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BEERNE gefitinib OFEWVWA
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2
+ gefilinib DEMARIRGATIIUTOLSICEEHSNS.
1) Mk - METIE 250 mg/day &H#&E | ORRYTH. @RS FERTHY. B
AL E SN HRT S LLITRTHS.
2) BIGEBIZIREOE 51T - BREPRRIETHD.
3) PUPA, i MSE, BITERAOLOBEICEL ST RYT.
4) —RRENCRIEROL ELERIT H DN MBI, MERIR. Fm. NT HERERRE /'
wHTEn'HY, ZRERTDH.
+ gelilinib td, A HSLTHRRIAIL L BB LT hTESY, S DTRIBERN S
by, -

12U &» IO

imatinib, trastuzumab, gefitinih & \vo 2213
(i IM O RIB 2 SR E LIRS H LN L
VLR A A JE DT EHE RSN
TWAORBAMOILETHS I . BEMGSH
e, b QT LA EAE o SE I LT
W, AHEEOWSIICIL LTHRO S vibitizic
Kehbh LEFBULTWAL IEREKSEWT
MALCED AT & ARREAMIEBHRLELT
CHEA iy RRT S L RTFTRTH D
SLERIELATR/LTHE.

gefitinib RIS A4 S 1L 1998 £ 5,

P, SILETIHLAS &0 kvdf Luisntik.
2§75 ThH S L oW S DGR NI g &3
LAThaEDbE LALVIZAT, WIRNI
MBS LIS LA £ S A Twv b, S ORI
ARAR M 72 i AR B W THVC B R S5 A TR
LETIEREVIESIEL Lz, 210, gefit-
inib ALK EGFR % BNy & U s 25310y i B i
T, MeNIDNHE b F AR B i<
c- it FYPERPL S P ME & ML X 3 k2 BCR-
Abl % c-Kit ® & 3 12 #HLE 2 T L
deteti s BiDo TV ALINGLS T DM & £IIA
Ho bl to THMIYLERUABAI LN TS
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epidermal growth factor receptor (EGFR) -0 &
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Gelitinihy &30

EGTFR HANZEE Bl 2 R EHMFo L v
F=¥THH, abB-licLHha-Fs3hs 170
kDa iy 82 ThH L. SN, kL LT
TR I LT s, Y7y FE LTI, EGF,
TGF-a, amphiregulin, heparin binding EGT, 3-
ccllulin, epircgulin &G SILTEHEH, ShHyH
Y FEQPEM, BN, Fos -
LA SRS NTYE, VI FEDHAL
L BRSO RALIZER Y, F O Y 2t -
RS54 % ATP EoMiad s as kit k
5l yxdF—EHEAHME A,

EGFR o F- 0 ¥ ¢ 4 — UM X H i) ~usil
TS B ARTGEN ST L LT, Ras, Ral-1,
MAPK @) Vii8ilh Ay — ol k% b She.
Akt OFHLEAL 2 BB 2 PI3K 2 A s T s
W, M2y FMREREFIEELT LI L
. HINAOIGRL, e, T k- 2o,
M ORI &8 & F Lz B
HLTwHEHEZGN TS,

EGPR @151 G OR Ry Y Ve olidr
LD LA, FNERINS EGFR oM T4
MHHvILEE) YEEILD TG & Y T o RkiEe
b2t s A, EGPR @#lmT-#E4L, &<
LR HARER ST deletion AFERSD BILTH N, YN
YFEDMERLILZOF O Y XS =LA
EFMITl s L Tvwa L nftiEah 55, Ml
RTTH D, EGF L7 ¥ — (Herl) &N %
HT DL OPDLERLUF O L T F—LPF
T aH, AMTAMRMT A EAIMONS
Herz/New b #D—2TH ), erbB-242k ) o —
F&ita, FT0i3d, Hed, Herd ®TFELMG
Mo THED, SNHD ehB 77 3Ll
MCOZHROBEDARL LY, JOA -2 %
BERELTWAC EAWLNTYSE, 20 L—7
DUHH RISV T DTN CH 5.

A OB H VT EGFR D AMBI R &
STV 5. J/N gl T 40~80% @A MBI
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LML E & LI, TURL, RIER, AR, SIS
PMTHWMVBMRNRERT. T4, Jhoof
MREBLRBERBIMEDIRTOHR, sTELILE
BFIZ BV TTRET, MoRBIC#HS 30T
ELTHEENTL A (Table 1), S S ki,
EGPR AHEREMIIIIRIC BV T X F ¥4 295l
TR FEHHORERTFE LTEILTY bk
T, SHITIMIEHE LR N L EBOSTFLELRT S
ST LLRBLTVS.

gefitinib 13 EGTR #0 ¥ v &+ — ¥ D ATP #%
B 2 ATP LORAEREHRL, FO
YrxF-EnRg) AHHLEIMIF S i E
W7oy =Ly s, oM,
TR It EGFR b DAL, B, b, ER
N V1 W o W33 (0 3 £ R TR | o o AR N o
DA 2 MINT B2 N EHZ SN T V5.

Gefitinih DEREKIEO

1. EEFREE 11BiER

gefitinih ILFOIFSTREWMTH ), oMW
BRES DADARRGE 1 13 110, 14 BIRHEEYE 14 B Rk
WOAr Vo=, Fild 28 AMLURILS A Y
Va—-rTIEME i, BRCIEE S IV ERE
THIEEL S TIERT 4 008 T IR E
SN THBY, 25¢ WOHRBIF I gelitinty XS
SAVSHIE, DR MRS 100 48 IR 10
HEZ A vy T & 2 22 IR 5 2 5 2t (partial respon-
se . PR) % R,

R RALR BT T, PR ETH Y, Lo
T OYIRT B RMNA IR B Th o Sh
SOREN LS RARTH R LA, HEAY
DR TIMHEAFILIBD Sy, ERDITHGHE L
Fol R LFIHEIATO Y 74 LERLL.

AREANL 6076 AMEIN S 1, 12 L A LRITIC
T Cyp3Ad b2 X D (LM S NIl & 13,
BARTHEIG S A MRS TRl 23 WMok
AHNANEG S 5 (TSR (PR) 2w, 205

H 3o TR L e 825 RN

WMATRILE LAY, LA Lads, BfEmolR
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5 FIROVME gelitinib OFEWES

Table 1. BAFAREH S gefitinih QEFRHRDEALL)

$IT -7 ZI0HIR LTEAch g | 1 1EETTR TTP(day}
(BEW MBIt { (day) (9595C1) (S6) (959C1)
250mg 4Ry #it(n=16) 375 550(266~ND) 688
(n=51) Hit(n=35) 229 371(219~ND) 516
SR MS(r=238) 34,2 505(266~MD)”  64.8
FOH(n=13) 7.7 243(103~453)  30.8
et 275 d14(261~ND)  57.0  114(86~128)
overall 145 4t (n=36) 395 414(331~53d)  G3.8
(n=102) Bt (n=64) 203 300(243~385)  40.4
BN IRm(n=78) 333 406(323~505) 536
ZDih(n=24) 8.3 275(187~305) 357
H 275 261(303--414) 496  115(86~142)
ND : not determined, ’ (M2 L naim)
9% £
(70)_ , £ A
60 G R=E TN
I skERA
50
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30 m
216
20 173 it
137 118
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o 5 ikl o
7 FTmW i V) ALTLER ASTER

Fig. 1. BRAEEBRALK 2RO LMK

BREFEE QR D, 4 oRERE TIRRGT
AL TR LA oS R 150 mg/day 25
1,000 mg/day ¥ THH L 6D E LR L. BUR
TN ORRESISHEBRSRELIRTH
LIETE oo, 600 mg/day ELLTid, M{EM
DI 0% D RFI BV THRMFREATE L
ofel Lant, TR DN B 5 EHY
SROENMLEE 2o,

2. BFEETEKR(IDEALD L FDOHEAY

Ty MR
ShG R TAAMER D EE RIS T, B AR,

(IDEALY D747 FRIELEY)

gyl F=ArFVTOA 3 ~Fra)
WA 5 F 4 & LTHGEMRN NG & R e L
7 gefitinh HEAEC X AM DS C X HMHENS T
M IR8% (Iressa Dose Tvaluation in Advanced Lung
Cancer : IDEALYD) Mt 3he & L /e?. Todkit, &
Rl LTH 20%0 (5 0 8EA0 200 fEFI S 2 AR
RIS b o THIOLE 172 (Table 1).

72, ARBRIATIA 250 mg/day & 500 mg/day
D 2oNPRERTOMERILEMMEE LTI
BAVASN M, TR AT O3S ) S vy,
] & A b B S S RIS D S
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Tahle 2. MBMNSHRE & VEFIMT 5 5T RII
B 3 x 1 i) 1R ST
Foxit| pm (=] pm

PS  0~lws2 6.26 0081 6.7  <00001
BRL KR vs SEr 345 0021 156 0039
WR ik vs B 265 0017 099 0954
Al BFAVSIHEBEA 164 0253 1.82 0.007
MUERE L vs 3D - - 1.80 0.017

¥, SHROMITELF L LT 250 mg/day 210
WHI L Lol 250 mylday TORIRINC 35
VB RRIR &R (Fig, 1), 324 B0 1 R 8 4
e, LG, 35 X UWRBECHY, grade s @
IR Sk d ol VIO owT
b BARANTHRAEBUZFDmGGIcH Y, me
T 5.

LA, AT O — ¥ 5 4 > % 2t
TRYMEOTHEH E LT gefitinib 250 mg 42.5-TF &
500mg {5 Tk & g L iE 5 KEECY o M
(IDEAL2) 2S9LHE & L 2o™. S LIRS T 12, i
AR AL & HTRTLIGS, QOL Mm% 75 4 =
VIV A 2 bk LTHHGE L, 2002 4Rk
EIRERIB0 552 12 35 T E DRSS 2 8
7. #LI0BONISHRANEITR & 40% e finihel e,
# 20% 9 QOL TWiGHi % H2¢, IDEALL &Mk
R o 520 & 250 mg/day MUEILFER & Sda o
ST IR AN

3. EREEEMIBHE

CNOTREL MRS FE S LT IR UM
W, EFMMELY FBEL 2 N LmES T
HMBAT A a1 & 83— 0 v BT RGN
AR T MR & LT HIEE L. INTACTL
THARMAFAE: & LT cisplatin + gemcitabine
#%, INTACT2 Tl carboplatin + paclitaxel A5/
S, gefitinib 4t 250 mg/day 45 X U° 500 mg/day
AEWEGECA S AL, EWE YIRS S +
RYTEL ML S LA, 2002 4F 10 Bz

ESMO IZTRES R2H, #Tdv4iLb gefiti-
nib ILk BEMMRIWH L NLd o Shy
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DIEETR G 4T 2,000 M3 2 5 LT A%
ERTBY, SO gelitinib DERWLIZL A 2
MRRIER IR EVE R,

I, NPO-W|TOG TH I I— A0 T 95+ 1
MlE &t 2 ADEMALSEIEE O B2 gefitinib &2 &
DERUAD IR 2EMEE 757wt &
U2 MOFM{LRERE S 6 oS- R E TR 2R
ik & O V12 CIRNR I WARM LIRSS & 3T LT
VB WIIIZ LT h gefitinih 04T SNSRI
FRESE S 5 M DR AWITN 8000 & 41 5 B840
b BEGL, bol bMELBEAMMNRIER
ER AR HIE R R0 § LT AR ARG SUE o ST
s

4. b3VAL—va+LArFTo

gefitinib 2 & DB EEIRMISIBIT 5 712

BRI L2V U 4 & e WL S8 { R+
L. Bs— NI gelitinib DEERY B BEE 4
WHESHIETHAL, IDEALLOF—4 | i 3k
Ao, WSS, PS BT, SIRIEEG v Bids s
‘Hwﬁﬂwﬁwméhfwaﬁmka.%&#u
MNRAT 03 O A4 A Tohk I H ST B 13 50% 2 0 &
S SNBEO LS 2 EHEM LRI IET
TWEDTHHI M. SORMENRY 2 EHis
H gefitinib DRIEHDAORIA H = L a iy
AT BLENDD. L Lisch, B
13 EGFR @ % /8 & S50 1 BEER 09 AR5 2 1 &
MWL v & ST (IDEALL, IDEALZ). %
22 bDIRETIL EGFR 0B L E{L S Ry
TR LA L A v & RSN L LT
5.

48

T AL gefitinib ORMMTHREMEL T
LOTHH I H, TOMMIEE LY A ML
WETe R AL A B L ASTY, SR LA BGIR
mutations B EGFR@F 0L & F - ¥ A4
0 ATP &AL (x 7 v ¥ 19~21 DHIR) G
i3 % missense mulations F 1212 deletion muta-
tions THH, T3 E0ERe—MRIBE LS
F. LW LARMOMRESLEL S E, ATP 4
TR 2L {4 NS ‘7 ATP 15 X TF gelitinih & @
e e s s. oy, EMmRET
TSNS EGFR mutations 1B R Mk Fm ¥
F =GO M % b 22 &4 activating muta-
tions T . BGFR T 4r¥ 5 ¥ 7/ 1 ds vl Je
FEL, MAIADIEH R T oML Lk & 2
PrRFLTeatbobiEmsng, 8GRI
15 mutations 12 ATP & DMENEIZLL LT geliti-
nib & OHIENIEE MR E N TwH L
ABNBIY, gelitinih N L 2 T4 8T
HEblbTbnLiftilans.,

SITHAENZ O, EGTR mutations D3tk
WAL & RS A oML T H B, S
TMEEN T ARG R(DEALL B
U IDEAL2) 48 & U8R K IS PR Af I & L 2
BARE N T OB 154 oM ims
U2 BE) B 4 E 5L LE S 1L mutation DL L
WATHL(Tabled). BEH L, @R SN
EGFR mulations 7¢ gefitinib OB L MEL T
WHERELRAFCHBILIIMENRWTHS
. SO ENERO gelitinib OWIH I K &
T RAVE IR S L RS A A,
NEZHMLTHER S L, gefitinih 2° EGPR %
e L LTI LTy 5 2 & PRI EET]
SN LETHD, HBHRMCHFES 50ETFE
RIZOLOFBHOEMI LN 32 L ML
MALLTHETILEND 2.

Gefitinib DEAFEO

ST LT, gelitinib DM Ay & AROGI238
NTEC . S CRMENRNI L 2MH L sh

BIREE 14-3

2 TIREIE gelitinib DBEWVE @

Tabic 3. Gelitinib KM FZHEFHR &
EGER muotations OSsEHE

KT | EGFR mulations
AR mom| e
FEBRAIENORNES  10% 255
B AT SONDNHEE 28%7% 26%
B AR 5% 32%
B A LM 50% 579%

THOY, §hoTEI LTLIAITY L I
W EIIIT TRV LS v, 2, BIMADY
HThHH I ELHVOT, ANBRICEWT
gefiting % J0O7 4 2 1 0 T IR 0 1548 % 40 A 97N
ity B LD 2. '

1. Bi&- B

IDEALL B LT IDEAL2 OHRE D, gefitinib
250 mg/day, HEMIGEE LV WP B, LR b
WATH Y, WA A & & 1 —IG hi
FHIEGTMTHS. ARTHEHIES NAWEES
T AHMRER T 2 MRS 2 I R e R s 2
Pa-hrRERLRIE L. Tol kB
BRI OI R e WM A Ltk oM,
WM O REHEMIB R v b O EF LTV S, IR
RPN B S Licviio o oDz kL, DBt TH 2
HHDYTRRVOT, BENREREE RS
BEFHXTNTOE oo E DG, F R,
RS oR b & RS LR
WL DAL TbTHEL, HIlloboTd
BEHITE.

2. WHERS

WRREBRIMED & & 01T « T bl
WTHD, SO, BRBELBVCTRER
OWMMCHEMEE LTMWAZ > TEEWIE
FEkt A, b b5 A, BB EHEN g o #HE
PA, gefitinib 2 HIEICPIRS S LI v B
b LM M ER Wbk R
A, i, BAMICHE, fSHhoitkoRfBEc
& BACESEE b FLHE LA o TR ss Ko/l G Wi 1
FL B L LTRMEMOERETHD, BN
Aot 7 =R A b A FT S NI kG T/ M

T Vol 85 No, 1(2005)  §9



0 WE——r LR DI FR A B 20N

G AR b2 h - B RS N ANBER i % & T
b. ML LT gelitinib &RV AG4 B
T M2 MEHEI I LI R bOTH
Ldvor LA, PICHERNZE E ATECMAH
Bl 8 4T R D WRHEBIRIC & B IR ALK TS
H, HEBRTOESBVWHIILRY 5XETH
5. AT L Ol o R R i s &
ShwRHEMNSAILAE(HD. 0L
e MULs & o T, gefitinih @ BRI R {5 o0 RIRMY
Ty, FOMNL T~ S LT E LRV,
b A ATOMMILTR-FFI0E, 32T
ZORBEM LG9 AT+ AXETHSL
LRV ETL RV
3. BEUR
gelitinih %) & S I QUBER, TYT A,

ek, Bl SHMEGEO R WBETH LI LS
MLENTWwaAH, TLTIHSOURIZIEWT
EGFR mutations # ¥ PULIZ RO HNATE Y,

EGFR mutatons % A7 5 J/sHIML Nl A 8 5 12 35
WV gelitinib DT HEATRE TS, 1L
T, MR AFTARE LoD
gefitinib £ HUAF 2 2 L GIEHEMM EVS S &%
T B A S0, PURAIBV TR, T TG
SE I NN A AT BV N TOUE TR 5
SEMTED, WIS EHY HRT MR
@iz, EGFR mutations % b 7 % W RGIE BN
s b PUL & LTS AT WY 2 7210 % 7R
FREFTEF BOTHE, Th, 1DEARME2
DO BRI AT BT IR RN e
LT, 7 CRHS N RER N IR IER
(Be. 21) T, WL EGFROF O ¥ F—
MEKRTHD edotinib AMLER T T LA EIL
LT RICAETRM L ERT 5 2 kit s i
P2, ARHEEAC 10%ELT & v DI AR LR 2 1280
f= o kb, erlotinib 2 & % SD{stable disease) b
LR EN TV A EDRIIFITHS, &
Do Erish, PLURMS T, super responder &I
XL 3 R % T3 B L ED AR WIS o> 2oi T e
T ITE O 7 v [ & vy o A B v RIS S SRR & 4
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HARETREVWEHSRD,

4. B ¥ H

gelitinh 13— ROV R EMOL L vwilidics
A, LdL., EEELTUTROHHS L e fE
A X D iEHE % S 2 X E RIS S & &4
A WUE. AR bivhildib &byt
WABW} T LvOT, 2 CRIOMIRER S
FREI LIy BHILTWAE(I LTS,

1) PRSELEM A R BTN g0k NPO-WITOG
DIRBGIE B E 35%OBHTREL, 13BN
P SIUE DT HEEN TV B, gelitinib
KELRMENONTho L bEEFETHLOT
5. FOFEAMEIMLEINE 1o AR PHIAEL
B ENBVE SN, JOETINENIRET I
RPN X MG, MBLLICEIPIBR T xy
s HLENSHL, bL, TORVAEHLEEN
B CT A% v~ (HRCT A'81 L) i L
T, 25D Ly Igais il BALF W X AR %
FLHEF B, AFO4 FIRSLESRIBAE, £
D7 gelitinib PG E T 5.

2) BRTEIR | gelitinib 2540 X 0 BRIV 5 R
FEMOHPTH o & bPUESHVOIWHHICH
3. ZF VOB ENFI L duicBinG, L
E ISR IEA B IEE b A G D, HUEH K
FNTHHLIPARLTERIIATFOA KIS
SITE S NAHWYADH Y. NCI-CTC grade 3§ & #
724542 grade 2 THIRHEIL LT S RIGEIILIRD
12 gefitinib DG EHRILLTHEMEDELHD
o, grade 1 WL IUT (R OLEM LW
M), gefitiniv 2FIRT 2. £ 0He, Who
LA ATRLDHIL S LB N AGE FIUTREM D IRIL
IRk E NS,

3) T W FmbESERIETHENDO
OHH—ROPRCRIT S, grade3 A T(H
BTSRRI TREDTH | S kT
ADIEEMTHD 220 F RO M gefitinih DX
S —mpikt s, FALEMBEREML LI
MADBEA NGNS, T LPERE D HETC
EAs kDRI BRI T T AR G E
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0T, WARMCELRIES Cilas,

4) FFULERMEE © ITVRAEM NI 20% 0 A F K
B sty TG grade3 ML IIFRIED
2= N=NLRATEWEHH . 2 RIS 28
P bkAy, FEEISC N RATIFRE L BLS
LV TRHREMINCE LAY Fa— AP IRET

5.

HEHH KO

P BINIREE 5 4 S gefitinib OXRIGE, b
HNNANHA 0 2200 % 05l A% i BEIAR DTS R U
DL EMBERBRELINRPTHHL. <
DU & D iSO T I R Il NI -G
Eh LTS TP THirb Lk L
L, bo kb THOBEVIHUMIIBIIEC T
52, IR &6t B £ SR - N
ML B 6] 2 MG & ST ) B b
GF L DTE DERLEOWIENL, WFhIoN
MoEgimL P e v E2RELIRLT
Wwh, FLT, Mg SRR FERILR
LR AR GELARTHBI LR
I 2<X8TH 2.

LMDz H—Mm,

SRR AB 1§ amaxyrmz

RO DTG TIL R % RRRBHR AR 6 LTV 5, SRR TR [~
BM6ZKRA] EVIDOIRMEL L2 FLEMRMERHL, RYTLRO
RAOFAGLEE—R, “K, SREBZIHI TR L0k, GBS, okl
. RRADHL, REHSIT, JHRA - YEM G, obHE, BRFCE THIST, 3
m-w&&0$m-ﬂﬁumioﬁHTm<.mﬁﬁﬁAhﬁwmmnmmc

WBSPl /2708  JEB5.985M (AR5, 700/ +BSX) 20005
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RIEAHME (3 IHAEERIC BFHEHE) &
ISEL 3ER (ZMAERBIZBT 5 EFHED DEROERICETHER

GATIYO compared to ISEL

The Gaiyo and ISEL have looked at different primary
endpoints

The Gaiyo looked retrospectively at response rates within
Iressa treated patients.

ISEL looks at the treatment difference, Iressa compared to
placebo on survival.

The difference seen 1n ISEL between Onentals and non
Orientals for survival is robust, as seen in the stratified log

rank test, further subset analyses and bootstrap, re-
sampling procedures.

50
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BIERER 152

IRESSA IDEAL RR in Japanese vs Non Japanese and conflict with ISEL Oriental

subset

The analysis in the Gayio examined the difference in response rates between Japanese
and non Japanese patients treated with Iressa in the IDEAL study.  After adjustment
for confounding prognostic factors, the difference in response rate between Japanese

and non Japanese was not statistically significant.

ISEL, is a large, placebo controlled trial with survival as the primary endpoint. Here
the difference in survival, Iressa compared to placebo, is significantly larger in
Oriental patients than non Oriental patients. This finding is not in conflict with the
finding based 6n response rates in the non placebo controlled IDEAL trial. The
survival benefit seen in Oriental patients is due to increased survival in both
responders and non responders. In non Oriental patients, only responders appear to

have increased survival.

Hence, based on the ISEL data, it is possible for two populations such as Oriental and
non Oriental or Japanese and non Japanese, to have similar response rates but yet have
different survival benefits since improvements in survival can come from two sources
(responders and non responders) in the first population and only one source
(responders) in the second population. . This suggests that Oriental patients with
stable disease have a survival improvement with Iressa. This does not not appear to

be the case for non Oriental patients.





