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1. BE

1.1 AFD®RE (L, BAFICHHMGTE 2EERZICENT,
PAZEEICH D LG - BREFOEMDS & T, £
DEFREFBEY) EHMINBERNICOODTDAERT D &,
T/ RERRICELS. BEIIZORKICEIERVE
RiEE+AHBAL, AREET,rHERETEE,

1.2 81 E%E% 30 AMEFEEREICLUITO 2 &, SEDER
RARICHEWT, B2 EH SV 1 BDOSFEE 60 9LL
EPUITITSE. BHERPER L BIPSRE SO TV 3,

1.3 2. 23], [9.¥ENEE2ETI2EREICHTZIE] OF
ESBUCECBREOERICHHPEETS &

1.4 SELBHNEHOH2BEICEIBELEVW &, SEENE
TRAERFRERFTHY) ., BEEIZHMEHFV, EELTS
TEEM N H D, BREIHICERL-EEZ SN BRETHD
WEShTWS, [2.1, 2.4, 11.1.1 BH]

1.5 BEREH X iR EE TS » T, P OBKERDH 2REE M
RN EHEOH 2BEEICEIB/ELEV &, BEK
FRICERLAEZZASNBRETHIrRESN TV S,
[2.2. 11.1.2 BHE]

1.6 WMEHEEBIER % 15 T 2 WER A O EHEEE & OB
AIZET 22 &, SEDOBRKRRERICEV T, FF EBEAD
REANMSHEEEEOBRAICEY ., EELBERX. MELD
L., ACICESFFIPHESIh TS, [2.3. 10.1 &
]

1.7 BE5ICEB LU CIIBEFRERE 9 ICHE L. ERICEKRRE
(MFFHRE. FFeeiRE. BHRERES) 2. £/ F
HIE ISR X R EZE TV, BESEHSNEAICIE
BYENEEITO EEHIC. BEBEDARICOVTHEEIC
®BETBZ &, [8.2. 9.2, 9.3.1, 11.1.9, 11.1.10 .
11.1.12 H8E]

3.2 HH DR
(RN Aol R ECREOWTH 5,
%3
oH* TV sy 16mg Mt/ mL (AR
%3
T NY Yy 40mg HlYE/mL (AR
. ¥2
BUBIEIL® | ) o 5 vy 16mg MM E/mL (LB A
(ﬁifﬂﬁiﬁ(ﬁ P
X B 1) 13
FAYEE Y M0mg s/ mL (AR AR )

2. B2 (ROBHEIZEIBELEWVI L)

2.1 WELREHINEHOS 5 EE ERHIHSHE L, Sumn & %
LI EDNH D14, 2.4, 11.1.1 BHE]

2.2 MR EAHL X BB CHL T, 2OBKRIERD D 5 BE M
Jili S BARAEAE D & 5 B EIRAHEE || Sy & 742 %
ZENHBH.][1.5, 11.1.2 HHE]

2.3 EA~ OB % fifT L w2 & [1.6. 10.1 BH]

2.4 EIERYGEX APFL TV B EE DRIWEHIHIE L | Hamny &
HhHIENHDH] 1.4, 2.1, 11.1.1 28]

2.5 BHIOFA 5t UEE 2 SBUEOBER O H 5 B

2.6 MR URIFIR LTV AT REE D & 5 (9.5 2]

3. MR - MR
3.1 %
Wiz, TV Y EREEER | 7 Ay ey EEREA
- 200mg [Y 27V k] lg TYZ7 vt
S )02 S~ Ve il Y s 2 YR =13
A VAN RV i ThY Y IR
15470 228mg 1140mg
th (FavrsereLT (FavrereLT
200mg) 1000mg)
o D-¥>=F—)V 1000mg
D-¥>=bF—) 200mg -
. SERFERET L) A MR B A
I 125mg 62.5mg
A . - e < e
LTV D05 w7 3 1 25mg |0 TS F
r N 125mg
e e ep e
7 s |

* DALY Y Y Y 16mg MM R/ mL (EBATER) T sk
A7 HIRE L 723 58 % 100mL \SAH L 220 ps (Fas s
Y > 1600mg #H 24 /100mL AP £ i)

T LYYy 40me MY E/mL CGEFRAET) - - RSB
DI s (A 8 ¥ Y 200me FH2YS & /5mL AR AR
MAFT Ay 5 ¥ 1g ME/25mL A B AR R)
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5. FEERIIZNRICEHET 5ER

(BEYERE)

5.1 KA O ML FIREN BT 2 ARPER L4V L <
W,

(REB ERRIE. FMAREXIBRILE)

5.2 RHOMTHT - M ERABLARIEI BT B AR UL 4tk 37
SLL TR,

(D ALEEER (B -0 8E)

5.3 RHOFG 217 ) e 12id, &3 2 & LA T o
FEBIZ AR L L. FEBRNIT 2 &2 2 8 L CRAILIAL
DEWE T HEICHRE L2 LT AKHORG 2 Ry 52 Lo

6. AERUAE

(e, BEEE. RBREERE. PALEEERICEEL-NEE. B
FERIIHREOEMY o/ E)
SELRACIE LAY 2 Y8 LT A 1000me/m? % 30 4340 F
CHWEE L. H1 G % 3R L. 4 HEE®RIET L, 2
NE1I—AL LTHSGEREYET, 2B, BHEOIREIZL D #E
HigET %,

GE/ B ffiE)
L RACIE A Y 2 Y8 LT 1 A 1000me/m? % 30 7570 F
THEHE L. B 1 %G % 3R L. 4 EEdkET L, 2
Nae 1 a—RELLTHGFEHEVERT, PATIF VLT 2
WA, F A Yy YL LT LA 1250me/m? % 30 23 AT C
FHEL. B 1S5 28mE L., SHEHEIIKEZ 1 -2 7
HTEHTED, B, BEOREICL ) EERET S,

(FMABER IBRIE)
WEL NI A ¥y e L1 [ 1250mg/m? %= 30 7520
COWEE L. H1 G % 2 s L. SHEEE®RET L, =
NAE1I—AL LTHSEREYET, 2B, BHEOREIZL D #E
HigET 5,
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7.1 T17.WRMHE | OHOWE Z +o0 ICB L 72 BTGk 2
W52 &, [17.1.5 ]
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7.2 AHE PRS2 WOPUELEREE N 17, BRG] OEONW
BB L. RO et % +o5 1B L7z BT
RSB &, [17.1.6, 17.1.7 ]
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(hEELLE)
8.1 JEH O S A td k. FE OB, WEOEITHIED S
7oA 3P G2 Ak L, o) Gk ic i B 6 2 &,
8.2 HHEHIH]. MMM ALEOEELBEHAIRILZ ENHD .
XIS R R L ENHHDOT, HEICEL T
BEARGEIR % T BREE L, RN R (M S0, i
BREAEMAT, BOERREMASE) &L 7o, EMEICINEE X A a
7592 %.[1.7. 8.2.1. 8.2.2, 8.3. 9.1.1. 9.1.2. 9.2,
1. 11.1.1. 11.1.2, 11.1.9, 11.1.10, 11.1.12 M)
BEEIH
KEN D527z > Td, FIMERER Ol MR o Z 812+
SYRRE LRG0 o FIEREAT 2000/ 1 L A S f/ N EL
TT/ uL K CHIUL, HHEFE IR T 2 F TG AT
Wdanz b, /2, BBRICEY . BHREPKT LTV
HETIEL, B RS 5 DNDLZEDBHLDT, Th
5OBE TSR EZEENE L, BRI
LIl AFEHE LI 3 EERRS L2a . BRSO
U H ER B D AR 1L G- BIAGF 3979 2~3 M 12 H & b,
RAESRBH 254 1 B <lEES 5, [8.2. 8.3, 9.1.1.
11.1.1 28&]
8.2.2 MEMMRZFEDOMEBME
KA OFTGIZH 72 o T, BEHEIER (LIRS, %5 ONF83h
HOFHE) FHoICBIE L. SIS X Rk ET) 2
Lo T, LEINZS L THES CT Mids. By R Mk 3% 5 £
(PaO2) . Mg S BINRIMEE S5 E8E (A-aDO2) . FilifkEkaE
(DLco) X OBEA1TI T &, [8.2, 9.1.2, 11.1.2 &)
8.3 KYIED B I IIWE I +5EET L2 L. [8.2, 8.2.1,
9.1.1. 11.1.1 &K
8.4 KA GHIMERDEDSENE I EDVHHDT, TD L) LIE
RDPEB L VW LRSI NS T T, BEIHOEESILTH
HBWEIITHEET A L,
(INERE. BEMHU S NE
8.5 BAE Sk ( [ LEOLEM:OERARE - BV &
o AHIHEEANOUEIR L mEE S A T Y © U IERE ()
Hii) |, [EHE FOVBENEO G RIKEEE - BIny a2
REHFRANOG YIRS A2 7 © ERE (5% -
HEETEEME ) VOoNE) | ) BT A2 L,
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9.1 BHHE - BIEEEDH 5 8F

9.1.1 BRENFIDH 2 B8E EEZEKRC)
[8.2, 8.2.1, 8.3, 11.1.1 &M]

9.1.2 BHEMEMR X ISFREEDREED & 5 BE
RN RSO BEE L2 MBILEEZEZ T2 L0 50 [8.2,
8.2.2, 11.1.2 =]

9.1.3 LEMEEDRIEDN & % BE
LFZES A SND T e DD b [11.1.4 S

9.2 BmEEERE

BIVEHI DS b3 b WD b, [1.7. 8.2 2]

9.3 e ERE

9.3.1 FFEE (FFEsfg. FFX. FFEE%). 70— JVKFFEDEEE
RFEHDH B BE
BHSBE DAL 2| X T 0B D, [1.7. 8.2, 11.1.12
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9.4.1 HJHW RE R EHn O BH G- 2 LED D B W E I ATl
KT LB EER T LI Lo BIWER (7R, 7HF)
2BV, AEEYE CERMRE. IBR3EE . miksE, 8
FEHIIEE & 5 VI AERIEE 10T 2 8 5%) s ShTw
50
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*%9.4.2 BIZIE, FHEG R OREHRGH% 3 2 ARIZBWTNNY

T (T F=2) 2 HCTHIES 2 LBV CRIA S
5T &, [15.2 2]

*%9.4.3 MRS B W BEMED H B LEIZIE, RAFT K Ot G-t

6 » BV TH#AES 2 DB K OB ) 2 AL 2 D W» T
FWT 52 L0 [9.5. 15.2 S

9.5 itim

T SR L TV 2 T REMED & 2 W35 L w2 &,
B (v AL vHER) TREEER L CIRRBEE R
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BRI SED Lo IR (7 v ) TR ~ORIT
P SN T VD,
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10.1 HAZER BHRALAEVWCIE)

DEFRREPSET L TWE I ENLneD, =

A5

RRHEIR - 51877

iy - febaE T

Y B AR A
[1.6. 2.3 ]

A1 o R Bl T AR
# (1000mg/m?/ H %=
B 1[0 A R G R
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TG N R (2Gy /
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12, EELAMERL,
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1. BlEH

WROEWEFED DS 5 b s LD 5HDT, BE%E 1401247
WV, BEDED SN A I3RS 2 il A e L) 7 AL iE
19T &,
1.1 EXAEIER
1.1.1 BEEmH
H BRI A (72.6%. 7277 L. 2000/ uL i o 3 4 1%
17.5%) « Wi EREA (69.2%. 7272 L. 1000/ 1 L A Ok
A%32.1%) /MG (41.4%. 7272 L. 55/ u L Kiil
DT 4.2%). Bl [~NEZOE VR (66.5%, 7277
L. 8.0g/dL il WA 1% 13.1%) . FRiEkEA (52.6%)]
ENRHOSONLZ DD D, 2B, @R MR 1R K
L7z E 20N MIMIEIC L 2 THBHE STV,
[1.4, 2.1, 2.4, 8.2, 8.2.1, 8.3, 9.1.1 ZM&]
11.1.2 BEEMME (1.0%)
BRI R O FAE D 5 WIZAMEEE) DN GE 121, E
HIZAFNZ X BRI L, AT 04 FiGEEO#EY) 20
BEAITH 2 ko MEMMSIGER L2 EE2 5N AT
PEHEENTWAD, [1.5, 2.2, 8.2, 8.2.2, 9.1.2 ]
MNAIT7F7145%>— (0.2%)
IR R MUEAR T BB EOIERD D 5 bNAEZ ENH b,
11.1.4 DBHEE (0.2%)
[9.1.3 &:H]
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5 S oM OARE HEARY)
.6 RiKEE CHEEARH)
T REXEE HEAE)
.8 B AFFIR{ZBEMREF (ARDS) (HEAW)
.9 BRE (HEAW)

(1.7, 8.2, 11.1.10 =]

10 BRI REEAE RS (0.2%)

M/, eyve sy b5, 7LV 75 = LA, BUN L
H. LDH FRZE) B AT 7 O E VA% oRyNMILE
SEVEEMPEE MO JEDFRD SN a 12, &5 2k
T5Z &, BAREREGFIEICE > THORHEHTH Y
BHREPLEE L2055, (1.7, 8.2, 11.1.9 &

]
*11.1.11

EEORBEST (FEAH)
R MR R IR B MR OE

(' Toxic

Epidermal

Necrolysis;TEN) . 2 & kEEIRAERHE  (Stevens—Johnson fiE
BERE) . LB, K. EREOEEDOREBENDH SbND
ZENDHB,

11.1.12

Fri%aeseE. BE GHEAY)

AST. ALT. AlI-P @ LA EE 2 FHReiE S, HE
oMb ENdb, [1.7. 8.2, 9.3.1 ]

11.1.13

FOIME RO B, BHERE
LN EII3 RGP L, B ALEERIT L
1.2 ZDfDOEMER

N oAl

e Y [ Ak
Bk

BEBE (FTEMRaEREERFEZST) BEZAY)

DIEIRD R0

10%2\ L

1~10% it

19 1ii

S A

i

R, I
L5

MEAT -
L. BIE.
O Z T A
Wit FECEYE
REHH, O
B ET
£S5

H 1) B ORBIREE 11 flIC BT 2 HHHETH 5,

H2) ENIZBIF2ERH L8370 8 X1 & OB G ORRIR
BBV T 30% L EOBETRED LTV 2,

FE[ N O AF) B AR G- D B PR ERER L2 5 CRE®D B 72 RINE
HOFEBUARKE 2 FLH L 720

14. BHEDEE

14.1 EFIFAMNEFOFE

14.1.1 KH|o 200mg 734 7 )WiE 5mL Ll b 1g /N4 7 )Lid 25mL B
T OARAIEHICHERL THwDL Z &,

14.1.2 BRBIZERLPICHEGT5H 2 8 Bl BEEICHRET S
LRSS A LD HEDOT, BAETHHETH RiR
(15~30C) TERAFEL. 24 BERIDUAICHE 32 2 & i L
TR L 2w &,

14.1.3 JE BB E LA ITE D ICAITATE S L.,
I AE L2 A B IS B ORKTE PV T 2 &,

15. ZOMDEE

1+ 3)

*%15.2 FEERAREBR ICE D < 1%

BREWEREBEDO I B, v 7 A 7+ —<flaz M7z i
vitro Sz T 22 BB K OV~ 7 A & 72/ R BRI B W
T WINLBHEOKEIIE SN TS, [9.4.2, 9.4.3 &
el

16. EMEhRE

16.1 MeiEE

16.1.1 BERE
R 11 B2 42 ¥ 2 1 1E 1000mg/m? % 30 43 [ 203 T
MR L. mEA s o~ s 297 (HPLC) I TRZEME (&
ATV HEY) OMBERRERE L. 13— 205 1H%5-H12
BONIT LY 5 Er QMR IREEER S Bl S e Rk
DY BIREINT A — ¥ HFE 1ITR L2V,

F1 23 28—= b A Y MNETIVEEWBEIREMATIC L) B S R R

DI BIENF X — &

I 2

-0 PR B, 75
b B OTOA
I[[H‘E‘iil)‘ Eﬁ
[ EFIINAL

.

PIE( fili f &
TR ) A 15
T Ml W
. EE

INTA—=F g + BRI

m4gz v 77>~ (CL) 85.6+17.8 (L/hr/m?)

R 5 A PR
LT 2= b A OBAERR 8.80+7.49 (L/m?)

.|BUN k&,

EHR. M
Ry LT F
—v kA

ZIR

(V1)

R S )8 — > A e

AR YN b Ay P ORHER 6.95%2.26 (L/m?)
(V)

IUN—= A NG T T 2
2 (Q 22.3=11.1 (L/hr/m?

HILs

BEHANR,
L - M

NN

N ZE, B

A&

a HOWIAEH (t/2q) 3.1+2.0 (min)

B AHOTWHELEEH (t2p) 18.9%4.0 (min)

JFF I

AST EH-.
ALT k5
LDH E .
Al-P b5

vygre s
LA, A/G
WK, y-
GTP k& .
vayy s
73

SR IMAE R (Cnax) 21865+ 4165 (ng/mL)

AT g EERE ] R TR (AUC) 12100£2227 (ng - hr/mL)

TR UE

B, ©F
LR,
B RAED)

FEIR. LU

]

&
N

BEEY, 2
5 HEI

E /RS

TESSER AL

GRS
JE (R 2%
P L)

iR

AR P I

Y2

ANV

Z i

RN
B, IR

RE A IR
HERVE . Ik
W%, M
w2,
JEL MR R
HEDL S
. %5
JEED) |
CRP E # .
38
\&:ﬁﬁ‘ﬁ:ﬁ‘ /B3
T A
PR

WRUEE I, 15
I HG
0. HRIR.
J1E . EIE
RN

4 v 7)NVx
> A RRE K
JIHEL FEB
GHJE . TEYE,
. B
ISR N
B B )
a2 — )V U

16.1.2 PopulationPharmacokinetics &4
HARNBEEEE R AR L L D ICiE s ) 7 9 v ADE
I & > CTRBEZZIT 5 2 EAVRIBENTRY | Eims Clamit s
VT TV APRYT HENEROD GHEAT—5),

16.3 9

In vitro \ 2B\ % & MIAEPEHE AR 10%TH - 723,

Bttt

HVEC IR L 7z R RER I BT TR S Bl MC-r A v s

Y YEERYE 1000me/m? % BUSEHE L2210, 7 HIGERIL L 2R - %

F2 5 92~98% DG EA N S 7ze 2D 9 B 99% LI EARIZ

X EN72DT KLYy ¥y DOERBEIFRRIIIR & Sz R

WG R AR DTG E L 7 5 ¥ VRS O S E o Fl

WELWZ XD e hoERMRHWITY T MR EEZ SN, R

FPRZALR RGO 10% K CTH - 720 BHEAT— %),

16.7 EYHEIER

16.7.1 BLEBREFICE TR N7 ) 2% I EDOHA
HVEC NG L 22 BRI B W C BB RE IS A Y B
LX) s FRVEMMES (166) BHEE1a—2&LT, 1
HEIWZZ A% ¥y 1250mg/m? e 0787 1) % %+ )b 175mg/m?
G L. 8HBIZF LAY ¥ ¥ Y 1250mg/m? #¥%5) L7z 74
EE L ENI )RV EMAEG LI IHARY T AT S E
VRIS L8 HEICBITL S LAY E Y OREMEDIEY
BRENT A =5 %R 2ITR LY BHEAT— %),

F2 FATYUVHMHREE 87 ) ¥ R VIEHES O LAY Y
YYD PKISTA—H

16.5

INTGA—H PER¥RS- (1 HE) Hophikh 8 HHE)
B e I P 33500 + 18700 30300 = 10200
(Crmax) ®D (ng/mL) (ng/mL)




I HR i T TR 19100 = 9300 16900 + 4670
(AUCp-o) D (ng - hr/mL) (ng - hr/mL)
_ . 76.4+27.3 78.7+19.9
%277 » A (CL) (L/hr/m?) (L/hr/m?)
ERIRAEIZ BT B 554 17.4+9.44 15.9%10.1
7 (V) (L/m?) (L/m?)
) 0.276+0.0531 0.318+0.103
A (t12) (hr) (hr)
S + e
E 1) #%5E% 1250mg/m? [ZFLHEAL L 724l
17. EREREXEE
17.1 B3RO RLMICET 3558
GE/MERaRE)
17.1.1 ER%HE AR Gk A RUHRB)

TNy e s BT X B I NI O fL R LR G R 6
209 2 )58 TLAHBUR 2 388 (R A UV B) 12 B1T % ik il
TOEYMRIFIELDEBY TH-7207,

F1 IEIBEIEIC BT 27 4 Y 8 E 2 BRI O 225038

WENZBT 27 A5 5 €2 e 512 X 2 L3 00 G 5 6 12
XY A HEIMAHRBRICBOTT ALY E B (13— 2A0AE 1 A
T 7RG EY) (O NEERHIZLTOE B TH

S 729,

F 7 BRI A 2 X BRI (44 B1) . ALT L5 (44 61).
AST F5H (44 ) THo720

FREERRLLCTA v 7V UFRER (10 61) . KM TE
(25 f0) . GxHtiFE (16F). FE (76) 25BH 5/,

W 3) AFIOFEE BT B AR - AElE, Yoy s e LT
1A 1000mg/m? 3 1 [A4%5-% 3 @M L 4 BHIEAREST 2, oh
Z1a—RE L THEGEBEYIET,

(RBiERE)
17.1.4 EXEE TAEHER

YA Y Y BT X B RFTEAT XSRS 454 B
DALHEBA GO 2 45 TTAERBR 2B\, lsHTo
ZRHED R OEEHMEE 3 DL B Tho 700,

F3 JHERICBT D7 LYY C L BRI O R L OV AR

ZRHIE

i (Fa - %)

WS B

19

A 7 (96.0)

14

B o7 (20.9)

140 33

(23.6)

(RiE)
17.1.2

17.1.3

VRN ALtk & 213 72 2 L o & 2 I/ 1z 81 2 F%)
PEIZ DWW TR SILTEB 5 3 Al IR To 17 flo
MEHZBWTIE, BRI b5 728,

HERA RO BIZBWTROLNAERIILTOLEB) TH-
72

7L —F 3 UL Lo E L AR A MR A B BB 10.0%
(14/140 ) . WFrhERERA 28.3% (39/138 Bll) . ~NE 7 1Y Vg
17.1% (24/140 B1) . I/ REGRA 2.9% (4/140 ) Th o7z F
72. 7 L — K 3 U o T2 B EIER L EFRR 5.0% (7/140
Bl) . L - MR 2.9% (47140 1), 9E571%5.0% (7/140 B) T
576D

EREE I 88

BIBNCBUI A7 L2 5 Ey B G2 X 2 EE O LSRR G
G 28 THRE (LANL 208 1 32— A0 HE 1 [ 7 88
W 5-ED) 2BV, K. S o ff & & O Karnofsky
Performance Status (KPS) % #A 1 EF-A$ 5 fE IR Rsh 5 2 /)
WCHRET AT o 7o R DRI RS2 BT 2 SR R T O AR
L 28.6% (2/761) TH-7:9,

AR B 2 EWER (RRMAE R A % &) (2 11 #d 11
Bl (100.0%) (ZFED HNTe F 2 BRRMRAMEEZEENE. HInEk
A 90.9% (10/11 B1) . IFrh BRI 72.7% (8/11 ). ~NEZ 1
VWA, y-GTP EH, 7TV A ) T+ AT 78— ERABENENR
63.6% (7/1161), /MK, ALT b5 AST ER2Eh2hn
54.5% (6/11 %), CRP k5. LDH bER-23Eh 2 45.5% (5/11
Bl) CThoto, Fo. T EMEEICERIX. Bl - EH 90.9%
(10711 B1) . ERAIE 72.7% (8/11 6) T - 72910,

B eE T MEERER. BSLEE AR ER

ENZ BT 27 45 7 € v B 512 X 2 B o 5-FU #5511
X9 % &5 T AH R BR & OM a8 100 [BE R 90 L 2kt 3 2 45 T A Gl
EBVT (WFRLH 1 T — A0 | FEE 7 B85 559) |
SPATR 60 C O SEDBHIAN I 31T B AR AR 135 2
DEBY THo /D12,

F2 BRICBU ST A Y8 ¥y BMREREO R R & AR

SEIRAEAIA)
. BT | AN | 6w A | 94 A .
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STl 3 % APl /7 CTh B o
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0/5) HlitaT%E01
6/17 (FLEHHBHE
3/6. IRZEE 2/4.,
MR 1/7)
W 4) BEES NS T L IS AA LSRR e e s L 1 - CHIE L
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