ILDH

i

thinl

ILD fEBIIZBE T 2 &

= REHEF DAER

BIAREE 18

HEER AF7OAR HEER
H BIEE #£4  HH AB _PS MEMFH MK MeddRAHAID  CTC HB|E & BRI OB EERE
L~ ALwy 55 &t mEA 1 EL DT T 4 31 mL AHY B =EY
T Lot 61 &tk BEEA 0 fEL |\L MEMRES 3 20 AY HY eV B
a4 ALwt 65 Bt BEAN 1 $EL |mL MRS 2 47 ;L EL TE  BETHWL
e 1Lyt 52 B BEA 2 ML HY g 2 32 =L #®mL TE  EETHL
a4 Lot 67 B BEA 0 L HY  phlgR 3 o =L =L BE BETLL
Ao IR 61 &M mEA 2 mL e SN = T 4 48 L L B EmY
oy Lot 74 B BEA 1 4L |L RIMtERIRR 4 20 HY &Y E1E xR
B/ Lotk 48 B BmMEA 2 &L |L R 3 13 mL =L TE EETHL
YUHR—N ISR 59 ®mM mEA 2 &Y ®mL W 3 36 =L HY RE R
‘/iL TSR 66 ffE BEA 1 ::J08 CHEL Rl 1 29 308 mL FE BgThn
B ISR 67 Bt BEA 1 L ®/L A 3 47 =L L B{E EgThLn
F—ZSUFT  ALvY 64 K BA 1 L |L s 2 28 HY &Y TE  EBEETLL
FSo 4 Lyt 50 &kt BA 1 L BY R 2 63 #L | BiE EETLL
FSu4 fLy4 65 B BA 1 &L ®mL fhE 3 9% ®mL ;L E1E BEY
/Iy r— fLyv¥ 53  Bft BA 2 &L 5Y  mham 1 59 mL HY HiE  EETLL
AO/FT TR 45 Bk BA 1 &L HY  Hsteaihss 3 o HY ® FE -y 4
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Additional Deaths since Jan 20th

N Never smoked Smokers All
Cox HR(95%
cl)
Medians:
Gefitinib vs
Placebo
Oriental N=141 N=201 N=342
+1 (+1 vs 0) +1 (0 vs +1) +2 (+1 vs +1)
Non- N=234 N=1116 N=1350
oriental +0 +5 (+1 vs +4) - +5 (+1 vs +4)
All N=375 N=1317 N=1692
+1 (+1 vs 0) +6 (+1 vs +5) +7 (+2 vs +5)

RN T =23 B OER TR EHEAEMN (BB L MBISERT (ALyH B vs

TSR E))
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e M . = i)]
=NEFE ANFERI X BRIERE R
R R 2 2
ALyY 17.6% ALy 8.9% ALy 12.4%
HEAN (15/85) (11/124) (26/209)
751K 0% 754K 3.5% 7S5t 2.1%
(0/40) (2/57) - (2/97)
ALvH 18.5% ALvY 4.6% ALy 6.8%
WAL (22/119) (29/631) (51/750)
TS5tR 0% 7S5tR 1.3% 75+K 1.0%
(0/66) (41317) (4/383)
A1LvY 18.1% 1Ly 5.3%
XN (37/204) (40/755)
754K 0% 754K 1.6%
(0/106) (6/374)

NYF—=2aV|T&>TERDEDQEMATEEESE. EDWEDOHFEM
20BHEERN(CTSRBITIRRED)MNSER)

KHE(THREABOBIEN1H

PUFREE 19-2



ELOEE R AR TN > B EROBRESE ST 281

demography for intolerant patients

Gefitinib Placebo
N=114 N=48
Age (median ) 64 years 65 years
Age < 65 years 52% 50%
Age >= 65 years 48% 50%
Male 61% 58%
PS 0-1 82% 83%
Never smoked 23% 21%
Oriental 14% 6%
Refractory 0% 0%
Intolerant 100% 100%
Histology Adenocarcinoma 50% 38%
Time from diagnosis to | < 6 months 26% 17%
randomisation 6-12 months 33% 23%
Best response to prior CR/PR 31% 54%
chemotherapy D 3% 40%
PD/NE 26% 6%
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Oriental

Fraction surviving

1.0+
0.91
0.8+
0.7-
0.6-
0.5+
0.4
0.3
0.2-
0.1
0.0-

| REANEREA - oEE/ SiEE 0
FITN—TIB 2 ARERFEOEEHMEET 250

BIEEE 21-1

Survival according to histology

—  Gefitinib

Adenocarcinoma

HR 0.59, p=.021 (SLR)
HR 0.55, p=.003 (Cox)
HR 0.53, p=.002 (LR)

uuuuu

0123456 7 8 9101112131415161718

-

0.0-

Placebo

Non Adenocarcinoma

HR 0.92, p=.773 (SLR)
HR 0.86, p=.588 (Cox)
HR 1.10, p=.675 (LR)

012345678 910111213 14151617 18

Survival time (months)
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. ' CRUTRRS 212
Oriental .

Survival by smoking history

Fraction surviving

—  Gefitinib - "Placebo

L 01 Non Smokers Lo: Smokers

0. HR0.42,p=005 (SLR) ] HR 0.90, p=.637 (SLR)
HR 0.37, p=.0003 (Cox) HR 0.85, p=.415 (Cox)

0.81 ™M HR 0.42, p=.002 (LR) 0.8 HR 0.96, p=.796 (LR)

0.7+ Y 0.71 '

061 "':‘ - 0.6

0.51 -"L_ 0.5

0.4 Fommemmooeoe- i 0.4

03] ' 03] :

0.2- . 0.2 [

0.1 ' 0.1

0.0- 0.0

012345678 910111213 1415161718 0123456728 910111213 141516 17 18

Survival time (months)
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PIRE S 21-3
Oriental :
Survival by reason for stopping
prior chemotherapy
—  Gefitintb e Placebo
1.0~ | Refractory 1.0 -
0.9- HR 0.70, p=.046 (SLR) 0.91 | .
08 HR 0.65, p=.008 (Cox) 0. :
HR 0.74, p=.046 (LR) i
.%”0.7' 0.7 e
E 0.6- 0.61 Intolerant
S0.5- 1 0.5 HR, p=. (SLR)
‘g 0.4- 5. 0.41 HR, p=. (Cox)
=03 R 0.3- HR, p=. (LR)
0.2 ‘ - 0.2
0.1 . 0.14
0 1 23 456 7 8 910111213 14151617 18 012345678 91011121314151617 18

Survival time (months)

- = too few events (<20) for a meaningful analysis (central limit theorem breakdown}
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Oriental

Fraction surviving

1.0
0.9
0.8
0.7
0.6
0.5
0.44
0.34
0.21
0.1-
0.0

BUFRR L 214

Survival by line of therapy

——  QGefitinib

2 line

HR 0.72, p=
HR 0.71, p=
HR 0.76, p=

.140 (SLR)
095 (Cox)
144 (LR)

012345678 910111213 14

15 16 17 18

1.01
0.9
0.3
0.7
0.6;
0.51
0.41
0.34
0.2
0.11

Placebo

3rd line

HR 0.66, p=.177 (SLR)
HR 0.66, p=.105 (Cox)
HR 0.61, p=.056 (LR)

0123 456 78 91011121314151617 18

Survival time (months)
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BIRE A 21-5

Oriental
Qyvevr1v 1 b evfn a Ce Stntud
ouivivail yp r1orman dalusS
—  QGefitinib = -——--- Placebol
1.0- PS0-1 1.0 PS2-3
0.91 HR 0.85, p=.466 (SLR) 0.9 HR 0.45,p=.013 (SLR)
0.8 HR 0.78, p=.221 (Cox) 0.8- ‘: HR 0.50, p=.009 (Cox)
v 07 . HR 0.78, p=.183 (LR) 07 1: HR 0.52, p=.013 (LR)
..;.‘ 0.6 B 0.6' ;
=
o 0.5 0.5
.2 i
S 0.4 i 0.4
= S
0.3 i 0.3+
0.2- ‘ 0.2-
0.1- 0.1-
01 23456 7 8 91011121314 151617 18 01234567 8 9101112131415 1617 18

Survival time (months)
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AFEEL 21-6
Oriental

Survival by gender

——  Qefitinib = ------ Placebo

1.0
091
081 -
0.7 i

- Female 1.0

HR 0.53,p=036 (SLR) 07
HR 0.46, p=.005 (Cox) 0.8
HR 0.45, p=.003 (LR) 0]

Male

HR 0.81, p=.354 (SLR)
HR 0.80, p=.271 (Cox)
HR 0.92, p=.636 (LR)

Fraction surviving

0.6- ) - 0.6

0.5 1"-‘ 0.51

0.4 T | 0.41

0.3 T 0.3 L

0.2- P 0.2

0.1- ‘ 0.1

Y Y
061 2 3 4 5 6 7 8 9 10111213 14151617 18 "0 1 2 3 456 7 8 91011121314151617 18

Survival time (months)
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Oriental Non-smoker

Survival according to histology

——  QGefitinib = -~---- Placebo
Adenocarcinoma
1.0- HR 0.29, p=.0005 (SLR) 1.0-
091 T, HR 0.27, p=.00004 (Cox) 0.9
- HR 0.30, p=.0001 (LR

08{ " _ P (LR) 038
2 0. : 0.7-
50.6- "1: 0.6-
8 0.5] b 0.5-
= 1
S 0.4 [ T 0.4- Non Adenocarcinoma
P !

0.3 ! 0.3 : HR, p= (SLR)

i o | HR , p= (Cox)
0.2 | . 0.2 HR , p=(LR)
0.14 0.11
01 23456 7 8 910111213 141516 17 18 01234567 8 91011121314 151617 18

Survival time (months)

- = too few events (<20) for a meaningful analysis {central limit theorem breakdown)
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. = too few events (<20) for a meaningful analysis (centrat limit theorem breakdown}

| BIIRRs 21-8
Oriental Non-smoker

Survival by reason for stoppmg
prior chemotherapy

—  Cefitinib  ——mee- Placebo
10 Refractory |0 dmm e m e :
00 HR 0.42, =005 (SLR) 4| |
HR 0.37, p=.0004 (Cox) e e
0.8y v HR 0.45,p=.004 (LR) 0%
g 071 N 0.71
kS -
g 0.6 3 0.6
05 Al 0.5 |
g 04 T i 0.4 Intolerant
Fxy 1
0.3 ‘- , 0.3 HR , p= (SLR)
0.2 - 0.2 HR , p= (Cox)
0.11 0.1 HR, p=(R)
0 F 23 4567 8 91011121314 151617 18 01234567 8 91011121314151617 18

Survival time (months)
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- BUESERE 219
Oriental Non-smoker

sSurvival by line of therapy

——  Gefitinib = ------ Placebo
2nd {ine 3rd line
1.0 1.0 _
HR 0.52, p=.084 (SLR) HR 0.27, p=016 (SLR)
0.91 . HR 0.55, p=093 (COX) 0.91 HR 024, p:.003 (COX)
08l % HR 0.57, p=.098 (LR) 081 HR 0.23, p=.003 (LR)
o] 0.7' !L-I 0.7g {l
R=! vy L
= ] ' 6 '
: 0.6 o 0.6 L,
%’ 05 --:___________::-_;——- 05 "E
5 04] 5 0.4- L
=03 i 034
0.2- . o 0.2
0.1- 0.11
o .
01 23456 7 8 9101112131415 1617 18 01234567 8 9 10111213 1415 16 17 18

Survival time (months)
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Oriental Non-smoker

1.0
0.9]
0.81

20.7]

0.0+4

RITREE 21-10

“Survival by performance status

Gefitinib

PS0-1

HR 0.61, p=.212 (SLR)
HR 0.51, p=.071 (Cox)
HR 0.61, p=.152 (LR)

01234567 8 9 1011121314151617 18

1.0+
0.9-
0.84
0.7
0.6
0.51

0.41

0.34
0.2
0.11

0 I 234567 8 910111213141516 17 18

Placebo

PS2-3

HR 0.21, p=.003 (SLR)
HR 0.24, p=.003 (Cox)
HR 0.17, p=.0004 (LR)

- e w W S WD s M e G s

Survival time (months)

107



AIREE 21-11
Oriental Non-smoker

Survival by gender

——  QGefitinib = --—--- Placebo
104 Female 104
0s. HR 0.41, p=.012 (SLR) 0ol
' HR 0.43, p=.008 (Cox) ' :__|
081 HR 0.42, p=.006 (LR) 081 i
0.7- [ 0.71 . —
£ il 1
E 06 1: 0.6' :__l
2 N |
% 0.5- I 0.5- :
g I T e e
'S 0.4 ] 0.4
& I Male
=03 : 0.31
| | HR., p=(SLR)
0.2 i 0.2 HR, p=(Cox)
0.1 0.1 HR, p=(LR)
0.0,

0 1 23 4567 8 910111213 14151617 18 01234567 8 910111213 14151617 18

Survival time (months)

- = too few events (<20) for a meaningful analysis (central limit theorem breakdown)
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Fraction surviving

Non-Smoker

1.04
0.91
0.8-
0.71
0.61
0.51
0.4]
0.3-
0.21
0.11

0ot 004
0 123456 7 8 910111213 14151617 18 0 1

BIREH 21-12

Survival according to histology

——  QGefitinib =~ - Placebo
Adenocarcinoma Non Adenocarcinoma
HR 0.65,p=034 (SLR) L0 HR 0.99, p=968 (SLR)
HR 0.61, p=.009 (Cox) 0.9 HR 0.99, p=.964 (Cox)
HR 0.64, p=.014 (LR) 0.8. HR 0.93, p=.789 (LR)
0.7
0.6
0.5- L
Fuoo . 0.4 oo e
- 03
02{
0.1-

Survival time (months)
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BURES 21-13
Non-Smoker

Survival by reason for stopping
prior chemotherapy

——  QGefitinib = -—=--- Placebo
‘ Intolerant
1.0 Refractory 104
. T HR , p= (SLR)

0.9- — 0.91 ’
% 7. _ HR 0.71, p=.024 (LR) 0.7
s . . ees=sese-copso-o--
% 0.6 Y 0.6
g 0.5 0.5+
S 04 -, 0.4
4 ‘-

0.3 "‘.___ 0.3

0.2 1 0.2

0.11{ 0.1

01 23 456 7 8 9101112131415 16 17 18 0123456789101112131415161718

Survival time (months)

- =tao few events (<20) for a meaningful analysis (central limit theorem breakdown)
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Fraction surviving

BUERE 21-14
Non-Smoker

Survival by line of therapy
——  QGefitinib =~ —emmm- Placebo

1.0-
0.9
0.8
0.71 B
0.6
0.5
0.4-
0.3,

2nd Jine

HR 0.80, p=-.318 (SLR)
HR 0.79, p=.270 (Cox)
HR 0.75, p=.145 (LR)

3rd line

HR 0.59, p=.077 (SLR)
HR 0.57, p=.029 (Cox)
HR 0.68, p=.099 (LR)

i - e - -

0.2 1 o 0.2-
0.1- 0.11

OIO.| T T T T T T T T T T T T T v L 2 . } T OlO
0 1 23 456 7 8 910111213 14151617 18

012345678 91011121314 1516 17 13

Survival time (months)
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Fraction surviving

BUIRE R 21-15
Non-Smoler

Survival by performance status

——  Gefitinib ------ Placebo

1O PS0-1 101 PS2-3
091 '~  HR0.83,p=416 (SLR) %9 - HR 0.54, p=.042 (SLR)
0.81 HR 0.81,p=331 (Cox) 0.8 HR 0.55, p=015 (Cox)
- HR0.84,p=357LR) 4] HR 0.53, p=.008 (LR)
0.6 B 06|
0.5 r 0.5
0.4 R 0.4
0.3 | | 03]
0.2- . 0.21
0.11 0.1
O 1

0123456 7 8 91011121314151617 18 01 234567 8 91011121314 151617 18

Survival time (months)

112



Fraction surviving

Non-Smoker
Survival by gender

——  Gefitinib = ----- . Placebo

1.0- Female 1.0
090 HR 0.63, p=036 (SLR)  09] '~
0. HR 0.66, p=.037 (Cox) |
HR 0.61, p=.007 (LR) '

0.7- . 0.7+
0.64 ' 0.6
0.5 - g 0.51
0.4 e 04
0.3 l"g 0.3;
0.2 l 0.2
0.1 0.1
0.04, 0.0-

BIRREE 21-16

Male

HR 0.92, p=.793 (SLR)
HR 0.82, p=.485 (Cox)
HR 1.00, p=.990 (LR)

o om om s bt o= . -t

0123456738 910111213 1415 16 17 18

Survival time (months)
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Non-Smoler

BEREE 21-17

Survival by Race

———  Gefitinib
10 Ol‘ielltals
0.9] 1, HR 0.42, p=.005 (SLR)
RS HR 0.37, p=.0003 (Cox)
0.8 HR 0.42, p=.002 (LR)
on 0.7 LT
g .
> ] .
£ 0.6 L
2 0.5 :
8 it \
g 0.4 :
ot 1
0.3 '
0.2
0.1-
0.0,

01 23456738 91011121314151617

18

------ Placebo

1.04
0.91
0.8
0.71
0.61
0.51
0.4+

Non Orientals

HR 1.08,.p=.749 (SLR)
HR 0.96, p=.817 (Cox)
HR 0.93, p=.691 (LR)

0.3 . e

0.2
0.14
0.0

012345678 01011121314151617 18

Survival time (months)
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