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Abstract
Background: Community- or population-based longitudinal studies of cognitive ability with 
a brain donation end point offer an opportunity to examine relationships between pathology 
and cognitive state prior to death. Discriminating the earliest signs of dementing disorders, 
such as Alzheimer disease (AD), is necessary to undertake early interventions and 
treatments.

Methods: The neuropathological profile of brains donated from The University of Manchester 
Longitudinal Study of Cognition in Normal Healthy Old Age, including CERAD (Consortium to 
Establish a Registry for Alzheimer’s Disease) and Braak stage, was assessed by 
immunohisto-chemistry. Cognitive test scores collected 20 years prior to death were 
correlated with the extent of AD pathology present at death.

Results: Baseline scores from the Memory Circle test had the ability to distinguish 
between individuals who developed substantial AD pathol-ogy and those with no, or low, 
AD pathology. Predicted test scores at the age of 65 years also discriminated between 
these pathology groups. The addition of APOE genotype further im-proved the 
discriminatory ability of the model.

Conclusions: The results raise the possibility of identifying individuals at future risk of the 
neuropathological changes associated with AD over 20 years before death using a simple 
cognitive test. This work may facilitate early inter-ventions, therapeutics and treatments 
for AD by identifying at-risk and minimally affected (in pathological terms) individuals. 

Neil Pendleton and David M.A. Mann contributed equally to the study.



Introduction

Currently available drugs used to treat Alzheimer disease (AD) have only limited 
efficacy in ameliorating its symptoms once disease has been diagnosed. Current 
research focuses on the pathogenesis of AD in an attempt to develop drugs ideally able 
to prevent the progression of the pathological process before clinical symptoms 
develop, or at least able to slow progression once the disease is apparent [1]. Such 
an approach involving pre-symptomatic diagnosis requires a test which is able to 
diagnose the disease before it is clinically apparent or to identify a person’s risk of 
developing clinical AD at some later time. Ideally, the test should be related to the 
presence of the characteristic pathology of the disease. As such, a test could range from 
question-based tools to biomarkers or brain imaging. Important character-istics of such a 
test include simplicity, availability, financial cost and tolerability to the subject.

The prediction of clinical symptoms of AD has employed imaging methods [2] to 
detect early structural changes and has identified changes in levels of tau and amyloid-
beta (Aβ) in cerebrospinal fluid [3] and lipidomic profile in blood [4, 5] with only limited 
success. Cognitive testing offers an alternative, non-invasive, possibility for the 
prediction of AD: it can be performed easily and safely in a community setting, usually 
with little or no need for specialist equipment or particular technical skills.

Previous studies have reported associations between clinical dementia and 
performance scores from a variety of cognitive tests. Measures of executive function, 
assessed over a 4-year period, predicted the conversion of mild cognitive impairment 
(MCI) to dementia [6], and scores from tests of episodic, working and semantic 
memory predicted a similar conversion over a 5-year period [7]. Longer-term studies 
have shown that changes in scores examining global cognitive function, as measured by 
the Mini-Mental State Examination (MMSE), visuo-spatial memory and verbal fluency 
can predict clinical AD 9 years before diagnosis [8], and decreased scores of semantic 
memory and conceptual formation are predictive of dementia 12 years before symptoms 
[9]. Most recently, Rajan et al. [10] reported that a low composite test score incorporating 
episodic memory, executive function and global cognition was asso-ciated with the 
development of clinical AD over an 18-year follow-up period: individual test scores of 
these cognitive domains were also predictive of AD over the same follow-up period.

A major drawback in the interpretation of clinical studies relates to the lack of neuro-
pathological confirmation of AD. There are correlations between cognitive status and 
neocor-tical Aβ plaques [11] with densities of neuritic Aβ plaques correlating better 
than those of diffuse Aβ plaques [12, 13]. Similarly, there are correlations between 
neocortical neurofi-brillary tangles density and MMSE scores, Blessed scores and the 
score of global cognitive status [14, 15]. Associations between specific 
neuropsychological testing scores and AD pathology are less common. Scores in tests 
assessing episodic memory have been shown to associate with National Institute on 
Aging-Reagan Institute pathological criteria [16], and scores on the Wechsler Adult 
Intelligence Score information test, verbal fluency and recog-nition memory correlate with 
Braak stage [17], as do cumulative scores describing executive function, verbal memory, 
visuospatial construction and language [18]. However, in all these studies, the period 
between (the last) cognitive testing and post-mortem brain examination was short, usually 
only between 1 and 5 years. In addition, selection bias remains an issue regarding the 
recruitment of subjects into such studies.



In the present study, we investigated associations between 2 neuropathological 
diag-nostic indices of AD (CERAD [Consortium to Establish a Registry for Alzheimer’s 
Disease] and Braak stage) and a battery of neuropsychological test scores collected 
many years prior to death. Because the interpretation of test scores is dependent on a 
person’s age, and because the age points at which neuropsychological testing was 
done varied in this study, we fitted statistical models to individual clinical trajectories 
and used these to predict an individual’s test score at age 65 years for each 
participant. Associations between neuropathology, baseline test scores and estimated 
test scores at age 65 years were then examined.

Early stages of AD are characterised clinically by changes in short-term memory 
(hippo-campal function) as shown by psychological testing, and in spatial awareness, 
as shown by PET/SPECT imaging of parietal lobe hypometabolism, suggesting that a 
failure in temporo-parietal pathways might reflect the onset of the disease process [19]. 
Because of its ability to draw upon elements of temporoparietal function, we predict that 
the Memory Circle (MC) test employed in the present study may index early failures 
in the temporoparietal pathway, indicative of the beginnings of the AD 
pathological process. Data obtained in parallel from the use of other 
neuropsychological tests were employed as “comparators” in order to determine how 
well the MC test might perform relative to the other tests. 

Materials and Methods

Participants and Study Design

Subjects were participants in The University of Manchester Longitudinal Study of Cognition in 
Normal Healthy Old Age. People with evidence of dementia at the time of recruitment were ineligible 
for the study. The study began in 1983 and recruited a total of 6,542 healthy individuals, aged between 
42 and 92 years, in successive waves between 1983 and 1994. Participants had demographic, 
lifestyle and health information collected through study-specific self-report questionnaires and 
undertook biennial alternating batches of cognitive tests (test battery A and B) designed to assess 
various aspects of cognition including memory, processing speed, fluid intelligence and crystallised 
intelligence [20]. The MC test from test battery B, which assesses visuospatial episodic memory using 
an immediate free-recall paradigm, is of particular importance for the present study. Participants were 
presented with a circle comprising 12 sectors, each containing a line drawing of an easily recognised 
object, for 30 s. They were then presented with a circle showing the sectors and they had to recall the 
names of the objects into the correct sectors (Fig. 1). A score out of 12 was calcu-lated using the 
number of correctly remembered items in the correct location in the circle. Details of educa-tional level 
were collected using a self-report questionnaire and then standardised using the International 
Standard Classification of Education (ISCED) guidelines [21].

Between June 2004 and April 2006, surviving participants underwent assessment by the 
Telephone Instrument for Cognitive Status (TICS), a test of general cognitive function which allows 
a definition of cognitive impairment. We used 27 items from this test to assign a TICS27 score [22]. 
Using thresholds defined in this report, we classified participants as follows: 0–6 = dementia; 7–11 
= cognitive impairment not dementia; and 12–27 = normal cognition. Cognitive status at death was 
ascertained using a combination of last TICS27 score and patient notes obtained via the participants’ 
general practitioner.

Eighty-nine brains from the surviving 312 members (in 2003) of the total cohort were accessioned 
into the study. Following pathological examination, a subset of 75 brains exhibiting AD pathology 
(without any other co-pathologies) or pathologically normal for age was used for this study. Fourteen 
individuals had been excluded because of other neuropathological changes (dementia with Lewy 
bodies [n = 8], corticobasal degeneration [n = 2], argyrophilic grain disease [n = 2], Parkinson disease 
[n = 1] and aging-related tau astro-gliopathy [n = 1]). Three of the 75 individuals eventually included in 
this study did not have an MC measure for initial testing.



Fig. 1. Memory Circle test. Participants were presented with a circle comprising 12 sectors, each 
containing a line drawing of an easily recognised object, for 30 s. They were then presented with a 
blank circle showing the sectors and they had to recall the names of the objects into the correct 
sectors. 

Pathological Methods
One fresh hemi-brain was fixed in 10% neutral formalin for 3–4 weeks with the other hemi-brain frozen 
at –80  ° C. Standard blocks of frontal, cingulate, temporal (with hippocampus), parietal and occipital cortex, 
amygdala, corpus striatum, thalamus, midbrain, brainstem and cerebellum were cut from the 
fixed tissue and processed into wax blocks. Paraffin sections (6 µm) were immunostained for Aβ 
(Cambridge Bioscience, clone 4G8, 1: 3,000) and tau proteins phosphorylated at Ser202 and Thr205 
(P-tau) (Source Bioscience, clone AT8, 1: 750). For antigen retrieval, sections were microwaved in 0.1 M 
citrate buffer, pH 6.0 (P-tau) or immersed in 70% formic acid for 20 min (Aβ) prior to incubation with primary 
antibody.

The severity of neuritic plaques in the frontal, temporal and parietal cortex and in the hippocampus was 
used to assign the CERAD score [23], and the topographical distribution of P-tau pathology was used to 
assign the Braak stage [24]. 

DNA was extracted from frozen brain tissue using REDExtract-N-AmpTM Tissue PCR Kit (Sigma) or 
from blood (3 cases). The APOE genotype was determined using routine polymerase chain reaction 
methods [25]. APOE could not be determined for 9 participants because of lack of blood or frozen brain 
tissue, one of whom also lacked the baseline MC score. 



Statistical Analysis
The analysis relates the CERAD score (0–A vs. B–C) and the Braak stage (0–II vs. III–VI) to cognitive 
test scores at baseline and predicted scores at age 65 years. For demographics, t tests assessed 
differences in mean values at the first test occasion between the CERAD/Braak groups; the χ2 test was 
used for nominal variables. The Mann-Whitney test assessed differences in cognitive test scores 
between pathology groups. A p value of < 0.05 was considered significant. Scores from only 1 cognitive 
test (MC test) differed significantly between pathology groups; this was subsequently investigated to 
ascertain relationships between CERAD and Braak stage groups and MC score in regression analyses 
which also included sex, education level and APOE genotype. Results of these analyses are presented 
as odds ratios (OR) with 95% confidence intervals (CI) for membership of the CERAD (B–C) or Braak 
stage (III–VI) groups. Correlations between CERAD score (0, A, B and C), Braak stage (0–VI) and both 
baseline and predicted MC scores at age 65 years were assessed using the Spearman rank correlation 
coefficient.

To predict scores at age 65 years for all participants, “random effects” regression models, with 
age at test as a predictor together with sex, education level and APOE genotype and a “learning 
effect,” were fitted to repeated test scores. Previous exposure to a cognitive task may affect future 
performance, giving the advantage of higher test scores than would be expected. This can bias 
estimates of cognitive performance in longitudinal studies with repeated test use, attenuating the 
expected effect of increasing chronological age. This can be termed a practice or learning effect [26, 
27]. These models initially allowed both individual differ-ences in level (random intercept) and 
differences in change (random slope) in test scores with age but reverted to the simpler random 
intercept models when there was no significant evidence of differences in change over time. The 
possibility of a non-linear change with age was allowed for by including a quadratic age term in the 
models. To allow for a learning effect, a binary variable which distinguished between the first test and all 
later tests was also considered in the model. These models were then used to predict the scores at 
age 65 years for all participants. 

Data were analysed using the statistical software package SPSS (version 20) and the xtmixed 
software in STATA version 14. 

Results

Demographics
Demographic and descriptive characteristics of the 75 participants are shown in Table 1. 
There were no significant differences in sex, age at death, level of education or age at 
initial testing of test battery B (which included the MC test) between either CERAD score 
groups or Braak stage groups. As expected, a significantly greater proportion of 
individuals cognitively impaired at death were present in the high-severity pathology 
group (CERAD 56%; Braak 57%) than in the low-severity pathology group (CERAD 
21%; Braak 23%) for both CERAD  (p = 0.001) and Braak stage (p = 0.003). Similarly, 
the proportion of APOE ε4 carriers in the high-severity pathology group (CERAD 44%; 
Braak 46%) was significantly greater than that in the low-severity pathology group 
(CERAD 21%; Braak 21%) for both CERAD (p = 0.03) and Braak stage (p = 0.04). 

The age at which the initial MC test was conducted ranged from 53 to 78 years, and 
age at death ranged from 72 to 104 years. The number of years between initial testing 
and death ranged from 12 to 26 years (mean 21.3 ± 3.5 years). 

Assessment of MC Test Scores and Relationship to Pathology
Using scores from the first test, only the MC task was able to differentiate between 
CERAD 0–A and CERAD B–C groups and between Braak stage 0–II and Braak 
stage III–VI groups (Table 2). This was only the case for scores reflecting both correct 
object and correct sector. Scores for objects recalled, regardless of sector assigned, 
were not able to differentiate between pathology groups, indicating that the spatial 
aspect of the MC test was the predictive element.



Two approaches were used to assess the relationship between MC scores and 
pathology: baseline MC scores and predicted MC scores at 65 years. As baseline MC 
scores cover a wide range of ages (range of 25 years; mean 66.3), knowledge of the 
ability of scores to distin-guish between pathology groups at a fixed age would be 
preferable. There were a total of 231 MC test results for the 75 participants (mean 3 
tests per person). In the random-effects regression models, there was no evidence of 
a learning effect (p = 0.45 for learning term). As a result of calculating the standard 
deviation on the corrected value, the age effect was effectively zero (implying that the 
rate of decline did not vary between people), but there was evidence that scores 
changed with age non-linearly (p value for quadratic term in model = 0.02) with a 
much larger annual decline at older ages compared to younger ages. For example, 
the model predicted an annual decline of 0.11 at age 70 years but 0.62 at age 80 
years. Predicted MC scores at age 65 years were obtained from the quadratic model 
with no learning effect.

Strong negative correlations were observed between the CERAD score (0, A, B or 
C) and both baseline (rs = –0.26, p = 0.03) and predicted (rs = –0.34, p = 0.003) MC
scores. Similarly, strong negative correlations were observed between Braak stage (0–
VI) and both baseline  (rs = –0.28, p = 0.02) and predicted (rs = –0.34, p = 0.03) MC
scores. Both baseline MC scores and predicted MC scores at 65 years were able to

Table 1. Descriptive characteristics, stratified by neuropathological outcome, for the subset of 
individuals from The University of Manchester Longitudinal Study of Cognition in Normal Healthy Old 
Age cohort who 
displayed either AD or normal ageing pathology

CERAD score Braak stage Total 
cohort0–A B–C 0–II III–VI

Male 14 (33%) 7 (22%) 14 (30%) 7 (25%) 21 (28%)
Female 29 (67%) 25 (78%) 33 (70%) 21 (75%) 54 (72%)
CI at deatha 9 (21%) 18 (56%) 11 (23%) 16 (57%) 27 (36%)
Age at death, years

Mean ± SD 87.5±5.4 87.7±7.2 87.8±5.5 87.3±7.3 87.6±6.2
Range 24 32 24 32 32

Education in ISCED years
Mean ± SD 15.5±3.6 14.6±3.5 15.5±3.5 14.5±3.6 15.1±3.5
Range 12 9 12 9 12

APOE
No ε4 present 29 (67%) 14 (44%) 30 (64%) 13 (46%) 43 (57%)
ε4 present 9 (21%) 14 (44%) 10 (21%) 13 (46%) 23 (31%)
Missing 5 (12%) 4 (12%) 7 (15%) 2 (7%) 9 (12%)

Age at first MC test, yearsb

Mean ±SD 66.0±5.2 66.8±5.4 65.8±5.3 67.2±5.2 66.3±5.3
Range 22 22 22 22 25

Baseline MC scoreb

Mean ± SD 9±2 7±2 8±2 7±2 8±2
Range 8 8 8 6 8

Predicted MC score at age 65
Mean ± SD 8±1 7±2 8±1 7±1 8±1
Range 5 5 5 5 5

AD, Alzheimer disease; CERAD, Consortium to Establish a Registry for Alzheimer’s Disease; CI, 
cognitive impairment; SD, standard deviation; MC, Memory Circle. a Two of the subset of 75 
individuals did not have clinical information available, and, therefore, no assumption of cognitive 
impairment could be made. b Three of the subset of 75 individuals did not participate in test battery B; 
therefore, mean age at testing and baseline MC score for this variable is for 72 cohort individuals.



differentiate between individuals who were in CERAD 0–A group and those in CERAD 
B–C group, as well as between those in Braak 0–II group and those in Braak III–VI 
group (Table 3). Specifically, the odds of reaching Braak stage III–VI significantly 
increased for every unit decrease in baseline MC score (OR = 0.79, 95% CI 0.63–0.99), 
and similarly for CERAD stage B or C (OR = 0.78, 95% CI 0.63–0.98).

After adjustment for APOE, sex and level of education, the ORs for baseline MC 
scores were unchanged, although significance values decreased slightly as these 
analyses only included 64 individuals due to missing MC score/APOE data. 
Similarly, for predicted MC scores at 65 years, the OR for CERAD (OR = 0.66, 95% CI 
0.42–1.02) and that for Braak stage (OR = 0.54, CI 0.33–0.87) were essentially 
unchanged – although the MC score for CERAD was no longer significant (p = 0.06) due 
to reduced sample size (Table 4).

Table 2. Median initial test scores (range) for all tests undertaken in The University of Manchester 
Longitu-dinal Study of Cognition in Normal Healthy Old Age

Cognitive test CERAD score p 
value

Braak stage p value

0–A B–C 0–II III–VI

AH4 test 1 41 (37) 36 (35) 0.10 40 (37) 35 (35) 0.06
AH4 test 2 36 (33) 35.5 (40) 0.93 36 (41) 35 (32) 0.33
Mill Hill A 25 (16) 26 (16) 0.59 25 (16) 25.5 (16) 0.79
Mill Hill B 20 (21) 21 (25) 0.56 20 (23) 20.5 (25) 0.96
VFR 30 9 (12) 10 (16) 0.61 9 (12) 10 (16) 0.75
PR Memory 33 (22) 32 (14) 0.43 33 (22) 32 (14) 0.44
Culture Fair 31 (31) 29.5 (20) 0.41 31.5 (31) 29 (20) 0.19
WAIS 81.1 (55.4) 84.5 (50) 0.49 81.1 (55.4) 85.1 (50) 0.72
Visual Search 208.5 (146) 204 (155) 0.61 219 (146) 202 (155) 0.43
Alphabet Coding 228.5 (192) 222 (167) 0.14 231 (192) 212 (167) 0.06
VFR 10 7 (7) 7 (5) 0.98 7 (7) 7 (5) 0.69
Shapes and Location 36 (12) 36 (13) 0.39 36 (12) 36 (13) 0.17
Propositions/People 7 (10) 6 (7) 0.52 7 (10) 6 (7) 0.36
Memory Circle 9 (8) 8 (8) 0.02 9 (8) 8 (6) 0.03

Comparison by Mann-Whitney U test showed that only one cognitive test (Memory Circle) 
could differentiate between pathology groups for CERAD and Braak stage. CERAD, Consortium to 
Establish a Registry for Alzheimer’s Disease; AH, Alice Heim; VFR, Verbal Free Recall; PR, Pictorial 
Recognition; WAIS, Wechsler Adult Intelligence Scale.

Table 3. Odds ratios and AUC values for baseline MC test scores and predicted MC test scores at 65 
years when comparing individuals with CERAD score 0–A and B–C or Braak stage 0–II and III–VI

Baseline MC test scores Predicted MC test scores at 65 years

n OR 95% CI p
value

AUC n OR 95% CI p
value

AUC

CERAD score 72 0.78 0.63–0.98 0.04 0.66 75 0.60 0.40–0.90 0.01 0.64
Braak stage 72 0.79 0.63–0.99 0.04 0.65 75 0.51 0.33–0.80 0.003 0.72

AUC, area under the curve; MC, Memory Circle; CERAD, Consortium to Establish a Registry for 
Alzheimer’s Disease; OR, odds ratio; CI, confidence interval.



The area under the curve (AUC) value for baseline MC scores had a similar value to 
APOE for both CERAD (MC test: AUC = 0.66, 95% CI 0.53–0.79; APOE: AUC = 0.63, 
95% C: 0.49–0.77) and Braak stage (MC test: AUC = 0.65, 95% CI 0.52–0.77; APOE: 
AUC = 0.63, 95% CI 0.48–0.77). Similarly, predicted MC scores at 65 years (AUC = 
0.67, 95% CI 0.55–0.80) had a compa-rable value to APOE (AUC = 0.63, 95% CI 0.49–
0.77) for CERAD. However, when examining Braak stage, predicted MC scores at 65 
years (AUC = 0.72, 95% CI 0.60–0.84) performed better than APOE (AUC = 0.63, 
95% CI 0.48–0.77). The combined baseline MC scores + APOE model performed well 
for both CERAD (AUC = 0.72, 95% CI 0.59–0.85) and Braak stage  (AUC = 0.71, 
95% CI 0.59–0.84). Similarly, the combined predicted MC scores at 65 years + APOE 
model performed well for both CERAD (AUC = 0.72, 95% CI 0.59–0.85) and Braak stage 
(AUC = 0.75, 95% CI 0.62–0.87). The addition of sex and education level to these 
models had a negligible effect (Table 5).

Receiver-operating characteristic curves (ROC) for baseline MC scores and 
predicted MC scores at age 65 years + APOE models are shown in Figure 2. For 
CERAD and Braak stage, the optimal sensitivity for the predicted MC scores at 65 
years + APOE model was 75 and 81%, respectively, and optimal specificity was 66 and 
53%, respectively. 

Table 4. OR and AUC values for the model incorporating all variables; sex, education level, presence of APOE ε4 alleles 
and baseline MC test scores/predicted MC test scores at 65 years when comparing individuals with CERAD score 0–A 
and B–C or Braak stage 0–II and III–VI

Baseline MC test scores Predicted MC test scores at 65 years

CERAD 
(AUC = 0.73; n obs. = 64)

Braak stage 
(AUC = 0.72; n obs. = 64)

CERAD 
(AUC = 0.73; n obs. = 66)

Braak stage 
(AUC = 0.75; n obs. = 66)

OR 95% CI p
value

OR 95% CI p
value

OR 95% CI p
value

OR 95% CI p
value

Sex 1.32 0.37–4.66 0.67 1.08 0.30–3.85 0.90 1.53 0.45–5.22 0.50 1.19 0.33–4.25 0.79
Education 0.97 0.82–1.14 0.71 0.97 0.82–1.14 0.71 0.99 0.84–1.16 0.90 1.02 0.86–1.20 0.85
APOE 4.09 1.28–13.05 0.02 3.88 1.22–12.38 0.02 3.08 1.01–9.42 0.05 2.90 0.92–9.15 0.07
MC test 0.78 0.60–1.02 0.07 0.79 0.60–1.03 0.08 0.66 0.42–1.02 0.06 0.54 0.33–0.87 0.01

OR, odds ratio; AUC, area under the curve; MC, Memory Circle; CERAD, Consortium to Establish a Registry for 
Alzheimer’s Disease; obs., observed; CI, confidence interval.

Table 5. Overview of AUC values for all models examined using baseline MC test scores/predicted scores at 65 
years and comparing individuals with CERAD score 0–A and B–C or Braak stage 0–II and III–VI

Model Baseline MC test scores Predicted MC scores at 65 years

n AUC value (95% CI) n AUC values (95% CI)

CERAD Braak stage CERAD Braak stage

MC only 72 0.66 (0.53–0.79) 0.65 (0.52–0.77) 75 0.67 (0.55–0.80) 0.72 (0.60–0.84)
APOE only 66 0.63 (0.49–0.77) 0.63 (0.48–0.77) 66 0.63 (0.49–0.77) 0.63 (0.48–0.77)
MC + APOE 64 0.72 (0.59–0.85) 0.71 (0.59–0.84) 66 0.72 (0.59–0.85) 0.75 (0.62–0.87)
MC + sex + APOE + education 64 0.73 (0.60–0.85) 0.72 (0.60–0.85) 66 0.73 (0.60–0.85) 0.75 (0.63–0.88)

The inclusion of APOE with baseline MC score/predicted scores at 65 years increases the area under curve. However, the 
addition of sex and education shows a negligible effect. AUC, area under the curve; MC, Memory Circle; CERAD, 
Consortium to Establish a Registry for Alzheimer’s Disease; CI, confidence interval.



Discussion

This study examines relationships between MC scores, obtained between 12 and 26 
years before death (mean 21.3 ± 3.5 years), and the extent of AD-type pathology 
present at post mortem. Stratification based on Alzheimer-type pathology avoided 
potential effects of confounders with pathologies other than those associated with AD. 
We found an association of both baseline MC score and predicted MC score at 65 years 
with the eventual extent of AD pathology post mortem. Sex, age at testing (for either test 
battery), age at death and ISCED years of education did not influence pathology. This 
suggests that the MC test could contribute to a screening exercise to identify individuals 
at risk of developing sufficient AD-type pathology in future years which would impose 
clinically apparent dementia.
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Fig. 2. ROC curves for the baseline MC score + APOE (a, b) and predicted MC score at age 65 years + 
APOE (c, d) models. The AUC for a (AUC = 0.72, 95% CI 0.59–0.85) and c (AUC = 0.72, 95% CI 
0.59–0.85) shows the level of discrimination between CERAD 0–A and CERAD B–C. The AUC for b 
(AUC = 0.71, 95% CI 0.59–0.84) and d (AUC = 0.75, 95% CI 0.62–0.87) shows the level of 
discrimination between Braak stage 0–II and III–VI. ROC, receiver-operating characteristic; MC, 
Memory Circle test; AUC, area under the ROC curve; CI, confi-dence interval.



Previous studies have shown that combinations of cognitive tests are able to 
predict Braak stage [18]. Furthermore, scores on tests of episodic memory [16] and 
recognition memory [17] can predict Braak stage independently from other risk 
factors of dementia. Where previous studies have highlighted the capabilities of a 
test to distinguish between Braak stages approximately 1–5 years before death, our 
study greatly extends the length of time between testing and death and shows the 
possibility of estimating the broad Braak stage of an individual decades before death. 
That scores from the MC task also associate with the CERAD score has not been 
previously reported. However, as CERAD scoring criteria are based on densities of 
neuritic plaques, which contain degenerating neuronal processes along with tau-paired 
helical filaments, such a finding is unsurprising.

The MC test assesses visuospatial episodic memory, presumably tapping into 
neural pathways linking temporal lobe and hippocampus (traditionally associated with 
memory function) with posterior parietal lobe (which governs spatial awareness). It is 
instructive that memory for where objects are located proved a better predictor of later 
AD pathology than memory for what those objects are. This is consistent with reports of 
topographical memory impairments in MCI and early AD and network-level 
degeneration incorporating posterior cortical as well as medial temporal structures 
[19]. Our findings imply that the MC test is indexing changes in connectivity within that 
network many years earlier than what has been previously recorded.

There are several potential limitations to the study. Brain donation was not initially 
part of the original study, only being introduced in 2004. This meant that many 
potential dona-tions were lost. Common to all autopsy-based studies, sample size is a 
limitation. Although brain donation was offered to all surviving participants in 2004, only 
312 individuals agreed to donation. The geographical areas covered by the study (Greater 
Manchester and Newcastle) could potentially influence outcomes: individuals in large, 
industrial, northern cities might not reflect society as a whole. As with many 
observational studies, our cohort is self-selected and may not necessarily be 
representative of the general population. However, whilst it is possible that test scores 
of participants in the present study may be higher or lower than the population average, 
there does not seem to be any evidence that a different relationship would be found 
in the general population. 

Although modest, our findings indicate that a simple test of cognitive function can 
distin-guish those individuals who are destined to develop sufficient AD-type pathology 
over subse-quent decades to culminate in clinical dementia from those who would 
develop only limited changes and remain cognitively unimpaired. Such “at-risk” 
individuals could be targeted for interventions, including lifestyle adjustments towards 
cognitively stimulating environments, physical activity, healthy diets [28, 29] or perhaps 
utilising anti-Aβ therapies [30], long before their level of cognitive change brings them to 
the attention of medical practice, with a potential influence on the trajectory of their 
disease. 

Importantly, the MC test is cheap, well tolerated and easy to implement, even over 
the periods of multiple testing needed for the evaluation of drug efficacy, and it can be 
performed quickly and safely, even at home. This sets it apart from more invasive tests, 
such as blood/cerebrospinal fluid sampling and brain imaging, which need to be 
performed in a clinical setting and can be expensive to conduct and evaluate over the 
extensive periods required in clinical trials. Our findings may facilitate treatments for 
AD by identifying people “at risk” decades before clinical signs might be anticipated 
and in whom the prospects of preventing disease might be realistic.



Statement of Ethics

The study was approved by the Manchester Brain Bank Management Committee (REC reference 
09/H0906/52 + 5). Under conditions agreed with the Research Ethics Committee, The Manchester 
Brain Bank can supply tissue or data to researchers without requirement for researchers to apply 
individually to the REC for approval.

Disclosure Statement

The authors declare that there are no conflicts of 
interest.

Funding Sources
Longitudinal Cognitive studies were funded by the Medical Research Council, Economic and 

Social Research Council, The Wellcome Trust and Unilever PLC. The work of the Manchester Brain 
Bank is supported by Alzheimer’s Research UK and Alzheimer’s Society through the Brains for 
Dementia Research (BDR) Programme, which also kindly allowed A.C.R. to undertake a PhD 
studentship.

Author Contributions

All authors have read the manuscript and have agreed to be listed as authors. David M.A. Mann 
and Neil Pendleton devised and designed the study and helped with writing the paper. Andrew C. 
Robinson helped to devise and design the study, performed immunohistochemistry, microscopic 
assessments, genetic analysis and data/statistical analysis and wrote the paper. Roseanne McNamee 
assisted with statistical analysis. Yvonne S. Davidson helped with immunochemistry. Michael A. Horan 
provided clinical data and assisted with the preparation of the manuscript. Julie Snowden assisted with 
neuropsychological overview and preparation of the manuscript. Lynn McInnes helped with 
neuropsychological overview of the cognitive testing and writing the paper.

References

 1	 Reiman EM, Langbaum JB, Fleisher AS, Caselli RJ, Chen K, Ayutyanont N, Quiroz YT, Kosik KS, Lopera F, Tariot 
PN: Alzheimer’s Prevention Initiative: a plan to accelerate the evaluation of presymptomatic treatments. J 
Alzheimers Dis 2011; 26(suppl 3): 321–329.

 2	 Dubois B, Feldman HH, Jacova C, Dekosky ST, Barberger-Gateau P, Cummings J, Delacourte A, Galasko D, 
Gauthier S, Jicha G, Meguro K, O’brien J, Pasquier F, Robert P, Rossor M, Salloway S, Stern Y, Visser PJ, Scheltens 
P: Research criteria for the diagnosis of Alzheimer’s disease: revising the NINCDS-ADRDA criteria. Lancet 
Neurol 2007; 6: 734–746.

 3	 Wallin AK, Blennow K, Andreasen N, Minthon L: CSF biomarkers for Alzheimer’s disease: levels of beta-
amyloid, tau, phosphorylated tau relate to clinical symptoms and survival. Dement Geriatr Cogn Disord 2006; 

21: 131–138.
 4	 Mapstone M, Cheema AK, Fiandaca MS, Zhong X, Mhyre TR, MacArthur LH, Hall WJ, Fisher SG, Peterson DR, 

Haley JM, Nazar MD, Rich SA, Berlau DJ, Peltz CB, Tan MT, Kawas CH, Federoff HJ: Plasma phospholipids 
identify antecedent memory impairment in older adults. Nat Med 2014; 20: 415–418.

 5	 Proitsi P, Kim M, Whiley L, Pritchard M, Leung R, Soininen H, Kloszewska I, Mecocci P, Tsolaki M, Vellas B, Sham 
P, Lovestone S, Powell JF, Dobson RJ, Legido-Quigley C: Plasma lipidomics analysis finds long chain cholesteryl 
esters to be associated with Alzheimer’s disease. Transl Psychiatry 2015; 5:e494. 

 6	 Aretouli E, Tsilidis KK, Brandt J: Four-year outcome of mild cognitive impairment: the contribution of exec-
utive dysfunction. Neuropsychology 2013; 27: 95–106.

 7	 Aggarwal NT, Wilson RS, Beck TL, Bienias JL, Bennett DA: Mild cognitive impairment in different functional 
domains and incident Alzheimer’s disease. J Neurol Neurosurg Psychiatry 2005; 76: 1479–1484.

 8	 Amieva H, Jacqmin-Gadda H, Orgogozo JM, Le Carret N, Helmer C, Letenneur L, Barberger-Gateau P, Fabrigoule 
C, Dartigues JF: The 9 year cognitive decline before dementia of the Alzheimer type: a prospective population-
based study. Brain 2005; 128: 1093–1101.



 9	 Amieva H, Le Goff M, Millet X, Orgogozo JM, Pérès K, Barberger-Gateau P, Jacqmin-Gadda H, Dartigues JF: 
Prodromal Alzheimer’s disease: successive emergence of the clinical symptoms. Ann Neurol 2008; 64: 492–
498.

10	 Rajan KB, Wilson RS, Weuve J, Barnes LL, Evans DA: Cognitive impairment 18 years before clinical diagnosis 
of Alzheimer disease dementia. Neurology 2015; 85: 898–904.

11	 Blessed G, Tomlinson BE, Roth M: The association between quantitative measures of dementia and of senile 
change in the cerebral grey matter of elderly subjects. Br J Psychiatry 1968; 114: 797–811.

12	 Bancher C, Jellinger K, Lassmann H, Fischer P, Leblhuber F: Correlations between mental state and quanti-
tative neuropathology in the Vienna Longitudinal Study on Dementia. Eur Arch Psychiatry Clin Neurosci 1996;
246: 137–146.

13	 Crystal HA, Dickson DW, Sliwinski MJ, Lipton RB, Grober E, Marks-Nelson H, Antis P: Pathological markers 
associated with normal aging and dementia in the elderly. Ann Neurol 1993; 34: 566–573.

14	 Duyckaerts C, Bennecib M, Grignon Y, Uchihara T, He Y, Piette F, Hauw JJ: Modeling the relation between 
neurofibrillary tangles and intellectual status. Neurobiol Aging 1997; 18: 267–273.

15	 Sabbagh MN, Cooper K, DeLange J, Stoehr JD, Thind K, Lahti T, Reisberg B, Sue L, Vedders L, Fleming SR, Beach 
TG: Functional, global and cognitive decline correlates to accumulation of Alzheimer’s pathology in MCI and 
AD. Curr Alzheimer Res 2010; 7: 280–286.

16	 Bennett DA, Schneider JA, Arvanitakis Z, Kelly JF, Aggarwal NT, Shah RC, Wilson RS: Neuropathology of older 
persons without cognitive impairment from two community-based studies. Neurology 2006; 66: 1837–1844.

17	 Carlson JO, Gatz M, Pedersen NL, Graff C, Nennesmo I, Lindström AK, Gerritsen L: Antemortem prediction of 
Braak stage. J Neuropathol Exp Neurol 2015; 74: 1061–1070.

18	 Cholerton B, Larson EB, Baker LD, Craft S, Crane PK, Millard SP, Sonnen JA, Montine TJ: Neuropathologic corre-
lates of cognition in a population-based sample. J Alzheimers Dis 2013; 36: 699–709.

19	 Pengas G, Williams GB, Acosta-Cabronero J, Ash TW, Hong YT, Izquierdo-Garcia D, Fryer TD, Hodges JR, Nestor 
PJ: The relationship of topographical memory performance to regional neurodegeneration in Alzheimer’s 
disease. Front Aging Neurosci 2012; 4: 17.

20	 Rabbitt PMA, McInnes L, Diggle P, Holland F, Bent N, Abson V, Pendleton N, Horan M: The University of 
Manchester Longitudinal Study of Cognition in Normal Healthy Old Age, 1983 through 2003. Aging Neuro-
psychol Cogn 2004; 11: 245–279.

21	 UNESCO: 2006. International Standard Classification of Education guidelines. http://www.uis.unesco.org/
Library/Documents/isced97-en.pdf (accessed April 4, 2016).

22	 Langa KM, Larson EB, Crimmins EM, Faul JD, Levine DA, Kabeto MU, Weir DR: A comparison of the prevalence 
of dementia in the United States in 2000 and 2012. JAMA Intern Med 2017; 177: 51–58.

23	 Mirra SS, Heyman A, McKeel D, Sumi SM, Crain BJ, Brownlee LM, Vogel FS, Hughes JP, van Belle G, Berg L: The 
Consortium to Establish a Registry for Alzheimer’s Disease (CERAD). Part II. Standardization of the neuro-
pathologic assessment of Alzheimer’s disease. Neurology 1991; 41: 479–486.

24	 Braak H, Braak E: Neuropathological stageing of Alzheimer-related changes. Acta Neuropathol 1991; 82: 239–
259.

25	 Wenham PR, Price WH, Blandell G: Apolipoprotein E genotyping by one-stage PCR. Lancet 1991; 337: 1158–
1159.

26	 Goldberg TE, Harvey PD, Wesnes KA, Snyder PJ, Schneider LS: Practice effects due to serial cognitive 
assessment: implications for preclinical Alzheimer’s disease randomized controlled trials. Alzheimers Dement 
(Amst) 2015; 1: 103–111.

27	 Rabbitt P, Diggle P, Holland F, McInnes L: Practice and drop-out effects during a 17-year longitudinal study of 
cognitive aging. J Gerontol B Psychol Sci Soc Sci 2004; 59: 84–97.

28	 Mattson MP: Pathways towards and away from Alzheimer’s disease. Nature 2004; 430: 631–639.
29	 Xu W, Tan L, Wang HF, Jiang T, Tan MS, Tan L, Zhao QF, Li JQ, Wang J, Yu JT: Meta-analysis of modifiable risk 

factors for Alzheimer’s disease. J Neurol Neurosurg Psychiatry 2015; 86: 1299–1306.
30	 Sevigny J, Chiao P, Bussière T, Weinreb PH, Williams L, Maier M, Dunstan R, Salloway S, Chen T, Ling Y, 

O’Gorman J, Qian F, Arastu M, Li M, Chollate S, Brennan MS, Quintero-Monzon O, Scannevin RH, Arnold HM, 
Engber T, Rhodes K, Ferrero J, Hang Y, Mikulskis A, Grimm J, Hock C, Nitsch RM, Sandrock A: The antibody 
aducanumab reduces Aβ plaques in Alzheimer’s disease. Nature 2016; 537: 50–56.


	TabellenTitel
	StartZeile
	Zwischenlinie
	TabellenFussnote



