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DIAN-J study is a part of the global DIAN study (Bateman R., PI, Morris dJ., co-PI/former PI)
of Washington University. Therefore, the complete reproduction including Japanese translation
of protocol, a procedure manual, written consent and the psychology test needs inspection of
translation reverse to becoming it. Dr. Mori (Osaka City University, PI) let all documents and
operations for DIAN-J study to meet the US version of DIAN study about the points where vary
in the Japan-U.S. medical standard, custom with the protocol by an additional note together work
with Drs. Shimada (Osaka City University), Shoji (Hirosaki University), Ikeuchi (Niigata
University), Suzuki (Tokyo University), Matsuda (NCNP), Senda (Institute of Biomedical
Research), Ishii Tokyo Metropolitan Geriatric Hospital and Institute of Gerontology), and started
enforcement promotion.

In addition, as Dr. Sekijima (Shinshu University) claimed that genetic counseling is encouraged
for subjects without symptoms in Japan, we reached to the agreement that all the study entrees
for DIAN-J study receive the genetic counseling because of most entrees are asymptomatic due
to their being at the preclinical stage of AD. To meet this decision, we asked their support by the
Japan's National Liaison Council for Clinical Sections of Medical Genetics (President, Yoshimitsu
Fukushima, Shinshu University) to carry it out.

In addition, the confirmation of the inspection qualification requires the presentation of the
personal information of all participants involved in DIAN-J study and their authorization,
training, too. Clinical facility sites, the PET facilities stand on the questions and answers on one
of the local inspection by the staff from Washington University in charge and begin to receive the
certification, and the acceptance of the study participant is enabled.

Drs. Shimada, Shoji, Ikeuchi, Suzuki who were the site PI are also responsible to promote entry
participation and to prepare the persons in charge for the study. As a result, all of four clinical
sites and of two PET sites succeeded in completing these works, Osaka City University and
Hirosaki University started entries and the study.

It is as follows more specifically.



Dr. Ikeuchi and others established logistic to transfer the entree’s samples (plasma,
cerebrospinal fluid, genomic DNA, RNA, lymphoblastic cell line) in Niigata University that were
delivered from all domestic sites in Japan then to send them to the United States. Dr. Ikeuchi
also established the extraction method of genomic DNA and the lymphoblastic cell line from a
living body sample. The genetic test that is the key information for the purpose of the Recruit
promotion of the entry candidate of the DIAN-J clinical study was carried out at Niigata
University about the samples that the agreement were provided.

Dr. Senda and others established the PET imaging as for the brain glucose metabolism by FDG
and amyloid burden by 11C-PiB according to the protocol of the DIAN project carrying out in the
United States. Therefore, because it was necessary to receive authorization of DIAN
headquarters about the quality (including the guarantee of quality system) of the PET drug and
quality (including the performance of the PET camera) of the PET imaging, every facilities
translated relations document and data into English in (tip medical center and Tokyo
Metropolitan Geriatric Hospital and Institute of Gerontology) and submitted it to the DIAN
headquarters and were able to get a result, authorization. Under this certification, Institute of
Biomedical Research, carried out 6/2, 6/24 of 2016, three imaging of 1/23 of 2017 in total. I
submitted the data to the American DIAN headquarters and was made accept.

Dr. Matsuda and others offered the MRI device information of MRI participation facilities to
Washington University sequentially. Furthermore, upload of a phantom data and a volunteer
data to Washington University sequentially. The settled imaging sequence is structure MRI,
diffusion tensor image and combination fMRI at rest. Dr. Matsuda imaged the field mapping to
revise a distortion of combination fMRI at rest. In addition, in the case when subjects hesitate
their cooperation to the imaging study, only a diffusion weighted image but not a diffusion tensor
image are allowed and combination fMRI at rest was potently allowed to be performed.
Phantom quality official approval scan protocol

1) Positioning
2) Three dimensions of QC phantom sagittal sections Highway MPRAGE
3) QC phantom crossing fMRI at rest
Human volunteer scan protocol
1) 3 direction talent scouts
2) Crossing T2*/GRE
3) Crossing FLAIR
4) Three dimensions of sagittal sections Highway MPRAGE
5) Crossing DTI (Full) or DWI (short)
6) Crossing fMRI (subject eye opening) at rest
7) Field mapping
8) Crossing ASL (subject eye opening)
9) Crossing fMRI -OLD (subject eye opening) at rest
10) Crossing T2 FSE/TSE

Contracted scan protocol in the case when subjects hesitate their cooperation to the imaging



Study.
1) Scan #1 3 direction talent scout
2) Crossing T2*/GRE
3) Crossing T2 FLAIR
4) Three dimensions of sagittal sections Highway MPRAGE

5) Diffusion weighted image sequence
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