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[ Abstract ] Background and objective Epidermal growth factor receptor tyrosine kinase inhibitors (EGFR-TKIs)
have demonstrated some dramatic efficacy in advanced non-small-cell lung cancer (NSCLC) patients with activating EGFR
mutation. However, progression-free survivals (PFS) among those patients who were treated with first line EGFR TKIs were
inconsistent. The aim of this study is to explore the association of clinical prognostic factors with EGFR-TKI efficacy in ad-
vanced NSCLC patients. Methods The demographic and clinical characteristics of 203 patients with activating EGFR muta-
tion treated with first generation TKI as a first-line therapy were retrospectively reviewed. Results Of the 203 patients enrolled
in this study, 139 patients had progression of disease and 63 patients died. The subjects had a median follow up duration of
21.1months and a median PFS of 14.3 months. Partial response (PR) was achieved in 127 (66.1%) patients and stable disease
(SD) rate was achieved in S5 (28.6%) patients. In univariate analysis, patients with 2 or higher ECOG score (5.1 vs 16 months,
P=0.033), SD as best overall response (9.5 vs 17.9 months, P=0.030), extrathoracic metastasis (11.7 vs 27.5 months, P=0.004),
liver metastasis (4.1 vs 16.0 months, P=0.000), bone metastasis (13.3 vs 21.Smonths, P=0.027) and pulmonary embolism (5.5
vs 16.6 months, P=0.005) had shorter PFS than those without the listed factors. Multivariable Cox regression analysis showed
best overall response (HR=1.825, 95%CI: 1.107-3.008, P=0.018) and liver metastasis (HR=1.694, 95%CI: 1.146-5.756,
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P=0.022) were independent predictive factors of shorter PFS. Conclusion Despite the high efficacy of EGFR-TKI, SD as best

overall response and liver metastasis predicts poorer PFS in advanced NSCLC patients with EGFR gene mutations receiving

first-line therapy treatment.

[ Keywords ] Lung neoplasms; Predictive factor; Epidermal growth factor receptor tyrosine kinase inhibitors
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Tab 1 Patient characteristics

Characteristics Number Percent (%)
Age (yr), Median (range) 62 (22-79)
Gender
Male 80 39.4
Female 123 60.6
Smoking history
Never smoker 160 78.8
Smoker (Former or current) 30 14.8
Unknown 13 6.4
ECOG score
0-1 190 93.6
=2 13 6.4
Stage
b 12 5.9
v 191 94.1
Histology
Adenocarcinoma 196 96.6
Non-adenocarcinoma 7 3.4
EGFR mutation
Exon 19 Del 110 54.2
Exon 21 L858R 93 45.8
EGFR TKI
Gefitinib 151 744
Erlotinib 20 9.9
Icotinib 32 15.8
Best response
PR 127 66.1
SD 55 28.6
PD 10 5.2

ECOG: Eastern Cooperative Oncology Group; PR: partial response;
SD: stable disease; PD: progressive disease.
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Fig 1 _Kaplan-Meier curves of PFS of all the patients
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Tab 2 Univariate analysis of predictive factors associated with PFS

Characteristics Number PFS (Mean*SD, mo) Chi-square P

Age (yr) 3.089 0.079
<65 118 121£1.7
=65 85 17.7+2.2

Gender 2.096 0.148
Male 80 11.6£1.0
Female 123 17.712.3

Smoking history 0.582 0.445
Never smoker 160 16.0+3.6
Smoker (Former or current) 30 13.6+1.8

ECOG score 4.56 0.033
0-1 190 16.0%1.6
=2 13 51%+2.6

Stage 0.909 0.340
b 12 20.4%+1.6
\" 191 13.3%£1.8

Histology 2.689 0.101
Adenocarcinoma 196 15.7+1.7
Non-adenocarcinoma 7 5.2%2.1

EGFR mutation 1.036 0.309
Exon 19 Del 110 13.6+2.0
Exon 21 L858R 93 16.6+4.0

EGFRTKI 1.966 0.374
Gefitinib 151 13+2.2
Erlotinib 20 16.0£1.4
Icotinib 32 27.518.3

Best overall response” 5771 0.030
PR 127 17.9%+2.0
SD 55 9.5+2.7

Site of metastasis® 6.642 0.004
Intra thorax 55 27.5+4.8
Distance metastasis 136 11.6t1.4

Liver metastasis® 6.507 0.000
Yes 22 41411
No 169 16+1.8

Bone metastasis® 4.887 0.027
Yes 70 13.3%£2.3
No 121 21.5%£3.7

Brain metastasis® 0.442 0.506
Yes 36 13.61+4.2
No 155 17.2£2.8

Leptomeningeal metastasis 0.892 0.345
Yes 12 13+4.5
No 179 14.9+1.8

Adrenal metastasis® 0.008 0.930
Yes 22 16.0£1.8
No 169 16.6+2.9

Pericardium metastasis® 0.148 0.701
Yes 1 14.9%7.3
No 180 16.61+2.1

Number of distance metastesis site 0.237 0.597
Single 12 14.9+6.7
Multiple 124 11.7%£1.2

Pulmonary embolism 8.065 0.005
Yes 8 5.5%3.4
No 195 16.6+1.8

*The patients having PD as the initial treatment response were not analyzed; &: Patients with stage IV disease were included. PFS: progression-free survival.

www.lungca.org



o R 2 A5 20194E2 1 22 HE 2 )

Chin J Lung Cancer, February 2019, Vol.22, No.2 103 -

* 3 IGRE RS Tt R 7R 8 A £ E R Cox BV

Tab 3 Multivariate Cox regression analysis of clinical factors affecting the median PFS

HR 95%Cl P
ECOG=>2 3.877 0.869-17.299 0.076
Extrathoracic metastasis 1.220 0.674-2.208 0.512
Liver metastasis 1.694 1.146-5.756 0.022
Bone metastasis 0.724 0.802-2.263 0.259
Best overall response 1.825 1.107-3.008 0.018
Pulmonary embolism 2.519 0.851-1.605 0.337
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