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MOTTO
“... scientific research is directed at the
elucidation of entities about which no clear
understanding exists, and to proceed,
scientists must find ways of talking about
what they do not know”
Evelyn Fox Keller
in “Making sense of life”
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Prodromal cognitive signs of dementia

ABSTRACT

The increase in proportion of elderly worldwide, coupled with the
fact that increasing age is a primary risk factor for dementia, have
fuelled the efforts to unveil the warning signs of dementia. Although
important achievements have been made in this field during the last
decades, many questions are still to be answered. We set out four
studies to clarify which are the symptom patterns that predict
dementia onset in the short and in the long-term, at different ages
and in different birth cohorts, and also to clarify if cognitive decline
in late life is related to mortality in the absence of dementia.

In summary, we found that although low performance in memory
was necessary to predict dementia, it was not sufficient. Other
cognitive domains needed to be affected shortly of dementia onset.
Isolated low memory performance predicted dementia only on a
longer time frame. In addition, not only Alzheimer’s, but also
vascular dementia appeared to have a short prodromal stage, with
low performance in all four cognitive domains studied. Relying on
self-reports or key informants for early detection of dementia
excluded a large group of the population at risk. A global pattern of
low cognitive performance according to both psychiatric and
psychometric examinations predicted short-term development of
dementia with a high positive predictive value. However, the
sensitivity for dementia was low. Mortality was also related to
declining cognitive performance in the absence of dementia.
Furthermore, non-memory cognitive symptoms predicted short-term
development of dementia in 70-year-olds born 1901-02, but not in
those born 30 years later. Only low memory performance according
to the psychiatric examination predicted short-term onset of
dementia in the later born cohort.

Our findings are important for understanding the clinical history of
the disease and may have implications regarding prediction of
dementia in elderly individuals.
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SAMMANFATTNING

Eftersom andelen &ldre i befolkningen 6kar i snabb takt, och stigande
alder dr den viktigaste riskfaktorn for demens, sa kommer antalet
personer med demenssjukdom att 6ka. Men det finns ocksa
forhoppningar om att det ska komma metoder att férebygga
demensutveckling. Darfor har det blivit alltmer intressant att sé tidigt
som mojligt kunna identifiera de individer som senare kommer att
utveckla demenssjukdom.

I den hér forskningsstudien har vi undersokt vilka symtom som kan
forutsdga demensutveckling pa kort, respektive pé lang, sikt. Vi har
ocksa undersokt om symtomen har férdndrats i senare fodda
generationer. I studien har vi anvént resultat fran flera delar av de
longitudinella befolkningsundersokningarna i Goteborg, som
genomfors av forskare vid Sahlgrenska akademin. Férutom en
kroppslig och psykiatrisk undersékning genomfordes ocksaé tester av
minne och andra kognitiva funktioner. Demens och andra sjukdomar
diagnostiserades av specialistlidkare enligt vedertagna vetenskapliga
kriterier.

Redan 1971 undersoktes en stor andel av Goteborgs 70-aringar i
befolkningsundersokningen “Hélsa 70, som ocksa kallas H70-
studien. Denna unders6kning har senare utokats med nya 70-aringar
och pagér alltjimt. I den forsta gruppen 70-aringar, som studerades
avseende tidiga symtom, ingick 382 icke-dementa goteborgare fodda
1901-02. Dessa 70-aringar har sedan foljts upp med flera nya
undersokningar, varav en del upp till 100 ars alder. En tredjedel av
dessa utvecklade demens under uppfoljningstiden.

En ny grupp bestéende av 551 icke-dementa 70-4ringar fodda 1930
undersoktes ar 2000 och foljdes upp med ytterligare en
undersokningsomgéng vid 75-ars dlder. Fem procent av dessa
utvecklade demens mellan 70 och 75 &rs élder.

Som en utdkad del av H70-studien undersdktes 331 icke-dementa
85-aringar under dren 1986-1987. Tre ar senare, vid 88 ars alder,
hade 17 % av dessa utvecklat demens.
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For 85-aringar, fodda 1901-02, visar resultaten att enbart daligt
minne inte nddvéndigtvis behover vara tecken pa demensutveckling
pa kort sikt (tre ar). De som hade déligt minne 1 kombination med
andra symtom, till exempel svarigheter att hitta ord, att kopiera en
geometrisk figur, eller att fatta snabba beslut, lag 1 farozonen for att
utveckla demens. For de som hade déliga resultat pd andra tester,
men gott minne, var det inte ndgon 6kad risk. Detsamma gillde for
de med daligt minne, men bra testresultat i ovrigt. Varken
deltagarens egen uppfattning om sina minnessvarigheter, eller en
anhdrigs uppfattning om samma sak, gick att lita pa for att forutspa
demensutveckling bland de dldsta, fédda 1901-02.

For 70- och 75-aringar, fodda 1901-02, med enbart daligt minne,
men bra resultat pa andra tester, forelag en 6kad risk for
demensutveckling pé lang sikt. For de 70-och 75-aringar som hade
daliga resultat pa 6vriga kognitiva tester (t ex perceptuell snabbhet,
block design eller logisk kategoriseringsformaga), fanns det en dkad
risk for demensutveckling pa kort sikt. Okad risk pa kort sikt fanns
ocksa hos de med déliga resultat pd ovriga kognitiva tester i
kombination med déligt minne.

Didremot for 79-aringarna, fodda 1901-02, var det bara de som hade
daligt minne i kombination med andra kognitiva symtom som hade
en Okad risk for demensutveckling pa kort sikt.

Bland de 70-4ringar som var fodda 1930 kunde man dock inte skilja
mellan de som utvecklade demens och de som var friska, efter fem
ar, ndr man med hjilp av neuropsykologiska tester undersokte andra
kognitiva funktioner &n minne. De som hade minnessvarigheter vid
70-ars élder, enligt den psykiatriska bedomningen, hade en 6kad risk
for demensutveckling inom fem ar.

Studierna i sin helhet visar att det ar viktigt att personer med
minnesstorning far en ordentlig utredning. Dessutom fann vi att
andra symtom &n minnesnedséttning kan vara viktigare hos personer
yngre dn 80 ar for att forutsdga utveckling av demens pa kort sikt.
Tester som man anvénde tidigare for att forutsdga demens kan visa
sig minska 1 betydelse for utredningar av demens 1 senare fodda
generationer darfor att de presterar mycket battre 1 standardiserade
psykologtester dn tidigare fodda generationer.
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REZUMAT

Populatia din grupul de virsta de peste 65 de ani creste rapid si odata
cu aceasta explozie demografica creste si numarul celor care
dezvolta dementa, dat fiind ca riscul pentru demente creste cu virsta.
Dementa este o boala devastatoare care afecteaza procesele mentale
in asemenea grad incit persoanele respective nu mai pot sustine o
activitate normala. In acest context e extrem de important a gasi
metode de a identifica din vreme acele persoane care sunt pe cale de
a dezvolta dementa. O incetinire a declinului proceselor mentale cu
citiva ani ar avea un impact major asupra numarului de cazuri de
dementa la virste inaintate, cu consecinte positive asupra fondurilor
s-au facut pasi importanti pentru descoperirea precoce a simptomelor
care avertizeaza ca un eventual declin al proceselor mentale catre
dementa e in curs de desfasurare. In acelasi timp terapiile existente
incetinesc cursul bolii daca sunt initiate in faza usoara a dementei.
Cu toate acestea, multe aspecte clinice si terapeutice sunt inca in
stadiul de cercetare.

Studiile prezentate in aceasta teza de doctorat au avut ca scop a
identifica acele grupuri de simptome cognitive din domeniul
memoriei, limbajului, orientarii visuospatiale si gindirii, care survin
cel mai frecvent in populatie in etapa premergatoare a dementei. In
acest scop am investigat diferite virste din grupul de peste 70 de ani
din doua generatii diferite, nascute in 1901 si 1930. De asemenea am
studiat daca declinul cognitiv e asociat cu mortalitatea, in absenta
dementei, la persoane de peste 70 de ani.

Rezultatele obtinute arata ca tulburari usoare de memorie la virsta de
85 de ani nu indica un risc crescut pentru a dezvolta dementa pe
termen scurt daca nu sunt insotite de tulburari in alte domenii
cognitive, ca de exemplu limbaj, orientare visuospatiala sau gindire
logica. De asemenea, tulburarile usoare in alte domenii cognitive, in
absenta tulburarilor de memorie, nu indica un risc crescut pentru
dementa la virsta inaintata. In schimb daca atit memoria cit si alte
domenii cognitive sunt usor afectate la 85 de ani, riscul de a dezvolta
dementa pe termen scurt creste semnificativ. Cu cit mai multe
domenii sunt afectate cu atit creste riscul de dementa. Cu toate
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acestea intreaga gama de simptome asociate unui risc crescut de
dementa a putut fi detectata numai in 18% din populatie. Cu alte
cuvinte, putini din cei care dezvolta dementa prezinta aceeasi gama
de simptome cognitive in etapa premergatoare imbolnavirii. Un
motiv pentru care simptomatologia cognitiva nu e intodeauna
asociata cu dementa e si faptul ca declinul cognitiv la virste inaintate
apare inainte de deces chiar si in absenta dementei. Intr-unul din
studiile noastre declinul cognitiv a putut fi identificat cu 6 pina la 15
ani inainte de deces. Acest lucru nu exclude insa posibilitatea ca
persoanele afectate sa fi dezvoltat dementa daca nu ar fi decedat.
Intr-un alt studiu am aratat ca gama simptomelor cognitive care
indica un risc crescut de dementa la virste cuprinse intre 70-80 de ani
e diferita fata de cea identificata la cei de 85 de ani. Tulburari izolate
de memorie la 70 sau 75 de ani, in absenta tulburarilor in alte
domenii cognitive, confera un risc crescut pentru dementa pe termen
lung, adica dupa 5 sau 10 ani de la examenul psihiatric care a
detectat aceste tulburari. Chiar mai mult, la cei in virsta de 70 si 75
de ani tulburari usoare in alte domenii cognitive, insotite sau nu de
tulburari usoare de memorie, indica un risc crescut de a dezvolta
dementa pe termen scurt.

In studiul comparativ intre doua generatii nascute in 1901 si 1930,
am descoperit ca grupul de simptome cognitive din domenii precum
viteza de perceptie, bogatia limbajului, orientare visuospatiala si
gindire logica, care au indicat un risc crescut de dementa pe termen
scurt la persoane de 70 de ani nascute in 1901, pierd aceasta
asociatie la persoanele nascute in 1930. Numai tulburarile de
memorie, asa cum reies in urma examenului psihiatric la 70 de ani,
sunt asociate cu dezvoltarea dementei pe termen scurt in ambele
generatii. Din cauza unui numar redus de participanti in acest studiu
comparativ, nu am avut posibilitatea de a investiga in ce masura
tulburarile izolate de memorie, adica in absenta problemelor in alte
domenii cognitive, ramin asociate cu dezvoltarea dementei pe termen
scurt.

In concluzie, in etapa premergatoare dementelor, asa-zisa etapa
prodromala, simptomele care pot fi identificate cu multi ani inainte
de imbolnavire sunt diferite de cele care apar cu numai citiva ani
inainte. Simptomele sunt diferite la diferite grupuri de virsta si intre
generatii.
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INTRODUCTION

The proportion of people who reach older ages has
increased substantially during the last decades. The age
structure of the population has thus changed since more
people survive to older ages. Consequently, the diseases of
old age have turned from a theoretical into a practical
issue. The older segment of the population incurs
substantial health costs in terms of long-term care for
multiple morbidities. Among the morbidities of old age,
dementia, with its most frequent subtypes Alzheimer
disease (AD) and vascular dementia (VaD), is a major
cause of institutionalization (1, 2) and reduced quality of
life in the elderly, and is related to a massive societal cost
(3). Dementia is diagnosed in people who suffer a loss of
cognitive abilities severe enough to interfere with normal
activities of daily living. The number of people with
dementia worldwide are projected to increase from 24
million in 2005 to 81 million by 2040 (4). Most dementias
are brought to medical attention in more advanced stages,
since mild cases, with cognitive failures having little
impact on daily activities, may be disregarded as a
consequence of aging. It may be even more difficult to
detect cognitive deterioration in cohorts born later during
the last century, since they perform better on a multitude of
cognitive tasks compared to earlier born cohorts (5-8).
Large efforts have been made to find syndromes that
identify those who will develop dementia earlier in the
course of the disease, i.e., in the prodromal stage, to start
treatment or other interventions as early as possible in the
disease process, in order to maintain quality of life and
limit the devastating consequences of the disease. It is
estimated that even a minimal delay in the onset of AD

17
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would considerably reduce the prevalence of the disease
and thus have a major public health impact (9, 10). So far
success has been limited in attempts to identify cognitive
syndromes that best describe the prodromal stage of
dementia, and the overlap with ‘normal’ aging has often
been large. Furthermore, the occurrence of death within a
few years after an examination that identifies slight
cognitive impairments, may eventually truncate the clinical
evolution of ongoing neurodegenerative processes in the
brain, and thus affect detection of cognitive symptoms as
prodromal signs of dementia. It is not clear whether the
cognitive decline observed before death is related to
mortality in the absence of dementia.

In this thesis, we examine the association of different
cognitive symptoms and patterns of symptoms with short-
and long-term development of dementia, at different ages
and in different birth cohorts. We also investigate if
cognitive decline in late life is related to mortality in the
absence of dementia.

Cognitive function and aging
Cognitive function

Cognitive function refers to mental abilities used to engage
in different aspects of everyday life (11). “Cognitive”
according to the Webster’s Dictionary means conscious
mental activity as thinking, remembering, learning or using
language. For the purpose of this thesis, reference to
cognitive function encompasses memory, language, and
visuospatial and executive functions. Each of these
functions involves multiple levels of information
processing and uses different structures of the central
nervous system. Although the study of cognitive function

18



Prodromal cognitive signs of dementia

is a vast area of research and it is beyond the scope of this
thesis to present a more in depth account on the subject, a
brief overview of the cognitive functions assessed in the
studies included in the thesis is necessary.

Memory is conceptualized as a multi-component system
specialized in encoding, storage and retrieval of
information (12). It is anatomically supported mainly by
structures in the medial temporal and frontal lobes and the
circuitry linking these structures (Papez circuit), but other
cortical and subcortical structures are also involved in
memory (13). The initial localization of Alzheimer’s type
of pathology in deep structures of the medial temporal
lobes account for the memory disturbances that occur early
in the course of Alzheimer’s type of dementia (14, 15).
Also localization of vascular damage in the frontal lobes or
presence of white matter lesions that affect the
connectivity between different cortical regions may
explain memory impairments detected in patients with
cerebrovascular disease (16, 17).

In its simplified representation, memory can be described
as short-term (or temporary working memory) and long-
term memory (permanent memory store), the latter sub-
divided in declarative (episodic and semantic) and non-
declarative (procedural) memory (12, 18). Short-term
memory is often thought of as retention of bits of
information for the span of few seconds (for example a
seven-digit telephone number until it is dialed). Unless it is
rehearsed the information stored in the short-term memory
will be forgotten. Long-term memory stores information in
the long-term and it is the part of the memory system that
1s activated to recall episodes of our lives (episodic

19
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memory), or factual knowledge (semantic memory) or how
to ride a bicycle (procedural memory) (18, 19).

Language relates to verbal communication. It relies
heavily on memory (20, 21), but also on executive function
(20). Cortical areas involved in language function are
located mainly in the frontal and parietotemporal lobes
(22). Language deficits have been reported early in the
development of AD (23, 24).

Visuospatial function relate to our inner representation
of the objects around us and the spatial relation between
them, and it helps us navigate in our surroundings (25). It
also relies heavily on memory and on other higher cortical
processes such as processing speed and executive
functions (26). Decline in the visuospatial function has

also been reported before the development of dementia
(27).

Executive function is involved in the control and
monitoring of other cognitive functions (28), as also in
abstract thinking as planning and making decisions (29,
30). It has classically been related to frontal cortices (29-
31), but other structures, as thalamus, appear to be
involved in executive functions (32). Deficits in executive
functions appear early in the development of AD and VaD
(33-35).

A description of the use of different types of examinations
to gather information on memory, language, and
visuospatial and executive functions is presented in the
section “Cognitive Assessments” in “Methods”.

20
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Aging

Aging is associated with a slight decrease in cognitive
function. Very early studies on the effects of aging on
cognition typically showed a decline as early as the fourth
decade of life in various domains, though verbal skills
were not affected (36). However, these studies made cross-
sectional comparisons of groups of people of different
ages. Thus the decline in cognitive function might not
entirely be attributed to age, but also to birth cohort
differences in family structure, education, occupations,
societal changes and other background factors (the so-
called ‘birth cohort effect’)(6). For example, in the Seattle
Longitudinal Study, the cognitive performance of a group
of people aged 20 to 70 years, was tested periodically, and
in the same time new participants from the same age
cohorts were added to the study in an overlapping
longitudinal design (36). Using this type of design, the
decline in cognitive functions (basic arithmetic skills,
reasoning, visuospatial skills, verbal meaning and word
fluency) was apparent only after the participants reached
their mid-sixties. Other longitudinal studies that compared
people on their cognitive performance at different time-
points during development also reported decline in
cognitive functions with age, such as memory (37-39),
word fluency (37, 39), visuospatial abilities (38, 39), and
psychomotor executive tasks (37). The decline in cognitive
function with age is generally less pronounced using a
longitudinal design than using a cross-sectional design.
Part of the explanation for this difference may also be the
learning effect with multiple testing and non-random
dropouts in longitudinal studies (40).

21
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Birth cohort differences in cognitive function

Birth cohort differences in cognitive performance is a well
studied phenomenon. Results on most of the cognitive tests
used since the early 20th century have improved with
successive birth cohorts (5-8, 41, 42). In other words, at
the same age, individuals from the later born cohorts
perform better than those from the earlier born cohorts
using the same cognitive tests. In the H70-study, for
example, 70-year-olds born 1922 performed better than 70-
year-olds born 1906-07 on tests of verbal ability, inductive
reasoning, spatial ability, perceptual speed, secondary
memory, and primary memory (43). This was partially
explained by longer education and better living conditions
experienced by the later born cohort. Large cultural
changes have occurred during the past century, for
example improved nutrition and hygiene, smaller families,
urbanization of societies, better school systems,
cognitively more demanding occupations available in the
industrialization era, and changed working conditions for
women. All these changes may have an association with
better scores on psychometric tests in later born cohorts
(7). Better maternal care during pregnancy and better
nutrition during infancy may also positively affect brain
development. Thus the brains of children born later during
the 20th century, may be more resistant to damage with
aging (44). For example, in a study of two cohorts of
Danish centenarians born 1895 and 1905, among
individuals who lived at home, the cohort born 1905 had
higher scores on the Mini Mental Status Examination
(MMSE) than the cohort born 1895. Meanwhile, among
those living in institutions, the cohort born 1905 had lower
MMSE scores than the cohort born 1895 (45). Under the

22
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assumption that the majority of people admitted in
institutions have reached a severe degree of cognitive
impairment and can no longer live at home, the findings in
Danish centenarians suggest that individuals in the later
born cohorts, even if affected by dementia, may be able to
compensate for pathological changes in brain, they
maintain a higher level of functioning and live at home for
a longer period of time than the earlier born cohorts. The
theory of brain reserve (46) or cognitive reserve (47) has
been extensively used to explain differences in brain’s
response to pathological changes induced, for example, by
dementia. According to the model postulated by Stern (47),
the brain possesses passive and active mechanisms to
sustain function in case of damage.

The passive model of brain reserve implies larger
anatomical brain structures such as premorbid brain size
(48) and synapse count. The assumption is that a brain
with a higher number of neurons and synapses will have a
higher threshold before lesions result in clinical symptoms
(46, 49, 50).

The active mechanism implies a consistent mental effort
throughout life, such as acquiring a high level of education
or maintaining an intellectually demanding occupation (47,
51). The brain is thus forced to use the available neural
networks and cognitive paradigms more efficiently and
builds a larger cognitive reserve (52, 53). For example, it
has been shown that people with more education sustain
more brain damage for the same level of symptomatology
than those with lower education (50, 54) and that the
education level may modify the impact of dementia (55,
56). It is unclear if a larger cognitive reserve in later born

23



Prodromal cognitive signs of dementia

cohorts also affects prodromal stages and thus prediction
of dementia.

Cognitive function in the prodromal stage of
dementia

Several epidemiological longitudinal studies have
attempted to identify prodromal cognitive signs of
dementia, i.e., to examine differences in cognitive
symptoms between non-demented individuals who develop
dementia in a certain period of time after examination and
those who do not. Results from the most recent studies are
presented in the Appendix. It has been shown that
difficulties in learning and retaining new information,
language and abstract reasoning are present decades before
the onset of AD (27, 57-60). Population studies with
follow-ups ranging from one to six years report that low
performance in memory, language, visuospatial and
executive functions is present in non-demented individuals
for a short time before dementia onset (15, 61-71). Other
epidemiological and clinical studies suggest that cognitive
impairment may remain stable over long periods of time (6
years or longer) with abrupt decline occurring close to AD
onset (71, 72). Therefore, it is not clear whether low
performance before the onset of AD reflects premorbid
cognitive capacity or prodromal symptoms of AD. Less is
known about prodromal symptoms of VaD. Low
performance in the MMSE, and in tasks of recognition and
executive function have been reported to predict the
development of VabD three years later (63, 73, 74). Other
studies have examined whether combinations of cognitive
symptoms predict dementia. In population studies with
short follow-up, deficits in memory and at least one more
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cognitive function, predict development of AD, while
isolated memory performance does not (61), as also shown
in one retrospective clinical study (75). However, isolated
memory impairment may be a predictor of AD
development in a longer time perspective, as shown in one
clinical study (76).

Attempts to define a cognitive syndrome that
precedes dementia

In an early attempt to describe cognitive aging (77), the
Canadian psychiatrist V.A. Kral noted in 1962 “... there
appear to exist at least two types of senescent memory
dysfunction, different as to their clinical symptomatology,
course and prognosis”. Qualitative differences in memory
dysfunction were classified by Kral as ‘benign’ and
‘malignant’ senescent forgetfulness. The benign type was
characterized as “occasional recollection
dysfunctionality... an inability of the subject to recall a
name, a place or a date”, while the experience these data
pertain to is remembered. The ‘malignant’ memory
dysfunction was described as an amnestic syndrome, with
loss of recent memories, retrograde loss of remote
memories, disorientation and confabulation. Although
Kral’s terminology was based on observational data from a
sample of institutionalized patients, with no intent toward
criteria-specification or operationalization, the scientific
community embraced and still uses the terms ‘malignant’
and ‘benign’ to describe memory changes seen in the
elderly.
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Age-associated memory impairment

The interest on clinical aspects of cognitive aging
advanced rather slowly until the mid 1980’s, when a work
group appointed by the National Institute of Mental
Health, USA, proposed a set of diagnostic criteria intended
to “stimulate research leading to better understanding and
eventual treatment of an important clinical phenomenon”
i.e. memory loss in the elderly (78). The efforts of this
group resulted in what is known today as ‘Age-Associated
Memory Impairment’ (AAMI). This nosologic entity was
defined as “complaints of gradual memory loss in tasks of
daily life, substantiated by evidence of such impairment on
standardized tests of recent memory (at least one standard
deviation below the mean established for young adults)
(78). AAMI applies to people over 50 years of age, is
nonspecific with regard to etiology and does not address
progression. The prevalence of AAMI has been reported to
be as low as 7 % (79) in one study and as high as 33% (80)
to 38% (81) in others. However, longitudinal population
studies reported that AAMI failed to distinguish elderly
individuals at increased risk to develop dementia (82-84).

Mild cognitive impairment

In 1991, Flicker, Ferris and Reisberg described the clinical
condition of ‘mild cognitive impairment’ (MCI) as a
precursor of dementia (85). The paper reported on a
clinical study with two-year follow-up at the Aging and
Dementia Center of New York University Medical Center,
where MCI was based on stage 3 (‘mild cognitive decline’)
of the Global Deterioration Scale (GDS) (86). The authors
reported that “most elderly subjects with mild cognitive
deficits [...] will manifest the progressive mental
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deterioration characteristic of dementia”. In fact, 80% (16
out of 20) patients with GDS 3 went on to develop
dementia (85). This figure is substantially higher than
those reported from other studies examining mild cognitive
dysfunction in nondemented elderly and progression to
dementia on a short period of time (61, 64, 65, 67), which
suggest that these patients might in fact have had mild
dementia. However, this was the first paper where the term
‘mild cognitive impairment’ (MCI) was mentioned as a
precursor of dementia. MCI has since then become one the
most investigated areas in relationship to
neurodegenerative disorders, especially Alzheimer disease
(AD).

In 1999, Petersen et al. (67) provided a clinical
characterization of MCI based on findings from a clinical
sample followed for approximately four years. In their
sample, the rate of conversion of MCI to AD was 12% per
year compared to 1-2% per year for community controls.
The concept of MCI included: a) memory complaint
preferably corroborated by an informant; b) impaired
memory for age and education based on performance on
psychometric tests; ¢) preserved general cognitive
function; d) intact activities of daily living; e) absence of
dementia (67). Thus, despite being attributed the name of
‘mild cognitive impairment’, this nosologic concept
includes only memory impairment, other types of cognitive
dysfunction being excluded by the criteria. The original
criteria were, however, later revised in light of new
evidence suggesting that several types of MCI existed. The
original criteria, presumably related to prodromal stages of
AD, were labeled amnestic MCI, and other subtypes of
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MCI were ‘multiple domains MCI” and ‘single non-
memory domain MCI’(87, 88). The ‘multiple domains
MCT’ was suggested to be a prodrome of AD or VaD or a
reflection of ‘normal aging’. The ‘single non-memory
domain MCI” was proposed to be associated with the
development of a heterogeneous group of
neurodegenerative diseases, such as fronto-temporal lobe
dementia, Lewis body dementia, VaD, Parkinson’s disease
or AD. Trauma and metabolic disturbance may also induce
different types of MCI. The prevalence of amnestic MCI
was as low as 1 % in the CSHA (62), 1.8 % in a clinical
study (89), 3 % in the LEILA75+ Study (90), 3-4 % in the
MOoVIES (91) and 6 % in the Cardiovascular Health Study
(92). The prevalence of the subtypes ‘multiple domains
MCT’ and of ‘single non-memory domain MCI” was 6 %
each in the LEILA 75+ Study (90), whereas in the
Cardiovascular Health Study the prevalence of the
‘multiple domains MCI” was 16 % (92). The outcomes of
different types of MCI have also been examined by several
groups (62, 74, 90, 91, 93-96). Although most of these
studies converge in that the amnestic type of MCI may be
useful in distinguishing individuals at risk to develop AD,
the rates at which these subtypes convert to dementia vary
from 10 to 55 % over a 2- to 11-year follow-up and they
are poor predictors of dementia, with low sensitivity (90).
Some amendments to the original criteria have been
proposed, for example that self-reported memory may not
be a necessary criterion (62, 90) and that some deficits in
activities of daily living should be allowed (62, 96).
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Aging-associated cognitive decline

In the beginning of the 1990s, the International
Psychogeriatric Association and the World Health
Organization appointed a working group to “develop
criteria to identify a group of individuals who experience a
cognitive decline that falls short of dementia” (97). This
group based its criteria on longitudinal studies and
considered decline in cognitive functions as the cardinal
feature in what they called Aging-Associated Cognitive
Decline’ (AACD). AACD covers a broad area of
cognition, acknowledging that other functions than just
memory can be involved in the prodromal stages of
dementia, and mention specifically attention and
concentration, thinking, language and visuospatial
function. These domains were supposed to be of particular
importance in the activities of daily living, and a decline in
any of them is sufficient for a diagnosis of AACD. The
criteria were almost identical to the criteria of “mild
cognitive disorder” according to the ICD-10 (98). The
prevalence of AACD in the elderly population ranges from
19% to 35% (80, 96, 99). A longitudinal study on AACD
reported a conversion rate to dementia of 29% over three
years (96).

Cognitive impairment no dementia

Another concept used to describe cognitive impairments in
the elderly is ‘Cognitive Impairment No Dementia’
(CIND), which originates from the multi-center Canadian
Study of Health and Aging (CSHA). CIND was not based
on specific diagnostic criteria. Instead “any individual who
gave the investigating clinician the impression that some
form of cognitive impairment was present” was
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categorized as having CIND (100-102). In the CSHA,
CIND was related to increased rate of institutionalization
(101, 102), mortality (102) and conversion to dementia
(102). Other studies have also used the CIND acronym
(72, 103), but with more specified criteria than in the
CSHA. For example, in the Kungsholmen Project (which
examines a representative population of 75-year-olds and
above), CIND was defined by using specific cut-offs in the
MMSE score, after excluding mental or somatic diseases
that might influence cognition. With this
operationalization, the authors found that CIND was either
stable, improved or declined to AD over a three- and six-
year follow-up (72). There is thus no consensus regarding
specific criteria for CIND, and the term covers a large and
rather vague category of individuals with cognitive
impairments that can derive from a plethora of conditions.

As of today, it is still debated which of the nosologic
entities proposed in the 1990’s (i.e. AAMI, AACD, MCI,
CIND) is the most valid predictor of progression to
dementia. Although these conditions are related to an
increased risk of dementia, they are rather common in the
general population (72, 92, 96, 100-105), and the majority
of people with these conditions do not progress to
dementia. To further complicate the picture of prodromal
stages of dementia, evidence has gathered toward the
existence of a vascular type of cognitive impairment
(VCD), including, for example, VaD and AD with vascular
pathology (106, 107). Moreover, a vascular cognitive
impairment without dementia (vascular CIND) has also
been described. This vascular CIND may progress to VaD
with a 44% conversion rate on a five-year follow-up (108).
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Still a clear distinction cannot be made which type of
cognitive dysfunction will progress toward which type of
dementia. Population longitudinal studies are probably the
best suited to clarify this issue.

Other causes of cognitive dysfunction in the
elderly

Comorbidities

There is a high degree of heterogeneity in cognitive
changes that accompany aging, mainly due to multiple
comorbidities. Thus the choice of controls for studies of
incident dementia may include people with different health
conditions that may have different degrees of impact on
cognition. Some of these conditions are known (e.g.
alcohol consumption and abuse, medication, somatic
diseases such as diabetes mellitus, hypothyroidism, severe
chronic lung disease or hypertension) and can be taken into
account in statistical analyses or used as exclusion criteria.
Others are difficult to measure, e.g., stressful life
conditions, anxiety, terminal decline, and others are
unknown.

Terminal decline

Of the conditions mentioned above, terminal decline has
drawn a special attention. Terminal decline in cognition
refers to acceleration in within-person change prior to
death and is distinct from, but possibly moderated by,
aging-related changes (109, 110). Several studies have
demonstrated terminal decline by comparing survivals and
non-survivals but relatively few longitudinal studies have
identified terminal decline at the level of the individual
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with complete information about age of death and
dementia diagnosis in a population-based representative
sample (111-114). Little is therefore known about time of
onset of terminal decline in the absence of dementia and
whether terminal decline vary across cognitive abilities.

Putative physiological changes

Aging-related processes that limit cognitive functioning in
the elderly have been reported even in those experiencing
“successful aging”. The pathological studies of the brains
of the elderly have shown that only a small proportion of
the population has intact brains by the time of their death
(115, 116). Of special interest in this context, is that the
more advanced the age at autopsy, the more likely is that
the brains of nondemented individuals will have loads of
Alzheimer and vascular pathology. However, not all
people with pathology in their brains are clinically
demented before death. It is legitimate to believe that our
brain ages as other organs do, and that this physiological
phenomenon may manifest itself as mild cognitive
impairment, without reaching the threshold for dementia.
The most pervasive characteristics of cognitive aging are
mental slowness and slight impairment in memory
function. Multiple theories have been proposed to explain
this decline. The most support was gained by the theory
proposed by Salthouse, that a general factor, the processing
speed, might be the culprit (117). There is also evidence
that, in aging rodents, there are deficits in different
processes related to long-term potentiation, the mechanism
that the brain uses to consolidate new memories, which
adds biological support for the theory of memory
impairment with aging in the absence of pathology (118-
121). Neurophysiological changes in aging are observed
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not only in the hippocampus. For example, the prefrontal
cortex of aged monkeys, the critical part of the brain for
functions related to volition, exhibits decreased synaptic
excitation and increased synaptic inhibition of pyramidal
cells, likely to affect their signalling properties (122).
Taken together, comorbidities as well as apparently normal
aging and closeness to death, produce an unaccounted
variation in cognitive performance in elderly that may
reduce the differences between demented and
nondemented. Therefore the attempt to find specific and
sensitive patterns of prodromal cognitive signs of dementia
is a very difficult task.

CONCLUDING REMARKS REGARDING
COGNITIVE AGING

In conclusion, evidence is gathering that a form of ‘mild
cognitive impairment’ 1s frequent in old age and may
precede the development of dementia. A complete
characterization of this stage and its validity in predicting
dementia development is still lacking.

OBJECTIVES

The aims of this thesis are:

1. To examine the utility of assessing four cognitive
domains obtained from four information sources to
identify individuals at risk for developing dementia,
AD and VaD between ages 85 and 88 years (paper 1)

2. To evaluate whether combinations of low
performance in different domains describe the
prodromal stage of dementia better than isolated
cognitive symptoms (paper 1)
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3. To investigate whether short-term predictors of the
development of dementia differ from long-term
predictors (paper II)

4. To explore birth cohorts differences in cognitive
predictors of dementia between two cohorts of 70-
year-olds examined 30 years apart (paper 1)

5. To examine whether there is a cognitive decline
preceding death in the absence of dementia (paper
IV)

PARTICIPANTS

The H70 Gerontological and Geriatric Longitudinal
Population Studies in Gothenburg started in 1971. A
representative sample of 70-year-old residents of
Gothenburg, born between July, 1%1901 and June, 30"
1902 on days ending with 2, 5 or 8, was obtained from the
Swedish population register and invited to participate in a
comprehensive investigation of aging (n = 1148). People
living in the community and in institutions were included.
All individuals were given consecutive numbers from 1 to
5, and those with numbers 1 and 2 were invited to the
psychiatric examination. Of this subsample of 460
individuals, 392 (166 men and 226 women, participation
rate 85.2%) were examined by a psychiatrist. Participants
and non-participants were similar with regard to sex,
marital status, income, community rent allowance, in-
patient and out-patient care in psychiatric hospitals, clinics
and municipal psychiatric outpatient departments in
Gothenburg and registration with the Temperance Board
(Swedish national registry for alcohol abuse) (123). In the
longitudinal incidence dementia study included in this
thesis, individuals with dementia at age 70 (n = 10) were
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excluded, leaving 382 non-demented participants (221
women and 161 men). The sample was followed at ages 75
(n=296), 79 (n=202), 81 (n=156), 83 (n=115), 85 (n=98),
88 (n=59) and 90 years (n=38). All participants in the
examination at age 70 were invited to the follow-up
examinations, irrespective if they had missed a previous
examination. In the longitudinal study of cognition in
relation to mortality between ages 70 and 100 years, the
sample of non-demented comprised 288 participants (162
women and 126 men), after excluding all refusals (n=70)
and dementia (n=114) during follow-up. They were
assessed periodically at ages 70, 75, 79, 81, 85, 88, 90, 92,
95,97, 99 and 100 years. Confirmed date of death was
available for 284 individuals and 4 individuals were alive
at the last update in June 1%, 2003. In order to prevent
missing data on the age of death variable we imputed the
date of last update as the date of death for these four
individuals.

In 1986-87, the H70 study was enlarged by including all
85-year-olds born between July 1%, 1901 and June 30",
1902, and registered for census purposes in Gothenburg.
People living in the community and in institutions were
included. A subsample of 826 individuals, comprising
every second person from the Swedish population register,
was selected for the psychiatric examination. Forty-three
individuals died before the examination took place, leaving
783 individuals. The psychiatric examination was finally
performed in 494 individuals (response rate 63.1%). This
sample was found to be representative of the population of
85-year-olds in Gothenburg, Sweden with regard to sex,
marital status, status as psychiatric outpatients or
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inpatients, institutionalization and three-year mortality rate
(2). In the longitudinal incidence dementia study between
ages 85 and 88 years, individuals with dementia (n = 147)
and those with moderate to severe memory impairment at
baseline according to the psychiatric examination (n = 10)
were excluded, leaving 337 cognitively intact individuals
in the study (237 women and 100 men). At the follow-up
examination at age 88, n = 58 (17.2%) individuals had died
and 71 (21.1%) refused a new examination. For those lost
to follow-up, information was searched in medical records
from hospitals, clinics, municipal psychiatric outpatient
departments in Gothenburg, the Swedish inpatient registry
and death certificates (124).

A new cohort was added to the H70 studies in 2000-01. All
70-year-olds born between January 1 and December 31,
1930 on day 3, 6, 12, 18, 21, 24, or 30, were invited to a
health examination in 2000-01. Of 850 invited, 579
(response rate 68.1%) participated in the psychiatric
examination. Fourteen participants were excluded due to
dementia and one due to language difficulties, leaving 564
nondemented 70-year-olds (337 women and 227 men).
Thirteen individuals (2.3%) had moved from Gothenburg,
and lacked follow-up data. These were also excluded from
the study, leaving 551 individuals (331 women and 220
men) at baseline. Participants and non-participants were
similar regarding gender, marital status, three year
mortality rate and inpatient psychiatric care during the past
two years according to the Swedish Hospital Discharge
Register (125). At the follow-up at age 75 years, 24
individuals (4.4%) had died and 91 (16.5%) refused a new
examination, leaving 436 participants (274 women and 162
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men). Those lost to follow-up (deceased and refusals) were
traced in medical records and hospital registers for
dementia.

Participants (or their nearest relatives in cases with
dementia) gave their informed consent for the study, which
was approved by the Ethics Committee for Medical
Research at the University of Gothenburg.

METHODS

General Assessments

At the start of the study in 1971, all individuals received
invitations to a comprehensive health examination
comprising a home call by a registered nurse and an
examination at the out-patient department of a geriatric
hospital. Those who accepted the invitation at age 70 were
invited for health examinations periodically until death.
The same procedures were used for the enlarged sample at
age 85 years, invited for the first time in 1986-87, and also
for the new sample of 70-year-olds born 1930 invited for
the first time in 2000-01. A psychiatric examination and a
battery of psychometric tests were administered at every
examination throughout the study. Psychiatrists also
examined medical records from all major hospitals,
geriatric and psychiatric institutions and outpatient services
in Gothenburg. Starting in 1986-87 a key informant
interview and brain computer tomography were added to
the examination.
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Cognitive Assessments

Identical examinations were used both in individuals born
1901-02 and in those born 1930.

Self-report: The participants were asked at each
examination to evaluate their own memory with the help of
a seven-step scale. Zero was attributed to no subjective
problems and ratings of one to six for mild, moderate to
severe memory problems, with intermediary steps. Starting
with the examination of 85-year-olds born 1901-02 in
1986-87, participants were also asked to report on their
own abilities to concentrate, plan and make decisions.

Key informant interview: The key informant interviews
were conducted at age 85 in those born 1901-02 by a
psychiatrist, using a semi-structured telephone interview
(i.e., questions were standardized, but the psychiatrist was
allowed to ask clarifying questions). The key informant
was asked about changes in the participant’s memory,
language, visuospatial praxis, attention, judgement, ability
to make decisions, and planning. Zero was attributed to no
perceived symptoms and ratings of one to three for mild,
moderate to severe symptoms, with or without
intermediary steps (when intermediary steps were used
ratings were made on a seven-step scale).

Psychiatric examination: The clinical psychiatric
examination before 1986-87, at ages 70, 75 and 79 years
for those born 1901-02, was performed by trained
psychiatrists at the out-patient department of a geriatric
hospital. In 1986-87 and 1989-1990 the psychiatric
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examination took place at the participants’ place of
residence. Psychiatrists rated recent and remote memory,
and orientation to time and place at all examinations. After
1992, the psychiatric examinations were conducted by
experienced research nurses. The inter-rater reliability
between physicians and nurses was high (126, 127). The
symptoms from the psychiatric examination were rated
using seven-step scales. Zero was attributed for absence of
impairment and ratings of one to six for mild, moderate to
severe impairment, with intermediary steps. At age 85, in
those born 1901-02, the examination was enlarged and it
included poverty of language, concentration, abstract
thinking (understanding proverbs and describing how to
find the way to a hotel in an unfamiliar city), simple tests
of semantic memory (i.e., asking for the names of the two
last prime ministers and the three largest cities in Sweden),
items from the Alzheimer’s Disease Assessment Scale-
Cognitive (ADAS-Cog) (128) regarding spoken language
ability, comprehension of spoken language, word-finding
difficulty, following commands, naming objects and
fingers, and constructional praxis.

Psychometric tests: Psychometric tests were administered

by psychologists who were blind to the results from other

examinations. A battery of six tests was used consistently
in the H70 study:

1. Synonym test measures verbal comprehension. The
participant has to identify one synonym among five
given alternatives; the list has 30 words (maximum
score 30).

2. Block Design measures visuospatial ability. The
participant is asked to organize wooden
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cubes in accordance with seven patterns presented on
cards (maximum score 42).

3. Figure Classification measures inductive logical
reasoning. From a set of five figures the participant has
to identify the one figure constructed on a principle not
shared by the other four (maximum score 30).

4. Identical Forms measures perceptual speed. The
participant is instructed to identify as fast as possible
the pattern identical to the stimulus pattern (maximum
score 60).

5. Digit Span Forward measures short-term memory and
attention. The tasks require immediate recall (forward)
of increasingly longer lists of digits (maximum score
9).

6. Digit Span Backward to measure short-term memory
and attention. The tasks require immediate recall
(backward) of increasingly longer lists of digits
(maximum score 8).

Block Design and Digit Span are part of the Wechsler

Adult Intelligence Scale (WAIS) battery (129). The

Synonyms, Figure Classification and Perceptual Speed are

from Dureman and Sélde test battery (130), based on

Thurstone’s theory of primary mental abilities (131), and

widely used in Sweden at the time of the start of H70

studies.

Among those born 1901-02, the tests Identical Forms,

Digit Span (forward and backward), and Block Design

were administered at age 70 to a subsample comprising

every other participant. The tests were administered to all
participants born 1901-02 at all other examinations.

In those born 1930, all tests were administered at age 70 to

a subsample comprising every other participant.
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At the examination of 85-year-olds born 1901-02, the
psychometric battery was enlarged by adding a number of
tests:

1. Prose Recall measures long-term memory. It
requires free recall of a brief story with a humorous
point (maximum score 16).

2. Memory-in-Reality Test measures different types of
long-term memory, i.e. free recall and recognition,
by first naming and placing ten objects in a
tridimensional model of an apartment and testing the
free-recall and recognition of the previous
placements after other tests are performed
(maximum score 10).

3. Ten-word Lists (animals, clothes) is a supra-span
list-learning task for long-term memory (maximum
score 10).

4. Thurstone Picture Test measures non-verbal
memory. The participant is supposed to recognize
previously presented pictures among new pictures
(maximum score 28).

5. The Clock Test is a visuospatial and executive test.
The participant is required to draw a clock, to tell
the time and to set the time on a wooden clock
(maximum score 30).

6. The Coin Test measures arithmetical abilities. The
participant is asked to select the least number of
coins adding up to four preselected totals (maximum
score 8).

The use of psychometric tests in previous H70 studies has
been described previously (59, 132, 133).
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Dementia Diagnosis

The diagnosis of dementia before the examination in 1986-
87 (i.e., at ages 70, 75 and 79 years of those born 1901-02)
was based on historical criteria described by Kay et al.
(134). These criteria required the presence of severe
disorientation for time and place or a long-standing severe
memory impairment as measured by rating scales and
information from case records or key informants (135,
136). The diagnosis of dementia at age 85 and later in
those born 1901-02, was made according to the Diagnostic
and Statistical Manual of Mental Disorders, e edition,
revised (DSM-III-R) (137), and was based on the
psychiatric examination and the interview with a key
informant (where available) (2, 138). The change in
diagnostic criteria over the follow-up of the cohort born
1901-02 was due to the publication of the DSM-III-R in
1987. To examine this change in relation to diagnostic
trends, dementia was diagnosed at age 85 according to
both sets of criteria in the enriched sample of 494 85-year-
olds, which also included the survivors from the original
sample (139). Of 166 persons diagnosed with dementia
using either criteria, the observed agreement for a
dementia diagnosis was 93.3%, with an overall kappa of
0.842. Among those diagnosed with dementia by DSM-III-
R and not by earlier criteria (n = 14), 71% were mild cases
of dementia.

For those who did not take part at the follow-up
examinations, the diagnosis of dementia was made if
reviews of medical records revealed impairments of
memory and other cognitive functions at a level causing
significant difficulties in activities of daily living.
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Etiologic diagnosis of dementia was available only at age
85 and later in those born 1901-02. AD was diagnosed
according to the National Institute of Neurological and
Communicative Disorders and Stroke and the Alzheimer’s
Disease and Related Disorders Association (NINCDS —
ADRDA) (140). VaD was diagnosed according to the
National Institute of Neurological and Communicative
Disorders and Stroke and the Alzheimer’s Disease and
Association Internationale pour la Recherche et
I'Enseignement en Neurosciences criteria (NINCDS-
AIREN) as modified by Tatemichi (141).

Definitions of low cognitive performance by
cognitive variables

Data on cognitive performance using self- and key
informant reports, psychiatric interview and psychometric
tests were dichotomized as ‘low’ versus ‘unimpaired’.

Using self-reports at ages 70 (both cohort born 1901-02
and cohort born 1930), and at age 85 in those born 1901-
02, low memory was defined as frequent memory
problems versus ‘no or occasional memory problems’.

Using key informant interviews at age 85, low
performance was defined as the presence of any symptom
in any given cognitive variable (i.e., scores >0) versus no
symptoms.

Using psychiatric examinations, low performance in
memory at ages 70 (both cohort born 1901-02 and cohort
born 1930), and at 75 and 79 years (cohort born 1901-02),
was defined as observed slight memory problems in recent
memory versus no memory problems. At age 85 years, in

43



Prodromal cognitive signs of dementia

the cohort born 1901-02, more information in memory and
other cognitive domains (i.e., language, visuospatial ability
and executive function) was available from the psychiatric
examination. Low performance was then defined as the
presence of any symptoms or any failures on simple tests.

Using standardized psychometric tests, low performance
was defined as scoring one standard deviation (SD) below
the mean of the sample, as also defined in other studies
(96, 142). The cut-offs were defined separately in 70-year-
olds born 1901-02 and in those born 1930. When we
compared the 70-year-olds born 1901-02 and those born
1930, we also used cut-offs of 1.5 SD and 2 SD below the
mean of each cohort, separately; and cut-offs of 1 SD, 1.5
SD and 2.0 SD by education within each cohort,
separately. In the longitudinal study of cognition in
relation to mortality, test scores in Synonyms, Block
Design and Identical Forms were standardized to a pseudo
T-score metric with mean of 50 and standard deviation of
10 in order to facilitate comparability across tests. The
standardization procedure for each test was also based on
mean and standard deviation at age 70 in those born 1901-
02 (i.e., first occasion of measurement).

Definitions of low cognitive performance by
cognitive domain

The data on cognitive performance was then categorized
into four different domains based on the theoretical
assumption of which cognitive function each variable
measured (e.g., memory, language, visuospatial or
executive functions). If at least one variable in a cognitive
domain was defined as ‘low’ using the aforementioned
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criteria, the individual was classified as a ‘low performer’
in that domain. The participants were given credit for any
information provided to define their cognitive
performance. No data were imputed in any given domain.
For example, individuals with data in at least one variable
in a cognitive domain were included in analyses of that
domain.

At ages 70, 75 and 79 years in those born 1901-02, the
memory domain was based on information on recent
memory using the psychiatric examination; and the non-
memory domains (including language, visuospatial or
executive functions) were based on the psychometric tests
Synonym, Block Design, Figure Classification and
Identical Forms.

At age 85 years, in the extended cohort born 1901-02, each
source of information was examined individually and ‘low
cognitive performance’ in the four domains was defined
for each of the key informant interview, psychiatric
examination and psychometric tests. Using self-reports,
only memory and executive function domains were
available. Thus, individuals were classified as ‘low
performers’ by domain according to each source of
information.

Definitions of patterns of low cognitive
performance using memory and non-memory
domains

Based on the conceptualization of different patterns of
mild cognitive impairment (MCI) (i.e. amnestic MCI vs.
multiple domains-non memory MCI) (87), we created four
groups with different patterns of cognitive symptoms in the
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85 year-olds born 1901-02, using each source of
information separately: (1) unimpaired cognition, (2)
isolated low memory performance (i.e. low performance in
the memory domain only, with unimpaired performance in
other domains), (3) low non-memory cognitive
performance (i.e. low cognitive performance in any other
domains than memory, with unimpaired memory), and (4)
global low cognitive performance (i.e. low memory
performance plus low performance in at least one other
domain).

We also created these groups using memory domain
according to psychiatric examinations and non-memory
domains by using psychometric tests at ages 70, 75 and 79
years in those born 1901-02. At age 70 years in those born
1930, where only every other participant was tested
psychometrically, the subgroups with different patterns of
cognitive symptoms were too small to be considered for
meaningful analyses.

Statistical methods

Objectives 1 and 2 (paper 1): Because of the short follow-
up period, the risk of dementia between age 85 and 88
years was estimated using logistic regression models.
Analyzing each source of information separately (i.e. self-
report, key informant interview, psychiatric examination
and psychometric tests), the risk of all dementia, AD and
VabD over the three-year follow-up period by each
cognitive domain was estimated using odds ratios (OR)
and 95% confidence intervals (CI). Those domains that
predicted dementia in univariate analyses (p<0.05) were
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included in multivariate models (backward stepwise
procedures). Using education and sex as covariates did not
change the results significantly. In post-hoc analyses,
subgroups of participants were created based on four types
of symptom patterns and risk of dementia was estimated
within each subgroup.

We also examined the sensitivity, specificity, and positive
and negative predictive values of the cognitive domains
and information sources available at age 85 in relation to
the development of dementia between 85-88 years.
Sensitivity was defined as the proportion of individuals
developing dementia who were classified as low
performers at baseline. Specificity was defined as the
proportion of individuals not developing dementia who
were classified as unimpaired at baseline. The positive
predictive value (PPV) is the proportion of low performers
who developed dementia. The negative predictive value
(NPV) is the proportion of unimpaired individuals who did
not develop dementia (143).

Objective 3 (paper II): On a longer follow-up, from age 70
to age 90 years, we used Cox proportional hazards models
to examine the relationship between groups with different
patterns of cognitive symptoms at ages 70, 75 and 79 and
incident dementia between ages 71-75, 76-79, 80-85 and
86-90 years. The risk of dementia was estimated by hazard
ratios (HR) and 95% CI. Time at risk for dementia onset
was calculated starting from age 70, 75 or 79 (baseline
examinations) to the first occurring event as dementia,
death or end of the defined follow-up period. Sex and
education were used as covariates in all models.
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Objective 4 (paper I11): On a short follow-up between ages
70-75 years in the two cohorts born 1901-02 and 1930, we
used logistic regression models to estimate the risk of
dementia by OR and 95% CI. Analyses were run within
each cohort separately. All logistic regression models were
adjusted for sex and education. Each cohort was also
stratified by educational level. Educational level was
dichotomized as only compulsory education (6 years for
those born in 1901-02, and 7 years for those born in 1930)
versus more than compulsory education. Differences in
raw mean scores in psychometric tests between the two
cohorts were tested using univariate analyses of variance
with sex and education as covariates (ANCOVA), and
differences in proportions were tested using Fisher’s exact
test.

Objective 5 (paper IV): To identify time of onset of
mortality-related change in cognitive function in late life,
in the absence of dementia, change-point analysis was
performed. A profile likelithood method was used to
identify the change point that best fit the data for the
cognitive functions investigated. The best fitting model
determines the maximum likelihood estimates of the
terminal decline change point as relative to age-related

change. Detailed description of the modeling procedure
can be found elsewhere (113, 144).

A level of statistical significance of 0.05 was used for all
analyses. To avoid misinterpretation of negative results,
we did not make corrections for multiple analyses, but
instead present all positive and negative findings with 95%
confidence intervals.
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RESULTS

Objective 1 was to examine the utility of memory,
language, visuospatial and executive functions, using self-
and key informant reports, and psychiatric and
psychometric examinations, to predict dementia (including
AD and possible VaD), in a representative population
sample of non-demented 85-year-olds who were followed
for three years.

Among the 313 non-demented 85-year-olds without
moderate-to-severe memory impairment at baseline, 58
(18.7 %) developed dementia between age 85 and 88 (24
AD, 27 VaD, and seven other types of dementia; 39
diagnosed from examination and 19 from case records) and
255 did not develop dementia.

Prediction of dementia between ages 85-88 years
using memory, language, and visuospatial and
executive functions by source of information

Dementia was preceded by low performance in most
domains, irrespective of information source, on the three-
year follow-up from age 85 to 88 years (table 1).

The sensitivity of memory performance to predict
dementia was around 80% in all sources (except self-
report, 28%), but the positive predictive value (PPV) was
only between 22-31% (table 1). The sensitivity of
language, visuospatial and executive domains to predict
dementia was generally below 80% with a PPV of 20-37%
(table 1). The results were similar for incident AD and
VabD (data not shown).

49



anea aAnoIpald aanedau = AJN onjea 2andIpald aanisod = A dd "ApueoljIusIs s)nsalx oy} 95uLyD JOuU PIP SAIBLIBAOD
Se uoneINpPa pue JOpud3d Surdnponu] ‘(S[OPOW UOISSAITAI O1JSIFO] AJBLIBAIUN) BIFUSWAP JUIPIOUL JOJ JSLI AU} AJRWIISI 0} PIsn a1om (Y()) SONeI SPPo opni)

798 €LE 058 00t (TL00 8¢ dADNOAXY

TLS 08¢ ToL 8'TS @ +1)9C [enedsonsip

L8 '0¢ 058 0S¢ (S9-+'1)0€¢ ofendue]

L'06 6'LT 'S v'SL (TL00 8¢ Arowoy
AYAYZ)) Q.ENNSOFNQ\QQ

6'06 L'LT 6'vS 6'SL (€L-00) 8¢ SATINOAXH

¥'98 ¥'8C LyL 091 (Ly€1)8T [enedsonsip

I'L8 L'Te ISy LOL Le1noe ogengue]

L'€6 01¢ 0'8S 8T8 (L€1-7€) 99 Krowo
UODUIUDXD ILUDIYIAS ]

8'68 S'€C T09 1SS (S€-0D6'1 SAINOAXY

€8 00T 6 0L (SH-€0 T [enedsonsip

0°L8 LT 08t 089 Le-0nel o3enJue]

016 1'cC 8'1¢ 098 (LoTnec Krowa N
Ma1A.42U1 JUDULIOfUT L2

6’18 S'61 S'TL €62 (1290 1'1 SATINOAXY

$e8 9LT §¢e8 9LT (8¢0D61 Krowa
110da.1-fjag

AdN Add  Adywadg  Aanisueg (1D %$6) YO urewo(]
88-G] 93k U2IM)Oq BIUIWIAP [V 20.4n0g

SOJINOS UOIRULIOJUT

Inoj 3uIsn SUIeWOP JUAIQLJIP Ul doURWLIONAd 9AIIUS0d MO] £q 88-G8 95. U2IM)(q BIIUAWAP J0J sanjeA 9A10Ipald pue A3101310ads ‘A)AIISULS ‘SPPO “| 2[qeL

BIJUSWOP JO SUDIS DAJIUBOD [BLIOIPOId

50



Prodromal cognitive signs of dementia

Objective 2 was to evaluate whether a combination of low
performance in different domains describes the prodromal
stage of dementia better than isolated cognitive
symptoms.

Prediction of dementia between ages 85-88
years by different patterns of low cognitive
performance

Only global low performance predicted dementia in 85-
year-olds. Isolated low memory performance, or low
cognitive performance with unimpaired memory did not
predict dementia according to psychiatric examination or
psychometric tests (table 2). The PPV increased with
number of domains affected. The results were similar
when using key informant interview (data not shown).
Using self-reports, low memory performance was the
only predictor of dementia, and analysis of a combination
of cognitive symptoms using also executive function was
not performed.

We also estimated the risk of dementia between ages 85
and 88 years by combining information from psychiatric
and psychometric examinations with information from
self- and key informant reports (table 3).

Self- and key informant reports were less useful for
predicting dementia. Using self- and key-informant
reports as first selection step in identifying groups in the
population with an increased risk to develop dementia,
reduced the value of the predictive parameters (table 3)
compared to when psychiatric and psychometric
examinations were used alone. The best PPV (88%) was
for low cognitive performance in all domains using both
psychiatric and psychometric examinations, however
sensitivity was then only 18% (data not shown).

51



(0 = 2109s wns e 0}

panguye sem  panedwirun,,) urewop oyj Surstidwos so[qeLieA SNOW0JOYIIP Y} JO ()< I0JS WINS SB PIULJOP Sem UTBWOP € Ul ddueuLiofod Mo "suorouny
9AINOIXO puk [enedsonsia ‘ofenSue] pn[oul  SUTBWIOP JOYIQ), dNJeA 9ANIIPaId oAneSoU = A N ‘onjea 9AnoIpald oAnisod = Add ‘O1el Sppo APNIO = YO

I'L8 97T 8'66 0°SC (L'9%-0'%) L'€1  Surewiop a1y} [[e Ul Mo MO
Y8 8'€T $'T6 STl (TH1-0'1) 9°¢  AJUO SUreWop oM} Ul MO |
9v8  t6l T'88 0°SI (001-60) 0'€ ~ AJUO UTBWOP AUO Ul MO'] MO
T8 €91 L08 002 (t'L-8°0) ' surewop Jje ut paxredwrun MO
618 S8 SyL STl (6°€-€70) I'T  UIBWOP dUO SB[ J& Ul MO pairedwrun
T8 SL 1'69 0°S1 0’1 surewop [[e ur parredwrun parredwrun
51591 O14JOULOYIAS ]
6'S8  0°0S €6 0°0¢ (8'L7-8'€) €01  SUIBWIOP 931y} [[& UL MO'] MO
0v8  T'LT L'v8 092 (86-S'1) 8¢ AuO SUIRWOp 0} Ul MO MO
€8 9ST 098 0'CC ('6-€°'1) 9°¢  AJuO UTEWOp dUO UT MO'] MO
0T8  ¥SI TS6 0¥ (8°6-+0) 6’1  surewop [[e ur paxredurruny MO
89L 88 65 0'81 0’ UIBWOP dUO JSBA] JB UL MO pairedwrupn
88L 00 T8 00 - surewop [[e ur paxredurrupy pairedwrup
UOIDUIUDXD D1UDIYIAS]
AN Add Amygwads  Ananisuas (1D %S6) 4O #xSUTBWOP 19710 Arowa

88-G8 93 U0aM)Oq U [V

G8 a8e ooueurrojrod aAnIUS0))

$921N0S [eOIUI[O 2ANI[qO AJuo

3uIsSn Surewop JUAIAYJIP WOLJ UOHBUWLIOJUI SUTUIQUIOD AQ §8-G] 958 UOMIQq BIIUSWAP [[ 10] san[eA aAnoIpald pue K1o110ads ‘ANARISULS ‘SppO “7 21qeL

BIJUSWOP JO SUDIS 9AJIUBOD [BLIOIPOId

52



“UTRWOP 2IOW dUO Pue AIOWAW Ul 99URULIONd MO SB PAULJOP Sem S)S9) OLAWOYoAsd
PUEB SUOIBUILIEXD OLIRIYIASd ‘SMOIAIOIUI JUBULIOJUT A3 Ul 90UBULIOLI MO "UOROUN) QAIINOAXD Ul ddueworiad Jo aandadsari ‘oourwiogiod Alowow mo]
Se pauljop sem s310da1-J[as ur oouewIoyIod Mo *$159) drowoydAsd = [ 4 ‘uoneurwexa dLeIqoAsd = N (MOIIAIUI JUBWLIOFUT AY = [ ‘Modar-J[9s = S

€¢s SIS% 0'L6 [an (6'18-0¢) 9°S1 MO[ yrog

S'z8 8°0€ $'56 1'6 (¢¢p-9'1) €8 mo[ duo ‘parredwirun suQ

078 781 $'6 St (+'87-90) T't porredwun yyog 3 pue YS M0

TLS 6'€t $'88 60t Fvs-6¢) 91 M0[ qiog

018 68T $98 0°$T ($°62-07) 9°L  Mo[ duo ‘parredwrun duQ

6'8L vy S'8L St F'$-10) 60 pamnedwrun yog [ 10 YS MO0

(&4} €LT 096 89 (807D 0L MOl Jpog

€08 8¢ S'L8 €T ($°L-1°0) L0 mo[ duo ‘parredwirun suQ

S'LL s 0CL 89 01 paaredwiiun yyog I3 10 S porredwrun

€LS oSt 068 60t Or9-9) TLI M0[ qiog

6°€8 L9T ] €LT (0°62-07) 9°L  Mo[ duo ‘parredwrun duQ

S6L 8 S'LL 1'6 (8'8-7'0)6'1 pamreduwiiun yjog  (UIBWIOP SUO + AIOWAW) MO

€8 0S¢ $'S6 89 (roy-zpDoL MO[ yrog

1’18 STl 098 1'6 (€%1-9°'0) 0°¢ o[ duo ‘parredwirun suQ

0LL St $'89 89 01 porredurmun yrog porredwrup)
MITAIOUI JUBLLIOJUT A93]

9¢8 9 0°L6 8Tl 0'19-0%) 861 M0[ qiog

9¢8 0S¢ St6 L€T (9°¢€-67) 86 Mo[ duo ‘parredwrun duQ

9'18 $'6 076 6'¢ (T01-+'0) 6'1 paxredwiun yyog (Aquo Krowsur) mog

L98 9°6¢ 8°L8 €LE (STEtvY) 611 Mol ylog

918 S6l LYl 912 ($'6-T1) €€ Mol duo ‘paredwrun suQ

YL s 0'YS 811 01 pamreduwun yog pamedwrup)

y10da1-J1o8
AdN Add Logoadg  AnAnisuds (1D %$6) YO (Ld “AN) $921n0s [edrur[) (3] YS) $90IN0S [BIUI[I-UON

88-GQ 93k U0OM]IOQq BNUSWSP [[Y

G8 93e oouewro)1od aAnIUZ0))

$90INOS INOJ WO uonewoul Suruiquiod £q §8-68 958 US0MI0q BIUIWOP 10] sanjeA dAnorpaid pue Ajrory1oads ‘ANAnNISULS ‘SPpO “¢ [qeL

BlJUSWBP JO SUDIS SAJIUBOD [BLUOIPOId

53



Prodromal cognitive signs of dementia

Objective 3 was to investigate whether different patterns of
low cognitive performance predict short- and long-term
onset of dementia.

In the representative sample of 382 non-demented 70-year-
olds followed up at ages 75, 79, 85 and 90 years, 106
(27.7%) individuals developed dementia: 19 during the first
five years of follow-up (six women and 13 men), 29 during
year 6-9 (17 women and 12 men), 31 during year 10-15 (25
women and six men) and 27 (21 women and six men)
during year 16-20; totally accumulating 4259.9 person
years-at-risk (221 women with 2788.3 risk years and 161
men with 1471.6 risk years). The frequencies of different
patterns of cognitive performance among the nondemented
at ages 70, 75 and 79 are presented in Figure 1.
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Figure 1.
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Short- and long-term prediction of dementia at
ages 70, 75 and 79 years by different patterns of
low cognitive performance

In 70-year-olds, low non-memory performance and global
low performance predicted dementia onset only in the short
term (Table 4), with no difference between single and
multiple low non-memory performance. Isolated low
memory predicted dementia onset in the long term.
Analyzing only those who had four tests at age 70 (i.e. half
of the sample), did not change the results substantially
compared to when the whole sample was analyzed, although
the findings were no longer significant due to smaller
sample size.

In 75-year-olds, low non-memory performance and global
low performance predicted dementia onset in the short term
(Table 4), with no difference between single and multiple
low non-memory performance. Isolated low memory at age
75 predicted dementia onset after more than 10 years, but
not earlier.

In 79-year-olds, global low performance predicted dementia
onset in the short term. None of the patterns of low
cognitive performance at age 79 predicted dementia onset in
the long term (Table 4).
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Prodromal cognitive signs of dementia

Objective 4 was to investigate the relation between

cognitive function according to self-report, psychiatric
examination and psychometric tests, and the development of
dementia over a 5-year period (short-term) in two cohorts of
70-year-olds examined 30 years apart (hereafter named

Cohort 1901-02 and Cohort 1930).

Baseline data

More people in Cohort 1930 completed a high level of
education than in Cohort 1901-02 (42.2% versus 15.1%,
p>0.001). There were no sex differences between cohorts.
At age 70 years, self-reported low memory performance was
more frequent in Cohort 1901-02 than in Cohort 1930
(30.5% versus 17.4%, p < 0.001) and there was a tendency
for low performance in recent memory observed in the
psychiatric examination to be more common in Cohort
1901-02 than in Cohort 1930 (8.4% versus 4.3 %, p =
0.070). Mean scores on all psychometric tests (except Digit
Span Forward) were higher in Cohort 1930 than in Cohort
1901-02 as presented in Figure 2.
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Figure 2. ***P < 0.001; ** P < 0.01. P-values for differences between cohorts in mean scores

in psychometric tests are based on covariate analysis of variance (ANCOVA), with sex and
education as covariates.
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Follow-up data

Characteristics of the sample from age 70 to follow up at
age 75 are presented in table 5. Among the non-demented at
age 70, 19 of 381 (5.0%) in Cohort 1901-02 and 24 of 551
(4.4%) in Cohort 1930 developed dementia between 70 and
75 years (p=0.751). In Cohort 1901-02, 10 cases were
diagnosed at the examination at age 75, and 9 were
diagnosed from medical records or registry data. In Cohort
1930, 19 cases were diagnosed at examination at age 75,
and 5 were diagnosed from medical records or registry data.
There was no difference in the proportion of new cases
diagnosed at examination at age 75 between Cohort 1901-
02 and Cohort 1930 (table 5). More cases tended to be
diagnosed from medical records or registry data in Cohort
1901-02 than in Cohort 1930 (table 5).

Table 5. Characteristics of participants at age 70 at the 5-year follow-up

Cohort Cohort P-values
1901-02 1930
% %

Participants 77.7 77.3 0.937
Women 61.8 62.8 0.816
More than compulsory education’ 15.1 42.2 <0.001

Deceased 15.7 43 <0.001

Refusals 6.6 16.1 <0.001

Moved out 23

Dementia among participants at follow-up 34 4.4 0.567

Dementia among lost to follow-up 10.6 3.9 0.087

Percentages of participants, deceased and refusals were computed based on participants at age
70 in Cohort 1901-02 (n=381) and Cohort 1930 (n=564). 'Information on education was
missing in four individuals in Cohort 1901-02 and in two individuals in Cohort 1930. P-
values for differences in proportions between cohorts were obtained using Fisher’s Exact test.
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Cohort differences in cognitive symptoms
associated with short-term onset of dementia

Seventy-year-olds with low performance in recent memory
using the psychiatric examination were more likely to
develop dementia between age 70 and 75 years than those
who were unimpaired, both in Cohort 1901-02 (12.5% vs
4.3%, p=0.039; OR 3.5.95% CI 1.1 to 11.8) and in Cohort
1930 (20.0% vs 3.1%, p=0.001; OR 6.7, 95% CI 2.2 to
20.3), after adjustment for sex and education. When we
stratified by education, low performance in recent memory
predicted dementia among those with lower education, but
not among those with higher education, both in Cohort
1901-02 and Cohort 1930 (results not shown).
Self-reported low memory performance at age 70 was not
related to dementia occurrence in either cohort.

In Cohort 1901-02, mean scores in Identical Forms, Figure
Classification and Block Design were lower among 70-year-
olds who developed dementia compared to those who did
not (Figure 3). No such differences were observed in Cohort
1930 (Figure 4). It is noteworthy that those who developed
dementia in Cohort 1930 had higher mean scores at age 70
compared to those who did not develop dementia in Cohort
1901-02 in Identical Forms (23.7 + 8.8 versus 16.5 = 8.6, p
=0.011), Figure Classification (16.7 + 4.6 versus 12.7 £ 4.6,
p = 0.006) and Block Design (19.2 + 6.6 versus 13.3 £ 6.9, p
=0.009).
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Figure 3.

ANCOVA (sex and education as covariates) was used to test mean score differences
in psychometric tests between those who did and did not develop dementia.
%
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Figure 4.

ANCOVA (sex and education as covariates) was used to test mean score differences
in psychometric tests between those who did and did not develop dementia. No
differences were found.
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We then analyzed the utility of psychometric tests to predict
dementia using different cut-offs to define low performance
at the level of 1 SD below the mean. Using more
conservative cut-offs of 1.5 SD or 2 SD below the mean
produced too small groups to conduct meaningful analyses.

When the cut-offs were defined as < 1 SD below the mean
for Cohort 1901-02, 1dentical Forms, Synonyms, Figure
Classification and Block Design predicted dementia in
Cohort 1901-02, and Synonyms predicted dementia in
Cohort 1930 (Table 6). The proportion with low cognitive
performance was very low in Cohort 1930 (between 0.9 and
3.3%, except Digit Span Forward 15.8%) using this
definition.

When the cut-offs in both cohorts were defined as <1 SD
below the mean for Cohort 1930, none of the tests predicted
dementia in Cohort 1901-02 or Cohort 1930 (Table 6). The
proportion with low cognitive performance was very high in
Cohort 1901-02 (between 39% and 84%, except Digit Span
Forward 13.8%) using this definition.

The main results did not change when we defined low
performance in psychometric tests using cut-offs defined as
1 SD below the mean score by education in each cohort
separately. Furthermore, the main results did not change
when we only analysed those who survived to age 75
(participants and refusals), or only those who took part both
in examinations at age 70 and 75 years.
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Table 6. Predictors of dementia in 70-year-olds on a 5-year follow-up using memory
assessments and non-memory psychometric tests

Cognitive Cut- Cohort 1901-02 Cohort 1930
assessments off Adjusted OR Adjusted OR
(95% CI) (95% CI)
Cut-off 1 SD below the mean of the sample 70-year-olds born 1901-02
Identical Forms 8.3 44(1.2-15.6) 8.7(0.7-114.4)
Synonyms 10.8 3.1(1.1-9.0) 9.0(1.3-63.3)
Figure Classification 8.0 34(1.2-9.7) NE
Block Design 6.8 3.8 (1.03 - 13.8) NE
Digit Span Forward 4.6 1.7(0.3-8.6) 3.0(0.8-11.2)
Digit Span Backward 2.8 NE 15.6 (0.8 —292.4)
Cut-off 1 SD below the mean of the sample 70-year-olds born 1930
Identical Forms 18.4 1.9 (0.5-7.7) 1.7 (0.4 -7.0)
Synonyms 16.3 1.6 (0.6-4.2) 1.2(0.3-4.9)
Figure Classification 12.4 2.1(0.8-5.5) 0.3 (0.04-2.7)
Block Design 133 1.8 (0.5-6.6) 1.3(0.3-5.1)
Digit Span Forward 4.6 1.7 (0.3-8.6) 3.0(0.8-11.2)
Digit Span Backward 3.2 0.9 (0.2-3.1) 2.3(0.7-17.7)

!Using observed recent memory, low performance in both cohorts was defined as the presence
of any symptoms (score > 0). *Using self-reported memory low performance was defined as
the presence of frequent, persistent problems (score > 2). Adjusted logistic regression models
included sex and education (information on education missing in 4 individuals in Cohort 1901
and in 6 individuals (one dementia) in Cohort 1930). NE = non estimable (due to no incident
dementia in one of the subgroups).

When we stratified by education level, and adjusted for sex,
all psychometric tests, except Digit Span Forward and
Backward, predicted dementia in individuals with low
education in Cohort 1901-02 (results not shown). Only
Digit Span Forward predicted dementia in individuals with
low education in Cohort 1930. None of the tests predicted
dementia among those with higher education in Cohort
1901-02 or Cohort 1930. The results were similar also when
we combined the cohorts, 1.e. prediction of dementia could
not be achieved among those with the higher level of
education.
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Objective 5 was to study the decline in cognitive function
before death in the absence of dementia.

Figures 5 to 7 indicate the estimated average onset of
terminal decline on the cognitive abilities in the population
after excluding all dementia. The estimated change point
before death for verbal ability (Synonyms) was 6.58 (95%
CI1=4.33, 11.67) years, for spatial ability (Block Design)
7.83 (95% CI = 6.25, 10.58), and for perceptual speed
(Figure Identification) 14.83 (95% CI = 10.75, 16.58).

Figure 5. Figure 6.
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Decline in cognitive function before death

The onset of the terminal decline period and the average rate
of change within each period for the cognitive outcomes are
presented in Figure 8. The fixed effects death slope
indicates the average acceleration in change on the cognitive
abilities after the estimated terminal decline change point.
Estimates for mortality slopes were significant across
cognitive abilities. On verbal ability the death slope
indicates an average annual decline of 0.056 standard
deviations within 6.58 years before death. For spatial ability
the death slope estimate was higher with an average annual
decline of 0.090 standard deviations within 7.83 years
before death. On perceptual speed the death slope estimate
indicated an average annual decline of 0.066 standard
deviations within 14.83 years before death.
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DISCUSSION

We found that the prodromal cognitive signs of dementia
are influenced by age, time to dementia onset, education and
secular changes in cognitive function (i.e., birth cohort).
Cognitive decline is also related to mortality in the absence
of dementia.

Patterns of cognitive symptoms associated with
short- and long-term onset of dementia

In a population sample of 85-year-olds born 1901-02, we
found that dementia was preceded by subtle cognitive
symptoms in most domains using different information
sources. Low performance in memory was, however,
necessary for the prediction of dementia. That is, low
performance in the other three domains (language,
visuospatial, executive function) did not predict dementia if
memory was not affected. On the other hand, isolated poor
memory performance (i.e., unimpaired performance in all
the other domains) did not predict dementia.

We then applied these findings in a long-term follow-up
study in a cohort of 70-year-olds born 1901-02, followed to
age 90 years. We found, as in our previous study, that a
global pattern of low cognitive performance predicted short-
term onset of dementia at ages 70, 75 and 79 years, while
isolated low memory performance did not. A global pattern
of mild cognitive symptoms as predictor of short-term onset
of dementia has also been reported by others (75, 145, 146).
Although isolated low memory performance did not predict
short-term onset of dementia, it did predict dementia in the
long-term, as also reported from a clinical study (76).
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Cohort differences in cognitive symptoms

In another study, we compared the cohort born 1901-02
with the cohort born 1930, to elucidate whether our previous
findings on short-term predictors of dementia in the cohort
born 1901-02 were still valid 30 years after. We found that
low performance in recent memory was associated with
short-term development of dementia among 70-year-olds in
both cohorts. However, while several non-memory
psychometric tests predicted dementia in 70-year-olds born
1901-02, none predicted dementia in those born 1930. Test
performance improved dramatically during the 30-year
study period, as also reported by others (6, 43, 147).
Furthermore, the later born birth cohort had less memory
impairment observed at the psychiatric examination and
reported less subjective memory problems. Moreover,
individuals born in 1930 who developed dementia had even
higher scores on non-memory psychometric tests than those
born in 1901-02 who did not develop dementia.

Impact of education

Although the proportion with higher education increased
considerably among individuals born 1930, compared to
those born 1901-02, this could not entirely explain the
differences in predictors of dementia between cohorts, as
individuals born 1930 performed better on the tests
irrespective of education level. However, education
influenced prediction of dementia as low performance in
memory predicted dementia in both cohorts, but only among
those with lower education, and other cognitive domains
predicted dementia only among those who had lower
education in the cohort born 1901-02. One explanation may
be that later born birth cohorts and individuals with higher
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education have more cognitive reserve (56, 148). If test
performance is better in later born cohorts, it is not
surprising if this influences predictors of dementia in these
cohorts. Many studies report that individuals who develop
dementia perform worse on psychometric tests more than 10
years before dementia onset (27, 57, 58, 149). We have
previously reported that only isolated low memory
performance predicts dementia in the long-term (150), while
a global pattern of low performance predicts dementia in the
short term (151), which is in line with the theoretical model
of a slowly progressive course starting with memory
impairments and followed by impairments in other cognitive
domains. It has been reported that individuals with low
education are more likely to develop dementia (55). On the
other hand, those with higher education are less likely to
develop dementia (148), and if they do develop dementia
they decline faster than those with low education (56).
Education actively enhances cognitive reserve (51, 152).
Later born cohorts have longer education and thus
presumably a larger cognitive reserve and therefore they
may exhibit a shorter prodromal phase. This may explain
why only memory was a predictor of dementia in
individuals born 1930, while low performance in memory
and non-memory domains predicted dementia in those born
1901-02. Thus, our findings suggest that a compression of
preclinical cognitive decline in dementia may occur in later
born cohorts, at least regarding certain cognitive functions.
Others reported decline years before dementia onset in
abstract reasoning (27, 57) and visuospatial ability (27).
However, individuals in these studies were born around the
turn of the last century, and the results are in line with our
findings in the cohort born 1901-02.
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Impact of cultural changes

In addition to better cognitive function and better education,
a number of other factors changed during the study of the
two cohorts born 30 years apart. 70-year-olds born 1930 had
better socioeconomic status than those born 1901-02. They
also experienced better general physical health (153),
reflected by a considerably lower 5-year mortality rate than
among those born 1901-02 (4% versus 16%). Secular
changes in birth environment, maternal health, and early and
adolescent nutrition may also contribute to better cognitive
function and better cognitive reserve in those born 1930.
Despite that 70-year-olds born 1930 were less cognitively
impaired, healthier, and had higher education than those
born 1901-02, the incidence of dementia was similar in
these cohorts. However, the low incidence of dementia in
this age group makes it difficult to detect changes between
the cohorts. An increasing average life expectancy in
Sweden occurred during the study period (from 72.2 years
to 77.4 yrs in men and from 78.1 to 82 years in women)
(154). This may lead to more people with risk factors for
dementia surviving into old age, which may counteract the
effect of better cognitive function.

One lesson from the comparison of two cohorts examined
30 years apart is that cut-off scores that are useful to define
low cognitive performance change over time. Very few 70-
year-olds born 1930 scored below the cut-off scores used for
those born 1901-02, which suggests that cut-off scores
should be re-evaluated over time and tested for validity, as
suggested by others (42). For example, objective evidence
for memory impairment in MCI clinical samples is defined
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as scoring 1.5 SD below the mean for age and education
(67).

Our observations are of interest in light of current clinically-
derived criteria for amnestic mild cognitive impairment
(MCI), which state that memory should be impaired but
other cognitive functions normal (67, 87). Thus, current
MCI criteria might be a better predictor of dementia in the
long-term than in the short-term. On the other hand, our
findings suggest that the clinical profile of MCI may change
over time, 1.e. individuals with MCI based on current
assessment tools will have milder symptoms in the future
and the frequency of detectable non-amnestic MCI may
decrease. It remains unclear if isolated low memory
performance or in combination with other cognitive
symptoms may predict short-term dementia onset in later
born cohorts.

Age differences in patterns of cognitive symptoms

We also found some age differences suggesting that it is
possible that prodromal symptoms of dementia are age-
dependent, as also shown in a recent clinical study (155). In
our studies, isolated low non-memory cognitive
performance predicted short-term onset of dementia at age
70 and 75, but not at age 79 and 85. This may indicate that
isolated non-memory cognitive dysfunction becomes less
important as a predictor of dementia with increasing age.

Importance of source of information

Self-reported memory problems did not predict dementia at
age 70 in any of the cohorts we studied, but it was a
predictor of AD in 85-year-olds. It might be that complaints
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of memory have another basis in younger-old than in the
older-old. In our representative sample of 70 year-olds born
1901-02, self-reported memory problems were associated
with depression in women, but not in men (results not
shown). This association was not observed later during the
follow-up of this cohort. Self-reported memory problems
and key informant observations are important since they
bring an individual to the memory clinic. However,
although low performance according to these sources was
associated with subsequent development of dementia, their
utility to predict dementia was low. Among those born
1901-02, only about one-third of those with self-reported
memory problems, and one-third of those with low
performance in all domains according to key informants at
age 85, developed dementia. The figures for self-reported
memory problems at age 70 in the cohort born 1901-02
were even lower. Furthermore, self-reported memory
problems did not improve the PPV in individuals with low
performance according to key informants, psychiatric
examinations and psychometric tests. Self-reported memory
problems, preferably corroborated by an informant, are a
mandatory criterion for amnestic MCI (87). Our data
suggest that when these clinically-derived criteria are used
in a population-based setting, a large proportion of those
with some form of mild cognitive impairment are excluded,
as also shown by others (61, 62, 94, 156). It is possible that
persons who present themselves to a memory clinic differ
from otherwise comparable persons identified in a
population-based study. Our observations give some support
for including self-reported memory problems in the criteria
for amnestic MCI, but not as a mandatory criterion.
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The psychiatric examination and psychometric tests proved
to be the most valuable sources of information at age 85.
The rating of memory performance in the psychiatric
examination was based on the clinical judgement of the
psychiatrist during the examination, in addition to the
administration of a few brief memory tests (e.g. naming the
three largest cities in Sweden and the last two prime
ministers), while the psychometric tests were based on a
detailed, standardized assessment. Despite this qualitative
difference, the positive predictive values for incident
dementia were similar for the psychiatric examination and
the psychometric tests at age 85. However, even when
performance in all four domains was low in the psychiatric
examination or in the psychometric tests, the PPV was not
more than 50% (with a sensitivity of 30% in the psychiatric
examination and 25% in the psychometric tests), i.e., half of
the individuals would falsely be predicted to develop
dementia and less than a third of all demented would be
detected.

The probability of predicting dementia between age 85 and
88 years increased with the number of information sources
showing low performance. If all domains were affected
based on both the psychiatric examination and psychometric
tests, the PPV increased to 88%, but sensitivity was then as
low as 18%. Adding information from self-reports or key
informants did not further improve prediction at this level.
One other study in which multiple information sources were
used, reported that when PPV increases, sensitivity
decreases (i.e., the more accurate a test predicts dementia,

the fewer demented detected) (146).
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Prodromal stages of AD and VaD

We also found that cognitive symptoms predicted both AD
and VaD between ages 85-88 years (151). Prodromal AD
was related to poor memory and executive function
according to key informants, psychiatric examinations and
psychometric tests. Prodromal VaD was related to language
problems observed by key informants and a more global
pattern of deficits in psychiatric examinations and
psychometric tests. The latter has also been reported by
others (74, 157). Furthermore, self-reported memory
problems and low memory performance according to key
informants predicted AD, but not VaD (140, 141).
Prodromal symptoms of VaD may partly be due to
concomitant AD pathology, since it is often difficult to
differentiate between VaD and AD both on clinical grounds
and at autopsy (158), and mixed pathology is common in
old age (115, 116). However, the finding that stroke, the
hallmark for diagnosis of VaD, is preceded by cognitive
symptoms (159), may support vascular dementia having a
prodromal stage.

Cognitive decline associated with mortality

There is still a controversy as to whether late-life cognitive
decline in the absence of neurodegenerative processes is
normal or related to mortality. We found that in a non-
demented sample, followed from age 70 to the end of life,
accelerated cognitive change, indicating a terminal decline
phase, occurred, on average, 6.5 years prior to death for
verbal ability, about 8 years for spatial ability, and almost
15 years before death for perceptual speed. The terminal
decline phases in our study were considerably longer than
the estimates from the two other studies reporting onset of
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terminal decline. One study (114) found evidence for
terminal decline 3.3 years before death in semantic memory,
6 years in visuospatial ability, and only 2.7 years in
perceptual speed. The other study (113) found a terminal
decline phase on episodic memory of 8.4 years before death.
Our findings for both verbal ability and spatial ability are
similar to this estimate, but our estimate for perceptual
speed is much longer. Measures of processing speed are
typically one of the most sensitive markers of age-related
change and between-person age differences. Our finding
that perceptual speed was the earliest marker of mortality-
related decline is in line with these findings. Various
reasons might contribute to the discrepancy between the
present and previous findings, most likely differences in
health-related characteristics of the samples and length of
follow-ups. Moreover, there are a number of interacting
factors that may explain decline in cognitive performance
associated with mortality. Chronic cardiovascular conditions
(e.g., heart diseases) and undetected pre-clinical dementia
(e.g., Alzheimer’s disease) are two such candidates. There
are few studies (160) that would allow a within-person
identification of terminal decline change-points over a
period ranging over 14 years, including also dementia
diagnosis from examinations and from medical records in
those lost to follow-up. In a recent study in community-
dwelling adults aged 65 and older, declines in memory and
learning were not independent of dementia (161). We did
not have available measurements of memory decline in our
study. Increased medical burden and frailty in old age often
leads to inactivity or less social interaction (i.e., lack of
physical exercise and cognitive stimulation) that can also
induce a cognitive decline. Subsequent studies are needed to
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shed light on these issues and identify the neurobiological
markers for terminal decline.

Methodological issues

Among the strengths of our studies taken together are the
long follow-up of 30 years, the high age studied, the
representativeness of the samples, that clinical examinations
were done by experienced psychiatrists and psychiatric
nurses, and psychometric testing by experienced
psychologists, and that information from medical records
was used to detect dementia in those lost to follow-up.
However, some limitations need to be addressed. First, at
ages 70, 75 and 79 only non-memory psychometric tests
were administered. We therefore only have used memory
assessments from the psychiatric examination when
assessing symptom patterns at ages 70, 75 and 79 in relation
to incident dementia. However, the results at age 85, when a
more detailed psychometric testing of memory was done,
showed that the positive predictive value, sensitivity and
specificity for memory to predict incident dementia were
similar between the psychiatric examination and
psychometric tests. Even when we used this detailed
psychometric battery to assess memory in 85 year-olds,
short-term development of dementia could not be predicted
by isolated low memory performance. Second, at age 70,
only a subset of the sample was tested on Digit span, Block
Design and Identical Forms test. However, there was no
difference between sub-samples at age 70 in self-reported
memory and psychiatric examination, nor in the results in
the Synonym and Figure Classification tests, which were
administered to all participants at age 70. The same
methodology was repeated at age 70 in those born 1930, by
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testing only half of the sample. This approach has limited
our ability to test the hypothesis that pattern of predictors
differ in different generations. Third, the psychiatric
examinations were done by different psychiatrists. Although
the inter-rater reliability between the psychiatrists in the
study was high (Spearman rank correlation coefficient for
global rating 0.82) (123, 135), we cannot exclude the
possibility that differences between investigators in
evaluating symptoms and signs may have influenced the
results. Furthermore, the cohort born in 1930 was examined
by psychiatric nurses, but the inter-rater reliability between
nurses and psychiatrists was high (127). Fourth, we have to
consider the survival selection. Although we tried to
eliminate this bias by collecting information from medical
records, hospital linkage-system and death certificates for
those lost to follow-up, the diagnosis of dementia based on
medical records and other sources is known to underrate the
disease. Thus undiagnosed cases of dementia may be
included in the non-demented group, which most likely
diminishes differences between the non-demented and
demented groups. Fifth, we dichotomized the different
cognitive items and the domain variables instead of
considering the full spectrum of values. This was done for
ease of comparing and combining information from
different domains and sources, and maximizing the power of
the analyses, at the expense of losing information. The cut-
off score for low performance could also be discussed. It has
to be emphasized that ‘low performance’ in these studies
reflects very mild cognitive symptoms, not impairment. This
might have underestimated associations with incident
dementia. However, a higher threshold would have made
the definitions less clear and some subgroups too small.
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Moreover, the number of dementia cases was small and
therefore some of the negative results should be interpreted
cautiously. Our study population is, however, representative
of survivors to age 88 years and a rate of dementia of 24 %
is expected in this age group.

Sixth, there is a possible lack of generalizability of findings
related to cognitive decline in relation to mortality from an
age-homogenous sample. That is, other birth cohorts may
differ in onset and rate of terminal decline. Age-
homogeneity can, however, also be considered a major
strength as it reduces potential bias due to cohort differences
in estimates of between-person differences in both aging
and mortality-related change. Seventh, another potential
shortcoming relates to the relatively large intervals between
measurements in the study, ranging from 1-6 years. This
might reduce sensitivity in identification of the change
points of mortality-related change in cognitive function.
Eighth, retest effects might present another shortcoming.
Analysis of this issue suggests a small retest effects on
verbal ability and spatial ability but not on perceptual speed
(162). Finally, cognitive performance might be influenced
by several factors besides incipient dementia (e.g., sex and
education). To account for this possibility, we included sex
and education as covariates in all analyses. Other variables
(e.g., sensory deficits, chronic illness, affective disorders,
psychotropic medication) were also used, but they did not
change the primary results.

SUMMARY AND CONCLUSIONS

Our objectives were, in summary, to evaluate the utility of
assessing four cognitive domains from four sources of
information to identify individuals at risk for developing
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dementia in the short-term; to investigate whether there is a
difference between short- and long-term predictors of
dementia; to test if short-term predictors of dementia differ
between cohorts born 30 years apart; and finally to examine
mortality-related decline in cognitive function in the
absence of dementia.

Although low performance in memory was necessary to
predict short-term onset of dementia in the very old, it was
not sufficient. Other cognitive domains needed to be
affected. In addition, not only AD, but also VaD appeared to
have a cognitive prodrome in the very old.

A global pattern of low cognitive performance according to
psychiatric and psychometric examinations predicts short-
term development of dementia at ages 70, 75, 79 and 85
years. Isolated low memory function according to these
sources predicts dementia only in a longer perspective. Self-
reported low memory is also a predictor of dementia, at least
after age 75. Low cognitive performance according to key
informant report predicted dementia in the very old.
However, relying on self-reports or key informants for early
detection of dementia excluded a large group at risk among
85-year-olds. Finally, even when all domains in the
psychiatric examination or the psychometric testing were
affected in the very old, positive predictive value was not
more than 50%. Apparently mortality, in the absence of
dementia, induces a decline in specific cognitive functions
many years before death. However, it is not excluded that
those who experienced a cognitive decline might have had
incipient dementia.
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The later born cohort performed better than the earlier born
cohort on a multitude of non-memory tests and this
phenomenon seems to influence detection of prodromal
cognitive signs of dementia.

Future avenues

In most longitudinal population studies, only a small
proportion of those who develop dementia present
detectable warning signs. Moreover, it seems that it may
become more difficult to detect warning signs of dementia
in the new generations of elderly. It might be necessary to
establish new standards for psychometric tests in use today
in order to detect slight declines in cognitive performance in
the later born generations. However, it is possible that some
tests will lose sensitivity due to extensive training in specific
cognitive domains imposed by higher demands in everyday
life. Thus even new tests may be needed in the future.
Another important aspect to consider is putative behavioral
changes in the prodromal stages of dementia (163, 164). It is
possible that behavioral changes may, in combination with
cognitive signs, increase the likelihood to detect those at
higher risk to develop dementia. More studies using a
combination of behavioral and cognitive signs are needed.
At the same time, clinical studies have shown that the
combination of symptomatology, biomarkers and
neuroimaging is sensitive to prodromal stages of dementia
(165-167). With the evolution of technology, large
population studies will have access to sensitive
neuroimaging techniques in the future. A combination of
cognitive signs similar to those presented in this thesis and
structural brain changes using magnetic resonance imaging,
are likely to improve prediction of dementia.

78



Prodromal cognitive signs of dementia

REFERENCES

1. Borjesson-Hanson A, Edin E, Gislason T, Skoog I. The
prevalence of dementia in 95 year olds. Neurology 2004;63:2436-
2438.

2. Skoog I, Nilsson L, Palmertz B, Andreasson LA,
Svanborg A. A population-based study of dementia in 85-year-olds. N
Engl J Med 1993;328:153-158.

3. Wimo A, Jonsson L, Winblad B. An Estimate of the
Worldwide Prevalence and Direct Costs of Dementia in 2003. Dement
Geriatr Cogn Disord 2006;21:175-181.

4. Ferri CP, Prince M, Brayne C, et al. Global prevalence
of dementia: a Delphi consensus study. Lancet 2005;366:2112-2117.
5. Flynn JR. The Discovery of IQ Gains Over Time.
American Psychologist 1999;54:5-20.

6. Schaie KW, Willis SL, Pennak S. An Historical
Framework for Cohort Differences in Intelligence. Res Hum Dev
2005;2:43-67.

7. Zelinski EM, Kennison RF. Not your parents' test scores:
cohort reduces psychometric aging effects. Psychol Aging
2007;22:546-557.

8. Llewellyn DJ, Matthews FE. Increasing Levels of
Semantic Verbal Fluency in Elderly English Adults. Neuropsychol
Dev Cogn B Aging Neuropsychol Cogn 2009:1-13.

9. Brookmeyer R, Gray S, Kawas C. Projections of
Alzheimer's disease in the United States and the public health impact
of delaying disease onset. Am J Public Health 1998;88:1337-1342.

10. Leifer BP. Early diagnosis of Alzheimer's disease:
clinical and economic benefits. ] Am Geriatr Soc 2003;51:S281-288.
11. Teri L, McCurry SM, Logsdon RG. Memory, thinking,

and aging. What we know about what we know. West J Med
1997;167:269-275.

12. Baddeley A. The Psychology of Memory. In: Baddeley
AD KM, Wilson BA, ed. Essential Handbook of Memory Disorders
for Clinicians. Chichester. West Sussex, England: John Wiley & Sons
Inc., 2004: 1-13.

79



Prodromal cognitive signs of dementia

13. Cabeza R, Nyberg L. Neural bases of learning and
memory: functional neuroimaging evidence. Curr Opin Neurol
2000;13:415-421.

14. Braak H, Braak E. Neuropathological stageing of
Alzheimer-related changes. Acta Neuropathol (Berl) 1991;82:239-
259.

15. Chen P, Ratcliff G, Belle SH, Cauley JA, DeKosky ST,
Ganguli M. Patterns of cognitive decline in presymptomatic
Alzheimer disease: a prospective community study. Arch Gen
Psychiatry 2001;58:853-858.

16. Ballard C, Stephens S, McLaren A, et al.
Neuropsychological deficits in older stroke patients. Ann N'Y Acad
Sci 2002;977:179-182.

17. Burton EJ, Kenny RA, O'Brien J, et al. White matter
hyperintensities are associated with impairment of memory, attention,
and global cognitive performance in older stroke patients. Stroke
2004;35:1270-1275.

18. Gabrieli JD. Cognitive neuroscience of human memory.
Annu Rev Psychol 1998;49:87-115.

19. Budson AE, Price BH. Memory dysfunction. N Engl J
Med 2005;352:692-699.

20. Radanovic M, Azambuja M, Mansur LL, Porto CS,
Scaff M. Thalamus and language: interface with attention, memory
and executive functions. Arq Neuropsiquiatr 2003;61:34-42.

21. Antonucci SM, Reilly J. Semantic memory and language
processing: a primer. Semin Speech Lang 2008;29:5-17.

22. Ojemann GA. Cortical organization of language. J
Neurosci 1991;11:2281-2287.

23. Henry JD, Crawford JR, Phillips LH. Verbal fluency
performance in dementia of the Alzheimer's type: a meta-analysis.
Neuropsychologia 2004;42:1212-1222.

24. Taler V, Phillips NA. Language performance in
Alzheimer's disease and mild cognitive impairment: a comparative
review. J Clin Exp Neuropsychol 2008;30:501-556.

25. Burgess N. Spatial cognition and the brain. Ann N'Y
Acad Sci 2008;1124:77-97.
26. Miyake A, Friedman NP, Rettinger DA, Shah P, Hegarty

M. How are visuospatial working memory, executive functioning, and

80



Prodromal cognitive signs of dementia

spatial abilities related? A latent-variable analysis. J Exp Psychol Gen
2001;130:621-640.

27. La Rue A, Jarvik LF. Cognitive function and prediction
of dementia in old age. Int J] Aging Hum Dev 1987;25:79-89.

28. Salthouse TA, Miles JD. Aging and time-sharing aspects
of executive control. Mem Cognit 2002;30:572-582.

209. Krawczyk DC. Contributions of the prefrontal cortex to
the neural basis of human decision making. Neurosci Biobehav Rev
2002;26:631-664.

30. Watkins LH, Rogers RD, Lawrence AD, Sahakian BJ,
Rosser AE, Robbins TW. Impaired planning but intact decision
making in early Huntington's disease: implications for specific fronto-
striatal pathology. Neuropsychologia 2000;38:1112-1125.

31. Stuss DT, Alexander MP. Executive functions and the
frontal lobes: a conceptual view. Psychol Res 2000;63:289-298.
32. Van der Werf YD, Scheltens P, Lindeboom J, Witter

MP, Uylings HB, Jolles J. Deficits of memory, executive functioning
and attention following infarction in the thalamus; a study of 22 cases
with localised lesions. Neuropsychologia 2003;41:1330-1344.

33, Looi JC, Sachdev PS. Differentiation of vascular
dementia from AD on neuropsychological tests. Neurology
1999;53:670-678.

34, Albert MS. Cognitive and neurobiologic markers of
early Alzheimer disease. Proc Natl Acad Sci U S A 1996;93:13547-
13551.

35. Reed BR, Mungas DM, Kramer JH, et al. Profiles of
neuropsychological impairment in autopsy-defined Alzheimer's
disease and cerebrovascular disease. Brain 2007;130:731-739.

36. Stuart-Hamilton I, ebrary Inc. The psychology of ageing
an introduction, 3rd ed. London ; Philadelphia, PA: J. Kingsley
Publishers, 2000.

37. Corey-Bloom J, Wiederholt WC, Edelstein S, Salmon
DP, Cahn D, Barrett-Connor E. Cognitive and functional status of the
oldest old. ] Am Geriatr Soc 1996;44:671-674.

38. Rabbitt P, Lowe C. Patterns of cognitive ageing. Psychol
Res 2000;63:308-316.

81



Prodromal cognitive signs of dementia

39. Ritchie K, Ledesert B, Touchon J. The Eugeria study of
cognitive ageing: who are the normal elderly? Int J Geriatr Psychiatry
1993;8:969-977.

40. Unger JM, van Belle G, Heyman A. Cross-sectional
versus longitudinal estimates of cognitive change in nondemented
older people: a CERAD study. Consortium to Establish a Registry for
Alzheimer's Disease. ] Am Geriatr Soc 1999;47:559-563.

41. Daley TC, Whaley SE, Sigman MD, Espinosa MP,
Neumann C. IQ on the rise: the Flynn effect in rural Kenyan children.
Psychol Sci 2003;14:215-219.

42. Laursen P. The impact of aging on cognitive functions.
An 11 year follow-up study of four age cohorts. Acta Neurol Scand
Suppl 1997;172:7-86.

43. Steen G, Berg S, Steen B. Cognitive function in 70-year-
old men and women. A 16-year cohort difference population study.
Aging (Milano) 1998;10:120-126.

44. Sarter M, Bruno JP. Developmental origins of the age-
related decline in cortical cholinergic function and associated
cognitive abilities. Neurobiol Aging 2004;25:1127-1139.

45. Engberg H, Christensen K, Andersen-Ranberg K, Jeune
B. Cohort changes in cognitive function among Danish centenarians.
A comparative study of 2 birth cohorts born in 1895 and 1905.
Dement Geriatr Cogn Disord 2008;26:153-160.

46. Katzman R. Education and the prevalence of dementia
and Alzheimer's disease. Neurology 1993;43:13-20.
47. Stern Y. What is cognitive reserve? Theory and research

application of the reserve concept. J Int Neuropsychol Soc
2002;8:448-460.

48. Bigler ED. Premorbid brain volume and dementia. Arch
Neurol 2001;58:831-833.
49, Cummings JL, Vinters HV, Cole GM, Khachaturian ZS.

Alzheimer's disease: etiologies, pathophysiology, cognitive reserve,
and treatment opportunities. Neurology 1998;51:S2-17; discussion
S65-17.

50. Coftey CE, Saxton JA, Ratcliff G, Bryan RN, Lucke JF.
Relation of education to brain size in normal aging: implications for
the reserve hypothesis. Neurology 1999;53:189-196.

82



Prodromal cognitive signs of dementia

51. Whalley LJ, Deary 1J, Appleton CL, Starr JM. Cognitive
reserve and the neurobiology of cognitive aging. Ageing Res Rev
2004;3:369-382.

52. Potter GG, Helms MJ, Plassman BL. Associations of job
demands and intelligence with cognitive performance among men in
late life. Neurology 2008;70:1803-1808.

53. Staff RT, Murray AD, Deary 1J, Whalley LJ. What
provides cerebral reserve? Brain 2004;127:1191-1199.
54. Stern Y, Tang MX, Denaro J, Mayeux R. Increased risk

of mortality in Alzheimer's disease patients with more advanced
educational and occupational attainment. Ann Neurol 1995;37:590-
595.

55. Ganguli M, Dodge HH, Chen P, Belle S, DeKosky ST.
Ten-year incidence of dementia in a rural elderly US community
population: the MoVIES Project. Neurology 2000;54:1109-1116.

56. Stern Y, Albert S, Tang MX, Tsai WY. Rate of memory
decline in AD is related to education and occupation: cognitive
reserve? Neurology 1999;53:1942-1947.

57. Elias MF, Beiser A, Wolf PA, Au R, White RF,
D'Agostino RB. The preclinical phase of Alzheimer disease: A 22-
year prospective study of the Framingham Cohort. Arch Neurol
2000;57:808-813.

58. Linn RT, Wolf PA, Bachman DL, et al. The 'preclinical
phase' of probable Alzheimer's disease. A 13-year prospective study of
the Framingham cohort. Arch Neurol 1995;52:485-490.

59. Persson G, Skoog I. Subclinical dementia: relevance of
cognitive symptoms and signs. J Geriatr Psychiatry Neurol
1992;5:172-178.

60. Snowdon DA, Greiner LH, Markesbery WR. Linguistic
ability in early life and the neuropathology of Alzheimer's disease and
cerebrovascular disease. Findings from the Nun Study. Ann N Y Acad
Sci 2000;903:34-38.

61. Busse A, Bischkopf J, Riedel-Heller SG, Angermeyer
MC. Subclassifications for mild cognitive impairment: prevalence and
predictive validity. Psychol Med 2003;33:1029-1038.

62. Fisk JD, Merry HR, Rockwood K. Variations in case
definition affect prevalence but not outcomes of mild cognitive
impairment. Neurology 2003;61:1179-1184.

83



Prodromal cognitive signs of dementia

63. Hayden KM, Warren LH, Pieper CF, et al. Identification
of VaD and AD prodromes: The Cache County Study. Alzheimer &
Dementia-The Journal of the Alzheimer's Association 2005;1:19-29.
64. Howieson DB, Dame A, Camicioli R, Sexton G, Payami
H, Kaye JA. Cognitive markers preceding Alzheimer's dementia in the
healthy oldest old. ] Am Geriatr Soc 1997;45:584-589.

65. Masur DM, Sliwinski M, Lipton RB, Blau AD, Crystal
HA. Neuropsychological prediction of dementia and the absence of
dementia in healthy elderly persons. Neurology 1994;44:1427-1432.
66. Nielsen H, Lolk A, Andersen K, Andersen J, Kragh-
Sorensen P. Characteristics of elderly who develop Alzheimer's
disease during the next two years-a neuropsychological study using
CAMCOG. The Odense Study. Int J Geriatr Psychiatry 1999;14:957-
963.

67. Petersen RC, Smith GE, Waring SC, Ivnik RJ, Tangalos
EG, Kokmen E. Mild cognitive impairment: clinical characterization
and outcome. Arch Neurol 1999;56:303-308.

68. Ritchie K, Leibovici D, Ledesert B, Touchon J. A
typology of sub-clinical senescent cognitive disorder. Br J Psychiatry
1996;168:470-476.

69. Touchon J, Ritchie K. Prodromal cognitive disorder in
Alzheimer's disease. Int J Geriatr Psychiatry 1999;14:556-563.
70. Unverzagt FW, Gao S, Baiyewu O, et al. Prevalence of

cognitive impairment: data from the Indianapolis Study of Health and
Aging. Neurology 2001;57:1655-1662.

71. Small BJ, Fratiglioni L, Viitanen M, Winblad B,
Backman L. The course of cognitive impairment in preclinical
Alzheimer disease: three- and 6-year follow-up of a population-based
sample. Arch Neurol 2000;57:839-844.

72. Palmer K, Wang HX, Backman L, Winblad B,
Fratiglioni L. Differential evolution of cognitive impairment in
nondemented older persons: results from the Kungsholmen Project.
Am J Psychiatry 2002;159:436-442.

73. Jones S, Jonsson Laukka E, Small BJ, Fratiglioni L,
Backman L. A Preclinical Phase in Vascular Dementia: Cognitive
Impairment Three Years before Diagnosis. Dement Geriatr Cogn
Disord 2004;18:233-239.

84



Prodromal cognitive signs of dementia

74. Meyer JS, Xu G, Thornby J, Chowdhury MH, Quach M.
Is mild cognitive impairment prodromal for vascular dementia like
Alzheimer's disease? Stroke 2002;33:1981-1985.

75. Bozoki A, Giordani B, Heidebrink JL, Berent S, Foster
NL. Mild cognitive impairments predict dementia in nondemented
elderly patients with memory loss. Arch Neurol 2001;58:411-416.

76. Bowen J, Teri L, Kukull W, McCormick W, McCurry
SM, Larson EB. Progression to dementia in patients with isolated
memory loss. Lancet 1997;349:763-765.

77. Kral VA. Senescent forgetfulness: benign and malignant.
Can Med Assoc J 1962;86:257-260.
78. Crook T, Bartus RT, Ferris SH, Whitehouse P, Cohen

GD, Gershon S. Age-Associated Memory Impairment: proposed
diagnostic criteria and measures of clinical change-Report of a
National Institue of Mental Health Work Group. Developmental
Neuropsychology 1986;2:261-276.

79. Coria F, Gomez de Caso JA, Minguez L, Rodriguez-
Artalejo F, Claveria LE. Prevalence of age-associated memory
impairment and dementia in a rural community. J Neurol Neurosurg
Psychiatry 1993;56:973-976.

80. Richards M, Touchon J, Ledesert B, Ritchie K.
Cognitive decline in ageing: are AAMI and AACD distinct entities.
Internat J Ger Psychiatry 1999;14:534-540.

81. Koivisto K, Reinikainen KJ, Hanninen T, et al.
Prevalence of age-associated memory impairment in a randomly
selected population from eastern Finland. Neurology 1995;45:741-
747.

82. Hanninen T, Hallikainen M, Koivisto K, et al. A follow-
up study of age-associated memory impairment: neuropsychological
predictors of dementia. J] Am Geriatr Soc 1995;43:1007-1015.

83. Helkala EL, Koivisto K, Hanninen T, et al. Stability of
age-associated memory impairment during a longitudinal population-
based study. J Am Geriatr Soc 1997;45:120-122.

84. Nielsen H, Lolk A, Kragh-Sorensen P. Age-associated
memory impairment--pathological memory decline or normal aging?
Scand J Psychol 1998;39:33-37.

85



Prodromal cognitive signs of dementia

85. Flicker C, Ferris SH, Reisberg B. Mild cognitive
impairment in the elderly: predictors of dementia. Neurology
1991;41:1006-1009.

86. Reisberg B, Ferris SH, de Leon MJ, Crook T. The
Global Deterioration Scale for assessment of primary degenerative
dementia. Am J Psychiatry 1982;139:1136-1139.

87. Petersen RC, Doody R, Kurz A, et al. Current concepts
in mild cognitive impairment. Arch Neurol 2001;58:1985-1992.
88. Winblad B, Palmer K, Kivipelto M, et al. Mild cognitive

impairment--beyond controversies, towards a consensus: report of the
International Working Group on Mild Cognitive Impairment. J Intern
Med 2004;256:240-246.

89. Nordlund A, Rolstad S, Hellstrom P, Sjogren M, Hansen
S, Wallin A. The Goteborg MCI study: mild cognitive impairment is a
heterogeneous condition. J Neurol Neurosurg Psychiatry
2005;76:1485-1490.

90. Busse A, Bischkopf J, Riedel-Heller SG, Angermeyer
MC. Mild cognitive impairment: prevalence and predictive validity
according to current approaches. Acta Neurol Scand 2003;108:71-81.
91. Ganguli M, Dodge HH, Shen C, DeKosky ST. Mild
cognitive impairment, amnestic type: an epidemiologic study.
Neurology 2004;63:115-121.

92. Lopez OL, Jagust WJ, DeKosky ST, et al. Prevalence
and classification of mild cognitive impairment in the Cardiovascular
Health Study Cognition Study: part 1. Arch Neurol 2003;60:1385-
1389.

93, Arnaiz E, Almkvist O, Ivnik RJ, et al. Mild cognitive
impairment: a cross-national comparison. J Neurol Neurosurg
Psychiatry 2004;75:1275-1280.

94. Hong TB, Zarit SH, Johansson B. Mild cognitive
impairment in the oldest old: a comparison of two approaches. Aging
Ment Health 2003;7:271-276.

95. Meyer J, Xu G, Thornby J, Chowdhury M, Quach M.
Longitudinal analysis of abnormal domains comprising mild cognitive
impairment (MCI) during aging. J Neurol Sci 2002;201:19-25.

96. Ritchie K, Artero S, Touchon J. Classification criteria
for mild cognitive impairment: a population-based validation study.
Neurology 2001;56:37-42.

86



Prodromal cognitive signs of dementia

97. Levy R. Aging-associated cognitive decline. Working
Party of the International Psychogeriatric Association in collaboration
with the World Health Organization. Int Psychogeriatr 1994;6:63-68.
98. WHO. The ICD-10 classification of mental and
behavioural disorders: Diagnostic criteria for research. Geneva: World
Health Organization, 1993.

99, Hanninen T, Koivisto K, Reinikainen KJ, et al.
Prevalence of ageing-associated cognitive decline in an elderly
population. Age Ageing 1996;25:201-205.

100. Ebly EM, Hogan DB, Parhad IM. Cognitive impairment
in the nondemented elderly. Results from the Canadian Study of
Health and Aging. Arch Neurol 1995;52:612-619.

101. Graham JE, Rockwood K, Beattie BL, et al. Prevalence
and severity of cognitive impairment with and without dementia in an
elderly population. Lancet 1997;349:1793-1796.

102. Tuokko H, Frerichs RJ. Cognitive impairment with no
dementia (CIND): longitudinal studies, the findings, and the issues.
Clin Neuropsychol 2000;14:504-525.

103. Lyketsos CG, Toone L, Tschanz J, et al. Population-
based study of medical comorbidity in early dementia and "cognitive
impairment, no dementia (CIND)": association with functional and
cognitive impairment: The Cache County Study. Am J Geriatr
Psychiatry 2005;13:656-664.

104. Busse A, Bischkopf J, Riedel-Heller SG, Angermeyer
MC. Mild cognitive impairment: prevalence and incidence according
to different diagnostic criteria. Results of the Leipzig Longitudinal
Study of the Aged (LEILA75+). Br J Psychiatry 2003;182:449-454.
105. Xu G, Meyer JS, Thornby J, Chowdhury M, Quach M.
Screening for mild cognitive impairment (MCI) utilizing combined
mini-mental-cognitive capacity examinations for identifying dementia
prodromes. Int J Geriatr Psychiatry 2002;17:1027-1033.

106. Bowler JV, Hachinski V. The concept of vascular
cognitive impairment. In: Erkinjuntti T, Gauthier S, eds. Vascular
cognitive impairment. London: Martin Dunitz Ltd, 2002: 9-25.

107. O'Brien JT, Erkinjuntti T, Reisberg B, et al. Vascular
cognitive impairment. Lancet Neurol 2003;2:89-98.
108. Ingles JL, Wentzel C, Fisk JD, Rockwood K.

Neuropsychological predictors of incident dementia in patients with

87



Prodromal cognitive signs of dementia

vascular cognitive impairment, without dementia. Stroke
2002;33:1999-2002.

109. Berg S. Aging, Behavior, and Terminal Decline. In:
Birren JE, Schaie KW, eds. Handbook of the Psychology of Aging,
4th ed. San Diego: Academic Press, 1996: 323-337.

110. Small BJ, Biackman L. Time to death and cognitive
performance. Curr Dir Psychol Sci 1999;8:168-172.
I11. Ghisletta P, McArdle JJ, Lindenberger U. Longitudinal

cognition-survival relations in old and very old age. Eur Psychol
2006;11:204-223.

112. Laukka EJ, MacDonald SW, Backman L. Contrasting
cognitive trajectories of impending death and preclinical dementia in
the very old. Neurology 2006;66:833-838.

113. Sliwinski MJ, Stawski RS, Hall CB, M. K, J. V, R. L.
Distinguishing preterminal and terminal cognitive decline. Eur
Psychol 2006;11:172-181.

114. Wilson RS, Beckett LA, Bienias JL, Evans DA, Bennett
DA. Terminal decline in cognitive function. Neurology 2003;60:1782-
1787.

115. Jellinger KA, Mitter-Ferstl E. The impact of
cerebrovascular lesions in Alzheimer disease--a comparative autopsy
study. J Neurol 2003;250:1050-1055.

116. MRC-CFAS. Pathological correlates of late-onset
dementia in a multicentre, community-based population in England
and Wales. Neuropathology Group of the Medical Research Council
Cognitive Function and Ageing Study (MRC-CFAS). Lancet
2001;357:169-175.

117. Salthouse TA. The processing-speed theory of adult age
differences in cognition. Psychol Rev 1996;103:403-428.
118. Reis GF, Lee MB, Huang AS, Parfitt KD. Adenylate

cyclase-mediated forms of neuronal plasticity in hippocampal area
CA1 are reduced with aging. J Neurophysiol 2005;93:3381-3389.

119. Rex CS, Kramar EA, Colgin LL, Lin B, Gall CM, Lynch
G. Long-term potentiation is impaired in middle-aged rats: regional
specificity and reversal by adenosine receptor antagonists. J Neurosci
2005;25:5956-5966.

88



Prodromal cognitive signs of dementia

120. Clayton DA, Grosshans DR, Browning MD. Aging and
surface expression of hippocampal NMDA receptors. J Biol Chem
2002;277:14367-14369.

121. Hsu KS, Huang CC, Liang YC, et al. Alterations in the
balance of protein kinase and phosphatase activities and age-related
impairments of synaptic transmission and long-term potentiation.
Hippocampus 2002;12:787-802.

122. Luebke JI, Chang YM, Moore TL, Rosene DL. Normal
aging results in decreased synaptic excitation and increased synaptic
inhibition of layer 2/3 pyramidal cells in the monkey prefrontal cortex.
Neuroscience 2004;125:277-288.

123. Persson G. Prevalence of mental disorders in a 70-year-
old urban population. Acta Psychiatr Scand 1980;62:119-139.
124. Skoog I, Lernfelt B, Landahl S, et al. 15-year

longitudinal study of blood pressure and dementia. Lancet
1996;347:1141-1145.

125. Beckman N, Waern M, Gustafson D, Skoog I. Secular
trends in self reported sexual activity and satisfaction in Swedish 70
year olds: cross sectional survey of four populations, 1971-2001. Bmj
2008;337:a279.

126. Guo X, Waern M, Sjogren K, et al. Midlife respiratory
function and Incidence of Alzheimer's disease: A 29-year longitudinal
study in women. Neurobiol Aging 2006.

127. Wancata J, Borjesson-Hanson A, Ostling S, Sjogren K,
Skoog I. Diagnostic criteria influence dementia prevalence. Am J
Geriatr Psychiatry 2007;15:1034-1045.

128. Rosen WG, Mohs RC, Davis KL. A new rating scale for
Alzheimer's disease. Am J Psychiatry 1984;141:1356-1364.

129. Wechsler D. The measurement and appraisal of adult
intelligence, 4th ed. Baltimore: Williams & Wilkins, 1958.

130. Dureman I, Sdlde H. Psykometriska och
experimentalpsykologiska metoder for klinisk tillimpning.
Stockholm: Almqvist & Wiksell, 1959.

131. Thurstone L. Primary Mental Abilities. Chicago:
University of Chicago Press, 1938.
132. Berg S. Psychological functioning in 70- and 75-year-

old people. A study in an industrialized city. Acta Psychiatr Scand
Suppl 1980;288:1-47.

89



Prodromal cognitive signs of dementia

133. Skoog I, Berg S, Johansson B, Palmertz B, Andreasson
LA. The influence of white matter lesions on neuropsychological
functioning in demented and non-demented 85-year-olds. Acta Neurol
Scand 1996:;93:142-148.

134. Kay DW, Roth M, Beamish P. Old Age Mental
Disorders in Newcastle Upon Tyne. li. A Study of Possible Social and
Medical Causes. Br J Psychiatry 1964;110:668-682.

135. Nilsson LV, Persson G. Prevalence of mental disorders
in an urban sample examined at 70, 75 and 79 years of age. Acta
Psychiatr Scand 1984;69:519-527.

136. Gustafson D, Rothenberg E, Blennow K, Steen B, Skoog
I. An 18-year follow-up of overweight and risk of Alzheimer disease.
Arch Intern Med 2003;163:1524-1528.

137. APA. Diagnostic and Statistical Manual of Mental
Disorders, rev 3rd ed. Washington DC: American Psychiatric
Association, 1987.

138. Aevarsson O, Skoog I. Dementia disorders in a birth
cohort followed from age 85 to 88: The influence of mortality, refusal
rate, and diagnostic change on prevalence. Int Psychogeriatr
1997;9:11-23.

139. Mielke MM, Zandi PP, Sjogren M, et al. High total
cholesterol levels in late life associated with a reduced risk of
dementia. Neurology 2005;64:1689-1695.

140. McKhann G, Drachman D, Folstein M, Katzman R,
Price D, Stadlan EM. Clinical diagnosis of Alzheimer's disease: report
of the NINCDS-ADRDA Work Group under the auspices of
Department of Health and Human Services Task Force on Alzheimer's
Disease. Neurology 1984;34:939-944.

141. Tatemichi TK, Sacktor N, Mayeux R. Dementia
associated with cerebrovascular disease, other degenerative diseases
and metabolic disorders. In: Terry RD, Katzman R, Bick KL, eds.
Alzheimer's Disease. New York: Raven Press Ltd, 1994: 125.

142. Busse A, Hensel A, Guhne U, Angermeyer MC, Riedel-
Heller SG. Mild cognitive impairment: long-term course of four
clinical subtypes. Neurology 2006;67:2176-2185.

143. Skoog I. Possibilities for secondary prevention of
Alzheimer's disease. In: Mayeaux R, Christen Y, eds. The

90



Prodromal cognitive signs of dementia

epidemiology of Alzheimer's disease: from gene to prevention. Berlin
Heidelberg New York: Springer Verlag, 1999: 126-127.

144, Hall CB, Lipton RB, Sliwinski M, Stewart WF. A
change point model for estimating the onset of cognitive decline in
preclinical Alzheimer's disease. Stat Med 2000;19:1555-1566.

145. Guarch J, Marcos T, Salamero M, Blesa R.
Neuropsychological markers of dementia in patients with memory
complaints. Int J Geriatr Psychiatry 2004;19:352-358.

146. Palmer K, Backman L, Winblad B, Fratiglioni L.
Detection of Alzheimer's disease and dementia in the preclinical
phase: population based cohort study. BMJ 2003;326:245.

147. Zelinski EM, Kennison RF. The Long Beach
Longitudinal Study: evaluation of longitudinal effects of aging on
memory and cognition. Home Health Care Serv Q 2001;19:45-55.
148. Stern Y, Gurland B, Tatemichi TK, Tang MX, Wilder D,
Mayeux R. Influence of education and occupation on the incidence of
Alzheimer's disease. JAMA 1994;271:1004-1010.

149. Tierney MC, Yao C, Kiss A, McDowell 1.
Neuropsychological tests accurately predict incident Alzheimer
disease after 5 and 10 years. Neurology 2005;64:1853-1859.

150. Sacuiu S, Gustafson D, Johansson B, et al. The pattern
of cognitive symptoms predicts time to dementia onset. Alzheimer's &
Dementia: The Journal of The Alzheimer's Association;in press.

151. Sacuiu S, Sjogren M, Johansson B, Gustafson D, Skoog
I. Prodromal cognitive signs of dementia in 85-year-olds using four
sources of information. Neurology 2005;65:1894-1900.

152. Stern Y. The concept of cognitive reserve: a catalyst for
research. J Clin Exp Neuropsychol 2003;25:589-593.
153. Wilhelmson K, Allebeck P, Steen B. Improved health

among 70-year olds: comparison of health indicators in three different
birth cohorts. Aging Clin Exp Res 2002;14:361-370.

154. SCB. Statistics Sweden,
http://www.scb.se/templates/tableOrChart 25830.asp. In.
155. Visser PJ, Verhey FR. Mild cognitive impairment as

predictor for Alzheimer's disease in clinical practice: effect of age and
diagnostic criteria. Psychol Med 2008;38:113-122.

156. Watson LC, Lewis CL, Fillenbaum GG. Asking family
about memory loss. Is it helpful? J Gen Intern Med 2005;20:28-32.

91



Prodromal cognitive signs of dementia

157. Laukka EJ, Jones S, Fratiglioni L, Backman L.
Cognitive functioning in preclinical vascular dementia: a 6-year
follow-up. Stroke 2004;35:1805-1809.

158. Erkinjuntti T, Haltia M, Palo J, Sulkava R, Paetau A.
Accuracy of the clinical diagnosis of vascular dementia: a prospective
clinical and post-mortem neuropathological study. J Neurol Neurosurg
Psychiatry 1988;51:1037-1044.

159. Zhu L, Fratiglioni L, Guo Z, Winblad B, Viitanen M.
Incidence of stroke in relation to cognitive function and dementia in
the Kungsholmen Project. Neurology 2000;54:2103-2107.

160. Hofer SM, Piccinin AM. Longitudinal Studies. In:
Birren JE, ed. Encyclopedia of Gerontology: Age, Aging, and the
Aged., 2 ed. Oxford: Elsevier Ltd, 2007: 341-352.

161. Lavery LL, Dodge HH, Snitz B, Ganguli M. Cognitive
decline and mortality in a community-based cohort: the Monongahela
Valley Independent Elders Survey. J Am Geriatr Soc 2009;57:94-100.
162. Thorvaldsson V, Hofer SM, Berg S, Johansson B.
Effects of repeated testing in a longitudinal age-homogeneous study of
cognitive aging. J Gerontol B Psychol Sci Soc Sci 2006;61:P348-354.

163. Oppenheim G. The earliest signs of Alzheimer's disease.
J Geriatr Psychiatry Neurol 1994;7:116-120.
164. Palmer K, Berger AK, Monastero R, Winblad B,

Backman L, Fratiglioni L. Predictors of progression from mild
cognitive impairment to Alzheimer disease. Neurology 2007;68:1596-
1602.

165. Blennow K. CSF biomarkers for mild cognitive
impairment. J Intern Med 2004;256:224-234.
166. Eckerstrom C, Olsson E, Borga M, et al. Small baseline

volume of left hippocampus is associated with subsequent conversion
of MCI into dementia: the Goteborg MCI study. J Neurol Sci
2008;272:48-59.

167. Visser PJ, Scheltens P, Verhey FR, et al. Medial
temporal lobe atrophy and memory dysfunction as predictors for
dementia in subjects with mild cognitive impairment. J Neurol
1999;246:477-485.

168. Bennett DA, Wilson RS, Schneider JA, et al. Natural
history of mild cognitive impairment in older persons. Neurology
2002;59:198-205.

92



Prodromal cognitive signs of dementia

169. Larrieu S, Letenneur L, Orgogozo JM, et al. Incidence
and outcome of mild cognitive impairment in a population-based
prospective cohort. Neurology 2002;59:1594-1599.

170. Di Carlo A, Lamassa M, Baldereschi M, et al. CIND and
MCI in the Italian elderly: frequency, vascular risk factors,
progression to dementia. Neurology 2007;68:1909-1916.

171. Solfrizzi V, Panza F, Colacicco AM, et al. Vascular risk
factors, incidence of MCI, and rates of progression to dementia.
Neurology 2004;63:1882-1891.

172. Fischer P, Jungwirth S, Zehetmayer S, et al. Conversion
from subtypes of mild cognitive impairment to Alzheimer dementia.
Neurology 2007;68:288-291.

93



Prodromal cognitive signs of dementia

ACKNOWLEDGEMENTS

First I direct my full respect and gratefulness to the people who made
this endeavour possible, all participants who periodically returned to
examinations in the H70 studies. I cannot mention them without
mentioning professor emeritus Alvar Svanborg, the founder, and
professor Bertil Steen, the continuator of the H70 studies. I hope I will
carry on with honour the scientific spirit they brought into the H70
studies. I am also grateful to all those whom I have been working with
for the past eight years for the professionalism and dedication they put
in their work. I learned a lot as a researcher by spending so much time
with you all. T have also learned how to see the world with new eyes. I
feel now confident into taking the next step in my career partly due to
you.

I am deeply indebted to my advisor, professor Ingmar Skoog, who
helped me reach my dreams. I always wanted to learn more about the
brain and I could not have found a more wonderful opportunity to do it
than by completing this project. Without mentioning the international
exposure and contacts with researchers all over the world you facilitate
for everybody in the research group. I have had the most unique and
enriching experience of my life so far by working in your research group.
I thank you for the time you invested in me. Every hour spent working on
this project, with all inherent ups and downs, every working session we
had together throughout the years was a learning experience. You have
shown me patience, understanding and supported me throughout the
years in everything I wanted to do in my career. THANK YOU Ingmar! I
look forward to continue my work as part of your research group.

My special thanks go to my co-advisor, assistant professor Deborah
Gustafson, for all her scientific support. You are not only a passionate
researcher, but also a wonderful person and a true role model for women
in research. Thank you Deb for your sharing your thoughts with me in
difficult moments inherent fo a life abroad!

I also want to thank my co-advisor Magnus Sjogren, and my

collaborators, professor Boo Johansson and Valgeir Thorvaldsson, for
their insights and comments to my work.

94



Prodromal cognitive signs of dementia

I want to thank our joyful group of research nurses, our coordinator
Tina Jakobsson, institution secretary Barbro Sollid and Stefan
Wiktorsson, our psychologist, without whom my work would not have
been as enjoyable as it has been. Thank you so much Anna Wikman,
Birgitta Tengelin Widepalm, Carina Alklid, Lena Johansson, Maria Staaf,
Margareta Lewander and Nils Beckman also for your efforts in collecting
and handling so high quality datal My special thanks to Birgitta who
relentlessly corrects my broken Swedish. I am also grateful for all
support and friendship I have received from the researchers in our
group whom I got to know first when I started as PhD student: Anne
Borjesson Hanson, Margda Waern, Svante Ostling, Thorsteinn Gislason
and a bit later, Xinxin Guo. I hope I will be able someday to give back as
much as I have received from you! Thank you, Xinxin for sharing with me
your PhD student experiences and also for your suggestions on this
thesis. My special thanks go to Anne, who took her time and helped me in
the last minute with the Swedish abstract of this thesis. Also special
thanks to Margda for her notes on my half-time examination thesis,
they did help me to remember methodological issues and made this
thesis better! The challenges in our group had taken a new level,
brainstorming has become a commonplace... nowadays more than ever, all
due to new members in the research group. Therefore I want to mention
Bjorn Karlsson, Erik Joas, Eva Billstedt, Kristoffer Bdckman, Pernille
Olesen, Pia Gudmundsson, Robert Sigstrom and Mats Andersson for all
interesting presentations and discussions around the breakfast table on
Friday morning. I also want to mention the research assistants,
Madeleine Mellgvist, Cecilia Mellqvist, and Johan Skoog, for their work
with the data, and especially Asa Frdandemark for organizing my
references. To the research nurses who collect data today in a new
study of 85-year-olds, Maria Abrahamsson, Carina Alklid, Inga-Lill
Benjaminsson, Margareta Lewander, Helen Lindén, Birgitta Tengelin
Widepalm and Lisbeth Carlsson-Tengelin: you make me look forward to
more exciting papers to come, thank you!

I want to thank Valter Sundh, the master wizard when it comes to
handling huge databases and running the stats. Thank you also Valter for
intfroducing me to Swedish ballads a long time ago! T also want to thank
our new statistician on board, Thomas Marlow, for constructive
discussions around statistical issues and assistance with data analyses.

95



Prodromal cognitive signs of dementia

My colleagues at the Neuropsychiatric Clinic in MéIndal, and especially
the head of the unit, Sonja Klingén, and my clinical advisor, Lena
Larsson, deserve many thanks for their support and understanding when
it comes to long absences from the clinic due to my research.

My love goes to my family, my mother, Zoica, my father, Gheorghe, my
brother, Florin, and my long-standing friend and partner, George Mugur.
I am grateful for your unconditioned support in everything I have done
so far.

96



N~
(@]

(5159 Aoudnyy [eq10A) HDVNONV'T

pue (Joquiks 131 SIVAM) ALITIAY TVILYdSONSIA LONWId (s9)
(HNOA-11821 ‘ LYSE-[18901 PAEI2P) XYOWHIN av Uo SIoL2 8> r< £661-2661 S801GL Apmyg Suigy xuorg Ay,
Ajunwiuod (0L) SuIdy pue yyedy
(ANID) enuowop ou juouuredwr 2AUZ0) | epuewa( ur a@-IsD ¥ PUB % | 0661 §9< Jo Apmg sijodeuerpuy oy,
paaredur Apy31s surewop S[dnNW-[HIN PUL OPSUUWE [JIN | BHUIWAJ ON 9T 8661-L661 SL< (19) +$L VIIIT
uonounysAp dAINOAX3 pue AIOWAN av ON Sepuegc 6861-L361 9< (S1) SHIAON
(€L)
(owm pue 99e[d 03 uonEIUSLIO {[[823I pake[oq) AMOWHIN av ‘aeA YZIASININ ¢ 1861 SL=Z 109f01g uowoys3uny Ay,
(1)
(jrevar pakeje@) AYOWAN av YC<HSININ 9 pue ¢ L861 SLZ 199(014 uawjoysIuny oy,
SJIOIJOP UOIIUANE {(Aouany) [BqIA)
HOVNONYVT (A1owow sjowar pue Judddy) AJOWHN av €L5SDODINYD z 7661 8 01 69 (99) Apmys asuapQ oy L
(ueds 131
pue SuruIed] pajeIdosse palred (paureldl-AIowow [eo1307) (89)
AJOWHIN ANV DNINIVHT av ON el 8L61-9L61 88 01 69 Hoyo) weySulwel] oy,
JuI[oseq I9)Je SIA Ud) BIUSWIAP JO 991 S[eNPIAIpUL
ur Qv pajorpaid sanue[IuIg pue paure)dl-A1owaw [eo1307 (g
Jurjeseq
I0JJe SIA OATJ BIJUSWIOP JO 99I) S[ENPIAIPUI Ul (T pajorpaxd
2100s 9y1sodwoo-[[eoal djeIpaWWI pue JUIUIEd | pue SurlIes]
PIRIOOSSE Palled ‘SOILIB[IWIS ‘paure)dl-AIowow [eo1507 (| (LS)
AJOWHIN ANV DNINIVHT av ON [44 6L61-GL61 76 01 €9 Hoyo) weySulwel,] oy,
BUIWIAP [€TE)N) Jurseq
JudpUI (saeak) Apnys e spuedpnpaed
BIJUIWIAP JO SI0)IIPAIJ JoadAy, SUIUIIIG dn-mofoq | 9ay3 jo ye)§ Jo gy Apms uonerndog

enuawap Jo uondipard uo sarpnys uonendod [eurpniSuo| “xipuaddy

BIJUSWOP JO SUDIS 9AIIUDOD [BUIOIPOId




118991 [8QIOA PIKE[Op 1I0YS :TBaK-(O] IV
UOHBWIOJUL

¢Aouon[j [ewIue {[[e00I [BQIOA PIAB[OP LIOYS [IBOA-G 1Y | SBIUSWAD [V JA0QE 935 01 7661-1661 §9< (6%1) VHSD
SISOUSeIp 210J2q JA-] AV
pajorpaid 9A0qe Y} [[B ([OAS] UOTIEONPA JO dAT)ddSaLI]
sisougerp
210J9q IA-7 @V parorpald ‘sarmysad jo Jurwrw {(uisap
Sur&doo ‘(ewmy asuodsar) Suryojew [euonouny ‘Juryojewu
100[qo ‘ueds [enedsonsia) X LITIAV TVILVISONSIA
{(‘Aouanyy 10p9] ‘Surwreu ‘ueds [eqIdA ‘voIsuayaIdwod (69) Su1dy 2AnU30)
xejuAs ‘uorsuayaIdwod piogy) HOVNDONVT 8¢ > 91008 Jo Apmg reurpmiSuory
‘(112021 208y pake[ep) AYONHIA [9A2] UONEINPI MO av ,00dd 3 2661 09< VIIEONH YL
popnyoxd
ourjeseq 18 (qEA pue SosBD
AV U99M19q PIIRUTWLIISIP UONTUS00Y IS pIopy, AVIAD poxIw s1eok 'L F L'SL
{(PIUIdWIOP-UOU URY) SAI09S JOMO[ pey sdnoid av o3e ueo (€9)
joq) durjeseq je y UI UBY) (JBA UI JOMO[ $9109S JSINIA ‘aeA ou 9 S661 §9< Apmg Kuno)) ayoe)) 9y,
(syuduredwt TAVI SIUAPISAI (z9) (VHSD)
y31[s Yy Jo juowaredwr Arowaw papodal-J[os noylim) Ayunwiod ur Suidy pue ey
DA O1IsouLE PALJIPOU JO (BLIDILIO [BUISLIO) [JA ONSOUWY | SBIUSWOP [V | 001/8L > SINE S 661-1661 §9< Jo Aprug ueipeue) oy,
159} oFen3ue|
ut A)I[Iqe)s AN )M AJOWW Ul S)oiyop :zdnoin S1eK €' F /L (89) w13y 2anmugo)
uorssardop jo aousreaard y3iy ‘s3se) oFenIue| BIUAWOP o8e ueo\ Jo Apmig reurpmi3uo|
ur owr) asuodsal pue uonuaye ut durodp pider : jdnoin J[ueg oN ST 7661 09 < VIdaAoNd 24yl
SeuUIWIp [€TE)N) ulpseq
judpul (saeak) Apmys oy | 3e syuedpaed
BIUIWAP JO SIOPIPAIJ JoadAy, F{ITUEER RIN dn-mogoq Jo 1e)s Jo a3y Apnys uonendog

eRUAWIP Jo uondpaid uo sarpnys uonendod [eurpmiduo] *(p.Juod) xipuaddy

oo
(o)}

BIJUSLWSP JO SUDIS 9AIIUBOD [BUIOIPOId




99

(eouBWIIO}IOd SATIUTO)) PAAIDSA() FAIISAQ) PANIUSO)) UONRIOLNOA=0DHA,

BuIArT A[te( Jo SANIALDY [eUSWNLSU] = TAVI, 9[ES AUSSI[AIU] JNPY IO[SYIIM =STV M, ‘Uonen[eaq AIOWAN 199(q0 pInd = HINOA, IS9L
SuIpuIwY AANOA[RS SYISNg =L YSH, 159} UONEIUIIUO)-KIOWIA-UONBULIOJU] PAsSAIF=DNI€, ‘BHUSWS( 10§ MITAINU] SUIUSAIG Ajunwo)=-1SD),

SoIpoq AMO]
YIM enuowdg
aeA (L) (V1IA)
(swoono Apnyg 3uIdy aqnueq
IDIA O1ISOUUE-UOU PUE OT}SOUUY urewr) qy OoN ST 0002 SL -SUBI] BUUAIA O T,
BIIUQWIOP JOY)0 SIBdK 9'C F H'€L
aeA o3e uedN
(L8) ‘e 10 uasIdjed 0} SUIpI0dE [N av ON S'e £661-C661 ¥8-69 (1L1) vsTI
(oL1)
(VST1) 3u1sy jo Apmg
ANIO s2d&y e [DL | senuawdp [y ON LOFO6'C £661-C661 ¥8-S9 [eUIpmISUOT UeI[e)] YL
Suial
A[rep JO SANIAT}OR UT SANI[IQeSIp Jo Suruonouny oARIuUS0d
[e10uaS Jo Jusuwredw ‘enuowop oYM ‘quatuiredur (691) (AINOVJ) Apras
Krowawr 9A1303[qo yym syurejdwos Axowowr se pauyap [DIN av ON S €661 0L < aino 298V suosiog oy ],
BIJUSWIOP 10J BLIILID JoUI J0U
PIp Inq ‘Apiqe renedsonsia pue paads [emydooiad ‘(Sunyrom
pue onuewos ‘0rposida) Arowaw Jo s3s9) [es13o[oyoAsdonou (891) Apmas
0 Surproooe parredur A[oAnmugoo se paurop (DN av ON Sy 661 §9< IopIQ Sho1S1I[aYy Ay L
SeUIWIP (aeak) Julpseq
judpul (saeak) Apmys o) | 3e syuedppaed
BIUIWIP JO SI0PIPAIJ JoadAy, SuIudaIg dn-mojroq Jo yels Jo gy Apnys uonendog

enuowdp Jo uonarpaid uo sarpnis uonendod [eurpmisuo (p.Juod) xipuaddy

BlJUSWDP JO SUDJS SAFIUBOD [BUIOIPOId








<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (Adobe RGB \0501998\051)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.3
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 99
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /FlateEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /CreateJDFFile false
  /SyntheticBoldness 1.000000
  /Description <<
    /FRA <>
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <FEFF00440065006e006e00610020006a006f0062006f007000740069006f006e00660069006c002000e400720020006f007000740069006d00650072006100640020006600f6007200200044006f00630075005300790073002000700072006f00640075006b00740069006f006e>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.283 858.898]
>> setpagedevice




