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Parkinson’s disease dementia (PDD) greatly contribute to the poor prognosis of
Parkinson’s disease. Although cholinesterase inhibitors including donepezil are proven to be
effective for the treatment of PDD, the average life-expectancy of patients who developed
PDD remains relatively short. Thus an early therapeutic intervention that can prevent the
onset of PDD may enable to improve the long-term prognosis of Parkinson’s disease
substantially. Our previous study showed that severe olfactory dysfunction could be a
predictive indicator of the development of PDD. In this trial, we investigated whether early
administration of donepezil to patients with severe olfactory dysfunction can reduce risk for
the subsequent development of PDD. This is a multi-center, randomized, double-blind,
parallel group, placebo-controlled trial in patients with Parkinson’s disease, who have
severe hyposmia but not yet developed PDD. The enrolled cases were randomly allocated in
a 1:1 ratio either to receive 5mg donepezil or placebo, in addition to standard therapy for
Parkinson’s disease. Patients are followed up every 6 months until the onset of PDD or for a
maximum of 4 years (208 weeks). Primary endpoint is the onset of PDD, which is measured
by the Mini-Mental State Examination and the Clinical Dementia Rating (CDR) stage.
Secondary endpoint is cognitive impairment, which is measured by the Addenbrooke’s
Cognitive Examination-Revised score and the CDR stage. The study has been approved by
the ethics committees of the Tohoku University Graduate School of Medicine and the
National Hospital Organization, Sendai-Nishitaga Hospital. The trial is registered at UMIN
Clinical Trials Registry (UMIN000009958). The 204 cases were enrolled to the study from
March 2013 to April 2014. The 50 cases were withdrawn and the 15 cases were considered to
have developed PDD by the end of March, 2017. Currently, follow-up study for the rest of
139 cases are being continued. No serious adverse events associated with the study drug

have been reported. The study will be completed by the end of April, 2018.
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