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“Disclosure documents regarding life science and medical research involving
human subjects (English)”

Research project title :
Analysis of lipid-related proteins to elucidate the causes of severe
hypertriglyceridemia

* Introduction

Dyslipidemia is an important risk factor for ischemic heart disease, and its causes
include genetic factors, environmental factors such as diet, and other diseases such as
acute pancreatitis. Dyslipidemia is classified into types I to V, with types I, IV, and V
showing extremely high levels of triglycerides (TG). Lipoprotein lipase (LPL) and its
vascular endothelial anchor protein, GPIHBP1, play important roles in the breakdown of
TG in the blood. In recent years, the pathogenesis of severe hypertriglyceridemia has been
elucidated, revealing that in addition to genetic abnormalities in LPL and GPTHBPI,
autoantibodies against these proteins can also be the cause. Furthermore, multifactorial
chylomicronemia syndrome (MCS) has been proposed as a condition involving multiple
of these causes. The research group led by Robert Hegele at Western University, a
collaborating research group in this study, is accumulating cases and continuing research
to elucidate the causes of severe hypertriglyceridemia, including MCS. However, many
aspects of the mechanism of severe hypertriglyceridemia remain unclear, making it
difficult to clearly classify dyslipidemia. It is hoped that establishing a diagnostic method
that allows for detailed evaluation of severe hypertriglyceridemia and classification of
dyslipidemia based on its cause will be useful in selecting treatments and developing new
therapeutic drugs.

Previously, measuring the concentration of LPL in the blood, which is crucial for the
dissolution of triglycerides (TG), was unable to distinguish between complete LPL and
degraded fragments. A newly developed reagent for measuring intact LPL concentration
at the Immuno-Biological Laboratories Co, Ltd. can measure only complete LPL.
Therefore, we believe that an analytical method combining blood TG levels and this intact
LPL level can be used to evaluate the causes of severe hypertriglyceridemia, and we are
continuing our research in this area.

This study aims to establish an analytical method for elucidating the causes and
mechanisms of severe hypertriglyceridemia by measuring lipase-related proteins,
including intact LPL concentration, and their autoantibodies in blood samples previously

collected from patients with severe hypertriglyceridemia.
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This research utilizes samples ("samples"), which are parts of the human body used in
the study, such as blood, tissue, and cells, as well as information ("information") related
to human health, such as disease names, medications, and test results recorded during the
course of diagnosis and treatment. This section explains the use of these already stored

samples and information.

* Purpose and method of use of samples and information used in research (including
the method of providing them to other institutions if applicable):

At Western University's School of Medicine and Dentistry, a portion of the serum or
plasma samples remaining from the blood collected during medical examinations will be
mailed to the Department of Clinical Laboratory Medicine, Graduate School of Medicine,
Gunma University. Using these serum or plasma samples, lipid-related proteins
(conventional LPL method, intact LPL, HTGL, EL, ApoC3, ApoAS, ANGPTL4) and
their autoantibodies will be measured at the Department of Clinical Laboratory Medicine,
Graduate School of Medicine, Gunma University, for secondary use in research. In
addition, the diagnosis name and serum TG level information will be provided to Gunma
University from Western University's School of Medicine and Dentistry and will be
analyzed together with the lipid-related protein measurement results. The samples and
information provided will be pre-processed to remove personal information at the
providing research institution (Western University's School of Medicine and Dentistry),
and will be provided to Gunma University, the receiving research institution, in a state

where individuals cannot be identified.

* Individuals who will be the subject of the research

The study will utilize residual samples collected during visits of severe
hypertriglyceridemia at the Western University School of Medicine and Dentistry, a
collaborating research facility, from January 1, 2020, to December 31, 2024, and currently
stored. The study participants are 170 individuals with serum triglyceride levels of 880
mg/dL or higher who were registered for the study "Candidate gene sequencing, genetic
and genomic analysis for identification of new genetic determinants of intermediate traits
of atherosclerosis, dyslipidemia, diabetes, obesity, hypertension, lipodystrophy, and other
rare metabolic or cardiovascular disorders in the human population. 07920E (Approval
Number 0379)".

* Research period

The research period will run from the date of approval by the Dean of the Faculty of
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Medicine at Gunma University until March 31, 2031. The planned start date for using or

providing samples and information is June 2026.

* Items of samples and information used in the research

At the Western University School of Medicine and Dentistry, a portion of the serum or
plasma samples remaining from the blood collected for measurement will be used at
Gunma University to measure lipid-related proteins (conventional LPL method, intact
LPL, HTGL, EL, ApoC3, ApoAS5, ANGPTL4) and their autoantibodies using their
respective reagents. In addition, clinical information on diagnostic names and serum TG
levels provided by the Western University School of Medicine and Dentistry will be used
in the study. Based on the measurement results, statistical analysis will be conducted
jointly by Gunma University and its collaborating institution, the Western University

School of Medicine and Dentistry.

* Expected disadvantages (burdens/risks) and benefits
This research will not impose any additional burden on patients beyond their routine
medical care. Furthermore, there are no direct benefits or risks for patients participating
in this study. However, we believe that future research findings may contribute to
elucidating the causes of dyslipidemia and discovering new treatments and diagnostic
methods, potentially benefiting the treatment and health of many patients.
There will be no cost to the research participants for measurements. No compensation

will be paid for their cooperation.

- Management of personal information

To prevent the leakage of personal information, the Western University School of
Medicine and Dentistry, a collaborating research institution, has taken strict measures
such as removing personally identifiable information, digitizing data, and encrypting data
files to prevent third parties from accessing personal information. The Department of
Clinical Laboratory Medicine, Graduate School of Medicine, Gunma University, handles
samples and information in a way that does not identify individuals.

Furthermore, during the implementation process of this research and the publication of
its results (conferences, papers, etc.), no information that could identify patients will be

included.

* Storage and disposal of samples and information

The blood and other samples obtained through this research will be stored at the
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Department of Clinical Laboratory Medicine, Graduate School of Medicine, Gunma
University (Laboratory 1, 2nd floor, Clinical Research Building, -80°C frozen storage,
Manager: Katsuhiko Tsunekawa). After testing, the samples will be stored for 5 years
after the completion of the research for re-measurement. After the storage period ends,
any personally identifiable information will be removed before disposal. In addition, the
information obtained will be stored under the responsibility of the research director at
Gunma University Hospital at the Department of Clinical Laboratory Medicine, Graduate
School of Medicine, Gunma University (Graduate Research Room, 2nd floor, Clinical
Research Building, data files: password-protected on a computer with restricted access,
paper documents: locked storage). After the completion of the research, the information
will be stored for 5 years, and after the storage period ends, any personally identifiable
information will be removed before disposal (data files: data erasure software used, paper

documents: shredded).

* Attribution of research results

The results obtained from this research may generate intellectual property such
as patent rights. However, even in that case, the patent rights will belong to the
researcher or the research institution to which they belong, and you will not acq

uire any such rights.

* Research funding
The research funds necessary for this study will be provided through scholarships and
donations in the Department of Clinical Laboratory Medicine. There will be no cost to

the research participants themselves, nor will there be any compensation.

* Conflict of interest

When a research group receives funding from sources other than public funds, such as
pharmaceutical companies, concerns may arise as to whether the clinical research is being
conducted for the benefit of the company, or whether the publication of the clinical
research results will not be fair (i.e., only results favorable to the company will be
published). This is called a conflict of interest (a situation where the interests of patients
conflict with those of the research group or pharmaceutical companies). The conflict of
interest in this research has been approved by the Gunma University Conflict of Interest
Management Committee. Furthermore, the fairness of the conflict of interest in this
research will be maintained by regularly reporting the research process to the Gunma

University Conflict of Interest Management Committee. Collaborating research

10
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institutions will follow the necessary procedures regarding the situation of conflicts of

interest related to this research, based on the regulations established by each institution.

* Regarding the “Gunma University ethics review board for medical researc
h involving human subjects”

The validity and methodology of this research have been thoroughly examined by
many experts. Gunma University has established an ethics review board for medical
research involving human subjects, which has reviewed and approved the research to
ensure its scientific and ethical integrity.

* Research organization

This research is being conducted primarily by the Department of Clinical Laboratory
Medicine, Graduate School of Medicine, Gunma University, and the Department of
Clinical Laboratory Medicine, Gunma University Hospital, in collaboration with a
Canadian institution. This collaborating institution is the School of Medicine and

Dentistry, Western University.

The principal investigator and co-investigators responsible for this research are as
follows:
Principal investigator
Aftiliation/Job Title: Department of Clinical Laboratory Medicine, Gunma
University Graduate School of Medicine /Associate Professor
Name: Katsuhiko Tsunekawa
Contact phone number: +81-27-220-8576

Co-investigator
Affiliation/Job Title: Clinical Laboratory Center, Gunma University Hospital
/Chief Clinical Laboratory Technologist
Name: Kiyomi Nakajima
Contact phone number: +81-27-220-8576

Co-investigator
Affiliation/Job Title: Medical Education and Development, Gunma
University Graduate School of Medicine / Assistant Professor
Name: Akihiro Yoshida
Contact phone number: +81-27-220-8576

11
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Co-investigator
Affiliation/Job Title: Clinical Laboratory Center, Gunma University Hospital
/Clinical Laboratory Technologist
Name: Takumi Nagasawa
Contact phone number: +81-27-220-8576

Co-investigator
Affiliation/Job Title: Department of Clinical Laboratory Medicine, Gunma
University Graduate School of Medicine /Visiting Professor
Name: Masami Murakami
Contact phone number: +81-27-220-8576

[ Collaborating institution]
Research Director
Affiliation/Job Title: Schulich School of Medicine & Dentistry, Western
University / Professor
Name: Robert Hegele
Contact address: 4288A-1151 Richmond Street North, London, Ontario N6A
5K8, Canada.

* Contact point for inquiries regarding the rights of research participants or in the
event of health problems.

If research participants require further information regarding this research and their
rights, or if they experience any health problems, please contact the person listed below.
Please feel free to contact us at any time if you have any questions.

If you do not wish to be a research participant and your samples and information may
be used in this research, please contact the address below. There will be no disadvantages

to not becoming a research participant.

[ Contact information for inquiries and complaints ]
Affiliation/Job Title: Department of Clinical Laboratory Medicine, Gunma
University Graduate School of Medicine /Associate Professor
Name: Katsuhiko Tsunekawa
Contact address: 3-39-15 Showa-machi, Maebashi, Gunma, Japan
Contact phone number: +81-27-220-8576

12
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In addition to inquiries and complaints, the above contact point also handles the following

matters:

(1) Access to (or acquisition of) materials related to the research plan and research
methods, and the methods for doing so.

*This is limited to the extent that it does not interfere with the protection of the
personal information and intellectual property of other research participants.

(2) Disclosure of personal information of research participants and the procedures for
doing so (including the amount of fees).

(3) If a request for disclosure, correction, or cessation of use of research participants’
personal information cannot be fulfilled, an explanation of the reason must be
provided.

(4) Notification regarding the use of samples and information provided by research
participants.

@ Purpose and method of use of samples and information (including the method
of providing them to other institutions if applicable).

Items of samples/information to be used or provided.

Range of users.

Name or title of the person responsible for the management of samples and

information.

© ©®eO

The ability to cease the use of samples and information that identify research
participants or their representatives, or to cease providing such samples and
information to other research institutions, and the method for receiving such

requests.
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