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IEOMBENE, PFENEOESICEYMMNADEZE - AERELEEREXT, 1990 FRUBEICIE
BNE-HROH-LGERBFZE ONMERENSBEROBZICEASATER. LML, ZTOL5%E
BOESICHLEALL T, ETREEO-MMNALAKRD 5 FAEFEE 1%FRICE EF>TULVS. TTIB/IV
HIENRMEEZ SR E L, BEOMEFZAVE-XRREBERARICEVNTE, TOPELEFLHRM
(X 6-8 ¥ BICT EHELY. AEBRBEOILLIMLEDHIZIE, DFEMEBEZILZEOH-LARAMEEZE
BITRELNSHS.

PFENE-T I F=T-

T24F=T (ALyv¥®) [XEGR (E FERBREERFZENR) OFOL o3 F+—EHERTHY,
EGFR #ERRMEIZD ATP $EEERLIICHINT, ATP EFRELY VEBIEZEETH LT, ZOFAIUF
FT—EEEEEEL, MREELZIHTIERTHS. BRABRETHENMIRMEEEERRE LY
T4 F=TJDE 11 1B (IDEAL-1) IZH LT, 250mg/day %58, 500mg/day #E5HTENETNE
BE 18.4%, 19.0%Z RLAKBICHT HMEBESENRNER SN, FNHEEMEIIRT ST T714F=
TRRIZE T, LELERMNGHRZRBICHRT SEMNEZREERT S BRLOMEFARF L
LT, IRE, Ltk EEMEELENMONATILNSA, EGFRR RBELY T FIJEMEMNBELTL
BN EMRESh, IRFARFLEBYBINAAT—I—DREFRELLEEMAREBTHS.

EGFREEFEERLT T4 F=TOHR

2004 &, Massachusetts General Hospital @ Lynch D5 IIL—T X, #¥24F=ThWEHLI=
JE/NEREFEEEGI D FES MM 9 B 8 HIIC EGFR FRY VX F—EHEISEEFEENS I >TLS
ZEFREL NEngl J Med ITHRE L. BHAFIZIZIE UL LT, Paez 58574 F =T 7 Hl
f 7 fFIIC EGFR FRL U X F—EHEUDOERFEREZRH L=, B/ MRaffzER 119 fl CREM L
61 %I, BAMNDS 58 ) DEBMBBICOVTHEFZIToIE T 5 EGR EERTFEEE, BE &% A
AN, FREZTHEICZLRBDOON, TOEEEINETICTHRESATWSES T4 F_TDEHE
[CHEB LTS Z &% Science [TERE L TLVS.

774 F=TDOEEKHE (Non-target study)

724 FZIDORABETIEMIRFEZNRE Lz 2 DO%F 11 4858 (INTACT-1,2) 12T
(X, ZEMNELEEREZLEORBHFANRAONEDN, YOI, F_J2EBHATIZLIE £HFOER
[CIEFBFELLBEVWI EANRINTWVS. FLEAMTITONT, LEEERAEAEZHRELIZE 11 4
RERCHOTIEIRENE 0%IRENA, —ATEREMESICKIRTHELROON, ¥I4F=T
DEDNTHEEHROBFENEFN TS, ECFR BEEFEED H S IE/NMEREERIZS 7« F=T&
ENGIN-IGEOEFHAMPRIEX 20 » AZBATVWSERESATHY, TARRYFATIC
COREFBRICBTZT 74 FJHABREOMEAEL LTORBZRHICHEIZT LS LIF, 5
DT I4F_TOBRKRARICEVWTRARTHDIEEZLND. ChoDEREL LICHK AL, EGFR



M exonl8, 19,21 MDBEEFEREZ LD 11I/IV HASH/NMERMEICH LT, 774 FZJHBREDOHR
EREMERFAT L ERBARMREFTE L 1=

EGFR BEFERZF T HIF/PMHERMEICHTE5 7+ F=TDE 11 HEER

AR MSREEOEICD G WII/ VO RAEIE/NMNMMES XU, AaEE LTHETISN
IR EEM2 LA VLA (FI74F=J, TIAFIJEEEHELY) OBEAEIENARMESES
ERRELI AVTA—LEF - Y OB ONIERIZH L TREHRZTHL, EGFREEF O
exonl8, 19,21 DFEDHEBICE TAEEDBFTETH T, BEFEEEZRH LIEHICHLT,
DBEREHEMI-TEERREDS AARBERETE oz, REBEREFICHL, T4 F=T (250mg/
B)DAEZPD (1) FTHRITLE:. EEFEEZRETELG, >EMIFARTO Fa—IL% OFF
EL, TORDAE, MWOBRKABADEEKICEAL TIXEMBRE Lz (Slidel). 2005 £ 3 AA 5 2006
F1HETOMIZ 118 HIMNMRESFE SN, 324|TECFREEGEFEEARD SN, RKRMIZ 28 FIAERZ
fREh, Y24 F2T0EEMNTHEDONT (Slide2).

WITOG 0403 WITOG 0403
Study Scheme Flow chart of the study
Enrolled Patients
N=118 In 1 pts,
NscCLC EGFR IRESSA® tumor tissues are not
mutation* | YES [(250mg/day M primary available.
: ﬁ;a(g)-ezIIIB/IV biopsy or . until PD dpoi | Analysis for EGFR mutations* (Exons 18, 19 and 21) |
® 20-75 years old > Sugorcas Response N=117
® Less than 1 prior (EE i (RECIST)
chemotherapy, Baratiinjblock N Mutation analysis EGFR mutation (-) EGFR mutation (+)
Exons 18, 19, \N° was failed.* N=6 N=79 N=32
21 4 pts were not
Study off registered due to
Standard chemotherapy disease progression.
*Direct sequencing using DNA extracted from | Out of Study | Registered Patients
paraffin-embedded tumor specimens was e Started in March 2005 N=85 =
performed in a central laboratory (MITSUBISHI o Closed in January 2006 *Direct sequence was performed (Mi ishi CI " Safety Insti LTD).
CHEMICAL SAFETY INSTITUTE LTD ). 4 # PCR products for all three exons were not obtained.
Slide 1. Slide 2.

TI24FZTDEREMNTHEONT 28 Hid, CR14I, PR204I, SD6 I, NE1HITIHY, response rate
(% 75%, disease control rate [£100% T&H o1z (Slided). ELBEEERE LT, Graded/4 DKRF
M 2460 (7%), FFHREEEREEA 441 (15%) [CERH LN HhlERIE, 2461 (7%) ITRHLAA, W
THEEMTH--. COMRICELY, ECFREGFEEZEAT HIF/IHBMEICE TS5 74 F=27
DHREREMMNHALMNE G o1, ECFREGFEERDOFENL, F/NEERMEIIHT IS T4 FZTD
DMRFHERFELGYFTLIIENARE SN, ]E, ECFREGTFEEZHF D III/IV IR/l
XD, T4 FTREBELAZENLERZERE CRTFFUo+FE2F4E)L) OLESE I M
BRONETHRTHSD (Slided)

WJITOG 0403 WITOG 3405
Best tumor response (n=28) Phase III study of gefitinib versus cisplatin plus docetaxel
in patients with non-small cell lung cancer with EGFR mutation
i ()
Tumor response No. of patients (%) IRESSA vs. CDDP+Doc for EGFR mutation(+) NSCLC
Complete response 1 (4%) R CODP: 80mg/m?
a Docetaxel:60mg/m? i
Partial response 20 (71%) Y | %5 vees JErny)
NSCLC EGFR d (n=100)
. - Stage IIIB/IV mutation o
Stable disease 6 (21%) or Progression
postoperative ™ Exon19 i IRESSA® e
recurrence deletion 1 250mg/day . Survival
Progressive disease 0 (0%) -PSo-1 or z until PD =
= Chemo-naive or L858R e (n=100)
limited adjuvant (exon21) _= |
Not evaluable* 1 (4%) apy
Off Study
*Not evaluable due to death prior to first tumor evaluation o Started in March 2006

Slide 3. Slide 4.
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(Research Fellow, Lung Cancer Biology Section, Medicine Branch,

National Cancer Institute/Chief: Dr. Bruce E. Johnson)
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American Society of Clinical Oncology (Active member)

American Association for Cancer Research (Active member)
International Association for the Study of Lung Cancer (Member)
European Society for Medical Oncology (Member)

Asian Pacific Society of Respirology (Member)
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