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Abstract

Ovarian cancer is included in ten leading cancer sites for the estimated new cases and
dead cases in female at Maharaj Nakorn Chiang Mai Hospital, Thailand. The advanced stages
(I and IV) of ovarian cancer have been reported to show a lower survival rate due to
resistance to chemotherapeutic drugs. This study investigated whether kuguacin J promote
cisplatin- and paclitaxel-induced cancer cell death in drug-resistance human ovarian cancer
cells (SKOV-3) and drug-sensitive human ovarian cancer cells (A2780). Cytotoxicity testing
showed that SKOV-3 cells were more resistance to cisplatin and paclitaxel compare to A2780
cells. The cytotoxicity of paclitaxel (PTX) was significantly increased when co-treated with
kuguacin J in SKOV-3 cells. We previous reported multidrug resistance ability of kuguacin J in
cervical cancer cells via the inhibition of P-glycoprotein, which also overexpress in SKOV-3
cells. However, the present study found that enhancement of PTX toxicity in the cells did not
involve with P-glycoprotein inhibition. We next further determined which mechanism that
kuguacin J increased paclitaxel sensitivity, the expression of cell death-involving proteins was
analyzed by Western blot analysis. The results showed that PTX treatment increased level of
anti-apoptotic protein, surviving, which may be involved with the drug resistance in SKOV-3.
The co-treatment of PTX and kuguacin J dramatically decreased level of anti-apoptotic protein,
survivin and markedly induced cleavage of PARP and caspase-3, which are apoptotic-induced
molecules. This finding might support the possibility to use kuguacin J as an effective
chemosensitizer in combination with conventional chemotherapy to promote paclitaxel

sensitization in ovarian cancer patients
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