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WFZER SR OBEZE  (30) : Molecular mechanisms of Parkinson’s disease pathogenesis were
analyzed by functional analyses of DJ-1 protein, the product of protooncogene D.J-1, also
identified as PARK7, a responsible gene for familial Parkinson’s disease. We revealed that
DJ-1 transactivated key enzymes for dopamine biosynthesis, specifically bound to a
dopamine transporter VMAT-2, transactivation of Nrf2-dependent anti-oxidative stress
genes via specific binding and inhibition of PTEN, and was required for neurite formation
in cooperation with Drebrin, an actin-binding protein. As for drug development, several
low-molecular chemicals specifically bound to DdJ-1 prohibited hyperoxidation of the
protein and preserved a variety of physiological activities of DJ-1 under oxidative stress
conditions. The chemicals were thus suggested to be promising candidates for preventive
and curative drug for Parkinson’s disease.
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