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(¥ §%) Investigator initiated multicenter clinical trials in the aim to develop the first therapeutic for

autism spectrum core symptoms
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This research proposal was an essential part of our project of clinical trial to develop a novel intranasal spray of
oxytocin as the first therapeutic for autism spectrum core symptoms. As a large number of population such as
individuals with ASD and their families in worldwide strongly expect such development of treatment for ASD core
symptoms, this project can contribute to resolve this huge unmet medical need. Since a rapid decreasing birthrate and
aging population are progressed in Japan, development of a therapeutic for this highly prevalent ASD core symptoms
should be critical to support the economics in Japan by increasing production population. Furthermore, as ASD
impedes efficient use of large human resources with high intelligence, success in the treatment of ASD can produce
a novel wealth and value not only for individuals with ASD and their families but also for entire society.

The proof of concept for the efficacy of novel spray of intranasal oxytocin on ASD core symptom was obtained by
accomplishing this proposal of the phase II clinical trial. Furthermore, two different doses and two different intervals
between administrations were included in the trial, the optimized doses and the optimized administration interval
were revealed (under review).

As this project was also aimed to develop bio-markers which is efficiently predictive of oxytocin’s efficacy in
advance to administrations, such bio-marker induced improvements in response rate to oxytocin can be a benefit for
many subjects with ASD.

In addition, through completion of the multicenter trial for ASD core symptoms in this project made many institutes
as having potential to conduct clinical trial with objective and quantitative clinical measures of ASD core symptoms.
Therefore, this project can take clear advantages in Japan to develop the first as well as the next generation drug for
ASD core symptoms. Moreover, our project collected bio-resources such as blood and DNA from clinical trial
participants with ASD to promote identification of a novel candidate for therapeutic agent for ASD by uncovering
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pathophysiology of ASD and therapeutic mechanism of oxytocin in translational studies with the bio-resources.

As described above, development of novel therapeutics for ASD core symptom, the main purpose of current study,
can have not only high impact for entire society as well as for academic filed by optimization of treatment and
contribution to develop the next generation excellent therapeutic agent for ASD core symptoms, a huge unmet

medical need at this time point.



