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Initiative on Rare and Undiagnosed Diseases,IRUD is a project to establish a nation—wide,
cross—disciplinary medical care system to diagnose undiagnosed diseases throughout Japan
and to find causes and cures for such diseases

In order to establish such a system for undiagnosed diseases in adults, we divided the
whole country into about 10 district blocks and set up central hospitals in each district.
A diagnostic committee was established with the leadership of the diagnostic chairperson
at the central hospital involving multiple departments within the hospital. Achievement
in FY2016 included structure of the diagnostic committee at the central hospital,
maintenance of the secretariat system and contact point, establishment of expert outpatient
clinic, establishment of data storage system, posting on the website, publicity of the
project inside and outside the hospital by holding a briefing session and public relations
with the community medical association to promote collaboration. Meanwhile, with regard
to 22 specialized areas, clinical specialized subcommittees were formed by disease experts
at each central hospital. Research ethics approval by Institutional Review Board was
obtained at each hospital. Regional diagnostic networks were formed with the collaboration
of multiple hospitals in each district. Furthermore, for undetermined diseases that are
considered to be inappropriate for IRUD entries, a network of genetic testing facilities
was established for each disease.

The system for genetic analysis in IRUD was established so that a central gene analysis
consortium accepted specimens from center hospitals throughout the country and conduct a
comprehensive genetic analysis, mainly whole exosome analysis. Sample logistics from each
center hospital to the analysis consortium / resource center was prepared so that DNA
extraction and cell line preparation from anonymized blood specimens were carried out
utilizing external contractors, and a flow to send to the central institutions was
established. Sample logistics was also established for already extracted DNA specimens at
each site hospital. Regarding clinical information, a mechanism to send information from
clinical hospitals to analysis centers / central data centers were developed using patient
sheets.

A working group centered on analysis consortium was formed to promote standardization of
data acquisition by establishing common protocol, sharing information of analysis pipeline,
and contriving reporting method for analysis results. It was proposed that the timeline
up to the first analysis report to center hospitals to be about 6 months.

IRUD Exchange implemented data sharing format to streamline data sharing of clinical
information conforming to Human Phenotype Ontology and genetic analysis results and to
facilitate international collaborative researches. Set-up of IRUD Exchange was completed
at each center hospital. Hands—on seminar on data entry of IRUD Exchange was held on
February 26.

We have completed the above system upgrading and actually started entry of cases. As of
the end of FY2008, 128 samples, 124 specimens extracted, and 252 specimens in total were

submitted to the analysis center via external suppliers. Dystonia - Motor neuron disease
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as the main body, and new etiologic gene candidates were identified in cases with multiple
organ failure.

On January 18, we held an IRUD joint meeting for IRUD in Adult and Child. We presented the
above research results and shared issues on promoting IRUD. We also shared the current
status of the Central IRB on domestic and overseas, and gained a consensus on promoting
IRUD as a model project of CIRB.

IRUD would solve access problems and bias of expertise for rare and undiagnosed diseases

by prevailing diagnostic scheme at national level.
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