HETHEIE 11958 1 &
HEETI 11258 1 &
EAERE 1126 % 1 5

FH23%11H25H
AR SH A |
& | REFRET | BEEEE (R)
FeBII

i3

1
|
BEFBEAEEELREEYEEE

EHBEEERR AT ERE

BT 4 F =T EH O

T AF=THA (BRFEL A o HEE250) (LT TRE L1105 ))
DWW, AHE, B %

RO EEF T LHARER—
o ZATTR, FOFERICH - Tix, Bz
I

ﬂwﬁﬁwu %%?/—)
BEETOERESYE, EF%

FTROBIOVWTHEESLS
IS LR E BB LET,

[
1. AHOABEE-HEERRITE VT, KFOLE
BRFERBHEOFHE PR
-

HE - MR % EGFR
AEEIE MRS A JCEETL L 2 BT
fjjﬂﬂi HETHERA EOFREOTE LT namékwwﬁéﬁ’bé 2:



AT B WETH
[zheE - shR] [Zhee - 2R
FWARE X IXE I A EGFR @{K%ﬁﬁ%ﬁ%@%fhfﬁb}i
| EF IR B 25 A
<HpEE - HRICEETSERLEOEE> | <O DBEICEETAER LoRE >

L. BZMOERERBEIICBITAAE
SMER OV EMIEREST L T v,
2. RO BHEBEEICB T A& 0%

MU EMETRESL L TV,

1.EGIR BETEERELERETA -
&, EGFR &7 BB H @%Ew\

FZEAL T, AR ERETHEE. A
AR S0 TFES ﬁﬁ%ﬁ?%

Y FEORFOBEREBE |ICF
&

2. FRIOWHFHE BRI BT 2 H8H
B OV e RS LTz vy,

3. BB 0EONKERSD L.
AEHOEGBHER TS 408
BRI L CHIEEEORBRIREITS o
&,

2”@@%”%@“%”%%‘
T, ééff%iw%%
LoBmRLIEZ &,

L, AR

(RAREHIRR . TAREREM)

2 S AF O WA B E DA F o1
E AR

REFIFAmEHUET 3

SN %W%ﬁ%\ﬁ%é%%%@ﬁk&w¢%%®%ﬁlm%ﬁ%&

EiaLkdbiz
B ADERBEN LW b

3. 5BRIORBEE -HEEAR

REHREERIC L BREE

SR OB IR D I UL B B

S AR D EROT TR VRN TEOY

RIS DWW, BUEHR R R L. AL BB < S 1A DINIC £ o
B ERFICHT AT ELEOE MRV ESEBET AL IERLE b,




(%)

#¥011R11 B RET (B0
20106811 BEET

HEEER.
LRARRFREE(EGR) FRM 3~ HEH

AV &250

Bl A A EER:
AE-EMREOAFEACLVERTELE

BARERARES
874291

FIFT R
BF O EBES IRESSA?TabIets%D RRBE | 21400AMY0D188
A - A iR ROE A MBERITER N 200248 8
FHr- WA 2002478
i 20024E7H
[%4%] B Aot s
1. ABNCEBABERBT ALY, BSEICARNORYE - Rk, Ak E ==
BUNECEHFROTEER. S0/ HIRMMEORREE. Bidhivs ] #1lmm
EAEHMMSBHAILFIIOVOTHHICHEL, HEEBL L THE e . #95.4mm
TAHIL, HE #0.5g
2, FHORFICIVEERRE BHERRIBSONAILNSS #3—F TRESSA 250

T OT. HEXERESEIORLBEE MM BESENS
ARSIt SR L B AR ETTHIL,
ke AHBEEPHEERALSET O STBICREL, B
MIEERRELEEAF M EV D, LALLE S EBEBAERIZA
Rt TN T 2 E RO T C. B REORELTIER
IR TIERE-HICEICA

3. SRGTREE. RSN, UASE. Btk B
OEMHL, AFRSRICREL-SIEHEE. BB R RER
OEBICEWLT SECICOANDBRRRBE F THB. 0D,
EANCE DA BERATOCH Y. SRS E, R
25, DAHE. BSHRIT 2. BAMB RO HOTREEEL. =
NoOBHELRT2ERICERTIERICIBCIETICL,
{(MRER S |OEERE)

4. ZHHEE BEHERIIEABIENERRELSAHIIE SR
HEDREIZN OO TREINTINAY, SIS B REOENEE
13, TORBER VIS LB TIEMESS. £X0BEC
BLOiREEoREZRBICHET 0L, HoCE8Tacs,
(FMREHS IDABR)

5 #HIL WEAPREECHITERELOEMSERTAHLEE
I BBl TIRS BT iES re s BENEETIO0L.
(TRERS ) (EESEEMNEE I RUTERABER IDIES
)]

w5 [FHRE-FNER]
EGFRBETH RIS OE MR e I B 5/ N R
<dhE- Sﬁ&%&ké@ﬁ”ﬂ‘éiﬁﬁé.ﬁ:m&%>

W=y %@%%?@1%%&%@% ok,
2 AROHERSE J:b‘%ﬁ%ﬁ’fi&?fﬁéf& ARSI T

%ﬂﬁgu’ J:'C‘ﬁg @M%@%R"a‘:ﬁik

[Ri%- A&
. Etjxhbib*“)'ﬁ‘-_ﬁ&bfzsomgél 2338 &E&@T%

E<J¥i&;~ ARCHETAER LOEE >
BHEABRENROTERENELIEMEEINTVAOT, AR
(EATEELAY,

[BEICROBERCIBELLELCS
HFORSC LSS RO EOLLEE

[FRERI(ROEBEIULRELANIEEFRRET2H0 5350
HEETHERIUIERIRESTEIL)
BRSULITRL TSR REEOS DM A (NEMR, 308, 1S9 E~0i

5 OIESE)

(4 k- 14K
1. 8B
RS AL tH 2250
wor e E&05ERY 5 I4F2T 150mg
ot AR, BT A ORI A — ZF N A, B
o SRR R L AT BT R B T
AT, Lo — 300 Bb F¥, = TR ek
2. R ’
g Tlowd§i250
## BERO7 A
AR R Py
SEG
N BE :

((EELELNE R OTHER)

(@ EDFE]
1. RERS (ROEFIIERICESTE0L)

(1) BUEMRE. SRS, SRS, CAME. ita
B, BAMER SE R RS OBEROEEEOSS B (Y
I AAEL . RS A AN SN TNS, ]

(2) EHFRBOBRNEF LS RBOELEIbCREIREE, [
HEMR OB R EUIRT Bt BT EE 5. ]

(3) FrEERECHIEE (AR 5TFRERERO LR
HERTWS ((BHERIOHES I ¥ 2RO BEDO L5
WALNDHEOREHHD (TEHahE OESR) . ]

2 BESEENEE

(1) BMEE. HEEHASOEELBERIECAIE NS,
RN EIEEREAIEMNESOT, EEOE BT E 5T,
BRI (PR e, R R RSO #) 5T 8sL. &
sk X ERE 2T s. £ MBI RUTESCTE
. BHIROEBESE (Pa0,). WHRERIIEE S EEE (A
aDOy) . BFEELEE T (DLeo) REDRES . R MEE. B
HMBASNELNS SR, BhlrE it aEgr bk
L AFDA{RIR B0 ENRAEREITE,

(2) FEEHLSTICSTIE BFOREAR DLW T BS54
BT ALEEIC, BRER (BUh. THER. R URs
BOHE)ETAEEL. IHSEBRELABSIIL. Eohe
BT SR TANI SRR ERYE,,

(3) AST(GOT).ALT(GPT) SO EERTHO FRSESHNS
CERBAOT, FFRERIL1~25B 101, HBLTBEORE
BECRRU O SR TR R Ao LA EL L, #7r, RO
iR EEEESSoN - BESITR RSO e E T,

(4 THREVEROBEAFSSDN-SSITE. BE0RECS
UTHRESA R e T Y B & 50,



(5)  BMEERSELWEBEBRRESBETARE T S on s
BENET L ARSEETSB NS5, (MBEER I RU
TR EENC AT A LA B OEE )

(6) BERBIBLWTENESBHEINTVNLOT, SHB &P
BRI BEORERS A R ISR e T ST R
TARLSEE T, ‘

N EERRB BN TEAICLACTERO T AR ENT
WHT &G, M%hﬁﬁb’fzuﬁgiﬁﬁz%ﬁ?‘&& et
DEE|OHBHE)

BEER

in vitro B BIIBLT, AL EHALBBETFFIO—AP450

(CYP3A4) TREENDIEMRBEINTWAOT, AEEOFEMIC

BBt B LEATAESNR. EELTRETEE,

CYPIAAEME2EB T AEMECHEN L0 FFORBNEEX

N AHOEPEEN LB TDAREMNSS, T, CYPIAEEE

EOGER LD, FROABHIE SN P EE T TR g

BB,

T BB vt BT BN TCYPIDER B T AT LR AR,

ThBOT, CYPDE IS SN A O RO b B Be iy

ETHok. . SRS BE A 530 T F0T5

FET A 'C‘%“:»Z‘_n

iﬁﬂiﬁﬁ@zﬁmmmw*s»sﬂ (ss 6%4) é*a;ﬁgmgf;am
nzm@@@; %5% 3%394{5’1 (549%) ?#ﬁzsm (41 3%> )4

(1 3% T 0) Im ITaD*:»ﬁ_ —
i)

() BAGEIER

1) BHHEE REEERZO~10%kE) SLHEE
B ASESOhAI LI BE0 T RN G RESET
ILEBRETMIT O, BESBOSIVBEIE. B
e SN TR k= FA S Y e el

2y EEOTH (R BECTHAELNAILAHS
DT, ZOX IR ABSHON S ST, e
AEETIE.

3)  Biak (1%  FHL B B VBT S8R
HBSDHNSIEMNBED T, LOX I E KA SLHN B
B E S EYSLABRTOIL, 128, BAIINE

BRI EENHD (FERIE AT OO A08 B T AR oo F LI E ol EABIE TN TLE S hS, BB ELTE
AUCIE T35 L z), BESHEEREET I,
SRR (HRICEETBIL 4)  REEREIESEBATAE (Toxic Epidermal Necrolysis:
BHES BIRER-BE 5 | BF aREr TEN) (%sk#) . 2 mE5 IR 2B (Stevens-Johnson
CYP3AABGEA HA O FEEME AR LRI ET AEARBE) (1%0sill). ST (oeskil) it S g
ZrhA FL. (REBFEE TS CYPIASH 5;“@‘ BURBEE. & BB R B S B BLhN SIS0
AN, BENIRBE, RFE) B, EEEROL . P o
I TP LR B SO YPI AL R ME BOTBEEA DT, ARSBOCNLBEIL B
JUVE—-VEREE,  bE AEOAUCKHE|DOHET. A RORES FEBILTSBORDBEEGIE,
AT R TS 5 R R T 7910 40 TEHE L o o g Sy B8 (1oeskis) . FFEEERRE (10%0, 1), B (1%skR) .
(5t John'sWort. £k S, BEFT3aeEtesd B2 (1%RE) (FFR. AST(GOT) ., ALT (GPT). LDH,
Vg ) S B B T-GTP. AL-P, EUIE D LR85 SO RS, 5B
& RESDIDIENBD, AR 2B o g ABEEIhTY
CYPIA4HES FAOR F RN ERORBIZIZEL BOT, FHFIR LRI~ 25 B C1E, HBENTREDIRE
T = R A 15 I, BIEEOSBUE|CYPI A4S ﬁ-b"ﬂ! RUT S R S R s B S, &
I ), ERUEEESEM R0, EROX5E O R I B ST AL, 5 5 1
TEOIARAFAEME (LT HBENNED. R|CYPIAMEERNELD AL v - =
VRIS ), AEARTIF S~ LB T AR OR A PARCEDABEET L, ((ERRAR TR IR
DRFE T, A BV RS L e & AFOBES Rl f iR B
s -, PN AUCHHES0% N L M T 2 AT et 20 6)  MiFk (1% . i PSR 2S (1 oeski®) -1 2. Wikl
PELIRERIE. N5 /REIR a RN ELhNITENBEOT, BENEHNSIBSI
EES B SR LT B B E AT,
il o 7) BB (k) R RABODNAT LN HBOT
ol R TRER FLLEE RS A F OB R pHIC o ' A o
At BT 0 1D, % e BT . W iﬁ%"ﬁé}u—;bl\ ﬁfﬁ ﬂh&%?zv—tfi&ﬁ{fﬁ-’%’r#%&b
- B0y iy o R BEAE T | p HATRHERDIT L BEL SIEEGITRR 55 B L, BERAESE O,
S AR TEBENMBD, B LR ETIIBNT, & 8) GEMEEBRIL (ki) R E R (10ekss) . BTN
BEAEBOTHE~ T HOBREAMHETL, & I 1ol | H{ T, HILERE. BET ks
b DB R B RB T AR N HRBIEMBEDLOT, BEE I BEAELOSIT:
SHLE TRBLEES b2, BEICK. WIREL EEXE, CTEOLBMRESFL. £
5. EADAUCHH BB AR T B0, B AEAS 5
SOvE LI, : V7 e
TTFI INR £ 8- i 5 i e A, 2 %@{mmmma i
b S OB SN E 10%LL 1~ 0% =S
B ARMED N TFUS 2% T, R ER
BHEATHH I &
g R | N W BB (RS, EIEE. K IOES BE. BT Q. B
W M INRDED BER. EEAE. BRES
SOl XEEOK RS
T o RRD EED ETEN T YW
o ppie e RV PR ARG AR,
BRI Lo 250 T OANTF 17 TR | N BT, E e )
A5 AR O3, 3228 R 1,86 TR (56.2%) W BIHE B Ao, T2 ) - - o
(EIRIE, S 56117 1%)  FPRAER 36901 11.19%) , T#156751 e e T | IFSRR
(119 BRI RS - BIBIE R 21930 (5.8%) S Th o, Bk i AR
R MM 2103 IO S, TSR T L. B S b
P, 322 BIrP OFEC 28T 2 5%, B MM g - 1 MRt 2 B e i e EFIBETE (AST
B 19345 m@?ﬁt%@;s 9% Tdhois, (200458 B $5&6) (GOTY EB.ALT
o TP SR IIIAR 5 SR e S W B B (V-15-30) DT BN T, R I GPT). LR
A 204 B 23 m (935 5%) KBUE B BOON. EARIES BEE MERE Hirg

b BB 1580 (64.8%) . THEIIAI (46 3%) . B 6518041 (34.4%)

...42“...4




10%84 & 1~10%: % 1% ki

T RO EWHB.INR k
BED g B H
FECIEALVESE
R, fsh

#D BREEMESONABAE. B EN SR AT IS B AR
EFSTE,

E2 EREEA TH S, BRTERI SR SEEE5.

%3) WORAER (EICERER) KL TR S84 653,

& D TrU SO BRRIINSOERN SN L ORERED, ((HE

C {EEOESR

RSB Lo 2507 0AAST T WE S E LT

B AR TEDSN o BRI D TRk B R LE .

BEEAOBS

AR B R B R, 65 L RS T M B R

Bl A BRI FOB B ZEH0I T, UL, —i

RS THABRENME T L TN EMNBNOT, BEORIEEE

LIS EBICRE AL,

iim. EiF. BRRREA~OERS

(1) FRIGBLTWATEEEORSE AL I8 L 0F 35
HEBREE EEASHEINAERIOARETEIL, By
BT S TR A, BRI BICLLU AT DN TRE 4
METAIL, (BB EURABCBTAERER I, B
ERTHEBREOHED (0F%), £ FHEREOED (Sl
RO & ROEHFEE (oM MBS TS, ]

(2) BEADBAEE T, SO BTRETIESIT
BERER I ESIL, (B8R (Suh TN P~BHT TS
ZEARRSHEIITING, ]

(3) FHVR-FHOBAIEREST I EE TR,

HIBEEAOR S

{EHAEEER, s B LR HEXIN BT aE el

LTzl (E B BEAYILY),

HRLIORE

B _

PTPELEOSAIPTPL MBI HL TR TALSIER 57,

(PTPI—hDREELICID, BBOE A Al A~ E A L. Finid s

AR THBRASOEELSHEEHRTAI NS INT

133, ]

FOBOFE

(1) ¥\ TRBEN (SRR BTN E ST
&SI DOBEERRIIBOT, FAIEY LY DR
&0, BE OIF D 5 8 07 chER D s, B K
BT AN E B AIBNL TS, HRIEY L E S ED
P CEE LT PR D, S MERD. iR A IERE ST
TS,

(2) BN TEBLSGHEE Ly s/ oAy 778
BN BTH8EBMNOER. BERY. ¢ AR ECENS
#H AR LS ROBEEFREOS G (L ERRE SR
EE HEEHACRERTLL TSI TS £, 2 5
REBOBWEE. BENFRABREF EREDELTEEX
TVE,

w*(3) BN TERBLAEMIREEETIIBTRY 77710
BB 5 TORMMEE MBS AOH MUy B ER
B FEER TSl R— bR AT N L 2T 1 (Ve
53 BV T AFIOR RS  MESHAREDLS
WIEITH TAHM AN, A EEHORETBOREHEL
Fodw X (588 v X Eh) T3 23 (95%EH X 811 94-5400 T
Hoifr.

w (4} BIRTEBELE L DAL OL SRR EErE T,
fHERE QIBEAVE) IR EEROE NS Ss S
FRICER (050me/ B 5) EF SN G0meym B 5) 04
FHEE R TR LS R R R (V-15-32) 0
WU 2 EEAROPRE. Lo BT 558, By 3E
WETI40n B THED N —FE 112, 95 24 % B K 0.9
1.40) . 2 £ BB SFROR IO T 5%
lEmaEivahol,

#+ (8) WA TEREENI~2L-VA DL SBREFEORLER I E

P NS E e R L BRI SRS
BB EERR (ISEL YIrsn T, BES /R T
R F I B EMEDSIN, HEEE S (HR=0.89,
p=0.08, RRIES 658 vs S1mR) BUEBH B (HR=0.84, p~
0.0, PRIECIHA vs 5458 ) ThEEROERIFE %1%
HEEETEDSh ok,

&) HERO—REERBIIBNT. AEMNLENBETOTER
DERRFR TR 0SB EMUTOIITREINTND,
RN LR O EEE R vitro B ITHBNT.
FEIBEETNCES BT ES Y, ShERG (HF
BUKEEIT LT v )bhat S Ao ke IR BE e
FrERE X MERIIEE B viroBBHT BT, &
RLBEE R LEREBEEENICEEL. LBOE
SRR EE R T 58 EAELI. EBIT ROF L AR5
BCELBBITREAT SN BB BN o
A5 BERICQTMBOR SRTS S S HO B ER L
FES Smg/ke R SEEDCHI 17, Somp/kg ¥ S D6 T2l
10%EHE A SQTeENBOE B Ednit:,

(M) 1Z2RVWERERSENEROLERRE T BEEOR
APREMOEE R U EORE Y o7 A 8 8D/ il
e,

& ZyrRUAZERWERELSEARBR T BB RURS
B T2 B ALNDAMIIBTAR T LB BE
RBUAE EOBES) M RO, ChanSE, ARSI
RTBATOHBEDIEBO0. BEREE TRIZBEVLTLE
BIREE LI, B, Sy R ERNETF MBI T, A%
i‘é‘ﬁi&‘gﬂééﬁ”é%@m‘ BRI iR nEnS L
TORELSHDY, [BENER T HEREURNE TS
REBUROIEL. FEE S Q0K T 80meke/H ) T, A1
BRERBLI0sEAILI 6B IERLA AN AUS SIS
BILE R B E TR RS BEICRN T, A L EOE
EHERRICHR S B R EsSHna, ]

Q) SUrEUARERAWLRER SRR TR A8 ERER
%), Bk (BAEEIEE) U (FALE 8 T BIE T
REigenie, ZNS0F 81, ZEOEGPRF 1 ot
HEERCERLERRESEI0NA, :

(10) 2 B AE BT BT, SobOE BB W omeike/H 1 B S
FTH BT R S B S i AR )
DF & MR ESNI. £, T ROE & (90me/ke/ B
125mg/ky/ 222388 BAGE ) {155 (0 T8 i
RO S ez,

' [EwEhs]

JiHRsF—3: 3 )

(1) BEABREEEEICSITSER225mgt BRI REZED
5RO i
S AEBEEBE h=6) AR 22 mer BRI RELRS
F, BBOBIN IR ST, B i o R SR A 40
MTH. BEMTED G~ 1288 Mash, Koy
S L S R I KT T e e
HH225me R HERE D ELAL SO MR R T U kB
BEREUEREUHERSHOBBEENT AT FTOED
TE#bD,



(ng/mL)

A REAARE R EO N YD BRI, ON-BIF LV kR

10 UBAEBR 7 D i i B2 R DA % F T, &
DHORBNEE LS B TEIThE,
% 100 RE(LESSO-PAF LA~ DRBICIECYP2D6 MBI S L. BiE %
h EACCYPIDSIEIEARIAL 7 B BR BB (Poor metabolizer, n=15)
% o Tl HCO- B AT LRI H E R o, B Raalidolue:
i BETIZERCYPIAMBEEL, b N/ DY 25 RV e m vitrost
g BB TO-RAF VRGBSR TED, CYPIAYRE DL
=l BT TCO-BAF 2R B0 & LB DL,
Y EDTEHS, RN ABEORB TS A B T B B g
01 e : ona L TDODLERENE,
"o kY| 4 72 96 120 144 4, e
B ERsE BB EE (n=19) |75k 45 7
AAAEREEHICH HARI225mgR IR S KO ﬁi@:ﬁ%ﬁiwﬁgiiﬁmmmﬁ&%’ =Eomi
o DEBRL LRI BOK A BEHEEERHE (om6) I B0 TRAME A U R BB O K B4
(PAMIBRES oo HNBAR) R, R R S ROGK I T,
% BERABREESEICHTBEN25moE RS RO P e
N5 A (EAEHEEEE. n=6) » v 5 CRELT R i
HLfzk & B EOFHR0WIH Y T AN S0 E M R g ER s
Cmax Tmax® AUCoeo [3%:3 TEARARS
(ng/mL) {hr) (ng-ho/mL} {hr) Tt
BE 1884120 4.0(3.0~12.0) 456842125 01246 IR AR
R#E 3844104 50(3.0~7.0) 16860410630 41,3209 1. BREERED
#1) EHOREBRIDR oMy B THS., A EBBEBEEEHRICARS0~T00my A O H B TRERNSHEE
T2y SR D . FRERBRASTTEL, AR I3 | IS BSFITPR (e /B B . 780
Q) REEDREIHIISTRE NC e/ IR TR, #4058 - B0, ORI, FLI0 i,
B ABREEE (0-6) 22 %22 Smg 8 FIE4ABEE 2. BRI RSE (IDEAL 1)
LR GRS, B8~ 100 B TERRBICELL, 5 FF B 5L R A RUSEAOEFTE AR E
3. 7. R4 B BORS RiOm SRR Lo BE 578 UL AT L BT M) %4 S L i S S I 2k (RS B B s
BORUTIORY . BB RFICLDAUC- ok #12~ S EL EHEN TP, 2001485 A MR E COBEF (A A1250me/F 2 5.10)
7=, BT, BB EIERIL18.4% (19/103) ThY. 055, B E AcBiTas
2 BN BB A R/ MBS B i L B st HEII27 5% (14/51) S B A ST R B0 6% (5/52) Thoie,
L B FR BB IR T B A A R OFCK A SRR B IR B A A TS 105,70, AAEL A TH64.9H Tabote,
F250mg2 2 GLACSEOEHRBHOL TORFARBES = BIIERATERERCET 55 AR RS ST 508
B EET 26425 8 (T IR ng/mL TH Y, BEA HEN &
Z HBEABEEEBREICHIAIFH225meB B SROMIH A 77 5% (147513 9.6% (5/52) 18.4% (1671035
LR EE LR B (ng/mL) O (Jes9 il BRI, n=6) RO L 70.6% (367517 38.5% (207530 | 54.4% (56N 035
IBH BB 108 H HMBH EHvRe 48 5% (16/33) 32.4% (11/34) 48.3% (27/67)
102426 1 165£73 2 185+72.6 014939 AT TORM Dy 1148 $78 xts)
) FRORERRAZ0mg A THD, (5o EHR T R~ LR {863 ~1280) (SSH~66H) (615 ~86E)

(3) BEARUERABEOESEE

HIERERBIBO TR A RURE O ERE R LA
BIESO~To0meD H BH B THEROBE L& m#hg
A B B U SRS EE ) T A-- SR T, ‘
Ere. B A B AN b s el L E et
BB R R BT aH Y 2~ 3 Tr—< IR R
ARRORER, BRI AERIEO N D,
BRAFXTRASE T — ’

Bk A BB RE =1 I B B A T S
FE59% Gz,

4

D BB -RREAY

#£2) BEVICC/WHORTEIZ L A8 1 (CR+PR)

¥E3) EEUICC/AWHOEIRIZ I BH I (CR+PRSD)

FEE YT 22— GCS) DA R

[LCSz+2 ek, -2 8k, FNiA g

SHE B R B (DEAL-2) '

R BN BT D AH BN ST BT Ik A e (2E]Lji:
ORI LSRR E ) 2SS L B EREBOR 2.
20018 H B AL COEFTBNT, FA250my/ QD ROBI BT
11.8% (:2/102) Tdhoie, IR IRTEN T 72.6 B TH-l,

ﬁ SRR AR R B A MR R E R CH T AR

(5) BREOREE P 1L8% (1271021
FHEABETREE =28 BT, EfEAERELREE BB, 42,29 (43/100)
AUC R Cmax it F I F I3 7% R 320 8 hnL 7= A%, ey = Fiah e 43.1% (44/107)
RS DEA LT, WREFETORM,

6 FREREORE NEAT—5) GSHERERS FE~ bR R GSH~BoR)

Child-Pugh/HEBICS 2B E. P EERUVBEON BRI LB
BiEERE (HEBER T SFSong b HER IR EL
FREE FSERUVEEOTEREEERE T RS LED
AUCORGI REWBECS HEERLIED,
kit
B A BHESEE =19 EEEB NSRS RSLEZ08E
W BT H BRI 1400L TH 1219,
EMNIB S EEEOHEE BIER0% TH o Ein,
B lhon - BRERE FIAEETE, Un vitro)
L
wR AR e F T O0-BAF VE, ON- E}E?)M:)bfés i3
{LBL7y BHEECZOMsBOR B DS, miho R
BFO-PAFIAETHED, TOREITE R ERBENEE BN~

MmEF VTR

D BEMEAA~BEES B TOLN - AR
B2 EEUICCWHORSMEIT L A8 (CRPR)

#3) EEUICC/WHOHERIT LA (CRAPR+SD)
TE4) BY T A~ (LCSY D AR A2
LSz 28, <0 84k, FHDA R

7/7’@%# r‘sﬁn@@ﬁﬁ@(msa 3

ok 4,




EA S HICBIT 5 B (BRELHUR B UEIAEEIER 2. RS
(REFEE(TD T I4F T BEGFRT O — P B R T L (RGFRFT
orr e | PRI _ o LI T BIC 0,027 o VL THY. ErbB2, KDR. Fli-1.
2R D ”’”&;?’”* NTAREN Raf, MEK-1 X UFERK 212 3 B S RII £ 01004501 5T, JE

BRI OO R R T 19,

sumaenm | OIS ORTE s ososses i‘:‘DNM??H‘{E‘S’&&U%%%%#E‘Jﬁﬁz“"“’tﬁ”ﬁ%\ g
P 18858 (SR | D658 CRRD | st oms FIRT R A HE T EOBENES, I6IT. B R L B
{17608) (n=608) FVEGRH OEAHHZA L TEENOREH £ 2B T 5

#D /\“f%bi:tbiCoxhtﬂ)\"f"—}*?:TszQ:Dﬁb‘jbfﬁ:a P e bbtﬁf}éﬂ“@

BRI

P FLIH

HARTSE+AZ Y ER LR L) 412

EGERIBIE R I R B O S A TR AR (17T
ks FIT IR ﬁﬁgﬁé Igpegt |25
(EGFRBETER) (D gD BHEM
ST M 9.5 8 Chagg) 6308 (FPHLaE)
e (r=132} (n=125) R R
T LSH B (st 5505 (R4 )
et =) (n55) RN 10483975
2EEEM 20633 (HRE) | 21988 Chag)
() {=137) (=129} 1o0n - dse1328
SR N.25F (i) | 12758 (hatgg)
(i) tne01) =83) IR | ORST1628

) I —RHECox A\ F i I L, N R AR T E T

258 7’74%..9’#&%ﬁ@iﬁ%@%}:xm&rﬁ_@)zaﬁ'ﬁ;}wiﬁ/m’ﬁ :

& L TR b

LG,

B H IR e d- 1 TAT-ATE-L % %
& GE FFERETHRE
4 L1 RABT ST st G St
Ed ™ e R4 LA A,
x H o
(% %,
"
2 ‘HX } .,
e
0o, e mm——— T D -
g & 8 172 5 20 24
BRSNS OHENE (3)
at ik
SRSM SCORETER) LBl AR mo_x om o
FILFITE BE 122 108 kil 31 " 3 a
2 FTTH B Y i + 2 1 8 3
RARTHF Ao USELLE 1. 103 37 7 2 i ]
BARIIF s ALY STLLE an Bs 5B 14 1 1] @ o
1. HEBYR
in vitroRITBWT, U0 F 7N ER T L S BOEGERE

ESHERERHELY (ICsh: 0.054umol/L) 19,

CHERB S R AR BT, S I F A 13125~ 200m gk
BOR BTN RIREREAS40, LRI IRE D145, ER R RER
IEE A3 KRB CR10. HCT15. HT29, LoV, DR T.LE
BHEKB. SRR s 2l L C R R S E A L e,

gHEINTNED,

SHIA D F o B 4 BEGFR LD B EGFRY ZHL TR
Mﬂfﬁ%ﬂ“bm Yﬂ—/xw

3 ﬁf@ﬂﬁm ‘
DI AFHO-B AT AR CEGF RIS T TOM BT aE
BEREY 717 27 OB 1301 TED, FRBBOBES RO
FEI/NINEEDNS,

(o AR M ma)
—EE  ATF T (Gefitinib) (TAN)
LB A (3-Chlore-4-fluorophenyi) -7-methexy-6- [3- (morphotin-4-
yI) propoxy] qu1nazulm—4—amme
‘i’gféﬁ : HC’ m
'@
BFHR 1O CIFNO,
STR 44690
B F195°C
SHECREC 14000 (A 5% 2 L ip OB EITE)
EEXPN TREOBETES, BHE (100) P AF N ULEFLRICER S
T EUPL ORI FhS L RO TS AT RS
G AB S LF S (99 5)  BERE T F e, 2-F = T
BN RITEEAS BTG, A T4 T D
TERR B pHI (5 5, (EpHf TSR EHIQL, pHA~ 60
I TEMEEREUE T L. pH6 D, Rir BT AL T
L3,
B Lot 8250) O pRICBITAE HEE LB T 15
SUOBEMEIEIINRE—FL TR, pHS 0L FTIELS
S BAPTRS S bl _EDB A AR 2%, pHASE N AT T
BHEAREIET LR,
F AL EE250058 R (95)
Huw 1543 304y 4553
pH1.2 101 102 -
pH3.0 90 %6 -
pH4.0 89 94 96
pHS.8 87 9 96
pH& 8 <10 <10 <14
i <10 <10 <16
[HERM]

1 TR E R R T AR HOE PR RS
DEEDRABALE TRELI 5570 T A Tt @Bl
HERBEEANTRERTAIE,

2. FROERBFOERIHRLEBOELERHEEIE B £
HOEERALBIR TOE BN R U & S OBEE DO TR
FHOL, i CHEOREHERIIONT, EEESHEEIgs T
&,

[F#&]
AL E8250: [PTP] 1488

[l
1) HEE:EEDy—FI), 412), 772, 2005
2 HABEE (FRNFESEIARE AR SEHESERLE RS

—_5



MEERELHEHRES 'H3, 2008)
w3y Mok, 1.8, et al.'N. Engl. T Med. 361€10) 947. 2009
4y Kudoh, S, et al:Am. I Respir. Crit. Care Med., 177(12), 1348,
2008
5) Thatcher, M., et al.!Lancet, 366, 1527, 2003
6) Nakamurz, Y., et al :Exp. Eye Res.,, 72(5), 511, 2001
© 7) Nakagawa, K, et alAnn. Oncol, 14(6), 922, 2003
8) ARREE(E & ARCECEAJE/ NS SR Bk
BHLREEORE b3l P73 2T 40 A, 2002)
9) Ranson, M., et al.!T. Clin. Oncol, 20, 2240, 2002
10) #RER(250mg B EE D8 SR QYRR - A3 T RA57Y
T4, 2002)
11) #ARE ENENRE BT TR ER T NpHOEE, 2002)
12) HREE GERE. A BRI T RE BH BT ALy 50mg
ERREORBBET 5, 2006)
13) HARERREOEAERUTRSEAORE, 2@02)
14) HAEE (ERARBEEEICY TrF TR B B LS E0K
MEE, 2002)
15) HREE GuNIRITLEF EEME 2002)
18} Fukuoka, M., et al.:1 Clin. Oncol, 21, 2237, 2603
17) Kris, M.G., et al.ZJAMA, 290(16), 2149, 2003
18) Wakeling, AE, et al :Cancer Res., 62, 5749, 2002
19) Ciardiello, F,, et al.:Clin. Cancer Res., 6, 2053, 2000
20) Chan, K.C, et al,'Cancer Res., 62, 122, 2062
21) Albanell, J, et al.iJ. Clis. Oncol, 20, 110, 2002
22) Ciardiello, F., et al*Clin. Cancer Res., 7, 1459, 2001
w% 233 Lynch, T.1 gt al iN. Engl I Med. 350(21) 2129 20604
#¥ 24) Sordella, R.. et al :Science, 305 1163, 20604
25) HHNEE (REROEEER, 2002)

[OREE RS- B BEBEL b %]
FEVERREROE AR DERL TS TRIZCHR T,

FARZERIER SR AT N AL T A em
5310076 KRBT APERT T H1885E

o] 0120-189-115

FAX 06-6453.7376

ﬁiﬁﬁ&?ﬁ:ﬁ:
PANS Utk EH

AEmiEREXREP1TEI1ESSS

PIB50A

B FPASET NSO BERs T,
© AsiraZensca 2002

AstraZeneca%

IRE
ASTYA



