HERFR
% | REFTRET
Bl X

FEﬁ@%E%ﬁmﬁEE BRE
B3 S B R

EENBEERLARERRY  REMEREE

A et 7%ﬂ@ﬁw$ﬁ

L fy B
e

f'f-’ _':"
2 BT B o
PRI A
LA B - H

et | FHFAR

EREER 112518
EET3H 11258 1 &
HEREERE 11258 15
ERE23411H25H

WELIZERS (B & B

iy

L
Bl

et

ﬁj ;E._q_ li

[T
o

Y
=

!

]

%Tﬁﬂmhﬁtof®%§$ﬁmowf

T4 F=TRE RS A Ly ¥EE250) (BUTF TARK 20 5.) 1o
owfi KE\ﬂ%-ﬁ%w—%%fﬁ?éﬁw$@~ﬂwﬁﬁ%%ﬁo

i5\§%

1. SEOERBEE-HEF AT

EDERIC DT> T, BT
TOERBE, RSN L TAMERSE LET,

BWT, &HF ozhie
BETFEEBHOFIFREITERIEANEIES A

DR PRICEET SR LOBEEORELN TROLRBVEFIhE L,

DE‘@;'{—T’:L*—O‘I\’C%;@ éihlé

- B% [EGFR
WERTBHEE BT,




f’ AT H

F—lll

Bt

[%h3E - 2h2R]
FARE TSI/ NRBER A A

[%h8E - 22
EGFR =T ERBMEQFHREX I

| EFE /NI RR S A

<ZEE - RICHETAER ELEOBE>
1. BB OLFREREBES BT AA

<% ZRICEETAIERE LorE>
1. EGFR Bl FERBRELEE TS -

PER O R EE E S LTV iRY,
2. RAOWRMEEICR T 5 H K
BEUOREMEITEIL TR,

L. EGFR BEFEETHAFEDOH
S0 T FEERET IR, B
AiEFEO HESEINA FI4
v FOERFOEREEEZILTH D
L,
2. FEIOWHRMBEERICBT A5
K OEEMHIIREST LT 7eu,
3. IBBRAE ) OBEORNEYBE L.

FERDEPDER e 4y ic 8
FRL e TS BEDRIREZITS =
(‘:O

(BB EG. TREEMD

2. SEOEBEE-HMEFRBIML ) FF OB XERTOREZEIZ o0
T, RERTEFICH L, THOMEESED. ERECAMZRET 3

J: 5?57.?\.L/7L:: &o
RB., BEMESE

MEMERREOERRBIERASORTAICS ST

BS &L b BEBREREIT L 2 BEFROMBICR 5 HRNEED

HAERBEWVWLEWT L,

3. SAOERBEE—HLERBIMES AFOEROTERCHRM CEDY
IO Til, MERAERECH L. AAHLEE b 17 LA SR
B RS AT EXEOEM R OB MET S L SR L b,




*% 20114511 AT (2241

1

26104E11 AT EAERERY B
EM SR 874201
. FERREATESE(EGFRYFO A+ ~FHEH
AV 250
iiﬁ"ﬁﬂiﬁ%wﬂﬁﬁ/d:&u{éﬁ?é;&: / s ﬁ
: PIAFTER .
B MRS [RESSAabiets 250 REEZST |21400AMY0018R
{3 AR - A SIS ROE A ENICER B3 200243 8
T30 [l 20024E7 8
EREEE 20024E7H
4] - [ TLwH§E50
1. FHNCKBARERLTHCHY, BECEROEHIE- T, nE WE =
BUNE0EIER ORI EOE ETE. Bdras EE #11mm
IEAEFLABBIEZFICONTHHCHREL, AEESA LTS . e . #35 2mm
THIE HE #0.5g
2. FEOBSICEVAEMREE. BEEMESHELNEI LS HS Bk IRESSA 250
OT. XA ESEIIREBRBE T ATV RESZDS
- N AICEREER L BREETICL, ’ wx [ShEE-ZDR] .
o ARMHEECATHHASERORSNMMRICREL. B |  orrEETERBEOFHRA TR/ NS

RISIRRE/E BRI S0, M et b SRR ABHITA
BREHLENICHETAEROTC. B ES A SO EETE tkH
BRICHTAREE TR L.

3. SRUETRESE. B RS CAE. FFEih, SRR %
DEME. FHRSPICRELLS RS, R REE
OERCENT. BT oL M3 BELRBR EE THB. 20D,
EHNCE DB FEMEACHAV ERIEMIRERE. BFIEMN

hoOEHEEE T ERIERTIRAICREICEST3CE.
(MHERSIDESE) ’

4. BHEREE. BRI RICLORIEN SRR eSS T2 a1k
HEOREICHHOOTHRESN TV SICESREOENER
FE FORALRVIETHELN FRTHERNHD, FHOBSC
Bl Ol BB ORESRECERTERE, THCERTBL,
((ER%S IO\EER)

5. FAL, BELZERICHHEERELOEMIERTIELD
I, B EICEL TSR SICE R TE B ti5cs.
(TMAEES]. Fi@f‘id:ﬁ']&xamcﬁrijtrﬂwﬁmmﬁﬁ
B

ge. CASHE. iHmiise. SRt RoSHogRERaL. O - 7

[ZR] (ROBFIHRSLENE)

FAO R H U BEIEO LA ROS HEE

(FE2Z] CROBEHICIFRELANCEEERETIM, 131
HEETAHGEICTEECES AL

1R TIEIRU T WA R EEE0HD R A (TR, B, BB S ~0E

HI\DIEZR)

G - 1K)
1. $8E¢
Bxeh AL t§E250
B -S20%T) H74F2S250mg
s A, IO A, 0N AT~ ZF RS B, B
T2, ST BREEF NS b, AT PUL B R b T
TAD—Z, w70 —)300, Bk F o ST kg
2. R
BRA ALt §Ease
514 BEOTLAT-TE
Y &@ : &
. 250,
e &\ O

<HgE- ﬁi[ﬁﬂﬁ?’%ﬁﬁﬂi@&a)

ﬁ%FEM%a)%%‘f@%%Ezz&%kﬁlto .
2. ztﬂoaffn' f&#ﬁﬂmﬁm iah‘%ﬁ%ﬁ&tﬁf%mmuvmm:

UE_____LK_J:T‘ELEE-___ (D%iﬁ‘:&ﬁ-ﬁ.,&:,

[Ri%-RE]

BHE., AT Z4F =T L T250mpE] A 1EL B O #5535,
<Hi%- FARCEETAER EOEE>

H# A BB EIr BN TERESLS W SR EIN THA0 T, B0
LAEFELN, ((EERL LR OEER)

[FHEDEE] ,
1. WERS(ROSFCIMBICHRETEE

(1) FEHEAFREE. f RN REE. BRI 2. CABE. Mot
I, EANER 3 i oD E RO RO S Bl (B
MR AEEL, BRI D EFR RS SN TS, ]

(2) EFRBOEWEY (2 HREBEOEEEbCaEMES. (5
HEMAORBER VT 2 2T 3EmH %S, ]

(3) FFREEFOHLBE (FFR S P EEREEO L FMN
amru%(_rﬁlifﬁmmlﬁaﬂﬁ) e FHFOMLTEED LR
MBENDEOHEHHS (TP ERE ORSR) . )

2, ERLEANER

(1) SRS, MR S0 8B AR BT ihtEay,
AR AT B AT LB BOT, AROR SIS TIL.
R (ORTRER. W N RSO ) e @l &
W RRXERE AT I E, B RECAUTRECTR
2. BIIR MR SESE (PaCy) | RSB AR I B0 3 43 FE 8525 (A-

' aDOy), IFH AR (DLeo) A8 DR FL. RIS, [
B ASNEHN B AR, BblaRicLakierhit
U AF O R R E ORI ER T,

(2 FHERETRIISSTR. EROBEEICOWTESEI+ 4
TR AEEDIL. BIRER (B, TR EE, v R U R
HOEE) 2 IS, CROMRELBE T, LRI
EfRIS SR THIS BE R sr)L,

{(3) AST(GOT).ALT(GPT)EOIFBEREMO ERMHLLNS
TEABHBOT, BRIR S E1 ~24 8 1Bl ST EEOR
BRI U TR B 2R T BTN R, S, EEOFF
BanE TR SR EOT e BT Ak,

(4 THECEROEERFRSSDNEBETL. BEORBICS
UTikgehat it i i S MA@ ore.,




(6) WMEMERIEUNMERBRBSEHT SRS T FElom T

BEMETUERIEE TR TNISS, ((HERRIRSE
IS T2 20 M R OEER)

(8) HERBIBOYTEAENREESN TSSO T, FH{ST0

BB EOERSEREEISmARETaT IR

TARISEETHIL,

EEFREBRC BN THERICEAQTEEDO T RN RBINT

WBHIEMS, HERKRUTLHERREREE T, (O

OREIDESE) -

HEFR

in vitroBBIEB W T, FERERRBELF M D—LP450

(CYP3A4) THRBENZCEREEN TWADO T, FEEOEER

HErRETEREHRE TR EELTHRETRIE,

CYP3A4TEMERHEETHEAEOH A IzED, AHORENHEX

N, AEOm P RS2 EM 5D, . CYPIA4REA

EOFFRICED, FHEIORB P ER D P e E T 5 etk

BB,

—77. A B vir o BB TCYPID6 R R E§ B MR

TWBOT, CYP2D6 L LM NS DB f th IS s i a

SR FEENS D (FFEAFT OO F{ TR AN oo—ILo

AUCH T T3s%HIRLE) .

0

i 1 K TR 7
HEAMAFEESO T TEEEILF S b PR R z.
Lﬁ%ﬂﬂ:ﬁiﬁﬁmso?w%ssw (ss 6%) 2B IH’FFE#IE_
ni glﬂﬁﬁ&i‘%% 3%394&1(549%) ‘Fﬁzsm (41 8%) B

)

() EAEEHER

1) DHEFEREE., FEENLS (1 ~10%RH) adimmEs 5
BN EShh T ENHEDT, G XEaRESsF
STEEEE TN REMNEDShE A0, &5
kL., B ERT e,

2) HMEOTH (%R  BEEOTHNSShNAIENHD
DT, ZOXIEIRMBESHLIFE S, BN BT
ABETICE,

3) Bk (19555 TR IER. S R I AR R IR SRR
MBHLNBIENHIDT, LSBT G b 18
o o A A U e o Nl e S i
K%Ii%stﬁ%%#ﬁﬁéﬁ‘tb}é:tma BEIRUTE
BESEESERERTIE,

BRI (HHCEET52L) , 4y  FE{EREIEFERERLE (Toxic Epidermal Necrolysis:
S BRSNS B A | BF-EREAE TEN) (1%k¥%5) . B 1 BEARAE R 5 (Stevens-Johnson
CYP3 AT FAOML T EESE FMORFZEL HEMRE) (1%:H). ST (19%:R55)  chefhss i BT
i ;gﬁ;’gﬁﬁﬁ ;‘,{P;Agi?g;,;;‘; AR, B IR (R R SALENSEDNBT LS
P o . I E 4= - -
Yy, T3S LI | SRCTPIAE R SEC RS AT ARNBOSUES I,
FOVEY—LERE,  |E SAOAUCHE| OB AT, ARk FEPILT AU BT,
Rt g Y YL T £ RO 7%z AT L o e At 5) K& (I%ER). SRS okl k). B8 (1%ER) .
(St.John’sWort, & k- DL, BT oS FFAA 2 (195 (fF#. AST (GOT), ALT(GPT). LDH.
DX DN SRR 2 T-GTP. Al-P, EWIVEZ @ L B S5 SR ARRE. 35
¥ : AESHIBTENS D, FFAR I T o EFISH &I T
CYPIAESA] . FAOM T REAE z:mmwmﬁ%: HOT FEB LRI ~25 BiT1E, BDNIIBEORE
T =) RHREA (b2 | 0L B R OR S| CYP3 At ) e b A
aFE), ERU AR B B0, ERO X5 ;ﬁ;;%i?ﬁi%ﬁ%@iﬁiﬁ%ﬁ;@ﬁ;f
THOSIRRGEGE (L3 EBENHDD, & |CYPIARERNSED it d A
VRO, ATV | T, AR O TABEE LB I, (TER AN ERIOH
URFE T TSN G | AL s &, AR 0| Er il i Z:H)
BT &) i, DL F | AUCHEIB0% ML i+ 5 T g b 6) IR (%R . M IFEER e (1%RE) (LR, Himiks
TE N, <520V e 5. BERDBEDN A ENBEOT, BEEREDONF BT
e 3 B SEa LAY, RN ERTOCE,
Tl TN 9T A 7y RERESS (1) RS ARSI B LB B0 T,
TR T BER ELWE T B R | R A OIS A p HIT il s
AL T B BILIC I, ok | B, B BERE ST, IR M7 25— Ll LR S0380
- Sk A1 P e AME T fpEAYE SRR L AL SNB &I SR M I L, BB FITe,
ST VARG TABENASE, MR FRENT. & 8) FHAEEFIL 1%REE). ML ERE (k). BT h
EfzAwTHe~T7|#OREMAETL. 1 (1% | BT, BCEHE, MBI s
Bz E fplE A BT ABTh barlisHan T, BEEF 20T, REEdehE
SELE THALIEET b, AT, R, FEEXE. CTSONERREE T, &
i;n/ gﬂ&:ﬂucﬁ # Flooig oe b 35728, EEAERTITE,
TR TNR.E Rl A58 B r o, (2) TOROEUER
D8 &S 10%ELE 1~10%3RH 1%k
B EFETN TV & ' B BN ER
2EE TS A . =
EfRI T O EE [R#®.TORE. K| ORE BB, BT R, B
FERE UINRDE= B, KIERE. TEHE R ‘
F—EFOTE. XIESDEIFER
=0 T REs. B8k B
BRI LY 8250 ARSI T 1 P e BT, 2 5T B, ARUSAS,
i N y o R
i 5F SE 4513, 32240 71,86 7471 (56.29) I BME R At 1, 32/g] e - =
PR, SE5 56851 (17.1%) . FRERER 36961 (11.1%) . FHI367451 e E‘ﬁlﬁfg RO RS
(11.1%) N %\‘ﬁﬁfﬁﬁi%' ﬁﬁgﬁﬂiﬁ%}ilg3w (5.8%) %T&B:’to %ﬁ m;& E[ﬁlfﬁﬁd)\ Ifﬂ.l.f\m .
i g - W T 251 93 055, 7SFIAMFET L. BT SiE ®d
FlEG, 3226 FOTE T RI12.3%. SRS - B M2 SR e i [FFBEE = (AST
;&193{;‘1 "1'“(7)7Et$021’.38 0% THor. (2004428 H 55 . (GOT) E&.ALT
i 7 FE TR B PR (V-15-32) DTN T, LA (GFT) LR4)
ﬁgﬁ{sﬁ 244081 qﬂzas{ﬂ (95 5%) IR fE A BhE N, FRRIER e &S, Fifs

L, FE5 1580 (64.8%) . TEIAMEL (46.3%) , FF FEF 128447 (34.4%)

—5_



10%LL E 1~10%%E 1%
© FOlE S Hf.INR R
: | Hh 2, 21

FFOVER. BB

BOFE

ED B RESBS DN RS, B BICER MR SR T RS N E
=F5rE. )

E2) ERETEATH5. A HEIINEC PS4 b5S.

#3) fronREd (EEEERERL RIS 2555,

E4) INZAUEDH AR ISR BE DN DRSNS S, (HE
FEFD DIESTR)

RTS8 0T OANS T 7 P IS L. 2

B AR RE CEL NI B A W TR R I i L .

SfE~DERE

RO RS, 65 65 km T ME T

BIfE A RHE RN TOR BT ZEZASTUTYE, UL, —gie

A TR A SR E T L THRaIENE LD T, BEORiEEE

LA EITR ST e,

T4, B BRSOk

(1) ERMEIEL TWauRER 0SS @ A, BB Log 354
AEEte LESLH SN BSOS TErE, e
59 R ETREEE. FFHSRIBVAATONTEEIC TS
BT BoL, (TR RUEEL Mz B 28 R B, Bl
EETHRIZERORED (OU), SfEHEREORD (7;!\)
BRUHERORMFET (Suh) NEHSH TN, ]

(2) FAPOR MRS TEILISHT. DO TR TR
iR aThlaward, (s (Svbh) TP ~BTTs
CEAFRDEITEVE, ]

(3) FHHBEFDEARGFRERBIALSEETATE,

. NREADERE

{EH SRR, 54 1. JLIR. 1R UTABICI o e itiinT

L Tlyiabs (BRI .

HRALOEE

BERAE TRy )

PTPAEDHANIPTPY — S ENHLTIRA 5L R T ok,

[PTPI—hDBRERITID. E A AR A~TIAL, BiTiiE

ARl TR AR SOERI S SR T AT LAREENT

5,]

TOOER

(1) WA TEREEN(LERREORWE T MRS RS
SHRELI2 DO R RBITBWT. FHIEE L BSO8R
&0, FEE DI PEREL DS TR BT RERE D AsB 5. Bk
HREAR EERN I, S BARRBL TS, ZFREELILEED
PR TEEAIT R RS, B IR NS AR E
Ths,

(2) EATEBLERIFAE ALy T8E25070ZARIT 1T H
HINCBT 2R ERENOER. RERY, & SREOENS
& AR LIGOMBE M AOS O (b REEE A S 4N
Fad. ME MM AORBEETELTREIN TS - £ 8
REOCEWES. BENTFEFRAET @RI ELTHE
TS,

w4 (3) ENTEBLETIRNIRAE RSB e 717 27
Bt def oot - ME SR AOHH R BB
ET &8T5m0 IR— R — 22 MaE— L 25 F 11 (V-
15-33) NZBINT, FHIOEMEHEE - HE SR ASEDLE
BHRICH 9B URZ. RO S A E R ORLEL
7w A H (BB A k) ©3.23 (95%E MR 1 1.94-5.40) T
Hol,

# (4) BNTEBLEIL S OMEREREEsE 5.
TR BV XM ER OB/ NS S5
FENTAAN (250me/ B3 5) EREFFEIL (60mp/m™iB 5) D4
TFHIRE e SR A S R R AR B (V-15-39) Dk
W, S F R OFRER. ALy BTILsH A, eyt
HEFT14.00 B THED N —REED1.12, 9524 %(Z ¥ X B 0.89—
1.40), & &F BT 2 FFOR SR Mo T ok
maEhizinoiz,

w# (5) WA TEBENL~2L20 O EE O SE R IR
fFE RIS B M SR E L B ER L TSR BoE
EREI BB ERR ISEL) Mo BT, BRI BT

- R R RICE EE NS, W EUBE &5 (HR=0.89,
p=0.09, FHRES.65 8 vs 5.10A), BEEEE (HR=0.84, p=
0.09, HHLECIHE vs 54 A) CAFHMOT BRI Hat 28
BRERIFEDS NS,

(6} EERO—BERRRIBNT 2ENOLEERETOTER
OERER T I EREOSH LN FOIIREEN TS, 4
RINF TR A iR SR Gn viros) 0BT,
AR ERFOICE SR NEER 38, EhERG (Bh
BAEF AT AT P2 N Detd 1=y bR 32845
FIeHR I EMEBHEE H i visoBRITBAT. &
HIGBER RIS AR 2B EKFRICHEEL. DHOE

 SEREERE TR RNMESIE. S5 ROFL AN
B OB EIEEE BN B kit Esehizhon
BRI QT B S AL SR R E Rt L7
R smefkeiR BEED6HEIT145], somgfkg&i;‘aﬁms{ﬂrhzﬁ ind
109748 2 SQT M ROER A FDESE,

(N 1X2RWeRERSEHRRONERRETIL BEEtos
SPREFEDER RUNIEDRE £ 2y i R Bih D% il
Foniie,

(8 SvbRUszfAWREREBERBRTIL NESERURE
HRCRE T 508 AE NS A IR 2% CREIML, HI%
EUAK L EoBERE Mashk cnsnsSh, ARSI
BT OHEDLNELOD, AERRE THICBNTHIE
BRREEL iz, 0, Sy A EAHEEF U BN T, BIE
BEEEEET SO0, SIEEHET ST RnEIEL
ToOHELED. BB TGS R m LTS
2RI DITHL., B ERE (40T 0meke/H ) ThE, A1
R RE108E 1 136 PRI I L =A%, A B R sy
FLARRL, TR B R DA B S HC BN T, A L oR
TR U e g N b e oo oY VA Caneey sl

(@) FvbERP-TRERWERE#S R T, B8 R B
%), BE (BILAERS) RUTEE GRS I BY5H
RAEDeN, CheDF B, FEOEGFRFIL 3+ —F
HEARICERLZFREEISND,

{10} RS AEME B BT, SyrOE EE (0mgke/H ) R 5
B CHE LR AR R (REAE) & BRI i 5 P RS ()
DR FIAEED S, £, YOO & (90meg/ke/ B,
125mglkg/ H #2238 Biroi B) 1 55 () T EluFsiag
DR EBINAFEHENT.

[FEinEhiE]

AR EE

I AFABEEEEICEI5ER225me* ¥R RERD
KSR m e
BEABEBERE (n=6) L AFF225mpt B EZE O RS LEE
&, FBEORITFRT, B M #E T BRI i ks
RITHY, BERTED G~ 1265M) Biabivk, &Rfilc sy
AL T, -
zl:ﬁuzzsmgéﬁlzli%u&%br:é:%mmﬁﬁ*k%&ﬁ:i%ﬁi&
B RO E RO RER SROEEENTA—FIL T OED
THD,



(nghnL)

0 100

¥

th

=

r 1

1

&

-

E 1
0.1 : . . - + '(asrﬂ)
0 24 ag 72 95 120

G E bR
EIE'&A]EHL TEEBBICHIIEEH225mgE NI 5RO
BRI bR BETHEE

: (EFi‘»JﬁEiE'ﬁ{EE. n=6, FHEEFR) .
® HFABEEEICEIAEA225mgE 0% S ROEY Bl
NI A—& (EHHEIEHRRE, n=6)

Cmax Tmax®) AlCie0 tin
) (ng/mL) (hr} (nghr/mL} (hr).
Bm | iss=120 4.0(3.0~12.0) 496822125 30.144.6
R | 384194 5.003.0~7.0) 16660£10630 413499
1) HEAOFEABI250mg/ B TH5.
7E2) P ()

(2} REENRSICHITANS7EE
HZ&ABBREE =6 ickH225me™ % H1E 40 B R &
FBORELEE 5 #T~10H B CERRBIDELE, 38
3.7 W ET4E BEOR S FI0M 8k {h B E (STl

*

*2,

B R TIORY . REHEICIDAUC lE 2~ s 5 HmL

=", ‘

Fjc, BN OB AZE N HIRITE S ke L i Bt
Bl B R REIC BN T H AR ARk A S MRS g &
F1250me R S L L EOF ERERFON 75 PRIk ik

B RE L EEREEOmMEh B s R LA, ON-BRFLENAR
AL B 7w 348D 0 85 P BE 13 e B L R D3 BB T Cdoie, -
OO ITEAS ERTEIN,

REEAEPSO-BLAT NARADREITIZCYPIDs S & L., B im3
BIZCYPID6TE A RAEL 72 GRS % (Poor metabolizer, n=15)
Tid ¥ RIZo-BAF L il i Ehis ik, g7, FOMORH
FETEEICCYPIANEISL. I:FE‘-JD‘)MAEE Wein vitrosh
BB TO-HAF IARD & RIS THY, CYPIA4EE RO
FT CO-MAFIARRBRAHBOE BEEIZAS MR L.

Bl ED&ins, FRRSEEORBIVT I AT BNTRE G Es
FiELTnaborEgExhns,

Heiitt,

KA ETBERE (n=19) 1T & 850k P E R R 5 L L S0
TS A HI500mL 45 Tioi=10,

B A B R (0=6) I B AR bR RS oK S
FhizHapah, Rebiiie SR 04uk il Thoi, .
BEN L E L Sy MR B OB T TR O
HUrl &, B EOW0%ICHE Y T 55 i R - Jic et g
TEAGRENED),

(B R AEiR)
ERE R R
& ETEABE R SICAFIS0~700my H O B B TE N EHEE
FREBN TN FEEHB1FIOIBSEICPR GE AR E) . 7l
NC GE/NIRE . #7515 - EARE. TSRS, 18 MElbs iy,
EIRE L RIS I4RER SRR IDEAL-1)!9
FH B 5 LD RE AR AR AT/ NS
(b2l L USRI 2 L 7 IR IR S 1A i e B
SEREN TS, 2001485 F M TOES (FH1250me/ 0 E 58
FZBUT. 28 EIR18.4% (19/103) THY. T0I5, BEF Aic B 5%
FHEEVE27.5% (14/51) S E A BT B ERNERIL0.6% (5/52) Thoie,
IRIHARIEE H A A TES105.7 0. S ELA T 649 0 T,
BIEEREAREFAMRI-BI I MIIE S BN T2 R

W EEI26425 8 CPISELARMER ) ng/mL T/, BEA £ e
& BHFRABREEEECHTZFA225mgENRSBONZN E g 27.5% (14751} 9.6% (5/52) 184%{15/103)
P RE{LRRE (ng/mL) OHERS (ERELEEEIERRE, n=6) BT O e TOE%6ST) | 385%(2053) | S4.4% (561103)
ELE 7B R 1008 1EH R HuE 42.5% (16/33) 324%(11/34) | 403%(27/67)
102+29.1 165+73.2 185+72.6 - 201£93.0 FREITETOMM: hy 1148 578 81
1) FADKIEE RS 0mg/H T, (5% iEd E M T E~ LR (86 ~128/) (55H~66R) 613~858)

(3) AFABRCECRABEOENEE
FEHBRRRIEPOTEEZAPEUECE AYE B B A
750 ~700m g il B BT HER I 5Lk, ik
FEA R R A B U Bk X5 A L T, .
T BEABGHRA NI E B2 R UL E R |
RSB BRI B AR 2l —ial Ty — IR 251
ARAROFER. BB AE IRk,

IXAAT SABEYTF 4~ :

BRR A B EE o) B M TS A ST
FE50% TdHoi=10,

B

Bk ABREEEE =25t T, Az ARRELEE
AUC BT Conax T &4 F N3 7% U320 L /=48, BEER B4
IZE RSS2 LT oY,

FrgsEZ0BE (HEAT—)
Child-PughSHEIDEE, TS B R UE OB L5
T RE RS B (JHEH B I, 25 mg R B ER O 5L
EEHEEECEEORSEEESE TR B ED
AUCOTENI BBk RSO3 1 f5aR/LED,

oxis i

B AEWESE h=19) A EEBRRABRREUAEEOEE
KRB BT AFEIL1400L CTH k0,

EMTBY DM R A S BRI TH ol T, MG 7T 22
ECo BEEEA~EATD, tn vito)

3

3 i, &749L7®0 B AF AR ON-BE 7 N Ak, B
{EBE 7 v R AERUT OHS BORBSRBUENE, M5 FORfEE
EAO-BAF ETH. FOBETITA SLEER T Do

4

®

(8)

1) SRR AR B &

#£2) BIEVICCAWHORRET X B4 (CRIPR)
#£3) EEUICCWHORREI 254 5E (CR4PRASD)
B4 YT R =) LCS) DARRANRF A

[LCsz+2:8#, =3Bk, =nlia Rz

*3.. SEEIEEE R IDEAL2)

REC BB A S B 33 i LA T I N B R (2 L
OISR BRI XD IR T ) £35S L= B B R B0 5.
200148 A B AR TORBHCBWT, B#250me/ BB OE Eig
11.8% (12/102) Tdofz, IHEIEBENIEL72.6 B Thoi.

£ SRR RSB ICEI B3 B BEITHTBUER
* Feph 11.8%(12/102)
HRovho—) &=k 43.1% (43/102)
RIS 43.1% (44/167)
FISHEITECONIM: fs i
(o BN F R~ L) - s9B{56H~-86H)

#ED) FEHEGE~S& 5 AEToM —E s
#2) BEUICC/WHORIEIZ LB (CRIPR)

3 {EIEVICC/WHORME D478 (CRAPR+SD)
TE4) B Al (LCS) UL Aot A
[Les=+2: B, <—2: 364k, BRI )

/TEE-L‘%HEIII#EEEEE (IPASS!”

ok 4,

.=. . o e H
ﬁ EstD%"E %@iTE&W @@ﬁb’(’ti)&.
B, B S TR A MR B A RS R ZEZBHLL
- 'C%_ B, .




& SEFICHIFAFEMEEE (REE B BB ARMEER ++2. EREF

1. @SR

in vitroRIT BT, FI4F = R R - RS BRKBOEGFRISL

W EAHEREEEELE (1050 0.0541mol/L) 18,

EMNBER—Re I ABIERILBU T F 717 212125 ~200mg/kg/
H D T NI SRA 549, NG B ERDu145, EML SR
JEEHEA43]. AISIEHRCRI0 HCT15. HT29. LoVo. HIREE &
PRKB. SRR B e 2ie ML T B B IR R R LS,

(SRR (1TT) FI4F LT IEGFRIIE S —F 2 RIRNICEEL (EGFRFT

Soapmgm | DIETITF : o5% AR —EITH T BICHE0.02 Tumol/L T3V, ErbB2, KDR. Fit-1.

2 e | R Al et Raf. MEK-1 BUGERK-2T 43 SIB S IE M 20100401 B F).
5708 (PRI | 5828 (F5HE) EHAIAOREREEE T 2220,

EREA IR (609) (nees8) 0741 | 0.6S1-D.845%) e, DNAKT LS RO G i A0 a0 s X o=

P 18528 (FRID | 17608 R | | 1073 FHT B2 ZERERTDEOLHE NS, I, MEH &k HREE

{n=605) {n=608) ?‘(VEGF)@Ei?ﬂ]fﬂ%ﬁbfﬁgP‘J@Jﬂlm%ﬁézﬂﬁ%?'é;&%
ED NP-RHRCoxANT—EF I E MU, NMF—REAE TR ST BEIhTWSD,
nEgs = ) Ry, DURGMHNHETSF ébLZ?ﬁLﬂiﬁ?é@EGFRJ:%ggyEGFRr’zTUcJ:D{
Prsacd) Rl BT TEWZ LR R L 0D, us ;2-,-1)3) FRh—3 /pg- %3—5141 Lz kD, B
D) $OEENY—RHOEEEEO FREAL  ES TSR R s —— "
3.
D ERESEO-BE AT A OEGF I T CoMia i 2E
RIS 7 +F =T 04501 TED, x{tﬁ%wmmﬁ%«@
BEHIINENERDRS,
(BRI ET 2B FNmE)
—fER T TF T (Gefitinib) JAN)
% 1E#FE  N-(3-Chloro-4-finorophenyl) -7-methoxy-6-[3- (morpholin-4-
z 1) propoxy] quinazolin-4-amine
Eat 0
ar rigdy !
preptk-uaha b e F
ANRZSFw+ 2 USFENR 608 412 118 2 3 ] o ) &
zt EGfegfgfgg (E:;onls21’2‘%75’&;:1‘3317;)@55@}» gi; ;40:;1-191;(:1*31»1403
s LR T - s e
- : DEFRE 14000 (1-F 75 /— )V IpHOE A E)
ERRGTERNORATE RRIRCESEIEIT. oy s aodioncoss. B (100), S L ULF HeBs i
FHPRE il Y CO A N T EUSATD PR R T F RS EROT S AT RS
WCPRRETER) | W0 @ Ay QAT I =) TH =)V (09.5)  BERRLF b 227 DS ) )b, T
WAL | 052 (FRID | 6308 (PRE 0482 | 05620602 1 ERZMIHIBHIL, RITIEEAS B RN, ¥ 74F =T 0
(i) =13) (n=139) VAR B pHITARTE 475, {EpHIE T2 0 Iz <<, pHA~ 6D
M?ﬁsﬁm Lsﬁﬁ.ﬁ?&m s'sx? i:;fm) 2853 | 20483975 B TR BT E<UE T L. pHE D Iz BU Tl AS g i
- - .
Bl OB ERI | ARG | [ orseasm B (1L $4250) DE pHIZ BT BB L B LEOH 715
24771 11208 (R34E) | 12755 (H %) Lig1 05571698 :7@?@@&#:5&]?‘5{6}%&_‘ L TH0. pHS. 0L F THLS
((=15] (n=91) (r=g5) . Rk S LAPIRB5 %L, DB BN BENTAS, pHAS I Blo o T
i B AR EIE T L.

BB F T S DISEB BNEET- OUA S AT STty - B Ao B ER250ME I (%)

NEFE i d S TRV SRR TG, Hinrm 1553 3047 455
. pH1.2 101 - 102 -

V= —-‘é‘m,amm pH4.0 89 94 %6
084 v N A ___. F= 78 -
[ Y } ;T"sj;?f:t v pH5.0 87 %6 %
§ ) ig_ T, Q&%’Z&E’”MW pH6.8 <10 <10 <10
B Y ""‘:1 7K <10 <10 <10
o2 \\-- . . L"‘
. R e e S ‘ [ESEm)

5 3 R & & 1. FHRGERR AR RN TSR RO S RUE S
A @ o 4 s om ok om m ODE{IéEWE{E%E BELatanind o T oo
P R T T (A hERREERTERTRCL,

:;;::;iu‘:uﬁwm - 5 12 L2 oee 2. FEOERBREOELZARLEBRELIRNETIEINIT, &
TN e O A SRORBERE IR TOH YRR SO OV THE
TR i TSI RITOWT, B RS o

[EohiEE] &,

(=2&]
Aoy 42250: [PTP] 1442

[EEE)
1) HEE:EEP -, 412), 772, 2005
2) #HAER (EE0EEHEEE AR HEEROEERESeS

—h—



HEMELZEMERES  Whs, 2008)
*#3) Mok T.S. et al.:N. Engl. I Med. 361(10), 947. 2009
4) Kudoh, S, et al:Am. J. Respir. Crit. Care Med,, 17%12), 1348,
2008
5) Thatcher, N., et al.:Lancet, 366, 1527, 2005
6) Nakamura, Y., et al.:Exp. Eye Res., 72(5), 511, 2001
7) Nakagawa, K., et al.lAnn. Oncol, 14(6), 922, 2003
8) #hPENR (A ARk A /N BRI B 1 a0
BELFEEZORE 2l —2al P -TIERF 14X, 2002)
9) Ranson, M., et al.:J Clin, Oncol,, 20, 2240, 2002
10) HAEE (250mg ¥ ERE O SROEHERE - NAFTRAFEY
T, 2002)
11y #HAER (%Wﬁf:ﬁ,ﬁt;mﬁ‘ﬁ$mﬁa MpHOZE, 2002)
12) W ES GHER, FRESC SRR E S BT 5L v 250mg
HEH SORYEIEF -7, 2006)
13) &Wﬁﬂ(@?ﬁﬁél#‘“ﬁ&tﬁ?‘“ﬁﬁ@l‘]ﬁ 2002)
14) HNER ek ABESEFICCY T F TR R EL RS E0E
PIBHAE, 2002) '
15) #HABERH(GyMIRHEH kR, 2002)
16) Fukuoka, M., et al.'J, Clin, Oncol, 21, 2237, 2003
17) Keis, M.G., et al.:JAMA, 250(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, 2002
21) Albanell, I, et al:J. Clin, Oncol, 20, 116, 2002
22) Ciardiello, F., et al.:Clin. Cancer Res., 7, 1459, 2001
##% 23) Lynch, T.J. et al.:N. Enpl. J Med, 350(21). 2129 2004
#%24) Sordella, R, et al,:Science, 305, 1163, 2004
25) #REE (RHHoEEER, 2002

[SCRk SRRt - BRIEE B b ]
EE R EROE AR OEEL TO FEice ik T,

TANSE RSN St AF AN A T3 AT g
T531-0076 RRWILEAIEPIT B15E885

B 0120-189-115

FAX 06-6453-7376

@: PR ERMIN—TOBREETT.
@ AstraZenaca 2002

| wEwAT AstraZeneca@
PANS RS
KR RAGED 1 TH] &85
. . IRE
PIS50A . ASIYA



