EGFR mutation rates (10-40%) in each
group

AdenoCa

No. of (+BAC) Smoker n-smokers
Study Centre patients (%) M(%) F (%) s (%) (%)

Taiwan’ NTUH 62 49 23 61 29 36

Taiwan? VGH-T 37 67.4 32 72 44 69
Korea’ Seoul NU 90 21 9 33 13 26

Japan! NCC Tokyo 66 61 93 69 35 638

Japan’® Aichi CCH 59 64 44 70
HKS® Chinese U 72 32 — —

China’ Pek UMCH 76
Italys” U Chieti 375 10

Shih et d, IJC 2005 . Mitsudomi et al, JCO 2005

Chou et al, CCR 2005 . Lung et al, PAACR 2005

Han et al, JCO 2005 . Mu et al, CCR 2005

Takano et al, JCO 2005 8. Machetti et al, JCO 2005
*only AdenoCa




Lung Adenocarcinoma
Different in east from west

Caucasian East Asian

ALK fusion (3-5%) ALK fusion (5%)

BRAF PIK3CA ROS fusion P|K3CA PDZ?? faU:]isn

mutation
(40%)

MEK1 | AGFR amp
HER2 KRAS KRAS :
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EGFR TKI 72 # for NSCLC

15B-05-01

2005/10/20 2005/11/10




IPASS: study design

Conducted in China, Japan, Thailand, Taiwan, Indonesia, Malaysia, Philippines,
Hong Kong and Singapore

Patients (n=1217) Endpoints

.. cer - Primary
Chemo-naive Gefitinib * Progression-free survival

Age 218 years (250 mg / day) (non-inferiority...superiority ')’

Adenocarcinoma

histology Secondary

Objective response rate

Never- or ex-light Overall survival
smokers® Carboplatin Quality of life?

Disease-related symptoms

Life expectancy (AUC S or6)/ Safety and tolerability

212 weeks paclitaxel

WHO PS 0-2 (200 mg / m?) Exploratory

3 weekl « Biomarkers34
Measurable stage IlIB / y* — EGFR mutation

IV disease — EGFR-gene-copy number
— EGFR protein expression

‘Never-smokers, <100 cigarettes in lifetime; ex-light smokers,

stopped >15 years ago and smoked <10 pack-years; #limited to a maximum of 6 cycles; Presented at: 'ESMO 2008,
TIf the primary objective of non-inferiority was reached, then superiority could be assessed 2ELCC 2010;
Carboplatin / paclitaxel was offered to gefitinib patients upon progression SASCO 2009,

4WCLC 2009

Yang CH et al. presented at ESMO Ann Oncol 21(s8) viii1;2010




IPASS: Comparison of PFS by mutation status within

Probability
of PFS

Treatment by
subgroup interaction
test, p<0.0001

treatment arms

e Gefitinib EGFR M+ (n=132)
=emmmn Gefitinib EGFR M- (n=91)

m——— Carboplatin / paclitaxel EGFR M+ (n=129)

mEEEEEICarboplatin / paclitaxel EGFR M- (n=85)

L
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HR=0.48, 95% CI 0.36, 0.64
p<0.0001
EGFR M-
HR=2.85, 95% CI 2.05, 3.98
p<0.0001
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Time from randomisation (months)

M+, mutation positive; M-, mutation negative




Case experience

= 68 y/o woman, non-smoker, i ¥ B % 5 RhEL

%, 2008/1 5] 5 o K

= B R
= PS: 1




Case experience

= 7 2 Hs 3 (97/01/25) 5 adenocarcinoma, A # %




= Taxotere + Cisplatin (70mg/m?) for 6 cycles
(97-01-29 to 97-05-13)

= Partial remission




= % - ML B = is, close observation

= 97/08/13 disease progression with bone pain,
new rib metastasis), CEA:x j#r + 2 (PFS-1st

Start Gefitinib since 97-08-27




= 97-08-27Gefitinib: partial remission, bone pain
W % ,CEA T %

Py 1/23 5/28 9/3
CEA 405 6.8 13.1




The remission duration up to....7

» 15 times (g3m) NHI application
» PFS-2nd line gefitinib: 43.3 months
* PFS-1st line C/T: 6.5 months

101/04/05




Prospective Studies of Patients with EGFR Mutations
Treated with EGFR TKils

No. of EGFR
Trial Pts Mutations Agent RR(%)

Paz-Ares et al 1047 127 Erlotinib 82

Miller et al 81 18 Erlotinib 83 13
Inoue et al 99 16 Gefitinib 75 9.7
Sutani et al 38 Gefitinib 78 9.4
Asahina et al 16 Gefitinib 75 8.9
ONCOBELL 24 Gefitinib 62 3.8

Sunaga et al 21 Gefitinib 76 12.9

IPASS Gefitinib 71 9.8

WJTOGO0403 Gefitinib 75 11.5
West et al JTO 2009, Sep, S1029-1039




Objective response rate in EGFR mutation
positive and negative patients

Owverall 1
response 71.2%
rate (%) 70

Gefitinib
Carboplatin / paclitaxel

EGFR M+ odds ratio (95% CI) = 2.75
eo (1.65, 4.60), p=0.0001

80 . EGFR M- odds ratio (95% Cl) = 0.04 :

(0.01, 0.27), p=0.0013
40

- 23.5%
20
10

(n=132) (n=129) (n=91)} (n=85)
Mutation positive patienta Mutation negathive patients

QOdds ratio =1 implies greater chance of response on gefitinib




Case experience

76 y/o male smoker with RLL adenocarcinoma receive gefitinib
(100/11/29-100/12/13)

117

EGFR: Wild type

Pre-treatment 2-week treatment




Impact of EGFR-TKI on survival in
NYMUH

*d lung cancer (stage IIlb and IV)




Predictive markers of response

Female, never smoker, adenocarcinoma,
Asian ethnic

Presence of cutaneous adverse toxicity
Performance status

Molecular markers

— EGFR expression level (unlikely)

— EGFR mutation (susceptible- exon 19, 21)
(resistance- exon 20)




Potential of EGFR-targeted therapy in special
patient groups with NSCLC

 |n addition to those patients who have failed prior
chemotherapy, certain other patient groups with
NSCLC may benefit from therapy, including

— patients with poor PS (>2)
— elderly patients (aged >70 years)
— patients with brain metastases

Argiris 2003, Pino et al 2003, Soto Parra 2003




Tolerability of second-line therapies:
haematological toxicities

Patients (%)

Adverse event EGFR-TKI Docetaxel = Pemetrexed
(grade 3/4) (Tarceva) (75mg/m2)  (500mg/m?2)

Neutropenia <1 40.2 5.3

Febrile
neutropenia

Anaemia <1 4.3 4.2

<1 12.7 1.9

Thrombocytopenia <1 04 1.9

Shepherd F, et al. N Engl J Med 2005;353:123-32
Hanna N, et al. J Clin Oncol 2004;22:1589-97




Conventional chemotherapy plus TKI

Regimen

Survival advantage

Gem+Cisplatintlressa
Taxol+Carboplatin+lressa
Taxol+Carboplatin+Tarceva
Gem+Cisplatin+Tarceva

No
No
No
No

TKI: Monotherapy was preferred

J Clin Oncol. 2004; 22:785-94
J Clin Oncol. 2004; 22:777-84
J Clin Oncol. 2005; 23:5892-9
J Clin Oncol. 2007; 25:1545-52
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Predictive Factors for Interstitial Lung Disease, Antitumor
Response, and Survival in Non—Small-Cell Lung Cancer
Patients Treated With Gefitinib

Masahiko Ando, Isamu Okameto, Nobuyuki Yamamoto, Koji Takeda, Kenji Tamura, Takashi Seto,
Yutaka Ariyoshi, and Masahiro Fukuoka

JCO 2006;24:2549-56 A cohort
study in Japan (N=1976)




112 WJTOG-affiliated institutions

——— 28 (25%) institutions did not respond

Consecutive gefitinib-treated patients at 84 institutiongl(N = 1,976)

Developed acute pulmonary Did not develop acute
injury (n=102) pulmonary injury (n = 1,874)

Review by central committee

245 patients
without clinical
| information

Unassessable Developed Did not develop
th= 11) interstitial lung disease interstitial lung disease
(n=70) (n=21)

— 1 patient with metastatic colon cancer

Cases of Patients without
interstitial lung disease interstitial lung disease
(n = 69) (n = 1,650)

69/1976=3.5% incidence




