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1. 71. S5PCO4H I #RmRNAM KB FAH L, PCY/GRANFEARERCCT mRNA. RRMI mRNAFNTS mRNAJK) e IA & 1 238 =
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[ Abstract] Background and purpose: Chemotherapy is an alternative treatment option, which could still
get a therapeutic effect, when the EGFR-TKI treatment of non-small cell lung cancer failed. Studies have shown that
RR, TYMS, ERCC1 and TUBB3 have respectively relationship with chemosensitivity of gemcitabine, pemetrexed,
platinum-based drugs and microtubule-based chemotherapy drugs.The expression levels of these molecular markers
can predict the sensitivity of these chemotherapy drugs. The patients with RRMI, TS, ERCC1 and TUBB3 higher
expression have reduced chemosensitivity, and lower expression have increased sensitivity. The purpose of this study

was to explore the sensitivity of tumor cell lines with acquired resistance to gefitinib caused by EGFR-T790M mutation
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to cisplatin, gemcitabine, pemetrexed, vinorelbine, paclitaxel and docetaxel. Methods: MTT assay was used to detect
the ICs, values of cisplatin, gemcitabine, vinorelbine, paclitaxel and docetaxel, pemetrexed to PC9 and PC9/GR cells,
and to explore the chemosensitivity of lung adenocarcinoma cells to these chemotherapy drugs; Luminex method was
used respectively to detect the expression levels of ERCC1 mRNA, TUBB3 mRNA, TS mRNA, and RRM1 mRNA
in PC9 and PC9/GR cells. Western blot was used to detect the protein expression levels of ERCC1, TUBB3, TS and
RRMI1 in PC9 and PC9/GR cells. Results: The IC;, values of cisplatin, gemcitabine and pemetrexed to PC9/GR cells
were significantly higher than those to PC9 cells (P<0.05), while the IC;, values of vinorelbine, paclitaxe and docetaxel
to PC9/GR cells were significantly decreased (P<0.05). Luminex method showed the expressions of ERCC1 mRNA,
TS mRNA and RRM1 mRNA in PC9/GR cells were significantly increased than those in PC9 cells (P<0.05), while the
expression of TUBB3 mRNA was significantly decreased (P<0.05). Western blot method showed the expressions of
TUBB3, TS and RRM1 protein in PC9/GR cells were significantly increased than those in PC9 cells (P<0.05), while
TUBB3 protein expression in PC9/GR cells was significantly decreased (P<0.05). Western blot method analysis result
showed that the expressions of TUBB3, TS and RRM1 protein in PC9/GR cells were significantly increased than
those in PC9 cells (P<0.05), while TUBB3 protein expression in PC9/GR cells was significantly decreased (P<0.05).
Conclusion: The chemosensitivity of lung adenocarcinoma with EGFR-T790M mutation is changed. It has decreased
sensitivity to cisplatin, gemcitabine, pemetrexed and increased sensitivity to vinorelbine, paclitaxel and docetaxel. The
reason of the change of chemosensitivity of gefitinib-resistant lung adenocarcinoma cell maybe related to the changes of
ERCC1 mRNA, RRM1 mRNA and TS mRNA and their protein expressions.
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*F 1 FHBREEPCI. PCO/GRHAREITILITZEHIAIIC,
Tab.1 The IC;, values of cisplatin, gemcitabine, vinorelbine,

paclitaxel, docetaxel, pemetrexed to PC9 and PC9/GR cells
IC,,/pumol-L”

Drug Resistance index

PC9 PC9/GR
Gefitinib 0.031£0.007  2.170+0.101 70.00
Cisplatin 2.657+0.039  4.135+0.177 1.56
Gemcitabine 0.293+0.051 0.471+0.035 1.61
Vinorelbine 0.067+£0.005  0.023+0.005 0.34
Paclitaxel 0.018+0.004  0.007+0.001 0.39
Docetaxel 0.021+0.001 0.003+0.001 0.14
Pemetrexed 0.258+0.013 0.440+0.027 1.71
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Tab.2 The expressions of ERCC1 mRNA, RRM1
mRNA,TUBB3 mRNA, TS mRNA in PC9 and PC9/GR cells

mRNA expression

Gene P value
PC9 PCY9/GR
ERCCI 0.425+0.000 0.486+0.002 <0.05
RRM1 0.884:0.000 1.426+0.002 <0.05
TUBB3 0.4130.000 0.2840.000 <0.05
TS 0.52740.000 0.743+0.000 <0.05
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1 AESHFHRMERCCT mRNA, RRM1 mRNA, TUBB3
mMRNAFITS mRNAKATER
Fig.1 The expression levels of ERCC1 mRNA, RRM1 mRNA,

TUBB3 mRNA and TS mRNA in PC9 and PC9/GR cells
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Tab.3 The expressions of TUBB3, TS and RRMI1 protein in

PC9 and PC9/GR cells
Gene Protein expression P value
PC9 PC9/GR
ERCCI 54.237+11.724 72.463+4.045 <0.05
RRM1 45.713+0.770 65.843+8.265 <0.05
TUBB3 62.164+1.743 35.654+2.731 <0.05
7S 44.146+13.025 65.53145.266 <0.05

PC9 PC9/GR

— ERCC1

L 2 - - TUBB3

-—— e

B 2 Western bloti&iIERCC1. RRM1, TUBB3FITSEHEM
Rix
Fig.2 The expressions of ERCC1, RRM1,TUBB3 and TS
protein in PC9 and PC9/GR cells by Western blot
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