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2T 8 LR B Gene Amplification and Epigenetics are Associated with Increased
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The taxanes are applied as potent chemotherapy agents in the treatment of esophageal
cancer; however, their therapeutic usefulness is limited by acquired chemoresistance, which
is a common drawback to most anti-cancer drugs. In our previous study, to elucidated
possible causes for acquisition of resistance, we established three taxane resistance
esophageal cancer cell lines and found that ABCB1I was upregulated in these cells. However,
the responsible mechanisms remain unclear. In this study, I explored possible mechanisms
that might contribute to upregulated ABCBI expression in taxane resistant cells. ABCBI
amplification was present in taxane resistant cells as shown by significant increases of gene+
copy number. In addition, after treatment with 5-Aza and/or TSA in parental cell TE1, the
ABCBI1 expression was activated, suggesting the involvement of epigenetic mechanism.
Moreover, I demonstrated that ABCBI downstream promoter was the dominant promoter in
taxane resistant esophageal cancer cell lines and the CpG islands were mostly unmethylated
in taxane resistant cells when compared to dominantly methylated pattern in parental cells.

In conclusion, I propose that ABCBI gene amplification alongside with alteration in
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epigenetic mechanism could be responsible for acquisition of taxane resistance in esophageal

cancer cells.



[FiE@No. 1] K¥BOBECL5% (@EEED

= & &£ B 0 E 5

 TREX - HEL | BEREER NTWEE O

FEEFKE  _B3MD5007 K4 Anton Sumarpo

BERAIEMEZEO P T, TRIIBVWFHICBET 2, BYWREOE TR, HE W HRR0 TR
TR < . ERBLOFS AFIBFER ST 5, taxane IXFEIC second-line DFEHIEL L THE
FSNTOS, L LEAR S, EYRE TG EEOPRERE L EAT SEERRT
ThDH, BRI, BEN A E VT docetaxel & paclitaxel iZx3 B EHiEZ2E&ELT-
MR E RIS L. ZOMFERBELEBOTHS, |

BEDOBIET, FHIZ ABC hTF v AE—F—DH T ABCBl 0EFEHREZ R L., MEBROHE
FEAS genetic (BT o B —EO#EM) & epigenetic (X F /L& B R M EH) DEEOE(
£ D’Cﬁﬁ‘ﬁ%?gﬂlﬁ_o;k: EEHOMNIT LT, #IT. ABCBIIZ 2 IFTDT 1 T —BHEX
NTNBR, 2055, FROIRE—F—PNEETHHI L bRL, SbIc, ABCBI D%E
PN & 0 BFRSZEREETA I L 2R L, ZNDITEENRATIIINE THRES L TVR
Hro 7‘:%?@'@?) %, F71-. docetaxel MiPE#RIL paclitaxel IZBE SN CHMMEREZRE L, HiZ
paclitaxel fift##ki% docetaxel IZRE SN THMMERERET D Z L bRL, ZOBFILAIH
M7 2 B T L bR L, ABCB1 O upregulation (= & ¥ RGN E RSB 5729,
taxane REHITMIAIMBEH S, ZNBTREBEOFEERBF TH S Z & ZRR LR T
D,

EoT, R#mXiIEL (BEF) ORI L LTEBRLRBD D,



	2img-522135154



