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ABSTRACT 
 

How diet is related with cognition and health has not been systematically examined in Asians whose eating 
habits are very different from their counterparts in the West and the biological mechanisms underlying such 
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links are not well known yet. The diet and healthy aging (DaHA) study is a community-based longitudinal study 
conducted to examine the role of diet and nutrition in promoting cognitive, emotional, and physical health 
among community-living elderly Singaporeans. The first wave of DaHA, conducted from 2011 to 2017, provided 
detailed information on diet and baseline cognitive function and health from 1010 community-living elderly in 
Singapore. Biomarkers of oxidative stress, systemic inflammation, and genetic information were collected. The 
ongoing second wave of DaHA is conducted from 2017 to 2020, which provides follow- up assessments using 
established cognitive tests and clinical tools. This well-characterized cohort, with its archived biological samples 
and high-quality data on diet and lifestyle factors will allow researchers to explore the relationships among 
diet, nutrition, genes, cognition, mental and physical health in an extremely cost-effective manner. Translations 
of the research findings into clinical and public health practices will potentially help to promote cognitive health 
at the population level and reduce healthcare costs related to cognitive impairment. 

INTRODUCTION 
 

The latest nationwide epidemiological survey in 

Singapore reported that the prevalence of dementia was 

10% in the older adult population (aged 60 years and 

above) based on the 10/66 diagnosis of dementia, while 

the prevalence of Diagnostic and Statistical Manual of 

Mental Disorders, 4th Edition (DSM-IV), a more 

restrictive criteria, dementia was 4.6% [1]. This figure 

is expected to rise further in the coming years given the 

rapidly aging population in Singapore. The worldwide 

costs of dementia are estimated to be US$818 billion in 

2015, which is approximately 1% of the world’s gross 

domestic product [2].  

 

How good cognitive health in the later stage of life can be 

successfully maintained, is an important and challenging 

question that requires well-planned research with follow-

up translational opportunities. Potential avenues for 

interventions must be identified from carefully designed 

longitudinal studies to establish cause and effect 

relationships. The value of such studies lies in firmly 

establishing important modifiable risk and protective 

factors that could be targeted in future preventive 

interventions. Prevention requires a good understanding 

of the natural history of the condition and a complete and 

comprehensive picture of various risk and protective 

factors and biological markers that could be involved in 

the process. This information can only be obtained from 

population-based longitudinal cohort studies [3]. 

Moreover, the importance of prevention lies in the fact 

that none of the currently approved drug therapies can 

reverse the disease progression of dementia. The 

condition of patients who take these drugs remains stable 

for a year or more but declines subsequently, although at 

a rate that is slower than that among untreated patients 

[4]. The search for a disease-modifying agent has proven 

to be equally elusive. Results from recent large scale 

phase 3 trials involving disease-modifying agents such as 

the anti-amyloid-β monoclonal antibody drugs 

solanezumab and bapineuzumab were essentially 

negative [5, 6]. The disappointing results from these 

studies have provided the impetus for the increasing shift 

in attention to non-pharmacological preventive lifestyle 

measures such as diet. 

 

Diet and cognition 

 

In the West, several studies have reported the association 

between dietary patterns and cognitive status. For 

example, the Mediterranean diet, a dietary pattern usually 

consumed among the populations bordering the 

Mediterranean Sea, has been reported to be protective 

against Alzheimer’s disease (AD) and cognitive decline 

[7, 8]. More recently, Morris and colleagues investigated 

the “diet and Alzheimer’s disease” relationship in a 

prospective cohort study of 923 participants, aged 58 to 

98 years, followed up for an average of 4.5 years [9]. 

Three diets were studied, and the researchers found that 

certain diets were associated with a reduced risk of 

dementia. However, these dietary patterns and other 

known brain-healthy dietary patterns were all developed 

based on the eating habits of Caucasian populations and 

may not apply to elderly populations in Asia. Recent 

publication on dietary pattern and cognitive impairment 

in Singapore Chinese showed that adherence to healthy 

dietary patterns in midlife is associated with a lower risk 

of cognitive impairment in late life [10]. Preliminary data 

from interventional trials support further research on diet 

and cognitive health. In one small trial, Bayer-Carter and 

colleagues reported favourable changes in cerebrospinal 

fluid biomarker profiles after manipulating the intake of 

saturated fat and simple carbohydrates [11]. In another 

study, improvements in the function of the dentate gyrus 

were shown among trial participants who consumed a 

high cocoa-flavanol diet for three months [12]. Since 

flavanols are found naturally in tea leaves and in certain 

fruits and vegetables, the trial data indirectly support the 

cognitive benefits of consuming such dietary items.  

 

The neuroprotective effects of certain dietary factors and 

patterns may be due to their antioxidant and anti-

inflammatory properties. It is well known that the human 
brain is highly susceptible to oxidative damage because 

of its high metabolic load and its abundance of oxidizable 

material. The major free radicals such as superoxide 
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anion radicals, hydroxyl radicals and nitric oxide have 

been implicated in brain ageing and cognitive impairment 

while oxidative stress is recognized as one of the 

fundamental mechanisms across the spectrum of 

cognitive performance [13]. Human ageing is also 

characterized by a chronic, low-grade inflammation, 

termed as "inflammaging" [14]. Inflammaging is a 

significant risk factor for both morbidity and mortality 

and most, if not all, age-related diseases share an 

inflammatory pathogenesis. Both oxidative and 

inflammatory damages have been well documented in the 

disease pathophysiology of AD [15]. Many dietary 

components (for example, polyphenols and ergothioneine 

from plant-derived foods, curcumin from curry, long 

chain omega-3 polyunsaturated fatty acids from fish) 

have antioxidant and anti-inflammatory properties. Thus, 

the hypothesis that diet affects cognition through reduced 

oxidative damage and inflammation has a valid biological 

basis and is likely to be confirmed by the current study 

with a rigorously designed measurement plan.  

 

APOE and FOXO 

 
Genetic polymorphism may also mediate how diet 

influences cognition and health. It has been found that 

genetic variations within the APOE and FOXO genes are 

strongly associated with human longevity [16, 17]. 

Apolipoprotein E (APOE) gene encodes for a 

polymorphic 299-amino acid protein which has critical 

functions in redistributing lipids among central nervous 

system (CNS) cells, repairing injured neurons, 

maintaining synapto-dendritic connections, and 

scavenging toxins [18]. The APOE-epsilon 4 (APOE ε4) 

allele is a well-known major genetic risk factor for AD. 

Based on functional Magnetic Resonance Imaging (MRI) 

studies with subjects in their 20s and 30s, the APOE ε4 

allele modulates brain function decades before any 

clinical expression of neurodegenerative processes, and 

the effects are not explained by differences in memory 

performance, brain morphology, or resting cerebral blood 

flow [19]. Neuroimaging studies have indicated that in 

non-demented individuals, the APOE ε4 genotype is 

associated with structural and functional brain changes 

such as greater hippocampal volume loss and reduced 

brain white matter integrity [20, 21]. In Singapore, we 

have reported that the proportion of APOE ε4 carriers is 

16% among those aged 55 and above [22]. The large 

number of individuals who are carrying this genetic risk 

factor represents an important subpopulation that requires 

targeted and evidence-based early interventions.  

 
Forkhead box O (FOXO) transcription factors, FOXO1A 

and FOXO3A, have been found associated with longevity 
in Han Chinese [23, 24]. These transcription factors are 

known to regulate pathways associated with longevity 

via insulin and insulin-like growth factor signalling [25]. 

Insulin-like growth factors (IGFs) have been suggested as 

important modifiers for the pathogenesis of 

neurodegenerative diseases in ageing [26]. Hence, 

FOXO1A and FOXO3A carriers are said to be protected 

against age - related cognitive decline.  

 
Although the main effect of APOE and FOXO on brain 

ageing has been widely studied and has yielded 

interesting findings, the role of these genes in modulating 

the relationships between multiple dietary factors and 

cognitive outcomes remains unknown. 

 

Study objectives 

 

The diet and healthy aging (DaHA) study was setup to 

address three specific aims. First, we aimed to identify 

dietary factors that are associated with better cognitive 

function, better mental and physical health, and reduced 

incidence of mild and major neurocognitive disorders. 

Our study may identify novel dietary patterns based on 

the eating habits of local seniors. Such work may 

potentially lead to the development of a useful diet 

research tool and add an Asian diet to the current list of 

established preventive diets such as the Mediterranean 

diet. Establishing longitudinal relationships between 

dietary factors and health outcomes will equip local 

practitioners with useful knowledge for them to provide 

dietary advice to their patients and clients confidently.  

 

Second, we aimed to investigate if cognitive benefits of 

such dietary factors can be mediated partially by reduced 

oxidative damage and systemic chronic inflammation. 

For a deeper understanding of the biology between diet 

and cognition, we measured a number of biomarkers of 

oxidative stress and systemic inflammation to examine 

the potential mediating roles that they may play.  

 

Third, we aimed to investigate the interaction between 

diet and gene polymorphism in influencing cognitive 

health in the elderly. For example, carriers of certain 

allelic polymorphisms of the APOE or FOXO genes may 

benefit more or less from healthy diets in cognitive health 

due to gene-nutrient interactions. Greater knowledge on 

the role of genes can lead to drug discovery that targets 

the potential causal molecular pathways implicated in the 

development of cognitive decline to improve health and 

quality of life in the elderly. 

 

The study obtained approvals from the NUS 

Institutional Review Board [Reference number 10-517] 

and written informed consent from the participants. 

 

RESULTS 
 

Only those who signed agreed consent from 2011 to 

2017 were invited to the study centre for assessments. 
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After removal of duplicates (n=6) and participants with 

missing entire data (n=44), one thousand and ten elderly 

persons aged 60 and above were recruited to participate 

in this population-based cohort, DaHA. 72% were 

females. Chinese (96.3%) accounted for the majority of 

the participants, followed by Indian (1.8%), then Malay 

(0.8%). The mean number of years of schooling among 

the participants was 6.3 ± 4.2.  

 
There were 986 participants who provided complete 

information to be considered for the six criteria of 

“healthy ageing” (see Methods). 67 of them (6.8%) met 

all six criteria of “healthy ageing”, while the rest (n=919, 

93.2%) were considered “normal ageing” (see Table 1). 

Among the “normal ageing” study participants, 84 (8.5%) 

rated themselves as not in good health; 684 (69.4%) 

suffered from major chronic diseases; 527 (53.4%) had 

poor physical function; 149 (15.1%) had poor cognitive 

function; 77 (7.8%) had non-optimal mental health status; 

and 366 (37.1%) did not have frequent social activities.  

 

Several publications have been made from preliminary 

examinations of nutritional biomarkers, certain food 

items and dietary habits in relation to ageing, mental and 

cognitive health. Our cross-sectional data revealed the 

potential role of mushrooms and its bioactive 

compounds in delaying neurodegeneration. In our cohort, 

whole blood ergothioneine levels declined significantly 

beyond 60 years of age, and people with MCI had 

significantly lower plasma ergothioneine levels 

compared with age-matched subjects with normal 

cognitive function [27]. Mushrooms are one of the 

richest sources of ergothioneine. Examination of 

mushroom consumption found reverse association with 

the odds of having MCI. Participants who consumed 

mushrooms >2 portions per week had reduced odds of 

having MCI than those who consumed mushrooms less 

than once per week [28]. In examination of dietary 

habits, participants with frequent (≥4 days per week) 

fruit consumption and active (≥4 days per week) bowel 

movement within 10 minutes were negatively associated 

with MCI occurrence [29]. In addition, a cross-sectional 

evaluation of diet-mental health relationship found that 

long-term tea consumption was significantly associated 

with a reduced odds of having depressive and anxiety 

symptoms among DaHA participants [30]. In a Magnetic 

Resonance Imaging (MRI) study, we found that regular 

tea drinkers had more efficient brain structural network 

as compared with non-tea drinkers [31]. Those studies 

will be followed up by examining tea’s bioactive 

compounds such as L-theanine and catechins in the 

peripheral blood in cognitively impaired elderly subjects 

and cognitively normal subjects.  

 

In a sub-study, targeted liquid chromatography-mass 

spectrometry analysis was conducted to quantify 49 

oxylipins and 4 polyunsaturated fatty acids in the plasma 

samples of 60 subjects diagnosed with MCI and 56 age- 

and gender- matched cognitively normal individuals. 

Levels of linoleic acid (LA) and 7 oxylipins were 

significantly altered in MCI subjects. Notably, oxylipins 

synthesized through 5-lipoxygenase (5-LOX) and 

cytochrome P450 (CYP450) pathways of arachidonic 

acid (AA) or LA were elevated in MCI patients, 

suggesting an implication of inflammation in the etiology 

progression of cognitive impairment when ageing [32]. 

 

The habitual food consumption data obtained from the 

FFQ is currently being analysed to identify dietary 

patterns of the Singapore elderly population, which may 

provide protective or detrimental influences on the 

process of cognitive decline and ageing.  

 

DISCUSSION 
 

The main strengths of the DaHA study include: (1) 

identifying the dietary factors that are associated with 

better cognitive outcomes in Asia. (2) investigation of 

the genetic polymorphisms and biomarkers of oxidative 

stress and systemic inflammation will help identify 

potential mediators in the relationships between diet and 

health and further clarify the underlying genetic and 

pharmacological mechanisms; (3) the multi-phase data 

collection provides a unique opportunity to understand 

the longitudinal changes of cognitive functions and 

gene-diet interactions; (4) our previous findings can be 

of great clinical and practical value, by informing on 

how to promote a healthy diet. Findings from this study 

have the potential to be developed into a dietary index 

that can be adopted by health service providers and 

community organizations as part of their health 

education and interventional programs. The translation 

of research findings into clinical and public health 

practice by the careful design and implementation of a 

dietary intervention program will lead to the reduction 

of incident cases of neurocognitive disorders at the 

population level and help to promote successful brain 

ageing among local seniors. 

 
One limitation of this cohort design is that participants 

were recruited from a single site in western Singapore. 

However, given Singapore is a small city country, our 

cohort recruited from Jurong site near the shopping mall 

is quite representative of the Singaporean population. 

Moreover, the cohort effect may influence our results 

since the older adults in our study are the so-called 

“pioneer generation” in Singapore. Many older 

Singaporeans migrated to Singapore before it was an 

independent country in 1965. Thus, there are vast 
differences between our cohort in Singapore and cohorts 

in other Asian countries in terms of lifestyle and 

educational opportunities.  
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Table 1. Distribution of study participants with healthy or normal ageing in DaHA. 

 
Normal ageing Healthy ageing  Total  
N  %  N  %  N  

Overall  919 93.2% 67 6.8% 986 
Self-rated health 84 8.5% 902 91.5% 986 
Absence of disease 684 69.4% 302 30.6% 986 
Physical function  527 53.4% 459 46.6% 986 
Cognitive function  149 15.1% 837 84.9% 986 
Emotional health  77 7.8% 909 92.2% 986 
Social engagement  366 37.1% 620 62.9% 986 

 

Nevertheless, this well-characterized cohort, with its 

archived blood samples and high-quality data on diet 

and lifestyle factors, represents an unprecedented 

opportunity to address the proposed aims in an 

extremely cost-effective manner. 

 

MATERIALS AND METHODS 
 

We conducted door to door census to identify and invite 

eligible study participants from the Jurong area of 

Singapore. Inclusion criteria were community-living 

Singaporean or permanent residents aged 60 and above. 

Participants will be followed up every five years from 

baseline. The first follow up (second wave of DaHA) is 

conducted from 2017 to 2020; estimated rate of 

dropouts from this ongoing follow up is 30%.  
 

Each subject had at least two sessions of assessment 

with the study research nurse or research assistant. The 

assessments were conducted at the Training and 

Research Academy at Jurong Point (TaRA@JP). The 

first session involved the collection of blood and urine 

samples, clinical measurements, questionnaire-based 

interview and cognitive tests. The second session 

consisted of another battery of cognitive measures and 

assessment tools. The assessment outcomes for mental 

and cognitive health from the first session were used to 

determine subject eligibility for the third session.  

Table 2 shows an overview of data measures collected 

at the baseline wave of DaHA. 

 

Dietary assessments and analyses 

 

Habitual dietary practices and intakes were measured 

using a validated dietary practices questionnaire (DPQ) 

and a food frequency questionnaire (FFQ) developed by 

the Singapore Health Promotion Board (HPB) [33]. The 

DPQ consists of 26 items covering place of dinning 

(e.g. home, eat out), food preferences (e.g. types of 

bread, rice, milk beverage, fat spread, sweetening 

agent), eating and cooking habits (e.g. removal of 

animal fats, and use of salts, sauces, fats and oils) and 

use of supplements and herbs. The FFQ was developed 

based on the eating habits of the local Singaporean. It 

contains more than 300 food items designed to capture 

the calories, total fat, types of fats, cholesterol, and 

other nutrients consumed by the subjects. The major 

food groups covered include grain foods, meat, poultry, 

fish and seafood, eggs, nuts, vegetables and tofu, fruits, 

milk and dairy products, soya products, vegetarian 

products, soups and discretionary food and drink 

choices. Subject responses were recorded as number of 

times the food is consumed per day, week or month. 

The food portions listed correspond to the numbers on 

the food models, which were used when asking subjects 

for the number of portions the food is normally 

consumed at one seating. Venues were asked for foods 

that could be eaten out or prepared at home, and 

cooking methods (e.g. steamed, stir-fried, curry without 

coconut) were captured to consider for the different 

nutrient compositions. Each subject also completed a 3-

day food record (2 weekdays and 1 weekend day). The 

method of recording was explained to the subject by a 

trained research nurse. Illiterate subjects could record 

their food intake with helps from their family members 

or caregivers. The food record served two purposes: (1) 

to make correlation analyses to access the validity of 

FFQ; (2) to capture food items not listed in the FFQ. 

The intakes of various macro- and micronutrients were 

calculated based on the information obtained from the 

FFQ using a database system developed by the HPB. 

The database contains information on common locally 

consumed foods that are not seen in other countries.  

 

In addition to the FFQ, we also collected detailed 

information on the consumption of vegetables and fruits 

using a long list of commonly consumed vegetables and 

fruits in Singapore. The dietary data collected will allow 

us to assess the associations between aging-related 

phenotypes and certain dietary factors such as 

mushrooms, vegetables, fruits, coffee, tea, sugary 

drinks, fish, red meat, soy foods, western-style fast 

food, micro- and macronutrients, and dietary patterns 

based on known patterns such as the Mediterranean diet 

and the Mediterranean – DASH Intervention for 

Neurodegenerative Delay (MIND) diet. 
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Table 2. Overview of data measures collected at the baseline wave of DaHA. 

First session Second session Third session  Offline measure 

Demographic  

Age, gender, ethnics 

 

Biological samples 

Blood, urine, faeces 

 

Physical health 

Self-rated overall health, 

medical conditions, 

medications & supplements, 

blood pressure & pulse rates, 

body temperature, respiratory 

rate, 

weight, height, waist–hip ratio, 

handgrip strength and 

6-meter walking speed test 

 

Mental health 

Geriatric depression scale 

(GD) and geriatric anxiety 

inventory (GAI) 

 

Cognitive health 

Singapore modified mini-

mental state examination (SM-

MMSE) and 

perceived deficits 

questionnaire (PDQ) 

 

Diet patterns 

Food frequency questionnaires 

(FFQ) and 

3-day food record 

Physical health 

Pittsburgh sleep quality 

index (PSQI) 

 

Mental health 

The global mental health 

assessment tool 

(GMHAT) 

 

Cognitive health 

Montreal cognitive 

assessment (MoCA), 

repeatable battery for the 

assessment of 

neuropsychological status 

(RBANS), and brief 

informant screening test 

(BIST) 

Neurocognitive 

assessment  

Clinical dementia rating 

(CDR) 

Rey auditory verbal 

learning test (RAVLT) 

immediate recall  

Digit span  

Colour trails test (CTT) 1 

& 2 

Block design  

Rey auditory verbal 

learning test (RAVLT) 

delayed recall & 

recognition 

Verbal fluency test 

Symbol digit modalities 

test (SDMT) 

 

Psychiatric assessment: 

Structured Clinical 

Interview for DSM-IV 

Axis I Disorders (SCID-I) 

 

Bioactive compounds 

/Phytochemicals  

Ergothioneine 

Catechins and L-theanine 

Curcumin 

OCTN1 

 

Oxidative damage markers 

F2-IsoPs  

8OHdG 

Allantoin & urate 

 

Inflammatory and vascular 

markers: 

TNF-a 

C-peptide 

VEGF-A 

PAI-1 

IP-10 

sTNFR-1 

sIL-2Rα 

C-reactive protein, Interleukin-1β, 

Interleukin-6 

 

Genes 

APOE, telomere length, DNA 

methylation and RNAseq  

 

Physiological and nutritional 

biomarkers 

Full blood counts, lipoproteins, 

albumin, folate, vitamin B-12, 

homocysteine, fasting glucose, 

and creatinine 

 

New dietary patterns will be derived from the FFQ data 

using Principle Component Analysis (PCA) [34]. 

Certain nutritional epidemiology specific analyses will 

be considered, such as adjustment for total energy, 

where applicable. At follow-up, we will use the 

repeated FFQ and biomarker measures as the exposures 

to study whether changes in eating habits and nutrient 

biomarkers, as continuous or categorical variables, are 

related to changes in cognition. 

 

Cognitive health assessments 

 

Trained research nurses administered a modified 

Singapore version of the original Mini-Mental State 
Examination (SM-MMSE, range 0–30) to all subjects  

as a measure of cognitive function [35]. Participants 

who obtained a SM-MMSE score lower than pre-

specified cut-off values (≤ 27 for subjects without 

formal education, ≤ 28 for primary school education 

level, ≤ 29 for secondary school and above) were 

invited for a third session for neurocognitive 

assessments; the assessment session consisted of  

history taking, Clinical Dementia Rating (CDR) and  

a battery of standard neuropsychological tests (see 

Table 2 for details) [36]. Completed clinical and 

psychometric data were reviewed by a panel that 

consisted of two senior consultant psychiatrists (EH 

Kua and R Mahendran), the PI (L Feng), and all 

cognitive assessors. The Petersen’s criteria of mild 

cognitive impairment (MCI) was used and objective 

cognitive impairment was determined using local norms 
(age and education adjusted) of the neuropsychological 

tests. Dementia was diagnosed based on the criteria in 

the DSM-IV. 
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Mental health assessments 

 

Participants who obtained a Geriatric Depression Scale 

(GDS) or Geriatric Anxiety Index (GAI) score greater 

than pre-specified cut-off values (≥3 for GDS, ≥5 for 

GAI) or a preliminary diagnosis from the Global Mental 

Health Assessment Tool (GMHAT) were also invited 

for a third session for psychiatric assessment using the 

Structured Clinical Interview for DSM-IV Axis I 

Disorders (SCID-I). The assessments were conducted 

by the Principal Investigator (PI) (L Feng) and two 

registrar psychiatrists. Completed cases were reviewed 

by two senior consultant psychiatrists (EH Kua and R 

Mahendran) together with the PI. Consensus diagnosis 

was made based on the DSM-IV criteria. 

 

Collection of biological samples 

 

Blood and urine samples were collected to assay for 

biological markers that may provide scientific 

explanations for the expected benefits of certain foods, 

beverages, and dietary patterns. Collection of fasting 

venous blood samples was carried out by qualified 

research nurses. All participants who were eligible for 

dementia assessment or psychiatric assessment and a 

subgroup of participants who were not eligible for the 

assessments were invited for blood sample collection 

following standard venepuncture procedure.  

 

Venous blood (13.5ml) was collected in K2-EDTA 

treated vacuum tubes (5.5 ml x2 tubes) and PAX gene 

blood tubes containing RNA stabilizing agents (2.5ml) 

for whole blood, plasma, lymphocytes (DNA), 

erythrocytes and RNA. Blood samples were kept at 4° C 

until they were processed by the research laboratory. 

Plasma was obtained by centrifugation of the EDTA 

blood tubes (within 2 hours of sample collection) at 

2500 × g (for 15 min at 4° C) and then divided into 250 

µl aliquots together with 2.5 µl of 2 mM BHT (as an 

antioxidant; prepared in ethanol) and 1 µl of 5 mM 

indomethacin (cyclooxygenase inhibitor). Lymphocytes 

and erythrocytes obtained from centrifugation of the 

EDTA blood tubes were divided into 250 µl aliquots 

and stored at -80° C. All aliquoted samples were coded 

and stored until required for analysis of biomarkers. A 

logbook was used to record detailed information on the 

number of storage tubes from each subject, the form of 

stored biological material for each tube, and 

corresponding subject numbers. An additional 10ml of 

fasting venous blood was collected for a subgroup of 

subjects for clinical laboratory tests to be undertaken at 

NUH referral laboratories. Blood was collected in K2-

EDTA tubes (3ml), plain serum tubes (5ml) and sodium 
fluoride tubes (2ml) for full blood count, lipoproteins, 

homocysteine, albumin, folate, vitamin B12, creatinine 

and fasting glucose tests. 

Urine samples (approximately 20ml) were collected in 

urine collection bottles and kept at room temperature. 

At the research laboratory, urine samples were 

separated into 2 ml aliquots (2 ml microcentrifuge 

tubes) and then stored at -80° C until required for 

biomarker analyses.  

 

A subgroup of the participants was asked to collect a 

small amount of faeces (0.3 to 0.5g) that has been 

defecated on a trail paper, using a sterile fork. Sample 

was collected within 18 hours before the second visit 

and passed to the research nurse before the start of the 

session.  

 

Analysis of biological samples 

 

Plasma from whole blood samples and urine were used 

for laboratory tests to examine the potential role of 

certain bioactive compounds, oxidative damage and 

inflammatory markers, physiological and nutritional 

biomarkers (see Table 2 for details) in the relationship 

between diet and cognitive health. Bioactive 

compounds were assessed using liquid-chromatography 

coupled with tandem mass spectrometry (LC-MS/MS). 

LC-MS/MS was also used to measure the level of F2-

isoprostanes (F2-IsoPs), allantoin and urate in plasma 

and urine, and the level of 8-hydroxydeoxyguanosine 

(8OHdG) in urine samples. Allantoin levels were 

normalized to urate levels in the same sample. Pro-

inflammatory cytokines were measured from plasma 

using Luminex assays. We used a pay-for-service at the 

National University Hospital Referral Laboratory for 

measurements of physiological biomarkers such as full 

blood counts and lipoproteins, and biomarkers of 

nutritional status.  

 
Two APOE single nucleotide polymorphisms (SNPs) 

(rs429358 and rs7412) were genotyped from buffy 

coat samples to study its interactions with dietary and 

nutritional factors. Using the additional DNA extracted 

from buffy coat we plan to generate epigenome-wide 

methylation data. DNA methylome changes with 

increasing age. Recent studies have identified 

collections of individual methylation sites whose 

aggregate methylation status measures chronological 

age, referred to as the DNA methylation clock [37]. 

Given the modifiable nature of DNA methylome, we 

plan to see if there is an association between 

methylation age and dietary choices. We will use 

Illumina Infinium MethylationEPIC BeadChip, which 

covers over 850,000 methylation sites per sample at a 

single-CpG site resolution, and provides unparalleled 

coverage of CpG islands, RefSeq genes, ENCODE 

open chromatin, ENCODE transcription factor binding 

sites, and FANTOM5 enhancers, as well as regions 

identified by the ENCODE project as potential 
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enhancers [38]. Subsequently, we will develop a 

methylation risk score (MRS) model by taking a 

weighted approach (by effect size) for the CpG loci 

identified to be associated with our endpoints. Using 

the information, we will calculate methylation age 

[39], as well as investigate the interactions between the 

identified epigenetic risk factors with environmental 

factors. Given the abundant blood samples collected, 

RNA sequencing and examination of telomere length 

are also under investigation.  

 

Sub-study 

 

A subgroup of the participants was invited for brain 

Magnetic Resonance Imaging (MRI) scan. Image 

acquisitions were collected using a 32-channel head coil 

on a 3T Prisma Siemens MR scanner at the Clinical 

Imaging Research Centre (CIRC) at the National 

University of Singapore (NUS). High-resolution T1-

weighted magnetization-prepared gradient-echo images, 

diffusion weighted images and functional MRI images 

were acquired.  

 

Defining “healthy ageing” 
 

We examined the prevalence of healthy ageing among 

community-living Singaporeans using a working 

definition that covers a thorough spectrum of ageing 

aspects including self-rated health, absence of chronic 

diseases, physical and cognitive functioning, social 

engagement, and mental wellness [40, 41]. Although 

there is no universally accepted definition of healthy or 

successful aging, our working definition was based on 

the suggestion to focus on symptomatic disease and 

functional health outcomes rather than rigid disease 

criteria [41, 42]. To be specific, an elderly is considered 

to have achieved healthy ageing if he/she fulfils all of 

the following six criteria: (1) self-rated health: 

participants endorsed being in good to excellent heath 

(rating≥3) in a single item self-rated health measure 

[43]; (2) absence of chronic diseases: no self-reported 

medical history of 14 major chronic diseases, including 

hypertension, diabetes, stroke, heart attack, arrhythmias, 

heart failure, kidney failure, Chronic Obstructive 

Pulmonary Disease (COPD), arthritis, cancer, 

depression disorders, anxiety disorders, and other 

mental disorders; (3) physical function: the hand grip 

strength of the dominant hand was at or above the age- 

and gender- specific population mean minus one 

standard deviation using published norms of Singapore 

residents [44]; (4) cognitive function: no diagnosis of 

MCI or dementia after the thorough cognitive 

assessment procedures of DaHA, and with a Singapore 
modified mini-mental state examination (SM-MMSE) 

score of at least 26 (out of 30) points; (5) social 

engagement: the self-reported frequency of joining 

social activities is at least once per week; (6) mental 

wellness: no diagnosis of depressive disorders or 

anxiety disorders from the Structured Clinical Interview 

for DSM-IV (SCID-I) as part of DaHA mental health 

assessment protocol, and with a GDS score of less than 

5 (out of 15) [45] and a GAI score of less than 9 (out  

of 20) [46]. 

 

AUTHOR CONTRIBUTIONS 
 

LF is the principal investigator of the DaHA study. LF, 

SLL and IKC contributed to grant writing, development 

of study design, questionnaire development, and study 

coordination. YS conducted the statistical analyses for 

the current manuscript. RYC contributed to data entry 

and data cleaning. RY, KXY and LF prepared the final 

version of the manuscript. All authors provided useful 

comments on an earlier version of this manuscript and 

contributed to manuscript preparation. 

 
ACKNOWLEDGMENTS 
 

The authors would like to thank the Training and 

Research Academy at Jurong Point; the Lee Kim Tah 

Holding Ltd., Singapore; the Kwan Im Thong Hood 

Cho Temple, Singapore; the Presbyterian Community 

Services for their support. 

 
CONFLICTS OF INTEREST 
 

The authors declare that they have no conflicts of 

interest. 

 
FUNDING 
 

This work is supported by the following grants awarded 

to Dr Lei Feng: the National University of Singapore 

Virtual Institute for the Study of Ageing [grant number 

VG-8]; the Alice Lim Memorial Fund, Singapore [grant 

number ALMFA/2010]; the National Medical Research 

Council of Singapore [grant number NMRC/TA/ 

0053/2016]. 

 
REFERENCES 
 
1. Subramaniam M, Chong SA, Vaingankar JA, Abdin E, 

Chua BY, Chua HC, Eng GK, Heng D, Hia SB, Huang W, 
Jeyagurunathana A, Kua J, Lee SP, et al. Prevalence of 
dementia in people aged 60 years and above: results 
from the WiSE study. J Alzheimers Dis. 2015; 
45:1127–38. 

 https://doi.org/10.3233/JAD-142769  
PMID:25672767 

2. Wimo A, Jönsson L, Bond J, Prince M, Winblad B, and 
Alzheimer Disease International. The worldwide 

https://doi.org/10.3233/JAD-142769
https://pubmed.ncbi.nlm.nih.gov/25672767


www.aging-us.com 9 AGING 

economic impact of dementia 2010. Alzheimers 
Dement. 2013; 9:1–1.e3. 

 https://doi.org/10.1016/j.jalz.2012.11.006 
PMID:23305821 

3. Feng L, Chiu H, Chong MY, Yu X, Kua EH. Dementia in 
Chinese populations: Current data and future research. 
Asia‐Pacific Psychiatry. 2011; 3:109–114. 

 https://doi.org/10.1111/j.1758-5872.2011.00137.x 

4. Mayeux R. Clinical practice. Early Alzheimer’s disease. 
N Engl J Med. 2010; 362:2194–201. 

 https://doi.org/10.1056/NEJMcp0910236 
PMID:20558370 

5. Doody RS, Thomas RG, Farlow M, Iwatsubo T, Vellas 
B, Joffe S, Kieburtz K, Raman R, Sun X, Aisen PS, 
Siemers E, Liu-Seifert H, Mohs R, and Alzheimer’s 
Disease Cooperative Study Steering Committee, and 
Solanezumab Study Group. Phase 3 trials of 
solanezumab for mild-to-moderate Alzheimer’s 
disease. N Engl J Med. 2014; 370:311–21. 

 https://doi.org/10.1056/NEJMoa1312889 
PMID:24450890 

6. Salloway S, Sperling R, Fox NC, Blennow K, Klunk W, 
Raskind M, Sabbagh M, Honig LS, Porsteinsson AP, 
Ferris S, Reichert M, Ketter N, Nejadnik B, et al, and 
Bapineuzumab 301 and 302 Clinical Trial Investigators. 
Two phase 3 trials of bapineuzumab in mild-to-
moderate Alzheimer’s disease. N Engl J Med. 2014; 
370:322–33. 

 https://doi.org/10.1056/NEJMoa1304839 
PMID:24450891 

7. Scarmeas N, Luchsinger JA, Schupf N, Brickman AM, 
Cosentino S, Tang MX, Stern Y. Physical activity, diet, 
and risk of Alzheimer disease. JAMA. 2009; 302:627–37. 

 https://doi.org/10.1001/jama.2009.1144 
PMID:19671904 

8. Féart C, Samieri C, Rondeau V, Amieva H, Portet F, 
Dartigues JF, Scarmeas N, Barberger-Gateau P. 
Adherence to a mediterranean diet, cognitive decline, 
and risk of dementia. JAMA. 2009; 302:638–48. 

 https://doi.org/10.1001/jama.2009.1146 
PMID:19671905 

9. Morris MC, Tangney CC, Wang Y, Sacks FM, Bennett 
DA, Aggarwal NT. MIND diet associated with reduced 
incidence of Alzheimer’s disease. Alzheimers Dement. 
2015; 11:1007–14. 

 https://doi.org/10.1016/j.jalz.2014.11.009 
PMID:25681666 

10. Wu J, Song X, Chen GC, Neelakantan N, van Dam RM, 
Feng L, Yuan JM, Pan A, Koh WP. Dietary pattern in 
midlife and cognitive impairment in late life: a 
prospective study in Chinese adults. Am J Clin Nutr. 
2019; 110:912–20. 

 https://doi.org/10.1093/ajcn/nqz150  
PMID:31374567 

11. Bayer-Carter JL, Green PS, Montine TJ, VanFossen B, 
Baker LD, Watson GS, Bonner LM, Callaghan M, 
Leverenz JB, Walter BK, Tsai E, Plymate SR, Postupna N, 
et al. Diet intervention and cerebrospinal fluid 
biomarkers in amnestic mild cognitive impairment. 
Arch Neurol. 2011; 68:743–52. 

 https://doi.org/10.1001/archneurol.2011.125 
PMID:21670398 

12. Brickman AM, Khan UA, Provenzano FA, Yeung LK, 
Suzuki W, Schroeter H, Wall M, Sloan RP, Small SA. 
Enhancing dentate gyrus function with dietary 
flavanols improves cognition in older adults. Nat 
Neurosci. 2014; 17:1798–803. 

 https://doi.org/10.1038/nn.3850 PMID:25344629 

13. Mattson MP, Magnus T. Ageing and neuronal 
vulnerability. Nat Rev Neurosci. 2006; 7:278–94. 

 https://doi.org/10.1038/nrn1886 PMID:16552414 

14. Franceschi C, Campisi J. Chronic inflammation 
(inflammaging) and its potential contribution to age-
associated diseases. J Gerontol A Biol Sci Med Sci. 
2014; 69 Suppl 1:S4–9. 

 https://doi.org/10.1093/gerona/glu057 
PMID:24833586 

15. Querfurth HW, LaFerla FM. Alzheimer’s disease. N Engl 
J Med. 2010; 362:329–44. 

 https://doi.org/10.1056/NEJMra0909142 
PMID:20107219 

16. Smith JD. Apolipoproteins and aging: emerging 
mechanisms. Ageing Res Rev. 2002; 1:345–65. 

 https://doi.org/10.1016/s1568-1637(02)00005-3 
PMID:12067591 

17. Willcox BJ, Donlon TA, He Q, Chen R, Grove JS, Yano K, 
Masaki KH, Willcox DC, Rodriguez B, Curb JD. FOXO3A 
genotype is strongly associated with human longevity. 
Proc Natl Acad Sci USA. 2008; 105:13987–92. 

 https://doi.org/10.1073/pnas.0801030105 
PMID:18765803 

18. Mahley RW, Weisgraber KH, Huang Y. Apolipoprotein 
E4: a causative factor and therapeutic target in 
neuropathology, including Alzheimer’s disease. Proc 
Natl Acad Sci USA. 2006; 103:5644–51. 

 https://doi.org/10.1073/pnas.0600549103 
PMID:16567625 

19. Filippini N, MacIntosh BJ, Hough MG, Goodwin GM, 
Frisoni GB, Smith SM, Matthews PM, Beckmann CF, 
Mackay CE. Distinct patterns of brain activity in young 
carriers of the APOE-epsilon4 allele. Proc Natl Acad Sci 
USA. 2009; 106:7209–14. 

 https://doi.org/10.1073/pnas.0811879106 
PMID:19357304 

https://doi.org/10.1016/j.jalz.2012.11.006
https://pubmed.ncbi.nlm.nih.gov/23305821
https://doi.org/10.1111/j.1758-5872.2011.00137.x
https://doi.org/10.1056/NEJMcp0910236
https://pubmed.ncbi.nlm.nih.gov/20558370
https://doi.org/10.1056/NEJMoa1312889
https://pubmed.ncbi.nlm.nih.gov/24450890
https://doi.org/10.1056/NEJMoa1304839
https://pubmed.ncbi.nlm.nih.gov/24450891
https://doi.org/10.1001/jama.2009.1144
https://pubmed.ncbi.nlm.nih.gov/19671904
https://doi.org/10.1001/jama.2009.1146
https://pubmed.ncbi.nlm.nih.gov/19671905
https://doi.org/10.1016/j.jalz.2014.11.009
https://pubmed.ncbi.nlm.nih.gov/25681666
https://doi.org/10.1093/ajcn/nqz150
https://pubmed.ncbi.nlm.nih.gov/31374567
https://doi.org/10.1001/archneurol.2011.125
https://pubmed.ncbi.nlm.nih.gov/21670398
https://doi.org/10.1038/nn.3850
https://pubmed.ncbi.nlm.nih.gov/25344629
https://doi.org/10.1038/nrn1886
https://pubmed.ncbi.nlm.nih.gov/16552414
https://doi.org/10.1093/gerona/glu057
https://pubmed.ncbi.nlm.nih.gov/24833586
https://doi.org/10.1056/NEJMra0909142
https://pubmed.ncbi.nlm.nih.gov/20107219
https://doi.org/10.1016/s1568-1637(02)00005-3
https://pubmed.ncbi.nlm.nih.gov/12067591
https://doi.org/10.1073/pnas.0801030105
https://pubmed.ncbi.nlm.nih.gov/18765803
https://doi.org/10.1073/pnas.0600549103
https://pubmed.ncbi.nlm.nih.gov/16567625
https://doi.org/10.1073/pnas.0811879106
https://pubmed.ncbi.nlm.nih.gov/19357304


www.aging-us.com 10 AGING 

20. Persson J, Lind J, Larsson A, Ingvar M, Cruts M, Van 
Broeckhoven C, Adolfsson R, Nilsson LG, Nyberg L. 
Altered brain white matter integrity in healthy carriers 
of the APOE epsilon4 allele: a risk for AD? Neurology. 
2006; 66:1029–33. 

 https://doi.org/10.1212/01.wnl.0000204180.25361.48 
PMID:16606914 

21. Moffat SD, Szekely CA, Zonderman AB, Kabani NJ, 
Resnick SM. Longitudinal change in hippocampal 
volume as a function of apolipoprotein E genotype. 
Neurology. 2000; 55:134–36. 

 https://doi.org/10.1212/wnl.55.1.134 PMID:10891924 

22. Feng L, Li J, Yap KB, Kua EH, Ng TP. Vitamin B-12, 
apolipoprotein E genotype, and cognitive performance 
in community-living older adults: evidence of a gene-
micronutrient interaction. Am J Clin Nutr. 2009; 
89:1263–68. 

 https://doi.org/10.3945/ajcn.2008.26969 
PMID:19244370 

23. Li Y, Wang WJ, Cao H, Lu J, Wu C, Hu FY, Guo J, Zhao L, 
Yang F, Zhang YX, Li W, Zheng GY, Cui H, et al. Genetic 
association of FOXO1A and FOXO3A with longevity 
trait in Han Chinese populations. Hum Mol Genet. 
2009; 18:4897–904. 

 https://doi.org/10.1093/hmg/ddp459 PMID:19793722 

24. Zeng Y, Cheng L, Chen H, Cao H, Hauser ER, Liu Y, Xiao 
Z, Tan Q, Tian XL, Vaupel JW. Effects of FOXO 
genotypes on longevity: a biodemographic analysis. J 
Gerontol A Biol Sci Med Sci. 2010; 65:1285–99. 

 https://doi.org/10.1093/gerona/glq156 
PMID:20884733 

25. van Heemst D. Insulin, IGF-1 and longevity. Aging Dis. 
2010; 1:147–57. 

 PMID:22396862 

26. Moll L, Schubert M. The role of insulin and insulin-like 
growth factor-1/FoxO-mediated transcription for the 
pathogenesis of obesity-associated dementia. Curr 
Gerontol Geriatr Res. 2012; 2012:384094. 

 https://doi.org/10.1155/2012/384094 PMID:22654904 

27. Cheah IK, Feng L, Tang RM, Lim KH, Halliwell B. 
Ergothioneine levels in an elderly population decrease 
with age and incidence of cognitive decline; a risk 
factor for neurodegeneration? Biochem Biophys Res 
Commun. 2016; 478:162–67. 

 https://doi.org/10.1016/j.bbrc.2016.07.074 
PMID:27444382 

28. Feng L, Cheah IK, Ng MM, Li J, Chan SM, Lim SL, 
Mahendran R, Kua EH, Halliwell B. The association 
between mushroom consumption and mild cognitive 
impairment (MCI): a community-based cross-sectional 
study in Singapore. J Alzheimers Dis. 2019; 68: 
197–203.  

 https://doi.org/10.3233/JAD-180959  
PMID:30775990 

29. Huang KY, Tang XY, Yang L, Zhang ZY, Ye KX, Shen QF, 
Wang X, Zhu XH, Huang XW, Lu GD, Feng L. Inactive 
bowel movement and stroke are associated with 
increased risks of mild cognitive impairment among 
community-living Singapore elderly. Aging (Albany NY). 
2020; 12:17257–70. 

 https://doi.org/10.18632/aging.103674 
PMID:32903214 

30. Chan SP, Yong PZ, Sun Y, Mahendran R, Wong JC, Qiu 
C, Ng TP, Kua EH, Feng L. Associations of long-term 
tea consumption with depressive and anxiety 
symptoms in community-living elderly: findings from 
the diet and healthy aging study. J Prev Alzheimers 
Dis. 2018; 5:21–25. 

 https://doi.org/10.14283/jpad.2017.20 
PMID:29405228 

31. Li J, Romero-Garcia R, Suckling J, Feng L. Habitual tea 
drinking modulates brain efficiency: evidence from 
brain connectivity evaluation. Aging (Albany NY). 2019; 
11:3876–90. 

 https://doi.org/10.18632/aging.102023 
PMID:31209186 

32. Fang J, Cui L, Sun Y, Feng L, Ong CN. Targeted 
metabolomics reveals altered oxylipin profiles in 
plasma of mild cognitive impairment patients. 
Metabolomics. 2017; 13:112. 

 https://doi.org/10.1007/s11306-017-1249-0 

33. Isabelle M, Lee BL, Lim MT, Koh WP, Huang D, Ong CN. 
Antioxidant activity and profiles of common fruits in 
Singapore. Food Chemistry. 2010; 123:77–84. 

 https://doi.org/10.1016/j.foodchem.2010.04.002 

34. Schwedhelm C, Iqbal K, Knüppel S, Schwingshackl L, 
Boeing H. Contribution to the understanding of how 
principal component analysis-derived dietary patterns 
emerge from habitual data on food consumption. Am J 
Clin Nutr. 2018; 107:227–35. 

 https://doi.org/10.1093/ajcn/nqx027  
PMID:29529145 

35. Pangman VC, Sloan J, Guse L. An examination of 
psychometric properties of the mini-mental state 
examination and the standardized mini-mental state 
examination: implications for clinical practice. Appl 
Nurs Res. 2000; 13:209–13. 

 https://doi.org/10.1053/apnr.2000.9231 
PMID:11078787 

36. Morris JC. The clinical dementia rating (CDR):  
current version and scoring rules. Neurology. 1993; 
43:2412–14. 

 https://doi.org/10.1212/wnl.43.11.2412-a 
PMID:8232972 

https://doi.org/10.1212/01.wnl.0000204180.25361.48
https://pubmed.ncbi.nlm.nih.gov/16606914
https://doi.org/10.1212/wnl.55.1.134
https://pubmed.ncbi.nlm.nih.gov/10891924
https://doi.org/10.3945/ajcn.2008.26969
https://pubmed.ncbi.nlm.nih.gov/19244370
https://doi.org/10.1093/hmg/ddp459
https://pubmed.ncbi.nlm.nih.gov/19793722
https://doi.org/10.1093/gerona/glq156
https://pubmed.ncbi.nlm.nih.gov/20884733
https://pubmed.ncbi.nlm.nih.gov/22396862
https://doi.org/10.1155/2012/384094
https://pubmed.ncbi.nlm.nih.gov/22654904
https://doi.org/10.1016/j.bbrc.2016.07.074
https://pubmed.ncbi.nlm.nih.gov/27444382
https://doi.org/10.3233/JAD-180959
https://pubmed.ncbi.nlm.nih.gov/30775990
https://doi.org/10.18632/aging.103674
https://pubmed.ncbi.nlm.nih.gov/32903214
https://doi.org/10.14283/jpad.2017.20
https://pubmed.ncbi.nlm.nih.gov/29405228
https://doi.org/10.18632/aging.102023
https://pubmed.ncbi.nlm.nih.gov/31209186
https://doi.org/10.1007/s11306-017-1249-0
https://doi.org/10.1016/j.foodchem.2010.04.002
https://doi.org/10.1093/ajcn/nqx027
https://pubmed.ncbi.nlm.nih.gov/29529145
https://doi.org/10.1053/apnr.2000.9231
https://pubmed.ncbi.nlm.nih.gov/11078787
https://doi.org/10.1212/wnl.43.11.2412-a
https://pubmed.ncbi.nlm.nih.gov/8232972


www.aging-us.com 11 AGING 

37. Horvath S, Raj K. DNA methylation-based biomarkers 
and the epigenetic clock theory of ageing. Nat Rev 
Genet. 2018; 19:371–84. 

 https://doi.org/10.1038/s41576-018-0004-3 
PMID:29643443 

38. Pidsley R, Zotenko E, Peters TJ, Lawrence MG, 
Risbridger GP, Molloy P, Van Djik S, Muhlhausler B, 
Stirzaker C, Clark SJ. Critical evaluation of the illumina 
MethylationEPIC BeadChip microarray for whole-
genome DNA methylation profiling. Genome Biol. 
2016; 17:208. 

 https://doi.org/10.1186/s13059-016-1066-1 
PMID:27717381 

39. Horvath S. DNA methylation age of human tissues and 
cell types. Genome Biol. 2013; 14:R115. 

 https://doi.org/10.1186/gb-2013-14-10-r115 
PMID:24138928 

40. Rodriguez-Laso A, McLaughlin SJ, Urdaneta E, 
Yanguas J. Defining and estimating healthy aging in 
Spain: a cross-sectional study. Gerontologist. 2018; 
58:388–98. 

 https://doi.org/10.1093/geront/gnw266 
PMID:29562358 

41. McLaughlin SJ, Jette AM, Connell CM. An examination 
of healthy aging across a conceptual continuum: 
prevalence estimates, demographic patterns,  
and validity. J Gerontol A Biol Sci Med Sci. 2012; 
67:783–89. 

 https://doi.org/10.1093/gerona/glr234 
PMID:22367432 

42. Rowe JW, Kahn RL. Human aging: usual and successful. 
Science. 1987; 237:143–49. 

 https://doi.org/10.1126/science.3299702 
PMID:3299702 

43. Idler EL, Benyamini Y. Self-rated health and mortality: a 
review of twenty-seven community studies. J Health 
Soc Behav. 1997; 38:21–37. 

 PMID:9097506 

44. Malhotra R, Ang S, Allen JC, Tan NC, Østbye T, Saito Y, 
Chan A. Normative values of hand grip strength for 
elderly Singaporeans aged 60 to 89 years: a cross-
sectional study. J Am Med Dir Assoc. 2016; 
17:864.e1–7. 

 https://doi.org/10.1016/j.jamda.2016.06.013 
PMID:27569714 

45. Nyunt MS, Fones C, Niti M, Ng TP. Criterion-based 
validity and reliability of the geriatric depression 
screening scale (GDS-15) in a large validation sample of 
community-living Asian older adults. Aging Ment 
Health. 2009; 13:376–82. 

 https://doi.org/10.1080/13607860902861027 
PMID:19484601 

46. Pachana NA, Byrne GJ, Siddle H, Koloski N, Harley E, 
Arnold E. Development and validation of the geriatric 
anxiety inventory. Int Psychogeriatr. 2007; 19:103–14. 

 https://doi.org/10.1017/S1041610206003504 
PMID:16805925 

https://doi.org/10.1038/s41576-018-0004-3
https://pubmed.ncbi.nlm.nih.gov/29643443
https://doi.org/10.1186/s13059-016-1066-1
https://pubmed.ncbi.nlm.nih.gov/27717381
https://doi.org/10.1186/gb-2013-14-10-r115
https://pubmed.ncbi.nlm.nih.gov/24138928
https://doi.org/10.1093/geront/gnw266
https://pubmed.ncbi.nlm.nih.gov/29562358
https://doi.org/10.1093/gerona/glr234
https://pubmed.ncbi.nlm.nih.gov/22367432
https://doi.org/10.1126/science.3299702
https://pubmed.ncbi.nlm.nih.gov/3299702
https://pubmed.ncbi.nlm.nih.gov/9097506
https://doi.org/10.1016/j.jamda.2016.06.013
https://pubmed.ncbi.nlm.nih.gov/27569714
https://doi.org/10.1080/13607860902861027
https://pubmed.ncbi.nlm.nih.gov/19484601
https://doi.org/10.1017/S1041610206003504
https://pubmed.ncbi.nlm.nih.gov/16805925

