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Molecular interactions to guide drug discovery in malic enzymes:
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» Cancer cells outcompete normal cells by altering their metabolism to generate energy & building blocks
by consuming more glucose & glutamine?.

» Mitochondrial malic enzyme 2 (ME2) expression is increased in cancer cells®>. Malic enzymes convert
mitochondrial malate into pyruvate with the reduction of NAD(P)*. Thus, enabling TCA cycle flux during

lactate generation (Warburg glycolysis), promoting tumour cell growth and proliferation. Allosteric site activator and inhibitor binding>*:
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» NPD-389 profoundly inhibits cellular proliferation in human melanoma cancer cells, showing an almost 80%

reduction in cell number at a 50 uM concentration.
» Western blot showing robust expression of ME2 in melanoma cell lines.
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