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DEEIEILEREE 382 B2t & L, =%t 2 2 & e HE (190 4i)
LAEXRTT 2 ERE (192 61) (ZHEID AP, EEREEAF I &
WRF LT, TORMER, =% A A X P 5RO EEEA M (R
RAE 9.9 » H. 95%I(EHEX M 8.7-11.8) ¥ EFT 7 = V#EERE (Fk
il 5.8 » H. 95%(EHEX[H 5.3-8.1) IZHA_RTEMN-723, Mt
BRETIRO N o7 (logrank ME p=0.121), F7=. &241F
MM OFRAEIL, ¥EXT 7 = BN 43.3 1 H (95%(5 X H 32.8-
51.6), =F B AARX ELEEN 37.2 » A (95% (5 HEHX[# 29.2-45.5)
ThoTeh, HerICAERZITIRD o7 (logrank #E
p=0.821), I LIZEIRMFHEEE CHLLEET e 7 vy A b F
T AL DFRMERHER S T 19,

AR L

R L

AR L
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TE  EEOH LA DORRE T EEL, BEFRCEZBRT5 2L,

18.1 YEFARF

18.1.1 7w 42 —+EHEEEHR
TXEARZNIT R o E T A Sa S BT OETH D
TrxZ—BEIFHRICAET L2 LICE D P X b e R
A L. =X b a S AR O OHEIE 2 LE T 5,

(1) in vivo RER

EBME TS R he Bl T v MZB W T, %t A 24 O HAlfR
A GIXINR Y 1~ 7 — B4 HE& KA S8, 2O EDsofi
1% 8.7mg/kg Th o7 149,

(2) in vitro RER

THREARAZ I MO AT v A FEFCRBERICITITE A EHELH X
6:&&<\7D7&~€%Eﬁ%h$%ﬁkbtw%

18.3 TX kA4S UHNHIVER

18.3.1 MEBMIETF R hr B il 7 v MIBNT, ZFXFEARZ D
HEREOBELGICL Y =2 » T U4 — VREITHRERTFICKT
L. Z® EDsofElL 3.8mg/kg Td > 7= 10,

18.2 MEEBHMRE

DMBA #% 7 v il PARBZET L) I LoF AR Z %0 6
H. 4 BB O&S LZRER, Imgkg/ B UL EO & CESE ORI A
SCPHE L7 1),

18.3 TX hA4 UHHIVER

18.3.2 MARBABEE X ARZ L 25mg 2 EARAKEGTHZ L
&0, mEIEf A fe sy (A NI U4 =L, T A bR

KRz A hg AL T o— ) BT 81~95%K T L7- 19,

LR L
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(1) BELAED
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(2) BEEREER T
RBE N1
R R

AR L

16.1.1 RIE®S
HARNDHARBEEITIEEE T B A XX 26mg 2 1 H 1 [BIRE
BB U7 & | tmax (£ 2.011.35 FFfE], Cmax 1% 27.4716.6ng/mL, AUC
1% 115+ 76ng * h/mL. &RHED tue % 20.2+11.7 B TH - 7=,

H AN O PARE & R Rl 2o B A e OV AR A5 (0.5~50mg) %
DEFTAZRE LD Cmax LN AUC T EILHIHI TH - 72 9519,

YRR F R 20

VR 9 AR 12 A 22 HESRFEH 487 5 [HIEIEIEN O LM F i R S MR AT
A KT A40220WT ] KOV 18 4F 11 A 24 HIRRFAIE 1124004 75
(#3835 D AW E IRV M RBR T A R T A VS O—IEIZ D\ T I
U U CAEW 7 ROTR) SRR 2 S0 L 72,

THE A RAH 8 26mg INK| &7 1~ 8 2omg (FEHERA]) 2, 7 o
AF—N—EREIC LD ZNEN 18 (XA AKX L LT 25mg) 65 5%
A O PARR 4 (et e 2 PRI 22 JERF LRI D 4 5 L TR = 2 A X &7
FE&JE Lz, AHIZEE AUCE 35 KUY Crmax (2B 1T D 90%FEXMIX, Th
Zh log (0.8668) ~log (1.0037). log (0.8322) ~log (1.0634) &721 .
AR /N 7 A —Z 30T s I E £ 4E log (0.80) ~log (1.25) Ziifi7z
LTz,

THXYARY AREDN DG DI ERE T A — X

HIENRT A—H BENRT A=
AUCo72 Crax tmax tie ]-\v/-[]R'I‘t’k
(ng * hr/mL) | (ng/mL) (hr) (hr) (hr)

TXREAAL

+ + + + +
5% 25mg [NK) 21.8+8.6 13.0*£6.1 | 0.75*£0.28 | 2.08+0.71 | 1.91=0.60

T a3 25mg
N 23.6+10.1 14.3£7.8 | 0.96=0.68 | 1.77%=0.74 | 1.86+0.41
(FEHELLH))

(Mean+S.D., n=31)
*k mean residence time (FFEHERA > b £ TOVEHIHEEEHR)
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20 H O7u<xY v§E25mg
Mean+SD., n=31 |25

M#EHHEEE (ng/mL)

24 36 48 60 72
B 5% BREH (hr)

MR ONZ AUC, Cmax FD/3T A — 2%, #HERE OB (KK O
Hal$ - R ORBREEIZ Lo TR D[RR & 5,

(3) LR L
4) BE - ftAED 16.2.1 BEDEE
] T A AN L 25mg & BRI L (K A) |2 SR R B i

W E U72HF, Cmax X OV AUC OB IXZEE &R G _Z T
25% K& TN 39% F&F L 7= 19,

2. RYEERN

IND A=A
(1) BT AE MMER L
(2) RILEETEH mEER L

() HEEEEH 2 0.3713kel (/hr)
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(6) Tt LR L
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HCTBXIZC) 2%k AAX L 25mg & HERRAOHK G L% D AUC
E. RCK A OBRZ IR ZMEIZRIT 5 AUC O 2~3 5 Th o 7= 25,

1. Z 0 REERR L

-19-



VIll. Z€t (FEARLEDIES) T HIEH

1. ZBERBEFDER | H#ESNL TV

2. ERNB LT DER CER (ROBHEICIFERE LW E)
z1ﬂ%ﬂiﬂ%trw5ﬂm@@%6ﬁ@[ﬂ5§%]
2.2 3w [9.6 ]

2.3 RAIDRA KR LIRBBUE OBEERE O & 5 B3

3. MEERIFHMRICEE | HESNL TV
THIEEETNER

4. RERUVAEICHEE | RESNL TR
THIRETDER

5. EEREANEEREL || 8 EELEANIEE
ZTDHEH 8.1 ARANIHRNEPIERTH O | BAATKT 2 IEMFIEIC DV T 4372
R - RRBRAFFOEAIO b & T, AN X D10 EE) & s h D
BEIZOWTORERTLZ L,

82 FANIKM T v~ —EBEZHETLZ LIZLVIERIRERES D
HDOTHY | IHF LI ELES %ﬁ?é%ﬁ*®%%fﬂ7n7?*ﬁ

FHETL2RIIA D THDL E TSN L \Z PARRAIT D IR

H TR 2N L 2BE LT, %%ﬁ%% ﬁbﬁ%bﬁw
e,

8.3 AAIDEHIZ L - T, BHRE, BHPEZ VT RD2OT, B
FEEOFIREZ EHIRICBIE T2 Z LR E LYY,

8.4 AHOMMIC L LR, HIR, ) (E) KOO EWAHE SN TE
0. ZOXDRIERD D D5E . HIERIES BB OB SR 0
EXot+miEETHZ L,

6. BREDEREZHT S
BEICEHT IR
(1) B6HE - BEEEZE D | RESN TV

HhoEE

(2) BHREEERE BHEESEEE

AANOEEDOEES BE BT 2 RMZEME 2R & LIz KRR
L

-20-



VIIl. 2% (FRLOXESE) I3 51EH

ef

EEERE

(3) BT

(4) £IERRERT 25

(5) 1Eim

(6) R3.1m

(7) MR

S A

m

(8)

7. HEMAR
(1) AZREZOER

(2) BEREE L ZFDEA

9.3 MFHREEEERE
931 EXENHFEZFNHLEE

AFNOEEOEEBEFICKIT A2 EMLZEMEIE L L lRRER
PREEHME LTy,

RE SN TN

9.5 1FiF
I ATIFIR LT B A[REMED & B I3 5 L2 &, KK

X, RRBOBREEZNGET D0, T 2R EIEES T
WRWD, IR A~DFEE DL EVEC O W TR O RN & 5, BiE
B (7w b)) T oS IR OER WIMEE OB K O
FIEIRE DB DNFRO BN TN D, B ER (79X) T, FiE,
WA AL DRI S O AR ORI 2358 Hh T, Lo LilifElIC

K 2@ FEER T, AT m@%nfiw@w AN OUE s AT

IR L CWABRIREMED & 5 e PEIC 81T 2 iR M R IT 220, [2.1 &
]

9.6 &3lww
B LW b, AANL, ABRBROBEEZXNRET DD, RILFIC
*T D EEITEE SN TWRWD, FHIF~DFH-DZEMEIZ SN T
IZIROFEN S 5, BWFEER (7 v b)) THHFPT~OBITHRRED B
TWb, RENOFHAF O 2 EERMEHERIT 2V, [2.2 &
]

BRE STV

RE STV

RE STV

10.2 BHREFE (BFRICEET S &)

HEE 4 AR AE IR « 51 S71E F&Fe - falRIN 1

TA buoEARAl | ARIOHRERE SED

AIREMEDN B D,

AFNOFKBIER T A b
FUBERMEEIZLDHLDOT
HDT=D,

-21-



VIll. £t ((FRLDIESE) ICEAT HIEH

8. EI{EA

(1) EXGEIER &

FIHEAREIR

1. BlEA
ROBWEHDR 6 OND ZLRH LD T, Bz +7I1T4TV BE N
O BTG EIII R G 2L 57 CE U R E AT T L,

1.1 BALENER

MAA B GRECRI) . BFHAEIEE OREER) . 3E (REER)
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