IRE-17.0

*% 2006410 A &2ET (55 16/iR)
* 200647 H &3]

AARER M EES

MEMESHR 874291

L RBREFEEE( EGFR)?"D//%’—T—‘E FREFH

BIE. HEEER, WA CAERER:
EE-ESONUATAICEIERTHoE J V'/ U £ 250

TI4F=T 8k
fr 3k SRR [RESSAabiets 250 RGBHS | 21400AMY00188
FERIIRR © SV 2R O A BRI SR 200248 H
ERCRey HRSEBAA 2002E7H
eI 2 2002E7H
[Z4£] IRFe 4 ALy 8§E250
1. ARICLDBBEBATIIHY, BECARDENE - R, M RE =
BUINEDRIEROHMEREEIR. JE/ R EDREE. Bdis T #11mm
IRBEGIDHHEFIDNVTTRICHAL. ABEFLTRST JEx #95.4mm
ey B £10.5¢
2. FEO\SICIVRMERRES. FE MR DB HSDONEZENHHD #HAa—K IRESSA 250

T \@EXERESETORERRET DT RESROON
BRICIIFZEERIEL BUELEETIZE,

(%hee- 3R]

Fo 2UMEE CEEMEMRDP AR ORSMEICTREEL BIEN | SRR SUIEFEIE/ NI

BERRELESAN S, DECORERMGRABRIEARE | i RS AERLOEE>

FRENCETZEROT T MEMMASOEELAERRR | 4.

1B 2ERR AT DTTOTL.

3. SFRMAIRMEE. BB M. CAREE. IETIRAT 2. ZEHEAR R 2

AR AU BF I KO S EARESTLCU
W,
AFIOH L MBIE AT DA A RO 2 MR L Ty, |

DEHE. ABIR S PICRBLU2MEMEE. MBS ARIEZD
HRIBICEBVWT. RTICOLENIEELRRBIRE T ThHd. CDH. &

(Ri%-RE]

kD REERIATBICHY. BRI IR A, B HRHA. L WHL AT T4F 2T ELT250me1 A 1E], 142 592,

ARBAE. FEEHHRATZS, AR ROEHOBEEHRL. CNS0E | (CH%-REICHET 3R LOEE> |
HEEETHERBIFERATASAILIBTERETIL (MEERE AN SO TER A2 NI SN E XN TOBD T, ﬁ1£&l€—_
DIRSH) AEEL, (TR B A S DS R %

4. 2UEREE. MEMEMRICLSBIENTIRRELE G2 KR
DREICHHDOSTHESNTVSH, FHICLEREDENEEF

EZDRBFERVFLTCED LRI HERMDHD. FRIORECHE| 1.

LTREZEORELZEEICHRRTHEE. +HICERTHIE. (ME
ER5IDESR)

5. AFIL MRCEEEICT S EEREGDEMMNERTHEEBIC
RECELTRESRCHHICHEE TEHEHEETITO L (ME
ERE | [EEARARNERIBLUOTERLZEIER IDIEZR)

[ZR] (RDBHEICFFRELIINIE)
ARBNDRZIHTHR U B BE DBE D H D EE

[RAIZZ] (ROEBEICIIRELZWZEERAETZH. HICw
BELI BB AICIERICIRSTHIL)

IEIR SURIEIEL TOD TTREME DB 215 N (TIEIF, FEIR LIRS~

5 DEBR)

[#ERK - K]
1. #R
o ALwH§E250
ARGy - B (1) A I4F =7 250mg
W FLBE, )l O—Z, VOACMC-Na, IRER>,
FU)L RS Na, 277U Mg,
EROFL 7O )L AF L)LV a—A,
~70d—)L300. BILF5> . = kgk
2. K
HRFE4 ALy H§E250
HH BEOT )V LAI—NE
AS i 311) &%
250
ShE i Q

2.

[ER EDFE]
EERE (ROBEICIEEICRSTHE)
(1) %’lﬂ%ﬁﬁiﬁam e T TR AE . TR PRI 28 CAUMTAE B S il
AN R FITNSOE BOBEEEOH S 8% [
Hﬂi'ﬂz‘ﬂ‘iéﬁb I LTS DIE IS S TS, ]

(2) 2EREOENERE [2FIREOE/LEEDICEMEMEE, ME
At GD%TE‘EET&UﬁEt*ﬁ\LﬂTé{kEHﬁ%éo]

(3) MHHEREEDHLEE [AFIR G HICHFHEEEREED L 723
b:hfmé( TEIE ) OIES ), E7z. A R O e REDYK T
L TCWb70, AFIDI S EF I 2RTEEMD B, ]

BEELSEANIE

(1) AFE#5TH803. HAMEEZRO 7 74F =7 RIS
BHARTA ) H DR OEHES I TITE,

(2) ZMEfifEeE, BE MRS OEELRRIE RIS ENH0, B
MR E-EDZENBHED T, AFIDOFEGITH->T. BR
FER(IEICIREE, 1% BN FE AL DA IE) 2+ /mMTRZ L., E 1K

IR X B A2 7O & Tz MEIR U THIERCTIREE . Bl
1 5 53 JE(PaO,). Wil S B IRk I % 55 59 IE 12 7 (A-aDO,), ik
HAE 1 (DLco)BEDMAT 2TV, S hIfife 25, [ ML i A 5
NGB, BBICARNCEDEEE T (L, AT OTREES
DI EZEITOTE,

(3) AHIZHET2ITHI-> T AFIDEIERICOWTEFIT T4
IZEREA T BEEBIC, B AR IRCE T, IR IR, 1B OV B
OF YR+ MTRZERL . NSRBI LB A1, o E R
e A A s o = A PN

(4) AST(GOT). ALT(GPT)E DT EEREBD L FidShisl
ENHBDT, KEIIREH(Z1~25BIC1E., HB\TEEDOIKEE
ICIEU TR BER B E R T DI EMEFLN, /2, BEDITH
HER B A E AN B AR 5oh 12 8 T58,

(5) THRIKUVEBOEHERNHSHNZHEIE BEDIREIIRT
TIREDDNIAHE R RE [T /e E MU E R TOTE,




(6) MERELIE/SEEUWKE BIRENFRE T 2R T, AFID M
BEMNME FUERDEES T 287N 0d5, (HHEEM ) KO TH
RS9 D EA L A AT L) DTEZHR)

(7) EERRBRICBWTEIEAHM A SN TODO T, AR 5-H OB
BT H B HEOEGRE G E MM AR IET 2RI R T
BIOfRETHIL,

(8) FEEEKRBITPNTAFNCIBQTIEED AT REMARIB SN TN
HZENS, BTN TLE MR EEERT DL, (IZDMDIE
HIDHEBR)

HEER

in vitropt BRICHNT, RIEITEM BB FEFIO—LP450

(CYP3A4) TR#MINDIENREINTNED T, AEEZDIEMICE

BE T THAEG T HHE ST EE L TREG 9528, CYP3A4

&2 T DA EDHE KD, AFIORBH L ESN. AFIDIIL

FRIREE - F9 B REMED 5, Tz, CYPIA4EEAIE DO FICED,

AANORBAMEE S PR EAYE T 5 Al GEEA D2,

—75 . AR Zin vitroidBIZBWTCYP2D6ZHE T BIENRIBEN

TWBDT, CYP2DGIZ I ZN DD IEFN D 1M Hpr i BE 2 B hn s

BEHEMEN B D(ARFIEANTOO—)LOHE H TiE, A7 OO—)L o

AUCIT T T35% L),

HAEEHRICEETSZL)

S SIE 13,3225 1 1,86 7651(56. 2% W EIE F SRS, F7sgI1EH
V. FEIB568651(17.1%). FFHERE R H36961(11.1%). FHi36761(11.1%).
Sl - R M 2913193 451(5.8%) 55 T or -, APl 2 - e
PEM 2619361055, TSEIAFELE L. e 2V Al o SE 1155 3,3 22451 v
DIET-HIE2.3%. MMl B 2 - R B il A8 T BUE 1 5% 193 1l D 3
T2 #1338.9% T oz, (20044E8 H 5 HF)

(1) EXAEHER

1) SMREE. MM~ 10% A1) S ik, EY
PERT 23BN DT EDBHBD T, L X S 2177
ERIERE TN, BEDGROLNZ S AT, #5221
L. B LiE #1158,

2) EBEEOTH%AN): EEO FRINHSHNDLIENHDDT,
ZOIIIIERDIBSONI= 5 FIT. L NTE V) a L iE %
o7&,

3)  BRAK(1%A) - R Mg a3 B BRIRICRES I K A
HHEONDIENBHHD T, ZOLIIEIRDBSHN =5 BT
13, HMNE Y ALE EfTOTE,

4) hEMREIRSERARAE (1% A7), STAH(1 %A h
2R B EESERIARNE B N AL BED SN BT ED B DD T,
BRE TN BENROSN G AL 520 1k
THREBYBAEETHITE,

5) FFHEEREE(10%LL 1) AST(GOT). ALT(GPT)D L F&E>
I RERE D DO DTENBH DD T, AFIFE G AT ~20
AICLE, HBVNTEZOREEIRU TR B A2 E S
BIREBEE T MTATO, EEO AR B 305
NEBE HHED LTS EYRAEERTIE,
(TREESIANEZ OHS )

6) IER(1% A, M4 B Bk 28 (1 96 A3 - ML bR HH I P P e
RINdSONDZENHDHD T, B DFROSNI AT, %
G L9578, Y ILEE{TOTE,

7) EMER1%ER): AR NHSHNDEIENBHHO T, #l
LT . E 77— EO_EAENEOSN
B3 5T EL, B EETIE,

(2) ZzothoEIfER

10%24 k= 1~10% A1 1% At

- HETPIE. I 55 BRIk
K |F89B EORIE. RS | Nk E e

i IESO R RE

JEIR
ARED RS, MRS 28, A

TBA, IR
s | T MEAR WA, SRR, | TP i)
PP

ik I ERYE A I /N

B 4% FERPRAEIR - $5 1 5 1 B - fec b R
CYP3A43%EH AHIDMAPIRENME T | 4 ] D A HITIE I
s sl 5 7N L AERIASRES 2B | CYP3 A4 5L T
VNI EE>, NDHD, BFNET7 > | Bl-0, LK DL
U7y ET . I P RLZEE, |ICYP3A4AEHIED
INVEY—)VEE R 3EWY). AHNDAUCHHEI | PF T, AF DR
AT HRE ORI 7961 P AU | TTEL M MK T
(St.John'sWort, >~ 2a—| 7=, T HREMD B D,
SR T-NEA RS
CYP3A4FHEH AN FFEEEASHIIN | A= A D AR BT F I
TV =V RFIEREAINTa| L, BIVE O BIEEE | CYP3A4MBY 5L T
=)V, KO EIEEAIENINT S| 2729, LD LD
XOOTARZIVEWE (T | BEND DD, AFIEA |CYPIALHERIEHED
A0 %), hoa) —)VEB L | BT AFIO#
UrFEIL, 7=E & ARAIDAUCHHY | B S FP LA
miE1> 2 FEIVTY /—)L|80% L7, 9 2nl R B2,
£Hn#.
WD IVFT7E L
HRENT N2V %
TL—TI)N—YT1—A
ZOb R T REH] FUNMKE B IREED R | AHI DV AR pHIZIK
FAT =)V % B9 BT, AFID | 17T HIENS, H NpH
H-Z AR HIH MR T 28| D AN LR L5
WS =T ENHDD, AR | 1 RIZBNT AHID
WTHIO~TIRERENT7Z | IAME N Uy 1F 233
D'E NpHZESLA L THE (555 BTN hd 5,
BLEEZA AFKID
AUCHHIS0%6 L7z,
IV TI7I> INR _E 50 {23555 | #7513 R,
DNEDWED DB,
AEIETIT7U % Hf
M55 5103, &
fic 7 oo B R
XIIINRDE=S—%1T
o2&,
ElER

S5 TTAR [T 5 2 [7] il R A B (R 112 50mey F 5 ROICBN T, H A AR
E FH ETATE 5 5245115 1451 1 500511 (98.09 N BIE F 3R, FregifE
V3. F8953201(62.7%). FHI2561(49.0%). TIREAE2561(49.0%). K&
1R 1701(33.3%) % TH ol

F/e, AR BICIBT DHVE A RIEFH ATk 54505241 F 38 61(73. 19
EIWER ARSI, EEWERL. F621661(30.8%). T#i1641(30.8%).
B ER AR 151(21.2%), SIEHI(17.3%) 5% THorz.

K EDSETAHER PR BRI T, AFI250me/ H &4 5-U 7= &I 1E A 3
K G51110251 1 74451 (72. S NZRINE F 2S5 7z EFRBITERIE. T
491511(48.0%). FE354461(43.1%). ZIE2561(24.5%). K& JE w15 1341
(12.7%) % Tdh oz, (KR

BRI (AL 5 §E250 7T ARY T 7 2 | BT, 224 P ST

_2_

JHFis | IR AR R EE (AST
(GOT) L&, ALT

(GPT) L57%%)
I EE %5 77N RS
DA £ L, INR B FE,
i ®, 7Ly F=>
AL TR
D RICEEIHSONZHEITE. B BICIR PR E1T 572858 ) e L&
1O,

11£2) SERIZ ) Th D, BRI GbH5,

113) O EE R (I EIEROICBIEL TREZ2 85555,

1E4) DIV T7)EDPE IR NSDIEIRDIBHS DN /=L D 35 D, (I E
VR DIEZR)

FEI I TS B T 1Ly B 582507 TART T 7 Ji 2 ) Vs B LTz, 72,

A TRDOSN A STEIERICOWTIE 1 %A ik L.

EMAEANDERE

AHN DGR G BR BRAED S, 6577% PA_b & 65755 A C I 4 i K OV

VB FE B R N EDRE I IAHSI TN, LU, — R

T OIS REDME R L COBZEMELND T, BEDIREEZ B U

MOEEIR G528,

TR, ER. R REANDRS

(1) 1 USIEIRL TOABHTBETE DB D NI, 185 LA 3



fakttz FEIBEHIB SN DB AICDAHRETHIE, DOEET
BETHEENT AR GICEDUAAT DN TR I3
BHZE, [EhR RO B 8 A B, BB Cha
VBB BOR/D(THF), A7 HAEREOR A G YN RO AR
DEHFEL(SYPNDFEDSIN TN, ]

(2) A HOR NS TAIETRT, PDEETREGTHEAIC
I RAET IS ERZE, [BERG YD TAT P ABITT2Z
EMFEDEN TS, ]

(3) AFKI G h Dl NIIZIFIRE BT DL RE 2L,

INREADERE

R AR E VS, R L ALV SR SO N RIS B e 3T L

TR FARBRDTZUY),

BERALOEE

HERI B

PTPELEDHEANIPTPL — MBI L TIRA T 2L518E 3528,

[PTP> —hDERERITID, T A A BB R B A AL, B ZEAL

ZRIL TR A ZOEE SRS HHEZ I 2L MG IN TN

5]

ZDMDEE

(1) MBS CEIEEN AL ETEDTRNEST IE /N it £ 5 2t
SEU2DDBE R RBRICBN T, AFIEE /LIVES EDPEIICK
0, BIE DI R A FE BT TP RIS DSBS, IR
H SNz T2 BARIZBWTH, AFIEE JLIVES EOREHT
BRI PRI, ERED . MM DS I TS,

(2) EINTERMU=ERIFAZE Ly Y2507 OART T 7 2V
IZBIT DL A mARNTORE FL, B IREE | 2 BRIEDEWERE, A
il P 5RO RV PRl KD B (LSRR A AV it 2., [
BEMMROFE R TEL TlREIN TS, Fz2, & HIRFEDEN
BEF BENTFHRARRTFEREDEL THEINTWS,

##(3) [EINTHEMEL /< FBENIIMIEBETBI T 74 F =T 85 K

VI 5T il bt 55 - i B Al S8 DAF U 227 e OV B (R
TERE T 20O — AT — 23 ba—)L 28T 1) BN
T ARF D il 2 - B VR il 28 FEE DAL SRR 3 D4
FUAZZ, BRI DB F Y BOROZFE LAy X G
Fw A k) T3.23 (95% (X [ 1.94-5.40) THo7z,

(4) W TEEINZ 1 ~ 2L A DL FEREOH D ETE XIIiE
173/ NI RE BB A REUIEAE A TSR EE
WSS IIIAE Ok ER R S BRI PW T, RIS/ N R Tl e %M
ITH B AENRDSNIZNN K EH 2 ARHR=0.89, p=0.09, 'k
fE5.6H vs 5.17 R), B# EEFE(HR=0.84, p=0.09, H1 Jf#6.3
s A vs 547 ) TATFIIBOIERISHEHENIE B TS
Nizinor=Y,

(5) FERRIRD—REHEPEABRICHN T, AL E R TQTHIFRD
EEER I AIREMEDBHHIENLL FDIINTRIBIN TND, 1 XT

F72IX136REEIRRITIRIE L7203, R 7 FE 14 84 ] LRSI, VAT
S B e K VA SR SR BT, A E R DR TR AR ST
M7 B Z2EITRDSIN DTz, |

(8) FYNKUAREA VG G- BTl KRS O RS,
B ik (B LRI SE S ) K NN BR (BE AR D SN BT D AR
W5z, 2SO I, ASKOEGFRF O > FF—YHEEM
SR Dt R Ay g R

(9) 2ERIMASFEMERBRTBNT, b Al E(10mg/kg/ H )% 58
O T e O 20 ) & i PR R ) > R 1l 7 A ek () D 58
A INDFRDSNTz, £z, YT ADE A &= (90mg/kg/ H. 125mg/
kg/ H 722238 B /o /) 5% -5- T () TF 78R i I oD 36 2=
HEIREDSIN =,

[(EEHE]

mAEE

(1) BARABEREREICHITEAF225mg* BE R REROHR
SomAiEE”
H A N B B3 (=61 A A225mgZ Hi a4 O #% G- L7z & &,
AREROWEIUNIABIR T, B I 5% S A B R PN I Q45 R ©
B0, BEHTEBG~ 2R BSN . EARITBIT BT &
HERINEKI30RERT T orzo
AH225mgZ B A% 4% 5- U= & 01 i R LR S
OV [a] R OV R A 5% G- R D SR B E N T A—FII LN T DD T
H%,

(ng/mL)
1000

=
S

BEFSNHEEE

0.1 NGTN
144

0 24 48 72 96 120

$ 512 R
BAABEREEECEITHEH225mgiR R 5RO
MEZPRECEREHE (THERERE. n=6. A3
xR)

x® HARABEWREBEICSITBERE225mgiE 1% SR OFEY EHE
NS A—H (FHELRERERE. n=6)

Cmax Tmax™? AUC-00 tin

(ng/mL) (hr) (ng-hr/mL) (hr)
BilE] | 188+120 4.0(3.0~12.0) 496842125 30.14+4.6
K8 384+194 5.0(3.0~7.0) 16660+10630 41.349.9

@)

IV THREE ORI ARE R B G vitro RNTBNT, ARZRIT
PR AZ BN BRI ]2 4 £ 38 77, F/2hERG(ENBALIK
PEAUY AFv> 2N Dt T Loy N d—R T B G )T X
B NRBSHEZ VY zin vitrofdBRICHWT, A TR IE RS 7
PEAD BT AR E K TFRC B E L ORI 47 M a7k
T AR RNESNTZ, IOIAXDOT L AN —3 B Tl O BRI
WEt FHNTH B NIFROSN o708 BRI QTR IR
DGR EEAR 53R DE MR ET U7z 5. Smg/kg# 55D
6451l H 1451, 50mg/kg % G- BED6M H2411210% % 8 2 HQT I FRD
HEENFEDOSN Tz,

A X K S EERBRO.LERBRE T, FEEOHD
PRIFIFREDLE K K NI JE DR E 7 Ty 7 DI D /D E BN R
holSY gl

TR X% W IG5 2B T, 52 KO 5
AR E B85 26N DA IRITBT 250 CEE T L. R K
A L R DZEHEERD) ARSIz, ZNSDI5, fIRIREIZA X
BNTOAFEOSNZHOD, [AE LB 7RIS THIEFIZI
[BIE Loz, £z, ZvNMaERIGET TBNWT, Al5iEZ
BIESEDHDO0, B E A RITIT NSNS LU F O
BH DY, (IR CII A A R 4 R =TI se &Lz
DITKFL ., A% 5140 K U'80mg/kg/ H) Tl Al A F 14108

_3_

1) ARFIOEGEH #13250mg/ H THS.

TE2) o il (A )

(2) REROKEICBITANST7RE
H 4 N\ I R (n=6)IC A 51225mg™ V%1 H 115114 H 18R
O 5 LEEE, . 5%7~10H B CEFIRBIGEU, % 5453,
7. 10514 H H O G-I 8 ip R ZE (LR IRE (S 7 )%
PATRICR T RIEHRGICEDAUC) ol 32~ 5f5 88N 727,
F7 HA N SORICK A IR/ INHH R it B8 2 ok & U 7= [ B 3
] i PR AR BRI T BN T H AR A T OVERK A JE /Nl R i B B A
F250mgZ 4% 5-U 7z & 2O E HARRERFORS 7 5 th R 2 LR
V326445 SO E A HERR 2 )ng/mL TdH o7z,

x£ BARABEREERECHITZEH1225mgiE O 5BONTME

R ZE(ARERE (ng/mL)DHER (F 9 [EHZHER 2=, n=6)

3HH THH 10HH 14HHE

102429.1 165+73.2 185+72.6 201+93.9

D AFIOAHRIF250mg H Thb,




3. S ERKREERY
KENCIBNT DA FK B 51z kD47 I /N i ftiE & EI 2L B
{EF R L DREIR G & G E U= S IR R R A BRODFE 5. 20014F
8 H I s FETOEEHIBNT, A&250mg/ H BEDOE RN KIZ11.8%(12/
102) CTdHo7=. IWEMRKENIE1972.6 H THo7=.

& SESFIMBERARRRICEITSIFMARMESREICHT MR

(3) BARARUVECKAEBEDEYMENLE
SR R BRI BN T H AR A R Ok AV G BRI AR A
%50~700mgM F R P THEIE it 5 LEE, P RE b
PRIBEHERS KOS B AE) N5 A—FTHELL T,
Fo HARNOWCK N FE /N Rt 35 2t e Uz [E B 3
RSB R R BRICBI SR 2l —2 3> 77—~ IF X T4 A
TRAT ORI, A B NS FRDS o720,

- FeRh I 11.8%(12/102)
(4) /‘{#7,\?.7;')74_ o e FET hO—)L ) 42.2%(43/102)
Z;Ké\DEZE)EM%‘(F17)M‘ob‘%>n’=’é§<a‘/\/r AT RAZTEYT1—IE T BI%E102)
(5) RFOWE jrsimi e S9F1(561~8611)
WK NERESREE (=250 BN T, Al B 5 LzEEAUC -

D B 5 BRGE H ~ &% G- H £ O - i
#£2) EIEUICC/WHORHEIZ L DH] % (CR+PR)

1£3) {EIEUICC/WHORHEIZ LS| E (CR+PR+SD)
#4) FiEt 7 2 —)ULCS)DNARL AR A

B CmaxHFIZ437% B UR32% 88 L 728, iR R [ e
AV Y | G VAV e
2. 9

Wk N [ T BB (n= 1WA AT IR N Fie 1% G- L7z & Z 0 IR
BEIC B B M A2 1400L TH 072,

ENZBU DM R S S 2RI3H90% Tholz, iz, MiE7 IV T30 K
Do, -FE B E I AKE S99, (in vitro)

Rt

ERE I, 7 T4 F =T DO-JHEAF IR, ON-E 7 IVFIVA, (b
57 AR T OE D2 FED A M DSE DS 7z, M D E A
1FO-EAF IR THO, ZDPEEITNIA ST ER R ENASNTZN,
AREACARE L E D MM R EZR U2 ON-Bi 7 )L F )UK K O
(Bl 7y FARD MEE IR IR CARDRIZ%LL T Th Tz, T DD
REINIZEAEE B TERBD O,

REACAENSO-FEAF IARNDRBITIZICYP2D6A R 5L FEARFY
IZCYP2D6IE AR AR L 7= 8 B4 57 & (Poor metabolizer, n=15)Tli&
M4 FZO-I AT IR IR H S einorz, £z, FOMD L T
13FEITCYP3A4NEE 5-L. ENFIZOY— LW zin vitroadBRICH
WTO-EAF VRO AL B BII N THD, CYPIA4HERIDILTE R T
O-FEAF IARZ BRI D £ sk ISR A LTz,

P EDZENS, FHESAREOREF T T2 ATBNTE B o EZ 5
72U TN DEHEREIND,

Pttt

Wk N & T B (n=1 W AR A FR RN i 1% 5 L& Eoim g7
75> AFHI500mL/ 7 Tz,

K N A B FE S (n=6)IZ BN TR B LAR R ORI DO KBS 3
rzHEE, R FP RN 5 B D4% K Chorz!,

JHE = a—L & a5y NS CRERR T 74 F =7 2k D #%
BL7zEE RILEDRIS0%IAH 24 2 T REDSIHYF HRIcHE S 2T
LaEEnz?,

[ER PRk E]
E A B REERY
21 [ TR BB 2 BUTAH50~700mg/ H O & THEIN SRR R
BRI, B3 1 DSBS HINZPRGE /NI, 7HIIINC
GE/INHI R, K505 - IR SHSETRNE. FLIE) oo/,
E gt R AR R
AHIBAMEE 52D H A N KOOI E A OHESTIE /NIt B F (b
SRR L DRG] %0t Br U 7 S TIAH [T b e [7] e R Al B s 32 i
INTND, 200145 A RF iE TOEFHAFI250mg/ H 5 5-F)ITHBN
T ZE5hRI318.4%(19/103) THY, ZDHB, HA NIZBITBER)HRIT

L Hac/o ‘ Nﬁ
hN/\/\O:‘i(N
O\) ‘ NH

[LCS=+2: 83, =—2: Ak, TN Lt ARZ]

€35 P31
MEBHE
in vitroRIZBWT, 7 7 F =713 N R b R FERRKBOEGF I
12kl A B 22 L 7= (1Cs0 - 0.054mol/L)'¥,
EMEE X—RY I ABERICBNT, 7 74F = 71312.5~200mg/kg/
H O & CIE/ NI IFRERAS49, ENRINTIRFERRDu145, ERFLEES
JEEARA431. RIBFEMRCR10, HCT15, HT29. LoVo. [ b e
FRKB. I BB MRHX 621756t U C g S Bl il 2w L=,
e
TFI1F =T B ERF 2 A REGFR)FT O > FH—F%EIR
FNZBHE(EGFRF O > FF—ITh 9 B1C50130.027tmol/L THD,
ErbB2. KDR, Flt-1, Raf, MEK-1 2 CNERK 2125449 B E/EFIEZED
100301, SR OB EREZ (L T S8 5,
%72 DNAW L' O R RS E BB B I D& 4 F =
TT HR— 258 2EDRED DD, ISHIT, ME N K BEGEE T
(VEGF)DPE A Jiil 2 U CHE S N DI # A & B T 22 &bt
INTNBY,
FI4F =TI NSOME FICHE D MRS O BN H H D TR
Haz B EHITTODEE 25150, EEHRMEO/E A FOREMIZ AR
TH5,
ety
ERDEARHIO- AT IVAKDEGEFRIEL T TR T 32 R
VEFNZT 74F =7 D145 D1 THO, AW DG IR BN DT 5
IF/hSNWEEHNS,

(B3RS ICE Y B FM MR

—&® T 74F 7 (Gefitinib) JAN)
%% :  N-(3-Chloro-4-fluorophenyl)-7-methoxy-6- [3-(morpholin-4

-yl)propoxy] quinazolin-4-amine

o

Cl

27.5%(14/51). #HE NITBF B8N 3R139.6%(5/52) Tl IRHHIRITY 5373

CH»CIFN4O;
IFHANTES105.7H. S E N THEH64.9 H THo7z, STFE ;44690
x SFIEERERERKREERICH T 2IENMARMESREICHTINE e C 195C
HAN SAEA &at \ 7 - e
ek 27.5%(14/51) | 9.6%(5/52) | 18.4%(19/103) ARGH: 1400001-A75 /=) IpHORE )
BT hO—)| D) 70.6%(36/51) | 38.5%(20/52) | 54.4%(56/103)
SR 3 Y 48.5%(16/33) | 32.4%(11/34) | 40.3%(27/67)
R BT TR TR o gL fil 114H 57H 83H
(95% (48X [ N~ EBR) | (86 H~128H) | (55H~66H) | (61H~86H)

7D BB — AR AR H %k

7£2) EIEUICC/WHORHEIZL DM % (CR+PR)

7£3) {EIEUICC/WHORHEIZ L 5¥E (CR+PR+SD)

#4) g7 2 —)ULCS)DNARL AR A
[LCS=+2: 23, =—2: Bk, TN LIt - AZE]



*k3k
*k3k

MR D BN R THD, BEE(100), P AF )L ZIVIRFRITEET
9K BV ATRREITR T TR EROTT AR
THZLL AY J—)V, T )—)(99.5), BEEE TF )L, 2-7 )%
=)V 7R MU, AKITFEEAETE T N0 &7
T4F =T ORI pHITIK 17 T %, (K pHIEL Tl3 0T
1Z<<, pH4~ 6D TIAMREII R &K F L. pHOLL LIZB
TFEAEET TR,
RNy T EE250) DB pHIZBITDIE BRI Lty 7+
F T OVRFREICEI T HH AL —FL THY, pHS.0LL T T
13157 LANIZ85% LA L DYE HIDIHSN =43, pHAME NS5
DN TAHRIREBITK F Lz,

£ ALvHER2500F HE(%)

BRI 155 304 455

pH1.2 101 102 —

pH3.0 90 96 -

pH4.0 89 94 96

pHS5.0 87 96 96

pH6.8 <10 <10 <10
7K <10 <10 <10

(R

1. PHRAREXIIERIE/ NI N T 2R EOG M RO 2k
DOE DM E B NELT 0739 TS A R DIEME AL EL
BERBREE N TEMTHIE,

2. REOERETOELRLIAME B ELMRETETTOEEBI, A%
DIKIRAE I EB IR TOH M B 22 M E DB E I DN TS
BTE F TNSOBEHE RICDOW T, TR SRS 3528,

[F%]
ALy H$§g250: [PTP] 1482
[EE K]
1) FHE: EEYy—F)L, 41(2), 772, 2005

2) &R

3) Thatcher, N., et al.:Lancet, 366, 1527, 2005

4) Nakamura, Y., et al.:Exp. Eye Res., 72(5), 511, 2001
5) Nakagawa, K., et al.:Ann. Oncol., 14(6), 922, 2003
6) tENER

7) Ranson, M., et al.:J. Clin. Oncol., 20, 2240, 2002

8) thNER

9) tENERH

10) tENER

11) &R

12) &R

13) Fukuoka, M., et al.:J. Clin. Oncol., 21, 2237, 2003
14) Kris, M. G., et al.:JAMA, 290(16), 2149, 2003

15) Wakeling, A. E., et al.:Cancer Res., 62, 5749, 2002
16) Ciardiello, F., et al.:Clin. Cancer Res., 6, 2053, 2000
17) Chan, K. C., et al.:Cancer Res., 62, 122, 2002

18) Albanell, J., et al.:J. Clin. Oncol., 20, 110, 2002

19) Ciardiello, F., et al.:Clin. Cancer Res., 7, 1459, 2001
20) fhNEE

[>CEkEE K 5 - R R IFRBEOEHEE]
T AT XA AT AIINAT TH A= gz —
T531-0076 KFkmiJbXKiEH1T H1%ESS &
0120-189-115
WEB SITE: http://www.iressa.com



®: FANSER NI —TDEFEFET I,

© AstraZeneca 2002 C

) 3 AstraZeneca
BEIRSETT

PANS LIRS

AErEX K ER1 TE1#E88S

IRE
PI550L ASBXT




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


