ILD IR 5 & PGS
ILDEESEREBEFDOARER
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HEER AFOAF AEBR

B4 BS E£4 &R AW PS MEFH KEIMAIE  MedDRABAIE) CTC RIEE b FERBE okR =5k
IL—7 fLuy 55 g BEEA 1 L MU Bl 4 3 mL Y Elig BE"
T fLyy 61 &M HEA 0 EL mL MRS 3 20 #HY HY TR B85
44 fLut 65 B BEA 1 EL WmL R 2 47 ®L mL FE  EBETHL
a4 ALwH 52 Bt BEHA 2 WL HY gk 2 32 mL L FE  EETHL
a4 ALwy 67 Bt  EEA 0 HEL BY  fisk 3 92 L mL EiE EETLO
A IR 61 ki EEA 2 EL ML Rk 4 48 108 mL TET- By
aL ALy T4 B BEEA 1 8L ®|L MEMMER 4 20 HY HY B Er
B fLwt 48 Bt BEA 2 mEL WL s 3 13 mL me FE  EBETHL
SUAR—IL TS5t 59 &M BBREA 2 #HY BmL s 3 36 #EL HY ¥ BEgY
a8 IS5t 66 i BUEA 1 EL WL il 1 29 mL mL TE  EECLL
B TSR 67 Bl EEA 1 EL ®/L R 3 47 "L mL BiE ERTHL
A—RLSUT  ALvY 64 i BA 1 L mL b 2 28 Y HY FE  EBRTHL
A5u5 Lyt 50 Kk BA 1 L HY R 2 63 mL mL BiE EBETHL
FI4 fLyY 65 Eik BA 1\ mL 3 3 9% mL mL B mE"
Sy T— AfLyy 53 B BA 2 WL HY B 1 59 ®mL HY BiE  EECHL
AOREF SR 45 B BA 1 &L Y atRahRseE 3 9 BY L T By
TZTN ALy 59 #tE ED 1 L BY _ BAHRIEibE s 2 3. fvY #;L TE__EBETEL
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FERNEENIOOERICHET HER

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—2a R OBRTIECHEHED (RBRILIENHIHERT (LYY B vs

TS5uRE))
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ShER - A 35 £ 3 PRk
=ENE NFERI X ELERE R
FErR W2 = e
AL 17.6% ALy 8.9% ALy 12.4%
HPEEAN (15/85) (11/124) (26/209)
7S5tR 0% 75t 3.5% FS5tHR 2.1%
(0/40) (2/57) (2/97)
ALy 18.5% ALwH 4.6% ALyt 6.8%
HEEAN LA (22/119) (29/631) (51/750)
751K 0% 751K 1.3% T5tHR 1.0%
(0/66) (41317) (4/383)
ALy 18.1% 1Ly 5.3%
=oulN (37/204) (40/755)
TS5t 0% 75t 1.6%
(0/106) (6/374)

N)TFT—2av[T& > TRMBEO I M. SHHEO KA
08BHERS (T I EREZRREIHSLER)

EB(THREOBES 1A

PHREHR 192



ERQbRRECBRTEN > -BEROBESRICHT 2EH

demography for itolerant 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% 33%
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 13% 40%
PD/NE 26% 6%

97
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HEN/SEBUEN - R0 /SRS 7 o) BIR¥ 21-1
Oriental BTG5 IL—FIzh THHBEFEOEFYBICET 284

Survival according to histolo oy

Fraction surviving

——  QGefitinib = ——---- Placebo

1.0 Adenocarcinoma 1.01 Non Adenocarcinoma
09| % HR 0.59, p=.021 (SLR) 091 HR 0.92, p=.773 (SLR)
0.3 HR 0.55, p=.003 (Cox) 0.8 HR 0.86, p=.588 (Cox)
0o ‘ HR 0.53, p=.002 (LR) 0n HR 1.10, p=.675 (LR)
0.6 " 0.6
0.5- 0.5
0.4 ‘ '-.,‘ 0.41
o3l T Lo, o3y,  TTTm
0.2 L 0.2
0.1, 0.1

0123456 78 910111213 14151617 18 012345678 910111213 141516 17 18

Survival time (months)

938



BUTRE B 212

Fraction surviving

Oriental
——  QGefitintb ~ -==--- Placebo
104 Non Smokers L0 Smokers
0o, HR 0.42,p=005 (SLR) | HR 0.90, p=.637 (SLR)

' HR 0.37, p=-0003 (Cox) ' HR 0.85, p=.415 (Cox)
08{ HR 0.42, p=002 (LR) 0% HR 0.96, p=.796 (LR)
0.7 Ay 0.7 '

06{ % 0.64

0.5 bl 0.5

0.4- TTTTTETTTTT : 0.4-

0.3 ' 031 '

0.2 0.2 R

O.lw 0.11

ootv— i i i o —————— 00—
01 23 456 7 8 9 10111213 14151617 18 012345678 91011121314151617 18

Survival time (months)
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PEREE 21-3

Oriental
Survival by reason for stopping
prior chemotherapy
—  Gefitinib  ------ Placebo
104~ Refractory 1.0 ==
0.9- HR 0.70, p=.046 (SLR) 0.9 | .
08, HR 0.65, p=.008 (Cox) 0.8 5
HR 0.74, p=.046 (LR) ;
0.7 , 0.71 Vo
E 0.6 »0'64 Intolerant
g% , 031 HR , p=. (SLR)
g 04 1, 0.41 HR, p=. (Cox)
™03 “'-.____I 0.3- HR, p=. (LR)
0.2] - 0.2 |
0.1 , 0.1
01 23 456 7 8 91011121314151617 18 012345678 910111213141516 1718

Survival time (months)

- = too few cvents (<20) for a meaningful analysis (central limit theorem breakdown)
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FHRE R 21-4

Fraction surviving

Oriental
~——  Gefitinib = ------ Placebo
nd 14 WRE
104 2 line 1.0: 3rd line |
0.9- HR 0.72, p=.140 (SLR) 0.9 HR 0.66, p=.177 (SLR)
HR 0.71, p=095 (Cox) HR 0.66, p=.105 (Cox)
0.81 HR 0.76, p=.144 (LR) 0.8 HR 0.61, p=.056 (LR)
0.7 0.7°
0.6 0.6
0.5- 0.5 Lo,
04 ) 0.4 -
03 - 0.3 Lo
o2y 7 | 0.2 | T
0.1- 0.1
ot X —
012345678 91011121314151617 18 0123456789 1011121314151617 18

Swurvival time (months)
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RIEE 21-5

Oriental
Survival by performance status
—  QGefitinib = ------ Placebo

1.0 PS0O-1 1.01 PS2-3

0.9 HR 0.85,p=466 (SLR) 091 HR 0.45, p=.013 (SLR)

0.8 HR 0.78, p=.221 (Cox) 0.8 1 HR 0.50, p=.009 (Cox)

. 78, p=.183 (LR \ . =,

_— HRO.78,p=183 (LR) ‘: HR 0.52, p=.013 (LR)
2 06 06{ 1
pe )
e 0.5 0s]
S r
S 04 ke 0.4
i .

0.3 3 0.3

0.2 0.2

0.1- 0.1

0 1 23456 78 910111213 14151617 18 01234567 8 9101112131415 16 17 18

Survival time (months)
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QOriental

Fraction surviving

1.01
0.91
0.8
0.7-
0.6
0.5-
0.41
0.31
0.2
0.14
0.04

+
.

Survival by gender

——  Gefitinib

Female

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

0

1

23456 7 8 910111213 14 1516 17 18

1.0+
0.9;
0.81
0.71
0.6
0.5
0.4
0.31
0.2
0.1

Placvebo

Male

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

0.0-

PEAE R 21-6

01234567 8 91011121314 1516 17 18

Survival time (months)

103



Oriental Non-smoker

Survival according to histology

——  QGefitinib = --—-- Placebo
Adenocarcinoma

L0 HR 0.29, p=.0005 (SLR)
0.9 5, HR 0.27, p=.00004 (Cox)
ogl HR 0.30, p=.0001 (LR)

£0.7- tl'L,

2 -

E 0.6 ‘-1"|'

0.5 S

£ 0.4 [ IS 0.4/
0.3 0.3
02 0.2
0.1 0.1
0.0 0.0-

01 23 456 7 8 9 1011121314151617 13

—— e ——— ————

Non Adenocarcinoma

HR , p= (SLR)
HR, p=(Cox)
HR, p=(LR)

BhEsEE 21-7

Survival time (inonths)

. = too few events (<20) for a meaningfut analysis (central limit theorem breakdown)

104
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b BIiREs 21-8

Oriental Non-smoker

Survival by reason for stopping
prior chemotherapy

——  Q@efitinib  ---—-- Placebo
L.0- Refractory T —— :
09, HR 0.42, p=.005 (SLR) 9. :
HR 0.37, p=.0004 (Cox) I
0.81 HR 0.45, p=.004 (LR) 08
2 0.7 y 0.7
> -
g 0.61 3 0.6
£05 % | 0.5
g 04 T i 0.4 Intolerant
[} 1
0.3: ‘- 0.3 HR , p= (SLR)
0.2 - 0.2 HR , p=(Cox)
0.1 0.1 HR, p=(LR)
ool ip i i e
012345678 9101112131415161718 0123456789 1011121314151617 18

Survival time (months)

- =100 fow events (<20) for a meaninglul analysis (central linit theorem breakdown) 105



B 219
Oriental Non-smoker

Survival by line of therapy

—  QGefitinib = -—--- Placebo

Ind {ine 3rd line
1.0 1.01 _

HR 0.52, p=.084 (SLR) HR 0.27, p:-016 (SLR)
0-9° HR 0.55, p=.093 (Cox) 0.91 HR 0.24, p=003 (Cox)
0.8{ %, HR 0.57, p=.098 (LR) 0.8 HR 0.23, p=.003 (LR)

op 0.7- (. 0.7

= by

> [ 4

g 0.61 L 0.6

e 0.5 e/ 0.5

.2 i .

S 0.4 | 0.4 o

= !

* 03 i 0.3
0.2- o 0.2
0.14 0.1
0 1§ OO

01 23 4 5 6 7 8 9101112131415 161718 012 3 456 7 8 910111213 14151617 18

Survival time (months)
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Oriental Non-smoker

> ot

jor]

b
(¥

1.0
0.9
0.8
20,7/ -
£ 0.6 -
0.5
0.41
0.3
0.2
0.1-
0.04

BITREEE 21-10

Survival by performance status

——  Gefitinib -

PS0O-1

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

el t i ) b e ot et bk

012345678 910111213 14151617 18

1.0+
0.91
0.8
0.71
0.6+
0.5;
0.4
0.3
0.24
0.14
0.0+

Placebo

PS2-3

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

™

012345¢6 7 8 910111213 141516 17 18

Survival time (months)
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Oriental Non-smoker

Survival by gender

——  Gefitinib

Female

HR 0.41, p=.012 (SLR)
HR 0.43, p=.008 (Cox)
HR 0.42, p=.006 (LR)

—

01 2 3 215é%é§1'01'11'21'3121"51'6f778

e e

1.01
0.9;
0.8
0.7
0.6+
0.5
0.4
0.31
0.2
0.1

0.0

Placebo

===

—-———

-

HR , p= (SLR)
HR, p=(Cox)
HR, p=(LR)

BUESERL 21-11

012345678 9101112131415 16 17 18

Survival time (months)

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

Non-Smoker

———  Gefitinib

Adenocarcinoma
HR 0.65, p=.034 (SLR)

HR 0.61, p=.009 (Cox)
HR 0.64, p=.014 (LR)

0 1 23 456 7 8 910111213 14151617 18

BIRRE 21-12

Survival according to histology

------ Placebo

1.0+
0.91
0.8
0.7
0.6
0.5-
0.41
0.3
0.21
0.1

Non Adenocarcinoma

HR 0.99, p=.968 (SLR)
HR 0.99, p=.964 (Cox)
HR 0.93, p=.789 (LR)

00—
0123456738 910111213 14151617 18

Survival time (months)
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Non-Smolker

Survival by reason for stopping
prior chemotherapy

------ Placebo

-~  QGefitinib

1.0 Refractory
0.5 HR 0.70, p=.052 (SLR)
0.8 HR 0.64, p=.007 (Cox)
.%n 0.7 L HR 0.71, p=.024 (LR)
2 .
% 0.6
.5 0.5
g 0.4 o,
s ‘e
0.3, ‘-‘L _____
0.2
0.1
0.04

01 23 456789 10111213141516 1718

1.04
0.9
0.31
0.71
0.6
0.51
0.41
0.3
0.2
0.14

Intolerant

._D]_____l___, HR , p= (SLR)
. . HR , p= (Cox)

0.0

0123456789 1011121314151617 18

Survival time (months)

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

BIRRE 21-14

Non-Smoker

Survival by line of therapy

——  QGefitinib - Placebo
1.0- 27 line 3rd line
0.9 HR 0.80, p=.318 (SLR) HR 0.59, p=.077 (SLR)
0.8- HR 0.79, p=270 (Cox) HR 0.57, p=.029 (Cox)
071 ! HR 0.75, p=.145 (LR) HR 0.68, p=.099 (LR)
0.61
0.5
0.4- Y sy T
0.3- i 0.31
) | JEp .

0.2 0.2
0.1 | ‘ 0.1

01 23 456 7 8 910111213 14151617 18 01 23456 7 8 91011121314151617 18

Survival time (months)
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Fraction surviving

Non-Smoker

——  Gefitinib -
1.0 PS0-1
091 * HR 0.83, p=416 (SLR)
0.81 HR 0.81, p=.331 (Cox)
071 HR 0.84, p=.357 (LR)
0.6-
0.5 -
" T
0.3-
0.2-
0.1
0.0-

BIEL 21-15

Survival by performance status

0 1 23 456 7 8 0101112131415 1617 18

0.11
0.0-

---- Placebo

PS2-3

HR 0.54, p=.042 (SLR)
HR 0.55, p=.015 (Cox)
-. HR 0.53, p=.008 (LR)

012345678 9101112131415 1617 13

Survival time (months)
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Fraction surviving

Non-Smoker

Survival by gender

Crefitinib =~ ------ Placebo

BIRE 21-16

1.0- Female 1.0 Male

094 HR 0.63, p=.036 (SLR) 0.9 HR 0.92, p=.793 (SLR)

0.8. HR 0.66, p=.037 (Cox) ¢ HR 0.82, p=.485 (Cox)
' HR 0.61, p=.007 (LR) HR 1.00, p=.990 (LR)

0.7- - 0.7

0.6; 0.6

0.5 . 0.5 .

0.4- Ty 0.41 it seinisiiniy

03 -y 03]

0.21 0.2

0.1 0.1

0.0- 0.0

01234567 8 910111213

14 15 16 17 18

012345678910

Survival time (months)

13

11 12 13 14 15 16 17 18



Fraction surviving

WEER 21-17
Non-Smoker

Survival by Race

——  Gefitintb  ------ Placebo
Lo Orientals 101 Non Orientals
0.9, HR 0.42, p=.005 (SLR) 0.9 HR 1.08,p=.749 (SLR)
HR 0.37, p=.0003 (Cox) HR 0.96, p=.817 (Cox)
0.8 5 HR 0.42, p=.002 (LR) 0.8 HR 0.93, p=.691 (LR)
0.7 1“‘,_ 0.7
0.6, '"':‘ 0.6
0.5 hE | 0.5
0.4- Hommmmmooees i 0.4
0.3 ' 0.3 | S
0.2 0.2,
0.1 0.1
012345678 91001121314151617 18 01234567 8 910111213 141516 17 18

Survival time (months)

114





