
sities (WMH) and total brain volume (TBV). Methods: MRI quantification
of brain and WMH volumes were obtained from 1974 Framingham Heart
Study Offspring Cohort participants free from clinical stroke, TIA or
dementia with an age range of 35-85 years (60�9; 53% women). To adjust
for head size, both measures were divided by total cranial volume (TCV);
WMH was log transformed to normalize variance. MRI measures were
associated with 8 inflammatory biomarkers including CD40 ligand
(CD40L), C-reactive protein (CRP), interleukin-6 (IL-6), soluble intracel-
lular adhesion molecule-1 (sICAM-1), monocyte chemoattractant protein-1
(MCP-1), myeloperoxidase (MPO), osteoprotegerin (OPG), and P-selectin
after log transformation, adjusting for age, sex, systolic blood pressure
(BP), diastolic BP, body mass index, height, total high density lipoprotein,
smoking status, fasting glucose, triglycerides, diabetes, BP treatment, hor-
mone replacement therapy, lipid lowering treatment, aspirin, atrial fibril-
lation, prevalent CVD, and ECG left ventricular hypertrophy. Results: In
multivariable models, the inflammatory markers were associated with TBV
(p�.0001) but not WMH. Backward elimination (terms with p�0.05
retained) revealed two significant inverse associations with TBV including
IL-6 (�� –0.29, p�.002) and OPG (�� –0.77, p�.001). The estimated
mean change in TBV per interquartile range of IL-6 � –0.26 (p�.002) and
OPG � –0.30 (p�.001). Findings were similar when the analyses were
re-run excluding individuals with prevalent CVD. Conclusions: Our anal-
yses revealed that IL-6 and OPG, both markers of systemic inflammation,
were inversely associated with TBV; however, no inflammatory marker
was associated with WMH. Though our analyses are cross-sectional and
unable to establish causality, we propose that elevated inflammatory mark-
ers may be implicated in accelerating age-related atrophy. The etiology of
this association remains unclear and requires further investigation.
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Background: Initial interest in non-steroidal anti-inflammatory drugs
(NSAIDs) for prevention of Alzheimer’s disease (AD) was driven by
evidence of inflammation in AD pathology. We previously demonstrated
that long-term use of NSAIDs was associated with a decreased risk of AD.
Results from in vitro and in vivo studies now suggest that a protective
effect of NSAIDs may be mediated by their effect on amyloid-�42 (A�42)
levels, rather than by anti-inflammatory activity. Not all NSAIDs lower
A�42 levels. Objective: To determine whether use of A�42-lowering
NSAIDs is associated with a lower risk of AD. Methods: The study
population consisted of 6992 participants of the prospective, population-
based Rotterdam Study, who were 55 years or older and free of dementia
at baseline. Complete information on filled prescriptions was obtained from
automated pharmacy records. NSAIDs were classified as A�42-lowering
or non-A�42-lowering agents. We defined four mutually exclusive time-
dependent categories of cumulative NSAID use: no use, short-term (�1
month), intermediate-term (1 to 24 months) and long-term use (�24
months). The reference group for all analyses was no use of any NSAID.
Data were analysed with Cox proportional-hazard models, adjusting for
age, sex, concomitant cumulative use of other NSAIDs, education, diabetes
mellitus and cumulative use of oral anticoagulants and antihypertensives.
In addition, we stratified on APOE genotype. Results: During follow-up
(mean 9.0 years) 739 persons developed dementia, of whom 582 developed
AD, 81 vascular dementia and 76 other types of dementia. Long-term use
of any NSAID was associated with a non-significant risk reduction of AD
(RR 0.65; 95% confidence interval (CI); 0.40-1.06) compared to no use of
any NSAID. Long-term use of A�42-lowering NSAIDs was associated

with a significantly decreased risk of AD (RR 0.42; 95%CI 0.20-0.90)
compared to no use of any NSAID, whereas use of non-A�42-lowering
NSAIDs was not associated with a decreased risk of AD (RR 0.78; 95%CI
0.32-1.90). Relative risks were lower in presence of the APOE4 allele, but
interactions were not significant. Conclusions: Long-term use of A�42-
lowering NSAIDs seems to protect against AD. These findings are in
agreement with the effects of NSAIDs on A�42 levels observed in vitro
and in vivo.
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Background: Although cereals and flours are universally fortified with
folic acid, recent epidemiologic studies have linked elevated homocysteine
(HCY) to increased risk of Alzheimer’s, dementia and cognitive decline
and underlying brain pathology. Reduction of HCY by B vitamin supple-
mentation inspires investigation of the role of HCY in dementias. Objec-
tive: The associations of homocysteine, erythrocyte folate, and plasma B12
with 4.5 year incidence of dementia and cognitive impairment not dementia
(CIND) were examined in a cohort of 1,789 Mexican Americans begun in
1998-99. Methods: Dementia and CIND (n�102) were ascertained in
2000-2005 by neuropsychological and clinical exams and expert adjudica-
tion. The association between HCY and dementia/CIND incidence was
examined using a series of proportional hazards models. HCY, B12 and
folate were log-transformed. A subset of 172 participants had volumetric
MRIs. White matter (WMSH) was quantified using standard methods. The
influence of HCY on WMSH (log) was examined using multivariate linear
regression. Results: HCY (log) was associated with an increased risk of
dementia/CIND: (HR: 2.13, 95% CI: 1.07-4.44). Adjustment for plasma
B12, red blood cell (RBC) folate, renal function, stroke, age, education,
gender, country of birth, and vitamin use did not influence this association.
RBC folate was not associated with dementia/CIND but low plasma B12
was associated with a slightly increased risk (HR: 1.05. 95% CI 1.01-1.09).
Baseline stroke was associated with a nearly 2.5-fold increased risk (HR:
2.44: 95% CI: 1.37-4.34). Exclusion of participants with stroke at baseline
did not affect the associations of HCY and dementia/CIND. In the bottom
two tertiles of B12 (� 500 pg/mL), HCY was associated with an increased
risk of dementia/CIND (HR: 2.03, p�0.007) but not in the top tertile of
B12 (HR: 1.10, p�0.90). HCY was associated with increased WMSH (age
adjusted): (��0.62, p�.04). Conclusions: Even in the presence of uni-
versal folic acid fortification of food, HCY remains a significant risk factor
for dementia and cognitive impairment. B12 supplementation may reduce
the effects of HCY on dementia risk. However, the influence of HCY on
dementia does not depend entirely on B vitamin levels. The link between
HCY and WMSH suggests vascular pathology may be involved.
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Background: There are conflicting reports on the relationship between cho-
lesterol and dementia. Several studies suggest that high cholesterol is a risk
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