IRE-29.0

*+20255E 10 HEET (554h%)
*20224FAF ERET (BE3hR)

AAEE R R =

874291

FUENESA LR RERRTFZAME (EGFR) 70 ¥ v & ) —CHHEA

fr ¥ BERRE
BRI © 44

FIEUysE = b

I)EE - BSOS ZICIVERTS L

w+HAREFH 774 F=78E

AVvY %250

IRESSNTabIets 250

A#RES | 21400AMY00188

HR7ERa LG 2002F7H

1,
=0

1.1 FENC K BBEZRIBT DICHIY  BEICHRDEMNIE -
Z2t. BRUINEDEIEROYIHAAER. FR/)RIME DB A,
i &R BEFINSG D Z EFICDOVWTTHHICHAL . BEEZE
BleLTRETB T E[8.281R]

2 ARIDSIC & RERMEE . E MM S SHhNd T &
H'&H 3D T WERXEIRESF 21T S R ERBZ T ICITV.BE
HEEHSNIBEEICFRSZPIEL BYRBLEZTS Z &
o REMEE PRIE MM AFI QR SMAICHKE L. B
SENRBERIRZ I EBBINE Vo D e < & BIRSHEEAR
BRAREZEZNICESTZIEEDT T AEMMNEDES
BEMERRRICEAT 38R Z+2ICT53T&.[8.1.9.1.1.
11.1.188]

3 FFFEMERDRRAEE B A U ABHIE . BETHRAD  EEAI 1T
FliR DEH S AFIZSPICHIR U e EMEE . BE ERh
REERDERICBVT . ETICDOBN B EEZLBEREFTH
2. DI FEC K BBBEZFRIET DICH L) TR
HEAE R B MR . U AUBTE . TEUSHERAATAS SRR MR D S 1H D
BEZERAL. CNSOGHEZET SBREICERT ZBSIC
[FHFITERT BT EL[9.1.1.17.288]

1.4 2tREE . S MR IC K DBSENBERZ - £ 562
SREBOREBICHDIDSTHRESNTLSH IFICEHIKED
BLEBEEE ZORRERUFECERN LRI HEONG S,
FEIDRSICRUTIZBEDREZEECRREIDLRE 7
[SERT BT EL[9.1.2.17.28]

5 AEF FHEEREAC T O R ERZD DEMIERT 5 &
EBHICBEICRUTIREIBICTIICIEETE 2 EEKET
I5C&

—_

—_

—_

2. ZE2(ROBHEICIFIBE LBV E)
2.1 AFI OB UBEEEO B D & 5 B

3. #HAE - MR
3.1 #8m%
74 1 L $4£250
HARES e

774 F=7 250mg

FUBEAKHY GERELO—A 7O AH L AT —AF b U T LK
RGBS NI T LA ATTY VB TRV A

A Faxu—2A,vr7uaI—NL300.8{LF ¥ > =L HE
=Tk
3.2 ®EIDOMIR
IR7e4% 1 L v H§E250
Al BEOT 4 NVAI—TF 1 VT8
e 59
250
" O
e —
SoEx [IERES #11mm
B #95.4mm
HE #90.5g
AT — R IRESSA 250

4. FEEXIFFNR
EGFRBIGFERZEDFMATEEX (S BFIF/ )l

5. MEEXFZHRICEHET BiFR

5.1 EGFR B FERME 2 EM T 5 Z & EGFR EEF AR
BlOWNEZ & D T KA 25T 58RI BAMES S O[ i
BRIA T4 Y |FORMOBRESEZIITI Lo

5.2 KR OMRMIIEREIC BT 2GR LI LTk
2

5.3 T17. BRG] OIHOWNE 2 B U AB OFNER vRattz
TOIICHEE U ECRISEE OBIREITO J &,

6. RANUAE
WHERAICIRY 7 1+ F=7& LT250mg# 1 H 1E %53
%o

7. FERURECEET 5FE
71 HEASREICBWTEBENFZVW EPRESNTVSHD
TEBBBESFEE L1, [9.1.381]

8. EEREXRNIE

8.1 AtkiEE MEMMASEOEELEERAIEZ A2 8B,
BB 2252 B ED T AREOEREIZH 12> T,
B RAEIR (PR AR I R O EE DA ) 2+ B L Bl
IR XHREE 217D C &0 F 72 IS U THERC T EE  BIIR
MEEFESE (PaO2) il K BIIR M ER 3 53 E# 22 (A-aDO2) ik
BYAEST (DLCO) 72 EDHEEITH 2 &.[1.2.9.1.1.11.1.12 8]

8.2 KA BET BICH > TR AFOBUERICOWTEZEIC
ST % & &I ERAER (B0 R RS, 0% K OFH RS
DEE)Z+FICBEL.CNSPEBRLZBEICIEEP,ICE
HEREERZRTHEOICEERIEET 52 & [1.1201]

8.3 AST.ALTH DI HEEREMD LAV H6bNBE I ENHHD
T ARAFIR ST ~25 AIC1EL 55 WIdBEDREBIZSE U TH
MR E L EMT 5 ENEE L1, [9.3.1.11.1.588]

8.4 B OEIERA N H 5 b iHEICIE BEOREBICE U TARE
H B VIR EZ T 2 S 2 AB 21T 2 &,

8.5 HRABICBVWTEMESRE SN TVRD T RFISFD
BEICIHBEOERSGRZ LD B2 RET 2BICIERT
HEHEETHE,

8.6 FEHRREEICH VW TAANIC L AQTEEDHREENSRE SN T
WAHZENHMBEIRCTLDERREZEMT 52 &.[15.2.1
2]

9. HENERZHIZBREICHTIER

9.1 BHHE - MEEEDHSEE

9.1.1 SULAHIEE  ASFEMEIGARIEIE  REETIEAN ., U ABBAE . BUHRAT
REFIEIRE 21 TN S DREDOBHEEDH 3 EH
R R 28 3T U BOER) & 2 BIERI S ST 4. [1.3,
17.2208]

9.1.2 2BREOENES
SERBOBL & &b ITRIERFEE | B O FB R R UE
URA LR BIEAN D 5. [1.4.17.250]

9.1.3 \MEMER CEULWEBBRENRRL TV 28BS
ERIEL &F L WEERRES RS 2 RE T AH O Mg
FEMET LIERPEEE T 2B 2 N5 5.(7.1.10.2.16.7.3.19.
2]

9.3 FFiEEREERE

9.3.1 FEEREDNH3FE
AAL G I FFREEREEO LR S H SN TV 5. E 12 AF O M
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FIREDO LEPARONS EOWEDNH 5.[8.3.11.1.5.16.6.1%
M)
9.4 &GEREEE T &
AHESHOLMIC IR 28 5 K S1EET 52 L. [9.581]
9.5 iR
IR SUSHEIR LT W B AT REME D & 2 I IZ A OB RS
faltE % LE 2 SN BBEICOARTETH L 2E
THET HBEI AFREICEDY ZAZICOVWTEEZICHSE
HIBZ &,
FMEBTHREEEORD (V9 F) EEHERKROBD (S5 Y
M ROHAEROBRBFET (T Y M) BRD SN TV 5, [9.42 ]
9.6 =AE
BALEZOWSENEF L EER(S Y M) THITHFARITT
BT ENEDLENT WS,
9.7 INR
INRE R E Uz ERRBIIER L Tk,
9.8 EnE
BEORELZBR LS SEBEICKRET S —RICEBRET
WBAEBBRENPETRLTWAZ EAFZ 0,
B KRB O RRERRAED 5 6555 L & 658 R T M EEHE
R ORWEFARRRL NI ZFDEEICEIZASNTVE L,

10. tBE{EF
in vitro ERITHB VTR ITEYHBESREF b 70— L4P450
(CYP3A4) TRMESND Z EHRBEINT VDD T RKBEEDE
HICHE 2 RIZTHEAEHT 2EAICIEERLTRET S
L. CYP3A4TEMZHET 2 A& OHHIC K D AR O R A
HESN . AFOMPBRENF LR T 20EES DS F /2.
CYP3A4FHEA & OHtRIC K D AFIORE A e S Nl iR E
PIETRT A8 H5.[10.2.16.4.16.7.1.16.7.22H8]
—75 AEIXin vitro REFICB W TCYP2D6%2HET 5 Z &A1
BEINTNBEDOT.CYP2D6IC L D R &3 th DA O I E
EaEnsSE5ugeErH 5 (KF& X b oo —LoftH T,
A M Fau—)LOAUCIZFEHET3I5%EMLT) .

10.2 HAEER (HAICEET S 2 &)

SR 2 F HEAIER - FEE ST T - fEkRE T

INREFSLHIMAH 5
b7z DHREDH S,
KEETLT 7 V%
PR 25AIIE ES
Fic7a rar e s
X IZINRDE= ¥ —
EITHT &

TLT 7 W IR

11. BER
WOBWERNH 65bNBZENHAHDOTBEZTTITITVL.EE
PROONTGEEICEEREL2HIET 52 MU L UEEZITS C
s

1.1 EXZEER

11.1.1 SRS BT (1 ~ 10%K )

SRS RS RDN B EIIES ICKRIC X B
WEERIEL AT 041 NIGESOETZABZTH 2 & (1.2,
8.1.9.1.1=8]

11.1.2 EEDOTH (1%KiH)

THRIAH 5bNHAICIR BEOREBIIELT
IEEEZ T 72 EGEPPIHE 2 LB EZITS 2 &o

11.1.3 Bk (1% K3)

THILVER B SIS B RICHES KPS DNE END
BB BKICEVBREICESHREfBRESNTVWAIED
5 REICE U T EREPBREREZITOZ L,

11.1.4 hEHREIFFERIBRAE (Toxic Epidermal Necrolysis :
TEN) BHEAH) | R EHEIRIRAEIREE (Stevens-JohnsonfE(&EF)
(BHEAHH) B RZHIBE (1%A1)

11.1.5 FFR BEEAREA)  FTBERERSE (10% 0L 1) BB (SEEARH) JBF

T2 (FHEARR)
FF% AST.ALT.LDH, 7 -GTP.Al-P. ¥V L ¥ > D L% % fk
S HFHEREREE EIEA D 5 b D T ENH D JFALRICTE - 725
LWESIN TV EEDFEEREEEEH PR 6NZHEIC
352 HIET 574 MY R NEETH 2 &.[8.3.9.3.13H]

11.1.6 MER (19%A35) B INHERBEHE (1%K1H)

11.1.7 SRR (B ARHA)

B IMET I 7 —EEO LREFRO SN GEICIIE 2
U EY 2 EEITS &,

11.1.8 JHILEZEFL GAERH) GELEBE (1%A%) GEEEHm
(19%A:¥)

BENRD 5 NZHEIIE RS B X CTSEO L E L RE
2TV AR OB G 2R IET 57 & GEV R LB ZTH T &,

11.2 ZDfthDEIER

HHD0IExt

HEHIA FERAER - FEE T W - fakRE T

CYP3A4#FEEA| AHENO M EESET | AR ORBHITIEEIC
= VN U EFHDEEET 55% | CYP3AANBEHE LT
ANNTEE nrH 5. W57z kLA
DIZE AN D &5 s CYP3A4H
NLEY — VEEZREEY) HA 0T AR
IV ALFYIVY Al DR 2 L LI
(St. John's Wort. % FIEEASE TS 50
YheVa—-—rxX- RS H 5.

7 — M EERME

[16.7.1%}8]

CYP3A4FHEHA] ARH O IR EE A | AR ORBHTIEEIC
7V RREEH (| L EWERORBUAE T | CYP3A4HDES5 LT
T aFV—ILE), CEEENMEMT 2B | WAO ERLD X
v a4 RRHEY | ENDH 2. > 22 CYP3A4HEHI
B(zvyzuvwA >y F L DM T ARA
). ORBAHE S il
UrFELILFTE RIRE NG 20
LIEFBIE RV )LUIE B D B,

e

TV—=TTIN—=YYa1—

2

[16.7.2%18]

7a kv R THEHA L WKBBIREDF | AR OBERIESpHIC
FRAT 5V — % MIHIEWXLID ARH | KTFETHZENS,

Ho- S AR FREH A DI EESKTT 5 | BApHAREREIC -
SoF Y RS BENWDYDH 5. RALUEEHBETICBL

[9.13.16.7.350] A A DB A

TUERADPEET
HBENDH B,

10%2 1~10%A: 1% B
&5 I E B | T
R B % D | NokE JBEE B2 T HAI | B2 I %%
fE \ B2 W H2 IR FE - RER
KREBZ, <E TRHEARERE
FORRAER 733
ARIED ) L N 3
2 RS
MR & AE2)
AR EZ R ES)
ks | WE A MBIt R | CIPEZIRE)
AR I 28
iiiki(3 H BRI | 1ML
/IR
JFF 8 JIF #% BE P E
(AST k&
ALT E5%)
BBE CARE IV
Z DAt B, 7 L7 | INREFED
F=v LR VE | B
FIR . R B

FEDRICEREN D S bNHEICXES ICEBNRE LTS 5 E
WYL MEZITH &,

E2)RERIITETH 2. BFTERBICHEVEC 25505 5.

E3) t DFAREER (FICKEER) ICEE L TEZ 28805 5.
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FEHTLT 7 EOHRARIZ NS DEERDP H 5 b N7z & O LT O|E S B 2. (FEFNRE CIIAIGFH %S4 £ TIZ

BH 5. [10.251] FERIANE L 72 DI U ARG R (4072 10'80mg/kg/H) Tl &l
FEBAE IR EN A Ly 98825070 AT 7 ¢ THEIID 5 EFFEE 108 % 7213 1 3642 IR U 7 2 B A 584 84Re ]
BH U7 2B AHETRD szl o EWER IO W TIZBHEAR DIRE & VB ERHIREE R O ARSI SR IC B WV T AR R 0BG TE R

Bl L7 AR AR AT B LA 7.)

14, LGN 15.2.4 55 MO X & I RALER S BHERBC L B Ol
R LOER Fomi) B (B LIERTES) R OIS R A0 %) 1251 BT

14.1 RAZAROER RARSD 5 N7z, 215 O RIZAEOEGFRF 0 > % F— ¥

PTPRROFANIPTPY — M 5D i LCIRAT 5 & 558 MEERICER L-iIREEZ 5N 5,
952 EPTPY — P ORI & 0 EORAMALERAIA - 157 5 24 FfERBICBVT. 5 v b OEAR (10mg/kg/
U EIZidgffle 2 U THERIAR S OER 2 G 0HEZ 5T % H) 2 5B ca 27 B RIS QHERE) & RS ) > ) SH 1 P

BB D. () OISR & N7z & 7207 7 ADEFIE (90mg/kg/
15. ZOHDEE H. 125mg/§g/ E!EEZZEE SR ) 15 R () THEZ AT
15.1 EﬁEﬁEFﬁlCE'ﬁ('TﬁiE RIEDOFEEMATED 5Nz,

15.1.1 B/ THEHE S N7 ALBEERE O 75 WET IR/ N R fifiE B & 16. EYENRE
ERHRELI2DODBRFBICB VT AFE L) LILEY LD 16,1 Mo
FIC &0 (BRI HEREAD 2 R AT R EREAD 25 7 & L B R 16.1.1 BERURERDESEOMEEE

Bk shic 2 HECBLWTH AHEE ) LLEY ED y -
\‘ A FA AR (n=6) IS AAI225mg ™ & MEHECIR G L 7: &
PR CHBAFRHRD, FMFES MARESPHESNTE & S ORI iR T, R M B ERLE R I B4R
: B Y JEEMTES (3~ 1280H) 77 5 N1 HHHNC B 1 Bk

15.1.2 EINTER L7z [ I MIRIZEEZICB 275 7+ F=7#% R30I T b > 7o
SROIRTTORMRES - FEEISORAY 20RO oo e |y 5 oo stk L (RS

RFE2HET 500 F— 1 ATr—ZA2> ba— VLAY T 1 | N .= . ¢ o N . -
BROBRE K O RERGREOEERE/NT A —FIZLITORED T
(V-15-33) 2BV T ARAI O A MEMEE - MEEMRFREDL %20, 7

SEBEICH T SR Y 27 3 EER O BEE RORD 2 @K (ogha)
U= v R (A v X)) T3.23(95% S X : 1.94-5.40) 1000
THo770

1513EBENTEmMLZIIZ2L VA O(LFBEEIRERZET
% ELT /8RR (ITIBHA/IVER) XIS M5 B3 o JE/ N R fifieg 2B &
49041 % SR ICAA] (250mg/H#t5) & K& 4 F+ )L (60mg/m? *
5 0 EFEREZ LT 2 EIIEEE IR % 5 R (V-15- 75 10 F
32BNV 2EFEHBORREIZ. A Ly YETIL S AR f
tyFLLBETI40n ATH Y (VT — FH : 1.12,95.24%(E 8 #o0
X :0.89-1.40) 2AEFHRICB I 2AA| D Kt 4 F XLkt
T HIEBHETENLD 512,

1 100
#

AN 5B TR FHE N GOER 244615 233641 (95.5%) 12 BIfE o1 > 28 - % o
RPRD SN ELBIERIEZ FZ15861(64.8%) FHI1134] 5

(46.3%) \ FZ FERZIR84M (34.4%) FTdh - 1z 2 B 2R E - R1 R R RS (T £ R 2 n=6. A HERTR)
R AT 2513 1361 (5.3%) T2 D S BIETHNI3BITH - 7z, £1 EWEENT X —F (FHEFEERZE.N=6)

1514 BN TEBS N1 ~2L I A > DILEBEERED H 5 FHFHEX Cmax Trnaxd) AUCq-+o0 ti/2
ETIR N RS 2 DR E U EIEA(L T T RAIB & (ng/mL) (hr) (ng - hr/mL) (hr)
EVBREBIIIAE HORERRAARR (ISEL) DIC 5 0 B INIR T [ am | 188120 | 4.0(3.0~12.0) 496842125 | 30.1%4.6
APEHCAREARD 5N NREHLME(HR=0.89, p=  Tow 30 10T 50(3.0~7.0) | 16660=10630 | 41.3%9.9

0.09, R fE5.6 » Avs 5.1 » A) & EBE&ER (HR=0.84, p=
0.09, H19:{E6.3 5 A vs 5.45 H) TEGHMBOER ckatey ) FREGGE)

15.2 JEBEERERER ICEL D < (53R HAANBEEERE (n=6) ICAAI225mg® % 1 H 1114 H B KERZ

1521 PR oD — "IE?IQH 2B <. A D&M ﬁf TRE D?ﬁ’s}bfct%\%ﬁ’:}?’ﬁ7~105 Efﬁﬁ%%lzébfio&5%3\
[ﬁ@gffﬁﬁfﬁ%ﬁ - fé ol Lfff@ f;“,z'f% s 7 ORUIAA BRSO MEh R R (15 7 BE) 5
BoA TN F L TEMER B 72 RIBIZRRER (in vitro R)1CH HITRIORY o S5 1E & D AUCo-e0 3492 ~ S5 L 720
WO AR EERENICESBEE 2 EE S ¥/, £ 7-hERG £ 72 HR AR OROR NFE/ N RaiiiE B3 2 0t & L7z BB E
(b FBAKEEAY YA F v 2LDaY Ty FE2a— R B R FRBR IC B W T H AR A B Ok A FE/IN Al Ha i 88 2 3 1 A Al
THRIET) 2RRS ¢ b MEEMAEA W in viroRegie 2o0mgERS L L SOEHRERO b7 7 MRPRZ(LAR
BOT REGEEERE S ) 7 AER L WEEICREL D ER264E58 (PO LR ng/mLTH > 77
BOESRIHEL RIBT 2R ONT S5 XDT L X 2 b7 7 MEEPREFRE (ng/mL) DHER (P + 4R n=0)

MY =B TIHOBRICIEHKETZNICERLZZ LR 5k 3HH 7HH 10HH 14HH
o A AR BN QT clEbg D 5 il & #% 5-1% 2K i O % 15 102+29.1 165+73.2 185+72.6 201+93.9

3 U755 5mg/keid SEEO 61T 1§, 50mg/ kgt 5B D6
26112 10% % # 2 5 QTR O IEE AT 5 h 7=, [8.65 0]

15.2.2 1 X & f\ 7= RER S EHRBRO DERBE T EEED
% 5PREBOEE R CIEDREE 7 0 v 2 ASERH 7> 5l
SR BN,

15.2.3 5 v NEUA X 2HVE RERSEERBTIE. B E5R LD
BT B S A 615 A BT 5 R CEERIL. IR ,, - S o
RO DFEEE) A 5 N0 S DS 5 LRI 16X2ﬁ*u;’g)ﬁ%‘ﬁ'a@A@%‘i““‘” SRER 7.

A RZBVTOARRDENIZEOD  MERBKTRICBVLWTDY : N R

EHICEEE LA Tk 7.5y MABABES Licsne, 1621 NMFTFRASEUT «

AEERABESE 5 600 AUER 222 ICIF R L En FOR NETEREEE (n=17) 128 2N AT RA T T 4
1X59%TH - 729,
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16.1.3 BRARURCKAEZE DEYENRE
SR R BRI 3B WV THAANO R ORCK NS B B 1A F %
50~700mg® o FRHFH THERORS L & & mERREL
(RIEREHERS T ORI BIRE S5 X — & 1 3HEBL L T WLz,
F 7z BARA R OFCK AFE/NIRIGE B E 2R & Lz EEHER
EIEERREBICB I AR 2L —Y 30 7y —<vIF 2TV



16.2.2 BEDTE
Bk NEREEE (n=25)ICBVLWT. . KH28BKBE5 L&
AUCK U Chnax M ZNZEN37% L O 32%IE 00 U 72 A8 B PR _LRfIC
R L 72 2L TId % - 7210,

16.3 951
WOk AEIFEREEE (n=19) ICARE L2 BIRNFHRI G LI L 2 0E
HIREBICB Y 2 M AMIZ1400LTH > 729,
b MIBIAMBEEAZBERIINO0% TH 7. T METILT
IVEDa-BEEEAANEAT S0 (in vitro) .

16.4 {3
b MR T T A F =T DO -EAFIE O ,N-i7ILF
IR EB(EIR 7 v BAE R ' Z OSSO KRB AFRD 5 iz M
FROERBMZO-BERA FIUETH D . ZFDEEIIT R E KR
BEAALNTD RKELEEREEO MBEREELZRL-,
O ,N-Fi7 VENMER OB 7 v FAED M4 3 R E bk
DRIBULRTH > 12 TOMOREZIZLALEERTE D>
7zo
REALRD 5 O - A FIEADRFITIZCYP2D6A S L&
fZEMICCYP2DOEEAS RIBL-EBE®KEE (Poor
metabolizer, n=15) TIZMHFEFIZO -FiX FIUEIIHEHS W2
Mo lze 72 FOMOREHER TIZFEICCYP3A4HE S L.k b
FFIzav—2sZzZB0Wizin vitroREICBWTO - X FILED
HREIIE,TH D .CYPIALIHEZERIOFE TR TO - X FIUE
ZER < REWOEREIZIHS DI LT,
DEDZ &S HEPARFEORH 7 ) T7T L ABOWTEEL
BEZEBELTVWS D EMESNS,

16.5 HEtt
Wk NEIRERE (n=19) IC A2 BIRN GRS L & Z ol
#7175 > A1FM500mL/ 53 TH - 729,
Wk MEREEE (n1=6) 128 W\ TRE(LAER TR E DO KT Z
#EhicgRtt s RPHEHIR S B O4% KRG TH - 7212,
HEH=2—-LZELLZTY ORGP SHWCERTyr 7+ F =7
EROKS L& & NEOKS0%ICHY T 5 HETREA T
ICHRtE NS Z ERENTZ,

16.6 HEDERZRITDEE

16.6.1 FrikaEEEEE
Child-Pugh/3$Hic K 2 8 hEE R CEEOFEEIC X 2 %
R E B GEIEEE) I AFI250mg 2 B EE O 5 L &
E HEERUCEEOFBERERE TIEREMAEOAUCHEY
IR RS D3 1E 2R LY (SEAT—%).[9.3.13H8]

16.7 EYHEE{ER

16.7.1 U770y
AHIS00mg™) i/ CYP3A4DFEEFI THH ) 77 T~
600mg/H EPRB G Lz & & ARBIOAUCH17%IEA L7
BHEAT—%).[10.2208]

16.7.2 4 > 3FYV—=IL
ARHFI250mg %872 CYPIAADHEERTH A A FFaFV—)L
200mg/H & PHREE Uiz & & ARAIOAUCHT78%IENM L 7z (4%
EAT—%).[10.258]

16.7.35=FIJV
T =F V2 450mg D2 A5 K RIEAKFE T b Y T LA0EIMNERS
IC& D BHpHZSL EICH6 ~ 7RISR L 72 R T AH
250mgx BEEORES Lz & 2 A KRR DOAUCHAT7%HA L
IO HNEAT—%4).[9.1.3.10.2,19. 2]

IHHE R E KRR D P ERES N TV 22001 F5HRRE T
DHE (RAI250mg/ HHRGEE) ICB WL T R H1318.4%(19/
103) TH D ZDH> B HARANIBIF2E8FIE27.5%(14/51).
HEANICB T 28203139.6% (5/52) TH - 7z JaB AR 1T HA
ANTHH105.7H SHEATHFH64.9HTH > 720

#1  FIHEEBRIL R KRR BT 5 I MR RS 103 223

HAAN SEA At
27.5% 9.6% 18.4%
&b)
RAE (14/51) (5/52) (19/103)
70.6% 38.5% 54.4%
S — L C)
Ry bu—LE (36/51) (20/52) (56/103)
48.5% 32.4% 40.3%
) SFRd)
R (16/33) (11/34) (27/67)
TRBEITE TORAM 5 hfE 114H 57H 83H
(95%(SH#AKM ; FIR~ L) | (86H~128H) | (55H~66H) | (61H~86H)

a) VABRIAR — RARE H 2L

b){EIEUICC/WHO: #£1Z & % ¥ (CR+PR)

O)BIEUICC/WHO£#(Z & % 7€ (CR+PR+SD)

d) s 7 2 — )L (LCS) DR kL AR A

[LCSZ+2 : tiE,. < —2 : Blb. 2N AE]

ARFI250mg/ H A5 S 7210361741884 (85.4%) 12 B W\ CTHIME
B oni. EuilfEH X #2480 (46.6%) . R4 14l
(39.8%) % 5 EERE3 161 (30.1%)  FZ ) HZ 15 2841 (27.2% ) B«
ALTHEN, B 1361(12.6%)FTH > 7z,

17.1.3 54 EZEI4BERAR5% (IDEAL-2)
KENC BT 2 AH BRI 5 X 2 #TIE/ Mg RS (2RI DLk
DALZEBRIC K 2 BEREH]) 23R & U ARAI250% 0'500mg/
HE OB VR 2 e U B AL ZEE M TR
TTAHEG R B LO DFE R 2001 A & TOHEFHIB WL T AHA|
250mg/ HEEDOEZRIX11.8%(12/102) TH - 7z iR 1X
SE72.6HTH - 720

2 HLEEITEERRERIC B T 5 I/ MR itE B 09 25058

ZRFD) 11.8%(12/102)
R Y b a—)LERA 42.2%(43/102)
fERT R 43.1%(44/102)

ST E TOMIN ; IR SO (56H ~86H)

(95% =R H ; FBR~ LFR)

a) B 5Bl H ~ Bk 5 B % oA — EaE M

b){EIEUICC/WHOR#1Z & % ¥ (CR+PR)

C)BIEUICC/WHOX# IZ & % ¥ (CR+PR+SD)

d) S 7 2 — )L (LCS) DR A R L ARY A
[LCS=+42 : i, < —2 : B, 2l « RE]
AHI250mg/ H ARG S 7z 1026197441 (72.5%) 12 B W CRIME
HANPRD NIz E2BIER X FHRI496(48.0%) . F9E 4441
(43.1%) SHE25M1(24.5%) « & #2152 1361 (12.7%) E T
Hoizo

17.1.4 7 97 HEERSENHEERREER (IPASS)
HA%Z &G T Y7 TEM U2 BIEALIEE M7 B it
BIDTII BEOBER 269 5 IFEBYETH D DR
WIRIE T H 5 ALEEERIGEOEIT - FHRIE/ IR fitie B &
121761(5 5 HARA23361) 23R I AAF (250mg/H) &AL
RTSF L ENRT7) 7 FRLOMRILERES S N,
FEFHMIE E T 5 B EA TR A ORIREHEEE Th 524t
FHROKBRIITREV TROBED TH 5.
B AR ITEEEAFHRICB ) 2 IEL R FEEHN E
LTERmS N,

) AHI O A EIZ250mg/HTH 5,

17. BRERAE

17.1 BMERURLMCRET 3R

17.1.1 ENEIAEEERTER
BREREES & W RICARIS0~700mg/ B o B T2 gkt
Rk 1 25 AL Jk S e ] P 55 T B PR 3B ©) 4547 b A SEAG 4511 3 1 491
(FE/ MR 12 23451)) > 5 56112 PR GE/NERAEE ) 74112 NC
(FE/ N AR - TR  BELSE S8 FLAE) 3R D 5 72 o S
ODPRLiL!fﬂ%ZZSmg/EIEUZ DYy EOHBTERD SN,

17.1.2 EEHEISEIMEEERHER (IDEAL-1)
RA IR 510 X B B A AT OFFE A O 11T IE/IN0 B i e B
(b2 1C & 2 BRAMH)) 20 & U AFI250% 0'500mg/
HB OERE R O 4t % Mt U Bl At — B S b TR

3 2HEFICBT 5 EEFHlEE (EEEAFNR) R ORIREHEEE (24

A (ITT)
. N HVRTSF >+
TFI1F=TEE . 95%
5 Al F— K Ha)
25H B NRIVZFEVE | NF— KK (AR
(%0

5.7 7 A (FR{E) | 5.8 % F (Fhifi)

Fiis i H] | b,

ORI (n=609) (n=608) 0.741 0.651-0.845b)
18.8 % H () | 17.45 A (FR1HE)

Exzvea il (n=609) (n=608) 0.901 0.793-1.023

AN — RHIZCoxHBINT = REFVICE D EH Uiz N — REF12Z T

HE>TWRBE T 74 FTREROMEESZ VIO AT HFHL
RTTF N7 )& F PR ERER & B L TRV E2BKL
TWw5,

b) LI N — FILLOBEXMO LR L.2RETHNITRERMTF L &

_4_



HTEHHDE LT,

1.0

ey FIAFZTR

o e HNKTSF 2+ U s+ wIVB

g
0 4 8 12 16 20 24
BRI D SORBER (B)

at riskE

....................... B__o A B2 e A
SI4FTH 609 363 212 76 24 5 0
HNKTSF 2 +15 U5+ LB 608 412 18 22 3 1 0

M2 2HBEICBET 2 FEFHHIEE (EEEAEFHE) OKaplan-Meierffifi
AFN 5B TR AMEFHINSOEFO07H 53841 (88.6%) IZEIfE
H2»R® 6N ERRIERIZ HE - SIE39441(64.9%) . N
25401(41.8%)  FZ Rz 14301 (23.6%) FTH o Tz e B 2K
b - FEMEM 213861 (1.3%) T D > BIETHIE3FITH -
oo (GHRE « RO —EHAHAITEE)

¥ 72 EGFR Bz TZE R (Exonl8~ 21 DE BRI s i) 0F
I X B EFBITOBRIL. TERVOCTKOBEY TH 5,

#4  EGFRBIZFAR O BB AEFHR KO 2EFHH (ITT)

o | 7=\ | e |
ER) (%)

ﬁ%@ﬁ;g%%ﬁ 95&’1 (12’2"")“@ 6~3an (1?99)&“5) 0.482 0.362-0.642

M?ggw 1'577(?:(;?@ S-S’f:(;;f‘ﬁ’ 2.853 2.048-3.975
é?gl{;;‘é?[’aﬁ 21.6(11151(;;?%{@) 21.9(7;13(;?3@ 1.002 0.756-1.328
afgg@ 11.2;3:;93{[5) 12‘7?;;“:)9%“‘5) 1181 | 0.857-1.628

)N — FHIZCOXHMINY — REF ML DEH Uiz T — FEAT2 TR
\>TWRBE T T4 FTRERHOEEDZ VIO AT HFHIL
RS SF N7V 7 F PR ERER & B L TEW L 2ERL
TW3,

1.0

TIAFZTR
EGFRERTFERME
_____ YIAFTR
EGFRIER T AR
ANRTSF L +180 U &4 )LBE
EGFREBRTERME
L ANRTISFo+ROU S EIRE
EGFRBRFEREY

0.4 A%
3
[y
02
1'--4.---.‘
00 i ettt
0 4 8 12 16 20 24
|AERZS I SDEBRME (B)
at risk#
sk LR RRTER) B0 L
SIAF=TH B 132 108 71 31 1 3 0
SIAFZTR et 91 21 4 2 1 0 0
NWVRTSFU+R0USFwIVEE B 129 103 37 7 2 1 0
NWKRTSF o +RoUSFCIVB Bt 85 58 14 1 0 0

M3 EGFRE(ZFZER o R AR R OKaplan- Melerlﬁ]ﬁ‘i

17.2 RIERRTTHRIRES

EHNTEMUREHREN A Ly 8525070 ARY 7 1 TH#

BIVTBT 2 ZEBMBITOMSER ERE . 2 G REOBVWEE,
AFHN G R D BN O & 0F AL 2R A Y S I R | FE
HHRORERFE L THESN TV, E. 28 REOENE
H BESTEREARKF (ERELD) L LTHESN TV,
AR GOER 3,322 711,86 741 (56.2%) I BITEF 23388
S5NELBERIZ FZ56801(17.1%) AFHEREEE 36941
(11.1%) THI36761(11.1%) A RS - MM 1934
(5.8%)FTH - - 2MMiEE - MEMEMRL193FD > 5,754
AHET U R Al SRAEFI$3,322F]Hh DFETHRI1E2.3%. 2tk
PR - R R FEBREFI S L 936 DIETHIL38.9% T H -
720 (20044E8 A5 HE) [1.3.1.4.9.1.1.9.1.2& 1]

) AF O EEERIL250mg/HTH 5,

18. EZNEEIE

18.1 {fEFREER
A#IZEGFRF O v ¥+ —¥ 2 BIRNWICHE L. BEMEO 8
THHEZ R T &1/ 5 18), % 72 . DNAWT A L19) B OFE Kk i e 22 6
ZVICHEDSE T T4 FTDBTRN—VAZFET S EDOH

HEWDH B S 51 IMENEIEHHRE T (VEGE) OBEEAEIIHI 2/ LT
EENOMEHEZHET LI EBWEEN TSI, E5(14
T4 F =T XHERMEGFR K D  ZRAEGFRICH LT X D {KiE
ETHEERAZRLD . 7RV AZHET LI EITLD29,
EMEEOBEEINH H 5 WIHEEEF FRI T E/MESINT
W5,

18.2 HEE R

18.2.1 in vitro s{8&
AFIOMER T EREHRKBOEGFRISIC & 22 HE L /-
(ICs0 : 0.054umol/L) 18), A% IFEGFRF 1 ¥ > &+ —¥ 2 iR
HICFEZE LU (EGFRF 1 ¥ > F F —E I3t g 51Cs0130.027umol/
LT#% Y .ErbB2.KDR.Flt-1.Raf.MEK-1 % 0'ERK-21Z {9 % fH
EEAIEZD1005 O 1L0R) . BBl 0 EEE 2 E RS & 518,
F 72 DNAWT L1 OFHAFE R 22 A BIER20 2D I D & 7 7 ¢
FoTHBTRN—VA%ZH ﬁﬁ'ét@%ﬁﬂ:ﬁ‘ﬁ)é S5 MERN
R HE5EA T (VEGF) O A 2/ U TSN O S ¥4 2 HE
THIELHRESNTVSE2), EHIIARBIIFAEREGFRELD B
ERBEGFRICH LT LKV EBE THEFEAEZRLE. 7R b —
VREFET DT LK D2 BRSO BEHEINE 5 5 W IR
EHIERITIEPRESN TV S,

18.2.2 in vivo 5%
b MEE X — Nv 7 ZBERICBLTOAREEIZ12.5~200mg/kg/
H o HE I MNIRIERAS49, b MRS ERDU145, & Rt
FeERiEE R A43] . RIBEECR10.HCT15.HT 29 . LoVo. LR
b R RERRK B DI BEAMRHX 621200 U ¢ IS sl Hl /i %2 7R L
7218,

18.3 (K&
v FOEREW O - X FIAADEGFHIE T T O FH I 09
HHEEERIAZEONI4DTD1ITH O AW ORI BEAD
FEIINsnWERDLNR B2,

*19. BMMS CRET 2IFEFHNHR

—AREIRFR
7+ F =7 (Gefitinib) JAN) (H/)

==
N -(3-Chloro-4-fluorophenyl)-7-methoxy-6-[3-(morpholin-
4-yl)propoxy]quinazolin-4-amine

AFR
C22H24CIFN4O3

NFE
446.90

PR

AMIABOMRTH 5.
ARIFLY 7 —IL(99.5)ITHEIFIC K UKITIFE A LT 2L,
7T 4 F =T OERREIpHITIKTFE T 5 ARpHIE TIE P LIETIC
< < .pH4~6DHTHEMEIZTRE KT L. pHOLL LBV TIX
FEAEET RV,
BUEI (£ L v 9$8250) DEPHIC B BRI EROF 7 ¢ F
ST OVEREICEET AR & —H L TH D . pH5.0LLFTIF15%
DIAIC85%LL EDVEH A A 6 N8\ pHDEINT 5 IS DN T
RPWREIET L7, [9.1.35H]

F£ ALy FH25007EHE (%)

BRI 15453 3045 45%y
pH1.2 101 102 -
pH3.0 90 9% -
pH4.0 89 94 9
pH5.0 87 9% 9%
pH6.8 <10 <10 <10
& <10 <10 <10
{EEEER
(\N /\/\O
OQ NH
F’ ;
Cl

_5_



Al 24. XEFERERUEVEDEE

#195C TALTERAMAEH ATAANA YT r A=V artry—
SECIRER T530-0011 ARBRFALXAIRET3%E 15

14000(1-# 7 % J —)L/pHOEER) TEL 0120-189-115
22, G https://www.astrazeneca.co.jp
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BENEHRZENERHES EHR3, 2008
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A, 2002 (%ZBEHH : 2002FE7H5H HFEERHE ~
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2240-2250

9) &R : 250mg B [EfE O SR DY BIRE - N A F T XA
FEYT 1, 2002(KFBEAH  2002E7H5H . HEE R
% A3.4.)

10)#ENERL - (ANEIREIC T T AEROCBENpHOFE, 2002
(ZBREHH : 2002FE7A5H HFEERHIE ~3.5.)

1D HAER : MEEAHKARRTESEAORE, 2002 (KFRE
HH :2002F7A5H. FiEEREE ~2.2.3.1.)

12)HWNER : R ANBEEREE ICYC-r 70 Fo T 2B 5L
L EDMENERE, 2002 (KRFEHAH  2002F7HSH HEE
RHEEE ~\3.6.)

13)HHNER . v MBS TR, 2002 (&FREAH -
20024E7HS5H  HF BRI ~2.4.2.)
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250mgH 5O HEMEHET — %, 2006
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