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ABSTRACT — The incidence of mesothelioma is expected to increase dramatically over the next few decades.
Survival of patients with mesothelioma is very poor, regardless of recent advances in chemotherapeutic modali-
ties that combine cisplatin and the new antifolate, pemetrexed. New strategies based on better understanding of
the biology of the disease are thus clearly needed to improve the treatment efficacy of this fatal disease. In this
study, anti-tumor effect of amrubicin was examined by the colorimetric cell proliferation assay, and dose-
dependent inhibition of the proliferation was observed in mesothelioma cell lines. In addition, the combination of
cisplatin with amrubicin was more effective than that of cisplatin with pemetrexed. Furthermore, the adjunct use
of a cyclooxygenase 2 inhibitor, celecoxib was shown to significantly enhance treatment efficacy of the combina-
tion of cisplatin and pemetrexed. These findings suggest that a cyclooxygenase 2 inhibitor may be promising in
the treatment of mesothelioma, especially because of its enhancement of the treatment efficacy of conventional
anticancer agents without compromising quality of life.
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Figure 1. Chemosensitivity to cisplatin, pemetrexed, amrubicin and amrubicinol. {; Clinically achievable concentra-

tion (serum).
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a. Chemosensitivity to cisplatin and pemetrexed. b. Chemosensitivity to cisplatin and amrubicinol.

Celecoxib 100uM

% control absorbance (%)

Cisplatin (uLM)

20
Cisplatin (uM)

30
Cisplatin (uLM)

—=—Pemetrexed 100uM —+*—Pemetrexed 200uM —<— Pemetrexed 400uM

Figure 3. Chemosensitivity to pemetrexed and cisplatin in combination with celecoxib.
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