\ Policy Recommendations:
Four rs e tlves on Advancing Measures for
~ Idlopath \\ mal Pressure Hydrocephalus (iNPH)

202342 H
February 2023

W (HGPY) SRR 3z 2 b

al Pohcy Instltute (HGPI) )  Policy Project




BERIESEDE=R

AREGERSE. 2022 FEO HAERBBCREEE (HGPD) SRAEBSR Y0y 27 bo—BE LTI 70
7'Z L RBEMEIEE FKERE (INPH) SHEROREERE~ DR THE TEHRBIAEND T+ —H A~ O
—RELT, 50O INPHMEICHI TR EEDLHDTH S,

HARIZBI2BRAEDANDOEIIE DL 700 FAZBA S ESNA2HMAUTBVT, SHHAICBVLTY &
DEVWEFEZED O, BAFEICHES FEROBHNPLFEEEEDOIGEPEEN TV S, FBHIEDJFH K
EEDZ IIRANLIGEPE L LW—75 T, FREMEIERE/KERE (INPH: idiopathic normal pressure
hydrocephalus) & [TEETHETZ 2RAE] L. TOBREHIIRIED ADOK SBIEEDK 37 7
ANIZED LTSNS, FILEETRETIUINA T IREOMEBIEFHIN T, HEFLD I HI1C£L
@ INPH BENEMET S REMHE S H 5. INPH OHFEUZIGRICEIVFESNLMRICOVTIE, FaEMDH
5567, BOEEREHRCERIEE, 20Xy PPRESNTVD. 5122019 FITIFEET
842 NMREERIEESEEE AR RERRANEICN S 5EROH U J5ICB T 2 /EMFER] PEBI N,
BEET V27 E L TOMBITBHAICEE > TV,

L% L. INPH OIBRIC K > TRAVEDIERZHNE S E. 1 ATLZLLOEFEFEVPHOBVWEEZIXL2D
I ARRE L TZ L OREN D S INPH I T 2 BRI EEMBD 5 —RTTR bSO 2RBAER LA Z
D1DOTHB, 61T, RHARE - ZHPSIBRICES LT, 7V v I oRAEREERE ¥ —&
Vo ZRBREBR OEEE, £ U TORMBHPARENRH RSB S S IR BRI S0 7229R
PEOEELZE T o NS, £ L CERREMEHIOITEIC AT 72 SR EDORIEEH TALLBHIRIN TS,
S S I RIIFERICH T 7o EEEE OHBE L . IBROELICH I 72 HMEm i b MR SN2 TH %,

¥ C CHARERBGE#KE CIX. INPH 284EBCROEEL 7V ¥ D—D X, 2O XHLRZiIch
7o BREER AR THRRL TR, INPHICEDZEREE. 7THT3I7. BEROM. BEYHEZED
FHOBEHB T, BEERROVILFAT— I RLY —ICXp@mE2EIC, REZHELZEVHLBGERE R
RE LT,



Background to these recommendations

These recommendations regarding future measures for Idiopathic Normal Pressure Hydrocephalus (iNPH) were compiled as
part of an FY2022 inidative from the Health and Global Policy Institute (HGPI) Dementia Policy Project titled, “Current
Issues and Future Prospects for Idiopathic Normal Pressure Hydrocephalus (iNPH) Measures — Focusing on a Form of

Dementia that Improves with Treatment.”

Projections show that the number of people living with dementia in Japan will soon exceed 7 million and hopes are high for
the development of treatments that relieve the symptoms of dementia and address its underlying causes for better living later
in life. Many diseases that cause dementia are considered difficult to treat, but iNPH is a form of dementia that improves
with treatment. It is estimated that iNPH affects around 370,000 people, or about 5% of all people living with dementia. In
recent years, we have also come to understand that INPH often occurs alongside Alzheimer’s disease, the most common cause
of dementia, so the actual number of INPH cases likely exceeds estimates. There are many potential benefits to delivering the
appropriate treatments to people with iNPH, such as longer life expectancies, fall prevention, and high returns in terms of
health economics. As demonstrated by developments like the adoption of the “Research Survey on Structuring Healthcare
for a Treatable Form of Dementia” as a Ministry of Health, Labour and Welfare (MHLW) Project for the Promotion of Well-
Being for Elderly People in 2019, iNPH is becoming an important item on the policy agenda.

However, there are scattered issues that must be addressed before iNPH treatments can be delivered to as many people as
possible to improve their symptoms and elevate their quality of life. One such issue is improving awareness levels toward
iNPH among healthcare and long-term care professionals as well as the general public. Another is encouraging collaboration
from early detection and diagnosis to treatment among medical institutions, from clinics to medical centers for dementia,
as well as across fields of specialty, including psychiatry, neurology, neurosurgery, urology, and orthopedics. Expectations
are high for the healthcare system to be enhanced to help correct regional disparities and achieve care equity. There are also
high hopes toward collaboration among industry and academia for supporting early detection and generating technological

innovations that will simplify treatment in this area.

In light of these circumstances, HGPI has positioned iNPH as a key item on its agenda for dementia policy and has engaged
with various parties related to iNPH including health professionals, representatives of academia and industry, and the parties
most affected for multi-stakeholder discussions with industry, Government, academia, and civil society. Based on those
discussions, we have formulated the following policy recommendations regarding necessary measures for iNPH with the

objective of resolving the diverse issues described above with an all-of-society response.
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Perspective 1 |Promoting measures to enhance multi-stakeholder awareness during each phase

The need to provide information on iNPH and to broadly and actively disseminate treatment guidelines across medical

departments

There is a triad of symptoms that appear frequently in iNPH: gait disturbance, cognitive impairment, and urinary
incontinence. Because these symptoms progress gradually, and because each one can occur in a broad range of pathologies,
iNPH is not always easy to diagnose. The triad symptoms span multiple medical departments, so in addition to involving
the main departments that have traditionally been involved in this area such as neurology, neurosurgery, psychiatry, and
radiology, information must also be shared with various other departments like orthopedics, urology, and general internal
medicine. Furthermore, to increase awareness toward iNPH in clinical settings across a wide range of departments, steps
must be taken to disseminate the latest edition of Guidelines for Management of Idiopathic Normal Pressure Hydrocephalus
and to consider the inclusion of information on iNPH in guidelines for treating dementia and related disorders.

The need to expand the scope of awareness campaigns to target long-term care professionals, welfare professionals, and

private businesses that support elderly people in their everyday lives

iNPH develops most frequently in elderly people and greater improvements in symptoms can be achieved when treatments
are provided at early stages of the disease. This means it is crucial for the person with iNPH and those around them to
notice changes in their physical condition and seek appropriate medical attention early on. In particular, gait disturbance in
iNPH possesses unique characteristics that make it one of the easier changes for others to notice. Long-term care and welfare
professionals who are in frequent contact with elderly people must be provided with training that includes this information
and similar points of note. It will also be necessary to share that information throughout the private sector. The chances for
people to notice the signs of iNPH early are likely to increase if that information is provided to various companies that have
many points of contact with elderly people over the course of everyday life, such as long-term care facilities, fitness clubs,
financial institutions, and health food manufacturers. There are high expectations for the utilization of checklists for early
iNPH detection, diagnosis, and response within healthcare coordination frameworks, as demonstrated by examples from
local governments where such checklists have already been introduced.

The need to train patient advocate leaders and provide support that energizes activities from civil society organizations,

starting with patient advocacy organizations

The priority measures described in the National Framework for Promotion of Dementia Policies formulated in 2019
include supporting efforts from people living with dementia to speak up about their experiences. For iNPH, as well, having
people who have experienced iNPH share their experiences will be helpful for deepening understanding toward the disease
while promoting early detection, diagnosis, and response. There is a patient advocacy organization representing people
with hydrocephalus called the Hydrocephalus Association that is actively promoting awareness, supporting those affected,
and funding research in the U.S., and Japan requires similar efforts. When advancing those efforts, it will be especially
important for the parties most affected to collaborate with industry, academia (namely, academic societies), and the media
to disseminate information about iNPH. However, iNPH most often occurs among elderly people, and efforts to amplify
the voices of the affected parties and to energize organizational activities are currently insufficient. When considering how
to best overcome these issues, it will be necessary to collaborate with existing patient advocacy organizations, starting with
Alzheimer’s Association Japan.



Building a healthcare provision system that achieves early intervention and

P tive 2
erspective high-quality diagnosis and treatment

The need to establish pathways from initial observations to medical consultations to enhance early detection,

diagnosis, and response

Awareness-raising activities must be reinforced to provide opportunities for people to learn about iNPH and steps must be
taken to ensure people can then access medical examinations in a reliable manner. Examples of efforts to achieve this include
aggregating information on healthcare institutions that can diagnose and treat iNPH. This will require nationwide field
surveys to grasp the conditions surrounding iNPH treatment.

It will also be essential to create pathways from diagnosis to treatment by having long-term care and welfare professionals in
visiting care, day care, or long-term care institutions monitor changes in gait, urination, and memory. It is possible to detect
changes at early stages by regularly assessing gait, for example. Research and development on a program that automatically
identifies the gait disturbances characteristic of iNPH is already underway in Japan. There are high expectations that use of
that program and similar technologies will enhance early response capabilities while lightening the burdens on long-term care
facilities. In long-term care settings, it is standard practice for care providers to carefully monitor physical and psychological
changes in users and, when necessary, to cooperate with healthcare services, whether such activities are incentivized or not.
However, if future field surveys reveal that further efforts to coordinate among long-term care and healthcare services will be
necessary to respond to iNPH, then discussions must also be held on how to incentivize measures and systems for doing so.

The need to establish centers for iNPH diagnosis and treatment that are compatible with the characteristics of each community

It has been said there are regional disparities among centers for diagnosing and treating iNPH as well as in actual treatment
practices. As previously mentioned, iNPH is a common disease among elderly people, so it would be ideal if diagnosis,
treatment, and follow-up could all be provided in primary care areas whenever possible, or in secondary care areas at the very
least. This means regional centers for diagnosis and treatment that are compatible with the characteristics of each region must
be established while making full use of existing medical centers for dementia, one of which has already been established in
each secondary care area. When doing so, instead of requiring medical centers for dementia to fulfill all roles, steps should
be taken to ensure there is sufficient collaboration with medical resources in the community, including orthopedics, general
internal medicine, and emergency medicine. Grasping the current status of iNPH treatment will be an essential step in doing
this, which makes it even more important that efforts to conduct field surveys on treatment are reinforced.

The need to strengthen collaboration that spans hospitals, clinics, and multiple medical and long-term care professions

to establish seamless postoperative follow-up systems

Treating iNPH often involves shunt surgery. To maintain and improve motor and cognitive functions after surgery, it is
important that patients have regular examinations from their family doctors and, if their conditions change, at specialized
medical institutions. Postoperative follow-up can significantly impact patient QOL, so it is crucial for this support to be
provided in a seamless manner from various professionals working together and with a clear division of duties. In addition,
based on the results of the aforementioned field surveys on conditions surrounding iNPH treatment, it will be necessary to
consider how to best structure incentives through premiums for management related to the postoperative follow-up system.



Establishing a sustainable and innovative research environment that can

Perspective 3 -
P respond to diverse needs

The need to secure continuous funding and to drive growth in domestic iNPH research over the medium to long term

In Japan, it has been reported that the prevalences of Alzheimer's disease, vascular dementia, and dementia with Lewy bodies
are 12.3%, 3.0%, and 1.05%, respectively, while recent reports have shown that the prevalence of iNPH among elderly
community dwellers is 1.6%." It is clear that when compared to other diseases that cause dementia, the prevalence of iINPH
is by no means low.” Although epidemiological studies on iNPH have been conducted in Japan and overseas, many aspects
remain unclear including circumstances surrounding treatment in terms of both medical specialty and region. Various future
measures including those to build awareness toward iNPH or to improve the healthcare provision system must be based on
evidence. To build that evidence, surveys must be conducted to grasp current circumstances for treatment, to assess economic
benefits, and to measure improvements in terms of social costs achieved by delivering iNPH treatments, including quality of
life gains for the affected parties. For this purpose, reinforcing investments of public funds over the medium to long term will
be essential.

The need to promote Al utilization, interdisciplinary joint research, international data sharing, and patient and public

involvement (PPI) in research

We have seen various innovations related to iNPH in recent years, such as the development of programs to automatically
detect gait abnormalities and the introduction of Al-based tools for diagnosing iNPH based on the results of imaging
studies.” Overseas, we see examples of studies being accelerated through international data sharing. These include the
REVERT Project, a multicenter study in the U.K. and France; and the PENS Trial, a joint research initiative involving 20
institutions in the U.S. and Canada. It will be important to leverage technology in iNPH countermeasures through such
interdisciplinary research initiatives and to construct a framework for international joint research. In light of recent trends in
iNPH research, there are also high expectations for steps to consider the possibilities for patient and public involvement (PPI)
in research.



Exercising political leadership to ensure necessary measures are

Perspective 4 |, . .
P implemented in a stable and reliable manner

The need to mention iNPH in national strategies, starting with the National Framework for Promotion of Dementia

Policies

The Long-Term Care Insurance Act and other existing laws and plans related to dementia describe its underlying causes as
“organic changes of the brain that are caused by cerebral vascular disease, Alzheimer's disease, or other factors.” This wording
not only makes it difficult for people to understand that iNPH is a causative factor for dementia, it also hinders efforts to
develop measures that specifically target iNPH. However, as we have mentioned above, there are many unique characteristics
to iNPH that differ from those of Alzheimer’s disease and other diseases that cause dementia. It will be important to include
the establishment of systems to raise awareness and provide support that are specific to iNPH in the National Framework for

Promotion of Dementia Policies and other measures for dementia.

The need to raise awareness toward iNPH in the legislature and to demonstrate leadership to advance future policies

In the legislature, a number of caucuses and study groups on dementia and long-term care for elderly people are being
actively held by many parties, starting with a bipartisan Diet caucus called the Parliamentary Association for Promoting
Dementia Policies for an Inclusive Society. Although understanding toward the importance of dementia policy is sufficient in
the legislature and the Government, awareness toward iNPH is still low even among these groups. As previously mentioned,
the prevalence of iNPH is comparable to that of other forms of dementia and must not be taken lightly. Furthermore,
in many cases, significant improvements in prognosis can be achieved through early detection, diagnosis, and treatment.
Expectations are high for future discussions on iNPH measures in the legislature that address this topic as a priority issue

within dementia.
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Think Tanks” category and third in the “Global Health Policy Think Tanks” category in the Global Go To Think Tank Index Report
presented by the University of Pennsylvania (as of January 2021, the most recent report).
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Health and Global Policy Institute: Guidelines on Grants and Contributions

As an independent, non-profit, non-partisan private think tank, Health and Global Policy Institute, (the Institute) complies with the
following guidelines relating to the receipt of grants and contributions.

1.Approval of Mission

The mission of HGPI is to improve the civic mind and individuals’ well-being, and to foster a sustainable healthy community by
shaping ideas and values, reaching out to global needs, and catalyzing society for impact. The activities of the Institute are supported
by organizations and individuals who agree with this mission.

2.Political Neutrality

The Institute is a private, non-profit corporation independent of the government. Moreover, the Institute receives no support from any
political party or other organization whose primary purpose is political activity of any nature.

3.Independence of Project Planning and Implementation

The Institute makes independent decisions on the course and content of its projects after gathering the opinions of a broad diversity of
interested parties. The opinions of benefactors are solicited, but the Institute exercises independent judgment in determining whether
any such opinions are reflected in its activities.

4.Diverse Sources of Funding

In order to secure its independence and neutrality, the Institute will seek to procure the funding necessary for its operation from a
broad diversity of foundations, corporations, individuals, and other such sources. Moreover, as a general rule, funding for specific
divisions and activities of the Institute will also be sought from multiple sources.

5.Exclusion of Promotional Activity

The Institute will not partake in any activity of which the primary objective is to promote or raise the image or awareness of the
products, services or other such like of its benefactors.

6.Written Agreement

Submission of this document will be taken to represent the benefactor’s written agreement with the Institute’s compliance with the
above guidelines.

Project sponsors (in alphabetical order)
Integra Japan k.k.
Nihon Medi-Physics Co.,Ltd.

1. Tomoyuki Ohara, Yutaka Kiyohara, Shigenobu Kanba (2014). “Epidemiology of Dementia in the Community-Dwelling Elderly: the Hisayama Study.”
Kyushu Neuropsychiatry. 60(2): 83-91

2. Chisho Iseki (2022). “Epidemiology of Idiopathic Normal Pressure Hydrocephalus and Hereditary Hydrocephalus.” No Shinkei Geka 50(2):309-317

3. Shigeki Yamada et al. “Gait Assessment Usin% Three-Dimensional Acceleration of the Trunk in Idiopathic Normal Pressure Hydrocephalus.” Frontiers in
aging neuroscience vol. 13 653964. 10 Mar. 2021, doi:10.3389/fnagi.2021.653964
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