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Asian Never-Smoker with Adenocarcinoma: 
EGFR Mutations and Tissue Testing 

Case: Background

• 53 year-old Asian never-smoking woman
• Presents with shortness of breath climbing stairs
• Chest x-ray: infiltrate in right lower lobe
• Chest CT: RLL infiltrate with solid component

– additional lung nodules 

• PET consistent with multifocal disease
• Biopsy: adenocarcinoma with BAC features



*IPASS: Gefitinib vs. Carbo/Paclitaxel as 
First Line Rx in Asian Never- or Light Ex-Smokers

Mok, NEJM 2009

Carbo/Paclitaxel IV
Every 3 weeks

Advanced NSCLC

No Prior Systemic Therapy

Never- or
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N
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• Primary Endpoint: Progression-Free Survival (PFS)
• Biomarker analysis

*Iressa Pan-Asian Study 



IPASS: Objective Response Rate by 
EGFR Mutation Status

Iressa
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)

Odds ratio >1 implies greater chance of response on gefitinib

71.2%

47.3%

1.1%

23.5%

IPASS: Progression-Free Survival by 
EGFR Mutation Status 

EGFR mutation positive EGFR mutation negative

Treatment by subgroup interaction test, p<0.0001

HR (95% CI) = 0.48 (0.36, 0.64) 
p<0.0001
No. events gefitinib,  97 (73.5%)
No. events C / P,  111 (86.0%)

Iressa (n=132)
Carboplatin / taxol (n=129)

ITT population
Cox analysis with covariates

HR (95% CI) = 2.85 (2.05, 3.98)
p<0.0001
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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At risk :
91 4 2 1 0 0
85 14 1 0 0 0
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Iressa (n=91)
Carboplatin / taxol (n=85)

Months Months

Mok, NEJM 2009
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HR (95% CI) = 0.78 (0.50, 1.20) 
No. events gefitinib,  38 (28.8%)

No. events C / P,  43 (33.3%)

Iressa (n=132)
Carboplatin / taxol (n=129)

HR (95% CI) = 1.38 (0.92, 2.09)
No. events gefitinib, 52 (57.1%)

No. events C / P, 42 (49.4%)

Iressa (n=91)
Carboplatin / taxol (n=85)

Cox analysis with covariates
HR <1 implies a lower risk of death on gefitinib
ITT population
Post-hoc analysis of overall survival by EGFR mutation status 

EGFR mutation positive EGFR mutation negative

IPASS: Overall Survival by 
EGFR Mutation Status 

IPASS: EGFR Mutation Positive Status 
and Clinical Characteristics
Overall EGFR mutation positive rate = 59.7% (261 / 437)

Male Female PS 0/1 PS 0/2 Never
smoked

Light ex-
smoker

Locally
advanced

Metastatic Age
<65 yrs

Age
>65 yrs

% samples 
EGFR 

mutation 
positive

49.0

63.0
60.0 57.1 60.7

46.9

57.8 60.2 56.7

68.5

(Even Asian never-smoker doesn’t mean EGFR mutation)



MSKCC Continuum of Tobacco Exposure
and EGFR Mutations 

• Looking for exon 19 or 21 mutations in tumors from 265 pts 
with detailed smoking history

Pham, J Clin Oncol 2006


