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Background: Evidence suggests that cardiovascular medications, including statins and
antihypertensive medications, may delay cognitive decline in patients with Alzheimer
dementia (AD). We examined the association of cardiovascular medication use and rate
of functional decline in a population-based cohort of individuals with incident AD.
Methods: In the Dementia Progression Study of the Cache County Study on Memory,
Health, and Aging, 216 individuals with incident AD were identified and followed
longitudinally with in-home visits for a mean of 3.0 years and 2.1 follow-up visits. The
Clinical Dementia Rating (CDR) was completed at each follow-up. Medication use was
inventoried during in-home visits. Generalized least-squares random-effects regression
was performed with CDR Sum of Boxes (CDR-Sum) as the outcome and cardiovascular
medication use as the major predictors. Results: CDR-Sum increased an average of 1.69
points annually, indicating a steady decline in functioning. After adjustment for demo-
graphic variables and the baseline presence of cardiovascular conditions, use of statins
(p � 0.03) and beta-blockers (p � 0.04) was associated with a slower annual rate of
increase in CDR-Sum (slower rate of functional decline) of 0.75 and 0.68 points respec-
tively, while diuretic use was associated with a faster rate of increase in CDR-Sum (p �
0.01; 0.96 points annually). Use of calcium-channel blockers, angiotensin-converting
enzyme inhibitors, digoxin, or nitrates did not affect the rate of functional decline.
Conclusions: In this population-based study of individuals with incident AD, use of
statins and beta-blockers was associated with delay of functional decline. Further studies
are needed to confirm these results and to determine whether treatment with these
medications may help delay AD progression.
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Alzheimer disease (AD) is the leading cause of
dementia in the U.S. affecting an estimated 4.5

million persons in 2004, a number that is expected to
triple by the year 2030.1 AD is a major cause of disabil-
ity and institutionalization in older persons, burdening
caregivers both financially and emotionally. Although
current FDA-approved medications for AD have well-
established symptomatic effects, the effect sizes for clin-
ical outcomes are modest and to date there is no proven
therapy for primary or secondary prevention of AD.

There are many longitudinal epidemiologic studies
assessing the effect of vascular conditions and treat-
ments on AD incidence but few examining progression
of AD once the diagnosis is established. Results from
incidence studies suggest that cardiovascular risk
factors increase the incidence of AD, including hy-
pertension2, elevated serum cholesterol,3 diabetes,4

and atrial fibrillation.5 However, these associations
are not firmly established and there are contradictory
results: for example, the Framingham Health Study
reported that serum cholesterol levels were not as-
sociated with incidence of AD.6 Cardiovascular med-
ications have been similarly associated with de-
creased incidence of AD in pharmacoepidemiologic
studies. Several case–control studies report that the
use of lipid-lowering agents (LLAs), particularly st-
atins, is associated with lower risk of incident AD.7–9

However, prospective studies have not replicated these
findings.10–12 Antihypertensive use has been similarly
associated with lower incidence of AD in longitudinal
studies.13 These pharmacoepidemiologic observations
have led logically to clinical trials of primary and sec-
ondary prevention of AD using cardiovascular med-
ications including statins14–16 and antihypertensive
medications17 with mostly negative results to date.

Identifying risk factors and potential interventions
for AD progression (secondary prevention) is of obvi-
ous importance to patients, caregivers and clinicians,
and for this reason it is important to examine the asso-
ciation of cardiovascular medication use and AD pro-
gression. It is important to use a study design that
specifically addresses issues of progression because a
disease-modifying factor may have differing effects at
different stages of disease. For example, increased blood
pressure and serum cholesterol in midlife are associated
with incident AD in late life,3 while decreased blood
pressure and serum cholesterol in late life18,19 are asso-
ciated with an increased risk of AD in late life. Given the
methodologic challenges of primary prevention trials

in AD, disease modification (alteration of the rate of
progression) may be a more realistic goal for the new
treatments.20

The Cache County Dementia Progression Study
(DPS) consists of a population-based cohort of inci-
dent dementia, and is designed to define the cogni-
tive, functional, and neuropsychiatric trajectories of
dementia patients, as well as risk factors that modify
these trajectories. We sought to assess the effect of
medications for treatment of vascular conditions on
AD progression. The hypothesis of this article is that
cardiovascular medications will alter the rate of func-
tional decline in AD.

METHODS

Participant Screening

The DPS enrolls participants with incident demen-
tia screened from the population of Cache County,
Utah via procedures of the Cache County Study on
Memory, Health, and Aging (CCSMHA). The proto-
cols have been reported in detail elsewhere.21 Briefly,
of the 5677 permanent residents of Cache County
Utah aged 65 or older on January 1, 1995, 5092 (90%)
enrolled in the study and underwent a multistage
screening and assessment. Individuals with preva-
lent dementia were identified at the initial study
wave (1995–1996) and those developing incident de-
mentia were identified at two follow-up waves
(1998–1999 and 2002–2003). At each wave, partici-
pants were screened for dementia using the revised
Modified Mini-Mental State Examination for epide-
miologic studies (3MS).22. Individuals whose 3MS
scores (adjusted for education and sensory deficits)
fell below 87 out of a possible 100 were studied
further using the Dementia Questionnaire.23 Partici-
pants with suspected dementia or its prodrome un-
derwent baseline clinical assessment, including an
interview to ascertain medical, cognitive, and demo-
graphic history, a brief medical and neurological ex-
amination, and a neuropsychological test battery.
Following case review by a study geropsychiatrist and
neuropsychologist with the clinical assessment team,
individuals with suspected dementia were referred for
an MRI scan, laboratory studies, and geropsychiatry
evaluation. All available information were reviewed by
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a panel of experts who assigned final dementia diag-
noses (see below). Participants with a diagnosis of in-
cident dementia (N � 432) over the two waves of
follow-up in CCSMHA had the option of continuing in
the DPS. Of these, 250 participants (58%) had probable
or possible AD without concomitant vascular demen-
tia. DPS participants were followed with in-home as-
sessments, similar to that of the CCSMHA, by an inter-
disciplinary specialty geropsychiatry team. The baseline
assessment for the DPS is considered to be the visit
that established the diagnosis of dementia in
CCSMHA. Two hundred sixteen (86%) of the 250
participants had sufficient baseline data available
for analysis, and of these 135 (63%) of the 250 AD
participants had at least 1 additional follow-up
and, therefore, comprise our longitudinal sample.
It should be noted that DPS is an ongoing study
and the major reason for small numbers of partic-
ipants at visits 3–5 is because the study is not yet
complete, rather than loss to follow-up.

Assessment of Dementia and Dementia Severity

Dementia diagnoses were assigned by a panel of
experienced clinicians in geropsychiatry, neurology,
and neuropsychology after thorough review of all
available information including results of the clinical
assessment, geropsychiatry exam, and neuroimaging
and laboratory studies. The assessment included in-
terview of the participant as well as a proxy infor-
mant; the proxy informant was generally a family
member with the most current knowledge of the
participant’s condition. Dementia was diagnosed ac-
cording to DSM–III–R criteria24 and AD diagnoses
were made according to National Institute of Neuro-
logical and Communicative Disorders and Stroke
and the Alzheimer Disease and Related Disorders
Association (NINCDS/ADRDA) criteria.25 Partici-
pants were included if they were diagnosed with
possible or probable AD and were excluded if they
had other primary or secondary diagnoses including
vascular dementia.

The severity of dementia was measured with the
Clinical Dementia Rating Scale (CDR).26 The CDR
uses a 5-point anchored ordinal scale to characterize
six domains of cognitive and functional perfor-
mance: memory, orientation, judgment, community,
hobbies, and personal care. The CDR is assessed
with a semistructured interview and has been

demonstrated to have excellent reliability and va-
lidity. Scores are reported here both as a composite
CDR score (CDR-composite) and Sum of Boxes
(CDR-Sum), which is the sum of individual ratings
in each of the six domains, with a range of 0 (no
impairment) to 30 (maximum impairment in all
domains). The primary outcome was CDR-Sum,
which was chosen instead of CDR because of its
greater range and sensitivity to change in MCI and
AD as demonstrated in epidemiological27 and func-
tional MRI studies.28 The Mini-Mental State Exam
(MMSE)29 is a 30-item brief cognitive exam assessing
domains of orientation, immediate and delayed re-
call, attention, calculation, language, and praxis.
MMSE was examined as a secondary outcome.

The General Medical Health Rating Scale (GMHR)
was administered at baseline. The GMHR is a measure
validated to assess overall medical acuity in dementia.30

Assessment of Vascular Conditions
and Medications

History of vascular risk factors was obtained at
each examination via a combination of proxy- and
self-report for all visits that preceded the onset
of dementia through interview data from the
CCSMHA. Updated information at the clinical as-
sessment (which is the visit when the diagnosis of
dementia was established) was obtained from a
proxy informant. Information about cerebrovascu-
lar disease was obtained through questions such as
“Has a doctor or nurse told you that you had a stroke?”
(directed to the participant) or “has a doctor told your
loved one that he or she has had a stroke?” (directed to
the proxy informant). Cardiovascular conditions were
ascertained through direct questions for heart attack, or
chronic conditions such as diabetes, and hyperten-
sion. Vascular risk factors included self-reported his-
tory of diabetes, history of cardiovascular disease
(defined as MI, Calif.BG, or angina), current diagno-
sis of atrial fibrillation, and measured systolic blood
pressure.

At each interview, a detailed inventory of all over-
the-counter and prescription medications in current
use was completed. These inventories began with a
visual inspection of all available medication vials; this
inspection collected the vast majority of the medication
data. This was followed by probe questions of proxy
informants to identify other medications that may not
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have been disclosed. As a memory aid, the most com-
mon medications were shown to participants on large
print “drug cards.” For participants residing in institu-
tions, this information was obtained from institutional
(i.e., nursing home) records. Proxy informants were
asked further questions about the form, dosage, indi-
cation, start date, and duration of medication use. Car-
diovascular medications were classified as angiotensin
converting enzyme (ACE) inhibitors, �-blocking antia-
drenergics (�-blockers), calcium ion channel blockers,
diuretics, LLAs (further categorized into statins versus
other agents), nitrates, platelet inhibitors, or digoxin.

Data Analysis

Demographic variables were compared between
participants who used a specific class of medication
versus those who did not, and Student’s t-test (for
continuous variables) or chi-squared analyses (for
categorical variable) were performed to assess
whether the variables differed significantly between
users and nonusers, using p � 0.05 as the test for
statistical significance. The primary statistical analy-
sis of outcome (change in CDR-Sum) was performed
using generalized-least squares linear mixed models,
which allows for assessment of the effect of multiple
covariates in a longitudinal analysis controlling for
within-subject variation. The outcome was CDR-
Sum. An unstructured correlation structure was used.
Covariates were chosen according to 1) statistical sig-
nificance in univariate generalized linear models, using
p � 0.10 as cutoff for significance; 2) covariates re-
ported to be associated with AD incidence or progres-
sion from the literature; 3) medications were included
as covariates only if �10 participants took the medica-
tion at baseline (platelet inhibitors and LLAs other than
statins were excluded for this reason). For each medi-
cation variable, we tested for baseline correlation with
CDR-Sum and interaction with time. Time was treated
as a continuous variable. Covariates included age, gen-
der, education, and baseline MMSE. All analyses were
conducted using Stata Version 8.2 (StataCorp, College
Station, Tex.).

RESULTS

Of the 216 participants with incident AD and who had
baseline CDR and MMSE scores, 135 (62.5%) had at

least 1 additional follow-up. The flow chart for recruit-
ment and attrition have been previously published.31

The attrition between baseline and follow-up was
attributable to death in 59 participants, refusal in 11
participants, and not yet reached time for follow-up
in 11 participants. The mean duration from baseline
to follow-up visit was 1.6 years (SD 6.5), and subse-
quent visits were biennial (every 6 months). Com-
pared with participants who had no follow-up vis-
its, participants with �1 follow-up visit were
younger (mean age 84.2 years [SD 6.5] versus 87.3
years [SD 6.2], Student’s t-test p � 0.01 [df � 214]),
had longer duration of dementia (mean 2.1 year [SD
1.3] versus 1.7 years [SD 1.2], Student’s t-test p � 0.05
[df � 214]), and had a higher baseline MMSE score
(mean 22.3 [SD 4.3] versus 20.4 [4.8], Student’s t-test
p � 0.01 [df � 214]), but did not differ in race, sex,
CDR composite or CDR-Sum scores, or prevalence of
vascular conditions. These participants were fol-
lowed for a mean of 3.0 years (range: 0.8–9.5) and 2.1
follow-up visits (range: 1–5). Mean CDR-composite
score at baseline was 1.1 (SD 0.54) indicating mild
severity of dementia.

Table 1 presents baseline covariates and outcome
measures stratified by medication use. The partic-
ipants were on average very elderly (mean 85.4
years, SD 6.5), mildly demented (CDR mean 1.1,
SD 0.53), had 13.2 years education (SD 2.8), and
were 100% white reflecting the ethnic make-up of
Cache County. Their mean duration of dementia
was 1.9 years (SD 1.3). Rates of baseline cardiovas-
cular medication use ranged from 12–16%. Overall,
the differences between users and nonusers of
medication were not remarkable. Participants who
used any class of medications had higher GMHR
than participants who did not use medications (Stu-
dent’s t-test, p � 0.01 for all medication classes). Par-
ticipants who used statins were younger than non-
users, but there were no other differences in age,
sex, or MMSE between medication users and non-
users. Participants with all vascular conditions as-
sessed were more likely to use statins; participants
with angina more likely to use beta-blockers, and
participants with MI and diabetes more likely to
use ACE inhibitors.

Table 2 presents the results of generalized-least
squares linear mixed models for CDR-Sum. In uni-
variate analyses, baseline use of statins (� � �1.10,
z � �3.20, p � 0.001) and beta-blockers (� � �0.92,

Rate of Functional Decline in AD

Am J Geriatr Psychiatry 16:11, November 2008886



z � �2.73, p � 0.006) use were associated with
significantly slower increase of CDR-Sum (slower
rate of decline). In other words, participants taking
statins experienced 1.1 points slower annual de-
cline in CDR-Sum than participants not taking st-
atins, while participants taking beta-blockers expe-
rienced 0.92 points slower annual decline than
those not taking beta-blockers. Although diuretic
use was not associated with CDR-Sum trajectory in
univariate analyses, it was included as a covariate
in the multivariate analysis due to a significant
interaction with beta-blocker use. Use of ACE in-
hibitors, calcium channel blockers, nitrates, or
digoxin did not alter CDR-Sum trajectory and thus
were not included in multivariate analyses.

Multivariate analyses are presented in Table 2.
CDR-Sum increased by 1.69 points annually. None
of the three medication classes included in the
model was associated with baseline CDR-Sum
level. Use of statins was associated with a reduc-
tion in the rate of increase in CDR-Sum of 0.75
points annually (� � �0.75, z � �2.17, p � 0.03),
reflecting slower functional decline. Similarly, use
of beta-blockers was associated with a reduction in the
rate of increase in CDR-Sum of 0.68 points annually
(� � �.68, z � �2.06, p � 0.04). Use of diuretics was
associated with more rapid increase in CDR-Sum of
0.96 points annually (� � 0.96, z � 2.56, p � 0.01),
reflecting faster functional decline. The interaction
between beta-blocker and systolic blood pressure did

TABLE 2. CDR Sum of Boxes vs. Medication Use

Variable

Univariate Models Multivariate Model

Coeff (95% CI)
Coeff * Time

(95% CI) Coeff (95% CI) Coeff * Time (95% CI)

Statins �.72 (�2.3, .85) �1.10 (�1.78, �.42) �.21 (�1.5, 1.0) �.75 (�1.4, �.072)
Beta-blockers �.22 (�1.75, 1.32) �.92 (�1.57, �.25) �.22 (�1.5, 1.0) �.68 (�1.33, �.032)
Diuretics .14 (�1.30, 1.58) .53 (�.28, 1.34) .00 (�1.22, 1.23) .96 (.21, 1.71)
Time 1.49 (1.31, 1.66) N/A 1.69 (1.51, 1.86) N/A

Notes: Generalized linear mixed regression models of CDR Sum of Boxes. Medication use is represented by two coefficients: 1) “coeff” �
baseline (cross-sectional) effect of medication use 2) “coeff*time” � interaction of baseline medication use with time. The former variable
controls for baseline differences in medication use, the latter accounts for predictive value of baseline use with longitudinal changes in CDR Sum
of Boxes. The multivariate model includes the three medication use variables, controlling for the following covariates at baseline: age, gender,
education, MMSE, systolic blood pressure, the presence of any apoE4 allele, MMSE, and GMHR. (N � 216 subjects. Variables whose coefficients
contributed significantly to the model at p � .05 using a z-score statistic are indicated in boldface italic).

TABLE 1. Cardiovascular Medication Use and Prevalence of Vascular Conditions in Dementia Progression Study

Medication Use

Number of
Participants (%) Age (years)

%
Female Education (years) Baseline MMSE

Yes No Yes No Yes No Yes No Yes No

Statins 31 (15%) 183 (85%) 83.0 (6.2) 85.7 (6.5) 58 71 13.9 (2.6) 13.2 (2.8) 22.6 (3.7) 21.4 (4.7)
Beta-Blockers 33 (15%) 181 (85%) 86.3 (6.6) 85.2 (6.6) 79 67 12.9 (2.2) 13.3 (2.9) 22.4 (3.5) 21.5 (4.7)
ACE Inhibitors 32 (15%) 182 (85%) 84.4 (5.9) 85.5 (6.6) 59 71 13.3 (3.7) 13.3 (2.6) 21.9 (5.0) 21.6 (4.5)
Calcium Channel Blockers 36 (16%) 179 (84%) 85.8 (5.7) 85.3 (6.7) 71 69 13.5 (3.1) 13.2 (2.8) 21.8 (5.1) 21.6 (4.5)
Diuretics 42 (20%) 172 (80%) 86.6 (6.3) 85.0 (6.6) 81 66 13.1 (2.2) 13.3 (3.0) 22.3 (4.2) 21.4 (4.6)

Angina (%) MI (%) Stroke (%) Diabetes (%)

Medication Use Yes No Yes No Yes No Yes No

Statins 32.3 9.3 38.7 13.7 19.4 4.4 35.5 14.2
Beta-Blockers 27.3 9.9 24.2 16.0 6.0 6.6 21.2 16.6
ACE Inhibitors 9.4 13.2 34.4 14.3 9.4 6.0 37.5 13.7
Calcium Channel Blockers 17.1 11.7 25.7 15.6 11.4 5.5 22.9 16.2
Diuretics 21.4 10.5 19.0 16.9 9.5 5.8 23.8 15.7

Notes: N � 216 participants assessed at baseline. Statistic used was Student’s t (df � 212) for continuous variables and Pearson’s �2(1) for
categorical variables. Continuous variables are expressed as mean (SD) or N (%). Variables that differed significantly (p � .05) by medication use
are in bold face.
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not significantly affect baseline CDR-Sum nor its tra-
jectory (data not shown). Our sample size was too
small to examine specific types of diuretic classes.
The presence of vascular conditions (angina, history
of myocardial infarction, history of stroke, diagnosis
of diabetes) did not significantly alter the coefficients
when added to the multivariate model, nor did de-
mentia duration (data not shown). Best-Fit models
for use of statins, and beta-blockers are illustrated in
Figs 1, 2. Diuretics were not graphed due to lack of
significance in univariate analyses.

Results using MMSE as an outcome were signifi-
cant only for protective effect of statins: MMSE de-
clined by a mean of 4.6 points annually, a decline
that was reduced by 1.5 points annually in partici-
pants using statins (data not shown).

CONCLUSION

In a population-based sample of 216 participants
with incident AD followed in a prospective longitu-

dinal manner for a mean of 3.14 years, the use of
statins and beta-blockers at baseline was associated
with a slower rate of functional decline as measured
by the CDR-Sum. CDR-Sum increased 1.69 points
annually overall indicating that the typical course
of AD in this cohort was progressive functional
decline. This rate of decline was slower than the
2.9 point annual decline reported by Bhargava
et al.32 and the 2.17 point annual decline reported
by Pavlik et al.,27 both for referral clinic cohorts.
These differences are not surprising: the DPS co-
hort was older and derived from population-based
sampling, which are both factors associated with a
more benign course of disease. Our results with
MMSE as an alternative outcome were significant
only for protective effect of statins, which is ex-
pected given that MMSE is a less sensitive measure
of change than CDR-Sum.

Statins appeared protective, slowing the rate of
increase in CDR-Sum by approximately 0.75 points
annually (44% decrease in rate of functional de-
cline). To our knowledge this is the first cohort

FIGURE 1. CDR Sum of Boxes vs. Statin Use

Notes: A best-fit linear regression model for CDR Sum of Boxes vs. time were used to model the progression of CDR Sum of Boxes over time,
in 216 subjects with pure AD in DPS, stratified by baseline use of statins. 95% confidence limits for the model are presented in gray outline.
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study to report a protective effect of statins in
established AD and extends the results reported
from longitudinal studies of AD incidence and clin-
ical trials. There are several potential protective
mechanisms of statin treatment. Statins may alter
the cholesterol content of lipid rafts in the neuro-
nal membrane which can then alter the activity of
�-secretase, shifting the metabolism of amyloid
precursor protein from �- to �-cleavage.33–35 Ex-
cess dietary cholesterol has been shown to lead to
amyloid-� accumulation in mouse models,36 and sta-
tin treatment could mediate this effect. Statin treat-
ment improved learning, memory, and hippocampal
long-term potentiation in transgenic mice overexpress-
ing human familial autosomal dominant genes for
AD.37 In addition, statins have numerous biologic
effects other than alteration of cholesterol metabo-
lism, including anti-inflammatory and antioxidant
effects.38 One trial of atorvastatin has reported pos-
itive effects on cognition and mood in mild to mod-
erate AD,16 and a community-based observational

study reported that premortem statin use was as-
sociated with less evidence of AD-like pathologic
changes at autopsy.39 The Alzheimer Disease Co-
operative Study trial of simvastatin for secondary
prevention in AD should directly address the efficacy
of statins for delaying progression of AD.

Beta-blockers had a similarly protective effect,
reducing the increase in CDR-Sum by 0.68 units
annually (40% decrease in rate of functional de-
cline). To our knowledge this is a novel finding in
the published literature on AD progression. This
finding did not appear to be solely due to adequate
control of systolic blood pressure since the inter-
action between beta-blocker use and systolic blood
pressure did not significantly affect CDR-Sum.
There are published clinical trials reporting the
effect of beta-blockers on dementia incidence, but
none reporting effect on dementia progression.
The Systolic Hypertension in the Elderly Program
used atenolol as second-step treatment, and re-
ported no effect on dementia incidence.40 The Ho-

FIGURE 2. CDR Sum of Boxes vs. Beta-Blocker Use

Notes: A best-fit linear regression model for CDR Sum of Boxes vs. time were used to model the progression of CDR Sum of Boxes over time,
in 216 subjects with pure AD in DPS, stratified by baseline use of beta-blockers. 95% confidence limits for the model are presented in gray outline.
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nolulu, Hawaii, Asia Aging Study found that a
longer duration of hypertensive treatment was as-
sociated with reduced incidence of dementia,41 but
did not distinguish between different antihyper-
tensive classes. There are several possible mecha-
nisms for neuroprotection in AD by beta-blockers.
The beta-blocker carvedilol reduced infarct size and
neurologic deficits in a rat model of transient focal
stroke, and this neuroprotection was associated with
decreased apoptosis and in brain levels of the proin-
flammatory cytokines TNF-� and IL-1-�.42 Since there
is increasing evidence that neurotoxicity in AD is
mediated through release of proinflammatory cyto-
kines by activated microglia,43 it is possible that beta-
blockers are acting as anti-inflammatory agents in
the AD brain. Another possible mechanism is that
beta-blockers improve cardiac output in subclinical
congestive heart failure and/or coronary artery dis-
ease, thus improving brain perfusion and conceiv-
ably improving cognitive function.

Diuretic use was associated with more rapid
functional decline by 1.0 CDR-Sum units annually
(59% increase). This is opposite in effect to re-
ported data from the CCSMHA that diuretics are
associated with lower incidence of AD.13 This dif-
ference in effect may be attributable to the stage-
specific effect of risk factors, to a greater burden of
medical illness, or to higher-order interactions between
medication use and illness that cannot be addressed by
a sample of this size.

The major limitation of the study is that the limited
number of participants and follow-ups results in in-
sufficient power to examine the interaction of medi-
cation treatments with vascular risk factors (and
other potential interactions) over time. When the
follow-up visits are completed, even with the high
rate of attrition due to death in this very elderly
cohort, this dataset should be adequately powered to
address these crucial issues. Other limitations of the

study include: 1) limited duration of follow-up,
which limits the power of the study to detect change;
2) lack of laboratory studies to assess changes in lipid
levels associated with LLA use, for example; 3) no
objective assessment of medication adherence; 4)
since participants were enrolled in DPS with incident
AD, most of the subjects had mild dementia severity
limiting the generalizability to more advanced dis-
ease stages.

Strengths of the study include 1) population-
based sample which is more likely to reflect the
natural variability and course of AD than clinical
populations which include referral bias; 2) in most
cases, participants have been followed prior to
onset of dementia in the Cache County Study on
Memory, Health, and Aging and thus incident de-
mentia cases are identified close to onset of demen-
tia as evidenced by the short duration of dementia
(�2 years) at baseline; 3) systematic diagnosis of
AD by a geriatric multispecialty team in a consen-
sus conference; 4) data analysis using prospective
design; 5) systematic assessment of medication use
combining visual inspection of medicine cabinet
with interview of proxy informants.

These results add to the data suggesting the
protective effect of statins on AD progression and
suggest an additional protective effect of beta-
blockers, while casting doubt on the previously
reported protective effect of diuretics. If replicated
in epidemiologic and clinical studies, these find-
ings could have substantial impact on our ability
to slow the progressive functional decline of AD
and thus diminish the tremendous burden of dis-
ability on AD patients and caregivers.

Statistical analyses performed by PBR and MMM.
These results have been presented previously in part at the

American College of Neuropsychopharmacology 45th An-
nual Meeting, Hollywood, Florida, December 3–7, 2006.
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