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Abstract

The chemical composition of Mamoa Laung crude extract obtained by maceration using 60% methanol was
analysed by using photodiode array HPLC. The crude extract was purified by using preparative HPLC using RP Innertsil
preparative column. The column was eluted by 1 mL.min" flow rate, with linear gradient starting with 10 % CH,CN in
3.16 mM HCl and ending with 40% CH,CN over 40 minutes. Twelve fractions were obtained then lyophilized and stored
in low humidified cabinet until use. The abundant fractions obtained from the preparative column particularly F4 to F8
were antidesmone. The crude extracts and fractions efficiently inhibited cancer cell growth at microgram per mL with
similar efficacy in drug-sensitive and —resistant cancer cells. The F4 to F8 were selected for studying their direct
interaction with MDR proteins including P-glycoprotein and MRP 1 proteins by measuring the efficiency of the proteins
mediated-efflux of pirarubicin out of cells. The ability of F4 and F8 to protect P-glycoprotei from photolabeling of
EDP86 was applied for confirming the direct interaction of molecules with the protein. The results showed that all
molecules efficiently decreased in the MDR protein function to pump pirarubicin out of cells. The molecules weakly
protected P-glycoprotein from photolabeling of EDP 96 signified that the molecules probably bound to P-glycoprotein at
different binding site with those of EDP86. The results clearly showed that the F4 to F8 were recognized by both P-
glycoprotein and MRP1 protein. In addition, these molecules exhibited intracellular antioxidant activity, once reached at
cytoplasm they immediately eliminated the intracellular reactive oxygen species causing the cells to be found in pro-
oxidative conditions, triggering an up-regulation of mitochondrial function, the origin of apoptosis induction. We
proposed that Mamoa is very high potential raw material for pharmaceutical molecules and the molecules purified from
the plant could be considered as high potential anticancer molecules since they can inhibit MDR protein function as well

as induced cellular apoptosis of both drug-sensitive and —resistant cells.
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