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Abstract

OBJECTIVE To construct a drug-resistant human serous ovarian cancer cell model induced by
erlotinb and explore its possible mechanism of resistance. METHODS The cell line SKOV 3 was
cultured by gradually increasing the concentration of erlotinib from 1, 2, 4, 8, 16 to 25 umol - L2 until
10 pmol LLin vitro for 10 monthsto generate its resistance cell line SKOV 3/Erl. In the induction

process, the medium was treated with erlotinib 2, 4, 6 and 8 umol * L1 and changed step by step,
accompanied by the passage of cells. The resistance index in SKOV 3/Erl was tested by sulforhodamine
B (SRB), after being treated with a series of concentrations of erlotinib, paclitaxel, mitoxantrone,
epirubicin, topotecan, vincristine and methotrexate. Cell cycle of SKOV 3 cells and SKOV 3/Erl cellswas
investigated by flow cytometry. The changes of signal transduction protein in sensitive and drug
resistant cells treated with erolotinib were detected by Western blotting. SKOV 3 and SKOV3/Erl cells
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were stained with antibodies conjugated with fluorescent dyes to determine the expression levels of cell
surface P-glycoprotein(Pgp) , breast cancer drug resistance protein (BCRP) and multidrug resistance-
related protein 1 (MRP1) and Toll-like receptor 4 (TLR4). To eval uate the drug-resistance function of

TLRA4, the viability of cells was assayed after stimulation by LPS. RESULTSIC, Value of erlotinib to

SKOV3was (9.54+ 1.04)umol + L1 while that of erlotinib to SKOV3 was (21.63+ 1.05)umol + L1,
with aresistant index of 2.26. The resistant indices of paclitaxel, vincristine, mitoxantrone and
methotrexate all exceeded 3. Compared with SKOV 3 cells, S-phase of SKOV 3/Erl cells was reduced, and

G/G, phase increased while the percentage of G,/M phase showed no significant change. The

phosphorylated HER1 signal was upregulated in SKOV 3/Er| cells. p-ERK and p-AKT levelsin
SKOV 3/Erl were aso higher than in SKOV 3 cells. Mgjor ABC transporter Pgp, BCRP and MRP1



