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Pakinson’s dsease (PD) is a chronic and progressieurodegenerate dsorder that currently tdcts[b
million people globallyFor 90% of patients there is no kmo cause (idiopathic, iPD) and for all patients there
is no cure. Diagnosis is late in the neurogeneggtiocess when >60% of vulnerable neurons are already lost.
There are f& drugs aailable that target the numerous non-motor aspects of the disease and none that target the
underlying dgeneratie process. Addressinpese may deficits requires the diseery of the cellular pathays
whose dysfunction initiates and/or contriés to neuronal death in PD. Thasdivement of mitochondrial
dysfunction as a causal factor of PD is well supported by observations in patients. A nurabeglialfforms of
PD involve gecific defects in mitochondrial proteinsa(Rin, PINK1, DJ-1), while impaired OXPHOS adty
has been observed in iPD patients. Further supporting the contribution of OXPHOS impairment to PD,
OXPHOS comple | inhibition by MPTP or rotenone respeety produces PD symptoms in humans or acts as
a PD nimetic in PD models.

We havediscorered that eleated levels of PD protein alpha-synuclein or reduced expression of a PD-
associated long non-coding RNINcRNA), both of which are obseed in IPD patient brain samples, can
impair XPHOS function and might be responsible for the OXPHOS dysfunction detected in patients. It is
anticipated that these dis@wies will substantially impree aur understanding of the underlying molecular
mechanisms of iPD and identify potential targets faelbpment into diective dsease-modifying therapies for
iPD patients.
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