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Asian population
have a higher EGFF
mutation-positive
rate than Caucasia




In the PIONEER study, 51.4% of Asian patients with advanced

lung adenocarcinoma had EGFR mutations
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In the PIONEER study, 44% of male patients had EGFR

mutation positivity

EGFR mutation frequency by gender (PP)
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In the PIONEER study, 37.3% of reqular smoker patients

had EGFR mutation positivity

EGFR mutation positive by smoking status (PP)
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/Endpoints \

[Patients \ 4 N Primary

AA 91 S0 C . .
.g e 0O18 year]s Gefltlnlb APro_gr_essmn free survival (non
ALife expectancy inferiority)

O 12 weeks 250 mg/day . '
AAdenocarcinoma \_ ) econaary

histology AObjective response rate

AQuality of life
AOverall survival
ASafety and tolerability

ANever smokers or light
ex-smokers*

APS 02 4 h
AStage IIB/IV Carboplatin AUC 5 Exolorator
AMeasurable disease or 6 and Paclitaxel AB-p y
iomarkers
200mg/rF 3 wKly AEGFR mutation
\ j \. / AEGFR gene copy number

K AEGFR protein expression/

*Never smokers:<100 cigarettes in lifetime; light exnokers: stopped 15 years ago and smokekil0 pack yrs

Carboplatin paclitaxelwas offered togefitinib patients upon progression
PS, performance status; EGFR, epidermal growth factor receptor Mok TS, et al. NEnglJ Med 2009;361:9437




IPASS: progressidree survivain EGFRnutation-
positive and-negative patients

EGFRmutationpositive
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EGFR mutation status interaction test, p<0.001

Intentto-treat population; Cox analysis with covariates

C / P,carboplatir/ paclitaxel

Mok TS, et al. NEnglJ Med 200;361:9487



ODbjective response rat@ EGFR mutation
positive and negative patients

Overall gg - 71.2% Objective Tumor Response Rate
response
rate (%) 70 - Carboplatin’ paclitaxel
EGFRM+ odds ratio (95% Cl) = 2.75
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Mok TS et al. N Eng J Med 2009;361: 987



NEJOO2: Trial design

Patients

AEGFR mutation-
positive (250 mg daily)

IRESSA®

AStage IIIB/IV N=115
NSCLC or
postoperative

relapse 1:1 randomisation

Carboplatin
(AUC 6) / paclitaxel
(200 mg / m?)
3-weekly
N=115

AChemonaive
AECOG PS 0-2

Maemondo M, et al. N Eng J Med 2010;362:2380-8

Endpoints

Primary
AProgression-free
survival

Secondary

AOverall survival
AObjective response
rate

AToxicity
APerformance Status




NEJOOZ2: Progressidree survival
N

Progression-
free survival
(%)

Maemondo M, et al. N Eng J Med 2010;362:2380-8
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NEJOO2: Objective tumour response rate (RECI

Objective _ 73.7 IRESSA® (n=114)
response rate M Carboplatin / paclitaxel (n=114)
(0)
() p<0.001
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30.7
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RECIST, Response Evaluation Criteria In Solid Tumours

Maemondo M, et al. N Eng J Med 2010;362:2380-8
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IRESSA® Tolerability Profile




Why 1% line?

Improved performance status after gefitinib in 15 line

Wilcoxon signed-rank test P<0.00005

Performance Status

PS Best PS
Before the treatment During the treatment

\, A

Inoue A etal, J Clin Oncol 27. 2009: 1394-1400

Around 68% patients with performance status of-3 at baseline will
experience improvement to PS-D after treatment with IRESSA
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EGFR TKI in prereated advanced NSCL

EGFRKI is recommended as first line treatment in activating EGFR
mutation NSCLC in NCCN guidehne.

However, for EGFR unknown patients, chemotherapy is the
recommended first line treatment:2

Hrst-line chemotherapy may influence the statuskEs6FRnutations, and
thus, assessment &GFR mutations using specimeaoblected at the
Initial diagnosis might be inadequate for predicting response to EXBFR
treatment after chemotherapy

However, it is difficult to obtain tumour biopsies from patients for whom
chemotherapy has failed.

Ref: 1. accessed on March" 2015 NCCNClinical Practice Guidelines in Oncolb$CLE.4 2015
2. LeighINB.CurrOncol2012;19 $uppll) : s52s58
3.BaiH et al.JClinOncol 2012; 30:30773083


http://www.nccn.org/

Chemotherapy may chang&€&sFRnutation status

Study Patients Pre-chemo Post¢chemo p value
(n) GFR M+ EGFR M+
Baiet al. 264 34.5% 23.1% p<0.001
2012
Study Patients Pre-neoadjuvant Post¢neoadjuvant p value
(n) chemotherapy chemotherapy
EGFRI+ EGFRI+
Wang et 66 33.3% 18.2% P=0.013
al.2013

Ref :
1. BaiH et al.JClinOncol 2012; 30:30773083
2. Wang S. et dPLoSONE March 2013;8:€51021.. accessed on April 19,2015


http://www.plosone.org/

INTEREST study design
N

Endpoints

Primary

ASurvival

(co-primary analyses? of non-
inferiority in all patients and
superiority in patients with high
EGFR-gene-copy number)

IRESSA®

Patients
AAge 018 years

AProgressive or recurrent

disease following CT 1:1 rancdomisation EEEsEeellch)

AProgression-free survival
AObijective response rate
AQuality of life
ADisease-related symptoms
ASafety and tolerability

250 mg daily

Al or 2 CT regimens
(O 1 platin

APS 0-2

Docetaxel
75 mg/ m?

every
3 weeks

Exploratory
ABiomarkers

aModified Hochberg procedure applied to control for multiple testing
CT, chemotherapy; PS, performance status

Kim ES et al. Lancet 2008;372:1809-18



Progressioiiree Survival

Probability
of PFS

At risk :
IRESSA
Docetaxel
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[\ 659 657
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Cox analysis with covariates
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HR < 1 implies a lower risk of progression on IRESSA
Kim ES et al. Lancet 2008;372:1809-18



Survival in the Overall Population

1.0

: N
Proportion
surviving Docetaxel
0.8 N 723 710
Events 593 (82.0%) 576 (81.1%)
Primary Cox analysis without covariates
0.6
HR (96% CI) = 1.020 (0.905, 1.150)
0.4 .
Median OS (months) 7.6 8.0
\ 1-year survival 32% 34%
0.2 Y
< \
B S
E
0.0
0] 4 8 12 16 20 24 28 32 36 40 Months
Atrisk :
IRESSA 723 518 336 225 131 83 50 31 14 0] 0]
Docetaxel 710 503 339 228 139 89 46 24 7 0] 0]

Pre-specified NI limit in HR terms = 1.154
NI, non-inferiority; HR, hazard ratio; CI, confidence interval; OS, overall survival

Kim ES et al. Lancet 2008;372:1809-18



Objective Tumour Response (REC

i 0 = =
Patients 15 Odds ratio (95% CI) = 1.22 (0.82, 1.84) p=0.33

(%0)

107 9.1

IRESSA® Docetaxel
(n=659) (n=657)

Odds ratio > 1 implies a greater chance of response on IRESSA
Odds ratio and p-value from logistic regression with covariates

RECIST, Response Evaluation Criteria In Solid Tumours Kim ES et al. Lancet 2008:372:1809-18



QOL and symptoms improvement
N

p<0.0001

% patients with _ _
sustained p=0.0026 p=0.1329

clinically
relevant
improvement

IRESSA (n=490)
B  Docetaxel (n=476)

p-values from logistic regression with covariates. Clinically relevant improvement pre-defined as
6-point improvement for FACT-L and TOI; 2-point improvement for LCS, maintained for at least 21 days

FACT-L, Functional Assessment of Cancer Therapy-Lung;
TOI, Trial Outcome Index; LCS, Lung Cancer Subscale

Kim ES et al. Lancet 2008;372:1809-18
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Lee DH et al Clin Cancer Res 2010; 16(4):1307-14



IRES3®A demonstrates superiétF3o docetaxeln
Korean phase Il study (ISTANA)
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Gefitinib Docetaxel
(n=82) (n=79)

61 (74.4%) 59 (74.700)

Median PFS (months) 33 i4
6 months PFS 32% 13%

HR (90% Cl) = 0.729 (0.533-0.998)
1-sided p—v:lue 0.0441

l I

No. of patients at risk
Gefitinib B2

Docetaxel 79

Lee DH et al Clin Cancer Res 2010; 16(4):1307-14
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Original Article

Gefitinib Versus Pemetrexed as Second-Line Treatment in

Patients With Nonsmall Cell Lung Cancer Previously Treated
With Platinum-Based Chemotherapy (KCSG-LU08-01)

An Open-Label, Phase 3 Trial

Jong-Mu Sun, MD% Ki Hyeong Lee, MD? Sang-we Kim, MD?; Dae Ho Lee, MD?; Young Joo Min, MD* Hwan Jung Yun, MD5;
Hoon Kyo Kim, MD®; Hong Suk Song, MD7; Yeul Hong Kim, MD®; Bong-Seog Kim, MD?; In Gyu Hwang, MD'?;
Keehyun Lee, MD"; Sook Jung Jo, MD12; Jae Won Lee, MDH; Jin Seok Ahn, MD1;

Keunchil Park, MD'; and Myung-Ju Ahn, MD, PhD"; for the Korean Cancer Study Group (KCSG)




Superior efficacy vs. Pemetrexed in 2™ line treatment

' ™
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IRESSA showed superior efficacy to pemetrexed as second-line therapy in Korean never-smokers with pulmonary adenocarcinoma
. W

Sun M et al Cancer 2012; 118: 6234-42

ORR for IRESSwas higher thaemetrexeh8.8%s22.4% ; p<?001)




Randomized phase Il study gefitinib versuserlotinib in patients with
advanced norsmall cell lung cancer who failed previous chemotherapy

Median PFS (95% CI)

p=0.336

Gefitinib 4.9 months 11.5-8.3)

Erlotinib 3.1 montns yuw-6.4)

12

Maonths

o .

*This trial was designed as a prospective oladrel randomized Kim ST et al. Lung Cancer 2012:75(1):88
non-comparative parallel study in a single institute ' ’ '




Conclusions

EGFRmutation testing should be performed whenever possible to
determinethe RIGHT1St line therapy

IRESSR significantly shows more superior efficacy as first line
treatment compared to chemotherapy in PFSand ORRIn patients
harboring EGFRnutation.

IRESSRalsodemonstratedconsistentefficacyasfirst-line treatment in

Caucasiarpatients with activating EGFRmutation-positive with ORR
(70%), DCR(91%), median PFS(9.7 months) and median OS (19

months)

IRESSA®resulted in improved performance status and better
tolerability profile comparedto chemotherapyand erlotinib



Conclusions

Chemotherapy could alter the EGFRmutation status. Therefore EGFR
mutation test shouldbe conductedat time of diagnosis

In patients who have been previouslytreated with chemotherapy,|RESSA®
demonstratessimilar efficacywith docetaxel

In clinically selectedpatients (adenocarcinomaand non-smoker), IRESSA®
IS more superiorthan pemetrexedwith significantlybetter PFSand ORR

In tolerability profile, IRESSAG®ifers better quality of life than docetaxel
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(Britkh Journal of Cancer (2013), 1-8 | doi: 10.1038/bjc.2013.721

First-line gefitinib in Caucasian EGFR
mutation-positive NSCLC patients:
a phase-lV, open-label, single-arm study

J-Y Douillard®™ ', G Ostoros?, M Cobo®, T Ciuleanu®, R McCormack®, A Webster® and T Milenkova®

nstitut de Cancérologie de ['Ouest, Centre René Gauducheau, Bd J. Monod, 44805 St-Herblain, MNantes, France; “National
Koranyi Institute of Fulmeonology, Fiheno ut 1, Budapest H-1121, Hungary; 5'H::us_::u'tal Regional Universitario Carlos Haya, Malaga,
Andalucia 29010, Spain; stitutul Oncologic lon Chiricuta and UMF luliu Hatieganu, Cluj-Napoca 400015, Romania and
SAstraZeneca, Alderley Park, Macclesfield, Cheshire SK10 4TG, UK




Background

AIFUM study is a phaselV, open label, singlearm study to assessfficacy
and safety/tolerability of first line gefitinib in Caucasiampatients with stage
HIA/B/IV, EGFRnutation positive NSCLC

AGefitinib has been shown to prolong PFSand improve quality of life
comparedwith chemotherapyin patientswith EGFRM+ve (Mok et al, 2009
Maemondoet al 2010 Mitsudomiet al 2010 Hanet al 2012

Aln 2009 the EuropeanMedicinesAgency(EMA)approvedGefitinib for the
treatment of adult patients with locallyadvancedor metastaticNSCL@ith
activatingeGFRnutations Thisapprovalwasbasedpartly on the results of
IPASStudy. Aspart of the approval,a singlearm follow-up measurestudy
wasrequiredto investigateefficacyin non-Asianpatients

DouillardJY et al. British Journal of Cancer 2018:1



DouillardJdY et al. British Journal of Cancer 2018:1




