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WFZER R DR (3230) : The molecular mechanisms leading to neurodegeneration in
Parkinson disease (PD) remain elusive, although many studies of evidence have
indicated that oxidative stress and impairment of protein degradation system,
resulting in cell death. However, idiopathic PD is essentially diagnosed clinically. The
development of biomarkers for PD would afford many advantages: early diagnosis and
1dentification of subgroups of PD. DJ-1 had recently found to be causative gene for a
familial form of PD. Cysteine residue at position 106 (Cys-106) in DJ-1 was found to be
oxidized preferentially under oxidative stress. In the present study, we developed
specific antibodies against Cys-106-oxidized DdJ-1 and a competitive enzyme-linked
immunosorbent assay (ELISA) for detecting oxidized DJ-1, and measured blood levels
of oxidized DJ-1 in PD patients. It was observed that the level and an aggregated form
of oxidized DdJ-1 in erythrocytes of unmedicated PD patients were markedly higher
than mediacted PD patients and healthy subjects. Furthermore, we observed that the
treatment of mice with PD model compounds results in a significant elevation of
oxidized DdJ-1 in erythrocytes and its positive cells in the substantia nigra in a
dose-and time-dependent manner. These results suggest the involvement of oxidative
modification of DJ-1 in the pathogenesis of PD.
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Table1
Striatal levels of DA in mice administrated with MPTP?

Time after MPTP treatment Control 15mglke 1 15mgfkgx2 15mglkg x

325 101420 15408 07 13208

1week 101130 9530 46220 210

10weeks 122420 79:20 08 3020

4 Mice at 8 weeks of age were administrated one to three times of 13mgfkg MPTP by ip. injection at 2-h intervals. At indicated time after MPTP treatment, dopam
Ievels ofstriatum were measured by HPLC-ECD as described. Mean values were expressed as ng per g tisste (n=6-8 in each group)
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