIEE

7 BEBERANEERREREE

FRARERERESRAEMERARERE—&
FLIE FE /I e i H SEAR S
JiE B3 1110 1688 96 147
BRIV FH 36 BUE 191 5 1039 1617 79 134
Bl VE FH 36 BUE ] 3 93.60% 95.79% 82.29% 91.16%
Ly FE /Il e it EE SRR I
TH H e BUWERZEE | ., . BERRE |, .. BUWERZE | ., . BIEF 3 8L
PR enon)  EPE emmon)  EPE mmmon)  EPE mpmon)
bR % 2 2 (100.0%) 1259] 1201 (95.39%) 67 53 (79.10%) 130] 120 (92.31%)
% 1108] 1037 (93.59%) 429| 416 (96.97%) 29| 26 (89.66%) 17| 14 (82.35%)
155% A il 0 0 (0.00%) 0 0 (0.00%) 0 0 (0.00%) 0 0 (0.00%)
15~64i% 924| 866 (93.72%) 851| 817 (96.00%) 62| 53 (85.48%) 81| 173 (90.12%)
-t 65~ 745% 163| 152 (93.25%) 670 644 (96.12%) 27| 22 (81.48%) 49| 46 (93.88%)
75 Lh b 23| 21 (91.30%) 166| 155 (93.37%) 7 4 (57.14%) 17) 15 (88.24%)
RH - K 0 0 (0.00%) 1 1 (100.00%) 0 0 (0.00%) 0 0 (0.00%)
i - 65 A it 924| 866 (93.72%) 851| 817 (96.00%) 62| 53 (85.48%) 81| 173 (90.12%)
ST 655k A 1 186| 173 (93.01%) 836| 799 (95.57%) 34| 26 (76.47%) 66| 61 (92.42%)
R - REiE 0 0 (0.00%) 1 1 (100.00%) 0 0 (0.00%) 0 0 (0.00%)
NI 563| 532 (94.49%) 1533|1472 (96.02%) 57| 48 (84.21%) 134| 124 (92.54%)
A - Aok s4 3k 171] 145 (84.80%) 36| 30 (83.33%) 14 8 (57.14%) 3 2 (66.67%)
ABE& 4k 373| 359 (96.25%) 111] 109 (98.20%) 25| 23 (92.00%) 9 7 (77.78%)
TH - Ko 3 3 (100.00%) 8 6 (75.00%) 0 0 (0.00%) 1 1 (100.00%)
PIES 263| 239 (90.87%) 1313[ 1261 (96.04%) 53| 42 (79.25%) 93| 88 (94.62%)
wMF - BE R 840| 793 (94.40%) 364| 346 (95.05%) 43| 37 (86.05%) 54| 46 (85.19%)
KB - RELHR 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%)
A - Ktk 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%)
& Hb 217, 206 (94.93%) 665 641 (96.39%) 24| 19 (79.17%) 42| 42 (100.00%)
& |AFEgREREE 46| 43 (93.48%) 60| 59 (98.33%) 5 5 (100.00%) 4 4 (100.00%)
s vF B RREREE 14| 12 (85.71%) 36| 35 (97.22%) 4 4 (100.00%) 2 2 (100.00%)
JE LR 40| 39 (97.50%) 177|166 (93.79%) 3 2 (66.67%) 9 9 (100.00%)
JiE o 6 6 (100.00%) 56| 51 (91.07%) 1 1.(100.00%) 6 6 (100.00%)
Y 144 139 (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%)
Y 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%)
BET:JE »Hb 252| 239 (94.84%) 675| 658 (97.48%) 20| 12 (60.00%) 52| 47 (90.38%)
NI N 3 3 (100.00%) 4 4 (100.00%) 0 0 (0.00%) 0 0 (0.00%)
7L 7L 1055| 984 (93.27%) 1621] 1553 (95.81%) 95| 78 (82.11%) 143| 130 (90.91%)
S »Hb - 41| 41 (100.00%) 49| 46 (93.88%) 1 1 (100.00%) 2 2 (100.00%)
NI N 14| 14 (100.00%) 18] 18 (100.00%) 0 0 (0.00%) 2 2 (100.00%)
55mg/ i A jiis 575| 518 (90.09%) 495 449 (90.71%) 68| 52 (76.47%) 80| 68 (85.00%)
55~65mg/ni A i 486| 476 (97.94%) 1134|1112 (98.06%) 22| 22 (100.00%) 62| 61 (98.39%)
1EI# 52 |65~70mg/nt 13| 13 (100.00%) 22| 20 (90.91%) 1 1 (100.00%) 2 2 (100.00%)
70mg/ni %2 % 18| 16 (88.89%) 26| 26 (100.00%) 4 4 (100.00%) 3 3 (100.00%)
AP - RECLHR 18] 16 (88.89%) 11] 10 (90.91%) 1 0 (0.00%) 0 0 (0.00%)
1[5 137, 122 (89.05%) 548| 510 (93.07%) 19| 16 (84.21%) 63| 59 (93.65%)
2[n] 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%)
BehHEE 4m] 98| 89 (90.82%) 156 151 (96.79%) 11 8 (72.73%) 6 5 (83.33%)
5~10[H] 352| 332 (94.32%) 145| 140 (96.55%) 25| 21 (84.00%) 17| 14 (82.35%)
11E2L E 130| 124 (95.38%) 12| 12 (100.00%) 3 2 (66.67%) 1 1 (100.00%)
NI 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/ i A i 88| 80 (90.91%) 426| 408 (95.77%) 11 9 (81.82%) 42 41 (97.62%)
GpEE 65~200mg/ni Kt 438| 407 (92.92%) 884| 858 (97.06%) 49| 42 (85.71%) 61| 57 (93.44%)
i 200~400mg/miAfifi|  340| 327 (96.18%) 195 194 (99.49%) 17] 16 (94.12%) 9 8 (88.89%)
400mg/nf Ll 158| 154 (97.47%) 24| 24 (100.00%) 1 1 (100.00%) 0 0 (0.00%)
N R N 18] 16 (88.89%) 10 9 (90.00%) 1 0 (0.00%) 0 0 (0.00%)
il L 141| 132 (93.62%) 1076|1032 (95.91%) 34| 30 (88.24%) 90| 86 (95.56%)
DA HY _ 969| 907 (93.60%) 611 584 (95.58%) 62| 49 (79.03%) 57| 48 (84.21%)
R - RFLHR 0 0 (0.00%) 1 1 (100.00%) 0 0 (0.00%) 0 0 (0.00%)
PERABUEAl [ L 284| 265 (93.31%) 266| 244 (91.73%) 27| 24 (88.89%) 38| 34 (89.47%)
DA & HY 826| 774 (93.70%) 1422] 1373 (96.55%) 69| 55 (79.71%) 109|100 (91.74%)
EREE s 944| 887 (93.96%) 1254] 1192 (95.06%) 96| 79 (82.29%) 83| 74 (89.16%)
GROAE [ HY 166] 152 (91.57%) 434] 425 (97.93%) 0 0 (0.00%) 64 60 (93.75%)




I. £ (ERALDEEF) ICETSHIER

FHATHAR 1996 4F 10 H ~2002 4F 10 H
PRATRENE - L. FE/NaRE . HE. SRS, JPEUE

FEAREAEEEERABMERARERE—E (023F)

[ESE < DA o it
JiE 3K 222 18 3281
FIVE AR BUE B 208 16 3093
BIE 38 BUIE B 36 93.69% 88.89% 94.27%
[EEE = DA Gt
H Sl . RITERZEEL | . . BIERZEL | . . Bl FE Bl
Gl 7 (O e I O e I L7 )
LR 5 0 0/(0.00%) 11) 10 (90.91%) 1469| 1386 (94.35%)
S 222| 208/(93.69%) 7 6 (85.71%) 1812 1707 (94.21%)
155% A Tt 0 0[(0.00%) 0 0 (0.00%) 0 0 (0.00%)
15~64i% 162| 151[(93.21%) 11| 10 (90.91%) 2091 1970 (94.21%)
F fn 65~ T747% 43| 41[(95.35%) 5 4 (80.00%) 957| 909 (94.98%)
75 Lh 1 16| 15/(93.75%) 2 2 (100.00%) 231 212 (91.77%)
ANBH - Rk 1 1/(100.00%) 0 0 (0.00%) 2 2 (100.00%)
s . [ODEUA 162| 151[(93.21%) 11| 10 (90.91%) | 2091|1970 (94.21%)
Sl 65l 59|  56/(94.92%) 7 6 (85.71%) 1188|1121 (94.36%)
R - KRR 1 1/(100.00%) 0 0 (0.00%) 2 2 (100.00%)
NI 180| 172((95.56%) 15| 13 (86.67%) 2482 2361 (95.12%)
A - Aok ALk 10 6/(60.00%) 3 3 (100.00%) 237 194 (81.86%)
ABEe sk 31| 29((93.55%) 0 0 (0.00%) 549| 527 (95.99%)
AN - RECHR 1 1[(100.00%) 0 0 (0.00%) 13| 11 (84.62%)
WIFE 129 127(98.45%) 7 6 (85.71%) 1858|1763 (94.89%)
WFE - I | FHE 89| 77/(86.52%) 10 9 (90.00%) 1400] 1308 (93.43%)
NI e 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%)
AN - RECHR 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%)
& ArEemEE 5 5/(100.00%) 1 1.(100.00%) | 121] 117 (96.69%)
B Bt B RS REE R 6 6/(100.00%) 0 0 (0.00%) 62| 59 (95.16%)
SE DR R 11]  11/(100.00%) 4 3 (75.00%) 244| 230 (94.26%)
IE W[ E 11] 11](100.00%) 0 0 (0.00%) 80| 75 (93.75%)
M D 36 33/(91.67%) 3 3 (100.00%) 703|677 (96.30%)
AR 0 A ;o;yb 191| 179((93.72%) 13| 12 (92.31%) 2795| 2633 (94.20%)
J) 31| 29((93.55%) 5 4 (80.00%) 486| 460 (94.65%)
L 170| 158((92.94%) 12] 11 (91.67%) 2217|2075 (93.59%)
BEAEE HY 52|  50[(96.15%) 6 5 (83.33%) 1057|1011 (95.65%)
NI N 0 0/(0.00%) 0 0 (0.00%) 7 7 (100.00%)
F UL 7oL 218] 204/(93.58%) 17] 15 (88.24%) 3149 2964 (94.13%)
P Hb _ 4 4/(100.00%) 1 1 (100.00%) 98| 95 (96.94%)
ARNBA - Rk 0 0/(0.00%) 0 0 (0.00%) 34| 34 (100.00%)
55mg/mi A 45| 39((86.67%) 7 6 (85.71%) 1270] 1132 (89.13%)
55~65mg/ i Al 51|  46[(90.20%) 8 7 (87.50%) 1763|1724 (97.79%)
1B 55 |65~T70mg/nt 102| 101[(99.02%) 1 1 (100.00%) 141| 138 (97.87%)
T0mg/ni B2 5 23| 21[(91.30%) 1 1 (100.00%) 75| 71 (94.67%)
AN - RECHR 1 1/(100.00%) 1 1 (100.00%) 32| 28 (87.50%)
1[5 35 32[(91.43%) 10 8 (80.00%) 812| 747 (92.00%)
2[a] 37| 36[(97.30%) 2 2 (100.00%) 796| 760 (95.48%)
3[A] 55|  51[(92.73%) 3 3 (100.00%) 589| 569 (96.60%)
£t AL G P 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%)
11FEPLE 4 4/(100.00%) 1 1 (100.00%) 151| 144 (95.36%)
R - KRR 1 1/(100.00%) 1 1 (100.00%) 32| 28 (87.50%)
55mg/ i A 6 6/(100.00%) 3 2 (66.67%) 278| 226 (81.29%)
55~65mg/ i AR 11|  10/(90.91%) 6 5 (83.33%) 584| 553 (94.69%)
@b [65~~200me/m Al 91| 82/(90.11%) 6/ 6 (100.00%) | 1529|1452 (94.96%)
200~400mg/ nf AR 85|  82/(96.47%) 1 1 (100.00%) 647| 628 (97.06%)
400mg/ni LA I 28|  27((96.43%) 1 1 (100.00%) 212| 207 (97.64%)
ARNB - ARk 1 1/(100.00%) 1 1 (100.00%) 31| 27 (87.10%)
b L 88| 87[(98.86%) 6 6 (100.00%) | 1435|1373 (95.68%)
oE |29 134| 121/(90.30%) 12| 10 (83.33%) | 1845|1719 (93.17%)
RHH - KFhE 0 0/(0.00%) 0 0 (0.00%) 1 1 (100.00%)
OFHPUEAR (72 L 54| 46[(85.19%) 4 3 (75.00%) 673 616 (91.53%)
DA Hb 168 162((96.43%) 14] 13 (92.86%) 2608|2477 (94.98%)
OFROR#R (72 L 216] 202[(93.52%) 16| 14 (87.50%) 2609| 2448 (93.83%)
BROFE (Hb 6 6/(100.00%) 2 2 (100.00%) 672 645 (95.98%)
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9. BMRBRERRICRIZTESE
BE STV

10. BERE
BIE ST

11. ERLEDIFE

14 ERLOIEE

141 EFFARFOIE

14.1.1 AF| L SRBNREDO R D R TR BA 2 FRHCHER LaanZ &,

14.1.2 VEEZFFNFECTHRERY . EHIZ 250 XiE 500mL O (AR L 5% 7 K
TR LIRF LRI 2 L,

14.1.3 fthF & OIRFEEITDORN &,

14.1. 4 KBS HEICAHE LTBEICIE. EHICABRE S EOHIK TIRWRT Z &, £/, K
A L2 AICIE, BEHIZEEORK THRWRT 2 &,

14.2 ERIZE5ROEER

14.2.1 FEARINEE GBS L, SRS ME SR D & | FEFEBAICAERS - BE A B2 T2 &0 b
5O THENMEIMNCINARNE S ICET D&, £io, LARNCRBGZFBL L 7 4
AL LT ER e DEAALICAR Z b LTc 6. SARTOERNAC RIS Z T 5 Loz,
Wbps [Recall I | BRO LN EOHRENRH D,

(fiF#)

14.1.1 KFE 2 VT — /v pefE i 20mg X 80mg (2 /31 T/VRF) OF VI v 7 Rk &
TIFLLTO®EY N2 X/ WRENRRLT20, G, &5E0OF0 251725 B TRIE
L7z, 1 EOEE THAlIZFRRHIER LR &,

K& & XL RE
T ExR YTV 20mg/mL
2% YT — )V i EE N 20mg X U 80mg 10mg/mL
(RAHESRREE IO T L 3 2 7 A i)

14.1.2 AFNIEEFHRAITH D Z LD WRE &K OB SRR Lo %X, S0 Hl+5
z,

14.1.3 ik AN OFEFI 2RI LT & & ORLEZ L ONREIE LTz & & O3 AEAEIZ OV TIE
BRETZITo TR0, BEZBTLZ ZENLEET LWV EBZ DN L bit#i L,

14.1. 4 KANTHREEEZET 5 Z L bitdi LT,

14. 2.1 7GR K OVIREIB NI ORFARRER BV T, $lRSE . SRS NRO SN Z E bt
L7z, V-8, (2) 1) BMSEREIERRBRD SR
F72. ¥EPET —4 32— (Company Core Data Sheet : CCDS) (2. Rt ¥ FE/LDFEIE
& LT MEFEBAL Recall )i AhBRRESNZZ & ROTHRFZICBWT, Rt rio
KIRBIRNEE TERVEFI DN HRE SN TND Z &b, Bit L7,



I. £ (ERALDEEF) ICETSHIER

12. ZOMDFE
(1) EREREERICE D CIE#HR

15.1 BREREAICE D < 1E#R

15.1.1 fAEIZH 1T 5811 E
ARFN D 1 Al K584 100mg/m2 & L TWARCKIZBWTIE® | FEIEORBRE NEE
FEAE < I NS BUE IR O A B & LT, BB RE AR VE VAN X DR A
ThhTna, BiGE LTIE, T3 A% Y (16mg/H. 8mgl H 2[E) %%, AHl
OFGRTE G 3 B, BMBEAORGE T ENEE LN EINTNWD, B, ks %
Féhte LIERNZ W T, EERRBIE (7T 7 4 7% — a3 v 7) IZK D EHIRRE
ENTWD, Flo, FEICELTIUTO LS 2@tERH 5, [8.3, 9.1.3, 11.1.13 ]
- Al 100mg/m? & 3 MR CHREFIRNE G Lics 24, Eiiik b4 0 7285 Tl
PR R (PJfE) & LT 818.9mg/m2 Ll | i 7eW A Tld 489.7Tmg/m2 DL EFE 5 L
7o & FNTFBORBLRNE L o T,
cARENOE G AT D & BRI R IR T D, R DB L, 3kg L EOKE
WAL > 2HMEO L DI 25605 50, GO ZIRCIEMEIL LDV, T
AKIE M Ot A S ST b,

15.1.2 HETOKERERE~DEE
AENCEN T, AFI 100mg/m2 % 3 FFEIRE CARMEEIRNE S Lzt 2 A, mp7vh
URATZ 7 2 —EEE (EFE RO 2.5 500 E) 215 87 A7 I —EEfE (EFK
ERo 15500 ) B3, b ey e @l (ERE ERM E) BFICARZ &L L
G, EEREWEHORBCEER OHME - EARO b T D, BESNIZFEIEH
I%. Grade 4 DUFHERNAD | FEWELFRERIRAD | RYWE, BB /MR, BEERON
%, WO FEHIBEA 1 5 REERE TH 0 | InEBEEBEDfERIEA T 2 L #EE Sh
Tnb, [9.3ZH]

15.1.3 AH % B G U723 & 5 WITARA & A o HUEEE R B SsiE 2 OF LTz
BE T, AMEAE, BRERRIEGRE (MDS) %0 “RMEEMEEN A L2 & omiE
Nd 5,

15. 1. 4 EPN TOIENIAfEIZ5T % 35mg/m2 O 1 [F# 5 (1 B 118 35mg/m?2, 1.
8, 16 HHKL, 4 BEMICHVIKL) ICX 2% 2 FEEARRERIC IV T, BEMEMZ DS 48 4
6 BlIZEEO bz, [11.1.5 &H]

15. 1.5 FLy O AL PRI IS B 2 MM REBR 12 3 T AR A & o HUEM s g Al 4
OFF L7 B CEIEMIRIE TRESICB W T OB L CWEREFIARE STV D
(3.9% (29/744) | BIZHIFIPRAE : 96 & H) *10,

) AFNOKRBI N7 1 BIHEIX 60, 70 KT 75mg/m? ((KEHEE) THD.

(fiR)

15. 1.1 A ETOFHE G O HFEICHOW TR LT,
S E TRV - R OFBUBHE R & <, BRI LRDO N D T &0, R - (Kl
DOFRBUZ L VAL FRIEZ R IEE 552020 —ARH5 Z N LER SN TR Y, #iE -
PRI O EIEAL ORI B 1L BRI T 2 720 W ONEBEUEREE A By & LT, 1



I. £ (ERALDEEF) ICETSHIER

a—ZAANSOaLFaRTaAf RICEDET VAT 4 r—arMrbhTng 9 (ERNT
X7 VAT 4 r—2a VEREDT DTV, ek, B - (KRITFRIXEIE FEECTH D |
AFN OB G H 1% 16 1/ (PSRfE ; #EPH 0 ~428) THET D LOWMERH D,
[ N D 7GRN e OVhBEIB INRE O BRI BRI 35 1T D IZBE DI BLIZ DV T, [VI-6. (1) AOHE -
UAEEOHLEE] . V8. (2) 2) &5 = —ZFIRIEMFEELE] 2]

15.1.2 IFBEREDMER T LT 2 B3 Tl BRfdmm osm, B AIRIER =B oM, bR
HIEDOMGERRMEDSHIMNT 2B NN HDH Z ENbRLHE LT,
#ME T Population pharmacokinetics OfiFHT Tl HF 7BV ERA 7 72— EE (ES
Wk EBRD 2.5 fFLAE) D b T AT 2 —E[AST(GOT) and/or ALT (GPT) ] & iE (1E & ik
ERRD 1.5 524 1) OFFHEREIR FEE TIX, AROZ VT 720 25%fKF L, Grade 3-4 ®
JEYUIE | FEBWELT TP ERID & O Grade 3-4 DO DR HRENF LD LGS TS 40,

AFiaE S BIMERRIER S DR WET—4. 100mg/m* #2541)

HBE%)
HEREG JFFHE I B JFHREIR T g p fET2
(n=1,312) (n=54)
N HE] 21— 62.7 75.0 N.S.
SRS
SR Crade 4 Xt B % 76.4 85.7 N.S.
.- HAl = — 2 6.2 22.6 p<0.001
%N TN
FERMERT IRBLD S 11.8 24.5 p=0.01
. wla] = — 2 2.7 11.1 p=0.005
Y _
B R E Crade 3-4 Xt E 5.7 14.8 p=0.01
s wla] =t — A 0.5( 7 i) 3.7(2 #i) p=0.046
RCAEIS ST 5 B & 1.7(22 ) 5.7(2 i) NS.
- #lal =2 — 2 0.2 5.6 p=0.001
N\ 5 s
ti MR Crade 4 X B E 0.2 5.6 p=0.001
& BEE Grade 3-4 WIE = — 2.1 7.4 p=0.03
R T ¥ B JE HE] 21— A 0.6 3.7 N.S.
Wi & fE HfE] 21— 3.7 13.0 p=0.005
T L — Grade 3-4 HE] 21— R 2.1 7.4 p=0.03
SIS Grade 3-4 #Al = — 2 3.4 9.3 p=0.04

1 - MFT7A BV RRT 7 X —PEE (EFE RO 25 FU )25 527 I F—F[AST(GOT)
and/or ALT (GPT) J & GE# 4k R 1.5 5L 1) B
72 : Fisher’s exact test

= N DGR I R BRI 2 F6 N T
TURXYT—IKRBRE (V)T I VR)ICEEEEADSEF
RE = L— a VTR 7 L3

CL =BSA(37.6—6.41AAG—0.191AGE+0.0436ALB) X (1—0.209HEP)
CL - 7 U7 5 A (L/hr/m2)
BSA : RF i (m2)
AAG Do EPEREE A (g/L)
AGE 45 (%)
ALB : TIVT7 2 (g/L)
HEP  : fFREDHEIE [AST (GOT) >60IU XIZALT (GPT) >60IU% 1, = Ofh% 0]
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15.1.3 EHWAMZIB T, AHl 2 Bl G U 72 B3 8 2 WIEAH & o5 M5 A0 U B
EEOFH LB C 0 AHK & ORBIRA G E T X eV adk B s, &SR ERdERE (MDS)
O IRV OWMENH D Z L BIBRE LT,

15. 1. 4 [EWN TOIE/ NIRRT 5 35mg/m2 O 1 [\ 53512 & 25 T AHEERER (JR5R)
BT, FTEMEIROEFIS 48 Bl 6 FIZERD B, 1B8RAE Ik L7z, KRS0 HELE WY
METIEH 203, AH & ORFENPEE TERWHEEMEMRIESN CTH Y | ZRMEROE R DIE
BEHLE 21T 0 72O E LTz,

15.1.5 (T — % v — bk (Company Core Data Sheet : CCDS) DT OARHL & 72 - 7=
MR RBR10IZ 3T, BRI TSR W T H BB L TWOERI RS #HE STz
7o OiBFL LTz,

(2) FEBREREAERICE D {I1EHR

15.2 FEBRFRERERICE D < fE#R
T v f =—ANLAZ —OIIREKEEME (CHO-K1) % v 2 ik BBz 0»
TEREVEFBRIERAL O~ 7 2% A0 D/MERBRICB W OUMEBRIEANHE ST\ 5
[9.4.1, 9.4.3, 9.5 2]

(a5t

15.2 BERFMHRBIZB N T, ¥ A =— AN LA X —OIFR B Z#E M (CHO-K1) % v iz
Yo R ELHBRER CIIE R OB A | M~ © 2 & W T B IR 512 X 2 /s C oM
O HEBEE OB SN2 Z E DR Lz, 2N HIIARIOEKBEER TH 2 #/NE D%
Bl s2bDEEZOND,




X. JEERIK

AERICEAT SIEH

1.

FEHB
(1) FEhFEEHAER

[VI. 3EZhSEBLZBI2HE | OHESR

(2) REeMREHER

. LM EEHAR
DJ‘ SERTE H B FE ¥ 5 5 &
{lL - ( 4 SRR =
) | e (me/ke) I
kR oA RETEE | 2 | iy L 3,10 BB L
(6) | PS80: 0.5, 1.5 51 | AL
[ 98D B I A L. 3. 10 1, 10 mg/kg T BIEOWD
(8~16) PS80 : 5" AL
IR RIE S A . 13,10 1 mg/kg 7 5 120 /5 G BERUE
PRI I RS B © PS80 : 05,15, 5 | Bz L
e — 5O
it wewrw | 20 | L, 3,10 B L
i w(6) iv. | PS80:0.5 1.5, 51 | &R 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).
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2 DOSAGE AND ADMINISTRATION

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

@7l

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/m2 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/m2 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/m2 administered intravenously over 1 hour
immediately followed by cisplatin 75 mg/m?2 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/m? as a 1 hour
intravenous infusion, followed by cisplatin 75 mg/m2, as a 1 to 3 hour intravenous infusion (both
on day 1 only), followed by fluorouracil 750 mg/m? per day given as a 24-hour continuous
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intravenous infusion for 5 days, starting at the end of the cisplatin infusion. Treatment is
repeated every three weeks. Patients must receive premedication with antiemetics and
appropriate hydration for cisplatin administration /see Dosage and Administration (2.7)].
2.5 Head and Neck Cancer
Patients must receive premedication with antiemetics, and appropriate hydration (prior to and
after cisplatin administration). Prophylaxis for neutropenic infections should be administered. All
patients treated on the TAXOTERE containing arms of the TAX323 and TAX324 studies received
prophylactic antibiotics.
Induction Chemotherapy Followed by Radiotherapy (TAX323)
For the induction treatment of locally advanced inoperable SCCHN, the recommended dose of
TAXOTERE is 75 mg/m? as a 1 hour intravenous infusion followed by cisplatin 75 mg/m?2
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. TFollowing 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? 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)].

(202341 1)
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4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Breast cancer

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

- operable node-positive breast cancer

- operable node-negative breast cancer

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

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

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

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

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

Non-small cell lung cancer

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

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

Prostate cancer

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

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

Gastric adenocarcinoma

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

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

MEL T &

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?2 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/m? in 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/m2 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? 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?2 over 30-60 minutes.
For treatment after failure of prior platinum-based chemotherapy, the recommended dose is 75
mg/m? as a single agent.

Prostate cancer

Metastatic castration-resistant prostate cancer

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

Metastatic hormone-sensitive prostate cancer

The recommended dose of docetaxel is 756 mg/m2 every 3 weeks for 6 cycles. Prednisone or
prednisolone 5 mg orally twice daily may be administered continuously.

Gastric adenocarcinoma

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

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

324 studies, received prophylactic antibiotics.

- Induction chemotherapy followed by radiotherapy (TAX 323)
For the induction treatment of inoperable locally advanced squamous cell carcinoma of the
head and neck (SCCHN), the recommended dose of docetaxel is 75 mg/m? as a 1 hour infusion
followed by cisplatin 75 mg/m? over 1 hour, on day one, followed by 5-fluorouracil as a
continuous infusion at 750 mg/m? 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/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.

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

characteristics.

(2023412H)

AN BT DREUTER, HIEAOCHEIUTOLEEBY TH S, ENOEFBEHNAE DRI TA

K+ 52 &,
TNEE I FE R OV &
im%@%ﬁ W, RAIC 1 A 1A, FEZF e LT 60mg/m? (KR HRE) % 1
g [ MBS T 3~ BRIRE AR IHET 5, s, B ORIEIC L
SESE HHET 5 2 & 7L, 1N A RIS T5mg/m? &%,
WE. KA 1T H 1E, FeEZXxt/L b LT 70mg/m2((REHEE) % 1 K
P o BILL L3 C 8~4 WRHIBE CAERET 2, vk, BEOWREIC LY E
HEWT 52 &, 72720, 1 FEEREAEIE TBmg/m2 &35,
- WHE. KA1 H 1E, FeZ%kre LT 70mg/m2((AEwE % 1 K
%ggﬁ BILL_EAMT T 8~4 JE IR CAMBET 5, 7ods. BEOIREICE Y HE
i HWET 52 &,
WBE,. KAICT H 1R, REZXE/LE LT 75mg/m2((KREEE) % 1
GIIRYA BILL 23 ¢ 3 IR C AR T 5, Zeds. BE OIREEIC XV M
B+raz .,

2. BHVIHEIT HERRIIEER
(1) EEA~DEEIZET 51EH
F B9 2 EsME R (FDA, A —X 7 U 7 555H)

F—=A 7 VT D55
(An Australian categorisation of risk of drug | D (DOCETAXEL, 2023 4= 10 H i 3 E)
use in pregnancy)
<BE>
F—=A ST VT

D : Drugs which have caused, are suspected to have caused or may be expected to cause, an
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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.

8.3 Females and Males of Reproductive Potential
Based on findings in animals, TAXOTERE can cause fetal harm when administered to a pregnant
woman [see Use in Specific Populations (8.1)].

Pregnancy Testing
Verify pregnancy status in females of reproductive potential prior to initiating TAXOTERE.

Contraception

Females

Based on genetic toxicity findings, advise females of reproductive potential to use effective contraception
during treatment and for 2 months after the last dose of TAXOTERE.

Males

Based on genetic toxicity findings, advise male patients with female partners of reproductive potential
to use effective contraception during treatment and for 4 months after the last dose of TAXOTERE.

Infertility
Based on findings in animal studies, TAXOTERE may impair fertility in males of reproductive potential
[see Nonclinical Toxicology (13.1)].
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8.4 Pediatric use

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

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

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

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

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

TAXOTERE in Combination

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

Pharmacokinetic parameters for docetaxel were determined in 2 pediatric solid tumor trials.
Following docetaxel administration at 55 mg/m? to 235 mg/m2 in a 1-hour intravenous
infusion every 3 weeks in 25 patients aged 1 to 20 years (median 11 years), docetaxel
clearance was 17.3+10.9 L/h/m?2.

Docetaxel was administered in combination with cisplatin and 5-fluorouracil (TCF), at dose
levels of 75 mg/m2 in a 1-hour intravenous infusion day 1 in 28 patients aged 10 to 21 years
(median 16 years, 17 patients were older than 16). Docetaxel clearance was 17.9+8.75 L/h/m?2,
corresponding to an AUC of 4.20+2.57 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.

MR DA SCE:
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4.2 Posology and method of administration

Special populations:

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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