2024 £ 1 AQET (B9 hR) BAZREERDEES
87424

EERAVFIELA—Tx+—L

AAfRIREFIEIS 0 IF SoEE4E 2018 (2019 F£FFAR) (THEH L THERK

2%V A FRABMEEHA
BEAEFH FEI2XFwIEHE
FE2+4)b 2@ ER20mg/2mLl R AE—S ]
M4+ )V RiEEEER80mg/8mLI R AE—3
Fe2+ )V i@z i EHR120mg/12mLl R AE—7Z
Docetaxel LV. Infusion 20mg/2mL Hospira

Docetaxel LV. Infusion 80mg/8mL Hospira
Docetaxel LV. Infusion 120mg/12mL Hospira

#l e gl

&

5
ARG (L — RS OISEIC LY T 5 2 &)

#qH 0o KR H R S

Kt Z %)L il 20mg/2mL [ A B —F |
I 7 HEE ReZ 320K 21, 34mg (K2 %1148 L T20mg)

Kt Z %)L i 80mg/8mL [ A B —F |

o | E LA 7 Bl R 3RV K85, 35mg (Rt # F&/L& LT80mg)
R & 2t L SRR 120mg/12mL [748 A B —F |
LA T7AH BE FeZ S0k F128. 02ng (R4 %2148 LT120mg)
. W4 - 23w kTny (JAN)
- " B Docetanel Hydrate (AN . docetaxel (INN)
BFEARGEAFAEA B 20134508 H 151
iﬁigy’; %ﬁﬁgﬁi‘ ff HE SAMEAEIHELAEA B : 20134512H 13H

A 52 B 46 45 H B : 20134F12H 13 H

BOERTE 7 7 A Y-kt

7 7 A PS4t

Pfizer Connect / AT 4 )V« L2 T A—a
M & H & & O
0120-664-467

https://www. pfizermedicalinformation. jp

AR IF 13 2023 4F 12 ASGT OB RO TR HE S ZSET LT,
EHOMERIZ, MSATBAEN EIENERESR O ORI ERIR R N— U TR L T E I,



EELRA VAEL—T7+—LFIAOFSIZOME —HAREEFIEIS—
(2020 4F 4 AiET)

1. BERA VI E1—T+—LIEBOBE

PR RIS O AR 2 B HR & LC, ERAEELTASCE (BLF, I/mE) 2355,
PEEEEL CIERD « JEAIRISE O EFRAEFE D B L5 e IR O EE ISR AT AT 288
Wik, IR SCEIC R SN TR 2 AT 5 ISR E RSN E RS AN H Y, RS EDE
FIFMMYE (LT, MR) E~OFHROBIGERSERIC IV IFERZMTEL TETND, ZOF
WCMLEREREEROICAFTTL2OOEB Y A R LTERLBA VX Ea—T4—5 (LUF,
IF EW§9) MRt LT,

1988 AEIZ H AT ARG (LLF, BREK) FINEE 2 /NEB DS IF ONLERHT, IF fldikk,
IF FEHEEZ RE L, £ D% 1998 [ HIp 37 E 3 /NE B 43A%, 2008 4F, 2013 4F1C H K=
HIFREB SN IF Ll EHOBGT 217> TE T,

IF FC3E4E 2008 LAFE, IF IXPDF HOE 7 —4 & L TIRET 2 Z EBNFERIE o7, Zh
2L, B SCEOTERUETNH - I HAICWET ORILT — X 2B Lz IF 00t
INDZ L Epolz, BHRO IF 1%, EEMLERESR AN (LUT, PMDA) OERHEIEL G
B DO~X— (https://www. pmda. go. jp/PmdaSearch/iyakuSearch/) IZ TR I TW5, H
B TIL, 2009 4E L 0 BESLS O IF O @A RETT H/kE LT A4 ¥ Ea—7 +— L5
& EREL, fe 0 IF NRMCEEZ T 2EEMABHRE U GENEE - LTV 5,

2019 FE DR CEFLHEEOLE T Ao, [1F Fodi B 2018) NAFE I, 4% TEFEAE
AL DIRFEE RIEUTEENCBI T D204 KT A > ) ([CBH#E T 2 1EREM D72, F DO EHIM A K E
L7,

2. IF &l

IF 1% TUSASCEEOBEREME L, EAR - RS OEREEFIC L > THEEBICLER,
EH GO MEEFD - O DGR, WITRF DI DOIEER. A= O, B35 005 E 4
D= D OIEH, HEWRBE T T O D OERENERN SNTREW R O EIR LT E S L
T, BB EEEE A KT L, FAIARLE D 72 D12 Y 3% B 3 5 o & A 58 U RGE I D 5
WAER R ORI 2 KHE L TV D524 & kB ENLERMT B b,

IF SRR 2T HEYIE B R SEHE L7z IF FRdi I YL L, — 5B Bish & B & KGR O %
PR OERNFEE SN D, 7272 L, BEAEOWEZEIZED 5 b O K ORI HAE B 35T - I -
FEAE T REFHEEIL IF OREFHEL IO, S0z 5 & RERAEN SRSz TR I,
FIURE B H2NEHE -« W7 - BRREM T2 & & bIlo, REARMZEEATLILD LW I RBEE > &
ZHiEE LTWD,

IF ORMLIETT —F 2 AL U, BEEAETORKITIMETITR,

3. IF OFAIZHT=>T

RO IF 1%, PMDA O ER A EELERRR OS— VIS TN E SN TV D, REE
T TEELA VH Ea—T 4 —LMMEROFTH X | (206> T IF ZERL - 292523, IF OJit
RAEE 2 EFEBGICARE L TWDIEHRS IF /RN FRdk LB ME R I W O R 3
DMRE~DA X E2—ICLVFHER OPRNERZRESEIF OFHAMEZ SO LLERH 5,
F7o, FERFGT SN AR EoEEZSICET 2 FHEIZBE L T, IF BWET S b £ Tofix, #
AEENRUET DUGTARZH NI LI SCES, &5 WIS OEEMFERIBI — v 2%
X IRAFIMSER ST D L L b, IF OMHICHT-»> Tk, B QU SCE % PMDA D& 3K
b ERE AR T AR R DX — VU CTHERET 2B H D,




B, MEMASCLEEEOBEOEMLEHINTWD V.5 BERE < IXII. &%
B, TXITL. %) BT 2HEEZIIREEZZIT TORWERNEENDIZLB3HY . TOHDY
BN+ ETRETH D,

4. FAICEBLTOBER
IF ZHEEBIZBOWTRPT ZENTERWEEMERFE LTHEH L TWeEEwn, IF
X HIRIOEFE 25T T, Yk BN ORNENRTE X IIME IS #E o A B FENIERK - #2525, E3K
i B D72 OFEMTE R T D L ONLE-SIT 228, Fhdl « RIUTITEHK G, ERESREOM
B AN OV B ORISR B I O L S A I e AR AR BT A KT 1 o SUK
Wa—K A7« 7777 4 2AEOKIKE —EREZ T S5 25800, REHFRRIEEEI T4 R
T A T, RAGBISCAGRA O FEZIZ BT A WA W T, BESREN RS N D
DORDIZJGTCTITI) ZEITELEZZARNEEINTEY MREADA X Ea—H L ORAE
Ry, FHBFE LY IF ONBEHEEITIREEOTHDZ L ERBRL TR RTHIE
B, BEEEENOH LN DIEROFIAOBIEZ MR L, £ OREBMEZ RikE | ERBIGIC
B DEIEMHE MRS D 2 SIXEARIOARBE THY  IF 2R L CHEEE 2L ICMESD B

DIZ L TWTEFEE 20N,
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[. BIZICEHY 5EE

1.

2.

R DRERE

REZ X KIWEI—a v F A FIZEINCOHTDEA T T AT A OHIEMHM TH D
10-deacetylbaccatin M ZFERHE & LT 1984 AR ENTEEPIC XY UV REAT L
X VA RRNEHEEGEECH D, XV ALEMTHL R0 EIT2—7 ) Vv OES L
L. BEBMNEEBKT HE LB, ZOMBEAZMET 5, £72. MaNICB O TIEENIZ
B NE R AT 5, LEOIERNC LV . Ml ko2 ais 1k S8, JUEEh R A= RHE T
Do

R & %8V SRR 20mg/2mLI AR 2 ¥ — T || F& & /L 0 §HERK 80mg/8mLI AR A B —F ||
Rt & 8L mil e 120mg/12nL [FRAE—F ) X, 77 A4 P—A& (HARAE—F - Uy
NUBRASH) PHBEBERSE LT, e, BIF L, ERERE 0331015 5 CERL 1743 H 31 H)
WZHS X B A ORBRAIEZHRE, ZEMERBREZ %5 LT, 2013 4 8 HICRLER KT & S
L. 2013412 ALY EfiL7z,

SO BERFEE

(1) s, FE/mpafiogs, B, SESEHEE, IPEBUE. BB, R AR, AR O 2hhe S35 R
EHLTWD,
(TV-1. ZhREXITZE DHSMR)
(2) ERAREWEMAE LT, ERiE, >a vy 7R - 777 0 7% — 3H, TFAL, IFHEER
=AM, MBS, B, O A, BRI M NEEEEERE (DIC) . BB 2 1L,
BB, Bt RIGR, KGR, A Lo A, QUEFPRIEEREGERE, SR, REREIREARE
B (Stevens—Johnson JE(EREE) . T a2 & BEIEEIARIE (Toxic Epidermal Necrolysis:TEN) .
ZIALEE, LF R —7 BiKIE, 20 - R, OAREEZE, FRIRIAR ZERIE, JRRYYE
PURIPR ARV o R A 5y WAEERE (STADH) | EEFE 72 1 INREE ORI | A& % RIEARREE .,
DU PR D A D AR RSP EBIRE | Radiation Recall BIRS#E ST\ 5,
(TVI-8. EIEH) DIESH)

I BEEICBE4 25 HA 1



3. HADHKFHFE
(D) AFNIT VI v 7 ARED [FHRFAELOERBA TH 5.
(Mv-1. A OEZH)
(2) 20mg/2mL. 80mg/8mL FHAZHNZ T, mHAED 120mg/12mL THIHHIZ TWD Z Lnn, e
MR, AN X 2BFEOBERMEZBMHKS L ZE 2 65,
(Mv. ®HNEIT 2HHE ) OEHSH)
(3) 77A Y —t (IHARAE—F4) MEBEOA L 3T A4 M *&hi LIz A T AZHH LT
W,
(MV-10. #4s - 0] OHEBMH)
XA aT A M BREIEEE DL R &8 T A
4ODAT v T EFETCHREL WD,
1) BEHFEHE, A T VB
2) Blox )7 TT L% AbfF
3) A TIVIKIE I B %
4) T 4V AHE AL
Frarf o "ElETZEICLD, 30D AT EET D,
1) NATNREOHRETDAANC L DBEEDOY 27
2) WEikWE, ¥ FREDO AL TIUEEO U A7
3) AT IAEBRRED T T AT R0BEAITR O Y A Y

4. BEGAICELTAMIRNERHE

WIS @M, REHHEE T 1 T 1 5%
RMP

BIMD Y 27 F/METEE & L TER SN TV LB
BuEHEE T A R A

PRI oo R4 B S TEE N

XA b, BRI

b b b > ﬁf
1%’ 7%’ 7%‘ 1@ %%

5, AREHRURE - FALOHIRER

(1) Bt
M L

(2) RE - FEALOHREE
AL

6. RWP m#iZ
%Y LR

I BEEICBE4 25 HA 2



[I. 2%ICE95EEB

1. R34

(1) #n4
Kt & %v /L S Ei ik 20mg/2ml TR A B —F |
R # /L i 80mg/8nl. [ A B —F |
R & &L S 120mg/12mL TR A B — 7 |

(2) *4%
Docetaxel I.V. Infusion 20mg/2mL Hospira
Docetaxel I.V. Infusion 80mg/SmL Hospira
Docetaxel I.V. Infusion 120mg/12mlL Hospira

(3) ZDEE
— R LD
(—4+HE+a8+ 4] )

2. —i4

(1) & (&Fai%)
RNt &%tk (JAN)

(2) #4 (fWfik)
Docetaxel Hydrate (JAN) . docetaxel (INN)

(3) AT L (stem)
—taxel : taxane >& DHLEM: I E

3. HEEAXITTRHER
HsC CHsO
HsC (0]

II. 4T 5EHE 3



4 HFARUDFE
L5F2 1 CyHeNO,, + 3H,0
431 1 861.93

5. ItZF4& (&R X[EFEE
(15,285, 3R 45,5k 7S,8S, 10/, 13S) —4-Acetoxy—2-benzoyloxy-5, 20—epoxy—1, 7, 10-trihydroxy—9-
oxotax—11-en—-13-y1 (24, 35) -3- (1, 1-dimethylethyl) oxycarbonylamino—2-hydroxy-3-
phenylpropanoate trihydrate

6. A%, A%, BS.
MR L

=111}

CEES

II. 4T 5EHE 4



[II. A5 (CEI9 5IRE

1. YELEFHEE

(1) 448 - 1K
REZACOREEOHR R TH 5,

(2) BfEME
I N VP AF VRNV LT I RITH /—)b (99.5) [T, A%/ — Xy 7 an
AL ANTRREET T, KITIHIFE A LB TR,
(28) RuH v LOEFERBICRT 2

Vs A lg ZVRNT OIZET DR (nl)
NN AFRLLT IR 2.08
T ) —/L (99.5) 6. 97
AB )=l 18. 69
A= =5 % % 28. 03
K >10000
(3) WiEtE
MER R L
4) M= (HER). FL. BER
ZUER R L

(5) BAEHARREH
DR L

(6) HERF
LR L

(1) Z Do E RIS
BENTE (o) ) : —39~—41° (Bik S OMEEAICHIEL L= b0 0.2g, A% /—/L. 20nL, 100mm)

2. AMHNDERERTICEITEREN
%&:J: Ofﬁj\ﬁgﬁqéo

II1. BRI 5 HE 5




3. BYHS OERRARE. TEE
R BRI
HE T REeZXvLKNY)) OMERRRIZE D,
(1) RN TR B I E v
(2) AL AT S RIE R

AESRA
HE T ReZxtnrkfom oEEECLD,
k7~ 777 04—

II1. BRI 5 HE 6



IV. ®HAICE9 HHEA

1. Flfiz

(1) Ffz DR A
e Sl

(2) HEIDHEKR O

W4 Rt % X2 SR | FE2 30 SEEER | N2 0 Stk
20mg/2mL AR A —F ] | 80mg/8mL [RAE—F ] | 120mg/120L [RAE—F |

PR EE O~ TN A VEA Dk
pH 3.0~4.0 (KA1 0g 27K 10mL [ZIEN LTz L &)

Cev s 1.2 #11.8 2.3

%1 : AHAl 20mg/2mL, 80mg/8mL, 120mg/12mL % & FLE IV ABREIEHE 250mL (ZIRFN L7 & X 0 EH
BRI RET 5

(3) #HAla—FK

A L

(4) BHE OHIE

MvV-1. (2) WAIOANE R OMEIR ] ORI

(5) Z it

TSI O F5 8 h D RFER 2 SR O A 1 K OV AR

A ER

V. ®HZBI+ ATEE




2. BE|IOKERK
(1) A% GEERS) OEERUVHMA
WA, R4 % %L S s e Kt & &L S iR K& & &V S EER
- 20mg/2nl, 7R % E—F | 8Omg/8ml. TR AE—5F | | 120mg/12ml, A E—F |
e LA T L LA T L 123 T L
e
8mL 12mL
HE FeXZ3brKiw | BE FeZswkiW | BF FeXS2AK08
BRI 21. 34mg 85. 35mg 128. 02mg
(FEZ3E/1E LT 20me) (FEZx%/1 & LT 80m) (Fe&ZEe1d LT 120mg)
AU Y L~_— | 80 AUV L~X— | 80 AU YV L_— |k 80
520mg 2080mg 3120mg
KT H ) —)L KT H ) —) KT H ) —)L
N 0. 46mL 1. 84mL 2. 76mL
WA i ! ) ! i "
~ 7 1 a—/ 300 ~ 7 13—, 300 ~ 7 13—/ 300
1186mg 4744mg 7115mg
WK 7 = PR WK 7 PR MEK 7 o R
8. Omg 32. Omg 48. Omg
(2) EREEDRE
PMER e L
(3) &8
M ER e L
3. RHBABEREDHEBRUVER
M ER L
4. Hif
AL LR
IV. #ANZBI9 A EH 8




5. [BEAT BAREED H DKW
WD A~D OIEBFWE OIRAN AR E L TEZLBND,

(0]
A. 1,713,.IOB-trihydroxy-9-oxo-513,20-epoxytax-11-ene-2a. B. 1,78-dihydroxy-9,10-dioxo-54,20-epoxytax-11-ene-2a,
413a-triyl 4-acetate 13{2R3S)-3[(L1-dimethylethoxy) 413 triy] 4acetate 2-benzoate 13{2R.35)}-3[(11-dim-
carbonyljaminol-2-hydroxy-3-phenylpropanoate] 2{E)- ¢}, yiethoxy)carbonyl] amino}-2-hydroxy-3-phenylpropa-
2-methylbut-2-enoate](2-O-desbenzoyl-2-O-tiglyldoceta- noate] (10-dehydroxy-10-oxodocetaxel)
xel)

® uc cH0
HC” N0

C. 17a10p-trihydroxy-9-ox0-54,20-epoxytax-11-ene-2a, .1 7g-dihydroxy-9,10-dioxo-54,20-epoxytax-11-ene-2a,
413a-triyl 4-acetate 2-benzoate 13-[2R35)-3{[(L1-dim- 4134-triyl 4-acetate 2-benzoate 13-2R35)-3{[(L1-dim-
ethylethoxy)carbonyl] amino}-2-hydroxy-3-phenylpropa- ¢thylethoxy) carbonyllamino}-2-hydroxy-3-phenylpropa-
noate] (7-epi-docetaxel) noate] (10-dehydroxy-10-oxo-7-¢pi-docetaxel)

V. HFNZBI+ 51EE 9



6. HEDEEEHTICHITHIREN
FEHIRAARER (25°C. MHXHREE 60%. 3 M) OfER. Nt X /L iR 20mg/2nl 7R 2 &7
— 71, FBH XA 80mg/8ul (R A —F ] KO REH X2/ Sifiiik 120meg/12mL
[RAE—F ] @ OTHERE FICBWT3EMEZETHD 2 EN/ERENTZ DY,
(7 74 ¥ — NG

BF DL EERRICE T 2REFEHEROHIEEE

1) &4 XE/ailEdEmE 20mg/2nl, [HRAE—F

RAFZRAE

PRAFIHIH

RIFIERE

ABRIEH

B S

FIRAFAR

25°C. 60%RH, Y

36 % A

e HEH AT T A
NA TV

MR

TR BR TLC

pH

ENIEE LY
ﬁ%ﬁwﬁ%

e+

MUEERER CERE)
PR &

i)

TR RFVY

Bk

PIPEE

40°C. 75%€RH

6 5 H

e HE AT T A
NA TV

[ERIN
TR ER HPLC
TR TLC
pH

RIBPERY)
YRVERRL T
T H )= Ve
MUEEER CERE)
Bl

R =

& &

T RbhFyy

6 » AT
BB O
MAFRD &
niz

B Y

60°C. ¢

14 B

BES
(25°C. 120 7 lux *
hr)

10 B[

uv
(25°C. 200watt/m?)

7 HH

BT T A
INA TV

[EEIN
IR L)
ﬁ%@wﬁ%
TE &

MR G E)

HixmE o
HA N 2338 &
vl

V. HFNZBI+ 51EE

10




2) FE&ZXv /L ERiEk 80mg/8nL AR A —F |

PRI

PRAFIIE

RAFIERE

BRI H

ES

IR

25°C. 60%RH, Y

36 % A

BT 7 A
NA T v

PR

TeRakBR TLC

pH

ENAIEE LY
f%ﬁwﬁ%

&’

iR (EEwE)
A &

piiiae)

TR RS

BRI

sk ER 2

40°C, 75%€RH

6 »H

e E T T A
INA T IV

PR

fifeR8a5R HPLC
fifeRRRER TLC
pH

ARV F
RERVERCRL 1
X ) —VER
WIERER EBWHE)
T

BRI &

TE &

TR bhFTV

6 % HTH
M E DY
INAFRD &
ni-

B Y

60°C, WS

14 B[

AR
(25°C., 120 7 lux *
hr)

10 B[

uv
(25°C. 200watt/m?)

7 HH

BT T A
ATV

PEIR
REAVESRY)
N PERORL
R

MU RER CEEWE)

Hixmy o
AN 2 3R
5Y1%-

HixwmE o
b VIR )
KT RRED
5y 4%

V. HFNZBI+ 51EE
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3) FE&Fv/ ik 120mg/120L (R A E—F |

PRAFEAT

PRATIIH

RIFIEZRE

ARBREH

ES

IR

25°C. 60%RH, Y

36 % H

BT T A
INA TV

PR
TR BR TLC
pH
RIATER Y
f%ﬁﬁﬁ%
/:EE

J=EA
HiERER (EEwE)
A &
R
TR RFTY

BRI

sk ER 2

40°C, 75%RH

6 5 H

AT 2
AT IV

N
FesB 3B HPLC
Terd iR TLC
pH

ARV FL )
ARV T
TH ) —LER
MEERER EBWE)
M

A &

e

TR bhFTV

6 » HCTH
&8 o B
MR 5
ni-

B Y

60°C, N

14 A

AR
(25°C., 120 /7 lux *
hr)

10 B[4

uv
(25°C.,
200watt/m?)

7 HH

M EA T Z A
NA TV

PEIR
IRl
AN -
ﬁiﬂﬂ

I==N
FUEERER Gl E)

Hixmyg o
N2 3R
5Y1%-

HixmE o
bV )
KT RRED
Sy 4%

1. ASRERVBERROZEL

ELbots

S R R D T
(1) AHEFEAREDOR D N VR-AZFERICHEH LN &
(2) MEEZERFECHRERDY, EHIZ 250 X 500ml. O (CEEEEIR I 5% 7 K 7 HHR)

LR LTSS 2 &,
(3) Al & DIRFEEITORNT &
(4) AN EEAHE LTS8,

(TVII-11. @M EoEE), [XIT-2. Z0MoBEER DOESER)

VSRt D%
R L

E S L REOWK TN Z &, £, BB
A LIESEITE, EHICEREOWKTHRWET Z &,

V. HFNZBI+ 51EE

12



8. ¥l DERAEL (MELFHEL) ¥

(1) pHZEEpEER

=7
#& pH
e (A) 0. Imol/L HCI e B#h
FRAR #kF pH XX . A8
B) 0. lmol/L NaOH

(B) mol/L Na ZEEA ol B
Kb & % L 5 S i 3.25 (A)  10.00mL 1. 36 1.89 | A
120mg/12ml. TR AR —Z | ™ | 3 96 (B) 10. 00mL 12. 63 9.37 | MEfayEE

KD 10v/v% KSR IZ DUV THIE L=,
V. HFNZBI+ 51EE 13




(2) WMBERWEHEEDEALILHAR
#  FEZFVILOES & 80mg DEH ZAbaER O RBR R

AN
RS | R | | s | A | o | oawe | a8 e | 72w
me | WA | BG | BE | BE | BE | EE
g | wm | ww | mw | me | e | e | e
KR S 2B L
250mL pH 3. 46 3. 46 3. 46 3. 47 3. 46 3. 44 3. 44
PN =N
(ig’fi) 100. 0 100.0 100. 0 99. 8 99.7 99. 2 98.9
e | me | WE | ®a | WE | W | Ik
N THE TEE "R TEE RN T
KA N 916 201
(5%) ORI Eibd Y
250mL pH 3.49 3.49 3. 48 3.49 3. 47 3. 47 3. 47
PN =N
@faﬁ%}:) 100. 0 99. 8 99. 8 99.7 99.6 93.7 —
WE | BG | EG | EG | EE | EE | A
am | w | we | we | we | we | ww | ww
7 XTI
0. 75mg pH 3.75 3.72 3.73 3.73 3.72 3.72 3.72
PN =N
(ig’fi) 100. 0 100. 2 99.5 99.9 99.8 99. 3 99. 2
WE | BA | BG | BE | BE | BE | EE
SR IR "HE THE "EE "EE "HE TEET
fEe XTI
o 15HOmg pH 5. 47 5. 47 5. 47 5. 48 5. 48 5.51 5. 52
P =N
(ﬁfaﬁii) 100. 0 99. 8 100. 0 99. 8 99.6 99. 3 99.1
WE | BG | EG | EG | EE | EE | A
am | w | we | we | we | we | we | ww
HA b UV EAGY |
3mg pH 3. 60 3.59 3.58 3.58 3. 57 3. 57 3. 57
P =N
(ﬁfaﬁ%}:) 100. 0 99.9 100. 0 99.9 99.5 99. 3 99. 4
WE | BA | BG | BE | BE | BE | EE
s | wm | we | we | me | me | @ | e
5 Ka 2B L
TEHR 6. 6mg pH 4.83 4.80 4. 80 4. 80 4. 80 4.81 4.82
PN =N
(ﬁfaﬁii) 100. 0 99.9 99. 8 99.9 99.6 99.1 98.8

a) : FESRHTH L7272 & BRAFER) 1 3EM Lo 72,

Iv. ARSI 5IEE 14



#  FEXXEILOEAE 200mg OFLEZALRER O R R

N
IR el REATE H g% 1 FFR | 4 WSRD | 6 B | 24 BRRE | 48 BERS | 72 HERY
piiEd) (A, (A, i) piiie) i) (A,
I TERA bl bl V& A TEEHA ek VB A
KEABTE B L
250mL pH 3.26 3.25 3.26 3.25 3. 24 3.23 3.24
A EHL
[N
' 100. 0 99. 6 99. 2 99.7 98.5 100. 4 100. 0
FRATH)
=g flEd) flEd) fl=Ed) fliEd) fliEd) flEd)
R 48 e & beess besls A & HA &
N3 i %ﬁ“ - - T E L - -
(5%) E R [
pH 3.30 3.31 3.30 3.31 3.28 3.28 3.30
250mL ——
(=R
' 100. 0 100. 5 101. 1 101.6 100.5 99.9 100. 2
=)
e, flEd) i) FLiE) i, kL | PSR A
I TEERA bess bess AR T HA Mr Hr
7 UERE 2B L CERSY N N o))
0. 75mg pH 3. 44 3. 42 3.41 3. 42 3. 40 3.39 3.39
PN =N
[ =N a) a)
! 100. 0 100. 9 101. 0 100. 0 102. 1 — —
(FRATH)
e e e (5, e L) e
VEH VEH VEH V5 VEH V5 VEH
Sag Rk N ] beEns {ﬂ/\ ;iﬂ 5B 5B e
b s B L
I
pH 3. 90 3. 87 3. 86 3. 86 3.85 3. 86 3.85
150mg — =
[N
' 100. 0 100. 6 100. 0 98. 1 100. 7 99. 3 100. 5
=)
e e ) fliE) fliEd) fli g )
I TR bess bess T HA T HA T HA bess
HA bYNAE B L
3mg pH 3.33 3.33 3.33 3.33 3.32 3.33 3.31
A =N
[==EN
' 100. 0 99.1 99. 8 99. 4 102. 1 99. 4 98.9
GRATH)
e e e L) efn, ) e
P4x ) PR VB A VERA 5 VA 5 VERA
FhRa £ N (AP
TR 6. 6mg pH 3. 80 3. 80 3.78 3.78 3.77 3.78 3.77
AN HL
(=N
' 100. 0 97.9 98. 1 98. 6 98.0 98.3 98. 1
(FRATH)

a)  FERPBHTH L2728 | FRIER) 1IEm Lo 7,

Iv. ARSI 5IEE 15



9. At
B LA

10. Rz - A%

(1) EEMNARELGRS - 88, NENFHKRLES - SEICHT H1ER
L7

(2) %
(R4t )L aiEesTik 20mg/20l T/RRE—F] )
LA T
(FE42 X)L a#Ees ik 80mg/8nL ITRAE—S] )
LA T v
(FE42 Xt )LEEST®R 120mg/120L T/RRE—S] )
1A T

Q) PREE
RSN

4) RHEOME
NA TV BEEFER T T AL TV
=W /= B = R o)) Vs N
S G ARIN N R = I il P
FrazA s MEE R —Rr—
FrarAr M7 gV THPEAR Y AF L — b

11 BRRHEN D RS
MR L

12. Z0fh
MR L

V. ®HZBI+ ATEE 16



V. BRICEII SHEE

1. EEXIFHE

4. EERIIFER
Osl#=
OFk/INiiRa sz
OB¥E
OEETRARSE
OlR&E#E
OrEE
OFEKE
OHRITILIREE

2. MRERIFHRICEET HEE

5. PMBEXIIHRICEET HFE
(FERE)

5.1 KA DWA R ML EIRIEI BT D AR L EVIIHEL STV,
(L AREE)

5.2 EREEB AT o UFEBE|IMEDBH TR G5 2 &,

V. 1BRRICEEd 5 IEA 17



3. HERUVAE
(1) RERUVAE DR

6. AERUVAE

ZhEE I35 FHE R OV &

FLyE HWE AT A LE, FeEZ2FEL L LT 60mg/m* (REREFE) % 1K

e N RN L BT T 3~4 IR A3 5, 723, BEOREBIZ XV i#E

GRi] HHET D2 L, 2770, 1 R E A 75mg/m* &35,

SHSATE I

I B Wi AL H 1R, ReEZXELE LT 7T0mg/m’* (REER) % 1
LA BT T 3~4 R CARMEEET 5, 7ok, BEDRIEIZ L Vi
TEHET5Z &, 72770, 1 E&EHEIE Tong/n® &1 5,

BB Wi AL H 1R, ReEZXELE LT 7T0mg/m’* (REER) % 1

T AN L BT T 3~4 IR CAufifiE 3 5, 723, BEOREBIZ XV i
HHETHZ &,

RIS Wi AL H 1R, ReEZ 3B LT 7ng/m’ (REER) % 1
LA 23T T 3 MR CAEEET 5, 2B, BEORREICLVET
WET 5L,

(2) RERUVAEDRERE - 1RHL

LR L

4. RERUVAEICEET HIE

1. BRERUVRAEICEEY 5FE

1.1 KN DOFGAZ ST > TE, FRISAH O HERSIE F TH 24 PERE O LI o E L,
Fe 524 B O4F PEREAN2, 000/mn’ Kiifi ThIUT, FHEZIEHT L5 &,

1.2 AR OBGEPHENT D & BHMHA LB HODONOIBENRH LD TEET D Z
Lo [y 8.1, 9. 1.1, 11. 1. 1]

V. ImRICBET 5IHA

18




5. ERERAUAE

() BET—2N\vHyr—
PMER e L

(2) BFREBHR
AR L

(3) ARRIGERMER
LR L

(4) IR
1) BRI
KR L

2) REMHR
MR L

(5) B - HERHR
U L

(6) AEMEA
1) FRABRERE (—REARERAE. FEEARERE. ERARBLRAT). 2EkTkT—4
AN—RAE. WERFTERBRABRONE
AR

2) RBEFHELTERFEDARIIEERL-HAE - HBOBE
AR ANA

V. 1BRRICEEd 5 IEA 19



(1) Zhith
(FLE)
ERNEEASE 2 tHER R ER
A xR & LTI IEERIEBIC L A% 2 MERRRERC, FEX X/ 60mg/m* DHEE 3~4
MIRIME T, 2 22— AL FHIMCEIRNIE G- LT-. REZ XA 02885 (G MRkt 5245 139 )
1L, 48.2% (67/139 B) Th o7z, ERBWERIZ, 137 B, BT 89.1% (122 #il) . AR
67.9% (93 f51) | Hols - NG 60.6% (83 f3) | FEEN44.5% (61 %1) . THI25.5% (3541) . A
N2 16.1% (22 fl) ROVERE 15.3% (21 ) Thot-, FREKREMEE T, Ak
98.5% (135/137 f31]) . AFHEREED 95. 6% (130/136 i) KROAA~EZ & B Uil 61.3% (84/137
Bl) THo Y,

(E/NHERaAhERD

EREREAE 2 tHERRER

/KRR il & kP & LT IFEMRIEIC L 2% 150 2 tRERIREEBR ©., kX F& /L 60mg/m* D&
Z 3~4 HHFR T, 2 2— XL EBEMCEIRNEE G L, @B R (50~70mg/m*) L7z, KEX
XN O (HIMEMAT 56 150 1) 1%, 21.3% (32/150 ffil) ThH -7z, ERRIEAIL,
149 B, B 81.9% (122 f3]) . BAEKRIE 56.4% (84 ) . EEEREIK 43.0% (64 fl) . ¥
BN 42.3% (63 f1]) | Hols - ME 34.9% (52 f51) . FHI15.4% (23 f5l) K OVEE - FEoR 16.4%
(23 41) ThoTo, ERERRRAMBFIX, BMmEREGD 95.3% (142/149 B) | AFHEREGE A
96.6% (144/149 ) | FRMERERE 67.8% (101/149 fFl) . ~F 7 v v 54.4% (81/149
%) . LDH % 20.8% (31/149 1) . 77 I U BE 20. 1% (29/144 f]) | ¥EHEE 19.5%
(29/149 f) | ALT k5 15.4% (23/149 ) . AST L5 12.1% (18/149 f5i]) K TX y-GTP HH
10. 1% (15/149 f5) ToH 727 ¥,

(BERE)

ERNE&EAE 2 HHERRAER

B G L LT IFERIEIC L 2% 5 2 FERRRERC. M ¥ ¥ &/ T0mg/m* O &% 3
MIBEC 2 22— A DL B CHRINIE S L=, RE % 3B OB (G EWERNT <S5 49 1) 13,
20. 4% (10/49 f5l) TH -7z, E7BEWEMIE, 49 B, 35 89.8% (44 fil) . BAKAIE 73.5% (36
Bl) . THT40.8% (20 ) K ONEL36.7% (18 6i) Th -7z, T/RBEMRAEMRT L, Ak
Pl K OV FRERER D 23 49 B Fh 2451 CRR & B, /s 28.6% (14/49 f1]) e OGS B4
ERBUME 18.4% (9 #1) Tho7=

(FEHE)

E %% 2 ERER R

TE ARG & U7 IEERIEIC & 5 %M 2 MR T, FE & %10 Tong/n? 0l R 5
b LT 3 ERIEECROK 6 = — 2 B CHIRNEE G Le, Kt 2 SR L ORME (RIS
B132 1) 13, 31.3% (10/32 ) Tdote, EARBIEMIE, 33 B, BB 93.9% (31 H]) | i
72.7% (24 1) | HE% 69.7% (23 B) . FHCRIE69.7% (23 B) KOUFH 60.6% (20 ) Tib
o, LB, AR 97, 0% (32 5) | ~T 21 LD T2, 7% (24 1) |
U L SERIBUDSE 78.9% (26 ) L OUBMERT HERIRAME 18.2% (6 1) Tdote

V. 1BRRICEEd 5 IEA 20



(BILAREE)

OERNEREAE 2 tHERKRRER

RVE RIS RIS IR B CF G ORISR O H) 23t e L7 L F=yr ok
OO FOIEERIEIC X 2% IE 2 MEKRR T N ¥ 8L Tong/m® BERHIRNEZE S (3 B
Ll R 10%A4 70) SHu, B (AN st 46 43 1) 1% 44. 2% (19/43 ) Th -
Too FERBEIWEAIZ, 43 i, BT 88.4% (38 fil) . BAKARHE 65. 1% (28 i) K UYEF7 53.5%
(23 f5i]) T. Grade3 LL - CITLFHERIAD Z LDV 14. 0% (6 i) Wb o7~ E/RERER
BERFIL, AMERBAE 97. 7% (42 1) | 4FPERBUE 95.3% (41 1)) . U 7 BRI E
79.1% (34 ) KON CRP H#80 48.8% (21 #]) T, Grade3 LAk CIrxFsEWELLHERIE 16. 3%
(1B WH-o7=1,

Q@ims\ 5 3 MERREER

RIVE U ARISHERR RIS IRE Gt G ORI IE O ) BEEZXRICT L K=Y T 7 v
F=yuv r EOPFHATIZI bV bu v 2xtBE L LEIEERIBEICL D58 SHIEKRRBR T, K
T & XL Tomg/m’ H 58 (Tomg/m” & 3 MM CHARM G- L. &K 10 1 7 1) | 30mg/m* §%
HRE (30mg/m* % 5 BHEGENEE CHARNE 5% 1 BIRIE L, F&R5 A 27 L) OFIMELENES
PED IR T S v7e, KX F 'L Tomg/m* BeG-1E (A MEMEAT 541 335 f51)) 1%, *FRRAEE (2
N ho G A MERRAT RIS 337 ) ICH AR AEEHMBOEE AR L Y,

WL EE 3 AHERER  (TAX327 iRBR) (23T 2 2E1F IR ES - 2 alihd

Nt & X2 L& 58 NN AV N2 N i
(n=335) (n=337)
AFHIRIHfE (A) 18.9 16.5
(95 %015 $E X ] ] [17.0-21. 2] [14.4-18.6]
NP— Rb 0.76
(95 %15 5 X FH] ] [0. 62-0. 94]
P fii* P=0. 009

*k N— 2T A L DEE M N Karnofsky Performance Status T L7-J@5w 75 o 7 MiiE

K& % %E/L Tomg/m” & b5 UT- 2 ksl g5 332 fild, 1RMBIHSED SO ERIT 1 B
(0.3%) Thoto, EREIEAIZ, BiE 216 ] (65.1%) . SEHMHEEREE 142 #] (42.8%) . L
118 5 (35.5%) T > 7=, Grade3 L EOFILETIIEHERIK 13 1 (3.9%) BEbEn-oTz,
F 7o, BERREMEEIC OV, AL I L7z 328 #lH, Graded LA EDEe b DIk, fFHER
Wb 105 1 (32.0%) . FMLERIEAD 79 6] (24.1%) . Al-P EF- 3861 (11.6%) STh-o7z ¥,

) AFNOEBENTZHELOCHAREIILTOLEBY Th D,
Ly, #mm@mr HE. SHSHERRE
EHE. RRAZ L H 1A, %t&%t»&bf%wm(w%ﬁﬁ)%lﬁ%uimmf%4ﬁﬁﬁﬁﬁ

Eﬁﬁ&#é B, BEOREBICL D EEHEBT2Z L, 2720, 1 EREAEIL 5ng/n® &9 5,
ISR
EHE . AL H 1A, %t&%t»&bfm@m(w%ﬁﬁ)%lﬁ%uimmf%4ﬁﬁﬁﬁﬁ
MRS D, B, BEORBICEIVEEEE T2 &, 72720, 1 ElEkE AT 75mg/m* &35,
ﬁ@r TE R

\E . RAZ L H 1A, bt&%t»&bf7mym(%ﬁﬁﬁ)%lﬁﬁuiwifa~4 GG ERS
HEETET 5, B, BEORBICIVEETRET S Z

HIJJ_H%JJ‘
WE. RAIZT A 1A, bt&%t»&bf?Mym(W%ﬁﬁ)%lﬁﬁuiwifa 2 ] 11 b ~C i
BT D, 2B, BREOREBICLIVEERET D2 &,

. IBEICE T A TEE 21



VI. EHEEICREJ HEB

1. EEZMICEEHHLEYRITLEYE
N7 U xR
EE  BE O H DG ORRESUTNRTFIL, B OWMICEEZSZRT 5 2 L.

2. EBE{ER

(1) ¥EREML - YERBEF
REXXEVETF 2a—T7 ) COEGEREL, BERBNEEZALT DL LI, TOBMESZM
i35, Fio. MBEAIZBWCIIEEBIICEE 2MUNEREZERT 2, DLEOERICE Y | Hilao
BARDHEEIEESED W,

(2) EDNEZEMITEHBAE

P 2

In vivo \ZBWT, FEZIE/AIT~7 A0 MAL6/C FE. MAL3/C . MA44 L. Lewis Jilifslc
%L R e teE/EM A2 R Lz, ZoMice FEEmakk (MKN-28, MKN-45, KKLS) . b b
PREEERE (OVCAR-3) . b MESEEE (H-190, H-204) . b M FE AR (AN3CA) . b RE1SZIE
B (DU145) %512 b HUEES N RNZBO b TWD, In vitro IZBWT, REZXFE/MI RV LE
v P388 MR A T 2 XM E &2 7Rk L7223, B o7 b7 o iR & OV 4 B A
FRICx 2 R XMHPEITRRD SR o7z 190 10 20

(3) RSB - FHE
LR L

VI, WS B4 A IHH 22



VII. EWEEIcBy H1EH

1. MREDHR

(1) h# LA mRRE
AR L

(2) BRRFBRCHRESNIFRE
1) BEEES
EN O S FEE B 24 FIZ KX FE/0 10~90mg/m* & 60 43 LA b7 CHL[A] SR B RN
G U7 b & mEh AT TR L 72, Rm A RE (Chu) KON AUC) o 34 5 B
R L7z *,

2) REES
WEHh OB FE [ T B 24 B R 2 &)L 36mg/n’ %2 1 @B, 75mg/m? & Y 100mg/m* % 3
A P B C B AR R RN 3 55 U 72 & & | REORARENIE 61~ 120 Rl T o 72 & O MR H
2 26)o

¥ REZXE/L 35mg/m’ O Tomg/n’ 25 SN BEICB W TIIYEEG#%, WS 100mg/m? 2 #%5-
ENT=BFEITBO TR G 30T 2 B B O 5% I1CHIE S - mighEEIc kS HH SN,

(3) s
LT L

4) BE - RAEOXE
VII-7. fHEAEH ] OHESH

) AFOARRSNZHAEROCHARIZL TO LB Th D,
I, FENMRaAE, B, SHSHEE
WH. RAIZTH 1E, ReEX$ELELT6e0mg/m* ((KFKiHFE) % 1 BFFELLEDT T 3~4 HEMRT
REFET 5, ok, BEORBICIVEEREBT 22 L, 2720, 1 E&E&HEIT T5mg/n* &35,
PNELE
WHE, RAIZTH 1E, ReEXFE0E LT IT0mg/m* ((KREFE) % 1 BFRELLEDNT T 3~4 MR T
REFET 5, ok, BEORBICIVEERMET L2 L, 2720, 1 E&E&AHEIT Tomg/n* &35,
RIEF, B0
WHE. RAIZTH 1E, ReEXFELE LT T0mg/m* ((KREFE) % 1 BFRELLEDNT T 3~4 MR T
S ERET 5, 2B, BEOREBICIVEENET S Z &,
AL
BE., RAIZTHE 1B, ReZXEAE LT ng/n® (RREE) % 1 FEMLLE2T C 3 W R T A
FEd s, B, BEOREBICIVERHET S Z L,

VII. #E@EhreicBlJ 2 IHB 23



2.

3.

4.

EMRERB/NT A —4

(1) fB#TFik
LB L

(2) IR R
LB L

(3) HEAREEEHR
BEERR L

W HUF5 TR
LG L

(5) $HEHE
LR L

(6) EDft
AR L

BEH (REaL—Lay) @i

(1) AT
LB L

(2) 135 4 — 2 EHER
AR L

IR AR
HEERR L

VII.

W EREICB T A IEE

24



5.

(1) i —RREEFTER
DR L

(2) tE—HAEREPLEBYE
AR L

(3) Rit~OBHT
AR L

(4) BEADBFT
DR L

(5) ZDHDMEH~ADBITHE
HEE~ 7 A2 R 2 2002 BEFFIRNE G L2 & & TS O R 72 8ES « HER #0072 5511 7353
DO, TSRS T DR (t,,,) 1E 20hr LAETHLONESS « MfRICHA~Eno72 19,

(6) MIFEAMBEER
100mg/m* Z 60 43 [ HA AL R AR G- L T2 AMEL A OASTEE RS 3 BV T, REZFEro
MR AFEAEE R Lo s 2 A, Mk T 8 K £ TOMEIZB T 90%LL ETho72 2

1) AFNOERBSNTAEROCHAEIZIU TOERY Th 5,
FgE. RN, B, SHSTEE
WHE, RAIZTH 1E, ReEXFE/LE LT6e0mg/m* ((KRFE) % 1 BFHEILLEDNT T 3~4 HEHMRT
REFET 5, ok, BEORBICIVEERMET S22 L, 2720, 1 El&E&SAHEIT T5mg/n* &35,
PR
WHE, RAIZLTH 1E, ReEX¥E0E LT T0mg/m* ((KREFE) % 1 BFFELLEDNT T 3~4 MR T
RFFET 2, 2k, BEORBICIVEEREET 22, 2720, 1 EE&SHET T5mg/n® &35,
RIER, B A
WE. RAIZLH LB, ReZE%E/LE LT 70mg/n® ((RRMmAE) % 1 KL E2NT T 3~4 MR T
RRERET D, B, BEOREBICIVEERET S Z &,
AL
WBE. RAIZL A LB, ReEZ¥XELE LT 7T5ng/n® (FRmE) % 1 REMLL RN C 3 HEE MR TR
FiEd s, B, BEOREBICIVETRHRET S Z L,

VII. #E@EhreicBlJ 2 IHB 25



6. fea

(1) ARBERL B UM SRR
FeZxteridFoT /Ao Fr—Bickvgbaz= g iiEan, e M7 ny—2%2H
W= in vitroBRBRIC XV . ZORBHTIZ CYP3AM NG L TWAH B D EEZ BN, 2B, FEM
B OFUEE D FITIT L A ERO SN noTz 192 2

(2) RBICEAE5T 58F CYPF) OnFiE, FE5X
TVI-6. (1) REHEBALK OERERS ] DIAS M

() NEBBHROERRVZOHE
AR L

(4) KEYOFEOHERVEEL., FHELE
BEERR L

1. B
HEERR L

8. hSURR—5—IZHT HIEE
AR L

0. BHHICLHBREE
AR L

10. BEOEREAT HEE
kR L

1. £t
AR L

VII. #E@EhreicBlJ 2 IHB 26



VIII. &2t (EALDOZESF) ICET HIEE

1. EHERBELZDER
1. B4

AFIDBAERHEEF (Dose Limiting Factor, DLF) [ZiFhikiELTHY .. FFIDFERIZLVE
B EEIE (EITHREKED) | EERPEFOEELEERRUAR EDRERRBENEET
ERORTHNRH 5N TS, LEzA> T, FEZSTHALEEEL. BEBICHARIET
EHEEMRICENT., NAEREEIC LTS - REBZF DEMDL & T, AFIDREHE
PEHB SN DEBRIZDOVWTDHAERT D &, £z, TiENEFICIFIRE LAVWGEFICES
DERZEEICTI &,

- BEEGEHIHOHDLEE

- RRPEEEHFLTVSES

- RREALBRLEEOREDONDES

BEOBRRICEILISL, BEEXEZOREICEDIERUVEREZHSHBAL. REEZBTHLE
5952¢&, [2.1-2.3, 7.2, 8.1, 9.1.1 3]

2. EEARLZTDEH

2. B2 (ROEBFIZIFHRE LGN &)

2.1 EEEHMEOH 2 BE [EERMESEIPR L, s t83H5, 1 [1. 3R]
2.2 BYEEZEOF L CWDERE DEYYENHEEL, Bae o2 en3d 5, 1 [1.2H]
2.3 BEEA URYUED DN D BE [BYYENE L, BmmE 22 t03b %, 1 [1. 2]
2.4 REIOIAR Y YV — 805 A MAN K L EERBEUEOBEERED & 5 BE [(AFNIIARY v
N_R— R 80EEHT D, |

2.5 ISR L CW D AEEE D & D &tk [9. 5 &R

VITI. 224t (EH EoEEs) B4 5HEA 27



RY Y _— |k 80 EAHESA] (2015 4F 2 A BIAE)

[l

119

X DAL AR R

XA YTV S ETE 300mg

212

AEENRA Al

T im E 150

239

T DO LEE

L — RAAMEER 100, A > 7 Y %3~ BS s EHEH 100mg NK) .
7oA A R EHEN 150mg

245

B AR Al

v - AR A BIETIEN KRR 40mg/ImL, 7 2 h- AN AB
ke KR 50mg/bmL, A Y Km o 7F 2mg, AY¥ Ko o 8mg, Vv
T u R

248

A HLE Al

RE T KSR

249

F DD RN
(Hik Ve K% Ete)

Ua—7 U SREFAXY N 11.25, Va—7 VU U yEHA1.88, Va—T
VS 875, Va—7 U U HFy b 1.88, Va—7 Y EHNAF
v 1 38.75, Va—7ul ) UEEEFFAY > b 1.88mg INP), U =2—7
o LY R TES S v b 3.76mg NP, U a—7 0 L U G TS
Ay b 1.88mg B3, Va—T7 L) UEEEENAS Y b 3.75mg
kxRN

311

B2 I AKRUDHA

o B hae—AE 0.5, B e —LiE 1

317

BAEZ I VA (B4
VA - DIRAEHAIEZER)

F—=YIMVE, FAAT Y - VFE XAT I - v AFVERM B
2= MEFY b

325

BT X R

TR AR B, =R AN 2 B, R AL 1 iR, AN
V2R, TAh ) v 1 BEiK, ZAA Y v 2 5ie, TAh) v
3 HHlK

339

OO Mg - A A

77 EEHR 75, 77 ESNR 150, 7T CEFHRM300, 7T v oY
5B, TTv )Y 150, T v Y M300, S AT v TE 25, /A
Ty B0, S AT v 100, /AT v SYE250, T 4 NI T AT A BS
HETBugy VY INK|, 74 NVTTAFABSH 1500 g >V ¥ INK],
TUNTTAFLABSE30ug vV Y INKI, 747 TAF 4 BS i
5ugP VoY [T 74 VT TAFLABSTEL0ug v Y [F8
TUANTTAFLABSE3Oug vV Y [T, 74 NVT T AF A BSE
Bug VI [BFH), T4NVTTAFABSHE150ug vV vy [£F
Hl, T4NTFTAFLABSE3Oug > VoY [BFFH), TA4NTTAF
LA BSHE T ug VY IR, Z4VT 5 AF 5 BSIE 150ug vV oy
[Fl, 74 NVT 7 AFLBSHE300ug vV Y [Fl, 7407 T AF A BS
HEBug VP IR T4 NVTTFAFABSHE10ug v Y 4
YRI. T4 NT T AFLABSHE300ug )Y TR

395

1 5% A

T U RT VA LSRR 2.9mg, 77 TRV 600 T, T F NV UE
1200 J5, 77 F /32 4 2400 J5, 7V B33 600 J7, 7V b8 1200 5
7V kXY 2400 5. B LA A 200U, B LA AEER 400 BAL, S
7T WA bR bmg, ~ A AV A LS EHEH 50me

399

AT /Y B S 178 (R
I 3

A 7 U AR FEMA 150mg, = AR—EHK 750, = AR—EFHEK 1500, = A
R—VEHHE 3000, = AR—7EFHE 750 VU Y, = AR—EFHK 1500 Y
VY, TAR—EERNEK 3000 >V Y, = AKR—F FH 6000, =AKR—FEF
FH 9000, = A AR—J2 T 12000, = 2R — 57 T 24000, = A AR— 2 T 6000
Y)Y ZAR—F T 9000 V) Y = AR—FE T 12000 2V
T AR—RTH 24000 >V Y, =R F TN T7 7 BS ¥E 750 YUY
[JCR), =AR=F 7/ 77 BS i 1500 >V > [JCR), ZHRZF T )b
77 BS #3000 >V > [JCR), =AR=F > 7 /7 7 BS & 750 [JCRJ.
TRTF T NT 7 BS ¥ 1500 [JCR), =HR=F > 7 /77 BS 7 3000
[JCRJ, /L h= 21 10 BAr THET), v R=—K F¥ 50mg >V
VU, AT T—F R 4bmg V)Y, b2 I FE 20mg VU Y
0.4mL, t = I F TFiE40mg >V > 0.8mL, XA 7MWK bug I3V
VU RATERK I0ug TV Y FRATERIE 15ug TV Y,
FATEHE 20ug 77V 0y RATERK O0ug 77V RA
TR AOpug 75300y, XATERE60ug 7TV 0P, FATLE
K 120ug 7730 vV, FATEHK180ug 77V ¥
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TSR,

[EhEES

421

T L LA B

T X =)V ERE A 100mg

424

PO IS AR 1l 5 B

= FAR Y NETEFHE 100mg T % A 3 —]), = MR Y R AR FHER 100mg DK,
T hAR Y AR 100mg M2 K], = bR Y RAGE#EEK 100mg SN,
N7y R 100mg, 7 A7 v ME 100mg/bmL, # X Y 7 —/ VS s A
80mg. # XV TF— /L HEEBEN 20mg. UL X XY T — L ST
20mg/ImL, 7 > % ¥ Y 7 —/ L SHEE 80mg/dmL, R& & % &/ mifiFiEig
20mg/2mL [H 2 K|, K&¥ X8V SiliEER 80mg/8mL [V K], F&%
LT 80mg [H3 7). FE& XL EEHEM 20mg [H 370,
R & 2L SREE 20mg/1mL THK), R4 % ¥ /L AT 80mg/4mL
HK]., FtZFeAAHSHE 20mg/lmL (73 7 7], FEZ3® /L 805
7 80mg/dmL (47 7], Fv&XFv/AAMHE 20mg/ImL (58], Ft
2 X)L Rl FRE 80mg/4mL [7 /%) K4 X &L AHFEE 20mg/ImL [ b
— U], FEZFE/VAEEE8Omg/4mL [ h—T ], F& &% & /LaiiifiEik
20mg/1mL TNKJ, Rt &%t/ ifiFfiik 80mg/4mL INKJ, FE&F &1
RIEFRER 20mg/1mL (47U A |, R& & X' /L ilf# ik 80mg/dmL 7
A 1. REZF 2L 8RR 20mg (VU1 |, KB4 XL 805 EH 80mg
VUL, V=7 Z T 60mg

429

Z DAL DT %

U Y x4 i 10mg/mL (100mg/10mL) . U ¥V % 4% > & 10mg/mL
(500mg/50mL), 7 —E 4 v 7 AEHIK 100mg . ~— U /L SHEEFIER
25mg. N7 U DA ML 20mg, 7 —¥ 7 AIEEERK 100mg, T —F T8
TEFAEIR 1000mg, A7 ¥ —R EilEHE 20mg, 47 ¥ —R SiEFHE 100mg,
7 Kt b U A SHEHER 50mg, ~ 7% ¥ LA T ERE 30mg

430

TR PR SR

7 K AT o —/- 1 131 5K

631

U7 F

AFNRY AR AR TE, A 7% HA U7 F 2 TdbEE— =48
ImL, 4 V7 NVZ P HA T F > THRBRE =420 ¥ 05mL, > 7
NZYHAT T THERE—=3) > U 2 025mL, =4 A7y, =¥
BNy 7 TR, T—Z VIV KERERHEY U Y, 7 LG —138 KRR
W

634

i B

7 KA MEHA 250, 7 R hESHA 500, 7 KXo hESHA 1000, 7
RFoA hESH 2000, =2—2 %A F FS A A& v hE 250, 2—T %A b
FS XA A+ v MEB00, 23— %A b FS A A& > FE 1000, 22— %A
k FS XA At v FiE 2000, / RE7 2 HI ##EH 1mg, / RNk 7 2 HI #F
M 2mg, /ARt 7 v HIEEH bmg, /A7 HI#EH Img >V v,
JRE T U HIFHEN 2mg vV Y, JR® T HI#EH bmg > U v,
JARET L HI #EM 8mg v U vy, "7 4 7 AFEM 500, X7 4 7
AR 1000, N7 4 7 A 2000, N7 4 7 AR 3000, /R
=4 MEVEM 250, /Ao MFEM 500, /A=A NEREA 1000, /AT
A NEFEA 1500, / A=A MERFEA 2000, A=A REEA 3000, A E
v NT 20%F% FiE 1g/5mL, A B b 20%5% FiE 2g/10mL, /~A B2 b
7 20%8Z T 4g/20mL, 31 7 v v MEAFHER

639

Z DAL D AR R

T 7T AT SRS 80mg, 77T AT SEHIEN 200mg, TV T LT A
WHEM 400mg, 727 T AT FiE 162mg vV Y, T T AT FE
162mg A— b A PV Z—, A LA MEEM 81mg, A L% — AL 35,
F—TA = 7ESFH 250 51U, A —7 A = 7F§H 500 5 1U, 4 €71
7Y EREEIEN 26mg, A 7z i EARL 7300 51U, A Tz
#DS300 5 IU, A3 7 =u i DS600 5 IU, Y VU U ZHHE 300mg.,
N VARZ T 45pg, NHVAKETEIOug, ST ALTHE 180 g, X
Ay ba R TFEM 50k g0.5mL H, X7 ba & TFEM 100 4
g/0.5mL H, X7 A hr v FEH 150 1 g/0.5mL A
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3. MEEXRIFBRICEET HFE £ ZTDER
(V-2. ZhEEIIZNRICBAE S DR 22T 52 L,

4. AERUVAZICEET 5 FELZTDER
V-4, AIEROHEICBEETERE] 2238BT52 &,

5. ERLGEAMIE L X NER

8. EELEARNIE

8.1 EEIEHEMENESMHEEICEZ 20T, FRROJIIEETSZ &, [1..7.2,9. 1.1, 11. 1. 1,
11. 1. 153 ]

- B HZRITHENC R A (MIRMRES) 217572 L, BEOREL +ICBETHZ L,
c FRICEYYE O FRBUC TR L, P ERED . CRP ER- REEOR AR T 52 &,
s KENOEEEAZ 37 > TILG-CSFRIFI O 2 HIZBE L T ZEET 52 &,

8.2 MMEERIR BT AT S TWVRWD T, MR BTk L ClIfhoTaisE 42 ZE T %
zk,

8.3 AFNC X ZEERBEUERN S LOND Z ENHDHDOT, FHIAFIOFE L OF20E H O #
BRI, B8 2+71217 9 2 & WBUERIIAA OB G5-BRENOESUNICEZ 5 2 2013 H 5
DT, AENBEEBRLAR IRFRNIAERN A Z A v (IE, RS oT=41) 7 %1TH
7Rl BEOIRREZ Ho0IcBlgi3 5 2 b, EEABUER (PR REE, &SR, R,
MR, %) BRO ONTEAIR. BEHICARORGZFRIEL, @URAEEZITO 2
Lo el HEETORBUERS BB LIIEGNCIX, ARz FERGLARVWZ e, [11.1.2, 15.1.1
2]

8.4 D - RERZFRICKIT DBIBR 2 +2I2(TH 2 &, L X ITLALE, MIEET, &R, BiE%N
bobhdZEndb, [11.1.65HH]

8.5 HELHEENLLOND Z ENH DD T, HEEREDOMHEICER L CBZEL H214TH 2
Lo [11.1. 3]

8.6 HEREEENSLLOLND I ENH DD T, BHIEREDMICIER L TBZEE2 212175 2
Lo 9.2, 11.1.45]

8.7 HEHEMEMENEEEEGEAE (DIC) B LbNDH I ENnHHDOT, MMk, MmiEFOPHE, i iE
747 =T UREEOMIRREAEEIT) Z L, [11. 1. 75
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6. RENDEREHIHBEHICHT IR
(1) &BHHE - MEEFOHDEE

1 B6HE - BEEZOHLEE

1.1 BfEisloHsEE

EREMEIAHEEL, SERRMESEZIR T BENARH S, [1., 7.2, 8.1, 11. 1.1 5]
9.1.2 MBEMMAIIHREEDHDEE

JERAEIE L BENAH D, [11.1.5 5]

9.1.3 ZlEOHLEE

BEEEEIELIBZENANH D, [11.1.13, 15. 1. 1 ]

9.1.4 7Z)La— LI BB L ESE

AR & 53 DA IIEMZIC L 0 E 2 T 5 2 &, RRNTER & LTk 7
—NEEHETHIZD, T/ — LOFEMRER~DOEENR b LbNABENLH D,

9.
9.

9.2 BHEEREEAE
BEEL B IS AIBZFNNH S, [8.6. 11.1.4 B

(3) FrelzEEE

9.3 MFtREfEERE
AFIOMAPRRED EF L, BHWEARB HOobhodBZNnndH s, [16.1.2, 16.4 ]
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(4) 45EREEHI 5E

9.4 AJEREZEHT HE
9.4.1 UTORICHEETSZ L, [9.5, 15. 28]
BB H T > I, IR T RWZ L 2MERT D &,
RS A AREMED H D BEITH LIRS LAanZ L &R T 5, a2 TRET5
Baix, AAIDHEOMERE, IMILOREFICEEL 52X D AMEMENR S D 2 & &+
22L&, Elo, FAIERGH R OEREEG%2 5 HRIZRTREE T 2 2B K ONE B
PRRHEIE IO W TCRAT 5 2 &
« RFNEG- AR HERE SN2 GA b G A IITE LI G2 i35 2 &,
9.4.2 EREATRE/R MO BE ST D MENH D HAITITMERIC T 2 B2 BB 5 L,
P IEER (TR, Ty b, A X) ITBWTHREFEERREO LN TN D,
9.4.3 BT, AAIEG R OREKKEG% 1 5 ABICBHN TR 7L (2> R—2) ZHWT
WELE S B MEEVEICOW TR 5 2 &, [15.2 2]

< figgn >
9.4.1, 9.4.3
CCDS™ (Company Core Data Sheet : {REHHET —H > — b)) GETITHS & | BT K OB m A B
BT D IERME 21T O [l 38 (¥ %V 7 — /L EHER /Y 2 7 o iEXSth) E DA ZTD |
WET L7z,

MCCDS : B E DA LEFEZAFKT DBRICERE L LTV D -BERIETH 5, ZRMEFRIZINA T,

RRESUT RN R LK O & P R O IZ B 2 £ DO HR A Z T TV D, 728,
RO EMERREZEME, I L. S OMRPKBREND L 5 ICBRUETSh D,

(5) 14w

9.5 147

B0 AR L CW D RIREMED & D MR35 LenwZ &, @R (7 v ) T - IglR
BEEAEH ., IR O AR OFE - FEERIE e T2 R T 5T RO LT\ 5, [2.5,
9.4.1, 15.2 &H]

<fRRL >
CCDS* EFTIZ IS & | EAE e OB ARTEMERABRIC B I D I E MR 217 O Rl — R 38 (X %Y 7 — /bR
HEER/ Y 7 A Rt LoBEZIY | BGT LT,

(6) #=FLim

9.6 RELI®
BRI LW EREE LY, BER (T v b)) TP ~OBITAEE Sh T 5,
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(1) MR

9.7 NR
IR b G & U T R IRRRBR I 350 L T 7y,

(8) &tnE
9.8 minE
BITER OFEBUER L, &G E O 58I %‘?“ 2L, BED & bbb HaIci,
RHE, B G-Il OIER A DY R ALE 21T 5 2 &, —fRIC s TIIEBEERENE T LT D
1. HAEEHA
10. fAEEHA

AL, T & U THEMAREHEESE CYP3A4L TRI#INDHD T, KEEFEOIHMEL
EHFHT LA ICIIERELTRET 228, [16.4 2]

E/
-5

VSR S

(1) HtREZEREZFNDER
BEESH TR
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(2) HRFELZEDER

10.2 BtREE

(ftRICEET S L)

[11. 1.5 &H]

FH BRAER - FEE Tk B - SRR+
L DHUENE IS BRI EORIER N E®RT 2 2 &2 d | I MImEEN 2 A3
0T, PFRBEZAT O HAICIE, BF |5,
ORREZBEE L, BET 20 XUTHRGH
fRaitk4 o2 L,
Tl R R AT IR E & P LT 2 B3 TR | #7 A~

g 23 B s Z LD, B
HEEATOHEIE, BEOIREBEZEIEL,
iz 200 b T HEITIE, AHIO
B K Ot R & v 197 % 7 L U)
IRALIEZAT D T &,

BRI EORIER NIRRT 5 Z 03 H
% OT, PERFEEAT O BB ITiX, BFED
WREABIZ L, WET 20 3035 MR
PIERTHZ L,

LT HBEIEIER 2 A5

o

O

T =L R E A
S aty— LA
asll) I G w A= GV N
A N.S==
V. Y uaARY
V. IV T A

BITERR B H oD ZENBEZADLN
Do

ZR B DOHEHKINS CYP3A %
R el N el e e
DFAIZLY, FeEX Xk
ORBPBES L, 20
WRELLTREZ SR
OMHPREN EFIT 52
ENEZLND,

8. SIEH

11. BlERE

WORNER D 8 o152 L 3l 5 DT, BEE ATV,
EHIET 57 OB ETO L,

REDRD NG E T HRE

(1) EXGEIER & DHER

1.1 EXGEIERA
111 EREHH

)

PLM BRI (BHEEARI) | AMERTD (97. 4%) | 4 FRERISID (FEEMEAF BRI 2 5 T0) (95.8%)
~EZBrEVRED (63.8%)  M/MEAD (14.3%) FRbbbHOID,

[7.2, 8.1, 9. 1.1 &
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11.1.2 a9 P8R (0.1%) - 7F+F747F2— (0.3%)

EWL PRI, SUE SRR, MR T, MEEamk, BBE0va v Z7iER - 7F 7 4 7% =0
HobhbZ bbb, [8.35MH]

11.1.3 &E. A4, FHEEES (BEARH)

FE, A4, AST-ALT - Al-P OFE LW EAZOEERFEENL LDONDZ LB3H D, [8.5
2]

11.1. 4 2HEEE 0.1%)
AMBEESEOEERBERENO DN ENH D, [8.6, 9.2 BH]

11.1.5 RIEMM% (0.4%) . FHfRMEAE (BHEE )

R EZ DR L Q2 B CRBROEERIER (HiRE) Rbbbnd 2 endb b,
[9.1.2, 10.2. 15.1.4 ]

11.1.6 LDFZE (0.2%)
(8.4 ]

11.1.7 #FEtOnERNEEERE DIC) (0.1%)
(8.7 ZM]

11.1.8 IBEZEF (0.1%) . BEBEM (0.6%) . EMMEXER GEELRH) | KE% 0.1%)
BES. mhifn, T, FHRIZEOERN S b oG alid#k 52 F k3 5 7 Cib) e du@E 217 9
&,

11.1.9 4 LR (BHEFRR)

11.1.10 2HER(REGEREE (GEEAR)

MR PR ESE N A DTG, #2357 EEU R AEE21To &,

1111 2R (R
MIE7 I 7 —PHEEICRENRD bNSEAICII RS2 I+ 574 CEURLEEZTH 2 L,

11.1.12 REIERAEIRRE (Stevens - Johnson EIRE) EEARH) | hEMERKIETMAE
(Toxic Epidermal Necrolysis : TEN) (BEEREA) . SHAN BEERHA)

B AEIERRAEWERE (Stevens—Johnson SEMERE) | HEMER ESERARIE (TEN) | 2SO
KAEVE - BHEMKRBERH SN Z ENH D,

1113 D2 URF—F GEEA) | FKE GEEARH) . FE - K&RIFE (0.7%™)

D R —F BiKE, BEA RNV —UEET DMK, KGO EE R - AR 0
HEENTWS, [9.1.3, 15.1. 1 ]

1114 DEEE (FERP) | BIRMEESRE (BEAD)

11.1.15 BepfE (2.3%™)

PRMAE, MiRZE ORPLENHE STV D, FEXIIIEE L2551, BHIChER O S-
LEOMUIEEITO 2L, BANZRGE LEEERRICB W T, B EEAE (T0ng/m?)
TR BE (Tomg/m?) £V HIBYUIELEORBIEI G N @ -T-,  [8.1 5]

11.1.16 RRARILE O FEES WIS (SIADH)  (BEEEAH)

RIRBEMAEZ LS KT B Y v AffE, JRFPFT B Y 7 AP ORI, &8, EiEESOME
KRB LN HEICIZRG 2RI L, KOBROGRE#ED)RUEEZITH 2 &,

11.1.17 EBELGORNXRFOMER BEERH)

11.1.18 mMEX BEERH)

11.1.19 REHREET GEEARH)

11.1.20 mEEDRE HBEEORMEEEEEE (L RH)
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11.1.21 Radiation Recal | IR& (JEE )
1) Grade3 L EORIWERNDAEE A FIH Lz,

(2) ZDHhDEI1EH

1.2 20t EIER

AN ) SO

50% LA F 5~50% A 5% At BEEERE
Sl B IR LTI 11 o TN = NG~ L0 7 N O = I e £=1: 21 o1 N <
P, R Bb, HR, ONEE | ER. Leo<b
IR AEUE T LR — FER O PERG, WAL
FERE JiiE 22 B RA . NVRE O | g, T RERE
HIEE, £, A, N | B, RE=Y 7~ b
R, JVF A N | —F A SREERREA
THRE) 1k
FEAH - PR R L Ohu SER . ek, Y| fEIR
bR DFEN, B
PR, OEERE, HS, R
. AR
iR AW, BRE, W | WEEE (D ko

Lo, MR LR
EPAZE, HEBETRIE

5 PR . BETTR L A5 0
KT - B, H
e,

S

Jhie AST+ALT- ¥y —-GTP-Al- | AE U L E v 5
P« LDH L&
R ek EAK, K*Na+Cl+ | Z7VLT7F=V LR,
Ca DELF BUN E& | JR¥E, MR, ZIR, #H
TR
V6 B MFEART, fE B
IR, EhiE. SR
) I PRI SE, IHEEZE B% | g
ik
Eqolih B¢l s FEEN EIE, REE - | BRZE. IR, MR, | K
TT I AGE | 2B, BUR, .
CK L3 S, 1ETY

LR, FEhdiaE, BoRE, SHSHECRE. OREUM. RiEm. FEEBLR ORISR Z SR E L
EIPATH] - %1505 2 FRERIR AR TR0 b BITERICE S R L7,
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9. BBERBRERRICRIZTHE
PREZ LTV

10. B=%5
PRE I LTV

1. BRLDOIE

14, EHRLDZEFE

14.1 EXFREBFOIE

14.1.1 KHN L EARED R D b & -V AIZFRFICER LNz &

14.1.2 VERZEFE CTHREEY . EHIC 250 T 500nl Ol (EFRAHE XL 5% 7 K
BEIR) E IR LIRS 2k,

14.1.3 fihl & DIRIFEZITIRNT &,

14. 1.4 RRIDBEFBIZAE L2HAIZIE, BEBICAmEAOCEZEDORAKTHRWRET Z &, F72,
JEICAT 3 L7233 A1iE, EHICEZBEORK TRV Z &,

14.2 ERRSEHEOIE

14.2.1 ERANEGICBR L, A MEIMCIwND & HEHEAICHER - B2 B 242 L 0H
5O TIENMAE MmN VWK S (#5452 L, £72, LRNCRRE 238 U 2 S
VTR DEALICAR 2 B G L2GE . DRIOESBMICRKSEB/RET D Evola, Wb
W% [Recall Bl NRDLNIZEDOMEND D,

12. ZOfDEE
(1) ERRRERAICEDCER

15. 1 BRERERAIZE D 1R
15.1.1 SAEIZB T 381135
AAHN D 1 Al Kk FEHE % 100mg/m* & L TWARCKIZBW TR | RIEORBERK O EEE N
B < VRIEN QN BUE R O A B E LT, BIBRE AR VE VAN L ARG Thihv T
W5, BifhE LTI, 7F% P AZ Y (16mg/H., 8mg 1 H 2[0]) %% KAOEGHIHID
3 ERM., HMROEETLZZEREELNE SN TWD, 2B, iS22 3206 L7 ERICB )
Th, BERBEIE (TF745F>—3av27) CEXAREHNPRESNATNS,
Flo, BHEICBEAL I TO LS edftEnd 5, [8.3, 9.1.3, 11. 1. 13 BHE]
« AH| 100me/m? Z 3 F IR CAE RN G Lz & 2 A, Rt G5 2% ) B8 CIaBaM
BrEE (Pdfl) & LT 818. 9mg/m? Lh b, ST 72 R TIE 489. Tmg/m? DL EHE - L7- & X (T
FIEOFBRNEL IeoTz,
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AR OEEEZ RIS 5 & FEITR LTRSS, WREIETEAOFRB L, 3kg UL EOKE
HWINZELE S REMED S DIZR DA D 5D, BIHEOZ R E X ED 2RV, EIUTHiK
iE K O BEZ2 5 T B,

15.1.2 HNETOREEEEREE~DOERE
SENCBWT, AFKl 100mg/m” Z 3 WM CAMFIRNESY Lz 2 A, M7 Ah Uk
277 A —EEE (EFEEERO 2.5 U 1E) 245 M7 027 I —ERE (EFE RO
L5 fFLIE) B3, gmf ey ve @i (ERER ERLLE) B ICARE &S Lo h.
EELRFIWER ORBCRIEA OB « BERGEO LT\, s S ZRITERIL, Graded ®
I RERID . EEBWEL PR . RYYE, EE e/ MG EE e NS, M ONT RS
ZRED BREERE TH Y | IREBEEOLRIENHINT 2 L EESNTWD, [9.3 2]

15.1.3 AHIZ BMBE S U728 B 5 WITAR] & oo b EE Ao i Mt i 2 O L7
T, AMEAImE, BRI AEGERE (MDS) Zo RMEEMESE N RAE L OMEND D,

15.1. 4 ERNTOIR NI 22 35mg/m* O 1 \EHEY (1B 1 [ 35mg/m?, 1, 8, 15
HE&E, 4 HEICERYIEL) 12X 55 2 MERRRERIC I W) T, MRS 48 il 6 FilZFR
o, [11.1.5 BH]

15.1.5 FLE OB LR IEIZ B 2 AN R REBR IZ W) T ARAI & th o friErkfE g4 & Of
U728 RIS TREUIZEB W T H B Mk L CTWOERNHmE SN Tnd (3.9%
(29/744) | BEMMFIAE : 96 » H) .

) AFNOER S N7 1 EHEIL 60, 70 KT 75mg/m* (KEHFE) ThH D,

(2) FERRARFERICE D {1

15.2 JEEREREERICE D < 1R

F v A =— AL AE —OYNEHREEF MM (CHO-K1) % W 5 Y @A RV TR
PEFBBIEMA R N~ 7 2% A0 S/MERBRIZCB W OMEBERIER A HE ST D, [9.4. 1,
9.4.3, 9.5 /]

<fifgn >
CCDSHELRTIZHED & | BT M OB R BRI T 2 B 217 9 [Fl—p 3 (# XY 7 —IL i
THER/ Y 7 o &) L oBAEZEY ., WET Lz,
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IX. FFEREREAERICEE Y HTHE

1. FEHER

(1) EXhFEEHAER
[VI. BB HTHE | OESMR

(2) REHFEBHR
LR L

() ZOHOEBHE
LR L

2. BIEHR
(1) BERSHEHR
LR L

(2) REBSHLRR
AR L

(3) EIREMEHR
AR L

(4) HARIERER
LR L

(5) TER A BT
LR L

(6) FFFRIIEEER
LR L

N ZOtoEHEE
LR L

IX. FERGRRBRICEIT 2 ITHB



X. EEMFEICEYSER

1. REX5
B F R L AR 20mg/2nL (7R A B —F | R X2 /L SEEHR 80mg/8nl [k
AE—7 ], FE¥XE/VAREEFER 120mg/12nl [HRAE—7 |
B, WHEEES (FEE-EMEOWLLFZECLVERTLHZL)
By« ReZ 5Ky #Hi

2. A
AN - 3 4R
(1V-6. RHIOKFESM TS HLEM) DEEM)

3. AERETOEE
SERRAT

4. BV EDEE

20. L EDEE
ARSI, WEEREZ IS TAEZRICANTREFET D2 &,

5. BEEMITEM
BERMEELTA R 2L
<FvoLky 2L
ZOMOBENTEM : 7oL

6. IE—EJ?. - FEHEE
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i Hospira, Inc

R4 Docetaxel Injection

KHFEH H 1996 4E

HIE K 8 Docetaxel Injection, USP is a colorless to pale yellow solution available as:
4B + 20 mg/2 mL (10 mg/mL) single—dose vial

- 80 mg/8 mL (10 mg/mL) multiple—dose vial

+ 160 mg/16 mL (10 mg/mL) multiple—dose vial
EE I 1 INDICATIONS AND USAGE

o 1.1 Breast Cancer

Docetaxel Injection is indicated for the treatment of patients with locally

advanced or metastatic breast cancer after failure of prior chemotherapy.
Docetaxel Injection 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

Docetaxel Injection 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.

Docetaxel Injection 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
Docetaxel Injection in combination with prednisone is indicated for the
treatment of patients with metastatic castration—resistant prostate cancer.

1.4 Gastric Adenocarcinoma

Docetaxel Injection 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

Docetaxel Injection 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)

FHE R R 2 DOSAGE AND ADMINISTRATION
= For all indications, toxicities may warrant dosage adjustments

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

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

For the adjuvant treatment of operable node—positive breast cancer, the
recommended Docetaxel Injection dose is 75 mg/m’* administered 1 hour after
doxorubicin 50 mg/m*> and cyclophosphamide 500 mg/m’* every 3 weeks for 6
courses. Prophylactic G-CSF may be used to mitigate the risk of hematological
toxicities.

2.2 Non-small Cell Lung Cancer
For treatment after failure of prior platinum—based chemotherapy, docetaxel

was evaluated as monotherapy, and the recommended dose is 75 mg/m?
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

For chemotherapy—naive patients, docetaxel was evaluated in combination with
cisplatin. The recommended dose of Docetaxel Injection is 75 mg/m?
administered intravenously over 1 hour immediately followed by cisplatin 75
mg/m? over 30-60 minutes every 3 weeks

2.3 Prostate Cancer
For metastatic castration-resistant prostate cancer, the recommended dose of

Docetaxel Injection is 75 mg/m®> every 3 weeks as a 1 hour intravenous infusion
Prednisone 5 mg orally twice daily is administered continuously

2.4 Gastric Adenocarcinoma
For gastric adenocarcinoma, the recommended dose of Docetaxel Injection is

75 mg/m® as a 1 hour intravenous infusion, followed by cisplatin 75 mg/m? 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

2.5 Head and Neck Cancer

Patients must receive premedication with antiemetics, and appropriate hydration
(prior to and after cisplatin administration). Prophylaxis for neutropenic
infections should be administered. All patients treated on the Docetaxel
Injection 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 Docetaxel Injection is 75 mg/m? as a 1 hour intravenous
infusion followed by cisplatin 75 mg/m® intravenously over 1 hour, on day one

followed by fluorouracil as a continuous intravenous infusion at 750 mg/m’ per
day for five days. This regimen is administered every 3 weeks for 4 cycles.
Following chemotherapy, patients should receive radiotherapy

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
Docetaxel Injection is 75 mg/m?* as a 1 hour intravenous infusion on day 1,
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followed by cisplatin 100 mg/m? administered as a 30-minute to 3 hour infusion
followed by fluorouracil 1000 mg/m?/day as a continuous infusion from day 1 to
day 4. This regimen is administered every 3 weeks for 3 cycles. Following
chemotherapy, patients should receive chemoradiotherapy

(2023 45 A)
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Hospira UK Ltd

Wk 7E44

Docetaxel Hospira 10 mg/mL concentrate for solution for infusion
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1 mL concentrate for solution for infusion contains 10 mg docetaxel.
20 mg/2 mL vial

One vial of 2 mL contains 20 mg docetaxel.

80 mg/8 mL vial

One vial of 8 mL contains 80 mg docetaxel.

160 mg/16 mL vial

One vial of 16 mL contains 160 mg docetaxel.

4.1 Therapeutic indications

Breast cancer

Docetaxel 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.
Docetaxel 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

Docetaxel 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.

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

Docetaxel 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

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

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

Gastric adenocarcinoma

Docetaxel in combination with cisplatin and 5—fluorouracil is indicated for the
treatment of patients with metastatic gastric adenocarcinoma, including
adenocarcinoma of the gastroesophageal junction, who have not received prior
chemotherapy for metastatic disease

Head and neck cancer

Docetaxel 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

MELT

=

4.2 Posology and method of administration

Docetaxel Hospira is for intravenous use only

The wuse 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

Posology

For breast, non-small cell 1lung, 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

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.
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.

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

Docetaxel is administered as a 1 hour infusion every three weeks.

Breast cancer

In the adjuvant treatment of operable node—positive and node—negative breast
cancer, the recommended dose of docetaxel is 75 mg/m’* administered 1 hour after
doxorubicin 50 mg/m*> and cyclophosphamide 500 mg/m®> every 3 weeks for 6
cycles (TAC regimen)

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

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

In combination with capecitabine, the recommended dose of docetaxel is 75 mg/m’
every three weeks, combined with capecitabine at 1250 mg/m’ twice daily (within
30 minutes after a meal) for 2 weeks followed by a 1 week rest period. For
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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/m® 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/™. Prednisone or prednisolone 5 mg
orally twice daily is administered continuously. Metastatic hormone—sensitive
prostate cancer

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

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 head and neck (SCCHN), the recommended dose of docetaxel is
75 mg/m*> as a l-hour infusion followed by cisplatin 75 mg/m’* over 1 hour, on
day one, followed by 5-fluorouracil as a continuous infusion at 750 mg/m’ per
day for five days. This regimen is administered every 3weeks for 4 cycles.
Following chemotherapy, patients should receive radiotherapy

« Induction chemotherapy followed by chemoradiotherapy (TAX 324)

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

For cisplatin and b5-fluorouracil dose modifications, see the corresponding
summary of product characteristics.

(2023 412 H)
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8.1 Pregnancy
Risk Summary

Based on findings in animal reproduction studies and its mechanism of
action, Docetaxel Injection 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,

ﬂé@{iﬁﬁ'i% mls.carl.”lage, or. adverse mat.ernal o.r fetal ol.ltcomes. Doce‘Faxel
Injection contains alcohol which can interfere with neurobehavioral
(202345 H)

development. 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. 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
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for the indicated populations is unknown. All pregnhancies 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

Docetaxel Injection 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 Docetaxel Injection and
for 1 week after the last dose

8.3 Females and Males of Reproductive Potential

Based on findings in animals, Docetaxel Injection can cause fetal harm
when administered to a pregnant woman.

Pregnancy Testing

Verify pregnancy status in females of reproductive potential prior to
initiating Docetaxel Injection.

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 Docetaxel Injection.

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 Docetaxel
Injection.

Infertility
Based on findings in animal studies, Docetaxel Injection may impair
fertility in males of reproductive potential.
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(The Australian categorisation system D (2023 4E 12 A HAE)

for prescribing medicines in pregnancy)
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Category D : Drugs which have caused, are suspected to have caused or may be expected to

cause, an increased incidence of human fetal malformations or irreversible

damage. These drugs may also have adverse pharmacological effects.

Accompanying texts should be consulted for further details
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8.4 Pediatric Use
The alcohol content of Docetaxel Injection should be taken into
account when given to pediatric patients.
The efficacy of docetaxel in pediatric patients as monotherapy or in
combination has not been established.
The overall safety profile of docetaxel in pediatric patients
receiving monotherapy or TCF was consistent with the known safety
profile in adults.
Docetaxel 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-fluorouracil (TCF).

SKE O Docetaxel Monotherapy

(2023 455 A) Docetaxel monotherapy was evaluated in a dose—-finding phase 1 trial

in 61 pediatric patients (median age 12.5 years, range 1-22 vyears)
with a variety of refractory solid tumors. The recommended dose was
125 mg/m’* as a l-hour intravenous infusion every 21 days. The primary
dose limiting toxicity was neutropenia.

The recommended dose for docetaxel 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.
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Docetaxel in Combination

Docetaxel 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 docetaxel
(75 mg/m?) in combination with cisplatin (75 mg/m?) and 5-fluorouracil
(750 mg/m?) (TCF) or to cisplatin (80 mg/m?) and 5—fluorouracil (1000
mg/m?/day) (CF). The primary endpoint was the CR rate following
induction treatment of NPC. One patient out of 50 in the TCF group
(2%) had a complete response while none of the 25 patients in the CF
group had a complete response

Pharmacokinetics

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

Docetaxel was administered in combination with cisplatin and 5-—
fluorouracil (TCF), at dose levels of 75 mg/m*> in a 1-hour intravenous
infusion day 1 in 28 patients aged 10 to 21 years (median 16 years

17 patients were older than 16). Docetaxel clearance was 17.948.75
L/h/m?, corresponding to an AUC of 4.20+2.57 pge+h/mL.

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

#[H > SPC
(2023 12 A)

Paediatric population

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

There is no relevant use of docetaxel 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
IT and III less differentiated nasopharyngeal carcinoma
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