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2 AR BE#No. 2-1 (GR%)

24 FHIE

1'0“'\‘ gefitinib | placebo
S Median (months) 56 5.1
0.8 1 yr survivai 27% 21%
HR=0.89 (0.77, 1.02), p=0.0871
= % Stratified log rank test
s 0.61 N=1692, deaths=976
% Cox analysis, p=0.0299
IS
8 0.4
o
a. -
0.2 R S
——  gefitinib
- Placebo
0.0

0 1 2 3 456 7 8 910111213141516
At risk: gefitinib 1129 1023901 761 588 455 325 245 175113 76 45 19 9

Placebo 563 517 44673827289 220 160 115 7744 28 20 12 4 2
Time (months)

RIEEE  £EFHAN

1.0+ \\ Iressa | placebo
\ Median (months)| 6.3 5.4
0.8 S 1 yr survival 30% 18%
> Y HR=0.84 (0.68, 1.03), p=0.0885
5 0.6 AN Stratified Log-Rank
Z : \ N=812, deaths=451
£ K_f\x Cox analysis, p=0.0330
8  0.4; e T
s R S
S .
0.2 -—  gefitinib TTETemee
——  Placebo
00

01 2 3 456 7 8 910111213141516
At risk: gefitinib 541 499 446 382303 245 184 146 106 73 52 33 13 6
Placebo 271 252 223 190 143 111 78 58 39 23 14 8 5 1 1

Time {months)
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Fo4F=T TR
N=235 N=107
F8 (PR{E) 61 % 618
Hi 60% 60%
PS 0-1 72% 72%
FREH 41% 41%
20EE 54% 65%
Hgz R 64% 64%
2l oEEAE <64hA 25% 32%
FTOHM 6-12h 5 40% 38%
b REICET CR/PR 21% 21%
A
SRERADR sD 35% 32%
PD/NE 44% 48%
. :$
&4 1F j,H;q FEﬁ : ﬁ y A
1.01 Analysis Method HRand95%Cl | p-vaiue |
Stratified log rank (.70 (0.49,0.99) 0.046
Log mnk 0.65(0.47,091) 0.012
0.8 Cox regression 0.66 (048, 0.91) 0010
2
S 0.61
% T ‘_H_‘—L—_"'—»,
T e e
5
o PP
o2y T
——  gefitinib
0.0. -—-=-  Placebo

Placebo 107 97 84

74 356 43 35 20 22 13
Time (months})

8 7 3 1

0 1 2 3 4 5 6 7 8 910111213141516
At risk: gefitinib 235 221 199 179 145 119 95 78 64 51 40 25 12 3

1
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1.0

Analysis Method HR and 95% CI pvalue |
Strarified log rank 095 (0.81, 1.11) 0516
Log rank 0.9 (0.86, 1.15) 0.509
Cox regression 092 (0.80, 1.07) 0.294
0.8
2
£ 06
2
=
1]
1=
¢ 04
=
[
a
0.2; . s S
-——  gefitinib
——-  Placebo

o0t —
012 3 456 7 8 910111213141516

At risk: gefitinib 894 802 702 582 443 336 230 167 111 62 36 20 7 1

Placebo 456420 362 308 233 177 125 8 55 31 20 13 9 3 1

Time (months)
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107 T { Analysis Method HR and 95% CI p-value
Stratified log rank 0.71 (0.59,1.02) 0.061
R Log rank 0.66 (0.43, 092) 0013
0.8 \\ Cox regression 0.67 (0.49.092) 0,012
o )
s 0.6;
c
3
w
[
0] J
8 0.4
5 _
o
0.2
——  gefitinib
-——-  Placebo
0.0+

0123456 7 8 9101112131415 16
At risk: gefitinib 250 239 222 201 161 138 103 82 62 43 33 22 10 6

Placebo 125 115 100 89 65 52 40 33 25 17 13 8 4 1 1

Time (months)
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1.07 [AcalysisMethod | HRand95%CI | p-vajue |
Stratified log rank 0.92(0.79, 1.07) 0290
Log rank 0.99 (0.85, 1.14) 0.861
0.8- Cox regression 0.92 (0.79, 1.06) 0.242
g
s 06
c
=
7]
I
e 0.4
]
[J]
n- o .
0.24 RS
——  gefitinib Ry
-——-  Placebo
0.0

0123 456 7 8 9 101112131415 16
At risk: gefitinib 879 784 679 560 427 317 222 163 113 70 43 23 & 3

Placebo 438 402 346 293 224 168 120 82 52 27 15 12 8 3 1

Time (months)

RN B AJERREE

1-0‘“—’;—_\ | Analysis Method | _ HR and 95% CI p-value
T Stratified log rank 0.41(0.22,0.77) 0.0052
— Log rank 0,32 (0.17, 0.60) 0.0003
0.8 L ““—L._\L‘_L Cox regression 0.37 (021, 0.64) 0.0004
o - "|—L—l
-—:— - H
= b - i
s 0.6
5 -
w
e 0.4
[]
m -
0.2
——  Gefitinib
-——--  Placebo
0.0-

0 1 4 5 6 7 8 91011 121314 15 16
At risk: gefitinib97 95 90 8 71 61 45 40 34 27 22 15 8 6
Placebo 44 37 32 20 21 16 11 11 9 6 4 3 1
Time (months)
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1-0"‘1.:. [AnalysisMethod | HRand95% CI | p-value |
W, Stratified log rank 0.90 (058, 1.39) 0.637
“\\ Log rank 0.94 (0.64, 1.38) 0.748
0.8 H ‘.-\.:_I‘ Cox regression 0.85 (0.58, 1.25) 0416
N
2 \\“1
3 0.6 A
= e
g 04 g S
= : _
D Py &
o
0.2 L. - -
——  Gefitinib
- Placebo
0.0+

Placebo 63 60 52 45 35 27 24 18 13 7
Time (months)

4 4 2 1

012 3 456 7 8 91011121314 1516
At risk: gefitinib 138 126109 94 74 58 S0 38 30 24 18 10 4 2

1

£ BUEA LS TS

1.0 "“~—«\_ Analysis Method HR and 95% CI pvalue |
5 o Stratified log rank 1.07 (0.69, 1.67) 0.749
‘_L'l Log rank 0.94 (064, 1.39) 0.770
0 8 ] &"“-\‘ Cox regressi 0.96 (0.65, 1.41) 0.817
' =
Sl
=] Sz
= "
5 06 e
5 04 ey
[
0. b e
0.2; ..
——  gefitinib
~----  Placebo
0.0+

At risk: gefitinib 153 144 132 116 90 77 58 42 28 16
Placebo 81 78 68 60 44 36 29 22 16 11

Time (months)

I 7 2
9 5 3 1

0 1 2 3 4 56 7 8 910111213141516

1
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1.0
\\ [Analysis Method | HR apd 95% CI_ | p-vaiue |
- Stratified log rank 0.93 (079, 1.10) 0417
Log rank 1.00(0.85, 1.17) 0998
0.8 Conx regressioft 0.93 (0.79. 1.08) 0336
2
s 0.6
c
3
[i:]
o D
[ J 5,
S
R - SV
0.24 T
—  Gefitinib s
~-—-  Placebo

0.0

012 3 4 5 6 7 8 91011121314 1516
At risk: gefitinib 741 658 570 466 353 259 172 125 83 46 25 13 5 1

Placebo 375342 294 248 189 141 96 64 39 20 11 8 6 2
Time (months)
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All Oriental patients

Crieftal Smokers

Oriental Non Smokers

(W

———————— Benefit No benefit ——
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Within the Non Oriental patient subset,
‘demography was well balanced at baseline

All patients Newer smoked Ever smoked
o | Gefitinib Placebo Gefitinib Placebo Gefitinib Placebo
ST N=B94 N=456 N=153 N=81 N=741 N=375

Age (median) ' G2 years |b1years |62years |63years |62years . |61 years
Age < 65 years , 61% 62% 56% 54% 62% 64%

g Age >= 65 years 39% 38% 44% 46% 38% 36%

I Male ' . 69% 69% 34% 37% 77% 76%
PS 0-1 64% 168% 66% 64% 63% 69% H:
Never smoked 17% 18% “1100% = |100% 0 0 N
2nd line &7% 45% 4% 50% 5% 3a% =
Refractory : 89% 90% 86% 85% 89% 90% Eﬁ
Intolerant _ 1% 10% ~ [13% 12% 1% 9% :
Adenocarcinoma histology - 44% 45% 1% 62% 38% 41% m}
Time from <6 months  |26% 23% - 35% 21% 24% 24% W
diagnosis to {612 months  {36% 40% 29% 42% 38% 39% i
randomisation > 12 months  |37% 37% 35% 3%  [38% . [|37% =
Best response CR/PR 17% 19% 1% 24% 18% 18% ©
topior " |sD 37% 38% 42% 39% 36% 38% N
\chemotherapy PD/NE ©146% 43% © |46% 33% 45% 144% o

i
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Within the Oriental patient subset,
demography was well balanced at baseline

All patients Newver smoked Ever smoked
Gefitinib Placebo Gefitinib Placebo Gefitinib Placebo

T NS N=107 N=97 N=44 N=138 N=63
Age (median) 61years |61years |58years {55years |64 years 164 years
Age < 65 years 59% 64% 68% 82% 153% 52%
Age >= 65 years 41% 36% 32% 18% 47% 48%
Male 60% 60% 21% 27% 87% 83%
PS 0-1 72% 72% 72% 70% 72% 73%
Newver smoked 41% 41% 100% 100% 0 0
2nd line 54% 65% 52% 64% 55% 65%
Refractory 193% 97% 94% 100% 93% 95%
Intolerant , 7% 3% 6% 0 7% 5%
Adenocarcinoma histology 64% 64% 77% 84% 55% 49%
Time from o ___|<6 months 25% 32% 22% 41% 27% 25%
diagnosis to [6-12months |40% 38% 38% 34% 41% 41%
randomisation  |> 12 months |35% 30% 40% 25% 32% 33%
Best response CR/PR 21% 21% 22% 16% 21% 24%
tq__p_r_iqf" N _ SD 34% 32% 35% 32% J4% 32%
chemotherapy PD/NE 44% 48% 43% 52% 45% 44%
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% Oriental Non-Oriental
11 Gefitinib | Placebo | Gefitinib | Placebo
1 N=209 N=104 N=839 N=452

Age (median) i 62years | 61years | 62years | 61 years
Male ' 61% 59% 1% 69%
PS 0-1 73% 1% 63% 68%
Never smoked 39% 42% 15% 18%
2nd line 55% 64% 47% 45%
Refractory i - 93% 97% 89% 89%
Intolerant | 7% 3% 11% 11%
Adenocarcinoma histology 60% 62% 40% 42%
Time from <6 months - 25% 32% 27% 23%
diagnosisto 6-12 months 40% 39% 37% 40%
randomisation > 12 months 34% 30% 37% 37%
Best response CR/PR 21% 21% 17% 19%
to prior | SD 34% 31% 38% 38%
chemotherapy =~ |PD/INE 45% 48% 45% 43%
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. - Oriental Non—Oriental

- Gefitinib Placebo Gefitinib Placebo

. N=82 N=44 N=128 N=81
Age (median) : 59 years 55 years 62 years 63 years
Male % 21% 27% 34% 37%
PS.0-1 ' 76% 71% 66% 64%
Never smoked 100% 100% 100% 100%
2nd line 54% 64% 48% 52%
Refractory 1 93% 100% 86% 85%
Intolerant 7% 0% 14% 15%
Adenocarcinoma histology 74% 80% 62% 53%
Time from <6 months 23% 41% 38% 21%
diagnosisto 612 months 38% 34% 31% 42%
randomisation > 12 months 39% 25% 32% 37%
Best response CR/PR 20% 16% 12% 22%
to prior o SD 35% 32% 43% 38%
chemotherapy PD/NE 45% 52% 45% 38%






