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(In English)

Parkinson’s disease (PD) is the second most common neurodegenerative disorder affecting more than
150,000-200,000 people in Japan and 6,000,000 people worldwide. Although anti-PD treatment centering on
dopamine replacement therapy can ameliorate the symptoms of PD patients, no disease modifying therapy
(DMT) that slows or halts disease progression is available. Since PD shortens patients’ life, impairs QOL of
patients and care givers, and damage social welfare and medical economy, development of DMT has become
an unmet urgent need. Vigorous basic researches and approximately 150 clinical trials have been ongoing
worldwide to develop DMT on PD. Among them, one of the most attractive therapeutic targets is a glucagon
like peptide-1 (GLP-1) receptor and its downstream pathway. Neuron and glia in brain express the GLP-1
receptor, and its stimulation by agonists such as exenatide and semaglutide resulted in neuroprotection, the
modulation of neuroinflammation, and the suppression of progression of PD pathology in PD animal models.
GLP-1 receptor agonists (GLP1-RAs) has been available as drugs for type 2 diabetes mellitus (T2DM), and
one recent study of 100,000 diabetic patients demonstrated that usage of GLP1-RAs and/or DPP4 inhibitors
reduced the risk of developing PD. Subcutaneous injection of exenatide improved motor symptoms of PD
patients and exhibited a potential disease modifying effect on the phase I and II clinical trials. Repositioning
of GLP1-RAs on PD will be promising, whereas no clinical trial of GLP1-RAs has been performed in Japan.

Recently, Novo Nordisk Pharma Itd. developed oral formulation of a long-acting GLP1-RA, semaglutide. To
perform the world’s first clinical trial of oral semaglutide on PD patients and test its safety and efficacy in
Japanese PD population, we proceed with this project. By this step 1 “preparation” period, we consulted twice
with PMDA to determine the roadmap of development and the protocol outline of the clinical trial. According
to regulatory science consultation, we decided to prepare a phase 2 exploratory clinical trial including dose-
finding, and our protocol outline is accepted by PMDA. The academic research organization of Osaka
University and several study sites have joined our project to perform the trial. Novo Nordisk A/S has
expressed interest in providing trial drug to the study, and our proposal is now under the review of Novo
Nordisk global. Once the pharmaceutical company approve to provide us the study drugs including placebo,
we will start the further steps. Based on the progress, AMED have determined to fund and support us to
perform the investigator-sponsored study.

When the result of the planned trial is promising, we may move to the next phase of the trial (Phase III).
If oral GLP1-RA is approved for PD in future through this project, it will substantially contribute to the

treatment for PD patients, caregivers, society and science.



