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[ Abstract ] Background and objective Subsequent chemotherapy were needed in patients with advanced pul-
monary adenocarcinoma experiencing disease progression after epidermal growth factor receptor tyrosine kinase inhibitors
(EGFR-TKIs) treatment. The study is to explore factors potentially influencing efficacy of subsequent chemotherapy. Meth-
ods  One hundred and ninety-one patients with advanced lung adenocarcinoma, who were resistant from EGFR-TKIs and
then received subsequent chemotherapy, were identified. Data of patient’s characteristics, responses to chemotherapy and
survival time were analyzed retrospectively. Results The overall response rate of the pemetrexed-based chemotherapy (9.3%)
was higher than non-pemetrexed-based regimen (1.1%), P=0.011. Furthermore, the response in the second-line was more ob-
visous [objective response rate (ORR) 14.3% vs 3.7%, P=0.041]. The patients who achieved response of partial response (PR)
showed longer progression-free survival (PFS) than those who achieved non-PR (PFS 10.1 months and 2.3 months, P=0.012).
The patients treated with platinum-based chemotherapy had longer PES and OS than those with non-platinum-based che-
motherapy, therefore platinum-based regimen was independent prognosis factors for PFS and OS (PFS: RR=0.634, 95%Cl:
0.466-0.832, P=0.004; OS: RR=0.666, 95%CI: 0.460-0.960, P=0.030), especially the pateients who were aquired EGFR-TKIs

resistance and who got drmatic progression from EGFR-TKISs treatment might got more benefits from platinum-based chemo-
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therapy. However there was no significant difference in ORR, PES or OS between patients with TKIs primary resistance and

acquired resistance, or between dramtic progression and gradual/local progression. Conclusion The patients with advanced

lung adenocarcinoma might get benefits from pemetrexed-based or platinum-based chemotherapy after they were EGFR-TKIs

resistace.
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Characteristics n ORR% X2 P RR 95%Cl P
Male/Femal 75/116 1.3/7.8 3.790 0.052 2114 0.009-2.010 0.146
No smoker/smoker 145/46 6.2/2.2 1.145 0.285 0.046 0.047-11.741 0.740
>60/<60 (yr) 55/136 6.0/5.0 0.080 0.778
2" |ine/3" line above 55/136 7.3/4.4 0.646 0.422 0.015 0.262-4.544 0.904
Non-platinum/Platinum 80/111 2.5/7.3 2.076 0.150 1.498 0.068-1.859 0.221
Non-pemetrexed/Pemetrexed 94/97 1.1/9.3 6.493 0.011 3.869 0.015-0.993 0.049
Pemetrexed and platinum/Pemetrexed 48/27 14.6/3.7 2.146 0.143
Non-pemetrexed/Pemetrexed in 2" line 27/28 3.714.3 4.160 0.041
Non-pemetrexed/Pemetrexed in 3" line 67/69 1.5/7.2 2.669 0.102
Non-taxanes/Taxanes 121/70 74/1.4 3.228 0.072
EGFR-TKIs primary resistance/acquired 51/140 2.0/6.4 1.504 0.220
resistance
EGFR-TKIs dramtic progression/gradual 52/88 7.7/6.1 0.766 0.282
and local progession
ORR: objective response rate; RR: relative risk; EGFR-TKIs: epidermal growth factor receptor tyrosine kinase inhibitors.
R2 BEBISTHREGHNZEEH
Tab 2 Patient characteristics and survival
Characteristics n Median PFS X2 P Median OS X2 P
(month) (month)
Chemotherapy 2" line/ 3 line and above 55/136 3.1/2.2 0.255 0.614 18.3/14.4 0.263 0.608
Non-platinum/Platinum 80/111 2.0/31 11.708 0.001 12.2/19.2 5.682 0.017
Non-pemetrexed/Pemetrexed 94/97 2.1/31 1.647 0.199 13.3/16.3 1.476 0.224
Response to Non-PR/PR 181/10 2.3/10.1 6.309 0.012 14.2/18.5 1.635 0.201
chemotherapy
EGFR-TKIs resistance Primary resistance/Acquired 51/140 2.9/2.8 0.001 0.975 11.2/16.3 2.046 0.153
resistance
EGFR-TKIs acquired Dramtic progression/Gradual 52/88 2.1/3.7 2.246 0.134 12.3/17.5 0.017 0.433
resistance and local progression
Non-platinum-based/ 58/82 2.0/3.1 9.689 0.002 14.23/19.33 4.286 0.038
Platinum-based
Dramtic progression Non-platinum-based/ 26/26 1.5/3.0 11.026 0.001 11.2/19.2 6.033 0.014

Platinum-based

PFS: progression-free survival; OS: overall survival.
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%3 BELHBREGHREEFHNESTE CoxiERIN

Tab 3 Cox multivariate analysis of progression-free survival and overall survival

Variable PFS 0S
RR 95%CI P RR 95%ClI P
EGFR-TKIs resistance Primary resistance/Acquired 1.044 0.745-1.464 0.801 0.742 0.495-1.113 0.149
resistance
Chemotherapy Non-platinum/Platinum 0.634 0.466-0.832 0.004 0.666 0.460-0.960 0.030
Chemotherapy Non-pemetrexed/Pemetrexed 0.968 0.712-1.315 0.835 0.882 0.609-1.277 0.505
Chemotherapy 2" line/3 and above 1.057 0.761-1.468 0.742 1.097 0.712-1.691 0.675
Response to Non-PR/PR 2.155 1.044-4.448 0.038 1.529 0.552-4.232 0.414
chemotherapy
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Fig 1 Progression-free survival curve of subgroup. A: response to chemotherapy: Partial response (PR) vs stable disease (SD) + progressive disease
(PD); B: platinum-based chemotherapy vs non-platium-based regimens.
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