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[Abstract] Objective:To evaluate the correlation of doxorubicin and cisplatin intervention with the expression levels of MDR1 and
MRP1 in anaplastic thyroid carcinoma cell line HTh74. Methods: Doxorubicin resistant cells (HTh74/DOX) and cisplatin resistant
cells (HTh74/DDP) were obtained by treating the HTh74 cell with doxorubicin or cisplatin for 6 months respectively. Fluorescent
quantitative RT-PCR was adopted to detect the transcription of MDR1 and MRP1 in HTh74/DOX and HTh74/DDP. Results.
Compared to their parental HTh74 cell, HTh74/DOX cell expressed high level of MDR1 and low level of MRP1,HTh74/DDP
expressed high level of MRP1 and low level of MDR1. HTh74/DOX cells lacked cross resistance to cisplatin,and HTh74/DDP cells
lacked cross resistance to doxorubicin. Inhibitors of MDR1 or MRP1 partly restored the toxicity of doxorubicin or cisplantin on the
resistant cells respectively. Conclusion: Different chemotherapeutics increase the expression of different ABC transporters to enhance
the drug resistance. Detecting the expression of ABC transporters can be used to predict the effect of chemotherapeutic drugs in
clinical. The proportionate inhibitor of ABC transporter combined with chemotherapeutic drugs may be effective in individual
treatment.
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XTGR9 WP FA T . MDR1 (=4 253
bp, FIAl) i 5'-GCCTGGCAGCTGGAAGACAAAT-
AC-3", Tl 5'-ATGGCCAAAATCACAAGGGTTAGC-
3';MRP1(238 bp) ¥ 5'-ACCCCTCTCTGTTTAAG-
GTGTT-3", Fii# 5'-AAGCAGATGTGGAAGTACTGGT-
3' ;188 RNA (110 bp) [ #%# 5’ -CTCAACACGGGA-
AACCTCAC-3", i 5'-CGCTCCACCAACTAAGAA-
CG-3',,
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Table 1 Sensitivity of anaplastic thyroid carcinoma cell lines to chemotherapeutics drugs

%1 HTh74 HTh74/DOX HTh74/DDP

- IC50 (pg/ml) IC50 (pg/ml) RI IC50 (pg/ml) RI
[TFeS 1.80 £ 0.14 153.53 + 16.43* 85.00 1.24 £ 0.21* 0.69

BT 28+ HERAK - 2.04 + 0.60" 1.13 - -

M5 3.07 £ 0.25 2.76 + 0.62° 0.90 8.75 £ 0.96" 2.85
MiiEA+MK571 - - 3.55 + 0.72% 1.16

5 HTh74 444, P < 0.05; 5 ¥ (1) HTh74/DOX AL, *P < 0.05; 5 ¥4 K HTh74/DDP 4L, 2P < 0.05,
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Real-time RT-PCR analysis of mRNA expression of MDR1 and MRP1 in HTh74 and HTh74 resistant cells
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Figure 2 The effects of doxorubicin or cisplatin alone or combined with verapamil or MK571 on anaplastic thyroid carcinoma cell

viability
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