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» gelitinib DEAAALIRMGATIRIAT O LS gEHShD, |
1) /@i - BTl 250 mg/day £ RMRER | GAKRT . WRIRE HRFTHY. B
FEBLHAE B IS~ HMT ST L LIMTHS.
2) EGERIIIREDE T DHIT - BHRFPRBETHD.
3) PUTA, kit IHRE, RIBEROLOVBECKHOEDELERT.
4) —RECHIEMOSELRATHD A, MBS, EREK. T NTIEREMAE 1)}

HdIENHY), HREEYD.

» gelitinib 3, EABLTMRIVAILL SHMBBAMENTES Y, TLOTFMERNS

Ly, -

kLo KO

imatinib, trastuzumab, gefitini &vi o 22T
Mk seopEnE LemiliEmbmL
WIS EHA 2 JE BB B E A LIS
TWADRIEYOZ L THD I 4. EiERIGO
5, & QAT LA BRA DSy RRmL T
1, BEROBRS I L THROL LGtk
KEhbh LEdRETwWE, MifuEDIc BT
MALVRIN % EHT & ARIRS AR L ™
LA AN RIS LRETRTH A
SEEILATFML TV,

gefitinib OBLHERR A 8 1L7: 1993 A,
epidermal growth factor receptor (EGFR}MD# 0 ¥
V&% HIGE R 2 WAGDE R
#HERTCHS ) LR L TWAMRREDRS 2D
kot LaL, tkoliiclBERon
VREM S ERUTFALVWI LD o TV

* K. Nakagaws (KT80) 12270811014,

fo¥y, SRETCTICHLAS Eokuvih Ly itk
217 TabS LD HHEED M oW &1
LETHAEN L ELAMEWILAT, BWIRNI]
MR E RS LA L S ILHATY S, SO
MRAROY e S HETRE S B W TRV IRIBE S A TR
5 ETHIEVR A BEE L. 2%, gelit-
inih AULIT EGFR % BAM & Ui 5T IR 09 il e i
TH Y, JITAMIES b ¥ A B Wk U @
eIt B P LA I IS & R C & S 12 BCR-
Abl % c=IGt @ X F b F Mo BT
Jre B E 0o TV ALEMGER TR E L MR
Ao ERLo TG ERIIENTE
B, bW iERmas Y SHHE LG AN,
EGTR mutations DR RLE gelitinib B2k & DM
M oW TORMAREM I LR - 0T
A,

A MMOMISIRITE R RNE S LS
Skd, NELRRTIEITELV.
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Gelitinib &FQ

EGFR (AMNIE % 109 5 REkEFo L vy
F—ETHY, abB-1IZEDI—FENLD 170
kDa @& iy TH A, W, SMkE LTI
MHEIEK LTS, Y& FE LTI, EGF,
TGF-a, amphiregulin. heparin binding EGF, 8-
ccllulin, epircgulin ARFEBNTHY, Sho)H
¥ R EnlEsimt, WD, Fodres—
M SR ZILTWA, Y F 2 FEOMaL
& LRI, FOy rd =ik
WA 5 ATP L ofiar Rl s hao Lz k
NSO FF - ITIME NS,

EGFR @50 i %=L L Bu Y ikl
L RH & EIMIHEN:S T £ LTH, Ras, Ral-1,
MAPK D) ML Ay — Fdii e % 5 She,
Akt @OTLAL 2 8 2 PIBK L& LAY S vTas
0, WrayrFrEEReiGiEidso bick
Y, g, L, TRk~ 2 0lsNe,
KEA ORI & & ¥ T LB %M
FLTrLhEfAioNnTv5,

EGIFR DS 1ALRNTR~<A Y K E e
L DIRENDAS, FILEENIC EGFR oM
MBaviIATY »RLoIEIZ & H E0lRiin
TSEAL AR & v 3, EGFR ?simT-He{l, & <
R GRS 0 deletion A R2HSILTH N, VI
YREDFEGC LI ZDF 0Dy 2 i
BEINZTEMEN T2 L OHRED DA, W
RFEWTH 5. EGF L7 5 — (Herl) LANM{: %
e W ARR Ead Mo Lok 21 S VE SRR S 18 4
Tts SAGETAMBENTLIIEIMONLS
Herz/Neu b €D —2THh, exbB-2 L Do —
Faid, £olid, Head, Herd OFELWASL
PR oTEY., SNHD erbB 77 39—l
MTOZHEOTBRDAL LY, 70X L —2%
BRLTYwAC ENHSILTYWE, JUA =2
O RFRAG R DV T A WA CH 3.

4 OFSIEIC 35T EGFR O MR IMA R
ST 5. N NIBINHG C 10~80% B 5810
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EROBEE LI, NAG, FIBKE TR, T
#HTOMOAMBRELRY. £, Shool
PRI OMR, &L X ELED
BRI BT BIHT, #0bReHS+ 3157
LLTMGSNTYS(Tablel). Sl MY,
EGFR A KIMTEIC 50T 3 ¥ & A5 0
A RDNSEBT £ LTI LT3 &
B8 SN OB G AT LA
BT LEFMLTYS.

gefitinib 1} EGFR F 0 & 44— ATP & -

AMELICBY D ATP LA IFML L, Fo
YrxF—EoRcY uHLEMBT ALk
PR AR & Bl o i3 3 (T b JEdt 1
TR I EGTR b DIAL. BT, ML, dEf
Ul Bl o A ST 10 PR R ] N A N <
DIMIRM e BT LD LKL STV 5,

Gelitinih DIRFEISZO

1. BNERE 11BIAR%

gelitinib IXERDIX ST AL WA CH Y, ToOkE
WS TAIRRTRIE 1 1 L0, 14 B RS0 14 AR
WOy Vo=, Trk 28 AMMRIES A Y
Va— L TULES Ik, RE3CCYLhE S BRI
LSS ) TR C 4 o0 T 0INRAH
HESNTHEY ., 254 DDA gelitinib 4% Y-
SICHIR, LRI/ 100 #E 1D 10
TS 2302 T & A e BRAG i 2 M2 (partial respon-
se . PR) & M2,

RS RAEE T T, FRERETH Y, bo
&L PRT aMAMRERIEEETH o Sh
O ORHENR LS RARTEE R LA, EAY
DRCIEIEL D S vy, FERDBM L
Folt{fla tMHENT O 7 v £ LEFR L,

ATENLE GOSAMNL S 41, 11 L A LIXIFNIC
T Cyp3Ad 12 X IS 8 ST bz il & 1 %,
A4 CINE S A IRIRE T BTt 23 Modh
AHIMiFE P 5 T TM(PR) & 1, 205
b3 HIDWTIR 1 S350 5 RN M
KRAFRAL S 2D, LA LEs, SHemoix

47

DU A-1 Lz o

B FIR0YE gelitinib DEVA

Table 1. BAAICE S gelitinih DEEEHR{IDEALL

$I TN TANOYIA LETFINRIchR G | 1 1RkTER TTP(clar)
(&) WEmshm(9s) | (cay)(95%CH) (%5) (9594C1)
250mg iRl it (n=16) 75 550(266~ND) 68.0
(n=51) Bit(n=35) 229 371(219~ND) 516
BME mMS(n=30) 34.2 S05(266~ND)  G4.8
TOMW(n=13) 17 243(103~453) Jo.8
hi 27.5 414(261~ND) 57,0 114(86~128)
oversll 1% el (n=28) 39.5 414(331~534) 63.8
{(n=102) Bt (n=64) 20.3 309(243~385) 40.4
RN E(n=78) 33.3 106(323~505) 536
E0ik(n=24) 8.3 215(187~305)  35.7
L ) 7.5 361(303~414) 49.6 115(86~142)
NOU : not deterntined. ’ X2 010)
(%
70)h ) L] N
80 am 8k
D yrakA
50
a0/
30 [
216
20 173
137 118
10 : 78 %?
o il 8 3! ;
%N m o m & ALTER  ASTLER

Fig. L. BEALEBEAREH SREBOLIAR IR
UDEALYL 4747 FIRIEE D)

SRARIFREE M2 ), DDBRIEN YT =0y, F—=2A L FUVTFHA S —J )
WYL TR LA fe o35 /i3 150 mg/day 55 NAF ¥4 b LCREERI/ N aaNif & b gl L
1,000 mp/day T OG0 E LR LA, BER 72 gelitinih A X ZA DS X SISO -
B IIMROMRD O BRI RELET LS AWK (Iressa Dose Evaluation in Advanced Lung
ERTE Lol 600mg/day KLLTIX, BHEM Cancer © IDEALL) H9Lh & 1L, Todik, &
DRI 0% OIS BV THRMERNCE e LT 20% DA RhUzH 200 fEF LU A 5 R
AroafeS bdh, RERE T0IKERIC 334 5 iy SRIRATLE b o CHYLE 7 (Table 1).

SROBRAMBLEE 2o A, RIRERTIX 250 mg/day & 500 mg/day
2. EHGRW MIBLUR(IDEALL) & EORFAY D2 oDRSRTOMEAILEIAR L LTI
Ty LR FIAM, FERRNC IO LY & 1y,

CNGREERE T HMERDIIZW I T, B, Mo IRBETRFIR S RN CE WY SRl

1444 Val, 7S Mo, 1(2008) A7
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Table 2. FIRIRIHRS & UEFCNT 5 SERANIF

e/ 3

B ¥ v 1 mgﬁh%m 17

Fuxie] pl [1o-Fi] p@
PS O~1vs 2 G6.26 0.081 6.17 <0.0001
1ALEDY AR vs JERRAS J.45 0.021 1.56 0.039
3] it vs Bt 2.635 0.017 0.99 0.954
At BEAvs#HBEEA 164 0253 1.82 0.007
NYENE L vs D - - 1.90 0.017

¥, AEOREIHYS N & LTt 250 mg/day £)0
WA C & &G ol 250 mglday TORNGTIHS L
U ARHEM LR (Fig. . 3 2RI e 335
1, WHERSURL, 45 2 VIR TH Y, graded @
FHEIED S N ol wFIHicowT
b EARATRAETLI T HONZH Y, ol
+5.

o, BITIRAENBIRE D — ¥ 3 £ it
TRPRDFHH L LT gefitinib 250 mg X550 E
500mg J¥ 5 0E & & MLAE T A WA 0 R
(IDEAL2) 2°FLHE S 1172V, S ILIRIRERCLE, I
WG DAL & HTIRTL T, QOL T 7'5 A =
V=L Ve 2 b e LTYEN S M, 2002 SE0 g
B RERE NG 5 S0 38 W T T D SRS SE e 3
2. FL0%OMIEN T L 0% o iRk S
i 207% %) QOL TG I % I8, IDEALL & Mg
IR 5 5 250 mg/day AT & iR
e,

3. ERERE MG

SRR TR HIE S NT VAR LI
Wz, BTN Sy FEA 2k LB m
IBIRAT A Y D & B0 sz TGRS
AURBBIR & M E UTHIES iz, INTACTL
TIRMS B # gt E: & LT cisplatin + gemcitabine
A%, INTACTZ THt carboplalin + paclitaxel #$H] 1
S, gelitinib KX 250 mg/day 35 & U S00 mg/day
MEIEIEA T S R, ISR (7S
) B & Lo & ™. 2002 5E 10 Bz iid g
ESMO IZ TR MLloat, #PidvsiLd gefiti-
b KX DGR OHON L d ok, SRS

53 1411 vel, 85 My, ] (2005)

DEERTI A 3T 2,000 W& A3 5 D501
RYTEY, 4140 gelitinh OEHLILS A2
FMRIE ISk B vl Bidhg,

MAE, NPO-W)TOG TH 3 I— AN 95+ 5!
WGt 2 MIEMACFHLD 1 gefitinib 12 &
LB RADEREL TFF N &
tr 2 WML Y 60— & CHY 2ib
Jril: & @I 2 CREHEN W AR BIRSAL FLIG LT
VA, WIRIK LT gelitinih @459/ 0Ra05
TR D@D AMWI R WV & 412 B U0t D
o BE6(, bok b MR MRIERIS LI T
AP SNSRI W LB ETHD 2
v,

4. FSYRAL—va P LAY F

gefitinib % X 9 WRYCBERO IS B 22 aiz
AR L UL R & 2 WIS HS ¢ e+
5. W—DIBI gelitinib DR B DY RE &
BRIBILTHE. IDEALL DF—2 L h Aok
Ao, WS, PS RAT, YURIED v BdsE
WD TRIZ S T B (Table 2), B e Atz
BEBARG O B 22 A dc e C IR ShHGBE I S0% % 48 2
B, S EO LG R0 Rk T
THENTHAIN. SOERMERET 5151
13 gelitinib DRI MOFBMA =X 4 %1
AT BLENSD. L Lias, BEo:
13 EGTR @ % ¥ 2% Gy ILIE BIRGYIIR M 4 1 &
AP L v S0Cw 5 (IDEALL, IDEAL?). #
o, b ME 1L EGFR MBI ) 6246 b Be )
WRRG I L AR L e & DA% ST W
5.

48

TN A gelitinid OILIME IR EREL T
HOTHH I, COWMIMEES X LML
MR MY B AN SER S L EGFR
mulations 1X EGFR OFo Y w4 F—¥ ¥ a2
o ATP BB (2 v > 19~21 OHIMR) R
&4 2 wissense mulations ¥ 7212 deletion muta-
tions THY, T3 /OGRS —HRIAL AL
+. BRHRMMOBMRE LTS L, ATP IR
IR oMY bIo X © ATP &5 L UF gefitinihy & @
HEMIME KRS, 2% ), RIHRET
IS CGFR mutations IMERW L FO 2%
- ik oMtk b A 61 activating muta-
tions TH N, EGFR & 40¥ 5 ¥ 7 LRI
L, RaANILD e T D ROTBEEILIZ N S Ll
ERILTVA Lo LEMENRS:, §8IKb o
115 mutations 1 ATP & @ 4RANLIZILL T geliti-
wib L OHFENDEE BB ERATwL LY
XHIB o, gelitinth S L 2 L0 &SR
EbibT LMD,

S SN S 1D DI, EGFR mulations D 5EA:
e E b UNB oMMk eh s, S
THE 2 N5 BRSO R (ODEALL 1 X
OF IDEAL2) 35 & USRI A SIS R A0 % L 2
BSRE A COWERI 154 WO GR D &g &
BB E S FEIYE X 1A mutation DY L
WARTHL(Tabled). BELL, 4RRREN
EGFR mulations ¢ gefitinib DA WL EME LT
WAIKELRBFTHLS ERMEVWRWTHS
3. O LN gefitind DWIHHHHIKE
LR I S B A ew. E 2
G L TSR o Lid: gelitinih #° EGFR %
Fos3T & LTRIBL TY S S &R MRV
AN LTdD HRRMCTETT 50ETR
REDLOIBNEOIRMIZRN 35 L S REL
M LCHE LMD 5.

Gefitinib DERFEO

ECO ST, gelitinib MMIrikd RRMIZE
RCBSH. & RMERIRIZ L B IRH L S i

NIHSECR La-o
B TR0 gelitinib DEWH

Table 3. Celitinib M TIHMEFHB L
EGEFR mulations OFEWE

e | EGFA mutalions
TRAR | apm)  nem
FEBFAIPDINRDGE 107 29
SR AFEIMIIOIE:  23% 26%
= AMME 35% 32%
B AL MR S 50% 57%5

THLY, §H-2TEHLTE0dTEL g
VWO IR TTRWAEE W, T, AN
ftebactbFEvaT DEERENT
gefilinib % FENS B W6 (& e o 1tk & 4 X 90
Nt B LUWD D 5. ‘

1. Bk - M

DEAL 1 5 LU IDEAL 2 @R E Y, gefitinh
250 mg/day, AROCEE VIEMRY 5. BB
WATHY, THOHAGHLE & et — Wy 1
FTHCEHWIBTH S5, BARTUIEE IR
TSR TIX 2 MR 2 B IRl A
Pa— VTR EIEL A, T ORI
TN Y1 B g UEDR SP R E S AT/ AR R AT AT T 11}
MEOEERINEZ VLD EZATWS, HIRR
PR A S vl o dilit, BIRORL S
BT eDE, BEVRRER TR
BEZOXENThE o T b, X
KU RIS L ORI D & (K& LY NRO
e bhsd byt d, HitonboTd
LEHITIW,

2. WHES
WREBIED & C 51T - TE5EIR AR
WCHD, SO, BRBIAIBWTREIR
OMMLERIEE LTMwaAZ LRTERWI E
MY L. b b5 A, WEWHEN FTEN 3o HE
LLKR, gefitinib ZHIEICHIRSE L) EvH I
Zh LR MHERVRWb D E DI
5. ki, BEWMORCE, WS 0iEkoERER
& BALEEARER: B JEE L A Bt o TRES I ARG 7 45
AL BL LTRMEMOARETH . BILH
A 2 7 =N 5 0¥ 8 ISR E MR
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S WE-—P LI B AR IR R0MN

RS ML St B B HE A 0 AN RBR ) A AT
b, WAL LT gefitinib & MG RE
Find B TiEE MR 42 L 0T
ot b LA, MIVHENgs L 2 TCCHA)
ELAlE 3 40T 38 D BRI IC X B IR TS
D, BEBRTCOESHIUIVWHILETAXETH
5. MECHSIAT L CliHs oo D B it ) e 1S
R LRI LN A LN LE. SO
s & 5T, gefitinib NG R B O R IRIE
T b, TOMINE—IUTE) S LI TE L.
Hh A ATOMURCR L TIRHF5 0%, BEV
FORIRLEMLE S22 AT THXETHD
SERWIGETH v,

3. BEUR

gelitinih D% & VI RBHR, TZT A
A, MINEE, BHNEmMOLwBETHhsC LN
meitwvsn, FLTohbolHicbn
EGIFR mutations 25 HULICHM bILTH Y,
EGTR mutatons % 79" 5 Jlih RIS B854 35
VT HY gelitinib DATENEMRE N TS, T
Cit, BT AWMA Lo RIR R
gelitiniy F LM+ 2o ki PiEm vy
SRS B RS G A, RSBV TR, GRIT TG
Bl AN & AT+ D v oY TN S
SLATE D, RIS Y AMT LM 0BE:
@iz b, EGFR mutations. & b A% v I SE_LEL#%
Oz b IR E LT RUG HO T MGY e 4 2l & R
FTREMFEEFTHOTHL, e, 12%2k2
o@M%ﬂ%ﬁT%MﬁW*ﬂMM%ﬁ%N&&
LT, 2F 7 CTHNES 0 PRHE I 1 AR LRSS
(Br. 21) TH., WL EGFROFO Y ¥ F—ld
MEHTH D eclotinib AMEHEMT T LAHBEL L
B LTHEAETFMMEPERT2IEFMENS N
Fo. FTRNEEAC 10%LL T & ISV i As G TR 2 02
722 kA b, erdotinib 2 X 5 SD (stable disease) i
LMNUPRENTVHLEORFMWHNATHS. &
DS Ehis b, BERYCIL, super vesponder &1
1AL W el % A5 3 B UL R MR o ik enE
IR0 % v B2G L vy o 3T TS ORHR R 4

90 15 Vol 015 N, }(2005)

ERETHRVESR S,

4. B EH

gefitinib (X~ KA BN L LV IENTS
h. LirL, EBELTRTEHH S L LRl
M & D iR R 2 EMMIIES L 247
A, MAE. +4fciRivg bivbiudib et
Vi b TREVDT, oS TRLOBIFLES
FroLilVBHFILTwWAE (LTS,

1) ESEEAN S B SR gE1E NPO-WITOG
DI L B & ISBOBAETRE L, L3%BOM
AN YRET B E ST D, gelitinih
ickampnohebo b LIEREYETHLNT
B 5. TOREWNIEEANE Ly HEMEL
B LB S, SO TNEINENEE Mt
KRS X BT, MR LIS mE T v
FHBUENSEL. bL, tORVHHIMEL
LEBYEE CT 2% + > (HRCT A1 L) £ L
T, #5IEML LWIGAISIE BALF i & B IR
D, ATO4 FRSCEoLRAII,
RO gelitinih PP L+ 5.

2) BIRRELR : gefitinib 502 & 9 RV HF)
fMOPTE o L OTIEIHODONBFIRINT D
B, =R UHMOEN IR E DL RnG, &
BTGB EN ARS8 b AbILE. HULILSC
FRTRDBMARLTEEWAF 04 Fibith
LWL ENZWALHY. NCI-CTC grade 3 %
Fe i grade 2 THILREILL T ) LIB&KIIREYD
i2 gelitinib DG 2 HKIELTHMKEDELTDLD
o, grade L ISHUICF UT (IRBIOLEM W
e, gelitinib £PIRFT 5. & DS, Hha
NAHRED LS ARG & IUXRHEAI DRI
IR 2L,

3)F M:TFMLERARRRETIREVWDD
OHH—ROPMETERT S, graded DTM(B
BHGHRE R REQTN | Sk WIFY
B OFMMTIDH 550 £ 120 LY gefitinib
Sl td, FMbEMEREMULIE
MM EHAGND, E5 PR ETT
LS X Y A IERIR 5 AT R R B S B v

0T, WKL ARG E AL,

1) FHBRRREE | IFLRARRRAE L 20% BB K
EHHis, €0PIC graded ML IHRIRD
2= =LA AR ENH B, 2HMEE 2 H
T, PRSI h 8L TITIR L AR
HRVCHREMITEDAY Pa— e RT
5.

b0

P NEMHG IS 358 B gefitinib DXRIRKE, i/
PR A U s e S il i e R
DL LM EEIRE SNRETH S O
DEANC & D HERUR RO B R A IBERI# 4
FhotiES (P Tharb Lk L
L. bo ¥ bTROBCIVRIANINEIC 3T
82, MTRER b A O R SV SRR -
nl & B e M M 0 3 i b A
54 DT E SIBAHEDTEIEIL, WIS O
MoEEWMLE TR Rw EERALBIIRLT
wa, LT, BT 2 EFER G LA
DB RIEMECREGELASTHBILE
MzfE L a3 THE.

e 1T
syt 'j

oRii AM U smwxrni

LHn Iz s —Mm,

ME59), /2708 TERES.985M (K 145,700/ +BISXK) 20035
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X WO
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14 : 922, 2003

Fukuokn M ot ) | Multi-ingtitutionnl cindrmized phase

1l riad of pefitinib for previcusly Wreated patients with

advanced nan=small-cell ung eanrer. J Clin Qneot 21 ¢

2237, 2003
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A randomizcil trial. JAMA 290 © 2149, 2003
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783, 2004
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777, 2004
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GAIYO compared to ISEL

The Gaiyo and ISEL have Jooked 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 in ISEL between Orientals 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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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 c;n 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 omnly 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.
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183911./0016 Multivariate Analysis of Tumour Response Rate
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1 SUMMARY

Due to a statistically significant difference being observed between Japanese and non-Japanese
patients in terms of the tumour response rate endpoint, multivariate Jogistic analysis was
performed. By employing a multivariate method of analysis, it was possible to identify baseline
prognostic factors and present a more accurate comparison of the response rate seen in Japanese
and non-Japanese patients.

Twenty-two baseline factors were evaluated independently to assess their value in predicting
response. Using a 10% significance level, only 7 factors were found to be predictive of response
(baseline lung cancer subscale, body mass index [BMI], performance status [PS), prior
radiotherapy, histology, prior immuno/hormonal therapy and gender}. Using only these 7 factors,
all were included in one model along with the factor for ethnicity. By assessing all factors
together in one model, it was possible to account for confounding factors and allow a more .
sensitive comparison of the apparent ethnic difference. To ensure only relevant baseline factors
were retained in the multivariate model, the backward regression technique was employed at the
10% significance level. This resulted in only 4 factors being retained in the model (PS, gender,
histology and prior immuno/hormonal therapy).

The final multivariate model, including all 4 significant baseline prognostic factors, and the
factor for ethnicity, resulted in an odds ratio for Japanese:non-Japanese of 1.64 (p=0.2530).
Although the odds ratio indicated that the estimated odds of responding was 1.64 times higher for
Japanese patients compared to non-Japanese patients, the 95% confidence interval showed that
the true odds ratio could lie anywhere between 0.71 and 3.93.
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2 INTRODUCTION

Following the unadjusted analysis of the tumour response rates, further multivariate analysis was
performed to identify baseline factors that could affect tumour response in this trial. This

- analysis was not only able to identify baseline prognostic factors, but it was also able to adjust
the odds ratio when comparing ethnic groups by accounting for identified baseline imbalances.
Although multivariate analysis was discussed in the clinical study report (CSR), this was based
only on the factors identified at that time. However, since the initial analysis, many other
baseline factors were tested for prognostic value in an attempt to gain a better understanding of
the ethnic difference. Therefore, the analysis discussed in this document is based on the analysis
performed after the analysis conducted for the CSR.
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3 METHODOLOGY

As stated in the statistical analysis plan, logistic regression models were to be used to further
explore a significant group difference should a difference occur. The purpose of this analysis
was to learn more about the relationship between baseline factors and tumour response. This
would not only allow the identification of possible prognostic factors but also allow a more

sensitive comparison of groups.

Although the initial analysis using Fisher’s exact test allowed us to identify the crude difference
in response rates between ethnic groups it was unable to control for confounding factors.
Logistic regression provided a simplified, quantitative description of the main features of the
relationship between several prognostic factors and the probability of response. It enables the
probability of response to be predicted even for categories in which little information is available.
The logistic model derives its name from the fact that the logit transform of the response
probability in each category is expressed as a linear function of regression variables whose values
correspond to the levels of exposure to the baseline factors.

If p is the probability of response and (xj, ....., x) are the set of baseline factors, then logit (p), or
the odds of response, can be expressed as a linear combination of these baseline factors as

follows:
Logit (p) = log (p /(1-p)) = & + Xget,...., k9 Pixc

so that

p=e o Sl KO BIKK /(34 o+ 0], K) B2y
Therefore, e refers to the baseline probability of response. In the simple case of a two level
factor ™ can be interpreted as the odds of responding for those patients exposed to factor k
compared to those not exposed. More generally, ¢’ is the fraction by which the odds of

. . . . .k .
responding is increased or decreased for every unit change in x” compared with a person for

whom x* =0 and =& X) PKAKE-X) is the odds of responding for a patient having baseline

variables x  compared to those having baseline variables x.

The model parameters are estimated using the method of maximum likelihood. The likelihood of

the model is the probability of seeing the observed data, and a sensible way to select the
parameters is to select those which maximise the likelihood. To decide which baseline factors to
exclude, a likelihood ratio test is performed. The log-likelihood test statistic is defined as — 2

times the maximised log likelihood or:

G=-2Y {y10g prar + (1~ y) log (1- prar)}
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~ Where pja is the fitted p obtained by putting the fitted parameters back in the model and y is the
response status. Comparing the difference between G from two different models to the X°
distribution tells us whether or not it is sensible to include the factor in the model. A factor
should only be included in the model if the difference between G for the model which includes it
and G for the model which excludes it is significant at the 10% significance level with degrees of
freedom equal to the difference between the degrees of freedom of the other two models.
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4 MODEL BUILDING

When the data was analysed the group which showed a significant difference in tumour response
rates was the comparison of Japanese and non-Japanese patients. To explore the reason for this
apparent difference the data was analysed using logistic regression. The first analysis did not
account for any baseline factors other than ethnicity and this resulted in an odds ratio of 3.27,
indicating that the chances of responding was over 3 times higher for Japanese patients compared
with non-Japanese patients (Table 1).

Tablel Unadjusted Model

Parameter Odds 95%CI p-value  Interpretation
Ratio

Ethnicity 3.27 1.57,7.26  0.0023 The odds of responding is over 3 times higher for
~ Japanese patients compared to non-Japanese patients.

CI Confidence interval.

In order to account for the observed baseline imbalances seen between Japanese and non-
Japanese patients further logistic modelling was performed. This allowed odds ratios to be

- calculated from the model parameters, but unlike simple 2 x 2 tables the odds ratios were
adjusted for all other relevant factors in the model. Therefore, the methodology allows the
variation in the data to be explored further, making the assessment of the ethnic difference more

sensitive and accurate.

Before the modelling was performed the data was reviewed to identify clinically meaningful
baseline factors that may influence tumour response. The factors were then made into binary
factors (0 or 1) or continuous factors. Each of the factors were then analysed in isolation to
assess whether they were predictive of response. Those factors found to be of predictive of
response at the 0.10 level were then considered in the multivariate logistical analysis. Table 2
shows the p-value for each of the parameters tested in the modelling.

Table2 Model Building — univariate effects

Parameter p-value
Duration of previous chemotherapy treatment 0.9553
Months from diagnosis to randomisation 0.7689
Numnber of previous chemotherapies 0.7372

Age group (<65 years vs 265 years) 0.7005
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Parameter p-value
Type of disease (measurable/non-measurable) - 0.5280

Stage of disease (II1 vs IV) 0.4530

Number of evaluable lesions at entry 0.4342

Number of measurable lesions at entry 0.4325

Progressed on a previous chemotherapy ‘ 0.3522

Time from last dose of chemotherapy to randomisation 0.3156

Visceral metastases at entry 0.1838

Previously received surgery 0.1658

Tumour burden at entry 0.1512

History of lung disorder, chest pain, dyspnoea, increased cough or - 0.1413

haemoptysis

Previously received docetaxel 0.1103

Baseline lung cancer subscale score 0.0923*
Body mass index at entry 0.0887°
Performance status | 0.0619°
Previously received radiotherapy 0.0587*
Histology 0.0013*
Previously received other treatment® 0.0004*
Gender 0.0003*

*p<0.10: significance level for inclusion in the model (as stated in protocol).
b Other treatments include picibanil, investigational drugs, minomycin, marimastat and NOLVADEX.

As shown in Table 2, the baseline factors found to be predictive of response in isolation were
baseline lung cancer subscale score, BMI, PS, receipt of previous radiotherapy, tumour histology,
gender, and receipt of previous other treatment. Although the significance level used for model
building was 0.1, as stated in the protocol, a further analysis was done using a 0.15 level to assess
the robustness of the model. Using the higher threshold, two more factors were included in the
logistic model (see Table 2). However, when the factors were considered in further multivariate
models they were rejected at the 0.15 significance level, thus resulting in the same final model as
found using 2 0.1 threshold level.

The next step was to fit these seven parameters in one logistical model to assess their impact on
the apparent difference seen between the ethnic groups. By incorporating this information into

-
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one model, it allowed the ethnic comparison to be assessed after controlling for prognostic

factors (see Table 3).

Table3  Model Building — multivariate effects

Paramefer p-value
Body mass index at entry 0.7889
Previously received radiotherapy 0.6766
Ethnicity 0.2530
Baseline lung cancer subscale score 0.2231
Performance status 0.0814°
Histology 0.0212%
Gender 0.0166°
Previously received other treatment® 0.0108°

# p<0.10: significance level for inclusion in thé model (as stated in protocol).
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As shown in Table 3, the main effects model indicated that PS, histology, gender and receipt of
other treatments were related to tumour response. Although ethnicity was not significant at the
10% level, it was retained in the mode] to allow a final assessment of ethnic difference after
adjustment for prognostic factors. The final step in the modelling was to assess whether there
were any interactions between the prognostic factors. However, no interactions were significant
(p>0.4), so the main effects model was considered to be the best interpretation of the data

(Table 4).

Table4 Final Adjusted Model

Parameter Odds 95% CI

Ratio

p-value

Interpretation

Performance status 6.26

Received prior other  6.01
treatment®

Histology 3.45

Gender 2.65

Ethnicity 1.64

1.20, 115.36

1.58,26.15

1.29,11.02

1.19,5.91

0.71,3.93

0.0814

0.0108

0.0212

0.0166

0.2530

The odds of responding is over 6 times
higher for PS 0 or 1 patients compared to
PS 2 patients.

The odds of responding is 6 times higher
for patients who received other
treatments* prior to entry compared to
those who did not.

The odds of responding is almost 3 %
times higher for patients with
adenocarcinoma compared to patients

amatdl  a sl y 5
with other humour histelogies,

The odds of responding is over 2 ¥ times
higher for females than males.

After accounting for all baseline
imbalances the odds ratio indicates that
the chance of responding is just over 1%
times higher for Japanese patients
compared to non-Japanese patients.

= Other treatments include picibanil, investigational drugs, minomycin, marimastat and NOLVADEX.

CI Confidence interva).
PS Performance status.

The final column of Table 4 provides an explanation of the results. By comparing the model
without adjustment for prognostic factors to the model with adjustment for prognostic factors, it
was clear the amount of variation explained by these variables. Without the variation being
explained in the unadjusted model (Table 1), the odds ratio for ethnicity was 3.27 (p=0.0023).
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However, after including these variables in the model, and allowing a more accurate assessment
of the ethnic difference, the odds ratio was halved to 1.64 (p=0.2530).

From the modelling results, it can be concluded that the odds of responding is 1.64 times higher
for Japanese patients compared to non-Japanese patients, but as the 95% confidence interval
crosses the value of 1 (representing equality) this difference is not considered to be statistically

significant (p=0.2530).

Using the following logit model and the parameterisation shown in Table 5, it was possible to
calculate estimated probabilities of response for individual patients. This was done by
substituting the relevant value of xy (ie, either 0 or 1) into the equation below:

logit (p) = -4.8978 + 0.4951 *Zeumicity +1.8341%xp5 +1.7930% X + 0.9726%xgenger +
1 .23 82*xh{s1°}ogy

Table5  Parameterisation for logistic model

Parameter Flags
Xethnicity O=non-Japanese
i=Japanese
Xpg 0=PS 2
1=PSOor1l
Xother 0=did not receive other previous treatment
1=did receive previous other treatment
Xgender O=male
1=female
Xnistology 0O=squamous, undifferentiated, large cell or squamous &

adenocarcinoma -
1=adenocarcinoma

PS Performance status.

If we were to use the model to compare the probability of response for a Japanese patient given
the average baseline characteristics of a non-Japanese patient (ie, PS=0-1, no other treatments,
male and having adenocarcinoma), then we would find that the predicted probability of response
was 20.9%. In a similar fashion, if we were to use the model to compare the probability of
response for a non-Japanese patient given the average baseline characteristics of a Japanese
patient (ie, PS=0-1, no other treatments, male and having adenocarcinoma), then we would find
that the predicted probability of response was 13.9%.
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In addition to this example, the model shows that at the most extreme situations, the estimated
probability of response ranged from 0.74% to 71.9% for non-Japanese patients, and 1.21% to
80.8% for Japanese patients. Thus, when all prognostic factors are considered in the modelling,
the range of response rates are very similar between the two ethnic groups.
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6 DISCUSSION

Without making any adjustment for baseline imbalances, the odds of responding was over

3 times higher for Japanese patients compared to non-Japanese patients (p=0.0023). However,
upon reviewing the data, it was evident that there were many prognostic factors that favoured the
Japanese patients. In order to account for these baseline imbalances, logistic modelling was
performed to allow a more accurate assessment of the ethnic difference.

After accounting for baseline imbalances, the odds ratio for ethnicity was 1.64 (p=0.2530)
suggesting that the chances of responding was 1.64 times higher for the Japanese patients
compared with the non-Japanese patients. However, as the confidence interval ranged from 0.71
to 3.93, we could not rule out the possibility that the true odds ratio may be equal to unity,
indicating equal response rates in the ethnic groups.

Using the final logistic model, it was possible to calculate the estimated probabilities of response
for individual patients depending on whether or not they had the prognostic factors identified in
the modelling (ie, PS=0 to 1, receipt of prior other treatment, female, and adenocarcinoma
histology). Estimation of the probability of response for a Japanese patient with the average
baseline characteristics of a non-Japanese patient, gave a probability of response of 20.9%.
Using the same methodology, the probability of response for a non-Japanese patient with the
average baseline characteristics of a Japanese patient, gave a probability of response of 13.9%.

These estimated probabilities or response highlight the wide range of results that can be seen
between patients irrespective of whether they are Japanese or non-Japanese. However, the fact
that this trial involved a large number of patients (n=210), it is unlikely that the results could be
heavily influenced by patients with a very poor prognosis or patients with a very good prognosis.
The trial data showed that the trial had a large representative population, thus making it likely
that the trial results can be reproduced.
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7 CONCLUSION

The results have suggested that without adjustment for baseline imbalances between Japanese
and non-Japanese groups, there was a large difference between the two ethnicities. However,
after accounting for the prognostic factors identified in the trial (ie, PS, histology, gender and the
receipt of previous treatments other than chemotherapy, radiotherapy and surgery), using the
modelling approach, it was clearly demonstrated that there was no statistically significant
difference between the ethnic groups. In addition, when probabilities of response for patients
within each ethnic group were estimated, the range of results were hugely overlapping;
confirming similarity. This highlighted that when all prognostic factors were considered in the
modelling, the range of response rates were similar between the two ethnic groups.
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APPENDIX A

Summary tables produced in response to DO quiestions

Tables T99.1 to T99.3  Response rates and durations of first-line chemotherapy regimen
presented by dose

Tables T99.4 to T99.6  Response rates and durations of first-line chemotherapy presented by
dose and ethnicity

Tables T99.7 to T99.9 Response rates and durations of second-line chemotherapy presented by -
dose and ethnicity
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