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Rt 4 5+ /LKIM0&EREIC T 255684 CRIERE : £ 25°C)

e o i K& X ¥ /LK 1g D - ”
Wt 1A fi# % (mg/mL) VR T 7 P B (mL) H A 7 )7 D FH
NN-JRAFLFRLLT IR 240 4.17 ABESERA
=% ) —/1(99.5) 101 9.9 BESERA
AH ) =)L 50 20 RRVEITRT U
/ARl N 40 25 LORPR T RF
K 0.002 500,000 T & ETT R
(3) B
20~25C. 20~100%RH 2B\ T, WEBMHEZ RI o7,

4) = (D s
WA THE 7 i sl

\)s Iﬁas I Eﬁ
u»uy) %ﬂiﬁf)’o 71:_0

(5) ERIGELAZEETE X

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 %/ —/%)

() Z0fDELZRMERE

FEXEL o 1% :=839~-41° (BiAK K OBUABEMIHE L= D 0.2g, A ¥/ —/L, 20 mL, 100 mm)



M. A7 T 5EE

2. AMRAODEEEHTICE T OREM
() BEEHTFISH T SREM

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

EBEHTICBTDREN

AR PRI PRATIAH] PRAFIERE IS
25°C ‘
BHMRAT : RYTF LA E PR
e SO%RH | 6027 | . roarysmrzn |FECHE
HESE
o e e DI KL B O H
18 » A {1 T ARSI R
% 7 AR m., 1v v FT12% A%
- 35C GRIKT 2RO, 0
.5 WS . P e D FERIE B XA R R 72
12 i 2
. » A VETVLRGEAD) s b, 2T
gi Hol,
" 12 50| BEA7 ARER (M) |17y P TI12y ARICE R
%ﬁ 35C KT ZBDOT=N, FOfho
T 90%RH . ‘ RERIE B LR 22 Ak
W 12 % A RV =F L oE (5K R b, RETHo
7o
w =FEYSIN . FRIRE B2 40 iR ) D B8 TN Mz
x (7,500 1x) 160 1 AIIL (B NEBEDKTEZRDOT,

(2) R LILEETIZE T+ 50 MEHE
KD 4%RY YV L_"— K 80 IBik%E 45°CT 11 HREMRFE L& 2 A, 56.0%I2 & EMET
L. OfiERR DB S,

(3) HERERY
AR, TR RE M ORI AR T TRl DT ER D IRAEMMIE, RO 3FETH D,
PERERHD

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

=
Gis 0 H
HaCC —0C~ A\
CHs i ¢
HO H
C—0 Y 0-CCHs
SERERMO

b4 6 a-benzoyloxy-5-[1- (E-3-formyl-1-hydroxymethyl-1 o —acetoxy) allyl]-3,7 3,9 «
~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

4y : 805.88
=
Clis 0 N
H3CCI—O(I,!\N >




Im. A7 I1CE9 5EE

PEERYO

b4 . 4a—acetoxymethyl-3,7 o ,8a  ~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

4y 701.77

e
TSI e
G 0 K79 g
HsCG —0C\y Cso
' \ 7

CHs H poh

3. AMAS DOHERHERE. EE!

fieRB s R IA
HASER T Rt & K OERRERIC K D,
E R E

ARG T K& Kl OERIECL D,



V. RHEICET SHEE

iz
(1) FHORAB
FRIRRVEAR LT B VA

(2) HHEDHNEEKR VMR

XY T—ILEEEER/ AN TILX

W e BT — )L
ot S 80mg S 20mg
% % 1A T AP Dy

2 mL 0.5 mL

A HJE R &3k LKFay 85.35 mg 21.34 mg

P (ReZFEL e LT) (80 mg) (20 mg)
PR O~ T2 WA ORI D & 5k
AR TTHREF O K& E I . BEFEINTWS, 17, SHENE N OVAfRE D2 EME

3) #Aa—F

BARRNA

4) KA IDOYE

pH : 3.0~4.0 (AFHD 10 wiw% /KIEKIZHOWTHIE L7Z & %)

R (BRI 2 /1

(USFHEMRIR CIafiith . AR 250 X% 500mL (ZRFfIL7- & &)

R

teE (B RMEEREEICEL D) 0 1.08~1.09
(B) Zhih
R P ORI RN (EREHE) OFME . 235
2. HEDOHEK
(1) B GEMES) OEERVHRMEA
YIIEY)
W 4 H¥TF— ) B X F— )L
ot ST E T S0mg SR EE 20mg
N 134 T A D4 B
2 mL 0.5 mL
P HJE R &3tk LKmamy 85.35 mg 21.34 mg
Gk (FEZXtEL e LT0) (80 mg) (20 mg)
wom RY VL_— | 80 T it
MKABNTHBREOBE LA ZBBICAIL, BELREINTWD, 7. 8RE R OVEEE OLEMN] SR
(2) EMBEZEDRE
Py A



V. RHEICET SHEE

Q) #&
A% L7

3. RTBBBEDHEAKRUVEE

AEAER (T R/ —LiBKR)*

w4 1A TIAVH D5 ER
6 mL 1.5 mL
HExX ) — 764.4 mg 191.1 mg
MR 40 7 BH DR

KAANTTHREFOB R A ZREICAIL, WEFTHSNTND, 7. FHRER O D2 ENE)

W
B

4. N
BN

5. BRAT SHAREIED & DKM
A FA BHED S ORI, R OEHOEFE TAEMT 5 L EBEX LMD ERBEEMIIRO 3 TH D,
BREEEEYD
b4 : 4-acetoxy—2 o ~benzoyloxy—13 a —cyclohexylcarbamoyloxy—5 3 ,20—-epoxy-1,7 3,10 3

—trihydroxy—9-oxo—tax—11-ene

BRHBEREEYO
{524 4-acetoxy—5 8,20~epoxy-1,7 8,10 8,13 a,~tetrahydroxy-2 o~ [ (Z)-2-methylbut-2-enoyloxy]
-9-oxo-tax-11-ene,13-ester with (2,35~ N-tert-butoxycarbonyl-3-phenylisoserine

BREREEYO

b4 : 4-acetoxy—2 a ~benzoyloxy-5 3 ,20-epoxy-1,7 3,10 3,13 « ,19-pentahydroxy
-9-oxo-tax-11-ene,13-ester with (2,35~ N-tert-butoxycarbonyl-3-phenylisoserine



V. RHEICET SHEE

6. RADFTEFHTICEITIREN

=t 80 mg /A TV 20 mg /A TV
5 TRAFSRME (TLETERE) A EREIC L ErEIC
Xt % B (%) Xt % £ (%)
HEAEH O HEAEH O
s I o 8- 99. o 5- 98.
r ﬁé}%vﬁ%@?{? 5 PR | pmre o 98- W1 wmr o 985~ 987
i N J
B = 6 IRFfH] A7 L 95.8- 96.6 A7 L 93.6 - 94.7
40°C. 75%RH e BRSO B BT O j
TR, BAAGIS | g o 9841019 |\ ipern ooy 98.7 - 102.2
M, BN
| EEBEBRASLTL L 64 H bl L 97.9 - 100.3 il L 92.9- 99.9
8 30°C. 60%RH I~ A O B A O ~
. T BHAGIE KEFRPE O ik 98.4 - 101.9 KEFRE O ik 98.7 - 102.2
M FHAL T | 12 4 A b7 L 95.7 - 101.2 b7 L 96.7 - 100.0
5 L A O ~ WA O ~
5 25%37\% 60%RH BRABIE | ypmmue i 9841019 | yipern o 98.7-102.2
M, IESL
ﬁ MEEFHAAL TV | 24 5 A b7 L 98.1- 99.2 b7 L 97.6 - 99.1
?.
40°C, 75%RH I HEE O B B O B
A BrAfR T 97.7- 983 | \izmm oo 98.5- 98.7
;5 N2 VA
EEAGEY A T 6 » A Bl L 97.9 Bl L 95.1- 95.3
- 25°C. 60%RH . ENERGLEID) B HEEHO ~
” . BT Gikias KEFRNE i 97.7- 983 | \izmm oo 98.5- 98.7
fin | HEEFEH AL T 6 » H b7 L 99.7- 99.8 b7 L 99.7 - 100.1
D) o 2y X N
. “80C & =™ | {RAFRT — 100.8 - 102.4 — 101.4-101.8
G M, IESE
B | m@Eoag 7L | WRIER — 101.8 - 101.9 — 101.6 - 101.9
8C e | EEHIO B BTN O B
e PHAGIE KERE O 98.4-101.9 KEFRNE i 98.7 - 102.2
M, IESE
HEAFH AL TN | 24 5 A Bl L 99.8 - 100.9 Bl L 99.4 -102.3

¥ -80°C(6 H) — =R (3 M) —» -20°C(2 H) — =ik (3 i) — -80°C(2 H)




V. RHEICET SHEE

7.

AUER UBREOREL

ESHI TR E

AAITEOR L E EBIC AN, #IOFT L 5 ICBRARS LT B0T, L FEMED
CHECIERIROBRAETTS = &, 772 L, ISHIEARIRICET S ) — AR EERTOHDT, T
= — T B ET B 5AE, TIREQO HIEIC L 5 = LX),

ERxlES
NA TV KA
80 mg HLF| 20 mg B
XX T — )L S 2.36 mL 0.61 mL
(FEZFELELT) (94.4 mg) (24.4 mg)
WA VR iR iR 7.33 mL 1.98 mL
(AR=% /=) (933.8 mg) (252.3 mg)

FEED

(1) #Fx YT —/VREEER AL 7z, IMIEfRR SR (80mg /31 7L 5 ) TmL*%, 20mg /3
ATV 5K 1.8mL*2) A T TH—I272 5 F TP o< U EENE TRV E O ITHEEEER
T2 (K45 M) , WWERNSE—ThHsH 2 L 2 A%, HHRREENE X 5 F TS MkE S
%, ZOWHK (FV Iy AK) 1E 1mL T 10mg D R X F L2 E5HT 5,

(2) TV v 7 AR O LEEE TSR THREIRY AEPREER UL 5% 7 R UFRIZIRFT 2,

FEEQ

(1) Z %Y T—/LEHEFHEA O 80mg /XA 7 /Wi TmL*2, 20mg /A 7 /L121% 1.8mL*2 A #
B IL 5% 7 RUFHREZ N2 . RPBHTY 122 EFTHMLIIEYIRE S,
HOREIRNTHEZ D E T, TAEZEN SECRE (1090 L, mEny—<cbhbsd &
R T D, W TRWIGAITE I 5 ETRMZEEY RS, ZOBEK (v v 7 AR)
1L 1mL 112 10mg ® KX XL E2EHT 5,

(2) TV w7 AN O LEEZ S CHREIRY AEBRAEIR L 5% 7 R U IRICIRTIT 5,

--%Lw%@%KowTﬁ\&E@%@ﬁ%%ﬁﬁ

%2 BEFHIC L A0



V. RHEICET SHEE

FFI- _Jl/@f#\;ﬁﬁiif#!wmg\ 20mg S
A N 4 % t)lcaaageedn FE4ETE70mg/ m. 20t0RETIE75mg/ m T,

HEED MMIABAEFERT 5 RREQ RMIABAEZERLEVGS
AR DORMBEREE TS ) =AU PEEFNTHWEDOT, TIhI—) TN A= VIHE R BEANRS T 2561, TiRoFHEICK )RR
B EFECIER LA, HYMICLTMBS2EBLT THIE,

Tha—VBEBOEREZEEL, ZILa-ILICBEEEEAKRET
AL, AROFE FAREQ) THARTIZ &,

1 5%V 7 — LRI ERAERIR (20mghll & 80meBi) 1 5%V —JL&RHEA (20mghifl & Bomehls)) & BNABE
5% = SRR A 7V R ORI I 5 5% 7 = IRER N1 7 0 & BT O AT LKL 5 %
QEMADS UL TE— KL 7 Py REE AT 5

IR 2 2RI E A I121E, 80mgHA X 1I0mLY ) v V& 2 ABEIEHRIT T N IHERDEA

18G~22G=— F 4%, 20mgBANIZ25mL~ 5mLY 1 ¥ ¥ £21G AN EEIIEN TV B2, 80mg/S 4 7 VISt 7mL, 20mg
~23G=— P25 SN %, INA T WA L8mMLO A B A 1 5 % 7 K oMl 2 v CiF
3 FBBAOKERY W3 2o

WA E L, B3 aR 80mg/sA TV o 7mL. 20mg/NA T 3L IR (BFXVTF—ILEERIH EAMAREDESR)
Vo 18mL) ZIKEWY, ¥ F V5 — IV EEEHEH AN TV DFAR

AT 2o HEMAIEE, N4 T LEELSERDIIL, ST 5% F— S EHER S A 7OV A BRI UL 5 % T N B
VORI 2R A R SIS £ 512 5, HEEALZ S, EHICHL CRDRE S,

A u
/

A7LI VIR (XY TV EEREEAERTABROERR) 477V 3y RBDREED

DI 5 %Y F— U EEHHER S A 7V ORISR bD o726, b bR
WHBREEZIEA LR, BEHICYF V5 — VAT, 7 WARHZ 5 F 'C/i‘ A TN EBENSETHRE (B105H) L. Bl
VEEHTH IR F T, ®o< ) EIEMTHWE ) IR AEHTH—IRMLTW5A 2 L 2R %0 H—ThWEE (F
M35 (45 ™) . ZE ) —ROBARELTWAREARY), Bl b F TR

% #0 ES,
tf¢§i?§§b SOTLI v AR 1 mLAIC10med K& 5 S22 547 5.

PRy N
\, D4

57L 3y ABOREHE S LREQHEMY

¥ X F— I EEEEFAANA TVORMBED 5725, BIEAE 5 XV T = VHEHEHOXGEICE LY, LEEXFEHFETIK
B CH IR LTWD 2 L 2 RM%. HLBREENELDLET XD, BlAIE. LERITOMgNE 21213, FL3I vy A% T
BOMRES 2. H—ThvEaid, B2 2 TRMNZED mLKE S,

BT . .

- < ; R . 6 EFERAK MVLADZA

SOTVI v A, TmLRI10med &5 $ LV EEHT 5. WA 727 L 3 v 2 A A 250 E500mL o 4 ALK L1 5 %
6 HEEDHKEEY TR HERICRNT 5. GRESILESLICHAETZZ L)

Z XV T =V EEEER ORS’ICAE DY, LER T ERE TR
XD, Bl2E, BEEITOMgD & X2, FLIv 2y AR T
mLIK &%,

7 SBAKRMLADZEA

WER 727V 3 v 7 A %250 X1F500mL o A HE AR L 5 %
TR RECRANT 5. GREZIEESPIHET L2 L)

RARBFOTEEIR
1) 7V 3y 7 AEHRREIHER 2 (EREIRROUE5 %7 N SRS 5 2 &o il LR L 2 RISHER T A 2 &
2) fHEORELZTDbENT L
3) AFHEMIAE LLHEIE, EHICABRRUTSREOFARTEVITT 2 &o 72, MIRICHE LSBEICE, EHEEREOWMATHEN
WY &,
SEREROERER
LT =% TARIHIT LR PVNICKIEHET B 2 EHHHDOT, 7 —#HIK PV EEICHT Z &,




V. ®HFIZBEd

SIAH

BREORES

1) NMIBRRBEMBEOREE (TLI v I RKY)

BA A1y 4 % 8 ff# 1% 24 %
MR AT H e | Akl L A7 L L
pH 3.63 3.62 3.59 3.69
=R HANRE (mg/mL) 9.79 9.34 9.92 9.91
IRl e
10um 2L E 237 — 474 —
25um LA | 11 — 21 —
MR ORI H i | Bkl L Bl L i L
pH 3.63 3.60 3.61 3.67
£C HANRE (mg/mL) 9.79 9.94 9.89 9.87
YRR T
10pm 2Lk 237 — 378 —
25pum LA I 11 — 8 —
ARAN 1A T AT 2 BAHEMRIR 1 /54 7 VI TRl U7 s
(FEXXBVEBEN 1I0mg/mL IZRESILD)
2) HIRBEFEOREM
K SERIE H TRFNEE 1hr 4hr 6hr
s Bl £, kY] ke L Bl L Bl L i L
AR Y e 0.31%3 0.28-0.32 | 0.28-0.31 | 0.28-0.30 —
(mg/mL) 0.88%3 0.83-0.92 | 0.83-0.90 | 0.84-0.91 —
s Bl £, kY] ke L Bl L Bl L i L
5% 7 R U HER T ke 0.31%3 0.29-0.32 | 0.31-0.32 | 0.30-0.32 —
(mg/mL) 0.88%3 0.85-0.88 | 0.85-0.89 | 0.86-0.89
X1 BEsE - PVC #l(Baxter £L, Biosedra 1), RN U AL 7 ¢ B (McGaw £1) . 47 A#L (Baxter 1)
X2 REME : PVC # (Baxter f1), AU AL 7 ¢ U8 (McGaw #5) . 47 2% (Baxter 1)

%3 0.31(0.88) mg/mL = 250 mL Dk Kt # ¥t/ 77.8(220) mg (ZHHY

14 ERLEDEE
14.1 ZEFIGR S
14.1.1 AR

R#
DEE
BRI TR

(iR (BRI S
R AR L 7RI 5 2 &

5%~ K v FEHRK)

\ZIRFN 2 2 &, W

8. &l NEEEIL WEENEL)
MR L
9. AU

A L7




V. RHEICET SHEE

10. &3 - 2%
(1) FEMNDELRSR - BE. NEI\ERLES - BEICEHT 515
Hriz7e L

(2) @&
<Z XV TV EHEN 80mg >
2 mL X1 31 T v VAR ERE)
<Z XV TV EHEN 20mg >
0.5mLX 1 /34 7 )V WEFER IR

3) FHEE
BAEE L

4) BHROME

INA T R - BEAGEIH O T AR A T L
2 A RB:TFT7vra—FTrF LTI sl

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 O K ONENEFIRFRER D ClIas /L8 RIS AL R8O B3 % 5 10 F2ki L 72 ORFRRE) .
EIREERE 2 AT DAL S EEE LRI, RAKROT » a7 o BRERECUTR, TADT) ) 20F
A L7-#4 5 AR (STAMPEDE 385t 9, CHAARTED Bk 104) 23 5 S 41, 245 DOfER
L0 RERKOCADT OGFHOFIMENR RS2 2 L5 5 2021 429 HIZSGET Lz,

3. RiERUVHRE
() AERUVAEOMS

6. BERUH=E
ZhARE ST zh 5 HE L O &=
imﬁg@%;ﬁ WE, KA T H 1E, FeEZF e LT 60mg/m2((RREME) 2 1K
= ’{5 O EBL BT T 3~4 BER CARMERET 5, ok, BEORIEIZX Y E
SESE L R 52 Lo 727 Ly LR L 75mg/m? & 15,
WBE. KA1 B 1R, ReEXXE/LE LT 70mg/m2(KFmE) 2 1
Rk MILL BT T 3~4 B REIIR CREFEET 5, 2B, BEOREICIV#E
HET 52 &, 72720, 1 [EEmH®EIT 75mg/m2 &35,
P WHE. KA1 B 1E, FeZ%kre LT 70mg/m2((KE R % 1 K
%E%ﬁ RLL T C 3~4 SRR CAMBEET 2, 723, BEOWRREIC LV iHE
. HBETHZ &,
WBE. KAICTH 1R, REZXE/LE LT 75mg/m2((KFREEE) & 1 I
EIRYAGS L BT C 3 BB EE CATMERET 5, 72, BEOREIC LV @B
BT5Z L,




V. ARICEY 5EE

(2) AZERUVHAEDHRTERRE - IR
FLE S/ IR R BEEEEOE 55 T AR ARRRBR AR (5 & | KRS 70~90 mg/m2,
HELIHI RS 60mg/m2 & SHv, £ D%, ZALEN ORI - 515 T AHERIRAER 101973 F i S 4,
FEB RPN RENTZ ENBRRE LT,
JRBE - V.5.(3) HEUGHER AR DS
B - T AEERARRBREGRRICE S & . BRKIMED 70~90 mg/m2, HELEH &L 60 mg/m?2 & 7%
TE S, FREEREE R E U8 TR 90fEE, 7T0mg/m2 THIEEIEI/RE N2
EINDERE LT,
FE A A T ARER IR EABR O DfE 5. T0mg/m2 THUESE A B R S NIZ Z &bk E LT,
2010 4F, MM HARGRR DL ONE NS OAR SRR IS FE DWW THEEZITV, T, B/
R fitiges, . SHEEAEDEE. FPEUE ISR 2 A 75mg/m2 O F B O Rk K OV ML E 7K
EXETHD LS, THIEROHE] OEEN ARSI,
AISEARNE - ENGE TAHERRRER 7O FEL OHE (R X'/ T0mg/m? 3 #EEkG+ 7L R
=Y 1 5mgl A 2 EREAKZAES ) T, BEEHEIIR L PSABDIRBED S, — 7,
@%%Iﬂ*ﬁﬁua B TIE, FEX X8/ Tomg/m23 HfE#K 5+ K=Y 5mg1 H 2 [FlE#EH

OB CIEMANRD T INT, ML EORBERE SFE X, FEX X/ T5mg/m? D 3 B

HafEROHEE LTRE L,

4. HBEARUVREICEET HIR

1 RZERUVASCEET 53R

1.1 REOEHIZH T - TiE, FRCARB O HERSIR T Th D i FEREOE B+ E L
$e 524 A O4F R ERE32,000/mm3Aw T oL, &G 2 e 252 &,

1.2 AFOFGENEMT S L, BHMHA LB HO DN IBENRH LD THEETDHZ
&, [1., 81, 9.1.1, 11.1.12M#]

(fiF#)

I1ﬂ%%%@%é$%«@$ﬁ&ﬁi BEEZAMERED, kB ES| SR T 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 IVIREICBET 23 HE 5-(NZDfth) S




V. BT ZIEE
5. ERIRAEE

(1) BREKT—% /Ny ir—1

)

BN

EGRERIR RS
SRENCIBNT 1990 4 L 0 AT L B EMR O R 2 5 D8 T AR RER 119083206 S,
AMENZ I T 2 5 T ARG R FRER O 7= 0 OHELEH 813 3 IR 1 REf SR G- & S,
B 1 tHER R ER
. Be 5 Be5 5 SRR MTD HELE B
AR () (mg/m?) (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
1~ 16 N -
) 5 > bR R
TAX003 13 3 (5 H 38 1 80 A NR % £ 5 BERIEkE D 14x5
5~100 6 100 B FPER D —
)
TAX004 1 3 100~115 2~3 115 iR ER 100
10~ 65 BRIk, R
) b b
TAX005 15 3 (1., 8HE) 1 110 T 5 50%2
MTD : Maximum Tolerated Dose (& KififH&). DLT : Dose Limiting Toxicity (= #iHlFME)
RIBIZIB T 55 T FHEEARRER L, ZMECHELE X 7= 3 WEEIRING 1 RFELSTHR R G- 25512, 3~4

WRFERE 1 Rl E TS LZBof R A B0 RRE % HICERE < 19, DLT (Dose
Limiting Toxicity : FH &Ll FME) 13 A MEKEA | 4F ERED | MTD (Maximum Tolerated Dose :

BRI &) 1X 70~90 mg/m2, #ELEH E1X 60 mg/m2 & ST,

AERIGIERAER

PR B I B0 D i S T AR ER PR A BR TS I B R 2.3% (1/44) TH V. ZHITHE
(100mg/m?2) (2B DG 192 K& FREISZ D TH-T2Z &b, JHEENAR T TH-22
ERHER ST To D, OISR L ORI G- A BT 5 Z LN ARENE D I E et BR)
PEA IR U7e ECREHT 2 AESN A v v FaRBRA FEh S 19, 70mg/m2 O )E#E 58>
W TR OV S E SRR S 4L72,

(4) HREERIELER

1)

AR
AR L

R PR
AR L

BE - WERIFER

REERRL



V.

AEICET H5IEHE

(6)
1))

REIER
FAERE (—RERARERE. FEERBIRRE. ERABRELRAT) . RERTR
T—AR—RFAE. BERFTERERDBONE
fili ISR A F6 1T 2 2 MR HMAE B3, 28141 . BIVEN (RRIRMR AR 2 5de) 33,0930
(94.3%) TR BTz, EREIWERIL. BACRIEL,90861 (58.2%). MiE1,859%1 (56.7%).
BEERNEL,62901 (49.6%) . #Holx1,592(1 (48.5%) . Mart1,587%1 (48.4%) FEToh -7z,
FRRRR AR R IL, Ak 2,634 511 (80.3%) . 4aFfEkED 2,423 i (73.8%)
T e 1,625 il (46.5%) HThotz, (FHHREAK TR
DL - IE/ R fhE - BiE - SRSAEME - TNz
HREORER., AFIOGME. ZRMEZEICHOWTIIERCIER2 W (FAERRD b D) & S
L. BUTOREE IR, FHIER O EICEE IR0 o7z,
QEBEE
FCHROFRIEIC BT AR EMEFHE DO 7= O EM H BERA 2 Fi L=, T ORER, JT
DINREXITRIR, MIEROHEOE T 223 5 FHITRO LR Tz,
QF =&
LARPEFAA O 72 OREEE G 2 FEhi LTz, ZOER. BATOWHE
OHEOEE 284 5 HEITRD b h o7z,
@RISR
L AMEFRAL 0 7= 8 O ReE A F R IR A 2 FEHE L 7=,
OHEOEE 24 5 HHEITRD b h o7z,

N

T HiEK

ZORER, BUTOREE TR, HiEk

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

W2 72012, BLF 02 BR S FE i S iz,

O<NET—2 >EGBHIEICHT IEBRELE LTOIXFY T—IL- FXVILE D U HRAKE
RURFYLESY - S AKRRT 7 3 FHARKED SHRARE MBRIEALLEHRY
AT #E: R¥Y/LE Y Y 50mg/m2, ¥ % Y7 —/L'75 mg/m?

ACHE: F¥Y/LEY Y 60mg/m2, >7 BARAT 7 I F600mg/m?2

AT #f (n=214) AC #f (n=215)
TTP A JefE 37.3 31.9 #
MST 22.5 % A 21.7 % A
E RS 59% 47%

TTP : Time to Progression (J&¥ZhRFHFHEHIM) . MST : Median Survival Time (A=77H# M H Jufi)
Primary Endpoint Té % TTP (23T, A EZ (log-rank ; p=0.014) 23558 H 172,

ERBIERIE, AT B CTIIAF BRI BEWELF PRk BB, Eol, Wark, ki, &8
TR, RIS, AC BF TIIAFTHERD BB, Bl IEk, KR, 2 EERRETH T,



V. AEICEHIT HIEHE
QE/NMEREFEIZN T 22XV T—IL- PR TSFUHABRERVE VTV V-V RTSF U4
FREED B AL LB ERY
DC#E: #% Y7 —/ 60 mg/m2 (dayl), ¥ A7 7 F > 80 mg/m? (dayl)
VdsC#f : B> 7 v 3 mg/m? (dayl,8,15), A7 7 F > 80 mg/m? (dayl)
DC #£(n=156) VdsC #(n=155)
2 FEAEAE R 24.4% 12.3%
MST 11.3 # A 9.6 » A
R 37% 21%
MST : Median Survival Time (477 # JefE)
Primary Endpoint CT& % Survival (23T, A HE 2 (log-rank ; p=0.014) 23588 H L7z,
FRRIEAIZ, DC B ClIar ek, Bl - g, SHERE, TR, VdsC B Clar
B, AiECTh o7,
(7) Zhith
1) ENERRAHE
OEFI SRFOERKNE
Fge . FEANRREATEE . B K ONBESEARE |2 DU TARHI O A $E 512 L 2 1% H 56 T AR G PR BRR 73

60mg/m2 O F & THEME S, HEEE (50~70mg/m2) OITHIVIER (FLEE 21 1, FE/NHI
fifiE 82 B, EE 13 B, BESEEE 10 B1) 2 ETeRghRIE. FHE 48.2% (67/139) 12, FE/INH
R fififE 21.8% (32/150) 39, HE 17.1% (22/129) *1%2) GHSHIHE 20.6% (13/63) %3 Tl - 7=,
PBGHE, RERE. E ISR D ARKI OB 5 X 5 %S T AEEARHERIE 7T0mg/m2
METIThh, Z03R1%, JIEFE 23.8% (15/63)*Y, £5H 20.4% (10/49)9, T K5 31.3%
(10/32)9TH 7=,

®REIE THERARERICE T HERAMRE (BEHIRS)

o NE B B %k CR™1 PR'2 R (%)
A 67 3 32 52.2

#L S 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
fEt 150 0 32 21.3

A 66 1 12 19.7

= i B 63 0 9 14.3
fEt 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 47%h) T2 PR : partial response (¥} Z%h)



aRICEI SIEE

QPR SIFDERKRME
RINZE (R L8 U ARRME 5P 12T 2R/ & 7L =y O G2 K 2% 155 T A
HRRFRER T TOmg/m2 O A B T, BEhEIT 44.2% (19/43) " Th - 7=,

R IHERKRHRICE T HERAR BrAKE)

Jei I R Fil% CR PR 725023 (%)
FIRA S — 43 0 19 44.2

CENERKRARIZEITHREMH
B G K O VE RSB RTIIE IS B T 5 7 L R=Y r »r EOffFHIC & Z)EWE?
IRERBRIZ I T, TRIRBEIE DB DAL T SE B2 4% GIER] 1,072 Bl 14 #1] (1.83%) 1258
BNz, ZhBITVTRE ., AFOEEIZ X > THMERKFED ., iFPERED 2580, 5 Bkl
JEDNFEFE SAUMIR UFRMAE N FER & 72 o 7o b DO 8 B, BRIMSES = v 7 L IFAEIZ LV S8
T Lt%@z’)x 161, RRYYE & MR OMEEIZ XL VT L7z b D28 141, BYYER I DIC 75%
%ﬂ*”” AT LA L7=b o 1 WJ\ BAREICE Db D, DIC D8V H Y Zlifgst
LD HONIREMM RN EDNIZHORE LB TH -T2,
728 BN S 35\ T M RHIAE 51 43 5117, Grade 3 LL_EDJEYLED 10 61 (23.3%) .
MR RDS 2 6] (4.7%) &mWEIA TRO b,
(FRFRIRE K O RE B NI

gl1EFH
BIVER X, EPNAT- %5 TR BRI 5 222 MERHMIEEE R 990 # THE S iz, 728,
BIER ONE K OBEEIZ OV T, 60mg/m2 & 7T0mg/m?2 DHEIZ XL D K& RZERITRD B
2o T,

FroRIEARRE

AT L T E DS A E FEHERS NCI-CTC*6
- - - » 70mg/m?2
H =% 60mg/m2 *7 70mg/m2 *8 70mg/m?2 *9 (BT~ ) 10
FIEH 2K |Grade 3-4| &K |Grade 3-4| &K |Grade 3-4| &£ |Grade 3-4
B 77.5% 16.7% 71.8% 23.6% 93.9% en 88.4% en
(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)
iy | 53.8% 8.7% 53.6% 10.0% 81.7% 11.0% 53.5% 0.0%
BHERE | 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)




AEICET H5IEHE

X5
X6
KT
X8
X9 .
X10

M A8 AALSERR BRI RO E S YE ) o TRIER OfREEA) 12k 2

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

755 i
PR 110 {51

82 i (FIEWE 49 B + 1= A 33 )

AT 43

%11 : NCI-CTC TiZ Grade 3-4 O ELE 220

FRRREERE

[E AT - #3055 T FHERRERBR 12BN T, RO X 9 AR BRI i V3R bz, 70mg/m?
DO HETIE, 60mg/m2 & 5-FFZ L ~EHEIHIA S S5 < & S b, fFFEkED ., ~E 7 o

E R EDORBLREN @m0 T,

FroBRRREERERRER

)

70mg/m?2
IE 2 2%12
MATE H 60mg/m 70mg/m (Rl )
AR 97.2% (733/754) 97.9% (188/192) 97.7% (42/43)
F 1 Bk s> 2,000/mm3 it 65.3% (492/754) 81.8% (157/192) 81.4% (35/43)
1,000/mm3 AV 14.7% (111/754) | 27.1% (52/192) 20.9% (9/43)
£SO 95.2% (711/747) 98.4% (187/190) 95.3% (41/43)
iR ER D 1,000/mm3 75 84.6% (632/747) 90.0% (171/190) 93.0% (40/43)
500/mm?3 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)
e L
NETRERD 8.0 g/dL i 7.7% (58/754) 16.7% (32/192) 9.3% (4/43)
. BRI 11.7% (88/753) 13.0% (25/192) 9.3% (4/43)
/NI -
50x103/uLs A 3.2% (24/753) 1.6% (3/192) 0.0% (0/43)
£SO 20.1% (151/752) 31.8% (61/192) 39.5% (17/43)
=
AST(GOT) £ 501 U LAk 0.4% (3/752) 0.0% (0/192) 0.0% (0/43)
£SO 20.2% (152/753) 26.6% (51/192) 46.5% (20/43)
=
ALT(GPT) L5 501 U LUk 0.3% (2/753) 0.0% (0/192) 0.0% (0/43)
AR 4.1% (31/754) 10.4% (20/192) —*13
=
BUN E5 61 mg/dL L I 0.7% (5/754) 0.5% (1/192) —*13

12 BB 4+ R e A
13 AR CIIBREREEEB & Lo T

FHIRBOHERE (PRE)

F B R ek D Nadir £ C Nadir 7> 2,000/mm3 2L _E
Nadir*14 D 1] WZIEET 5 F oMM
60mg/m? 527.5/mms3 9 H 8 H*16
70mg/m?2*15 412.0/mm3 8 H 6 H*17
70mg/m? (FiTSZHHE) 594.0/mm? 9 H 6 [ 18

¥14 1 a2 — AN REME
15 : PREE -+ RIEW + B IR
%16 : 421,544 = — A1 587 =— A (38.0%) T G-CSF #5| &
17 0 42439 2 — A1 281 23— A (64.0%) T G-CSF #L &
18 : 2120 2—AH 70 2— A (58.3%) T G-CSF #A|I%fHH

2) iBHVER R R AR

@iEs 55 MABERPREKER - TAX327 5HER ©
RV ARG REERIN B BT 2 7L =Y o T 7L =y e Lofffick b
WA S MTFEER R BR Tk, AK| 75me/m2 @ 3 A RIFIRR & G-, AFEHMOERE 27R LT,



V.

AEICET H5IEHE

By 5 MARERREAER (TAX327 5488 (& 1T 2 A FHIMICEEd S AR

NG S R SN A = AEE % =
(n=335) (n=337)
A IR R () 18.9 16.5
[95% 15 HE X [#]] [17.0-21.2] [14.4-18.6]
NP— Kk 0.76
[95% 15 HE X [#] [0.62-0.94]
PE? P=0.009

T1: ERREARE T2 ¢ BRI O I b E N ARG
T3 : JRIEFTOIESE & O Karnofsky PS TH% L 72 & Bl log-rank # &

Z OERFBAE R 2 F 2 CL AZIE O AER O EIZOW T, AFEBIRIER O R 3 R
SN TR RBR ISR B HERL OV & (7T5mg/m2, KO 3 HERHE) 2 VW5 2 &A%Y
e 1R g

F 7o, KAl T5mg/m? & 5 U= 2 PERHlixT 461 332 filHh, TR BIEAE D B b T EFIE 1
%l (0.3%) Thot-, EREWEMIL. BLE 216 61 (65.1%) . EFIEERL 142 ] (42.8%) .
B 118 4 (835.5%) % Toh o7, Grade 3 LA LORBRTII LT HBERE 13 ] (3.9%) H &
bLENoT, o, BARRAEMEREEIC OV TR, A2 E L7z 328 B4, /b DI ~ES
7 B 218 Bl (66.5%) . AlFP L5204 5] (62.2%) . AfFHERED 134 61 (40.9%)
i ERD 182 1 (40.2%) % Toh 72, Grade 3 LLETERLOIL, HFHERED 105 4l
(32.0%) . BMERECD 79 61 (24.1%) . AI'P L5 38 (11.6%) % Th o7,

QABERMRELI-FXVILEL VAR EHR 2 P

5B 1ARBRICB VT, RKMEIXY ¥ YT —/L T0mg/m2, &V /LET LV 50mg/m? & S,
B IAHRBRICH T 2HEEFREIZ, 4 % V7 —/L 60mg/m2dayl, F¥% Y /LY 50mg/m2dayl
O 3EMITEEE L SNz, WAIOBEGNERF X RS Y Ve v BRRICHIRNE S L-%, 1
Kefldo 17 C & % YV 7 — & 1 LA & G- Cirhbh o, £7o, 2 OB ClrIimsEAl o & 567
BT ARETbIThN, XX Y T AR EHO RS Y L ey R CIX B BEEIE S T 5
EMFHHN TN D,

55 L FHRRERIZ 31T D 22503 (kb 52 2M1) 13 70% (26/37 5 95% (5 4E X ] 53~84%) T, TTF (Time
to Treatment Failure : {&¥ IR O F fliZ 30.1 1 (FEPH : 3.3~80.7 1) Th-o7-, &=
72@IVEH (Grade 3 BL ) I, 4f FRERED (93%) . FEEMELF BRI (40%) . ~F 7 1 B8
(5%) . M/ (3%) . BERIE (10%) . 2 1ERIK (5%) . IBEUE (3%) . HiftE+ 55
1% (3%) . IFHERERSE (3%) . #PikIEE (3%) Th -7z,

QIE/MARMEERRE LIV R TS FUHAKRSHER * ©

31 ARBRICEBE WV T, BRMEICIZE bR A AR A HEEH I, 2% VT
—/L 60 mg/m? dayl., ¥ A7 7 F > 80mg/m2 dayl ® 3 W Z L& 5 & Shi=, mAlOEHIE
PR3 & Y 7 —)v 1 B G- 3 il 1 7otk o 2 77T F > % 2 BRI G- Cirbh i,
55 AHBBRIZ 31T 2 28203 CrbA (31)) 1 42.2% (19745 5 95% (5 HE X [H] 27.7~57.8%) T, 417
ARl 43.3 0, 1 FAEFRIL38.7% Th o7, ERRIEA (Grade 3 UL 1) 1X, HiER
B (53%) . AFHERIEA (84%) . &ML (183%) . I/ IMRIEBA (2%) . BACRIR (40%) . EHERE
% (18%) . HLLEM: (11%) . THI(11%) . KRILE (2%) TH -7,
_og_



VI. EEHEICEHI HIEE

1. ZEZPHICEESH DEEMRITLEME
A2

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,

DF1—TVYVERARERVMNERESEEER (/n vitro®
RE &N T UM NEERTOES L HEAICIETHEL | 35°CHMT TROLERIE

IZEVET L7z, GTP OIFFIE TITB N TS,

GTP % L2 EAREENZ R L, #UVE D

i EASEEME CTh 5 Ca?' (CaCle : 4 mmol/L) RN L7-#% b EG ITBIE S 2o T,

T Fa—T7V rHRNEREEAE

0.2
e
o
% /'/ \‘
///
JE 0.1
B
(350nm) M

—-—RE#%E/110 pmol/L
(GTPETF/ETF)
—— GTP 1mmol/L

—

—

T
L w?w

|

40
i (43)

20

DFa—T ) VEEREER (n vitro)™

ReZ X ANRFa—T7 Y VEASOERERET

|
60

80

IMRFTHERE, TEAMT 2—7 Y & H0,

T CEMTICTHE Lz, BH CITEADEZVER2NWF 2 —7 ) VBETIZBNTH, RE
X NFETTET 2a—7 V) VEADER I, TOBAREIREED 2.4mg/mL (2%}

L. 0.02 mg/mL & {&EE R L7,
T EANERSNDRANT 2—7 Y L

0.20---------

o= R #%#/120 pmol/L

0.6 - -~ it i
0.15 | 0.5
- 7 |
% e
5/ ! B R
B 0.10 ' 0.37 K4 %% : 0. 02ng/nl
(350mm) | 0.94---- x M : 2. 4mg/mL
0.05 |
l0.14
‘ /
U s em— + 0% T T T T T T T T
0 0102030405 0 05 1 1.5 2 25 3 35 4

Fa—7 Y RE (mg/mL)

Fa—7Y VPRE (mg/mL)



EMEEICET HSEE

RN E R RS

1) in vitrol§l

T 5 iRaEIE R E 1F A

OFEEREHILE MEHRICE (T 2SR EER (/n vitro®

11 fEEOESEMR b e Mg 2

FeZXxE/L, FEFJLETDOX), B 7 U R

F 2 (VCR), = AR F(VP-16), ¥ A7 T F L (CDDP) ® ICs0 (50 %0 e 14 5 B I )

EZERE LT,

SFRIZBWT, 5 AN DOT T HIKW ICs0 iz R LT,

Kt 4 X/, WO/ LT HIEAEEHAZ R L, 11 #&F

- “ 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

QBIEMARIETEREZER (/in vitro®

SFRMDOEHEMRb e MBI A .

KeZxti, VAT T7F D ICsEZNT L

7o FEZXEBIL, WTFHOMKIZS L THMEMEELEER 2 RL, AT T7F &

DR ICso fEZ 7~ L 7=,
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 IEIC THIE., FEAIZE 72 REfH
MTT # : 3-45-PAFN-2-F TV A N)-25-V 7 2=)L2HT + TV V) v AT u~vA Kk



VI.

\.

EMEEICET HSEE

QEESEE M EMARIETERREIER (/n vitro)®
3 FEORRKR e MESEREAREZ O, FeZxtr, VAT TF AN T 10k 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;?igghﬂiﬁ) ~o-o01 p00
may;M%S%;,C%gﬁcﬁﬁﬁ <0001 760

SRBVE : ALhku—4& 3 BEAYRGIE

@R B EHRaETERE A (/n vitro)®
13 FH ORI b e FIRBEMEZ v, REeEXXBL, A7 T7F 00 ICso flEZHIE L
Too REZ XL, WTROMEKICK LT HMBEELEERZ R L, A7 7T &
DR ICso fEZ 7~ L 7=,

P N 1Cs50 (nmol/L)
MIBRER gk Fe& XL VAT T T
TR170 1.26 142
JA-T CFA 1.29 606
SKOV3 2.85 1,412
TR170 1.92 456
JA-T 2.05 763
SKOV3 MTT 4.03 1,555
TR175 1.85 673
HX/62 0.72 11,000
SKOV3 0.42 3,900
PXN/94 0.50 2,700
41N SRB 0.62 230
CH1 0.33 160
OVCAR-3 0.48 510

CFA ¥ : 2u =—JERkiE
MTT ¥ : 3-(4,5-T ATFN-2-FT TV A )V)-25-V 7 2=)V-2H7 b7V VU LT a~A Rk
SRBiE : Avdkn—4& I v BEAYRME

OB EEMEaETEREERA (/n vitro®™
A TEHOREER e MREEMREAE V., FeEXXxtEL, Tty I v, VAT TF
D ICso A MIE LIz, FEHFE/L, W oMiakiox LT o EMmHEENZ =L, 3
KO H T HAKW ICs0 &7~ LT,

PToTs ICs0 (ug/mL)
FeZ X%t/ I R= Ry A A% AT
T.T W B (P e) 0.00094 0.53 0.49
TE-5 R R (RS 0.00084 0.72 0.85
TE-9 R B (RS 0.00117 1.03 1.40
TE-15 |®FEEE (Fabi) 0.00168 1.06 0.45

XTT 6 (BRA MTT i) ([CCRIE, EHIRE - 72 K



VI. EEHEICEHI HIEE

®t b FEREMBREREREER (/n vitro®
4 FEHOBE#ERbE M FEREMRZ AV, ReEgStr, 7vduyIon, VAT TF
Y. FXAET D ICofEZME L, FeEXFt/iE, WIhofMiakiost L TH i
FEFREER 2R L, 4 FEHIOF T bRV ICs0 fE % 7~ L 7=,

bk 10 (pg/ml)___ :
FeZFEL |ZrFuarTin| YATFFTF | KRR
AN3 CA Hyﬁﬁ;ﬂ?ﬂ;}?@%ﬁ 0.00248 >1.30 2.51 0.11
KLE ié%;%ﬁ% 0.08240 >1.30 >3.00 0.19
HEC-1-A ; V;]E\;:E%i 0.00494 0.98 >3.00 0.47
HEC-1-B igjv?ﬂ\%%i% 0.00567 >1.30 >3.00 0.30

XTT EICTHE, SEAIRREE @ 72 K
TR EEA~O A 5 BN

@kt LRISLIREMARIEEREER (/n vitro®
T RuF ARIEERC M LE DB D 3 ORI MR E Vv, K& xkL,
VAXENL ZANTLAF U VAT TF UK FEV 2 b o ICo EEHIE LT,
R Z 2 /U X0 OMIBakiz kT U< b M EEH 2R L, 5 EHI O T B R

ICsofEZ R~ L7,
P : O ICs0 Ernol/L) \ - .
FeZXxtnL | X7 VEZXENL | ZARNTLRAFU | VAT TFY |2 xRy
LNCaP
T Ru S RN 9.0x10 " 1.8x10° 3.7x10° 6.1x10° 41%x10°
PSAPEA
DU145
7oROs YR EN 1.1x10° 1.5x10° 3.7x10" 2.4x10° 6.2%10°
b E
PC-3
7oROS U IEKREN 4.2%x107° 8.4x10" 3.4x10" 1.1x10° 5.3x10°
Ene &

72 FEE O R% . XTT B CTHIE
* PSA: B ST U S HUR



\.

VI. EEHEICEHI HIEE

@t RIIZAREMEIZE 1T ARILREEE (PSA) EABEER (in vitro)®
PSA FEAICKT 2EER ZEt LR, FE X 2/ W3R BRRE I LT LNCaP
IR OB i PSA JRE 2K F &t72, 20 PSA FEAMEER &AL EER & o
FHCITZ R A 72BN (FHBIREL R?=0.92) 23D b, FEZ X &/ kD PSA FEAE
X, MR EERIC IR 2 2 EARIB S Tz,

80 r

7% r

70

65

60

y=067x + 25
R? =092

55

PSAEA£EEE (%)

50

45

O 1 1 1 1 1 1 1
20 30 40 50 60 70 80 90
MR EFERR E 2= (%)
FE42 X)L DOIEFEREER & PSA EAREEROMEE
72 RE O ALEE R, . LRSI XTT ¥, PSA 41T Enzyme immunoassay 152 CHIE

40



VI. EEHEICEHI HIEE

Okt rRIIREMRRIZE FE5T7HR F—RBFEER (in vitro®
NE&Z XN T NT Y & X8 /L T 72 K U7 b MRSz ML 2 Hoechst 33342
THea L, BB T n~F U DOIRRBE (L ABIE L., N ¥ /e ToMak
BN o~ F o OEES/NMUL LT 2 28 E T 7 R b — 2 AR e 2 b 25h8 L

77
LNCaP DU145 PC-3

T4/ —)LxEB T4/ —)LxEB T4/ —)LxEB

FEZ2FEILICKHBRI7OIFUDORELL



EMEEICET HSEE

2) in vivolZE 1T MR IE5EREE 1E
ORFEY Y AABIEEEE T SEBHMR (/n vivo) 0
RE & X2 VOPiEEHRE ., ~ U AR BREEEE 10 Fz2 AV CRat L7z, 10 fif 9 FE
OIS L, N 22T EREEOTIEEZI R4~ L, e OEEICK L BAF72 5T
JEENR AT N T L%R LTc, 02 BRI OREBIEAZIILO L T2 7 MOMSEIC
XL TEWERIRNGRD 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.)
SR 0 ++ ELIE AT 16
HEATHI - - 1.7 ++
C51 #EAIME (s.c.-1v.)
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-iv.)
M5076 histocyte sarcoma
. 51 - — —
(s.c.-i.v.)
P388 Hii (i.p.-i.v.) 5512 + — —
L1210 A (.p.-iv.) 7012 ++ — —

1 T/IC(%): FEANEE 510D e T H S fil/ of PR o0 i 15 i HP Ui 100 (%)
+2 ILS(%): Increase in Life Span L) (%)

CHEF 3 5-RERE S B b dofil — el BB RESE 1 F b e fil) / Gof IRIEESE 15 H %5 S i) 100
13 FPHIEIE T/C U ILS flICBId % NCI o FE#E I IS\ Tn 5,

K TBREEROSE
T/C (%) <10 10 - 42 >42
HENHIE ++ + -
P388 DL
ILS (%) =175 74 -27 <27
FEHIE ++ + —
L1210 DEE
ILS (%) =50 49 - 25 <25
T E ++ + —

++: &%) (DN-2 level : PHFSZMHLHE) | +: {EMH V. — (IEMEARL
4 TIC(%) =10 OETEMELH 5 W T OB ICHE LT,
5  FEHEIXEEIEL O log cell kill EIZBI4 2 NCI OHEAEIZIE ST D,
log cell kill <0.7 0.7-1.2 1.3-19 2.0-2.8 2.8<
BPHIE - + ++ +++ -

6 €38 Tid day270 |2, P03 TiL dayl70 (ZHIEZ LR L., &4 7/7 #il. 6/6 51 DI K A5 4 e
AL Z LI X VI HEZAT o T2,




VI.

EMEEICET HSEE

QBEX— Y IRBIEE MEBICXT SHEZESE (/n vivo™
Rt & XL OHIEESFE NCI O in vivo 7’02 77 MZEEN5 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,

LX-11Zxh LT HEGEEIEE A AR < . MX-1 O%A ST 2HIC TN

HK L, SK-MEL-2 } U OVCAR-3 OIEIZ b IEETH RN SR Hivlz, BLED Z &

5. REZXBLOFIREHREANT T LAOILSNRENT,

KM20L2, W

i o s o HUES2h 3
Gl wetiagy n | SR | KRR WERE | TCR | m
(B —1) (mg/kg) | (mg/kg) | PR | CR o R E TS
G E) (H)
. 33 99 — | = - -
X'l TR EI\E?E‘. .
C ( fgﬁﬁ)r ((g‘”f;i) 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 & My Q4Dx3 33 99 0 0 0 (day50) 19.3 Toxic
(s.c.mi.v.) (day14~) 22 66 0 0 0 11.0 HNTD
15 45 0| o 0 4.7
33 99 — | = - -
LX-1 fififea .
(s.c _lﬂﬂ‘if; ((%41)9)(3) 22 66 0 0 0 (day78) | 19.0 Toxic
Ly y 15 45 0| o 0 12.5 | HNTD
50 150 — | - - -
MX-1 FL# Q4Dx3 33 99 0 | 10 | 10 (day84) - Toxic
(s.c.mi.v.) (day11~) 22 66 0 | 10 10 — HNTD
15 45 0 | 10 10 -
50 150 — | - - -
SK-MEL-2 HffE |  Q4Dx3 33 99 0 | 10 | 10 (day82) - Toxic
(s.c.mi.v.) (day27~) 22 66 0 | 10 9 — HNTD
15 45 2 | 4 3 24.8
50 150 — | — | 9(day110) | — HNTD
OVCAR-3 JpEiys Q7Dx3 33 99 o e 6 -
(i.p.-i.p.) (day 3~) 22 66 - | = 8 -
15 45 — | = 9 —

1 BB A % day0 £ 9%, QnDxm ldn HED m BE5-2EHKT 5,
2 T & Cld, & & 3K 5HE e O BRBE D IRV A XSG O 2 (51033 2 OIZ B e B 50 Jefif,

T-C OfEic X v #EIE RN 2 H 5 b7,
T-C(R) =ZHA4& 57 & MBEOEE AP E EEICET 2 F TORM (B 50 7%

8 FIEOHIEIZIE NCI oEHEE v, FANTER T 5~ 7 ZADFE U 20% L EOKERD 23580 &
NG % Toxic & L, 2O L& 5 2B E RS oWk H &% HNTD (Highest Non Toxic Dose : fix
KiEEMEE) & L,



VI. EEHEICEHI HIEE

@kt rE/NARMEKRER U E FELERICK T D MEETEREER (/n vivo) )
RX— R~ ABM FIENMiERE 3 Bk (T a~c). & MR 3HE (T d~f) 2 vz
(BHE n=6~7), NEXXBALOHEELRIL, dayld (2B 25 EG AL (T/C %) A
50%LL T, Mann Whitney U-test THE (p<0.01) ThHILEEZANE L THELE, R
T XX TNT ORI LT H AT, BN N R A Uiz GERIEG-1T day 0. 4. 8),

(a) Lu-99 RABAAE)
100

) /jﬁ/:rﬂ’ﬂﬂ/}’ﬂ
-0

lfego X o
S

0.1

SO B

0.01
10 20 30 40

0
t11

(b) Lu-61 (o LR b SRR)
100

lo-f,w-ﬁ/ﬁ’q
1072 *

FARBEBRaR% O B (H)

(c) LC-11-JCK (SLEEMYigsE)
100

IO-M
17 2ok

*“§§::§:

0. 14 f

0'01 I I L L
10 20 30 40 50
bt

SN E A

0
4

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

| ED,D‘ZQ/Q’Q
1 &, *

0.1 2 ‘?::-:%:‘1‘.
3

0.01

0 10 26
Pt

RGP E OB E (A)

(e) MC-2-JCK (FEFZHRE )
100

lO—M
10 0.

0. 14

SN A

0.01
0
Pt

(£) H-31(FLEFIRE#)
100

IO-M
1% 0. ¥

HEHZLFm%EO RS (B)
—o— XfHAE o FEX X/ 15mg/keft 53t

-a- FEZ XY 22mg kel 5B



VI.

\.

EMEEICET HSEE

@RESHE/NR U EEERE®ER (/n vivo®
~ A (n=>5) 2 M B16 BaflE % & TR Lok, NE&& Xt a2k s UIEEHE ]
K OVEHEFHBAEE A IZ DWW TR L7,
Rt & g OISR VR 2R L, BNz - TR A 40 L7z,

& SRy SEEAY PUEE R HE
(mg/kg/inj) | (mg/ke) T/IC(%) | T-C(H) log cell kill it T
35.0 140.0 — — — Toxic

21.7 86.8 Q2Dx4 — — — Toxic

13.4 53.6 (day4~) 0 12.3 3.0 HNTD | ++++
8.3 33.2 0 9.3 2.2 +

+ Toxic : FAILK DI, L 20% DERER L BB D bNT-HE
HNTD : Highest Non Toxic Dose (i KM &)

Gt b BEMMICY SMMBIEREER (in vivo)®™®
R % % ¥ /WIZ in vitro TEWEZMEZ/R L2 3O FEEBEKMilz X — F~ 7 (2
BB L, Rt v OfilEEshFIc >V CRet L, BEEEEDS 5~8mm (25 L 7= i
MEv. 220 15, 7.5, 3.75mg/ke/ B D K& X% 5 AL 3EEHRNES LZ, Kt
A X UITHRIR O F 7 B 3 BRICH L CE W PUIEES R A R LT,

PUEE A2
&5 Beh & b B Gy ampit (#-#£ n=6)

(e ERAL) (mg/ke/H) (mg/ke) (5 B4 3 [\]) cR | PR [EELAEES
A

- 22 66 6 0 6

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

ﬁ’(gﬂi 75 225 (E#HRPN) 2 4 1

3.75 11.25 0 0 0

- 22 66 5 1 5

11\;1,{5&;%5 15 45 3,8, 13 A 5 1 5

‘(gﬂi 7.5 22.5 (B IRPY) 2 4 2

3.75 11.25 0 1 0

KKL 22 66 6 0 6

) 75 22.5 (RRARPY) 6 0 4

3.75 11.25 5 1 P)

F1  EEAA 5~8 mm (T8 Lic & & 5% Bl
2 CR : il REe G/ i) . PR EIBIAREDY 50%LL T (s IMiE)
PR R AT e G-BAATE 35 H B ONESH R A BIEL



VI.

\.

EMEEICET HSEE

®kt ~BEMaICx T MR EEREER (/n vivo)?
bt FEREHCRHIE 2 ke X — R~ U ACBEL, FeEZ2XtL, VAT TF 0 OhERER)
RAZOWTHRE LT, AOWEITIESIEIRIEE N R (T-C i) . JEEHE/ R (CR & O PR
B0 K OIS W I A B TR L 7=, 2 oot S ERESRAIBICH LT, FeEZ 3k
i WSS e &> 2 W TME e/ N R 2 7m UL IEEHH R AEAEFISFR0 BT,

W - e Gy T&Ew/;‘/‘ a— il PUEBE IR (KR n=\1q)‘,

@it | T gk ) | (mgkey | G HESED | TC o g | pp | BN
GEEEE | () AR

[33] 99 25.2 1 0 1

GXF209 LS4 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 (SHARR) >24.0 4 5 2

A7 55y 8.0 24 >24.0 1 6 1

5.4 16.2 >24.0 3 0 3

[ INIZRKHETH D Z & E27T,

1 RS (0 fE) 23 PL RIS L7 e TR G- 2 BRgh
GXF209 : £ 220 mm?3 (4% 21 H H), GXF214 : £ 180 mm3 (Hlitk 13 H H)
B ARE (mm3) =EA (mm) X 7% 2(mm?2) X 1/2

T2 T-C : JEHEHEE (AR 4 5L 725 £ TICET 5 A D BB & D7)
CR : filliIANEE (F/ i)
PR : JEBHAFEDS 50% LA T (Fe/IMi)

@kt EEEENEMRE -9 S HIRaLETERREER (/n vivo) ™
b NEESEE D HMEE X — R~ U 20 3 ARG CTdh 5 SR475 # W T M & F &
NV AT T F 2 OHFIEGR ROV TG LT, A RNMEISNEE TR L) R (T-C i) |
JEIESHE /DR (CR B0% OF PR 0 J OB RAEFFIBIC L FHME L 7=, REeEZ X' vidm
WHIIEE IR AR U, 7B A 2 58 1=,

. 1 msm | mmeg | R0V FHEHRE (EEEn=10)
it | FPE | mgrarn) | g | €IS E U0 L or | pr |
srats | Fomver | [99) 66 2%%;;&3;)5 Sy 5 |1 3
Ry 15 45 >9288 | 1 1 1
A NI

[ INEE®RKMETHD Z L E2RT,

1 TSR (P OE) 2559 1756 mm3 (BAEf% 21 H B) I L2 R TG %2 s
JEE AR (mm3) =E& (mm) X% 2 (mm?2) X1/2

12 T-C : JEEGHGEEIE (AR 4 5L 725 £ TICET 5 A KOt E & 07%)
CR : it ARHE (Fe/ M)
PR : JEEARTED 50%LL T (B/Mil)



\.

VI. EEHEICEHI HIEE

® k& ~EESEENEMMAIC X S MRRtETEREERA (/0 vivo) ®
Kt % Xt /WVIZ in vitro TEWESZMEZ/R LT- 2 FEO & NEASERRES HRMIE 2 Mt X — R
Y UACE TR L, FEZ X2 OFIEGESRICOWTRE Lz, ERARFES 50~150
mm3 [ZE L7ZRER LY, FeEX ¥ &% 20, 15, 9mgkg/H, ¥ A7 7 F % Tmg/ke/ H
7 HZE 2EEIRNE S LTz, AT R IEEHE 2 (GDF fi : Growth Delay Factor)
FONTICAEIC K VR L7z, R4 2 VX Kig 2 R B 5 2 55 L 72\ 20mg/kg/ H T
PR AL A R L7z,

n=6~10

M| | BR | e gy e [ IOER g

(FEHERAL) (mg/kg/H) | (mg/kg) G239 %) GDF#3 | (k%)
HNX-22B 20 40 25 2.9 2
AR | 15 30 7 H4E 2 M 85 0.2 3
R 2 9 18 (ERPY) 88 0.1 0
(2 T) VAT Iy 7 14 31 0.8 11
HNX-14C 20 40 39 2.5 3
VA (i S N < K a 15 30 7 B2 A 48 1.6 2
e BRI 9 18 (RPN 45 1.3 5
(FZT) YT G 7 14 54 1.3 13

1 JEEHAR (mm3, ERXERXE Sx1/2) 23%) 50~150 mm3 |2 L /- KE 8 TR 5 % Bl bk
2 T/C: kALY EH I 5 F/IME
T/C (%) = [$¢ 5-FE 0 AH xf RIS AR - 2 fiE ] / ] IRF30 s REEE 00 s B (A S 29411 X 100
TR AR - B BRMAREZ 1 & Lz & & OMRHE
3 GDF=[T-C(H)1/[C(H)]
T-C  : SRR (BN B B o # 5-1E & it BRI 31T 2 il oo )
C D X RREEIC 30T B IEBEIN H o el

Okt FIREEMAICK 9 S HRREEREER (/7 vivo)®
K& % %% /Z in vitro TEWWESZMEZ R LT- b NIPSSE BRI OVCAR-3 Z il X —
R~ ZDMEENICERE L, K& & X2 UEREN& 5RO BRI O TRET LZ, A
VR VI IEIETY S A A0 5 K OME A =R (ILS : Increase in Life Span) IC X VML 72, Fk&#
FEINT OB EIZEW T EEHEIRAEFEIN 2L < R LAV, IEAEEN 104% % H 2
D m WIS DR 3580 b Tz,

£ #En=10
b Rt BB 2=l PG 2 AR T B e g JusGR S
(mg/kg/ H) (mg/kg) (7 H#F 8 1\]) (110 HH) (ILS%)
[50] 150 3,10, 17 H 9/10 >104
33 99 (EEN B 5 6/10 >104
22 66 8/10 >104
15 45 9/10 >104

[ INIERKRMETHD Z & E2RT,
t ILS (%) = [ZEAIF 5RED ATF B B Jofilf — b iR GER 5 BEO 77 B B Jefif (54 H) ]
1[5 B G5 BEo 447 B #oh v (54 H) 1x100



VI.

EMEEICET HSEE

Okt ~IREEMAIC 9 2 HRRtEEREER (/7 vivo)®
MR DO R D e M INEEH R 5 BRZMEMEX — R~ U R TR L, ReEZ Xk,
VATTF I aRAT 7 I RERRR Y AE Y ORI OV TR LZ, A
BT RHATE L IC EE S e TIC A B L. 50% LA FAE A%, 26% L0 F & &40 & LaF

L7z, FEZXEAMISKT 4RTHEITH -T2,
T/Ct(%)
BERRIE N pFY Y7 5 LIV YANS N EIET Yy
BehE8 (mg/kg/H) 1512 5 150 8
PG ATy 23 7THME2E | 7THME2[ME | 14 BE2E | 7 BiE2H
($& 5-5BA0) (FRARPY) (FRARPY) (FRARPY) (FRARPY)
Ov. Pe
oy AL BURE R 1 i gea 7 63 38 46
T
Ov. Sh
AR A LR R 39 6 6 9
(FT)
T Fma
R AL RDRE R 1 e 10 25 36 47
(FT)
Fko
o3 A LR R M i 61 58 96 92
(FT)
MRI-H-207
Ko s 3 CR CR CR
(FT)

CR: 1 % ALLEEENHEE

1 T/IC: RV HHEND H/ME
TIC (%) = [ 5-BEDOFE X FE AR 5]/ [R1RF 1 00 s B o FE k) IS5 (AR RS- 201 X 100
FASTES S B GBRME A 1 & L7z & & OAHE

2 Ov. Sh fEf, MRI-H-207 &S L CIE 20 mg/kg/ H O 58T 5 LTz,

+3 RS RRESEEES) T 50~150 mm3 (Z3E L7- & X 5.2 b



\.

VI. EEHEICEHI HIEE

OE FREEKICX T HEERAEIER (/in vivo)™
b hEEREK H-190 X3 H-204 (BRREGH 2 X — R~ U AL L Tl - fkL) 2 X
— R DRI B L, FEZ 2L OFURERIRIZ OV TG Lo, A2MEIE. < HEE
(2 U CHES AR AL SR 2R A B . ARG IR 28 =58% DK [H%)) . =
80% DEF %N LHE LT, FEHXFE/AE MTD IZBWT, MkiZxt L CEhE R LT,

SERRR
A5 , BERE | BEY . b s | = [Trie (o7 ) | s -
BT P 5 (mglkg/ ) | (41 51230 IARTE= ﬁ@&;wf FMEHIE [IR2 (%) | ZhRHE
15 1/5 - o & - —
H-190 &4k 10 1/5 — & —
B RO | R 15, 19, 23 —
(% F) 6.7 0/5 -9.5 MTD 99% E25)
4.5 0/5 -6.7 98t E25)
15 1/5 - #HIEHE — —
H-204 534K 10 0/5 -4.6 MTD | 91f | %%
WIS BB | B RPY 8,12, 16 —
(2 F) 6.7 0/5 +2.8 63% HZh
45 0/5 +6.4 58t HE

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
t: p <0.05 FEGHATEOZFEFEL-F1NO OEOHERIZ DWW TIT o 72, MIREECXTT % Dunnett 512 & ki
TRE)
MTD : EBRHIBFIECHIZFRO T, oG5B O EHEMEEE 20% 0 LK T SRk k%55
—:  EBMHHEOZOFHEET,



VI.

EMEEICET HSEE

ke FFEREKRICKT SEMEBEEEA (/n vivo)3’
t b EAREER ANS CAMZ X — R~ U RIZKE TR L, NeZXeLroftERzhico
WTHE L7, RE#%&0E, MTD BLFo M [33 (MTD) . 20.5, 12.5mg/kg/H . q6d
X 3] IZFBWT AN3 CA FRIZKT L mW iS22~ L, MTD # 5-8£1C 317 2 HUlE g 3

. 2 COEAFZGHOT THRL @M,
BRI EiEEN s BB s T-C T/C (%) 13 T.otal log cell | tfst5/
(B 5-#288) (mgrkg/H) (mg/m¥ A) (H)f2 CHE] killf*  []E] | Total
53 159 ND ND ND ND
FEX%EL  [33(MTD) | 99 6 HfE | >43.0 | -1[+] |>59[+++] [10/10
(lRPY) 20.5 61.5 31l 42.4 0 [++] 5.8 [++++] [2/10
12.5 37.5 27.0 4 [++] 3.7 [++++]  [2/10
Somkz7r IRl 90 270 4 AT 0.3 | 59[-] 0 [-] 0/10
(hhz) 60 180 3 [l 1.0 | 78[-] 0.1 [-] 0/10
TnFuwsin | 145 435 7 BHEID 0.5 44 [-] 0.1 [-] 0/10
(#lRPY) 90 270 3 [Al -0.1 | 57[-] 0 [-] 0/10
o f oA C 45 135 4 AT 38.2 0 [++] 5.2 [++++] |2/10
(REHEPY) 3 9 3 [Al 154 | 10 [+] 2.1 [+++]  |2/10
L RTTF 7.2 21.6 7 A -0.8 | 82[-] -0.1 [-] 0/10
(HAIRPN) 4.5 13.5 2 [a] -0.1 | 106 [-] 0 [-] 0/10
Ry ey 8 24 4 AT 38.3 5 [++] 5.2 [++++] |1/10
(EHARPY) 5.3 15.9 3 [al 31.9 1 [++] 4.4 [++++]  |1/10

MTD: (FEHAD 2 20% % 8 2 72\ 0>, SUFFEFNALR L72FE TN 20%LL T CTh D m A&

ND:
1

2
3

4

15

HIEMEO - O EE
JEIG A 14 B # . 2 8E O BRI RE (BB x4 Ae2x1/2) H 9 o %5 PH 73 163-207 mm3 (1 J{:189
mm?3) ORI EEE- 2B LT,
T-C(H) : FEBHEAHELE BB GEAR 58 0 T & MAESHREE © C OJEEARA 1000mms (235
FCICHE L7z A (P i) D7)
T/C (%) = JEHAIF 58 O JEBH AR (P U fE) S AL % FREE o B (AR 281k (P 9 fil) X100
WSS ARFEZE AL « B G-BAERE RERAEE 14 H) 25 16 H#% (EEBAEE 30 H) £ COMBEARZEL
NCI/ SRI HITERAE : T/IC(%) < 10 (++: E%h) . 10~42 (+: Hzh) . > 42 (- : #5h)
Total log cell kill ffi= (log2/Ta) (T-C)
TalEBAREME N A (2.2 )
NCI/ SRI HE KA : log cell kill > 2.8 (++++ : 25 | 2.0~2.8 (+++), 1.3~1.9 (++),
0.7~1.2 (+: F&) . < 0.7 (- : EX))
Tumor free survivors : JEEEE 62 A BIZBT B EBEHKETF~ ¥ A6l




VI.

EMEEICET HSEE

B E FRILARERRICXT I HETEREVER (/n vivo)®?
b AR DU145 2 X — R~ 7 R FBM L., REX 2L obEsEs iz
WCHRE L7z, REZFE/4E MTD B FoH&ECEWHIESEZ R4 7 L. 33mg/ke/ A
(MTD) #58£D 60% T CR, 50% CHEBETHRAEFFRD Hivlz,

) N #EEN e T-C? PR | CR tfst

(6 A fE 3 A, FRIRNES) (mg/kg/H) (mg/kg) (H) [total
A e 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 : ‘PR E DD RN 20% %2 B2 720, D WVITEMITEK L72E AR bW ik &

T1: EEAEORRAEAK 180 mm3 122 LBk 16 BE LSRG 2BG LT,

T2:T-C(H) : JEEHHIRIE %k R GHE T L RBEAIREE . C OB AN T TN 85 LD FTITHEL
7B (FFRfE) o)

T8 JEGHARE (/) A PR (partial regression) 1% 50%AK7ii. CR (complete regression) (HfifiREEIZ72 >
IR

T4 : Tumor free survivors : Bt 48 H BRI D IEBEEEAEFE~ v A Fl#K

3) BREMEFIM MR C T SESHE
O EEAIT MK T 54ER %
LZAIMHERIRER Td 5 P388/DOX X, F& & ¥k /Lox L TR mMEZ R Lz, =
@ P388/DOX ki, FARA Y A F—F (Topo) MIEMEZALHEIE LT %72, Topo DH
DSMHEIZBE 5 L7 P388/CPT5 #k & Calcl8/AM KRIZKIT 5 Kt & /L OfER Z#H L
fEdR. B OMmMERKIL, N Xk LWtz s Lz, Z0R5R1E, Topo #
B TFICE > TH 6 SNEMPERIICR LT, FeEZ 2 ARNEMAERT5 2 & 2R
2L TW5,

FERF B MR 1 [DRER R ERRESRE
MY | MRV | V7T b2 | mAMSAT

Bk | WA RaRR

P FEE A (P-gp) i RIFEH

<y | P3BHDOX | 26 187 - ~ | Topoll kL
5 M7 B B Topo I FREAINY7 byvimE
P388/CPT5 0.75 80 Topo I D% R
Lk Topo II FHLE7#] mAMSA it
Calc18/AM 1.1 — — 18.5 Topo I IEPEIE T

LA GRS AN
T1 MR & BRED ICs0 il b (THAERRIZ %35 ICso/ BRI %92 1Cs0)
1.5 LU F OBEIC R X7 U &Il L7z,
T2 AT T OFEERD 15 (CPT-5) & iz,
T3 amsacrine ([HENAFE5E), ANLL OJE# 3 (Topo II BHEH])




\.

VI. EEHEICEHI HIEE

Q% EOSWAITEMkIC T REENE ¥
F 4 RIAIPE & NI 41McisR (Bifk 41M) . CHlcisR (Bitk CH1) &8 OVCAR-
3carboR (Bikk OVCAR-3) Z# V>, RN & Xk /L& & e KMbUEAl % 96 WifHfh (SRB i :
ANFR—2 I BIE) L, RXET w7 7 AV ERE LT, REZ 'L Ot
X, 2KE b 15U T THY, AeAl L OMICARXMMEITRD o7,

87 % 11.2+1.4

5+ [ ]:41McisR/41M

‘CHlcisR/CHL

I : 0VCAR-3carboR/OVCAR-3
37 (mean=S.D.)

CDDP FE#*&/L DOX VP-16

BESZAH
T

FHHRIZxtg B [Cso n=3~5
WM ICs0 (nmol/mL)
VAT N i Ky Ve vy T fARVER
41M 230 0.62 49 550
CH1 160 0.33 4.5 62
OVCAR-3 510 0.48 130 5600

(3) fEMFTIBERT - HEREER
ek L



VI. EYMEREICEAIT HEE

1. MPREDHEFR
(1) BEEESmbRE
AR L

(2) ERRGBRCHESIN-OPRE
1) BE%S 10
A FEE TR BRE 24 B R & &L 10~90mg/m2 % 60~ 160 43 [FH ] i s RN 5 L7z
Eox | MR IREE TR TR L7, B A TR EE (Cmax) KON AUCo o 138 5- &K AF
N L7,

h& y Cmax AUCo-
Ik

(mg/m?) (ug/mL) (ug-hr/mL)
10 1 0.30 0.35
20 3 0.90+0.58 1.38+1.06
50 5 1.56£0.49 2.08+0.407
60 6 1.61£0.59 2.44+0.83
70 6 2.27+0.42 3.70+1.19
90 3 2.77+£0.77 4.37£0.61

tn=4

Population Pharmacokinetics D&t (E )

5 1A OV AR ERIRRRBRIC F5 W T A PR B 015 S - Sl e 102 B, 662 A
DT —X % AW T, NONMEM fi##71Z X Y Population pharmacokinetic parameters (REEE ]
NI A=) EFEHLTRER, FeZ 3o TR ERSIL, “HEOWHE ¥ — &R
L7,

o 1-FEMEREE H (AAG) EFSEEREEN R X v LD 7 U T 7 2 A (CL) O L7 KB H)A 1
£E 2 B, AST(GOT) it ALT (GPT) 2% 60IU/L BA EOBF TIXZ U T 7 2 A8 21%

L7,
EMERES T 1 L— 3 B (60mg/m?, 1 BRI s iEESE)
" Cmax AUCo tiz o tiz B tiey CL
ol (ug/ml) | (ug-homl) | (min) | (min) (hr) | (Lhefm?)
RHEM 2.0 2.9 6.3 46.4 18.8 20.4
RS RE PR IR 2.3 3.7 7.1 47.8 20.2 16.2

£ AST(GOT) X% ALT(GPT) %% 60IU/L LA |-

) RiEBRE

5 1 AERRRBRICB W T, FREERERE 6 il N4 % E/L 20~70mg/m?2 % 60 47>
FC. 3~4 HFMMRET 2~4 22— 2 F TRIEREHEIRNE S LT & & PIEERGER & fi&lE
G- O MAE P REHERIZEITRO b T, RIERGIZLDERNERROZLIZA LN -
Teo Fo, ARG ERIO MAEFTEREITWFI b E&RA (10ng/mL) Kimi TdH v | KEHRE
X DERBMEITREO b ol

WA D FEEF RS 24 B2 K # %81 35mg/m? % 1 EFME. 75mg/m2 } Y 100mg/m?
% 3 RN TG M FRARN R 55 L B2 U b & SORFEINE 61~120 FEfCh o7 &
DEED B 5 40,

4l



VI. EYEREICEAT SEE

H1) AFIOEGRE N 1 EIHEZ 60, 70 X 75mg/m2 (FEmME) ThHodH,
H2) FeZFE/L 35mg/m? L 75mg/m? %5 S - BE IO TEfIEREG%, WONZ 100mg/m? % §
HEINTBEICBOTUIAEER 5% T 2 B HOZRGZICHE SNz ifEiREc S EH s hiz,

(3)
ek L

4) % - HAEORE
ek L

2. EYRERII/NT A—42
(1) fEHAE
3-compartment model (Z X 2 f#AT

(2) RULEEE R
RN G- D7D Lg

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

NONMEM fi#Hriz £ 0 sk 7= RHEER T A —% L 0 FHH (3-compartment model)

3-compartment model

SHALLOW CENTRAL DEEP
w K12 w K13
A e RS S . a——
K21 K31
¢ K10

4) 207520 R
20.4 L/hr/m2 (60 mg/m2, 1 FEfE# 5-KF : NONMEM f#tT L 0 RO 7= REE /T A —& 0 BHH)

5) P MEE
164.1 L/m2 (GEFIRAE ; 60mg/m2, 1 K 55 : NONMEM f#dT L U RO 7= REERM /T A —X
QNN

6) Z0it
ek L



VI. EYEREICEAT SEE

3. B&H REaL—Lay) @
(1) fE7TE
NONMEM f#f 1= & 0 fEEE ST A — 4 25

(2) WS A—2EBER
Population Pharmacokinetics M#&st(E k)
55 1ROV ITAHBRARARBR I 3T, AR TR EEEOTS b - A FEE R EE 102 . 662 mDT
— % Z AT, NONMEM #4112 X » Population pharmacokinetic parameters (FHEM]/XF A —
Z2) EFEHUTCRER, FeZ 2o EPREHERIL. MO N2 — 2R LT,
o 1-FAVEREE 1 (AAG) & IFSREREEN e X X207 V7 7 0 A (CL) O EEREEA1 L 5 2
Hil, AST(GOT) X% ALT (GPT) 73 60IU/L LA EDBETIXZ VT 7 2 A0 21% W LT,

EVHES I 2 L— 3 VB 60mg/m’, 1 Bl RiERT)

— Cmax AUCo -« tiz o tiz B tiey CL
(pg/mL) | (pg-hr/mL) (min) (min) (hr) (L/hr/m2)

R 2.0 2.9 6.3 46.4 18.8 20.4

S e et 2.3 3.7 7.1 47.8 20.2 16.2

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

4 . RN
EIRNEE D 7= 3% L7

5. 9%
(1) 3% — BBAFS@ Bt
ke L

(2) mi%k— e &A%
MR L
<BE>
AR 18 HOZ » MSD:n=11D)K& U 18 HDZ » hMSD: n=12)IZ “C- K& ¥ ¥t /L bmglkg %
BRI G U, Al - /iR ON6 Y O S R FE 2 E U725, R~ S B 0D 43 AT 2338
Do, FEEBETCEH72b00, IBIBIZBT 2 HESMMLEO LN TEY ., B~
DOBATHENRIR STz,

e iR 13 H B ik 18 H B
R - AR BHHO I R - AL BHHO I
YAk (ug eq./mL or pg eq./g) X9 DIRE L (ug eq./mL or ug eq./g) *9DIREL

0.5h | 3ht | 24h | 0.5h | 3hf | 24h | 05h | 3h 24h | 05h | 3h 24 h
A% | 0.25 | 0.11 | 0.02 1.0 1.0 1.0 ] 0.26 | 0.16 | 0.04 1.0 1.0 1.0
ok | 2.22 | 2.00 | 1.61 9.1 203 | 114.7 | 2.79 | 2.01 | 1.17 | 11.1 | 12,5 | 299
K | 0.07 | 0.03 | 0.00 0.3 0.3 0.2 | 0.07 | 0.056 | 0.01 0.3 0.3 0.2
& | 0.57 | 0.64 | 0.06 2.1 6.1 3.8 ] 0.03 | 0.01 | 0.01 0.1 0.1 0.2

T n=3 (% I5fH] n=4) (A




VI. EYEEICET HIEHE

@) EA~DBITHE
M EE R L
<BE>
ZHH T v M UC- Mk # X1/ bmglkg Z Hl& G Lz & & (HITTH~DOBITHRO biT,

(4) BERA~DBITH
BB L

(5) FDDEH~DRITHE
MR L
<H#E>
MEREZ > b (45 n=4) 1 “C- Kt X ¥t/ bmglkg #HE#KE L-L Z A, 5 0.5 Fl#%IC
IHIFIF RN THERE SN RD b, #5524 BB 1T KIS - Bk~ ITH L= b
OO, MBI U et 2R LT,

( ALRIR < LR M b
[ ug eq./mIi or ug eq./g)
B G RE B 51 R
0.5 hr 3 hr 24 hr 0.5 hr 3 hr 24 hr
ik #E 0.25 0.06 0.01 1.0 1.0 1.0
i A 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
/h Jibd 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
i T IR 8.77 9.26 4.61 38.0 160.9 479.9
iR 0.92 0.80 0.50 4.0 14.0 51.4
IN— L — I 3.56 3.53 2.14 15.4 60.7 223.3
O R 8.16 4.84 2.24 35.1 84.9 233.0
A i 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
i) JiR 1.45 1.43 1.15 6.2 24.8 119.6
i Jii 8.23 4.13 1.87 35.9 72.5 194.7
JiEL fii 9.96 7.34 3.24 43.5 127.7 337.2
L Jii 6.52 3.32 1.23 28.1 58.3 127.5
fili 8.90 6.05 2.34 38.2 105.7 243.1
Bl & 8.67 4.23 1.42 37.2 73.2 147.4
B fii 7.69 3.81 1.22 33.0 66.0 126.8
ks ik 5.89 2.52 0.73 25.3 43.4 74.4
H 5.35 3.20 1.65 23.3 56.0 171.7
/I 115 15.76 4.10 1.00 69.6 70.0 104.1
AN 115 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
(Rl 4.41 2.24 1.06 19.0 39.3 109.3
H o Al e 1.38 0.97 0.42 6.0 16.9 44.0
] 2.00 1.95 1.18 8.7 34.4 122.6
& IS 2.77 2.00 1.16 12.2 35.0 120.6
A B R 1.15 0.90 0.46 5.2 15.7 48.6
B i 6.26 7.31 2.79 26.8 126.5 290.0
% L 0.23 0.22 0.19 1.0 3.8 19.6
K B E R 1.20 1.05 0.84 5.2 18.4 87.8
A 3.06 3.35 1.90 12.4 59.7 196.7
Fz & 1.83 1.62 1.05 7.9 28.3 109.3
. T 0.27 0.07 0.01 1.0 1.0 1.0
¥ =t 4.05 2.82 2.63 15.0 39.9 205.1
op Bt 4.26 3.14 1.76 15.8 44.8 143.4
T HEEZ > b (% n=4) (i)



VI

EYEREICEE T H51EE

(6)

6.
(1)

mFEAKEE

HAETT UC- R & Ft/L 100mg/m? % 60 43 BB FIRIN I G- U - SR E T R 3 #illc
BT, FEZFLOMEEAMKARERF Lz 24, SAHKT 8 Bl £ TOHIEICB VT
90%LL LT -7z 40,

5t

AL R U SR R

EERR L

<BE>
OE ) FF 7 F—RIC L 2Bt z2 T TR#S N, & MFI 7 v Y —2% W nvitro
RERICB VT, AFIOMRHHTIE CYP3A4 ORI H M /RIE S iz 42749,

REICEAS5 T HBHECPH) DHFE, F5E
CYP3A4

PVEEBANROEERVZDES
ERRNPE G- D7~ 3% L7y

REDOELOERR VB, LR
BB L

7 . HEit

O%F 1 FEERRBR BV T, S FEEEEBE 19 Hl K4 FE/L 10~90mg/m?2 % 60~160 47 ]
HRELRE IR G- L7z & & DR PYRIER 2 G L 72 R KRR D 48 ] E TSR
RIINTne 5% T ThoT,

B 55 BEH 48 W o> BAE R kR
(mg/m?) () 5 EICKTD2%)

10 1 4.2

20 2 2.2

50 4 3.7t0.6

60 5 1.7+1.4

70 4 2.7+1.7

90 3 4.1+0.9




VI. EYEREICEAT SEE

QA E DK FEE I BE 3 il 4C- K& F &L 100mg/m?2 % 60 4y H RS IR S L.
Fe 5% 168 Bifl £ TOHED K OURPHEHI W THRET L7, el S izt se 2 % 5 St
I REIC X 2 TR RICR Uiz, FERA~OPEINIH T8% L ET, EZ2 PRtk 133 bk
MThHotz, £z, IRFPF~DHMIE 5~T% Th -7z,

FErp (B E BT 5 %) PR (B 5Bk D %)
BE 1 74.81 5.93
BE 2 73.35 5.05
BE 3 ARERE 6.96

8. FZUARKR—A2—IZEHT 51EH
AR L

9. BEIZCKBBRER
MR L

10 REDERERHI HFE
s B L

1. Z0fh
BAEE L



W REH (ERALOEEY) CEYSEE
1. EERAREEDER
1288
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 &,
- BEREGEHINNOH L EE
- BEEZEHLTVLESE
- HREBLBRREEDRONDEE
BERORMIBICEILSL, BEXETOREICENERVEREZT2HBEL. BEEZHETHNSL
B’ETHE, [2.1-2.3, 7.2, 8.1, 9.1.1 B3]
(fia%)
AHN O EMHHIKN 1, FhERgD ch s,
HRFRIE S O e B INISE 0D B AR BB I 6 T AAIR G- & 0 Al BRI 23 97.4% (963/989) | 41
BRI A 95.8% (939/980) (2588 Hiv7z, 5l Grade 3 UL EOEE A [ if Bk (2,000/mms3 F
i) 2% 69.2% (684/989) . #FHERIE/D (1,000/mm3 Aiiii) 73 86.0% (843/980) & mMHELIZFR HALT
BY (IVI-8. (2) 3) FEAMAMEET IS BIYEDFHIE X i%%ﬁ%i%ﬂé;&%\ﬁ%%
BIEDEE DIV IIEFI RS b= (TV-5. (7) ZDOfBMR) Z LiIckvigdE Lz,
2. ERRNBE LT DHEA
222 (ROEJFIZIFRELAEWVWI L)
2.1 EEREHMGOLLEE [EEBPESLZIEL, MR 2e03b5, 1 (1.2
]
2.2 YYEZAPFL TV DS URYWENMEE L BMmL s 0355, 1 [1. B8]
2.3 REAEA URYIE D5 bﬂ5$%[mmfﬂﬁﬁb Hm b2 enbs, 1 [1L.&
]
2.4 KADGIARY Y ~— K 80 B RANCK L EEAMEUEOBEEOH 2 B [AAI
UYNR—h 80 2EHT 5, ]
2.5 fTE SUTAEIR LTV B ATREME D & % &Mk [9.5 SR
(fias)

2.1~2.3 IWI-1.E2ENEE 2O M ARE, TV-AHELROCHEICEET 2FE] 2R

2. 4 FRGRIRE K O REBINIRE O R ARG K O IR AW CT 7 4 7% 2 —03 0.2%I27%
Do, VI-8.(2) 1) A M AIRIVERFEBLRIL 5 1

2.5 IVII-6. (5) Tk 218



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 &,
« RFNOEHAZ B 1= > T G-CSF MAN DG IR L THBET D2 L,

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
BeHRpE, BEE AT O 2 &, WBUERIIAR OB 5-BtA S UNICR Z 5 2 &3
HHDOT, AFEGEIES 1 RBITSEEIC S, Z YA > (IE, RIS os=21
TEITH IR E, BEOREZ HICBIET 52 b, EEMRBUER (R, <SR,
MFER T, MG, 2% NRObNEaIE. BEHICARIOR G2 FHIE L, @Y%
WEZATH Z L, 7ok, BEERMBUERAFE LIEGNICIX, ARIEZBREG LanD &,
[11.1.2, 15.1.1 &[]

8.4 0 - TEERARRICKIT DB 2 +20104T 9 2 b, L XDLAS, MIEKT, Rk, BiEs
NHHPNDZENDHD, [11.1.6 BH]

8.5 EHEMEENHLDLNDZ ENHDHDOT, HEEREDCMHICER L CBEE +012479
&, [11.1.3 &#]

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

8.7 MMM S NEEEIEGRE (DIC) BNd bbb ZENHHDOT, M/ Mk, ik FDP .
Mg 1+ 7Y ) = U REFEOMRREZEEAT) 2 &, [11.1.7 ZH]

(fiF#)

8.1 NI-1. BEANRLZOME] KO V-2, ASNEE 2O E) | (V-4 FELKOHEICHE
BT LR 2R
EBEHNCBIES 255 L LT, Grade 3 LA Lo [BYYE | OBIVER 23, [ UFFhIEEC I S h
T E R L OB ISR D ENERRBR T, ZeERmEF] 82 #iF 9 6 (11.0%) TH
STEDIZXF L, AINZAMEIZ 31 5 ENERRER Tl 43 il 10 6 (23.3%) THhoZ &b,
AL e O BE 1T G5 5551 3BT 2 BIEH O FBUTRFICEE T 5 L O EEWE LT,




VII.

Zx2H (FRELDIEIESF) CEJSHIEE

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

8.3 TIKZIZEN - S CHEM S - RIMERME 235l L7255 R0 . ARFIE GO R K OEITEH
FEBURF DO XA VEF IOV CRLH L 72,

8.4 FKFRIEE K OZhBEIB NS D i AR R K OV SRR 12 B T, L - TEERERROBIER & LT
DA (0.1% A1) . MEAK T, AEAR, BB (OFHR S 5% R ENRO LN Z EHRE
L7,

VII-8.(2) 1) A REAIRIERFERDG) S

8.5 IVII-6.(3) JIFHkREIEEE ) &M

8.6 IVII-6.(2) EHHRERERE ) M

8.7 EARLRAIEM & L THREMME NEEIEEEE (DIC) BHME SN TVD 2 ENHRE LT,

6. RENDERZHI PBEHICHT IR

(1)

(2)

BHHE - BEEZEOHLESE

9.1 G6HE - BMEEZEDOHDHEE

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 MEMMAXIEHHRBEDHDEE
JERZWEI B8BTS D, [11.1.5 B3]

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

(a5t

9. 1.1 AFHERiBAE, AFIOHERGIR T TH Y | EEEHTIIIGRBEEE LRD LN TND
ZEMBRRIE LTz, V-1, HERNRF L ZOHB | LOIVI-2. KeNEEZ0B]), V-4 1k
M OHEIZEET 511 S

9. 1.2 GBI K OBhRE BN OB RRBR Z B\ T B M OB 2 A 5 BB AR 2 %
L7 Z A, WEMEMEDOFRPALNIEEICESTZIERDRBRD bz, T-A0HEE LT
JRRHEIE 2 A 5 BB ICARAN 2% G- LTz & 2 AIERNEAL U, BRI 212 L 0 JE1C L7 SEf)
DB b, YD Z LB AREEZHRE LT,

9.1.3 KRR ORI BN O EEREBRIZ I\ T, WRIEORIEERIT 9.7% (96/990) T - 7=,
Fe G- a— 2O E & HITHBRDHINT Dm0 b, 6 72— 2 5% TIX 20.6%
(29114 IZRBD HINTZ Z E D BRRE LTz, EN O AGRRE & OVhRE BN O BFR BRI B 5%
JEDORBUZDONTIX,  [VII-8.(2) 2)# 5 o — A BIRIERHLR S
SE OB ERER BT A REORBICHOWTIE, VIF12. FofokE1)) &R

2
%Bﬁ%ﬂ%iglm\éﬁéj’g%hﬁ§&)éo [8.6\ 1]..1.4 Z/%H\E\]




I. £ (ERALDEEF) ICETSHIER

(fifn)

9.2 M DPUENEREITANC HE U TRE L7, KGR M O REIB N O g PR FR R K OV ploidi i A2 (2
BT, WREHROENWEM & L TR, BAE0.1%AK0) . MR, ZIR, SR OFTHb 5% K
i) FEAFERD Bz, VI-8.(2) 1) B RIEIEHFEHRDIL S

Q) el EEAE

9.3 HFHEREIEE RS
AR OMPPREN EH L, BHERAR#BS HobhasBEnnH 5, [15.1.2, 16.4 S ]

(fiR)

9.3 AANIFITENTRB SN D72, IFEFESUINITEENME T L TV HEETII N %t
L OARGHSRIE U, I R R OFARRNIRE S EH- L, BIERI AR B2 BZEnnsH 5 2 &
MBERIE LT,

AR N OV Re Iy o0 B R RABR 1 J6 1 2 N R RERR T BB 13- D b Tl I G-Re B U L
B AED 1.5mg/dL Z# 2 TV 226 (8 1)) 123 T Grade 4 D4fFF ERIH (500/mm3 i)
N BT, V-3, FHER (R L—3a) f#tr 2)) . VIF12. ZofoiEQ)) 28R

o

(4) XhEREZHE T HF
9.4 £MEREETHT 5E
9.4.1 U FORIZEETDHZ L, [95, 15.2 BH]
c BEHEBRICH T o TE, HIRL TWRWI L 2R THZ &,
AT A AEEMEOH D BFICKH L TUIERG LW L2 Al 35, KSUaGTRET
LA, ARIDIIROMER, MIEORFHEIEELZ G2 D WREENH D Z L2+
WA 22 b, Fio, ARG R R OEEEE % 2 5 A IO CERES 2 M Z 1 &
OB 22 BB IEIC DWW CEB 5 2 &
- KA G- HIHE R R S N5 6 3O S A ICTE BTS2 i35 2 L,
9.4.2 EHATRER MO BFITHR G T IMERND D LA ITITVERIC T 2 B2 EETH 2
Lo BMER (UR, Ty b AX) IZBWTHREENRZBD LTV,
9.4.3 BHEICIE, ARABLF R OEEEGH 1 r AMICBW TN TE (3 F—2a) 24
W 2 MBI OW T T2 2 &, [15.2 &R
(a5t
9.4.1 BER (F v b)) TR - RIEBSEEM. BREOCHAERORE - FEERIE, BFTEEL
RIETHETABRO LN TND I ENDREE LT, AFIDEIROMER, IR OREEICHEE
52 ZAlREMEN 8 5 2 & &0 IZiH U BEAE 9~ 2 0 B K ONE B 70 BRI D W TR~ %
Z b, TIX-2-(6) TR A TEMERER ) S
9.4.2 v~ A, 7 v MROA XOHEEGEERER &K OSE BGRB8 W Ol B EMENRD
LI LN HRRE Lz, [IX-2.()HEIE G- HMERER, QRER G HIERB) 2
9.4.1. 9.4.3 KRAIDBEFHMEOHTITYORBEEMFREOL DT, TEEGH OS2 E
T OREEOMBEMEEICBE T DA XA ICBT D NEEEEO S D ER R 514 okt
AR SRS ERE Lz, VI-1-(2)-2 KiE# G &R




I. £ (ERALDEEF) ICETSHIER

(5) 147
9.5 114@
IEhE SOFEER L TV D AIREME O & 5 e tE i3 5- Lisn 2 &,
B EH (7> ) T - IBEBSEER. IBIEKOHAERORE « FERIE, #apttsr
BT L ARRBD LN TND, [2.5, 9.4.1, 15.2 B]
(a5t
B EER (7 v b)) TR - JBIREBSEER. IBEEKOHAERORE - FERIL, EaEE L2 Rgd
HHTABRD BN TS, BE LT, [IX-2-(5) AmAmtERi) S

® BIR

9.6 2317
B LW Z ENEE LY, 8FER (T v b)) THAHF~OBITHRHRESI N TN D
(fiF#)

W ER (T v ) THHT~OBITHARES N TWDHTZD, &E L, VI-5-(3) it ~D%
1T SR

(1) NR
9.7 NR
INREE kG & U T BRRERBR LI L T,
(fifa)

AFN O/ Z G b U BRI FE 0 S TR &3, AR O LM IR S TV
ZEMBRELT,

®
o}
=

e
8

©

S E

BIEHORIUCERE L, REMBLORGREICEE TS 2L, BEARL oI TEEIC
L RS G HRORE RS O YR EZAT 5 Z &, —RICEEE TITAERKREIMET L
Tn5,

(fin)

Al CIIAEFEENME T LTS 2 b, —RAVREEHFHELS LTRE LT,

m

7. MMEER

10. {E4EF

AFNE, EL L CRMRHEESE CYP3AL TRHTSND DT, ABEEOEIEIC % RIFS I
FEPHAT BHAICITEE L CRET A2 &, [16.4 B8]

(fiR#5t)
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I. £ (ERALDEEF) ICETSHIER

BlERBE—REXRSF
) BB HEMERAZERINE (ERNET - REFE 1HERKER)

Bt RHEMERRFRKE—E (BRI - RHA%E I EERRHR)

60mg/m*# 5451 70mg/m*#% 45 T T0mg/m®# 545 (HSZARAR) o
sl BT . 15501 R . 19201 TR - 431 TGV - 99051
FBIGI%(%)| Grade 3 Grade 4 [%#5i6%(%)| Grade 3 Grade 4 |75 41%(%)| Grade 3 Grade 4 | %5Bi651%(%)| Grade 3 Grade 4
TE{EAREER
BRI 452 (59.9) | 82 (10.9) 115 (59.9)| 25 (13.0) 28 (65.1)| 1 (2.3 595 (60.1)|108 (10.9)
N 42 219 4 @1 14 (32.6) 56 (6.7 4 (0.4)
T 172 (22.8)| 19 (25| 3 (0.4)] 63 (328)| 6 (3.1 13 (30.2) 248 (25.1)| 25 (25| 3 (0.3
fERL 7 (09| 1 (0.1 6 (31| 3 (1.6 11 25.6)] 1 (2.3 24 (24| 5 (05
AR 81 10| 3 (4] 2 (03| 43 (22.4)| 1 (0.5 10 (23.3) 134 135)| 4 (04| 2 (0.2
S 21 (10.9)| 3 (1.6) 5 (11.6) 26 (26| 3 (0.3
& 23 (3.0 1 O] 1 V| 12 (6.3 1 (05| 5316 40 (40| 1 (O] 2 0.2
JiAk 3 (10 2 (D 3 (03] 2 (02
THER R s 3 (1.8 3 (7.0 6 (0.6)
T 3 (7.0 3 (0.3)
FER 6 (3.1 3 (7.0 9 (0.9
I_Hwn‘ﬁlll/lﬁlt'i 3 (1.6) 2 (7 5 (0.5)
£ & 3 (0.4 2 (1.0 2 (4.7 7 0.7
2 (1.0 2 (4.7 4 (0.4
3 (0.4 1 (0.5 1 23 5 (0.5)
1 (0.1 1 (0.5 1 (@23 3 (0.3
Lng%\wm“ 3 (1.6) 1 (23 4 (0.4)
TR 3 (0.4) 2 (1.0 1 (23 6 (0.6)
ElaEYir] 7 (0.9 7 (3.6) 1 (23 15 (1.5)
NP 1 (0.5 1 (0.1
GG I R 1 (0.5 1 (0.1
I3 BB 2 (0.3) 1 0] 1 (05 3 (0.3) 1 (0.1
E % 1 (0.5 1 (0.1
L - IR 361 (47.8)| 52 (6.9) 53 (27.6)| 10 (5.2) 414 (41.89)| 62 (6.3
1 H i 1 (0.5 1 (0.1
11 J PR S 1 (0.1 1 (0.1)
HIg%R 1 (0.1 1 (0.1
R 1 (0.1 1 (0.1
NP J& P 2% 1 (0.1 1 (0.1
i A gk T 2 (1.0 2 (0.2
st 2 (1.0) 2 (0.2
%k 1 (0.1 1 (0.5 2 (0.2)
ML T! 1 (05| 1 (0.5) 1 (D] 1 (01D
AL P g 1 (0.5) 1 (0.1
PR AREE R
I ] 11 5] 5 00 2 03| 6 G| 3 16 2 (4.7 19 1.9] 8 (08| 2 (0.2
i 1 1 (0.1 1 (0.5 2 (@D 1 (23 4 (04| 1 (0.1
7 OLEAL Wi WrEH 1 (23 1 (0.1
gk 1 (0.5 1 (23) 2 (0.2
o gE ! 1 (23 1 (0.1
Wp T 1 @23 1 (0.1
s i 11 (15| 2 (0.3 4 (1) 15 (15| 2 (0.2
%Z 5 3 (04| 1 (0.1 8 (4.2 11 @] 1 (0.1
K 7 (0.9 6 (3.1 13 (1.3
1 (5] 1 (0.5 1 (D] 1 (01
8 | 1 (0.1 8 (08| 1 (0.1
W)i 1 (0.1 1 (0.1
%’é Xk 2 (0.3) 2 (0.2
(B3 1 0| 1 (O 1 (0] 1 (01
”f%ﬂEiﬁ% 1 (0.1 1 (0.1
5 1fi. 1 (0.1 1 (0.1
HTW}@%W“ 1 (0.5) 1 0.1
S 1 (0.5 1 (0.1
7 09| 2 (0.3 3 16| 1 (05| 1 (5] 4 .3 1 @3] 14 9| 3 03] 2 0.2
3 (0.4 9 47M| 1 (0.5 1 23] 1 @23 13 (1.3 2 (0.2
DS TESE 1 (23 1 (.1
PR 1 (2.3 1 (0.1
TR PEAR AR 1 (0.5 1 (0.1
L TE 2 (1.0 2 (0.2
REENR 2 (10| 2 1.0 2 (02| 2 (0.2
RERR 2 (1.0 1 (0.5 2 (02| 1 (0.1
U Lo 1 (0.5 1 (0.1
j 0.1) 1 (0D
2 (0.3 2 (0.2)
0.7) 5 (0.5)

T1 : National Cancer Institute Common Toxicity Criteria (NCI-CTC) [OTH(% fth) | %MedDRA/JDOPTTH R
fT2: ?Eﬁl:ﬁmﬂ(}radefi\ﬁﬂé L7142 & e
t3: B (110%) + i (49%) +F & A (334)




VII.

Tt (FRLOIEESF) ICEHI SHIEER

b v = P s >
Bt REMEIERAFRERRE -8 (BN - RIE DTHEEKRER) (0DF)
60mg/m># 5.1 70mg/m># 54 3 70mg/m* #5081 (i) At
B RAE RO GBI T550] GBI - 1921 HGPIE . 430 GBI - 9900]
e BLGI%(%) Grade 3 Grade 4 PEBLHI%(%) Grade 3 Grade 4 HiG% (%) Grade 3 Grade 4 PEHi6I%(%) Grade 3 Grade 4
DA 2 (03] 2 (0.3 2 (02| 2 (0.2
DT 1 (0.1 1 (0.1
BiE 8 (1.1 2 (1.0 2 (1.0 10 1.0 2 (0.2
LR 3 (0.4) 1 (0.5 4 (0.9)
RHENR 5 (0.7 1 (0.5 6 (0.6)
— e HIER
LH R 406 (53.8)| 53 (7.00] 13 (1.D[126 (65.6)| 19 (99| 1 (0.5 23 (53.5) 555 (56.1)| 72 (7.3)] 14 (1.4
R F D 20 (10.4) 14 (32.6) 34 (3.4
IR 54 (712)| 4 (0.5 33 17.2)| 2 (1.0 9 (20.9) 96 (9.7] 6 (0.6)
FH 347 (46.0)| 7 (0.9 73 (38.0) 3 (7.0 423 (42.D| 7 (0.7)
IRESN 6 (3.1) 2 (4.7 8 (0.8
B 18 (2.4) 8 (4.2 2 (4.0 28 (2.8
5 PR 13 (1.1 10 (5.2) 2 (4.7 25 (2.5)
R D FEVEERIAL 13 (6.8 2 (4.7 15 (1.5)
o 1 (0.1 1 (0.5 1 (2.3 3 (0.3)
it 1 (0.5 1 (2.3 2 (0.2)
DFE 1 (0D 4 (@21 1 23 6 (0.6)
I 1 (0.5 1 (2.3 2 (0.2
HRE 1 (2.3 1 (0.1)
A g " 1 (0.5 1 (23 2 (0.2
B 4 (05] 1 (0.1 7 (3.6) 1 (23 12 (1.2 1 (0.1
i 1 (23 1 (0.1)
[ A 1 (2.3 1 (0D
fikenia A 1 (23 1 0.1
fiEK 3 (04 1 (01D 1 (0.5 4 (04| 1 (0.1
B 1 (0.5 1 (0.1
AT - 5 07 1 (0.1 5 (5] 1 (0.1
EiZENT 1 (0.1 1 (0.1
ftérﬁm? 1 (0.5 1 (0.1
5 07| 1 (0.1 1 (0.5 6 (06| 1 (0.1
10 (1.3) 10 (1.0)
&F‘m 1 (0.1 1 (0.1
B IR 1 (0.1 1 (0.1
30 10 1.3 1 (0.1 10 1.0 1 (0.1)
g A gk T 1 (0.5) 1 (0.1
Dy T 3 (1.6 3 (0.3
il e L e S s 1 (0.5 1 (0.1
Al pEsE T 1_(0.5) 1 (0.1
EAERRER
WXF%%“ K 22 (11.5)| 1 (0.5 20 (46.5) 42 42| 1 (0.1
11 (1.5 19 (9.9 11 (25.6) 41 (4.1)
ﬁawﬂgm TEBME 2 (10| 1 (0.5 3 (7.0 5 (5] 1 (0.1
HE 7 (0.9 7 (3.6) 2 (4.7 16 (1.6)
AR 2 (1.0 2 (4.7 4 (0.4
SR 34 (4.5 8 (4.2) 2 (4.7 44 (4.4)
1, A 2 B PR R 1 (23 1 (0.1
Hi LR T 2 10| 1 0.5 1 (23 3 (03] 1 (0.1)
AR A A R L 1 (23] 1 @23 1 (D] 1 (01
KA 1 @3] 1 @3 1 (0.1 0.1)
FhRAE DI 1 (23 1 (0.1
KK — K&, HE 1 (0.5 1 (0.1
L Uk 63 (83| 4 (0.5 18 (9.4 81 (82| 4 (0.4)
2 (03] 1 (1] 1 (0.1 2 (02| 1 D] 1 (0.1
2 (03] 1 (0.1 2 (02| 1 (0.1
1 (0| 1 (01 1 (0] 1 (01
1 (0.1 1 (0.1
4 (0.5 1 (0.5 5 (0.5
1 (0] 1 (01 1 (D] 1 (.1
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
W 2 (03] 1 (0.1 2 (02| 1 (0.1
B MEER
b6 585 (77.5) |126 (16.7) 156 (81.3)| 26 (13.5) 38 (88.4) 779 (78.7)|152 (15.4)
RDZEA 9 (4.7 14 (32.6) 23 (2.3)
Eas 13 1D| 2 (0.3) 40 20.8)| 1 (0.5 8 (18.6)| 1 (2.3) 61 (62| 4 (0.4
FRBFE 7 (3.6) 5 (11.6) 12 (1.2)
Z 9 FERR 19 (2.5) 12 (6.3) 4 (9.3 35 (3.5
i 4 (2.1) 2 (4.7 (0.6)

T 1 : National Cancer Institute Common Toxicity Criteria (NCI-CTC) [OTH(# D)
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I. £ (ERALDEEF) ICETSHIER

BthREHEERRRRE—& (BRET - % THEERRER) (0D&)

60mg/m?4% 5.4 T0mg/m?$ G- T0mg/m>$ 54 (R Sz HGH) ot
AISTER O G - 7550 G . 1920 BT . 430] X R BIE - 9907]
EELI%(%) Grade 3 | Grade 4 |FHif1%1(%) Grade 3 Grade 4 [g#i61%(%) Grade3 | Grade4 [5EHHI%(%) Grade3 | Grade 4
H i BE 1 (2.3 1 (0.1
(e 4 (0.5 3 (1.6 1 2.3 8 (0.8
R givesi ! 1 (0.5) 1 (2.3) 2 (0.2)
RREE Y f 1 2.3 1 (0D
Z DAl B2 RFRER 1 (0.5 1 (0.1)
T ABREE 1 (0.5 1 (0.1
s 4 (0.5 4 (0.4)
PR % 1 (01 1 (0D
M 1 (01 1 (0.1
FER 124 164)| 8 (1.1 7 (3.6) 131 (13.2)| 8 (0.8
2z 1 (0.1 1 (0.1
E3 1 (0.1 1 (0.5 2 (0.2)
b R g 1 (0.5) 1 (0.
IR B 7 1 (0.5 1 (0.1
R T 1 (0.5) 1 (0.1
BEEOHA! 1 (0.5 1 (0.1)
Aot A 1 (0.5) 1 (0.1
JIVBE i, T 2 (1.0 2 (0.2
EEE
T U X— 27 (36)] 4 (05| 1 (0.1 46 (24.0) 1 (0.5 73 (74| 4 (04| 2 (0.2
7 U —PER K 4 (21 4 (0.4)
T 7 4 T U—REER 2 (0.3) 1 (0.1 2 (0.2) 1 (0.1
P! 1 (0.5 1 (0.1
B
I BRI & PR 2R R 5 26| 3 16 8 (18.6)| 6 (14.0 13 (1.3)| 9 (0.9
56 VPR G PP RIS 12 63 11 61D 1 (5] 7063]| 7163 19 19 18 1.8 1 (0.1
s T 5 (2.6) 5 (11.6) 10 (1.0
B P ERID % 1 5 R 4 (21| 4 (1) 4 93] 4 9.3 8 (0.8)| 8 (0.8
A7 PR T 2 (4. 2 (0.2
LRt giE ! 2 @0 2 (0.2
R — etk 1 (2.3 1 (0.1
AR 2 1 (23 1 (0.1
N N 1 (2.3 1 (0.1
Y 1 (0] 1 (D 1 (2.3 2 (02| 1 (0.1
P 1 (23 1 (0.1
Yookt 1 (05] 1 (05 1 (2.3 2 (02] 1 (01
fitige T2 11 (15| 3 049 2 0.3 1 2.3 12 (1.2 3 03] 2 02
T 1 (2.3 1 (0.1
g 't 1 (23 1 (0.1
AL ! 1 (23 1 (0.1
A R 1 0.1 1 (0.1
IR B TRYLE 2 (0.3) 2 (0.2)
Bt~ Tt 1 (0.5 1 (0.1
Shatps T 1 (0.5 1 (0.1
ey T 1 (5] 1 (05) 1 0| 1 O
g 2y 7 ) TRk 1 (0.5 1 (0.1
T DA
S, 2 (0.3) 7 (3.6) 2 (4.7 1 (LY
iR 3 (1.6 2 (4.7 5 (0.5
/AR L 2 1o| 2 10 1 (23] 1 (@23 3 (03] 3 (0.3
iR % 4 (0.5 1 (0.1 1 (23 5 (0.5 1 (0.1
HERT 2 (1.0 1 (2.3) 3 (0.3)
MR ER 48 1 (0.1 1 2.3 2 (0.2
Wh—mnFHE 1 (2.3 1 (0.1)
g i T 1 (23 1 (0.1
AR ER R i 6 BD| 6 (3.1 6 (06| 6 (0.6
HEPR AT 1 (0.1 1 (0.5 2 (0.2
IS HH i, 1 (0.5 1 (0.1
I ZE 3 (0.4) 2 (1.0) 5 (0.5
HEH RS 1 (01 1 (5.7 12 (1.2)
NRZY 1 (0.1 1 (0.1
A% 1 (01 3 (1.6 4 (0.4)
1L R 2 (03] 1 (0.1) 2 (02| 1 (0.1
TS & o Hii 1 (0.1 1 (0.1
T35 12 HH iR 1 (01| 1 (01 1 (1] 1 (0.1)
H i, 1 (01| 1 (01 1 0.5 2 (02| 1 (0.1
BARA 1 (0.1 1 (0.1 1 (0.1 1 (0.1
T 28 1 (0.1 1 (0.1
ZR 1 (0.1 1 (01] 2 (1.0 1 (0.5 3 (0.3) 2 (0.2

T 1 : National Cancer Institute Common Toxicity Criteria (NCI-CTC) [OTH(Z ®fth) | %MedDRA/JDOPT TR
T2 YA Grade W] & L7- 1614 & T
T3 : GULEE (11061) +fEHE (4961) + 7 E KR (3361)




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




. &=t (ERLEDE

=z
(=]
o

F) ICEAI SEE

JERFRREMEEERBNE (EMAT - RIS I EERKRHER)

BRAREEEERERE -5 (BRET - REF 1HERKFER)

60mg/m> % 5-3i] 70mg/m># 5.4 Tt T0mg/m>$ 545 (i) &
Pt S - 75551 I - 1926 I - 4301 XTSI - 9901
i T2 |5 H613(%)| Grade 3 | Grade 4 |f%; ™25 8161%(%)| Grade 3 | Grade 4 |fij% 2| %8161%(%) Grade 3 | Grade 4 | 2|5 8161%(%)| Grade 3 | Grade 4
miERE
£ il Bk T 754|733 (97.2)381 (50.5)| 111 (14.7)] 192|188 (97.9)[105 (54.7)| 52 (27.1)| 43| 42 (97.7)| 26 (60.5)| 9 (20.9)[ 989|963 (97.4)|512 (51.8)|172 (17.4)
ki T 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 Rk 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)
~Erae R 754|384 (50.9)| 53 (7.00] 5 (0.7| 192|134 (69.8)| 22 (11.5)] 9 (4.7| 43| 14 (326) 1 (2.3 989|532 (53.8)| 76 (7.7)| 14 (1.4)
/g 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 (.1| 6 (0.6)
£ Bk g T 82| 5 (6.1) 43| 9 (20.9) 125) 14 (11.2)
Py o 2k 82| 53 (64.6)] 1 (1.2)| 1 (1.2 43| 8 (18.6) 125| 61 (48.8)] 1 (0.8)] 1 (0.8
~< b7y R 27 5 32
[N e <R 82| 4 (4.9 43| 5 (11.6) 125 9 (7.2)
R E Ay R 37 2 39
e ERs i T 82| 1 (1.2 43 2 4 125 3 (2.4
HER S T 43 1 23 1
LBk St Tt 43) 1 (2.3) 1
~~ 27Uy b 212|135 (63.7) 212|135 (63.7)
3377819 746|129 (17.3) 25| 4 (16.0) 771[133 (17.3)
LR ER 746|133 (17.8) 109| 19 (17.4) 855|152 (17.8)
ARIEREL 754|405 (53.7) 110| 76 (69.1) 864|481 (55.7)
TR MERA~E 2 1 e g T 82 1 (1.2 125 1 (0.8)
SEAFRIMER~E 2 1 e T 82| 2 (2.4) 125 2 (1.6)
SR ER A T 1 1
BBk 746|217 (29.1) 107| 6 (5.6) 223
AR Bk ER L T 6 6
HBYR AR Bk T 3 3
IStk E 4y s T 82 2 (2.4) 125 2 (1.6)
LFREER 5y R 1! 82 1 (1.2 125 1 (0.8
HFRRER E 5y S ! 82| 2 (2.4) 125 2 (1.6)
HERE Sy i ! 82 5 (6.1) 125 5 (4.0)
Higk ey 82| 16 (19.5) 125| 16 (12.8)
AR iiER S A T 1 1
AREFEREm ! 1 1
MEELERE
C-stEEEsm T 28 3 43| 21 (48.8)] 1 (2.3) 49 4
oL ok S St 82| 22 (26.8) 43| 20 (46.5) 125| 42 (33.6)
ALT(GPT) k5 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(GOT) 15 7° 752|151 (20.1)] 2 (0.3)] 1 (0.1)| 192| 53 (27.6) 43| 13 (30.2) 987|217 (22.0)) 2 (0.2)] 1 (0.1)
wH Y v A 82 5 (6.1 1 (1.2 43| 12 (27.9) 125) 17 (13.6)] 1 (0.8
y -GTP 735|102 (13.9) 10 1 9 121 1
&5 N U ¥ A 82| 7 (85| 1 (12 43| 9 (20.9) 125) 16 (12.8)| 1 (0.8
R S ! 82| 10 (12.2) 9 19
REAED T 82| 16 (19.5) 43| 9 (20.9) 125| 25 (20.0)
T 1B 3 2 43| 6 (14.0) 9 2
K7 U 7 AdffiE 82| 4 (49| 4 49 43| 5 (11.6) 125 9 (7.2)] 4 (3.2
2 L AT r— UIfUE 2 4 6
&Y' RiE 1 4 5

T 1 : National Cancer Institute Common Toxicity Criteria (NCI-CTC)

T2 HHEBONREIL
T3 AARDB AN
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T4 URNUE (1106) +&iERE (49%)) +FEips (3361)
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VII.

e (ERLDE

=z
(=]
o

F) ICEAI SEE

BRBREEEERTKE—E (BWaT - RHAF THEERKER) (020F)
60mg/m>Fk -3 70mg/m>$ 54 T 70mg/m>$ 541 (i SZARAE) aat
P x5 - 15501 x4 B4k - 1926 KRBk 436 K15 99041
42| e (e)| Grade 3 | Grade 4 |fs 2| %8i61%(%)| Grade 3 | Grade 4 |fijsy"?| % #61%(%)| Grade 3 | Grade 4 |fijsy 2|5 861%(%)| Grade 3 | Grade 4
ALP 573 746 78 (10.5) 6 (0.8 2 (0.3) 187 23 (12.3)] 1 (0.5 43| 3 (1.0) 976|104 10.7| 7 0.7 2 (0.2)
wreyLey ERT 751 23 (3.1) 1 (0.0 192 6 (3.1 43| 3 (1.0) 986 32 (3.2) 1 (0.1
& Vo Al 5 43| 3 (7.0 8
ffep s o — g T 82| 7 (85) 3 10
sL7F=r bR 753 9 (1.2) 192| 6 (3.1 43| 2 (4.7 988 17 (1.7
CPK 370 27 (7.3) 1 2 30
B iR R T 2 2
77 —EHm 1 1
VT A UE 43 1 (2.3) 1
R U A E 43| 1 (2.3) 125 1 (0.8
& DRI ML SE 1 1 2
AR b 43| 1 (2.3) 1
ffrh 7w —pgn 82 1 (1.2 1 2
I VT F R ARFF—EhE T 1 1 2
nA YL T I RTFH—E LR 1 1 2
M ey L e g T 43 1 (23 125 1 (0.8
T — MBS 1 1
AIGIE 157| 28 (17.8) 157| 28 (17.8)
BUNL-5 " 754| 31 (4.1)] 4 (0.5 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
750 62 (8.3) 110| 13 (11.8) 860| 75 (8.7
750 70 (9.3) 110| 16 (14.5) 860| 86 (10.0)
750|196 (26.1) 110| 42 (38.2) 860|238 (27.7)
750 53 (7.1) 110] 10 (9.1 860| 63 (7.3)
@ 752[181 (24.1) 110| 29 (26.4) 862|210 (24.4)
TNT Iy raTY o' 7 7
s L AT — b T 1 1
M=) A7 7 —EuEd ! 5 5
ez L7 F =t 82| 1 (1.2 125 1 (0.8)
ifn el Tt 2 2
iR s T 82| 4 (4.9 4
i o R > 1 1
Y a~Esae g’ 1 1
S G 1 1
[ 82| 1 (1.2 125 1 (0.8
ya7y Rt 1 1
i AR 1 1
RIRE
MR 1 1
Roary )=y 644 17 (2.6) 25 669 17 (2.5)
wER"? 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)
PRAE 654 13 (2.0 3 16
Ry ey ST 2 2
ERE
AT i S 299| 24 (8.0) 12| 1 (8.3) 311 25 (8.0
oM
7 47V 7o 2 2
747V oy 1 1
PO F ! 1 1

11 : National Cancer Institute Common Toxicity Criteria (NCI-CTC)
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T3 AARBAREEER TEELSALERRE
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= N M == -
VI. £¢% (FRLOFEESE) ICEAY HIEHE
4) BEMEEARRNRR GBS FE IR - TAX327 HEY (& . BNT—42)
BMREMEEARERERKE -8 [RE2MEHExtR51%1 997 4]
Ax T —)L 2xVT—v R N AN 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)

T1: RiSZRREE OIS X E N A E
T2 MEICESR L7-FS % MedDRADOPT (Preferred Term) THiR
[flE %] National Cancer Institute Common Toxicity Criteria (NCI-CTC) version 2 (19984F) |

(FENEERD

(—HPe&%)

5) ERHREEREHIIR (55 5 IRMRER | TAG2 Y (3% - B T—5)
EER A RS SRR — B (R 2 T 512 989 4]

HxT—) HxXT—) RN /A N = V%
S 1 B 5 A G e
RAIEH XTEBI% - 3284 KB - 32901 R B - 33241

FEHLBI%K Grade 3 B IEq Grade 3 B3R IEq Grade 3
(%) Pk (%) (%) PE (%) (%) PE (%)

~T) 0t (Hgb) 218(66.5) 16(4.9) 258(78.4) 15(4.6) 192(57.8) 6(1.8)
iR I P ER R BR 134(40.9) 105(32.0) 51(15.5) 5(1.5) 160(48.2) 72(21.7)
FImER (A MER) 132(40.2) 79(24.1) 73(22.2) 2(0.6) 181(54.5) 55(16.6)

/R 11(3.4) 2(0.6) 11(3.3) 26(7.8) 4(1.2)

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

AR vy 9 b i JiE 83(25.3) 4(1.2) 98(29.8) 5(1.5) 71(21.4) 2(0.6)

Jreme EY ) 5 78(23.8) 6(1.8) 54(16.4) 6(1.8) 60(18.1) 7(2.1)

1B ) Y AT E 38(11.6) 62(18.8) 48(14.5)

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

EAVYALAE 30(9.1) 22(6.7) 2(0.6) 27(8.1) 2(0.6)
TV KAT 7H—t" 204(62.2) 38(11.6) 156(47.4) 28(8.5) 206(62.0) 52(15.7)

&7 V7 IV IfLSE 125(38.1) 2(0.6) 160(48.6) 3(0.9) 100(30.1) 2(0.6)

JF ik SGPT (ALT) 59(18.0) 4(1.2) 61(18.5) 3(0.9) 61(18.4) 1(0.3)

SGOT (AST) 54(16.5) 3(0.9) 64(19.5) 2(0.6) 56(16.9) 2(0.6)

e ey 30(9.1) 33(10.0) 1(0.3) 19(5.7)
AR A Bl g IVTF=y 69(21.0) 3(0.9) 62(18.8) 63(19.0) 3(0.9)
F1 ¢ BIST IR ORI 1L E N AR S
[#E %] National Cancer Institute Common Toxicity Criteria (NCI-CTC) version 2 (19984) | (—&BekZ)

(FENEERD)




VII.

Zx2H (FRELDIEIESF) CEJSHIEE

6) S AR ERIEAREIRR

THAIART : 1996 4 10 H ~2002 4 10 A
AR - FLE. R/ NMRaAEE. FORE. BRSEEREE. UPELE
FRARERERIERRRRE—E
= H AR R EE 1 ( 0.03) + AR 3 (0.09
ﬁﬁo’;}fﬁ%ﬁﬁ RIEPEA LD 2 1(0.03) SeIIREAERIe): 2 (10.06)
HEEE 9 ( 0.27) R 2 (.0.06)
A hag s ! 622 [T - B b 72U 5 (0.15)
FRAE G 3,281 RS - <o F 4 (0.12)
BIVERIZ o 36 3 g 2 3,093 AR B AS N 7 1. 1 (0.03 BIER 2 (.0.06)
BIVER S O F B 20,280 IR=0IZ 1 (0.03) BHRAIR 1,908 (58.15)
BIE A 45 O S BURE 5 94.27% 7 LILX — PR RS 1 ( 0.03) ER 7 (0.21)
BIERZE DR 49 - L) 6 ( 0.18)
B8 - HEMERREE 1,896 (57.79) VAL i1 - [ 1 (0.03)
PG VE IR - WS 1 ( 0.03) - i, 2 ( 0.06)
At E P RLEE 2 (.0.06) T (%) 1 ( 0.03) iz 29 ( 0.88)
LEEMER B 1 ( 0.03) IR 3 ( 0.09) ERNSRY 10 ( 0.30)
FLBE 8 (0.24) ARER R - =kl 14 ( 0.43)
B5 11 ( 0.34) He GiE) 1 ( 0.03) TR 1 ( 0.03)
B 5 ( 0.15) BEE - BiEEREE 13 ( 0.40) i B LR 1 ( 0.03)
2 2 (. 0.06) i 1 ( 0.03) G A TR g 4 (0.12)
Kk 3 ( 0.09) Hig 8 ( 0.24) Do (O OE ) 5 ( 0.15)
9 FER 22 ( 0.67) T 4(0.12) 158 52 ( 1.58)
2B AT EE 1 ( 0.03) TR - NEF R 8 ( 0.24)
BB GiE) 1,859 (56.66) T DD REBRRR TR E 41 ( 1.25) Fifn 5 ( 0.15)
IV R 5 ( 0.15) R 40 ( 1.22) ifn.fg 1 ( 0.03)
NETE 5 ( 0.15) ML e 1 ( 0.03) Heafi 3 ( 0.09)
JNDZEAE, 4 (0.12) i Tl s 15 ( 0.46) B S S Bt -
] 54 ( 1.65) fGIHR 1 ( 0.03) fEEs B 1 ( 0.03)
EiapaZy 1 (0.03) IR& 1 (0.03) IEIEEEDS -
3 21 ( 0.64) W LWE R 1 ( 0.03) Bk 1 ( 0.03)
KB 3 ( 0.09) %R 1 ( 0.03) H=E 8 ( 0.24)
LA DS 3 ( 0.09) EN A ] 1 ( 0.03) I R -
Wi - R (iE) - BE(E RIS 1 (0.03)
BFRIE 7 ( 0.21) A IALSY: 2 ( 0.06) i PR -
A1k GiE) 1 ( 0.03) B 1 ( 0.03) TI5—P L 1 ( 0.03)
G e 5 ( 0.15) Rz 2 (. 0.06) A () 2% 2 ( 0.06)
EBok (BER) 1 ( 0.03) i 1 ( 0.03) M 6 ( 0.18)
JNBAZE  UTNER%%) 1 ( 0.03) RIR (iE) 5 ( 0.15) RS 4 (0.12)
N, 8 ( 0.24) 15 ORAE 1 ( 0.03) O e iEeR 21k 1 ( 0.03)
SN (B SHIEfEE 3 (.0.09) TR - FFI - LSRR 572 (17.43)
5 - BRRES 33 ( 1.01) HLEEE 2,185 (66.60) U 1 ( 0.03)
R i 18 ( 0.55) 77 ARk 1 ( 0.03) ST 2% 1 ( 0.03)
i (W) T 16 ( 0.49) HR 5 ( 0.15) R Re 525 15 ( 0.46)
AhIEE 1 ( 0.03) L A AR 1 ( 0.03) A4 1 ( 0.03)
HIR - KR REE 220 ( 6.71) JEAEYE E % 1 ( 0.03) AST(GOT) k5 459 (13.99)
A 1 ( 0.03) ERi-v) ] 8 ( 0.24) ALT(GPT) |5 472 (14.39)
W 7 (0.21) B 5 - EFE % 1 ( 0.03)
HZY 1 ( 0.03) THARAE i 5 ( 0.15) EU L E S 28 ( 0.85)
A 2 (. 0.06) AL DA 8 ( 0.24) vuvl )= gt 1 ( 0.03)
A% 1 ( 0.03) e T 2 (.0.06) v —GTP_|- 5 39 ((1.19)
WhbE 1 ( 0.03) W T I 1 ( 0.03) 3 - FREE 412 (12.56)
ke 1 ( 0.03) & 5 7 (0.21) ALP L5 254 ( 7.74)
Bk - L - MR - AGHBH -
B 2 (. 0.06) i 1,592 (48.52) LDH - 5- 94 ( 2.86)
EilEE 4 (0.12) M - 1,587 (48.37) mFz) 4 (0.12)
B R 1 ( 0.03) EPEDS 2 (.0.06) CPK -
1 J& PR S5 - O EPNTEI I AR 1 ( 0.03) CPK L5 1 ( 0.03)
ETT 4 1 (0.03) 11PN JEE IR 1( 0.03) VRPN -
RS 1 ( 0.03) TARENE R 2% 1 ( 0.03) EA Y T A IE 39 ((1.19)
ik 1 ( 0.03) i) 263 ( 8.02) KA U o L fiE 25 ( 0.76)
S L UMUK 1 ( 0.03) HRAE 4 (0.12) HIVY T -
LU () 178 ( 5.43) nE%R 1 ( 0.03) AV T S LR 2 (.0.06)
MU Lo (%) 1 ( 0.03) A% 114 ( 3.47) 1&H v T SiE 10 ( 0.30)
FREOLUH () 1 ( 0.03) 1 Ve Ry 1 ( 0.03) e (A 2 ( 0.06)
BT E 1 ( 0.03) B 1 ( 0.03) Pl NWRZEN -
PR T AR AR SRR 1 ( 0.03) EISEE3E 2 ( 0.06) m R U 7 A E 1 ( 0.03)
HEWD 15 ( 0.46) AN®DHI 2 (. 0.06) KT+ U ¥ AiE 38 ( 1.16)
SHL HA 1 ( 0.03) N RS - JiiA  CGiE) 4(0.12)
SHoE () 4(0.12) PR 1 (0.03) 7 a—)b -
RGP AR pi 5 ( 0.15) JIL P95 1 ( 0.03) K7 a— L isE 24 ( 0.73)
At 2 ( 0.06) Loo< b 33 (1.01) {57 10— VIE 3 ( 0.09

El”"ﬁ)ﬂ X rg%ﬁ:%’”’ﬁﬁﬁﬁﬁ%
T L BRI AL S

(1996 ) | IZFESE5E LT,
L7z,

T2 F—ER, F—gIEME 6L LTHER L,




I. £ (ERALDEEF) ICETSHIER

ERARERAERERERRKE—E (03F)

WEH - Jiti 2 7 LAX¥—KiG 50 ( 1.52)
K8 [ i 40 ( 1.22) VLY 2% 20 ( 0.61) I BUE 3 (. 0.09)
BT R 1 ( 0.03) JRN R, 55 30 (A 1 ( 0.03) e 1 ( 0.03)
PR ¥E 6 (0.18) IR - A 7 5 ( 0.15)
TNLT I - Jilifigi2¢ 3 (. 0.09) Jisti 5 ( 0.15)
BT V7 I U IfE 33 ( 1.01) FRMEREE 1,536 (46.81) 6 P P 3 (. 0.09)
&7 'S T MUE 1 ( 0.03) 2 i 6 ( 0.18) it 7 S 1 ( 0.03)
FEsR L 1 ( 0.03) A i BRI 107 ( 3.26) Jia R AR PRk 1 ( 0.03)
P IbEE 3 ( 0.09) ~< b2 U v MERED 12 ( 0.37) g ¥ R 1 ( 0.03)
H FR% 1 ( 0.03) ~ESa e 1525 (46.48) Jia A PRk 3 ( 0.09)
ADH 5 W A3 A4 i e 2 (0.06) FAFR M BRI 1(0.03) LS 2 (. 0.06)
D mMEREE (—) 22 ( 0.67) Al ek - FNRES 2,678 (81.62) SEJR 40 ( 1.22)
N - PR FEEKR - SHE (JK) 16 ( 0.49)
e If 10 ( 0.30) I ERIED 2,423 (73.85) EHRIE 1(0.03)
MJE -5 - IR ER - RER 2 ( 0.06)
va v ZER 1 ( 0.03) IERERIE S (E) 4 (0.12) (REH N 3 ( 0.09)
PERYARCIN L)) 3 ( 0.09) HER - SE L 1 ( 0.03)
DEDA: 2N 1 ( 0.03) HERIE (i) 1(0.03) EX S -
DA 2 (. 0.06) [ il Bk OiE) 2,634 (80.28) PR 9 (0.27)
[EiEE 8 (. 0.24) HimEREE % (iE) 4 (0.12) F e 4 (0.12)
mEE T - HHERIES (i) 1 ( 0.03) V9 R SR 1 ( 0.03)

D AR DB RIREE 7 ( 0.21) U > NER - PN 2 (. 0.06)
BELMIE 1 ( 0.03) U L SERI 2 ( 0.06) E b UK 2 ( 0.06)
DM FEZE 1(0.03) HIY L RER 1 ( 0.03) G5B W 4 (0.12)
DB K 5 ( 0.15) ML/ - L 9 o i T 707 (21.55) [P 9(0.27)
FEE BRI T 1 ( 0.03) I/ N 2 (0.06) ES] 2 ( 0.06)

D - LY XAER 15 ( 0.46) i/ R (iE) 703 (21.43) it 2 (. 0.06)
PR 1 ( 0.03) AR R AR S 1 ( 0.03) HEEN 216 ( 6.58)
IR - B R AR 1 (0.03) LS () 1,629 (49.65)
i 7 (0.21) H I - JiE 7k 3 ( 0.09)
) 1 ( 0.03) HE A 2 ( 0.06) THIE 201 ( 6.13)
N BAHE 1 ( 0.03) HA ISR 1 ( 0.03) FTY 39 (1.19)
FEAEME L AN ED 1 ( 0.03) JT H i BE 1 ( 0.03) RAY P 4(0.12)
BERR 4(0.12) FRARE (A2 P [ 8 (0.24) B 2 (. 0.06)
TENR 1 ( 0.03) WRE R EE 142 ( 4.33) FHIEREK 2 ( 0.06)

nE (Digs) EE 64 ( 1.95) Mz vy F=r L& 56 ( 1.71) IR 1 ( 0.03)

7 LVX —PEmE & 1(0.03) AR RL 1(0.03) KT - B -
Ifn A 2 ( 0.06) IVTF =L VT I AMET 8 ( 0.24) IR 2 ( 0.06)
FrRZE 18 ( 0.55) ifiL pR 2 (. 0.06) i) () 2 ( 0.06)
fii s 1 ( 0.03) SRS M R - B4 ik 2 ( 0.06)
I AR 7 (0.21) HH LR % 2 (.0.06) CRP L& 48 ( 1.46)
EH R 4 (0.12) BHRER 14 ( 0.43) T ST GERE 3 (. 0.09)
FR 30 ( 0.91) BARE - [E 3 ( 0.09)
EREE L CiE) 1(0.03) SREHN 1(0.03) REEHAL 5 ( 0.15)
1 9 2 (0.06) EER 18 ( 0.55) 7 LLE— -

PRI B R fE 121 ( 3.69) PRELH 3 ( 0.09) A L7 VT L FRERE R 3 ( 0.09)
NHEEZE 9 (0.27 HEPR IR 2 ( 0.06) UK -
[T 2 (0.06) PRI 3 (. 0.09) I8 T ERAr R 10 ( 0.30)
NHEE R 20 ( 0.61) BUN L& 80 ( 2.44) S E IR 2 (.0.06)
MHEEAS L 3 (. 0.09) IS 6 ( 0.18) SR 1(0.03)
% 3 (.0.09) ZIR - SR O 1(0.03)
W& IfiL 2 (. 0.06) SR B 3 (. 0.09) TSR 1 (0.03)
Jiiik73 2 ( 0.06) mh 7 L7 F=KF 1 ( 0.03) SRR 4 (0.12)
SUE SRS - BEFR AR - e R AT 1( 0.03)
i R 1 ( 0.03) BEIR 2 ( 0.06) EhS RS 268 ( 8.17)
Hafsge 1 ( 0.03) ZMAR (B BE 8 ( 0.24) AL A L R RRYE 1 ( 0.03)
H 7k 22 ( 0.67) e A AR 1 (0.03) R 200 ( 6.10)
METRR - RIE (7&) i 1 ( 0.03) LAY 1( 0.03)
IR R 22 ( 0.67) T 1 ( 0.03) SE SR 5 ( 0.15)
N 1 ( 0.03) LAY 1 ( 0.03) T EGEEYYE 1 ( 0.03)
B 10 ( 0.30) FaPq % 9 FERk 1 ( 0.03) A% 1 ( 0.03)
P - PERR HH I 2 ( 0.06) G G 6 (0.18)
Wi NS 1 ( 0.03) RS 1 ( 0.03) Jiti B B i 1 ( 0.03)
K (iE) 2 (.0.06) FEY (BE) 1 ( 0.03) ERN 3 ( 0.09)
Jili BRI 1 ( 0.03) B 1 ( 0.03) PR G 5 ( 0.15)
Jiti 7 JEE 1 ( 0.03) — RS EE 1,817 (55.38) JitiZe 32 ( 0.98)
st 2 ( 0.06) S R - B 3 g% 1 ( 0.03)
5 PA 1 ( 0.03) B> 5 o Hiif. - B i e 4(0.12)
st 1f 12 ( 0.37) TFI74T% L —-vavy 3 (. 0.09) WeilErES 2 v 7 2 ( 0.06)
B S 1 ( 0.03) A N 2 (.0.06) A 4(0.12)
Jilit RERE 1 ( 0.03) TF747F— 2 (.0.06) N5 1 ( 0.03)
WHEEENE 2 ( 0.06) 774 T FR G 1 ( 0.03) IEEERE 8 (0.24)

AIERE T B A IRELE (1996 4EhR) | IS & M LT,
T 10 AR EUIIRB BN LR Lz,
T2 F—ERL F—&IEMIE 16 UTHERT L,




VII.

Zx2H (FRELDIEIESF) CEJSHIEE

DEMBEKRE. GHE. EEERVFNOARFERAIOBMERARETMEE

ERAREREEEERAEERERKE—F

LI FE/ N e it H SEAR A
REER 1110 1688 96 147
BRI FH 36 BUE 115 1039 1617 79 134
RILE 8 BUE B 93.60% 95.79% 82.29% 91.16%
L FE/ N g o SRS
H B o BUWERZE | ., . BUERAZE | L RIERRE |, . BIEF 5 8L
PR weppeon  [EPE emmeon |EPE Eemen EPH O spmos)
PERI Pz 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% ATt 0 0 (0.00%) 0 0 (0.00%) 0 0 (0.00%) 0 0 (0.00%)
15~64i% 924| 866 (93.72%) 851| 817 (96.00%) 62| 53 (85.48%) 81| 73 (90.12%)
i 65~ T45% 163| 152 (93.25%) 670 644 (96.12%) 27| 22 (81.48%) 49| 46 (93.88%)
75 LAk 23] 21 (91.30%) 166] 155 (93.37%) 7 4 (57.14%) 17| 15 (88.24%)
R - KRGk 0 0 (0.00%) 1 1 (100.00%) 0 0 (0.00%) 0 0 (0.00%)
. 65»?;22;?%‘ 924| 866 (93.72%) 851| 817 (96.00%) 62| 53 (85.48%) 81 173 (90.12%)
iy (SR N 7 17728 N N 7/ I I X8
N . il . 0, . () . 0, . %.
NES 563| 532 (94.49%) 1533] 1472 (96.02%) 57| 48 (84.21%) 134 124 (92.54%)
MBS - Aok Ak 171| 145 (84.80%) 36| 30 (83.33%) 14 8 (57.14%) 3 2 (66.67%)
ABte stk 373| 359 (96.25%) 111 109 (98.20%) 25| 23 (92.00%) 9 7 (77.78%)
B - AKFifk 3 3 (100.00%) 8 6 (75.00%) 0 0 (0.00%) 1 1 (100.00%)
W% 263| 239 (90.87%) 1313] 1261 (96.04%) 53] 42 (79.25%) 93| 88 (94.62%)
T - B | E3E 840| 793 (94.40%) 364| 346 (95.05%) 43| 37 (86.05%) 54| 46 (85.19%)
R - REdk 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%)
AR - AKFifk 5 5 (100.00%) 9 9 (100.00%) 0 0 (0.00%) 3 3 (100.00%)
2L 893| 833 (93.28%) 1023| 976 (95.41%) 72| 60 (83.33%) 105] 92 (87.62%)
& HY 217, 206 (94.93%) 665 641 (96.39%) 24| 19 (79.17%) 42| 42 (100.00%)
o |AEEaEREE 46| 43 (93.48%) 60| 59 (98.33%) 5 5 (100.00%) 4 4 (100.00%)
Bf o B AR E 14| 12 (85.71%) 36| 35 (97.22%) 4 4 (100.00%) 2 2 (100.00%)
SE D 40| 39 (97.50%) 177|166 (93.79%) 3 2 (66.67%) 9 9 (100.00%)
i LAY 6| 6 (100.00%) 56| 51 (91.07%) 1 1 (100.00%) 6 6 (100.00%)
Mo 144| 139 (96.53%) 477 464 (97.27%) 13 8 (61.54%) 30| 30 (100.00%)
s o4 2L 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%)
2L 855 797 (93.22%) 1009| 955 (94.65%) 76| 67 (88.16%) 95| 87 (91.58%)
BEA: JEE »HY 252| 239 (94.84%) 675| 658 (97.48%) 20[ 12 (60.00%) 52| 47 (90.38%)
R - REk 3 3 (100.00%) 4 4 (100.00%) 0 0 (0.00%) 0 0 (0.00%)
L 7L 1055| 984 (93.27%) 1621 1553 (95.81%) 95| 78 (82.11%) 143| 130 (90.91%)
A HY _ 41| 41 (100.00%) 49| 46 (93.88%) 1 1 (100.00%) 2 2 (100.00%)
. AR - ARGk 14| 14 (100.00%) 18| 18 (100.00%) 0 0 (0.00%) 2 2 (100.00%)
55mg/nf Al 575 518 (90.09%) 495| 449 (90.71%) 68| 52 (76.47%) 80| 68 (85.00%)
55~ 65mg/nf A 486| 476 (97.94%) 1134|1112 (98.06%) 22| 22 (100.00%) 62| 61 (98.39%)
1B 5% |65~70mg/ni 13| 13 (100.00%) 22| 20 (90.91%) 1 1 (100.00%) 2 2 (100.00%)
7T0mg/ni 482 % 18| 16 (88.89%) 26| 26 (100.00%) 4 4 (100.00%) 3 3 (100.00%)
B - REC# 18] 16 (88.89%) 11| 10 (90.91%) 1 0 (0.00%) 0 0 (0.00%)
1[=] 137| 122 (89.05%) 548| 510 (93.07%) 19| 16 (84.21%) 63| 59 (93.65%)
2] 140| 131 (93.57%) 541| 524 (96.86%) 30| 25 (83.33%) 46| 42 (91.30%)
30 235| 225 (95.74%) 275| 270 (98.18%) 7 7 (100.00%) 14| 13 (92.86%)
BHEHE (4l 98| 89 (90.82%) 156] 151 (96.79%) 11 8 (72.73%) 6 5 (83.33%)
5~10[a] 352| 332 (94.32%) 145| 140 (96.55%) 25| 21 (84.00%) 17| 14 (82.35%)
11E24 k 130| 124 (95.38%) 12| 12 (100.00%) 3 2 (66.67%) 1 1 (100.00%)
AR - gk 18| 16 (88.89%) 11) 10 (90.91%) 1 0 (0.00%) 0 0 (0.00%)
55mg/ i A 68| 55 (80.88%) 149] 124 (83.22%) 17] 11 (64.71%) 35| 28 (80.00%)
55~65mg/nd Al 88| 80 (90.91%) 426] 408 (95.77%) 11 9 (81.82%) 42| 41 (97.62%)
@b 65~200mg/rrf7f<i*mﬁ 438| 407 (92.92%) 884| 858 (97.06%) 49| 42 (85.71%) 61| 57 (93.44%)
200~400mg/miAKjiti | 340| 327 (96.18%) 195| 194 (99.49%) 17) 16 (94.12%) 9 8 (88.89%)
400mg/ni Lk 158| 154 (97.47%) 24| 24 (100.00%) 1 1 (100.00%) 0 0 (0.00%)
N RE S 18] 16 (88.89%) 10 9 (90.00%) 1 0 (0.00%) 0 0 (0.00%)
il 2L 141| 132 (93.62%) 1076|1032 (95.91%) 34| 30 (88.24%) 90| 86 (95.56%)
@ﬁm Hb _ 969| 907 (93.60%) 611| 584 (95.58%) 62| 49 (79.03%) 57| 48 (84.21%)
’ AR - Kk 0 0 (0.00%) 1 1 (100.00%) 0 0 (0.00%) 0 0 (0.00%)
PrAPUEAl |72 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%)
BEAECHRR |72 L 944| 887 (93.96%) 1254|1192 (95.06%) 96| 79 (82.29%) 83| 74 (89.16%)
BEOAE [HY 166| 152 (91.57%) 434| 425 (97.93%) 0 0 (0.00%) 64| 60 (93.75%)




VII.

Zx2H (FRELDIEIESF) CEJSHIEE

AR - 1996 4E 10 H ~2002 4E 10 H
FRATEENE - L. SR/ . B, SRS, DREUE

FEAREREEEERIEMERERRKE—E (02F)

S Dl & i
IiE 511 5% 222 18 3281
BIVE FH 8 BUE 1515 208 16 3093
FIVER 3 BUE B 93.69% 88.89% 94.27%
IR Z DA, Gt
" H U BIERZEBL | L. BITERRBL | o . BIVER R BL
I OO I O e D)
PRI 5 0 0[(0.00%) 11| 10 (90.91%) 1469| 1386 (94.35%)
LS 222 208/(93.69%) 7 6 (85.71%) 1812 1707 (94.21%)
155 A i 0 0[(0.00%) 0 0 (0.00%) 0 0 (0.00%)
15~ 64k 162| 151((93.21%) 11/ 10 (90.91%) 2091 1970 (94.21%)
A 65~ 747% 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%)
B - RErEk 1 1/(100.00%) 0 0 (0.00%) 2 2 (100.00%)
o . 657 A 162| 151((93.21%) 11] 10 (90.91%) | 2091|1970 (94.21%)
SEm b 65m UL 1 59| 56((94.92%) 7 6 (85.71%) 1188 1121 (94.36%)
N S 1 1/(100.00%) 0 0 (0.00%) 2 2 (100.00%)
ABE 180| 172((95.56%) 15| 13 (86.67%) 2482 2361 (95.12%)
A - Aok TS 10 6/(60.00%) 3 3 (100.00%) 237| 194 (81.86%)
NS 31|  29((93.55%) 0 0 (0.00%) 549| 527 (95.99%)
KB - Rtk 1 1/(100.00%) 0 0 (0.00%) 13| 11 (84.62%)
B 129| 127/(98.45%) 7 6 (85.71%) 1858|1763 (94.89%)
W - TR B 89| 77((86.52%) 10 9 (90.00%) 1400] 1308 (93.43%)
N N 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| 76 (87.36%)
4 2 2/(100.00%) 2 2 (100.00%) 38| 36 (94.74%)
N N 1 1/(100.00%) 1 1 (100.00%) 19| 19 (100.00%)
L 164| 153/(93.29%) 10 9 (90.00%) 2267|2123 (93.65%)
& HY 58| 55/(94.83%) 8 7 (87.50%) 1014] 970 (95.66%)
o |ATpkaeREE 5 5/(100.00%) 1 1(100.00%) | 121] 117 (96.69%)
B o Bk RekEE 6 6/(100.00%) 0 0 (0.00%) 62| 59 (95.16%)
E DR 11| 11/(100.00%) 4 3 (75.00%) 244| 230 (94.26%)
i W [EEE 11| 11](100.00%) 0 0 (0.00%) 80| 75 (93.75%)
Y 36| 33((91.67%) 3 3 (100.00%) 703 677 (96.30%)
HEE RS 0 7 1 2L 191] 179](93.72%) 13| 12 (92.31%) 2795| 2633 (94.20%)
HY 31| 29((93.55%) 5 4 (80.00%) 486| 460 (94.65%)
2L 170] 158(92.94%) 12] 11 (91.67%) 2217|2075 (93.59%)
WETY: JRE HY 52|  50[(96.15%) 6 5 (83.33%) 1057|1011 (95.65%)
AR - KR 0 0[(0.00%) 0 0 (0.00%) 7 7 (100.00%)
T el 218| 204/(93.58%) 17| 15 (88.24%) 3149|2964 (94.13%)
P HY _ 4 4/(100.00%) 1 1 (100.00%) 98| 95 (96.94%)
. N St 0 0/(0.00%) 0 0 (0.00%) 34| 34 (100.00%)
55mg/ i A 45|  39((86.67%) 7 6 (85.71%) 1270|1132 (89.13%)
55~65mg/ i A i 51| 46((90.20%) 8 7 (87.50%) 1763|1724 (97.79%)
1E L% |65~T70mg/ni 102| 101[(99.02%) 1 1 (100.00%) 141| 138 (97.87%)
T0mg/mi B2 % 23| 21/(91.30%) 1 1 (100.00%) 75| 71 (94.67%)
RH - R 1 1/(100.00%) 1 1 (100.00%) 32| 28 (87.50%)
1] 35 32/(91.43%) 10 8 (80.00%) 812] 747 (92.00%)
2[A] 37| 36[(97.30%) 2 2 (100.00%) 796| 760 (95.48%)
3[E] 55|  51|(92.73%) 3 3 (100.00%) 589| 569 (96.60%)
Bt 4l 20 18/(90.00%) 0 0 (0.00%) 291] 271 (93.13%)
5~10a] 70|  66[(94.29%) 1 1 (100.00%) 610 574 (94.10%)
11[E2L 1 4 4/(100.00%) 1 1 (100.00%) 151| 144 (95.36%)
N R S 1 1/(100.00%) 1 1 (100.00%) 32| 28 (87.50%)
55mg/nf A 6 6/(100.00%) 3 2 (66.67%) 278] 226 (81.29%)
55~65mg/ nt Al 11/ 10/(90.91%) 6 5 (83.33%) 584| 553 (94.69%)
G5 65~200mg/ i Alifi 91| 82/(90.11%) 6 6 (100.00%) | 1529|1452 (94.96%)
200~400mg/ni AR 85| 82((96.47%) 1 1 (100.00%) 647| 628 (97.06%)
400mg/nfll k 28|  27/(96.43%) 1 1 (100.00%) 212| 207 (97.64%)
N R S 1 1/(100.00%) 1 1 (100.00%) 31| 27 (87.10%)
e 2L 88|  87/(98.86%) 6 6 (100.00%) | 1435|1373 (95.68%)
A7 I Hb _ 134| 121((90.30%) 12| 10 (83.33%) 1845|1719 (93.17%)
AP - RECHL 0 0/(0.00%) 0 0 (0.00%) 1 1 (100.00%)
BrAbUEA [ L 54| 46|(85.19%) 4 3 (75.00%) 673 616 (91.53%)
DA I HY 168| 162((96.43%) 14| 13 (92.86%) 2608| 2477 (94.98%)
OFAER#R [ L 216] 202/(93.52%) 16| 14 (87.50%) 2609 2448 (93.83%)
REOARE [HY 6 6/(100.00%) 2 2 (100.00%) 672 645 (95.98%)




I. £ (ERALDEEF) ICETSHIER

9.

10.

11.

ARBRERRICRIZTEE

RE STV

BERS

RE STV

HEARALEDTE

14 ERLOIEE

141 EFFARFOIE

1411 BIRIRIZ IR RAR 1R i (EBR AR XL 5 %~ R UBEKR) ITIRMT 52 &
TR ERFN L7235 2 &

14.1.2 ftif & OIRFEEITDORN &,

14.1.3 AFIDS R EICAHE LTBEITE. EHICABRE DS EOIK THRWRT Z &, £/, K
A L2 AICIE, BEHIZEEORK THRWRT 2 &,

1414 AFNIHREFOB R EZZEICAN, BIORT LI ICBHEFEI N TWDHOT, %7 Fid
[14.2.1 FHREO) ITHEWVEFHROFAMEZITH 2 &, 7272 L, IRMIEMERIZIZ= X / — LR
BENTVWDHOT, 7/ a—/LOR7ZBEICEET 2581%. 114.2.2 #HREQ) ik
k52 &,

. TR
AT 80mg HLHA 20mg B
ARH| 2.36mL 0.61mL
(FEZFE1LE L) (94.4mg) (24.4mg)
INFHA TR 7.33mL 1.98mL
(HRRyx=% ) —)) (933.8mg) (252.3mg)

14.2 FAEE
FELWIRNEIC W, BRORRITIEEZ 28R TES 0,
14.2.1 FEEO
(1) ARHIDSA T AT, YATHRfER 2 E (80mg /XA 7/ ; #) 7TmL, 20mg /3 7 /v ;) 1.8mL)
EMATEITYH D E T Y L@ TRWE ) ICERENRFIT 5 () 45 7014
WRNE—ThH D2 & 2Rt HORERNEAD E THOMKET S, ok (7L
v 7 AR X 1 mL I 10mg D KX Xt LE2E563 5,
(2) TV v RARPOLEREFRE TR EERY | AEEER L5 %7 N U FHRIZIEM
%o
14.2.2 F8%Q
(1) AAHID 80mg /A T /WIZIE 7 mL, 20mg /A 7 /UIZIE 1.8mL OABEEKE XX 5 %7 K
MR EINZ WS CY 12725 ETWMLIEV IRE S,
BHORRERENHEZ D E TR TV ERNLSETRE (1090 L, mEn—<cbhsdr b
R T 5, W —TRWIEAITH 2D ETRMZ#Y IR, ZOWK (7L v 7 RiK)

11 mLHIiZ 10mg D REX X LEEHT D,




I. £ (ERALDEEF) ICETSHIER

(2) TV v 7 AN OLERZESE CHRERY AR T 5% 7 R UHHRICIET 5,

14.3 RFIEERHDIE

14.3.1 RN GICER L, SRS MESMTIRAL D & SIS - B A2 B T2 03
5O THEENPMEIMNITNARNE D ICET 22 L, 7o, UANZRRIGZFEBL L 72 FHHEH
AL LT ER e DEALICAR Z b LTc 6. SARTOERNACFRBIS 2 T 5 Loz,
WHip2 TRecall Big: ] BNRD LN & OHRENH D,

(fiRF)

1411 ABRIER T 5% 7 U PHRICIET L7z & & O EMRBR OIS Fod L7,
AFNIMERANTH D Z Lo BREE L OB SRR L7721, el 2 &,
14.1. 2 Mg IS DFERN 2RI LTz & E ORLE 2 b, KONRIE LT & E O AERIZ OV T
RETZAT o TR, IREFEZBEIT A ZENEE LN EEX N2 L bRtd LT,
14.1.3 AANTMREEEZ AT 5 2 &btk L7,

14. 3.1 KGRI K OBhRE B NRF OERRBRIZ IV T, #RlRZE, SRS B bl Z M b

fl L7z, TVI-8. (2) 1) AR AIEIERZBLRDL SR

F7-, ¥EPET—% v — bk (Company Core Data Sheet : CCDS) (&, FE&#XE/LOFEIEH
& LT THESHIBAL Recall i) 2MBit a2 &, ROTHIREZICBWT, FeEZ3tLr R

REBRDGE TERUVEFIDHE SN TS Z b, Bt LT,

12. ZOHMDIFE
(1) ERERFEAICED CHER
15.1 BREREAICE D < 1E#R
15.1.1 fAEIZH 1T 581 E
AEID 1 BG4 100mg/m2 & L TWARKKIZIBWNTIET | RO TR N EE
FEAE < I NS BUE IR OB A B & LT, BB RE R VE VAN X DR
ThhTna, BiEG L LTI, T A%V (16mg/H., 8mgl H 2[E]) %4, AHlD
BHETE2NS 3 B, HMEORETL2ZENEE LWV ESNTWVD, BB, A543
it L7IEFNCIB W TS, EERIREUE (T 7 4 7F%—va v 7)) X DR HRE S
NTCW5, 7z, WHEICBEAL I T L > dtE»RH 5,  [8.3, 9.1.3, 11.1.13 & ]
- A 100mg/m? % 3 G TR EIRNE S Lic s 2 A, LRt 5 2z o8&
IXRFEA SR (PE) & LT 818.9mg/m2 LA b, AT 72 EFE T 489.Tmg/m2 LA
B L7 & X CRBEORBERNEL ol
cARFNOP AR D & FRIETR 2 TR S, BT TS RBL L, kg L LK
HIMZME S EHEHO L DIZRDGERH L0, EOZRCEMEX D7V, £
VAHE S Ol ZAKBEAS i ST b,
15.1.2 AEITOMEEEREADERS
HAENCEWT, AF| 100mg/m2 % 3 AFERE CAMEEIRNE S Lz 2 A, mpT7vh
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




I. £ (ERALDEEF) ICETSHIER

=%t EEZAEHORBCRER OHME - HENRRO b TWD, W S EIEH
I%. Grade 4 D4FFERED, FEEVELF P ERA . BYYE, HEE LM/ MBAD, EERON
%, WO G HIBEZ PF 5 BFIERETH O | TRRBEEIEDfERIEDS SIS 2 L EEIh
TWn5, [9.3 2H]

15.1.3 AH %2 B G L7z B3 & 5 WITARA & A o LRI B s 2 OF LTz
BE T, AMEAIE, BRERRIEGRE (MDS) %0 “RMEEMEE N A L2 & omiE
Nd 5,

15.1. 4 EWN CTOIE/ NI 395 35mg/m2 O 1 [a§ 515
(1 H 1[F 35mg/m2, 1, 8, 16 HE#& L, 4 HEICHVIRL) 1T K55 2 FHERIRRRICK
W, RVEMERR DS 48 Bl 6 Bl Hhve, [11.1.5 ]

15. 1.5 FL O AL P HRIEIC B 2 MM KA I 3 T AR A & o UM s g Al 4
OFF L7 B CEIEMIRIE TRESICB W T OB L COREFI A RE STV D
(3.9% (29/744) | BIZHIWIPRAE : 96 % H) .

) AEOERE 2 1 EHET 60, 70 XY 75mg/m2 (KK #EfE) Tho,

(a5t
15. 1.1 AANETORHER G- DO SFEIZOWCRE#H L=,

SME TITFFICIIE - (RIEATRE OR BB S < . EEFLRO LD Z &0, FE - KR
DOFRBUZ L VAL FRIEEZRIEE S 552020 — AR5 5 Z LB I TR Y | #iE -
(R O FEIEA L OERI-C B - LR AT 2 720, W ONTIRBUEER A B e LT, 1 =
—ZAMNLOaANFaRT AL RIZEDT VAT 4 r—yarMibiTng 9 (ENTIE
TVAT 4 r— a3 EREDT BTV R

¥, M ARBEATRRIIEHE W RE T H D . AR oGkt 16 8 (P RE ; #EPH 0~42 i08)
THKRT D EORERD D,

[ N O FKGRIRE e OVZhREIBINRE O ERR BRI 31T DI ORBUZ Wi, TVI-6. (1) &0FHE -
BRSO H 585 [VI-8.(2) 2 5 = — A BIRIEA R B 2R

15.1.2 IFHERE MR T L TV 2 3 Tl BREId o, B ERIEHEEA ORI, 155

BRESEDERIENEINT 262N 5 Z L bLEt#E LTz,

S} E T D Population pharmacokinetics DT Tl AT VT VKRR T 7 # —E&fE (R

1 ERROD 2.5 f2LL E) 245 BT o 27 2 F—F [AST(GOT) and/or ALT (GPT) ] il (1E 7 5

ERRD 1.5 5L L) OFFHEREAR TEE TIX, AAID 7 VT T 20 25%IKF L. Grade 3-4 @

JERYLIE | FEEWE A TP ERIBD K O Grade 3-4 O I INR DO FEHRENE £ 5 Ll STV 5 49,

AFHaE CBIMERRIBER S DR WHET—4 . 100mg/m* #%541)

FEHR(%)
HEHG FFHEREIEH HBE | FFREIE PR p fET2
(n=1,312) (n=54)
. #lal = — 2 62.7 75.0 N.S.
Bk
K R Grade 4 Xt B % 76.4 85.7 N.S.
o Al = — & 6.2 22.6 p<0.001
S BRI ”
FERMEAS RIS X B F 11.8 24.5 p=0.01
o #la] =2 — 2 2.7 11.1 p=0.005
@g Yu ) _
* E Grade 3-4 it B 5.7 14.8 p=0.01




I. £ (ERALDEEF) ICETSHIER

. WA =1 — R 0.5( 7 i) 3.7( 2 #i) p=0.046
RIIEIC & ST W BB 1.7(22 i) 5.7(2 ) NS,
e IEEE 0.2 5.6 p=0.001
/R Crade 4 P 0.2 5.6 p=0.001
O BEE Grade 3-4 Hllal =2 — A 2.1 7.4 p=0.03
R T B OJE e =2 — 2 0.6 3.7 N.S.
i 71 R B OJE HE] = — 2 3.7 13.0 p=0.005
7 LLF— Grade 3-4 e = — & 2.1 7.4 p=0.03
nN R Grade 3-4 #la = — A 3.4 9.3 p=0.04

1 M7 A BV ERRAT 74—V EE (ER ERO 25 U E) 24> 727 2 F—F[AST(GOT)
and/or ALT (GPT) ] &l CGE& Ik LR 1.5 {501 F) B
T2 : Fisher’s exact test

[ N O A GRIRF AR AR 12 3\ ) C
XV TIHERNERE(VIVTIVR)ICEEEE5EZH5EF
A2 L— g VEEEOET L

CL =BSA(37.6—6.41AAG—0.191AGE+0.0436ALB) X (1—0.209HEP)
CL : 707 7 A (L/hr/m2)
BSA AR EAE (m2)
AAG Do BPEREE A (g/L)
AGE 4 (%)
ALB TV T 2 (gll)
HEP : IFRBE D FERE [AST (GOT) >60IU X (FALT (GPT) >601U% 1, % DOfti% 0]

15. 1.3 ENIMZ I T, KA 2 B G U7 B 5 2 WIEAHE &t e B RS A0 HUR R ik
ZOFR L2 BE T, K E OREBRNEE TERWANEA M, B8RP AEREEE (MDS)
HOZREEEEEORENH D Z ENBIBR LT,

15.1. 4 ERNTOHINHFRE ISR % 35mg/m2 DO 1 [#5351C X 5% KRR (R%5)
IR WWT, MR ORERID 48 B 6 BRSO HAVERRZ ik LTz, &GRSO VAR OV &
THEDH DM, AKH & ORFENGE TERWVEEMEMRIEGR CTH Y | ZEVEREROE 2 2 R
EEITO TmORE LTz,

15.1.5 {e¥Es —# 2 — 1 (Company Core Data Sheet : CCDS) DiET MARHL & 72 - 7= #g4t
B AR RRBR 0|2 3 T BIEIRIE TR WO T H BBk L T ERI 2N s S iz 729
BR L7,

(2) FEBREREAERICE D {I1EHR

15.2 FEERAREAERICE D < 1E#R
F X A =— AL AZ —OIFREREEEME (CHO-K1) % W5 Ytk Ba R BRIz B0
THRHMEFFRIEA L O~ T A Z A0S/ MERBRICE W OMEBBIERANHRE SN TV 5,
[9.4.1, 9.4.3. 9.5 &#]

(fiFzs)

15.2 ZERFMHRBRIZIBN T, F ¥ A =— RN LA X —OFIR R MIB(CHO-K1) & F 7=
Yoo R ELH R CIIE R OB AY | MR~ © 2 & - Te B IR 512 K 2 /MR v Mz
OHBBEE OBINARD STz Z E bt Lz, 2 S I3ARIORKBEYER TH DM NE D%
Elblicksbn0ltEZLOEND,




X. SERRPREABRICEBIT ©1RHE

1. FEHR
(1) FEhFEEHAER

[VI. 3EZhSEBLZBI2HE | OHESR

(2) REeMREHER

0 - TR
fir ERIE F BT B EREER
- ,(n> TR (mg/ke) BRI
— R B O TEN BIE T 1’“ - 1,3, 10 BB L
P _@ PS80 : 0.5, 1.5, 511 | 7 L
S A7 R é:£) iv. L 3, 10 L 10 mg/kg "C DD
IR T 7> bk . Iﬁ%iiﬂo pERL
PSRV R E S g 0:0.5,1.5 50 | L
- mewrr) | 0| 1,3, 10 HERL
E w(6) iv. | PS80:0.5, 1.5 51 | F#&sL
" (XY F R TV 1;F 1,3,10 [% 230
N SRR AT PS80 : 0.5, 1.5, 51 | 7 L
i \ 5
i (FEAIAE) ﬂ;b - 1,3, 10 BERL
| RN KT ES80:5 WL
S
- (~Evsnea—n) | 7Ry 3,10, 30 W L
A — (6) © I PS80:0.3, 1,31 | WEAL
o | PRI BE AR RIS igx . 9.5,285,95 | WL
TS PS80:9.6312 | #EEL
i (R
;ﬁj‘: TEFa Y Uk 1, RERL
" b A& L in 3, 1,3 8 %,10 pmol/L #iil
u=3 N % . T >
! %mmmiqu@ﬁ ey || VO 1073 £”mWLTWﬂ
" B R IE T (6) 1, pmol/L "CHi)
4 EEEA 3,
o TEF A=Y UL 10" | PS80 : 0.002, L
- VAN 0.007, 0.007 mg/mL LA CHpil
AT 0.02271 | 0022 mg/mL "ol
T 7o R E 0.022 mg/mL THH]
SEUGC) 0 13 7
IEHTIR -1, 1, 10 4 0
59k in PS80 : 0.02"2 B L
A b U HE (4) meISQLL1m3 % A
80 : 0.02"2 S |
£ HHRT > b T P o
L) o = 0.1, 1, 1(: 3 10pmol/L US# A7 L 4 BT
P T 80:0.02" | WREBENEEHD
ESREEAT
% I8 L, TR L
> I 55 | 2 | F 2 EFLEY | LV 3 3 mg/kg EAHE T 30 53 HIZHHD
% ERiEic (4)
i 7547 A PS80 : 0.5, HlIR L
I 3 15M BB L
1.5% CHEARS T 30 43 A I

PS80 : AR U YV L_X— |k 80
1 % (wiv), 12

% (vIv),

T3 pmol/L




X. SERRPREABRICEBIT ©1RHE

REMEERR (00F)

H . [iL7k Eiaca ESaa g
i ABRIE H () W (me/ke) AR A
PEERC I I F 9 0.015~0.375 mg/kg TJH E{RAFHHE] )
AR TR KRIE T, & T7#30~
/z 9043 [F11E
DAEk TEAFE T IR EEHE N L, Ffeatsin
AN EPRIEE T 0.0004, EAFIET, & TH%E
0.015, EAFIET, #& T~ 7160550114,
dLVP/dtmax 0.025, IR
DA 0.075, HEAFRED, #& T %R Fi
FAH ST 0.375, EAFIET, K& T#EIE, %N
KRB AR i & 0.75, EAFEAD, #T #6045 CEIEEEN
KERER I E HEHT 1.5 EAR—FRHET, BBINSUHET
HEE HEAHFIRT, & T#%Eke, — B8N
LNEE[X] EAH, #T1% PR, QTnc [ElEENE
~< 7 U ME IR A X A - TN, %Eree
MmiEe A7 I L RE (3) iv. A0~ TRl —7, #%EIE
A GER A 0.4~10 mg/kg THEEIFH
I & HEAFREKET, #&T1%604 ClHEIE
ISR FEAHFEA T DA IR IR
fELENEIL IR PS80 ¢ 0.01 EAPIET, KT 1%
dLVP/dtmax ) 0’4 ’ HEAFIKT, ¥TRIEIE, BEREHN
DA E 0'6’25 FEAFID, & THIEIE
- ARG 2' ’ EAHFIRT, & THEIE, %
- RJBREN IR . 3t & 10’ FEAFID, #T#30~604 ClEIE
52 KRB IR i BB 20’ FEAH, #& TR T I
= HREE 40’ EAFIRT, & TH%E
X FEAF, #% 71 PR, QTnc MA@ 5EHE
~< 7 Uv ME EAKE TR, #Fife
mifFe A% I RE FEALS D~ TR — 2 #[AlE
PEER I RIE 4
1 JE B L
DAE W= >~ b ) 1, 3,10 WL
BRI R T B (5) LY
1 E PS80 : 28, 83, 277 | W/ L
DAE WL
DRI I E T8
0.1, 1, 107 0.1umol/L ©3%, 1 umol/L. T9%, 10
pumol/L T12% 4/
- N PS80 : 0.0002, 0.0002% T5%, 0.002% T8%, 0.02%
GREZEE LRI 0.002, 0.021 T13%H40
10013 (8: : DMSO) | #2272 L
ELEY b in | DMSO 0.1 L
(4) vitro 0.1, 1, 101 1 umol/L T 7 %, 10 pmol/L: T19%
K
e S 1 e PS80 : 0.0002, 0.0002 % T 5%, 0.002% T 18 %,
2 DI TR A 0.002, 0.021 0.02% C16% ik
1001 (A% : DMSO) | 5%k
DMSO  0.17 6% K

PS80 : AV VL~— | 80

1

% (wh), 12 %),

3  pmol/L




X. FFERPREERICEIS

SIEH

REMEEHR (00F)

H - By TE e ESaa -
b I/\ 7 i TIE
fir AERIH m | (me/ke) PRI
LRI RIT T 2
okt v b . 1,3, 10 BB L
BRREREICA T S 1A (6) MV PS80 : 27, 81,270 | AL
KB OVERE RN T T
(R, JRH Na*, K+, Cl'8k 7k v 1, 3, 10 R L
DR E) (6~8) " | PS80 : 2571 WL
e ZREHFE O RFT
it a1, @ 2, B —adrenoceptor,
58 muscarinic, 7 v b
— 5HT1,5HTs-serotonin, (5~40) in t2 S F 7
/_\ DA2-dopamine, ENLEY b | witro 1,3,10 Rt L
7 o —,Hi-histamine, (4~20)
D opiate-receptor,
" Nat*, Ca2tchannel f& & #5{7
0.025, 0.050,
0.100, 0.125, |0.125 mg/mL 2L ECIAEImMES v
t k ' 0.250, 0.50074
VRIL{E I R E T (k) | 2 PS80 : 0.063,
(3) 0.125, 0.250, o I Lot
0.313. 0.625. 0.625%LL ECHIMMESH D
1.25071
PS80: R Y Y /~— | 80
1 % (wh), 2 %G/iv), 3 pmol/, 4 mg/mL
() ZDithdFEEHAER
SRR L
=R
(1) EEE5EERER?
AR G RF O~ 7 2 (CD2F) (81 2 I/ ML AL (LD1o) 1 115mg/kg (345mg/m?) . 7 » b

(SD) e O X D KIEFBFEEITE N EH 10mg/kg (60mg/m2) K ¥ 1.5mg/kg (30mg/m2) T >

77
HE% 554
5 Rt ~ A Z v b 4 X
mg/kg mg/m? mg/kg mg/m? mg/kg mg/m?2
o/ 0.75 15
ERMEHMERE | <95 <285 <10 <60 <0.75 <15
SRIEBIE & 95 285 10 60 1.5 30
LD1o 115 345
LDso 138 414
LD =138 | =414 40 240 | 225 =50

mfh@ﬁ%@:%w{%
TITREHIC WZBWTiE

R & U MR E OB AL, v T AKRTT v MZBW
TIHALE & o oM RIER O ORI B SRR D b T, Tz,

—n =

Fi




X. SERRPREABRICEBIT ©1RHE

~ U ARV TIRIH R RS 235800 biviz, THibaamtE GHLE LR OBEIEIZBEE L 7= T,
Mt S OVILAE) R0XE f it CEBEEH], U o Mg E o2k, AMEREAD, FRIMERIED) 1
BRI IS EHE L7220 AR T v b TOREH (FEiE) M ORI HREFEE 1350072 [ HE . &
DWVIREIETH > 7e, EBREGERD L WIEHRE IS, BEER, AL, kOB 2 ¢
O MR TR b iz,

2) REH‘RGSMHEHRY
~UAKOA XIZ 5 HREA %%Hﬂ?ljﬂ%%‘? L7cE &, WINOEMREICIE O TS ERENH 28D
HITZIED, 7 T RZBWTHIRMEMHRE, A XICBWTIHEEICRE T O b, v T A K
O XZBT D R & ;’C%ﬂ%ﬂ’b2mg/kg/ﬁ (6mg/m?2/H) & 100.15mg/kg/ H (3mg/m?/H)
Thole, o, ZNOOFEMITHREBE G EIKFETH L Z LRI N7, 3 EMRERE 5 XX 10
E%%HRWTQ%‘? IZR DA XOMREGHABR TS, HE] O A G & RO R, & O G
SR BN BREMENZOW T, FXRFEGIZ LY AEENE T Z LRI,

RIEBRGEMHER
~ A A X
INTGA—H 1 A& b5 1 A& fix b &
mg/kg | mg/m? | mg/kg | mg/m? | mg/kg | mg/m?2 | mg/kg | mg/m2

IR 2 6 10 30 0.15 3 0.75 15
wRIFBIE & 10 30 50 150 0.3 6 1.5 30

LD1o 20 60 100 300

LDso 30 90 150 450

LD 45 136 226 680 0.75 15 3.75 75

Q) E=HHHR
NEERME?
Salmonella typhimurium } O\ Escherichia coli % I\ - 15172482 BBk, CHO-K1 % H
W BIR FRRERRBRICB W T, Bl FORAREEFHMEITRO biehroTz,
F v A =— AN L AL — DIPTSR E ML (CHO-K1) % A 72 Y (R BL 5 3Bk Tl ss
DINH . MR~ 7 2 % DT BRI G2 K 2/ ZRRER Tl IMZ o B EE O BN 2378 8
v, THBITAROEHIEN THLMNEDLEIZEI D bDEEZ BN,

(4) HARMEHER
ek L

(5) EERLESHRR
1) PR 8RAT R U AR iRADEA 15 5 58k 2
7 v M(SD)IZ FE# ¥t/ 0.9mg/m? VL4 HERNEES Lo & & BEMITIRERD 23
D B, HEOBEN) TIIRE R ERORD % (1.8mg/m2 O A) . MEOBEMW) CTIIsERE, &K
B BB bz, £z, BEMICEERES DI ARICBW T, WO, £FE
IRE OB E DI - BBV 2 BIERI RO b,



SEERIREBRICEA9 4I1EE

2) R ER AR 5 HER 2
R 7 » K (SD)IZ R4 ¥ E/L 1.8mg/m2 Z i HFARNE G L7z & &, JRIECITmMVAR - 5
RN GEIRZIE T RO . BIRIZH T 2K ERBA, (WEEENRRO bivle, £/, Mk
Z %)L 1.0mg/kg (1.6mg/kg 23 g K H & 60mg/m?2 (ZAH2Y4) OB A (3 B [H) kM
FTHAZ LD | BOAR - JRIRFBEDRFED B, TR0 O DAEFRIICHARE R H 25V
WIS E DB LT 2 & D, EAFTEIED FTREMEN R ST, RV FIC KX X &1
1.2mg/m2/ H &2 #5 Lz & & WMESHEO L. BRBAEEOHD ., BIEAENRD bz,

3) AEMR RAL AR 5 R
W= > - (SD) 2 1.5mg/m? %8 H # RN G- L7z & & REEh (FO) CriE & M OVARE
DYEPRRBO L, HAERFDICEWTUIMEAERBD . SRR E K ORER = (BB A . AR
71) DEIEDGRD BTz,

B RS SR

W= 2 — v — 7 > FAGR Y Y% 2 O 28RN G & OFIRE D512 & 2 R prlik el
BRIZ I\ T AR RLBE ST 5 D Fe G- R OB AR Z & 2 BOSMBLES S IVT= s 55007
DEAFMEIIRFTH T,

T DM DHFH%REN

1) #iEE
HEPE~ 7 A (CD2F) ICHBIF RN G- LTZ & 2 A, BEOMEAE, REFREAZRD iz,
I BEAR A 7 HORR AT CILR AR T & R R OV DR IR IS T2 2 B2 b HF
BEL 28 O AR IS AHREARAE D A O RHER 5 ORI S D3GR D LT A, IEENERR IR CTh 5 IR
WIFEAER 2o 7o T & D APRRER IR e OV 3R & 8 1 9~ 5 (R MR AR 1, D FE I
KDHRBMER B 2 b, £7o, 2D OREIIBIERE TRE(119 B) £ TITIEERICEE L2
MoTob OO, F OFEEE K OB TR L7,
BB A CII&R 5% 14 B THEBHEO M OBAGNBE SN2 L b, AR X
% RRFRRIF A D[ D R STz,

2) R
Hartley REEMTE/LVE »~ MIBIT DREEBN G T 77 ¢ 7% 2 — (ASA) iR, = H &7 )
7 4 7% ¥ — (PCA) R ENEUG e OENE~ w7 R TgE HUiREEARE A fRfE & L7 T » 1+ (SD)
2B % PCA #&Br, KOMEHIAILSEz K& 3 A8E 2Ty b ASA BHBRD
WTHORBRICENTHHURMEIIRETH o 72,

) NRERMDE
O3 IR R O M OV iR AR @ (TI-2- (3) 73 fRAER M) HE M) 2 2N EREEEOK 2 %
(6% M TN 3%) BN U 7= 2~ v 2 HEEIRINR G RFOmME L i L2 & & ZITRO 5
A A IR Y
6% 73R AEF DO KON 3% 53 A i@ % BN U 7= B BRI M 5 2 O T 18 I SR A
BWTEMEE R LT,

A BRI

-1



X. BEEMEHEICEHT HEA

1. FRFHIX5H
B K K WLSEEE R )
W) R -EAEOWLGFEIZLVERTA L
BRhESY  EAE

2. BAEME
20 mg/ 1mL 5| : 24 5 A
80 mg/ 4mL #54) : 36 » H
INAHEfRTR - 36 A

3. BERRETOIE
HIRMRAF

4. BRIFEWVWEDEE

20. RFWLEDEE
A ROTZD, EAEBHERITIAA TV EZFHICANTIRIFT 2 2 &,

5. BEAMRITEM
<TOhoLEy :HY
BERITERLTAR 2L
ZOMOBETTEM - HY
PR E T ERY A b : %/ 7 4 e-MR : https://e-mr.sanofi.co.jp/ =

—H% - AAE
—Ay U E XY TV AEEE 20mg/1mL, U & X Y T — L S EEE 80mg/4mL
I AT/ AP o >

e e T

7. EEEEEAA
1994 4 11 H 30 A (A 3 | T CTHIBITH LK



X. EEHMEIEICEY 5IEH
8. BERFTAPEABRUVARES. EMBLENSGFEAB. REHEBERHB
WFE4 SEIRSEARRAEH B TKBE S SMEAEIEAEN B | IRGERISAEA B
_ oo 20094 (CFi2147) 20094 (CFi2147)
y - 1/)?\\ E oA o
2 3% T =)V A80mg 6H26H 22100AMX01369000 9H 950
L 20094 (CER214F) 20094 (CERL214F) B
BT — )V FH20me 6H26H 22100AMX01407000 9A95H
< |74 >
WFE4 TESEAGRAEH A TKBE SMEAEIEAEN B | IRGERISAEA B
IFARFE4 19964F (CFRk84F) 19974F CERRIE) | 19974F (KRR 94F)
5% T LT 10490 20800AMY10113000 64201 620

9. MEXIIMREM. RERUVAEXEENFOEABRVEZOARE

2000 4 (R 12 4F)
ZIRE « DR DB
Ak HEOEHE
NIty

HTiE - AR OZLER « £

2003 4 (PR 15 4)

47 3H

: FoRE. BHSEECRE. DRBLE

cTHREARY Y A_— K 80IMHTARY YV ~X— |k 80

#H| T4 CLLF., BESCIRAT 18 » A 16 NECARFE 18 % A

IR TACLUR EOEORAF 24 % H 1226 NESEIRAF 36 7 H

8HBGH

FEHEE DT (20 mg BAD) : FAI(FEZFE1E L0 123.6mg0.59mL) 75 [24.4mg/0.61mL)
TRV (95% =4 /—/L) 1233.1mg/1.83mL] 7>5 [252.3mg/1.98mL|

2004 F (R 16 4F)
ZIRE - DR DB
M- HREOEH

2005 4 (SFRK 17 48)
ZhRE - ZhER OB

2007 4 (FRK 19 48)
BN DZE

2008 £ (*Fhk 20 4F)
BhRE « ZhR DB
R - HREOER

2009 4 (¥ 21 4F)
WR7E4 DI

2010 = (CFpk 22 47)
ik - HEDOEHE
2013 = (CFpk 25 4F)

IATERRIR DRy DIEH

1H19H
BB

87180
D E R
8H6H

CEH T8 HI 6 124 5 H |

8 429 H
R IRVA S

6 H 26 H

(2% 57— D (2% V57— L SiEETEH 80mg]
(5 2% Y5 — L% S EEH 20mg ]

11 A 16 H

LIRS INRBAGE.

5H 17 H

[95% % ) —/L| i

T

. BHEHE, DR

(AR ¥ /) —)]
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EEMEFIRICEAI HIEE

10. BEERR. FIEERAREABRVEZORE

R EWMEH B - 2008 4 (CERL 204E) 2 H 26 B (GEAZE 0226002 )
HEAEEREONE  EEEF UELE2HE I FANONAETONTRICHEY L,

11. BEEHM

6 4R 1 1996 4 (CFRk 84E) 10 H 9 H~2002 4 (ERk 144E) 10 H 8 H ()& T)

12. HEARFRICET H15H
A% L7
13. /EI—F
- JEAE T AT ALY | (B RS = — N e | VR MERAE
e UL 3 o1 — | Y 21— ) HOT (13#7) &= S 25 A a— R
2%V T — /L ER] 80mg 4240405A2033 4240405A2033 | 1091991020103 620919901
H 3% T —)V RiiEERER 20mg 4240405A1037 4240405A1037 | 1091984020103 620919801

14. RIRFHGRFLDIE
Friz7p 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).

MIEKR O &

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
intravenous infusion for 5 days, starting at the end of the cisplatin infusion. Treatment is
repeated every three weeks. Patients must receive premedication with antiemetics and
appropriate hydration for cisplatin administration /see Dosage and Administration (2.7)].

2.5 Head and Neck Cancer
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Patients must receive premedication with antiemetics, and appropriate hydration (prior to and
after cisplatin administration). Prophylaxis for neutropenic infections should be administered. All
patients treated on the TAXOTERE containing arms of the TAX323 and TAX324 studies received
prophylactic antibiotics.

Induction Chemotherapy Followed by Radiotherapy (TAX323)

For the induction treatment of locally advanced inoperable SCCHN, the recommended dose of
TAXOTERE is 75 mg/m? as a 1 hour intravenous infusion followed by cisplatin 75 mg/m?2
intravenously over 1 hour, on day one, followed by fluorouracil as a continuous intravenous
infusion at 750 mg/m?2 per day for five days. This regimen is administered every 3 weeks for 4
cycles. 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/m2 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)].

(2023451 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
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
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patients with metastatic gastric adenocarcinoma, including adenocarcinoma of the
gastroesophageal junction, who have not received prior chemotherapy for metastatic disease.
Head and neck cancer

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

MIEKR O &

4.2 Posology and method of administration
The use of docetaxel should be confined to units specialised in the administration of cytotoxic
chemotherapy and it should only be administered under the supervision of a physician qualified
in the use of anticancer chemotherapy (see section 6.6).
Posology
For breast, non-small cell lung, gastric, and head and neck cancers, premedication consisting of
an oral corticosteroid, such as dexamethasone 16 mg per day (e.g. 8 mg BID) for 3 days starting
1 day prior to docetaxel administration, unless contraindicated, can be used (see section 4.4).
For metastatic castration-resistant prostate cancer, given the concurrent use of prednisone or
prednisolone the recommended premedication regimen is oral dexamethasone 8 mg, 12 hours, 3
hours and 1 hour before the docetaxel infusion (see section 4.4).
For metastatic hormone-sensitive prostate cancer, irrespective of the concurrent use of
prednisone or prednisolone, the recommended premedication regimen is oral dexamethasone 8
mg 12 hours, 3 hours, and 1 hour before docetaxel infusion (see section 4.4).
Prophylactic G-CSF may be used to mitigate the risk of haematological toxicities.
Docetaxel is administered as a one-hour infusion every three weeks.
Breast cancer
In the adjuvant treatment of operable node-positive and node-negative breast cancer, the
recommended dose of docetaxel is 75 mg/m? administered 1-hour after doxorubicin 50 mg/m?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/m2).
In combination with trastuzumab the recommended dose of docetaxel is 100 mg/m?2 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 756 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? over 30-60 minutes.
For treatment after failure of prior platinum-based chemotherapy, the recommended dose is 75
mg/m? as a single agent.
Prostate cancer
Metastatic castration-resistant prostate cancer
The recommended dose of docetaxel is 75 mg/m?. Prednisone or prednisolone 5 mg orally twice
daily is administered continuously (see section 5.1).
Metastatic hormone-sensitive prostate cancer
The recommended dose of docetaxel is 75 mg/m2 every 3 weeks for 6 cycles. Prednisone or
prednisolone 5 mg orally twice daily may be administered continuously.
Gastric adenocarcinoma
The recommended dose of docetaxel is 75 mg/m? 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?2 per
day given as a 24-hour continuous infusion for 5 days, starting at the end of the cisplatin infusion.
Treatment is repeated every three weeks. Patients must receive premedication with antiemetics
and appropriate hydration for cisplatin administration. Prophylactic G-CSF should be used to
mitigate the risk of haematological toxicities (see also Dose adjustments during treatment).
Head and neck cancer
Patients must receive premedication with antiemetics and appropriate hydration (prior to and
after cisplatin administration). Prophylactic G-CSF may be used to mitigate the risk of
haematological toxicities. All patients on the docetaxel-containing arm of the TAX 323 and TAX
324 studies, received prophylactic antibiotics.
- Induction chemotherapy followed by radiotherapy (TAX 323)

For the induction treatment of inoperable locally advanced squamous cell carcinoma of the
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head and neck (SCCHN), the recommended dose of docetaxel is 75 mg/m?2 as a 1 hour infusion
followed by cisplatin 75 mg/m2 over 1 hour, on day one, followed by 5-fluorouracil as a
continuous infusion at 750 mg/m?2 per day for five days. This regimen is administered every 3
weeks for 4 cycles. Following chemotherapy, patients should receive radiotherapy.

- Induction chemotherapy followed by chemoradiotherapy (TAX 324)
For the induction treatment of patients with locally advanced (technically unresectable, low
probability of surgical cure, and aiming at organ preservation) squamous cell carcinoma of the
head and neck (SCCHN), the recommended dose of docetaxel is 75 mg/m2 as a 1 hour
intravenous infusion on day 1, followed by cisplatin 100 mg/m2 administered as a 30-minute to
3-hour infusion, followed by 5-fluorouracil 1000 mg/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.
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D : Drugs which have caused, are suspected to have caused or may be expected to cause, an

increased incidence of human fetal malformations or irreversible damage.These drugs
may also have adverse pharmacological effects. Accompanying texts should be consulted

for further details.



. SEEH

KENZBIT DEIFEA~DORGICETIRFIIUTO LB TH 5,
< KERASCE>

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?2) (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/m2,
corresponding to an AUC of 4.20+2.57 ug.h/mL.

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

PR
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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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