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Overview

Health and Global Policy Institute (HGPI) is a non-profit, independent, non-partisan policy think tank established in 2004 with the mission of
achieving citizen-centered health policy. In addition to providing policy options to society for conventional health policy issues like infectious diseases
and non-communicable diseases (NCDs), HGPI is also taking action on various issues that impact society but were previously viewed as separate from
the health policy framework, such as women'’s health, children’s health, and planetary health.

Although health policy spans a wide variety of topics, intractable diseases are one of the most important. While they are often discussed alongside
rare diseases, certain aspects of intractable diseases place particularly heavy physical and psychological burdens on patients. We have yet to identify
the underlying mechanisms or establish clear treatment methods for intractable diseases. They also require patients to undergo long-term treatment.
Japan currently designates 341 conditions as “intractable diseases” and they are estimated to affect over 1 million people.

Starting the compilation of the “Outline of Intractable Disease Measures” in 1972, the Government of Japan has been advancing measures for
intractable diseases through the promotion of R&D, improving the healthcare provision system, and supporting patients, mainly through the
subsidization of care. After the formation of the Liaison Council for Intractable Disease Treatment and establishment of Intractable Disease Support
Centers in each prefecture in 1998, joint efforts with the welfare system have been underway to improve living environments and provide
employment support for people living with intractable diseases. The Long-Term Care Insurance System has made it possible to provide long-term
care to people who require it due to an intractable disease, and a direction for intractable disease measures that include promoting healthcare and
improving the social environment was set by the enactment of the Act on Medical Care for Patients with Intractable Diseases in 2014.

However, measures for intractable diseases face a number of lingering issues. For the healthcare provision system, these include information
disparities, in which people do not receive enough of the information they need; long diagnostic delays or diagnosis lag; regional healthcare
disparities; and collaboration spanning pediatric healthcare to adult healthcare. There are also a number of actions that should be taken for R&D. For
example, we hope to see the establishment of a data aggregation system to further basic research on each disease as well as the promotion of
Patient and Public Involvement (PPI) to encourage research that reflects patients’ needs in the development of therapeutics.

At this symposium, we held a multi-stakeholder discussion on the nature of intractable disease control to identify issues to address in the future and
disseminate those issues to greater society.

Date & Time: Thursday, May 23, 2024; 15:00-17:00 JST
Format: Hybrid (In-Person and Online (Zoom Webinars))
Venue: Event Field, Grand Cube 3F, Otemachi Financial City, Global Business Hub Tokyo

Program: (In no particular order; titles omitted. Please note that positions listed are current as of the day of the meeting.)

15:00-15:05 Opening Remarks: Marking the Occasion for Intractable Disease Day
Kunio Tsuji (Standing Director, Japan Patients Association (JPA))

15:05-15:20 Presentation 1: The Past and Future of Measures for Intractable Diseases From the Viewpoint of Civil Society
Yukiko Nishimura (President, NPO ASrid)

15:20-15:35 Presentation 2: Measures for Intractable Diseases in Japan
Masaaki Yokota (Deputy Director, Intractable Disease Control Division, Public
Health Bureau, Ministry of Health, Labour and Welfare (MHLW))

15:40-15:55 Presentation 3: Current Initiatives in Intractable Diseases from AMED
Tadayoshi Nakashima (Research Officer, Intractable disease/Rare disease,
Rare/Intractable Disease Project, Division of Strategic Planning and Evaluation,
Department of Innovative Drug Discovery and Development, The Japan Agency for Medical Research and Development (AMED))

15:55-16:10 Presentation 4: Measures for Intractable Disease in Local Governments
Shizuko Tsushima (Director, Cancer and Disease Control Division, Healthcare and
Medical Services Department, Health and Medical Services Bureau, Kanagawa Prefectural Government)

16:10-16:25 Presentation 5: Co-creating Research with Patients and Citizens
Atsushi Kogetsu (Assistant Professor, Department of Biomedical Ethics and Public Policy, Graduate School of Medicine,
Osaka University)

16:30-17:00 Panel Discussion: The Future of Intractable Disease Control from the Perspectives of Patients and Citizens
Keita Otubo (Secretary General, Japan Patients Association (JPA))
Atsushi Kogetsu
Tadayoshi Nakashima
Yukiko Nishimura
Masaaki Yokota
Moderator
Shunichiro Kurita (Senior Manager, HGPI) 2
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Opening Remarks: Marking the Occasion of Intractable Disease Day

Kunio Tsuji (Standing Director, Japan Patients Association (JPA))

To commemorate the May 23, 2014 enactment of the Act on Medical Care for Patients with Intractable Diseases, or the
“Intractable Disease Act,” the Japan Patients Association (JPA) registered May 23 as “Intractable Disease Day.” This year marks
the tenth anniversary of the passage of that Act.

Estimates show that as of March 31, 2022, 1,050,000 people in Japan were receiving subsidies for healthcare costs associated
with what the Government defines as “designated intractable diseases.” There were 105,000 people living with “specified
pediatric chronic diseases.” Based on these figures, we can deduct that one out of every 100 people in Japan lives with some
form of intractable disease.

Advances in treatment and research mean that a growing number of people living with intractable diseases are able to lead the
same lifestyles as people without such conditions. However, some people experience recurrence, relapse, or progression of their
condition that leads to various challenges, such as to their ability to remain in the workforce. Furthermore, only 30% of people
living with intractable diseases hold certificates of disability, and | am often told that people are hesitant to tell potential
employers about their intractable disease when searching for employment.

In the Basic Policy on Intractable Diseases, the Minister of Health, Labour and Welfare states the need to establish an
environment that allows people living with intractable diseases to be able to disclose their condition with peace of mind as well
as to balance treatment and work, but the current reality is that it is difficult for people to do so. Other problems in this area
include regional disparities in healthcare provision and consultation support systems; school enroliment for children who require
continuous medical care; challenges in the transitional phases from childhood to adulthood; and a lack of involvement for people
living with intractable diseases in disability pensions and welfare for people with disabilities.

Intractable diseases can impact any citizen, and Japan enacted the Intractable Disease Act to support people living with
intractable diseases and their families in its capacity as a mature society. In the past, Health and Global Policy Institute (HGPI) has
presented policy recommendations focusing on health policy and various issues facing society, so expectations are high now that
they have launched a project for intractable diseases. It is my sincere hope that today’s symposium will be very fruitful, and that
we can generate better recommendations thanks to the involvement of a diversity of stakeholders, starting with people most
affected by intractable diseases.
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Presentation 1: The Past and Future of Measures for Intractable Diseases From the Viewpoint of Civil Society

Yukiko Nishimura (President, NPO ASrid)

In October 1972, when the Outline of Intractable Disease Measures was formulated, the term “intractable diseases” referred to
rare diseases, or diseases that affect few people and are difficult to cure. In the Act on Medical Care for Patients with Intractable
Diseases (hereinafter, the Intractable Disease Act), which was formulated 42 years later, the term came to encompass three
items: rare diseases, intractable diseases, and long-term chronic diseases. While that law had been a long time in the making for
related parties when it was enacted in 2014, the term “intractable disease” had already become a well-recognized concept in
society. This created a slight gap between the legal definition of the term and how it is perceived by people living with intractable
diseases and their families.

From September 30, 2023, to November 8, 2023, ASrid conducted a questionnaire survey of people living with intractable
diseases and their families to gauge attitudes toward the new intractable disease measures introduced by the December 10,
2022 revision of the Intractable Disease Act. Items ranked favorably by respondents included “Provisions for retroactive billing
that goes back to the emergence of severe symptoms” and “The issuance of registration certificates.” Issues that were pointed
out included “The review of eligible parties and certification” and “The expansion of subsidies.”

ASrid has also been making progress in collaboration between the field of intractable diseases and other fields, as well as with the
general public.

In June 2023, we established a group called the “Association for a Society with Easy Access to Clinical Trials for Everyone.” With
an emphasis on being inclusive for everyone in discussions and on conveying requests appropriately, that group aims to discuss
whether accurate information regarding clinical trials is being provided in an easy-to-understand manner. The people who
originally started it serve on councils, at intermediary organizations, or as researchers or physicians in the fields of oncology, rare
diseases, and intractable diseases. Its observers include the Ministry of Health, Labour and Welfare and the National Institute of
Public Health, and the Japan Pharmaceutical Manufacturers Association serves as its secretariat. Together with such members,
we recently submitted a request to the Government on the creation of a clinical trial database that is easy to access and
understand.

Efforts to raise awareness for intractable diseases include a movement to designate a day as Rare Disease Day (RDD) that was
launched in 16 European countries in 2008. RDD is now observed on the last day of February every year. As the largest social
awareness event in this field, the aim of RDD is to improve QOL for people living with rare or intractable diseases and for their
family members. The first RDD observed in Japan took place in 2010. RDD2024 marked its fifteenth anniversary with events held
in 75 countries.

In addition to patient advocacy and support associations in various fields of disease, or hospitals and other organizations on the
provider side of healthcare, the wide range of official hosts of RDD2024 also included libraries, middle schools, high schools, and
shopping malls. RDD is characterized by the involvement of a wide variety of participants who actively disseminate information
out of a desire to inform as many people as possible about rare and intractable diseases and to think about them together.

The saying, “Nothing about us without us” also applies to the area of intractable diseases, so in the future, we will continue
working together with patients to consider what information patients need, and convey shared messages with everyone. This
area is broad, so it may be difficult to encompass every intractable disease. However, we must have people affected by
intractable diseases join our team and think together
with us. It will be important for us to unite our voices
when communicating to the general public and to
continue putting action into motion.
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Presentation 2: Measures for Intractable Diseases in Japan

Masaaki Yokota (Deputy Director, Intractable Disease Control Division, Public Health Bureau,
Ministry of Health, Labour and Welfare (MHLW))

Key points of the Revised Intractable Disease Act and Revised Child Welfare Act

The revised Intractable Disease Act and revised Child Welfare Act include the expansion of suitable medical care and support for
daily life while undergoing care for people like those living with intractable diseases or with specified pediatric chronic diseases;
and the establishment of stipulations for databases for designated intractable diseases and specified pediatric chronic diseases.
From last year to this year, these revised laws are being implemented in stages.

These revisions of measures for intractable diseases and pediatric chronic diseases are based on the written opinion of an MHLW
deliberation council that includes members of patient advocacy groups for designated intractable diseases and specified pediatric
chronic diseases that was presented in July 2021.

As for the main revisions, first, starting in October 2023, the timing of initial availability of medical expense subsidies was
changed from the time of application to the time of onset of severe symptoms, and it was made possible for people to receive
retroactive payments for up to three months prior to the date of application. Furthermore, to strengthen community support
systems, the laws outline collaboration among Intractable Disease Consultation and Support Centers and people involved in
welfare and employment support, enshrine the establishment of Regional Councils on Measures for Specified Pediatric Chronic
Diseases into law, and obligate Regional Councils for Intractable Diseases and Regional Councils for Specified Pediatric Chronic
Diseases to endeavor to collaborate.

In addition, in April 2024, a program was established to issue certification to people living with designated intractable diseases to
facilitate the use of welfare, employment, and other support services. It also became possible to provide pharmaceutical
companies and other such parties with anonymized data from the databases for designated intractable diseases and specified
pediatric chronic diseases that has been processed so individuals cannot be identified. For example, when used as part of R&D at
pharmaceutical companies, such data might be used to organize and grasp epidemiological information on specific groups, to
collect new data on individual patients, or to understand and analyze information for approaching patients. We hope such
information will be useful in drug discovery.

Promoting healthcare DX and the future direction for intractable disease measures

Given the importance of promoting the effective use of health, medical, and long-term care information to contribute to better
health for individuals, to streamline operations in real-world healthcare settings, and to provide more efficient and effective
healthcare and other services, the “Schedule for the Promotion of Healthcare DX” was compiled in June 2023 to achieve digital
transformation (DX) in healthcare. Moving forward, we would like to improve the environment surrounding people living with
intractable diseases and specified pediatric chronic diseases by advancing initiatives for healthcare DX according to that schedule.

For example, among ongoing efforts to integrate My Number cards with health insurance cards, a system that links medical
subsidy data called Public Medical Hub (PMH) is being established so My Number cards can be used as proof of eligibility for
medical subsidies. This will eliminate the need for people living with intractable diseases or similar parties to carry paper
certificates, thus reducing the risk of losing or forgetting their certificates and the need to make multiple trips to health facilities.
For health institutions, this system will eliminate the need for the manual entry of beneficiary information while providing access
to up-to-date information on medical subsidy eligibility, thus reducing operational expenses associated with medical subsidy
eligibility confirmation.

Another ongoing initiative is “Medical Service Fee Revision DX,” which aims to minimize burdens on health institutions by
maximizing the use of digital technology. Efforts are underway to develop a shared calculation module (using standard medical
claims computers) and to create master data for medical subsidy information for national and local public benefits. Disseminating
the “Medical Service Fee Revision DX” system to all health institutions will make it possible to calculate local public benefits as
benefits-in-kind as well as determine high-cost medical care expenses across health institutions (with no need for
reimbursements). It will also make it possible to digitize the paperwork used for tracking upper out-of-pocket cost limits for local
and national public benefits. These advances will ease the burden on health institutions while benefiting people living with
intractable diseases.
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It will also be important to promote the development of effective treatments or new pharmaceuticals and medical devices
related to intractable diseases. While providing adequate protection to the rights and interests of the patients themselves, we
will enable researchers and pharmaceutical companies to analyze health data and other information in the form of big data and
improve the environment so the results of innovation in medicine and healthcare can be returned to citizens and patients. Efforts
to examine the secondary use of healthcare information and other information are also advancing. For example, it may be
possible to use or provide anonymized data when it has been determined there is considerable public interest in doing so. After
implementing ample security measures, another possibility may be to establish a visiting analysis environment that allows the
centralized and safe use and analysis of public databases.

In conclusion

As | mentioned in my introduction, the revised Intractable Disease Act and revised Child Welfare Act were enacted in 2022.
Owing in part to related parties’ preparations and cooperation, the content of those revised laws was implemented smoothly in
October 2023 and April 2024. However, | think there are still items that remain to be addressed. Today, | gave an overview of the
situation surrounding efforts to examine initiatives for healthcare DX. While continuing to gather opinions from related parties, in
the future, | would like for us to advance each initiative to benefit people living with intractable diseases, people living with
specified pediatric chronic diseases, and those close to them.
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Presentation 3: AMED Initiatives for Rare and Intractable Diseases

Tadayoshi Nakashima (Program Officer and Research Officer, Division of Strategic Planning and Evaluation,
Department of Innovative Drug Discovery and Development, the Japan Agency for Medical Research and
Development (AMED))

AMED’s support system for intractable disease research

In accordance with the second phase Plan for Promotion of Medical Research and Development, the Japan Agency for Medical
Research and Development (AMED) has established a system that supports six integrated projects arranged by processes and
types and that span the field of medicine from Basic Studies to Applied Studies for seven major disease areas (cancer, lifestyle
related diseases, mental and neurological disorders, aging and dementia, rare and intractable diseases, child health and
development, and infectious diseases).

The Practical Research Project for Rare / Intractable Diseases (the “Intractable Disease Project”) has assigned personnel to five of
those integrated projects (Pharmaceuticals; Medical Devices and Healthcare; Regenerative Medicine and Cell and Gene Therapy;
the Project for Genome and Health Related Data; and Basic Medical Research).

In addition to designated intractable diseases, the Intractable Disease Project targets rare and/or intractable diseases that meet
four conditions: unknown mechanism of onset, no established treatment method, rarity, and requiring long-term medical
treatment. Aiming to overcome diseases by elucidating underlying causes and pathophysiology and by developing innovative
diagnostic, therapeutic, and preventive methods, the Project supports research on approximately 200 items each year.

Characteristics of research in the field of rare and intractable diseases

Because rare and intractable diseases affect small groups of people, they have low marketability and it is difficult to establish
businesses in these areas. This can make it difficult to get the private sector to lend its cooperation. It is also difficult to
accumulate the necessary number of cases for regulatory approval, and development is very challenging. Furthermore, the
underlying causes of these conditions are unknown, which hinders efforts to identify development targets. There are also some
conditions for which evaluation methods have yet to be established.

Additionally, there are many unmet medical needs for intractable diseases that lack effective conventional treatment options.
Another characteristic of this area is that many attempts are being made to respond to these conditions with the latest scientific
technologies, such as nucleic acid medicine, gene therapy, and regenerative medicine. Furthermore, the absence of alternative
treatments means that benefit-risk assessments sometimes differ from other diseases. Many of the researchers supported by the
Intractable Disease Project are in academia. There are 341 designated intractable diseases and over 8,000 intractable diseases.

In March 2022, AMED conducted an investigation of current conditions and trends in Japan, the U.S., Europe, and China that
examined regulatory measures for rare and/or intractable diseases as well as the circumstances and environment surrounding
companies engaging in R&D. To make the most of those findings in designing a new call for proposals, AMED began providing
support to researchers engaged in initiatives for ultra-rare diseases, utilizing real world data (RWD) registries, and precision
medicine. AMED is also promoting the utilization of intractable disease research data through the Intractable Disease Platform
and the Initiative on Rare and Undiagnosed Diseases (IRUD).

Recent achievements for the Intractable Disease Project include regulatory approval for Viltolarsen, a nucleic acid medicine for
Duchenne muscular dystrophy (DMD); and Rituximab for systemic scleroderma and intractable pemphigus. In addition, in 2024,
regulatory approval has already been obtained for three drugs, including Sirolimus for refractory vascular tumors and intractable
vascular anomalies.

AMED activities undertaken in accordance with international goals
As the number of people living with rare and intractable diseases is small, international collaboration is also important. AMED
serves as a member of the International Rare Diseases Research Consortium (IRDIRC) and is working to establish methods of
providing definitive diagnoses, new treatment methods, and evaluation methods. As a result of these activities, AMED was able
to grasp international circumstances around efficient methods for ST
information sharing (standardizing terminology, data sharing, etc.) HCp
for rare disease phenotypes. This information was utilized to '
launch IRUD. Furthermore, by incorporating results of IRDIRC

studies, such as to improve diagnostic accuracy for undiagnosed

diseases, we achieved a diagnosis rate of 44%.

Promoting the co-creation of society through actions like Patient N, Z?If
and Public Involvement (PPI) in research is particularly important in *\ HGPI
the field of intractable diseases. AMED requires researchers to fully
consult patients from the stages of designing studies and clinical trial
protocols.
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Presentation 4: Intractable Disease Measures from Local Governments

Shizuko Tsushima (Director, Cancer and Disease Control Division, Healthcare and Medical Services
Department, Health and Medical Services Bureau, Kanagawa Prefectural Government)

Intractable disease measures in Kanagawa Prefecture

It has been reported that as of March 31, 2024, approximately 60,000 people in Kanagawa Prefecture had been diagnosed with
and met certain criteria for designated intractable diseases. As of April 1, 2024, 341 diseases in 14 disease groups had been
identified.

The support system for people living with intractable diseases in Kanagawa Prefecture is centered on the Kanagawa Intractable
Disease Consultation and Support Center. It provides Kanagawa residents living with intractable diseases and other community
members with consultation and support on daily life, opportunities for community exchange, and employment support. It is
operated by National Hakone Hospital, which has a long track record in treating neurological intractable diseases. (It has been
jointly operated under commission by the prefectural government and three designated cities since FY2017.) In FY2023, the
Center provided 1,239 consultations that covered information related to all aspects of daily life while undergoing medical
treatment; guidance for healthcare institutions and systems; and patient groups or peer support.

Consultations are also provided at public health centers in the region. Public health centers and municipalities work together to
maintain connections throughout the region by sharing information and collaborating through the Regional Council for
Intractable Disease Control; Hello Work offices, which provide employment consultation; and the Integrated Occupational Health
Support Center, which provides support for balancing health and work.

Kanagawa Prefecture has established a healthcare provision system for intractable diseases that includes four university hospitals
designated as coordinating base hospitals for intractable disease care. It has also defined eight medical regions in the prefecture
which include a total of 29 hospitals designated as supporting hospitals for intractable disease care. Kanagawa Prefecture has
also established a system for mutual collaboration that can be used to coordinate patient intake, including with other general
hospitals and clinics; to provide training; and to provide medical information. For people who would like respite care, there are
nine hospitals that provide it (excluding those that provide their own). Three new hospitals were designated as supporting
hospitals for intractable disease care in FY2023, which has helped to alleviate the uneven distribution of patients in the region.
Kanagawa Prefecture has also established a consultation support system centered on these facilities, public health centers, and
municipalities.

Future issues identified at the Council for Intractable Disease Control

The Council for Intractable Disease Control has identified a total of six issues, which include: establishing a seamless care
provision system for people living with an intractable disease since childhood; determining how the Intractable Disease
Information Collaboration Center and base hospitals can best share information; and implementing disaster measures for people
living with intractable diseases.

Among these issues, discussions on “establishing a seamless care provision system for people living with an intractable disease
since childhood” are advancing alongside ongoing discussions on the establishment of a system for healthcare during transitional
phases. A number of needs and issues were identified at the first Council meeting, which was held in FY2023. These included: the
need to support people living with intractable diseases when entering school or employment, during pregnancy or childbirth, and
at other such life events; insufficient cooperation for patients among health institutions; the lack recognition toward the
existence of or issues facing transitional phases for conditions that are specified pediatric chronic diseases but are not designated
intractable diseases; and the need to reinforce collaboration among relevant Government departments in pediatric chronic
diseases and intractable diseases.

Kanagawa Prefecture initiatives for pediatric chronic diseases include the Project to Support Independence for Children Living
with Chronic Diseases and the Project for Establishing a Healthcare Support System for Transitional Phases. The former aims to
leverage social resources in communities to provide support that is tailored to users’ environments and other characteristics. The
latter project aims to develop a system providing medical support during transitional phases, such as by establishing support
systems that involve collaboration among healthcare professionals responsible for each period of life, from childhood to
adulthood; or by providing support for autonomy and independence through activities like helping users improve their
understanding toward their own conditions.
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When people with specified pediatric chronic diseases enter adolescence and adulthood, they should be transferred from
pediatric departments to adult departments so they can receive suitable care. | believe that we need to create an integrated
system that provides support from childhood to adulthood, so that appropriate health care and support for independence can be
provided at each life stage.

Building a seamless healthcare provision system

The Kanagawa Transitional Healthcare Support Center was established by the National Hakone Hospital under commission from
the Project for Establishing a Healthcare Support System for Transitional Phases. Through its main activities, which include
providing consultation support by transitional care support coordinators (who provide advice for independence, information on
various systems, etc.) and establishing and maintaining a transitional care system that coordinates collaboration among pediatric
and adult departments (such as by collecting and publishing information on adult health institutions in each region or medical
field), the Kanagawa Transitional Healthcare Support Center is now building up a track record of successful consultations.

Lectures on healthcare are also being hosted once a year both in person and online for health and administrative institutions in
the prefecture. These events provide opportunities to gather opinions from various parties.

As for our future vision for healthcare support in transitional phases in Kanagawa Prefecture, we plan to continue building an
integrated support system with collaboration among various institutions including the Kanagawa Transitional Healthcare Support
Center so that community members can become more independent and continuously receive appropriate transitional healthcare
as they grow.
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Presentation 5: Co-creating Research with Patients and Citizens

Atsushi Kogetsu (Assistant Professor, Department of Biomedical Ethics and Public Policy, Graduate
School of Medicine, Osaka University)

Background of Patient and Public Involvement (PPI) in healthcare, research, and policy

As advances are made in science and technology and healthcare becomes more sophisticated, there has been growing
recognition toward the gap between healthcare, research, and policy, which are led by experts, and the challenges and needs of
healthcare beneficiaries. Given this context, over the past 20 years, the field of healthcare has seen an expansion of Patient and
Public Involvement (PPI) in real-world healthcare settings and in medical research. This occurred partly because of growing citizen
movement and patient-led activities, as well as the promotion of PPl as a matter of national policy. In 2017, INVOLVE, which was
established by the National Institute for Health and Care Research in the UK to support public involvement in the fields of
healthcare and welfare, defined PPI as, “Research being carried out ‘with’ or ‘by’ members of the public rather than ‘to’, ‘about,’
or ‘for’ them.”

In Japan, the movement for PPl began in the late 2000s, mainly in the field of oncology. More progress for PPl in research was
made in 2014, with the start of RUDY JAPAN, which had patient involvement; the launch of J-RARE, which is a patient-operated
rare and intractable disease patient registry platform; and efforts for PPI in clinical research on IPS cells (Muto et al.). Later,
AMED and other national organizations also began taking part in promoting PPI.

In recent years, there has been growing recognition toward the importance of having evidence in some form when formulating
and implementing policies. Simultaneously, more people are starting to recognize the importance of involving the people most
affected by policy in those processes. As one concrete example, in the health sector, focus has been placed on involvement from
patients when setting research priorities. However, despite the presence of existing examples of involvement, the results of
those efforts have not been fully utilized, and methods of reflecting the perspectives of patients in policies have yet to be
established.

Establishing evidence and patient involvement in policy through the Commons Project

Against this backdrop, starting in 2018, our team has been advancing an initiative called the Commons Project. It is funded by the
Japan Science and Technology Agency Research Institute of Science and Technology for Society (JST-RISTEX) under the title,
“Constructing a commons utilizing ICT to generate evidence for medical policy.” The Commons Project aims to generate evidence
that contributes to policy formulation in the fields of medicine and healthcare, particularly for rare diseases; and to examine
effective methods of involvement from and collaboration with stakeholders in generating evidence through practical efforts. One
result of the project was an international paper that was co-authored with patients and was published in November 2023.

The Commons Project began an initiative for patients and their families, researchers, and former policymakers to share their
knowledge and experience and to hold continuous discussions on generating evidence by establishing a forum called the
“Evidence Generating Commons.” The project ultimately included 43 participants and covered ten rare disease areas: myotonic
dystrophy, skeletal muscle channelopathies (non-dystrophic myotonias), hereditary angioedema, MECP2 duplication syndrome,
Huntington’s disease, spinocerebellar degeneration, tuberous sclerosis, Marfan’s syndrome, epidermolysis bullosa, and retinitis
pigmentosa.

Priority research topics were determined using a three step process:
Step 1: Clarification of difficulties faced by patients with rare diseases
Step 2: Development and selection of criteria for priority setting

Step 3: Priority setting through the application of the criteria

Over the course of these three steps, we held a total of over twenty workshops. In addition to being involved in advancing the
study, the patients who participated also took part in examining how to advance discussions, compiling findings, and co-
authoring the recommendations and report. Two of the criteria developed in Step 2 were used to identify research topics that
will be especially important for strengthening future rare disease research: those related to various quality of life (QOL) aspects,
and those related to expected findings that are likely to alleviate patients’ pain and burden and lead them to gain independence.
Furthermore, in Step 3, we identified research topics for which those two criteria apply: impediments to daily life, financial
burden, concerns about working and schooling, anxiety, pessimism, mental state specific to genetic diseases, and burden of
hospital visits
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The challenges faced by people living with rare diseases come in many forms and we have not been able to adequately address
them through existing policies and research alone. The Commons set priorities that reflect the viewpoints of stakeholders to
address those challenges. In other words, we created value in the form of evidence generated through collaboration among
stakeholders.

Another item that received more recognition than we anticipated was the value of the Commons itself. Participants learned from
each other’s perspectives and ideas, and they were able to feel their own growth and that they were fostering trusting
relationships. This greatly contributed to deepening discussions and helped make the Commons a forum where deeper
discussions could be held.

On the other hand, it became clear that not all participants fully understood the concept of perceiving the difficulties directly
facing people with rare diseases as research topics. To address this, we took additional steps to consider the specific content of
studies for specific research topics, and through lectures by researchers on what research is, we were able to gradually improve
understanding, which led to deeper discussions. As these experiences taught us, translation is important for bridging gaps in
understanding and knowledge when engaging in collaboration with stakeholders from different positions.

Based on our research, we compiled and presented the following three recommendations on items that are particularly
important for conducting research and generating policies that better reflect patients’ perspectives.

Recommendation 1: Promote rare disease research that focuses on patient burden in a more multifaceted manner. (In other
words, promote research that aims to lighten the various burdens on patients and their families or that will lead to solutions.)
Recommendation 2: Promote research and activities that include patient involvement. (For example, by providing funding for
proposals for studies with patient involvement.)

Recommendation 3: Promote research that considers the ideal structure of patient involvement. (For example, research that
identifies methods of evaluating the effects of patient involvement.)
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Panel Discussion: The Future of Intractable Disease Control from the Perspectives of Patients and Citizens

Panelist
Keita Otubo (Secretary General, Japan Patients Association (JPA))
Atsushi Kogetsu
Tadayoshi Nakashima
Yukiko Nishimura
Masaaki Yokota

Moderator
Shunichiro Kurita (Senior Manager, HGPI)

T—
\

Session summary

The panel discussion indicated that eliminating diagnosis lag will be an important part of future intractable disease measures and
recognized the importance of adopting an approach based on involving people living with intractable diseases and citizens in the
policy formulation process. As for addressing diagnosis lag and providing early diagnosis, topics discussed included the nature of
designated intractable diseases, methods of transmitting information to society, and the establishment of a system to promote
early diagnosis. In particular, one important future issue to address is that existing systems are inadequate for shortening the time
required for people to recognize that their symptoms may be caused by an intractable disease. From the perspective of involving
people living with intractable diseases and citizens in the intractable disease policy formulation process, items discussed included
the promotion of research that is based on the needs of those most affected and establishing and strengthening the functions of
regional councils. In the past, the area of intractable and rare diseases has had involvement for those most affected at various
levels. During the discussion, it was pointed out that it is important for related parties to fully understand the effectiveness and
significance of involvement and to promote involvement without losing sight of its purpose. Finally, participants shared their
expectations for future discussions to not only focus on treatment, but to also cover aspects related to daily life.
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Theme 1: Providing people with timely connections to healthcare and other support frameworks (eliminating diagnosis lag and
promoting early response)
Keita Otsubo

v

As intractable diseases are rare diseases, what is referred to as “diagnosis lag” occurs due to aspects that are common to
rare diseases. These include insufficient knowledge and information, the diversity of symptoms, and the need for highly-
specialized testing. In particular, many patients develop severe conditions due to diagnostic delays that occur because of
shortages of specialist physicians outside of major metropolitan areas, and regional disparities in healthcare provision
systems have become a major problem.

Once a year, the Japan Patients Association (JPA) submits a request to the Diet on identifying the underlying causes of
intractable diseases, including undiagnosed diseases; establishing diagnostic criteria and treatment systems; and
eliminating disparities in healthcare among regions. JPA also submits written requests to the national council in spring and
fall and engages in advocacy activities.

Increasing the number of designated intractable diseases will be an important step in furthering efforts to address issues.
Currently, 341 diseases are designated intractable diseases, but there are 788 specified pediatric chronic diseases—more
than twice as many. Specified pediatric chronic diseases that meet the criteria to be designated intractable diseases must
be designated quickly and research on them as designated intractable diseases must be advanced.

Yukiko Nishimura

v

In the area of intractable diseases, the fact that there are few patients is one factor that hinders efforts to connect them
with public support. However, these conditions are intractable because patient numbers are low, and we must emphasize
the opinions of people living with intractable diseases, even when their opinions represent only a few people. Our findings
must then be used to connect affected parties to the organizations and support they need.

The pathophysiologies of rare diseases are highly individualized, they require highly-specialized treatment, and there are
challenges in disseminating accumulated knowledge, diagnostic techniques, or other relevant information. Information
must be provided to a wide range of health professionals who may come into contact with patients with intractable or rare
diseases on other occasions, such as emergency physicians and psychiatrists, and training must be provided to equip all
health professionals with the knowledge and skills necessary for providing treatment.

Ensuring that those on the patient side are provided with the accurate information they need and at the right times will
require advancing discussions on how to best provide information with cooperation from relevant stakeholders such as the
government, companies, and patients. While information provided by the government is accurate, it is universal in nature,
and it is difficult for the government to provide information that is tailored to the needs of individuals in a timely manner.
However, industry and researchers have more individualized, specific, and up-to-date information, so existing regulations
within the system should be reexamined to ensure the availability of up-to-date information that is necessary from the
viewpoints of patients.

Tadayoshi Nakashima

v

Early diagnosis for intractable diseases is also a priority item at the Japan Agency for Medical Research and Development
(AMED). AMED is currently advancing a project called the Initiative on Rare and Undiagnosed Diseases (IRUD), which aims
to systematically diagnose people who are struggling with undiagnosed diseases. Various initiatives including that study are
gradually discovering treatment options that can be implemented during early stages of diseases, so it is also safe to say
that it will be important to establish a framework for providing treatment and intervention starting in the early stages for a
wide range of symptoms.
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Masaaki Yokota

v

The Ministry of Health, Labour and Welfare (MHLW) is advancing efforts to establish a healthcare provision system that will
connect people living with intractable diseases to appropriate healthcare institutions at early stages. Establishing base
hospitals for intractable diseases and that specialize in specific fields of intractable diseases will be a particularly important
step in minimizing the time it takes for people to receive diagnoses from their initial medical examinations. Through
collaboration with facilities such as cooperating hospitals for intractable disease treatment and other health facilities that
are close to those base hospitals and that support healthcare provision, the MHLW aims to promote early diagnosis and
timely and appropriate collaboration with healthcare institutions.

The MHLW is also engaged in a number of other initiatives outside of support related to medical services. For example,
there is support being provided to people living with intractable diseases and their families by Intractable Disease
Consultation Support Centers. Consultation support services are also being provided to help address the smaller troubles
experienced by children with specified pediatric chronic diseases and their guardians. Furthermore, through the recent
legal revisions, the MHLW is also advancing efforts to grasp real-world circumstances in the Project to Support
Independence for Children Living with Specified Pediatric Chronic Diseases with the aim of establishing a system that can
provide suitable support at early stages by understanding what needs are present in communities and by analyzing the
issues that communities face.

Atsushi Kogetsu

v

The issues and challenges faced by people living with intractable diseases are diverse, and are not fully covered by the
healthcare provision system and other support systems in their current forms. In the future, we must expand research that
is closer to patients and that aims to identify the real issues facing patients and concrete methods of addressing them.
Progress is currently being made on establishing processes from the identification of potential intractable or rare diseases
to the provision of accurate diagnoses through previously-mentioned initiatives such as IRUD. However, it still takes time for
those most affected and healthcare professionals to recognize that the condition of the affected party is an intractable
disease. Making improvements during that part of the process will be a key point for eliminating diagnosis lag.

Theme 2: Challenges and future prospects for promoting involvement from people living with intractable diseases in
formulating and advancing intractable disease policy (such as through Regional Councils for Intractable Disease Control)
Masaaki Yokota

v

One current initiative is the establishment and promotion of Regional Councils for Intractable Disease Control (hereinafter,
“councils”). Each local government has been obligated to endeavor to establish these councils, which exist so that patients’
issues related to support systems can be shared and so collaboration can take place. As of April 1, 2023, councils have been
established by approximately 90% of prefectural governments and around 50% of core cities and other such municipalities.
It is likely that issues like insufficient manpower and heavy workloads for officials at local governments who can lead such
efforts have resulted in gaps in the implementation status of these councils, and these issues must also be addressed.

The needs of people living with intractable diseases are diverse, so having a shared recognition among relevant parties in
communities will be important for mounting appropriate responses to meet those needs. The discussions held at councils
include content that is linked to policy, and they provide key opportunities for building that recognition. To improve the
system for supporting children living with specified pediatric chronic diseases, the recently-enacted revised law makes it a
legal requirement to establish pediatric chronic disease councils, which will strengthen collaboration. | would like for us to
begin by paying close attention to the impact of the revised law.

Keita Otsubo

v

JPA has been advancing two initiatives to promote the involvement of those most affected in councils:

1) Approaching local governments that have yet to establish councils

JPA is working together with the MHLW to ensure that no municipality goes without establishing a council by submitting
written requests and petitions. JPA is also submitting such requests to municipalities without councils through its Regional
Federation for Intractable Diseases, which consists of 36 member organizations.

2) Reinforcing council functions

Among municipalities where councils have already been established, there are some cases in which councils are not
functioning properly due to practical issues. For example, some councils only meet once per year because they include a wide
range of participants and face scheduling difficulties. JPA is working together with the MHLW and other partners to address
these issues, such as by establishing forums for discussion at the council leadership level with attendance limited to related
parties.
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Yukiko Nishimura

v

Alongside initiatives to encourage the establishment of councils, it will also be necessary to introduce initiatives that aim to
ensure councils are sustainable. To help make councils sustainable, after creating guidance on council activity content and
evaluating council activities, evaluation criteria and guidelines should be established based on that guidance. Doing so is
likely to help ensure that quality meets certain standards as well as foster proactive and sustainable council activities.

It will also be important to clearly distinguish between involvement for people living with intractable diseases and
involvement for citizens. Involvement for people living with intractable diseases refers to the position of affected parties in
discussions with experts and other related parties. Meanwhile, citizen involvement requires forming teams that encompass
all related parties, including those living with intractable diseases, and holding repeated dialogues with citizens. Being
aware of this difference and making appropriate use of the two terms may allow for more accurate discussions on issues.

Atsushi Kogetsu

v

There is growing recognition from society of the importance of involvement from people living with intractable diseases
and citizens, but specific methods of involvement and its purpose are still unclear. Many stakeholders are still at a stage
where they are unsure about how to incorporate involvement, so we must conduct more research on effective involvement
methods and further deepen discussions.

In fact, there are a variety of methods of involving people living with intractable diseases and citizens, and the results of
involvement and its significance varies by method. For example, a questionnaire survey that targets broad portions of the
public may be a shallow form of involvement, but such surveys offer the benefit of collecting the opinions of many people.
On the other hand, there are also forms of deeper involvement that occur through continuous discussions, such as the
“Commons Project,” a research project at Osaka University that aims to construct a commons utilizing ICT to generate
evidence for health policy. However, such initiatives take great amounts of time and the number of people that can
participate is limited. By appropriately combining these different approaches, it may be possible to achieve more
comprehensive forms of involvement for people living with intractable diseases and citizens.
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