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Why Test for EGFR Mutation ?

Asian population 
have a higher EGFR 
mutation-positive 

rate than Caucasian

Shi Y ,et al. J ThoracOncol. 2014;9:154-162
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IPASS study design

Gefitinib

250 mg/day

Carboplatin AUC 5 

or 6 and Paclitaxel 

200mg/m2 3 wkly

1:1 randomization

*Never smokers:<100 cigarettes in lifetime; light ex-smokers: stopped ²15 years ago and smoked ¢10 pack yrs

Carboplatin/ paclitaxelwas offered to gefitinib patients upon progression

PS, performance status; EGFR, epidermal growth factor receptor

Patients
ÅAge Ó18 years

ÅLife expectancy
Ó 12 weeks

ÅAdenocarcinoma
histology

ÅNever smokers or light 
ex-smokers*

ÅPS 0-2

ÅStage IIIB/IV

ÅMeasurable disease

Primary
ÅProgression free survival (non-

inferiority)

Secondary
ÅObjective response rate

ÅQuality of life

ÅOverall survival

ÅSafety and tolerability

Exploratory
ÅBiomarkers

ÅEGFR mutation

ÅEGFR gene copy number

ÅEGFR protein expression

Endpoints

Mok TS, et al. N EnglJ Med 2009;361:947-57



IPASS: progression-free survivalin EGFRmutation-
positive and -negative patients

Intent-to-treat population; Cox analysis with covariates

C / P, carboplatin/ paclitaxel

EGFRmutation-positive EGFR mutation-negative

EGFR mutation status interaction test, p<0.001

HR (95% CI) = 0.48(0.36-0.64) 

p<0.001

No. events gefitinib, 97 (73.5%)

No. events C / P, 111 (86.0%)

Gefitinib (n=132)

Carboplatin / paclitaxel (n=129)

HR (95% CI) = 2.85(2.05- 3.98)

p<0.001

No. events gefitinib, 88 (96.7%)

No. events C / P, 70 (82.4%)

132 71 31 11 3 0
129 37 7 2 1 0
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Gefitinib (n=91)

Carboplatin / paclitaxel (n=85)

Months Months

Mok TS, et al. N EnglJ Med 200;361:947-57



Objective response rate in EGFR mutation 
positive and negative patients

Objective Tumor Response Rate

Gefitinib

Carboplatin/ paclitaxel

EGFR M+ odds ratio (95% CI) = 2.75

(1.65-4.60), p=0.0001 

EGFR M- odds ratio (95% CI) = 0.04

(0.01-0.27), p=0.0013 

Overall
response
rate (%)

(n=132)(n=129) (n=91) (n=85)

71.2%

47.3%

1.1%

23.5%

Mok TS et al. N Eng J Med 2009;361: 947-57 



NEJ002: Trial design

IRESSA®

(250 mg daily)

N=115

Carboplatin

(AUC 6) / paclitaxel

(200 mg / m2) 

3-weekly

N=115

1:1 randomisation

Patients
ÅEGFR mutation-
positive

ÅStage IIIB/IV 
NSCLC or 
postoperative 
relapse 

ÅChemonaïve

ÅECOG PS 0-2

Primary

ÅProgression-free 

survival  

Secondary

ÅOverall survival

ÅObjective response 

rate

ÅToxicity

ÅPerformance Status

Endpoints

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



NEJ002: Progression-free survival

Months since randomization
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Carboplatin/

paclitaxel

(n=110)

IRESSA

(n=114)

HR=0.30

95% CI 0.22 - 0.41, p<0.001

Median PFS : 10.8  vs 5.4 months

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



NEJ002: Objective tumour response rate (RECIST)

RECIST, Response Evaluation Criteria In Solid Tumours 

73.7

30.7
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Carboplatin / paclitaxel (n=114)

p<0.001

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



Around 68% patients with performance status of 3 - 4 at baseline will 
experience improvement to PS 0-1 after treatment with IRESSA®



IRESSA® IN PRE-TREATED ADVANCED 
NSCLC PATIENTS



EGFR ðTKI in pre-treated advanced NSCLC

Ã EGFR-TKI is recommended as first line treatment in activating EGFR 
mutation NSCLC in NCCN guideline. 1

Ã However, for EGFR unknown patients, chemotherapy is the 
recommended  first line treatment.1,2

Ã First-line chemotherapy may influence the status of EGFR mutations, and 
thus, assessment of EGFR mutations using specimens collected at the 
initial diagnosis might be inadequate for predicting response to EGFR-TKI 
treatment after chemotherapy.3

Ã However, it is difficult to obtain tumour biopsies from patients for whom 
chemotherapy has failed.3

Ref :   1.  www.nccn.orgaccessed on March 5th, 2015  NCCNClinical Practice Guidelines in Oncology NSCLCv.4 2015

2. LeighlNB. CurrOncol2012;19 (suppl1) : s52-s58

3. BaiH et al. J ClinOncol 2012; 30:3077-3083

http://www.nccn.org/


Chemotherapy may change EGFRmutation status

Study Patients 
(n)

Pre-chemo
GFR M+

Post ςchemo
EGFR M+

p value

Baiet al.
20121

264 34.5% 23.1% p < 0.001

Study Patients 
(n)

Pre-neoadjuvant
chemotherapy 

EGFRM+

Post ςneoadjuvant
chemotherapy 

EGFRM+

p value

Wang et 
al.20132

66 33.3% 18.2% p = 0.013

Ref :       
1. BaiH et al. J ClinOncol 2012; 30:3077-3083
2. Wang S. et al PLoSONE March 2013;8:e51021. www.plosone.orgaccessed on April 19,2015

http://www.plosone.org/


IRESSA®

250 mg daily

Docetaxel

75 mg / m2

every

3 weeks

1:1 randomisation

INTEREST study design

Patients
ÅAge Ó18 years

ÅProgressive or recurrent 
disease following CT

Å1 or 2 CT regimens
(Ó 1 platinum)

ÅPS 0-2

Primary
ÅSurvival

(co-primary analysesa of non-

inferiority in all patients and 

superiority in patients with high 

EGFR-gene-copy number) 

Secondary
ÅProgression-free survival

ÅObjective response rate

ÅQuality of life

ÅDisease-related symptoms

ÅSafety and tolerability

Exploratory
ÅBiomarkers

Endpoints

aModified Hochberg procedure applied to control for multiple testing

CT, chemotherapy; PS, performance status 

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



Progression-free Survival

At risk :

IRESSA 659 77 34 18 9 5 3 0 0 0

Docetaxel 657 42 16 4 2 1 0 0 0 0

194

208

Probability

of PFS
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HR < 1 implies a lower risk of progression on IRESSA

HR (95% CI) = 1.04 (0.93, 1.18), p=0.47

N

Events

Cox analysis with covariates

Median PFS (months)

6 months

659

593 (90.0%)

657

544 (82.8%)

2.2

19%

2.7

18%

IRESSA® Docetaxel

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



Survival in the Overall Population

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

723

593 (82.0%)

710

576 (81.1%)

N

Events

Primary Cox analysis without covariates

HR (96% CI) = 1.020 (0.905, 1.150)

Median OS (months)

1-year survival

7.6

32%

8.0

34%

IRESSA® Docetaxel

723 336 225 131 83 50 31 14 0 0

710 339 228 139 89 46 24 7 0 0
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Kim ES et al. Lancet 2008;372:1809-18



Objective Tumour Response (RECIST)

RECIST, Response Evaluation Criteria In Solid Tumours 

9.1
7.6
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15

IRESSA® Docetaxel

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

(%)

(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

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



QOL and symptoms improvement 

25.1

17.3

20.4

14.7

10.3

16.8

0
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30

35

Total FACT-L TOI LCS

p<0.0001

p=0.0026 p=0.1329

FACT-L, Functional Assessment of Cancer Therapy-Lung;

TOI, Trial Outcome Index; LCS, Lung Cancer Subscale

% patients with 

sustained 

clinically 

relevant 

improvement

IRESSA ® (n=490)

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

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



IRESSA ® 

250 mg daily

Docetaxel

75 mg / m2

every

3 weeks

1:1 randomisation

ISTANA study design

Patients
ÅLocally advanced ï
metastatic NSCLC

ÅProgressive on or after 
prior CT

Å1 prior platinum CT

ÅPS 0-2

ÅAge 18 years or older

Primary
ÅProgression-Free Survival

(superiority for IRESSA® vs

Docetaxel) 

Secondary
ÅObjective response rate

ÅOverall Survival

ÅQuality of life

ÅSafety and tolerability

Endpoints

Ştudy conducted in Korea with 161 patients 

aModified Hochberg procedure applied to control for multiple testing

CT, chemotherapy; PS, performance status 



IRESSA® demonstrates superior PFSto docetaxelin 
Korean phase III study (ISTANA)



Å135 patients with advanced adenocarcinomaand non smokers 

ÅPre-treated with 1 regimen of platinum based CT

ÅPrimary end-point was Progression-Free Survival

ÅAbout 50% of patients have unknown EGFR mutation status

Sun JM et al. Cancer 2012; 118:6234-42  



ORR for IRESSA® was higher than pemetrexed(58.8% vs22.4% ; p<0.001)



Randomized phase II study of gefitinib versus erlotinib in patients with 
advanced non-small cell lung cancer who failed previous chemotherapy

*This trial was designed as a prospective open-label randomized

non-comparative parallel study in a single institute
Kim ST et al. Lung Cancer 2012;75(1):82-88

(1.3-8.5)

(0.0-6.4)



Conclusions

Ã EGFRmutation testing should be performed whenever possible to
determinethe RIGHT1st line therapy

Ã IRESSA® significantly shows more superior efficacy as first line
treatment compared to chemotherapy in PFSand ORRin patients
harboringEGFRmutation.

Ã IRESSA®alsodemonstratedconsistentefficacyasfirst-line treatment in
Caucasianpatients with activating EGFRmutation-positive with ORR
(70%), DCR(91%), median PFS(9.7 months) and median OS (19
months)

Ã IRESSA®resulted in improved performance status and better
tolerability profile comparedto chemotherapyanderlotinib



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

Ã In patients who havebeenpreviouslytreated with chemotherapy,IRESSA®
demonstratessimilarefficacywith docetaxel.

Ã In clinically selectedpatients (adenocarcinomaand non-smoker), IRESSA®
is more superiorthan pemetrexedwith significantlybetter PFSandORR.

Ã In tolerability profile, IRESSA®offers better quality of life than docetaxel.

Conclusions
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IFUM study

IRESSA Follow-Up Measure Study

31

DouillardJY, et al. British Journal of Cancer 2013:1-8



Background

ÅIFUM study is a phase-IV, open label, single-arm study to assessefficacy
and safety/tolerabilityof first line gefitinib in Caucasianpatientswith stage
IIIA/B/IV, EGFRmutation positiveNSCLC

ÅGefitinib 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)

ÅIn 2009, the EuropeanMedicinesAgency(EMA)approvedGefitinib for the
treatment of adult patientswith locallyadvancedor metastaticNSCLCwith
activatingEGFRmutations. Thisapprovalwasbasedpartly on the resultsof
IPASSstudy. Aspart of the approval,a single-arm follow-up measurestudy
wasrequiredto investigateefficacyin non-Asianpatients

DouillardJY, et al. British Journal of Cancer 2013:1-8
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