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HGPI Dementia Policy Project
“Current Issues and Future Prospects for Idiopathic Normal Pressure Hydrocephalus
(iNPH) Measures
— Focusing on a Form of Dementia that Improves with Treatment”

Project Overview

This initiative is being undertaken as one of the Dementia Policy Team’s activities for FY2022. Projections show that the number
of people living with dementia in Japan will soon exceed 7 million, and hopes are high for 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. As has been pointed out in recent years, the actual number of cases likely
exceeds estimates due to the fact that iNPH often occurs alongside Alzheimer’s disease, the most common cause of dementia.
There are many potential benefits to delivering the appropriate treatments to people with iNPH. In addition to longer life
expectancies, these include 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 Project for the Promotion of Well-Being for Elderly People, the importance of iNPH is also growing in terms of the

policy.

However, scattered issues must be addressed before iNPH treatments can be delivered to improve dementia symptoms and
elevate the quality of life for as many people as possible. First, dementia is diagnosed in various clinical settings such as medical
centers for dementia or the clinics of family doctors. Despite the importance of early and accurate diagnosis, it is hard to say that
awareness of iNPH is high among healthcare providers compared to the various other forms of dementia. Second, after receiving
diagnoses from specialists in dementia such as psychiatrists or neurologists, iNPH requires collaboration across disciplines. For
example, it must involve neurosurgeons, who implant catheters at sites with poor circulation of cerebrospinal fluid (CSF) or
perform shunt procedures to continuously drain excess CSF to the abdomen and relieve brain pressure. Furthermore, there are
clear regional disparities in treatment, so hopes are high for steps to expand and enhance treatment provision systems to achieve
nationwide equity in care.

To address these diverse issues with an all-of-society response, this project will identify necessary measures and compile
policy recommendations based on multi-stakeholder discussions with industry, Government, academia, and civil society with
participation from related healthcare professionals, academia, representatives of the private sector, and people living with iNPH.

Advisory board members
Chifumi Iseki (Lecturer, Department of Internal Medicine Ill, Faculty of Medicine, Yamagata University)
Kazunari Ishii (Department Head, Diagnostic Radiology Division, Department of Radiology,
Faculty of Medicine, Kindai University)
Hiroaki Kazui (Professor, Department of Neuropsychiatry, Kochi Medical School)
Madoka Nakajima (Associate Professor, Department of Neurosurgery, School of Medicine, Juntendo University)
Tomoya Sato (Manager, Head of Hydrocephalus and Dementia Care Promotion, Integra Japan)
Shigeki Yamada (Assistant Professor, Department of Neurosurgery, Shiga University of Medical Science)
Manabu Yanagiishi (Central Group, Marketing Department, Sales, and Marketing Division, Nihon Medi-Physics Co., Ltd.)

Special Advisors
Seishi Kumano (Member, House of Councilors)

Hayato Suzuki (Member, House of Representatives)

*Titles omitted; in alphabetical order; affiliations and positions current as of this program
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“Current Issues and Future Prospects for Idiopathic Normal Pressure
Hydrocephalus (iNPH) Measures
— Focusing on a Form of Dementia that Improves with Treatment”

l Date & Time:  Wednesday, August 24, 2022; from 17:00-19:00
B Venue: TKP Tokyo Station Otemachi Conference Center/Zoom webinar

Welcoming Remarks and Explanatory Introduction

17:00-17:05 Shunichiro Kurita (Manager, HGPI)

Keynote lecture: “The General Situation and Future Challenges for iNPH”
17:05-17:35 Hiroaki Kazui (Professor, Department of Neuropsychiatry, Kochi Medical School;
Chairman, The Japanese Society of NPH)

Relay talk: “iNPH and Me: The Past, the Present, and the Future”
Kazunari Ishii (Department Head, Diagnostic Radiology Division, Department of Radiology,
Faculty of Medicine, Kindai University)
Chifumi Iseki (Lecturer, Department of Internal Medicine Ill, Faculty of Medicine, Yamagata
University)

17:35-18:05 Michiyo Goto (Person living with iNPH)
Madoka Nakajima (Associate Professor, Department of Neurosurgery,
School of Medicine, Juntendo University)
Shigeki Yamada (Assistant Professor, Department of Neurosurgery, Shiga University of Medical
Science)
Panel discussion: “Building Systems for Multidisciplinary Collaboration in Communities to Advance
iNPH Measures”
Panelists:
Syouzo Ohkouchi (Chief Long-Term Care Support Specialist, Care Plan Naruko; Care Creator)
Hiroaki Kazui
Tatsuhiro Maeda (Assistant Director, Maeda Hospital, Yamamoto-Maeda Memorial Association;
Director, Tokyo Metropolitan Cooperative Community Medical Center for Dementia;
18:10-1855 Director, NPH Center, Maeda Hospital)
' ’ Ken Nagata (Director, Clinical Research Institute, Yokohama General Hospital; Director,
Yokohama City Medical Center for Dementia)
Designated remarks:
Aki Nakanishi (Deputy Director, Technical Officer (Medical Science), Division of Dementia Policy
and Community-Based Long-Term Care Promotion, Health and Welfare Bureau for the Elderly,
Ministry of Health, Labor and Welfare (MHLW))
Moderator:
Yukiko Kawata (Senior Associate, HGPI)
18:55-19:00 Closing Remarks

Seishi Kumano (Member, House of Councilors; Secretary)

*Titles omitted; in alphabetical order; affiliations and positions current as of this program
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Keynote lecture: “The General Situation and Future Challenges for iNPH”

2BH ik
(GARFEZLER HREAHNEHE LR/ AREEEKREFS BER)

FREZERBICEDS K BHIZH - RBEDVPRANEZEOELRTH S

RAE L REAICEM L TRAKRRBICEDCAEEZ T 2L BHMFEIL2 DDOBEANBITI ZUNEETH D, 1213 [ERBDHEE]
MOT, PILYNAT—EmRIEMRIELE WS -REEEOS VKRR THIERAT L, b 1Dk BERREM] Ao T, R4
FEDRENARETH DIFRMEEBEKEIE (NPH) (X, & ITRBEL TIEWIFALY,

Yoy MEICK>TNPH D 3% GRAMEE, HTEE. HIREE) 3HETED

IEFE/KZERE (Normal Pressure Hydrocephalus: NPH) AN THAB DT —<Id, SHEE D/KEEE TH 5, NPH |£ 1965 £ Hakim 1&
T & Addams B EHRE L 7-BRRIEE TH V. RAES. HITRE. HREFDO3HEET %, MEMREIIEZHE TH 2. B
ERNICHEBRABRICEEL, MELAZRDD, ZL TV v v MIT3HARET 2720, BEAUEARINES LTEREINT
W=,

iNPH (7 LY A =2 —BISRAEE RS, BEPEND Z LD H B

IRTE. 4% NPH (idiopathic NPH: iNPH) A SRENEDEISEICE W TEE L > T3, INPH IZETEEABE S A TH L, BRIC
HIR-ETT 2 NPH TH S, ZRMENPH (V7 EETHMCHEAEFDRBOM AN BEZICRET 5 NPH) TRBERBICHIET 5720,
Bkanzd Z &lddimuw, LA LINPH L, 7Ly < —BIZRAECIEEZR & Bhil, 2 - REIEND Z L1 H 5,

iNPH DELBEETHIO v FMTDOHE - ReEEiZmELTWS

EAIZER Y v > bNLTHREEIN, FHRICEAAETZ 2720, Yy bMiiopReZ2MrmELTWS, FH-ROOHREIC
£oT, BHEEDRETHDL I EDRDI > TEL, BREZEIISIHED 0.2 ~37% (INPHEZEHA R4 VE3IR). X7z —T D
TR TIL 65 ~ 795D 2.1%. 80 L LD 8.9% & LI L+ H 2 (Andersson,2019),

BEOEGFTR THS DESH #F T3 iNPH (3, v ¥ MITHET IRIFFW

INPHEZ2EHA R 74 VE3MRTIE, INPHOZKEEZA4ODOEBICHEL TWE, ZOARNT, &Iy vy» MiiZEET S
Probable iNPH OErAEE & 45, BARIICIE. Possible INPH DIEE %57 L. & SICHEREREH 20cmH20 LI T, MEBERD 14
WAEETHEI L, ZLTL) NEHAEBRABRTEROBEZRD S, 2) HTEELZRH. M OMEILAICNZ T, SUME
B/ IEREORE, < HETEOM/IME (DESH &EMER) bbb, ZOWITNr%RH BEFI%189, DESH#EF 5 iNPH (&, >+
v FEMRTHET BZEAE L (Vichammar, AINR 2014)

RAEE., HREE. STEEOERL LRI RLL KXY

JEERCT ¥ MRI DIEENBRIEECTIEH DD, FERDHEI LV IREAHLKRETH S, iINPH OFJEEED H B RERIE. FTRMEZD
BHe LT, TEEZILEENEET. BONDSIERBVWHELRLLTH, BEX52EbNdE [25%5 ] LBR %, £1-ERDET L
EfE, BE. ReHWW-< VIl 5b, SITEREICELTE. YR, IMIAZ, 74 FR=Z HITRRET > W IThD, e
IANHAEREEE, T ANBEILD, BHREEIE. F9HERICAY, RIETEIRHMIEL B> TERET ZZ LAE L, RBIEIHIT
BEOFELHZ, ZOLIBAN’VEL, BRREZZIITWEEELWL, BREEEKBEEZSTIE, INPHO 3HMOEEE%
FFMfie 5 RE & L T, iNPHgrading scale (iNPHGS) % % & T\ % (Kubo, Kazui, Dement Geriatr Cogn Disord. 2008),

iNPH 2255123517 % CSFTap Test (A& BERBERRFER) DENE

iINPHZETIE, § Iy v v MfZITIRTIREL, BHEFRICL 2 CSFREFSHATHY ., ERRES LUERIEETHS
ZEHEMERT D, [EFICCSFTap Test (ANEBERBEBREER) 2 EHET 20— TH %, SINPHONI, European multicenter study.
SINPHONI-2 (Kazui, Lancet Neurol 2015) & W5 3 DO KRB LZHERBRMFEICE VT, ¥+ > MiT 1 FRICADLOREZROHT-EED
B &1, NEIC 69%, 69%., 63%, 3WOWELRDT-BHEDEIGIL 77%. 84%, 75% &, FEFICHWKEEZRL =,

T x v MTBEILE D ITREICEEINETHS

ZOMMOEEME E LT, INPH THNIE, v > MIIFBEWEREICERBLIZIZI ALV, v M3 HWBEND & 1ERDE
TEEAUET Z2EEDVESIFIETI S (Kazui, Lancet Neurol 2015), EHICEMTNIE 9% A HETIDICKH L, 3HBEFHELT
EMT 5 & 40% (p=0.009) TP T B, i, v v MIBIO 3HBOBEEDEELNEWITI L, MRICHENRERIERT 2EH
A%\ (Kazui, J Neurol Sci 2013)

BHEUEDETHINPHOEERD1DTHD, >+ > MTICL Y. DD EAIZHET 5 (Kanemoto, J Neurol Sci, 2016), > + > M.
R ZEE Z ) AN/EBMNAEEZEAEOALESO S Z L HRYITH B,

ERBOILEFZHIES v~ MO RICEELBI-HEE
TILY A < —BRIZBAEZE DM ORIEZRENHEL TV B INPH DEFINEFEEL HEFIE v MTOSBRICEE LB R, ZD1-8H.
R EDOHEFEZITILERZHERICEETH D,

KEEARE S, BRERTHEMXS N 80 mBHEDIER|

80, BUOHEBESADENE ZHBNT 5, TEAETTRFEEEDORICAMILZBSHD. BEICKEMITLS L BREN, 4
BERBRHIRESN TEBBN B o7ce ZOR, AAR [AHE>THWL] [SRFB> T, BWIZFEATYZ] EE-THY, B
ERTRER, BEMOBREII LD > 7,

RE®ICHTUE. b A, KEED AL BOEFZ BV, ADLARA ICET, 1FERICAKRBEEZEHNL. ADLIBEOICET LA, &
NEITHo7H NEY—CERFBZESL. EN—ATNEL TV, BELTWENHEPREORRETEAZRLS &S
IZHB e [ZARICEIRDIRATR D] ERANTREL T,

6 | Health and Global Policy Institute (HGPI) Dementia Policy Project



REEIAOEMCTEGZERE LcL TA, FRAME - T RELK, BRIMAER - KR OF/IMEATRD b, KB
THBIEDDh 2T KKEEBWVWTHD E, 2~3FF (BHFD oT YR, NIHKT, BEEREREENHo72E WD,
1EFFID O IEREDYENAH Y. HITEE. BHMEE. REZEEL WD INPHD3HHER I NIz, EIHhDRRTKELEE IS
NFEMZzZIF TN, ZOLI BT LB Eohh 77t dbH 2,

TAERBEERE Y 2 — DR L REHEEDEN

SHMTEEEEFBHEEANRESEHEESHPSE A ANRBRERIBESSEEY AEARARMEICHTIAEEOH Y AICFET S

BEWiREE | (AxEHERERIGS) T, RAEREEEREL Y 2 —ICBIT3 TAD AL INPH 5 D5KF., HAEICK R E T

WD EZEDOREREZ1T -7,

FNEREEERtL Y 2 —0&EIZ, OFMEEHER. QERZE & AEAORE. O1TH - LEEIR (BPSD) - BEASHFHE~ DX

m@%ﬁwﬁﬁ%%t@@# GEERES - HHME ®%E\W FEHE o TS, REEMICIZ. OEHE (KPHk. BARK
%), O E (Rembt. BEREMRRS). @FER (ZEmME) 155,

%)I*I-i

iNPH 2 ICH T35 B DEE

iINPH 2R IC BT RIRTE - SROBFE LT, B EEEOS v~ MiiZZ T TWAWL INPH O EBE X ANTEET %, INPH 2E%
FEREL TWBHERITEML TWBED, +2ICEEL TOWAWRAESMEERERA?’H S, iINPHEZEN A KT 1 >~ & DESH OEFEHA+
STIE7% <, INPH 22T 2R REE L MEEARIE L 0@EEiFmE L2205 28, BELRZEERLEAKRDSNS,

iNPH 2212 1E. MUIBZELHDREEMLH D, v MiiZZIT/ZINPH EZSADOERRRBT —ZI3+0 T, &< ICTEREDH
FEORE#HMALLTOT —REBIPVETH S, MBIEZHEFELLBEESADZOLDY v MUEBE#E (L, F/LHEISINT
W LY, it\$mear%ﬁa&%%mbam$%éhﬁrrvéo_0;7&% DEEFIEIZ. BEfFSNhTuiaLy, iNPH
BEOREEFE D RAERIONH Y, BT I-00MBR%ZHETILELNH S,

iNPH DEBERF5| EELREERE T OEKRZ B

SM4~6 FEDEFRIMAEL L LT, BAEZLEED-OD [SRUIEEEKEEDERZH - 7L YA ~—FHEZE LA
BLUOLEEERBEO-ODORENFIIEELREBRCT 4| EFBRMREZHRD TWS,

— IR REVEZBEELNERA L O T VWINBF O T, [INPH 225734 c=$ﬁ#%ﬁ®tw®£ﬁm$agéjH;Urﬁﬁﬁﬁe?#J
ERT %, BEERMAARIE. EICRD5D2THD, OINPH EFEMKRE & DERIZINES L HEZSHEL2EET 5. QHEND
By vy MIOHHHE, ¥ v MIEHBIORRE, WRODEFIEEZEEYT 2, GRMEFR, HTHE, CSFHREBRED T
EEEEBL, INPHEZEICKRELAREICOWTRERT 2T %2/ERT 5. @INPHEZEICH Téﬁﬁﬁﬁwbﬁkt RSN ERABE=E 27N
HlaBRETIAEEZRITLELDD, OTILYNAT—ROBBEZHFLIZINPHFICY v > MTZERIELZBELHICT B8
[Z3EHE L T % SINPHONI-3 B % HEES B,

Hiroaki Kazui
(Professor, Department of Neuropsychiatry, Kochi Medical School; Chairman, The Japanese Society of NPH)

The basis of dementia care is early diagnosis and treatment based on the underlying causes

When responding to dementia, it is important to provide early diagnosis and treatments that are based on the underlying causes, as well as
to conduct diagnostic procedures from two perspectives. The first of those perspectives is to consider “disease frequency,” as it is more likely
the underlying cause is a disease with a high rate of onset, such as Alzheimer’s disease or vascular dementia. The other perspective is “how
treatable it is.” From this perspective, as a treatable form of dementia, iNPH must not go overlooked.

The triad of NPH (cognitive impairment, gait disturbance, and urinary incontinence) improves with shunt surgery

The theme of today’s discussion is Normal Pressure Hydrocephalus (NPH), and more specifically, hydrocephalus in an elderly person. NPH was
first described by Hakim and Adams in 1965 as a clinical concept that presents in a triad of symptoms: cognitive impairment, gait disturbance,
and urinary incontinence. While cerebrospinal fluid (CSF) pressure is within normal range, people with NPH have excessive intracranial CSF
build-up and enlarged ventricles. Since all three symptoms improve with shunt surgery, NPH is regarded as a treatable form of dementia.

iNPH is sometimes assumed to be Alzheimer’s disease, which delays diagnosis

Right now, iNPH has become an important clinical topic within dementia. iNPH is a slowly progressive form of NPH with no known precursor
diseases. Secondary NPH (which develops some months after a subarachnoid hemorrhage, meningitis, or other disease) appears during
follow-up examinations and rarely goes overlooked. However, iNPH is often assumed to be Alzheimer’s disease or changes caused by aging,
and these mistaken assumptions can delay diagnosis and treatment.

Shunt surgery, the main treatment for iNPH, is becoming safer and more effective

The development of variable-pressure valves has made shunt surgery safer and more effective because they allow for pressure to be adjusted
after insertion. Furthermore, recent studies have shown iNPH to be highly prevalent. Prevalence ranges from 0.2% to 3.7% among elderly
people (Guidelines for Management of Idiopathic Normal Pressure Hydrocephalus (Third Edition)), and a study from Sweden reported it
affects 2.1% of people ages 65 to 79 and 8.9% of those age 80 and above (Andersson, 2019).

iNPH with disproportionately enlarged subarachnoid-space hydrocephalus (DESH) as a neuroimaging feature has a high rate of
improvement with shunt surgery

The Guidelines for Management of Idiopathic Normal Pressure Hydrocephalus (Third Edition) categorizes diagnostic criteria for iNPH in four
steps. Among them, it is particularly important to diagnose Probable iNPH so that shunt surgery can be considered. Specifically, a patient
must meet the requirements for Possible iNPH, have CSF pressure of 20 cmH20 or less, and normal CSF content. They must also have one
of the following two features: (1) improvement of symptoms after CSF tap test and/or drainage test; or (2) neuroimaging features include
narrowing of the sulci and subarachnoid space over the high-convexity/midline surface (known as DESH) with gait disturbance. iNPH with
DESH has a high improvement rate with shunt surgery (Virhammar, AJNR 2014).

It is also important to suspect iNPH based on the triad symptoms — cognitive impairment, urinary incontinence, and gait disturbance
Although the most important tools for detecting iNPH are cranial CT and MRI exams, another important perspective is suspecting iNPH
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based on symptoms. Relatively mild memory impairment is one characteristic which may indicate iNPH. A person may not be able to answer
a question on their own, but may feel they are being reminded when the answer is provided to them. They may also experience a decrease
in motivation and exhibit slower movements, thinking, or reactions. Regarding gait disturbance, they may be slower with shuffling, a small
stride, a wide base, or instability. Standing still in narrow spaces or when turning is particularly noticeable. Regarding urinary incontinence,
they may urinate more frequently at first, then the periods they can hold their urine in become shorter, and they may become incontinent.
Their incontinence may also be an effect of gait disturbance. | would like anyone who exhibits these traits to undergo imaging exams. The
Japanese Society of NPH has developed the iNPH grading scale (iNPHGS) for assessing the severity of the triad of iNPH (Kubo, Kazui, Dement
Geriatr Cogn Disord. 2008).

Conducting CSF tap tests as part of iNPH treatment

A shunt surgery is not performed immediately when treating iNPH. Conducting a CSF exam by lumbar puncture is required to first confirm that
CSF pressure and content is normal. It is also common practice to perform a CSF tap test at the same time.

Shunt surgery has demonstrated extremely high levels of effectiveness in three large-scale multicenter cooperative studies, namely SINPHONI,
the European multicenter study, and SINPHONI-2 (Kazui, Lancet Neurol 2015). Respectively, those studies found that one year after shunt
surgery, 69%, 69%, and 63% of patients saw improvements to activities of daily living (ADL); and 77%, 84%, and 75% of patients saw
improvements for all triad symptoms.

If a patient is eligible for shunt surgery, the procedure should be performed early

Another important item is that it is better to perform shunt surgery for patients with iNPH during the early stages. Delaying shunt surgery
by three months decreases the proportion of patients whose gait improves at one year (Kazui, Lancet Neurol 2015). While 69% of patients
improve with immediate shunt surgery, waiting three months decreases this to 40% (p=0.009). Furthermore, more patients see relief of
objective symptoms after shunt surgery the milder their triad symptoms were before the procedure (Kazui, ) Neurol Sci 2013).

Another main symptom of iNPH is decreased motivation. Shunt surgery improves depression and inactivity (Kanemoto, J Neurol Sci, 2016).
After shunt surgery, it is also important for the people around the patient to encourage them to have an active lifestyle with regular exercise.

Diagnosis of comorbid conditions is important because they can influence shunt surgery effectiveness

There are cases in which iNPH is comorbid with Alzheimer’s disease or other diseases that can impact the effectiveness of shunt surgery. This
means diagnosing comorbid conditions is as important as differential diagnosis.

A man (age 80s) with undetected hydrocephalus who was admitted to the ER after a suicide attempt

Here, | will introduce the case of a male emergency patient in his 80s. After a marital dispute at home, he doused himself with oil and
attempted to light it. He was admitted to our emergency department and referred to my department. At the time, he told us, “I’'m fine,” and “I'm
going to go home today and kill myself for sure.” He was a heavy smoker and drinker, and had no history of receiving psychiatric care.

After retirement, he developed a number of diseases including emphysema, lung cancer, colon cancer, and angina; and he experienced a
gradual decline in ADL. He had a fracture in the right femur one year earlier, which had caused a further decline in ADL. While he had received
Certification of Long-term Care Need Level 3, he had refused to use long-term care services, and his wife was taking care of him on her own.
His wife, who was exhausted, had started to scold him for defecating or his inability to eat, and he would reply, “If it’s so much trouble for you,
I'll go ahead and die.”

When we took cranial CT images of the patient, we observed clear enlargement of the ventricles and Sylvian fissure and narrowing of the
high convexity and longitudinal fissure, and found that he had hydrocephalus. When we asked for more details, we learned that two to three
years prior (before the femoral fracture), he had shuffling, short stride, nighttime urination, and urinary incontinence. He had experienced
mild memory impairment for about one year, so were able to confirm the triad of iNPH: gait disturbance, cognitive impairment, and urinary
incontinence. If he had been diagnosed with hydrocephalus at some point and received surgery, it is possible the incident may have been
avoided.

The roles of medical centers for dementia and differences in the various types of institutions

In FY2019, the Japan Psychiatric Hospital Association conducted the “Research Survey on Structuring Healthcare for a Treatable Form of
Dementia” as a Ministry of Health, Labour and Welfare Project for the Promotion of Well-Being for Elderly People under the Elderly Healthcare
Project Promotion Subsidy. That project conducted a survey to gauge real-world conditions surrounding medical treatments provided at
medical centers for dementia for suspected cases of cognitive decline due to epilepsy, iNPH, depression, and delirium.

The roles of medical centers for dementia are (1) providing consultations from specialists; (2) conducting differential diagnosis and setting the
direction of treatment; (3) responding to behavioral and psychological symptoms (BPSD) and physical comorbidities; (4) collaborating with
related institutions in the community; and (5) hosting meetings of collaborative deliberation councils meetings and workshops and engaging in
awareness building. There are three types of establishments: (1) core centers (university hospitals, general hospitals, etc.); (2) regional centers
(general hospitals, hospitals specializing in psychiatric care, etc.), and (3) collaborating centers (clinics, etc.).

Future issues in INPH care

There are a number of challenges facing medical care for iNPH today and in the future. Some patients with iNPH do not receive early diagnosis
and undergo shunt surgery in a timely manner. Although an increasing number of facilities are starting to provide care for iNPH, some
healthcare institutions specializing in dementia have not yet adequately implemented iNPH care practices. There is insufficient awareness
toward iNPH treatment guidelines and DESH. While collaboration among internists and neurosurgeons who both treat iNPH are improving,
further efforts to improve that collaboration are necessary.

There may be regional disparities in care provided for iNPH. There is insufficient long-term follow-up data on iNPH patients who have received
shunt surgery. In particular, data that includes the results of assessments on the presence of comorbidities must be aggregated. We have yet
to establish criteria for performing shunt surgery on patients with other forms of dementia as comorbidities.

There are also patients who do not exhibit clear improvement after a CSF tap test, and we have yet to establish treatment procedures when
that occurs. There are certain aspects of the pathophysiological mechanisms of iNPH itself that are still unclear, so we must continue research
to elucidate them.

Efforts to produce a practical manual for iNPH and videos analyzing iNPH exams have begun

As part of an MHLW study for FY2022-2024, research for producing materials for physicians specializing in dementia is currently underway, in
an initiative titled “Developing practical guidelines and test analysis videos for differential diagnosis of iNPH, diagnosing and treating comorbid
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Alzheimer’s disease, and establishing collaborative care.”

It will produce a booklet in an easy-to-use format for general dementia specialists titled “Practical Manual on Diagnosing and Treating iNPH and
Establishing Collaborative iNPH Care” as well as videos analyzing iNPH examinations. Regarding the specific content to be covered, it will mainly
focus on five items. It will (1) organize methods for conducting differential diagnosis of iINPH and similar diseases, and methods of diagnosing
comorbidities; (2) summarize shunt surgery effectiveness including when comorbidities are present, methods for selecting examples of cases in
which shunt surgery was effective, and postoperative medical procedures; (3) organize methods for conducting tests needed for treating iNPH
like lumbar puncture, gait evaluation, and CSF tap tests, and create videos explaining those tests; (4) identify problems in iNPH treatment, and
examine and summarize methods for building smooth collaborative systems; and (5) promote the SINPHONI-3 study, which aims to determine
if shunt surgery is effective for people with comorbid iNPH and Alzheimer’s disease.
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Relay talk: “iNPH and Me: The Past, the Present, and the Future”
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Kazunari Ishii
(Department Head, Diagnostic Radiology Division, Department of Radiology, Faculty of Medicine, Kindai University)

In iNPH, the corpus callosal angle sharpens

| am a radiologist and my specialty is diagnostic imaging for dementia. My work on iNPH began over 25 years ago, when | was providing
treatment for and conducting research on dementia at what was the Hyogo Prefectural Research Center for Functional Neuroimaging for Elderly
People. There, | collaborated with Professor Etsuro Mori and his team in a study published in 1998 that described DESH as a neuroimaging
feature for iNPH.

After that, | have been in charge of imaging analysis for SINPHONI and the portions of the clinical guidelines on iNPH that are related to
diagnostic imaging. Also, my paper that is cited most frequently is on a study that found the corpus callosal angle sharpens in iNPH. | also led a
study on the cerebral perfusion pattern of iNPH using single photon emission computed tomography (SPECT).

Do not overlook DESH and AVIM in imaging studies

CT or MRI imaging studies are essential for diagnosing iNPH. A decade ago, most radiologists were unaware of DESH as a neuroimaging feature
of iNPH, but thanks to support from industry or lecture activities, pamphlet distribution, and other efforts from academic societies and similar
organizations, people have finally started to learn about DESH. During imaging, it is important for radiologists not to overlook DESH and
asymptomatic ventriculomegaly with features of iNPH on MRI (AVIM).

In the future, in my role as a radiologist, | would like to continue supporting iNPH treatment from the field of diagnosis. In addition, | am also
taking part in an initiative to utilize Al in diagnostic imaging for dementia, and it is my goal to establish diagnostic methods that will allow us to
anticipate the effects of treatment in the future.
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Chifumi Iseki
(Lecturer, Department of Internal Medicine Ill, Faculty of Medicine, Yamagata University)

The incidence of iNPH is not low

Neurology treats a broad variety of diseases including stroke, Parkinson's disease, and Alzheimer’s disease that affect everything from our bodily
sense of motion to the higher brain functions characteristic of human brain activity. When | was in graduate school, Professor Takeo Kato, who
was then a member of Third Department of Internal Medicine at the Yamagata University School of Medicine, invited me to attend a meeting on
iNPH held as part of a research project funded by a Health and Labour Sciences Research Grant. There, | was surprised to learn that the “idiopathic”
part of “idiopathic normal pressure hydrocephalus” refers to the fact that we do not understand the disease. | also learned of how complex iNPH
is, with intertwined symptoms spanning motor and cognitive function, and was puzzled when | thought of how we should approach a disease
with a pathophysiology we did not understand.

Taking a weighted average of results from four epidemiological studies conducted throughout Japan from 2008 to 2016, we find the prevalence
of iINPH in elderly people in rural areas to be 1.6%. The Hisayama Study has reported the prevalence of Alzheimer's disease, vascular dementia,
and dementia with Lewy bodies to be 12.3%, 3.0%, and 1.05%, respectively. This shows us that the incidence of iNPH is not low when compared
to other forms of dementia.

The discovery of AVIM

While continuing an epidemiological study of neurological diseases in Yamagata Prefecture, | noticed some people had ventricular enlargement
that looked like iNPH, but they had no symptoms. | reported it to the professor, who said it was a new discovery. The condition ended up being
named “Asymptomatic ventriculomegaly with features of iNPH on MRI,” or AVIM. Looking back, this was a step forward in elucidating the
pathophysiology of iNPH, which was a surprise even to me.

iNPH in the aging brain and future efforts

As our brains age, in addition to iNPH, they can become affected by multiple comorbidities like Alzheimer’s disease and stroke. When that
occurs, it becomes more challenging to detect various symptoms and both diagnose and treat iNPH. In the future, in my role as a neurologist, |
would like to continue to help clarify the combined pathophysiologies of elderly patients with iNPH.
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Michiyo Goto
(Person living with iNPH)

Being diagnosed with iNPH and undergoing shunt surgery

One day, | thought to myself, “My stride is getting a little shorter lately.” | went out for a walk and found | could not stop. Realizing | would end
up in the road, | directed my body into a closed shutter on the side and was finally able to stop.

Because of that incident, | decided to visit a local neurosurgeon in February 2021. Fifteen years ago, | lost my husband to a glioblastoma, a type
of brain tumor. This made me keenly aware that you should take the inside of your head seriously. Because of that experience, | knew | needed
an MRI.

The MRI found that it was most likely to be iINPH. | was referred to a hospital that could provide specialized tests and surgeries, and was
hospitalized for tests in March. The diagnosis was, to no surprise, iNPH. | was told my gait and other symptoms would probably improve with
treatment.

| underwent shunt surgery in May, after the holiday week. | had the physician in charge adjust the dial on the valve many times, and while it was
a struggle, | began exercising. Although | wasn’t able to go on outings after | was discharged because of the COVID-19 pandemic, | went for walks
at my own pace at places like parks. By the time six months had passed since the procedure, | had grown more confident in my ability to walk. By
the time a year had passed, | could walk about 4 km, and more recently, one-and-a-half years later, | can walk about 8 km, while taking breaks as
necessary.

My gait recovered and | am motivated every day, as if a fog has lifted

The other day, | heard someone say “You don’t have much time left” on TV. It used to be that people were referring to age 70 and above when
they said that. However, | have become more positive-minded, and | now think that 100 is the new 70. | can move on my own again, so | would
like to continue trying new things to enrich my life. Thanks to everyone who took care of me, like the doctor who found my iNPH and the doctor
who performed my surgery, it is like a fog has lifted and | have become motivated again. For that, | am grateful from the bottom of my heart.
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Madoka Nakajima
(Associate Professor, Department of Neurosurgery, School of Medicine, Juntendo University)

iNPH has become a common disease among elderly people

| am a neurosurgeon and | perform CSF bypass (shunt) surgeries to treat iNPH. Comparing efforts to address iNPH when | joined the department
25 years ago to those of today, | can see there have been various changes.

In the past, INPH was viewed as an intractable and rare disease. The perception of iNPH is changing and it is now starting to be viewed as
something that is common among elderly people. It has been referred to as a form of dementia that can be treated, but iNPH is not completely
reversible. If it goes overlooked in the same manner that occurs with Alzheimer’s disease and other diseases, it can progress, which means
recovery will be poor even after shunt surgery. This means early diagnosis is still crucial, as it can be easy to maintain ADL with iNPH if diagnoses
and therapeutic interventions are provided early.

It used to be that diagnosis was mainly based on ventricular enlargement, but diagnosis rates have improved since focus shifted to
disproportionate enlargement of subarachnoid spaces. As for comorbidities, they are no longer excluded when forecasting prognosis, but are
considered as conditions that should receive therapeutic intervention.

Although ventriculoperitoneal (VP) shunts are more commonly used in treating iNPH overseas, SINPHONI-2 has shown lumbar-peritoneal (LP)
shunts are as effective as VP shunts, and LP shunts are now more common in Japan. Instead of only adjustable valves, like in the past, shunt
systems now include MRI-compatible, adjustable valves with anti-siphon systems.

The future of iNPH treatment

As for desirable future changes in iNPH treatment, diagnosis is currently conducted based on diagnostic imaging and symptoms, but in order
to make it possible to detect iINPH earlier, | would like for patients and their families to be able to conduct self-diagnosis using Al in the future.
On the topic of treatment, in addition to the CSF shunts we use now, | would like for it to be possible to halt progression in patients in the
early stages with very mild symptoms using oral medications. For patients with comorbid diseases, | would like shunt treatment, appropriate
medication, and management to not only be conducted at specialized outpatient clinics, but also through multidisciplinary collaboration that
includes local clinics and specialists.

Furthermore, regarding how shunt devices function, the shunts we use today are still based on hydrostatic pressure differences, but in the
future, we could provide more precise management if pumps using internal batteries or similar technologies become available. Regarding the
shunt valve itself, the concept of “smart shunts” which can gather biometric data using electronic technology has already taken off overseas.
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Shigeki Yamada
(Hospital Lecturer, Department of Neurosurgery, Shiga University of Medical Science)

It is important to identify cases in which shunt surgery provides highly effective treatment

| think that the degree to which neurosurgeons are aware of iNPH as a disease is probably not much different than the degree of awareness
among psychiatrists. Even if they know about iNPH, | think that fewer than half of neurosurgeons know about DESH. | think radiologists are quite
familiar with DESH, but overall awareness toward iNPH is still low among emergency physicians and general internists. There are also regional
disparities in iINPH treatment. | have the impression that in regions with few neurosurgeons, many of the neurosurgeons there are not proactive
about iNPH treatment even if they find DESH.

Although shunt surgery itself is a relatively simple procedure for neurosurgeons, because it involves the implantation of a man-made device into
the body, it carries the risk of complications. | think this makes neurosurgeons feel cautious, especially when treating elderly people. Given these
circumstances, | think it is crucial they perform the procedure in a reliable manner while avoiding complications to the greatest extent possible,
and provide treatment interventions after carefully identifying patients whose conditions are likely to improve.

Using Al to detect the neuroimaging features of DESH and adopting automated gait analysis

Although cases in which radiologists overlook the neuroimaging features of DESH are becoming less common, there are still many cases it is
missed. For example, it is often overlooked during cranial CT scans and MRIs taken during routine treatments for stroke. When | encounter
a patient who was diagnosed with Alzheimer’s disease or Parkinson’s disease a decade ago and has actually had DESH for some time, and
whose symptoms of iNPH have now progressed, | am reminded of the importance of raising awareness toward DESH. To reduce oversights and
misdiagnoses wherever possible, clinical studies are currently advancing on the use of Al-based image recognition technology to detect DESH
and to automatically detect the pathological gait that is specific to iNPH. | think we will be able to implement the use of such technology in
society in the near future.
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Panel discussion: “Building Systems for Multidisciplinary Collaboration in Communities
to Advance iNPH Measures”
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Panel discussion: “Building Systems for Multidisciplinary Collaboration in Communities to Advance iNPH
Measures”
Panelists:
Syouzo Ohkouchi (Chief Long-Term Care Support Specialist, Care Plan Naruko; Care Creator)
Hiroaki Kazui (Professor, Department of Neuropsychiatry, Kochi Medical School; Chairman, The Japanese Society of NPH)
Ken Nagata (Managing Director, Clinical Research Institute, Yokohama General Hospital; Director, Yokohama City Medical
Center for Dementia)
Tatsuhiro Maeda (Assistant Director, Maeda Hospital, Yamamoto-Maeda Memorial Association; Director, Tokyo Metropolitan
Cooperative Community Medical Center for Dementia; Director, NPH Center, Maeda Hospital)
Designated remarks:
Aki Nakanishi (Deputy Director, Technical Officer (Medical Science), Division of Dementia Policy and Community-Based Long-
Term Care Promotion, Health and Welfare Bureau for the Elderly, Ministry of Health, Labour and Welfare (MHLW))
Moderator:
Yukiko Kawata (Senior Associate, HGPI)

M Issues within the process from noticing a problem to receiving an examination, from the perspectives of those
on the medical frontlines
Syouzo Ohkouchi (Chief Long-Term Care Support Specialist, Care Plan Naruko; Care Creator):

e There was a case of collaboration among medical and long-term care in which a specialist in long-term care and nursing
noticed iNPH characteristics while caring for a patient, who said “Their stride is somewhat short, but their symptoms seem
different from Parkinson’s disease.” This led to the patient receiving a medical examination. By keeping points in mind that
a specialist is supposed to be able to notice, | think it will become possible to create a system in which iNPH does not go
overlooked.

Ken Nagata (Managing Director, Clinical Research Institute, Yokohama General Hospital; Director, Yokohama City Medical
Center for Dementia):
e Because there are cases in which people receive the entire course of treatment including testing, diagnosis, and surgery
from neurosurgeons outside of medical centers for dementia, the actual number of cases of iINPH may be greater than we
have been able to grasp through surveys and other sources.
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Tatsuhiro Maeda (Assistant Director, Maeda Hospital, Yamamoto-Maeda Memorial Association; Director, Tokyo Metropolitan
Cooperative Community Medical Center for Dementia; Director, NPH Center, Maeda Hospital):

e What | always tell family members those most affected or people serving at facilities for elderly people is to focus on
moments that make one say, “That reminds me...” or “That makes me think of the time that...” In the home and in
facilities, people tend to make assumptions — that any symptom of dementia is Alzheimer’s disease, or that urinary
symptoms are merely the result of old age. Making assumptions like that means we miss opportunities to recognize iNPH.
It is important for people to keep in mind things they have noticed, such as, “Now that you mention it, they could walk a
year ago,” or “They could walk back then, but not now.”

e Rather than assuming someone has Parkinson’s disease when they exhibit gait disturbances, we must build awareness in a
way that is easy to understand using keywords for recognizing the characteristics of iNPH, like “gait disturbance,” “cognitive
impairment,” and “urinary incontinence.”

¢ We need collaboration in communities that makes it possible to provide direct referrals to facilities that provide care
for iNPH. It will also be important to cooperate with emergency hospitals in each city, where people are brought to for
head trauma; and orthopedic surgeons who treat femur or humerus fractures caused by falls. In a similar manner, it will
also be necessary to build awareness among internists, neuropsychiatrists, and local family doctors and enable medical
collaboration that connects people to hospitals that treat iNPH.

Hiroaki Kazui (Professor, Department of Neuropsychiatry, Kochi Medical School; Chairman, The Japanese Society of NPH):
e Unlike urban centers, the number of physicians who can treat iNPH in rural areas is limited. It may be a good idea to have
maps that show which facilities have physicians who can provide specialized care for iNPH.

Bl The ideal structure of multidisciplinary collaboration among departments and healthcare institutions to
enable examination, diagnosis, treatment, and follow-up
Hiroaki Kazui:

e Establishing a system for providing follow-ups is an issue we must address moving forward. | think we should have a
system that enables patients to return to their communities after surgery to receive follow-ups from their family doctors.

e There are cases in which shunt surgery does not relieve symptoms, so some neurosurgeons might not be enthusiastic
toward the procedure. For physicians like that, | would like for them to learn how effective the surgery can be by
introducing them to patients who have received appropriate differential diagnoses from physicians in internal medicine. |
think doing so will be necessary to build a collaborative system that operates smoothly.

Tatsuhiro Maeda:

e During the phases for examination, diagnosis, and treatment, the number one priority is introducing the patient to a
hospital that can treat iINPH, but there are more than a few cases in which the patient is sent back after being considered
ineligible for a shunt procedure. It is also important to collaborate with orthopedics during diagnosis. Our facility sees over
100 people with femoral neck fractures per year, about 20 of whom are diagnosed with NPH. About 3% to 5% of those 20
people undergo shunt surgery.

* There are cases in which patients who were not making progress during rehab after leg surgery were found to have NPH
upon examination. It is likely that deepening collaboration among departments, including emergency medicine, will
improve the diagnosis rate of iNPH.

e Multi-discipline information-sharing across long-term care and other fields of care is important during follow-up. Efforts
from family members and staff members across disciplines are important for improving or maintaining functional
prognosis after surgery. Regularly seeing a family doctor is also important. Having neurosurgeons perform shunt valve
adjustments, regular CT scans, and other procedures then becomes an important issue. Steps must be taken to ensure
these collaborative pathways are not cut off. Postoperative follow-ups have made me acutely aware of the importance of
training and care for improving true QOL for patients with iNPH.

Ken Nagata:

e Although this depends on the wishes of family doctors in communities, | think the more someone’s symptoms improve,
the better it is to have them return to their communities to receive follow-ups there. | think creating pathways for that to
happen will also lead to better collaboration later on.

¢ Given that around 30% of patients referred to specialized facilities for shunt procedures are deemed ineligible and sent
back, the physicians who refer them must feel disappointed. For many of the cases deemed ineligible at our center, when
they have a negative tap test or are suspected of having Alzheimer’s disease, we provide recommendations for other
treatments or long-term care.

* On the topic of follow-ups for negative tap tests, including for asymptomatic ventriculomegaly with features of iNPH
on MRI (AVIM), it would be easier to provide explanations if guidelines and other information resources clearly stated
that tests can be repeated six months after a negative test. Doing so would also help us meet the expectations of family
doctors in communities, who refer the patients.

Syouzo Ohkouchi:
¢ To be able to observe people who use long-term care services and link them to healthcare while coordinating information,
it is important to grasp the characteristics and roles of each type of support. This includes day care and rehabilitation
services, which are involved with and watch over users for long periods; and in-home nursing, rehabilitation, and long-
term care services, which provide targeted support for short periods. It is important to deepen involvement with
these care professionals while understanding the points that each one keeps an eye out for and what points should be
considered items of interest.
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e When a long-term care user says something like, “The big hospital just treats you and sends you home. The doctor
doesn’t even look at you,” and a care professional replies, “That’s too bad, that hospital is awful,” then trust in healthcare
institutions is eroded. Therefore, it is desirable that care professionals also possess an accurate understanding of medical
coordination among specialists and family doctors or the Integrated Community Care System overall, and are able to
provide adequate information and explanations regarding the individual roles of patients or family members.

B Necessary steps to promote measures for iNPH in the future
Syouzo Ohkouchi:

e QOur discussion has reminded me of the importance of understanding each institution or system and their roles, starting
with the medical system for iNPH treatment; points to keep in mind when interacting with long-term care users; the
importance of information systems that connect to integrated community care, including who to connect to and how
to connect with them; the importance of sharing that information across all related parties in each region, regardless of
hierarchies; and linking those efforts to real action in every community.

Ken Nagata:

e Broadly disseminating information regarding iNPH will be important. We host study groups on dementia eight to ten
times annually using a hybrid in-person/online format over Zoom, for patients, their families, and long-term care
professionals.

¢ In a free newspaper distributed monthly at our outpatient clinic, we are running a column series on dementia and are
raising awareness and helping people make sure iNPH does not go overlooked.

¢ While some physicians have the impression you have to pay to see the guidelines, they can actually be viewed for free on
the Minds Guidelines Library. Through various activities like the Minds Guidelines project, it will be necessary to broadly
disseminate accurate information regarding iNPH.

Tatsuhiro Maeda:

e QOver the past two years, we have started to realize that there are many cases in which the three major types of dementia
(namely, Alzheimer's disease, vascular dementia, and dementia with Lewy bodies) are comorbid with iNPH. In particular,
discussions are currently underway at academic societies to examine treatments provided for comorbid Alzeimer’s
disease and iNPH.

e In real-world clinical settings, we must keep in mind what true QOL means to patients and proceed accordingly.

e \We have been engaged in various efforts to raise awareness that have included holding lectures and forums on iNPH
at hospitals to educate local physicians, healthcare professionals, and members of the general public; distributing
pamphlets; and distributing a dementia check sheet developed by a company to long-term care facilities and clinics. |
would like for us to continue focusing on these sorts of activities.

Hiroaki Kazui:

¢ In a booklet titled, “A Practical Manual for iNPH Diagnosis, Treatment, and Building a System for Medical Collaboration,”
which we plan to start compiling this fiscal year, we are thinking of including examples of how to respond to negative tap
tests and methods of providing follow-up for AVIM.
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Aki Nakanishi

(Deputy Director, Technical Officer (Medical Science), Division of Dementia Policy and Community-Based Long-Term
Care Promotion, Health and Welfare Bureau for the Elderly, Ministry of Health, Labour and Welfare (MHLW))

Over my many years of practice as a dementia specialist, | too have experienced times when a care manager was able to connect
a patient to a medical examination based on something they noticed in a care facility, and | saw many patients who were saved
because care managers collaborated with neurosurgeons.

The importance of that kind of collaboration and the findings of the many studies that were introduced today can be returned
to society by widely disseminating them. | have high hopes for further progress in iNPH research in the future. We also heard
extremely valuable stories from a person living with iNPH today. We must take what we heard at this symposium to heart as we
consider dementia treatments and measures in the future.
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Masashi Kumano

(Member, House of Councilors; Secretary, Parliamentary Association for Promoting Dementia Policies for an Inclusive
Society)

Based on my own experience serving as a radiologist in a university hospital, | believe that differential diagnosis of iNPH as a treatable form of
dementia is important, and that establishing a healthcare system for that treatment is a significant issue. This symposium made me realize the
importance of establishing the healthcare provision system that patients need. Moving forward, | would like to continue listening to everyone’s
voices and will do my utmost to ensure your policy recommendations are reflected in policy.
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Hiromitsu Kazui
(Professor, Department of Neuropsychiatry, Kochi Medical School; Chairman, The Japanese
Society of NPH)

Professor Hiroaki Kazui was born in Kobe City, Hyogo Prefecture. In 1989, he graduated from the Tottori University
Faculty of Medicine and joined the Department of Neurology and Department of Psychiatry at the Graduate School
of Medicine/Faculty of Medicine at Osaka University. He began working at Hyogo Medical University Hospital
Emergency Center in 1990. He earned a Doctor of Medicine degree from Osaka University Graduate School of
Medicine/Faculty of Medicine in 1995. In 1997, he was appointed Head Researcher of the Laboratory of Geriatric
Psychiatry in the Department of Clinical Research at Hyogo Prefectural Research Center on Brain Function for the
Elderly. In 2002, he became an Assistant at the Laboratory of Neuropsychiatry of the Osaka University Medical
School Department of Psychiatry, where he was appointed Lecturer in 2006. He later took on the additional
posts of Part-time Lecturer, Fukushima Medical University (2013-2015); Part-time Lecturer, Graduate School
of Medical Sciences and Medical School, Nagoya City University (2015-2017); and Part-time Lecture, School of
Medicine, Kumamoto University (2016-2017). In January 2018, he was appointed Professor of the Kochi Medical
School Department of Neuropsychiatry. In April 2020, he was appointed Adjunct Professor at the Laboratory of
Neuropsychiatry of the Osaka University Medical School Department of Psychiatry. In addition to being involved
in the creation of the Clinical Practice Guideline for Dementia and the Guidelines for Management of Idiopathic
Normal Pressure Hydrocephalus, he has served as a principal investigator for a number of research groups for the
Health and Labour Sciences Research Grants and the Japan Agency for Medical Research and Development (AMED).
Within academic societies, he has served as Board Member of the Japanese Psychogeriatric Society, the Japan
Society for Dementia Research, the Neuropsychology Association of Japan, and the Japan Society for Higher Brain
Dysfunction. He currently serves as Chair of the Japanese Society of Normal Pressure Hydrocephalus. His fields of
specialty are geriatric psychiatry, neuropsychology, and higher brain dysfunction. He is co-author of Dementia -
Things to Know for Peace of Mind! Guide for Handling Each Symptom (Medical Review Co., Ltd., 2012)
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Kazunari Ishii
(Department Head, Diagnostic Radiology Division, Department of Radiology, Faculty of
Medicine, Kindai University)

Kazunari Ishii MD, PhD, is a professor and chairman for Department of Radiology, Kindai University Faculty of
Medicine, in Osaka, Japan. Dr. Ishii investigated neuroimaging of dementia in Hyogo Institute for Aging Brain and
Cognitive Disorder, Japan, before moving to Kindai University. Dr. Ishii’s research interests are investigations of
pathophysiology of neurodegenerative dementia, idiopathic normal pressure hydrocephalus and other brain
disorders using MRI, PET and SPECT. He currently leads research in amyloid and tau imaging of preclinical dementia
including Alzheimer disease and dementia with Lewy bodies, and computer assisted diagnosis of dementia using
imaging modalities. He received the Nuclear Medicine Award of Japanese Society of Nuclear Medicine (JSNM)
in 1999. He served as Editor-in-Chief of the Annals of Nuclear Medicine and now serves as Deputy Editor of the
Japanese Journal of Radiology.
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Chifumi Iseki
(Lecturer, Department of Internal Medicine Ill, Faculty of Medicine, Yamagata University)

Professor Chifumi Iseki graduated from the School of Medicine at Fukushima Medical University in 2003 and
joined the Department of Internal Medicine Ill at Yamagata University School of Medicine that same year.
She assumed her current position in 2017. In 2005, she served as a collaborating researcher for the “Study on
Hospitals, Pathophysiology, and Treatment for Normal Pressure Hydrocephalus and Related Disorders” conducted
under the Health and Labour Sciences Research Grants. That same year, Professor Iseki also began treating and
researching iNPH in her capacity as a neurologist and dementia specialist. Regarding her activities in the clinic, she
has continued serving at local hospitals and at Yamagata University Hospital where it has been her role to identify
people with iNPH, conduct inpatient inspections at the University Hospital, and refer patients to the department
of neurosurgery for treatment. As for her research activities, she has been involved in conducting epidemiological
studies of INPH among elderly people living in or near Yamagata Prefecture, conducting research on genetic risk
factors for iNPH to be linked to pathological studies, and analyzing the symptoms and pathology of iNPH and other
forms of dementia.
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Michiyo Goto
(Person living with INPH)

Ms. Michiyo Goto was born on March 3, 1953 and is 69 years old. Her husband passed away sixteen years ago and
she currently lives alone. She was diagnosed with iNPH in 2021 and has since undergone surgery. She currently
spends her days looking forward to seeing the growth of her three grandchildren, who live separately.
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Madoka Nakajima
(Associate Professor, Department of Neurosurgery, School of Medicine, Juntendo University)

March 1997: M.D., Juntendo University, Tokyo, Japan

May 1997: Passed the Examination of National Board

May 1997 - April 1999: Junior Resident, Department of Neurosurgery, Juntendo University Hospital

June 1999 - August 2003: Medical Staff, Department of Neurosurgery, Juntendo University Hospital

October 2003- March 2004: Medical Staff, Department of Neurosurgery, Saiseikai Kawaguchi General Hospital
April 2004 - March 2006: Medical Staff, Department of Neurosurgery, Fujisawa City Hospital

April 2006 -: Medical Staff, Department of Neurosurgery, Juntendo University Hospital

January 2013 - : Associate Professor, Department of Neurosurgery, Juntendo University Hospital

April 2018 :Visiting Professor, Department of Neurosurgery, Kuopio University Hospital, University of Eastern
Finland
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Shigeki Yamada
(Assistant Professor, Department of Neurosurgery, Shiga University of Medical Science)

Professor Shigeki Yamada was born in Nagoya, Japan. After graduating from the Gifu University Graduate School
of Medicine in 1997, he joined the medical office of the Kyoto University Department of Neurosurgery. In 2001, he
began the doctoral program at Kyoto University Graduate School of Medicine and Faculty of Medicine, studying
genetic analysis and medical statistics and epidemiology. He joined a collaborative research initiative with the
Laboratory of Computational Fluid Dynamics at the University of Tokyo Institute of Industrial Science in 2002 and
attended the Centre National de Génotypage (the National Center of Human Genomics Research) in France in
2004. He became a board-certified neurosurgeon of the Japan Neurosurgical Society in 2005 and was certified as a
medical specialist in stroke by the Japan Stroke Society in 2007.

In 2013, Professor Yamada joined Rakuwakai Otowa Hospital, where he worked in neurosurgery and emergency
medicine, performing general neurosurgical procedures for conditions such as subarachnoid hemorrhage, head
trauma, and brain tumors. Studying under Dr. Masatsune Ishikawa at the Normal Pressure Hydrocephalus Center,
he also began specializing in idiopathic Normal Pressure Hydrocephalus (iNPH).

In 2017, Professor Yamada started collaborating with Fujifilm Co., Ltd. for research on 3D image analysis and with
Digital Standard Co., Ltd. for research on 3D gait analysis. After joining Shiga University of Medical Science in 2019,
he participated in a joint in research initiative between industry and academia and across the fields of medicine
and engineering with the University of Tokyo, Osaka University, and Tokyo Metropolitan University (Graduate
School of Systems Design) on fluid simulation image analysis of cerebral circulation and cerebrospinal fluid. He is
also part of a similar joint research initiative which aims to examine cutting-edge techniques for 3D gait motion
analysis and involves Tesseikai Spine and Spinal Cord Center, Yamagata University, and the National Institute of
Advanced Industrial Science and Technology (AIST).

KA 2=

(77T EENEXEEME TT77VITAK—)

FTANEXIESHME, NERLL, EEOITES TR —Pv— L TEHTEES, 2UITAT47
TTHREEREKR - T 77V MR- LT, NEBUDOBH EABELZILS 24, tiBiaiEs 7HEIC
BIIANEBEEEFOBESECERNEEEHEE, BERAAE N T 1 —RE, HF40uigiERFHICER
VL, £/, —MAFEANLVEIHREMEEE Y L, a5 70EY) AR SR HA SR
LWREHLS [YZ777y¥avya—] O70F72—2P [RAVEICELVWKELE] OHEEITUL.
SHEHEDEY AERELMIBEEsr 7 EBALEHOICYDEREZIT-o>TWES,

Shozo Okouchi
(Chief Long-Term Care Support Specialist, Care Plan Naruko; Care Creator)

Mr. Syouzo Ohkouchi serves as chief long-term care support specialist and is a certified care worker. While actively
serving as a chief in-home care manager, in his capacity as Representative and Care Creator of the Creative Care
Study Group, Mr. Ohkouchi works to develop various resources in communities to communicate the appeal and
expand the possibilities of long-term care and welfare. These activities include projects for integrated community
care through collaboration across long-term care facilities, promoting collaboration among medical and long-term
care, and serving as producer for groups representing people living with disabilities.

Furthermore, in his role as Chairman of the Bell Institute for the Promotion of Science, Mr. Ohkouchi is engaged
in activities undertaken with a broad perspective that encompasses the ideal form of integrated community care
and multi-generational exchange and include serving as producer of a fashion show for seniors and promoting
dementia-friendly libraries. He is active in formulating recommendations for structuring a diverse society and
developing communities in @ manner that surpasses integrated community care.
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Ken Nagata
(Director, Clinical Research Institute, Yokohama General Hospital; Director, Yokohama City
Medical Center for Dementia)

Professor Ken Nagata is a graduate of the Hirosaki University School of Medicine. After serving at the University
of Colorado Health Science Center in the U.S. and the Akita Cerebrospinal and Cardiovascular Center, he assumed
his current position in April 2016. He assumed the additional role of Director of the Yokohama City Medical
Center for Dementia-Related Diseases in December 2020. He specializes in neurology (including stroke and
dementia), neuropsychology, and diagnostic imaging. He is a certified medical specialist of the Japanese Society of
Neurology, the Japan Society for Dementia Research, the Japan Stroke Society, and the Japanese Society of Clinical
Neurophysiology.
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Tatsuhiro Maeda

(Assistant Director, Maeda Hospital, Yamamoto-Maeda Memorial Association; Director, Tokyo
Metropolitan Cooperative Community Medical Center for Dementia; Director, NPH Center,
Maeda Hospital)

1975 - 1981 : Kyorin University School of Medicine

1981 - 1985 : Neurosurgical Training at Kyorin University School of Medicine

1981 - 1985 : Graduate School (Neurological Surgery) in Kyorin University School of Medicine

1985 - 1986: Assistant Neuro surgen,Tokyo Metropolitan Komagome Hospital

1990 - 2000: Assistant Professor, Department of Neurological Surgery, Kyorin University School of Medicine

1992 - 1994: Postdoctoral Fellow, Department of Neurosurgery,

University of California San Francisco (UCSF), CA.

2001 -: Vice-Director, Yamamoto & Maeda Memorial Maeda Hospital Chief, Department of Neurosurgery YMM
Maeda Hospital

2017 - Chairman, Dementia Disease Medical Center at YMM Maeda Hospital
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Aki Nakanishi

(Deputy Director, Technical Officer (Medical Science), Division of Dementia Policy and
Community-Based Long-Term Care Promotion, Health and Welfare Bureau for the Elderly,
Ministry of Health, Labour and Welfare (MHLW))

1989, Graduated from Department of Medicine, Fukui University of Medical Science (currently the University of
Fukui School of Medical Sciences). 1999, Earned Doctor of Medicine degree from School Of Medicine &Graduate
School Of Medicine, Osaka City University. 1989-1993, Department of Neuropsychiatry, Osaka Metropolitan
University Hospital. 1994-1998, Department of Geriatric Neurology (newly established), Osaka Metropolitan
University Hospital. 1998-2022 Osaka City Kosaiin Hospital. 2009, Appointed Director, Department of Neurology
and Neuropsychiatry. 2016, Appointed Deputy Director. Aki Nakanishi MD, PhD also has a long experience in
government; 2007-2022, Health Promotion Department, Health Bureau, Osaka City. 2014-2021, Division of Policy
for the Elderly, Social Welfare Bureau, Osaka City. 2021-2022, Medical Superintendent, Social Welfare Bureau,
Osaka City. Until March 2022, she served as Director and as Chairperson of the Committee for the Promotion
of Diversity at the Japan Society for Dementia Research. Her current positions include Deputy Director, Officer
for Dementia Countermeasures, Division of Dementia Policy and Community-Based Long-Term Care Promotion,
Health and Welfare Bureau for the Elderly, Ministry of Health, Labour and Welfare; Part-time Lecturer, Department
of Neuropsychiatry, Graduate School of Medicine, Osaka Metropolitan University; and Part-time Lecturer,
Department of Human Development and Welfare, Graduate School of Human Life Science, Osaka Metropolitan
University. Her area of expertise is clinical dementia. She has received the Ishizaki Award (jointly awarded) and the
Encouragement Award from the Japanese Society for Dementia Care.
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Masashi Kumano
(Member, House of Councilors; Secretary, Parliamentary Association for Promoting Dementia
Policies for an Inclusive Society)

Dr. Seishi Kumano earned his Doctor of Medicine degree from the Ehime University Graduate School of Medicine
and is a specialist in radiology. After working at Uwajima City Hospital, National Hospital Organization Ehime
Medical Center, and Matsuyama Red Cross Hospital, he served as Assistant, Graduate School of Medicine/Faculty
of Medicine, Osaka University (from 2000); Assistant, Graduate School of Medicine, Ehime University (from
2002); Assistant, Faculty of Medicine, Kindai University (from 2006); Lecturer, Osaka Medical College (2012); and
Lecturer, Faculty of Medicine, Kindai University (from 2014). In July 2016, he was elected for the first time in the
24th House of Councillors Election under proportional representation as a member of Komeito. From September
2020 to November 2021, he served as Parliamentary Secretary for Agriculture, Forestry and Fisheries. He was re-
elected in July 2022, during the 26th House of Councillors Election under proportional representation as a member
of Komeito. His current roles within Komeito include Vice Director, International Affairs Bureau; Vice Chair, Osaka
Prefectural Headquarters; Deputy Chair, Committee on Agriculture, Forestry and Fisheries; Deputy Secretary-
General, Headquarters for COVID-19 Countermeasures; and Executive Director, Headquarters for the Promotion of
Intractable Diseases Control.
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Shunichiro Kurita
(Manager, Health and Global Policy Institute)

Originally from Yokohama City, Mr. Shunichiro Kurita graduated from Waseda University Faculty of Political Science
and Economics. After graduating, he began his career at Tokio Marine & Nichido Fire Insurance Co., Ltd. During his
time there, he was employed in the car accidents claims payment division, doing work related to car accidents.
Having had a grandmother with dementia, Mr. Kurita developed a strong personal interest in dementia and health
policy. This led him to join Health and Global Policy Institute (HGPI) where in addition to the dementia policy
project, he also leads HGPI’s projects for mental health and child health, is responsible for planning and managing
seminars for outside parties, and handles communication with legislators. During his time at HGPI, he earned his
Master of Public Management (MPM) degree from Waseda University Graduate School of Public Management. He
specializes in public policy and local governance.

Mr. Kurita has also served as a member of “the Orange Town Vision” (a dementia policy project for Aichi Prefecture)
Project Team Working Group (2017) and a member of the “Committee for Enacting a Local Regulation for Dementia
in Urayasu City” organized by Urayasu City in Chiba Prefecture (2021). He has spoken at companies and academic
societies and has made appearances in the media.

He has also served as an adjunct lecturer at Tokyo Medical and Dental University Graduate School and Den-en
Chofu University and has given numerous lectures on public policy and healthcare policy at universities and other
institutions.
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Yukiko Kawata
(Senior Associate, Health and Global Policy Institut )

After graduating from the Faculty of Pharma-Science at Teikyo University, Ms. Yukiko Kawata served as a
pharmacist at a major dispensing pharmacy chain. In addition to possessing broad knowledge on pharmaceuticals,
she has experience in every aspect of dispensing pharmacy operations, including pharmaceutical selection and
the expansion of pharmacy services as part of the integrated community care system. She has also served as
a Caravan Mate of the Dementia Caravan. She later earned a Master of Public Health (MPH) degree from Keio
University Graduate School of Health Management. During graduate school, she conducted research in the
field of physical activity epidemiological among elderly people and participated in a World Health Organization
Western Pacific Regional Office (WHO-WPRO) joint project related to that field. She also worked for a healthcare-
focused venture and won several contests related to business data (including the Digital Innovators Grand Prix 8
and Macromill’s Data Analysis-Based Market Strategy Planning Contest 2018). She joined Health and Global Policy
Institute (HGPI) in December 2018. At HGPI, she is involved in planning and holding global meetings with domestic
and international multi-stakeholders, conducting research, and formulating policy recommendations, mainly for
projects related to women'’s health, children’s health, dementia policy, and antimicrobial resistance (AMR).
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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 are in agreement 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.

ChELE (A+EIR)
Integra Japan #kx &4t
AARXY 749y 7 A%AEHR

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