SR GE & [ B 1 gE
Dementia and Oral Function

15185 ($fW7EFE5H830H)
Volume 1, Issue 1 (30 May, 2025)

S| /N
Contents
(BBE)
%%mﬂ; L Dﬂ%f%ﬁ‘éﬁ%/ﬁ\@gﬂﬁzﬁ) 5 , %Eﬁgﬁﬁmiu%@%{uf\ .......................................... ﬁ* ]:E;Ej

President's Preface:
Japan Research Society for Dementia and Oral Function is growing to give birth the first issue
of the official publication

TAKUO KUDOKI ++revverrrrerrnrsnsuesuesaeteeteteteetetetietestetetaetetetastettetetastesetastastesietassesesaesessesiesneseses
\GEE
AR AMEPRAR IZ B 1 2 PR RHEEE O BIEHLAT : ECCO 7my = 7 b

................................. ST MR OMA OBHA, fea RE—, EMOHER, KA WE, FH B2,
Ok, MM OKEE, BB R, TR L A B, A A,
Al B, WilgASES, E 2 B —%, K Y
Original article:
Status of medical-dental collaboration in dementia care: The ECCO project
Yoshihiro Kugimiya, Kenji Fueki, Keiichi Sasaki, Yuta Manabe, Katsuhiko Kimoto,
Takayuki Ueda, Yuka Abe, Yuka Inamochi, Naru Shiraishi, Takeshi Saito,
Takuya Kobayashi, Mamoru Hashimoto, Tomohisa Ishikawa, Kumiko Utsumi,

Manabu Ikeda’ Kazuyoshi Baba and Takuo Kuboki ---------------------------------------------------------------------
(LZFv—)
i O WD & GRAIBERE @ KIKRZFADEBRIMZE (SONIC study) 236 woereeeeeeeeeeeees e —4l
Lecture:

Oral health and cognitive function in old people: From an interdisciplinary study (SONIC study)
at Osaka University

Kazunori Ikebe .....................................................................................................................

(¥8 &)

FEEEITZE s & B 7 TIVRERS & ZHAIME DRI R «+cveeerrerrerererrerrmrtett e A #Ek
Review:

Association between Oral Function and Dementia from Epidemiological Studies

Tatsuo Yamamoto ..................................................................................................................

15



(ZTHRER - Review)
Neurophysiology in mild cognitive impairment: focusing on the default-mode network
............................................................................................................... Hiroshi Yoshimura 22

Published
by
Japan Research Society for Dementia and Oral Function under CC-BY-NC license.
Editor-in-Chief: Youngnam Kang
Associate Editor-in-Chief: Kenji Fueki
Address: Department of Oral Rehabilitation and Regenerative Medicine,
Okayama University Graduate School of Medicine, Dentistry, and Pharmaceutical Sciences
2-5-1, Shikata-cho, Kita-ku, Okayama, Okayama 700-8525, Japan



RHDE & CIERERE  Dementia and Oral Function 1(1) : 1-2, 2025 @ @ @
https://doi.org/10.63587/dof.1-1.p1 BY _NC

s W

ifll

POAME & HIPEREREIT 2 DA 7 &, BEBIREAIT 5 D FEHI A~

ARHE & LIPERSRERFTE &
=R #BAhY

Japan Research Society for Dementia and Oral Function is growing to give birth
the first issue of the official publication

Japan Research Society for Dementia and Oral Function

President Takuo Kuboki

TRONE & PR RERTSE S (Japan Research Society for Dementia and Oral Function: JRSDOF) o7 #E
iz 03B S N7 D1% 2018 (K 30) 8 HS5 HTH 5. BrIZILFMMEITFUEFED X v v %R « £ ) R—
avery—yuEchh, REMGEANTH 2 VPIHEEEE UEEERRR EGERRZ) L& wHEE (KK
KFPZERFL, VI NVKFHNOHERZ 2016 ~2021 ) OBFEPFICLD, KR EEEROEL LTS
DO TSEL, BESEZME 50> TwAERD, ZoLAE G IS IO L2 Firn, B
ZZFT-DOTHSH, ZOBIEMART, AMAXOFERPZED o, WHERERESRAE (BULEETF— o) —
y—), REMFEADE HHEA, (WARREASE (MRIERRERER) 226 2O 2 &kERE 2
AHEO 72 72, ERIR & IEEE, BERE Bl ERRE R AL v T =~ LT AR DH D, O ORERES
TREPEIC O WTEKFED Ao 2 L 25 THRHICE Z T\ 3,

Z D%, # 1 BIAMESD, TRANE L WD 5 & HEE L EROMEG ) L) 7 —<7T, 201948 H
3 H, 4 Hizg, ZEwWP ZTEHMoKRO®RMN A RREREPER ) OB MEEIC X D JULERIE R H
SETRRE G A ORI S 1, BERER v > v (DIERERE o A R & BRRIBERE IR T O BIfR) LR R v a v
(Mg DFEJ R & FRABERE D BITR) % B b W IRIA WA Z RO BIE O A2 OMIED L Iz, T
%, avrmicifEbnT, 1 EMBELZ RGO %, 582 MAmEaE, TR B REGRFNE DA
MEEZDFHERX DXL DK, 25 —=I2, Zoom S —F 4 7R T2021 4£8 H 7 H, S HIch I
7o, RWIESITMA T, HARZERKMEY: 2, HAMKERI A2 X 2 TERAEER & IR O MBIICBI ¥ %
WRtsE (ECCO) 7’my =7 by 2B, @)l aded: (BRI IRPEIR) 1%, s (RIE)
2, BAKIBD 2 \VIZHAR - AT X 2 HEE T 23538 HIKAIE T ISP G4 2 SN TORMIZEOE Lo L b
2576 LORIGEEHZ WX WicD 2 T2 Twb, e, BRI FIAL VEEAVPREIN, VAT
T4 27LbEa—%Z2RL7Db ZORHTH 2. 5 3 M AMiERE, TERHERNERE IC X 2 80HME IS 2 5T
letr7u—F &7 —=Ig, [FHERIC Zoom S —F 4 Y 7B T2022 48 H6 H, 7HICHEI N, KA
ESE (MRNNERIREHEZ) el S N ERERNEEE S v R 2y A0 B8E JideE G REERR) 125
W0 TV YA 2 — IO EBEMiZED BEEICIZM RS Z 2 72, 8 4 IPEiE 2L, BT R

W LR S22 ZE BE DR B 322 A > 777 o b AR Ao B 25z
Professor at Department of Oral Rehabilitation and Regenerative Medicine, Okayama University Faculty of Medicine,
Dentistry and Pharmaceutical Sciences



SRHNE & I VERkhE 1% 1% (2025)

(BRERYPHIZ) oBMEHZX D, 202348 H 19 H, 20 HICEWREB R ARESMECirbn, BAEICES
THHEBHEE L EIRD D v 74 v 72y PO S Iz, FRC, RIS X 2 SRk z o 2 L 7
I NA 2 —JHONNHEE & DBIRICBI T 2 BT O AL 2 RIS E NS SRR I N, F/o, FRABKRRIRT ISFE 9 Ak
THREREOBREZ UL DT EN TREIN, KEOFBEEIIEE D057 k) I L bDTH S, H
5 [RIPEfiEE 2 1%, TRRAE & BB~ OB 7 Wi, 27 —~12, 202448 H 24 H, 25 Hiz, HEER
PR E R AR IR AL IC R D, N4 7Y w PRI CHEM L 72, BERMEASOME  FHHERE OBAREZ
U ®, ECCO 7’mr Y = 7 | DR FHAREIRERRICK VAN I N, AFEL LEREEL Yy > a v
Bt S 4, 24T R D, KORG24k TEMEEANAREZ TN E Lo o, RANE & HRRE D BIfRIC
BT 2 BN R0 7 Sl TOHMIERTIE, SO BITHEZ RO I LLRETRETH S,

2025 4E 3 H 31 HBE, A&4HI132144, MEBEA42L4ICELTED, ZO0BHREBOMIKZE LS
DEIEZZE AT T02 2 L IEHEV RV, SEDHE 6 MIEiitfEalx, REMEAOBO LD TH 2 FHA
DO BRITOAGFE R AT, FHERESRICE KA 2 BIMEE2 W2 72wT, 202548 H 23 H, 24 H
BN PETH 5.

CDEIT, RAMEEZFICEERS T LI, RESN2BELBERIZZIIIEZA, ZLDREH»S, #
MMEEED T ZHIFE SN2 L) Itk o7, MIRIRERZER TH 2 L& E (BTFERREER) 123z
WIS K 5 W 2T, —HT, AFISHAOMFRELZEB) TEICKEL kB EbIL, A=
77 Z (0A) Py —FLOGREE EDHIC, HKRICS RELZEEOLEDOWBIMLEE 2 LItk T,
J-STAGE ~7 Y ¥ VG § 2 FEHEE Y ooz b, RSGRGEE L TAITIE 2 R2a%H T 205035 D, R&E
HEENTH 2 LML ICHRERBENT SMIN S Z LIk > 72, TERBSMAIDRFEHE DOEAE, OA XfHEIC
SR IRNZ IR CEEREZ IO L LARERBROAT], TIE6 Lz ZHRu 2w
BT, SEHOTHA v &2 THY 2w HHAREE ORBARIC S JECHLZ R L EiF7w,

ST 9 L CEA S 15 58AE & FPERSREIT /R 5581, FAEPERICS ( oEEAERERETs 2L
DRI, RATISOFHETCZEETE I ERTELI L BZANEEDORELEETH S, — 5T, Ko
fii % R AEMRGE S 2 51213, ASSBEMOEHIDEATRTH 5. KRibH, BRSO TRk, Kk
$, MADAMIEEICEHMTE 2 I LZHoTRE R0,



RHENE & C1ERERE  Dementia and Oral Function 1(1) : 3-8, 2025 @ @ @
https://doi.org/10.63587/dof.1-1.p3 BY _NC

R & X

RAMEEEIC B T 2 ERRRESE O BiE T - ECCO vy =7 b

BrEas e, WAREHG ", EAREZ e BERHER™, KAE s RHEZ
LHERRAE ™,  RRAIAHES, B B, 2T S WA 7 57 S 1 R [ 7 NI
A", WNIBASET ", i EE—3, ARG

Status of medical—dental collaboration in dementia care: The ECCO project
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ABSTRACT

Dementia is a common concern among dental professionals in Japan’s super-aged society. The National Guidelines
for the Promotion of Dementia Policies, expect dentists to play a role in early detection and response to dementia.
The strategy involves enhancing their ability to cope with dementia, manage oral function, and collaborate with
primary-care physicians. A survey conducted under the ECCO project, that targeted dementia specialists and dentists,
revealed a strong recognition of the importance of medical-dental collaboration among both groups, indicating a
solid foundation for their cooperation. However, instances of medical-dental collaboration in the care of people
with dementia are rare in clinical settings. Moreover, dentists’ participation rate in training in dementia response, a
key performance indicator in the National Guidelines for the Promotion of Dementia Policies, is 54.6% of the target
for 2025, which is low compared to that of other medical professions. To support people with dementia in their
everyday lives, dental professionals need to deepen their knowledge of dementia and strengthen interprofessional
collaboration. Dentists should not only to participate in dementia-response training to understand the dementia-
care pathway in their own region but should also actively work to establish face-to-face relationships with other
professionals by participating in workshops for interprofessional cooperation and workshops organized by the
Medical Center for Dementia.

Key words:
Dementia, Medical—dental collaboration, Regional medical cooperation, Community comprehensive support center,
Exploratory research project on the Correlation between Cognitive and Oral function project
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Oral health and cognitive function in old people: From an interdisciplinary study (SONIC study)
at Osaka University

Kazunori Ikebe

E

9, RAVE, RABSRER T IS T 2B 21T ) I o> THIREI REERE2UBRZ, Thbt, @M
JEDEREICO > T EIERFHNEZET2LRTEETH 2 LIy, BIEE CICHEE S L BANED
VA2 7708 —, PV ARA2 7728 —ELTIMABNS DITHERE, BEERNOEEEE X OO
REA L B (B K) BRORHEEHZENAT 2. 209 2T, EEHMLTw3 “HoRIES 1 HHRE DR
AR ICBEE T 27 & v ) DFZERE SIS g 2 B R D AT 5.

Iz, FaH32010 FICHIIE L 222058 (SONIC #f%%) DfEHE %215 5. SONIC if7eid, miE % %
RELCHMATIOZELZOFBNIIE TH D, FEE, LI - 2%, REEYE 2 L THEBEZ2DKS
HOHMENZNZFNOMEHEBOF— 5 2L T3, 2070, Frld, Hommo S 3 2w
F=FZHWT, OFEELEOREEDBEEICOVWTHHZ T3 LN TE, Z{DIETVAZMEL CE
7o, AR, R, DR ERABSEEIC OV T OREREHNT 5.

Fov—F
Wl CIRERERE, FRAIBERERES, RERI%, FHEDIE

ABSTRACT

First, I explain the background necessary for conducting epidemiological studies of dementia and cognitive
impairment. I present the concept of dementia and cognitive decline as a lifelong multifactorial disease, their risk
factors identified to date, the requirements for adding a new risk factor, and the importance of genetic factors and
genetic-environmental interactions. In addition, I introduce a critical view of the research, which has increased in
recent years, that “dental status or oral function is related to cognitive function”.

Next, I present an epidemiological study (SONIC study) that we started in 2010. The SONIC study is an
interdisciplinary gerontological study that combines the arts and sciences, with experts in medicine, psychology/
sociology, nutritional epidemiology and dentistry. As a result, we have been able to use high quality data to examine
the relationship between oral health and mental and physical health, and have generated a large body of evidence.
In this article, I will focus on the findings relating to oral health and cognitive function.

Key words:
Elderly people, Oral function, Cognitive impairment, Epidemiological study, Interdisciplinary study
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Association between Oral Function and Dementia from Epidemiological Studies

Tatsuo Yamamoto
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ABSTRACT

As the global population ages, dementia has emerged as a prominent concern in terms of long-term care. Cross-
sectional studies have shown that individuals affected by dementia have poor oral health. Although longitudinal
studies have demonstrated the association of oral health with the onset of dementia and cognitive decline before
2012, these studies were limited and presented inconsistent findings; for example, the association between tooth
loss and the onset of dementia and cognitive decline was inconsistent among them. In 2014, a review performed
by the authors identified several relevant original articles that found an association between the number of teeth
in an individual and the incidence of dementia and cognitive decline. A literature search performed in May 2023
found seven systematic reviews, of which five were meta- analyses, that investigated and substantially supported
this association. However, critiques from a life course perspective have been raised, contending that the association
between the number of teeth and cognitive function in the older population simply reflects the disparities between
children with normal cognitive function and those with impaired cognitive function at an older age. To generate
robust evidence capable of withstanding such criticisms, further epidemiological research that incorporates causal
inference and fosters collaboration among epidemiological, clinical, and fundamental research groups is highly
desirable.
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Dementia, Epidemiological study, Number of teeth present, Systematic review, Periodontal disease
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Neurophysiology in mild cognitive impairment: focusing on the default-mode
network

Hiroshi Yoshimura

ABSTRACT

Cognitive ability tends to decline with age and in some cases becomes severe cognitive impairment. The intermediate
transition state is named “mild cognitive impairment” (MCI), identifying the onset of MCl is difficult. This difficulty
is caused by the fact that current knowledge of MCI is limited. Amyloid beta (A3) and tau are widely recognized
as causative agents of Alzheimer’s disease (AD). Abnormal pathophysiological changes lie below the threshold of
detection for AD-related biomarkers, such as AB342 and tau protein in cerebrospinal fluid. The AB-tau interaction is
initially generated in the brainstem and parahippocampal gyrus before the onset of MCI, and AB and tau propagate
into a default-mode-network (DMN) that is involved in endogenously mediated, self-referential mental activity. The
DMN is frequently found to be abnormal due to the progression of AD. AB-tau interactions affect not only functional
connectivity, but also local synaptic activities, resulting in a lowered oscillation frequency by disturbing the balance
of activity between excitatory and inhibitory networks (E/I balance). These changes reflect electroencephalogram
(EEG) rhythms. The EEG alpha rhythm observed during the resting state tends to decrease, but theta rhythm
increases. Before the emergence of clear symptoms of cognitive decline, a lowered frequency of EEG in the resting
state becomes apparent. Thus, in the process of transitioning from normal to cognitive impairment, A and tau
accumulate in the DMN, and AB-tau interactions disturb the E/I balance. This lowers EEG frequency in the resting

state, which may provide a sign of the onset of MCI.
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What is MCI?

Cognitive ability is particularly essential for performing
daily activities throughout life. However, cognitive ability
tends to decline with age, and in some cases the cognitive
decline is accelerated compared with normal aging. In some
of these cases, the accelerated cognitive decline transfers
to severe cognitive impairment at the level of dementia'>.
Identification of this intermediate transitional state seems
to be important for preventing the progression of cognitive
impairment. This transition state is termed “mild cognitive
impairment” (MCI).

Clinical criteria for MCI are based on symptoms, and are
used in daily medical treatment. Outlines of the criteria have

been proposed as follows. The basic criterion is the presence
of a cognitive complaint. Sub-features include a cognitive
ability that is not normal for age, but essential activities
of daily living remain normal ¥. Although symptoms are
variable, MCI is generally divided into two broad types:
amnestic MCI; and non-amnestic MCI. The former is an
MCI with memory loss, while the latter is an MCI involving
“domains” of cognition other than memory?. However,
making a diagnosis of MCI is currently difficult. This
difficulty is because longitudinal population-based studies
on cognitive aging and MCI are lacking, and the current
state of knowledge regarding MCl is limited by inconsistent
findings*®.

Recent advances in neuroimaging have enabled the detec-
tion of brain biomarkers in cognitively impaired patients.
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Fig. 1 DMN and subsystem areas of the DMN. A) Core functional
hubs of the DMN. MPFC and PCC are functionally connected and
form the DMN. B) Several areas functionally connected with the
DMN form subsystem of the DMN.

Neuroimaging biomarkers of AD include measurement
of beta-amyloid (AB) deposition on AB-Positron Emission
Tomography (PET), tau deposition with tau-PET, and brain
metabolism on fluorodeoxyglucose (FDG)-PET. Various
investigations into MCI using biomarkers have been under-
taken’™. Jack et al. proposed a model of biomarkers in the
AD pathological cascade'?. Candidate biomarkers include
Af342 and tau protein in cerebrospinal fluid (CSF). Recently,
abnormal pathophysiological changes have been demon-
strated below the threshold of biomarker detection'”. Tau
pathology precedes AR deposition, but the emergence of
AB deposition accelerates tauopathy. Due to this, biomarker
levels rise above the threshold of detection. During the ini-
tial pathological cascade of AD, the important point is that
these pathophysiological changes occur during the preclini-
cal phase. For this reason, the onset of MCI is difficult to
identify based on age-related biomarkers alone.

AD biomarkers and the default-mode-network
(DMN)

Recently, several functional connections between

nodes in the neocortex have been identified as large-scale
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networks'>!. The medial prefrontal cortex (MPFC) and
posterior cingulate cortex (PCC) are functionally connected
and form the default-mode-network (DMN), which is
involved in endogenously mediated and self-referential
mental activity 1*'”. The DMN is also referred to as the task-
negative network, and exhibits higher metabolic activity
at rest than during the performance of externally oriented
cognitive tasks'®. The MPFC and PCC are core functional
hubs of the DMN (Fig. 1A). The MPFC is mainly involved
in self-referential mental idealization, while the PCC is
mainly involved in episodic memory retrieval'®*”. The
inferior parietal cortex, inferior temporal cortex, lateral and
superior occipital gyri and parahippocampal gyrus including
the hippocampus, are considered subsystem areas of the
DMN?2!?2, In addition, the brainstem, hypothalamus, basal
forebrain and basal ganglia are functionally connected with
the DMN, representing a subcortical DMN map?® (Fig. 1B).

The DMN is frequently found to be abnormal, due to not
only AD but also MCI. Zhong et al. reported that effective
connectivity between nodes in the DMN is decreased in AD
patients. In particular, according to a study using independent
component analysis (ICA) to identify DMN components and
Granger causality analysis to explore effective connective
patterns, it is found that the PCC is strongly connected
with most of the DMN regions but tends to be attenuated
in AD patients®?. Greicius et al. reported that resting-state
metabolic activity in the PCC and hippocampus is decreased
during the progression of AD, and network activity between
the two regions is disrupted®”. Wang et al. also reported
that resting state connectivity between right hippocampus
and PCC is decreased in early AD*). Interestingly, the right
hippocampus is associated with memory performance, and a
moderate decrease in DMN functional connectivity between
the PCC and right hippocampus is evident in mild AD?.
These changes correspond to decreased glucose metabolism
in the DMN, particularly in cases of amnestic MCI*".
Further, AB aggregation within the DMN leads to regional
hypo-metabolism, and hypo-metabolism with overlapping
AB aggregation is associated with subsequent cognitive
declines®?®.

Studies using biomarker neuroimaging techniques have
revealed the distributions of A3 and tau in the brain at different
stages of cognitive impairment. Li et al. reported that in MCI
patients, abnormal spatial distributions of tau PET correlate
with abnormal spatial distributions of AB PET, both located
in the DMN and subcortical networks?”. Multimodal imaging
is an effective approach for distinguishing patients with MCI
from normal controls. Even among cognitively normal older
individuals, tau tangles are sometimes identified in brainstem



Dementia and Oral Function 1(1) (2025)

nuclei and the parahippocampal gyrus prior to the appearance
of AB®; this is termed primary age-related tauopathy. Jacobs
et al. reported that higher amyloid pathology strengthens
the association between hippocampal-cingulum bundle
diffusivity and tau accumulation in the downstream PCC,
and facilitates memory declines”.

In the earliest period of AD, the following pathological
changes appear in the DMN. In the first stage, hyper-
phosphorylated tau appears within brainstem nuclei, the
noradrenergic locus coeruleus (LC), the serotonergic
dorsal raphe nucleus (DRN), and the cholinergic nucleus
basalis (NB). These subcortical neurons project to DMN
hub regions, where they release A} at the projecting areas,
resulting in neurofibrillary changes to the DMN via AB-
tau interactions®”. In addition, the disruption of DMN
functionality causes the hippocampal formation to become
functionally disconnected from the DMN in the preclinical
phase of AD?". These findings suggest that the emergence
of AB-tau interactions in the DMN may represent a critical
event in the progression of cognitive decline®” (Fig. 1A).

Slower EEG frequency and DMN

EEG recordings offer a great advantage compared to
biomarker imaging methods, in that EEG directly reflects
neural activities produced by cortical neuron networks at
high temporal resolution. Among various EEG frequencies,
the alpha band is the most relevant frequency in the DMN?3?,
Previous EEG frequency studies have predicted that lowering
resting-state EEG rhythms might reflect neurodegenerative
processes along the preclinical and clinical stages of AD*?,
and changes in EEG values between alpha and theta power
may provide important predictors of MCI*.

Yoshimura et al. reported that as cognition ability
decreases, theta band activities increase, whereas alpha band
activities decrease on frontal EEGs recorded from normal
subjects and patients with MCI or mild AD under comfortable
situations®®. By comparing resting state EEG rhythms
between normal aged controls and patients with stable MCI,
progressed MCI, or AD, the amplitudes of widespread delta
and theta sources were found to be increased, whereas the
amplitudes of posterior alpha and/or beta sources decreased
as cognitive impairment progressed, suggesting that declines
in posterior slow-frequency alpha power represent a feature
in the progression from MCI to dementia*¥. MCI subjects
who progressed to AD showed decreased alpha power,
higher theta power, and a shift in the source of alpha activity
more anteriorly in the antero-posterior localization of alpha
frequency?®’39.

24

During the resting state, alpha oscillations (812
Hz) are hyposynchronous in the occipital and posterior
temporoparietal cortices, whereas delta-theta oscillations
(2-8 Hz) are hypersynchronous in the frontal and anterior
temporoparietal cortices of patients with AD compared to age-
matched controls®. In this situation, alpha hyposynchrony
colocalized strongly with tau deposition, whereas delta-theta
hypersynchrony colocalized with tau and A deposition. In
addition, Garées et al. reported that the DMN is functionally
impaired in MCI, and this disruption to connectivity is
specifically in the alpha frequency band*®. Actually, tau and
AB colocalize with the DMN and subcortical networks in
patients with MCI?,

Sorg et al. reported that functional connectivity between
the medial temporal lobes and posterior cingulate lobe
of the DMN is present in healthy controls, but absent in
amnesic MCI patients, and functional brain disorders can
be characterized by functional disconnectivity profiles of
resting state networks*®. Functional coupling of resting EEG
rhythms becomes progressively more abnormal in amnesic
MCI and AD patients as described below*#4?. Studies
using the cortical source analysis of EEG rhythms have
revealed that frontal delta (2—4 Hz) sources are greater in
amplitude in amnesic MCI, and parietal and occipital alpha
(8-10.5 Hz) sources show lower amplitude in amnesic and
non-amnesic MCI, compared to healthy elderly subjects*).
Hsiao et al. reported that source-based EEG maps of
resting-state activity in DMN regions show altered cortical
spectral power in mild AD when compared to MCI. With the
progression of AD, alpha and beta activities attenuate in the
DMN, while delta and theta activities are enhanced*?. Thus,
the altered functional connectivity between the DMN and
its related regions affects EEG rhythms in the resting state,
dependent on the stage of cognitive impairment. Actually,
the spectral magnitude of alpha EEG sources correlates with
scores on the Mini-Mental State Examination (MMSE),
suggesting that EEG evidence of decreased alpha power in
MCI compared to normal subjects is related to behavioral
cognition**3%.

Neurophysiological mechanisms

In cases where AR} clearance is decreased in the brain, A3
monomers accumulate and A oligomers increase, affecting
neural network activities. A was recently found to increase
the excitability of pyramidal cells, resulting in perturbation
of the excitation/inhibition balance (E/I balance) of the
neural circuitry through dopamine D1 receptor-dependent
disruption of GABAergic inhibitory neurons* and the
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Fig. 2 Hypothetical mechanism of MCI induction and timing of MCI
onset. A) Presumed neurophysiological changes that emerge during
MCI induction, and respective areas impacted by changes are shown
from the microscopic to macroscopic levels. B) Superimposition of
the time courses of the magnitudes of A} and tau accumulation and
EEG rhythms in the resting state. An intersection point shows the
presumed timing of MCI onset. Asterisk shows the underlying period
before MCI onset. Note that the decrease in resting EEG rhythm from
alpha to theta band starts in the underlying period before MCI onset.

suppression of glutamate reuptake*. A recent study using a
neural mass model postulated A effects, and implementation
of this model onto the Janse-Rir model containing clinical
data of AD and MClI revealed that the number of hyperactive
neurons is increased near A plaques, and EEG rhythms
based on local neural activity shift from alpha to theta bands
through the perturbation of E/I balance*.

Changes in E/I balance are deeply involved in the
dynamics of NMDA receptors. When AR stimulates
alpha7-nicotinic acetylcholine receptor (nAchR) at the
postsynaptic dendritic spine, synaptic NMDA receptors
move to the extra-synaptic region from the intra-synaptic
spine, resulting in the production of extra-synaptic NMDA
(eNMDA) receptors***?. Since the GIuN2B subunit is
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present in eNMDA receptors, voltage-dependent Mg?" block
at the NMDA receptor is reduced*>?. AB also stimulates
alpha7-nAchR at astrocytes near the glutamatergic synapse,
and decreases the clearance of glutamate released from
presynaptic terminals, resulting in a spillover of glutamate
around glutamatergic synapses®'”?. A characteristic of the
eNMDA receptor is the low threshold of Ca** entry. Spillover
glutamate thus stimulates eNMDA receptor, resulting in the
generation of hyper-synaptic activity, and excessive entry
of Ca’ into the neuron. This neural hyperactivity causes
damage to the DMN, resulting in the gradual progression of
cognitive decline.

Inhibitory networks are particularly important for the E/I
balance in normal network activities, as mentioned above.
Ulrich et al. reported that AB weakens synaptic inhibition via
the endocytosis of GABA, receptors in cases of cognitive
decline and AD*). Zhou et al.
mechanism of hyperactivity for neural cells. Soluble Al
impairs GABA inhibition by mediating K*-Cl- cotransporter
(KCC2) levels in early APP/PS1 mice, as an animal model
of early-onset AD*Y. In APP/PS1 mice at 3—4 months old,
soluble AB42 levels were significantly increased, while

demonstrated another

KCC2 and GABA, receptor expressions were decreased.
Soluble AB42 produces brain-derived neurotrophic factor
(BDNF) via tumor necrosis factor (TNF)-a production, then
BDNF-induced TrkB inhibits GABA, synaptic responses
by down-regulating the expression of K*-Cl- cotransporter
KCC2, and impairs neuronal Cl- extrusion, in which the
equilibrium potential of ClI- is positive relative to the resting
membrane potential®>. A decrease in inhibitory neurons thus
results in increased excitability of the excitatory neurons.
These synaptic changes induce a lower oscillation frequency,
by way of changing the E/I balance (Fig. 2A).

Cholinergic system of the basal forebrain

Cortical activity in the theta and alpha ranges and
functional coupling in the theta band are modulated by the
cholinergic system®®. Increased slow EEG power coupled
with a decrease in alpha activity is linked to cognitive
performance declines in MCI compared to normal subjects,
as mentioned above. The basal forebrain is considered the
major cholinergic output of the central nervous system®”,
and contributes to DMN regulation®®. The cholinergic
basal forebrain system is selectively vulnerable to AD-
related tauopathy and is actively targeted by AB*. The
relative decrease in the spectral magnitude of posterior
low-frequency alpha sources in MCI may be related to
an initial selective impairment of the cholinergic basal
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forebrain system, which could induce a sustained increase in
excitatory activity in the cholinergic brainstem pathway?>*5%.
Under such circumstances, the increased excitability of
the thalamocortical connections would desynchronize the
resting alpha rhythms and enhance the cortical excitability.
Al-Shaikh et al. reported that accumulation of neurofibrillary
tangles in the nucleus basalis of Mynert (NBM), one of the
major nuclei of the basal forebrain system, may underlie
more widespread cholinergic deficits in early-onset AD®V.
Grothe et al. reported that atrophy of the posterior parts of
the gray matter volume of the NBM is reduced in very mild
AD, while the atrophy in AD is more extensive and includes
the entire cholinergic basal forebrain system®. Thus, in
considering decreases in DMN function, comprehensive
reevaluation of the cholinergic basal forebrain system is
warranted to elucidate the neurophysiological mechanisms
underlying MCI.

Relationships between oral function and DMN

Hotta et al. reported that central commands from the
cortical masticatory areas stimulate not only central
pattern generator of mastication but also NBM neurons.
Activation of NBM neurons leas to an increase in cortical
regional cerebral blood flow (rCBF)®. Interestingly, the
increase in rCBF is independent of activating CPG. In
addition, Nair et al. demonstrated that oscillatory activity
of the NBM has a directional influence on a hub of the
DMN®. Takata et al. demonstrated that activation of NBM
elevates intracellular Ca®" of astrocytes, which provide a
favorable condition for synaptic plasticity via the increased
extracellular concentration of -Ser®®. Thus, masticatory
motor commands may induce increase in synaptic activity
in the DMN via NBM activation. Therefore, it is suggested
that motor commands from the cortical masticatory areas are
especially important for maintenance of DMN function.

Conclusions and future directions

MCI represents a transitional state between normal and
severe declines in cognitive ability. However, detection of
the onset of MCl is difficult. The DMN, which is involved in
endogenously mediated and self-referential mental activity,
is frequently found to be abnormal not only in AD, but also
in MCI. During the development or progression of cognitive
impairment, AB and tau accumulate in the DMN, and the
interaction of these molecules disturbs DMN activities.
However, AB-tau interactions emerge long before the
onset of MCI. In the first stage, AB-tau interactions cause
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excitatory neurons to become hyper-excitable, leading to
impairment of inhibitory transmission and disturbance of
the E/I balance in local network activities. Various clinical
studies have demonstrated that EEG alpha activities in the
resting state are attenuated and delta and theta activities
are instead enhanced as cognitive decline progresses. The
transition of EEG rhythms is based on disturbance of the E/I
balance, and initiates from the DMN at sites of co-localized
AB and tau. The disruption of functional connectivity
in relation to the alpha frequency band underlies these
alterations in EEG rhythms. Interestingly, a large-scale
computational study using a neural mass model predicted
that EEG rhythms would shift from alpha to theta bands when
the cellular microenvironment is adjacent to AR plaques in
neuron networks. EEG analyses may thus hold potential as
a predictor of MCI onset. Meanwhile, multimodal imaging
of biomarkers such as CSF-Af342, CSF-tau, A3 PET and
tau PET appears useful for investigating the distributions
of A3 and tau in the brain. The combination of biomarker
imaging and EEG analysis is expected to contribute to the
identification of the period leading up to the onset of MCI
(Fig. 2B).
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