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Abstract

Neurodegenerative disorders, especially
Alzheimer’s disease (AD) and Parkinson’s disease
(PD), are global challenges recently, with an
increasing incidence and high expenses for treat-
ment. The key pathophysiological characteristics
are the accumulation of amyloid beta (AR),
tau protein in AD and d-synuclein (8-syn) in PD.
Pre-clinical stages of neurodegenerative diseases
have been progressing for a long period prior to
the appearance of specific symptoms. It is crucial
to develop accurate and reliable biomarkers to
improve early diagnosis and treatment that can
extend the preclinical stage of patients. Because
magnetic resonance imaging (MRI), positron
emission tomography (PET) imaging, and cere-
brospinal fluid (CSF) biomarkers are invasive or
expensive, blood and salivary biomarkers that
are widely available and reasonable in cost have
been developed recently. This article advances
our understanding of the current biomarkers for
neurodegenerative disorders and their promising
application in clinical practice and trials.
Introduction

Neurodegenerative diseases are a dom-
inant etiology of cognitive decline in the elder-
ly, and their prevalence is increasing in most
countries. In 2015, around 50 million individuals
globally reported having dementia, and this
figure is predicted to increase to 131.5 million
in 2050, which significantly raises the burden of

disability, illness, and medical expensesl. AD is

the most prevalent kind of dementia globally,
around 60-80% of dementia patients’. People
with AD often experience memory impairment,
which is followed by additional cognitive symp-
toms such as language difficulties and executive
and visuospatial function impairments. Although
acetylcholinesterase inhibitor therapy can en-
hance cognitive function, it cannot stop the
disease’s progression.

Extracellular amyloid beta (AR) plaque
accumulation and intracellular Tau fibril-based
neurofibrillary tangles are primarily pathophysio-
logical characteristics of AD®. AR plaques initially
form in the basal isocortex (frontal, temporal,
and occipital), then extend to the association
cortices, subcortical regions (striatum, thalamus,
and hypothalamus), and ultimately the primary
sensorimotor areas. Tau fibrils are firstly found in
the entorhinal cortex, then spread to the hippo-
campus and other paralimbic regions (amygdala,
basal forebrain nuclei, anterodorsal thalamic
nuclei) as well as mesial temporal and parietal/
retrosplenial isocortex, eventually reaching the
prefrontal areas’. In AD, medial temporal lobe
pathologic alterations first appear, then extend
to the neocortex™, with the changes occurring
decades prior to clinical symptom onset®’. AD
progression is classified into 3 stages: pre-clinical
stage, prodromal stage or mild cognitive impair-
ment (MCl stage), and clinical stage or dementia®.
10-20% of estimated patients with MCl devel-

op AD each year’. In other neurodegenerative
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disorders, such as progressive supranuclear palsy
(PSP), frontotemporal dementia (FTD) and corti-
cobasal degeneration (CBD), Tau concentrates in
different structures, and is not associated with
AR pathology™.

With an annual incidence of 5-35/100,000
new cases, PD is the 2nd most prevalent neuro-
degenerative disorder following AD"". Bradykine-
sia, resting tremor, muscle rigidity, postural and
gait abnormalities are main motor-symptoms of
this movement disorder. Dopaminergic neuro-
nal degeneration in the pars compacta of the
substantia nigra is related to symptoms of PD.
Non-motor symptoms are hyposmia, rapid eye
movement sleep behavior disorder (RBD) and
constipation, which generally occur 5-10 years
before motor symptoms and are not related
to dopamine loss™”. The primary pathological
characteristic of PD is the accumulation of 9-syn
in Lewy bodies and Lewy neuritis®. Similar to
the classification of AD, there are three stages
in the progression of PD: preclinical stage (from
onset to appearance of nonmotor symptoms),
prodromal stage (non-motor symptoms), and
clinical stage (motor symptoms)™. Dementia with
Lewy bodies (DLB) and multiple system atrophy
(MSA) are synucleinopathies similar to PD, while
PSP and CBS are categorized as tauopathies”.
The necessity of biomarkers for neurodegen-
erative diseases

Because most specific neurons have
degraded and brain neuroplasticity has been di-
minished by the manifestation of specific symp-
toms, diagnosis of neurodegenerative disorders
is carried out a long time after the onset™ "'.
Early diagnosis (preclinical stage) and preventa-

tive therapy are able to extend the preclinical
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stage of patients'®. The rate of misdiagnosed AD
is high at specialized dementia clinics (25-30%),
and this rate is higher for other dementias, such as
vascular dementia, FTD, DLB"?". In primary care,
misdiagnosis occurs much more frequently™.
In the case of PD, because of clinical overlap
with other etiologies of parkinsonism, the rate
of misdiagnosis in PD is also high, up to 20%%.
Dopaminergic neuronal degeneration in the
substantia nigra reaches nearly 50% before the
first motor symptoms, so the preclinical and
prodromal stages provide the best therapeutic
window ***. The benefits of optimal therapeutic
interventions are diminished by delayed diagno-
sis and misdiagnosis. As a result, it is crucial to
find and recognize precise and valid biomarkers
for the early diagnosis of neurodegenerative
disorders.

A biomarker is defined as “a measurable
indicator of some biological state or condition
that is objectively measured and evaluated to
examine normal biological processes, patho-
genic processes, or pharmacologic responses
to a therapeutic intervention”?. Based on their
functional features, biomarkers are categorized
into: pathophysiological biomarkers representing
the correlation with the pathology of diseases;
diagnostic biomarkers including clinical diag-
nosis and differential diagnosis; and prognostic
biomarkers showing the prediction of develop-
ment from preclinical or prodromal to clinical

1% Overall, biomarkers are crucial for the

stage
diagnosis of neurodegenerative disorders, partic-
ularly during the early stages. Early and accurate
diagnosis is important in supporting the optimi-
zation of therapeutictreatment. Biomarkers that

are easily accessible, inexpensive, and precise
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have the promise of being widely used in clinics,
especially in primary care”.
Imaging biomarkers

Structural MRI is an inexpensive and
extensively utilized neuroimaging technique for
supporting the diagnosis of AD*. MRl is thought
to be a marker that can identify abnormalities in
the later stages of neurodegenerative disorders™.
Patients with AD mostly have hippocampal
atrophy (sensitivity-Sn 95%; specificity-Sp 92%)
as well as entorhinal cortex atrophy (Sn 90%;
Sp 94%) compared to the normal cognitive
elderly. When AD is distinguished from non-AD
dementias, these figures reduce to 79 and 81 %,
respectively™.

FDG-PET (18F-fluorodeoxysglucose-PET) is
a method of functional neuroimaging that mea-
sures the brain’s glucose metabolism rate, which
frequently decreases before structural brain al-
terations are visible”. Neurodegeneration can be
observed as decreased glucose absorption in the
temporoparietal and posterior cingulate cortexin
AD or in amnestic MCl who later developed AD*.
When distinguishing AD from healthy elderly
people, FDG-PET has a high sensitivity and spec-
ificity (> 90%). When it is used for distinguishing
between AD and non-AD dementias, specificity
drops to 78%. FDG-PET has also been shown
to be superior than structural MRI in predicting
the transformation to AD in people with MCI™.

In PD, neurochemical alterations of the
dopamine system are evaluated by dopamine
transporter single-photon emission computed
tomography (DAT-SPECT) and fluorodopa-PET
(F-DOPA PET)*. Dopamine in the basal ganglia
decreases in PET scans of patients with PD, MSA,
PSP and CBD®'. Many studies have reported that

Vol.17 No.4

DAT-SPECT has good diagnosis accuracy for PD
subjects (Sn 79-100% and Sp 80-100%)***. PET
can be utilized to diagnose PD in the prodromal
period by demonstrating the decrease of dopa-
mine production, absorption, vesicular storage,
and secretion in the nigrostriatal dopaminergic
pathway™*'.

CSF biomarkers

Because of its direct interaction and
close relationship with the brain, CSF is thought
to be a reliable biomarker for the evaluation of
people with AD***. Moreover, lumbar puncture
is a common and well-tolerated technique with
few complications®. Although CSF collection is
an invasive procedure and can cause anxiety
and fear in the patient, it can reveal crucial in-
formation reflecting the biochemical alterations
in the preclinical stages of AD brain®.

CSF amyloid

A major constituent of extracellular
plaques is AR peptides, formed by the sequential
cutting of -amyloid precursor protein (APP) by
[3-site amyloid precursor protein-cleaving en-
zyme 1 (BACE1) and y-secretase®™*’. Among the
forms of AR peptides released, AR42 is a main
element of the plaques found in the AD brain®.
According to research, AR42 levels in the CSF
correlate inversely with plaque accumulation in
autopsy or PET**,

The abnormality of AR42 is first recog-
nized in the CSF during the earliest stages of
neurodegeneration, prior to the amyloid PET *'.
This implies that AR42 in CSF is a more sensitive
biomarker for AD detection at very early stages
and that amyloid-PET could be utilized to grade
early AD stages more accurately”. While cut-

off values fluctuate among laboratories, a 50%
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reduction in AR42 concentration in the CSF re-
veals its accumulation in the brain parenchyma
of AD patients™ *. Hulstaert et al. reported that
using A342 alone to distinguish AD patients from
elderly controls had a Sn of 78% and a Sp of
81%> **. However, these figures decrease to
Sn 73% and Sp 67% when distinguished from
non-AD dementias™. In MCl patients, decreased
CSF AR42 has a low predictive accuracy for AD
progression (Sn 81% and Sp 64%). Therefore, it is
not suggested to use CSF A342 alone to diagnose
AD pathology in MCI patients™. Additionally, in
other neurodegenerative disorders, AR42 is also
reduced in DLB and PD dementia but is normal
in FTD patients™.

In the case of differences between CSF
biomarker characteristics, the CSF AR42/ AR40
ratio has been considered as a potential differ-
entiating biomarker for AD. Lewczuk et al. re-
ported that the CSF A342/40 ratio had a stronger
correlation with amyloid-PET than AR42, (area
under the ROC curve - AUC 0.936 and 0.814,
respectively)”. In addition, the CSF AR42/AR40
ratio was also found to distinguish AD from other
types of dementias, with a Sn and Sp of 85%
and 82%, respectively’’. The effectiveness of the
CSF AR42/A40 ratio could be related to its abil-
ity to modulate differences among individuals
in: total AR synthesis or release from neurons;
CSF synthesis and clearance; and pre-analytical
processing of CSF that influenced AR40, AR42.
CSF tau

Tau proteins are members of the micro-
tubule-related molecule family, which can be
detected in both neuronal and non-neuronal
cells”™”. Phosphorylation of tau can take place

at more than 40 different sites®®. Many studies
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have been conducted on CSF total tau (t-tau),
tau phosphorylated at threonine 181 (p-tau181)
and at threonine 217 (p-tau217)*>*'. According to
a meta-analysis, all research demonstrated that
CSF t-tau and p-tau elevated in AD®, with cut-
off values of 300% and 200% elevated levels of
t-tau and p-tau respectively***. Moreover, t-tau
or p-tau increases are not only found in primary
tauopathies® but also reflect tau metabolism
changes induced or mediated by AR®*. CSF p-tau
concentrations associate with brain tau accumu-
lation on tau-PET as well as with A3 deposition
measured on PET or CSF* *. CSF p-tau217 is
reported to have a higher association with tau
level and severity of disease than p-tau181%.
CSF t-tau increases in AD but also in other
disorders like stroke and Creutzfeldt-Jakob dis-
ease, so t-tau is non-specific for AD. In contrast,
p-tau is demonstrated to be a more specific CSF
biomarker than t-tau for the AD pathological pro-
cess®*. Bloudek et al. investigated using CSF to
differentiate AD from healthy people and found
results that sensitivity of 82% and specificity of
90% for t-tau, and sensitivity of 80% and specific-
ity of 83% for p-tau. Nevertheless, when it comes
to distinguish AD from non-AD dementias, these
sensitivity and specificity reduce to 79% and 80%
for p-tau, 78% and 75% for t-tau, respectively™.
Many studies have revealed that CSF p-taul81
concentration is significantly higher in AD than
in FTD, DLB, PD, or MSA patients, and can be a
biomarker to discriminate AD from these diseas-
es®™. Additionally, CSF p-tau217may be used
to differentiate AD from non-AD dementias with
greater precision than p-tau181°* ™.
Early diagnosis of AD in the prodromal

stage (MCl stage) is crucial because novel disease
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-modifying medications are most effective when
started in the early stage. Buchhave carried out
a study to assess the prediction of CSF p-tau in
the progression of AD in MCI patients after 9-10
years. Patients who transformed to AD had lower
CSF AR42 at baseline and higher p-tau concen-
trations than non-converters. In addition, early
converters (0-5 years) had significantly higher
CSF p-tau concentrations than late converters
(5-10 years). The AR42/p-tau ratio at baseline
predicted the conversion to AD in 9.2 years (Sn
88% and Sp 90%)"". Therefore, some authors
suggest that using CSF p-tau combined with
AR42 instead of CSF AR42 alone for predicting
the conversion of AD in MCl patients’" .
CSF d-synuclein

The pathological characteristics of PD
are thought to include 9-syn misfolding and
accumulation in Lewy bodies, which are relat-
ed to dopaminergic neuron loss”. Because of
the prominent role of d-syn in PD pathology,
CSF 9-syn concentration has received the most
concern as a potential biomarker. In comparison
with healthy controls, many studies consistently
reported decreased CSF total-a-syn (t-9-syn)
concentrations in PD patients’*'®. Other
a-synuclein forms, including oligomeric a-synuclein
(0-9-syn) and phosphorylated a-synuclein
(p-9-syn), have been investigated
as promising biomarkers for PD™""®. CSF 0-8-syn
and o0-9-syn/t-9-syn ratio have been evaluated
and revealed to be increased in PD subjects.
Moreover, the increase in 0-9-syn/t-9-syn was
related to motor impairment, especially in
PD with gait disorders and postural instability
subgroups”. In the BioFIND cohort, Protein
Misfolding Cyclic Amplification (PMCA) and the
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Real-Time Quaking-Induced Conversion (RT-QuIC)
assay were utilized to evaluate o-9-syn in
discriminating PD from controls with AUC
0.93, Sn 95.2%, Sp 89.9% for PMCA and AUC
0.89, Sn 96.2%, Sp 82.3% for RT-QuIC*. Other
research applied the RT-QulC assay for
detecting 9-syn to discriminate Lewy body
related disorderswithaSnof95.3%andaSpof 98%"".
Singer et al. reported that applying PMCA
to 0-0-syn had a high separation of MSA from
PD/DLB patients®. However, neither PMCA nor
RT-QuIC can discriminate between different
synucleinopathies. Although d-syn biomarker is
crucial in PD pathogenesis, it does not significantly
influence in the early diagnosis of PD. The
current methods for the improvement of early
diagnosis are based on the identification of premotor
symptoms and nigrostriatal dopaminergic system
failure on PET during the prodromal phase, which
corresponds to 10 years before motor symptom
onset®®. Non-motor symptoms of PD, which are
constipation, hyposmia and REM sleep behavior
disorder, are considered potential biomarkers
in the identification of prodromal PD%. A study
found that RBD is significantly related to PD,
with a 45% risk of PD development after 5
years and a 76% risk after 10 years®’. In the RBD
cohort, the prodromal criteria had a Sn of 81.3%
and a Sp of 67.9% for the development of PD
after 4 yearsgg. Because non-motor symptoms
have insufficient specificity for early diagnosis,
imaging biomarkers combined with non-motor
symptoms might enhance the predictive value
of biomarkers in PD. The combination of
hyposmia and DAT-SPECT was demonstrated to
detect the risk of PD development, with a 5%

decrease in dopamine each year”.
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Blood biomarkers

Blood biomarkers are very popular
biological technologies in research and clini-
cal settings, especially in primary care. Blood
biomarkers have several significant advantages
over CSF procedures, including non-invasive,
fast, convenient, inexpensive, easily repeatable
and simple to measure. Thus, it can be carried
out in a variety of places, like primary care,
hospitals, and the patient’s home, as well as
through longitudinal research®™. It is difficult
to detect AD biomarkers in the blood because
of the low concentrations of Tau proteins and
AR in peripheral blood, which requires the de-
velopment of a highly sensitive technique for
diagnostic biomarkers in AD*. As a result, some
of the advanced technologies that enhance the
transferation of blood biomarkers from CSF have
emerged, including immunoprecipitation-mass
spectrometry (IP-MS), electrochemilumines-
cence (ECL), Simoa (single molecule array), im-
munomagnetic reduction (IMR), and Meso Scale
Discovery (MSD)™.
Plasma amyloid

Most efforts failed until a 2016 research
publication found that an ultra-sensitive tech-
nique for measuring plasma AR42/40 could
predict abnormal amyloid-PET with moderate
accuracy™. Subsequently, the IP-MS method was
established for detecting A% in plasma and iden-
tifying cerebral A3 pathology with significantly
better accuracy than most methods before™”".
Whereas the A342/40 ratio in the CSF is reduced
to around 50% to reflect the AR42 accumulation
in the brain, it is reduced to 14.3% in the plasma
of amyloid (+) people compared to amyloid (-)
subjects™. The plasma AR42/40 ratio has been
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demonstrated to detect A3 plaques in order to
support the diagnosis of AD with high diagnostic
accuracy (AUC 0.89)”.

Plasma tau

While there are limitations to assessing
the total tau and AR42/40 ratio in plasma be-
cause of the minor changes in AD compared to
in CSF, plasma p-tau has been proven to be a
diagnostic, pathophysiological, and prognostic
biomarker for AD”’. According to neuropathol-
ogy and PET studies, plasma p-taul81 and
p-tau217 levels are related to both AR plaques
(early stages) and tau-tangles (later stages)™.
In sporadic AD, p-tau217 and p-taul81 in CSF/
plasma increase in the pre-clinical stage when
AR plaques appear and even before detection
of tau-tangles by tau-PET”'*. Mielke reported
that plasma p-taul81 was associated with tau/
amyloid PET and CSF p-taul81, suggesting
plasma p-taul81 can be utilized as a strong
predictor of AD pathophysiology in the brain'®.
Plasma p-taul81 increases significantly after
AR42 in the CSF and plasma but before amy-
loid PET'®. After that, Palmqvist demonstrated
that plasma p-tau217 was mildly superior to
p-taul81 for AD diagnosis and association with
tau/amyloid-PET'*. Therefore, plasma p-tau181
and p-tau217 may be effective biomarkers for
diagnosing and determining the stage of AD in
primary care, specialized centers, and clinical
trials'®.

Plasma p-tau, similar to CSF p-tau, could
distinguish AD from non-AD dementias and other
neurodegenerative disorders'”. In recent studies,
plasma p-taul81 has the ability to differentiate
AD from healthy people by Simoa'®, IMR'", and

MSD technologies'”. Moreover, p-taul81 was




Recent Advance

revealed to distinguish AD from non-AD demen-
tias with high accuracy (AUC = 0.93)”. Plasma
p-tau217 also had a high accuracy (AUC = 0.96)
in distinguishing AD dementia from other neu-
rodegenerative disorders, which was similar to
p-taul81 and p-tau217 in the CSF, but better
than plasma p-tau181'®. Similar to plasma
p-taul81, plasma p-tau231 can distinguish AD
from other dementias with high accuracy (AUC
= 0.93)'*. In summary, p-tau217, p-taul81 and
p-tau231 have high accuracy in differentiating AD
patients from healthy people as well as from
other dementias.

In MCI patients, plasma p-tau has prog-
nostic value and its prediction of progression
to AD has accuracy as well as CSF p-tau'® ",
Palmqyist et al. demonstrated the prediction
of transformation to AD dementia at 4 years in
MCI or cognitive impairment patients had a high
AUC of 0.9 for p-taul81 (ADNI study) and 0.83
for p-tau217 (BioFINDER study)'”. In addition,
longitudinal research has demonstrated that
p-tau in the plasma (especially p-tau217) rises
over time in AD pre-clinical and prodromal stag-
es, suggesting that it can be utilized to identify
pharmacodynamic effects of medications'".

It is still too early to widely utilize these
plasma biomarkers to screen the general popu-
lation without cognitive symptoms'™. P-tau can
be applied in clinical trials for patient recruit-
ment, stratification, and monitoring therapeutic
effectiveness’. Although plasma p-tau has a
potential biomarker in clinical practice, p-tau181
or p-tau217 combined with AR42/A40 ratio may
provide a better evaluation of AD pathology
in pre-clinical or prodromal stages, as well as

diagnostic and prognostic value'”.
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Blood 4-synuclein

Because of its high degree of expression
and synthesis by erythrocytes, d-syn could be
identified in the blood”. Nevertheless, many
studies have found inconsistent results when
comparing the blood d-syn concentrations of
PD patients to normal controls'****. This could
be related to the fact that red blood cells can
be contaminated easily, as well as that different
research utilizes different methods for sample
collection and analysis™.

Salivary biomarkers

Saliva is considered a promising bio-
marker because of several advantages including
non-invasive, stress-free, easy and repeatable.
Moreover, they do not require special storage
conditions or clinician training'"’. Additionally,
saliva has minimal to no danger of pathogen
exposure or cross-contamination, is carried out
easier than blood, does not coagulate, and is
stable over time'".

Most studies reveal higher levels of sali-
vary A342 in AD patients than in healthy controls,
which is in contrast to CSF data, suggesting that
salivary AR42 may be a specific and important
biomarker for the diagnosis of AD'"* '*°. Neverthe-
less, other studies found a decrease in salivary

concentrations'?! 1%

or were unable to identify
the presence of AR42 in saliva'®. A variety of
saliva sample collection, storage, processing,
and analysis techniques, such as ELISA kit or an
antibody-based magnetic nanoparticle immuno-
assay, as well as variations in the demographic
and inclusion criteria, could all be contributing
factors to the inconsistent results"” %,

The majority of research found that AD

patients had higher salivary levels of p-tau as
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well as p-tau/t-tau ratio'”" **. Whereas, salivary
t-tau appears to decline or remain constant in pa-
tients when compared to healthy controls'"'*.
However, salivary levels of t-tau and p-tau are
broadly variable, and the p-tau/t-tau ratio did
not significantly correlate with the CSF value in
AD patients, which makes it difficult to consider
salivary tau as a diagnostic biomarker'*.

Similar to CSF results, salivary t-9-syn
levels decreased in PD patients compared to
healthy subjects. Additionally, salivary o-3-syn
and 0-9-syn/t-9-syn ratio were demonstrated to
be significantly higher in PD patients compared
to healthy controls'*'*®. These results suggested
that salivary t-9-syn and o-9-syn/t-9-syn ratio
might be used as a biomarker for PD diagnosis.
Novel candidate biomarkers for neurodegen-
erative diseases

A number of novel potential candidate
biomarkers have been investigated, based on the
corresponding pathophysiologic mechanisms,
including synaptic dysfunction, neuronal injury,
inflammation and slial activation. Nevertheless,
the majority of these have yet to be validated
and added to clinical guidelines.
Synaptic dysfunction

Synaptic dysfunction is defined as a dis-
turbance in synaptic activity, and synapse loss
is considered an early event in the pathophys-
iology of AD and other neurodegenerative dis-
orders'”’. Neurogranin is a postsynaptic protein
that is related to synaptic plasticity andlong-term
potentiation'. CSF neurogranin has been pro-
posed as a biomarker of early synapse loss and
degeneration in AD and may predict progres-
sion of disease™". The study revealed that CSF

neurogranin levels increase in the early
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clinical stages of AD and are specific to AD'*.
Other emerging biomarkers reflecting synaptic
degeneration comprise of synaptosomal-asso-
ciated protein 25 (SNAP-25)"* synaptotagmin-1
(SYT-1)"*and growth-associated protein 43 (GAP-
43)"> which increased in AD when comparing to
healthy controls. CSF GAP-43 tends to be specific
to AD and could help distinguish AD from other
neurodegenerative diseases like PD and FTD™.
Inflammation and glial activation

The majority of neurodegenerative dis-
orders have primary characteristics of neuroin-
flammation, activation of microglial cells, and
astrocytes'®. YKL-40, also known as chitinase-3-
like protein-1, is a glycoprotein that is produced
in both astrocytes and microglia near A3 plaques
and is related to t-tau and p-tau, revealing an
involvement in the inflammatory conditions of
AD™. Increased levels of CSF YKL-40 may be
related to disease progression and may discrim-
inate AD from DLB, PD, or vascular dementia'*.
Some findings reveal that plasma YKL-40 is ele-
vated in people with early AD""*, but addition-
al research is required to confirm these results.
Another marker expressed in microglial cells is
soluble triggering receptor expressed on myeloid
cells 2 (STREM-2). CSF sTREM-2 was positively
related to key neurodegenerative biomarkers
including AR42, p-tau, and t-tau'”. Additionally,
although CSF sTREM-2 levels were significantly
higher in AD than controls, plasma sTREM-2
levels demonstrated no significant differences
between groups'*’. Besides that, MCP-1 (mono-
cyte chemotactic protein-1) is a proinflammatory
signaling protein that regulates macrophage and
monocyte recruitment, migration, and infiltra-

tion into inflammation locations™'. CSF MCP-1
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concentrations are detected in both the early and
late stages of AD"™. According to one study,
increased plasma MCP-1 levels in AD patients
are associated with the severity of disease and
faster cognitive impairment'*.
Neuronal injury

Neurofilament light (NFL) is a significant
biomarker for neuronal degeneration that is
elevated in neurodegenerative, inflammatory,
traumatic, and vascular disorders'*. CSF NFL
levels were highest in patients with AD, FTD,
vascular dementia and could be used to evalu-
ate disease progression in AD'*. Concentrations
of plasma NfL also increased in patients with
AD'* and FTD'* when compared with controls.
However, NFL’s diagnosis potential in CSF is not
better than other CSF markers and does not suf-
ficiently distinguish between AD and other non-
AD dementias'. Another potential biomarker
reflecting neuronal injury is the neuronal calcium
sensor protein visinin-like protein 1 (VLP-1). CSF
VLP-1 levels were higher in AD patients com-
pared to healthy controls'’. VLP-1 is also used
as a predictor for progression from MCl to AD'*.
Unlike NFL, VLP-1 can distinguish AD from non-
AD dementias'®. In conclusion, VLP-1 may be uti-
lized together with NFL as a biomarker for neu-
rodegeneration and disease progression in AD'®.
Conclusion

Because neuron degeneration and neuro-
plasticity depletion have already taken place in
many brain regions by neurodegenerative disor-
ders that are clinically diagnosed, it is crucial to
have early and reliable diagnostic biomarkers for
detection and preventive measures. Biomarkers
for neurodegenerative disorders are necessary

not only to improve clinical diagnosis but also
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to support the evaluation of therapeutic ef-
fec-tiveness. AR42, AR42/AR40 ratio, t-tau,
p-taul81 or p-tau 217 biomarkers in CSF and PET
can be utilized to better understand A3 and tau
pathology, increase clinical diagnostic accuracy
of AD and predict the conversion of MCl to AD.
CSF AR42 is the earliest biomarker to become
abnormal in the preclinical stage of AD, whereas
p-tau is considered a highly specific biomarker
to discriminate AD from healthy controls as well
as other dementias. However, because CSF is
invasive and PET imaging is expensive, blood and
saliva are promising biomarkers widely used in
primary care. Blood biomarkers for AD have the
crucial role of significantly transferring from CSF
to the diagnosis of AD. Plasma p-taul81 or p-tau
217 has been demonstrated as a non-invasive
and inexpensive biomarker in the diagnosis and
prognosis of AD, especially when combining
with plasma AB42/40 ratio in evaluating the
progression in clinical trials. 8-syn is a biomark-
er paid more attention to in the diagnosis of
PD. Unfortunately, all attempts to develop an
early diagnosis for PD were unsuccessful. The
current methods to improve early diagnosis are
premotor symptoms combined with nigrostriatal
dopaminergic system failure on PET in the pro-
dromal stage. Future studies will be needed to
validate salivary biomarkers and novel potential
biomarkers based on other pathophysiologic
mechanisms.
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14 warfarin wulungumivausasay15 unnndingy  Usen (SD = 25.2/18.2) waganusuladinngunaaes
Vnae fusTAUAAzLLL NIHSS Weusnsudwilvy e 182/99 fiadwnsusen (SD = 33.8 /18.9)
oeflurng 5-15 Soway 50 0900 Ao swduidntos  WaTeufisuanupinfisutuvesndudoseis
NIHSS < 5 azwuu Jogar 27.5 ludiuvesnny 2 nqu wuhlifienuwsnsedslledfyneadn
sulafndaduladvddyfidmalifoudenuens  (p > .05) famsai 1
Ingiuagyiliiinnisnsnaanisseuudsezamla

M15199 1 WSEUWBUTIUILLAE 08 ALUINFUVIARDILaYNGAIUANIUNA U ToYadIUYARS
wardoyan1sidulae (n=40)

Foyanisiduloe nguAUAN (n=20) ngunAags (n=20) p-value
U S OGE 71U Yauay
e
8 13 65.00 15 75.00
VN 7 35.00 5 25.00
919 () mean = sd 54.85 + 10.58 65.95 + 13.47
30 -40 1 5.00 1 5.00
41 - 50 9 45.00 1 5.00
51 -60 2 10.00 5 25.00
11n91 60 U 8 40.00 13 65.00
Aumladanan
Lobar 1 5.00 2 10.00
Basal ganglia (Putamen) 11 55.00 8 40.00 0.731
Thalamic 7 35.00 7 35.00
Pontine 0 0.00 1 5.00
Cerebellar 1 5.00 2 10.00
TsAUsERNe2
Anudulading 13 65.00 16 80.00
Tsalavaiden 1 5.00 0 0.00 0.51
Flafuiindangyia AF 1 5.00 2 10.00
Buax 5 25.00 2 10.00

SEYIANNILALBINITIUDS TN,

<1 Flug

5 25.00 0 0.00
12l 5 25.00 9 45.00 0.12
23 $lug 4 20.00 5 25.00
3.4 $lug 4 20.00 2 10.00

median (min-max) 120 (28-510) 125 (60-332)
sTazMmIUATioInsILteneisdnauiamasaNDs
<1 il 4 20.00 0 0.00
1-2 4l 6 30.00 9 45.00
23 lug 3 15.00 3 15.00 0.303
3.4 lug 3 15.00 5 25.00
45 $lug 3 15.00 1 5.00
>5 3l 1 5.00 2 10.00
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v

ayan1sute nguAUAY (n=20) ng§uNAaBY (n=20) p-value
MUY G U fouay
median (min-max) 132 (30-547) 126.5 (70-345)
YSunsideniiean
<10 ml 15 75.00 10 50.00 0.341
10-20 ml 3 15.00 6 30.00
>20 ml 2 10.00 q 20.00
mean + sd 9.79 + 9.83 13.85 +11.26
FTAUANTULTINTTUUUSEEM (NIHSS) usniu
<5 AZLUU 7 35.00 q 20.00
5-15 AgLuUU 10 50.00 10 50.00 0.551
16-20 ALLLUY 2 10.00 5 25.00
> 20 ATLUY 1 5.00 1 5.00
mean + sd 7.75+£6.17 11.15+6.27
Hanaanludasiufiia
q 2 10.00 3 15.00 > 0.999
aidl 18 90.00 17 85.00
fiuse Y warfarin
g 3 15.00 1 5.00 0.605
laidl 17 85.00 19 95.00
AF = atrial fibrillation, 5W. = l5awenu1a
* flsmpnuiulafngesuiulsarmmuuaglsnlaneGesssezaaving
NIHSS = National Institute of Health Stroke Scale
= a ] ] a a ] a
2. WUSYUMNYUAULANANNAIASLUU NIHSS 711952 UUUSEdINAIN mmwnqmmuwmm

Weusnsu way o 24 Hlaslugthelsavasaidon  AuLANFIsAIAzIUY NIHSS (ausniu uay

AUDIUANTENINNGUNAADWALNANAIVANNUTY o 24 Falas geTundnfiy wlanaladngumiuay

o w

191015911958 UUUsTaNTIwEaseg 19l dedAey

o

1 a0 1 1 d‘
NANNARBIAIAULANFANNAIAZLUL NIHSS D
WINSU ey ol 24 Taluslidunnedneiu vnefiee ns  eEda (p < 0.05) AIMITI9N 2

M13197 2 LUIBUNEUAIAUANNEEEFIUYDIALLULAIINTULTINTEUUUSEAMLTBLIN Y
wag o 24 FIITENINNFUNARBILALNFUAIUAL

nguAIUAY NGUNAADY p-value
median (min-max) ~ median (min-max)
HAANYDIAIUTUUTINNTEUUUTEEW 0(0, 20) 0(2,0) 0.002*

* = fidudAgyneadiafiseau p < 0.05
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3. WigugudndunIsinnIsnInaIng
szuuUszamily 24 luwesiihelsavasniden
AUDILAN NITUFAMINWIZUVUIZAM A 91NN
Unineszuulszamiimuasundasainiduly
Tumefiugasanmsusedivlaluadausn TnoUssidiu
29015 GCS wag NIHSS éauﬁuﬁuﬁtﬁaﬁﬂaaﬁﬁm
AZLUL GCS anad > 2 AzLUY S9UAU NIHSS dan
ATULLLALTY > 4 Azuuy Tnewinanelu 24 $alus
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MAI9INNT INNTANYINUIINGUAIUANINISLAR
N13N§AAIMNTZUUUTEAMIILI 5 578 Ay
Yovay 25 vazdilunguvaasdlinunisminamis
syuuUszam Jaunnenstuetefidedfyniada
(p < 0.05) uazdlamuinguauaudaudssions
ANNNINTARIMNITEUUUTEENNIINAIINGUNAGDY 6
Wi (RR = 6.00, 95%C = 0.78 - 45.72) FaA5147i
3 Ay 4

M13197 3 LWUIBUNEUTIUIUNSNALAL TREAZNTNIAANNTEUUUTEAM

(neurological deterioration) S¥#INNANAIVALLALNGUNARDA

NIMFARMNeTZUUUIZEM nguAIUAN NGUNAADY p-value
U Ol 1UIY LG
dadaunisiie/ldiin
liiAe 15 75.00 20 100.00 0.047*
LAn 5 25.00 0 0.00

* = fpdAgynsedafissdu p < 0.05

a o v 6 ! a o
M990 4 ﬂ'ﬂllﬁllW‘L!ﬁi%W]NgULL‘U‘Uﬂ’]i@JLL’ﬁLL@%ﬂ’]iLﬂ@ﬂﬂi%?ﬁﬁ\i%’]ﬂi%UUUi%ﬁ?WIu 24 Flaausn

N1INIARINeTTUUYUSEEMN U fouay RR 95%(Cl p-value
nguAIUAY 6 273 reference
ﬂfjll‘lﬂﬂa'ﬂﬂ 1 4.5 6.00 0.78-45.72 0.95

4. wWiguisudndiun1sugualaniy
wnaeiidiningveinssurunsauarUlslsavasn
LHEAFLBILAN NUTINGUNARDIANITOANAIINAY
Tadinldanunaaidiunedl SBP < 140 mmHg
wds CT brain melu 2 $2lus l6¥esaz 90
Tdnaade 58.28 undl (SD = 41) vauziinguarua
annsnufURlensosas 15 Wnauads 223.60 uni

(SD = 109) nauneaedldiiaitosniingunluny
agnafltiudAyn19adn (p < 0.05) Aanns19dt 5

TusunsufoRnisdanistadedug wu
nsufsiveadondiiound msdanisly wudnlsl
ansadnnegild esnngusegnaiidiuaulal
Wesnelunisedute wazladuisnaninulatesly
24 Flaausn

M19199 5 WisuWieuiiuig Sevay ALafewasdiulsuuninnsgiuredsseglunisnisauay

Auiulainlanuinaeidivang seninnguAIuANLAZNALIAaDS

nsanausuladialdaadmuneuasssznaild NENAIUAN NEUNARDY p-value
U fovaz U Sovaz
SrEznARIALNUISIADNR M SANDIEY SBP < 140 mmHg <0.001*
> 2 hr 17 85.00 2 10.00
<2hr 3 15.00 18 90.00
Mean + sd 223.60 + 109 58.28 + 41

a

* = fdudAgynsadiafiseau p < 0.05, SBP= systolic blood pressure

o
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5. AuNanelavesfiuanalv I Tn
san1sligukuuMsaRan1sann1ssensal tugiae
lsAviaenidonduauAn WUIALRABAZLLUAIN
HanelavasiuananuINTInLaenIT I 4.1 AzwuY
Wuarudisnelaszavuin laslusiedenisly
N1353AN13318NsATWAVRNavaIv1dn1sivue
Whneiidaeu 4.5 azuuu Wuteiianuiela
1nitgn
aAUTENANITANEN

INN1TANYINUIINGUFIeg1agUqelsn
vaealdonauasuanidiszuuniadiulsaase
iHonaNes naviNsenYsdnaNiImaTaNes Lay
#sumsfiansaninundenmsliings Meaesndud
Snuneiindnendetu ludhudadesine fe Srumis
Fiavaendonunauanluauesfinuludnlng fe
U3teu basal ganglia hemorrhage (ﬂ&jumUﬂm
Yoway 55, nauneagitesar 40) Ludumied
suusatfosniniumisd pontine 3o cerebellar &3
ﬂajumaaqwuﬁmquﬁ Jouaz 15 NAUAIUANNY
Sovay 5 wingnalsfiniuausuusedalueg i
USnnsideniioon inngusegaliviinasiden
ponindetienin 10 fadans Jaduliinnsfieglu
SEAUTULTIURY WsllkasasEuuUsTaINUaLeINs
wansRnUnAfinuusaieauesiidsne Faae
ADAARBINUAIAZIULAIIUTULIINNTEUUYTEAM
Aszifiuld lnganwanisAnnuindiadeves
NIHSS usnSuvesnquadegisaglusening 5-15
AZLUL (NGUAIUANLAAE 7.8, NauYIAABILAAY 11.5)
Huszduunans emsiny fe uvuwseuuLse
a1u13ngnAuLsItugelawiuLsEn Ikl
VIRUNAULIIAIULTIERTIALNEAIT Yaaeldus
vnsewalide indewaze vieeuuilsl
waoulm uaznanadssaunionnisauldsuns
LONTYLIIADUNILADTAUDIVDINGUAIUANLAL NG
naassaulngjoglutig 1-2 92lus (hguauaunan
\ade 160.4 u¥l, nguvinaediinaade 159.8 w1i)
FadudiuusdrAglun1suseifiunnurunisgua
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MU 2snsBilutienan 1-2 Hiluadu
svpznanddnitoudeninisvenefiegnasinga
n133an1ssauniuladeanvnlugiiinasonisan
AMENNANIN wazanlonanisidedinvesyiag
AmusiAgaiuanuduteulaznsdiiuvedlsad
Juus Juunummesnueainvesmeuiaginnis
figosflognadnds euansienudanudenniy
aunsavszidunmdes MaunuiianzLas
psgviindeanuguitasAntuiudtisusazseld
nnfeyaisansngudnlngilsniau fe
ANUAULaYIngs (NFUAIVANTREEY 65, NAUNARDY
Sovaz 80) waznuideandalsaerunagiies
doanguil systolic blood pressure (SBP) 8g5e1314
160-210 mmHg (nguAruALi SBP 1A 186.6, A
vaaesdl SBP 1w 181.8) axvieulvifiuinmudiy
lafingaduanngidrdyiviiliiAnlsavaoniden
ausaun wazanudulainfigannazvinliidend
ponuR NN ULazSTY aevhlmAnuseduly
nelvanfswrgeuIniu cerebral blood flow anad
doauesgnioudeniiveglvgTunaden vl
AMUFYUIBAANITNIAAININTEUUUTEAIN DL
s mnaruduladingsilaignudloviogndnms
Iopegamung muuuimalunisguatagtu dilens
auasnuUlgliavaeniionausduan (care map
for hemorrhagic stroke)'’ ¥a3an1UuUsZaMAINEN
uaznndngUBsUszanuntAanssInTneualy
FuALAYRINIANAINDINT MIUTMTENAAAN
slafinailsiaeilenadediniigadiu ogls
AnuAImLRLYE systolic blood pressure U893
Feansnaulaunnsatusgnedifoddymsada
HAINNITIEFURUUAITNEIUIALUUNT
Jan1ssensallunsguagUlelsavasniienaues
svezduniolu 24 $aluausn Tngldlungunmass
20 au tunquedsuulisuiuunisauaund 20 Au

[y

NAAIIUANUDIANAELUY NIHSS 1RasksnsSunu

=

@ 24 FIlud NgUNARBIANIINGUAIUAYN FB
nauvaaaslinuaINInesruuUsEamUasuLUag
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MnANvaEAnguAIuANilAIAzUUY NIHSS
uTuanuIn3ugean 20 Asuuu Ao fnuRnund
vossruuUszamiinndy lududndiunininnis
NIAAIMeTTUUUTEAMNUIINGUAIUANETLanTa
AAN1INIARIMITEUUVU TEAMUINNIINGUNARS
6 W1 NEUNAaRIlINUNITNANITNIAGINNTEUY
Uszamiionnsasiing 20 AU nguaruamAang
N3P NITUUUTEAIM 5 518 (Feeag 25) 91nN1S
Anwinsusediu NIHSS Tngng1uagdnnisuand
TAiudsunuindassuaziduanssausdrAnves
weuraiamnsavild uazilesdaglunau s
uwmddaonssnuszanvliazainiiazyinisuseidi
NIHSS wagdanun1suseidiume NIHSS Tunsfinni
amstugilglsavaenidenaueunndmulatosly
Uszinalng unummeruiagianislunisuseidiy
wazRnnuaiy NIHSS evinlimdiudeauraun
yasyuUlsTameseasdeninnty uasdueiu
Formganssauzianzdmiuneuiaiguagiae
lsAvaanienaued
nsufuanuinadiduninedady
HAGNSITINTEUINNTNUT N15IANTT SBP < 140
mmHg nelu 2 $lus lnengunaassufuale
UINNIINGUAIVAN NaUNARBIAINTaUUAL
18 au (§osaz 90) nauauANUURAla 5 918
(Yoway 25) uardamudninguarudiliannsnan
ANudulalialaviuna) dlanafnn1sminamis
FEUUUTEE@MUNNAINANNAGLEY 1.8 i
HaaNSluNguMARRIANIINGUAIUANDEN
fifoddymeadn ddimvsedislsanaoniden
aupsunnldsunisneruialaegdnnissensdl
ansoUsziutladoides uaznsemiinfessiuany
JULSMAEINN1TNTRNTEIELA NsiuuImeTINdy
yesuanau i Inlunisivuaunumidaiou
TusuwnmdilinsinvinuuuIniatagiiani
Amiun wenutagInnsududasiow Ussanuunmd
Faualunisssanuiaundnuinusindimun

'
=

Wesnguielsavaenifenausiunnaglasunis
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guandasunmdszuudszamidundn Jaunnddl
AszufesUiRluRewmIfa nstiuuamianis
UjAveangruiadiufuiiuiidaauiedrdgunn
WYIUIAHIANITANNITOIANITAMLNUNITRUALA
st Syl U oAt mane sy
wazifunuamadien Anssuludunisdanisis
mnwduladin Msudsiveadenifonssuiitaou

a

Al Usediuld wazthuniaseild dennded
funsfinwvesals Andles lunisldunuimmeiuna
fiannslumsguagiielsrauesuiaiden Litednnis
WU IgT2uuNITana ARAINNTEUIUNITAY
wumaiimue® denalvfiaeldsunissnud
5357 nevadinnsdaianudAgylianizly
naufthsFesavinty slunisquadiessey
Ingruazaniduiinernaldaniaduinmuegidlng
T GuneiaUsziineg Wuussduiusiusn
Suaudugans defeyasioldognsasBenlulsziiu
fdndiny danaliianansnufoRmantenelsvunm
annsnenuesiiRaUndldegeuviae Snvis
Fuduneruvrafiduszaunisainnudevalunis
UizLﬁuizﬁummwLLiqmﬁzuuﬂizamﬁﬁmm
wiugngusiuwnd aussausidmalinisdans
Dulununisgua viliiaeUaendeiinUselevd

| 1

sagUae Tundunuufniuwuineldls weruna

Y o

Finnisaginstiuiinanuuususiuiieldlunns
NULLINNTOUATINAUNNAVENINIVIN WU 11T
JamsuaruImseranauiulain mnwuinsly
gwiindl 1 lildnauazsivenganalndifusedud

e dnMssenuulideyataiansanenviin

'
=

7l 2 Afleamnzauuazasadoiugithe luvay
AnguaunulduAanssummetualuguuuuung
Alailiusziiuanudss waglunsdanisanadiu
laauazUadesnedlaivuadimvuny nsdnaiy
omsBusgfuneunaiilinanua u vy uay
Falaiflununisguasanduiinavanindn Jso1ads
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dadMn

ilessnevazifiusiusiudeya wiaelsa
wiaonLdenaues (stroke unit) gnusuLdu cohort
ward ﬁ’m%u%'m:iﬂwam%a covid-19 uag stroke
unit gnéneluneraedudans Taedinsdadns
Aaemeruiadu 2 fin Tunsguagiaelsavase
Henauos unzdlheRnde covid-19 vilmeua
finmssensdififinidon deadheadulunisguar
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pnsuastmiinuia thanglva Uanushs Sedu dy
Feomstuiifnadonisdouivasianssulude 1
f® behavioral and educational interventions Tu

AUeUNTI80193gldengu selective serotonin
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reuptake inhibitor (SSRI) iU fluoxetine, sertraline
wag fluvoxamine Tun13snweIn1smainuas sy
mamﬁmmﬁqaquaﬂsiu%ﬁ q findnefiuenisves
Bsaddngwin Wleldldendugainassreliueuine
uauTu ndunaeaeAudsuarensualiT L
3. Alternative therapies {a3duiin1sinuwinis
wonlugUaelsmeefiduaiunnsuuinuie laun
nslvemsiasudsqualaegidervny n1slddnd
Geddunistiette (animal-assisted therapy)
nskfavzindn nsnseduimung nsldunnd
madenlunistrdndnedun1svin hyperbaric
oxygen kae chelation n1sU1alagnisusuauna
MesusNeLazInlau loay way biofeedback
sudinssneuuulddeddengu nmanmiidaie
PerauAagannIsRIBIsEUUUsTamn nsiady
nsundansggnuaznisuIatitinsiuiislssam
Fuiatidamy msanrSenisiiulszamdudaile
ag‘Lu?ﬁmé’amﬁq 5| Way homeopathy® usoe4ls
frddlifideasuresanssnuiday
n1snszgumeliiinszuansaungluan
Junildunsinvimadenlugvaelsaeeiits
awnadyu (ASD) silagldlfinssuanseunns
1-2 finduonuussnerudaliingsd 2 42 Fedandls
vmthidudalnidmeneg (target electrode)
wavdndududadneds (reference electrode)
Tnetalafidmneasimihasudndidewad
Yughn (resting membrane potential) Uosaa
Uszalnetauan @node) %mﬁmﬁwﬂizqauaaﬂ
nnfwaauszamilinieluwasiinanuduuin
getuannsaidilviieseduBuneuauss (threshold)
I iresefutrvanaimdiinssfulszam
(neuronal excitation) dudhau (cathode) az¥
wihiigudausvam (neuronal inhibition) alwi
Wmunearlfidudavinvietaauildnunany
Foansiivsusuiasunsssuulseann’ diusedu
Auduveanszualuilaeialiegn 1-2
TaduauiUsuagANUNTUAIanYBINITNTEAU Ad
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4 fadueuwds szeznatvesnisnsedudiulug
gl 5-30 w1l laeszziIa1v8INIINTEHY
seiinasonneiidenauethsenisidi (cortical
excitability) ¥§oAuEIUILYBINATIANIINANS
nszau AnsAnwludninaaeanuiinisnseeu
Frethuanezdreifinianssuvesadusrani
RnTuies (spontaneous neuronal activity) SR
MsNadyIUsEaM (neuronal firing rate) wag
fiunsivesmasUszay (neuronal excitability)
Tnganaussdndidewadlunaziinninsedusie
Gﬁgaausuaalmlﬂ']ﬂszmeqmuﬂziwaﬂﬁﬂﬂgﬂama%
Inanlswdu (hyperpolarization) veswaaUszam
MliAnn1sanasesdnIInIsiindy 1ulszam
wazanauhivesn1siiveaduszanla®
MNnnsAnwEessnszdumneliinszua
ATINTUNZIENYDY Qing XU LAZAMENUIIAINITA
FlnAansdenUszarusulndveswaduszam
wazloUszamnieluanesinisuszauiusgradu
svvuidlelddunisnsgduiiliannisenlmives
wulasdaznissenindvssmas saudsin1sUsy
Wasulnssasweswadusyamuaznsefumsidon
fiaUszauUvesaNesludIuTes superior frontal
way temporal cortex 53ufs medial frontal
cortex, amyedala, hippocampus, Broca’s area
lkee anterior cingulate cortex
Tun1sAnwves Van Steenburgh® uag
Ay NUIIN15NTERUAIElNinTsLanTIHIY
nelvanludUlelsreeiiduaiunasuiosuiedegivg
LANUTANIVANNG ANTTURAETAINAINTD LY
s dsnaldRuannsUsidiugag ATEC score
(speech and commmunication, sensory and cognitive
awareness, sociability, health physical and
behavior) Wagn13nseAU DLPFC AUty nienu
YINUIIEIVY cortical area network vieales
fudleldfunisnszduaziinnisssanudenload
menulnduazlugiuves motor action Way motor
imaging Iuﬂ33mumiﬁm%uqﬁqﬁmﬁwﬁLﬁ'mﬁu
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A ldrunazidudynindnddyesands
lufihelsreefiduaiunasuifinnnuinundies
mannsUagayranuauaInnsalun1susmsianis
wiAvafuanuduaznsiFous uaNNATINY
Januansafieatunisudledenianenii
wagn13vinauluanIn synaptic plasticity 7y
\Sevnedadenloetu seming cortical activity way
prefrontal cortex Tun1ssudsdyaraszamas
vhlvansnsomuauanslafuas dsasansidenles
NIEUaUITENALULASOUNANBIEIU anterior—pos-
terior dorsolateral parietal

Mendsaniinisfnsineaddniidnisld
nsnsgduamglniiinszuanseiunslvanfsuely
n3snwlsaduiasn lspaudnuazsnwiain1suan
nsnseRulvdunduasdiivadu nsinwilsassuy
Uszamuasdnnwegneiniernaiilasuautey
lunisldnsnszduaegliinssuansaiiunglan
Aswrdudumaianisnsedunaznisinwilsadi
Usgdnsam danudaendegs natrufgaiay
F1A1UTENTALALAINANITINYIYIUIY
n1snsedulniinszuansertunsluaniuady
AU13AAIUNITUINITIANS

Jagdulinsfnwinisldmaiinnisnseeu
mgliinssuanssiunglvamduduauninlu
naeNaNiIag1alsa dnwreINITkaEANRAUNG
wasuersuel @ nginssukardeyninnudn
AN TmvnessUUUSEamLAZIATAERSHAN 9
1N

Tilo Strobach® wazazlainn1IAans
LWUUENLAZINGUAIVANTIAIINAINITAVDY
dual-task performance Fafuainuaiuise
93FUsENOUNTaveY executive control Tuglwey
TngsinnsAnunluglngfifiguaimd engsgning
20-30 U d1wau 16 518 wuseenlu 2 ngu fe
nqunaaes 1 15U 1 mA anodal tDCS 20 w1
wagnguvaeniaTsiAUIN inferior frontal junction
(IF)) #rudreuaziaaud supraorbital region




Fum Ifenanadinsvaesngiyi component task
(visual, auditory stimuli) T block session1 1’7{5;1@1]’;8
random order dual tasks I%mimzéjuﬁmﬁulﬁmq
4 (stimulus onset asynchrony: SOA)ﬁ 200 ms.,
fixed- order dual tasks 7 SOA 75 ¥® 200 ms. ua
single tasks @iu block session 2 Sude single
tasks, fixed- dual tasks La¢ random- order dual
tasks @aunuliunsening visual wag auditory
single tasks blocks Lﬂ%SULﬁSUNamaﬂﬁgﬂaaﬂﬂdu
Aeatd mixed- measures ANOVAs wu3tlungy
anodal tDCS 20 WINHAULANAINTBY reaction
time wag error rate 1u random- order dual
tasks agefifedAaun19adn p < 0.01 uaziiany
wanenaifuly tasks order agnafitudfyvnsadai
p < 0.001 wazlu fixed order dual tasks lLiwu
AnusevnsaRRvaansnay uwandlidiuiiniansesy
ﬁaa%ammaq tDCS finnanile interior frontal
junction(IFJ) e improve performance in dual-tasks
Tu random order tasks dwlungunnasadi 2
71 1 mA tDCS 20 unil Tnenadhaudt interior fron-
tal junction (IFJ) C'?\J’]u%l’lEJLLaz%’JU’Jﬂﬁ supraorbital
region vuazli component tasks mﬁaumju
VAaBsTil Wudn random- order dual tasks fiAau
wanmA1eiuly reaction time wag tasks order
Feowssuifisunavosiiaoengudeada mixed-
measures ANOVAs agnafltfad1fgynisadai
p < 0.05 & fixed order dual tasks Wag single
tasks laifiauumnssuitadesnd

Hanley® LagAmg LAYINNNSNARBILUU

= 1

duuazdinguaduny SemnuanunsnvesnsiUdsy
task Tuggeeny Wnevinms@nuiluggeeny 60-75 U
1w 40 18 wiadu 3 ngu Ae nguild 1.5 mA
anodal tDCS 10 W17l nguitle 1.5 mA anodal tDCS
20 Wi wagnguvaen laeetauand dorsolateral
prefrontal cortex é’wu%’wuawﬁ%avﬁ dorsolateral
prefrontal cortex w1 Wonanadinsisanngusii

Task-Switching Paradigm (Swansea Test of

Vol.17 No.4

Attentional Control) LU%‘EJULﬁEJUNaGU?NﬁgﬂmJijJJ
AEadiA repeated-measures ANOVAs Ui Tungy
anodal tDCS 10 uiUsuiieuiiu baseline fiAau
WANANNYBY task-switching speed ag1siitiudALy
V9EdRT p < 0.001 wazlinuAusrsaaEly
naufimdodn 2 nqu

Arciniega” wavanug lnsnnaIkuuEy
wardnguAun (UnUarhewded) Aemnuanunsani
visual working memory (VWM) Iuﬁqamqqmmw
fongiade 67 U S1uau 36 118 wiseeniu 2 nay

nauil 1 edalwihuuy unilateral Tagld
2 mA anodal tDCS 20 mﬁmq%’jamﬂﬁ prefrontal
cortex (PFC) ﬁmm’m,az%?auﬁ posterior parietal
cortex (PPC) ¥y figuiunguviaen

naui 2 Mnedalafiuuy bilateral Tagld
2 mA anodal tDCS 20 mﬁmq%’jamﬂﬁ prefrontal
cortex (PFC) Fuuaziiaud prefrontal cortex
(PFC) reiieuiiunguvasn

onanaslasina 2 nauvi1 spatial span task:
Corsi Blocks Lﬁ'ai’ﬂ visuospatial VWM, baseline
WazyINN1IMAEaU long term memory (LTM) task
uae visual working memory (VWM) task LS8 ULEU
Na%aﬂﬁgﬂaaﬂﬂ@:mﬁ’waﬁa mixed- measures
ANOVAs Nan13maAaeInyui anodal tDCS 20 ua
Tunguinetalaifiuun unilateral wae bilateral Tu
long term memory task Lifiauuans1eiu @
Tunduiinedalwihuuy unilateral waz bilateral
Tu visual working memory task dlewSoudiel
iU baseline fiAUKANAIINALYDY VWM 8813311y
dFnymneadAd p < 0.003 (unilateral stimulation
improve VWM), LLaziuﬂzjmﬁlﬁ 1.5 mA anodal
tDCS 10 wiillagadavan 7 posterior parietal
cortex (PPQC) Fruvuazdaaudl contralateral
cheek (CO) wuaznduviaen Taglonanadasity
2 ﬂicjuﬁﬂ the automated operation span (OSpan),
baseline Wiodn AuEITOTeY visual working
memory (VWM) capacity wW3suiiieunaveis
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d0anqueleaia two- way ANOVA wui lungy
anodal tDCS 10 wilssuiisuiu baseline 14dl
ANULANEINVDY VWM capacity

Huo™ wazAnzlAYINNITVARDILUUELLAE
finguatunn (Wndadheifen) egainuaiunsa
A1 executive function YBIEEIDILAUNINARY
60-82 Uduau 64 578 uvadu 2 ngu Ao nguitls
2.0 mA anodal tDCS 30 w9l uagnguvasn lng
ﬁ’lﬂéﬁgﬁmﬂﬁ dorsolateral prefrontal cortex fu
Freuaviaauil deltoid muscle 421 Wonanadias
ﬁaaaamjw‘f’l two- back task (working memory),
Flanker task (inhibitory control), switching task
(shifting ability) LU“%&JULﬁaumamaﬂﬁgﬂaamdué”m
dif repeated-measures ANOVAs wuin lungy
anodal tDCS 30 wU3puLisuiu baseline 1wy
ANULANFNYINEDRATBI working memory, inhibitory
control, wag Shifting ability

Nejati® wazanglaviin1snaasIuuudy
waziinquatuay (Unteaedre) Lﬁa@mmmmﬁa
executive function wag cognitive flexibility Tu
flneninlsnanBau (ADHD) engiads 10 T uay 9
9 25 Mewvwenduy 2 ngunaass laengu
71 1 (N=15) 1 1 mA anodal tDCS 15 uiiuazna
Maaﬂimmwﬂy"smﬂﬁ dorsolateral prefrontal
cortex (DLPFQC) é’m%’mmg%muﬁ dorsolateral
prefrontal cortex (DLPFC) 421 ngudl 2 ngueos
2A (N= 10) 18 1 mA anodal tDCS 15 wniuag
mjwaaﬂiﬂmw%y’amﬂﬁ dorsolateral prefrontal
cortex (DLPFC) susging wazdaauRt orbitofrontal
cortex (OFC) 431 wagngueae 28 (N= 10) 16 1 mA
anodal tDCS 15 uiuagnguvaeninensiiaudi
dorsolateral prefrontal cortex (DLPFC) pugney
wazdaUINT orbitofrontal cortex (OFC) a Tfenan
a3A3¥IN cognitive assessment 911 task switching
Y84 Go/ No-Go task (inhibitory control, working
memory (WM), cognitive flexibility), stroop task

(interference control), N-back (working memory
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performance), ez WCST (cognitive flexibility,
planning, task switching ability, impulsivity)
Wisuifisunanisnaasavesngudl 1 feaia
repeated-measures ANOVAs Wu31 Tungu anodal
tDCS 15 WTlainuaUAnNA19as inhibitory control
wag cognitive flexibility vasfiadasngy dau
interference control kag working memory W11
finnuuansnafueeefiteddneadid p < 0.01
uazidlowFeuliivunanimaaesyesngui 2 soedin
repeated-measures ANOVAs Wua1 anodal tDCS
15 U1 dorsolateral prefrontal cortex #A1ULAN
$119204 inhibitory control ke working memory
agnalifuddnymneadi p < 0.01 wazSeuiiou
anodal tDCS 15 w17 orbitofrontal cortex A
WANENUDY cognitive flexibility, attentional shifting
agnafifuddeyneadnd p < 0.03

Molavi* uazaguglavinnisvaasuuuguuas
dnguauay Lﬁa@ executive function Wag control
emotional processing lugUagyadnainudsusiu
LL‘U‘Uf?’]ﬁ!Q (borderline personality disorder: BPD)
978 18-50 U 913w 32 578 uuseanidu 2 nau leun
2.0 mA anodal tDCS bilateral 20 W1 Lagnguviasn
Iﬂmwﬁ%mﬂﬁ dorsolateral prefrontal cortex
(DLPFQ) fudenavinaui dorsolateral prefrontal
cortex 4 Toranasinsvisansngusi executive
skill questionnaire for adult (ESQ), emotional
regulation questionnaire (ERQ) Wag emotional
processing scale (EPS) LU’%‘SULﬁaUNamaﬂﬁgmmﬂdu
mEana MANCOVA, ANCOVA Lag one way ANOVAS
nu31 Tungu anodal tDCS 30 wiiUSauLisuiiu
baseline 1AMNLANAINYDY executive function
(response inhibition, working memory, emotion-
al control Wag cognitive flexibility), emotional
regulation (emotional suppression k&g emotional
expression), kg emotional processing (emotional
intrusion, uncontrolled emotion Az discordant

emotion) elllEdIAYNNEDAT p < 0.001




Topic Review

Lu* uazamdzlavinnsAnwuuu balance
group randomization Lﬁ'a@mwmmmiumi
Innsiazmivauaunslunguind@nwiuminedy
91910de 21 Vo 39 Meudsesnitu 2 nguldun
1.5 mA anodal HD- tDCS 20 uikagnauviasn
Iﬂmm%’jamﬂﬁ dorsolateral prefrontal cortex
(DLPFQ) ﬁﬂu%’lEJLLaz%ﬁaUﬁ anterior frontal,
frontal, wag frontocentral ¥ uazleaiadnas

Vol.17 No.4

ﬁaaamfju 11 cognitive task ( attention network
test, color stroop test) LU%‘SULﬁSUNa%aﬂﬁgﬂaaﬂ
nauAealf repeated-measures ANOVAs wua1 lu
n&al anodal HD-tDCS 20 wiSguiieuiu base-
line AAULANAINVDY executive control BE95Te
AFuneaBAT p < 0.045 waelinuumnsneiures
reaction time response Tu neutral, congruent

Az incongruent ag1iltBdARNISERAN p < 0.01

M19199 2 asuramsfnevesnsnsgiulninssuansaiunslvaniunIsitaNaIN5e

AIUNITUTUITIANTS
g3y,  mwmesey o ey Fauan/ Jwusey anadu Outcome Result
Ui oranadas @) Trau sessions  Nszwa/ud
Strobach T., RCT/ 16 2030 IFJé1u1e/ SOR  Single dose 1 mA/20  dual-tasks  Anodal tDCS im-
et al (25) Healthy FuvN w7 perfor- prove performance
2015 mance in dual- tasks Tu
random order
tasks
Hanley J., RCT / Early 40 60-70 DLPFC 91/ 7 1.5 mA/ Task switch-  Anoda tDCSim-
et al (26) healthy DLPFC 10 1.5 ing prove task per-
2020 mA/ 20 U1l formance Tu task
switching speed
Arciniega H., RCT/ Older 20 mean  Unilateral: PPC 3 2 mA/ 20 Visual work-  Unilateral anodal
et al(27) healthy 67 G18/PFC 41, w9l ing memory  tDCS improve visu-
2018 PPC 931/ CC 1 (VWM) al working memory
Bilateral: PPC
Ge/PFC 421
Huo Lijuan ~ RCT/ Older 64 60-82 DLPFC %18/ 10 2mA/ 30 Executive Anodal tDCS DLP-
et al (28) healthy Deltoid muscle U9l function FC dnudnalainu
2018 U AULANFVDY ex-
ecutive function Tu
working memory,
inhibition control
ez shifting ability
Nejati Vahid RCT/ ADHD 25 9-10  DLPFC 9e/ Single dose 1 mA/ 15 Executive Anodal tDCS
et al(29) DLPFC 41, Wl function, DLPFC ¢uge
2017 OFC w3V cognitive improves inter-
DLPFC €8 flexibility ference control,

working memory
e inhibition con-
trol Anodal OFC
AU improves
cognitive flexibil-
ity e attention
shifting
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M15197 2 agunansfnyivesnisnseduliinszLanswunslraniuNSNANEINNTD

ANUNITUSITIANNG ()

§33y, 1MMARY WY a1y tavan/  $wauseu  arwdu Outcome Result
YAy BYGHGRGE @) $au sessions  NITHE/UN
Molavi P., RCT / BPD 32 18-50 DLPFC €1/ 10 consec- 2 mA / Executive Anodal tDCS DLPFC fnu
et al (30) DLPFC 471,  utive days 20 U1 function, 418 improves
2020 emotional 1.executive: inhibition
regulation,  control, working memory
emotional &g cognitive flexibility
control 2.emotional regulation:
emotional suppression
ILlag emotional expres-
sion
3.emotional control:
emotional intrusion W&y
discordant emotion
Lu Hongli-  RCT/ 39 Mean DLPFC 418/ 12 sessions 1.5 mA/ Attention HD- anodal tDCS im-
ang., Healthy =21 AF3,F1,F5 3 session/ 20w ey execu-  prove executive control
et al(31) undergrad- FC3 e week tive control L% improve reaction
2020 uates 4 weeks time response Tu

neutral, congruent Lag

incongruent

IFJ= Inferior frontal junction; RCT = Randomized control trials; SOR = Supra orbital region; DLPFC = Dorsolateral prefrontal cor-

tex; PPC = Posterior parietal cortex; PFC = Prefrontal cortex; CC = Contralateral cheek; ADHD = attention deficit hyperactivity

disorder; BPD = borderline personality disorder; AF3 = Anterioir-frontal cortex; F1, F5 = Frontal cortex;

FC3 = Frontocen-

tral; HD-tDCS = High-definition transcranial direct current stimulation

GELY

nsnszdusagliinssuansaitungluan
Ysas dorsolateral prefrontal cortex (DLPFQ),
inferior frontal junction (IFJ), prefrontal cortex
(PFQ), orbitofrontal cortex (OFC) anunsaLiiy
ANNENNNTAAUNITUSTINNTSIuNgUETEvaN
VaNEUSELAMTIEIUALAR AILSY @NNS A9y
aulaande N1IAIVANNITHARIBENTINENTUA] N3
wiledyiamgninuaslunarefiffiinanainu
RAUNAYEY AIUEINITOAIUNITUSIITIANITLAY
praviliianiseenlmiLarinlaseas1slutdae i
wadUsvam visedanasionisdiudanisidinisine
fanniAuunAveawaduszamlel uiteyalu Jaqiu
ﬁalﬂ,imﬂwaﬁ%aqﬂiéf ﬁqﬁ?urnﬂﬂw%ﬂumimzﬁu
aupLiBfiunNUETIRUNSUSNSIANIS LT
aqﬁmmiﬁé’mmimiﬁﬂm Funiiiuiusiely
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Problems Persist

Somsak Tiamkao

Division of Neurology, Department of Medicine, Faculty of Medicine, Khon Kaen University

Khon Kaen, Thailand

Early in the pandemic of COVID-19,
stroke, brain hemorrhage, psychosis, meningitis
and a raft of central nervous system had been
problems. The findings were based on patients
who died, so it was hard to consider whether
these conditions were triggered specifically
by the SARS-CoV-2 or from results of a severe
illness.

Such concerns were heightened when
University of Oxford researchers published find-
ings from a study in which they found people
who had mild COVID-19 displayed a 0.2%-to-
2 % greater reduction in brain size compared
with their uninfected counterparts. COVID
survivors also showed greater cognitive decline
based on performances undertaking complex
tasks.

However, it is too early to tell whether
the changes are benign and can be countered
by the brain’s ability to recover, or they are
progressive and predisposed for incurable neu-
rodegenerative diseases, like Alzheimer’s and
Parkinson’s disease. The picture is certainly
not pretty for the likelihood of manifestations
remaining higher two years after COVID-19 than
after other respiratory infections, says a clinical
epidemiologist at Washington University, whose
own studied have led to important findings
about Long-COVID.

From https://outlook.live.com/mail/0/
inbox/id/AQMKADAWATY3ZmYAZSThMTRhLT-
M2YtMDACLTAwWCgBGAAADbz052BQ6d0%-
2BUG6VMjcL%2FIkVwcAsIINXKLRIUCExC25Sm-
5SAQAAASEMAAAAAQzERWTOPEMG...

For further reading:
1. Bovornkitti S. Long-Covid. AMJAM  2022; 20:

in press.
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Letter to the Editor

PSA 841.500 ng/ml !

To the Editor

In TMJ’s 2019; 19(2): 444-445, | reported
a series of progressively elevated PSA during
the five-year follow-up period of an apparently
healthy 73 years old business tycoon, and in
2020, October -December issue, pages 341, |
reported the follow-up test showing further PSA
rising to 60.170 ng/ml. Today, June 22, 2022, the
man went for another test at the Department
of Pathology, Faculty of Medicine Ramathibodi
Hospital (HN. 5262273). The result of the test
indicated a rising of PSA level to 841.500 ng/ml.

| write this letter to seek help to explain the
consecutive rising of serial PSA levels in this
apparently healthy person.
References:

1. Bovornkitti S. A case of positive PSA
test. TMJ 2019; 19: 444-45.

2. Bovornkitti S. Progressive PSA Eleva-
tion. TMJ 2020; 20:341.

Somchai Bovornkitti

The Academy of Science, The Royal Society of
Thailand
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Vaccination Strategy for COVID-19

Sirirurg Songsivilai?, Somchai Bovornkitti®

"Ministry of Higher Education, Science, Research and Innovation (MHESI)

*The Academy of Science, The Royal Society of Thailand

The SARS-CoV-2 responsible for COVID-19
enters human cells by using its spike protein
to bind to a cell surface receptor, ACE2'. The
receptor-binding domain of the spike protein
consists of a specialized “head” region that
mediates binding to ACE2. At present, there
are a few vaccines that possibly promote the
production of antibodies that recognize the head
region of the spike receptor-binding domain and
block the entry of SARS-CoV-2 into cells”®. Mice
immunized with genetically engineered the re-
ceptor-binding domain of the SARS-CoV-2 spike
protein, covering its head region in additional
sugar molecules, could shield the head region
and boost the production of antibodies against
the unshielded core region of the receptor-bind-
ing domain.”

Of note: the most recent development
on COVID-19 vaccine has released the Novavax
COVID-19 vaccine (NVX-CoV2373)°, a pro-
tein-based vaccine engineered from the genetic
sequence of the first strain of SARS-CoV-2 the
virus that caused COVID-19. The vaccine was cre-
ated using Novavax’ recombinant nanoparticle
technology to generate antigen derived from the
coronavirus spike(s) protein and is formulated
with Novavax patent saponin-based Matrix-MTM
adjuvant to enhance the immune response and
stimulate high levels of neutralizing antibodies.
The Novavax COVID-19 vaccine contains purified
protein antigen and can neither replicate nor
cause COVID-19.
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