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Abstract
Background: The prevalence and incidence of dementia are low in Nigeria, but high among African-Americans. In
these populations there is a high frequency of the risk-conferring APOE-e4 allele, but the risk ratio is less than in
Europeans. In an admixed population of older Cubans we explored the effects of ethnic identity and genetic
admixture on APOE genotype, its association with dementia, and dementia prevalence.
Methods: A cross-sectional catchment area survey of 2928 residents aged 65 and over, with a nested case-control
study of individual admixture. Dementia diagnosis was established using 10/66 Dementia and DSM-IV criteria. APOE
genotype was determined in 2520 participants, and genetic admixture in 235 dementia cases and 349 controls.
Results: Mean African admixture proportions were 5.8% for ‘white’, 28.6% for ‘mixed’ and 49.6% for ‘black’ ethnic
identities. All three groups were substantially admixed with considerable overlap. African admixture was linearly
related to number of APOE-e4 alleles. One or more APOE-e4 alleles was associated with dementia in ‘white’ and
‘black’ but not ‘mixed’ groups but neither this, nor the interaction between APOE-e4 and African admixture (PR
0.52, 95% CI 0.13-2.08) were statistically significant. Neither ethnic identity nor African admixture was associated
with dementia prevalence when assessed separately. However, considering their joint effects African versus
European admixture was independently associated with a higher prevalence, and ‘mixed’ or ‘black’ identity with a
lower prevalence of dementia.
Conclusions: APOE genotype is strongly associated with ancestry. Larger studies are needed to confirm whether
the concentration of the high-risk allele in those with African ancestry is offset by an attenuation of its effect.
Counter to our hypothesis, African admixture may be associated with higher risk of dementia. Although strongly
correlated, effects of admixture and ethnic identity should be distinguished when assessing genetic and
environmental contributions to disease risk in mixed ancestry populations.
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Background
In the only detailed population-based studies from subSaharan Africa, the prevalence and incidence of Alzheimer’s Disease (AD) and dementia in Nigeria are very low
[1,2]. However, among African-Americans, prevalence
and incidence rates are similar to [1,2], or even higher
[3,4] than the rates for white non-Hispanic Americans.
Also, the prevalence of dementia in some Caribbean and
South American populations with African admixture, are
among the highest in the world [5-8].
The e4 allele of the apolipoprotein-E gene was first
reported to be associated with an increased risk of AD
twenty years ago [9,10]. Since then, this has been the
most consistently replicated genetic risk factor [11]. The
association has been observed in many different populations [12]. However, in African-Americans, other populations of west African ancestry, and Hispanics the
association of AD with e4 is relatively weak and inconsistent, even though the frequency of the risk-conferring
APOE e4 allele is higher in those of African ancestry
than in other continental groups [13]. No association of
APOE genotype with AD has been observed in studies
in Nigeria [14], or Kenya [15]. Two longitudinal studies
in the US also suggest no association between APOE e4
and incident AD among African Americans, while the
incidence of AD seemed to be higher for African Americans in every APOE genotype [3,4]. In a case-control
study in Florida the association between APOE e4 and
AD was as strong for Cuban Americans as for white
non-Hispanics [16] in contrast to the absence of an
observed association among Hispanics in North Manhattan [4]. This pattern of findings is strongly suggestive
of the presence of gene by environment, and/or gene by
gene interactions [17].
Those classified in the US as ‘Hispanic’ originate from
diverse mixed ancestry Caribbean, Central and South
American populations, resulting from two-way admixture between Native American and European populations or three-way admixture among Native American,
European, and West African populations [18]. However,
patterns of admixture vary greatly among these populations. The catch-all ‘Hispanic’ category is therefore problematic, providing some information about linguistic
and cultural heritage but very little about ancestry. In
much of continental Latin America, two-way admixture
dominates with little evidence of African ancestry [19].
Cuba is quite different. The first European contact was
by Columbus in 1492. The indigenous population was
reputedly extinct by 1700. While the ancestral Native
American substrate is still appreciable in the maternal
lineages, the extensive process of population admixture
in Cuba has left no trace of paternal Native American
lineages, mirroring the strong sexual bias in the admixture processes taking place during colonial times [20];
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currently Native American admixture is minimal [21].
Importation of slaves from West Africa was current by
1600 and not abolished until 1886. The proportion of
population identified as black or mixed rose from 34%
in 1774 to 57% by 1817. Recent Cuban studies concur
in identifying average proportions of African admixture
in those who classify themselves as white, mixed race
and black as, respectively, about 5%, 35% and 60%
[20,21]. European admixture among African-Americans
is much lower, an average of between 12% and 20% in
different US cities [22] and very few African-Americans
have as much as 50% European ancestry [23]. In the former British Caribbean, average European admixture
levels may be even lower; just 7% in Jamaica [22].
The high levels of African and European admixture in
Cuba can be used to good effect. Studying the relationship of dementia risk to individual admixture within
admixed populations is the most direct way to distinguish genetic from environmental explanations for ethnic differences in disease risk [24], and, by extension, for
distinguishing gene by environment versus gene by gene
explanations for ethnic differences in the effects of
genes on disease outcomes. Furthermore, such relationships will confound studies of other genetic risk factors
- “hidden population stratification”. Measurement of the
confounder (individual admixture) allows us to control
for population stratification using standard methods.
We recently reported a high prevalence of dementia in
a one phase prevalence study in an older Cuban urban
population [25]. In the present study we aimed to
1. analyse the association between ethnic group and
individual admixture
2. assess the association of each with APOE genotype
3. test the hypotheses that
a. the effect of APOE genotype on dementia is modified by ethnic group, and/or admixture, with weaker
associations among those with ‘mixed’ and ‘black’
ethnic identity and with higher proportions of African admixture
b. the prevalence of dementia is lower among those
with ‘mixed’ and ‘black’ ethnic identity, and is inversely linearly related to African admixture

Methods
Setting and Study design

A one phase cross-sectional catchment area survey of all
those aged 65 years and over living in five catchment
areas in Ciudad Havana, Cuba (Lisa, Luyano, Marianao,
Playa, and Plaza); and one catchment area in Matanzas
(Milanes), a city 120 kilometres east from Havana, and a
nested case-control comparison of admixture. This
involved estimating individual admixture on all dementia cases and a randomly selected sample of controls
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free of dementia. This is an efficient design, in that it
reduces the cost of the genotyping work while retaining
much of the power for the tests of the main hypotheses.
All participants received a full assessment lasting
approximately 2-3 hours, including a participant interview, a physical examination, phlebotomy, and an informant interview. Interviews were carried out by
polyclinic doctors (psychiatrists, geriatricians or general
medical specialists) working in the areas selected. Participants were recruited on the basis of informed signed
consent. The Medical University of Havana, the
National Centre of Medical Genetics (Cuba), and the
Institute of Psychiatry institutional review boards
reviewed and approved this project. Full details of the
protocol for the 10/66 population-based cross-sectional
surveys are provided in an open-access online journal
publication [26].
Measures

The 10/66 interview generates information on dementia
diagnosis, mental disorders, physical health, anthropometry, demographics, dementia and non-communicable
disease risk factors, disability and functioning, health
service utilisation, care arrangements and caregiver
strain [26]. Only those assessments relevant to the current analysis of dementia, ethnicity, admixture and
APOE genotype are described in detail here.
1) Outcome - The diagnosis of dementia.
Dementia was diagnosed according to our own crossculturally validated 10/66 dementia diagnosis algorithm
[27], and according to DSM-IV criteria [28]. A concurrent validation conducted in the course of the Cuban
population-based study showed that DSM-IV dementia
diagnosis was specific but insensitive to mild to moderate dementia; the 10/66 Dementia diagnosis corresponded better to local clinician diagnosis and was more
sensitive to these milder cases [29]. The outcome for
most of the analyses in this paper is ‘any dementia diagnosis’ comprising all those meeting either or both of
these criteria. Diagnoses were established following.
(i) A structured clinical interview, the Geriatric Mental
State, which applies a computer algorithm (AGECAT)
[30], identifying organicity (probable dementia), depression, anxiety and psychosis and,
(ii) A cognitive test battery comprising a) the Community Screening Instrument for Dementia (CSI’D’) COGSCORE [31] (incorporating the CERAD animal naming
verbal fluency task), and b) the modified CERAD 10
word list learning task with delayed recall [32] and
(iii) An informant interview, the CSI’D’ RELSCORE
[31] for evidence of cognitive and functional decline,
with additional information on dementia onset and
course obtained from the modified (Dementia Diagnosis
and Subtype) History and Aetiology Schedule [33].
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Participants were allocated to the category of 10/66
dementia when they scored above a cutpoint of predicted probability of dementia (>0.25) estimated from
the logistic regression equation developed and validated
cross-culturally in the 10/66 international pilot study,
using coefficients from the GMS, CSI-D informant and
cognitive test interviews and the modified CERAD 10
word list learning tasks [27]. DSM-IV dementia is a criterion-based diagnosis requiring impairment in memory
and at least one other domain of cognitive function,
linked to social or occupational impairment, not better
accounted for by delirium or other mental disorder.
DSM-IV dementia criteria were applied directly using a
computerized algorithm; full details are available in an
open access publication [29].
2. Ethnic identity: Participants were classified according to interviewer’s perception of ethnic identity, using
well-established groups used in the Cuban census ‘Blanco - white’, ‘Mestizo - mixed’ and ‘Negro - black’.
3. APOE Genotyping: We aimed to collect 10 ml
blood samples from all participants, from which DNA
was extracted, quantitated, and archived at the National
Centre for Medical Genetics in Havana. Apolipoprotein
E genotype was determined using Hhal digestion of
amplified products. Genotypes were determined masked
to knowledge of clinical phenotypes.
4. Admixture estimation: In a population formed by
admixture between two or more founding populations,
ancestry informative marker genotype data can be used
to estimate the admixture of each individual (the proportion of that individual’s genome that has ancestry from
each founding population). We aimed to estimate admixture in 600 participants, comprising all dementia cases,
and a randomly selected sample of controls. Sixty SNPs
were used to estimate individual admixture, chosen from
the panel assembled by Dr Mark Shriver at Penn State
and Mike Smith at NCI [34]. With an average 40% information content for ancestry, these 60 SNPs would be sufficient to estimate three-way individual admixture
proportions with a standard error of less than 0.1 (see
additional file 1 for details of individual SNPs and their
locations). All genotyping was performed by KBiosciences (Mapple Park, Herts, UK; http://kbioscience.co.
uk). SNPs were genotyped using the KASPar chemistry,
which is a competitive allele specific PCR SNP genotyping system using FRET quencher cassette oligos (http://
www.kbioscience.co.uk/reagents/KASP.html). Plate-identifying blanks and Hardy-Weinberg equilibrium tests
were used as quality control tests. The ADMIXMAP program [35] (http://homepages.ed.ac.uk/pmckeigu/admixmap/) was used to generate posterior means of individual
admixture from the ancestry informative marker data. In
large samples these posterior means are asymptotically
equivalent to maximum likelihood estimates.
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Analysis

We describe sample characteristics, comparing those in
full survey sample who did and did not provide a blood
sample, and for the case-control sub-sample the sampling weights (the inverse of the probability of selection)
for dementia cases and controls within each APOE genotype. We describe the proportions assigned to each
ethnic identity (’white’, ‘mixed’ and ‘black’), and the
weighted mean individual admixture proportions (European, African and Native American), and, in the subsample, test for an association between them using a
weighted one way ANOVA.
We next tested for an association between ethnic
identity and APOE genotype and allele frequencies
using a Chi-squared test for trend, and an association
between APOE genotype and admixture by making a
weighted comparison of mean admixture across groups
with no, one or two APOE e4 alleles.
We tested for an association between APOE genotype
and any dementia with Chi-squared tests and crude and
adjusted prevalence ratios derived from a Poisson working model (adjusted for age, sex and educational level).
To control for population stratification, the adjusted
prevalence ratio for any APOE e4 allele was further
adjusted for ethnic identity, and, in the weighted Poisson model in the case-control sub-sample, for admixture. We next estimated the stratum-specific prevalence
ratios for the association between any APOE e4 allele
and any dementia in the three ethnic identity groups,
and fitted a ethnic identity by APOE interaction term to
the model. We also fitted an African admixture by
APOE interaction term to the weighted Poisson model
in the case-control sub-sample.
Finally, we assessed the separate and joint effects of
ethnic identity and admixture on dementia prevalence.
In the full sample, we describe the crude prevalence of
dementia by ethnic identity, and the prevalence of
dementia standardised for age, sex and education, and
age, sex, education and APOE genotype. Alongside the
crude and adjusted prevalence, we also provide prevalence ratios from the analogous Poisson model. In the
case-control sub-sample in a weighted analysis we estimated the main effect of admixture (100% African versus 100% European) on dementia controlling for age,
sex, education and APOE genotype. We accomplished
this by entering both African and North American proportionate admixture into the models, as continuous
scales ranging from 0.0 to 1.0, but omitting European
admixture. Since proportions for these three variables
sum to 1.0 for each participant, European admixture
becomes in effect the contrast (akin to the omitted category when using dummy variables), and the coefficient
for African admixture is then interpreted as the change
in the log prevalence ratio per one unit change in
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African admixture, that is between 100% African and
100% European admixture. However, the underlying
assumption is one of linear variation across this range.
Then, in a series of models, we estimated the separate
and joint effects of ethnic identity and admixture controlling only for APOE genotype, and then the joint
effects controlling also for age, sex and education.
All analysis were carried out using STATA version
9.2.

Results
Sample characteristics

Of the 2928 participants completing the survey (an
overall response rate of 96.4% of all those eligible), 2520
(86.1%) provided blood samples for APOE genotyping
and biomarker analysis. Men (p = 0.07) were slightly
under-represented among those not providing blood
samples (Table 1). Otherwise, there were no large or
statistically significant differences between the two
groups regarding education, prevalence of dementia,
family history of dementia and prevalence of selfreported stroke, diabetes, hypertension and smoking. Of
the 273 people with dementia that provided blood samples 235 were found to be suitable for SNP genotyping,
and 349 control samples were selected at random from
all non-cases. Of these 235 people with dementia, 231
met criteria for 10/66 dementia, 137 met DSM-IV
dementia, and 133 met both criteria. To ensure that
estimates would be generalisable, for all subsequent
case-control analyses, sample weights were used to
weight back for the probability of selection within case
and control groups by APOE genotype. For the cases
these were APOE e2/e3 1.00; e2/e4 1.00; e3/e3 1.11; e3/
e4 1.68; e4/e4 1.14. For the controls these were APOE
e2/e3 5.10; e2/e4 3.50; e3/e3 8.16; e3/e4 4.54; e4/e4
2.15. This sampling variation was based on observed frequencies rather than design, and must, presumably, have
arisen through chance.
The association between ethnic identity and admixture

According to interviewer perceptions, 1677 (72%) were
considered to be ‘white’, while 394 (17%) were considered ‘mixed’ and 261 (11%) ‘black’. For the case-control
sub-sample (n = 584), the mean individual admixture
proportions (after weighting back) were European 81.2%
(95% confidence intervals 79.1-83.3%), African 16.2%
(14.1-18.3%), and Native American 2.6% (2.3-3.0%). The
mean African admixture proportion for the three ethnic
groups was 5.8% (5.1-6.6%) for ‘white’, 28.6% (24.033.2%) for ‘mixed’ and 49.6% (44.8-55.4%) for ‘black’.
However, all three groups were substantially admixed
with considerable overlap between the three ethnic identities, pure African or European ancestry being the
exception (see Figure 1). A small proportion of those
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Table 1 Sample characteristics, by availability of blood sample
Variables

Without blood sample
N = 408

With blood sample
N = 2520

P-value (T-test with F-value,
or chi-squared test)

Age in years (mean/sd) Missing values

75.4 (7.2) 0

75.0 (7.0) 7

F = 2.4, p = 0.27

Male sex (n/%)

159 (39.0%)

866 (34.4%)

X2 = 3.3, 1 df, p = 0.07
X2 = 1.9, 2 df, p = 0.39

Ethnic identity
’White’

77 (69.4%)

1674 (71.9%)

’Mixed’

17 (15.3%)

260 (11.2%)

’Black’

17 (15.3%)

395 (17.0%)

Missing values

97

191

Dementia (n/%)

47 (11.5%)

273 (10.8%)

X2 = 0.2, 1 df, p = 0.68

ICD depressive episode (n/%)

19 (4.7%)

125 (5.0%)

X2 = 0.1, 1 df, p = 0.79

Stroke (n/%)

35 (8.6%)

194 (7.7%)

X2 = 0.4, 1 df, p = 0.53

Missing values

2

7

Diabetes (n/%)

71 (17.5%)

471 (18.8%)

X2 = 0.4, 1 df, p = 0.53

Missing values

2

14

Hypertension (n/%)

295 (72.3%)

1841 (73.1%)

X2 = 0.1, 1 df, p = 0.75

Smoking (n/%)

176 (43.2%)

1141 (45.4%)

X2 = 0.7, 1 df, p = 0.41

Missing values

1

8

Family history of dementia (n/%)

75 (18.5%)

473 (18.8%)

Missing values

2

8

X2 = 0.0, 1 df, p = 0.86

Df = degrees of freedom.

defined as ‘white’ had marked African ancestry and most
of those defined as ‘black’ had inherited much of their
genome from European ancestors.
The association between ethnic identity, admixture and
APOE genotype

Table 2 shows the distribution of APOE genotype and
APOE allele frequency according to ethnic identity.
There was a strong graded association between ethnic
identity and APOE genotype, with lower e3 frequency
and higher e2 and e4 frequencies moving from ‘white’
to ‘mixed’ to ‘black’ groups. In the case-control subsample, there were also graded associations (after
weighting back) between individual admixture and
APOE genotype. Mean African admixture increased
from 0.15 among those with no e4 alleles to 0.19 with
one and 0.35 for those with two e4 alleles (Test for
trend, F = 4.6, p = 0.01), while mean European admixture declined across the three groups from 0.82 to 0.78
to 0.62 (Test for trend, F = 5.0, p = 0.007). Native
American admixture (0.03) did not vary by APOE
genotype.
The association between APOE genotype and dementia;
interactions with ethnic group and admixture

The distribution of APOE genotype and the APOE allele
frequency, by dementia status, is shown in table 3. The
e2 allele was under-represented, and the e4 allele overrepresented among those with dementia. We examined

the effect of APOE genotype on dementia prevalence
using APOE e3/e3 genotypes as the reference category.
After adjusting for age, sex and education, APOE e3/e4
(PR = 2.59, 95%CI 2.04-3.28) and APOE e4/e4 genotypes (PR 2.88, 95% CI1.58-5.27) were strongly associated with dementia. However, there was no apparent
protective effect of the e2 allele. The prevalence of
dementia was more than double in APOE carriers compared to that in non-carriers (adjusted PR = 2.58, 95%CI
2.06-3.22). This adjusted prevalence ratio was little
changed after adjusting also for ethnic identity (PR 2.47,
95% CI 1.96 to 3.12). After weighting back, the association between any APOE e4 allele and dementia, adjusted
for age, sex and educational level was naturally similar
in the case-control sub-sample, although estimated with
less precision (PR 2.54, 95% CI 1.85-3.47). This association was also essentially unchanged after further adjusting for individual admixture (PR 2.57, 95% CI 1.89-3.49).
Stratifying by ethnic identity in the full sample, the
association between any APOE-e4 and dementia was
similar in ‘white’ (PR 2.83, 95% CI 2.18-3.68) and ‘black’
participants (PR 2.38, 95% CI 1.43-3.95), with no association apparent among those rated as having ‘mixed’
race (PR 0.87, 95% CI 0.25-2.98). However, the likelihood ratio test for the interaction term was not statistically significant (X2 = 4.42, degrees of freedom = 2, p =
0.11). In a sensitivity analysis, after merging the ‘mixed’
and ‘black’ groups, the interaction between APOE e4
and ethnic identity showed a non-significant trend
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Effects of ethnic identity and admixture on dementia
prevalence

African admixture proportion
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Figure 1 Box plot of African admixture distribution by ethnic
identity (weighted).

towards a weaker APOEe4 dementia association among
non-whites compared with whites (PR 0.74, 95% CI 0.451.24). In the case-control subsample, extending the
model to include an APOE by African ancestry interaction term suggested that the effect (prevalence ratio) of
any APOE e4 allele would vary continuously from PR
2.93 (95% CI 1.99-4.31) in those with 100% European
ancestry to 1.52 in those with pure African ancestry.
However, the interaction term again failed to reach statistical significance (PR 0.52, 95% CI 0.13-2.08), p = 0.36.

There were no statistically significant effects of ethnic
identity on dementia prevalence, either before or after
adjusting for compositional differences (Table 4). The
prevalence of dementia was slightly higher among
‘black’ participants and slightly lower among ‘mixed’
participants when compared with ‘white participants,
these tendencies being amplified after standardizing
or adjusting for age, sex and education (Table 4).
After further standardizing or adjusting for the compositional differences in APOE genotype, dementia
prevalence among both ‘black’ and ‘mixed’ groups was
slightly lower than among those identified as ‘white’.
In the case-control subsample the prevalence ratio for
100% African versus 100% European ancestry was PR
0.81 (95% CI 0.41-0.63). After fitting the APOE x
African admixture interaction term, the effect of African ancestry was estimated as PR 1.01 (95% CI 0.432.39) in those without an APOE e4 allele and 0.52 in
those with an APOE e4 allele - albeit that as noted
before the interaction term was not statistically
significant.
When estimating simultaneously the independent
effects of ethnic identity and admixture (controlling for
APOE genotype) African admixture was positively associated with dementia prevalence (PR 4.62, 95% CI 1.4814.5), while estimated prevalence in ‘mixed’ (PR 0.54,
95% CI 0.30-0.96) and ‘black’ participants (PR 0.50, 95%
CI 0.25-1.00) was significantly lower than among those
identified as ‘white’ (Table 5). The effect of African
admixture was slightly attenuated after adjusting for age,
sex and education.

Table 2 Distribution of sociodemographic characteristics, APOE genotype and APOE allele frequency by ethnic identity
Ethnic identity

’White’
N = 1674

’Mixed’
N = 260

’Black’
N = 395

Age (mean/SD)

75.0 (7.0)

75.7 (7.7)

74.7 (6.9)

Male sex (n/%)

579 (34.6%)

95 (36.5%)

118 (29.9%)

P value X2
F = 1.7, P = 0.19
X2 = 4.0, 2df, P = 0.14
X2 = 25.6, 1 df, P < 0.001

Education level (n/%)
None

37 (2.2%)

7 (2.7%)

14 (3.6%)

Some

344 (20.6%)

55 (21.2%)

112 (28.5%)

Primary

543 (32.5%)

87 (33.5%)

148 (37.7%)

Secondary

429 (25.7%)

62 (23.8%)

73 (18.6%)

Tertiary

317 (19.0%)

49 (18.8%)

46 (11.7%)
X2 = 31.4, 1 df, P < 0.001

APOE Genotype (n/%)
No E4 allele
Heterozygous (One e4 allele)

1423 (85.0%)
241 (14.4%)

222 (85.4%)
32 (12.3%)

298 (75.4%)
77 (19.5%)

Homozygous (Two e4 alleles)

10 (0.6%)

6 (2.3%)

20 (5.1%)
X2 = 42.6, 4 df, P = < 0.001

APOE allele frequency
E2

0.058

0.063

0.072

E3

0.864

0.852

0.780

E4

0.078

0.085

0.148
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Table 3 APOE Genotype and APOE allele frequency by dementia status, with crude and adjusted prevalence ratios and
95% confidence intervals

APOE genotype

Number of APOE e4
alleles

Dementia
N(%) 273

No
dementia
N(%) 2247

Whole sample
N(%) 2520

Crude PR
(95%CI)

Adjusted1 PR
(95%CI)

e2/e3

24
(8.8%)

255
(11.4%)

279
(11.1%)

0.97 (0.64-1.46)

0.96 (0.64-1.44)

e2/e4

2
(0.7%)

15
(0.7%)

17
(0.7%)

1.33 (0.36-4.91)

1.42 (0.37-5.45)

e3/e3

162
(59.3%)

1663
(74.0%)

1825
(72.4%)

1.00 (ref.)

1.00 (ref.)

e3/e4

77
(28.2%)

285
(12.7%)

362
(14.4%)

2.40 (1.88-3.06)

2.59 (2.04-3.28)

e4/e4

8
(2.9%)

29
(1.3%)

37
(1.5%)

2.44 (1.30-4.57)

2.88 (1.58-5.27)

X2 = 54.6, 4 df
p < 0.001

X2 = 46.6, 4 df
p < 0.001

p-value (Test for
heterogeneity)
0

186
(68.1%)

1918
(85.4%)

2104
(83.5%)

1.00 (ref.)

1.00 (ref.)

1

79
(28.9%)

300
(13.4%)

379
(15.0%)

2.36 (1.86-2.99)

2.55 (2.02-3.21)

2

8
(2.9%)

29
(1.3%)

37
(1.5%)

2.45 (1.31-4.58)

2.90 (1.59-5.29)

X2 = 55.5, 1 df
p < 0.001
2.37 (1.88-2.98)

X2 = 41.8, 1 df
p < 0.001
2.58 (2.06-3.22)

X2 = 53.0, 1 df
p < 0.001

X2 = 45.6, 1 df
p < 0.001

p-value (Test for trend)
Any APOE e4 allele

1 or 2 alleles

87
(31.9%)

329
(14.6%)

416
(16.5%)

p-value
APOE allele frequency

e2

0.048

0.060

0.059

e3

0.778

0.860

0.851

e4

0.174

0.080

0.090

p-value (Test for trend)

X2 = 61.7, 1 df,
P < 0.001

1 Adjusted for age, sex and education - X2 derived from likelihood ratio tests.

Discussion
There has been much interest in the potential role of
African ancestry in modifying the effect of the APOE
genotype and influencing risk for AD and other dementias. We believe this to be the first study to have
addressed this issue directly, through estimation of individual admixture, rather than relying merely on observations of ethnic type. Another strength is the populationbased survey design with high response rates for the
main survey and blood sample collection. The main
weaknesses of the study were, first, that the sample size,
although large, may not have been adequate to exclude
important APOE genotype by admixture interaction
effects, and second that in the cross-sectional design we
were unable to distinguish environmental factors associated with the incidence of dementia from those predicting its duration. Finally, although the use of 60 SNPs
to estimate individual admixture is considered to provide reasonable precision, a standard error of around 0.1
is to be expected. Ideally we should have accounted for
the uncertainty in these estimates within the regression

analysis, rather than treating it as a covariate observed
without error. We do not believe that this will have led
to systematic error, since most SNPs were successfully
genotyped on most participants. Nevertheless, although
much more computationally demanding, future more
definitive tests of these hypotheses on larger samples
would benefit from this more rigorous approach
In this representative population-based survey of older
Cubans in Havana and Matanzas cities, ‘’white’, mixed’
and ‘black’ ethnic groups were all substantially admixed,
with varying proportions of African and European
ancestry. There was a strong and statistically significant
association between both ethnic identity and admixture
and the APOE genotype, the e4 allele being over-represented in ‘mixed’ and ‘black’ ethnic groups and in those
with greater African admixture. Overall, we found a
strong association between APOE genotype and dementia, with effect sizes very similar to those reported in
other settings [11,13]. The association was evident
among those identified by interviewers as ‘black’ as well
as those identified as ‘white’, but not in those identified
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Table 4 Crude and adjusted dementia prevalence by ethnic identity, with prevalence ratios
’White’
N = 1677

’Mixed’
N = 394

’Black’
N = 261

Any dementia - crude
prevalence (%)

190/1751
10.9%
(9.4-12.3%)

25/277
9.0%
(5.5-12.5%)

49/412
11.9%
(8.8-15.0%)

Crude prevalence ratio

1 (ref)

0.83
(0.55-1.25)

1.10
(0.82-1.47)

Any dementia - standardized
prevalence (%)

11.1%
(9.7-12.5%)

7.8%
(5.0-10.6%)

11.8%
(8.6-15.1%)

Adjusted prevalence ratio

1 (ref)

0.73
(0.50-1.06)

1.04
(0.79-1.38)

Any dementia - standardized
prevalence (%)

11.4%
(10.0-12.8%)

8.3%
(5.4-11.2%)

9.7%
(7.3-12.1%)

Adjusted prevalence ratio

1 (ref)

0.74
(0.50-1.10)

0.92
(0.69-1.23)

Test for
heterogeneity across
ethnic identity
groups

Crude prevalence

X2 = 1.0, 2 df p = 0.61

Standardized/adjusted for age, sex and
education1

X2 = 2.5, 2 df p < 0.29

Standardized/adjusted for age, sex, education
and APOE genotype1

X2 = 2.2, 2 df p = 0.32

1. X2 derived from likelihood ratio tests

as ‘mixed’. The ‘mixed’ group was the smallest in number, and lack of precision may have contributed to this
otherwise surprising finding. There was a non-significant
trend for the association between APOE genotype and
dementia to be weaker in those with greater degrees of

African admixture. Controlling for ethnic identity or
admixture did not affect the association between APOE
genotype and dementia, suggesting an absence of confounding by population stratification. After controlling
for compositional differences in APOE genotype (the

Table 5 The independent effects of admixture and ethnic identity upon dementia prevalence (weighted analysis)
Model 1

Model 2

Model 3

Model 4

2.21 (1.58-3.09)
p < 0.0011

2.19 (1.54-3.10)
p < 0.0011

2.13 (1.50-3.02)
p < 0.0011

2.45 (1.77-3.40)
p < 0.0011

1.53 (0.80-2.91)
p = 0.201

-

4.62 (1.48-14.5)
p = 0.011

2.55 (0.75-8.61)
p = 0.131

APOE genotype
One or more e4 allele
Admixture
100% African versus 100% European admixture
Ethnic identity
’White’

-

1 (ref)

1 (ref)

1 (ref)

’Mixed’

-

0.79 (0.47-1.33)
p = 0.381

0.54 (0.30-0.96)
p = 0.041

0.60 (0.34-1.09)
p = 0.091

’Black’

-

1.02 (0.68-1.51)
p = 0.931

0.50 (0.25-1.00)
p = 0.051

0.47 (0.22-1.02)
p = 0.061

Age (years)

-

-

-

1.10 (1.07-1.12)
p < 0.0011

Male sex

-

-

-

0.84 (0.59-1.21)
p = 0.36

Education (per level)

-

-

-

0.76 (0.64-0.90)
p = 0.001

Sociodemographic factors

1. p-values are taken from the model z-scores. It was not possible to run likelihood ratio tests because robust variance estimates were required given the use of
sampling weights.
Model 1 African admixture and APOE.
Model 2 Ethnic identity and APOE.
Model 3 African admixture, ethnic identity and APOE.
Model 3 African admixture, ethnic identity, APOE, age, sex and education.
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risk conferring e4 allele being more common in ‘mixed’
and ‘black’ ethnic identity groups), there was a non-significant trend towards lower dementia prevalence in
those ‘non-white’ groups. A similar non-significant trend
was apparent for admixture. However, when the joint
independent effects of ethnic identity and admixture
were assessed in a single model, mutual confounding
was evident. In each ethnic identity, increased African
ancestry greatly increased the risk of dementia. At every
level of African ancestry, those with ‘mixed’ and ‘black’
ethnic identities had a lower risk of dementia
We have established a link between admixture and
APOE genotype, with a higher frequency of the riskconferring e4 allele in those with greater degrees of
African admixture. All things being equal, this would be
expected to result in a greater incidence and prevalence
of dementia. However, in our sample this was offset by
a large attenuation of the effect of APOE e4 in those
with more African ancestry. This interaction was not
statistically significant, and larger samples will be
required to measure this with more precision and
exclude type II error. Also, there was no significant
graded effect modification by ethnic identity in the larger sample, with the attenuation of effect being confined
to those in the ‘mixed’ group. Gene by environment
interactions still seem the most plausible explanation for
apparent modification of the effect of APOE among
African, African American and European populations,
given the large difference in environmental exposures,
particularly cardiovascular risk factors, between African
and African American populations [36]. However, European admixture among African American populations
may have also created potential for differential gene by
gene interactions between the two settings. Were a
more consistent and unequivocal interaction with
admixture to be demonstrated in larger samples, we
could then in principle begin to localize the genes
responsible by admixture mapping, exploiting information about linkage generated by admixture [35].
Another balancing effect on overall prevalence may be
in operation given that the effects of ‘mixed’ or ‘black’
ethnic identity on the one hand, and African genetic
admixture on the other seem to be operating in opposing directions in influencing dementia risk. These are
related yet by no means collinear constructs; hence
mutual confounding is feasible. The new respectability
of observer assessments of ‘ethno-race’ in epidemiological research arise precisely from their ability to identify
the externally observable physical characteristics that are
hypothesised to lead to social, economic and health disadvantage. Their utility in research, as well as their limitations are neatly summarised by an American
epidemiologist, Camara Phyllis Jones [37]:
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’The race that we measure in our studies is the same
race that is noted by a taxi driver, a police officer, a
judge in a courtroom, or a teacher in a classroom. That
is, race is a social classification in our race-conscious
society that conditions most aspects of our daily-life
experiences and results in profound differences in life
chances. This assigned race varies among countries. For
example in the United States I am clearly labelled Black,
while in Brazil I would be just as clearly labelled White
and in South Africa, I would be clearly labelled
‘coloured’. It is likely, if I stayed long enough in one of
these settings, my health profile would become that of
the group to which I had been assigned, even though I
would have the same genetic endowment in all three
settings.’
Much research in the US has focussed upon black ethnic identity as a socially determined, contextually bound
construct, linked to disadvantage and discrimination,
and mediating health disadvantages. Thus, in the 1990s
darker skin colour among African-Americans was found
to be inversely associated with income, education and
occupational status, and to be a stronger predictor of
adult occupational status than was parental socioeconomic position [38]. More recently, darker skin colour
has been shown to be independently associated with
experiences of racism [39]. Protective income gradients
in hypertension are evident for light-skinned but not
dark-skinned African-Americans, an effect hypothesised
to be explained by psychosocial stressors linked to skin
colour, including racism [40]. Of relevance to our finding of a protective effect of non-white ethnic identity on
dementia risk, some benefits of such self-identification
have been reported; for example factors reflecting participation in and belonging to African-American culture
were associated with a range of positive health behaviours [41].

Conclusions
Genetic admixture, externally observable physical
characteristics including skin colour, and self-reported
ethnicity are related to each other, but in complex
ways [42,43]. One of the weaknesses in the current
study is that we did not adequately separate out selfperceptions from observer ratings of ethnic identity.
A proper understanding of the role of genetic admixture in determining disease risk may require measurement of, and control for each of these and other
related socio-cultural factors, including socioeconomic position and acculturation [37,44]. Although
strongly correlated, the effects of admixture and ethnic identity on health outcomes can and should be
distinguished when assessing genetic and environmental contributions.
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Additional material
Additional file 1: List of SNPs used to estimate individual
admixture. Full list of 60 SNPs used to estimate individual admixture,
with rs number, chromosome and genetic location (in centimorgans)

8.

9.
Acknowledgements
This project was funded by the Wellcome Trust Health Consequences of
Population Change Programme (GR066133 - Prevalence phase in Cuba
and Brazil), with additional funding from GR08002-Incidence phase in
Peru, Mexico, Argentina, Cuba, Dominican Republic, Venezuela and
China). The clinician interviewers were seconded to the project with the
support of the Cuban Ministry of Public Health. The Rockefeller
Foundation supported our dissemination meeting at their Bellagio
Centre. Alzheimer’s Disease International has provided support for
networking and infrastructure.

10.

11.

12.
Author details
1
National Centre for Medical Genetics, Havana, Cuba. 2Higher Institute of
Medical Sciences of Havana, Cuba. 3Public Health Sciences section, University
of Edinburgh Medical School, Edinburgh, UK. 4Medical Sciences University of
Matanzas, Matanzas, Cuba. 5University Policlinic “27 de Noviembre”, Havana,
Cuba. 6University of Liverpool, Liverpool, UK. 7King’s College, London,
(Institute of Psychiatry, Centre for Global Mental Health), UK.
Authors’ contributions
TBM, PMcK, JLR and MJP designed the study. TBM carried out the molecular
genetic studies. PMcK generated the individual admixture estimates and
supported the admixture analyses. JLB and AV coordinated the survey work
in Cuba, and CF coordinated the international 10/66 Dementia research
Group program. MJP, CF and JRM assisted in the training of the Cuban
investigators. MJP is the director of the 10/66 Dementia Research Group
Program. MJP and JLB carried out the statistical analyses, and wrote the first
draft of the paper. All authors read and approved the final manuscript.

13.

14.

15.

16.
Competing interests
The authors declare that they have no competing interests.
17.
Received: 25 November 2010 Accepted: 24 March 2011
Published: 24 March 2011
18.
References
1. Hendrie HC, Osuntokun BO, Hall KS, Ogunniyi AO, Hui SL, Unverzagt FW,
Gureje O, Rodenberg CA, Baiyewu O, Musick BS: Prevalence of Alzheimer’s
disease and dementia in two communities: Nigerian Africans and
African Americans. Am J Psychiatry 1995, 152:1485-1492.
2. Hendrie HC, Ogunniyi A, Hall KS, Baiyewu O, Unverzagt FW, Gureje O,
Gao S, Evans RM, Ogunseyinde AO, Adeyinka AO, Musick B, Hui SL:
Incidence of dementia and Alzheimer disease in 2 communities: Yoruba
residing in Ibadan, Nigeria, and African Americans residing in
Indianapolis, Indiana. JAMA 2001, 285:739-747.
3. Evans DA, Bennett DA, Wilson RS, Bienias JL, Morris MC, Scherr PA,
Hebert LE, Aggarwal N, Beckett LA, Joglekar R, Berry-Kravis E,
Schneider J: Incidence of Alzheimer disease in a biracial urban
community: relation to apolipoprotein E allele status. Arch Neurol
2003, 60:185-189.
4. Tang MX, Stern Y, Marder K, Bell K, Gurland B, Lantigua R, Andrews H,
Feng L, Tycko B, Mayeux R: The APOE-epsilon4 allele and the risk of
Alzheimer disease among African Americans, whites, and Hispanics.
JAMA 1998, 279:751-755.
5. Nitrini R, Bottino CM, Albala C, Custodio Capunay NS, Ketzoian C, Llibre
Rodriguez JJ, Maestre GE, Ramos-Cerqueira AT, Caramelli P: Prevalence of
dementia in Latin America: a collaborative study of population-based
cohorts. Int Psychogeriatr 2009, 21:622-630.
6. Molero AE, Pino-Ramirez G, Maestre GE: High prevalence of dementia in a
Caribbean population. Neuroepidemiology 2007, 29:107-112.
7. Llibre Rodriguez JJ, Ferri CP, Acosta D, Guerra M, Huang Y, Jacob KS,
Krishnamoorthy ES, Salas A, Sosa AL, Acosta I, Dewey ME, Gaona C,

19.

20.

21.

22.

23.

24.

Jotheeswaran AT, Li S, Rodriguez D, Rodriguez G, Kumar PS, Valhuerdi A,
Prince M: Prevalence of dementia in Latin America, India, and China: a
population-based cross-sectional survey. Lancet 2008, 372:464-474.
Scazufca M, Menezes PR, Vallada HP, Crepaldi AL, Pastor-Valero M,
Coutinho LM, Di RV, Almeida OP: High prevalence of dementia among
older adults from poor socioeconomic backgrounds in Sao Paulo, Brazil.
Int Psychogeriatr 2008, 20:394-405.
Saunders AM, Strittmatter WJ, Schmechel D, St.George-Hyslop PH, PericakVance MA, Joo SH, Rosi BL, Gusella JF, Crapper-Maclachlan DR, Alberts MJ,
Hulette C, Crain B, Goldgaber D, Roses AD: Association of apolipoprotein E
allele e4 with late-onset familial and sporadic Alzheimer’s disease.
Neurology 1993, 43:1467-1472.
Strittmatter WJ, Saunders AM, Schmechel D, Pericak-Vance MA, Enghild J,
Salvesen GS, Roses AD: Apolipoprotein E: High avidity binding to betaamyloid and increased frequency of type 4 allele in late-onset familial
Alzheimer disease. Proc Natl Acad Sci USA 1993, 90:1977-1981.
Bertram L, McQueen MB, Mullin K, Blacker D, Tanzi RE: Systematic metaanalyses of Alzheimer disease genetic association studies: the AlzGene
database. Nat Genet 2007, 39:17-23.
Kalaria RN, Maestre GE, Arizaga R, Friedland RP, Galasko D, Hall K,
Luchsinger JA, Ogunniyi A, Perry EK, Potocnik F, Prince M, Stewart R,
Wimo A, Zhang ZX, Antuono P: Alzheimer’s disease and vascular
dementia in developing countries: prevalence, management, and risk
factors. Lancet Neurol 2008, 7:812-826.
Farrer LA, Cupples LA, Haines JL, Hyman B, Kukull WA, Mayeux R, Myers RH,
Pericak-Vance MA, Risch N, van Duijn CM: Effects of age, sex, and ethnicity
on the association between apolipoprotein E genotype and Alzheimer
disease. A meta-analysis. APOE and Alzheimer Disease Meta Analysis
Consortium. [see comments.]. JAMA 1997, 278:1349-1356.
Gureje O, Ogunniyi A, Baiyewu O, Price B, Unverzagt FW, Evans RM, SmithGamble V, Lane KA, Gao S, Hall KS, Hendrie HC, Murrell JR: APOE epsilon4
is not associated with Alzheimer’s disease in elderly Nigerians. Ann
Neurol 2006, 59:182-185.
Kalaria RN, Ogeng’o JA, Patel NB, Sayi JG, Kitinya JN, Chande HM,
Matuja WB, Mtui EP, Kimani JK, Premkumar DR, Koss E, Gatere S,
Friedland RP: Evaluation of risk factors for Alzheimer’s disease in elderly
east Africans. Brain Res Bull 1997, 44:573-577.
Sevush S, Peruyera G, Crawford F, Mullan M: Apolipoprotein-E epsilon 4
allele frequency and conferred risk for Cuban Americans with
Alzheimer’s disease. Am J Geriatr Psychiatry 2000, 8:254-256.
Hendrie HC, Murrell J, Gao S, Unverzagt FW, Ogunniyi A, Hall KS:
International studies in dementia with particular emphasis on
populations of African origin. Alzheimer Dis Assoc Disord 2006, 20:S42-S46.
Mao X, Bigham AW, Mei R, Gutierrez G, Weiss KM, Brutsaert TD, LeonVelarde F, Moore LG, Vargas E, McKeigue PM, Shriver MD, Parra EJ: A
genomewide admixture mapping panel for Hispanic/Latino populations.
Am J Hum Genet 2007, 80:1171-1178.
Wang S, Ray N, Rojas W, Parra MV, Bedoya G, Gallo C, Poletti G, Mazzotti G,
Hill K, Hurtado AM, Camrena B, Nicolini H, Klitz W, Barrantes R, Molina JA,
Freimer NB, Bortolini MC, Salzano FM, Petzl-Erler ML, Tsuneto LT, Dipierri JE,
Alfaro EL, Bailliet G, Bianchi NO, Llop E, Rothhammer F, Excoffier L, RuizLinares A: Geographic patterns of genome admixture in Latin American
Mestizos. PLoS Genet 2008, 4:e1000037.
Mendizabal I, Sandoval K, Berniell-Lee G, Calafell F, Salas A, MartinezFuentes A, Comas D: Genetic origin, admixture, and asymmetry in
maternal and paternal human lineages in Cuba. BMC Evol Biol 2008,
8:213.
Cintado A, Companioni O, Nazabal M, Camacho H, Ferrer A, De Cossio ME,
Marrero A, Ale M, Villarreal A, Leal L, Casalvilla R, Benitez J, Novoa L, azHorta O, Duenas M: Admixture estimates for the population of Havana
City. Ann Hum Biol 2009, 36:350-360.
Parra EJ, Marcini A, Akey J, Martinson J, Batzer MA, Cooper R, Forrester T,
Allison DB, Deka R, Ferrell RE, Shriver MD: Estimating African American
admixture proportions by use of population-specific alleles. Am J Hum
Genet 1998, 63:1839-1851.
McKeigue PM, Carpenter JR, Parra EJ, Shriver MD: Estimation of admixture
and detection of linkage in admixed populations by a Bayesian
approach: application to African-American populations. Ann Hum Genet
2000, 64:171-186.
McKeigue PM: Prospects for admixture mapping of complex traits. Am J
Hum Genet 2005, 76:1-7.

Teruel et al. BMC Medical Genetics 2011, 12:43
http://www.biomedcentral.com/1471-2350/12/43

25. Llibre RJ, Valhuerdi A, Sanchez II, Reyna C, Guerra MA, Copeland JR,
McKeigue P, Ferri CP, Prince MJ: The Prevalence, Correlates and Impact of
Dementia in Cuba. A 10/66 Group Population-Based Survey.
Neuroepidemiology 2008, 31:243-251.
26. Prince M, Ferri CP, Acosta D, Albanese E, Arizaga R, Dewey M, Gavrilova SI,
Guerra M, Huang Y, Jacob KS, Krishnamoorthy ES, McKeigue P, Rodrigues JL,
Salas A, Sosa AL, Sousa R, Stewart R, Uwakwe R: The protocols for the 10/
66 Dementia Research Group population-based research programme.
BMC Public Health 2007, 7:165.
27. Prince M, Acosta D, Chiu H, Scazufca M, Varghese M: Dementia diagnosis
in developing countries: a cross-cultural validation study. Lancet 2003,
361:909-917.
28. American Psychiatric Association: Diagnostic and Statistical Manual of Mental
Disorders Washington DC: APA; 1994.
29. Prince MJ, de Rodriguez JL, Noriega L, Lopez A, Acosta D, Albanese E,
Arizaga R, Copeland JR, Dewey M, Ferri CP, Guerra M, Huang Y, Jacob KS,
Krishnamoorthy ES, McKeigue P, Sousa R, Stewart RJ, Salas A, Sosa AL,
Uwakwa R: The 10/66 Dementia Research Group’s fully operationalised
DSM-IV dementia computerized diagnostic algorithm, compared with
the 10/66 dementia algorithm and a clinician diagnosis: a population
validation study. BMC Public Health 2008, 8:219.
30. Copeland JRM, Dewey ME, Griffith-Jones HM: A computerised psychiatric
diagnostic system and case nomenclature for elderly subjects: GMS and
AGECAT. Psychological Medicine 1986, 16:89-99.
31. Hall KS, Hendrie HH, Brittain HM, Norton JA, Rodgers DD, Prince CS, Pillay N,
Blue AW, Kaufert JN, Nath A, Shelton P, Postl BD, Osuntokun BO: The
development of a dementia screeing interview in two distinct
languages. International Journal of Methods in Psychiatric Research 1993,
3:1-28.
32. Ganguli M, Chandra V, Gilby JE, Ratcliff G, Sharma SD, Pandav R,
Seaberg EC, Belle S: Cognitive test performance in a community-based
nondemented elderly sample in rural India: the Indo-U.S. Cross-National
Dementia Epidemiology Study. International Psychogeriatrics 1996,
8:507-524.
33. Dewey ME, Copeland JR: Diagnosis of dementia from the history and
aetiology schedule. International Journal of Geriatric Psychiatry 2001,
16:912-917.
34. Smith MW, Patterson N, Lautenberger JA, Truelove AL, McDonald GJ,
Waliszewska A, Kessing BD, Malasky MJ, Scafe C, Le E, et al: A high-density
admixture map for disease gene discovery in african americans. Am J
Hum Genet 2004, 74:1001-1013.
35. Hoggart CJ, Shriver MD, Kittles RA, Clayton DG, McKeigue PM: Design and
analysis of admixture mapping studies. Am J Hum Genet 2004, 74:965-978.
36. Hendrie HC, Hall KS, Ogunniyi A, Gao S: Alzheimer’s disease, genes, and
environment: the value of international studies. Can J Psychiatry 2004,
49:92-99.
37. Jones CP: Invited commentary: “race,” racism, and the practice of
epidemiology. Am J Epidemiol 2001, 154:299-304.
38. Keith VM, Herring C: Skin Tone and Stratification in the Black Community.
The American Journal of Sociology 1991, 97:760-778.
39. Klonoff EA, Landrine H: Is skin color a marker for racial discrimination?
Explaining the skin color-hypertension relationship. J Behav Med 2000,
23:329-338.
40. Sweet E, McDade TW, Kiefe CI, Liu K: Relationships between skin color,
income, and blood pressure among African Americans in the CARDIA
Study. Am J Public Health 2007, 97:2253-2259.
41. Airhihenbuwa CO, Kumanyika SK, TenHave TR, Morssink CB: Cultural
identity and health lifestyles among African Americans: a new direction
for health intervention research? Ethn Dis 2000, 10:148-164.
42. Parra EJ, Kittles RA, Shriver MD: Implications of correlations between skin
color and genetic ancestry for biomedical research. Nat Genet 2004, 36:
S54-S60.
43. Klimentidis YC, Miller GF, Shriver MD: Genetic admixture, self-reported
ethnicity, self-estimated admixture, and skin pigmentation among
Hispanics and Native Americans. Am J Phys Anthropol 2009, 138:375-383.
44. Florez JC, Price AL, Campbell D, Riba L, Parra MV, Yu F, Duque C, Saxena R,
Gallego N, Tello-Ruiz M, Franco L, Rodriguez-Torres M, Villegas A, Bedoya G,
guilar-Salinas CA, Tusie-Luna MT, Ruiz-Linares A, Reich D: Strong
association of socioeconomic status with genetic ancestry in Latinos:
implications for admixture studies of type 2 diabetes. Diabetologia 2009,
52:1528-1536.

Page 11 of 11

Pre-publication history
The pre-publication history for this paper can be accessed here:
http://www.biomedcentral.com/1471-2350/12/43/prepub
doi:10.1186/1471-2350-12-43
Cite this article as: Teruel et al.: Interactions between genetic admixture,
ethnic identity, APOE genotype and dementia prevalence in an
admixed Cuban sample; a cross-sectional population survey and nested
case-control study. BMC Medical Genetics 2011 12:43.

Submit your next manuscript to BioMed Central
and take full advantage of:
• Convenient online submission
• Thorough peer review
• No space constraints or color figure charges
• Immediate publication on acceptance
• Inclusion in PubMed, CAS, Scopus and Google Scholar
• Research which is freely available for redistribution
Submit your manuscript at
www.biomedcentral.com/submit

