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Members of the Research Committee on Spontaneous Occlusion of the Circle of Willis revised diagnostic
criteria of Moyamoya disease as well as guidelines and approved both in Japanese Society on Surgery for Cerebral
Stroke and The Japan Stroke Society on January 2017.

A certain number of patients with moyamoya disease suffer from stroke as well as cognitive dysfunction.
Clinical evidence is still insufficient to provide optimal treatment.  The research project “Comprehensive Study
for Establishment of Evidence for Best Clinical Practice in Moyamoya disease” organizes starting committee to
establish a Japanese moyamoya registry and facilitates multi-center clinical studies.

[1] Establishing Japanese moyamoya registry

The main objective to establish a Japanese moyamoya registry is to facilitate basic research and multi-

center clinical studies, since prior multi-center clinical researches had been carried out independently each other.
In an August 2015 meeting of the Research Committee on Spontaneous Occlusion of the Circle of Willis (RCSOCW),
principal investigator Kiyohiro Houkin proposed a national moyamoya registry to facilitate basic research such as
genetic analyses and streamline clinical research. That same year, a research group member (Ken Kazumata)
proposed a Japanese moyamoya registry at the Japan Neurosurgical Society’s annual meeting. An open registry is
planned, such that designated doctors will enter data online.

A working group at Hokkaido University (Norihiro Sato, Kiyohiro Houkin, and Ken Kazumata) met to select
data items between October 2015 and January 2016 and finalized an item list in December 2016. Clinical data
includes information necessary to analyze blood samples to determine marker for diagnosis, disease progression as
well as prognosis. An online registration system was established in March 2017.

The RCSOCW members also discussed the registry’s policies on ethics, data ownership, and privacy protection.
Registry developer (Kiyohiro Houkin) will provide identifier to designated doctors to enable linking between registry
ID and direct ID. The RCSOCW will further discuss issues of data ownership, data use, and data disclosure for
research. We submitted a research plan to the Hokkaido University Hospital Research Ethics Committee in December
2016, and the plan was approved in April 2017. Hokkaido University has already collected approximately 130 blood
samples for exploring genetic alterations in a patient subgroup as part of several ongoing clinical studies. It should
be emphasized that written informed consent must be obtained for blood samples to be registered.

[2] Multi-center clinical research projects
We are conducting several multi-center clinical studies that would be aided by our planned registry. To identify

genetic markers for disease progression, we are currently registering patients with unilateral moyamoya who



experienced bilateral disease progression for a study investigating single nucleotide polymorphism frequencies in
RNF213 (SUPRA Japan study; Miyamoto S). A study to identify an optimal neuroimaging marker for cognitive
dysfunction (COSMO Japan study; Miyamoto S) finished enrolling study participants in December 2016, and data
analysis has recently begun. An investigation into the progression of asymptomatic moyamoya for optimizing
surgical indication guidelines (AMORE study; Kuroda S) has finished enrolling patients and has begun a 5-year
observation period. A study to optimize treatment strategies for elderly patients (MODEST study; Tominaga T) has
started enrolling participants. A study into whether surgical revascularization can prevent recurrent hemorrhage
(JAM trial; Miyamoto S) has already finished, and the results of a recent data analysis (Takahashi J) identifying a

subgroup at high risk of recurrent hemorrhage will be published in an international journal.
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