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1. Summary

This work summarises and contextualises a series of published papers which develop methods of
cognitive screening for identification of dementia and delirium in sub-Saharan Africa. The key
research question was how best to screen for dementia in older adults in sub-Saharan Africa, where
levels of illiteracy are high, particularly in rural areas. Due to the specialist human resource shortages
evident in this setting, these studies aim to produce tools suitable for non-specialists to use with a
high degree of accuracy. Two inter-related aims which have been achieved were to develop a
combined cognitive and functional assessment tool for identification of dementia by rural primary
healthcare workers in community settings, and to develop a brief but accurate method of identifying
delirium in hospital settings. The validation studies presented were carried out in the Kilimanjaro
region of Northern Tanzania, as part of the IDEA (Identification and Interventions for Dementia in
Elderly Africans) study. The study settings included rural agriculture-based communities as well as
urban secondary and tertiary healthcare facilities. These studies are informed by a systematic review
of delirium in SSA, and a meta-analysis of cognitive screening tools in illiterate and low-literate

populations. Ongoing work and further directions are summarised.
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2. Abstract

Dementia and delirium are recognised to be common inter-related disorders affecting older people
worldwide, the majority of whom live in low and middle income countries (LMICs). In sub-Saharan
Africa (SSA), research data on dementia and delirium in older adults are currently very few, despite
evidence of a growing older population. A major factor limiting research is the lack of appropriately
validated cognitive screening instruments. Existing instruments appear educationally biased in SSA,
where illiteracy amongst older people remains high. Specialist clinicians are few, and human
resources generally limited, resulting in a need for brief tools suitable for use by non-specialists with

limited time.

The IDEA six-item screen was developed from cognitive screening data collected during a community
based door-to-door prevalence study of dementia conducted in Tanzania in 2010. This work aimed
to formally validate the IDEA screen for identification of dementia and delirium in older adults in a
variety of clinical settings in Tanzania. Additional aims were to identify potential educational bias,
consider feasibility of use of the IDEA screen by non-specialist clinicians and consider utility and

effectiveness of additional screening items to improve diagnostic accuracy in some settings.

Validation studies were conducted in the Kilimanjaro region of Tanzania as follows. 1) Consecutive
admissions to medical wards of a Government hospital aged 60 and over (n=97); 2) A randomised
sample of individuals aged 60 and over attending a free-of-charge Government outpatient clinic
(n=108); 3) A randomised rural community sample aged 60 and over presenting for dementia
screening (n=466), and 4) A consecutive sample of 507 individuals aged 60 and over admitted to
medical wards of a tertiary referral hospital, supported by detailed informant interview and follow-

up where necessary (against blinded consensus DSM-IV dementia and DSM-5 delirium criteria).

A culturally appropriate assessment of Instrumental Activities of Daily Living (IDEA-IADL) was
developed at a workshop for primary healthcare workers. Validation against DSM-IV dementia
criteria took place in a community sample (n=417) of adults aged 60 and over presenting for

dementia screening, used alone and in addition to the IDEA six-item screen.

Screening was conducted by trained research nurses, occupational therapists and clinical officers in

hospital settings, and by nurses and primary health care workers in rural settings.

Diagnostic accuracy of the IDEA six-item screen for major cognitive impairment was high in the pilot
hospital settings (IP AUC 0.917, OPD AUC 0.919). Accuracy in the lower prevalence community
setting was lower (AUC 0.846), but improved by the addition of the IDEA-IADL (AUC 0.896). In the

tertiary referral hospital sample AUC was 0.874 for major cognitive impairment (DSM-IV delirium or
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DSM-IV dementia) and 0.866 for delirium, but a substantial number of participants were unable to
complete the screen (83/507) and the IDEA did not differentiate dementia and delirium. A combined
tool developed through modelling outperformed the IDEA (AUC 0.94 95% Cl 0.92-0.97) and had the
advantage of being much shorter, and being possible in most individuals regardless of iliness

severity.

These studies conclude that the IDEA six-item screen is a brief and culturally appropriate cognitive
screening tool with a high degree of diagnostic accuracy for identification of dementia in clinical and
community settings in Tanzania. Use of the screen by non-specialist health workers is feasible, and

the screen does not appear educationally biased.

Diagnostic accuracy is improved by additional use of a functional assessment tool, the IDEA-IADL in
the community. In hospital settings with a relatively high prevalence of delirium, the IDEA six item
screen is accurate in identification of major cognitive impairment (dementia or delirium) but cannot
differentiate these conditions. An alternative screening method for identification of delirium in this

setting is presented. Further validation work in other settings in sub-Saharan Africa is needed.

Since the proportion of individuals aged 50 and over living with HIV in SSA is projected to increase
from one in seven to one in four by 2030, assessment of clinical utility in HIV-associated

neurocognitive impairment is also needed, and this is the focus of ongoing work.
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4. Guide to this presented work

The published work submitted for examination as part of this doctoral thesis is outlined in Figure 1.
The work submitted consists of two background review papers, discussed in the introduction to this
work, and four key papers, forming the main body of this work. Similarly, the work presented is in
two parts. Part one consists of an introductory and background section, contextualising the work
later presented in the key papers. Part two consists of the four key papers, and accompanying

commentary and discussion. Key data related to each cohort are outlined in Figure 2.

Additional supplementary papers, informing the work presented in this thesis are included for
context within the Appendix to this thesis. These do not form part of the main body of work

presented, but are referred to where appropriate.
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5. List of submitted and supplementary papers

The submitted papers, including supplementary papers which inform the study, are listed below. A
flow diagram demonstrating the links between the papers is shown in Figure 1. The cohorts and

settings in which studies took place are detailed in Figure 2 for clarity.
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of IDEA 6-item screen validation of IADL screen
Cohort 4a (2014) scale for Tanzania
n=466 Cohort 4b (2014) Cohort 5a Cohort 5b
Stratified = 153 n=417 n=424/507 n=>507
Dem =39(25.5%) Stratified = 130 Del = 64 (15.1%) Del =95 (18.7%)
AUC=0.855 Dem = 10 (2smi) Major Cl=112 (26.4%) AUC Del = 0.904
MCI =12 AUC Del = 0.866
AUC=0.8% _AUC Major €| =0.874
QUTCOMES
OUTCOME 1: OUTCOMIE 2: OUTCOMIE 3: OUTCOME 4:
Validation of the CAM

Development of brief
in-hospital delirium
screening method

for delirium in older
adults in Tanzania

Figure 2. Cohorts and key data in each paper
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Key to study cohorts in Figure 2

Cohort 1a 60 rural community dwelling individuals aged 70 and over in 2010. Initially
recruited in Hai door-to-door prevalence study in 2010 and meeting consensus MCI criteria

at that time. Two year follow-up in 2012 therefore aged 72 and over.

Cohort 1b Individuals from sample 1a followed up one year later, as part of MCl follow-up

study.

Cohort 2 Consecutive sample of older adults aged 60 and over admitted to medical wards of
a Government secondary care hospital in Moshi Municipality, (Mawenzi Regional Referral
Hospital).Validation for cognitive impairment rather than dementia due to incomplete

collateral histories.

Cohort 3 Older adults aged 60 and over attending an outpatient free-of-charge medical
clinic at a Government secondary care hospital in Moshi Municipality, (Mawenzi Regional
Referral Hospital). Systematic sample screened with randomised subset of all those with
intermediate or high probability of dementia and 10% of normal controls blindly selected
received blinded second stage clinical dementia assessment. Validation for cognitive

impairment rather than dementia due to incomplete collateral histories.

Cohort 4a Community sample of rural dwelling individuals aged 60 and over recruited
through a widely advertised dementia screening programme. Randomised subset of all
those with intermediate or high probability of dementia and 10% of normal controls blindly
selected received blinded second stage clinical dementia assessment. Validation for
dementia by DSM-IV criteria. Collateral history available for almost all participants, and

follow-up when indicated.

Cohort 4b Individuals from cohort 4a with complete cognitive and blinded functional

assessment data.

Cohort 5 Consecutive sample of all adults aged 60 and over admitted to medical wards of a
tertiary care hospital in Northern Tanzania during January 2015 (pilot) and March-August
2016. Follow-up at 6 months available where necessary. Validation for delirium and

dementia.
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6. Aims and objectives of this presented work

This series of four published papers aims to establish the validity and utility of a brief, culturally
appropriate cognitive screening tool (the IDEA six-item screen) designed for use in low-literacy
settings in sub-Saharan Africa (SSA), in a range of clinical settings in Northern Tanzania for
identification of both dementia and delirium in older adults. Additional aims are to consider
additional screening items to improve diagnostic accuracy by considering the presence of functional
impairment, and to differentiate dementia and delirium in hospital settings. Cohorts and key data

are outlined in Figure 2.
The objectives of the four key papers presented are outlined below
Objectives of the four key papers

1. To conduct a pilot assessment of diagnostic accuracy and clinical utility of the IDEA six-item
cognitive screen for major cognitive impairment (delirium or dementia by DSM-IV criteria) in
individuals aged 60 and over admitted to medical wards of a Government hospital in
Northern Tanzania (Thesis paper 1)

2. To assess pilot diagnostic accuracy and clinical utility of the IDEA six-item cognitive screen
for major cognitive impairment (delirium or dementia by DSM-IV criteria) in individuals aged
60 and over attending a free-of-charge clinic for older people at a Government hospital in
Northern Tanzania (Thesis paper 1)

3. To assess diagnostic accuracy and clinical utility of the IDEA six-item cognitive screen for
dementia by DSM-IV criteria in rural community-dwelling individuals aged 60 and over
presenting to a community dementia screening programme in Northern Tanzania (Thesis
papers 2 and 3)

4. To develop and validate a culturally appropriate functional assessment scale (the IDEA-IADL)
to assist in identification of dementia in sub-Saharan Africa (Thesis paper 2)

5. To assess whether use of this culturally appropriate functional assessment tool (the IDEA-
IADL) improves the diagnostic accuracy of the IDEA six-item cognitive screen for
identification of dementia when used by non-specialist health workers in community
settings in Northern Tanzania (Thesis paper 2)

6. To re-validate the IDEA six-item screen for identification of dementia by DSM-IV criteria in
individuals aged 60 and over admitted to medical wards of a tertiary referral hospital,
against gold standard DSM-IV dementia diagnosis by consensus supported by informant

history and follow-up home visits at 6 months post discharge (Thesis paper 4)
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7.

8.

9.

To assess the diagnostic accuracy and clinical utility of the IDEA six item screen for
identification of delirium by DSM-5 criteria in individuals aged 60 and over admitted to
medical wards of a tertiary referral hospital in Northern Tanzania (Thesis paper 4)

To compare the diagnostic accuracy and clinical utility of the IDEA six-item screen with that
of the Confusion Assessment Method (CAM) for identification of delirium in a tertiary
referral setting against a gold standard diagnosis of delirium by DSM-5 consensus criteria
(Thesis paper 4)

To conduct a secondary analysis of data in order to determine those screening items most

predictive of delirium, and;

10. To propose a screen for identification of delirium suitable for use in a non-specialist setting

in sub-Saharan Africa (Thesis paper 4)

11. To assess whether the IDEA six-item cognitive screen is educationally biased in these settings
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Part One

Introduction
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Dementia in sub-Saharan Africa
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7. Introduction

7.1. Dementia in low and middle income countries

Dementia is a worldwide public health priority. An estimated 35.6 million people currently have

dementia, and the prevalence is predicted to double every 20 years, to 115.4 million in 2050%.

The dementia syndrome is one of acquired and progressive decline in cognitive function caused by a
number of neurodegenerative processes, the most prevalent of which are Alzheimer’s disease
(ADD), vascular dementia (VAD), Dementia with Lewy Bodies (DLB) and Parkinson’s disease
dementia (PDD). Multiple higher cognitive functions including memory, executive functioning,
visuospatial ability, language and judgement are typically affected and the result is significant
disability, dependence and caregiver burden. In addition to the personal and societal cost, is a
significant economic cost estimated at over 400 billion USD in 20092. Informal care constituted over

a quarter of this cost?.

Ageing is the greatest risk factor for dementia and projected increases in dementia worldwide are
largely due to population ageing. In high income countries (HICs) where demographic transition is
complete, awareness of dementia as a public health issue for ageing populations has resulted in

substantial research activity supported by government policy.

The majority of people with dementia live in low and middle income countries (LMICs) and
population ageing in these regions is the largest contributor to the projected increases in dementia
worldwide. Recent epidemiological projections suggest that by 2050 over 80% of people with
dementia will live in LMICs as demographic transition progresses in these world regions and their
population continues to age?. Awareness of dementia as a significant issue in LMICs is relatively
recent and therefore very few studies have taken place, with very limited epidemiological data

available for many areas and few interventional studies®.

The current situation therefore is that least is known about aetiology, risk factors or intervention

strategies for dementia in the areas of the world where the majority of people with dementia live.
7.2. Dementia in sub-Saharan Africa (SSA)

In sub-Saharan Africa (SSA) an estimated 2.6 million older people currently have dementia and this
number is projected to increase by 371% by 2030%. These prevalence estimates are based on very
few studies, most of which have taken place in the last decade, and have acknowledged
methodological issues'. Dementia was previously thought to be rare in SSA. Earlier Nigerian studies

reported complete absence of dementia in community samples*® or significantly lower prevalence
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when comparing US and Nigerian community samples of older adults using similar methodology®.
More recent studies have reported dementia prevalence of between 2.29%’ and 2.79%2 in Nigeria,
6.4% in Tanzania® and 8.1% in an urban centre in the Central African Republic® using standard
diagnostic criteria. Studies reporting dementia identified by cognitive screening alone, or in
combination with an informant interview have reported prevalence of over 10% for cognitive
impairment!’ 12 and 8.6-10.1% for dementia®®. Geographical location of studies is shown in Figure 3.
There is a general trend for more recently published studies to report higher prevalence of
dementia, although the reasons for this are unclear®. The apparent increase in prevalence may
mirror changes in disease burden from communicable to non-communicable (NCD) associated with
demographic transition worldwide ** *°> or may be due in part to methodological issues. Community-

based prevalence studies of dementia in SSA are summarised in Table 1.

T
v )Y
v:ﬁz/x %;

o)y

Community Prevalence |
Studies

]

Hospital Prevalence
Studies

Figure 3. Geographical location of sub-Saharan African dementia and cognitive impairment studies

2016

Hospital or clinic-based studies are even more limited, with many utilising a retrospective case-note

review design. Those utilising clinical criteria are summarised in Table 2. Most existing data are
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limited to prevalence estimates. Incidence, risk factor and aetiology data are very limited, but

suggest that risk factors and aetiology may differ between HICs and SSA.

For example, the APOE4 allele has a well-established association with ADD in HICs but not in the
published studies examining this association in SSA®18, Only one interventional study has taken
place to date®®. In summary, very little is currently known about dementia in SSA. It seems likely that
dementia is as prevalent as in HICs, but little is known about aetiology, risk factors or potential

interventions in this setting.
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7.3.  Diagnosis and screening for dementia in LMIC settings

A major challenge in dementia research in LMIC settings is availability of appropriate and validated
screening and assessment methods. Most existing tools have been developed and validated in HIC
populations which are likely to differ markedly from those in LMICs culturally and educationally.
Attempts have been made to address these issues through development of screening and diagnostic

methods designed to be used in different cultural settings.

The 10/66 international research collaboration developed a dementia screening and diagnostic
method suitable for epidemiological studies in LMIC settings and designed to reduce known cultural
biases®. The work completed using the 10/66 protocol has been instrumental in raising awareness
and informing prevalence estimates of dementia in LMICs, and in informing policy makers
worldwide. Although sites in SSA were involved in the initial stages of this collaboration, published
validation data include very small numbers of SSA participants®. No separate validation studies of
the SSA sites have been published. The 10/66 dementia identification protocol uses the Community
Screening Instrument for Dementia (CSI-D) for initial dementia screening. The CSI-D was developed
for cross-cultural dementia research, initially in the First Nations Cree ethnic group in North America
and uses a cognitive assessment and informant questionnaire to stratify individuals into low,
intermediate and high dementia probability groups®. The algorithm is weighted in favour of the
informant interview to compensate for poor cognitive performance due to educational level. Most
community-based prevalence studies in SSA have used the CSI-D but it is lengthy and designed for
research rather than for use in routine care. A major focus of the 10/66 collaboration is that
determination of functional impairment, needed for dementia diagnosis, may be difficult in LMIC
settings due to differing cultural expectations and that studies using DSM-IV criteria in LMIC settings

may underestimate prevalence3® 3,

A number of hospital-based studies of dementia in SSA have used the mini-mental state examination
(MMSE)? 3440 The MMSE remains the most widely used dementia screening instrument worldwide
despite well-established shortcomings including educational and cultural bias*. Use in these studies
is therefore likely to reflect lack of validated alternatives to the MMSE as well as usual clinical

practice.
7.4. Dementia screening in low-resource settings

Data from HIC settings suggests that over half of dementia cases remain undiagnosed*?. Dementia is
difficult to identify by doctors and other health professionals in primary care unless a structured

screening tool is used*®. Validated dementia screening tools are lacking in SSA therefore there is
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likely to be a similar diagnostic gap. An additional problem in SSA is the large human resource gap.
Across SSA there are estimated to be 200 times fewer trained mental health workers per 100,000
population when compared to HIC settings**. Specialist clinicians such as geriatricians, neurologists
and psychiatrists are also very few, especially outside large urban centres* %, For example, in
Tanzania where this work took place, there are a total of 15 registered psychiatrists for a total

population of 50.8 million.

The World Health Organisation (WHO) recommended strategy for addressing this resource gap is
one of task-shifting, or training non specialist staff to carry out tasks usually performed by specialist
workers?. In mental health, the recommendation is to increase coverage of health interventions by
integrating screening and monitoring of mental disorders into primary care and routine clinics. This
strategy requires clear protocols and decision making support for non-specialist staff if it is to be

achievable.

In LMIC settings, the possibility of using a case-finding approach for dementia identification by
primary health workers has been explored in two studies from India® and from Brazil*®. These
studies did not involve the use of cognitive screening tools, and relied instead on training health
workers in the typical clinical presentation of dementia. Both studies were small, and found similar
positive predictive value of approximately 60% of dementia diagnosis by standard criteria in
individuals identified by primary health care workers. This strategy used alone is unlikely to identify
most people with dementia, and relies on the availability of a specialist to confirm diagnoses.
Validated brief screening tools are likely to be useful in assisting non-specialist staff in identifying
individuals with probable dementia but are currently not available in SSA. At present, only two
cognitive screening tools have been validated in SSA. These include the CSI-D (validated in Nigeria®’
and Kenya®®) and the Test of Senegal, a thirty-nine item cognitive screening test developed and
validated in an urban University clinic in Senegal®2. The CSI-D is primarily a research tool because it is
lengthy, requires an informant interview in addition to cognitive screening and utilises an algorithm
for risk stratification. The Test of Senegal has to date only been validated in an urban and relatively
well-educated cohort which is likely to differ markedly from individuals needing assessment in rural
SSA. Neither the Test of Senegal, nor the CSI-D have been validated across different healthcare
settings such as hospital inpatients, outpatients and community clinics. Both are relatively lengthy
and unlikely to be suitable for use in routine assessment, particularly by non-specialist clinicians in

rural areas.
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7.5. llliteracy, low-literacy and cognitive assessment

An estimated seven hundred million people are illiterate worldwide®. Although the literacy rate is
increasing, around 15% of the world's population are still illiterate®. Definitions of illiteracy vary, but
the World Health Organisation (WHO) definition is inability to read and write a simple statement
about everyday life. The majority of illiterate individuals live in LMIC countries, and prevalence is
highest amongst older people in rural areas where access to education may have been limited

previously. In SSA the illiteracy rate is currently 40% in adults>®.

Difficulties in cognitive assessment in illiterate and low-literate populations are well recognised®.
Many cognitive screening tools developed in HIC settings include literacy-dependent items which are
difficult or impossible for illiterate people to complete. Cultural differences such as familiarity with

testing as a consequence of formal school attendance have also been frequently noted®.

The differences in cognitive performance between individuals with and without previous formal
education are not limited to reading, writing and drawing tasks. Illiterate individuals and those with
no previous formal education underperform in most neuropsychological tests when compared to

individuals with higher levels of education®*>°,

The greatest differences are observed between those with no formal education and those with
elementary education®?. Several studies have reported significant performance improvements with
just one year of education®” 6. Language comprehension, phonological verbal fluency (due to
increased vocabulary) and abstract thought/concepts such as explaining similarities have been noted
to be significantly better in those with primary education in comparison to those with minimal

education (one to two years)>?

. Schooling-related differences in cognitive performance in individuals
with at least primary education are typically much smaller than those seen between those with no
and at least minimal education®2. This has been attributed in part to significant ceiling effects in

neuropsychological tests designed for full marks to be achievable by cognitively normal individuals.

On formal neuropsychological testing, the most consistent cognitive differences between illiterate
and literate individuals are in visual perception, logical reasoning, remembering strategies, formal
operational thinking and verbal ability alongside reading, writing and calculation tasks which
illiterate people would be expected not to be able to complete®>%5>57, There appear to be no real
differences in problem-solving ability, orientation (taking into account cultural differences) and
verbal memory for familiar categories or real objects®® >°. Short term recall, and especially cued
recall or recognition memory appear to be indistinguishable in literate and illiterate groups2. The

largest differences are seen in verbal ability or language tests including phonological verbal
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fluency®, and some tests of visuo-perception including figure copying and recall of a semi-complex

figure®.

Verbal (letter) fluency is typically severely impaired in illiteracy, as might be expected in individuals
unable to write®. Asking individuals to list words beginning with a particular sound does not improve
performance and may be because illiterate people are less able to perceive separate words®. Similar
difficulty has been noted in repetition tasks®l. Median phonological verbal fluency score is around 2
words per minute in illiterate individuals compared with up to 20 in unimpaired educated controls.
Performance is typically much better in categorical verbal fluency®?, and almost normalises when
categories relate to real experiences such as supermarket items®3. Wider categories such as four
legged animals are limited to those directly experienced in those without access to books®.
Comprehension appears to be significantly affected in illiteracy, illustrated by inability to follow a

three stage command®.

Surprising differences are seen in spatial awareness and in fine finger movements®* >, Luria’s fist-
palm-side test of frontal lobe function is performed poorly in individuals with low levels of formal
education®. Performance in tests for apraxia by illiterate individuals such as 'show me how you blow
out a candle’, or ‘show me how you strike a match' has been equated to that seen in individuals with
neurological damage to the parietal lobe®. It has been suggested that learning to write leads to
improvements in fine motor coordination and spatial awareness that might not otherwise be

acquired® %,

In visual perception, illiterate people have significant difficulty when asked to name objects
presented as two dimensional line drawings®®. Photographs appear to be easier to interpret, and
performance improves to near-normal when naming real objects®> . Interpretation of pictures
involving actions may be especially difficult, and in one study illiterate people were unable to
differentiate ‘girl running’ and ‘girl walking’ and had difficulty with opposites such as ‘girl pulls horse’

and ‘horse pulls girl’.

Other tests of two and three dimensional construction such as drawing a map or interpreting a 3D
figure are difficult for illiterate people to perform in comparison to literate people from the same
socioeconomic background and cultural group®3. Tasks of pencil drawing are typically performed
very poorly, but performance improves markedly when matchsticks are used to construct shapes®.
%8 Similarly, large differences are seen between illiterate and those with elementary education in

figure copying, and recall of a semi-complex figure.
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In summary, it is clear that literate and illiterate people differ in performance on formal cognitive
and neuropsychological testing. These differences in performance appear to result from real

cognitive differences and not simply from a lack of familiarity with a testing situation.

There are consistent structural and functional neuroimaging differences between literate and
illiterate individuals which are thought to represent differences in cognitive neurodevelopment.
llliterate individuals may have less lateralisation of language®®, and are therefore likely to suffer total
aphasia following a left anterior circulation stroke” although this is a controversial finding®”7*. The
corpus callosum of illiterate individuals is thinner, with fewer white matter pathways in the

7273 and the role of the corpus callosum in literacy is supported by lesion studies showing

splenium
that alexia results from lesions in this region. Functional neuroimaging studies suggest that illiterate
individuals engage both cerebral hemispheres to complete certain tasks where literate individuals

only use one, despite overall similar performance®.

Current theories suggest that literacy changes the functional and structural organisation of the brain
through interaction with the visual system® 74, For example, learning to read leads to increased
connectivity between the left and right angular gyri®® 7 . These changes may increase development

of the cortex and specifically the association areas, through increases in dendritic arborisation’.

It has been suggested that the ability for abstract thought may be difficult to acquire without
literacy, because literacy leads to symbolic representation through development of the visuospatial
sketch pad®” . Classic neurological studies of illiterate individuals by Vygotsky and Luria noted that
symbolic representation was necessary for abstract thought and memory, and that illiterate
individuals relied more on direct perception and context when problem-solving”. In preliterate
societies with oral traditions, illiteracy may not have been as problematic, as concepts could be
represented and communicated in other ways, but these traditions are now rare, and those who are

illiterate now are likely to be disadvantaged.

Attempts have been made to separate the effects of literacy and formal education in studies of the
Vai people of Liberia, where traditionally a local script was taught at home due to lack of access to
formal schooling. These studies concluded that simply learning to use written script did not improve
cognition to the same degree as formal school attendance’® 7”. Those with formal schooling
demonstrated better overall cognitive performance and verbal ability. For example they were able

to give a clear verbal explanation of test answers®.

These observed differences have been difficult to separate from socioeconomic disadvantage. An

association between lower socioeconomic status and dementia has been reported in LMIC settings’®.
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Lack of access to education may be associated with other markers of disadvantage such as early
childhood adversity or undernutrition’®. The effect of literacy on cognition and neurodevelopment
independent of other markers of childhood disadvantage is supported by studies of literate and
illiterate individuals from the same socioeconomic background. Studies of literate and illiterate sister
pairs from areas of rural Portugal where it was customary for the oldest daughter to assist with
housework®! whilst younger siblings attended school, and of adult ex-guerrillas in Colombia from
similar socioeconomic backgrounds before and after commencing adult education classes, 73 support
the role of literacy and education in cognitive neurodevelopment separate from childhood

disadvantage.

The differences described between literate and illiterate individuals in cognitive neurodevelopment
may not be simple variants, but may also be due to increased risk of cognitive decline and of

dementia in illiterate individuals.
7.6. Education and dementia

Education and literacy are thought to reduce risk of dementia through increasing cognitive reserve.
Cognitive reserve is a potentially modifiable risk factor for dementia which is currently the subject of
much research interest 82, The concept originates from evidence that there is often little
relationship between observed degree of neuropathology and cognitive impairment, with some
individuals able to tolerate a much greater degree of disease burden without demonstrating clinical
evidence of dementia’® 8, Educational exposure is thought to increase cognitive reserve through
neuroplasticity and creation of more complex neural networks, resulting in the ability to compensate
for greater degrees of neuropathology in later life®. Conversely, the observed neurocognitive
differences observed in illiterate individuals may signify reduced cognitive reserve. llliterate
individuals have been reported to utilise both cerebral hemispheres to perform tasks performed
using one hemisphere by literate individuals despite similar performance. Similarly studies of older
and younger people demonstrate that despite similar overt cognitive performance, older people
utilise both hemispheres to complete memory retrieval tasks, suggesting a degree of compensation
for cognitive decline. It follows that if illiterate individuals are employing compensatory strategies

throughout life, they may not be able to compensate for cognitive decline later in life.

Education is frequently used as a proxy for cognitive reserve in studies® but is not the only element
of cognitive reserve. In individuals with similar access to formal education, higher measures of
general intelligence at age 11 and linguistic ability in young adulthood have been linked to reduced

risk of late onset dementia®®-28.
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Similarly, opportunities for informal learning may contribute to cognitive reserve. In illiterate and
low-literate settings men have been noted to outperform women, but this difference disappears in
individuals with a high school education®. It has been suggested that this might be because of
increased opportunities for employment and social interaction outside the home for illiterate men

that might not be open to women in traditional societies.

In high-income countries, educational attainment is consistently associated with reduced dementia
risk 82 as well as a delay in onset of the dementia syndrome. Meta-analyses report relative risk (RR)
of 1.59 for all dementias for those with lower education and pooled OR of 2.61 (95% Cl 2.21-3.07)%
% The association appears greater for Alzheimer’s disease (AD) with a RR of 1.88%. The majority of
these studies include subjects with relatively high levels of education in high-income countries and
are difficult to compare to populations in SSA. Studies in LMIC countries, including SSA, have been
less likely to report an independent association between educational background and dementia,
although an overall doubling of dementia risk with illiteracy was reported in one review of Latin
American dementia studies’. It has been suggested that educational attainment is less likely to
correlate with intellectual ability in these settings due to historical lack of availability or access to
schooling. Existing studies of dementia prevalence from SSA report illiteracy rates of between 46 and
90%°* and therefore educational background and even literacy are less likely to reflect childhood
educational ability. Data are very limited in SSA because the vast majority of studies focussing on
education and literacy as risk factors for dementia, and examining cognitive reserve have taken place

in HIC settings.

Since low educational attainment and illiteracy appear to be risk factors for dementia, and may be
associated with the rate of cognitive decline, cognitive screening tools developed in higher literacy
settings but employing lower threshold values for illiterate or low-educated individuals may be
reducing validity by failing to identify cognitive decline in those who may be at greatest risk®. It is
clear also that individuals who are illiterate or with very low levels of formal education have major
neurocognitive differences compared to educated individuals and that simply removing literacy and
numeracy dependent items from screening tools is unlikely to be an effective strategy. Tools
minimally modified in this way are likely to contain significant bias towards illiterate individuals are

described above.

-28 -



Identification of dementia in sub-Saharan Africa Doctoral Statement

7.7. Dementia subtypes and cognitive assessment

Worldwide, the most common cause of dementia is thought to be Alzheimer’s disease (AD), totalling
60-70% of cases®®. The next most common cause is vascular dementia (VAD), comprising around 20%
of cases worldwide®. Data on aetiology of dementia in LMICs are scarce, and limited by lack of
access to neuroimaging or other biomarkers. There is some evidence that vascular cognitive
impairment and vascular dementia are (were) more common in some East and South East Asian
countries, particularly prior to transition to a Western lifestyle®” %8, There is also some limited
evidence that development and globalisation with adoption of a high-income country lifestyle can
result in a change in dementia subtype prevalence from VAD to AD*> 1%, The underlying causes of
this change are not known, and these findings are not universally accepted. Data on aetiology of
dementia in SSA are particularly limited. Subtype diagnoses are reported in very few studies, and
fewer are supported by neuroimaging or neuropathology'®. There are some limited data from our
team supported by neuroimaging suggesting that VAD is more prevalent in Tanzania than typically
reported in HICs, and supported by neuroimaging data?’. Although current data are lacking, the
profile of dementia may differ in SSA to HIC settings. This is important when considering dementia

screening.

Different patterns of neuropsychological impairment are typically evident in different subtypes of
dementia and can be demonstrated on formal neuropsychological testing. ADD is characterised by
early verbal and non-verbal memory impairment, followed by visuospatial impairment, difficulties
with abstract reasoning and judgement, verbal fluency and naming. In VAD, memory impairment is
typically less severe than that seen in AD, particularly in the early stages. Verbal fluency and other
measures of executive function tend to be more severely affected. Dementia with Lewy bodies
(DLB) is characterised by attentional and visuospatial impairment, verbal (particularly letter) fluency,
processing speed and abstract reasoning. Screening tools developed and used in HIC settings are

often biased towards ADD and may be less effective in screening for other dementia subtypes!®,

A comprehensive screening tool for dementia should therefore cover six core domains or abilities.
These include attention and working memory, verbal learning and recall, visual construction,

. . . . . 102 . . . .
expressive language, executive functioning and abstract reasoning'®. This is the case in dementia

globally, but particularly in LMIC settings, including SSA.
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ABSTRACT

Background: The majority of older adults with dementia live in low- and middle-income countries (LMICs).
Illiteracy and low educational background are common in older LMIC populations, particularly in rural areas,
and cognitive screening tools developed for this setting must reflect this. This study aimed to review published
validation studies of cognitive screening tools for dementia in low-literacy settings in order to determine the
most appropriate tools for use.

Method: A systematic search of major databases was conducted according to PRISMA guidelines. Validation
studies of brief cognitive screening tests including illiterate participants or those with elementary education
were eligible. Studies were quality assessed using the QUADAS-2 tool. Good or fair quality studies
were included in a bivariate random-effects meta-analysis and a hierarchical summary receiver operating
characteristic (HSROC) curve constructed.

Results: Forty-five eligible studies were quality assessed. A significant proportion utilized a case—control
design, resulting in spectrum bias. The area under the ROC (AUROC) curve was 0.937 for community/low
prevalence studies, 0.881 for clinic based/higher prevalence studies, and 0.869 for illiterate populations. For
the Mini-Mental State Examination (MMSE) (and adaptations), the AUROC curve was 0.853.

Conclusion: Numerous tools for assessment of cognitive impairment in low-literacy settings have been
developed, and tools developed for use in high-income countries have also been validated in low-literacy
settings. Most tools have been inadequately validated, with only MMSE, cognitive abilities screening
instrument (CASI), Eurotest, and Fototest having more than one published good or fair quality study in
an illiterate or low-literate setting. At present no screening test can be recommended.

Keywords: cognitive assessment, screening, education, developing country, meta-analysis, low- and middle-income countries

allows early intervention and can improve outcomes
(Prince et al., 2013b). In LMICs, scarcity of health-
care and human resources has resulted in a lack of
trained clinicians able to correctly identify dementia
(Saxena et al., 2007). The World Health Organ-
ization’s (WHO) mental health strategy addresses
this resource gap through training non-specialist
clinicians to carry out tasks normally completed
by specialists in better resourced areas (Dua et al.,
2011). This approach requires well validated and
accurate screening tools to assist non-specialists.

Introduction

Dementia is a global public health priority with
an estimated 300 million people currently affected
(Prince et al., 2013b). Current epidemiological
data and projections suggest that the majority of
affected individuals reside in low- and middle-
income countries (LMICs) and that this proportion
will rise to over 71% of the world total by 2050
(Prince er al., 2013a). Identification of dementia
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Tyne and Wear, UK. Email: stella-maria.paddick@ncl.ac.uk. Received 18 May
2016; revision requested 30 Jun 2016; revised version received 7 Oct 2016;
accepted 14 Oct 2016. First published online 9 March 2017.

Worldwide, over 700 million people are illiterate
(UNESCO, 2015). Illiteracy and low rates of
formal education are more common in LMICs,
particularly in older adults (UNESCO, 2015),
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but can also be found in some HICs due to
similar historical difficulties with resources and
conflicts affecting the older population as well as
recent population shifts due to globalization and
migration.

Illiteracy and low educational level are as-
sociated with increased risk of dementia and
have been hypothesized to account for some of
the observed differences in reported prevalence
(Caamano-Isorna et al., 2006; Meng and D’Arcy,
2012). Conversely, rates of cognitive impairment
and dementia may be overestimated in LMIC
populations due to poor performance in cognitive
screening tests which require some degree of
literacy (Paddick er al., 2015). Illiterate and low-
educated adults can perform poorly on many
conventional cognitive tests, without evidence of
cognitive or functional decline on clinical history
and examination. Most cognitive screening tests
for dementia in frequent use, even in LMICs,
were developed and validated in HIC settings
with higher levels of formal education than those
found amongst older adults in many LMICs.
These differences in performance are not simply
restricted to those aspects of cognitive screening
traditionally taught in schools such as reading,
writing or calculation, but include visuospatial and
language ability (Rosselli ez al., 1990; Ostrosky-
Solis et al., 1998). Performance differences have
been attributed to simple lack of confidence
or familiarity with test situations, but evidence
exists of differences in cortical organization and
development in non-demented individuals without
formal schooling (Castro-Caldas ez al., 1998; Ardila
et al., 2010). These differences have been noted
between individuals with just one year of formal
schooling in comparison with those without formal
schooling (Ostrosky-Solis et al., 1998).

Difficulties in screening and diagnosis of demen-
tia in low-literacy settings are widely recognized.
Epidemiological studies of dementia from sub-
Saharan Africa (SSA) report illiteracy rates of 47—
97% in older adults (Guerchet ez al., 2009; Yusuf
et al., 2011). Similarly, the majority of participants
in an international dementia prevalence study from
LMICs including China, India, and South America
reported either no formal education or incomplete
primary education (Sosa et al., 2009). In rural
Tanzania, our research group has reported that only
7% of females and 18% of males aged 70 years and
over had 4 years of education or greater (Paddick
etal., 2014).

The effect of lower levels of formal education
on cognitive screening performance has been
demonstrated in HIC settings, but the overall
level of education in these studies is generally
higher than that found in older populations in

LMICs (Crum ez al., 1993). More recently, a cross-
cultural protocol for dementia diagnosis has been
developed for use in low-literacy LMIC settings,
but this is lengthy and not suitable for routine use
by non-specialists (Prince et al., 2003). Existing
dementia prevalence studies in SSA hospital
settings often utilize tools designed and validated in
HICs such as the Mini-Mental State Examination
(MMSE), suggesting that these tools are common
in routine practice in LMICs (Uwakwe, 2000;
Touré et al., 2008; Napon et al., 2009; Ramlall
et al., 2013).

We aimed to systematically review existing
literature on brief, non-specialist cognitive
screening tools with criterion validity against a
clinical dementia diagnosis in older adults with
very low or no formal education or literacy ability.
We wished to determine whether existing brief
cognitive screening tools can be used in populations
of older adults with low or no formal education with
similar levels of accuracy to those reported in HIC
settings.

Methods

This systematic review followed published
guidelines on reporting of systematic reviews
of diagnostic accuracy studies, including PRISMA
(Moher et al., 2009).

Search strategy

We searched four major databases Medline
(1946-), Embase (1981-), Psychinfo (1806-),
and Cinahl (1981-) for studies published prior
to December 01, 2014. Included search terms
were dementia (subject headings: dementia,
cognitive impairment/defect/disorders, Alzheimer’s
disease (AD), memory disorders), questionnaires
(subject headings: questionnaires, brief cognitive
screening; keyword — assess*, screen*), low literacy
(subject headings: educational status, educational
attainment  level, educational background,
illiteracy; keyword — illitera* and low literacy),
and validity (subject headings: validity, test validity;
keyword — valid).

Reference lists of review articles and included
studies were hand searched, alongside online
databases of LMIC based literature including
SCIELO (Central and South America) and
African Journals online in order to identify non-
indexed peer reviewed articles and ensure a global
perspective. Results were not restricted to English
language, but only abstracts available in English,
Spanish, French, Italian, or Portuguese were
reviewed due to resource availability.
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Eligibility/inclusion criteria

Abstracts and titles were initially screened by S-
MP and WKG separately, with full text articles
requested for further assessment where it was not
clear whether or not studies met the inclusion
criteria. Disagreements were resolved through
discussion.

Diagnostic accuracy studies of any cognitive
measure, assessment, instrument, or test for face-
to-face cognitive screening of dementia were
included if they measured criterion validity against
a gold standard diagnosis of dementia in individuals
aged 45 years and over in a low-literacy setting,
and were suitable for non-specialists to use
in routine care. Self-assessment, telephone, and
informant measures were excluded. We defined
gold standard diagnoses as those using standard
criteria including ICD or DSM, or clinical
diagnoses made by a specialist clinician such as
a neurologist, psychiatrist, or geriatrician. Studies
simply reporting correlation between a cognitive
screening tool and a more established screening
test were excluded. The age cut-off of 45 years
was selected based on previous epidemiological
literature from LMICs. Low-literacy was defined
as four years of formal education or less. Illiteracy
was defined by self-report or less than one year
of formal education. Suitability for use by non-
specialists was determined by test duration (20
minutes or less) and ability to be performed without
specialist training. In determining whether included
screening tools met this criterion, information was
sought from the index article or reference lists.
Where unavailable, likely duration and eligibility
were determined based on clinical experience of the
researchers. Detailed neuropsychological batteries
and tests for dementia subtype were excluded, as
were studies from specialist settings, such as post-
head injury or stroke. Illiteracy and educational
background based on self-report were acceptable,
as existing large epidemiological studies from
LMIC settings have also used self-report and
standardized literacy assessments are not routinely
available (Sosa et al., 2009).

Since research interest in this area is relatively
recent, we wished to accurately reflect the current
knowledge base and data quality. Both case—control
(stage one diagnostic studies) and cross-sectional
studies were therefore eligible for review.

Where studies described a low-education pop-
ulation, but data on individuals with 4 years of
education or less were not presented, authors
were contacted directly and requested to provide
this data. In the absence of this additional data,
only those studies where a minimum of 25% of
participants were illiterate or had no formal school-
ing were included. Studies including combined

Review of low-literacy cognitive screening tools 899

cognitive screening and informant questionnaires
were included if cognitive screening accuracy
could be separately extracted from presented data.
Although cultural differences may impact on test
performance, consideration of such differences was
beyond the scope of this review. Therefore, studies
from any geographical location were included if
eligibility criteria were met.

Data extraction

Data were extracted by one author (S-MP) and
a selection checked by another author (WKG).
Demographic data extracted included geographical
location and clinical setting, screening test used,
age and gender balance of cohort, dementia
prevalence, overall median education, and pro-
portion of individuals with less than one year of
education or illiteracy. Diagnostic accuracy data
including sensitivity, specificity, AUROC, and cut-
off used were also extracted for each screening tool.
Cross-sectional community (lower prevalence),
primary/secondary care (higher prevalence), and
case—control studies were considered separately.
Cognitive domains assessed in each screening test
were determined, and test subsequently categorized
into single domain or multiple domain tests.

For meta-analysis, true positive, true negative,
false positive, and false negative screening results
were extracted or calculated where possible from
published data or original data supplied by
authors. Where possible, these data were extracted
separately for the illiterate/no formal education
subgroup.

Quality assessment

Study quality was evaluated using the Quality
Assessment of Diagnostic Accuracy Studies version
2 (QUADAS-2) tool (Whiting et al., 2011).
QUADAS-2 consists of 4 domains and 14 items
assessing the risk of bias, applicability, and quality.
Each item is scored as “yes,” “no,” or “unclear.”
Two reviewers (SMP and WKG) independently
evaluated each of the included studies using agreed
criteria based on the QUADAS-2 core questions
and applicability to the study question. Core
criteria included: (1) method of patient selection
(consecutive or random selection, study design
and inclusion/exclusion criteria); (2) index test
used and blinding to results of the reference
standard assessment; (3) use of an appropriate
reference standard independent of the screening
test result; and (4) flow and timing (appropriate
interval between index test and reference standard,
all participants assessed with the same reference
standard, all participants included in the analysis).
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Studies meeting all four core criteria were rated
good quality. Fair quality studies failed to meet
one core criterion but were otherwise robust.
Case—control studies were assessed separately and
acknowledged not to meet criterion 1.

Meta-analysis

A bivariate diagnostic random-effects meta-analysis
was conducted using the mada open source
package for R software (Doebler and Holling,
2012). Bivariate meta-analysis is recommended
in studies of diagnostic tests due to threshold
effects and underlying between studies variability.
A random-effects model was used to adjust for
heterogeneity. Only cross-sectional studies with at
least three individuals with dementia in a low-
literacy population were included in meta-analyses.
Studies of insufficient quality on QUADAS-2
assessment were not included in meta-analysis.
This included those with a case—control design
and where inadequate blinding in screening test
administration or gold standard diagnosis resulted
in significant bias.

Combined sensitivity, false positive rate, and
diagnostic odds ratios (DOR) were used to
summarize screening test accuracy. Forest plots
were used to summarize the variability in the
thresholds used. Between study heterogeneity was
assessed using both the I? statistic and Cochran’s
Q with p <0.10 considered statistically significant.
A hierarchical summary receiver operating charac-
teristic (HSROC) curve was constructed to present
summary estimates of sensitivity and specificity
alongside 95% CI and prediction region in each
subgroup. Area under curve (AUC) and partial
AUC statistics corrected for observed data and false
positive rates were also calculated.

Accuracy was assessed using this method for
all screening tools in low-literacy groups in both
community or low prevalence and clinic-based
or higher prevalence settings. There is evidence
that both sensitivity and specificity can vary with
disease prevalence alongside positive predictive
value, possibly due to the differing spectrum
of patients assessed in each setting (Leeflang
et al., 2013). Studies in these different settings
were therefore analyzed separately. All screening
tools were initially analyzed together, in order to
assess the accuracy of cognitive screening methods.
This approach has been used in previous meta-
analyses of screening tools with a focus on HIC
settings (Mitchell and Malladi, 2010). Where
possible, accuracy was evaluated for illiterate/no
education groups only. It was intended to analyze
performance of specific tests where sufficient data
were available.

Results

Included studies

The study selection process is shown in Figure 1. A
number of cognitive assessment tools developed for
use in low-educated and illiterate populations did
not meet our inclusion criteria. These included the
Community Screening Instrument for Dementia
(CSI-D) wused in dementia prevalence studies
across LMIC countries. The CSI-D requires an
informant, has a duration of over 30 minutes and
utilizes a computer algorithm for risk stratification
therefore cannot be used by non-specialists (Prince
et al., 2003). A brief CSI-D has been modeled and
internally validated but not evaluated in clinical
practice (Prince et al., 2011). Similarly the Literacy
Independent Cognitive Assessment (LICA) and
shorter version (S-LICA) were felt to be too
complex and/or lengthy for routine use (Choi
et al., 2011). The Rowland Universal Dementia
Scale (RUDAS) was designed for cross-cultural
assessment (Basic er al., 2009), but we were unable
to identify a low-literacy validation study of the
RUDAS for inclusion in this review. A total of 45
studies meeting our study criteria were identified.
A summary of included studies is presented in
Tables 1-3.

A total of 27 different screening tests were
evaluated, of which four were cultural adaptations
of the MMSE. A total of 14 tests (12 multi-domain
and 2 single domain) were specifically developed
for use in low-literacy settings. A summary of the
cognitive domains assessed is presented in Table 4.
A majority of studies are related to multi-domain,
rather than single domain, cognitive tests. Of those
tests evaluated, only the MMSE, cognitive abilities
screening instrument (CASI), Eurotest, Fototest,
and KICA were validated in more than one good or
fair quality study. The low-literacy validations iden-
tified for each study are also included in Table 4.

The geographical distribution of good or fair
quality studies is shown in Figure 2. Although the
majority originated in LMICs, a significant number
did not. Twelve studies were conducted in low-
literacy populations in Spain, and two in minority
Aboriginal populations in Australia. Similarly, three
of the most-validated tests, such as the Eurotest,
Fototest, and KICA, were developed in low-literacy
settings in HICs.

Population and community studies

Fourteen cross-sectional community or population-
based studies were identified and are summarized
in Table 1. Geographical location of these studies
included China (five studies), India (two studies),
Spain (two studies), Australia (two studies), Brazil,
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Figure 1. (Colour online) Prisma flowchart of study selection.

Turkey, and Nigeria. A total of 12 screening tools
were validated in this setting. Sample size ranged
from 455 to 8,411 in population-based studies and
101-490 in smaller community based studies. One
small study from India included both community
and outpatient clinic cohorts, reported separately,
and another in Australia used community health
contacts to oversample for cognitive impairment.
Reported rates of illiteracy or no formal education
ranged from 25% to 91%. Dementia prevalence
was generally low, ranging from 3% to 21% with
the exception of one study reporting a prevalence
of 34% in a population over-sampled for cognitive
impairment. All studies utilized DSM-IV, DSM-
III, or DSM-III-TR criteria by consensus or
specialist clinician, with the exception of one study
utilizing an algorithm-based DSM-IV diagnosis.
Two studies also applied research criteria for
dementia subtypes.

Prevalence/clinic settings

Thirteen screening tests were evaluated over 16
studies conducted in clinic settings. The majority
of studies took place in Spain (eight studies)
with four taking place in Brazil, two in India,
and one each in Thailand and China. These
studies are summarized in Table 2. Prevalence of
dementia ranged from 10.4% in primary care

(Baos Sanchez er al., 2007), 17.8% in nursing
home residents (Jitapunkul ez al., 1996), and 19—
33% in more specialist clinics. Illiteracy rates in
these studies varied from 5.3% (Verghese et al.,
2012) to 65% (Martinez de la Iglesia er al.,
2001) with the majority quoting rates from 25%
to 40%. However those studies reporting lower
illiteracy levels quoted rates of none or minimal
schooling of 41.4% to 49% (Carnero Pardo et al.,
2007; Saez-Zea et al., 2008) amongst participants.
Included studies where less than a quarter of the
sample were illiterate or had no formal studies
are those where supplementary information on a
low-literacy subgroup was obtained from the study
authors. Most studies used DSM-III, DSM-III-
TR, or DSM-IV dementia criteria, with two studies
utilizing dementia subtype diagnoses.

Case—control studies

Case—control designs are recommended for use
only in the first stage of assessment of a diagnostic
test, and the majority of these studies related
to initial validations of newly developed tests,
or initial studies of well-established tests in a
low-literacy setting, see Table 3. These studies
were nevertheless relevant to our study question
with level of illiteracy ranging from 20% to
100%. Identified case—control studies validated 16

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms
. https://doi.org/10.1017/51041610216001976



S.-M. Paddick et al.

902

0°'16 Aoyads oI
‘G ¢g AIAnIsuas AIowrowx
— uoneonpa viaiav pue Apnis
Jo s1eak g1 -SADNIN  [eor3ojonuap
‘6°%8 L11ogroads %S°CI -av -1ds woxy
‘G 78 A&1anisuss (enuswsp ‘AI-INSA uonemdod (2002
— uonesnpo ON  21BIdMIMI %0%F  %6°1S 1'9L €92) 960°C PUe JIII-WSA [eIny ‘BU) w10 Ur) LT 0°CISVO
+0¢ a1dwes
uoneonpa paynens
¥6 L&1oyoads 834 1 uel %G ¢ (enuaWap ‘driysumol uIdYINOS (661
‘88 A1anisuag S %T 1L %¥'IS 9'89 91) ¢S  W-III-NSA  Arunuwwo) ‘eulyy v 12 0ry) 8¢ ISVD
1°88 Amoyroads
‘8" LL Aanisuas
— uoneonpa
JO siedk
#—1 ¢(uoneonpsa
ou ur
€1 Jo-1d) 1°0L
Koyroads F08
AIADISUDS — [[B
{89, Aroyroads I-wsa
‘G8L Aanisuas 061/9
— ¢1 Jo-1mod AJRIUdWd[ fsisouderp A301811/51891
paynens 061 p"99 A1oyroads %S9°9¢ [edtur|d [euonouny el/et
uo paseq ‘9’8 AIANISUSS ‘uoneonpa 061/LL ‘+GG  PUB 2ANUZ00 (6861 30 1M DI
uoneplfeA — 1 J3o-mp OU %G9C  %L'LS ‘€1€°C/S50°S NI-Wsa Amununuo) ‘Teysueqys ‘o ul) ¢z YPOY-passdg
Arewrad
9191dwoour
udAI3 %8¢
juowredwl 10U 91BIS[I 10] fuoneonpd (enuswap Apnis
reorsAyd s)nsax eredas [euLIO} %G 11) SNISUISUO0D [eo13
10 AI0SUDS £066°0 DNV ou 9467 SUOISN[OXd Id1Je [eorurpd -ojorwapids  soueSYT AID
dIAS  T°Ge Aoyroads £1BII 1% ‘(enuswdp J-III-INSA wId1 uog ueqInqgns (900T “v 12
papnpxyg ‘00T Aanisusg %9°0T  %L'IS 6L %8°01) LTS PUB AT-IWSA  “Arunwwo)) ‘uredg 1S P 02 SWL
1831 urewop Jrduny
SINAWWOD ADViNOOV SYVAAX ATVWAA 9V  SINVJIDILYVd VILNAWAd ONILLES X41INNOD (aiva T00L
DILSONOVIA ‘NOILYONAd %  NVIAW 40 YHIWAN ‘940HLNV)
JIIWAN
xanis

saipnjs (sudjeassd moj) Ajunwwod pue uoieindod — sbuilas uoileINPa-Mo| Ul pajepljen sjoo} buiusaus jo Alewwns T ajqeL

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms

. https://doi.org/10.1017/51041610216001976



903

Review of low-literacy cognitive screening tools

1'96 DNV
‘c’L8 Larogroads

‘6'88 ANANISUDS (%St
— yoneonpa ‘enusawap
ou 860 DOV 9€)
‘3"p6 Auoyroads uonednps (feorurpd A10111197,
‘c g6 Lnanisuss ou Il (enuawap sadfiqns) UISYIION)/
-2%66°0 ‘uoneonpa %V CTT)SH/E9E UL Aopaquuny]
ONV ‘¢'L8 ot %0% %SG ‘(LN Is[Erdds BI[EnSNY
Apygoads ‘¢rzg uoneonpa (enuawop £q 01-ADI ‘uonemdod (600T v 22
Aranisuas — | ou %89%y  %I'¢L cL %9¢) L1/Ly  Pue ATI-INSA Arunwwo) [eurSLIoqy QIug) 8¢ 80D-vODI
(sarpnis (Teoruro
J910 01 sadfiqns)
Jeruars 93e sogengue| UBIOIUI[D
uedwW 1nq) ¢6'0 DOV TUQIIP [T 1s17R102dS BRISNY
I9A0 pue ‘9'z6 LQoyroads fuoneonpa £q 01-ADI ‘uonemdod (900T 12 J[OoINd ¢g/TE
s1edk CF 98y ‘9°06 ANAnIsuag ou %% 19 %1°LS cL enuawop 0L/LC  Pue AI-IWSA Arunwwo) [euISIIOQY DIPNIHOT) 62  DHOD-VODI
(s1891 19120
ASWW
107 1sn(
10U) J[IIUD
TI0T M0[2q
J1 palojdwod
JUOWISSISSE
98e1s puodag (VA Surpnpour wedl
‘sasougerp ¢¥) enuawWap [ed1pawt
VA-UOu 7€ “1uouIsSsasse 018351 JMuUD
¢g uo 7080 DNV 98e1s puodss  £q YOO pue @0T SB 61>
ATuo paseq ‘gz 09 Aoyrads 2¢9 ‘(d191dwrod BIUIWP [eanx (200T v 22 1urod 1no
suone[oe) ‘g[8 ANANISUSS IBINI % ¢/ %6°9% G99 018%) 921°¢ A-TIII-WSA funwwo)  “erpu] YiIoN Aepued) H¢ posnt HSIWH
(68-09
o8uer) (enuawap [eanx (SAH) 9r1edS
6°G6 Aoyoads uoAId %C 12) 1stneryoAsd pue ueqin (6861 ‘08D BOUAWI(J
b 1L AIANISUSS  S1BIAIIL %19 %¢€9 10N €90°c woxy ¢/¢C £q J-III-WWSA Lrunwwo) ‘TeySueys  pueres]) ¢f eme3ase ]
SINAWWOD A0VINDOV SYVAX ATIVWHAL 4DV  SINVJIDILYVA VILNIWAA ONILLAS A4LNNOD (arva 1001
DILSONODVIA ‘NOILVONdd % NVAW A0 ¥HIWAN ‘40HLIAV)
dIdWAN
xanuLs

panupuo) "t 3jqeL

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms

. https://doi.org/10.1017/51041610216001976



904 S.-M. Paddick et al.

(11e) sgo-mno

paisnipe uoneonpa
uoneonpa e JO s1eak
G'z8 Aoyoads /. Ueyl 210w
6°96 L11anISUas QUM 62/vC
— BIIUWAP SNSUISUOD ‘uoneonpa
¢(uoneonpa £AQ NTIIV JO s18dh 9—1
ou) 7°¢8 ~SANIN M og/61
sorpnis DIH  Awoymads ‘6'08  uoneonpa ou YIAav 1.1
urog/cc Ananrsuas — 11%°8/6LC°C -SAONIN [eInI pue (TToc (A% 5
J01nd [BULION D pue enuawWagq (Imes  %les el 11%°8 AIFWS  Amunwwo)  ueqmneuly) v 2 n) g¢ Sullvg VOOW
Areuwnad uey
SSI[ % ¥ 06
mvuwuouﬂz weal ﬁwu«QwOQ %n— Ppaiednpaun
Arunwuros L06'0 DNV %LVE AZojomdu  dn pamoy[oy 61/8T
ut Suridwres ‘¢ ze Aoyroads ‘uorieonpa (enuowap  4q enULWIAP 1ISIA SWOY (600C < 12 J- ysnyIng,
WISN[D  °L'C8 ANANISUIS UBIWI SIBIL 9'T  %T6S 8'TL £€9) 06% AIFINS  “Amumwwo) AyanT, nSoun(say)) y¢ -HSWIN
76’0 DNV
‘G 18 Aoyoads
‘6" 16 A11AnISUDS
— uoneonpa uonesnpa uorneonpa Jo
Jo 18k Jrow IedA 1 ueyl
1,80 0NV I0 s1eak Iow 81/LT
‘g1, Aoyroads ¥ PeY %6 wyIode fuoneonpa
€L°8L Kanisuas ‘uoneonpa (enuswap 99/01 (600C “v 12 oucCI/vI —
—uonesnps ON ou %G'8¢  %S°09 c'cL ¥8) €€61 £q AT-INSA Amunwod  ueqin izelg  eINZedS) L¢  [1ZBIg-ASIWIN
SINEIWWOD A0VdNdOV SAVAX HIVWHA A5V  SLNVJIDILYVd VILNAWAQ DNILLES A4INNOD (a1va 1001
DILSONDVIA ‘NOILVONAd % NVAW A0 JHIWAN ‘40HLIAV)
YAIWAN
Xxanuis

panupuo) "t 3jqeL

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms

. https://doi.org/10.1017/51041610216001976



905

Review of low-literacy cognitive screening tools

uaunredw 2ANIUS00 PlIW (DWW ‘BRUIWLP ou Judurireduwl 2ANUS0d ((ANID 270N

TLL'0 DNV (enuowop
0°88 Aroyroads %2Z'Z1) [ewIou
‘0°8G A1AnIsuas (enuawap 0%€ ‘ANID BLISILIO
— uoneosnps £8) 8¢9 96¢ ‘BnUSWIp ANID
ou ‘6.0 DNV ‘uoneonpd 88 ‘paymnens 10 SNSUISUOD (600T “v 12
— uoneonps v Aue peq %6  %E'8L 8'8L YTL—6ecT J-II-WSA  Amunwwo) ueqin erdSIN nmdAred) ¥ uSIsop Youg
§1891 UrBWOP I[3uUIg
18'0 ONV
‘9" LL faogroads
€1°99 A11AIISUSS Amunwuwod
Juduredur — Amunuwuwod Q1BIdN[I
K10suas 26'0 DNV %G°€S wod wod Arunururod
JuedyIuSs - ‘1°98 AI0YAds ‘PIseq  %¥ 65 gTL (enuawop
pue wnLIpEp  p6 AIADISUSS -[eadsoy ado ado €) 101 ‘AdO frunuruwrod BIpul (600T v 22
popnoxy —[eNdsOH MBI QL %T'TH €S 1L (enuawap 07) 06 AIFINSA pue qdO INoS “3I0[[PA £sue1s) 6¢ d-dISA
SIBIA § ue(Ul
S % &L
91PN
Judurredur G86°0 [euLIO) Juduaredur
K10suds DNV TL¥6 ou %,9°GZ K10SUds paseq (€00C “v 12
1ueOYIUSIS Apygroads €€a1BIRI[I S1s oM BIUIWP -uonemdod ueqingns SOUAQR X e/
POPNIXH  F6°¢6 ANANISUS %16 %l6F 9'8L Lz woy /¢ AIFINSA  “Amunwwo) ‘uredg ap) 61 1urod D TOJ
SINAWWOD ADViNOOV SYVAA ATVWAA 29V  SINVJIDILYVd VILNAWAQ ONILLES X41INNOD (aiva T00L
DILSONOVIA ‘NOILYONAd %  NVIAW 40 YHIWAN ‘940HLNV)
YIIWAN
xanis

panunuo) "I 3jqeL

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms

. https://doi.org/10.1017/51041610216001976



S.-M. Paddick et al.

906

686
Jo ordues uoneonpa
Arewnad e (enuawop (€A
Jo eiep %67 86 TOW 10T) ddO  °nusd-fnu v 32 opIeq
omyderowa(q $6°0 DNV QI %L %G9S 69°CL [e101 68G/87S¢ UL AI'INSA £3o101n3N ‘uredg  -omuIeD) C| 1sa100ny
1usuaredur
AI08U3s Arewnnid uey BIIUWAP 1D paioadsns
Jo siseq SS9 % 0°9¢ 9¢ TOW s1s150[0INaU s (er10?
Uuo 9pn[oxd 96 Aoyads £91BIAI[I LY {(papnpour  snsuasuod Aq  21ed Arewrad UIYINOS v 12 opIeJ
lou piq ‘€L A1anIsusg %YV ¥L  %L'TL cL 6€1) 9ST YL AI-IWSA WOy S[BIIJY ‘uredg  -omuUIRD) FT [/0C 1S90y
uoneonpa
[euL1o]
uonednpa €6°0 DNV ou %G G papnjoxa JATINOISUOD (9007
£q pa1ddye ‘z8 Loyoads £1BIAI G¢ fBnuUIWp ‘AdO  Pnudd-nnuw “p 12 opIeg  1Z/0C JJO-1nd
10U $91008 ‘16 A1AnIsusg %L'8C  %NV'ES cL 101 9IS WML AI'WSA A3o101maN ‘uredg  -o1dUIRD) T 1sa101ny
BIIUIWIAP
4%
fuoneonpa
XU [BI21B[[0D puerpung Josieahk  1siSojoydAsd
peq ][ 10U LS9°0 ¥ > | TIe -oJnau
Quourireduur ‘uraI-JIoM 103 paiuasaxd 1s13010IndU (puepepung
AJOSUds  {g9°( ‘urwNUS ATuo eiep SNSUISUO0D (ordures URDIIIOM
1uBdYIUSIS 89°( ‘SOuB|\ ¢(e1ep 9191dwod [BOIUI[D  JOUSIUSAUOD) (800¢C v 12 ‘uewINyS
papnoxy 899'0 — DIV SSI[IOSIBAYL  %CTL 8'CL £62) 90¢ AIFIWSA  ddO [BIIPSW  UeQIn Tizelg  0SUAINOT) [¢ ‘SOUBIY) YI0[D
Jwoy
18 JOJ paied UQAIS 10U
BIIUAWIAP SIINS3T A1BIIT
QIA9S d1eredas
“UoIssIupe ¢(ydeis woiy)
uo 06< 0NV (91 3o 1)
Surreo-Jas ‘06 Loyoads (ennuawdp 1s13o10INdU yoy3uegq (9661 v 12 LD “1sa1
2q 01 pa1dadxy ‘00T ANADISUDS  21BINIL %HT %L8 L'LL %8°L1) ¢IT Aq J-III-INSA w0y 3187y ‘puerrey ], [unden() ¢z [eIUSW BNYD
1591 UTRWOP-TINA
SINIWWOD ADVdNDOV SAVAX ATVWAAL A9V ~ SLNVJIDILIVdI VILNAWAQ ONILLAS X4LNNOD (arva T00L
DILSONOVIA ‘NOILYDONAdA % NVEAW 40 YEIWAN ‘940HLAV)
JIIWAN
Adanls

salpn)s (3auajendld 1aybiy) d1ulp — sbuias uoleINPI-MO| Ul palepl|en sjoo} bujuaalds jo Alewwns -z ajqeL

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms

. https://doi.org/10.1017/51041610216001976



907

Review of low-literacy cognitive screening tools

uorssaxdap
9I9A3S
papnpul  ¢'09 Adyroads
‘selq  ‘¢'y8 AIanisuos
wnaoads — uoneonpa
S$SI[ OTUI[D 1L Koyoads o1uIp e
Jo seapuane ‘08 A&11AnISuas uoneonpa (enuowap BIIUAUIAP orneryoAsd (8661 ¥2/cC P2 ou
SAUNDISUOT)  — UONBINPa ON ou %%'9¢ %69  8¢'69 0L) 11¢ 01-adI Jweneding  ueqin Tzeig ‘epW[Y) T 02/61 ASWIN
1usurIredunt
K108U3s Arewnad ueyl ID pa1oadsns
Jo siseq $S31 % 0°9¢ s1s130[oInau s (110 (LOW) 183L
Uo IpN[OXd 06°0 foyads £91RIAI[I (eiep 219[dwod  snsudsUOd AqQ  d1ed Ayewnad UIYINOS v 12 OpIeJ UoneIdNy
oupig  ‘6L0 AAnIsudg %YYL %L'CTL cL 6€1) 96T YL AIFINSA  Wox S[e113Joy ‘uredg  -01dUIRD) B Lrowo
UdAI3
10U J1BIII
J0J AIIATIISUDS
d1eredass BIIUSWAP (L00T v 12
ordures 9°'¢g LAoyoads %% 01 SOTuIyd Z3youesg
wopuey P8 MIANISUSG NI %9°CH  %L9G  L99L ‘passasse T YL AI-WSQ ~ 2T8d Arewuii  ueqin ‘uredg soeq) 9¢ 18910104
uoneonpa
¥6'0 DNV [etturr (z102
€L8°0 £oygroads %67 (enuawap gz 1 ddo  snusd-nmnuw v 32 Op1RJ
‘88 AMANISUDS  PIBIAMMN %L %G9S 69'CL  TOW90T) 685 VL AI-IWSA £3o10moN ‘uredg  -orouIED) CT 18910107
IDIW S[OI1U0D
uoneonpa 107 (uredg) [BuLIOU
(IOW/enuaw [etururur BLISILID P9PPE 0L
-9p) 66°0 DNV /AUoU % 1H BIIUSWOP snsuasuod  snid syusned (L00T
‘06 Amoyroads £S91BIIL ¢6 ‘IDW UoI83SAY ado v 12 OpIRJ
‘88 A1AnIsusg %9°'IT  %I'19 VL 8¢ ‘IDou Gz VL AIF'INSA £3oromoN  ueqin ‘uredg  -orUIED) TT 18910107
Juduredur
AI0SU3S Arewnid ueyy 1D paioadsns
Jo siseq SS3] 9%, 0°9¢ s1s13o[oInau qum (e110C
uo 9pn[Oxd L6 Krmoyroads £91RIAII (eiep 219[dwod  snsUASUOd AqQ  d1ed Ayewrad UIINOS v 12 OpIed
lou pia P L AIANISUSg %YYL %L'CTL cL 6€1) 96T YL AI-INSA WOy S[e113Joy ‘uredg  -0IdUIRD) FT  LT/9T 1591010
SINIWWOD X0V¥ND0V SYVAA ATVWEL 29V  SLNVJIDILYVd VILNAWAd ONILLAS X41INNOD (arva T00L
DILSONOVIA ‘NOILYDONAA % NVAW 40 YEIWAN ‘40HLAV)
JIIWAN
Aanils

panupuo) "z 3jqel

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms

. https://doi.org/10.1017/51041610216001976



S.-M. Paddick et al.

908

68¢
Jo orduwres uoneonpa
Arewnad [ewruru (enuswop (CALY4
Jo B1ep %67 P11 TOW €0T) ddO  °Auss-nnu “p 32 OpIRq
orydesSowa(q 760 DNV IBINMI %L  %S9S  69°CTL [B101 68G/8LS UL AI'INSA A3o101maN ‘uredg  -orouIeD) G AdoULN[] [BQIA
9260 DNV
ID 0] L% Aroyads
o[dwresiano;  ‘0°ze ANANISUIS
‘o dwes -V '68°0 DNV
UAMUIAU0D ‘¢ g/, K&1royroads MITATIUT orurd (100T v 12 (so1eIoI
A1) €L°6Q A1ADISUSS (ennuoWdp  PIsIpIBpURBIS [eorpawt BIS9[S] B[ 9p  10J § ‘¢ 1urtod
‘SuoIsN[oXa ON — Q1BIAIL IBIN %C'S9  %L'99 SvL %¢T) ST -01-dOIl [BISURD) uredg  zoupaey) ¢¢  IM0) OSWAS
VA 103
NHAIV AV
101 vaav
S1BINTL -SADONIN [eydsoy
Jrdwres ‘s1s130[0INJU Suryoen (Qouraoad
Apqesip Jlouym %61 ©) oml 01 payoelne padoraadp 2T 21BI]
10 BIUWP ‘uoneonp? %% 0F SNSUISU0d orurd SS9, 0T 1.1
1A3s 8% F8 Auoyroads uedwW P) (enuowdp  Aq sisouSeIp 1usnedino -oouraoxd (€002 3souIyd
popnpxy  €L8°'¢g Aanisuag  Josiedk 99'F  %6°6F  £TOL €6) 0L 831U OIELIDD  UBIX BUID v 10 nX) CF HSWIN
warqoad
A308U3s
919498
JO JUBWLIOUL 1'69 Ar1oygrads
ou PapNIXg g/, fanisuas uonesnpa
'Serq — uoneonpa JO s1eok
wnnoads  f6'¢ AYads 71 %9% orurd (9002 (mpa
SS3] ‘G ¢/ AIAnISUdsS 18I [e101 BLUIWIP 1usnedino ‘SBIOA puB ou 61/81 P2
9AIMOISUOD  — UOHEONPS ON %¥'9C  %9'IL €L €0¢ ‘BnUdUIdp/gL AIFINSA JLNELRD Trzeig odusamoT) 0¢  HT/cCT ASWN
Ioyne
woIj 110400
pa1eonpo 68°0 D1V~ UOHNEONps Jo (enuawap gg) (¢102
JIOMO] ‘9g A1oyoads  sieak > 081 081 ‘(enuowap v 12 OpIeJ SI/L1
103 s1nsay ‘68 ANADISUDS  IBIANM %E'8  %8'0L  8°0L %6%) L0V  IL AI'INSA 9180 Arewnii  ueqin ‘uredg  -owuwieD) 91 D HSWW
SLNEWWOD A0VdNdOV SYVEX ATVWHA 9V  SLNVJIDILYVd VILNAWAd ONILLES X¥LNNOD (aiva T00L
DILSONOVIA ‘NOILYDNAdA % NVIAW 40 YEIWAN ‘YO0HLAV)
JIIWAN
xanis

panunuo) -z ajqer

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms

. https://doi.org/10.1017/51041610216001976



909

Review of low-literacy cognitive screening tools

uauntedop 1uaned Mo :qJQ TONUOD BIANIL D) 210N

RIEHE
(d19m SIIPIOSIP
S[BWIUB) BLISILID [eI01ARYDq
uoneonpa (soureu uoneonpa SNSUISU0D pue
s dA) 06°0 [ewr10] ((%2°00) €< 49 IO 24nIU300,,
Pa1BIO0SSB DOV (speuarue ou 9% L% IDW “(%L°1€) ‘BUSWdP  JO S99pUdB (800T “v 12 AA [ewuy
lou sowred JA dA) 88°0 DNV IBIN %66 %T LS 9'CL €8 BOUIWAD) 97T AIF'INSd  9ANND9sUODH uredg  BIZ-79BS) G¢ A dNUBWIDS
BIUIUWIOP
%CCe
{pazAeue elep adAigns oN
— uoneonpa *STISUISUO0D
JuauLreduar uoneonpa ou $S9] 10 1s13o10yoAsd (6002
K10suas 112/81L $S9] SIBXA § (M [T -0INaU pue ‘oduaImno]
1UBOYIUSIS 0'¢9 Qaoyads 10 uoneonpa ¢(e1ep 9191dwod UBIOLIBLING oruroArod pue oy  ¢/¢ 3urod no
popnpxyg  ‘c'09 Laogoads  JosIBAF IV %STL 8'CL £62) 90¢ AIFINSA ddo  ueqin qzeig 0IRQRY) ¢ [[8931 S00-TUIjy
doueurrojrad uoneonpa
1891 103)J8 [BWLIO) OU *S[OIIU0D
01 A1 (%g'S) 91 I391UN]0A
Jusurredur ‘(s18ak 01>) [euonippe
J9Y10 10 (%6°7S) uoneodnpa mnq
oneIydAsd 19T ‘s1edk JO sieoh > SNISUISUOD f9ATINOISUO0D
‘Arosuas ‘766 Loyroads g uoneonpa GG (enudWwop £q enyudWAP ot (z102T “I0 22
PIpPNPXE  FG6 ANADISULg UBSIN  %FL¥ £'89 S9) $0¢ AI-IWSA A30[0INON]  eIPUJ ‘B[BISY  3SAYSIOA) ¥ G JJO N0 STIN
1831, urswo(J J[3uIS
Judurredur
AJ0SUas
1UedYIUSIS ¢6'0 DNV
pue wnupp - ‘198 AoyIoads erpur  (600C v %@
popnpPXy  PH6 ANANISUSS  IBISN §°LE ¢Ty €S’ 1L (BRUSWSD 07) 06 AI'INSA AdO ynoS I0[PA &s1uels) 6¢ d-dISA
SINAWWOD ADViNOOV SYVAX ATVIWNAL 49V  SLNVJIDILIVd VILNAWAd ONILLAS XA4INNOD (aiva T00L
DILSONOVIA ‘NOILYDNAdA % NVIAW 40 YEIWAN ‘YO0HLAV)
JIIWAN
Xxankts

panunuo) -z ajqer

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms

. https://doi.org/10.1017/51041610216001976



910 S.-M. Paddick et al.

BIUWAP
opnjoxa
01 PIssIsse
sjonuoD (enuawap (%002
JusuLredun ON)  (ON)  %0¢ ‘enuausp ou) ddO ‘sorq
A10sUs 96°0 DNV SIBIDUIL  %9°9G 8L ou o¢ ‘(p—¢ (enuawop) (ueqin) -0I01UO
pawaarooun  €28°( Aoyroads (ON) 0¢/01 ‘(@ ‘@ YD) enuswdp BIUIWP oI uIdYINOS pue opieJ €T
PapnpPXy ‘6" ANADISUIS ‘(@ 0€/8  %E€ 6°¢L PIIW 0€ ‘09 AIFINSA Istreroads ‘uredg  -omuUIRD) O] IO IS0y
98°0 DNV
‘%8 Loyroads
€11 A1AnISUSS
— uoneonp?
Jo s1eah 9 ueyl
alow {60 DNV
‘98 Aoyroads (Q) s1eahk
‘gL RAnIsuds ¢'¢ ‘ON)
S[BLI9JI — uonednpd sIBA ¢'¢ 0 pue
[[B PaUdaI0s Jo s1eak — uoneonpa ¢Z1 9an (£49) 0¢/92
A 01 T F60° DNV ueaw (@ aw) papnpout orurp (£e-1) 0¢/ve
steaddy "¢°0 ‘66 A10yroads reIdMl  HL/SGS T°L9 Auo vV  ASojonauyour (¢roc  (TID og/eT
AAD/TIOW ‘I8 AanIsuos @wLLe  ‘ON)  ‘(OND @aw) -SADONIN -1e1193 “p 32 ZIPILK LSOO 1831
papn[oxy -l ‘(OND #11/IT  H11/0S 6'%9 A VL ONVII 4q av wwenedinQ Aoyany,  -uedeqeq) ¢ 91BIS 2ANIUTOD
Q11U [BIO0S
6.0 A1og1oads SIBIA (enuawop S[O1IUO0D
€8°0 Aanisuss ¥ uoneonpa paiels ou ¢¢ {(AV 6¢) Bnuawep /Ao Suoyy (8661
‘v qurod 1nD UBO 10N L'G/ BOUdWRP ¢C) 901 AIFINS dmenRdoydssg  Suoy ‘eury) v 12 we]) 9g Yo0[D
Juourreduur
A30suas S1s ATuo
pue cIAD pauygop-jas D) JjeIOpPOW siuedronied
BOUSWOP 6¢8°0 DNV uoneonps L6°LL /PIua av [ ‘o
A1A3s  ‘ggg Amoyroads [BULIO} OU ‘‘av) S[O1IU0D 10} vIAV OL1BLId3 (1102 “0 22
papnpxyg  ‘L'99 AIAnISuUdg  QIBIANI[IV %L TL 8¢C08 0% ‘av 99 -SADNIN juoneding  ueqin ‘zeig uerweyeldy) g AO01D
$1S91 UTBWOP-TNA
SINIWWOD A0VYNDOV SYVAA ATVWAA a9V LNVJIDILYVd VILNAWAd ONILLES X41INNOD (arva 1001
DILSONODVIA ‘NOILYONdH %  NVAW 40 YEIWAN ‘940HLAVY)
YHIWAN
Xxanuis

S31PNJS |0J3U0I—3seI — SBUI}IAS UOI}RINPI-MO| Ul pajepljeA sjoo} buiuaalds jo Alewwns “€ ajqel

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms

. https://doi.org/10.1017/51041610216001976



m

Review of low-literacy cognitive screening tools

Juduraredur
AI0suas 31s pauygop-jas Aruo
pPUE CIAD pue (o)) dleropowr syuedonied
BlULWP €16°0 DNV uonesnps L6°LL /Pl Qv [e o1
d1oA3s €Lz Koyroads [eurI0} OUu ‘«av) %¢9 S[0IIU0D 10] VIAV o1neras (110Z “0 22 3o -mo
popnoxy ‘C6 AMANISUSS  VIBINIY  %L'IL 8¢C°08 0% ‘av 99 -SAONIN Juwoneding ueqin zeig uenweyeidy) ¢ ¢LT ASWW
dado
A3oroinau
Ul passasse
%06 9180
‘(syuonied av Arewrrad
udAI3 (ON) Jo sasnods) 10} vIAV woxy €Z Jo-Ind
86 Aaroyroads 10U c9CL BOUSUWSP ~SAONIN S[eLIJI (0002 “v 22 ESWH)
b6 AMANISUSS SV onex, ] (Q) 86°CL ou 0¢ AV 05 AIFIWNS  ‘QArunuwwo)  [eIni 92910 De[osT) ¢ ASWWN IPUTH
1€6°0 DNV C8 (@
Loyroads ‘16 %L°6C SI91Ud0 Aep
Auo o Aanisuss —YQ ON (09ao) BULWRP
pue 1 4AD ‘696'0 DOV ‘06  UOnEonpa ou €9L (ON) BOUIWIP ou BOUIWIP ‘(OND LIA 1€ 9L
-ordues foygads ‘¢ (AN Se1/Sh ‘(@ €SGL ce1 (r4ao) sisouSerp $191U90 (600T 1831 AyoUdW
DULUAUOY  ANADISUIS — YT, ‘(@ Le/Le oL (@ Th6L BIOUSWOP LG [eoluD  Amunwwon BUIUD ‘SunyD) LT -19(qo @ INA
(aro0z
JusurIredunt ON) ‘soryg
£10suoas 760 ONV S1BIME %99S (ON) -OJ01uOW
210438 “0g8°( A1oyroads (@ og/ot ‘(@ 8'¢cL %0G ‘S[0T1U0d pue opreq
PIPNPXE  ‘¢6’0 ANAnISUdS (@ 0g/8  %ee9 () L6'EL 0 BNUAWRD 0¢ YL AI-IWSA OMUI[d yoIeasay ueqin ‘uredg -0IauIRD) 6 18310104
SINIWWOD A0V4NOOV SYVIA FTVWHA a9V LNVJIDILYVI VILNEWIA ONILLES X41INNOD (aLva T00L
DILSONOVIA ‘NOILVONAd % NVAW 40 YHdWAN ‘90HLAV)
YHIWAN
xanis

panunuo) °€ ajqeL

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms

. https://doi.org/10.1017/51041610216001976



912 S.-M. Paddick et al.

selq
wnanoads Jyeis
‘sarpnis ‘soAnIB[I
uerzerg ‘AdO sI_yIo
Idy310 ur Q1BId[I ‘ordwies
UBT[] 21BIII 891/2L Q0UITUIAUOD
103 Jjo-1mno 666'0 DNV ‘uoneonpa %L 91 ‘syuaried
Iy ‘z8 fpyads uBowWw (enuowap BOULIWP oI 10T “v 22 Q1BISL [C
A[padTeN ‘€6 AAnIsusg Josteak g7y %S9 9°0L 291) 896 AI'INSA £3o[omaN  ueQIn TiZeIg UUBYYOOY) CT JJO-1N0 HSIWIN
BIIUIWAP
opnjoxa
01 PIssasse
sjonuoD (ennuowap (87002
“Jusuireduut ON (ON) %0¢ ‘BIUSWAp ou) ddo ‘sory
£10sU3s 68°0 DNV S1BINL  9%9°9G 8'¢cL ou 0¢ (¥—¢ (enuawap) (ueqn) -0I01UO
pa1daIodun  ‘06°0 Aroyroads (DN 0€/01 ‘(@ ‘(@ J9ao) enuawdp Bnuawep oI UI2yInos pue opIed ¢ 3o-mpH
popnoxy ‘L9 Aanisuag (@ 0e/8  %E'€9 6'¢cL PIIW 0€ 09 AIFINSAd 1s1[e1dadg ‘uredg  -o1duIED) 01 HSIWW
S[OJIU0D
uoneonpa
0] 8T ‘WP
uoneonpa
MO[ 6°LT
‘uoneonpa
mo/ysy
ud9M1dq ATuo oI
ASIWIN (ON) dleIdpowt Aneryohsd
UBIpaw 6¢6°0 DNV uoneonps  9%¢ 8L (ON) /prud [o18asax
UL 90URIJIP  ‘¢'16 AIoyroads Jo sreak ‘(@ 8'89 %6¢ ‘s[onuod  Y-III-INSA  Pue oImerad (c00T “v 22 ve/ee
1uedYIusIs ON ‘08 Aanisusg 70 9L/SY  %E€S ‘A6'EL 9F ‘BRUIWID O¢ 01-ddI jwonedinQ  ueqin ‘[izelg dluewEISNg) 9 JJo-INd HSWIW
ATuo oI
papuIq d1om (ON) ON) dleIdpowr Aneryohsd
SIUSUISSISSB 1¥6°0 DNV %L 6L 6269 /Pl {18383l
©oidwes ‘0 gL Aoyroads ) ‘(@ ‘(@ %9¢ S[onuod  J-III-IWSA  Pue JLIeLIas (600¢ “v 22 9z Ijo
DUIAMULAUOD  T'H6 AANISWS 6% (A ¥¥'S  %6'CS L'€L 6 TBnUdWSP p¢ 01-ddI jwoneding  ueqn Tzeig oumog) ¢ D HSWIN
SLINAWWOD ADViNOOV SYVAX ATVWAA a0V LNVJIDILIVd VILNAWAd ONILLES XA41INNOD (aiva T00L
DILSONOVIA ‘NOILYONAd %  NVAW 40 YHIWAN ‘940HLNV)
JIIWAN
xanis

panunuo) °€ ajqeL

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms

. https://doi.org/10.1017/51041610216001976



913

Review of low-literacy cognitive screening tools

BIIUSUWIAP
opnjoxa
0] passasse
sjonuo) BIUIWP (ennuowap (%002
“Juawredu ON) (OND ou o¢ “(7—¢ ou) Ado ‘sorg 0¢ Jo-1mpH
AI08U3s 86°0 DNV Q1BIDNI  9%0°9¢ 8¢l YD) enusawdp (enuowdp)  (ueqain qoid) -0IOJUOW (uaa1os
pa1031100UN ‘00 1£oyoads (ON) 0¢/01 ‘(@ ‘(@ priw o¢ BOUIWIP o UIAYINOS pue opieJ dunurur
papnpxy ‘L8 A1anisusg (@ 0e/8  %E'€9 6'¢cL —swuedonred o9 AI'INSA 1s1[e102ds ‘uredg  -o1aureD) 01 L) WLL
BIIUSWOP
IpNIOX?
01 PIssasse
sjonuoD) BLUSWP (enuawop (%002
“Jusuredu ON) (OND ou o¢ ‘(¢ ou) AdO ‘sorg
AI0SU3S 16'0 DNV QIBIA  9%0°9¢G 8¢l YD) enudwap (enuswidp) (ueqin) -OIOJUOW
pa1091100UN ‘06 Aoyads (DN 0£/01 ‘(@ ‘(@ P o¢ BOUIWIP orurd uIaYIN0S pue opreq L Jo-mD
papnpxy ‘cg Ananisuag ‘(@ 0g/8  %ee9 6'cL —siuedonied 09 A-INSA 1s1[e102dg ‘uredg  -01duIRD) 0T OSWdJS
0’1 0NV
‘001 Aoyroads
‘26 K&1anisuss
— uoneonpa
Jo s1eak
9 UB(l IO
'66°0 DNV
‘66 A110g103ds (@
‘96 A1anIsuas ¢'¢ ‘ON)
— UonoBNp SIBIA ¢°G 0 pue
Apnis JO sieak — uoneonpa (AN (e(0) P2 L +9%e
Jwes o 61 ‘86°0 DNV ugaw (@ aw papnput orur PIAG-T¥e
U vOOW ‘96 A10y103ds f91BIM[E €evL c'L9 Auo Qv  43ojonau/our (¢10C TTII 0¢/¢C
pue 1.S0D ‘L6 A1ANISUDSS @wvLLe  ‘ON ‘ON) %9¢"6¢ {(AV) -SADONIN -1e1193 0 32 ZIP[LX (gsppmy)
P331BPIEA OS[Y - ‘ON) PIT/IC  98°'¢h 679 (@ L (OND ¥I1 4q av 1wenedinQ Aoy,  -uedeqeq) ¢ IFHSWIN
SLNEWWOD ADV¥NOOV SYVEX ATVWHA a0V LNVJdIDILAVd VILNIWAd ONILLAS X¥LNNOD (arva T00L
DILSONOVIA ‘NOILYONdd %  NVEW 40 4EEWAN ‘9O0HLANY)
JIIWAN
xdanis

panunuo) “€ ajqeL

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms

. https://doi.org/10.1017/51041610216001976



914 S.-M. Paddick et al.

$9100s
1uddR(pe
HSIWIW <
pue
9011s pue (10)
uorssaxdop GL6°0 DNV I8
papnoxa €166 Aoygoads ‘1D
S[0IIU0D ‘¢ ¢ AIAISUSS 1G°¢L
BOUSWLp — 9181t ‘I
319438 1L16°0 DNV ‘86 G9'6L
€daD  Auoynads ‘¢ 06 ‘10) %8°SE adfiqns (900z ‘12 g90d-4A
pPopNRXy  ANADISUSS — [V AIBIN C6/0F  %E 9% 0%, ‘(enuawodp $¢) ¢6 AV AI'INSA  Amunwwo) [1ze1g epeyEL) OF [[e3sy
¥16°0 DNV
‘0°08 410yroads
‘T° 66 Aanisuss
— uoneonpa
JO s1BaA ¢—1 uoneonpd Q18I
'2e6'0 DNV Jo sreak (ON) vIav 6 J30o-InD
‘908 Aadyrads  ¢—1(%CT)9% LL -SAONIN oD Louang
‘G'06 Aanisuas 1B ‘av %6'ck (ON) Qv 2Iqeqoid  [ed150[0Inau (Loog “v 12 [eqiea
— 9181 (%ST) 28 %L'EL C'8L LI1 ‘enuswiap 88 [V I-TII-WSA wenedinQ  ueqn Tizelg  [PWeIRD) [ [eo1108318D)
1591 ureWop JSUIg
[0TIU0D—-3SBD (en
se pazAJeue -uouwr
uayl Inq BIIUAUIAP -op
Quouwareduur ou $11/9¢ ou)
Aowowr ‘BrUSWAP S9°89 o (6661
2A109(qns 26 Aoygoads 16/61 ‘(@ BIUSWIP H11 Arowawx 10 32 OpIRd 1891,
TOW Papnpul ‘68 ANMANISUSS  DIBIAN %9T  %SE 99 7'L9 ‘BnuswWdp ou [T AI'INSA /enudwWdQ  ueqm ‘uredg -oruIe)) 8 AsuoWy oy L,
L9670 D0INV 6¢/8¢C
9°'68 f&10y102dg uoneonpa BIUWAP OU Jaleclisels) +ggomurd ueqin (800¢ “v 12 Jo-mH
1'¢6 Ananisusg ou 9%L0S  %¥'LE T'L9 8¢ “enuowap 8¢ AI'INSA Juweneding Iee( ‘Te3susg HINOL) TF [B39UIS JO 13T,
SINEWWOD ADV¥NDOV SYVIA HIVWEAL 49V LNVJIDILYVd VILNEWEAd ONILLES X41INNOD (aiva 1001
DILSONDVIA ‘NOILVONAH % NVIAW 40 JIIWAN ‘940HLNY)
YIIWAN
xanits

panunuo) "€ s|qel

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms

. https://doi.org/10.1017/51041610216001976



915

Review of low-literacy cognitive screening tools

usunedsp 1uaned-1no :gJQ 1erdl]

BIUDWAP T “21BIAI [0TUOD D) ‘BIIUIWIP IBINII (I TOIIUO0D IBINI :TD [[BIT PAAR[IP Y (T [[831 [101 YT, ‘[oNU0d jusned-0) [0IIU0D [BULIOU (DN ‘9SeasIp S IWIYZ[Y (VY 210N

1usurIredunt
KI08U3S
1uBdOYIUSIS pauyap-Jas ATuo
pue ‘clad pue D) dleIdpowr siuedronied
‘BNUIWIP 06L°0 DNV uoneonps L6°LL /P v [Te “orurpo
I0A3s ‘9 (9 Adyroads [eULIO] OU ‘‘av)  %g g9 ‘sjonuod 10} vIAV OL1BLId3 (1102 “0 22 G'L 3o n)
papnpPxy ‘c8 ANAnISUdg DRIV %L TL 8¢C°08 0% ‘av 99 -“SAONIN juoneding  ueqin ‘zerg uerweyeldy) g Aouony [eqiap
Koraauq[t
uontodoad
aa18 10U
S90P "0°1-6°0
AAD sdnoi3
‘enuauwop sdnois yioq y0q
prua 10y s1BIA 3 103 NHAIV ado
pue [eurIou — uoneonpa uaAI3 GlL - -SANIN Ul passasse (¢10T “0 22 alws
papn[oul AJuQ 96L°0 DNV UBIPON JON UBIPSN 8¢I AIFINSA  ‘Aunwwo)  ueqin Tizelg  B[NeJ 9p) 81 uSIsop Youg
$9100s
1uddR(pe
HSWIN <
pue
aons pue (10)
uorssaxdop S¥8°0 DNV G618
papnpoxd ‘L8 Aoy103ds ‘(1
‘S]0IIU0D ‘08 A1ANISUIS — 1G°¢L
BOUSWSP  31BIAINLL ‘62670 ‘@
919498 oNv ‘1'v6 S9°6L
¢4adO  Lwoyoads 718 “(10) adfagns (900T “v 22 AVIAD-AA
popnpPxy  AIANISUSS — [y B G6/0F %€ 9F 0L (enudwap §¢) 66 AV AIFINSA  Amunwwo) [rzerg BpENEL) OF 11839y
SLINIWWOD ADVINDOV SYVAX ATVWAL aov LNVJIDILIVd VILNAWAQ ONILLES XA41INNOD (arva T00L
DILSONOVIA ‘NOILVONAd %  NVAW 40 ¥AIWAN ‘940HLNV)
JIIWAN
xanis

panunuo) € ajqer

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms

. https://doi.org/10.1017/51041610216001976



S.-M. Paddick et al.

916

(3saz0anyg
o[eD  MOU) S * ¥ x x 8 1531 ASUOW
(ySu
-£doo)
merq SaX Riete] LWL * * * * x x x x 42 VOOW
N SO ¥ x 4! LOW
Jred SX x x ¥ x CIZI01 1saj0anyg
1sonbax avdad
N uo x ov -a4a
1sanbax
N uo x x 0%  dgsog-¥a
£doDp SIX x x x x x ST x x x x x x x € LSOO
1sanbax
N uo x O+dx x x 8T S-ISVO
merq SaX 1Ldd x * O+d x 0T ‘€l SW L
saInurwr () [—¢ uoneIn(y
N SIX x x ¥ Cx * * x x (5130400 7) 6¢ d-dISA
N S x [ JA
N SaX x 8I1%¥ arLs
UOISSIULID ]
A x x x x €€ ‘el OSWdS
N é x O+dx x 44 SINd
(pasuad1r)
merq SoX 1ddo x x Iz SoD-TurN
N SK * * Ot x 9ECIFI‘TIG 1891030
meIq SOk . ¥ 1€ ‘9z ¢ Lao
saInurw ¢> uoneIn
SWHLI ¢dsn DTVO  VISONDVY SIXVId Xd0D 49 dA LOvVylsav NAL (aovis NOILI OSNIWVN  TIvOodyd XJOWHW NOILVIL NOILVY NOILVL SAIANLS 1sdal
LNIANddgd Ol g3¥d TVNOILVAAI ¥IHLO -11am ‘ON) -18d9% WYEL ALOWHY -NEONOD -1SIDEY  -NAI¥O
SNITOOHDOS NEY aNVWWOO -140HS aNV NOIL
-0ds -NELLV
avn
-ONVT
SEILITVOILOVId TVILVASONSIA /TIVLAIIVd 29071 TVINO¥A /I8 ADVAONVT AYOWEW NOILNZLLY

MB3IA3J Y} Ul papn|aul s3$3) SAIIUBOI JO saisuapeIey) v 3jqel

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms

. https://doi.org/10.1017/51041610216001976



917

tools

Ive screening

it

Review of low-literacy cogn

*3UL100S UT 9109S 1531 YO0[0 AYI 10U ‘SUIAII [[BI21 PUB UONBISISAI sapnjoul ATuo 3[onie SoD-Turpy oyl gN 1B3[oUN ¢ ‘paisal Urewop :y (M) 1591 UONEII[E AIOUWW JUWNIISUL

Suruoaros sanIIqe 2ANIUS0d ISV 1591 UONBIIUIOUOD) AJOWDA Y10y PIssII :DWI-G 1S, ATowd|y 102(q0 PN :HWO] ‘UONBUTWEXF SN1BIS [BIUSN-TUTN :HSIWN ‘U2210G 2anrusoD)

TUTA :80D-TUTA 1591 USISap Yous ;LS (UOISIdA 1I0YS) JUSWNIISUI SUITUIIIOS SINI[IQR JANTUS0D :S-ISYD 1891 91B1S 2ANIUT0D :[.SOD IUIWSSISSY dANMUS0D) [BONUOW ‘YDOW “2areuuonsanb
snje1s [eludwW 91qe110d 110Ys :QSWS ‘Soue3aT op BANIUSOD) BQaNIJ D J ‘UII0S NUIW UIAIS :SIAL “(8ULI00s uswnyg) 1891 SUIMBIP Y000 : D ‘(Sur100s pue[ayIng) 1831 SUIMBIP YO0[d

1 LAD uawssassy 2anuSoD) snoudSipu Aroquury] (YD (WI0] 110Ys) 1UWSSISSY 2ANTUS0D) 1udpuadapu] A0BINrT YD T-S “IUSNEJ-BNUIWR(J 10] JUdwnIIsu] Suruddidg I10[[RA ‘{d-AISA
1S3, [BIUSN B[NYD : LD O[BdS BnuUdW(J eme3aseH :SAH ‘(purwitaod) 38e1s 1S 1591 SUIMBIP YOO : (D 1531 Sunyeuw 181l : LINLL ‘([[8d31) PaAR[Ap :[2(T ‘(J[B231) pand pue 331j :D) + 910N

[eSousg
oD S x x * x x * x x x 154 JoasaL
S¥ LE0ESTHT
MBIp O[8D ON x x x S€ x x x * x * x OT°eT9°C e T HSWIW
N S x x x THix x Otd » * x 8¢ ‘6T VO
ESWIN
Eite) uo paseq) ¢ x x * x * x 44 SAH
"ESWIN
£doD uo paseq) ¢ x x x x x x * x x x €V ¥¢ ASWIW -H
ra
N ON x O+d » x LI HNOA
N SX x * Cx x x x x * x €C IO
merq S9X x x * x * x x x LT ISVO
N SIX x x x x x ¢c OWI¥-4
samnurw (4) ¢1—Q[ uonein
QUON SO X " ¥ x x [ T10d
SWHLI ¢dsn DIVD  VISONOY SIXVid Xd0D aq 4A LOVEISEV NdL (aovLs NOILI OSNIWVN T1vOdy XdOWAW NOILVNL NOILVN NOILVL sg1anis 1sdal
LNAANEAd Ol aayd TYNOILVEQI YAHLO -LIaM ‘ON)  -laddad wadL F1OWAY -NAONOO -LSIDAY -NHAINO
ONITOOHOS NEX ANVWWOD -LY0HS ANV NOIL
-0ds -NELLY
aovn
-ONVT
SHILITVOILOVAd TVILVASONSIA /TVLATEVA 44071 TVINO¥A /49 ADVNONVT XAIOWEW NOILNALLY

panuiuo) " 3jqeL

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms

. https://doi.org/10.1017/51041610216001976



918 S.-M. Paddick et al.

Cognitive screening tools validated in low-education settings worldwide
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Figure 2. Map of good and fair quality low-literacy screening tool validation studies.

different cognitive tests (including two cultural
adaptations of the MMSE) over 15 studies. The
majority of studies took place in Brazil. Other
studies were located in Spain, Greece, China,
Korea, Hong Kong, Senegal, and Turkey.

Sample size in these studies ranged from 60
to 968 with most studies including around 200
participants. Dementia prevalence ranged from
16.75 to 63%, with most studies aiming to include
50% of participants with dementia and 50% control
participants. Two studies employed consecutive
sampling, but subsequently included only nor-
mal controls and individuals with mild/moderate
dementia in the analysis. All but two took
place in clinic/high prevalence settings, and the
majority utilized NINCDS-ADRA criteria for AD
alongside DSM-III or DSM-IV dementia criteria
with some studies only including patients with
AD dementia. Sensitivity and specificity for each
included screening test are summarized in Table 3.

Quality assessment

A total of 24 of the 45 included studies were of
good or fair quality, see Table 5. Of those rated
as being of poorer quality, a significant number
(15) wutilized a case—control design. Additional
spectrum bias was evident amongst case—control
studies with most including only individuals
with mild dementia alongside healthy controls.
Six cross-sectional studies were found to have
inadequate blinding procedures in administration

of the index screening test, or gold standard
reference diagnosis or screening tests applied
to persons with established diagnoses. Most
community studies used population samples from
cross-sectional or longitudinal studies. Others
utilized cluster sampling or a stratified sample from
two stage community-based studies. Two studies
oversampled for cognitive impairment resulting in
potential spectrum bias. The majority of clinic-
based studies sampled consecutive or randomized
referrals (eight studies) (Almeida, 1998; Xu et al.,
2003; Carnero-Pardo et al., 2006; Baos Sanchez
et al., 2007; Saez-Zea et al., 2008; Carnero-
Pardo et al., 2011b; Carnero-Pardo ez al., 2012).
Others utilized convenience sampling (Lourengo
et al., 2008; Ribeiro Filho and Lourengo, 2009),
oversampled for cognitive impairment (Martinez de
la Iglesia ez al., 2001) or supplemented additional
unimpaired controls (Carnero Pardo er al., 2007;
Verghese et al., 2012). Generalizability of both
community and clinic-based studies was limited by
exclusion of individuals with “severe” (De Yebenes
et al., 2003; Del Ser et al., 2006; Louren¢co and
Veras, 2006; Stanley ez al., 2009) or “significant”
sensory impairment (Stanley er al., 2009) and
neurological or psychiatric disorders (Stanley ez al.,
2009; Lu et al., 2011; Verghese et al., 2012).

Three studies provided insufficient information
about study design most commonly in the domain
of patient flow and timing; these were rated “fair”
if no information in the manuscript led reviewers to
suspect serious methodological flaws.

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms
. https://doi.org/10.1017/51041610216001976



Meta-analyses

Studies were excluded from meta-analyses due to
insufficient quality, as assessed by the QUADAS-
2 tool; all case—control studies were excluded for
this reason. A full description of the reasons for
exclusion from meta-analyses is listed in Table 5.
Four separate meta-analyses were conducted.

COMMUNITY OR LOW PREVALENCE STUDIES
Population and community studies included in the
meta-analysis included twelve cohorts from eleven
primary studies with a total of 15,939 participants
of whom 1,376 were diagnosed with dementia
(8.6%). Screening tests included variations of the
MMSE (four cohorts), and single studies of the
HDS, KICA, MOCA, CASI, 7MS, B-IMC, PCL,
and VSID-P. All are multi-domain cognitive tests.
One community study of a single-domain test
(Stick design, Nigeria) was excluded from the
meta-analysis after failing to meet the QUADAS-2
quality standard as the screening test formed part
of the diagnostic assessment. Two other studies
where participants were oversampled for cognitive
impairment were considered more appropriately
analyzed with high prevalence studies.

There was non-significant heterogeneity
between studies when measured by Cochran’s
Q: (17.704 (11 df, p = 0.089)), but moderate
heterogeneity when measured with Higgins’ 12, a
measure of the percentage of total variability due
to between studies variability (37.9%).

Combined data in a bivariate random-effects
model resulted in a sensitivity estimate of 0.869
(95% CI = 0.791-0.921) and specificity of 0.886
(0.823-0.923). The combined DOR for the model
was 50.529 and a HSROC was plotted with
an AUC of 0.937and partial AUC (restricted to
observed FPRs and normalized) of 0.901, see
Figure 3. The most accurate screening tests were
7TMS, PCL, and KICA-Cog in Australia. The least
accurate were the Hindi MMSE and VSID-P,
although the VSID is designed to be used alongside
an informant history.

HIGHER PREVALENCE OR CLINIC-BASED
STUDIES

A total of 13 clinic-based or higher prevalence
primary studies including 17 validation cohorts
were suitable for inclusion in meta-analysis. Other
studies were excluded where low-literacy data
could not be extracted or supplied by study
authors. Higher prevalence studies included 3,487
individuals of whom 899 were diagnosed with
dementia (25.8%). Tests evaluated were the
Spanish MMSE (MEC) (two studies) Chinese
MMSE, Brazilian MMSE (two studies) the VSID-

Review of low-literacy cognitive screening tools 919

P, KICA-Cog (two studies), CASI (2 cohorts from
one study), Fototest (two studies), Eurotest, PMIS,
MAT, CMT, and SPMSQ.

There was little heterogeneity between studies
(Cochran’s Q: 16.235; p = 0.437, I? 1.449%).

Pooled sensitivity was estimated at sensitivity
of 0.845 (0.817-0.869) and specificity of 0.847
(0.805-0.882). The combined DOR was 35.681
and the HSROC resulted in an AUC of 0.881
(partial AUC 0.843). The least accurate test was
the Brazilian MMSE, and the most accurate were
the CMT and PMIS in Thailand and India albeit
with wide confidence intervals. All are multi-
domain tests with the exception of the PMIS, which
is a picture-based recall test.

STUDIES OF ILLITERATE INDIVIDUALS
Studies including only illiterate individuals or
where data for illiterate individuals could be extrac-
ted included 2,098 individuals (392 with dementia)
across seven primary studies. These included three
clinic-based studies, three community studies, and
one combining memory clinic and population study
participants. Screening tests were all multi-domain
and included Brazilian and Chinese variants of
the MMSE, the KICA (Aboriginal population
in Australia), the SPMSQ (Spain), the CASI
(China),and the BR-IMC (China). One large study
of the MOCA was excluded as diagnostic accuracy
data for illiterate individuals related to cognitive
impairment rather than dementia. Similarly, studies
of insufficient quality on the QUADAS-2 were also
excluded, a large proportion of those identified.
There was little heterogeneity between studies
(Cochran’s Q: 6.734; p = 0.346, I’ —10.9%).
Combined sensitivity estimate was 0.818 (0.769—
0.859) and specificity was 0.801 (0.745-0.848).
The combined diagnostic odds ratio was 18.753
and the HSROC resulted in an AUC of 0.869
(partial AUC 0.812). The least accurate tests were
the Brazilian MMSE and B-IMC in China with
similar performance for the MMSE in another
Brazilian study and for the Chinese MMSE. The
most accurate tests were the KICA-Cog and
SPMSQ.

VALIDATION STUDIES OF THE MMSE

A total of eight primary studies (nine separate
cohorts) validated variants of the MMSE in a low-
education setting. These included MMSE-Brazil,
Hindi MMSE, MMSE-Turkish, Chinese MMSE,
and MMSE Spanish version (MEC). These are
analyzed together because despite cultural and
educational variations, all retain the structure of
the original and cover similar cognitive domains. A
total of 3,559 individuals were included of which
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Figure 3. Results of meta-analysis. Forest plots of diagnostic odds ratio (DOR) and hierarchical summary ROC (HRSROC) curves.

397 had dementia (11.2%). Cut off points for
dementia screening varied widely and ranged from
14 to 20 for those who were illiterate or without
formal education and 17 to 23 in those with at
least one year of education. Most studies utilized
different cut off points for those with and without
formal education.

There was no significant heterogeneity between
studies (Cochran’s Q: 9.894; p 0.273, P
19.147%). Combined sensitivity estimate was
0.828 (0.789-0.862), and specificity was 0.817
(0.717-0.887). The combined DOR was 22.981
and AUC was 0.853 (partial AUC 0.819). The
MMSE demonstrated the most accuracy when
used in low-literacy cohorts in Spain and Brazil,

but performed poorly in some of the lowest literacy
settings in LMICs.

Discussion

The overall diagnostic accuracy of cognitive
screening tests for dementia in low-literacy settings
is similar to that reported in reviews of diagnostic
accuracy in HICs. A meta-analysis of brief cognitive
screening tools for identification of dementia in
HICs reported a pooled sensitivity and specificity
of 72% and 88.2%, respectively, in community
settings (dementia prevalence 16%), 88.9% and
88.4%, respectively, in secondary/specialist care
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(dementia prevalence 28%; Mitchell and Malladi,
2010). In comparison, we calculated a sensitivity
of 86.9% and 84.5% and specificity of 88.6% and
84.7% in community and clinical studies, respect-
ively. Although this degree of accuracy might be
acceptable in a HIC setting, with higher levels of
access to specialist clinicians, in LMIC settings
higher sensitivity and specificity are necessary
to improve dementia case-finding and screening,
especially in primary care or community settings.

In lower prevalence or community studies, the
most accurate tests were the 7MS, PCL, and
KICA-Cog conducted in Spain and Australia, and
in higher prevalence or clinical studies, the most
accurate were the CMT and PMIS. In illiterate
individuals, the best-performing tests were the
KICA-Cog and SPMSQ. In all three settings,
the worst-performing tests were adaptations of the
MMSE, alongside the VSID-P in the community
and the B-IMC in illiterate individuals. However,
the VSID was designed to be utilized alongside an
informant interview, and we have analyzed only the
performance of the cognitive screening tool. No
studies of hospital inpatients were identified that
met our study criteria.

Overall, we found the diagnostic accuracy of
cognitive screening tools to be best in community
or population settings compared to clinic settings.
This may be related to the spectrum of participants
seen. Some community studies excluded individu-
als with significant sensory impairment, which may
have artificially increased the diagnostic accuracy of
the screening test. Clinic-based studies taking place
in geriatric medicine clinics might also be expected
to have a higher proportion of individuals with gen-
eral frailty or medical conditions adversely affecting
performance on a cognitive test. Performance of
screening tools included within these studies is
therefore representative of routine clinical practice
conditions.

Diagnostic accuracy was reasonable (DOR 18,
AUC 0.869) in studies only including illiterate
individuals, although, in general, screening test
performance was lowest in this group. A few
good or fair quality studies were identified in this
group, with a significant proportion utilizing a case—
control design.

Heterogeneity between studies was generally low
to moderate, and highest in community settings.
This may be partially due to the fact that we
selected studies relevant to a specific low-literacy
population only, but is interesting in that these
studies took place in many different geographical
locations and where cultural background would be
likely to differ.

Many briefer screening tools focused on recall
only. Recall is affected early in AD dementia
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but less so in other dementia subtypes. There is
evidence that vascular dementia is more common
in LMIC settings, although overall knowledge of
dementia subtypes in these regions is limited. Tools
focusing on AD-type pathology only may therefore
be of limited utility. Similarly, most good or fair
quality studies did not report or assess for dementia
subtypes, and many case—control studies focused
only on individuals with AD.

Screening tool length was variable, with tests
ranging from 1 to 20 minutes in length. As
expected, longer tests generally assessed a wider
range of cognitive domains. Evidence from HICs
suggests that screening tools should be of 5
minutes duration or less in order to be practical
for use in primary care (Brodaty et al., 2006).
Of the screening tools included in this study,
only the COST, Eurotest, Fototest, and VSID
included most cognitive domains within 4-7
minutes and might therefore have potential for
use in primary care. Of these, only Eurotest and
Fototest have been independently validated, but not
in a substantial low-literacy cohort, independent
validation studies of these tests in low-literacy
LMIC settings have yet to take place. These tests
were also not among the most accurate identified.

In resource-poor settings, cost is also a consider-
ation. The MMSE is subject to license restrictions
and its use now requires payment. Most but not all
of the tests reviewed are in the public domain or
free to use with permission, see Table 4.

A significant proportion of the identified studies
utilized a case—control design, the majority of which
took place in urban clinical settings, frequently
teaching hospitals, and university clinics. These
therefore had limited generalizability. Similarly,
a large number of validation studies initially
identified did not meet our study criteria as
the overall level of education among participants
was relatively high. The majority of these studies
appeared to have been carried out in teaching
hospital clinics and may not be representative of the
older population in these settings.

The majority of screening tools identified in this
study, whether developed for a low-literacy setting
or validation of an established screening tool in a
low-literacy setting, had been validated only once.
Few had an identifiable independent validation
with the exception of the MMSE variations,
Eurotest, Fototest, KICA-Cog, and CASI. Only
for the MMSE, were sufficient studies identified to
separately analyze diagnostic performance.

Performance of the MMSE overall in this review
resulted in a combined sensitivity estimate of 82.8%
and specificity of 81.7%. In comparison, a recent
meta-analysis including 149 studies of the MMSE
reported similar findings with combined sensitivity

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms
. https://doi.org/10.1017/51041610216001976



926 S.-M. Paddick et al.

of 81% and specificity of 89% (Tsoi ez al., 2015).
When compared to other screening tests included
in this review, the MMSE performed poorly as
a screening test for dementia despite inclusion of
culturally relevant adaptations. Better performance
was seen in HIC settings or settings with relatively
higher formal education and worst in those with
the lowest literacy, reflecting the well-evidenced
educational bias of the instrument.

Variations of the MMSE are therefore least likely
to be accurate and should be avoided for dementia
screening in low-literacy settings. Despite this, the
MMSE remains the most widely used dementia
screening test worldwide (Shulman ez al., 2006),
including in low-literacy LMIC settings.

The cut-off values utilized for the MMSE
varied widely. Some studies utilized different cut-
off values for participants with and without formal
education, frequently based on normative data.
Although a bivariate method of meta-analysis takes
threshold effects into account (Reitsma er al.,
2005), the approach of varying screening cut-off
values in different populations has been criticized
for reducing validity and this is also likely to reduce
generalizability to other populations. This approach
is also likely to lead to considerable ceiling effects in
those with better cognitive performance (Kraemer
et al., 1998).

Many screening tests included in this review
were developed both for a low-literacy population
and specific to the cultural and geographical
setting in which the study was carried out.
Examples include the KICA-Cog test developed
for the Aboriginal minority group in Australia,
VSID in India, and Chula Mental Test (CMT)
in Thailand. Therefore, although the CMT
and KICA-Cog were among the best-performing
screening tests, performance cannot be generalized
to, or recommended in other settings. Other tests
are more easily transferable such as the picture
recall tests of the PMIS and Fototest, but these
currently lack independent validation in a low-
literacy cohort in a LMIC.

Limitations

This review assessed cognitive screening in low-
literacy populations regardless of geographical
location. Cultural differences are likely to affect
performance on cognitive testing, and this issue has
not been the focus of this review.

It is possible that other articles meeting our
search criteria exist, but were not identified using
our search criteria if they included a low-literacy
population and did not refer to this in the article
abstract or search terms. Since we also reviewed

reference lists of included studies, articles not
identified are likely to be a few. We only reviewed
articles in English, Spanish, French, Italian, or
Portuguese, and therefore we may have missed
studies published in other languages. Nevertheless,
all articles identified through database search had
an English abstract and were excluded through not
meeting the study criteria. Although we attempted
to contact study authors for additional data, for
many older studies this was not possible and
therefore studies had to be excluded from meta-
analysis. This may have led to bias in the study.

Conclusion

This systematic review and meta-analysis of brief
cognitive screening tools validated in illiterate and
low-literacy settings demonstrated that cognitive
screening tools have a diagnostic accuracy in
low-literacy or illiterate populations similar to
that reported in meta-analyses of screening tool
performance in identification of dementia in higher
literacy settings. This accuracy is likely to be
inadequate to allow accurate case identification by
non-specialists in LMIC settings. Published high
quality studies are few, and few screening tools
have been independently validated in a low-literacy
setting. Differing cut-off values further reduce gen-
eralizability. At present, although existing screening
tools demonstrate reasonably good accuracy in
low-literacy settings, the available evidence is
inadequate to allow recommendation of any one
particular test. We recommend that further high-
quality independent validations of tests designed for
low-literate populations should take place in LMIC
settings in order to establish diagnostic utility in
these settings.

Conflict of interest

None.

Description of authors’ roles

S. Paddick and W. Gray designed the study
and completed data extraction and assessment of
study quality. S. Paddick wrote the first draft
and conducted statistical analysis supervised by W.
Gray. J. Richardson and J. McGuire conducted
and advised on the literature searches. Professor
Walker and C. Dotchin designed the study and
supervised S. Paddick. All co-authors reviewed the
final version of the study prior to publication.

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms
. https://doi.org/10.1017/51041610216001976



References

Almeida, O. P. (1998). Mini exame do estado mental e o
diagnoéstico de deméncia no Brasil. Arg Neuropsiquiarria,
56, 605-612.

Aprahamian, 1., Martinelli, J. E., Cecato, J. and
Yassuda, M. S. (2011). Screening for Alzheimer’s disease
among illiterate elderly: accuracy analysis for multiple
instruments. Journal of Alzheimer’s Disease, 26, 221-229.

Ardila, A. et al. (2010). Illiteracy: the neuropsychology of
cognition without reading. Archives of Clinical
Neuropsychology, 25, 689-712.

Babacan-Yildiz, G. et al. (2013). COST: cognitive state
test, a brief screening battery for Alzheimer disease in
illiterate and literate patients. International Psychogeriatrics,
25, 403-412.

Baiyewu, O. et al. (2005). The stick design test: a new
measure of visuoconstructional ability. Journal of the
Internarional Neuropsychological Society, 11, 598-605.

Baos Sanchez, L., Ruiz Muiioz, M. A., Bernal Lépez,
M. D., Ballester Rodriguez, B. and Angora
Mazuecos, F. (2007). Estudio de la validez del Test de las
Fotos en el cribado de Deterioro Cognitivo en Atencion
Primaria. Revista Clinica de Medicina de Familia, 2, 57-62.

Basic, D. et al. (2009). The validity of the rowland universal
dementia assessment scale (RUDAS) in a multicultural
cohort of community-dwelling older persons with early
dementia. Alzheimer Disease & Associated Disorders, 23,
124-129.

Bottino, C. M. C. et al. (2009). Combined instruments for
the screening of dementia in older people with low
education. Arquivos de Neuro-Psiquiatria, 67, 185-190.

Brodaty, H., Low, L. F., Gibson, L. and Burns, K.
(2006). What is the best dementia screening instrument for
general practitioners to use? American Journal of Geriatric
Psychiatry, 14, 391-400.

Bustamante, S. E. Z. et al. (2003). Instrumentos
combinados na avaliagdo de deméncia em idosos:
resultados preliminares. Arquivos de Neuro-Psiquiatria, 61,
601-606.

Caamano-Isorna, F., Corral, M., Montes-Martinez, A.
and Takkouche, B. (2006). Education and dementia: a
meta-analytic study. Neuroepidemiology, 26, 226-232.

Caramelli, P., Carthery-Goulart, M. T., Porto, C. S.,
Charchat-Fichman, H. and Nitrini, R. (2007).
Category fluency as a screening test for Alzheimer disease
in illiterate and literate patients. Alzheimer Disease &
Associated Disorders, 21, 65—67.
10.1097/WAD.1090b1013e31802f31244f.

Carnero-Pardo, C., Lendinez-Gonzalez, A. and
Navarro-Gonzalez, E. (1999). The coin test. Revue
Neurologique, 29, 801-804.

Carnero-Pardo, C. and Montoro-Rios, M. (2004a).
Evaluacion preliminar de un nuevo test de cribado de
demencia (Eurotest). Revue Neurologique, 38, 201-209.

Carnero-Pardo, C. and Montoro-Rios, M. (2004b). Test
de las fotos. Revue Neurologique, 39, 801-806.

Carnero-Pardo, C., Orduna, I. C., Martinez, B. E.,
Viedma, S. C., Garcia, P. T. and Rodriguez, J. O.
(2013). Efectividad del mini-mental en la deteccion del
deterioro cognitivo en atencidn primaria. Arencion Primaria,
45, 426-433.

Review of low-literacy cognitive screening tools 927

Carnero-Pardo, C., Saez-Zea, C., De la Vega Cotarelo,
R. and Gurpegui, M. (2012). Estudio FOTOTRANS:
estudio multicéntrico sobre la validez del Fototest en
condiciones de practica clinica. Neurologia, 27,

68-75.

Carnero-Pardo, C. et al. (2006). Diagnostic accuracy of the
Eurotest for dementia: a naturalistic, multicenter phase II
study. BMC Neurology, 6, 1.

Carnero Pardo, C. et al. (2007). Diagnostic accuracy of the
phototest for cognitive impairment and dementia].
Neurologia, 22, 860-869.

Carnero-Pardo, C. et al. (2011a). Diagnostic accuracy,
effectiveness and cost for cognitive impairment and
dementia screening of three short cognitive tests applicable
to illiterates. PLoS Omne, 6, €27069.

Carnero-Pardo, C. et al. (2011b). Effectiveness and costs of
phototest in dementia and cognitive impairment screening.
BMC Neurology, 11, 92.

Castro-Caldas, A., Petersson, K. M., Reis, A.,
Stone-Elander, S. and Ingvar, M. (1998). The illiterate
brain. Learning to read and write during childhood
influences the functional organization of the adult brain.
Brain, 121, 1053-1063.

Choi, S. H. et al. (2011). Validation of the literacy
independent cognitive assessment. International
Psychogeriatrics, 23, 593—601.

Chung, J. C. (2009). Clinical validity of Fuld Object Memory
Evaluation to screen for dementia in a Chinese society.
Internarional Journal of Geriatric Psychiatry, 24, 156-162.

Crum, R. M., Anthony, J. C., Bassett, S. S. and Folstein,
M. F. (1993). POpulation-based norms for the
mini-mental state examination by age and educational
level. JAMA, 269, 2386-2391.

de Paula, J. J., Costa, M. V., Bocardi, M. B., Cortezzi,
M., De Moraes, E. N. and Malloy-Diniz, L. F. (2013).
The stick design test on the assessment of older adults with
low formal education: evidences of construct,
criterion-related and ecological validity. International
Psychogeriatrics, 25, 2057-2065.

De Yebenes, M. J., Otero, A., Zunzunegui, M. V.,
Rodriguez-Laso, A., Sanchez-Sanchez, F. and Del
Ser, T. (2003). Validation of a short cognitive tool for the
screening of dementia in elderly people with low
educational level. International Fournal of Geriatric
Psychiatry, 18, 925-936.

Del Ser, T., Sanchez-Sanchez, F., Garcia de Yebenes,
M. J., Otero, A. and Munoz, D. G. (2006). Validation of
the seven-minute screen neurocognitive battery for the
diagnosis of dementia in a spanish population-based
sample. Dementia and Geriatric Cognitive Disorders, 22,
454-464.

Doebler, P. and Holling, H. (2012). Meta-analysis of
diagnostic accuracy with mada. cran.mtu.edu; last accessed
8 February, 2017.

Dua, T. et al. (2011). Evidence-based guidelines for mental,
neurological, and substance use disorders in low-and
middle-income countries: summary of WHO
recommendations. PLoS Medicine, 8, €1001122.

Guerchet, M. et al. (2009). Cognitive impairment and
dementia in elderly people living in rural Benin, West
Africa. Dementia and Geriarric Cognitive Disorders, 27,
34-41.

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms
. https://doi.org/10.1017/51041610216001976



928 S.-M. Paddick et al.

Jin, H. et al. (1989). Cross-cultural studies of dementia:
use of a Chinese version of the blessed-Roth
information-memory-concentration test in a Shanghai
dementia survey. Psychology and aging, 4, 471.

Jitapunkul, S., Lailert, C., Worakul, P., Srikiatkhachorn,
A. and Ebrahim, S. (1996). Chula mental test: a
screening test for elderly people in less developed countries.
International Journal of Geriarric Psychiatry, 11, 715-720.

Keskinoglu, P., Ucku, R., Yener, G., Yaka, E., Kurt, >
and Tunca, Z. (2009). Reliability and validity of revised
Turkish version of mini mental state examination
(rMMSE-T) in community-dwelling educated and
uneducated elderly. Inzernational Journal of Geriatric
Psychiatry, 24, 1242-1250.

Kochhann, R., Varela, J. S., de Macedo Lisboa, C. S. and
Chaves, M. L. F. (2010). The Mini Mental State
Examination. Population, 11, 15.

Kraemer, H. C., Moritz, D. J. and Yesavage, J. (1998).
Adjusting mini-mental state examination scores for age and
educational level to screen for dementia: correcting bias or
reducing validity? International Psychogeriatrics, 10, 43-51.

Lam, L. C. W. et al. (1998). Clock-face drawing, reading
and setting tests in the screening of dementia in Chinese
elderly adults. The Journals of Gerontology Series B:
Psychological Sciences and Social Sciences, 53, P353-P357.

Leeflang, M. M. G., Rutjes, A. W. S., Reitsma, J. B.,
Hooft, L. and Bossuyt, P. M. M. (2013). Variation of a
test’s sensitivity and specificity with disease prevalence.
Canadian Medical Association Journal, 185, E537-E544.

Lin, K. N., Wang, P. N,, Liu, C. Y., Chen, W. T., Lee,

Y. C. and Liu, H. C. (2002). Cutoff scores of the
cognitive abilities screening instrument, Chinese version in
screening of dementia. Dementia and Geriatric Cognitive
Disorders, 14, 176-182.

Liu, H.-C. et al. (1994). Assessing cognitive abilities and
dementia in a predominantly illiterate population of older
individuals in Kinmen. Psychological Medicine, 24, 763—-770.

LoGiudice, D. et al. (2006). Kimberley indigenous cognitive
assessment tool (KICA): development of a cognitive
assessment tool for older indigenous Australians.
International Psychogeriatrics, 18, 269-280.

Lourenco, R. A., Ribeiro-Filho, S. T., Moreira,

I. d. F. H., Paradela, E. M. P. and Miranda, A. S. d.
(2008). The clock drawing test: performance among elderly
with low educational level. Revista Brasileira de Psiquiatria,
30, 309-315.

Lourengo, R. A. and Veras, R. P. (2006). Mini-exame do
estado mental: caracteristicas psicométricas em idosos
ambulatoriais. Revista de Saude Publica, 40, 712-719.

Lu, J. et al. (2011). Montreal cognitive assessment in
detecting cognitive impairment in Chinese elderly
individuals: a population-based study. Fournal of Geriatric
Psychiatry and Neurology, 24, 184-190.

Martinez de la Iglesia, J., DuefiasHerrerob, R., Carmen
Onis Vilchesa, M., Aguado Tabernéa, C., Albert
Colomerc, C. and Luque Luquec, R. (2001).
Adaptacién y validacion al castellano del cuestionario de
Pfeiffer (SPMSQ) para detectar la existencia de deterioro
cognitivo en personas mayores € 65 anos. Medicina Clinica,
117, 129-134.

Meng, X. and D’Arcy, C. (2012). Education and dementia
in the context of the cognitive reserve hypothesis: a

systematic review with meta-analyses and qualitative
analyses. PLoS one, 7, €38268.

Mitchell, A. J. and Malladi, S. (2010). Screening and case
finding tools for the detection of dementia. Part I:
evidence-based meta-analysis of multidomain tests.
American Fournal of Geriatric Psychiatry, 18, 759—-782.

Moher, D., Liberati, A., Tetzlaff, J. and Altman, D. G.
(2009). Preferred reporting items for systematic reviews
and meta-analyses: the PRISMA statement. BM¥ 339,
b2535.

Napon, C., Traore, S., Niakara, A., Ouango, G.,
Ouango, A. and Kabore, J. (2009). Les démences en
Afrique subsaharienne: aspects cliniques et étiologiques en
milieu hospitalier 8 Ouagadougou (Burkina Faso). African
Fournal of Neurological Sciences, 28, 37-43.

Ostrosky-Solis, F., Ardila, A., Rosselli, M.,
Lopez-Arango, G. and Uriel-Mendoza, V. (1998).
Neuropsychological test performance in illiterate subjects.
Avrchives of Clinical Neuropsychology, 13, 645—660.

Paddick, S.-M. et al. (2014). The association between
educational level and dementia in rural Tanzania. Dementia
& Neuropsychologia, 8, 117-125.

Paddick, S. M. et al. (2015). Utility of the mini-mental state
examination (MMSE) for identification of dementia in a
low-literacy setting in rural Tanzania. Age and Ageing, 44,
1i25-1i25.

Pandav, R., Fillenbaum, G., Ratcliff, G., Dodge, H. and
Ganguli, M. (2002). Sensitivity and specificity of cognitive
and functional screening instruments for dementia: the
Indo-US dementia epidemiology study. Journal of the
American Geriatrics Society, 50, 554-561.

Prince, M., Acosta, D., Chiu, H., Scazufca, M. and
Varghese, M. (2003). Dementia diagnosis in developing
countries: a cross-cultural validation study. The Lancet,
361, 909-917.

Prince, M., Bryce, R. and Ferri, C. (2013a). World
Alzheimer Report 201: The Benefits of Early Diagnosis and
Intervention. Alzheimer’s Disease International.

Prince, M., Guerchet, M. and Prina, M. (2013b). Policy
Brief for Heads of Governments. N/A Ed. London:
Alzheimer’s Disease International.

Prince, M. et al. (2011). A brief dementia screener suitable
for use by non-specialists in resource poor settings-the
cross-cultural derivation and validation of the brief
community screening instrument for dementia.
International Journal of Geriatric Psychiairy, 26, 899—

907.

Ramlall, S., Chipps, J., Pillay, B. J. and Bhigjee, A. I.
(2013). Mild cognitive impairment and dementia in a
heterogeneous elderly population: prevalence and risk
profile. African Journal of Psychiatry, 16, 119—135.

Reitsma, J. B., Glas, A. S., Rutjes, A. W., Scholten, R. J.,
Bossuyt, P. M. and Zwinderman, A. H. (2005).
Bivariate analysis of sensitivity and specificity produces
informative summary measures in diagnostic reviews.
Fournal of Clinical Epidemiology, 58, 982—-990.

Ribeiro Filho, S. T. and Lourenco, R. A. (2009). The
performance of the mini-cog in a sample of low educational
level elderly. Dementia & Neuropsychologia, 3, 81-87.

Rosselli, M., Ardila, A. and Rosas, P. (1990).
Neuropsychological assessment in illiterates: II. Language
and praxic abilities. Brain and Cognition, 12, 281-296.

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms
. https://doi.org/10.1017/51041610216001976



Saez-Zea, C., Carnero-Pardo, C. and Gurpegui, M.
(2008). Names of persons: a verbal fluency test without
socioeducational influences. Neurologia, 23, 356—360.

Saxena, S., Thornicroft, G., Knapp, M. and Whiteford,
H. (2007). Resources for mental health: scarcity, inequity,
and inefficiency. The Lancet, 370, 878-889.

Scazufca, M., Almeida, O., Vallada, H., Tasse, W. and
Menezes, P. (2009). Limitations of the Mini-Mental State
Examination for screening dementia in a community with
low socioeconomic status. European Archives of Psychiatry
and Clinical Neuroscience, 259, 8-15.

Shulman, K. 1. et al. (2006). IPA survey of brief cognitive
screening instruments. International Psychogeriatrics, 18,
281-294.

Smith, K. et al. (2009). Assessing cognitive impairment in
Indigenous Australians: re-evaluation of the Kimberley
indigenous cognitive assessment in Western Australia and
the northern territory. Australian Psychologist, 44, 54—61.

Sosa, A. L. et al. (2009). Population normative data for the
10/66 dementia research group cognitive test battery from
Latin America, India and China: a cross-sectional survey.
BMC Neurology, 9, 1.

Stanley, R. et al. (2009). The Vellore screening instruments
and strategies for the diagnosis of dementia in the
community. International Psychogeriatrics, 21, 539—

547.

Takada, L. T. et al. (2006). Comparison between two tests of
delayed recall for the diagnosis of dementia. Arquivos de
Neuro-Psiquiatria, 64, 35-40.

Touré, K. et al. (2008). The test of Senegal: a valid and
reliable screening tool to assess for dementia in a
Senegalese elderly population. African Fournal of
Neurological Sciences, 27, 4.

Review of low-literacy cognitive screening tools 929

Tsai, N. and Gao, Z. X. (1989). Validity of Hasegawa’s
Dementia Scale for screening dementia among aged
Chinese. International Psychogeriatrics, 1, 145-152.

Tsoi, K. F., Chan, J. C., Hirai, H. W., Wong, S. S. and
Kwok, T. Y. (2015). Cognitive tests to detect dementia: a
systematic review and meta-analysis. JAMA Internal
Medicine, 175, 1450-1458.

Tsolaki, M., Iakovidou, V., Navrozidou, H., Aminta, M.,
Pantazi, T. and Kazis, A. (2000). Hindi Mental State
Examination (HMSE) as a screening test for illiterate
demented patients. International Fournal of Geriatric
Psychiatry, 15, 662-664.

UNESCO (2015). Education Data 2015. Quebec, Canada:
UNESCO.

Uwakwe, R. (2000). Psychiatric morbidity in elderly patients
admitted to non-psychiatric wards in a general/teaching
hospital in Nigeria. International Fournal of Geriatric
Psychiarry, 15, 346-354.

Verghese, J. et al. (2012). Picture-based memory impairment
screen for dementia. Fournal of the American Geriatrics
Society, 60, 2116-2120.

Whiting, P. F. et al. (2011). QUADAS-2: a revised tool for
the quality assessment of diagnostic accuracy studies.
Anmnals of Internal Medicine, 155, 529-536.

Xu, G., Meyer, J. S., Huang, Y., Du, F., Chowdhury, M.
and Quach, M. (2003). Adapting Mini-Mental State
Examination for dementia screening among illiterate or
minimally educated elderly Chinese. International Fournal of
Geriatric Psychiatry, 18, 609—-616.

Yusuf, A. J., Baiyewu, O., Sheikh, T. L. and Shehu, A. U.
(2011). Prevalence of dementia and dementia subtypes
among community-dwelling elderly people in northern
Nigeria. International Psychogeriatrics, 23, 379-386.

Downloaded from https:/www.cambridge.org/core. Newcastle University, on 22 May 2017 at 21:43:38, subject to the Cambridge Core terms of use, available at https:/www.cambridge.org/core/terms
. https://doi.org/10.1017/51041610216001976



Identification of dementia in sub-Saharan Africa Doctoral Statement

8. Commentary on Background Paper 1

8.1. Overview and summary

Although the need for culturally appropriate cognitive screening tools designed for low-literacy
settings is well-recognised, few screening tools have been adequately validated. We conducted a
systematic review and meta-analysis of cognitive screening tools for dementia suitable for non-
specialists to use in routine clinical care and of 15-20 minutes duration or less (Background Paper 1).
We were specifically interested in performance in illiterate and low-literate populations which we
defined as having 4 years of education or fewer, as previous evidence suggested this to be the level
at which educational differences had the greatest effect on cognitive performance. The review
followed PRISMA guidelines and studies were quality assessed using the QUADAS-2 tool. We
focussed specifically on cognitive rather than informant or function-based assessments for this

review.

A total of 45 eligible studies were quality assessed. A significant proportion of studies utilised a case
control design, resulting in spectrum bias. Many of these studies were small and took place in
university teaching hospitals in urban centres and therefore have limited generalisability. We elected
to include these studies in the review as this reflected the preliminary nature of the existing

evidence.

A number of cognitive assessment tools developed for use in low-educated and illiterate populations
did not meet our inclusion criteria. These included the Community Screening Instrument for
Dementia (CSI-D) used in the 10/66 protocol. The CSI-D requires an informant, has a duration of over
30 minutes and utilises a computer algorithm for risk stratification therefore cannot be used by non-
specialists. Similarly the Literacy Independent Cognitive Assessment (LICA) and shorter version the S-
LICA were felt to be too complex and/or lengthy for routine use. The Rowland Universal Dementia
Scale (RUDAS) was designed for cross-cultural assessment, but we were unable to identify a low-

literacy validation study.

Studies included in the review are described in Figure 4. Surprisingly, many studies of illiterate and
low-literate populations identified were conducted in rural or minority groups in HIC settings where
older people had previously had difficulties accessing formal education and these may not therefore
be generalizable to LMIC settings due to cultural differences. A number of screening tests were
developed for specific cultural and geographical settings. Examples included the KICA-Cog developed
for the Aboriginal minority group in Australia, VSID in India and Chula Mental Test (CMT) in Thailand.

These tests may also not be generalizable to other settings.
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Few tools were adequately validated with only four identified tests having at least one independent
validation. Despite well evidenced shortcomings, the most validated test was the MMSE, including

cultural variations and translations.

Good or fair quality studies were included in a bivariate random effects diagnostic meta-analysis and
a hierarchical summary receiver operating characteristic (HSROC) curve constructed. The AUROC
was 0.937 for community/low prevalence studies, 0.881 for clinic based/higher prevalence studies

and 0.869 for illiterate populations. For the MMSE and adaptations AUROC was 0.853.

The overall diagnostic accuracy of cognitive screening tests for dementia in low-literacy settings was
similar to that reported in reviews of diagnostic accuracy in HICs. Overall, we found the diagnostic
accuracy of cognitive screening tools to be best in community or population settings compared to
clinic settings, but there was evidence that this might be due to spectrum bias. No studies of hospital
inpatients were identified that met our study criteria. Studies including only illiterate individuals
were of lower quality, and generally had the lowest diagnostic accuracy, but diagnostic accuracy was

reasonable (DOR 18, AUC 0.869). The worst-performing tests included adaptations of the MMSE.

The MMSE remains the most widely used dementia screening test worldwide*!, and has been used
for dementia screening in many hospital-based dementia prevalence studies in SSA. The cut-off
values utilised for the MMSE varied widely. Some studies utilised different cut-off values for
participants with and without formal education, frequently based on normative data. Varying cut-off
values in different populations has been criticised for reducing validity and this is also likely to
reduce generalisability to other populations®. This approach is also likely to lead to considerable

ceiling effects in those with better cognitive performance.

As might be expected, diagnostic accuracy of the MMSE was lowest in those with the lowest literacy.
Performance was similar to that reported in a meta-analysis of 149 studies of the MMSE (combined
sensitivity of 0.81 and specificity of 0.89)'% but an additional consideration in LMIC settings is
shortage of specialist clinicians and therefore screening tools with a higher level of accuracy overall

are needed.

Few screening tools evaluated in low-literacy settings and included in the systematic review covered
the majority of core domains. Those that did cover the majority of domains were not the most
accurate, and many briefer tools focussed on recall only. These might therefore be less useful in

non-AD dementia

Overall we concluded that although a large number of screening tools have been evaluated, studies

of those tools developed for low-literacy settings are generally of poor quality and can generally be
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considered preliminary. Few have independent validation in a low-literacy setting, and others used
a case-control design or internal validation only. Few studies were generalizable to other settings

and many tools that we might have expected to be validated in a low-literacy group in fact had not.
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8.2.  Functional assessment for dementia diagnosis in LMIC settings

In order to make a diagnosis of dementia it is necessary to demonstrate functional impairment
occurring as a consequence of functional impairment. Functional assessment is generally agreed to
include two main elements; activities of daily living (ADLs) and instrumental (or extended) activities
of daily living (IADLs). ADLs are basic self-care activities such as bathing, feeding and dressing
independently and assessment of these is often useful in identifying care needs and dependence.
IADLs are more complex activities generally agreed to be affected earlier in cognitive impairment as

they require more intact neurocognitive abilities to complete.

Assessment of function can be difficult in LMICs where cultural norms and social roles differ. Existing
IADL scales developed in HICs are often inappropriate, particularly where multigenerational living is
common, and older people may not be directly responsible for household tasks measured on
existing scales. Performance on other tasks may be restricted by lack of availability or access to
amenities such as transport, or adherence to traditional gender roles. These issues in functional
assessment are well recognised and have been previously thought to be responsible for falsely low
dementia prevalence rates reported in LMICs, particularly those in SSA. A number of IADL scales
designed for use in LMIC settings have been devised. These are often highly specific to the location
in which they were developed, reflecting cultural differences. No scales suitable for use by non-
specialist clinicians in SSA have been published. The only scale developed in SSA is a clinician-rated
scale based on expert observation and designed to be used in a home-visit context (the Clinician
Home-based Interview to Assess Function, CHIF). This approach is reasonable in areas where
specialist clinicians are available, but this is unlikely to be the case across much of sub-Saharan

Africa, particularly in rural areas.
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Table 3 Functional assessment scales designed for use in low and middle income countries (LMIC)

Author, Year Location, Development Validation Validation Key findings
setting method sample method
Fillenbaum, Kerala, Community Pilot testing Hindi MMSE Cronbach's
1999 (EASI)®* India low- discussion with 100 people,  score <22 alpha =0.82.
literacy elders and health initial Lower scores in
community workers related to validation females, older
usual social roles 387 people people,
and activities of aged 55 illiterate people
the elderly years and and those with
over; mean lower cognitive
age 69.5 function
years
Hendrie, 2006 Nigeria Expert opinion of  Community DSM AUROC 0.925
(CHIF)05 clinicians. Also sample of dementia for dementia
took into account 295
" Blessed Cronbach's
items usually .
. . dementia alpha 0.83
included in
assessments of scale, Correlated with
ADL MMSE.
Blessed DS 0.56
and MMSE 0.44
Jitapunkl, Thailand, Factor analysis of 703 people Agreement  Aim of scale
1994 (Chula community items from the aged 60 with OPCS was to measure
ADL)?0® sample Barthel index and  years and and Barthel disability
Office of over; mean Index. appropriately
Populations age 68 years in local
Censuses and population
Surveys (OPCS)
disability score
Mathuranath, India Development and Validationon DSM AUROC0.97.
2005 (E- memory validation of scale 240 memory dementia Sensitivity
ADL)’ clinic based on Lawton  clinic 0.91, specificity
IADL. Input from attendees 0.99
senior citizens and 135
group and controls from
clinicians on background
suitable IADL population
Senanarong, Thailand, Specialist panel 181 memory  Agreement  Correlation
2003 (THAI- community discussion clinic with Thai with Thai
ADL)08 and attendees; MMSE FAQ, MMSE (r =
specialist mean age 69  Barthel, 0.69), CDR (r =
clinic years CDR 0.81), Barthel

Index (r = 0.80)
and FAQ (r =
0.88)
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Umayal et al
2010

Sri Lanka,
nursing
home
population

Validation of a

modified Blessed

dementia scale

and Bristol ADL.

Scores were
modified by

expert/clinician

opinion

Nursing
home
residents
aged 65
years and
over; mean
age 73 years

Dementia
ICD-10
criteria by
consultant
psychiatrist

Modified
Bristol scale:
AUROC 0.933.
Sensitivity
100%,
specificity
74.2%.

Modified
Blessed scale:
AUROC 0.892.
Sensitivity
100%,
specificity 71%.
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underlying causes of delirium in SSA and compare this with that published in high-income countries in order
to identify knowledge and clinical service gaps, and priorities for further research.

g?l’i‘:;irris' Methods: We performed a narrative review by comprehensively searching the following databases: Medline,
Dementia PsychInfo, Embase and PubMed. Studies published between January 1 1975 and December 31 2013 in all
HIV languages, including the terms ‘delirium’, ‘acute brain syndrome’, ‘organic brain syndrome’, or ‘acute confusion’
Risk factors originating from SSA were included. In addition, reference lists of included articles and online databases of
Stroke African medical literature were hand-searched. We also included case series and case reports due to paucity of
Sub-Saharan Africa publ]shed studies.
Results: We identified a total of 46 relevant studies. Delirium was the main focus of only one cross-sectional study,
whereas most included delirium in studies on neuropsychiatric conditions. Only two studies reported prevalence
in older adults. Most studies reported very low (<2%) delirium prevalence, whereas delirium in psychiatric
inpatient and outpatient settings was higher than expected (18.2%-29.9%). Descriptive studies of ‘bouffee
delirante’ from psychiatry settings were often describing delirium. Infection and HIV seropositivity were
common associations of delirium throughout these studies. There were no studies of intensive, critical or surgical
care settings or of management strategies.
Conclusions: We currently know very little about the prevalence, presentation and aetiology of delirium in
developing countries. This knowledge gap should be tackled with some urgency, in order to address questions
of screening, diagnosis, prevention and management in this setting.
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1. Introduction

Delirium is a neuropsychiatric syndrome which is rapidly becoming
a public health priority in high-income countries with ageing popula-
tions [1-3]. An episode of delirium is associated with adverse short
and long term outcomes, including elevated risk of mortality [4-6],
longer term cognitive impairment [7,8], institutionalisation [6] and
increased healthcare costs [9]. These outcomes occur in all age groups
[10], although older people are more affected [6,11]. Timely identifica-
tion is crucial, with mortality increasing by 11% for every 48 h of
ongoing delirium in an older person [12]. Up to two thirds of delirium
cases remain undiagnosed [5], largely due to symptom variation causing
difficulties for non-specialists [13].

In hospital inpatient studies, delirium is reported in up to 31% of all
medical admissions [5], in two thirds of hospitalised older adults [2]
and in more than half of emergency orthopaedic surgical patients [14],
and those with an acute stroke [15]. In intensive and palliative care
settings, the prevalence is substantially higher (80% [4] and 88% [16],
respectively). In contrast, the community prevalence of delirium has
been estimated at 0.4% in adults aged 55 and younger [17] and 1-2%
in older people [18], whereas the prevalence in children is unclear
with data limited to case reports and small case series [19].

Although described for over 2000 years, delirium still remains
poorly understood [13,20-22]. The delirium ‘brain failure’ is thought
to result from disrupted neurotransmission in a vulnerable individual
following an insult to brain function [3,20,23]. Amongst numerous
insults causing delirium, inflammation and infection are most consis-
tent aetiological factors in all settings [3,21]. The most vulnerable are
those with decreased cognitive reserve, including older people, and
especially those with dementia [2,11].

Dramatic changes in life expectancy have occurred over the past
century largely due to reductions in mortality from an infectious disease
[24]. In high-income countries, those aged 65 and over now make up 13-
17.5% of the population in the USA and Europe, respectively. Mortality
from an infectious disease has been superseded by an increasing burden
of a chronic disease [25] so that in high-income countries, cardiovascular
disease, cancer and stroke are now the major causes of mortality and
morbidity [26]. As the population ages, the number of people with
dementia has also increased, with 5.4-6.4% of those aged 65 and over
in Europe and the USA having dementia [27]. These demographic
changes all contribute to a high number of older people vulnerable to
delirium.

In tandem with this, incidence of infectious disease is again increasing
by 4.8% per annum [24]. Much of this increase is due to food borne and
antibiotic-resistant organisms [24]. Older people are more susceptible
to these infections and have an estimated three fold increased risk of
community acquired pneumonia and twenty fold higher risk of urinary
tract infection [28]. Susceptibility to tuberculosis (TB) and hospital and
institutionally acquired infections is similarly increased [28]. These
higher rates of infection are likely to lead to corresponding increases in
delirium.

In sub-Saharan Africa (SSA), population demographics differ mark-
edly from those in high-income countries. In 1900, life expectancy in
the USA was 47 years, and pneumonia, TB and diarrhoea were the
three most common causes of mortality [24]. This situation is not
dissimilar to that in SSA today, where the current life expectancy projec-
tions are 63 for women and 58 for men [26]. However, by 2030 more
than three quarters of the elderly population worldwide will live in

developing countries [29]. Already there are an estimated 2.1 million
people with dementia in SSA and this will increase by 70-90% by 2030
[30]. Prevalence of non-communicable diseases is also increasing with
a third of deaths now attributed to them [26].

Nevertheless, diarrhoea, lower respiratory tract infection, TB,
malaria and HIV/AIDS remain the most common causes of death in
SSA [26]. The vast majority of those with HIV/AIDS live in SSA and
although life expectancy has increased in all countries of SSA, HIV/
AIDS has resulted in a reversal of demographic transition in some of
the worst affected countries [31]. Tropical diseases, especially that
group of 17 infectious diseases known as the ‘neglected tropical
diseases’ remain prevalent [32]. In addition, increasing urbanisation is
leading to increases in infectious diseases due to poor sanitation,
increased transmission of pathogens and inability of health systems to
keep pace with development [33]. The older population in developing
countries is at increased risk of infection, but is a group about which
surprisingly little is known [34]. It is likely that delirium is also prevalent
in SSA, but presentation and clinical features may differ due to differing
disease burden(s).

We therefore reviewed the published literature relating to the
prevalence, clinical features and underlying causes of delirium in SSA.
We compare the literature findings with that published in high-
income countries and highlight potential knowledge gaps and priorities
for further research and clinical service developments.

2. Methods

This narrative review was based on a comprehensive search that
included Medline, Psychinfo, Embase and PubMed databases for studies
published between January 1 1975 and December 31 2013. To ensure a
global perspective, articles in English, French, Spanish, German and
Russian were reviewed for potential inclusion. Articles not in English
were translated by S-MP (Spanish and French) and EML (German and
Russian). The key words used in the current search were: ‘delirium’,
‘acute brain syndrome’, ‘organic brain syndrome’, or ‘acute confusion’
(Box 1). All countries and regions of SSA were included as keyword
and title search terms using the United Nations list of countries.

In addition, reference lists of selected articles were hand searched for
potentially relevant articles. Content lists of African medical journals
including the East African Medical Journal, Tropical Doctor and the
African Journal of Psychiatry were also hand-searched. Due to the
small number of articles retrieved, case reports and case series were
included where delirium was a major focus of the report. All age groups
and healthcare settings were included.

All abstracts were critically reviewed and the full text of relevant
articles was obtained. Where there was doubt regarding relevance,
particularly in cases of differing nomenclature, the full text was also
sought. All abstracts and articles were initially reviewed by S-MP and
in cases of doubt these were reviewed by EBM-L and a consensus
decision reached. Criteria for inclusion were that the article related
directly to prevalence, phenomenology, aetiology, outcome and/or
management of delirium. Articles were excluded if they related
primarily to description of a specific disease where delirium was simply
listed as a symptom, without further elaboration. This category
consisted predominantly of case reports of uncommon infectious
diseases where delirium might occur. There was no requirement for
delirium to be diagnosed using standard criteria, provided there was
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Box 1
Search strategy terms.

Search strategy

. exp Delirium/or delirium.mp.

. Confusion/or acute confusion.mp.

. organic brain syndrome.mp.

. acute brain syndrome.mp.

. acute brain syndrome.mp. [mp = ti, ab, ot, nm, hw, kf, px, rx,
ui, an, sh, tn, dm, mf, dv, kw, tc, id, tm]

6.1or2or30or4orb5

7. delirium.m_titl.

8.1or6or7

9-94 all countries in SSA searched separately by .ti and .mp

95 9-94 or

96. Africa, Western/or South Africa/or Africa, Eastern/or
africa.mp. or “Africa South of the Sahara”/or Africa, Central/or
Africa/or Africa, Southern/

97. 95 or 96

98. 8 and 97

ap wWwN =

sufficient evidence from the text of the article that delirium was being
described. The selection process is detailed below.

3. Results

A total of 46 relevant studies were identified. The risk factors and
data are summarised and listed in accompanying Tables 1-10 (see Fig.

1).

3.1. Geographical location of studies

All the studies came from primarily 3 areas in SSA, two historically
domineered by French and German influence and South Africa, being
the most developed country in the region. It is, therefore not surprising
that the quality of the studies similarly varies between these 3 regions
(Fig. 2).

Table 1
Most frequent causes of delirium in SSA.*
Disorder Findings Delirium
prevalence
HIV
HIV positive admissions with psychiatric disorder [50] 30.1%
HIV positive mineworkers [87] 13%
40% HIV positive amongst psychiatric admissions with 3.7%

delirium (overall prevalence of delirium 3.7%)

Typhoid fever
Typhoid fever 136 cases [42] 14%
Typhoid fever 50 cases [88] <8.4%
‘Typhoid psychosis’: 17 cases from a total of 414 children ~ 4.1%
assessed by neuropsychiatric service over a four year
period in Nigeria [55]

Malaria
Cerebral malaria in 129 consecutive cases in Senegal [65]  10.7%

Other causes

Liver cirrhosis [43] 12.9%
Infectious endocarditis (IE) [52] (toxic encephalopathy) 12.5%
Chronic obstructive pulmonary disease (COPD) [89] 3.3%

Polypharmacy in the elderly, based on a small audit [90] 7%
(7 of 9 with delirium from 100 admissions)
Ingestion of an anticholinergic drug [91] (4 cases) NA

2 Data from inpatient studies included.

3.2. Diagnostic criteria utilised in studies

Most studies did not use formalised criteria and assessment tools for
delirium. The DSM-IV criteria for delirium were used in only four studies
[35-38] although one other retrospectively applied DSM-III criteria for
‘organic brain syndrome’ to case notes [39]. ICD-9 and -10 criteria
were somewhat more widely used [40-45], but only one study applied
a formal screening tool such as the Confusion Assessment Method
(CAM) [46]. Of those studies using formal criteria, only four are based
on clinical interviews [37,41,43,45], with most retrospectively applying
criteria to case notes.

Of the remainder, delirium diagnoses are based on clinical expertise
and include a variety of different terms for delirium. Some record
delirium as a clinical diagnosis [47-49]. Other terms include ‘syndrome
confusionnel’ [50], ‘organic brain syndrome’ [39], ‘acute confusional
state’ [51], ‘toxic encephalopathy’ [52], ‘organic psychotic disorder’
[53], ‘acute delirious episode’ [54] and ‘typhoid psychosis’ [55]. Despite
the wide variety of terms, where symptomatology is recorded it is
consistent with delirium. This is similar to the situation in high-
income countries, where a wide range of terms for delirium (e.g. acute
mental status change, confusional status, encephalopathy, postopera-
tive psychosis, acute organic syndrome, and septic encephalopathy)
continues to be in use resulting in difficulties [22]. More recent studies
from high income countries indicate increasing agreement on use of
the term delirium and the use of standardised criteria and assessment
methods.

In SSA, an important issue remains around the use of the terms
‘acute delusion psychosis’ and ‘acute delirious episode’ in some studies
[54,56]. These are referred to from the point of view of psychiatry and
relate to episodes of short lived psychosis from the French school of
psychiatry termed as the ‘bouffee delirante’ [57]. The bouffee delirante
is most closely related to the ICD-10 classification of F23 acute and
transient psychotic episode [57]. The description is typically of an
acute onset of psychosis in a young person associated with polymorphic
presentation, which has a good outcome. Both studies on bouffee
delirante type of psychotic episode describe a selection of patients
presenting with predominantly visual hallucinations alongside distur-
bance of consciousness, poor sleep, periods of lucidity throughout the
day and mood disturbance [56,58]. A number presented following
surgical procedures or following diagnoses of HIV infection. Since the
majority of patients in these series were not tested for the presence of
infectious disease, we would argue that it is probable that at least a
proportion of these patients were in fact experiencing delirium from
which they recovered.

3.3. Healthcare settings

In contrast to high-income countries, the majority of the reviewed
studies originate from psychiatric services: a total of twelve inpatient
and two outpatient psychiatric studies. In addition, most case reports
and series relate to individuals wrongly referred or treated for a psychi-
atric disorder when they in fact had delirium, usually due to an infective
cause [38,59-61].

Perhaps surprisingly, a high proportion of studies involve children
[37,44,55,62-64]. Of those studies undertaken in medical inpatient
settings, only one specifically studied patients over the age of 60 [41].
This reflects the demographic composition of SSA where currently
only 4.6% of the population are aged 65 and over [29]. Two studies
originate in infectious diseases departments [50,65] and one in a pallia-
tive care setting [49], but there are no studies of surgical or critical care
patients. Miscellaneous studies include two on forensic patients; one
describing those referred for psychiatric opinion by police in South
Africa [47] and another a retrospective description of court report
assessments [66], highlighting an unusual finding of three of twelve
accused of murder or attempted murder having delirium [66].



S.-M. Paddick et al. / Journal of the Neurological Sciences 348 (2015) 6-17

Table 2

Aetiology of delirium in HIC and SSA.
Categories High income countries (HIC) SSA p-Value
Community prevalence of delirium
Community prevalence of delirium 0.5%-2 [17] NA
Hospital prevalence of delirium
Older people (>65 years) 14-56% [92,93] 9.4% [40] <0.0001
Adults (17-64 years) 9.9% [94] 29.9% [44] <0.0001
Children and adolescence 8.18% [95] 15% [43]-26% [36] <0.0001
Most common causes of delirium
Critical illness/intensive care 86% [4] NA
Palliative care 88%[16] 15% (48] <0.0001
Orthopaedic surgery >50% [14] NA
Acute stroke >48% [15,96] NA
Dementia 41%[97] NA
Urinary tract infection 35% 98] NA
HIV 46% [99] 3.7-30.1% [49] 0.0289
Infection in older people 43%[100] NA
Pulmonary diseases 21.2%[101] 3.35%[65] <0.0001
Malaria 83.3%[102] 5/6 cases 10.7 [64] <0.0001
Typhoid fever NA 14% [42]-15.5% [41]
Liver diseases 2.1% 12.9% [42] 0.0073
Heart diseases 8.4% [103] 12.5% [51] 0.0035
Polypharmacy 50% 7% 66] <0.0001

Abbreviations: NA, not available; SSA, sub-Saharan Africa.

3.4. Cross sectional studies

Cross sectional studies report prevalence of delirium amongst refer-
rals to psychiatric services, including inpatient wards [35], outpatient
psychiatric clinics [46] and consultation liaison psychiatry [37,44,45].
Of the few medical inpatient studies, prevalence appears remarkably

low (<2%) [51], and this is evident even in better designed studies,
including the only one conducted on older inpatients (>60 year) [41].
In the latter study, delirium prevalence, based on the ICD-10 criteria,
was 9.4%. An overwhelming lack of expertise in diagnosing delirium
was evident in this study with only one of out of the 10 people with
delirium being appropriately diagnosed by a physician [41]. The only

Table 3
Studies in inpatient and outpatients.
Author and year Location Type of study Study population Definition or Aetiology Outcome/results
description of
delirium
Ukwaja, 2010 [38] Nigeria, rural Case report 12 year old girl presenting DSM-IV Typhoid fever Initially treated for depression,
health centre. with delirium and depression full recovery when typhoid
symptoms diagnosed.
Perret, 2000 [104] Senegal, urban  Case series Four destitute French Clinical symptom Meningoencephalitis, Two of the four presented with

Thiam, 2000 [60]

Djibo, 2000 [91]

Cisse, 2008 [105]

Thiam,2002 [59]

Avode, 1994 [106].

Kyebambe, 2010 [107]

Acosta-Rabassa, 1985 [108]

De Wet, 1980 [61]

Dakar, Senegal

Niger

Guinea

Dakar, Senegal

Benin

Uganda

Guinea-Bissau

South Africa

Case report

Case report

Case series

Case series

Case report

Case report

Case series

Case series

expatriates, two with delirium.

20 year old man with mental
confusion, no previous
psychiatric history.

Four adolescent cases in Niger.

13 consecutive Wernicke's
encephalopathy in refugee
camp.

Four patients presenting to
psychiatric department 1998
to 1999. Age 13 to 22

Adult patient with confusional
syndrome, epilepsy and
myositis.

40 year old woman with
weakness, delirium, aphasia
and epilepsy

6 patients with acute ‘psychotic
delirious reaction’ in the
context of physical illness

2 cases of rabies presenting
with delirium.

Mental confusion

Clinical symptom

Confusion

Delirium syndrome

Confusional
syndrome

Clinical symptom
Clinical ‘psychotic
delirious reaction’

Clinical symptom

cerebral malaria,
delirium tremens

Pulmonary TB

Intoxication with
DATURA plant

Wernicke's
encephalopathy

Cerebral malaria

Diffuse cysticercosis.

Neurosyphilis

Not stated

Rabies

delirium. Malnutrition and
destitution appeared
contributory.

Cause of confusion was
tuberculosis (TB)

Adolescents presenting with
agitated delirium alongside
symptoms similar to atropine
intoxication

11 of 13 had ‘confusion’ as part
of the syndrome.

All four were found to have
falciparum malaria with high
parasite load and improved on
treatment. No psychiatric
relapse at one year.

Treated successfully with
praziquantel and
corticosteroids

Improved on treatment

Conclude that despite physical
illness the cause was in fact
psychological

Both were initial thought to
have a psychiatric problem.




S.-M. Paddick et al. / Journal of the Neurological Sciences 348 (2015) 6-17

100°0 "d 3e JUPdYIUSIS

1B SIIUIIYPIP ‘[OBIS] Ul %67 ‘PLIPRIA
%09 Y3Im paredwod 3104od eIy
4INos Jo %G1 urjuasaid wnupg
*SYQIM Z—1 UIYIIM PIAJOSI YIIYM
wnUIRp yim pajussaid 11 ay3 Jo 9

‘110402

Jo M[eyiow %96 “19pIosip dLerydAsd
UY3Im 991 9s0y3 Jo Z1°0€ ul wnlieg
‘SUOISN[3P %9 Pue ‘suoneun[ey
[BNSIA %9G ‘SSaUSNOISU0D Jo SuIpnop
pey %L yd1ym jo swoydwAs
J1erydAsd, pey sased Jo '8
sisougeIp 6-(10I

10J JUaYJNSUT WNLIRP jo swoydwAs
PeY %G°S 1 'WINLI[RP %E/ *9s9y)

Jo Aypiqiow dtnyerydAsd pey %161

‘WINLIRP Y3Im pajuasaid gg Jo aAL]

Ayyedoreydadua
21X01, YIIM pajuasald %Gz

‘wntiep

pey syuaned d0D Y3 JO %EE
‘wnLIRp 2671

‘suonipuod dLerydAsd sjqesouserp
pey sjuaned SISOYLID IIAY JO %66
BLIOD YIM %106

‘uoISNjuod [EIUAW YIUM Pajuasald
%L°01 "%C'0T Jo 23ex1 Ayfeyej ase)

pajels JoN
SISLID [[92 APIS

"09 UL $S3] $AD
PeY WNLIAP UM 3s0y3 Jo
%p6 ‘UOIIEJIPAW [BIIAOTIDINUE
o %8'8t "aAnIsod AIH [V

19A9) proydA],

199 proydAL,

SnIeIs A[H 03 payur]

SI)IPIBIOPU SNONIJU]

PIqIOWOd 00D ‘Parels 10N

SISOULIID JAIT

BLIE[EW [BI(1D)

woldwAs se wnuipQg
WINLIP SISOUSeIp [ed1ul)

ya

‘snye1s A[H “Palels 10U BLIAILD)
JsLeiydAsd e Aq pasouserp
[9UUOISNJUO0D SWIOIPUAS,
‘pauyap

10U WNLII( 'SSAUSNOSU0d
Jo Surpnop Suipnpur
uondrsap woydwAs [earur)

BIep 910U 358 BUIsn 6-AD]
sisouSerp [earui)
Auyyedoreydadua

JIX03, SISOuSeIp [esrur)

6-OHd
PUB UOIBUIWIEXI 3)e)s Juasald
9y Sursn sasouderp [earur)

OHO pue MalAIIul
uepIulp Suisn Q[ -AdI

UOISNJUOD [BIUIA]

e2Ly yInos Surpnpur Apnis
91JUD-NNW Ul dIed dAnel[[ed
urnmbai syuaned 9AIINJISUOD 16
paem dLierydAsd o3 paniwpe

J1e1] [[92 9IS Ym syuaned [ [
‘porrad Apnis

[auow G1 'Y "9¢ UBAW G9 01 81 38y
‘(suorssiupe 98z Jo [e303 Woj)
J19pIosip derydAsd aaey 01 punoy
suolssiwupe aanisod ATH 991

‘[e10] S3sB OG

‘por1ad 1eaAk om) e 19A0 swoydwAs
JerydAsd yam Sunuasaid

19A3) proydAy jo sased |y

‘[e303 S3sBI 9E |
poriad 1eaA XIS e I9A0 papiwipe
19A9) proydAy jo sased [y
sIayJomaurw aanisod

AIH Sunuasaid aA1Nd3su0d g¢
SIIPIRIOPUS 9ANIJUI PasoudeIp
yum 6z-0¢ Ariofew—(uarppiyd
pue s)jnpe) s[enpialpul G6
‘sjonuod Aylfeay

0€ pue syuaned aaisualradAy
pasedrdwodun gg 03 patedwod
sjuaned (aseasip Areuownd
QATIINIISO JIUOIYD) AdOD Ay L
"8661 Isn3ny pue 9661

An[ usamiaq panIIwupe SISOYLID
I9AT] YIIM Sjudried 9AIINIASUOD [ €

500 01 [00Z 01 paNIWpe
BLIB[EW [BICID JO SASEI G|

Apnis [euondas
SSOID 31U-NNN

SILIAS Ase)

*aA130adsoad
‘[eBUONI3S SSOI)

dA1adsoid

MIIADI
210U 3sEI IANIAAS01IY

MIIADI
210U 3seI aANIdS0113Y

M3IAII
910U 3sed 9A13ads0119Y

[eu0I31das SsoI1)

9A123dsoid ‘[euonIas ssox)

MIIADI
210U 3sEI ANIAAS01IAY

a1ed aapelffed ‘edLyy ynos

readsoy oerydAsd ‘eAuay]

Juawiedap saseasip snon
-d3jul [eydsoy oxeweg ‘e

‘readsoy [e1auasg jo
Juawnaedap orerydAsd ‘uepng

[eardsoy [e1auasg ‘eL1aSIN

LY (INog

[endsoy [e1auasd ‘eLIISIN

*BLIDSIN

R1i11R)
A3oj0193u30135E3 ‘BLIDSIN

Juawyredap aseasIp snondjyuI
‘[endsoy 1exeq ueqin ‘[eSauas

[6¥] 0007 ‘198ursurey

[601] 6861 ‘eSUNAQ

[0S] 010Z ‘N ‘aquuerey

[88] 2861 ‘zoyeH

[z¥] 100z ‘emueysy

[£8] 6002 ‘les

[zS] 9L61 ‘1sowapeg

[68] 1007 1oqeyr3
pue emueydy

[e¥] zooT ‘emueysy

[59] 8007 ‘arewnog

S)[NSa1/aWodINQ

A3ojonay

wnLpp
J0 uondLdsap o uonuyaq

uone[ndod Apnig

Apns jo adAL

uonedxo]

1eaA pue Joyny

10

'sdnou3 juaned dynads ur saIpnis
v alqeL



11

S.-M. Paddick et al. / Journal of the Neurological Sciences 348 (2015) 6-17

%8%°0 30
93B1 [BLIJ2I [[BI2A0 MOT "JWOIPUAS Urelq

IsteryaAsd

‘96 J9A0 0}

G Jopun—iedpun a8uel a8y "poriad Ieak G e

s[e119)al1 AnjeryoAsd

9JNJE SB PIPI0IAI IIM SISBD /8 JO %E°GZ  PIIeIs JON Surpuayie Aq paplodai sisoudelq  19A0 AnjerydAsd uosier| 0y palidjal syuanjedu]  MIIAI 210U 3seI dAIdAdso13dy  uostel] ‘(eydsoy Suiyoea) ‘eLISIN  [89] 9661 ‘emueydy
'S¥dd pue UOIJBUIWIEXS IJe]S
‘9WOIpUAS urelq sisougerp [edrurd  juasald pasn ‘porrad Yuow 9 e I9A0 IIAIIS 01A19s Anjeryohsd
J1ueS10 9INJP pey S[eLIdJal L7 JO %ZE  PIIeIS JON Se 2WoIpuAs urelq diuedio ayndy, AnerydAsd uosier| 03 S[LIJAI JAINIISUOD Li aAndadsold ‘feuondas ssor)  uosierj—[eidsoy [e1auad ‘eLISIN [£9] ¥00z ‘aKoqify
sjnsai/awodng  ASojondy  wnuIRp jo uondLdsap 1o uoniuyaq uoneindod Apnis Apnis jo adAL uonedo] 1e3A pue Joyiny

‘AnjerydAsd uoster| ur sarpns
99IqeL

‘WNLIPP YIIM JUSISISUOD
urered woldwAs "pap1odal Jou awodINQ
*UdIp[IYd 10j S)Nsuod derydAsdoinau
¥ 1 woiy sisoydAsd proydAy jo sased £

*S[BLIRJRI JO %G1 Ul WnuIR(Q

Passasse asoy3 Jo %p°/ ul sisouSerp

Se pajsi| awoIpuAs ureiq JuediQ
sisougerp

UrewW Se SWOoIPUAS urelq d1uesio pey %z
'sased aAndeIadAY Jo sdueUILIOPAI]
‘sje1a)a1 AnerydAsd uoster| [[e jo

%81 pajuasaidar wnwiRQ ‘%9z Aiferion

ydAy s

"pa3jels Jou 2dud[eAald [edLIWNN
“WNLI[AP JO 3SNED UOWWIOD
1SOW BLIB[ELU [BIGI3D PUB SUOLIJJU]

UJAIS J0U S3asne)

SISNEI UOWIWOD

QJowW asnqe 3nip pue uonIYU]
‘2.In[Iej uegionnu pue uegio
“queldsuey-sod ‘sisdas ‘Ainfur uing
919A3s SuIpnpul ‘sasned Jo AjaLiep

Aqeorurpd sisoydAsd proydAg,

‘Aj9Andadsonyal
parjdde ‘L1 01 @I

QwolpuAs ureiq oruediQ,

QwioIpuAs ureiq JuesiQ
‘paxiw pue

aanoe odAy ‘1adAy o1 adAigns
WNLISP pue BLLD AI-INSA

Juauaedap Aouadiawa pue duI
juanedino ur maraal dunerydAsdoinau
10J Ud3S SIBIA G Japun UIP[IYD [V
921A135 Jo uonerado

JO 183£ 1511 J9A0 SUOIIRI[NSUOD

0G/ pue suolssiwupe G/

‘poriad 1e3h e

19A0 211 J1eIyIAsd ay) 03 patiajal
sjuanedur pue syuanedinQ ‘€91

93e UBIIA "61 -/ PI3e UAIP[IYD ¥6
S910U 3SBI 3] Ul PIPI0IAI

S3souSerp auYap pey oym S3Iam g
JI9A0 PINIWPE SJUIISIOPE £G
saniey Juanedur 0y

panIwpe 0z-g1 page sjuadsa[ope 08
'91 01 Z 98y "WNLIIP YIIm

221A13s AnjerydAsd uosier| 03 s[eiisjal
JUIDSI[OPE PUB PIIYD AIINIASUOD €7

MIIARI 30U
ased aandadsonay

MIIARI 30U
ased aandadsonay

MBIIARI 3)0U
ased aandadsonay

M3IAJI 30U
ENAETNIRENNEN]
aAndrsap

[BUOI1J3S SSO1)

SILI3S ased aAndLISap
pue ‘[euordas

SS012 9A1ads0119Y

IIAIIS
AnyeryoAsd uosrer| ‘eL1agIN [ss] 800z ‘Asjuers
9DIAISS I[eaY [eIUSW JUD

-s3[0pe pue i1y ‘[e8auas [¥9] 8661 1295

‘readsoy Suryoes)

Joorurp drerydAsd ‘eraSiN
oI

AnjerydAsd juadsajope pue
PI1Yd Juanedino ‘eLISIN
9DIAI3S YI[eaY [PIUSW JUID
-S9[0pe pue p[Iyd ‘PLIDSIN

[¥¥]
0102 dpowuIAy-apuny
[€9] 6661 ‘Snsn
[z9] 6861 ‘Twnmako

‘feadsoy s,uaIp[Iyd ISIer
-ads [euorjeu ‘edLyY YInos

[£€] 010¢ ‘uasseN
pue 12ydsi[d ‘[[LI9YIeH

S)[NSa1/aW0dINQ

A3ojon9y

wnuiEp
Jo uondrIdsap 1o uonuyag

uoneindod Apnis

Apnis jo adAL,

uoneso] ek pue Joyiny

*SJUIISI[OPE PUB UAIP[IYD U SIAIPNIS [BUOIIIIS SSOI)
S 9qeL



S.-M. Paddick et al. / Journal of the Neurological Sciences 348 (2015) 6-17

%8¢ Ul 19pI1osIp dnoydAsd duedig
‘asned [e2131ns 10

SNOINJAJUI YIIM PIJLIDOSSE pue WwnLipp
9q 03 Jeadde 1aquinu JjuedyIusis y

wnuIERp pey 1D SulAlea1 Jou

950U JO %€£°Z SA 1D SUIAI9IA1 3S0Y3 JO %61
*Pa31s9] 10U Iapurewal A|H

S9sougerp mau ¢

SUOIIRUN[[eY [BNSIA %6/ WNLIP

9q 03 1eadde Jaquunu Juedyruis y

dwoIpuAs urelq

J1UBSI0 10 BLID)LID JOW S[BLIDJI %/°G
‘wnurpRp

as1uS02a1 03 Suljiej s10300p [eAIpawl Aq
Pa1I3JaI A19M %8°0Z UDIYM JO JWOIPUAS
urelq 2Inde pey syIeap Jo 8w

‘wed) SurLRyal Aq pasiugodal jou sem
ssau[[1 [e21sAyd ‘palriajal asoy Jo %0L
U] "WNLI9p 10j BLISILID O1-AD] I9W %8°L

"%6'6C WNLIAP ‘%L°0S

$9s0Asd ‘sIapIosIp [eIUdW pey %89
‘pajels

10U WNLISP YIIM 3501 JO 38y "UOIIPU0d
[ed1paw e 03 Arepuodas sisoydAsd jJo Ge
"8€} WOIJ PAYNUIPI WNLII[IP JO SASED §

*2A1Is0d ATH 919M %0F YdIYM JO WNLI2P
pey suoissiwpe dLerydAsd [[e Jo %.°€
‘WNLIRP pey s[ed1d)al [eadsoy

aeand %/°L1 pue Y1 %9°LE ‘AdO [ed1paw
S[ellgjal %' ¢ "WnLiap _uquva.Hn_

poa3els jou sasne)

pajels Jou saIngig a3els [edndins 3sod
10 UONI3JUI YIIM PIIBIDOSSE WOS

Papi10da1 JoN

‘suonejuasald

Buneaei33e asned [edIpawl 07/
paynuapi uonejuasaid

JO 3sned [edIpaul JI3.1P B 0Z/Z1

suondJYUI
QI9M 3593 JO LG ‘ssau[l [eaisAyd
juesyrusis pey %z’ syuaned 61 JO

%€’ 1Y diy
pjjauowps Ajueurwopald uondjul
219M S3SNED UOLWIWIOD ISOW Y|,

Pajels aUON

*SI9PIOSIP [BIUSW J2YI0 O
/2 00§ 19A0 SJUN0D D INg ‘AIH Ay
01 Apa1] 210w winuR ‘uonendod
Apnis u1 81 2dudreaard AJH
*SSau[[I pasouSeIpun %1€

‘ssau|[I [ea1sAyd snomddjuI-uou %291
‘BLIE[EW %0 pue UONJ94ul [D pey

Japlosip dnoydAsd sruesio

sisousgerp [esrur)

WINLI[3p SIsouserp [esrur)

,2posida snoLIEp AIndy,
‘uonjeuIwexa pue A103s1y
[eJ1paW pue UeRIUID

Aq pajepifea ‘QwoIpuhs
urelq J1uesIo 10J ISIPPIIYD
BUIUIAIDS W UIAIS

QWOIpuAsS

ulelq oinae 10j [II-INSA
1591 A101R10qR]

pUP $3)0U ISED WO

ssau[[I [ea1sAyd Jo aduapIAd

pue wnuIpEp 0L-addl

MIIAIUL
[e21ul]> SUIMOI[0J O1-ADI

AIFINSA

01-dd1
unod

QD ‘SnIels AIH Sisouserp
srerydAsd Al NSA

(VD) poypawt

aposida snoLRp

21n2e JO $3sed 6 Jo Apnis aandLdsag
syuanedur [013U0d

Pa123[3s AJWOPUEI g} SA SUOISSIWPE
[B103 [ Q€ WO} UBDS [ YIM
paurwexa syuaned zp jo uostiedwo)

4Qy .2posida snoLipp
ande, yim Sunuasaid asoy) jo
A3oj03ewio3dwAs jo Apnys aandrosag

pouad yuowr
93113 ® I9A0 NIAIIS AnerydAsdoinau
0) S[BLIDJOT JAINIASUOD OGE

G861 019261 pouad 1eak Q[ e 19A0
sjuanjedur d1erydAsd jo syieap 8¢l

J19pJosip [earsAyd jo aduasaid

9y sem sndoj ‘syuapzedur 161 Jo Apnis
syuaned paligjaIun

G/ Jo ardwes [013u0d e 0] pareduwiod
pouiad 1eaA suo e 1aA0 [eydsoy
Suryoea) e Jo IAIAS dLyeIYdAsd a3
0] S[e119Ja1 Juaredul dAIINIASUOD / /.

6L-01 pade suoIsSIWpe 8cy
J9pI10sIp

JueryaAsd 10j LI D] IsureSe
pasAreue syiodal omerydAsd z1z1

"I9AO0 pue g Ie—suoIssiupe
orerydAsd awin Is1y 742

J1urp derydAsd
[endsoy Suryoes) jusapedino

MIIAIIL
910U 35D 9A1IAdS01Y

Apms aandLdsap

9A1309ds019y

[o13uod
—aSed w>_uuwnmobmm

[eu0I1das SsoI1)

[003 SUIUIIDS JO

uonepijea aAndadsold

AJ1[e1I0W JO MIIAAI

2lou 9sed w>_uuwnmo.5mvm

[euoI1d9s ssoI1)

Jipne aAndadsonay

MIIAI
910U 35D 9A1IAdS01Y

[euoI1d9s ssoI1)

[eadsoy
JgelydAsd ‘eAudy

1edsegepen

I1AI3S dLIeIYdAsd
juanedur ‘edLyy yinos

[eadsoy
JLerydAsd ‘oo

J1un oerydAsdor
-nau juanedino ‘eddIN

‘readsoy
orerydAsd ‘eradiN

[eadsoy
orerydAsd ‘eradiN

S[eL19)al dLjeIydAsd ey
-1dsoy Suryoea) ‘118N

readsoy juanedur o1
-Je1ydAsd ‘edryy ynos
s0Jowo) ‘9106 |\
readsoy [e1auag ‘[ey

-1dsoy [e119)a1 dLIIeIYD
-Asd [euoneu ‘epuedn

‘readsoy

[€5] G861 ‘epnoy

[95] 9261 ‘ouequieLipuy

[8¥] 2661 N1og

[#S] 500z ‘odngnN

[or1] 9861 ‘afeann

[6€] 8861 ‘unpoiqy

[69] 000z ‘unpoiqy

[s¥] 9661 ‘Twakopy

[9€] £00Z ‘S819qsuay uep

[o¥] 8007 ‘101UUIOqIRYD

[sel 110z ‘Sutey

s[el19jal Juanedino mau Jo 7’81 %€"€€ UIIYM JO SUONIJUI Py %1°7S JUSWISSISSE UOISNJu0) 0] S[B1I9J21 SAIINIASUOD 97 aAadsold  Suryoeal ueqin ‘eLLSIN [9¥] 0107 ‘Bl0
wnuIRp
S3[NSaI/aW02IN0 A3ojonay  jo uondisap 1o uonuyadg uonendod Apnis Apnis jo adAL uoned0] 1edA pue Joyny

12

*sa1pn3s d1urp duerydAsd yuanedino pue juanedu]
LolqeL



S.-M. Paddick et al. / Journal of the Neurological Sciences 348 (2015) 6-17

Table 8
Neurology studies.

Author and year Location Type of study Study population Definition or description of ~Aetiology Outcome/results
delirium
Winkler, 2011 [51] Northern Prospective study  All patients presenting Clinical assessment by HIV testing not possible. Of ~ Of 8676 admissions 18.3
Tanzania, rural cross sectional with a neurological or  neurologist. Acute acute confusional state (ACS) per 1000 acute confusional
hospital psychiatric disorder. confusion diagnosed 25% undiagnosed, 13.8% non- state (ACS) and 51.5 per
Age 1to 97 mean 38.  clinically. GCS for conscious infectious encephalopathy, 1000 impairment of
level. 6.9% cerebral malaria. consciousness (I0C). In
both groups, non-
infectious causes
predominated.
Melka, 1997 [70] North west Prospective study 202 patients with Altered state of Infection 55%, metabolic Mortality rate in hospital
Ethiopia, teach- altered states of consciousness was defined  disorders 22.3%, structural 60.4%. Overall prevalence
ing hospital. consciousness as confusion, stupor and lesions 14.9% and poisoning  amongst admissions not

admitted to medical
wards between
January 1994 and
December 1995.

coma. Aetiology defined by
history, clinical
examination, and
laboratory tests.

3.5%, cause unknown in 4.5%.
Of infectious causes cerebral
malaria most common then
meningitis and encephalitis.

stated.

study of palliative care patients reported a prevalence of delirium of
only 15%, in contrast to other arms of the same study from high-
income countries that reported higher delirium rates of 30-60% [49].

Psychiatry inpatient and outpatient studies are more numerous. In
adults, delirium prevalence appears strikingly high but variable, ranging
from <1% [36] up to 29.9% [45]. However, when clinical interviews and
listings of some form of formalised diagnostic criteria or screening
method is used, the, prevalence is somewhat higher, e.g. ranging
between 18.2% and 29.9% [45,46], with the exception of one study [35].
In all the analysed studies, differing assessment methods were used,
making comparisons difficult. Furthermore, some studies were per-
formed retrospectively (e.g. case note reviews) and not surprisingly
report lower prevalence. Nevertheless, these rates are much higher
than expected for the adult population and suggest a high rate of
inappropriate referrals to psychiatry.

Prevalence in children and adolescents in psychiatric outpatient and
inpatient facilities is similarly high (7.4% to 23%) [44,62,63]. Delirium is
reported in 15%-18% of children [37,44] and 25-32% of adults [67,68]
referred to liaison psychiatry, with a low overall referral rate being
noted [68].

3.5. Aetiology

Whilst a number of studies were carried out in selected patient
groups, the majority of these did not attempt to causally link the
presence of delirium to the presenting physical illness. For the most
part, possible aetiologies were simply listed, and no attempt was
made to control for other potential causes such as ingestion of psycho-
active substances or alcohol. In the majority of studies, patients were
not tested for HIV (Table 1).

Of those cross sectional studies which address aetiology, one outpa-
tient psychiatry study reported that 52.1% of those with delirium had
infections; the majority had gastrointestinal infections with a smaller
proportion (6.9%) having cerebral malaria [46]. Over a third of patients
had an undiagnosed physical illness that might have contributed to the

Table 9
Studies of older adults (60 and over).

delirium. A large prospective neurological study from Tanzania, that did
not include HIV testing, found non-infectious causes to be predominant
in those with ‘acute confusion’, whereas only 13.8% had cerebral malaria
[51]. Interestingly, a small prospective series of child and adolescent
referrals to liaison psychiatry in a tertiary centre in South Africa reported
a very different aetiological contribution to delirium. In this study, a
variety of causes including severe burns, sepsis and multi-organ failure
were associated with delirium [37], and not only infectious diseases as
in previous studies.

3.6. Mortality and outcome

The majority of studies do not report information on mortality rates
post delirium. A retrospective case note review of deaths in a Nigerian
psychiatric hospital over a ten year period found that 34.8% met
DSM-III delirium criteria for acute brain syndrome before death. In
this study, over 20% of cases were not recognised as having delirium by
referring general physicians [39]. Although this report is now 25 years
old and we would expect practices to have changed considerably, a
more recent study argues that medical practice has not changed overtly,
with one third of psychiatric admissions having physical illness of which
7.8% had delirium. Over two thirds of physical illness, most of which
were infections were not notified by the admitting physicians [69].

Of those prevalence studies reporting in-hospital mortality, rates are
variable but remain high. A mortality rate of 26% was recorded in a small
case series of children referred to liaison psychiatry [37]. A larger case
series of cerebral malaria noted a case fatality rate of 20.2% of whom
10.7% had presented with confusion [65]. Mortality was 60.4% in 202
patients with ‘altered states of consciousness’ in Ethiopia, but the pro-
portion of these meeting criteria for delirium was not clear [70]. Finally,
in a HIV positive cohort with psychiatric symptoms, 30.1% of the cohort
of 166 met criteria for delirium [50]. Mortality for the entire cohort was
56%, but the mortality of those with delirium was not recorded. Since
these studies only record in-hospital mortality, overall mortality may
be even higher. Infectious diseases are still the major causes of mortality

Author and year Location Type of study Study population Definition or Aetiology Outcome/results
description of
delirium
Uwakwe, 2000 [41]  Nigeria, teaching  Prospective All patients aged over 60 years ICD-10. Not stated Prevalence of delirium was 9.4%.
hospital. observational admitted to non-psychiatric Attending physicians identified
study wards. 119 total. only one of ten delirium cases.
Verrier-Jones, 1978  South Africa, Cross sectional, First 100 consecutive admissions  Clinical diagnosis Polypharmacy 9 from 100 had delirium—those
[90] psychogeriatric prospective to a specialised p unit. Mean age  ‘confusional state’  was the cause with dementia not included.
unit 70.3 years. All but 3 over 60 in7/9
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Table 10
Miscellaneous studies.
Author and year Location Type of study Study population Definition or Aetiology Outcome/results
description of delirium
Jonsson, 2013 [47]  South Africa, Retrospective case 718 individuals referred for Clinical diagnosis Not Delirium listed as admission
police referrals  note review psychiatric assessment by police states diagnosis in 2.1%. More likely to be

to hospital
6 month period
Mbassa, 2009 [66] Cameroon,

court reports

Retrospective
review of forensic
court reports.

under the mental health act over a

12 offenders assessed for the purpose
of court reports following murder or
attempted murder. 8 men and 4
women, age 17 to 43 mean 18.

transferred to medical hospital.

ICD-10 criteria Not

given

0f 12 offenders, 3 or 25% were
diagnosed with chronic delirium, 41.7%
or 5 cases with schizophrenia and 1
patient 8.3% with personality disorder.

in SSA, and 70% of deaths from HIV/AIDS occur in Africa. The evidence
presented here suggests that a substantial proportion of these may
present with delirium.

4. Discussion

Our systematic review highlights the currently limited knowledge of
prevalence, aetiology, clinical presentation and outcome of delirium in
SSA. The analysis included an extensive literature search and many
articles not referenced in standard medical indexes. Despite this, delirium
was not the focus in many of these publications. The majority of cross
sectional studies were of all psychiatric, neuropsychiatric and/or neuro-
logical presentations in which delirium was listed as a diagnosis.
Furthermore, terminology differed markedly and a number of delirium
synonyms were used making comparisons difficult. Only a few studies
used standard criteria for delirium and only one reported delirium

327 abstracts identified from database
search.

Duplicate publications removed

subtypes. In addition, most studies were small. A substantial proportion
of them were retrospective case note reviews or clinical audits, which
provide less robust evidence. A further limitation is that descriptions
of symptoms and presentations are generally limited to case reports
and small case series.

The limited data on aetiology suggests that infectious aetiology is
common, in particular HIV/AIDS, malaria and typhoid fever (Table 2).
The prevalence in children is relatively high and rates of referral to
psychiatric services appear similar to those in adults. Nevertheless, in
high-income countries, published evidence on delirium on children is
limited and largely based on case series and case reports. A greater
knowledge base of delirium in childhood may in fact exist in SSA [37].

Where we have the most information is on prevalence. This suggests
that delirium is lower than expected in hospital inpatients, but consid-
erably higher in psychiatric populations with high rates of inappropriate
psychiatric referral. This is supported by those studies on acute non-

315 abstracts critically reviewed

| —

94 articles retained

221 abstracts excluded from further review

Not from SSA (n=28)

Refers to returning travellers (n=17)

Refers to person of Afncan origin in othercountries (n=6)
Referring to delusion rather than delinum (n=6)

Delirtum listed as symptom in article on other illness, butnot
further described or qualified (n=42)

Refers to anotherneurological condition, not delinum (n=18)

Not relevant to delinum (n=101)

f—

Two abstracts identified from hand
search of African joumals online

—

99 articles retained for review

Three abstracts identified fromhand
search of references lists

| —

33 articles removed following review, two more
duplicate publications noted, one publication in
Afrikaans, others not relevant to delirium

46 articles retained for analysis

Fig. 1. Selection strategy for articles for the review.
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Nigeria (14 studies)
South Africa(7
studies)

Senagal (2 studiss)
Uzanda (2 studizs)
Cameroon
Comoros

Mali

Tanzania
Ethiopia

Tozo

Madagascar

Casestudiesand
small case series
Senegal (3 studiss)
Nigeria

Niger

Guinea

Benin,
Guinea-Bissas
South Africa
Kenva

Fig. 2. Map of Africa to show location of studies in delirium. Shaded (blue) countries show where at least one prevalence study or audit was conducted. Dots (yellow) show countries where

there was at least one case report or small case series.

affective psychosis written from a psychiatry perspective but which nev-
ertheless appear to be describing delirium in at least some of the cases.

It is recognised that there are currently severe scarcity of neurolo-
gists, psychiatrists and geriatricians across SSA [71,72]. For psychiatrists,
there are currently two hundred times fewer per head of population in
SSA compared to those working in high-income countries [73]. The
majority of studies in this review where delirium was diagnosed using
formal criteria took place in teaching hospitals in Nigeria where psychi-
atrically trained doctors were available. It is likely that the distinction
between psychosis and delirium will be difficult in most settings across
SSA if trained medical personnel are not available. In high-income coun-
tries, reports suggest that more than two thirds of delirium cases are
missed by physicians [74], and our review suggests that a high number
of cases are similarly missed in SSA. The high prevalence of delirium
seen inappropriately in psychiatric settings, alongside the high mortality
from our limited data, suggests that education and training of non-
specialist staff on recognition of delirium are priorities which could
significantly reduce mortality. This task shifting approach to scaling up
services through non specialist staff is recommended by the World
Health Organisation [75].

It is also unclear whether the low prevalence observed in medical
patients reflects a real difference, failure of diagnosis or failure to present
to medical services. A number of reviewed case studies noted that
patients had sought traditional medical care prior to attending conven-
tional medical services [63]. Those with psychiatric disorders are partic-
ularly likely to attend traditional healers in SSA [76,77] and therefore we
do not know what proportion of individuals presented too late or not
at all. This raises the issue whether delirium may not be more prevalent
in the community, if not recognised, or not registered by medical
professionals.

In the current review, no studies of patients with dementia and
delirium were identified, despite those with dementia being at high
risk of delirium in high income countries [74]. Dementia was previously
considered uncommon in SSA, but recent studies report a similar rate
(6.4-8.1%) to those in the US and Europe [78,79]. With demographic
transition the number of people with dementia is predicted to rise

rapidly alongside the growing elderly population. Studies of delirium
in this group are therefore needed. Furthermore, of the 20 million
HIV positive individuals estimated to live in SSA, around 40% have
neurocognitive impairment [80], resulting in a younger cohort of
individuals who may be vulnerable to delirium. Furthermore, HIV posi-
tive men tend to be treated more readily than women [81,82] and they
can expect to live longer, thus being at risk to develop HIV-related
encephalopathy with ageing. This is the realm with few reports, and
the information from these cohorts would be of an enormous boost
for planning future health resources.

In general, little is known about cognitive impairment post delirium.
However, deterioration in cognitive performance in adults [83] and
school performance and behaviour in children [84,85] following malaria
is well documented. Since delirium appears to be more common in
childhood, young adulthood and in adults in SSA compared to high-
income countries (Table 2) this is a priority for further research that
will also help understand the mechanisms of cognitive dysfunction
post-delirium. In fact, the mechanisms of delirium manifest in various
disorders need to be explored at large even in HIC [86].

5. Conclusions

We currently know little about the prevalence, presentation
and aetiology of delirium associated with various conditions in sub-
Saharan Africa. This paucity in knowledge needs to be addressed with
some urgency, to provide guidelines regarding screening, diagnosis,
prevention and management in this setting. This is also likely to benefit
clinicians in high-income countries where a significant population of
HIV positive individuals exists. Psychiatrists and physicians currently
working in high-income countries are less likely to be familiar with
neuropsychiatric presentations of HIV, leading to the possibility of
misdiagnosis or failure to consider HIV as a possibility. Transfer of
knowledge and experience from colleagues working in SSA is therefore
likely to be of much benefit. Furthermore, due to globalisation, increasing
travel and ethnic diversity, rates of presentation with more unusual
psychiatric presentations as a result of infectious disease are likely to
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rise. These patients may be misdiagnosed with psychosis and deprived
of timely treatment and management. Tackling delirium in different
cultures as well as in less common infectious diseases is likely to directly
benefit our practice.
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Supplementary material: Further details on search sirategy
Medline, Embase, PsychInfo

1. exp Delinum/ or delirnum mp.

2. Confusion/ or acute confusion mp.

3. organic brain syndrome mp.

4. acute brain syndrome mp.

5. acute brain syndrome mp. [mp=ti. ab_ ot, nm. hw_kf px_ = v an. sh, tn. dm. mf. dv, kw.
tc, 1d, tm]

6.lor2or3ordors

7. delimum.m_titl.

8. lordor7

9. angolamp. or Angola/

10. angolam_tatl.

11. benin.mp. or Bemn/

12 beninm_titl.

13. botswana mp. or Botswana/

14. botswana.m_titl.

15. burkina faso.mp. or Burkina Faso/

16. burkina faso.m titl.

17. chad mp. or Chad/

18. chad.m titl.

19. burundi mp. or Burundi/

20. burundim_tatl.

21. cameroon.mp. or Cameroon/

22 cameroon.m_titl

23 cape verde mp. or Atlantic Islands/ or Cape Verde/
24 cape verde.m_titl.

25. central african republic. mp. or Central African Republic/
26. central african republic.m_tatl.

27. comoros mp. or Comoros/

28. comoros.m_titl.

29 congo.mp. or Congo/ or "Democratic Republic of the Congo"/
30. congo.m_titl.

31. cote d'tvoire.mp. or Cote d'Ivoire/

32 cote d'tvoire.m_titl.

33 entreamp. or Entrea/

34 entream titl

35. ethiopia.mp. or Ethiopia/

36. ethiopiam_titl.

37. gabon.mp. or Gabon/

38. gabon.m_tatl.

39 gambia mp. or Gambia/

40. gambia.m_titl.

41. ghanamp. or Ghana/

42 ghanam_titl

43 guineamp. or Guinea/ or Equatonial Guinea/ or Guinea-Bissau/
44. gumneam _fitl.



45.

46

49

51

52

57

60

62

63

68

71

76

82

85

90

kenya mp. or Kenya/

_kenyam_titl.
47.
48.

lesotho mp. or Lesotho/
lesotho.m titl.

. libenna.mp. or Libenia/
500

liberiam_titl.

. madagascar mp. or Madagascar/
. madagascar.m_tatl.

53,
54.
35,
56,

malawi.mp. or Malawi/
malawim_titl

mali mp. or Maly/
malim_titl.

. mauritania mp. or Mauritania/
58.
59,

mauritania m_titl.
mauritius mp. or Mauritius/

. mauritius.m_titl.
61.

mozambique mp. or Mozambique/

. mozambique m_titl.

. namibia.mp. or Namibaa/
_namibiam_titl

65.
66.
67.

Niger/ or niger.mp.
niger.m_titl
nigeria.mp. or Nigeria/

_nigeriam_titl
69.
70,

rwanda mp. or Rwanda/
rwandam_titl

. senegal mp. or Senegal/
72
73.
74
75,

senegalm titl.

seychelles. mp. or Seychelles/
seychelles.m tatl.

sierra leone.mp. or Sierra Leone/

_sierra leone.m titl
7T
T8,
79.
80.
81.

somalia mp. or Somalia/
somaliam titl.

Sudan/ or south sudan mp.
sudan.m_titl.

swaziland mp. or Swaziland/

swaziland m_tatl.
83.
. tanzama.m_fitl.

. togo.mp. or Togo/
86.
87.
88.
89,

tanzama mp. or Tanzama/

togo.m_titl.
uganda.mp. or Uganda/
ugandam_titl.

zambia mp. or Zambia/

_zambiam_titl
91.
92.

zimbabwe mp. or Zimbabwe/
zimbabwe m_titl.
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93. sao tome.mp.

94. sao tome.m_titl.
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9. Commentary on Background Paper 2

Delirium is an acute onset syndrome of cognitive dysfunction presenting with deficits in attention,
arousal and global cognition'?. In high-income countries (HICs), the syndrome is highly prevalent in
older hospitalised adults'!!. Well-evidenced adverse outcomes include cognitive decline!*114,
disability!'> 1%and increased mortality rates'!> 11>, Prompt interventions can improve outcome??’,
but delirium is under-diagnosed, and may be missed in up to half of cases?” 118, |dentification of
delirium is most difficult amongst those at the greatest risk: older adults and those with pre-existing
cognitive impairment. Use of validated screening and diagnostic measures improve detection rates
of delirium?®11° Routine cognitive screening is therefore recommended for older hospitalised

adults in HIC countries'?®, Delirium and dementia can be difficult to differentiate particularly in

acute hospital settings.

We conducted a comprehensive narrative review of delirium prevalence and risk factors in SSA in all
languages (background paper 1)!%. Existing data were very limited, and a significant proportion of
studies consisted of case reports and small case series. Very few studies used standard diagnostic or
assessment criteria such as the DSM or the CAM, and in the remainder, a wide range of terminology
or synonyms for delirium were employed. A substantial number relied on retrospective case note
review rather than clinical assessment. A large proportion of studies took place in inpatient,
outpatient and liaison psychiatry settings and demonstrated significant rates of misdiagnosis of
delirium as psychiatric disorder and inappropriate referral to psychiatric services. The most
substantial evidence appeared to come from paediatric populations, and only two studies of older
adults were discovered, one of which took place in a psychogeriatric unit using retrospective case
note review, and one in a hospital setting using clinical criteria. Prevalence in these studies was 9
and 9.6% respectively?’, and a large diagnostic gap was noted with only one case of hospital delirium

identified by the treating medical team.

It was notable that our review did not uncover any validation studies of assessment tools for
delirium in SSA, and it was hypothesised that absence of appropriate screening tools may contribute

to the potentially large diagnostic gap in delirium, especially in older adults.

The overall outcome of our review was that almost no data on delirium in older adults in SSA exist
and no screening or diagnostic tools had been validated. The large number of apparent
inappropriate referrals to psychiatric services and overall poor outcomes suggested that validated
screening tools were urgently needed. This was the reason for investigation of screening and
diagnostic methods for delirium as part of this presented work. If non-specialist health workers are

to identify dementia through cognitive screening, the ability to identify delirium is crucial in order to

- 88 -



Identification of dementia in sub-Saharan Africa Doctoral Statement

ensure the safety of individuals with delirium through appropriate referral and urgent investigation.

Therefore any screening method developed must consider delirium identification.
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10.Summary and statement of problem

In summary, the available evidence suggests that brief screening tools for dementia are currently
lacking in SSA. Human resource shortages and the need for a task-shifting approach for dementia
assessment indicate that a brief and accurate screening tool is needed which is suitable for non-

specialists to use in routine care.

The available data on cognitive neurodevelopment and psychometric assessment in illiterate
individuals suggests that real cognitive differences exist between literate and illiterate individuals.
Although performance differences are present in most cognitive domains, certain tests appear to be
less affected by literacy or previous school attendance and these tests could be considered to be the
most ‘culture fair’ in low-literacy settings. These include categorical verbal fluency, orientation and

delayed recall.

Importantly, since problem solving and other practical assessments appear unaffected by literacy, it
is likely that functional assessment will be useful in differentiating those with poor or borderline

cognitive performance due to illiteracy and those with dementia in this setting

The need to screen for all dementia subtypes would suggest that a test focussed on orientation and

recall will be inadequate at screening for dementia in this setting.

Delirium is important to identify alongside dementia as it needs prompt intervention and diagnosis
can improve overall outcome. No delirium screening or assessment tools have been validated in

Africa to date and these are urgently needed.

Existing screening tools designed for low-literacy settings have been inadequately validated, and
most validation studies have utilised the MMSE in low-literacy settings despite well evidenced

shortcomings of this approach.
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11.Context — The IDEA study

The work submitted for this doctoral thesis was completed as part of the identification and
Interventions for Dementia in Elderly Africans (IDEA) study. The IDEA study was a three year
collaboration between Newcastle University and Northumbria Healthcare NHS Foundation Trust
(NHCFT) in the UK, the University of Ibadan in Nigeria, and Kilimanjaro Christian Medical College
(KCMCo), in Tanzania. | was the research doctor for the Tanzanian site from June 2013 to June 2016.
The overall aims of the project were as follows: 1) to develop and validate a brief cognitive
assessment for dementia suitable for use by non-specialist health workers in SSA, and 2) to develop
and trial an adaptation of cognitive stimulation therapy (CST), a group based non-pharmacological
intervention for dementia, for use in this setting. The focus of this thesis is on the first of these two

project outcomes.
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12.Setting

12.1. Hai demographic surveillance site (DSS) Tanzania

This work took place in the Kilimanjaro region of Northern Tanzania. Tanzania is a low-income
country with an average per capita income of $930. The literacy rate in 2010 was 73%. Life

expectancy is 61 years at birth and 5% of the population are aged 65 or over.

The community-based work described here took place in the Hai district, a rural area on the slopes
of Mount Kilimanjaro. The majority of the population are subsistence farmers, although some
families cultivate cash crops such as coffee and tomatoes. The official language is Swahili, but most
also speak a tribal language at home. A significant minority of older women may only speak a tribal
language. Most health professionals speak some English because degree-level courses are now

taught in English.

Hai has been a demographic surveillance site (DSS) since 1992, and regular population censuses have
been carried out over the past 20 years. The population of the DSS was 161,119 in 2009, with a
further census planned for 2017.Hai is a well demarcated area with natural boundaries and little
migration in and out of the area occurs. Villages in Hai, and elsewhere in rural Tanzania, are highly
organised. Households are grouped into ten-household cells with an elected representative called a
balozi. The balozi is expected to answer to the village committee on matters related to their 10-
household cell, holds office for 5 year terms and is generally a well-known individual in the village.
This organisational system ensures that censuses and epidemiological work can be carried out, as
the name of the balozi is used to locate households and subsequently individuals in the same way as
a postcode might be used in Europe. Each village has one or two enumerators, elected by the village
committee with a role in health surveillance and public health measures. The village enumerators
are experienced in carrying out epidemiological work, and this system has resulted in successful
epidemiological studies of stroke, epilepsy, Parkinson’s disease, neurological disorders, atrial

fibrillation and dementia.

Figure 5 and Figure 6 show the location and setting of Hai in Tanzania.
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Hai District

Figure 5 Location of the Hai district

Figure 6 The Hai district
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12.2. Hospital settings
12.2.1. Mawenzi Regional Referral Hospital

Mawenzi Regional Referral Hospital (MRRH) (see Figure 7) is a government hospital in Moshi,
Kilimanjaro with 200 beds and two inpatient medical wards. Over 300 outpatient appointments take
place per day. The hospital serves an urban and rural population of over 100000 people. Patients
requiring more specialist services are referred to the local tertiary referral hospital. In line with
current Government policy, MRRH has a geriatric medicine clinic which is intended to be free of

charge for all individuals able to demonstrate their age to be 60 and over. The usual method of age

verification is a letter from the village chairperson.

Figure 7. Screening at Mawenzi Regional Referral Hospital
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12.2.2. Kilimanjaro Christian Medical Centre

Kilimanjaro Christian Medical Centre (KCMC) (see Figure 8) is an 800 bedded tertiary referral hospital
in Moshi, Kilimanjaro which serves a predominantly rural population of over eight million people
over an area of more than 170,000km2. The hospital is funded through a partnership between
central government and a charitable foundation, with treatments funded through both national
health insurance and user-payments. This study took place in the 107-bedded internal medicine
department including two inpatient medical wards, a high dependency unit and small private ward.
In 2014 16.1% of 4590 total admissions to the department were aged 60 and over. In-hospital
mortality in this age group is estimated at 25.1% and hospital stay is typically short (median 5 days)

in survivors.

MEDICAL CENTRE =

Figure 8. Kilimanjaro Christian Medical Centre (KCMC)
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12.3. Ethical approval

Ethical approval for the studies described was obtained from both the Kilimanjaro Christian Medical
Centre (KCMC) local ethical committee and the National Institute of Medical Research (NIMR) in Dar-
es-Salaam, Tanzania. Consent was also obtained from the managerial boards of the hospitals
included in the study and oral presentations describing the project were delivered to clinical staff of
the participating hospitals prior to commencing the project to ensure that all were properly
informed of the nature and purpose of the study. Likewise consent was obtained from the district
medical officer (DMO) for the Hai district and permission granted for local primary health care

workers to assist with the project.

All studies followed a similar informed consent procedure. All participants were given oral and
written information about the project by a trained research nurse or medical officer. Since these
studies included significant numbers of people with cognitive impairment, those deemed not to
have capacity to consent by the assessing health worker were allowed to take part if written assent
was obtained from a close relative. For those unable to write, consent was recorded using a

thumbprint.
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13.Preliminary work informing this study (supplementary papers 1, 2, 3 and

4)
13.1. Hai dementia prevalence study, 2010

Difficulties of cognitive screening for dementia in rural Tanzania, consideration of different diagnostic

criteria in this setting, and effect of education.

The Hai dementia prevalence study was a two stage door-to-door community-based prevalence
study of individuals aged 70 and over from 6 villages randomly selected within the Hai district. The
age-adjusted dementia prevalence by DSM-IV clinical criteria was 6.4. The assessment method
followed the 10/66 international collaboration protocol, developed to be culture-fair and previously
used to estimate dementia prevalence across a number of LMIC settings as described in section 2.2
‘Diagnosis and screening for dementia in LMIC settings’ above. A total of 1198 participants aged 70
and over from a total of 1277 identified using census data, were screened using the CSI-D. As
described above, the CSI-D was developed as a research tool for epidemiological studies and consists
of a cognitive screen developed for use in cross-cultural settings (COGSCORE), and an informant
interview (RELSCORE).The CSI-D was administered by trained primary health care research workers,
in participants own homes. Scores are entered into an algorithm and result in stratification into
‘probable dementia’, ‘possible dementia’ and ‘no dementia’ categories. All those with high
probability, 50% of those with intermediate probability ‘possible dementia’ and 5% of those with low
probability ‘no dementia’ underwent second stage clinical assessment based on the 10/66 protocol.
A total of 296 individuals were assessed in the second stage. This structured assessment included
the geriatric Mental State (GMS), a neurological examination, the Neuropsychiatric Inventory (NPI), a
detailed informant history for dementia subtype, caregiver burden questionnaire (Zarit caregiver
burden questionnaire) and detailed risk factor questionnaire. Second stage assessment was
completed by a research doctor assisted by a trained study nurse. In addition to the 10/66 protocol,
designed for use by non-medically qualified graduates, additional history and examination took

place where required in order to clarify diagnosis by DSM-IV clinical criteria.

The overall educational level in this cohort was strikingly low, with over two thirds of older women
having never attended school. Of 668 females, only 44 (6.8%) had more than 4 years of education,
205 (30.7%) had 4 years or less, with 419 (62.7%) having had no education at all. Educational level
was generally higher in males with 96 (18.5%) reporting more than 4 years of education, 256 (49.4%)
had 4 years of education or less and 166 (32.0%) having had no education at all. Females were 3.56

times (95% Cl 2.80-4.55) more likely to have had no education than males.
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Although designed for use in cross-cultural LMIC settings, results in Hai indicated educational bias in
the 10/66 algorithm-based diagnosis, compared with clinically diagnosed DSM-IV dementia (see
Table 4).

Any previously formal education was found to have a significant association with cognitive
performance on the CSI-D and with 10/66 algorithm-based dementia diagnosis but not with DSM-IV
dementia diagnosis based on clinical history and examination. Education and literacy were also
independently associated with CSI-D COGSCORE and ‘probable dementia’ by CSI-D in males, but not
in females fully assessed in phase two of the study. The lack of association in women was attributed
to a lack of statistical power due to the lower level of schooling amongst female participants (see

Table 6).

We concluded that since comprehensive clinical interviews and informant histories had been used to
make diagnoses of dementia by DSM-IV criteria with doctors and locally experienced clinical staff,
these diagnoses were likely to be correct. The reported prevalence by 10/66 criteria of over 20% of
individuals having dementia simply did not reflect the functional ability of older people in the Hai
district seen clinically by the research team and by health workers familiar with the local area. The
10/66 protocol were designed for LMIC settings, but most published study sites included individuals
with markedly higher levels of education than those seen in our rural SSA study. Although the 10/66
collaboration included at least one study site in SSA, data have been published for cognitive

impairment rather than dementia so cannot be compared to our findings in Tanzania.

Considering known literature on cognitive performance in illiterate and low-literate people, outlined
in section 2.4 above, the CSI-D includes a number of items which are likely to be educationally
biased. The 10/66 protocol attempts to compensate this by weighting the informant interview, but a
number of SSA prevalence studies have used the cognitive scale of the CSI-D alone for dementia
screening, dementia diagnosis and prevalence estimates of cognitive impairment. In these studies,
CSI-D COGSCORE totals of 28/33 and 25.5/33 have been used as indicative of cognitive impairment
or dementia respectively. This approach is less likely to be valid, especially in low-literacy settings

and in these studies illiteracy rates are broadly similar to those in Hai ranging from 40-96%.

In Hai, overall cognitive performance on the CSI-D COGSCORE was poor, with median COGSCORE
totals of only 25.7 for women and 27.7 for men. These scores are similar to the cut-off scores for

cognitive impairment used in prevalence studies in SSA and other LMIC settings.

In the original cross-cultural validation of the CSI-D across high and low literacy settings, mean

COGSCORES for those who did not have dementia ranged from 28-30 with the exception of a cohort
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in Nigeria who had similar educational levels to our cohort in Hai. In this cohort, mean COGSCORES

were 25.42, similar to median scores in older women in Hai (25.7%).

In conclusion, in rural SSA, the best-validated existing dementia screening tools are significantly
educationally biased and cognitive assessment tools designed for use in this low literacy setting are
needed to inform research studies and clinical practice. In addition to the educational bias noted,
the CSI-D is lengthy, and was designed primarily as a research tool for epidemiological studies. The
algorithm-based risk stratification yielded by the combination with the informant interview is
unlikely to be useful to non-specialist clinicians working with older people in rural SSA and a

different approach is needed.
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Table 4. Comparison of dementia diagnosis by 10/66 dementia collaboration criteria (designed to be
culture-fair in LMIC settings) and DSM-IV clinical criteria based on detailed structured clinical

interview and informant history by research doctor (supplementary paper 3)

Prevalence of 10/66 and clinically diagnosed DSM-IV dementia

Cases within Cases within 56 Cases within 72 Extrapolated
168 people oy . oy .
. people with ‘possible people with ‘no dementia prevalence
with ‘probable ., .,
., dementia dementia (%)
dementia
10/66 dementia’
Females 103 37 2 28.5
Males 45 7 1 16.3
70-74 years 22 5 1 13.1
75-79 years 33 8 1 194
80-84 years 27 13 1 29.7
285 years 66 18 0 43.7
Total all cases 148 44 3 23.5
Age- - - - 21.6
standardised all
cases

DSM-IV clinically diagnosed dementia

Females 51 5 0 9.3
Males 22 0 0 4.8
70-74 years 9 1 0 3.5
75—-79 years 10 1 0 3.8
80-84 years 15 1 0 8.6
285 years 39 2 0 19.3
Total all cases 73 5 0 7.5
Age- - - - 6.4

standardised all

cases
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Table 5. Association between any education and dementia diagnosis by 10/66 collaboration criteria
(designed to be culture-fair in LMIC settings) and DSM-IV clinical dementia criteria based on clinical
interview and informant history. Formal education was not independently associated with DSM-IV
criteria dementia. The 10/66 algorithm protocol appeared educationally biased in this setting

(supplementary paper 3)

Logistic regression models of the role of education after adjusting for the effect of age and gender

95% Cl for OR

B Sig. OR Lower Upper
10/66 dementia
70-74 years - - 1 - —
75-79 years 0.894 0.016 2.444 1.180 5.061
80-84 years 1.406 0.001 4.079 1.832 9.082
85 years or over 1.817 <0.001 6.156 2.938 12.898
Female gender 0.633 0.030 1.884 1.065 3.333
Education- 0.800 0.004 2.225 1.284 3.855
Constant -0.837 0.005 0.433
Clinical DSM-IV dementia
70-74 years - - 1 - -
75-79 years 0.147 0.759 1.158 0.454 2.952
80-84 years 0.807 0.077 2.242 0.918 5.478
85 years or over 1.279 0.002 3.592 1.619 7.971
Female gender 0.230 0.456 1.259 0.688 2.304
Education- 0.103 0.730 1.108 0.619 1.985
Constant -1.940 <0.001 0.144

OR=o0dds ratio, Cl=confidence interval.
*Education was coded as 1=none, O=some primary education or higher level. There were 13 missing

values and the model is based on 283 cases.
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Table 6. Relationship between literacy, schooling and life experience and median CSI-D cognitive

score (COGSCORE) in Hai 2010 dementia prevalence study. Although the CSI-D has was designed to

be culture-fair, total scores were much lower in those without formal education and/or illiterate

(supplementary paper 3)

Literacy, schooling and life experience data in relation to CSI-D cognitive score

Yes

Females

Males

Ever attended

school (n=668)

Can read and
write (n=668)

Born outside
Hai (n=673)

Ever lived
outside Hai
(n=673)

Ever attended

school (n=518)

Can read and
write (n=518)

Born outside
Hai (n=525)

Ever lived
outside Hai
(n=525)

Number

249 (37.3%)

232 (34.7%)

70 (10.4%)

96 (14.3%)

352 (68.0%)

337 (65.1%)

66 (12.6%)

157 (29.9%)

No

CSI-D score
(median, IQR)

26.9 (24.7 to
28.9)

26.9 (24.7 to
28.7)

25.2 (23.6 to
27.3)

26.1(24.1to
28.0)

28.3(26.3 to
29.9)

28.2(26.3to
29.8)

27.1(26.1to
28.3)

28.0(26.2 to
29.6)

Number
419
(62.7%)

436
(65.3%)

603
(89.6%)

577
(85.7%)

166
(32.0%)

181
(34.9%)

459
(87.4%)

368
(70.1%)

CSI-D score
(median, IQR

24.8(21.6 to
27.4)

24.9(21.8to
27.5)

25.8 (22.6 to
28.1)

25.6(22.6to
28.0)

26.5(24.0 to
28.0)

26.8(24.0to
28.6)

27.9 (25.5 to
29.5)

27.5(25.3to
29.4)

Significance

U=34866.5,
7= —6.688, p<0.001
U=34449.5,
2= -6.791, p<0.001
U=19397.0,
z=-1.109, p=0.267
U=26581.0,

2= -0.632, p=0.527

U=20757.0,
z=-6.278, p<0.001
U=21481.5,
z=-6.039, p<0.001
U=13771.5,
z=-1.194, p=0.233
U=26422.5,

2=-1.549, p=0.121

IQR: inter quartile range.
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Table 7. Association between markers for cognitive function and schooling in phase Il cohort

(Supplementary paper 4)

Association between markers for cognitive function and schooling in phase Il cohort. N=296

Females CSI-D patient cognitive score
CERAD 10 word list score
Probable dementia by CSI-D
DSM-IV dementia diagnosis

Males CSI-D patient cognitive score

CERAD 10 word list score
‘Probable dementia’ by CSI-D

DSM-IV dementia diagnosis

Univariate odds ratio (95% Cl,

significance)

1.01 (0.96 to 1.05, p=0.786)
1.13 (0.97 to 1.31, p=0.115)
0.83 (0.61to 1.11, p=0.211)
0.91(0.47 to 1.77, p=0.776)
1.11 (1.03 to 1.20, p=0.010)
1.12 (0.91 to 1.37, p=0.273)
0.48 (0.31 to 0.75, p=0.001)
0.44 (0.16 to 1.18, p=0.103)

Age adjusted odds ratio
(95% Cl, significance)

1.00 (0.95 to 1.04, p=0.858)
1.08 (0.92 to 1.26, p=0.339)
0.85 (0.63 to 1.16, p=0.316)
1.11 (0.55 to 2.22, p=0.774)
1.09 (1.01 to 1.18, p=0.028)
1.09 (0.87 to 1.37, p=0.452)
0.54 (0.34 to 0.86, p=0.010)
0.59 (0.20 to 1.76, p=0.345)
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14.Evaluation of the Mini-Mental State Examination (MMSE) in Hai

(Supplementary Paper 3, cohort 1b)

The mini-mental state examination (MMSE) is the most widely used cognitive screening test
worldwide despite well described shortcomings relevant to potential use in sub-Saharan Africa.
These shortcomings include well-evidenced educational bias, inclusion of literacy and numeracy-
dependent items, and lack of items assessing frontal lobe or executive function. Nevertheless, the
MMSE is the most extensively validated cognitive test in low-literacy settings as evidenced by the
data presented in the systematic review of brief cognitive screening tools. We felt that due to this
very widespread use of the MMSE for cognitive screening, including in hospital settings in SSA as

detailed in Table 2, it was appropriate to evaluate the performance of the MMSE in Tanzania.

The version of the MMSE used for the pilot was minimally adapted in order to be understood in
Tanzania. The sentence for repetition was changed to a similar phrase well known in Swahili.
Likewise the attention task was simplified to serial subtractions of three. The item on street name
was changed to ‘who lives next door’ because street names were not relevant in Hai. Translations to
instructions were made with discussion with the district medical supervisors, a group of assistant
medical officers with extensive public health experience and forwards and backwards translated to

ensure that instructions would be clearly understood as intended.

The MMSE was evaluated in sixty participants under follow-up as part of a study of mild cognitive
impairment (MCI). Demographic data are summarised in Table 8. Median MMSE score for individuals
with no cognitive impairment following detailed home-based clinical assessment was 19, within the
range normally classified as moderate dementia in high income countries. This was similar to
findings from other LMIC studies with high levels of illiterate participants identified during the
systematic review of cognitive screening tools. Surprisingly, the majority of participants could not
name the country and replied by giving the name of the region, or nearest large town, despite
prompting. As expected, most illiterate participants were reluctant to attempt the drawing task and

most refused.

The performance of the MMSE is summarised below in in Table 8. The optimum cut-off for the
MMSE in our sample was 13.5/30 or 13.5/22 with sensitivity of .77 and specificity of .71. A cut off of
14 resulted in sensitivity of .824 but specificity of 0.63. Removing the literacy-dependent items did
not change the optimum cut-off score with 13.5/22 resulting in sensitivity of .824 and specificity of
.69. Auroc was fair (0.80-0.796). Categorical verbal fluency was superior to the MMSE in dementia

screening. Of the domains assessed in the MMSE, the best-performing were orientation and delayed
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recall. Results supported evidence from other low-literacy settings that performance on categorical
verbal fluency and orientation are less affected by illiteracy. Generally those with normal cognition
performed poorly in all individual tasks in the MMSE with the exception of repetition and simple
naming, a similar finding to that reported in another low literacy setting in Brazil. The optimal cut-off
of 13/30 was at the lower end of normative scores reported in other low-literacy settings (13-18).
The previously described validity issues when using artificially low scores for illiterate people on the
MMSE and other cognitive screening tests, and the result of this pilot study, indicate that the MMSE

cannot be recommended for dementia screening in SSA.
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*=missing Dementia n=17 MCI Normal cognition
N=29 N=14

Age (med, IQR) 81.0 (16.50) *=1 85.0 80.00 (14.0)
(10.0)

Female (n, %) 11 (64.71) 19 65.52 |11 (78.57)

Ever attended formal school (n, %) 4  (23.53) 10 3448 | 7 (50.0)

Years of education (med, IQR) 0.00 (1.00) 0.00 0.50 (4.0)
(3.00)

Self-reported basic literacy (n, %) 4 (23.53) 7 (24.14) |7 (50.0)

Verbal fluency (category, animals) (med, | 4.00 (2.50) 6.00 8.50 (3.75)

IQR) (3.50)

CERAD delayed recall (med, IQR) 1.00 (2.250) *=5 1.00 (2.0) | 1.50 (4.0) *=4
*=5

Minimally adapted MMSE total score 12.00 (4.50) 15.0 19.50 (3.75)

(med, IQR) (5.0)

MMSE total disregarding literacy and 12.00 (4.50) 14.0 19.00 (2.5)

numeracy based items /22 (4.0)

Subset scores

MMSE orientation/10 4.00 (3.00) 6.00 8.00 (2.5)
(2.0)

MMSE registration/3 3.00 (1.00) 3.00 3.00 (0.0)
(0.0)

MMSE recall/3 0.00 (1.00) 1.00 2.00 (0.0)
(2.0)

MMSE commands/3 2.00 (2.50) 2.00 2.00 (1.25)
(2.0)

MMSE naming/2 2.00 (0.00) 2.00 2.00 (0.0)
(0.0)

MMSE writing/1 0.00 (0.00) 0.00 (0.0) | 0.00 (0.0)*=1
*=4

MMSE written command/1 0.00 (0.00) *=1 0.00 0.00 (1.0)
(1.0)

MMSE copying/1 0.00 (0.00) *=4 0.00 ( 0.00 (0.0) *=1
0.0) *=4

MMSE attention and concentration 0.00 (0.00) 0.00 0.00 (1.0)

(calculation)/5 (0.0)

MMSE repetition/1 1.00 (0.00) 1.00 (0.0) | 1.00 (0.0)

- 106 -



Identification of dementia in sub-Saharan Africa

Doctoral Statement

ROC Curve
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mmseoutof22 796 080 .000 678 913
verbalfluency 824 056 000 713 934

The test result variable(s): UKMMSEtotal, mmseoutof22, verbalfluency has at least one tie between the
positive actual state group and the negative actual state group. Statistics may be biased.

a. Under the nonparametric assumption

b. Null hypothesis: true area = 0.5
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Figure 9. Performance of cognitive domains from
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The IDEA six-item cognitive screen
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15.The IDEA six-item cognitive screen for Africa (SIDSA)

The SIDSA is a brief cognitive screening tool designed for use by non-specialist workers in primary
care in a rural SSA setting, and to be used in a low-literacy setting. Items scored assess orientation,
short-term recall, long term memory, abstract thought, category (animal) fluency and visuo-

construction.

Four items are taken from the Community Screening Instrument for Dementia (CSI-D). These are as
follows, to describe the function of a bridge, naming the day of the week, naming the village
chairperson, town mayor or equivalent, and categorical verbal fluency (animals in one minute). An
additional item, the 10 word list is an adaption of the Consortium to Establish a Registry for
Alzheimer’s disease (CERAD) 10 word recall task. This was adapted in India to allow auditory rather
than written presentation of the words, and adaptation of the words to a LMIC setting. Three
learning trials are given, and then recall of the 10 previously learned words is scored after a five
minute delay with one point given for each correct answer up to a maximum of 5 points. This task
forms part of the 10/66 international dementia collaboration protocol. The final item is a measure of
praxis and visuoconstruction using a matchstick construction task taken from the stick design test,
originally validated in a community cohort in Nigeria with a very low level of literacy. This is scored
from zero to three points. Weighting of individual questions for item scoring was derived from the
parameter estimates of the regression models. The maximum possible score on the IDEA screen is
therefore 15 points and the minimum is zero, with higher scores indicating better cognitive

performance.

The IDEA six-item screen appears to address some of the issues of educational bias noted in other
screening tools. There are no included items requiring reading writing drawing or calculation in order
to avoid overt educational bias. In addition, the items included are amongst those evidenced to be
less affected by exposure to formal education. Orientation (if culturally appropriate items are asked)
has been shown to be less affected by exposure to formal education than other cognitive tests.
Likewise although verbal fluency performance is related to educational attainment, categorical
fluency and in particular categories related to everyday life are less educationally biased. The 10
word learning list, and particularly the adaptation used here was originally used in a low-literacy
setting in India. It has been shown to have minimal educational bias, with scores on total word
learning and delayed recall appearing fairly consistent across a range of LMIC urban and rural
settings with higher or lower levels of education®®. In the Hai dementia prevalence study, delayed
recall performance using this 10-word list was similar in men and women with a median of two

words recalled in both groups (U=9142.0, z= —0.603, p=0.547), despite the lower education levels
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and greater age of the female group, suggesting a lack of educational bias in this assessment. The
IDEA six-item screen, although brief, includes items screening frontal and parietal lobe function. This
avoids the focus on registration and recall seen in other brief screening tools and may therefore
have utility in screening for dementias of subtypes other than Alzheimer’s disease dementia (ADD).
This is important since there is evidence of an increased prevalence of non-ADD dementias in

Tanzania.
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Six Items Dementia Screening for Africa- SIDSA

Vitusitavyakuchunguzaugonjwawa dementiakwaAfrika — SIDSA

Date of Interview: INTERVIEWER
Subjects’ Name: Subject ID

A.1.1 Gender: Location of Interview:
Home Address/village Ballozi:

Telephone number (essential)

A.1.2 Date of Birth (if known): A.1.3 Current Age

(If not known/unsure, estimate using historical events):

A.1.4 Occupation: A.1.5 Still working?

CAN THE PATIENT READ AND WRITE? (Please circle) YES NO

EDUCATIONAL LEVEL REACHED

None Grades 1-4  Grades 5-7  Grade 8 or above Completed secondary school Further education

-111-

Preparation for ten-word list (Question 5) Maandalizi kwa ajili ya orodha maneno-kumi (Swali la 5)

| am going to read out a list of words. Please listen carefully and | will ask you to repeat them

back to me once | have finished (read out the words slowly).
Mimi nitakusomea orodha ya maneno. Tafadhali sikiliza kwa makini na nitakuomba wewe kuyarudia mara
baada ya mimi kumaliza (soma maneno polepole).

First attempt: Now tell me all the words you can remember (tick on the grid the words
remembered)

Jaribu la kwanza: Sasa uniambie maneno yote unayoweza kukumbuka (weka alama ya vema mbele ya
neno lillokumbukwa)

Second attempt: Now | will read out the words again, listen carefully and | will ask you to
repeat as many as you can. Now tell me all the words you can remember (tick on the grid the
words remembered)

Jaribu Ia pili: Sasa mimi nitasoma orodha ya maneno tena, sikiliza kwa makini na mimi nitakuuliza wewe
kuyarudia kwa wingi kadri unavyoweza. Sasa niambie maneno yote unayoweza kukumbuka (weka alama
ya vema mbele ya neno lililokumbukwa)

Third attempt: Now | will read out the words one last time, listen carefully and | will ask you to
repeat as many as you can. Now tell me all the words you can remember (tick on the grid the
words remembered)

Jaribu la tatu: Sasa mimi nitasoma tena orodha ya maneno mara moja ya mwisho, sikiliza kwa makini na

mimi nitakuuliza wewe kuyarudia kwa wingi kadri utakavyoweza. Sasa niambie maneno yote unayoweza
kukumbuka (weka alama ya vema mbele ya neno lililokumbukwa

Doctoral Statement
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Word/ neno First attempt Second Attempt Third Attempt
jaribu la kwanza Jaribu la pili Jaribu la tatu
Butter /Siagi
Arm /Mkono
Letter /Barua
Queen/ Malkia
Ticket /Tikiti
Grass / Nyasi
Corner /Kona
Stone /Jiwe
Book /Kitabu
Stick /Fimbo
I will tell you the name of something and | want you to 0if incorrect / kama si sahihi
describe what it is. What is a bridge? (correct answer:
something that goes across a river, canyon or road)
minokana GO N | o e
uelezea ni nini.Je, daraja nini? (Jibu sahihi: kitu ambacho )
huenda juu ya mto, korongo au barabara) Score/ Alama:_/2
| want you to name as many different animals as you can
in one minute,
Nitapendautajemajinayawanyamawengikadriuwezavyondan /
adakikamoja. 0-0-3 animals named
[ kama ametaja wanyama 0-3
1-4-7 animals named
/ kama ametaja wanyama 4-7
2 - 8 or more animals named
/ kama ametaja wanyama 8 au zaidi | Score / Alama:___/2
. Who is the chief/head/leader of this village? Oifincorrect /kama si sahihi
Ni nanimtawala/mkuu/kiongoziwakijijihiki?
1ifcorrect /kama sahihi Score / Alama:___ /1
. What day of the week is it? Oifincorrect /kama si sahihi
Ni sikuganiya wiki leo?
2if correct / kama sahihi Score / Alama:_ /2
. Canyou tell me the ten words we learned earlier? Try to 0 for no words remembered
remember as many as you can. [kama hakuna neon lililokumbukwa
J kuniambi kumi tuliojifu ?
e,_unaweza uniam |? maneno_ umi | uliojifunza mapema? | . o / Tkwa neno1
Jaribu kukumbuka majina mengi kadri utakavyoweza Score /Alama;___ /S
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2 for 2words / 2 kwa maneno 2
3 for 3words / 3 kwa manneno 3
4 for dwords / 4 kwa maneno 4

5 for 50r more /5 kwa maneno 5

6. Canyou make the design shown below using these four
matchsticks? | will show you once and then you have to copy
exactly. (The examiner should make the design first using the
matchsticks and specifically point out to the person that the
heads of the matchsticks all need to point the same way. Once
the examiner has made the shape, collect up the matchsticks in a
bunch and place them in front of the person being interviewed.)
Je, unaweza kufanya maumbokama inavyoonekana hapa chini kwa
kutumia njiti nne za kiberiti. Mimi nitakuonyesha mara moja na
kisha wewe utarudia kama mimi nilifanywa)

(Mtahini anapaswa kufanya maumbo ya kwanza kwa kutumia njiti
za kiberiti na hasa kuelezea kwa ufasaha kuwa vichwa vyote vinne
vielekee upande mmoja. Mara mtahini anapomaliza kufanya umbo,
kusanya njiti za kiberiti katika rundo na kuziweka. mbele ya mtu
kuwa anayehojiwa, ni sawa mtu kuona umbo hili hapa chini wakati
wakitengeneza umbo).

\

/

Score 1 for each part of the design
that is performed correctly

Toa maksi 1 kwa kila sehemu ya
umbo inayofanywa sawa.

1- Middle two matchstick heads
pointing same way

Vichwa vya njiti mbili vinaelekea
upande mmoja

1 - Qutside two matchsticks
pointing at an angle

Kwa upandewa nje njiti mbili
zinaelekea kwenye kona

1 - Matchstick heads are
orientated correctly
vichwa vya njiti vimeelekezwa sawa

Total number of points
[Jumla ya alama ___3

Total number of points
[ Jumla ya alama __[3
:e:Fat fn_atglsnck task gllowmg the pa;nt:t tohsee the des;gn‘at::_we as they ma:e the shape ONLY ENTER BEST SCORE
udia njiti ukimpa mgonjwa aone muundo huu hapa juu wakati akitengeneza umbo . ON MATCHSTICK TEST
Total number of points HERE
[lumla ya alama ___J3
Total points: /15
Does the person have visual impairment which has prevented him/her from scoring? ~ YES /NO
Je mtu uliyemwona ana shida ya kuona iliyomfanya asiweze kukamilisha zoezi
Does the person have hearing impairment which has prevented him/her from scoring ~ YES / NO

Je mtu uliyemwona ana shida ya kusikia iliyomfanya asiweze kukamilisha zoezi

Start time
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16.Development and internal validation of the IDEA six-item cognitive

screen for Africa (supplementary paper 5)

The IDEA six-item cognitive screen was developed from data collected during the 2010 prevalence
study of dementia in Hai (supplementary papers 1, 2 and 3). All cognitive assessment data collected
during the screening phase of the study, were analysed with the aim of selecting those items most
predictive of dementia in this setting. Data were therefore available for 296 individuals aged 70 and
over seen and fully clinically assessed for dementia during the second phase of the study. Available
data included all items from the CSI-D and also the 10/66 adaptation of the CERAD 10 word learning
list. The drawing items included in the CSI-D (drawing interlocking circles and interlocking
pentagons) were not included in analysis as the vast majority of individuals had either refused to
attempt this task or failed in completion of it. Subjective feedback from health workers conducting
the screening had been that many individuals stated it was the first time they had been asked to use

a pencil.

Two methods of scale development were used, Mokken scale analysis (MSA) based on Item
Response Theory (IRT), and a combination of factor analysis and logistic regression. The model was
developed using 80% of the available data, with cases selected at random, and internally validated
on the remaining 20% of cases in order to avoid overfitting. The preferred model used the second
method. This model demonstrated the best performance on internal validation (AUROC 0.871 vs
0.786 for the MSA-based model). Although MSA is a frequently-used method for scale development,
in cognitive assessment for dementia it presents some difficulty. MSA assumes an underlying latent
trait, and is a hierarchical method, assuming hierarchical levels of difficulty amongst items. This may
work well in assessment of items assumed to have a hierarchical difficulty scale, such as questions in
an exam grading level of knowledge, but may not work so well in a condition such as dementia.
Dementia is a syndrome, and especially in this environment, screening tools are required to identify
individuals who may have disparate cognitive deficits. Attempting to identify one underlying latent
trait of ‘cognitive impairment’ may not be an effective strategy, particularly when attempting to

identify individuals with differing dementia subtypes.

In order to increase generalisability, and to ensure that a more comprehensive cognitive assessment
took place, one further test of praxis and visuoconstruction was added. The data available for
modelling and internal validation was lacking in this regard, since the CSI-D assesses this cognitive
domain through drawing, and this task had had to be removed from analysis due to non-completion
by a large proportion of participants. The item added was a matchstick construction task selected

from the Stick Design Test, a test of praxis validated in a low-literacy setting in Nigeria. The shape
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selected (rake) was the most discriminating between dementia and ‘no dementia’ in published
validation data related to this task. Performance of the modelled 6 item screen on internal validation
is illustrated below in Figure 10 Internal and pilot validation of IDEA six-item screenFigure 10.
Interestingly, the brief CSI-D, developed and internally validated using a similar process of modelling
screening data from the 10/66 international collaboration did not work well in our cohort. The
reasons for this are not clear, although the educational level in our cohort was lower than that of

most sites included in the 10/66 collaboration as mentioned previously.
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17.Pilot external validation of IDEA six-item screen and feasibility study

(supplementary paper 5, cohort 1a)

17.1. Pilot external validation (cohort 1a)

The IDEA screen was piloted in a cohort of 60 individuals aged 70 and over. Half of these (30
individuals) were identified during the 2010 dementia prevalence study as meeting mild cognitive
impairment (MCI) international consensus criteria after case discussion with a UK based old age
psychiatrist. This cohort were followed up at home annually for four years, and this pilot evaluation
took place two years after baseline assessment. Additional control participants (30) were recruited
through random selection of individuals rated cognitively normal on initial screening with the CSI-D
in 2010. Absence of major cognitive impairment was verified by repeat CSI-D screening and only
those in the CSI-D ‘low probability’ group were included as controls. The IDEA screen was
administered by a nurse or clinical officer, in participants’ own homes and blind to the outcome of
clinical assessment and psychiatric diagnosis. Participants were subsequently clinically assessed for
the presence of dementia using a protocol similar to that used in the baseline dementia study and
including history, mental state examination, bedside cognitive testing, neurological examination and

detailed informant history for cognitive or functional impairment.

Prevalence of dementia in the sample was 11/60 (18.3%). Differential diagnosis was challenging,
with 12 individuals meeting MClI criteria and two having other mental illness (late onset
schizophrenia and depression with psychosis). Diagnostic accuracy of the initial 5-item scale
developed through factor analysis and logistic regression was good (sensitivity 81.8%, specificity
71.4%, AUROC 0.867 (0.752-0.982)) at a cut off of 7/12. Addition of the matchstick construction item
improved AUROC to 0.888 (0.766-1.00). At a cut off of 7/15, sensitivity was 81.8 and specificity 84.4,
and at the higher cut-off of 10/15 sensitivity improved to 90.9 but there was a substantial reduction

in specificity to 62.2%.
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AUROC (95% ClI) Maximum Score Dementia Cutoff Sensitivity, % Specificity, %

Validation data set (n = 60)

5-ltem instrument 0.871 (0.768-0.975) 12 <7 91.7 61.7
7-Item instrument 0.786 (0.648-0.925) 9 <6 917 383
CSI-D cognitive section 0.847 (0.714-0.980) 33 <2 889 64.9
Brief CSI-D 0.792 (0.637-0.947) 9 <6 91.7 426
Fieldwork testing data set (n = 60)

5-Item instrument 0.867 (0.752-0.982) 12 <7 81.8 714
Matchstick design item 0.842 (0.708-0.977) 3 <| 90.9 778
6-Item IDEA study instrument 0.888 (0.766-1.000) 15 <7 8.8 844

<10 90.9 62.2

Abbreviations: AUROC, area under the receiver—operating characteristic; CSI-D, community screening instrument for dementia; IDEA, Identification and
Intervention for Dementia in Elderly Africans.

Figure 10 Internal and pilot validation of IDEA six-item screen
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18.Summary and research questions

In summary, the IDEA six-item cognitive screen developed through modelling appeared to have
substantial advantages in terms of face validity for dementia screening in this setting. Use of the
screen by non-specialist workers in community settings appeared feasible, and the screen appeared
accurate in identification of dementia based on pilot data and a small sample. Further refinement
and testing appeared useful considering the current lack of alternative cognitive screening tools

validated in this setting, and the shortcomings of existing tools validated in low-literacy settings.
18.1. Research questions

1. What is the clinical effectiveness of the IDEA six item cognitive screen as a screening tool for
dementia in hospital inpatient, outpatient and community settings in sub-Saharan Africa?

2. Isthe IDEA six-item cognitive screen educationally biased in these settings?

3. How might we identify functional impairment as a result of cognitive impairment to assist
with dementia diagnosis in sub-Saharan Africa?

4. Can we improve upon the accuracy of cognitive screening using the IDEA six-item screen by
adding a culturally appropriate measure of functional ability?

5. What is the clinical effectiveness of the IDEA six-item cognitive screen for identification of
delirium in hospital inpatient settings in Tanzania?

6. What might be the most effective method of screening for delirium in older hospitalised
adults in sub-Saharan Africa taking into account the lack of access to specialist clinicians in

this setting?
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Part Two

Validation of the IDEA six-

item cognitive screen
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Key paper 1

(Initial validation for major cognitive
impairment in older hospital inpatients
and outpatients)
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Abstract

Background: We have previously described the development of the Identification and Intervention for Dementia

in Elderly Africans (IDEA) cognitive screen for use in populations with low levels of formal education. The IDEA
cognitive screen was developed and field-tested in an elderly, community-based population in rural Tanzania with
a relatively high prevalence of cognitive impairment. The aim of this study was to validate the IDEA cognitive screen
as an assessment of major cognitive impairment in hospital settings in Nigeria and Tanzania.

Methods: In Nigeria, 121 consecutive elderly medical clinic outpatients reviewed at the University College Hospital,

Ibadan were screened using the IDEA cognitive screen. In Tanzania, 97 consecutive inpatients admitted to Mawenzi
Regional Hospital (MRH), Moshi, and 108 consecutive medical clinic outpatients attending the geriatric medicine clinic

be educationally biased.

at MRH were screened. Inter-rater reliability was assessed in Tanzanian outpatients attending St Joseph'’s Hospital in
Moshi using three raters. A diagnosis of dementia or delirium (DSM-IV criteria) was classified as major cognitive
impairment and was provided independently by a physician blinded to the results of the screening assessment.

Results: The area under the receiver operating characteristic (AUROC) curve in Nigerian outpatients, Tanzanian
outpatients and Tanzanian inpatients was 0.990, 0.919 and 0.917 respectively. Inter-rater reliability was good
(intra-class correlation coefficient 0.742 to 0.791). In regression models, the cognitive screen did not appear to

Conclusions: The IDEA cognitive screen performed well in these populations and should prove useful in
screening for dementia and delirium in other areas of sub-Saharan Africa.

Keywords: Dementia, Delirium, Screening, Nigeria, Tanzania, Africa, Validation

Background

The prevalence of dementia, alongside other non-
communicable diseases (NCDs), is increasing rapidly
as populations age globally, with 135.5 million people
expected to have dementia by 2050 [1]. The greatest
increases are predicted in low- and middle-income
countries (LMICs) with 71% of the global total of
people with dementia residing in LMICs by 2050 [1].
In sub-Saharan Africa (SSA) the number of cases of de-
mentia is expected to increase from 1.31 million in

* Correspondence: aogunniyi53@yahoo.com
3University College Hospital, University of lbadan, Ibadan, Nigeria
Full list of author information is available at the end of the article

( BioMed Central

2013 to 5.05 million by 2050 [1]. Identification of
dementia and other major cognitive impairments in
LMICs can be problematic, due to the lack of culturally
appropriate validated screening tools. The vast major-
ity of cognitive screening tools in common use world-
wide have been developed and validated in high
income countries (HIC) and usefulness in LMIC
settings is greatly limited by cultural and educational
differences. Illiteracy is highly prevalent in older adults
in many LMICs, particularly in rural areas. Minimising
educational bias in cognitive screening tools would im-
prove their clinical utility. In SSA, perhaps more than
in other LMIC settings, this problem is compounded

© 2015 Paddick et al. This is an Open Access article distributed under the terms of the Creative Commons Attribution License
(http://creativecommons.org/licenses/by/4.0), which permits unrestricted use, distribution, and reproduction in any medium,
provided the original work is properly credited. The Creative Commons Public Domain Dedication waiver (http://
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by a serious shortage of specialist clinicians including
neurologists, geriatricians and psychiatrists [2,3].
There are 200 times fewer qualified mental health
workers per 100,000 population in SSA compared to
HICs [4]. One way to overcome this problem is to de-
velop and validate cognitive screening tools suitable
for use by non-specialist healthcare workers and clini-
cians. These tools must be brief, simple to use and have
excellent predictive properties. This task-shifting ap-
proach is recommended by the World Health
Organization (WHO) for other mental and neurological
conditions in low-resource settings [5]. We have re-
cently described the development, internal validation
and fieldwork testing of the Identification and Interven-
tions for Dementia in Elderly Africans (IDEA) study
cognitive screening tool [6]. This screening tool was de-
veloped using data collected from 1198 older adults
screened for dementia in rural Tanzania, a low-literacy
setting. It was subsequently piloted in a follow up co-
hort with relatively high levels of cognitive impairment.
The aim of the current study was to externally validate
the IDEA cognitive screen for use in a cohort of older
adults in hospital settings in Nigeria and Tanzania.

Methods

This current study took place as part of the larger IDEA
study of dementia in SSA. In Nigeria, the study was ap-
proved by the University of Ibadan and Oyo state Minis-
try of Health research ethics committees. In Tanzania,
the study was approved nationally by the National Insti-
tute for Medical Research, and locally by Kilimanjaro
Christian Medical University College. Written informed
consent was obtained from each participant. We ob-
tained a thumbprint for those that could not read or
write after the purpose and implications of the study
were verbally explained. In cases where patients were
unable to give informed consent due to cognitive deficit,
written assent was obtained from a close relative.

Participants and setting

Nigerian cohort

Outpatient sample Participants were geriatric patients,
aged 65 years and over, seen at the medical outpatient
clinic of University College Hospital Ibadan (UCH)
during May 2013. UCH is an 850-bed teaching hospital
in the city of Ibadan, Oyo state, western Nigeria. The
city has a population of approximately 3 million people.
Patients were included if they consented to participate
and were 65 years or older.

Tanzanian cohort

Mawenzi Regional Hospital (MRH) in Moshi is a
government hospital with approximately 200 beds and
provides care for around 300 outpatients per day. The
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hospital serves an urban and rural population of around
100,000 people. Those requiring more specialist services
are referred to Kilimanjaro Christian Medical Centre, a
tertiary referral hospital in Moshi.

Outpatient sample

Outpatients were recruited from the geriatric medicine
outpatient clinic at MRH. The geriatric clinic offers a
free-of-charge service for those able to demonstrate that
they are aged 60 years or over, usually with a letter from
their village committee. All attendees at the clinic aged
65 years or over were invited to take part. Screening was
conducted daily for a four-week period during October
and November 2013. Screening did not take place on
public holidays and weekends, as the clinic was closed.
Due to resource limitations, a stratified sample of outpa-
tients were clinically assessed. A full clinical assessment
of all those scoring<8 on the IDEA screen was com-
pleted. A score of <7 was considered the optimal cut-off
for detection of major cognitive impairment, but the
higher cut-off was chosen to try to ensure high sensitiv-
ity. We aimed to clinically assess a random selection of
at least 40% of those who scored > 8 on the screen. Ran-
domisation involved drawing lots.

Inpatient sample

All admissions to the medical wards of MRH aged
65 years and over, from 8™ October to 20™ December
2013 were invited to take part in the study. The ward
admission records were consulted daily and a physical
check was made of all wards for new admissions. Patients
were excluded if they refused to participate, or if the asses-
sing clinician felt they were too unwell to participate.

Inter-rater reliability

This was carried out in the outpatient clinic of St
Joseph’s Catholic Mission hospital in Moshi, Tanzania. St
Joseph’s was chosen for the assessment of inter-rater
reliability to ensure that all patients were previously
unknown to the raters, thus avoiding the possibility that
their scores could be influenced by prior information.
All outpatients aged 65 years and over were invited to
take part. Screening was carried out by three trained
raters (AK, SM or JK), randomly coded A, B and C. To
minimise the confounding influence of a training effect,
rater A and rater B were each randomly assigned to see
half of the patients on the first assessment and the other
half on the second assessment. The third assessment
was completed by rater C. For the third assessment, not
all patients could be followed up due to having been
discharged from the clinic. A minimum gap of two days
was left between consecutive assessments to minimise
carryover effects. Assessments were timed, where pos-
sible, to coincide with existing outpatient appointments
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in order to avoid additional unnecessary travel for par-
ticipants, some of whom were frail.

Assessments

At both sites, basic demographic data (age, gender and
highest education level) were collected from each partici-
pant. In both countries, birth registration is not universal,
and many older people do not know their date of birth.
Where age was not accurately known, a validated method
of estimation based on significant past events was used
[7]. The method has been shown to have excellent con-
cordance during validation work in other SSA populations
(intra-class correlation coefficient (ICC) 0.87).

Cognitive screening

The IDEA cognitive screen has six items derived from
existing cognitive assessments used in LMIC [6]. The
screen is shown in Figure 1. Items 1-4 are taken from
the Community Screening instrument for Dementia
(CSI-D) [8]. These involve being able to name a bridge
from a description of its use, knowing the day of the
week, knowing the name of the village chief/ town
mayor/ city governor and naming as many animals as
possible in one minute (score 2 for > 8 animals, score 1
for 4—7 animals, score 0 for 0—3 animals). Item 5 is taken
from Consortium to Establish a Registry for Alzheimer’s
Disease (CERAD) 10-word recall test [9], with recall of 10
common words after 5 minutes delay (score 1 point for
each word up to a maximum of 5 points). The sixth item
is designed to measure praxis and involves a matchstick
design test originally developed by Baiyewu et al. [10],
with scores ranging from 0 (no matchsticks placed cor-
rectly), to 3 (all four matchsticks placed correctly in the
shape of a rake). The maximum possible score is 15 and
the minimum 0, with a higher score indicating better
cognitive function. The IDEA screen therefore includes
delayed recall, orientation, two measures of frontal lobe
function, verbal fluency and abstract reasoning, praxis and
long-term memory. An assessment of ability for new
learning is also possible from performance on the 10-
word learning list. No items are included requiring
reading, writing, drawing or calculation in order to
reduce possible educational bias. The screen was
administered in the local language (Yoruba in Nigeria,
Swahili or Chagga in Tanzania) with the words from
the 10-word list translated into the local equivalent.

In Nigeria, the cognitive screen was administered by a
study nurse, prior to formal assessment for cognitive im-
pairment by a doctor. The nurse was therefore blind to
the clinical diagnosis at the time of assessment. In
Tanzanian inpatients and outpatients, the cognitive screen
was completed by one of three assessors: an MSc qualified
nurse (AK), occupational therapist (GM) or assistant
medical officer (JK). As in Nigeria, to ensure blinding,
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cognitive screening was conducted prior to clinical as-
sessment by a doctor. After administration, all screening
tools were filed and not seen by the doctor completing
cognitive and neurological assessment.

Clinical assessment

At both sites, participants were assessed clinically for major
cognitive impairment. A focused neurological examination,
further physical examination (where appropriate) and
informant history including usual level of functioning
were completed wherever possible. Clinical assessment
included bedside cognitive screening designed to cover all
major cognitive domains, including orientation, registra-
tion and delayed recall, attention and concentration, re-
ceptive and expressive language, praxis and frontal lobe
function using Luria’s three-step hand position test. A
formal mental state examination with completion of the
geriatric depression scale (in order to exclude psychiatric
disorder as a cause of poor cognitive performance), neuro-
logical examination and careful questioning of informants
on history and instrumental activities of daily living
(IADLs) appropriate to the setting in order to assess
functional impairment were also completed. Due to the
lack of validated appropriate cognitive screening tools
in our setting, greater weight was placed on the informant
history and psychiatric and neurological examination than
the outcome of bedside cognitive assessment when reach-
ing a clinical diagnosis.

In inpatients, the Confusion Assessment Method (CAM)
was completed where there was evidence of cognitive
impairment. Care was taken to ensure that the assessing
doctor remained blinded to the outcome of screening
when completing the clinical assessment.

Diagnosis of major cognitive impairment

After interview and assessment, a diagnosis of major
cognitive impairment was provided as appropriate by
the study doctor at each site (AO and LO in Nigeria and
S-MP in Tanzania). Diagnoses of dementia, delirium and
other significant mental illness, where present, were
based on DSM-IV criteria [11]. Informant histories were
extremely useful in attempting to differentiate between
dementia and delirium and these were sought wherever
possible, by telephone if necessary. In cases of diagnostic
difficulty, cases were discussed with a specialist in old
age psychiatry and a consensus on the most likely
clinical diagnosis reached. Anyone with a diagnosis of
dementia or delirium was identified as having major
cognitive impairment.

Sample size

For multivariable analysis, a sample size was chosen that
would avoid over-fitting the model. Although estimates
vary, a minimum of seven cases per predictor was deemed
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Preparation for ten-word list item (Question 5)

slowly).

First attempt: Now tell me all the words you can remember (tick on the grid the words

you can remember (tick on the grid the words remembered)

words you can remember (tick on the grid the words remembered).

remembered)

Tam going to read out a list of words. Please listen carcfully and T will ask you to repeat them back to me once I have finished (read out the words

Second attempt: Now I will read out the words again, listen carefully and T will ask you to repeat as many as you can. Now tell me all the words

Third attempt: Now I will read out the words one last time, listen carefully and I will ask you to repeat as many as you can. Now tell me all the

First attempt

Second attempt

Third attempt

Butter

Arm

Letter

Queen

Ticket

Grass

Corner

Stone

Book

stick

1 1 will tell you the name of something and | want you to describe what it is.
What s a bridge? (correct answer: something that goes across a river, canyon
or road)

2 I want you to name as many different animals as you can in one minute.

3 Who is the chief/head/leader of this village?

4 What day of the week is it?

5 Can you tell me the ten words we learned earlier? Try to remember as many
as you can.

6 Can you make the design shown below using these four matchsticks. | will

show you once and then you have to copy exactly

The examiner should make the design first using the matchsticks and
specifically point out to the person that the heads of the matchsticks all need
to point the same way. Once the examiner has made the shape, collect up the
‘matchsticks and place them in front of the person being interviewed.

N

0if incorrect

2if correct

Number of animals named:___
0 for 0-3 animals named

1 for 4-7 animals named

2for 8 or more animals named
0 if incorrect

1if correct

0if incorrect

2if correct

0 for no words remembered

1 for 1 word

2 for 2 words

3 for 3 words

4 for 4 words

5 for 5 or more words

Score 1 for each part of the design that
is performed correctly

1 Middle two matchstick heads pointing
same way

1 Outside two matchsticks pointing at an
angle

1 Matchstick heads are orientated
correctly

Score:___/2

Score: /2

Score:___/1

Score:___/2

Score /5

Total number of

points:__/3

Total Score:___/15

Figure 1 The IDEA cognitive screen in English.
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acceptable. Any model was thought unlikely to contain
more than eight predictor variables, and so a minimum
sample size for each cohort of 56 was calculated.

Statistical methods

Statistical analysis was conducted using IBM SPSS statis-
tics version 21 (IBM corporation, Armonk, NY, USA).
All data (including age) were not normally distributed
and so non-parametric tests (Mann—Whitney U test and
chi-squared test) were used. For data analysis, education
was dichotomised into some education (attended school)
and no education (never attended school). Sensitivity,
specificity and likelihood ratio (LR) were calculated.
Positive predictive value (PPV) was calculated for
Nigerian outpatients and Tanzanian inpatients, but not for
Tanzanian outpatients. Since not all screened Tanzanian
outpatients were clinically assessed, prevalence, and there-
fore an accurate PPV, could not be estimated. The area
under the receiver operating characteristic (AUROC)
curve was used as an overall measure of the performance
of the IDEA cognitive screen. Cronbach’s a was calculated
to assess the consistency of the screen.

We used regression modeling to investigate whether
the IDEA cognitive screen was educationally biased.
Major cognitive impairment becomes more common
with increasing age and is thought to be more common
in women than men and more common in those with
no formal education [12,13]. However, these three vari-
ables are also confounded with each other, with women
tending to be overrepresented in older age groups and,
in many areas of SSA, less likely to have attended school
than men. To assess the independent influence of age,
gender and education on screening performance, univari-
ate and multivariable logistic regression models were de-
veloped with screening tool score (dichotomised into <7
and > 7) as the dependent (outcome) variable. Age, gender,
education and the presence of major cognitive impairment
were forced into a multivariable model as independent
(predictor) variables. Univariate models were initially in-
vestigated within each of the three cohorts separately.
Given the similarity in the results of the univariate
analysis, and to increase statistical power, multivariable
models were constructed using the combined data from
all three cohorts. Education was dichotomised as no for-
mal education or some formal education and age was split
into five-year age bands. Inter-rater reliability was assessed
using the ICC and by comparing the level of agreement in
terms of clinical decision-making. The significance level
was set at 5% and two-tailed tests were used throughout.

Results

In Tanzania, 97 inpatients were seen, of whom 33 (34.0%)
had major cognitive impairment (20 dementia, 13 delir-
ium). Of 108 outpatients seen in Tanzania, 16 (14.8%)
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scored <8 and all were clinically assessed. Of the
remaining 92 who scored > 8, 43 (46.7%) were randomly
selected for clinical assessment, giving a Tanzanian out-
patient cohort of 59, of whom 13 (22.0%) had major
cognitive impairment. All 13 had dementia, though one
person with dementia was also thought to have delirium
at the time of assessment and was referred for further
investigations. In Nigeria, data were available for 121
outpatients, of whom 12 (9.9%) had major cognitive im-
pairment (all dementia).

Thus, 277 were included in this validation study across
all three settings. The median time taken to complete
the screen was 10 minutes (inter quartile range: 8 to
12 minutes).

Demographic data

Age, gender and education level data for those with and
without major cognitive impairment are presented in
Table 1. In Nigeria, those with major cognitive im-
pairment had significantly higher levels of education
than those without major cognitive impairment and
in Tanzanian outpatients, those with major cognitive
impairment were significantly older than those with-
out major cognitive impairment.

Performance of the IDEA cognitive screen

Cronbach’s a for the IDEA cognitive screen was 0.807 in
Tanzanian inpatients, 0.738 in Tanzanian outpatients
and 0.741 in Nigerian outpatients, suggesting it to have
an acceptable degree of internal consistency in all three
settings.

AUROC curves for each cohort are presented in
Figure 2. Across all three settings no one with major
cognitive impairment scored more than 10, and only
eight scored greater than the suggested cut off of<7
(three Tanzanian outpatients and one Tanzanian in-
patient scored 8, one Tanzanian outpatient scored 9 and
one Tanzanian outpatient and two Tanzanian inpatients
scored 10). Of 15 people without major cognitive impair-
ment who scored <7, three had mild cognitive impair-
ment (MCI) and five were aphasic or unable to perform
well due to physical or mental illness. Sensitivity, specifi-
city, PPV, LR and AUROC curve data, are shown in
Table 2. The AUROC curve was above 0.9 in all settings.

The influence of age, gender and education on IDEA
cognitive screen performance

Univariate logistic regression models investigating the
influence of age, gender, education and the presence of
major cognitive impairment on screening performance
(outcome variable) are summarised in Table 3. Major
cognitive impairment was associated with a cognitive
screening score <7 in all three cohorts, with age as an
additional correlate in Tanzanian inpatients. In multivariable
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Table 1 Validation of the Identification and Intervention for Dementia in Elderly Africans (IDEA) cognitive screen in

2013: Demographic data

Major cognitive impairment

No major cognitive impairment

Significance of difference

Outpatients Nigeria
Number of patients
Median age (IQR)
Number of females

Level of education®

Outpatients Tanzania
Number of patients
Median age (IQR)
Number of females

Level of education

Inpatients Tanzania
Number of patients
Median age (IQR)
Number of females

Level of education

12

71 (653 t0 77.5)

8 (66.7%)

None: 0

Some: 11 (91.6%)
Not known: 1 (8.3%)

13

79.5 (733 t0 89.8)
7 (53.8%)

None: 5 (38.5%)
Some: 8 (61.5%)

33

78 (72.5 to 90)

14 (42.4%)

None: 15 (45.5%)
Some: 17 (51.5%)
Not known 1 (3.0%)

109

70 (67 to 75.5)

49 (45.0%)

None: 36 (33.0%)
Some: 67 (61.5%)
Not known: 6 (5.5%)

46

72 (67.3 to 78.8)
21 (45.7%)
None: 11 (23.9%)
Some: 35 (76.1%)

64

755 (703 to 81)
37 (57.8%)

None: 22 (34.4%)
Some: 42 (65.6%)

U=6190,z=-0305 p=0761
x> =2045, p=0.153
x> =5619, p=0018

U=1625,z=-2.030, p=0042
x> =2.045, p=0.153
x> =0273, p=0601

U=28460,z=-1601, p=0.109
¥’ =2.068, p=0.150
x> =1407, p=0.236

IQR = interquartile range.

U =the test value of the Mann-Whitney U test.
* For data analysis education was dichotomised into some education (attended school for at least a year) and no education (never attended school).

analysis, with data for all three cohorts combined (n = 277),
female gender, greater age and the presence of major cog-
nitive impairment were independent predictors of low
screening score, but education was not, see Table 4. Even
after removing gender and age from the model, education

level remained a non-significant predictor.

Inter-rater reliability
For inter-rater reliability assessment, 30 patients were
seen by raters A and B and 19 by rater C. The median
time from the first to the second assessment was 3 days
(IQR 2 to 4 days) and the median time from the second
to the third assessment was 5 days (IQR 4 to 8 days).

each cohort.

Sensitivity

o
=

I
I
0.8 !
I
I )
I
I
I
)

Y

o
>

0.2

O ——————

0.1 0.2 0.3

0.5 0.6 0.7

1-Specificity

Tanzanian inpatients
Tanzanian outpatients

= == Nigerian outpatients

0.8 0.9

Figure 2 Validation of the Identification and Intervention for Dementia in Elderly Africans (IDEA) cognitive screen in 2013: ROC curves for
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Table 2 Validation of the Identification and Intervention for Dementia in Elderly Africans (IDEA) cognitive screen in
2013: Sensitivity, specificity, LR and PPV

Nigerian outpatients

Tanzanian outpatients

Tanzanian inpatients

AUROC curve 0.990

Cut-off of <7 100% sensitivity
96.3% specificity
270 LR
75.0% PPV

Cut-off of <8 100% sensitivity

91.7% specificity
120 LR

0919
61.5% sensitivity
93.5% specificity
9.5 LR
84.6% sensitivity
89.1% specificity
78 LR

0917

90.9% sensitivity
87.5% specificity
73 LR

78.9% PPV
93.9% sensitivity
81.3% specificity
50 LR

57.1% PPV

72.1% PPV

AUROC = area under the receiver operating characteristic.
PPV = positive predictive value.
LR = likelihood ratio.

The level of agreement between the raters was good.
Comparing raters A and B, the ICC was 0.791. For the
19 patients seen by rater C, the ICC was 0.787 compared
to rater A and 0.742 compared to rater B. The differ-
ences in scores between raters were generally small.
Comparing the first two raters, 20 assessments (66.7%)
were within one point of each other and 27 (90.0%)
within two points of each other. Using<7 as a cut-off,
raters A and B agreed, and would have made the same
clinical decision for 28 (93.3%) cases. Likewise, raters A
and B agreed on 18 (94.7%) cases, with 13 (68.4%) scores
within one point of each other and 18 (94.7%) within
two points. Finally, raters A and C agreed on 17 (89.5%)
cases, with 15 (78.9%) within one point of each other
and 17 (89.5%) within two points.

Discussion

The IDEA cognitive screen performed well in all three
settings, with good internal consistency and inter-rater
reliability. The AUROC curve was generally higher
than seen during internal validation and fieldwork
testing in Tanzania [6]. The screen appeared to be
acceptable and culturally appropriate and no one
refused assessment.

The sensitivity in Tanzanian outpatients was relatively
low, although lower sensitivity in outpatients was ex-
pected in this setting. In rural Tanzania, people who
have dementia, and who are able to attend outpatient
clinics, are likely to be in the early stages of disease.
They may therefore be expected to perform relatively
well on brief cognitive screening, with the presence of
dementia only becoming apparent on more detailed as-
sessment. It is not clear why the screen performed better
in Nigerian outpatients than in Tanzanian outpatients.
The fact that UCH in Ibadan is a tertiary referral hos-
pital may have played a part, with a broader spread of
patients including those with more severe problems,

who may be easier to assess cognitively. Further valid-
ation work in other settings in Nigeria is merited.

The IDEA cognitive screen performed well in com-
parison with other major cognitive impairment screen-
ing instruments developed for use in populations with
low levels of formal education [14,15]. Touré et al. [14]
developed the “Test of Senegal’ and obtained an AUROC
curve of 0.967 on comparison with the DSM-IV-R cri-
teria when blind assessment of 58 cases and 58 controls
was carried out. However, the test has 39 questions in
total and is therefore too lengthy for use in busy non-
specialist hospital settings.

The performance of the IDEA cognitive screen also
compares well to tests of cognitive performance vali-
dated in HICs [16,17]. The six-item screener comprises
three orientation questions and a three-word delayed
recall test. It was developed for use in emergency depart-
ments and has a sensitivity of 63%, a specificity of 81%
and an AUROC curve of 0.77 [18]. The mini-cog com-
prises a clock-drawing test and a three-word delayed
recall test; it has a sensitivity of 75% and specificity of 85%
[19]. The general practitioner assessment of cognition
(GPCOG) combines the clock-drawing test with items
assessing recall and orientation; its sensitivity was 85%
and specificity 86% [20]. A review of other brief screening
instruments was carried out in 2007 [21].

UK and US good practice guidelines recommend cog-
nitive assessment of older adults in higher-prevalence
settings including primary care, and routinely in hospital
inpatient and outpatient populations [22]. The existing
evidence base strongly suggests that identification of
cognitive impairment can improve outcomes and reduce
morbidity and mortality through prevention of delirium
[23]. Cognitive screening should form a core part of
assessment for older hospitalised adults. Surprisingly,
even in HICs few of the recommended cognitive screen-
ing tools have been validated in general hospital settings
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Table 3 Validation of the Identification and Intervention
for Dementia in Elderly Africans (IDEA) cognitive screen
in 2013: Univariate logistic regression models with
dichotomised cognitive screen as the dependent
(outcome) variable
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Table 4 Validation of the Identification and Intervention
for Dementia in Elderly Africans (IDEA) cognitive screen
in 2013: Multivariable logistic regression model with
dichotomised cognitive screen as the dependent
(outcome) variable

0Odds ratio (95% Cl)

0Odds ratio (95% Cl) Significance (p)

Nigerian outpatients

Major cognitive impairment present* -

2.82 (0.92 to 8.69)
3.11 (0.67 to 14.58)

Female

No formal education

Age

65-69 years 1

70-74 years 1.03 (0.27 to 3.98)
75-79 years 1.88 (047 to 7.51)
80-84 years 0.68 (0.07 to 6.26)

85 years and over 1.88 (0.18 to 19.68)
Tanzanian outpatients

2293 (455 to 115.67)
225 (058 t0 8.72)

2.80 (0.72 to 10.97)

Major cognitive impairment present
Female

No formal education

Age

65-69 years 1

70-74 years 6.75 (061 to 75.27)
75-79 years 4.00 (0.32 to 50.23)
80-84 years 6.00 (0.46 to 78.56)
85 years and over 7.71 (0.68 to 87.25)

Tanzanian inpatients
Major cognitive impairment present 70.00 (17.28 to 283.59)
1.00 (044 t0 2.27)

1.99 (0.86 to 4.64)

Female

No formal education

Age

65-69 years 1

70-74 years 4.57 (0.83 to 25.21)
75-79 years 431 (0.76 to 24.38)
80-84 years 7.00 (1.17 to 41.76)

85 years and over 14.00 (2.54 to 77.21)

* An odds ratio cannot be calculated due to zero values. Only four subjects,
from the 121 in the cohort, were misclassified, all identified as positive on
screen, but negative on clinical assessment.

[24]. Validation of appropriate cognitive screening methods
for hospitalised older adults is therefore needed globally,
not only in SSA.

Limitations

The main limitation of our study is the relatively small
number of people in each cohort who had major cogni-
tive impairment. However, the overall number of people
with major cognitive impairment (n =58) was relatively

Major cognitive impairment 10882 (36.31 to 326.14) <0.001

present

Female 332 (1.20 t0 9.19) 0.021
No formal education 1.07 (040 to 2.88) 0.895
Age

65-69 years 1

70-74 years 3.26 (0.83 to 12.74) 0.090
75-79 years 3.52 (087 to 14.31) 0.079
80-84 years 5.39 (1.05 to 27.68) 0.044
85 years and over 6.80 (1.58 to 29.21) 0.010

Hosmer and Lemeshow goodness of fit test, x° (7) = 5.60, p = 0.587.
Nagelkerke R? = 0.66.

large and results were similar across all settings, allowing
data to be combined for multivariable analysis. Any at-
tempt to increase the number of major cognitive impair-
ment cases by assessing only people previously known to
have dementia and a group of controls would have re-
duced the generalisability of our results and may have
resulted in substantial bias.

In this hospital-based study, we did not attempt to
distinguish patients with delirium from those with de-
mentia. It is not expected that a short screen will be able
to distinguish such conditions. The value of carrying out
screening is to alert the clinician to cognitive impair-
ment meaning that delirium can be promptly recognised
and treated, and possible dementia considered in hos-
pital discharge planning. Without an informant history
and follow-up it is difficult to be certain that dementia is
present in hospital patients. Despite multiple attempts, it
was not always possible to obtain a history from a close
relative. Those patients who had a carer tended to be
younger and more independent, and were probably less
likely to have cognitive impairment. Occasionally carers
were distant relatives who were less able to give a de-
tailed history. In the Tanzanian sample, patients who
were seriously unwell, and were felt to need admission
to the tertiary referral hospital, were transferred, and this
is again likely to have led to an underestimate of cases of
delirium. In the outpatient settings, resource limitations
meant that it was not possible to see all screened pa-
tients. However, almost half of those who screened nega-
tively were randomly selected for clinical assessment and
any bias is likely to be small. Finally, few people had a
birth certificate or had had their birth registered and so
a validated method of age estimation was used. The
method has been shown to have excellent concordance
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during validation work in other populations in SSA and
we feel that, at a cohort level, any bias will be small.

Conclusions

The IDEA cognitive screen was administered by non-
specialist healthcare workers and performed well in hos-
pital settings in Nigeria and Tanzania. Further testing in
other regions of SSA, and in primary care, is an important
next step.
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19.Commentary on Key Paper 1

Initial validation of the IDEA six-item cognitive screen for identification of major cognitive

impairment (delirium or dementia) in hospital settings (Cohorts 2 and 3)
19.1. Overview

This study describes the initial validation of the IDEA six-item screen in two cohorts of individuals
treated at a Government hospital in Tanzania. These include a cohort of 97 older individuals
assessed on admission to medical wards of the hospital, and a randomised sample of 59 individuals
(from 108 screened) presenting for treatment at a dedicated free-of-charge older persons medical
clinic at the same hospital. Data are also reported on validation of the six-item screen in a Nigerian

outpatient setting in the accompanying paper, but this is not the main focus of this presented work.
19.2. Materials and methods, Tanzanian site

Inpatient validation

Inpatient validation of the IDEA six item screen took place in a consecutive sample of individuals
aged 65 and over admitted to the medical wards of Mawenzi Regional Referral Hospital (MRRH) in
2013. It was aimed to assess 100 consecutive admissions over a three month period. All those
admitted from 4™ October 2013 to the 20" December 2013 were eligible for inclusion in the study.
The admission books of both wards were consulted each morning for new admissions from the
previous evening, and a check physically made of both wards for new admissions who might not yet
have been registered. All new admissions were approached for consent to be included in the study.
Signed informed consent was obtained from all participants, with a thumbprint collected from those
who were unable to write. Where informed consent was not possible due to mental status at the
time of interview, signed informed consent was sought from an accompanying close relative with
assent from the participant. All those consenting to take part were then screened for dementia by
one of three trained screeners. These included an MSc qualified nurse, occupational therapist and an
Assistant Medical Officer. The screening assessment consisted of the IDEA six item screen and

demographic data including educational level, literacy and occupation.

On completion of the screening assessment, the completed screening tools were filed in a separate
location unseen by the research doctor. All patients were then fully assessed by the research doctor
blinded to the outcome of the screening assessment. Clinical assessment took place blinded to the
outcome of cognitive screening and included bedside cognitive assessment (registration, delayed

recall, orientation, coordination and praxis, comprehension of commands, attention and
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concentration and expressive language through use of open questions about changes in the local
area (social, environmental, political) from the past to the present day). A focussed mental state
examination with further assessment of any issues noted such as suspiciousness or possible
psychosis was conducted, alongside a neurological examination focused on signs of Parkinsonism or
stroke. All participants were assessed using the Confusion Assessment Method (CAM) to assist in

identification of delirium.

A detailed history for cognitive and functional impairment, and dementia risk factors was obtained
for all participants from an appropriate informant where possible. The informant questionnaire was
an adaptation of a questionnaire used in previous studies in Nigeria, and based on the DSM-IV
criteria. This had been revised and agreed by research clinicians in the Tanzanian, Nigerian and UK
study sites as part of the development work for the study, and was used to inform a semi-structured
informant history but was not used alone to inform diagnosis. An informant interview was always
sought, either in person or by telephone if family were unable to visit. Where an informant interview
was not possible, but felt to be important in securing a diagnosis, a home visit was attempted. In
cases of diagnostic doubt, further discussion with a UK based old age psychiatrist took place.
Criterion validity was measured against major cognitive impairment. Dementia, delirium and other
mental disorders were diagnosed according to DSM-IV and ICD-10 criteria. The DSM-5 was published
four months prior to commencement of the study, but the DSM-IV criteria were used as these were
the criteria quoted in the original research proposal and ethical committee application. Mild

cognitive impairment (MCI) was diagnosed according to the modified Petersen criteria.

Outpatient validation

Outpatient validation took place in the geriatric outpatient clinic. All individuals aged 65 or over
attending the clinic, and present before the cut-off time were eligible for screening. Due to resource
limitations a randomised cohort of all those scoring 8 and below, and at least 10% of those scoring 9
or higher randomly selected by drawing lots, underwent blinded clinical assessment following the
same format as that detailed for hospital medical inpatients. For those patients attending the clinic
without a relative, detailed informant histories were obtained by telephone by a research nurse with

training in dementia assessment and history taking from informants.

In both inpatient and outpatient settings, individuals found to have dementia were offered
information about dementia and appropriate advice. Those found to meet criteria for another
mental disorder, particularly DSM-IV depression or psychotic illness, were referred to the Regional

Psychiatric Service (RPS) at MRRH.
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19.3. Results

Doctoral Statement

During the study period, 120 patients aged 65 or over were admitted to the inpatient male and

female medical wards of MRRH. Of these, 99 were included in our study. 21 were not included

(17.5%). Two further participants were excluded from analysis due to having been found

subsequently not to have completed the screening tool fully, resulting in a study sample of 97

individuals.

Reasons for exclusion were as follows; 7 (33.3%) were transferred to the regional tertiary hospital

KCMC shortly after admission due to illness severity; 3 (14.3%) died before being seen; 7 (33.3%)

were discharged before the interview was completed. (This was often unexpected and due to

financial and time commitment pressures on family members who were forced to request early

discharge). One (4.7%) patient left the ward overnight and did not return, two (9.5%) were recent

readmissions and refused to be screened and one (4.7%) was not present on the ward and

discharged prior to morning ward round. It was unclear if this occurred with or without medical

advice. There were no significant differences in age or gender between those assessed and not

assessed. Of those 97 individuals assessed, 33 (34%) were diagnosed with major cognitive

impairment (20 DSM-IV dementia and 13 DSM-IV delirium).

Of those 108 outpatients screened, 16 scored 8 or below on the IDEA six-item screen and all were

clinically assessed for major cognitive impairment. Of the 92 who scored 9 or above, 43 (46.7%) were

randomly selected for second stage assessment. The total randomised sample for the validation

study was therefore 59 individuals. Of these, 13 were diagnosed with major cognitive impairment

(22%). All of these met dementia criteria, but one participant was felt to have superimposed

delirium and was referred for medical admission.

Table 9. Summary of demographic data of those fully assessed as part of validation study

Inpatient

Major CI

No major Cl

Significance of
difference

Number of patients

33

64

Median age (IQR)

78 (72.5 to 90)

75.5(70.25t0 81)

U=846.0,z=-1.601,
p =0.109

Number of females

14 (42.4%)

37 (57.8%)

X2 = 2.068, p = 0.150

Level of education

None: 15 (45.5%)
Some: 17 (51.5%)
Not known 1 (3.0%)

None: 22 (34.4%)

Some: 42 (65.6%)

X2 = 1.407, p = 0.236
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Outpatient (pilot)
Number of patients 13 46
Median age (IQR) 79.5 (73.25 to 89.75) 72 (67.25 to 78.75) U=162.5,z=-2.030,
p =0.042
Number of females 7 (53.8%) 21 (45.7%) X2 =2.045, p =0.153
Level of education None: 5 (38.5%) None: 11 (23.9%) ¥x2 =0.273, p =0.601
Some: 8 (61.5%) Some: 35 (76.1%)

The initial development work had suggested a screening cut-off of 7 for dementia. No individual with
major cognitive impairment scored more than 10 in this study. One outpatient and two inpatient
participants scored 10, one outpatient scored 9 and three outpatients and one inpatient scored 8.
False positives scoring 7 or below but without major cognitive impairment included three diagnosed

with MCI, and five who were aphasic or severely dysphasic or otherwise severely unwell.

Cronbach’s Alpha was 0.807 in the inpatient sample and 0.739 in the outpatient sample. This shows
an acceptable but not high degree of internal consistency. Since dementia is a syndromal diagnosis,
higher values of for internal consistency may not be achievable or even desirable as the screening
tool has been designed to pick up a variety of different impairments rather than focussing on

memory or one other single construct.

19.4. Strengths and limitations of Key Paper 1

Study design

Previous validation studies of cognitive screening tools in sub-Saharan Africa are very few. Those
studies identified in our systematic review (Background Paper 2) validated the Test of Senegal and
the Stick Design Test. Both validation studies have methodological difficulties. The Test of Senegal
was validated in 58 individuals with dementia and 58 controls in a study using a cross-sectional
design. Whilst cross sectional validation study designs are acceptable as stage 1 diagnostic studies,
this method results in significant spectrum bias, particularly in a disorder such a dementia where an
intermediate category of minor neurocognitive disorder or mild cognitive impairment (MCI) is well

recognised. Further validation is required before utility in clinical practice can be evaluated.

The Stick Design Test was validated in a study where the outcome of the screening test formed part

of the information used for consensus diagnosis, again resulting in significant bias.
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One of the major strengths of this study was that the screening tool was performed blind to the
outcome of clinical assessment for dementia, and dementia assessment was performed blind to the
outcome of screening tool performance. This therefore avoids the methodological difficulties
present in those very few previous studies, and also in a substantial number of other screening tool
validation studies conducted in low-literacy settings. Since borderline cases were assessed, this
avoids the problem of spectrum bias in stage 1 diagnostic studies. Efforts were made to
comprehensively assess study participants, and assessments were informed by previous work and

experience by the study team of clinical assessments for dementia in Tanzania.

Clinical Diagnosis

Although a comprehensive assessment was attempted, it was not possible to be certain of
underlying dementia in all participants. Follow-up assessments post-discharge were not possible in
this cohort due to resource limitations and therefore it was not always possible to exclude
underlying dementia in individuals presenting with CAM positive delirium. It is not considered ideal
in clinical practice to make a diagnosis of dementia in hospital inpatients, particularly if unwell.
Diagnoses were also made by one research doctor (the doctoral candidate) with substantial previous
experience of dementia assessment in a similar environment. Difficult or borderline cases were
discussed with a specialist in old age psychiatry, but a formal blinded consensus panel diagnosis of
dementia was not possible due to lack of follow-up data and other resource issues. For these
reasons, this study can only be considered preliminary. Furthermore this study reports validation of
the IDEA screen for cognitive impairment, rather than for clearly defined dementia or delirium by

standard criteria.

Sampling

There may have been a degree of bias within the inpatient sample, as due to resource issues within
the hospital, patients who were more severely unwell, or required specialised diagnostic
investigations were transferred elsewhere, usually to the local tertiary referral hospital (KCMC). The
sample assessed, although representative of medical inpatients in this government hospital, might
not be typical of older hospital inpatients in other settings where tertiary referral services might not
be locally available. MRRH is a Government hospital, and charges are made to register at the
hospital by opening a file, and for subsequent treatment. Charges are substantially lower than those
at private or NGO assisted hospitals, but families are generally responsible for costs of investigations
and for purchase of medications although health insurance schemes are growing in popularity. Due
to the financial implications of hospital admission, admissions were typically much shorter than

expected from clinical practice in the UK. As a result, the time for completion of informant histories
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was short, and it was not always possible to obtain a history from the primary carer or nearest
relative prior to discharge or transfer. This last point is based upon subjective experience only, since
detailed hospital admission and discharge records allowing calculation of median length of stay were

not available to the research team, again due to the speed of turnover and nursing resource issues.

Similarly in the outpatient sample, resource issues may have resulted in bias. Although medical
treatment was offered free of charge, a number of routine investigations were not available within
the hospital, including radiography, electrocardiographs (ECG) and measurement of full blood count
(FBC) and blood biochemistry including kidney and liver function. As a result, individuals requiring
these investigations were referred to other providers outside the hospital for completion of these.
As a result, some participants withdrew consent to take part in the study, or were deemed by the
research team to be ineligible to continue since this might delay or otherwise impact clinical care.
Those requiring investigations may have been more unwell than those assessed, resulting in a

degree of bias in the sample.
19.5. Outcomes and conclusion

This study presented an initial validation of the IDEA six-item screen for major cognitive impairment
(dementia or delirium) in hospital settings in Tanzania. The IDEA screen was administered by
experienced health professionals of differing clinical backgrounds and a high degree of criterion
validity when compared with diagnosis of major cognitive impairment by a research doctor was
demonstrated. Although a number of methodological issues are acknowledged and discussed above
this study indicated that the IDEA six-item screen had potential as a brief cognitive screening tool for
dementia and delirium in hospital settings in Tanzania. There did not appear to be significant
educational bias when data were combined with those of the Tanzanian sample. Further validation
in a variety of settings was indicated to further examine its clinical utility and also to avoid the issues
outlined in the systematic review (Background paper 2) of development and subsequent inadequate
validation of screening tools suitable for low-literacy settings. This study also indicated that further
work was required with regard to the optimal cut-off score. Initial development work had suggested
a cut-off of 7/15 (Supplementary Paper 5) but a cut-off of 8 was used for the randomised sample in

hospital outpatients in order to oversample for cognitive impairment.

-135-



Doctoral Statement

Identification of dementia in sub-Saharan Africa

Amu*v
(z6°T)
zZ 9
(88°2)
€ g
(s€'91)
[T 'V (T=«) (€ =4)
(2T =) (85°0T) (8€) v 'S (61) T 'S
(8e6) 6 ¥ 1T '€ (L'9v) 6V ¥ (s60) T v (€=4)
(6T2) L '€ (TTLv) (v =x) (zse) L€ (8v) s '€ (0T -99) (0=4) oI
(TT=4) (zvot) oT ¢ 6 T (0sz) | €(oLv) s ¢ (62h) sv ¢ ¢T YOI (98v) oulelad
(%05)81 (zeee) oo 1| (STTY) T T ¥0T/8L (zs6) OT 'T (s6¥) 75 T B/U| 0'GLP3N | 80T/¢S | LOT | iudanedinQ
(S =4) (T =4) (T =x)
(ro'1) T 'S (S0'T) T 'S (T =4)
(r=+) (sev) v v (Sz9) 9 v (TT'29)6S v (v01) T S (0=4)
(826) 6 € (zv'o1) oOT ‘€ (T =4« (ze'97)st € (Ztv) ¥ €| 62-T°¥| (TTT-99) (0=4)
(%87°8T) (zzst) vT € (SLev) v ¢ (9v'19) (91°€) € ¢ (zv09) 85 | (Leee) T YOoI | (€T°€)S plem
LT (S9°0Z) S9 1T (vS'8€) L€ T L6/6S (L) 1 (8e've) €€ T GET'C | O'LLP3N 96/1S L6 juanedu)
>‘_mUCOumm 19yl0’'S
po319|dwod=g Ajlwey
|elssSeuew/jold ¢ Arewnd yum SUIn'y palliew J3AIN'S
_mutw_U\tm'_U € Uwam_aEOuu¢ SJ19y3lo _owum'_mawm.v
ssauisng /-G w_um\_mum pue asnods pP=2JoAIQ g
[lews /paj|{s-1was "¢ ¥-T 9pesd =¢ YHUM SUIAIT'E | JOMOPIM/MOPIA'T adueu
24N N3y ‘T auou =T asnods palJe|N T as YOI | (Suissiw
(Burssiw=,)(% yym SUIn'e ‘uesn ‘uelpaN "u)
(% "u) (% ‘N )u (%) u | auoeSuAn'T (% | lendsoy (Buissiw | 9jewsy
Supjaom uonednddQ uolleanp3 Adeuain pjoyasnoH ‘u) snieis |eydelN | ulsAeqg =,) 98y % u uol1ed07

sajdwes Ajlunwwod pue juanedino/iusiledul Joj eyep diydesSowaq "QT @|9el

-136 -



Doctoral Statement

Identification of dementia in sub-Saharan Africa

Aou*v
(ze8T) £ S
(1801) ¥ ¥ a|dwes
(Te'eT) ¢ € (0=4) (€6 —99) Aujiqenjal
(v8°L8) vT € %598 SL°L YOI J91e4-191U1
(ze8T) £ 1 LE/TE e/u | 00'TL P3N L€ | wsnedinp
(u
awssasse (YT =4)
7 93e1s (t61) 6 S
o} Ajuo (voo1) 9v
3|qe|iene (Juswssasse g a3e1s | (69'67) 9€T € (6T=4) (STT-¥9) (0=4) swweJdo.d
eiep) Joj Ajuo s|qejiene exep) | (0€'6€) 08T ¢ %8 VL 0'ZT YOI %6°GS 8ujuaauos
e/u e/u| (00°6T) £8 T | €SP/6E€ e/u e/u B/U | O'E€LP3N | 2LY/¥9T | TLv | Aunwwod

-137 -



Identification of dementia in sub-Saharan Africa Doctoral Statement

Key Paper 2

Community validation of the IDEA
study cognitive screen in rural Tanzania
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Objectives: The dementia diagnosis gap in sub-Saharan Africa (SSA) is large, partly because of difficul-
ties in screening for cognitive impairment in the community. As part of the Identification and Interven-
tion for Dementia in Elderly Africans (IDEA) study, we aimed to validate the IDEA cognitive screen in a
community-based sample in rural Tanzania

Methods: Study participants were recruited from people who attended screening days held in villages
within the rural Hai district of Tanzania. Criterion validity was assessed against the gold standard clin-
ical dementia diagnosis using DSM-IV criteria. Construct validity was assessed against, age, education,
sex and grip strength and instrumental activities of daily living (IADLs). Internal consistency and floor
and ceiling effects were also examined.

Results: During community screening, the IDEA cognitive screen had high criterion validity, with an area
under the receiver operating characteristic curve of 0.855 (95% CI 0.794 to 0.915). Higher scores on the screen
were significantly correlated with lower age, male sex, having attended school, better grip strength and
improved performance in activities of daily living. Factor analysis revealed a single factor with an eigenvalue
greater than one, although internal consistency was only moderate (Cronbach’s alpha=0.534).

Conclusions: The IDEA cognitive screen had high criterion and construct validity and is suitable for use
as a cognitive screening instrument in a community setting in SSA. Only moderate internal consistency
may partly reflect the multi-domain nature of dementia as diagnosed clinically. Copyright © 2016 John
Wiley & Sons, Ltd.

Key words: validation; screening; dementia; cognitive impairment; Africa; Tanzania; low- and middle-income countries;
developing countries; screening tools
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Introduction As populations age, dementia is becoming increas-

ingly common and is associated with high levels of
Dementia is being increasingly recognised as a public disability (Prince et al., 2011a; Dotchin et al., 2015;
health concern in many areas of sub-Saharan Africa Kisoli et al., 2015). Despite the growing body of ep-
(SSA) (Mavrodaris et al., 2013; Prince et al., 2013). idemiological data, diagnosis of dementia in many

Copyright © 2016 John Wiley & Sons, Ltd. Int ] Geriatr Psychiatry 2016; 31: 1199-1207
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parts of SSA can be difficult because of a shortage of
specialist physicians (Bower and Zenebe, 2005;
Dotchin et al., 2013) and a lack of appropriate
screening tools. The World Health Organization
(WHO) Mental Health Gap Action Programme
(mhGAP) was developed to help address some of
the resource issues around identification and man-
agement of people with mental health problems, in-
cluding dementia, in low-resource settings (World
Health Organization, 2010).

The Identification and Intervention for Dementia
in Elderly Africans (IDEA) cognitive screen was devel-
oped as a brief screening instrument for cognitive
impairment in SSA (Gray et al., 2014). It can be ad-
ministered in around 10min by non-specialist
healthcare workers and is designed for use in people
with low levels of formal education (Paddick et al,
2015a). It was developed and piloted in rural
Tanzania and has been shown to have excellent in-
ternal consistency, criterion validity and reliability
in hospital-based cohorts in Tanzania and Nigeria
(Gray et al., 2014; Paddick et al., 2015a).

Aims

Our aim was to assess the criterion and construct va-
lidity and internal consistency of the IDEA cognitive
screen in a community-based cohort of people in rural
Tanzania. To assess construct validity we hypothesised
that lower cognitive function scores would be associ-
ated with greater age, female sex, lower education
and lower grip strength.

Method
Ethics

Ethical approval for this study was given by the
National Institute of Medical Research, Dar-es-Salaam,
Tanzania. Additional ethical approval for the valida-
tion work was given by Kilimanjaro Christian Medical
University College, Moshi, Tanzania.

Setting

The study was conducted in villages in the Hai
district of northern Tanzania. Tanzania is a low-
income country, with a gross national income of
$930 per capita; the average life expectancy is
61years, with 4.8% of the population aged 60 or
over (The World Bank, 2015; United Nations,

Copyright © 2016 John Wiley & Sons, Ltd.
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2015). Hai district is largely rural, situated at the
base of Mount Kilimanjaro. There are two large hos-
pitals in Hai and numerous dispensaries and smaller
health centres.

Timing

All screening and initial psychiatric assessment data
were collected between March and May 2014. Some
follow-up assessments to confirm initial diagnosis
were conducted from June to August 2014.

Recruitment

Details of the recruitment process have already been
published, and a brief summary is given below
(Collingwood et al., 2014). Participation in the study
was on a voluntary self-referral basis. Screening days
took place at local village offices. Given the voluntary
nature of participation, after dissemination of infor-
mation about the study, consent was assumed for
those who volunteered for screening. However, con-
sent was obtained from all those who were selected
for assessment by the study doctor. A thumbprint
was taken from those who could not read or write
and the nature of the study explained verbally.

A few days before each of the screening days, infor-
mation about the study was announced in local reli-
gious meetings (Christian and Muslim) and by local
census enumerators, with support from the village
committee. Any residents aged 65 years or over wish-
ing to take part, or any family members wishing to
refer a relative, were invited to attend one of three
screening days in each village. All participants were
asked to attend with a relative or carer able to give
an informant history. Eleven people were identified
by village enumerators as too frail to attend screening
and were visited at home. To avoid selection bias, any
older people who wished to take part in the study, but
were physically unable to attend screening days, were
visited at home. Information was collected on the par-
ticipants’ sex, age, literacy and educational level. Con-
tact information for each participant was recorded to
allow follow-up of those selected for clinical
assessment.

Cognitive screening
Cognitive screening was conducted using the IDEA

cognitive screen, which has been validated for use in
a hospital setting (Gray et al., 2014; Paddick et al.,

Int ] Geriatr Psychiatry 2016; 31: 1199-1207
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2015b). The screen was developed by members of our
team using data collected as part of a dementia preva-
lence study (Longdon et al., 2013). To increase content
validity it was piloted and refined based on feedback
from health professionals and clinical performance in
the pilot study cohort (Gray et al., 2014). The screen
has six items: being able to name a bridge from a de-
scription of its use, knowing the day of the week, know-
ing the name of the village chief/town mayor/city
governor, naming as many different animals as possible
in one minute, delayed recall from a 10 word-list and a
matchstick design item (Paddick et al., 2015b). Subjects
can score 0—15 points, with zero reflecting the lowest
cognitive performance and 15 the highest cognitive per-
formance. A score of 8—9 was taken to indicate possible
dementia and a score of <7 probable dementia (Gray
et al., 2014). Assessments were conducted by nine local
healthcare workers who were blinded to all clinical
cognitive assessments conducted by the study doctor
(S-MP). The healthcare workers administering the
screen were blind to the DSM-V diagnosis provided by
the doctor. All healthcare workers had attended a
4-day training course regarding dementia and use of
the screening instruments.

The assessors were asked to indicate on the study
proforma whether, in their opinion, the informant
was felt to be reliable based on cognitive and func-
tional assessments. The informant was considered
unreliable if they were a non-relative (e.g. neigh-
bour) who on questioning rarely came into contact
with the participant and/or the information given
by the informant largely contradicted the impression
the interviewer had of the participant based on cog-
nitive screening.

Other assessments

Data on age, sex and highest education level attained
were collected. Instrumental activities of daily living
(IADLs) were assessed using the 11-item IDEA-IADL
scale, which was developed by members of our team
and has been shown to be valid in this setting
(Collingwood et al., 2014). Grip strength was assessed
using a Jamar hydraulic hand dynamometer (Model
J000105, Lafayette Instruments, Lafayette, IN, USA)
with participants seated, their elbow by their side
and flexed to right angles, and a neutral wrist position.
Three recordings of grip strength in the dominant
hand were taken and the best effort used for the pur-
poses of data analysis. All assessors were trained in
the use of the dynamometer and practiced the testing
procedure prior to assessments.

Copyright © 2016 John Wiley & Sons, Ltd.
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Diagnosis of dementia

Dementia diagnosis was based on DSM-IV dementia
criteria (American Psychiatric Association, 1994). As
during pilot fieldwork testing, DSM-IV diagnosis was
provided by a UK-based research psychiatrist (S-MP)
who was blind to the results of the cognitive and func-
tional assessment conducted by the healthcare workers.
All participants had a cognitive examination which
included orientation, delayed recall, an assessment of
attention and concentration (days of the week back-
wards), an assessment of language ability based on a
structured conversation and ability to follow complex
commands. A brief neurological and physical examina-
tion was also conducted and patients assessed regarding
known dementia risk factors. Screening for depression
using the Geriatric Depression Scale (GDS) and for
fatigue was also done. Anyone suspected of having de-
pression, based on the GDS, was assessed further using
a semi-structured interview. Depression was assessed
only in regard to its confounding influence in the
diagnosis of dementia. A detailed assessment that would
allow a formal diagnosis of depression was not
conducted.

An informant interview was completed in line with
DSM-IV guidelines (American Psychiatric Associa-
tion, 1994). In all but one case of suspected dementia
an informant history was taken from a close relative.
In the one case where an informant could not be
identified, a friend was used as the informant. One
case was discussed with another psychiatrist to con-
firm diagnosis and three cases were re-visited at four
months follow-up to confirm or refute diagnoses.

Where diagnoses were in doubt, cases were
discussed with a UK-based consultant in old age
psychiatry.

Based on their IDEA cognitive screen scores, a strat-
ified sample was followed-up and underwent full clini-
cal diagnostic assessment. The aim was to assess all
those scoring <9 (probable or possible dementia) as well
as a randomly selected 15% of those scoring >9 and
thought unlikely to have dementia. Random selection
involved blindly picking participant’s numbers out of
a container. Informants who failed to attend for full di-
agnostic assessment interview were asked to attend on a
subsequent day and, where this was not possible, were
followed-up on home visits by the clinician.

Statistical methods

Data analysis. Statistical analysis was conducted using
Microsoft Excel 2010 and IBM SPSS statistics version
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21. Grip strength data were normally distributed. All
other data were found to be non-normally distributed
and therefore summarised in terms of median, inter-
quartile range (IQR), range and frequency as
appropriate. The significance level was set at 5% and
two-tailed significance tests used throughout.

Cronbach’s alpha was used as a measure of internal
consistency and factor analysis used to investigate
underlying latent traits within the scale. For factor anal-
ysis, the method of principal components was used and
a varimax rotation applied to aid data analysis.

The minimally important change (MIC) was esti-
mated using distribution-based methods (Jaeschke
et al., 1989; Crosby et al., 2003; de Vet et al., 2006).
The MIC was taken as equivalent to the standard error
of measurement (SEM), where:

SEM = standard deviation xv(1 — Cronbach’s alpha).

By using Cronbach’s alpha as a measure of reliabil-
ity, the MIC relates to the scale and is not an assess-
ment of the MIC within individuals.

Correlation tests were used to assess construct va-
lidity, with Spearman’s test used for data measured
at the ordinal, interval or ratio level and the point
biserial method used for data measured at the nominal
level. Grip strength data was split into males and
females for analysis. To assess the independent influ-
ence of age, sex and education on screening perfor-
mance, multivariable logistic regression models were

COMMUNITY VALIDATION

Attended screening: n =473

W. K. Gray et al.

developed with screening tool score (dichotomized
into <7 and >7) as the dependent (outcome) variable.
Age, sex, education, GDS score and the presence of
dementia were forced into a multivariable model as
independent (predictor) variables. For multivariable
modelling multiple imputation was used to impute
19 missing values for GDS score and 4 missing values
for education level. Area under the receiver operating
characteristic (AUROC) curve was calculated to give
an overall assessment of the predictive ability of each
of the scales, with presence of clinical dementia (yes
or no) as the state variable.

Results

Four hundred and seventy-three people presented for
screening. Exclusions, with reasons are shown in
Figure 1. Therefore, data were available for 466 people.

Scores for the IDEA cognitive screen are
summarised in Table 1, together with demographic
and assessment data. Ninety-three (93.0%) of the
100 people who scored <9 (possible or probable de-
mentia) were assessed for the presence of dementia
by the study doctor (see Figure 1). Of these, three
could not be traced for a follow-up and four were
not followed up because of administrative errors. A
further 60 (16.4%) people were randomly selected
for follow-up and assessment from the 366 who
scored >9. This gave a stratified validation cohort of
153 (see Figure 1), 39 (25.5%) of whom were diag-
nosed with DSM-IV dementia.

v

Participants screened: n = 466

Left before screening completed: 5
Unable to speak or communicate: 1

Became acutely unwell: 1

\ 4 A 4

No dementia on
screening: n = 366

Probable or possible dementia
on screening: n = 100

\ 4

Error calculating cognitive
screening score: 4

Randomly selected for v

Unable to trace: 3

follow-up clinical
DSM-IV dementia

Follow-up clinical DSM-IV
dementia assessment: n =
assessment: n = 60 93

|

Validation cohort: n = 153

Figure 1 Flow diagram of the recruitment process.

Copyright © 2016 John Wiley & Sons, Ltd.
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Table 1 Scores for construct validation variables in each IDEA cognitive screen category and overall correlation

1203

Score <7 Score 8 or 9 Score >10 Correlation
Number 41 59 366 —
Median age (IQR) 80.0 (73.0 to 85.0) 77.0 (70.3 to 81.0) 72.0 (67.0 to 79.0) r=-0.314,
p <0.001%
Number of females 35 (85.4%) 42 (71.2%) 184 (50.3%) r=-0.271,
(%) p < 0.001°

Number with some
formal education (%)
Male mean grip
strength in kg (SD)
Female mean grip
strength in kg (SD)
Median IDEA-IADL
questionnaire score

18 (46.2%), 2
missing values
23.8 (3.764)

14.2 (5.839), 5
missing values
13 (4 to 30), 3

missing values

36 (62.1%), 1
missing value
23.8 (6.947), 1
missing value
18.3 (4.096), 3
missing values
27 (15.5 t0 32), 2
missing values

317 (87.8%), 5
missing values
30.3 (9.310), 11
missing values
21.1 (5.495), 13
missing values
33 (27 to 33), 27
missing values

r=0.410, p < 0.001®
r=0.334, p <0.0012
r=0.435, p < 0.0012

r=0.397, p < 0.001%

IQR, inter-quartile range; SD, standard deviation.
*Spearman’s test.
PPoint-biserial correlation.

Internal consistency

Factor analysis revealed a single component with an
eigenvalue of greater than one (2.222) explaining
37.0% of the variance. The loadings of each question
on the factor were: (1) (abstract reasoning item):
0.542, (2) (temporal orientation item): 0.725, (3)
(spatial orientation item): 0.581, (4) (verbal fluency
item): 0.588, (5) (delayed recall item): 0.696 and (6)
(praxis item): 0.484. Cronbach’s alpha was 0.534.

Interpretability

The MIC was estimated to be 1.993, based on a stan-
dard deviation for IDEA cognitive screen scores of
2.919. Median IDEA cognitive screen scores by age
band, sex, education level and clinical diagnosis are
presented in Table 2. The difference in the median
score for the no education and some education groups
was greater than the MIC. There was a general trend
towards lower median cognitive screen score with
age, with those in the 65-69 age group having a
median score of 14.0 and those in the 85years and
over group having a median score of 10.5.

Construct validity

The correlation between the IDEA cognitive screen
scores and age, sex, education, IDEA-IADL scores
and grip strength is shown in Table 1. There was a
significant correlation between higher cognitive
screen score (better cognition) and lower age, male
sex, having attended school, higher grip strength

Copyright © 2016 John Wiley & Sons, Ltd.

Table 2 Median IDEA cognitive screen scores by age band, sex,
educational level and clinical diagnosis

Median IDEA
cognitive screen
score (IQR)

Age band 65—69 years (n=145) 14.0 (12.0 to 15.0)
70-74 years (n=108) 12.0 (9.0 to 14.0)
75-79 years (n=90) 13.0 (11.0 to 14.0)
80-84 years (n=77) 11.0 (9.0 to 13.0)
85 years and over 10.5 (8.0 to 12.3)
(n=46)

Sex Male (n =205) 13.0 (11.0 to 15.0)
Female (n=261) 12.0 (9.0 to 14.0)

Education Attended school 13.0 (11.0 to 14.0)

level (n=3871)
Never attended school 10.0 (8.0 to 12.0)
(n=87)

Clinical No dementia 10.0 (8.0 to 13.3)

diagnosis (n=114)

Dementia (n = 39) 7.0 (6.0 to 8.0)

IQR, inter-quartile range.

and higher levels of ability in IADLs. Although those
who had not attended school performed less well
than those who had attended school, the interpreta-
tion of this finding is complicated by the fact educa-
tion is thought to be protective against dementia
(Prince et al., 2012; Mortamais et al., 2014). Further-
more females, who are generally at greater risk of
dementia than males, were less likely to have
attended school than males (189 of 254 (74.4%) fe-
males had attended school compared to 182 of 204
(89.2%) males). However, after adjusting for the
effects of age, sex, education, GDS score and the
presence of dementia in a logistic regression model,
the relationship between screening score and
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education became non-significant, see Table 3. GDS
score was significantly correlated with IDEA cogni-
tive screen score in univariate analysis (r=0.322,
p<0.001), but not in multivariable analysis.

Criterion validity

The AUROC curve was 0.855 (95% CI 0.794 to
0.915) for the 153 people who had a clinical exami-
nation for the presence or absence of dementia, see
Table 4. At a cut-off of <7, sensitivity was 59.0%
and specificity 86.0% and at a cut-off of <8, sensitiv-
ity was 87.2% and specificity 67.5%. Although sensi-
tivity was higher at a cut-off of <8 than <7, the
likelihood ratio was higher at <7 than at <8 (4.21
and 2.68 respectively). The AUROC is similar to that
seen in a hospital setting, although a slightly higher
cut-off may be optimal if sensitivity is a priority
(Paddick et al., 2015b).

Table 3 Multivariable logistic regression model to assess the
independent association between IDEA cognitive screening score,
education, age, sex and geriatric depression scale score

Odds ratio (95% ClI) Significance
Age band
65-69 years 1 —
70-74 years 2.614 (0.476 to 14.353) 0.269
75-79years 4.202 (0.742 to 23.806) 0.105
8084 years 2.396 (0.408 to 14.080) 0.334
85 years and over 2.884 (0.450 to 18.502) 0.264
Female 3.096 (1.024 to 9.359) 0.045
Never attended 1.911 (0.756 to 4.826) 0.171
school
Clinical dementia 4.782 (1.789 to 12.783) 0.002
present
Geriatric 1.051 (0.903 to 1.223) 0.519
depression scale
score

CI, confidence interval.
The cut-off for the cognitive screening tool was <7.

Table 4 Criterion validity of the IDEA cognitive screen against DSM-
IV criteria

Score Score 8 Score
<7 or9 >10

Number 41 59 366
Seen for 39 (95.1%) 54 (91.5%) 60 (16.4%)
DSM-IV
diagnostic
assessment
Diagnosis of  23/39 (59.0%) 15/54(27.8%) 1/60 (1.7%)
dementia

Copyright © 2016 John Wiley & Sons, Ltd.
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Floor and ceiling effects

Only four people (0.9%) scored zero and only nine
people (1.9%) scored four or less. However, higher
scores were more common, with 90 people (19.3%)
scoring the maximum of 15 points and 281 people
(60.3%) scoring 12 or higher.

Discussion

This is the first prospective community-based valida-
tion of a brief cognitive screening instrument in
SSA. The screening tool displayed good criterion va-
lidity and had an AUROC only slightly lower than
that seen on hospital-based validation (Paddick
et al., 2015a). The lower sensitivity seen in this com-
munity cohort is unsurprising. People who are well
enough to attended screening are likely to be in an
earlier disease stage than those who attend hospital.
As such, they may well perform adequately on
screening, despite being cognitively impaired. The
fact that many participants were in early stage dis-
ease may have also contributed to the fact that inter-
nal consistency in this community-based sample was
only moderate and lower than reported in a hospital
setting (Paddick et al., 2015a). Each of the six ques-
tions was designed to test a different domain of cog-
nitive function (Gray et al., 2014). Those in early
stage disease may have had fewer cognitive domains
affected than those in later stage disease, and so
scores on each question may have been less
consistent.

Previous reports of the community validation of
brief cognitive screening tools in SSA are very lim-
ited, and most previous validation have followed a
case—control approach. The ‘Test of Senegal’, devel-
oped by Touré et al. (2008) gave an AUROC curve
of 0.967 on comparison with the DSM-IV-R criteria.
However, with 39 questions, the test is too long for
community screening purposes. Baiyewu et al.
(2005) used a series of four stick design tests to dif-
ferentiate people with no cognitive impairment from
those with cognitive impairment but no dementia
and those with dementia. Across 724 subjects, the
AUROC was 0.779 when comparing the dementia
group with other participants. The 10/66 research
group have also developed a brief CSI-D for use in
low- and middle-income countries (Prince et al.,
2011b). Although some of the data used for internal
validation was from a community-dwelling sample
in Nigeria, external validation has not yet been
conducted.
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Using regression modelling we have investigated
the role of education on screening performance.
We wished to consider whether use of a higher
cut-off in those who have attended school (or a
lower cut-off in those who have not attended
school) may increase the specificity (or sensitivity)
of the instrument. The results of our analysis would
suggest that this is not justified.

Construct validity was assessed against a range of
measures, and all showed significant correlation in a
manner that was consistent with our original hypoth-
esis. The association of cognitive impairment with age,
sex, education and TADL score has been noted previ-
ously in Hai district (Longdon et al, 2013;
Collingwood et al., 2014). The correlation with grip
strength has been noted by authors in other world
regions (Alfaro-Acha et al., 2006; Wang et al., 2006;
Shin et al., 2012). Grip strength is thought to be an im-
portant indicator of frailty, with a notable recent
publication from a rural Ghanaian population
(Koopman et al., 2015). Although grip strength data
are likely to be confounded by other variables, partic-
ularly age, it is notable that the correlation between
grip strength and screening performance in females
was the highest of all variables considered. Although
most participants completed the grip strength test,
those with cognitive impairment often struggled to
understand the instructions given and this may have
increased the degree of the association. Why this
should be particularly the case in females merits fur-
ther study.

GDS score was used as a measure of depressive
symptoms. The lack of association between GDS
score and IDEA cognitive screen score after adjusting
for the effects of confounding variables suggests that
the screen should not falsely identify large numbers
of people with depressive symptoms, in the absence
of cognitive impairment, as requiring further cogni-
tive assessment. Our study was not designed as a
study of depression and as such our data are limited
in this regard. There is very little previous data on de-
pression across SSA (Gureje et al., 2010). A well-
funded study of depression aetiology and prevalence
in SSA is needed to complement the growing body
of knowledge on dementia in the region.

The screen also appears to have good interpret-
ability, with clear differences in score between sub-
groups, in a manner that would be expected.
However, the MIC should be interpreted with cau-
tion. It should be noted that the MIC relates to
differences in scores for different sub-groups at a
single assessment and should not be considered an
estimate of the MIC within an individual upon re-

Copyright © 2016 John Wiley & Sons, Ltd.
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test. The IDEA cognitive screen was designed as a
brief screen for cognitive impairment in people with
low literacy levels that could be used by non-
specialist healthcare workers. Therefore, it may be
too brief to act as a useful instrument to detect
changes in cognitive function over time. The relative
simplicity of the screen may also explain the
observed ceiling effect, with over half of all subjects
scoring 12—-15 points. The screen was not designed
to distinguish those with good cognitive function
from each other and during the design phase em-
phasis was placed on discrimination between those
with and without dementia whilst keeping the
instrument as concise as possible. Increasing the
complexity of the screen, and so the time taken to
complete an assessment, by inclusion of items to
discriminate between higher levels of cognitive func-
tion could not be justified.

Limitations

Those who were physically unwell or disabled were
much less likely to attend for screening at the village
health centre. This is likely to have resulted in some
selection bias. We offered home visits to patients
identified as frail by village enumerators to try to
minimise the impact of this and 11 participants were
recruited in this way. Nevertheless, if people with de-
mentia living in rural communities in SSA are to be
identified, such screening events are likely to be one
of the most effective, and sustainable, methods of
identifying people with cognitive impairment. Those
included in this study are likely to be representative
of those who would be screened if the instrument
were used routinely.

The MIC was calculated using distribution-based,
rather than anchor-based, methods. We recognise
the limitations of this approach and accept that use
of both distribution-based and anchor based methods
is generally seen as a gold standard (Crosby et al.,
2003; de Vet et al., 2006). Further work, specifically
aimed at estimating the MIC, using an appropriate
anchor is needed to refine the estimate provided here.
Nevertheless, the estimate given does not seem unrea-
sonable based on our subjective experience.

Conclusions

The IDEA cognitive screen appears acceptable as a cog-
nitive screen in this setting. Good content validity and
inter-rater reliability have been demonstrated in previ-
ous studies (Gray et al., 2014; Paddick et al., 2015a).
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High criterion validity, construct validity and inter-
pretability were observed when used to screen for
dementia in this rural community-based Tanzanian
population. Only moderate internal consistency may
partly reflect the multi-domain nature of dementia as
diagnosed clinically and the likely early disease stage
of many of those screened.
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Key points

+ We aimed to validate the IDEA cognitive screen
in a community-based sample in rural Tanzania.

+ Criterion validity was assessed against clinical
diagnosis of dementia, giving an area under the
receiver operating characteristic curve of 0.855.

+ Higher scores on the screen were significantly
correlated with lower age, male sex, having
attended school, better grip strength and
improved performance in activities of daily
living.

+ The IDEA cognitive screen had high criterion
and construct validity and is suitable for use as
a cognitive screening instrument in a
community setting in SSA.
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20.Commentary on Key Paper 2

Community validation of the IDEA six item cognitive screen in rural Tanzania (Cohort 4a)
20.1. Overview

This paper presents a community validation of the IDEA 6-item screen in a sample of 466 rural
dwelling older adults assessed as part of a widely advertised dementia screening programme in May
2014. In addition to assessment for diagnostic accuracy or criterion validity, this paper considers
construct validity, interpretability in terms of minimally important change, internal consistency and
floor and ceiling effects of the IDEA six-item screen. A similar methodology is used to that described
in Key Paper 1, but with the advantage of collaborative histories for almost all participants, and
follow-up home visits for diagnostic clarification. This study also reports feasibility of use of the six-
item screen in primary care, administered by health workers from different backgrounds in a rural

setting. Dara collection for this study took place between March and August 2014.

Materials and methods

This study took place in six villages in rural Hai, selected from those not involved in previous
epidemiological studies of dementia by our team. A dementia screening programme was widely
advertised as part of an awareness raising programme taking place as part of the IDEA study.
Community stakeholders including Christian and Muslim religious leaders, the District Medical
Officer and village committees were involved in the study and agreed to announce the screening
programme at community meetings and in the local mosques and churches in the week before the
screening took place. Screening took place in rural health centres or village offices in villages without

a separate health centre to avoid participants having to travel.

Participants self-referred or were referred by a family member or village health care worker. To
avoid bias towards the fittest older people, home assessments were offered to any older person
who in the opinion of the village health worker would have difficulty attending the health centre.
Village health workers were asked to produce lists of frailer older people who might benefit from
screening, and to approach these individuals and ask if the IDEA team could visit and explain the

study.

Screening

The IDEA screen was administered by one of 9 trained screeners who were primary health care
workers or health professionals working within the local area. Of those 466 screened, a randomised

sample of 153 individuals underwent a detailed clinical assessment for dementia by DSM-IV criteria

-148 -
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blind to the outcome of the IDEA six item screen (93% of 100 with possible or probable dementia
(IDEA screen 9 or below), alongside16.4% of 366 with no dementia on screening randomly selected

through drawing lots).
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Figure 11. Study flowchart

Clinical assessment for dementia

Clinical assessment was similar to that detailed in cohorts 2 and 3 and included detailed bedside
cognitive assessment, focussed mental state examination, neurological examination (and further
physical examination where appropriate) as well as history of dementia risk factors. A detailed
informant history for cognitive and functional impairment was obtained for all participants, and in all
but one case this was from a family member who lived with, or close by the participant. Depression
was screened for using the Geriatric Depression Scale (GDS). The GDS has previously been used in
epidemiological research in sub-Saharan Africa but has not previously been validated in this setting.
In cases of diagnostic doubt, further discussion with a UK based old age psychiatrist took place, and
in a small number of cases follow-up assessment took place at the participant’s home 2-3 months
later in order to clarify diagnosis. These were cases where the history from the informant was not
initially clear enough to prove a six month history for dementia diagnosis, or where severe
depression by DSM-IV criteria was present, and it was not clear whether there was also an

underlying dementia.

Other assessments for validity and reliability of the IDEA six-item screen in this setting
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In addition to assessment for dementia by DSM-IV criteria for assessment of criterion validity, a
number of other scale properties were examined. These included construct validity, interpretability,

internal consistency and determination of minimally important change for interpretability.

Construct validity was examined through correlation with predictor variables. These included age,
gender, previous formal education, frailty (using grip strength as a surrogate marker), functional
ability measured by the IDEA-IADL (discussed in Key Paper 3) and number of symptoms on the

Geriatric Depression Scale (GDS) 15 item.

Internal consistency was re-examined in this cohort using Cronbach’s Alpha and factor analysis also
used to identify the number of latent traits within the scale (as determined by an Eigenvalue over 1).
The minimally important change was estimated using Cronbach’s alpha as a measure of reliability.
The independent relationship between education and IDEA six-item screen score was further
examined in this study. Age, sex, education and GDS score were assessed using multivariable

regression using positive IDEA screen score as the dependent variable.
20.2. Results

A total of 39 individuals (25.5%) of the randomised sample met criteria for DSM-IV dementia. The
proportion who had never attended school was 19%. Criterion validity was high (AUROC 0.855
(0.794-0.915)) for DSM-IV dementia. Sensitivity at the previously validated cut-off of 7/15 was low
(59%) improving to 87.2% at 8/15, with specificities of 86.0% and 67.5% respectively. Internal
consistency was moderate (Cronbach’s alpha 0.534). | felt this was because the IDEA screen was
deliberately designed to screen all lobes of the brain and that this reflected the wide variety of
impairments seen clinically. Nevertheless on factor analysis there was only one factor with an

Eigenvalue over one, indicating that the scale measures one underlying construct.

As might be expected, higher scores on the IDEA screen were correlated with male gender, less
frailty (measured through surrogate marker grip strength), younger age, and previous formal
education. The minimally important change (MIC) was estimated at 1.93 (2 points) for the scale as a
whole. The IDEA six-item screen appears to have construct validity in terms of correlation with

factors commonly expected to be associated with cognitive performance in dementia studies.
Education

Education did appear to affect scores, with those without education scoring lower on the IDEA six-
item screen. The difference in median score between those with and without formal education was
larger than the minimally important change (MIC) value. Nevertheless, education was no longer a

significant predictor of positive IDEA screen score when entered into a logistic regression model
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controlling for age, gender, presence of dementia and GDS score. Likewise number of symptoms on
the GDS correlated with idea screen score, but on multivariable regression controlling for other

variables, depression was no longer a significant predictor.

Illiteracy and lack of formal education are well recognised as risk factors for dementia, and this
aspect has been discussed in the Introduction to this study. In our original prevalence study
education was associated with dementia on univariable but not multivariable analysis, but the
reasons for this are unclear. Other tools used by our team in rural Hai for cognitive assessment had
clear educational bias because illiteracy was independently related to a positive cognitive screen for
dementia but not for dementia by DSM-IV criteria. This does not appear to be the case for the six-

item screen in the hospital and community studies completed.

Very few people scored at floor level, with very few scoring 4 or below. In contrast more than half of
individuals scored 12 or more indicating significant ceiling effects. This is not a failing of the screen,
since we would expect most cognitively intact older people to score at ceiling on a brief screening

tool.
20.3. Strengths and limitations of Key Paper 2

Criterion validity

Clinical diagnoses were made by the study doctor, with access to advice from a specialist in old age
psychiatry in the UK where necessary. A major strength of the clinical diagnoses in this study were
the access to an informant history for cognitive and functional decline obtained from an individual
living with or in regular contact with the participant. Only one participant was not able to identify a
suitable informant. Follow-up visits were also available for diagnostic clarification, usually where it
was difficult to differentiate dementia and depression. Dementia subtypes were diagnosed on
clinical criteria only, with the limitation that no neuroimaging was possible since the CT scanner used
in the original study was no longer functioning. Nevertheless a more robust method would have

been a formal consensus panel validation of diagnoses by DSM-IV criteria.

Depression

With regard to depression, the GDS has previously been used in epidemiological research in Nigeria,
and was translated by health workers with a mental health background and previous experience of
dementia research. It is important to note that no formal validation of the 15 item GDS (or in fact
longer versions) has taken place in Tanzania or in older adults in sub-Saharan Africa. However
because resources for validation of the GDS were not available to us, we felt that use of the GDS was

justifiable. Although a focussed mental state examination was completed at each assessment, a full
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history for depression was not obtained. Individuals with low scores on the GDS were not
guestioned extensively on presence of depression symptoms and therefore it is possible that cases

of milder depression may have been missed.

The MIC was calculated using Cronbach’s alpha as a measure of validity, and therefore relates to the
scale as a whole. The MIC between individuals cannot be reliably calculated through this method so

should not be used a measure of within-individual change.

The association of education and IDEA six-item screen score is difficult to disentangle. In this study,
those with and without formal education differed in median six-item screen score, and this
difference was larger than the 2 point calculated MIC score. However, in this study, as in Key Paper 1
previous formal education was associated with IDEA six item screen on univariable but not
multivariable analysis, in this case controlling for age, gender and number of depression symptoms.
This showed that a positive IDEA screen score was not independently associated with previous
formal education, taking these other variables into account. For this reason, varying the screening
cut off in this setting for level of education may not be justified. As identified in the Introduction,
adjustment of screening score for level of education can have the effect of reducing validity of the

screening instrument used

Another possible limitation is that the primary health care workers carrying out this study had
received training in dementia including communication skills and carrying out cognitive assessment.
Whilst this would of course be the ideal situation, we should be mindful that this screening test may

be used by people without this training and consider the effect of this on diagnostic accuracy.

We were unable to carry out inter-rater reliability between raters in this study, although work

presented in Key Paper 1 indicates that inter-rater reliability for the six-item screen is high.
20.4. Outcome of Key Paper 2

This paper presents a repeat criterion validation of the IDEA-six item cognitive screen in the context
of a community dementia screening programme and in a high-prevalence randomised sample of
individuals aged 65 and over. In terms of feasibility, cognitive screening was completed by a range of
primary health care workers typical of those likely to use the IDEA six-item screen in this setting.
Clinical diagnoses were more robust than those in the initial validation due to almost complete
availability of informant histories and follow-up interviews. Absence of delirium, as expected in this
community sample, meant that consideration of performance of the IDEA six-item screen in
differentiating dementia and delirium was not necessary. Due to the lower sensitivity of the

previously determined cut-off score of 7 in this setting (59%), a cut-off score of 8 or below should be
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used for dementia in community/primary care. This may be in part due to the absence of delirium in

this setting, as these individuals might be expected to achieve very low scores.

Figure 12. Matchstick construction task attempts
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Key Paper 3

Development and community-based
validation of the IDEA study
Instrumental Activities of Daily Living
(IDEA-IADL) questionnaire
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Background: The dementia diagnosis gap in sub-Saharan Africa (SSA) is large, partly due to difficulties in
assessing function, an essential step in diagnosis.

Objectives: As part of the Identification and Intervention for Dementia in Elderly Africans (IDEA) study, to
develop, pilot, and validate an Instrumental Activities of Daily Living (IADL) questionnaire for use in a rural
Tanzanian population to assist in the identification of people with dementia alongside cognitive screening.
Design: The questionnaire was developed at a workshop for rural primary healthcare workers, based on
culturally appropriate roles and usual activities of elderly people in this community. It was piloted in 52
individuals under follow-up from a dementia prevalence study. Validation subsequently took place during a
community dementia-screening programme. Construct validation against gold standard clinical dementia
diagnosis using DSM-IV criteria was carried out on a stratified sample of the cohort and validity assessed
using area under the receiver operating characteristic (AUROC) curve analysis.

Results: An 11-item questionnaire (IDEA-IADL) was developed after pilot testing. During formal validation
on 130 community-dwelling elderly people who presented for screening, the AUROC curve was 0.896 for
DSM-IV dementia when used in isolation and 0.937 when used in conjunction with the IDEA cognitive
screen, previously validated in Tanzania. The internal consistency was 0.959. Performance on the IDEA-
IADL was not biased with regard to age, gender or education level.

Conclusions: The IDEA-TIADL questionnaire appears to be a useful aid to dementia screening in this setting.
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ageing rapidly with an associated increase in

non-communicable diseases, such as dementia,
presenting a challenge to already scarce healthcare and
human resources. In 2013, there were estimated to be
1.31 million people with dementia in SSA, which will rise
to a projected 5.05 million people by 2050 (1). Despite
this, the diagnosis of dementia in many parts of SSA
can be problematic due to a severe shortage of specialist

The population of sub-Saharan Africa (SSA) is

physicians, such as neurologists, psychiatrists, and geria-
tricians (2, 3), and an estimated 200 times fewer trained
mental health workers in SSA in comparison to Eur-
opean countries (2—4). The World Health Organization
(WHO) have developed the Mental Health Gap Action
Programme (mhGAP) (5) to help address some of the
issues around identification and management of people
with mental health problems in low- and middle-income
countries (LMICs). In line with the mhGAP, the WHO
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recommended strategy for diagnosis and management
of chronic disease and mental disorders in low-resource
settings is one of task shifting. Task shifting aims to
support and enable non-specialist and primary care
workers to provide services delivered by specialists and
physicians in higher resourced settings (6, 7). This ap-
proach requires use of clearly defined protocols alongside
brief assessment tools designed and validated for use
in these low-resource environments with high sensitivity
and specificity to assist clinical decision making. Un-
fortunately, assessment tools for dementia designed for
use in SSA are currently few, especially those designed for
use by non-specialists in primary care.

Cognitive screening tools designed for use in SSA are
currently few, despite the difficulties of assessing cogni-
tion in this predominantly low-literacy setting. The
Community Screening Instrument for Dementia (CSI-D)
has been previously validated in Nigeria (8) and Kenya
(9) and used in research studies, but is too lengthy for
routine screening. A brief CSI-D has been developed by
the 10/66 research group from data collected as part of
a series of prevalence studies (10). However, it has not
yet been externally validated, and the data used for its
development were from India, China, and Latin America
where background education levels are likely to be much
higher than in many areas of SSA. A brief screening
instrument [the IDEA (Intervention for Dementia in
Elderly Africans) cognitive screen] has been developed
and validated by members of our team, specifically for
use in SSA. It is intended to minimise educational
bias (11).

Used alone, cognitive screening is not adequate as a
clinical decision aid, even if using tools specifically
designed for SSA. Poor performance may be due to
physical illness, sensory impairment or lack of confidence
rather than cognitive impairment or dementia. A collat-
eral history from an informant is also required, and
functional assessment tools are necessary to assist staff
in identifying those with likely dementia, as well as
forming a core part of the formal diagnostic criteria
for dementia. Functional assessment is generally agreed
to include two main elements: activities of daily living
(ADLs) and instrumental (or extended) activities of
daily living (IADLs). ADLs are basic self-care activities
such as bathing, feeding, and dressing independently.
Assessment of these is often useful in identifying care
needs and dependence. IADLs are more complex activ-
ities generally agreed to be affected earlier in cognitive
impairment as they require more intact neurocognitive
abilities to complete (12).

A number of IADL assessment tools exist, with the
most widely used being the Lawton IADL scale (12).
Used alone, the Lawton IADL scale is reported to have a
sensitivity of 0.85-0.90 and specificity of 0.66—0.98 in
identifying dementia (13). Most IADL scales have been

developed in high-income countries, and assume inde-
pendent living. In LMICs, cultural norms and social roles
differ, and existing IADL scales are often inappropriate,
particularly where multigenerational living is common,
and older people may not be directly responsible for
household tasks measured on existing scales. Perfor-
mance on other tasks may be restricted by lack of
availability or access to amenities such as transport, or
adherence to traditional gender roles. These issues in
functional assessment are well recognised and have been
previously thought to be responsible for falsely low de-
mentia prevalence rates reported in LMICs, particularly
those in SSA. Culturally appropriate IADL scales have
been developed for use in LMICs (see Table 1). A culturally
specific, semi-structured assessment of IADL to assist
in dementia diagnosis has been developed in Nigeria,
but must be conducted by a trained clinical assessor and
requires a home visit (14).

Aims

Our aim was to develop and validate a brief, and
culturally appropriate, assessment of TADL, suitable for
use by primary healthcare workers in identifying demen-
tia in SSA when combined with a cognitive screening tool
(15). It is hoped that, after completing cognitive and
functional assessment, a village health worker would feel
confident in choosing an appropriate referral pathway
and be able to offer advice to patients and their families.

Method

Ethics

Ethical approval for the pilot fieldwork testing and
subsequent validation was given by the National Institute
of Medical Research, Dar-es-Salaam, Tanzania. Addi-
tional ethical approval for the validation work was given
by Kilimanjaro Christian Medical University College,
Moshi, Tanzania.

Setting

The study was conducted in six villages in the Hai dis-
trict of Tanzania. Tanzania is a low-income, developing
country; the average life expectancy is 61 years, with
around 5% of the population aged 65 or over (16). Hai
district is largely rural, and situated at the base of Mount
Kilimanjaro, in the north of the country. There are two
government hospitals in Hai and numerous dispensaries
and smaller health centres.

Since 1992, Hai has contained a demographic surveil-
lance site (DSS) (17). The DSS had a population of
161,119 in 2009, most of whom are subsistence farmers
(15). Each village within the Hai DSS has one or two
healthcare workers or enumerators with responsibilities
for carrying out regular population censuses and complet-
ing public health activities under supervision from the
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Tuble 1. Instrumental activities of daily living scales devised for use in low- and middle-income countries

Location, Validation
Author, year setting Development method Validation sample method Key findings
Senanarong et al., 2003 Thailand, Specialist panel 181 memory clinic  Agreement Correlation with Thai
(THAI-ADL) (28) community discussion attendees; mean with Thai MMSE (r =0.69), CDR
and specialist age 69 years MMSE FAQ, (r=0.81), Barthel Index
clinic Barthel, CDR  (r=0.80) and FAQ
(r=0.88)
Jitapunkul et al., 1994 Thailand, Factor analysis of items 703 people aged 60 Agreement Aim of scale was to
(Chula ADL) (29) community from the Barthel index years and over; with OPCS measure disability
sample and Office of Populations mean age 68 years and Barthel appropriately in local
Censuses and Surveys Index population
(OPCS) disability score
Umayal et al., 2010 (30) Sri Lanka, Validation of a modified  Nursing home Dementia Modified Bristol scale:

nursing home

Blessed dementia scale

population and Bristol ADL. Scores
were modified by expert/
clinician opinion
Fillenbaum et al., 1999 Kerala, India Community discussion
(EASI) (31) low-literacy with elders and health
community workers related to usual

Mathuranath et al., 2005
(E-ADL) (32)

Hendrie et al., 2006
(CHIF) (14)

India memory
clinic

Nigeria

social roles and activities
of the elderly

Development and
validation of scale based
on Lawton IADL. Input
from senior citizens
group and clinicians on
suitable IADL

Expert opinion of
clinicians. Also took into
account ‘items usually
included in assessments

ICD-10 criteria
by consultant
psychiatrist

AUROC 0.933.
Sensitivity 100%,
specificity 74.2%
Modified Blessed scale:
AUROC 0.892.
Sensitivity 100%,
specificity 71%
Cronbach’s

alpha = 0.82. Lower

residents aged 65
years and over;
mean age 73 years

Hindi MMSE
score < 22

Pilot testing 100
people, initial

validation 387
people aged 55
years and over;
mean age 69.5
years

Validation on 240

memory clinic

attendees and 135

controls from
background
population

Community sample

of 295

DSM dementia

DSM dementia
Blessed
dementia
scale, MMSE

scores in females, older
people, illiterate people
and those with lower
cognitive function

AUROC 0.97.
Sensitivity 0.91,
specificity 0.99

AUROC 0.925 for
dementia

Cronbach’s alpha 0.83
Correlated with Blessed

of ADL’

DS 0.56 and MMSE 0.44

District Medical Officer. Enumerators reside within the
villages for which they are responsible and are well-
respected members of their community. They have con-
siderable experience of research projects focussing on
chronic diseases and older adults.

Development of the IDEA-IADLs questionnaire

To facilitate the development of an IADL questionnaire
for use in the IDEA study (the IDEA-IADL question-
naire), a workshop was held with all district enumerators
and local healthcare workers. In total, 55 people attended
the workshop. Prior to attending this workshop, the
enumerators had received extensive training on dementia

as part of a prevalence study conducted in 2010 (15).
Additionally, enumerators had obtained practical experi-
ence of screening for dementia using the CSI-D. The
workshop was facilitated by A.K. and S.-M.P.

It was explained to the group that assessment of
functional impairment was reported to be difficult in
traditional societies because assessment tools were gen-
erally designed for use in high-income countries with
different cultural expectations of older individuals. The
group was therefore asked to list, based on their experience
in their local communities, those activities that would
be expected of an elderly person, regardless of gender.
It was stressed that this should be regardless of physical
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disability or sensory impairment (e.g. poor eyesight or
hearing). To avoid biasing the responses obtained, no
existing IADLs scales were discussed at the workshops.
Activities were suggested and then discussed with the
wider group until a consensus was reached. The discus-
sion was facilitated by a registered nurse with experience
of working in the Hai district with people with dementia.
It was felt that, in most circumstances, the family or
community would attempt to assist the elderly person in
carrying out roles or tasks that they found difficult, and
therefore a graded response to each question, rather than
a dichotomous (yes/no), answer would be more appro-
priate. No attempt was made to model answers upon an
existing assessment scale or to modify an existing scale.

Pilot fieldwork testing of the IDEA-IADL
questionnaire

The IDEA-TADL questionnaire developed was piloted
on 52 people identified and followed up as part of a
dementia prevalence study (15). The scale was adminis-
tered by a healthcare worker (nurse, clinical officer or
assistant medical officer) who recorded responses from
an informant (a close relative or friend of the partici-
pant). All healthcare workers who administered the
questionnaire had been involved in the original develop-
ment of the scale and subsequent discussion.

Diagnosis of dementia and mild cognitive impairment
during pilot fieldwork testing

Once the IADL questionnaire had been administered,
formal assessment for cognitive impairment was carried
out by a research doctor (S-M.P.) who was blinded to
the results of the IDEA-IADL questionnaire. All partici-
pants had a cognitive examination which included orien-
tation, delayed recall, an assessment of attention and
concentration (days of the week backwards), an assess-
ment of language ability based on a structured conversa-
tion and ability to follow complex commands. A brief
neurological and physical examination was also conducted
and patients assessed regarding known dementia risk
factors. Screening for depression was carried out using
the geriatric depression scale (GDS) with further clinical
assessment if indicated. An informant interview was
completed in line with DSM-IV guidelines (18). Dementia
diagnosis was based on DSM-IV dementia criteria (18).
Mild cognitive impairment diagnosis was based on inter-
national consensus criteria (19).

Community validation of the IDEA-IADL
questionnaire

Participation in the study was on a voluntary, self-referral
basis. A few days before the research team came to each
village, information about the study, including what
participation involved, was announced in local religious
meetings and by local enumerators, with support from
the village committee. Any residents aged 65 years or over

wishing to take part, or any family members wishing to
refer a relative, were invited to attend one of three
screening days in each village. All participants were asked
to attend with a relative or carer able to give an informant
history. Eleven people were identified by village enumera-
tors as too frail to attend screen and were visited at
home.

Screening days took place at local village offices. Given
the voluntary nature of participation, after dissemination
of information about the study, consent was assumed for
those who volunteered for screening. To avoid selection
bias, any older people who wished to take part in the
study, but were physically unable to attend screening
days, were visited at home. Information was collected,
on the participants’ gender, age, literacy, and educa-
tional level. Contact information for each participant was
recorded to allow follow-up.

Functional assessments and cognitive screening
Function was assessed using the IDEA-IADL question-
naire and the Lawton TADL scale (12). Assessments were
conducted by local healthcare workers who were blinded
to all cognitive assessments. Both assessments were trans-
lated into Swabhili and back translated prior to use.

Cognitive screening was conducted using the validated
IDEA cognitive screen (11). The screen was administered
by a local healthcare worker who was blind to the DSM-
IV diagnosis and all functional assessments and who had
attended a 4-day training course regarding dementia and
use of the screening instruments. Subjects can score 0—15
points, with zero reflecting the lowest cognitive perfor-
mance and 15 the highest cognitive performance. A score
of 8-9 was taken to indicate possible dementia and a
score of <7 probable dementia (11).

The assessors were asked to indicate on the study pro
forma whether, in their opinion, the informant was felt to
be reliable. The informant was considered unreliable if
they were a non-relative (e.g. neighbour) who on ques-
tioning rarely came into contact with the participant and/
or the information given by the informant largely contra-
dicted the impression the interviewer had of the partici-
pant based on cognitive screening.

Diagnosis of dementia during validation

As during pilot fieldwork testing, DSM-IV diagnosis was
provided by a UK-based research psychiatrist (S-M.P.)
who was blind to the results of the cognitive and functional
assessment conducted by the healthcare workers. Where
diagnoses were in doubt, cases were discussed with a UK-
based consultant in old age psychiatry.

Based on their IDEA cognitive screen scores, a strati-
fied sample was followed up and underwent full clinical
diagnostic assessment. The aim was to assess all those
with probable and possible dementia as well as a randomly
selected 10% of those with no dementia (scoring > 9).
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Random selection involved blindly picking participant’s
numbers out of a container.

Informants who failed to attend for a full diagnostic
assessment interview were asked to attend on a subse-
quent day and, where this was not possible, were followed
up on home visits by the clinician.

Statistical methods

Data analysis

Statistical analysis was conducted using Microsoft Excel
2010 and IBM SPSS statistics version 2.1. All data were
found to be non-normally distributed and therefore sum-
marised in terms of median, inter-quartile range (IQR),
and range. The significance level was set at 5% and two-
tailed significance tests used throughout. Cronbach’s
alpha was used as a measure of internal consistency and
factor analysis used to investigate underlying latent traits
within the scale. For factor analysis, the method of
principal components was used and a varimax rotation
applied to aid data analysis. Area under the receiver
operating characteristic (AUROC) curve was calculated
to give an overall assessment of the predictive ability of
each of the scales, with presence of clinical dementia (yes or
no) as the state variable.

To identify the most appropriate weighting to give to
the IDEA cognitive screen and IDEA-TADL question-
naire when combined into a single measure, binary
logistical regression analysis was performed using the
screening instrument scores as covariates and presence of
clinical dementia (yes or no) as the outcome variable.
Regression coefficients were converted to weights using
the method of Sullivan et al. as part of their work on the
Framingham Study (20). Linear regression was used to
investigate the influence of age, gender, and education
level on IDEA-IADL scores after adjusting for the
influence of dementia diagnosis. The model validity was
assessed by examination of eigenvalues, studentised resid-
uals, and tolerance.

There were very few missing values and these appeared
to be missing completely at random and non-informative.
No attempt was made to impute these data, and these
data were omitted from the analysis.

Results

A flow diagram summarising the steps in the develop-
ment, and validation of the IDEA-IADL questionnaire is
shown in Fig. 1.

Development of the IDEA-IADL questionnaire

Health workers and enumerators from 52 villages within
the DSS took part in the workshop. In addition, a
number of other health workers involved in research
projects attended the workshop including the community
psychiatric nurse for the Hai district, and assistant

IADLs assessment in sub-Saharan Africa

medical officers and clinical officers with public health
responsibilities.

A questionnaire consisting of 12 questions each scored
from zero (‘cannot do this’) to three (‘can do it with no
problems, do not need help’) was constructed based on
the responses from participants. The questions included
are shown in Table 2. The questionnaire was developed in
Swahili and later translated into English for those team
members not familiar with Swabhili.

Pilot fieldwork testing

Of the 52 participants in pilot fieldwork testing of the
IDEA-TADL questionnaire, 28 had normal cognition, 14
had mild cognitive impairment, and 10 had dementia. It
rapidly became evident that one item initially included on
the scale (‘they make their will and testament and make
decisions on their property after they have gone’) was not
suitable for inclusion in the scale as some health workers
were uncomfortable asking this question, although they
felt it was an important part of an elderly person’s role.
The question was only answered by 22 participants
(42.3%) and was not included in subsequent analyses.
No attempt was made to replace the item with another
question as it was felt all items of interest had been
considered.

Cronbach’s alpha for the remaining 11 questions was
0.904, indicating high internal consistency. When the
presence of dementia was used as the outcome variable,
the AUROC curve was 0.814 [95% confidence interval
(CI) 0.689-0.939] for the questionnaire. At a cut-off of
<23 as indicative of dementia, sensitivity was 80.0% and
specificity 78.6%.

Validation

Of a total 455 who presented for screening, six were
excluded (one unable to speak or communicate, one due
to acute medical illness requiring immediate hospital
admission, and four left the screening event before
screening was completed). For the latter four partici-
pants, it was assumed that consent had been withdrawn
and they were excluded from all analyses. Of the 449
participants for who data were collected, 32 (7.1%) were
excluded from the study after screening data was
collected. Fourteen (3.1%) were excluded because the
informant was deemed unreliable in the opinion of the
interviewers, 12 (2.7%) were excluded because a reliable
informant could not be identified, and six (1.3%) were
excluded due to incomplete IADL data. Thus, complete
IDEA-TADL questionnaire and Lawton IADL scale
scores were available for 417 subjects (see Fig. 1).

For the IDEA-IADL questionnaire, Cronbach’s alpha
was 0.959 indicating high internal consistency. Factor
analysis revealed only one factor with an eigenvalue
greater than one, explaining 71.6% of the variance in the
model. Table 3 shows the component matrix for the first
three factors, their eigenvalues, and the percentage of
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QUESTIONNAIRE DEVELOPMENT

n=55 healthcare workers

1

PILOT FIELDWORK TESTING

n=52 participants: 28 with normal
cognition, 14 with mild cognitive
impairment and 10 with dementia

U

Not fully screened: n=6 (1.3%)
COMMUNITY VALIDATION
Attended screening: n=455 Left before screening completed: 4
Unable to speak or communicate: 1
»
v Became acutely unwell: 1
Participants screened: n=449
Excluded : n=32 (7.1%)
1
v Informant not reliable: 14
Full data set available: n=417 Informant could not be identified: 12
Missing IADL data: 6
A 4 A
No dementia on Probable or possible dementia
screening: =325 on screening: n = 92
Not followed up: n=5 (5.4%)
Error calculating cognitive
A » screening score: 4
A 4
Randomly selected for Unable to trace: 1
follow-up clinical
DSM-1V dementia Follow-up clinical DSM-IV
assessment: n=43 dementia assessment: n=87

y

Validation cohort: n=130

Fig. 1. Flow diagram of the IDEA-IADL development and validation process.

variance explained by each component. The question-
naire took a median of 5 min (IQR 3-7, data available for
320 people) to administer.

Scores for the IDEA cognitive screen are summarised
in Table 4, together with demographic data. Ninety-two

of the 97 people who scored <9 (possible or probable
dementia) had IADL data available (see Table 4 and
Fig. 1). Of these, one could not be traced for a follow-up
and four were not followed up due to addition errors in
their scores, such that they were initially thought to have
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Tuble 2. Twelve questions initially included in the scale

IADLs assessment in sub-Saharan Africa

Swahili

English translation

Wanatoa historia

Wana suluhisha

Wanasaidia shughuli ndogo ndogo
Wanatoa ushauri

Wanadumisha na kufundisha mila/unyago
Ni walinzi wa nyumbani

Wanatunza wajukuu

Wanatoa ushawishi

0 N O WN =

©

10 Wanapangia watu majukumu
11 Wanasimamia haki
12% Wanafanya mirathi

They give histories of the family, their life, past events

They settle conflicts

They assist in small works in the home

They give advice

They teach the traditions of society

They watch over the house when others are out

They look after the grandchildren

Persuasion or changing people’s ideas for the better

Wanasaidia katika maswala mazito kama sherehe They preside over feasts and ceremonies

Delegation of responsibilities to others

They fight for justice within the family and the community. They ensure fairness
They make their testament and decide on division of possessions after they
have gone

2After pilot fieldwork, this question was removed for the scale because many people were unwilling to answer questions on this sensitive

topic.

scored >9. Thus, 87 people with possible or probable
dementia were followed up and clinically assessed for
dementia by the study doctor. A further 43 randomly
selected people who scored >9 were also followed up
and clinically assessed. This gave a validation cohort of
130 (see Fig. 1), 35 (26.9%) of whom were diagnosed with
DSM-IV dementia. With the presence of dementia used
as the outcome measure, AUROC curves for the IDEA
cognitive screen, the IDEA-IADL questionnaire, and the
Lawton IADL scale are summarised in Table 5.

Logistic regression analysis indicated that, if combined
as a singe measure, the IDEA cognitive screen and the
IDEA-IADL questionnaire items should be weighted in a

Tuable 3. Factor analysis of IDEA-IADL scores

Component
1 2 3

Eigenvalue 7.881 0.718 0.411
Variance explained (%) 71.6 6.5 3.7
Factor loadings

Question 1 (give histories) 0.854 —0.245 0.027

Question 2 (settle conflicts) 0.864 —0.165 —0.016

Question 3 (assist in house) 0.784 0.411 0.300

Question 4 (give advice) 0.895 —-0.135 —-0.119

Question 5 (teach traditions) 0.865 —0.227 0.127

Question 6 (watch over house) 0.782 0.399 -0.322

Question 7 (childcare) 0.781 0.441 0.026

Question 8 (persuade others) 0.876 —0.123 —-0.0182

Question 9 (preside over 0.832 —0.080 0.365

ceremonies)

Question 10 (delegate) 0.892 -0.026 —-0.057

Question 11 (ensure fairness) 0.876 —0.127 —-0.126

ratio of 5:1, respectively, as shown in Table 6. After doing
this, the AUROC curve for the combined score was
calculated and is shown in Table 5. Although both screen-
ing tools performed well independently, combined use of
the IDEA cognitive screen and IDEA-IADL question-
naire resulted in an AUROC curve of 0.937 (0.896—0.979),
compared with cognitive screening only (0.846; 95% CI
0.776-0.915) or IDEA-IADL alone (0.896; 95% CI,
0.842-0.951).

Finally, linear regression was used to investigate whether
the IDEA-IADL questionnaire was biased to age, gender,
or education. Dementia diagnosis (yes or no) was included
in the model since it is known to be strongly associated
with each of these variables. As shown in Table 6, only
dementia diagnosis emerged as an independent predictor
of IDEA-TADL score, suggesting the questionnaire to be
unbiased to each of the other variables.

Discussion
Efficient and effective identification of people with de-
mentia is an important first step in reducing the diagnosis
and treatment gap that exists in many countries in SSA.
A case-finding approach, in conjunction with a basic
training programme on recognition of dementia, has
been employed in similar low-resource settings, including
Brazil (21) and India (22). This approach has had only
moderate success, in part, due to the low overall prevalence
of dementia in the community. Our suggested approach,
based on validated screening tools, is likely to be more
effective and would be in keeping with the protocol driven
WHO mhGAP strategy (5).

The aim of this study was to develop an IADL
questionnaire that could act as a clinical decision aid in a
low-resource setting. Impairment in IADLs has been
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Tuble 4. IDEA cognitive screen scores

Score <7 Score 8 or 9 Score >10
Number 40 57 352
Median age (IQR) 80 (73.75-85.5) 76 (70-81.25) 72 (67-79)

Number of females (%) 34 (85.0%)

41 (71.9%) 178 (50.6%)

Number with some formal education (%) 18 (47.4%), 2 missing values 34 (60.7%), 1 missing value 305 (87.6%), 4 missing values

Median Lawton scale score

Median IDEA-IADL questionnaire score
Seen for DSM-IV diagnostic assessment
Diagnosis of dementia

36 (90.0%)
21 (52.5%)

3 (1-7), 3 missing values
13 (4-30), 3 missing values 27 (15-32), 2 missing values 33 (27.5-33), 27 missing values

6 (4-7), 2 missing values 7 (5.5-8), 27 missing values

51 (89.5%)
13/51 (25.5%)

43 (12.2%)
1/43 (2.3%)

found to be predictive of later dementia in large population
studies in the USA and France over periods of up to 10
years, irrespective of cognitive assessment scores within
the normal range at baseline. In fact, IADL assessment
scales have been used alone in population screening for
dementia (13, 23). It has been suggested that these are less
educationally biased than cognitive assessments in low-
literacy settings (24, 25).

Previous IADL assessment instruments tend to be of
three types: self-report by patient, informant interview,
and direct observation (26, 27). All have their flaws, with
the usefulness of self-report and informant interview
limited by the cognitive ability of the patient and the
reliability of the informant, respectively. Direct observa-
tion is often seen as a gold standard, although it can be
resource-intensive and require a great deal of staff
training, making it generally unsuitable for use in our
setting. We have pragmatically chosen to develop a
questionnaire that relies on informant interview. In a
community setting, finding a reliable informant is usually
possible and in the current study, only 3.1% (14 of 449) of
informant interviews were considered unreliable by the
interviewer.

Although a small number of functional assessment
scales have been developed and validated for use in other
LMICs (see Table 1), of these, only a proportion
addressed face validity issues by involving the local
population in development (31, 32). The remainder
used clinician opinion for development or modification
of scales designed in high-income countries.

Tuble 5. AUROC curve analysis for the IDEA-IADL
questionnaire, the Lawton IADL scale and the IDEA
cognitive screen

AUROC curve
(95% Cl)
Lawton IADL scale 0.828 (0.751-0.906)
IDEA-IADL questionnaire 0.896 (0.842-0.951)
IDEA cognitive screen 0.846 (0.776-0.915)
Combined IDEA cognitive screen and 0.937 (0.896-0.979)

IDEA-IADL questionnaire

The questionnaire worked well and had good predic-
tive properties, both when used in isolation or together
with a brief cognitive screening instrument. In a low-
education, developing world, setting the increased pre-
dictive ability of cognitive screening, if combined with a
functional assessment, has been noted by other authors
(33). Involvement of local healthcare workers in the
development of the questionnaire ensured good face
validity. Furthermore, by focussing on normal social
roles and activities, we hoped to minimise gender and
education bias in the items included.

Internal consistency of the final questionnaire was high,
indicating that all 11 items are broadly testing the same
underlying trait. It could be argued that, because of such
strong correlation between items, some may be redundant
in the context of a single score-generating screening tool.
However, the use of this tool in clinical practice needs to be
considered. With increased number of IADLs assessed and
explored with the informant, the tool will be more useful to
healthcare staff in their overall clinical judgement than a
tool that was designed to generate the most efficient
statistical score. Considering this, alongside the fact that
the time taken to complete the assessment is short and
viable for screening use in every day clinical practice, it
would seem more appropriate to include all 11 items.

We did not attempt to adjust responses to allow for the
fact that some participants may not routinely engage in
some of the activities included in the scale. Our main aim
was to develop a screening instrument for use by non-
specialist healthcare workers that would allow referral to
specialist services as appropriate. We felt that a relatively
straightforward scoring system would make the collec-
tion and interpretation of information relatively efficient.
Further details on normal functioning could be obtained
during a more detailed clinical assessment in those
thought suitable for further assessment. The responsive-
ness of the IDEA-IADL questionnaire to changes in
function will be assessed during future fieldwork.

Limitations

A potential significant selection bias was possible as
participation in the study involved self or family referral
to screening at a village office. Those who were physically
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Tuble 6. Regression analysis

IADLs assessment in sub-Saharan Africa

Scaled B
B Coefficient coefficient Exp B Significance

Logistic regression model

Total IDEA-IADL —0.0138 1 0.871 <0.001

questionnaire (95% CI 0.822 to 0.922)

Total IDEA cognitive screen —0.646 4.681 0.524 <0.001

(95% CI 0.371 to 0.739)

Constant 6.915 - - -
Linear regression model

Any formal education 1.466 (95% CI —1.905 to 4.838) — - 0.391

Male gender 1.215 (95% Cl —2.239 to 4.669) - - 0.487

Age (years)
DSM-IV dementia present

Constant 26.900

—0.031 (95% CI —0.204 to 0.142) - - 0.725
—15.896 (95% Cl —19.978 to —11.815) - -

<0.001

unwell or disabled were thus much less likely to attend for
screening, and this could have significantly affected results
since they are also more likely to perform poorly on
functional assessment. To partly overcome this problem,
we offered home visits for screening to patients identified
as frail by village enumerators. Eleven participants were
recruited in this way. Nevertheless, in this resource-limited
setting, where primary healthcare coverage is very limited,
such screening events are likely to be one of the most
effective and sustainable methods of identifying people
with cognitive impairment. As such, those included in this
study are likely to be representative of one of the main
groups the scale is designed to assess in normal use.

Five people achieving an IDEA cognitive screen score
<9 were not seen for full clinical diagnosis. As this was a
relatively small proportion of those seen, and they were
missed randomly due to errors in addition on the part of
research staff or contact and tracing difficulties, this is
unlikely to have resulted in a substantial bias. For a further
five participants, it was not possible to trace a reliable
informant or informant data was incomplete. This has
implications in clinical practice in that, for a small minority
of people, it may not be possible to carry out a reliable
functional assessment, hindering diagnosis.

Results can only be said to be representative of the
community-dwelling population of Hai district. Further
validation of the questionnaire in different geographical
(e.g. urban and rural) and clinical (e.g. inpatients and
outpatients) settings is required. As such, we are reluctant
to extrapolate our findings beyond the setting it was
developed and tested in. However, the IDEA-IADL
questionnaire may be of use in assessing IADLs in other
patient settings, in other parts of Tanzania and SSA and
in other world regions.

Finally, cognitive and IADL assessments were carried
out by nine separate assessors. Inter-rater reliability has yet
to be established, and we cannot rule out the possibility

that this may have influenced our results. Nevertheless, we
have attempted to validate our tool in the setting for which
it was designed, utilised by non-specialist primary health-
care workers in the community. We plan to assess the inter-
rater reliability of the scale as an important next step.

Conclusions

This is the first validation of functional assessment tools
for use in Tanzania and one of very few conducted in SSA.
The IDEA-IADL has good internal consistency and
construct validity against the gold standard DSM-IV
diagnosis of dementia. It is both time and cost-efficient,
it does not require a specialist healthcare background to
administer, and little training is needed. It appears to
represent a better functional assessment in this population
than the Lawton assessment.
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21.Commentary on Key Paper 3

Development and validation of a brief functional assessment tool for dementia diagnosis in sub-

Saharan Africa (the IDEA-IADL) (cohort 4b))
21.1. Overview

This paper summarises the development, pilot and community-based validation of a culturally
appropriate assessment of instrumental activities of daily living (IADLs) to assist with identification of
dementia in rural SSA. IADLs are extended or complex activities of daily living which tend to be
affected earlier in cognitive impairment or dementia in contrast to activities of daily living (ADLs)
which are more basic self-care activities such as bathing and dressing and are a measure of care
needs rather than cognitive impairment. It was recognised that a brief, culture specific assessment
of functional ability would be likely to improve upon cognitive screening, especially amongst those
older people who were achieving lower scores on formal cognitive screening due to educational
level. Since the diagnosis of dementia requires demonstration of functional impairment it was
hypothesised that a culturally appropriate functional assessment tool would reduce the effect of
false positive cognitive screening, especially in those with lower levels of education. Existing
assessment tools frequently used in high income countries focus on activities such as medication
management or management of finances, and it was felt that these activities might not be as
relevant in rural SSA. This study took place in rural Hai, utilising the same community dementia
screening cohort as described in Key Paper 2 for the second stage validation. Numbers of
participants differ slightly from those in Key Paper 2 (cohort 4a) due to availability of complete data

for inclusion in the study.
21.2. Materials and methods

Development of the IDEA-IADL

The IDEA IADL was initially developed at a workshop attended by 55 primary healthcare workers in
the Hai district. These workers had roles as village based enumerators for the purposes of
epidemiological research as part of the framework of the Hai DSS. Participants of this workshop, all
of whom worked in rural clinics or in public health activities had previously been trained in
identification of dementia and cognitive screening and assisted in the 2010 dementia prevalence
study. Workshop participants were asked to list the usual social roles and activities of an older
person in their setting. In order to avoid answers being biased by general frailty or old age, and to
focus on activities that might have a cognitive element, participant were asked to state activities and

roles that could be undertaken by any cognitively normal older person, even if they could not see
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well or walk a long distance. In order to avoid influencing the discussion, no existing HIC IADL

assessment tools were demonstrated. An initial list of 12 items was generated.

Initial pilot

This assessment list was piloted in a sample of 52 individuals under follow up as part of a mild
cognitive impairment (MCI) follow up study as described above in cohorts 1a and 1b. In this pilot
study, the IDEA IADL was administered by a research nurse blind to diagnosis. All participants
subsequently underwent clinical assessment to determine diagnosis of DSM-IV dementia or MCl by
Petersen consensus criteria. The cohort consisted of 28 people with normal cognition, 14 with mild
cognitive impairment (MCI) and 10 with dementia. At a cut off of 23/44 sensitivity was 80%,
specificity 78.6% and AUROC 0.814 (0.689-0.939). One item was removed at this point from the scale
because most health workers had felt uncomfortable asking it. The IDEA-IADL scale is included here

in.
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Instrumental Activity of Daily Living for Elderly -IADL screen

Tathmini ya uwezo wakufanya shughuli za kila siku kwa watu wazee

Please ask each question to the relative of the patient. For each question please ask “can the patient
do this with no difficulty’? Each question may score 1 — 4 points:

Tafadhali muulize ndugu/mlezi wa mgonjwa kila swali. Kwa kila swali tafadhali uliza“ Je mgonjwa
anaweza kufanya hivi bila shida?”

1 point :Yes, they can do this with no difficulty, no help needed/
Ndio, wanaweza kufanya hilibi la shida, hakuna msada unaohitajika
2 points: Yes with a small amount of help of assistance/

Alama 2 Ndio anaweza na msada mdogo

3 points: With much assistance

Alama 3: anahitaji msaada mkubwa

4 points: They cannot do this

Alama 4: Hawezi kufanyahili

1. Wanatoa historia kama za familia/maisha yao/matukio ya zamani Alama
They give histories i.e. of the family/ their lives/ past events Score:
2. Wanasuluhisha migogoro Alama
They settle conflicts Score:
3. Wanasaidia kazi ndogo ndogo za nyumbani Alama
They assist in small works of the home Score:
4. Wanatoa ushauri Alama
They give advice Score:
5. Wanadumisha na kufundisha mila na desturi za jamii Alama
They teach the traditions of society Score:
6. Wanachunga nyumba wakati watu wengine wakitoka Alama:
They watch over the house when others are out Score:
7. Wanatunza wajukuu Alama
They look after the grandchildren Score:
8. Wanatoa ushawishi au kubadilisha mawazo ya watu wengine kwa uzuri Alama:
Persuasion, or changing people's ideas for the better Score:
9. Wana saidia katika maswala mazito kama sherehe Alama:
They preside over feasts and ceremonies Score:
10. Wanapangia watu majukumu Alama:
Delegation of responsibilities to others Score:
11. Wana simamia haki katika familia na jamii. Wana hakikisha usawa Alama:
They fight for justice within the family and the community. They ensure Score:
Jumla ya alama

Total score:

Figure 13. Instrumental Activity of Daily Living for Elderly -IADL screen
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21.3. Formal validation (Hai dementia screening programme)

Formal validation of the refined 11-item scale took place in a community sample of adults aged 65
and over who had presented as part of a widely advertised dementia screening programme in the
Hai district (cohort 4b). Individuals were screened using the IDEA six-item cognitive screen by a
trained primary health care worker as described in Key Paper 2. Participants were asked to attend
for screening with a relative who knew them well. Following-day appointments were given for those
relatives who did not attend, with home visits arranged for those relatives where attendance at the
health centre was inconvenient. The IDEA-IADL was completed by the village enumerator, with the
identified informant blinded to all other screening and diagnostic data. In addition, the enumerator
was asked to indicate if in their opinion, the answers given and scores obtained were reliable for
example in cases where the participant had identified a neighbour as the informant or it was felt a
relative visited infrequently. In addition, the Lawton IADL scale, commonly used in HIC settings was
also administered at the same interview, translated by members of the IDEA study team fluent in

both English and Swahili and with training in dementia assessment.

Screening

A total of 455 people were screened, of whom after exclusions complete data were available for 417
people. Methodology was identical to that in Key Paper 2, in that all those scoring 9 or below
(possible or probable dementia) were assessed in the second stage alongside 15% of those scoring
over 9/15 selected through blindly drawing lots from a container. The second stage detailed clinical
assessment for dementia, blind to the outcome of both screening tools (IDEA six-item screen and

IDEA-IADL) was identical to that described in Key Paper 2.

The second stage validation cohort for this analysis included 130 people. The study diagram

(describing both phases of the study) is included here in Figure 14.
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21.4. Summary of Results

The IDEA-IADL was quick to complete (median 5 minutes, IQR 3-7). Of the 130 people who

underwent second stage assessment, 35 (26.9%) had dementia by DSM-IV criteria.

Used alone, the IDEA IADL had a diagnostic accuracy of 0.896 (0.842-0.951). For combination with
the IDEA six-item cognitive screen, logistic regression was used to determine the weighting to give to
the IDEA-IADL. Importantly, the IDEA-IADL improved upon the diagnostic accuracy of the IDEA six-
item cognitive screen used alone from AUROC 0.846 (95% Cl 0.776-0.915) to 0.937 (95% Cl 0.896-
0.979) used together with a weighting of 5 to 1 as indicated by the beta values obtained through

logistic regression (see table 6, Key Paper 3).

Factor analysis indicated that only one latent variable was present with only one factor identified
with an eigenvalue of over 1 and explaining 71.6% of the variance, and internal consistency as

measured by Cronbach’s alpha was very high (0.959).

Linear regression analysis indicated that age, gender and previous formal education were not
associated with IDEA-IADL score independently of dementia diagnosis. Dementia diagnosis was

independently associated with IDEA-IADL score

The IDEA IADL did not appear to have a marked ceiling effect. Of a total score of 44, median score in
those without cognitive impairment was 33 (IQR 27.5-33). In those with probable dementia median

score was 13 (4-30) but a wide distribution of scores was present.
21.5. Strengths and limitations of Key Paper 3

A strength of this study was the involvement of the local community in scale development, rather
than attempting to translate or adapt a scale utilised in HIC settings, or to develop an assessment
based on clinician opinion only. This was felt to be an appropriate strategy for an assessment tool

designed to be completed by family informants rather than clinicians.

An important limitation is that the IDEA-IADL was administered blinded to the outcome of cognitive
screening. Whilst this assesses criterion validity of the IDEA-IADL alone, combination with the IDEA
six-item cognitive screen was done retrospectively and may not be reflective of the situation in
which we might wish the scale to be used, i.e. together with cognitive screening in an individual
presenting to a primary health care clinic with a relative. A further validation of both scales used

together in ‘real life’ conditions would be useful.
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Additionally, assessment inter-rater reliability was not possible to complete due to resource
limitations, and these data were collected by a team of nine different health workers. Further

examination of underlying variability would be important to complete.

Finally, this scale was developed for use in a particular community, specifically rural Hai, and whilst it
appears likely that this scale could be used in other similar SSA settings, validity in urban settings

where cultural expectations may differ, has not been established.
21.6. Outcome of Key Paper 3

This study has presented initial data on development and validation of a functional assessment
based on informant history which has good criterion validity for identification of dementia when
administered primary health care workers in a rural Tanzanian setting. Importantly it improves the

performance of the IDEA six-item cognitive screen by improving diagnostic accuracy.

The very high level of internal consistency and identification of one underlying factor explaining
most of the variance on factor analysis suggests that the scale might be shortened, as some items
may be redundant. A balance needs to be struck between brevity, increasing the likelihood of use by
busy clinicians and applicability and generalisability in that inclusion of a range of items increases
likelihood of the scale being broadly applicable to older people. Further work will attempt to assess

whether the scale could in fact be shortened.
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Figure 16. Completion of matchstick task during a home visit for screening
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Figure 17 Hai community dementia screening programme 2

Figure 18 Hai community dementia screening programme 3
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Key Paper 4

‘Identification of delirium and
dementia in older medical inpatients in
Tanzania. A comparison of screening
and diagnostic methods’

-175-



Accepted Manuscript

NS

. . o S NEUROLOGICAL
Identification of delirium and dementia in older medical inpatients SCIENCES

in Tanzania: A comparison of screening and diagnostic methods

S.M. Paddick, E.G. Lewis, A. Duinmaijer, J. Banks, S. Urasa, L.
Tucker, A. Kisoli, J. Cletus, C. Lissu, J. Kissima, C. Dotchin, W.
Gray, E. Muaketova-Ladinska, G. Cosker, R. Walker

PII: S0022-510X(17)34489-1

DOI: doi:10.1016/j.jns.2017.12.006
Reference: INS 15694

To appear in: Journal of the Neurological Sciences
Received date: 14 January 2017

Revised date: 20 November 2017

Accepted date: 5 December 2017

Please cite this article as: S.M. Paddick, E.G. Lewis, A. Duinmaijer, J. Banks, S. Urasa,
L. Tucker, A. Kisoli, J. Cletus, C. Lissu, J. Kissima, C. Dotchin, W. Gray, E. Muaketova-
Ladinska, G. Cosker, R. Walker , Identification of delirium and dementia in older medical
inpatients in Tanzania: A comparison of screening and diagnostic methods. The address
for the corresponding author was captured as affiliation for all authors. Please check if
appropriate. Jns(2017), doi:10.1016/j.jns.2017.12.006

This is a PDF file of an unedited manuscript that has been accepted for publication. As
a service to our customers we are providing this early version of the manuscript. The
manuscript will undergo copyediting, typesetting, and review of the resulting proof before
it is published in its final form. Please note that during the production process errors may
be discovered which could affect the content, and all legal disclaimers that apply to the
journal pertain.



Identification of delirium and dementia in older medical inpatients in Tanzania: A

comparison of screening and diagnostic methods

Paddick SM"?, Lewis EG®, Duinmaijer A*, Banks J°, Urasa S° Tucker L', Kisoli A®, Cletus J?,
Lissu C®, Kissima J® Dotchin C2 Gray W? Muaketova-Ladinska E°, Cosker G° Walker R>*°

(1) Institute of Neuroscience, Newcastle University, Newcastle upon Tyne, UK

(2) Northumbria Healthcare NHS Foundation Trust, North Shields, UK

(3) Charité - Universitatsmedizin Berlin CVK: Campus Virchow-Klinikum Institute of
Tropical Medicine and International Health, Berlin, Germany

(4) Haydom Lutheran Hospital, Mbulu, Manyara, Tanzania

(5) The Medical School, Newcastle University, Newcastle University, Newcastle upon
Tyne, UK

(6) Kilimanjaro Christian Medical Centre, Kilimanjaro, Tanzania

(7) The London School of Hygiene & Tropical Medicine, London, UK

(8) Hai District Hospital, Boman’gombe, Kilimanjaro, Tanzania

9) Northumberland Tyne and Wear NHS Trust, Newcastle upon Tyne, UK.

(10) Institute of Health and Society, Newcastle University, Newcastle upon Tyne, UK

Corresponding Author: Stella-Maria Paddick, stella-maria.paddick@ncl.ac.uk. Department of

Medicine, North Tyneside General Hospital, Northumbria Healthcare NHS Foundation Trust,

Rake Lane, North Shields, UK. Telephone 0191 2932709 Fax 0191 2932709
Word count: 4431 words

Figures 1, Tables 3

References 36

Running head — identification of delirium in sub-Saharan Africa

Key words — Delirium, Screening, Africa, Cognition, Dementia, Confusion Assessment

Method (CAM)



ABSTRACT

Background: In sub-Saharan Africa, there are no validated screening tools for delirium in
older adults. This study assesses clinical utility of two instruments, the IDEA cognitive screen
and the Confusion Assessment Method (CAM) for identification of delirium in older adults

admitted to medical wards of a tertiary referral hospital in Tanzania.

Method: The IDEA cognitive screen and CAM were administered to a consecutive cohort of
older individuals on admission to Kilimanjaro Christian Medical Centre using a blinded
protocol. Consensus diagnosis for delirium was established against DSM-V criteria and

dementia by DSM-IV criteria

Results: Of 507 admission assessments, 95 (18.7%) had DSM-V delirium and 95 (18.7%)
had DSM-IV dementia (33 (6.5%) delirium superimposed on dementia). The CAM and IDEA
cognitive screen had very good diagnostic accuracy for delirium (AUROC curve 0.94 and
0.87 respectively). However, a number of participants (10.5% and 16.4% respectively) were
unable to complete these screening assessments due to reduced consciousness, or other
causes of reduced verbal response and were excluded from this analysis; many of whom
met DSM-V criteria for delirium. Secondary analysis suggests that selected cognitive and
observational items from the CAM and IDEA cognitive screen may be as effective as the full

screening tools in identifying delirium even in unresponsive patients.

Conclusion: Both instruments appeared useful for delirium screening in this inpatient
setting, but had significant limitations. The combination of assessment items identified may
form the basis of a brief, simple delirium screening tool suitable for use by non-specialist

clinicians. Further development work is needed.

(250 words)



INTRODUCTION

Delirium is an acute onset syndrome of cognitive dysfunction presenting with deficits in
attention, arousal and global cognition [1], highly prevalent in older hospitalised adults in
high-income countries (HICs) [2]. Well-recognised adverse outcomes include cognitive
decline [2-5], disability [6, 7] and increased mortality rates [3, 6].

Although prompt interventions can improve outcome [8], delirium remains under diagnosed,
and may be missed in up to 50% of cases in HICs [9, 10]. Diagnosis is most challenging in
some of those most at risk, such as older people and those with preexisting cognitive
impairment. Use of validated screening tools improves detection rates [9, 11].and is

recommended in guidelines for older hospitalised adults [12].

In sub-Saharan Africa (SSA), there are currently no validated screening tools for delirium in
older people. Demographic transition has resulted in a rapidly growing older population, and
recent epidemiological studies of dementia suggest a similar prevalence to that seen in HICs
[13, 14]. Delirium is likely to be similarly prevalent in older adults but existing data are limited.
Currently available data suggest a high rate of misdiagnosis of delirium as a psychiatric
disorder and adverse outcomes [15]. A substantial diagnostic gap is suggested by the fact
that the limited available studies report prevalence of 9.1-19.7% [16, 17] on clinical criteria
whereas in contrast a large case-note based study of older people admitted to three large

centers in SSA reported delirium prevalence of 0-2.6% [18].

This diagnostic gap may also be due to shortages of specialist clinicians with skills in cognitive
assessment. Geriatricians, psychiatrists and neurologists are scarce across SSA outside large
urban centers [19-21]. Cognitive assessment tools and other screening methods developed in
HICs often perform poorly in SSA due to cultural differences and high levels of illiteracy
amongst older adults, especially in rural areas [12]. Therefore, objective screening methods

for the cognitive impairments typical of delirium, that can be used accurately by non-



specialists and are not literacy-dependent, are needed.

Our overall aim was to determine the most effective method of screening and identification of
delirium in older hospitalised adults in SSA. Key objectives were: 1) Evaluate the performance
of two screening instruments with potential utility for identification of delirium in this setting
(the IDEA cognitive screen and Confusion Assessment Method (CAM)) against gold-standard
DSM-V consensus diagnosis of delirium; and 2) Conduct a secondary analysis of all
screening and assessment items to determine those most predictive of delirium and

potentially useful in development of a screening method for use by non- specialists.



MATERIALS AND METHODS

Ethical approval and consent

Ethical approval was granted locally by the Kilimanjaro Christian Medical College Research
and ethics committee (CRERC) and by the National Institute of Medical Research (NIMR) of
Tanzania in Dar-es-Salaam. Patients were given written and verbal information about the
study and its aims before gaining their informed consent. Where patients were unable to
write, a thumbprint was used. If patients were admitted unconscious or lacking the capacity

to consent, a close relative was asked to assent on the patient’s behalf.
Setting and study participants

This study took place in the internal medicine department of Kilimanjaro Christian Medical
Centre (KCMC), an 800-bed tertiary referral hospital in Northern Tanzania serving a rural
population of over eight million people. Consecutive samples of individuals aged 60 and over
admitted to the department from 14" January to 3" February 2015 (pilot phase) and from 6t
March 2015 to 10™ July 2015 were invited to participate on admission. No substantial
changes were made to the study design or data collection methods following the pilot phase

and so data were combined for analysis (Figure 1).
Assessments

Initial clinical assessment took place wherever possible in the morning after admission,
following initial review by the treating medical team. The following data were collected:
background demographic data alongside physical observations; level of arousal using the
Alert-Voice-Pain-Unresponsive (AVPU) scale [22] designed for use by non-specialists in
routine practice and pain assessed on a visual analogue scale of 0-10 with 10 rated as most
severe. Where necessary, non-literate or observational assessments (e.g. Wong-Baker
Faces scale) were used and equivalent scores recorded. Data on medical diagnoses,

comorbidities, risk factors and outcome were also collected and participants reassessed



every three days during admission to determine in-hospital incidence of delirium. This study

relates to screening at admission only.
Clinical assessment for delirium and dementia

All patients were assessed by a research doctor with an interest in geriatrics or psychiatry
(S-MP, AD, EGL or LT) assisted by a trained study nurse or clinical officer with experience of
cognitive assessment in older adults, and fluent in both English and Swahili. Clinical
assessments were conducted independently of, and blinded to, IDEA cognitive screen
scores. Full assessment for cognitive impairment included a neurological examination,
detailed standardised bedside cognitive assessment and mental state examination recorded
in free text (see Figure 1). Where significant low mood was observed, the brief Geriatric
Depression Scale (GDS) was used to identify possible depression as a possible cause of
poor cognitive performance but depression or other psychiatric disorders were not the main
focus of the assessment and were not routinely screened for. Assessment of potential
confounders of screening tool performance including educational level and sensory

impairment was also carried out (see Figure 1).

Pre-existing dementia was assessed through a detailed semi-structured informant history for
cognitive and functional impairment based on DSM-IV criteria previously used for dementia
assessmentin Tanzania and Nigeria [23]. Informants were usually close relatives and
resident in the same household. All informants were asked ‘is this a recent change?’. Use of

a single question in identification of delirium has been validated in HICs [24].

In order to take into account possible fluctuations in presentation, a subset of participants
were reviewed by a neurologist or physician to increase accuracy of diagnoses, where
possible this assessment took place later the same day. This assessment took place blinded
to the outcome of both screening tools to maintain objectivity. Where possible all those
screen-positive on the CAM were assessed alongside 10% of screen-negative individuals,

selected using a random number generator.



Consensus diagnoses of delirium and dementia

All clinical assessment data, with the exception of the IDEA cognitive screen result and CAM
algorithm, were reviewed by a consultant old age psychiatrist, nurse specialistin old age
psychiatry and research doctor in psychiatry (EML, GC, S-MP) for blinded consensus
diagnosis of delirium by DSM-V criteria. Cases of subsyndromal or resolving delirium not

meeting DSM-V criteria were recorded, but classified as ‘no delirium’.

We considered it important to accurately identify dementia in order to assess screening tool
performance in delirium versus cognitive impairment in general. Consensus diagnoses of
dementia followed DSM-IV criteria, taking into account all available clinical information,
including previous admission records where available. In cases of possible dementia not
meeting DSM-IV criteria a follow-up assessment was offered for diagnostic clarification after
discharge. Where necessary, due to geographical constraints, this assessment took place
by telephone interview with a close relative. Dementia subtype diagnoses were made by
clinical criteria where possible, but limited, partly because neuroimaging was not available at
the time of the study. Other psychiatric disorders were noted where a clear clinical

description of symptoms made this possible.
Identification of delirium or major cognitive impairment by treating medical team

A retrospective case note review compared consensus diagnoses of delirium with

identification of delirium by the treating medical team during admission (see Figure 1)

Cognitive screening using the IDEA (Identification and Intervention for Dementiain

Elderly Africans) cognitive screen

All consented individuals underwent bedside cognitive screening using the IDEA cognitive
screen. The IDEA was developed for use by non-specialist healthcare workers to identify
dementia in low-literacy populations in SSA. It has been validated for major cognitive
impairment in hospital inpatient settings in Tanzania and Nigeria and outpatient and
community settings in Tanzania [23, 25, 26]. Assuming basic training in a healthcare

profession, minimal additional training is required to allow it to be administered



successfully. The IDEA includes assessment of orientation, delayed recall, abstract
thought, category (animal) fluency and visuo-construction. The IDEA cognitive screen was
administered by a study nurse or clinical officer, blinded to outcome of all other clinical
assessments. On completion, the IDEA screen was immediately filed separately from
other clinical data to maintain blinding of personnel conducting the other clinical
assessments. Where the IDEA screen was attempted, but abandoned because of
confusion or inability to understand the task, total scores were recorded as zero as the
individual was assumed to have severely impaired cognition preventing successful
performance on the test. Where screening was not possible due to physical illness or

lowered conscious level, outcome was recorded as ‘unable to complete’.

Confusion Assessment Method (CAM) screening

The CAM algorithm [27] includes the following; acute onset cognitive disturbance with
fluctuation (CAM 1) and attention deficit (CAM 2) alongside either disorganised thinking
(CAM 3) or abnormal arousal (CAM 4). Sensitivity and specificity for delirium by DSM-IV
criteria are excellent in published meta-analyses [28] and in HIC settings the CAM is used
for both delirium screening and diagnosis [29]. The CAM typically takes 10-15 minutes to
complete [27] but requires a degree of training and clinical experience of cognitive
assessment [30]. The CAM algorithm was completed by a junior research doctor (blinded to
IDEA cognitive screenscore and other clinical assessments) following detailed bedside
clinical assessment (see below) and discussion with nursing staff and family members. The
CAM was then filed separately to maintain blinding for clinicians completing additional

assessments and consensus diagnoses (see Figure 1).

Where CAM assessment was considered impossible by the assessing doctor (e.g. due to
limited verbal response) participants were classified ‘CAM-unable’ and CAM items
assessable through observation scored alongside limited neurological and mental state

examination and informant history.



Statistical analysis

Data were analysed using SPSS software (version 20 for windows, IBM Corp, Armonk, NY,
USA). All data were non-normally distributed and therefore data were presented by median
and inter-quartile range and non-parametric tests were used throughout. Diagnostic
accuracy was assessed using the area under the receiver operating characteristic (AUROC)

curve statistic as an overall assessment of screening performance.

Exploratory factor analysis of all screening and assessmentitems for delirium (IDEA six item
screen and CAM items, beside cognitive tests and informant single question) was conducted
to investigate latent traits within the screening items. An oblique rotation method was
selected due to high correlation between variables. Factors to be extracted were determined
using a scree plot. ltems with the largest loadings on each factor were explored using logistic
regression models with DSM-V delirium as the dependent variable. The significance level

was set at 5% and two-tailed tests were used throughout.



RESULTS
Characteristics of the study cohort

During the study period there were 609 admissions (including 51 re-admissions) of
individuals aged 60 and over to the internal medical department. Of these, 510 patients
were recruited to the study. Reasons for exclusion were as follows: died or transferred
before assessment (n = 56) refused or were unable to consent (n = 26) or could not be
assessed for other reasons (n = 17) (see Figure 1). Three further patients were excluded
from analysis due to large amounts of missing data. Thus data were available for 507
people, see Figure 1. The 507 admissions fully assessed and the 102 exclusions not
assessed for delirium did not significantly differ in sex (X2 (1) = 0.921, p = 0.337) or in

median age (U = 24312.0, p = 0.340).

Characteristics of the study cohort are described in Table 1. Ninety-five people (18.7%) had
delirium and 95 (18.7%) had dementia (only one of whom had previously been given a
diagnosis). Of the 95 with delirium, 33 (6.5%) had delirium superimposed on dementia.
There was a high prevalence of reduced arousal (20.6%). Delirium was recorded in the

hospital records of 8 individuals of whom 6 met DSM-V delirium criteria (see Table 1).
Diagnostic accuracy of the CAM

Of the 507 people with a clinical diagnosis, 53 (10.5%) were classified as ‘CAM unable’. Of
the remaining 454, 89 (19.6%) were CAM positive for delirium. The overall diagnostic

accuracy of the CAM was excellent (see Table 2). A total of 8/53 (15.1%) of ‘CAM unable’
participants met DSM-V delirium criteria and overall 22/53 (41.5%) met criteria for major
cognitive impairment (dementia or delirium). CAM items 2 and 3, which are more reliant on
verbal response, were poorly completed, whilst almost all participants could be
assessed on observation and clinical history items CAM 1 and CAM 4 (see Table 2).
Allowing for these limitations, CAM 2 (inattention) showed the highest diagnostic

accuracy.



Diagnostic accuracy of the IDEA six-item screen

The IDEA cognitive screen was attempted by 424 (83.7%) participants. Reasons for
exclusions are detailed in Figure 1. Of those attempting the IDEA cognitive screen,
64 (15.1%) had DSM-V delirium, 73 (17.2%) had DSM-IV dementia (25 (5.9%) had
delirium superimposed on dementia). A significant proportion of the 83 unable to
attempt the IDEA screen met DSM-V delirium criteria (n = 31, 37.3%), DSM-IV
dementia criteria (n = 22, 26.5%) or had delirium superimposed on dementia (n = 8,
9.6%). In those assessed, diagnostic accuracy of the IDEA screen for DSM-V
delirium and major cognitive impairment was good, with an AUROC curve of 0.866
(0.826-0.907) for delirium and 0.874 (0.838-0.909) for major cognitive impairment.

Sensitivity, specificity and predictive value are reported in Table 2.
Differentiation of delirium and dementia

Within the group identified with major cognitive impairment (delirium or dementia) the CAM
demonstrated excellent discriminatory ability in identifying delirium from dementia. Of 134
with major cognitive impairment who completed the CAM, 87 had delirium and 47 had
dementia without delirium. The CAM correctly identified 79/87 (90.8%) of those with delirium
and 45/47 (93.7%) of those without delirium. Of two incorrectly classified as having delirium,
both had dementia. Within this group sensitivity was 91% and specificity was 96%. CAM 2
(inattention) was the most accurate individual testwhen used alone (sensitivity 94%,
specificity 76%). In the 103 who had major cognitive impairment and completed the IDEA
cognitive screen, differential accuracy was poor, with an AUROC curve of only 0.60 (95%
confidence interval (Cl) 0.49-0.71) for delirium. Similarly, of those with cognitive impairment
on screening (IDEA cognitive screen of 7 or below) the CAM correctly identified delirium
(sensitivity 0.93, specificity 0.96). Of those with major cognitive impairment, 23/157 (14.6%)

and 45/157 (28.7%) were unable to complete the CAM or attempt the IDEA cognitive screen,



limiting clinical utility. The single question ‘is this a sudden change?’ was only moderately

useful (sensitivity 92% specificity 60%).
The role of visual impairment

We wished to investigate whether the relatively poor performance of the IDEA cognitive
screenwas due to uncorrected visual impairment. The IDEA screen was re-evaluated
disregarding the only visually presented item (matchstick constructional praxis task).
Removal of the praxis task made little difference to the overall accuracy of the IDEA for
identification of delirium or major cognitive impairment [AUROC 0.871 (95% CI 0.833-0.912),

0.879 (95% CI 0.844-0.913)] respectively.

Investigation of combinations of individual CAM and IDEA cognitive screen items as

predictors of delirium

All six IDEA screen items, bedside cognitive tests of orientation, attention, registration and
recall, CAM items 1 and 4 and the single informant question were investigated to identify
those that may be of greatest clinical utility in this setting. CAM items 2 and 3 were not
evaluated due to the observed difficulties in rating these items, suggesting that they would
not be suitable for screening in this setting. Exploratory factor analysis identified three
factors broadly interpreted as representing learning/recall, observation/behaviour and
orientation, explaining 41.9%, 9.67% and 7.5% of the variability respectively. A logistic
regression model was constructed to identify those items that were significant independent
predictors of delirium. The final model is shown in Table 3 and included word recall, CAM 1,
CAM 4 and sex. Nagelkerke’s R?for the model was 0.676. Weightings were applied to the
model based on the parameter estimates and these weights used to develop a crude
screening tool. The tool had a higher AUROC than the IDEA cognitive screen (0.94 (95% CI
0.92 to 0.97)), and had the advantage of being much shorter. Accuracy was similar to that of
the CAM, but assessment data were available for almost all participants including those
rated unassessable on the full CAM. The scoring system ran from 0 to 8, with a score of 26

the optimal cut off for identifying those with delirium (sensitivity 0.94, specificity 0.90).



DISCUSSION

The brief delirium screen developed outperformed both the IDEA and CAM on internal
validation. Our presented development and validation models demonstrated a high degree
of accuracy in detection of delirium, which surpassed that of the IDEA and was similar to

that of the CAM.

This increased accuracy may be due in part to its simplicity and lower reliance on clinical
judgement. In our study, non-neurologists with cognitive assessment experience had
difficulty in rating CAM items 2 and 3 in individuals with lowered arousal. This reduced the
overall clinical utility of the CAM because a significant proportion of these 'CAM unable'
individuals met DSM-V delirium criteria. Similar reductions in CAM sensitivity due to
difficulties with CAM items 2 and 3 have been noted in other studies, especially where less

experienced raters administered the CAM [30].

The novel delirium screening tool developed includes assessment of the following cognitive
and observational elements; short term recall, altered consciousness and both acute onset
and fluctuation. It does not specifically include inattention. Attentional deficits are well-
recognised to differentiate delirium and dementia [31] because attention is typically affected
globally and early in delirium, but only complex attention is impaired in mild to moderate
Alzheimer’s disease [32]. Although we identified inattention as the most accurate CAM item
in terms of general diagnostic accuracy and discrimination of delirium and dementia, it was
excluded from the model due to the identified difficulties with its completion. Although it
could be argued that difficulty completing an item assessing attention is consistent with
attentional difficulty, the fact that a large number of people who would fit into this description
were recorded as unassessable suggests that inclusion of this item in a screen could lead to
people being misclassified. The decision to exclude this item was, therefore, a pragmatic
one, based on our desire to develop a simple and robust screening tool. Our modelled
screening tool includes short term recall of a previously learned word list. This item might

therefore be indirectly measuring attention (since attention is required in order to register



and retain the list) without the challenge of assessing inattention in more complex clinical

assessment.

Many screening tools used for identification of delirium in HICs rely heavily on orientation,
despite evidence that orientation may be unaffected in up to a quarter of older people with
delirium [32]. Our tool includes items requiring registration and short-term recall rather than

orientation, and may therefore have broader applicability.

Acute onset and fluctuation as reported by a carer was identified as a key element during
modelling. In contrast, a positive answer to ‘is this a sudden change’ by an informant was
only moderately useful in differentiating delirium and dementia. Previous work by our team
has described a high prevalence of both vascular dementia and stroke in Tanzania [9, 10] It
may be difficult for family members asked this question to separate delirium from stepwise
deterioration in vascular cognitive impairment. The additional element of ‘fluctuation’ as well

as acute change appeared to be more useful in identification of delirium in this setting.

Altered arousal is another key element of our delirium screening tool. Lowered arousal is
independently associated with poor outcome and therefore these individuals are at
particularly high risk, but likely to be missed by routine use of the CAM for screening by non-
specialists (as lowered arousal might prevent assessment of inattention or disorganised

speech).
Overall utility of the CAM

Joint practice recommendations from the European and American Delirium Associations
advise that inability to cooperate with cognitive assessment for attention be rated as severe
inattention, in patients able to make at least some verbal response and not in coma [33].
This was the approach followed when making DSM-V consensus diagnoses [34] but differs
from that of the DSM-IV on which the CAM is based. Accurate completion of the CAM in a
setting with a high prevalence of severe physiological illness is challenging and requires
experience and judgement. Although the overall diagnostic accuracy of the CAM compared

favourably to that reported in HIC meta-analyses (sensitivity 91% vs 82-94% and specificity



96% vs 89-99% [29, 35]), in SSA where expertise in neurology or geriatrics might be limited
outside urban centres, the CAM is unlikely to be useful in routine screening. In our cohort
the CAM demonstrated excellent performance in differentiating delirium and dementia in
those with major cognitive impairment (delirium or dementia) and those with cognitive
impairment on screening (IDEA screen <7). It has been recommended that the CAM be
used for confirmatory assessment in those found to have cognitive impairment on initial
screening [29] due to the time taken to complete the assessment and level of skill required.
In this hospital setting with trained personnel including physicians and neurologists, this
approach should be feasible. In rural areas (where up to 63% of people in SSA live) and

without specialist staff this approach may be problematic.
Screening using the IDEA cognitive screen

Routine bedside structured cognitive assessment of older hospitalised adults at risk of
delirium is recommended by existing good practice guidelines in HICs [12]. The
diagnostic accuracy of the IDEA cognitive screen compared favourably to other previous
validation studies [23, 26] and other commonly-used cognitive screening tests [36].
Diagnostic accuracy for major cognitive impairment (delirium and dementia) was lower
than that previously reported in medical inpatients and outpatients in SSA (0.903 and
0.931 respectively) [23]. This may relate to the degree and severity of iliness in this
cohort.
Previous validation work took place in a small, government hospital where those who
were seriously unwell were routinely transferred to tertiary services for further
management.
Although the IDEA cognitive screen appeared clinically useful, a significant proportion of
participants were unable to complete it. Over a third of the 83 individuals unable to attempt
the IDEA screen due to lowered arousal or illness severity had DSM-V delirium and routine
cognitive assessment with the IDEA screen might lead to these individuals being missed. A
major finding of this study was that the IDEA cognitive screen alone did not differentiate

delirium and dementia. Since only one participant had a previous dementia diagnosis, and



both delirium and dementia were highly prevalent, use of the IDEA alone would not
differentiate individuals with delirium and needing urgent medical attention from those with
long standing cognitive impairment. Nevertheless, it is unrealistic to expect any brief
cognitive screen, including those commonly used in high-income settings, to be able to
identify underlying reasons for poor screening performance.

Association with confounders

The effect of visual impairment has not previously been evaluated in performance of the
IDEA screen. In this study we found that significant and uncorrected visual impairment was
highly prevalent, and that significant measured visual impairment correlated with a score <7
on the IDEA screen (the previously validated cut-off for major cognitive impairment),
independent of age, education and the presence of delirium. This is likely to be due to
difficulties in completing the matchstick praxis task and indicates that this needs to be taken
into account when interpreting the IDEA score. Nevertheless, disregarding the matchstick
item made little difference to test accuracy despite the high prevalence of visual impairment
and since visuospatial impairments are commonly found in delirium, this test appears to be
clinically useful. As in previous validation studies for dementia, the IDEA did not appear
educationally biased in this setting despite the literacy rate being substantially higher than in

previous validation studies.

Overall utility of screening tools

Both CAM and IDEA greatly outperformed routine detection of delirium by nursing and
medical staff as evidenced by mention of delirium or confusion in the medical notes.
Improvement of detection rates through use of a structured screening method is well
evidenced in HIC settings [11] and our findings indicate that routine delirium screening using

an appropriate method is highly recommended.

Limitations

A number of limitations are acknowledged. KCMC is a tertiary referral hospital and therefore

those admitted would be expected to be more seriously unwell than in other hospital



settings. Educational level was higher than that recorded in previous validation studies of
the IDEA cognitive screen in the same geographical region, indicating possible differences
in socio-economic status. Our cohort might therefore not be typical of other settings in
Tanzania. All cognitive tests were conducted in a very busy ward environment, which could
at times be noisy, and this could have impacted on performance on cognitive tests,
particularly for those with sensory impairment. Nevertheless no private or quiet environment
for testing was available, and this therefore represented the ‘real life’ conditions in which
cognitive assessment would normally take place. Similarly, we deliberately included all
possible patients in this study, including those who may have been dysphasic or aphasic or
with lowered level of consciousness. Although this may have affected screening tool

performance, this reflects the situation in which these tools would be used.

Although a subset of individuals received a second review by a specialist (neurologist or
physician) on the same day, it was not possible to provide a second independent clinical
review for all patients due to resource implications in this busy hospital environment. Some

individuals with cognitive fluctuations may therefore have been missed.

This was not a study of dementia or depression, and therefore milder cases may have been
missed, particularly in those with delirium at assessment. Only 12 GDS assessments for
depression were completed, suggesting that only those with the most severe symptoms
were identified during neurocognitive assessment. The effect of depression on cognitive
assessment with the IDEA screen cannot therefore be commented on. Nevertheless, we
were able to obtain an informant history for almost all participants, and the vast majority of
participants lived with family members. As a result, cognitive impairments were likely to
have been observed and commented on by family members in the history. A strength of the
study was the follow-up assessments for diagnostic clarification in cases of possible
dementia, reducing the possibility that cases of dementia were missed. Finally,
identification of delirium by treating medical staff was assessed only through retrospective
case note review and it is possible that a greater number of cases were recognised, but not

identified through this process.



Conclusions

This study has evaluated the performance of a brief cognitive screening tool designed for
identification of dementia (the IDEA cognitive screen) and the CAM in identification of
delirium in a large tertiary referral hospital in Tanzania, with a similar presence of delirium on
admission to that seen in HICs. Both tools performed well in identification of delirium, but
sensitivity was reduced due to difficulty in completion of assessments by those individuals
who were most severely unwell, and therefore likely to be at the greatest risk. The IDEA
screen did not differentiate delirium and dementia. The CAM showed excellent diagnostic
accuracy for delirium in individuals identified with cognitive impairment, but requires
specialist knowledge for accurate completion. Using all relevant cognitive and behavioural
assessment data collected during the study we have suggested a brief assessment for
delirium designed for use by non-specialists which appears to identify delirium with a high
degree of accuracy. Further development work and testing in other centres in SSA will
confirm the utility of these screening items for delirium. Our findings indicate that use of a
structured screening tool outperformed routine clinical assessment in identification of
delirium as in previous HIC studies and routine use of a delirium screening tool in older

hospitalised adults is therefore highly recommended.
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Figure 1: Study recruitment and assessment flow chart

609 patients admitted duringthe study

) 99 patients excluded
period

Died before seen n=37

Transferred/discharged before seen
n=19

Public holiday/researcherillness n=17
v

- - Refused/unable to consent n=26
510 patients recruited to the study

3 patients excluded due to an

A 4

incomplete data set

v

507 patients with full diagnostic data setfor DSM-V
deliriumand DSM-IV dementia

83 could not be
screened (23 low

Glang\.N Coma Scale, attention (CAM2) and
35tooiill, 17 unable disorganised thinking

to (CAM3)
speak, 5 refused, 3

no reason recorded)

53 could not be
assessed for

A 4

A

424 completed 454 completed
IDEA cognitive CAM
screen assessment




Table 1: Characteristics of the 507 patients included in the study

Full days from hospital admission to assessment

1 415/497 (83.5%)
2 51/497 (10.3%)
3 271497 (5.4%)
3-7 4/497 (0.8%)
Median age (IQR) 75 (67-81)
Sex 225 Females (44.4%)
Highest educational level
Less than one year or none 96/500 (19.2%)
Some primary school 163/500 (32.6%)
Completed primary school 111/500 (22.2%)
Some secondary school 58/500 (11.6%)
Completed secondary school 34/500 (6.8%)
Tertiary education 38/500 (7.6%)
AVPU arousal
A-Alert 400/501 (79.4%)
V-Voice 71/501 (14.1%)
P-Pain 12/501 (2.4%)
U-Unresponsive 21/501 (4.2%)
Prevalence of dementia
Owerall 95/507 (18.7%)
Males 47/282 (16.6%)
Females 48/225 (21.3%)
60-69 years 12/175 (6.86%)
70-79 years 26/173 (15.0%)
80 years and ower 57/159 (35.8%)
Prevalence of delirium
Ovwerall 95/507 (18.7%)
Males 68/282 (24.1%)
Females 27/225 (12.0%)
60-69 years 25/175 (14.3%)
70-79 years 27/173 (15.6%)
80 years and over 43/159 (27.0%)
Prevalence of major cognitive impairment
Ovwerall 157/507 (30.9%)
Males 94/282 (33.3%)
Females 63/225 (28.0%)
60-69 years 31175 (17.7%)
70-79 years 44/173 (25.4%)
80 years and over 82/159 (51.6%)
Other psychiatric diagnoses
Depression 8 cases
Learning disability 1 case
Depression with psychosis 1 case
Cognitive impairmentidentified by the medical team
Delirium 8 (6 DSM-V delirium 2 DSM-IV
dementia)
Dementia 2 (1 DSM-V delirium 1 DSM-IV
dementia

Cognitive/behavioural problem ‘disoriented’, ‘aggressive’ 6 (5 DSM-V delirium, 1 DSM-IV
dementia)




Table 2: Diagnostic accuracy of screening tools

IDEA cognitive screen (n = 424)

Cut-off <7

Cut-off <8

DSM-V delirium

sensitivity = 0.89,
specificity = 0.70,
ppv = 0.35,
npv = 0.97

sensitivity = 0.92,
specificity = 0.64,
ppv = 0.31,
npv = 0.98

Major cognitive impairment

sensitivity = 0.82,
specificity = 0.77,
ppv = 0.56,
npv = 0.92

sensitivity = 0.88,
specificity = 0.71,
ppv = 0.52,
npv = 0.94

CAM (n = 454)

Delirium

sensitivity = 0.91
specificity = 0.97,
ppv = 0.880,
npv = 0.978

Major cognitive impairment

sensitivity = 0.53
specificity = 0.90,
ppv = 0.61,
npv = 0.87

Individual CAM items

CAM 1 (n=499)

Delirium

sensitivity = 0.95,
specificity = 0.85,
ppv = 0.60,
npv = 0.97

CAM 2 (n=454)

Delirium

sensitivity =0.94
specificity =0.90,
ppv = 0.69,
npv = 0.99

CAM 3 (n=448)

Delirium

sensitivity = 0.72
specificity = 0.96,
ppv = 0.80,
npv = 0.94

CAM 4 (n=496)

Delirium

sensitivity = 0.86
specificity = 0.85,
ppv = 0.56,
npv = 0.96

ppv — positive predictive value,

npv — negative predictive value



Table 3: Independent predictors of DSM V delirium form screening and assessment items

Parameter Odds ratio (95% CI) Weight
estimate
Unable to recall any words on 10 word list  1.169 3.217 (1.291 to 8.016) 1
Positive CAM1 3.468 32.074 (11.333 to 90.776) 4
Positive CAM4 1.454 4.280 (1.869 to 9.802) 2
Male 0.957 2.604 (1.268 t05.349) 1
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22.Commentary on Key Paper 4

Hospital validation of the IDEA for major cognitive impairment (delirium and dementia) (cohorts 5a

and 5b)
22.1. Overview

This study was a repeat validation of the IDEA six item screen for delirium and for major cognitive
impairment (delirium and dementia) in a large prospective consecutive cohort of older adults aged
60 and over admitted to medical inpatient wards of a tertiary referral hospital in Tanzania (KCMC)
and took place between January and July 2015. The performance of the IDEA six item screen in
identification of delirium was assessed as a result of the outcome of the systematic review indicating
little existing data on delirium in SSA, particularly in older adults (see Background Paper 1). The aims
of the study were to estimate prevalence of delirium on admission as well as prevalence of ‘in
hospital’ delirium, to conduct a blinded validation of the Confusion Assessment Method (CAM) for
delirium and the IDEA six-item screen for both delirium and major cognitive impairment (dementia
and delirium) against gold standard DSM-5 delirium criteria by applied consensus. It was also
intended to assess the clinical utility of serial assessment with the IDEA screen for identification of
delirium in a hospital population. This study also collected data on risk factors and aetiology of
delirium in this setting, alongside mortality and other outcome data. All available screening data
were analysed using factor analysis and logistic regression to determine which items were most
predictive of delirium in this setting. A brief combined screening tool, outperforming both the IDEA

six item screen and CAM is presented following preliminary internal validation.
22.2. Materials and methods

This was a prospective cross sectional study of a consecutive sample of adults aged 60 and over
admitted to medical wards of a tertiary referral hospital (KCMC). The IDEA six-item screen was
administered to participants on admission by a trained study nurse or clinical officer and filed

separately and not shared with the research doctor completing delirium assessments.

Clinical assessments for delirium were similar to those conducted in previous IDEA screening tool
validation studies and included a mental state examination, neurological examination and detailed
bedside cognitive assessment with a focus on identification of delirium. A detailed free text
summary of this assessment was recorded to assist with consensus diagnosis. Detailed clinical
assessments for delirium took place on admission, but after initial assessment from the treating
medical team. The study diagram and summary of bedside assessments is included below in Figure

19.
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The CAM algorithm was completed and filed separately in order to maintain blinding. Dementia
diagnosis relied heavily on informant history, and where necessary a follow up interview post
discharge to clarify the onset of symptoms and to assess cognitive and functional performance in the

home environment once acute symptoms of physical illness had resolved.

Assessment for potential confounders included assessment of visual acuity using a Landholt C
broken ring Logmar eye chart designed for use in illiterate populations, level of consciousness as
measured by the Alert-Voice-Pain-Unresponsive (AVPU) scale and degree of physiological iliness as
measured by the National Early Warning Scale (NEWS) a risk grading system widely used in the UK.
Other potential confounders including self-reported visual and hearing impairment, the use of

sensory aids and occupational and educational background were recorded.

Baseline physical observation data were recorded, and participants felt to be too acutely unwell, in
the opinion of the assessing doctor were re-assessed the following day. Where possible, participants
were also reviewed for the presence of delirium symptoms by a neurologist to take into account
possible fluctuations. Delirium by DSM-5 criteria was made by consensus, blinded to the outcome of

the IDEA six-item screen and CAM algorithm.
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before seen nu19 * Unable to
Public holi h
o o eesesicher Screening with IDEA six-item screen ne424 wposkfophesic me1?
A Refused n=5
Refused/unable to A * % | No reason given n=3
consent n=26
Significant missing data Clinical assessment for delirium blinded to IDEA
n=3 screen resultn=507 *(1)
Standardised informant history for dementia
Supplementary clinical based on DSM-IV n=502 (99%) p | CAM algorithm "=_51‘D
assessment by * t?i einc I:‘ded for mlﬁ;nf )
. . clinical assessmentdata

“‘uro‘l"’s'il?rdp?:'c?;‘m Consensus diagnosis of delirium/dementia blinded to

SHme day Ienaed to CAM and IDEA using all other available data n=507 -

and IDEA n=173 8 Included in study n=507

Follow up interview for clarification of dementia
diagnosis n=45

v

Retrospective case note review for delirium synonyms * (2)

Figure 19 Delirium study flowchart and clinical diagnostic assessment
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Key to figure 19* (1) Description of assessment

Detailed standardised bedside cognitive assessment Included : attention (days of the week backwards),
registration (three market items) recall (three market items) Receptive language (three stage
command)expressive language (naming, open questions about changes (environmental/political/social)
specific to locality praxis (reciprocal coordination, Luria’s fist/palm/side executive function/new learning
(Luria’s fist/palm/side sequencing Disorganisation of thought (open questions about changes
(environmental/political/social) specific to locality) Orientation, time of day, place, when admitted, describe
events leading up to hospital admission Confabulation, 'have you met me before'

Neurological examination (focus on vascular disease and Parkinsonism) Pronator drift, tone, power,
coordination, tendon reflexes, gait (where able to stand). Where indicated, Babinski reflex glabellar tap,
bradykinesia

Mental state examination General observation of appearance and behaviour Mood, reactivity, response to
guestions on activities enjoyed at home, hope for future Screen for delusions 'is anyone trying to trick you or
doing anything bad to you?' Observation for response to unseen stimuli, distractibility

Assessment for confounders of cognitive screen performance - Visual acuity - Landholt C broken ring logmar
three metre chart designed for illiterate populations. Acuity of <1.0 logmar in the best eye considered
significant visual impairment. Hearing impairment - graded subjectively as mild, moderate or severe based on
performance during clinical assessment.

Highest educational level - school grade literacy (ability to read and write a simple note)

Physiological illness - NEWS scale including pulse, temperature, blood pressure, respiration rate and conscious

level Conscious level - Alert-Voice-Pain-Unresponsive (AVPU) scale Pain - 0-10 visual analogue scale

*(2) Retrospective case note review

Synonyms for delirium and major cognitive impairment were searched for in medical notes corresponding to
the admission period during which each participant was assessed as part of this study. Synonyms included,
delirium, organic mental state, organic psychosis, confusion, dementia, mental impairment, disorientation and

wandering.
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Development of a new delirium assessment scale

All available cognitive screening data were analysed using factor analysis and logistic regression in
order to determine those items most predictive of delirium. Exploratory factor analysis of all
screening and assessment items for delirium (IDEA six item screen and CAM items, beside cognitive
tests and informant single question) was conducted to investigate latent traits within the screening
items. An oblique rotation method was selected due to high correlation between variables. Factors
to be extracted were determined using a scree plot. Items with the largest loadings on each factor
were explored using logistic regression models with DSM-5 delirium as the dependent variable. Item
weights were determined using parameter estimates from the final logistic regression model.

Models were evaluated for diagnostic accuracy using AUROC curves.
22.3. Summary of Results

Of 507 admission assessments, 95 (18.7%) had DSM-5 delirium, 95 (18.7%) dementia and 33 (6.5%)
delirium superimposed on dementia. In hospital occurrence of delirium was very low (13/362 repeat

assessments (3.6%)).

Performance of the CAM for identification of delirium

Of the 507 people with a full dataset for DSM-5 delirium diagnosis, 89 (17.6%) were CAM positive,
and 53 (10.5%) were classified as ‘CAM unable’. In those 454 with complete CAM assessments,
overall diagnostic accuracy was excellent (AUROC 0.94 (95% Cl 0.904-0.977) with sensitivity and
specificity of 0.91 and 0.97 respectively. Inclusion of the whole cohort with ‘CAM unable’ individuals
classified as negative resulted in similar diagnostic accuracy but lower sensitivity (sensitivity 0.832
specificity 0.976 AUROC 0.904 (0.858-0.949). Positive (30.2) and negative likelihood ratios (0.09)
were also excellent. (Diagnosis by CAM algorithm had a high level of agreement with DSM-5
diagnosis (kappa 0.827 T 18.645 sig <0.001) when those unable to complete the CAM were classified
as ‘no delirium’ rising to (0.873 T 18.606 sig <0.001) in those able to complete the CAM.

Performance of the IDEA six-item screen

The IDEA screen identified delirium and major cognitive impairment (AUROC 0.866, 0.874
respectively) but did not differentiate these conditions. Although performance on all individual items
of the IDEA screen correlated with educational level (except naming the village chairman) previous
formal education and illiteracy were not significant on multivariable analysis controlling for age,
gender and presence of delirium or dementia. The need to adjust scores in those without formal
education has previously been investigated (in hospital and community validations of the IDEA six-

item screen) and found not to be justified.
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Development and internal validation of a brief combined screening tool for delirium in hospital

settings

All six IDEA screen items, bedside cognitive tests of orientation, attention, registration and recall,
CAM items 1 and 4 and the single informant question were investigated to identify those that may
be of greatest clinical utility in this setting. CAM items 2 and 3 were not evaluated due to the
observed difficulties in rating these items, suggesting that they would not be suitable for screening
in this setting. Exploratory factor analysis identified three factors broadly interpreted as
representing learning/recall, observation/behaviour and orientation, explaining 41.9%, 9.67% and
7.5% of the variability respectively. A logistic regression model was constructed to identify those
items that were significant independent predictors of delirium. The final model is shown in Table 11.
Independent predictors of DSM V delirium form screening and assessment items and included word

recall, CAM 1, CAM 4 and sex. Nagelkerke’s R2 for the model was 0.676.

The brief delirium screening tool had a higher AUROC than the IDEA cognitive screen (0.94 (95% ClI
0.92 to 0.97)), and had the advantage of being much shorter. Accuracy was similar to that of the
CAM, but assessment data were available for almost all participants including those rated
unassessable on the full CAM. The scoring system ran from 0 to 8, with a score of 26 the optimal cut

off for identifying those with delirium (sensitivity 0.94, specificity 0.90).

Table 11. Independent predictors of DSM V delirium form screening and assessment items

Parameter  Odds ratio (95% Cl) Weight
estimate
Unable to recall any words on 10 word list 1.169 3.217 (1.291 to 8.016) 1
Positive CAM1 3.468 32.074 (11.333t090.776) 4
Positive CAM4 1.454 4.280 (1.869 to 9.802) 2
Male 0.957 2.604 (1.268 to 5.349) 1
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Table 12. Demographic data- IDEA delirium study

Doctoral Statement

Full days from hospital admission to assessment
1

415/497 (83.5%)

2 51/497 (10.3%)

3 27/497 (5.4%)

3-7 4/497 (0.8%)
Median age (IQR) 75 (67-81)

Sex 225 Females (44.4%)

Highest educational level
Less than one year or none
Some primary school
Completed primary school
Some secondary school
Completed secondary school
Tertiary education

96/500 (19.2%)
163/500 (32.6%)
111/500 (22.2%)
58/500 (11.6%)
34/500 (6.8%)
38/500 (7.6%)

AVPU arousal
A-Alert

V-Voice

P-Pain
U-Unresponsive

400/501 (79.4%)
71/501 (14.1%)
12/501 (2.4%)
21/501 (4.2%)

Prevalence of dementia
Overall

Males

Females

60-69 years

70-79 years

80 years and over

95/507 (18.7%)
47/282 (16.6%)
48/225 (21.3%)
12/175 (6.86%)
26/173 (15.0%)
57/159 (35.8%)

Prevalence of delirium
Overall

Males

Females

60-69 years

70-79 years

80 years and over

95/507 (18.7%)
68/282 (24.1%)
27/225 (12.0%)
25/175 (14.3%)
27/173 (15.6%)
43/159 (27.0%)

Prevalence of major cognitive impairment
Overall

Males

Females

60-69 years

70-79 years

80 years and over

157/507 (30.9%)
94/282 (33.3%)
63/225 (28.0%)
31/175 (17.7%)
44/173 (25.4%)
82/159 (51.6%)

Other psychiatric diagnoses
Depression

Learning disability
Depression with psychosis

8 cases
1 case
1 case

Cognitive impairment identified by the medical team
Delirium

Dementia
Cognitive/behavioural problem ‘disoriented’,
‘aggressive’

8 (6 DSM-5 delirium 2 DSM-IV
dementia)

2 (1 DSM-5 delirium 1 DSM-IV dementia
6 (5 DSM-5 delirium, 1 DSM-IV
dementia)
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Table 13. Diagnostic accuracy of screening tools —IDEA delirium study

Doctoral Statement

IDEA cognitive screen (n = 424)

Cut-off <7

Cut-off <8

DSM-5 delirium

sensitivity = 0.89,
specificity = 0.70,
ppv =0.35,
npv =0.97

sensitivity =0.92,
specificity = 0.64,
ppv =0.31,
npv =0.98

Major cognitive impairment

sensitivity =0.82,
specificity = 0.77,
ppv =0.56,
npv =0.92

sensitivity = 0.88,
specificity = 0.71,
ppv =0.52,
npv =0.94

CAM (n = 454)

Delirium

sensitivity =0.91
specificity = 0.97,
ppv = 0.880,
npv =0.978

Major cognitive impairment

sensitivity =0.53
specificity = 0.90,
ppv =0.61,
npv =0.87

Individual CAM items

CAM 1 (n=499)

Delirium

sensitivity = 0.95,
specificity = 0.85,
ppv =0.60,
npv =0.97

CAM 2 (n=454)

Delirium

sensitivity =0.94
specificity = 0.90,
ppv =0.69,
npv =0.99

CAM 3 (n=448)

Delirium

sensitivity =0.72
specificity = 0.96,
ppv =0.80,
npv =0.94

CAM 4 (n=496)

Delirium

sensitivity = 0.86
specificity = 0.85,
ppv =0.56,
npv =0.96

ppv — positive predictive value,

npv — negative predictive value
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Table 14. Performance of screening tools in individuals with cognitive impairment (dementia or

delirium)

IDEA delirium study

AUROC (95% Cut-off <7 Cut-off <8
Cl)
IDEA cognitive screen (n = 103)
DSM-5 delirium 0.60(0.49- sn=0.88 sn=0.91
Cut off 3 0.71) sp=0.28 sp=0.19
Cut off 7 ppv =0.59 ppv =0.57
Cut off 8 npv = 0.65 npv = 0.64
CAM (n = 134)
Delirium 0.93 (0.88- sn=0.91
0.98) sp =0.96
ppv =0.98
npv =0.85
CAM1 (n=155) 0.82(0.75- sn=0.95
0.90) sp=0.70
ppv =0.83
npv =0.89
CAM2 (n=133) 0.85 (0.77- sn=0.94
0.93) sp=0.76
ppv ="?7?
npv ="?7?
CAM3(n=129) 0.76(0.68- sn=0.72
0.85) sp =0.80
ppv =0.87
npv =0.62
CAM4(n=151) 0.76(0.68- sn=0.86
0.85) sp =0.67
ppv =0.79
npv =0.76

sn — sensitivity,
sp — specificity,

ppv — positive predictive value,
npv — negative predictive value
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Table 15. Performance of IDEA six-item screen core disregarding matchstick construction task

AUROC (95% Cut-off <4 Cut-off <5
Cl)
IDEA cognitive screen without matchsticks (n=424)
DSM-5 delirium 0.86(0.82- sn=0.80 sn=0.84
0.90) sp =0.80 sp=0.74
Cut off 4 ppv =0.39 ppv =0.34
Cut off 5 npv = 0.96 npv = 0.97
Major cognitive 0.87 (0.84- sn=0.70 sn=0.79
impairment 0.91) sp =0.86 sp=0.81
Cut-off 4 ppv =0.62 ppv =0.58
Cut-off 5 npv = 0.90 npv = 0.92

sn — sensitivity,
sp — specificity,
ppv — positive predictive value,
npv — negative predictive value
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Table 16. Between group differences (Dementia, Delirium and Major Cognitive Impairment)

No major Cl
(N=312)

Major CI
N=112

Delirium
N=64

Dementia (no
delirium) N=48

Pairwise comparisons
(MWU/Chi)

Age (Md, IQR)

72 (65-79)

80 (73-
85)

79.5(70.25
-84.75)

81.5(77.25-88)

NoClvsCl U 10145.500z-
6.592 Sig<0.001

No Cl vs delirium U 6421.500 Z
-4.502 sig <0.001

No Cl vs dementia U 3724.000
Z -5.613 sig<0.001

Delirium vs Dementia U
1259.500 Z=-1.628 sig <0.104

Female, (n %)

144 (46.2%)

44
(39.3%)

17 (26.6%)

27 (56.3%)

No Cl vs Cl Chisq. 1.575 Sig
0.209 Exact sig 0.224
Delirium vs Dementia Chi
13.722 (male) sig <0.001 Ex
<0.001

Education
=>1year, (n %)

258 (82.7%)
m=2

80
(71.4%)
m=3

52 (81.3%)
m=2

28 (58.3%) m=1

No Cl vs CI Chi Sg4.998 sig
0.025 exact sig 0.034

Delirium vs Dementia Chi sq.
5.974 Sig 0.15 Exact 0.22

Literacy, (n %)

250 (80.1%)
m=10

75 (67%)
m=4

48 (75%)

27 (56.3%)
m=1

No Clvs CI Chi Sq. 8.611 sig
0.003 Exact 0.005

Delirium vs Dementia Chi
5.170sig 0.023 exact 0.027

Total IDEA
score
(Md, IQR)

11 (8-13)

4(0-7)

5 (2-8)

No Clvs Cl U=4408.500 Z=-
11.775 Sig<0.001

No Cl vs delirium U=1931.500
Z=-10.198 sig <0.001

No Cl vs dementia U=2477.000
Z=-7.491 sig<0.001

Delirium vs Dementia
U=1146.500 Z=-2.318 sig
0.020

Word learning
(Md, 1QR)

11 (8-14)

5(0-7)

3(0-7)

6 (1-10)

NoClvs Cl U=5480.000 Z=-
10.807 Sig<0.001

No Cl vs delirium U=2410.500
7=-9.586 sig <0.001

No Cl vs dementia U=3069.500
Z=-6.600 sig <0.001

Delirium vs Dementia
U=1166.500 Z=-2.203 sig <0.028

Bridge
(n,% correct)

263 (84.3%)

53
(47.3%)

29 (45.3%)

24 (50%)

No Clvs Cl 59.348 sig <0.001
exact <0.001

Delirium vs dementia 1.288
sig 0.256 exact 0.300

Animal fluency
(md, 1QR)

9 (7-11)
m=71

4 (1-7)
m= 25

4 (0-6.75)
m=16

4 (2-8)
m=9

No Clvs CI U=2975.500 Z=-
9.939 Sig <0.001

No Cl vs delirium U=1394.000
7=-8.335 sig <0.001
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No Cl vs dementia U=1581.500
7=-6.675 sig <0.001

Delirium vs Dementia
U=809.500 7Z=-1.093 sig< 0.274

Animal score 2(1-2) 1(0-1) 1(0-1) 1(0-2) No Clvs CI U=7338.000 Z=-
(Md, 1QR) 10.296 Sig <0.001
No Cl vs delirium U=3323.500
7=-9.708 sig<0.001
No Cl vs dementia U=4014.500
Z=-6.180 sig,0.001
Delirium vs dementia U=
1185.000 Z=-2.228 sig 0.026
Chairman (n,% | 252 (80.8%) | 50 24 (37.5%) | 26 (54.2%) No Clvs Cl 52.483 sig,0.001
correct) (44.6%) exact <0.001
Delirium vs dementia 5.140
sig 0.023 exact 0.034
Weekday (n, % | 223 (71.3%) | 28 (25%) | 11(17.2%) | 17 (35.4%) No Clvs Cl 73.696 sig <0.001
correct) exact <0.001
Delirium vs dementia 6.693
sig 0.01 exact 0.17
Word 3(1-4) 0 (0-0) 0 (0-0) 0 (0-1) No Cl vs Cl U=6133.500 Z=-
recall(Md, IQR) 10.510 Sig <0.001
No Cl vs delirium U=3058.000
7=-8.959 sig<0.001
No Cl vs dementia U=3075.500
7=-6.705 sig<0.001
Delirium vs Dementia
U=1316.000 Z=-1.754 sig<0.079
Matchstick(Md, | 3 (1-3) 0 (0-2) 0 (0-2) 1(0-3) No Cl vs CI U=9099.000 Z=-
IQR)best 8.257 Sig<0.001

No Cl vs delirium U=4647.000
7=-7.494 sig <0.001

No Cl vs dementia U 4452.000
Z -5.103 Sig<0.001

Delirium vs Dementia U
1298.000 Z -1.544 sig <0.123
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22.4. Strengths and limitations of Key Paper 4

This study allowed a further evaluation of the IDEA screen in a large cohort and in a large tertiary
referral hospital cohort and in a younger age group to those included in previous validation studies.
Education level was also higher than that in previous validation studies. Strengths of this paper were
the formal consensus panel diagnoses of delirium and dementia with follow-up assessments
available to clarify diagnoses. Other strengths are the consecutive sampling, large sample size and
amount of clinical information available to corroborate diagnoses. Nevertheless the tertiary referral
hospital study site (KCMC) resulted in a cohort for assessment with high levels of physiological illness
which may not be typical of other hospital settings in Tanzania. In this study, this issue (illness
severity and high prevalence of altered consciousness) led to a relatively high proportion of
individuals labelled as ‘unable to assess’. KCMC is funded through a partnership between local
government and a charitable foundation and user payments are required in individuals without
health insurance. This is likely to have impacted on the representativeness of individuals admitted

compared to those admitted to government hospitals with lower admission charges.

A major difficulty identified during this study was assessment of inattention. The use of relatively
junior doctors to carry out delirium assessments resulted in a situation likely to be similar to that in
routine practice, but resulted in individuals unable to answer due to illness or inability to follow
commands frequently labelled as ‘unable to assess’ for inattention. Consensus guidelines
recommend that inability to follow instructions, in individuals without coma be regarded as
inattention. This was taken as the approach during formal consensus panel diagnosis and may have
been the case if assessments were conducted by specialists in neurology or psychiatry. However
since delirium screening would typically be carried out by non-specialists in Tanzania as in HICs | felt

that this was a useful illustration of problems with use of the full CAM in this setting.

The effect of visual impairment has not previously been evaluated in performance of the IDEA
screen. In this study we found that visual impairment based on measured visual acuity was highly
prevalent, and that significant measured visual impairment correlated with a score </7 on the IDEA
screen, independent of age, education and the presence of delirium. This is likely to be due to
difficulties in completing the visuospatial task and indicates that this needs to be taken into account
when interpreting the IDEA score. Nevertheless, the IDEA screen also performed well (AUROC 0.86
DSM-5 delirium and AUROC 0.87 Major cognitive impairment) when the matchstick item was
disregarded indicating that removal of this item would be a reasonable step to take in a hospital

setting.
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Depression

This was not a study of depression, and assessments focussed only on exclusion of depression as a
possible confounding factor for poor cognitive performance. The 15 item Geriatric Depression Scale
(GDS) was used in a small number of participants, but depression was only assessed for if there was
evidence of low mood or lack of enjoyment or reactivity on mental state examination. It is therefore
likely that some cases of depression would have been missed, especially those that were less severe.
This was partly due to the acute hospital setting and the fact that no validated screening tools for
assessment or screening of depression in older people exist in SSA making this a challenging area.
The effect of depression on IDEA screen scores cannot therefore be commented upon, however
some preliminary work on the association between depression symptoms and IDEA screen scores in

the community found no evidence of independent association.

Serial cognitive screening

We were not able to assess the effect of serial cognitive screening using the IDEA in detection of
delirium due to a surprisingly low occurrence of in-hospital delirium (3.6% of repeat assessments).
The reasons for this finding are unclear. in HICs, meta-analyses of in-hospital incidence of delirium
report rates of between 11-29 on geriatric and general medical wards!'" *? rising to 56% in those
with pre-existing dementia. One reason may be the presence of a bedsider, a family member staying
with the patient to provide meals and carry out basic nursing care. Existing guidelines recommend
nursing by one familiar person in order to reduce disorientation in prevention of delirium and this
may have had an effect!?°. Almost all individuals in this study had a bedsider, as evidenced by over
99% being able to provide an appropriate informant history for cognitive impairment. A significant
number of individuals described delirium symptoms prior to admission, and the cost and
geographical distance may have led to delayed presentation and therefore resolution of symptoms

prior to admission.

Limitations of the IDEA six-item screen in identification of delirium

One major issue identified during the process of development of this screening method for delirium
was the absence of a suitably validated method of screening for inattention. The presence of
inattention was the item most predictive of delirium in the CAM algorithm (based on outcome of
bedside cognitive assessment and mental state examination), and this item had good diagnostic
accuracy used alone for delirium screening. Most measures of attention and concentration used in
routine cognitive screening in HIC settings rely on spelling or calculation, and in this setting the lower

literacy version used (days of the week backwards) also appeared correlated with educational level,
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although it was difficult to separate this from presence of cognitive decline in this acute inpatient
setting. Inattention was assessed clinically through both clinical assessment and in general
discussion and ability to stay on the topic of the conversation and respond to commands, but this
assessment strategy requires skills and experience in cognitive assessment and these assessments
proved difficult in cases where individuals were significantly unwell. The IDEA does not include an
item assessing attention directly, but other cognitive screening items requiring attention for
completion such as word list learning, recall (because adequate encoding requires attention) and
categorical fluency have shown potential as surrogate measures of attention. The inclusion of word

list recall in the brief delirium screening tool developed probably reflects this.
22.5. Outcome of Key Paper 4

Our findings indicate that use of a structured screening tool outperformed routine clinical
assessment in identification of delirium as in previous HIC studies. Routine use of a delirium

screening tool in older hospitalised adults is therefore highly recommended.

This work completed towards development of a delirium screening method is preliminary but shows
the potential of continuing to work incrementally towards creation of an integrated cognitive

assessment method that can be used in both inpatient and outpatient settings.
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23.0utcomes

23.1. Summary

This series of published papers outline my work towards development of an integrated cognitive
assessment method designed to assist health workers in sub-Saharan Africa to identify dementia
accounting for higher levels of illiteracy in some areas. Any assessment method for dementia needs
to offer decision support in cases of possible delirium needing prompt medical intervention, and for
this reason work on identification of delirium has been included. The overall outcome at present is a

brief combined cognitive and functional assessment method for dementia in community settings.

Development of screening tools suitable for use in a low-literacy environment is complicated by the
need for tools which can be used in both illiterate and literate individuals without significant floor
and ceiling effects. The evidence presented indicates that although tools can be designed to be used
in lower literacy settings the cognitive (and neurodevelopmental) differences between illiterate and
literate individuals are such that cognitive performance cannot be expected to be equivalent. The
need to make a correction to screening scores in illiterate individuals has been explored and found
to be unnecessary. Indeed this approach is likely to reduce validity, particularly since lack of formal
education may be a risk factor for cognitive decline and dementia. The screening tool we have
developed has advantages over many of those used in HIC settings as it screens all four lobes of the
brain and a wider range of cognitive functions than many similarly brief cognitive assessment tools
which focus on memory and orientation only. We are therefore more likely to identify a wider range
of cognitive impairments, and to successfully screen dementias other than ADD. It is important to
state that we have not yet formally validated the IDEA in different dementia subtypes, partially
because during the period in which these studies were completed there were no neuroimaging

facilities available locally.

Examination of published literature on cognitive performance in illiterate and low-literate
populations demonstrates that assessment methods such as the CSI-D, despite being used in low
literacy settings, include many items which are known to be poorly answered in individuals who are
illiterate. These items include abstract thought (similarities) logical memory (recall of a brief story)
and a three stage command as well as items more obviously related to literacy such as drawing
interlocking sentences or pentagons. Although orientation has been shown to be less affected by
education than other cognitive domains, cultural background is also important in this regard, and
the CSI-D includes items such as the year which may be difficult for older people in rural areas. The

IDEA six-item screen appears to address these issues.
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The second overall outcome is the development and internal validation of a brief screening method
for identification of delirium in a hospital inpatient setting. This screening method appears to have a
high degree of accuracy, and has the advantage of being brief and based on simple cognitive and
behavioural observation items so it has potential for use by non-specialists in an inpatient setting.

Further (and external) validation is needed in other similar settings.

The review of cognitive screening tools validated in illiterate and low-literate settings worldwide
presented in Background Paper 1 demonstrates that few screening tools are adequately validated.
Few have more than one good quality validation study and therefore the evidence for use of any one
particular test is extremely limited. The IDEA screen was not included within this review, because at
the time of completion of the literature searches, the initial validation of the IDEA had not been
published. The IDEA has now been validated in inpatient, outpatient and community settings in
Tanzania, inpatients in Nigeria and a separate validation has taken place for patients aged 60 and

over admitted to a mission hospital in Katete, Zambia (unpublished data).

The studies presented here were conducted with very limited resources, both in terms of equipment
and specialist staff. Whilst this was appropriate in that the goal was development of a screening
method suitable for a resource poor setting, it meant that some data which would have been useful
in informing the work were not collected. For example neuroimaging facilities were not available
locally at the time the studies were carried out, meaning that dementia subtypes could not be
confidently stated. Similarly increased staff resources would have allowed assessment of delirium
phenomenology in more detail, with completion of a detailed assessment tool such as the DRS-98.
We were also not able to conduct regular repeat cognitive assessments on individuals with delirium
in order to determine the rate of resolution of symptoms as we needed to prioritise assessment of a

complete consecutive admission cohort.
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Table 17. Accuracy of the IDEA cognitive screening tools for dementia, delirium and major cognitive

impairment in different settings

Prevalence | AUROC | sensitivity | specificity | PPV NPV LR+ LR-
Major CI
IP7/17 33/97 0.917 90.9 87.5 78.9 7.3
Cut off 8/15 93.9 81.3 72.1 5.0
OPD 7/15 13/59 0.919 61.5 93.5 - 9.5
Cut off 8/15 84.6 89.1 - 7.8
Tertiary referral 0.874 0.821 0.766 0.558 | 0.923 | 3.511 0.233
hospital 112/424 (0.84-
(26.4%) 0.91) 0.875 0.712 0.521 | 0.941 | 3.033 0.176
Dementia Community 39/153 0.855 59 86
(0.80- 87.2 67.5
0.92)
IADL 35/130 0.896
(0.84-
0.95)
Combined IDEA 35/130 0.937
IADL (0.896-
0.979)
MMSE 17/60 0.805 0.77 0.71
(0.69-
0.92)
Delirium in IDEA 6 item screen 0.866 0.891
hospital Cut off 7 64/424 (0.826- | 0.922 0.700 0.345 | 0.973 | 2.969 | 0.156
Cut off 8 (15.1%) 0.907) 0.642 0.314 | 0.979 | 2.573 0.122
CAM 89/454 0.94 0.91 0.97 0.880 | 0.978 | 30.199 | 0.093
(95% CI
0.904-
0.977
Validation Brief delirium 18/76 0.979 1.0 0.921 0.783 | 1.000 | 11.600 | 0.000
dataset assessment (m=1) (0.954-
(internal 1.0)
validation)
Development 68/304 0.936 0.926 0.826 0.606 | 0.975 | 5.333 0.089
dataset (4m) (0.911-
0.961)
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23.2. Future work

This work has not yet addressed the issue of cognitive assessment in HIV and effective screening
methods for HIV dementia and HIV-related neurocognitive impairment in this setting. | completed a
study which aimed to answer this question in a cohort of individuals aged 50 and over under long
term follow up at a government free-of-charge HIV clinic in march to May 2016 with further follow-
up due to commence in March 2017. Data analysis is ongoing. Identification of depression is another
issue needing further assessment. A study intended to identify the best method of screening for

depression in older adults in this setting is in preparation and due to commence in 2017.

The work outlined in this thesis is preliminary, as independent external validation of the screening
tools presented here is needed in order to avoid the shortcomings noted in the systematic review of

existing cognitive screening tools presented in the introductory section (Background Paper 1)

It is hoped that the final result will be a screening method and decision-support aid for primary
health care workers and hospital inpatient staff to use when assessing older people who may have
cognitive impairment and accurately identify dementia in order to refer individuals for appropriate
interventions, identify those who may have delirium and consider whether symptoms may be better

explained by depression in order to refer appropriately.

Pilot validation of a brief community-based combined cognitive screen (including cognitive and

selected functional assessment items only) is due to commence in the Hai district in 2017.
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Figure 20 The IDEA study team, 2014

Key:

Front row (from left) Declare Mushi, Olaide Olakehinde, Sarah Mkenda, Adesola Ogunniyi,
Stella-Maria Paddick, Godfrey Mbowe, Aloyce Kisoli

Back row (from left) Celia Collingwood, Catherine Dotchin, Akin Adebiyi, Richard Walker,
Keith Gray

Key members not present, Sarah Urasa, John Kissima (Tanzania) Akeem Siwoku (Nigeria)
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