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[ Abstract ] At present, the treatment recommendations of advanced non-small cell lung cancer (NSCLC) with clear
epidermal growth factor receptor (EGFR) gene status has reached a consensus: patients with EGFR mutation-positive NSCLC
can give priority to epidermal growth factor receptor-tyrosine kinase inhibitors (EGFR-TKIs), which can maximize the benefit
from the treatment; while the patients with wild-type EGFR gene should regard chemotherapy as first choice whether the first-
line or second-line therapy. A large proportion of patients, however, have not received EGFR gene test for various reasons. In
the paper, we will thoroughly review the related clinical trial from the point of view of evidence-based medicine, and suggest
that the treatment of advanced NSCLC with unknown EGFR gene status should be distinguished according to their race and
pathological characters in order to find out the patients who are most likely to benefit from EGFR-TKIs, and thus arrange the
treatment sequence scientifically and rationally.
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Tab 1 Efficacy outcomes from clinical trials evaluating EGFR-TKI in the first-line treatment of NSCLC

Study Number EGFR mutation type ORR (%) PFS (mo) HR

IPASS 261 19Del/L858R+other (8%) 71.2vs 473 9.8vs 6.4 0.48
First-SIGNAL 42 19Del/L858R 84.6 vs 37.5 8.4vs6.7 0.61
WITOG 3405 172 19Del/L858R 62.1vs32.2 9.6 vs 6.6 0.49
NEJGSG002 224 19Del/L858R+other (6%) 73.7 vs 30.7 10.8vs 5.4 0.30
OPTIMAL 154 19Del/L858R 83.0vs36.0 13.1vs 4.6 0.16
EURTAC 173 19Del/L858R 58.0vs 15.0 9.7vs5.2 0.37
LUX-LUNG 3 308 19Del/L858R+other (11%) 61.0vs 22.0 1M.1vs6.9 0.58
LUX-LUNG 6 364 19Del/L858R+other 66.9 vs 23.0 11.0vs 5.6 0.28

EGFR: epidermal growth factor receptor; EGFR-TKIs: epidermal growth factor receptor-tyrosine kinase inhibitors; NSCLC: non-small cell lung

cancer; PFS: progression free survival; ORR: objective response rate; HR: hazard ratio.

% 2 EGFREFAEEINSCLCIL ST LR TKIIG AR IR 38 45 57

Tab 2 Efficacy outcomes of clinical trials comparing EGFR-TKI with chemotherapy in NSCLC with wild-type EGFR gene

Study Agent Number PFS (mo) HR (95%Cl) 0S (mo) HR (95%Cl)
INTEREST Gefitinib 106 1.7 1.24 6.4 1.02
Docetaxel 123 2.6 (0.94-1.64) 6.0 (0.78-1.33)
TITAN* Erlotinib 75 1.4 1.25 6.4 0.85
Docetaxel/Pemetrexed 74 2.0 (0.88-1.78) 4.5 (0.59-1.22)
TAILOR Docetaxel 104 34 0.69 N
Erlotinib 107 24 (0.52-0.93)
DELTA Erlotinib 109 1.3 1.45 9.0 0.98
Docetaxel 90 29 (1.09-1.94) 10.1 (0.69-1.39)
CTONGO0806 Pemetrexed 76 4.8 0.51 N
Gefitinib 81 1.6 (0.36-0.73)
IPASS EGFR wild-type Gefitinib 91 1.5 0.85 11.2 1.18
Paclitaxel/Carboplatin 85 5.5 (2.05-3.98) 12.7 (0.86-1.63)

0S: overall survival; N: not acquired.
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EGFRIEPUIR AR IIAFA A
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Tab 3 Efficacy outcomes of clinical trials comparing EGFR-TKI with chemotherapy in NSCLC with unknown EGFR gene status

Study Agent Number PFS (mo) HR (95%Cl) 0S (mo) HR (95%Cl)
INTEREST Gefitinib 733 2.2 1.04 (0.93-1.18) 7.6 1.02 (0.91-1.15)
Docetaxel 733 2.7 8.0
V15-32 Gefitinib 245 2.0 0.90(0.72-1.12) 11.5 1.12 (0.89-1.40)
Docetaxel 244 2.0 14.0
ISTANA Gefitinib 82 33 0.73(0.53-1.00) 14.1
Docetaxel 79 24 12.2 087061121
HORG Erlotinib 166 3.6 N 79 N
Pemetrexed 166 2.7 8.9
TITAN Erlotinib 203 1.4 1.19(0.97-1.46) 5.3 0.96 (0.78-1.15)
Docetaxel/Pemetrexed 221 2.0 5.5
DELTA Erlotinib 151 2.0 1.22(0.97-1.55) 14.8 0.91(0.68-1.22)
Docetaxel 150 3.2 12.2
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