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Abstract
Background: Survivors of transient ischemic attack (TIA) or stroke are at high risk for recurrent vascular events and 
aggressive treatment of vascular risk factors can reduce this risk. However, vascular risk factors, especially hypertension 
and high cholesterol, are not managed optimally even in those patients seen in specialized clinics. This gap between 
the evidence for secondary prevention of stroke and the clinical reality leads to suboptimal patient outcomes. In this 
study, we will be testing a pharmacist case manager for delivery of stroke prevention services. We hypothesize this new 
structure will improve processes of care which in turn should lead to improved outcomes.

Methods: We will conduct a prospective, randomized, controlled open-label with blinded ascertainment of outcomes 
(PROBE) trial. Treatment allocation will be concealed from the study personnel, and all outcomes will be collected in an 
independent and blinded manner by observers who have not been involved in the patient's clinical care or trial 
participation and who are masked to baseline measurements. Patients will be randomized to control or a pharmacist 
case manager treating vascular risk factors to guideline-recommended target levels. Eligible patients will include all 
adult patients seen at stroke prevention clinics in Edmonton, Alberta after an ischemic stroke or TIA who have 
uncontrolled hypertension (defined as systolic blood pressure (BP) > 140 mm Hg) or dyslipidemia (fasting LDL-
cholesterol > 2.00 mmol/L) and who are not cognitively impaired or institutionalized. The primary outcome will be the 
proportion of subjects who attain 'optimal BP and lipid control'(defined as systolic BP < 140 mm Hg and fasting LDL 
cholesterol < 2.0 mmol/L) at six months compared to baseline; 12-month data will also be collected for analyses of 
sustainability of any effects. A variety of secondary outcomes related to vascular risk and health-related quality of life 
will also be collected.

Conclusions: Nearly one-quarter of those who survive a TIA or minor stroke suffer another vascular event within a year. 
If our intervention improves the provision of secondary prevention therapies in these patients, the clinical (and 
financial) implications will be enormous.

Background
Epidemiological studies have shown that a number of
common conditions increase the risk of stroke and other

vascular diseases, and there is compelling evidence from
large randomized trials that treatment of such conditions,
especially hypertension and high cholesterol, can lead to
a significant reduction in the incidence and recurrence of
cardiovascular events [1-6]. We know that vascular risk
factors, in particular hypertension and high cholesterol,
are not managed optimally in patients after stroke or
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transient ischemic attack (TIA), even in those patients
seen in specialized stroke prevention clinics (SPCs) [7,8].
The recent Canadian best practice recommendations for
stroke care [9] highlighted this care gap and emphasized
that 'new strategies to support clinical practice...are
urgently needed'. Implementation of such strategies is
important because the risk of recurrent vascular events is
high in patients who have suffered a stroke or TIA (e.g., in
a recent study of 2,285 TIA survivors in Alberta, the rate
of stroke, myocardial infarction (MI), or death at one year
was 22%) [10]. Stroke prevention strategies need to
extend beyond the use of anti-platelet agents, anticoagu-
lation, and carotid endarterectomy, and start addressing
the need for more aggressive management of the key
stroke risk factors of hypertension and hyperlipidemia, as
well as consideration of other modifiable factors such as
medication adherence, smoking cessation, diabetes, exer-
cise, and weight loss.

Current stroke prevention practices
A recent analysis of data on over 2,000 patients evaluated
in the SPC at the University of Alberta Hospital (Edmon-
ton, Canada) confirmed the suboptimal management of
vascular risk factors in patients with recent stroke or TIA
in our health region [7,8]. Treatable risk factors (hyper-
tension and dyslipidemia) for stroke were seen in over
80% of patients, and the vast majority of these patients
were not controlled to recommended targets at any point
during the first year after being seen in our SPC [8]. Fur-
thermore, there did not seem to be any substantial
improvement in risk factor management in our health
region over the four years encapsulated within the pilot
data collection [7,8], nor in the intervening three years
since their publication. An analysis of the electronic data-
base maintained by Alberta Health Services for SPC
patients up to July 2008 revealed that 77% of patients at
baseline (and 68% at follow-up) did not meet currently
recommended low-density lipoprotein (LDL) cholesterol
targets for stroke/TIA patients of ≤2.0 mmol/L (Dr.
Thomas Jeerakathil, Chair of the Evaluation and Quality
Improvement Pillar of the Alberta Provincial Stroke
Strategy, personal communication, August 18, 2008), sug-
gesting little change will occur outside of a targeted inter-
vention.

It should be acknowledged that our current stroke pre-
vention system (comparable to other SPCs in Canada) is
largely consultative in that the stroke specialists provide
written recommendations to each patient's family physi-
cian but infrequently initiate or up-titrate blood pressure
(BP) or lipid-lowering medications, and SPC nurses are
not involved in medication adherence strategies or tele-
phone follow-up of this population. As such, patients are
'falling through the cracks' in our current system of care.
Our experience is virtually identical to that reported from

other SPCs [11]. Indeed, the under-treatment of vascular
risk factors is not restricted to stroke specialists and their
patients; it is also seen for other atherosclerotic condi-
tions [12-14]. The recently reported EXPRESS study
demonstrated (in a controlled before-after design) that
prompt initiation of various secondary prevention
manoeuvres in a British SPC (compared to their prior
practice of merely recommending therapy to primary
care physicians) resulted in substantial improvements in
risk factor management within the first month after TIA,
and an 80% reduction in recurrent stroke within three
months [15].

The crucial role of hypertension and lipid management for 
secondary prevention
Hypertension is the most important modifiable risk fac-
tor for vascular disease; approximately 22% of adult
Canadians have hypertension [16], and it is the most
common attributable cause for mortality in developed
nations [17]. Three-quarters (74%) of our SPC attendees
had a diagnosis of hypertension in our pilot study [7,8],
almost identical to the 71% prevalence of hypertension in
a large community-based cohort study of elderly US
stroke survivors [18]. There is a strong log-linear relation
between BP levels and vascular outcomes in both gen-
ders, across all age strata, and in all ethnic groups [3]; of
particular relevance to this proposal, lowering of systolic
BP by 5 mm Hg has been shown consistently to confer a
20% to 25% reduction in stroke rates (in both primary and
secondary prevention) which accrues relatively quickly
(within two years) [3,19,20]. Importantly, the benefits of
antihypertensive therapy in stroke/TIA survivors
enrolled in the PROGRESS trial were seen across all
quartiles of baseline BPs (including the lowest quartile in
which median baseline systolic pressures were 114 mm
Hg), with no evidence of a J-curve relationship [21]. In
addition, a recent analysis of 26 trials of angiotensin con-
verting enzyme (ACE) inhibitors demonstrated blood-
pressure independent reductions in cardiovascular
events, even in patients with baseline systolic BPs of less
than 140 mm Hg [22]. The current Canadian best prac-
tice recommendations for stroke care [9] advocate the use
of ACE inhibitors as first-line therapy and recommend
target systolic BPs of < 140 mm Hg in patients after the
acute phase of stroke or TIA, or < 130 mm Hg in those
with concomitant diabetes or chronic kidney disease. On
the basis of the meta-analysis [22] of 26 ACE inhibitor tri-
als and the secondary analyses from PROGRESS [21],
PRoFESS [23], and TRANSCEND [24] demonstrating
similar benefits accrued from renin-angiotensin system
inhibition, regardless of baseline BP, it seems reasonable
to initiate renin-angiotensin system inhibition if the sys-
tolic BP exceeds 130 mm Hg, a treatment strategy also
used in the EXPRESS Study [15] and consistent with both
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arms of the ongoing SPS3 trial (Secondary Prevention of
Small Subcortical Strokes Trial; clinicaltrials.gov identi-
fier: NCT00059306).

Similar data is becoming available confirming the effi-
cacy of statins in the primary and secondary prevention
of ischemic stroke [4,5,25]. Importantly, analogous to the
previous discussion regarding ACE-inhibition for hyper-
tension treatment, statins appear to be beneficial regard-
less of baseline LDL cholesterol, and the magnitude of
benefit is directly related to the degree of LDL cholesterol
reduction achieved [4,5,26]. Furthermore, in a recent
meta-analysis of all high-dose versus low-dose statin tri-
als (seven trials, 29,395 patients), we demonstrated an
additional 18% relative reduction in stroke (95% CI 5% to
29%) with high-dose statins [27].The current Canadian
best practice recommendations for stroke care [9] advo-
cate the use of statins in all patients after a stroke or TIA,
with a target goal of < 2.0 mmol/L LDL cholesterol.

Potential methods for improving secondary prevention 
after stroke/TIA
It has consistently been shown that multiple barriers
(patient-, physician-, and healthcare system-related) are
responsible for the lack of implementation of proven effi-
cacious therapies and traditional means of educating
practitioners (e.g., journal articles, continuing medical
education conferences, grand rounds lectures) are usually
ineffective in altering practice. We have previously out-
lined the rationale for our research program and high-
lighted various potential knowledge translation strategies
that may enhance the provision of evidence-based care
but which require evaluation [28]. Over the past five
years, our group has tested a number of these strategies
in randomized trials, including patient decision aids for
atrial fibrillation [29], multidisciplinary teams for patients
with diabetes [30] and osteoporosis [31], pharmacy
screening programs and reminder programs for patients
with angina and their primary care physicians [32], and
local opinion leader-based interventions for patients with
heart failure [33], hypertension [34], and coronary artery
disease [35]. In consultation with the stroke neurologists
and opinion leaders in stroke management in Alberta
(through the health promotion and prevention pillar of
the Alberta provincial stroke strategy), and taking into
account the results of our prior knowledge translation
studies, we developed a pharmacist case manager inter-
vention for secondary prevention after stroke/TIA that
we will evaluate in this trial

Why test a pharmacist case manager for secondary 
prevention after stroke?
Disease management programs that utilize a systematic
and multidisciplinary approach (usually nurse- or phar-
macist-based) for secondary prevention in patients with
ischemic heart disease have demonstrated substantial

improvements in atherosclerotic risk factors and signifi-
cant reductions in the incidence of recurrent disease in
many, but importantly, not all studies [36,37]. While 11
randomized trials have demonstrated that nurse or phar-
macist case managers who made medication adjustments
achieved better glycemic control in patients with type 2
diabetes than usual care by physicians or passive case
managers, who could only highlight the need for medica-
tion titration to each patient's primary care physician
[38], whether these benefits extend to other conditions
remains uncertain and is the premise of this trial.
Although several quasi-experimental studies or random-
ized trials with surrogate process outcomes (such as hav-
ing LDL measured) suggest that pharmacist case
management would be beneficial [39-46], the evidence on
clinical outcomes (such as changes in BP or LDL choles-
terol levels or rates of recurrent MI, stroke, or death) is
sparse and inconsistent between studies. Indeed, a
recently published systematic review of this literature
found that only 57% of studies suggested benefit with this
intervention, and the quality of the studies was such that
the authors concluded 'more high-quality studies are
needed' [46]. Perusal of the third issue of the 2009
Cochrane Library reveals two current Cochrane reviews
on this topic. One concluded that 'health professional
(nurse or pharmacist) led care appears to be a promising
way of delivering care but requires further evalua-
tion'[47], while the other concluded that 'the question of
whether pharmacists can manage drug therapy as well as
physicians remains unanswered due to a shortage of stud-
ies...more rigorous research is needed'[48]. Perusal of the
'Closing the Quality Gap' series on the Agency for
Healthcare Research and Quality (AHRQ) website con-
firmed that the intervention we have proposed to test is
promising but unproven [49]. Thus, although the use of a
pharmacist case manager to target secondary prevention
in patients with TIA or stroke holds great promise, as of
yet this is a promise unfulfilled, and a hypothesis which
needs to be tested.

Methods
Study design
This study will compare the intervention (pharmacist
case managers treating cardiovascular risk factors to tar-
get levels employing standardized protocols) to control
group (which, as detailed below, actually represents an
enhancement over usual care) utilizing a prospective,
randomized, controlled open-label with blinded ascer-
tainment of outcomes (PROBE) design. The individual
patient will be the unit of allocation, the unit of analysis,
and the unit of causal inference.

Study setting
All three SPCs in Edmonton, Canada (population 1.1 mil-
lion people) are participating in this trial.
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Study participants
Patients older than 18 years of age, with a stroke or TIA,
who are evaluated at a SPC are eligible for the study if
they are confirmed by a stroke specialist to have had an
ischemic stroke or TIA within the past year and have sys-
temic hypertension (average systolic BP over two visits
exceeding 140 mmHg), fasting LDL cholesterol exceeding
2.0 mmol/L, or total:high-density lipoprotein (HDL) cho-
lesterol ratio exceeding 4.0.

Patients will be excluded if any one of the following cri-
teria apply:

1. Neurological event considered to be due to hemor-
rhage (e.g., intracranial hemorrhage, subarachnoid hem-
orrhage), cardiac embolus related to structural heart
disease (valve abnormality, atrial or ventricular septal
defect, endocarditis), or trauma (as defined by stroke spe-
cialists).

2. Participation in a concurrent trial related to stroke or
vascular disease.

3. Any condition that would preclude treatment benefit
or 12-month follow-up, including foreshortened life-
expectancy (e.g., active malignancy), hypertensive
urgency (clinic systolic BP ≥200 mm Hg), or severe
comorbidities.

4. Institutionalized in a long-term care facility.
5. Impaired cognition (scored ≥5 on the Short Portable

Mental Status questionnaire) [50].
6. Refractory hypertension or hyperlipidemia (levels

uncontrolled despite already being on three antihyper-
tensive drugs at maximal dose if hypertension is their
inclusion criterion, or on maximal dose statin if hyperlip-
idemia is their inclusion criterion).

Experimental arms
Control
Calling our control arm 'usual care' would be a misnomer,
because it refers to usual care provided via specialized
SPC and monthly visits with a study nurse. All three SPCs
that will enroll patients have standardized approaches,
protocols, and guidelines with respect to definitions and
diagnoses of stroke and TIA; routine investigations to
determine potential benefit of surgical approaches; rou-
tine application of anti-platelet medications; and routine
suggestions to primary care physicians with respect to
vascular risk factors such as hypertension, dyslipidemia,
smoking, and other lifestyle issues. However, similar to
other jurisdictions, our SPC current practice, confirmed
in our pilot data [7,8] suggests that these clinics do not
undertake active ongoing management of vascular risk
factors but rather instead provide suggestions and direc-
tions to each patient's primary care physician. Patients
randomized to the control arm will receive the same edu-
cational materials about stroke risk factors and medica-
tion adherence as the intervention patients, will be seen

monthly by a study nurse, will have the same number of
BP measurements, and will have a fax sent to their family
physician after each study visit reporting their BP and
current medications. Of note, our control arm actually
represents the intervention used in our recently pub-
lished SCRIP-HTN trial in individuals with diabetes
which resulted in a 5 mm Hg reduction in systolic BPs
compared to usual care (p = 0.03) [34]. Thus, some might
consider our study to be an active-comparator trial.
Intervention
Over and above usual care, our intervention will include
intensive pharmacist case-management, consisting of
monthly follow-up visits with the study pharmacist for
six months that will be independent of any planned fol-
low-up with the SPC or family physicians. At each visit,
the study pharmacist will monitor the patient's BP and
lipid levels and will initiate and/or titrate antihyperten-
sive and/or hypolipidemic therapy as appropriate. The
study pharmacist will follow treatment algorithms consis-
tent with current Canadian national guidelines [51,52].
The pharmacist will emphasize medication and lifestyle
adherence with patients and their caregivers, using the
cardiovascular risk profile as an educational aid as per
prior studies by our group [53,54]. The pharmacist will
also send a fax to the primary care physician after each
study visit outlining the status of that patient's atheroscle-
rosis risk factors and any therapy adjustments made at
that visit.

Study procedures (Figure 1)
Screening
After initial assessment in participating SPCs (which will
include standard SPC workup, including collection of
data elements for the ABCD2 score [55], carotid dopplers,
CT scan, fasting lipid profile, fasting glucose, electrolytes,
creatinine, complete blood count (CBC), liver function
tests, glycosylated hemoglobin, and electrocardiogram),
all potentially eligible patients who consent to further
screening for the trial will be assessed in person at a study
screening visit within two weeks by a research assistant.
At this visit, they will have their BP measured using the
BpTRU® device (VSM MedTech, Vancouver, BC, Canada).
If their average systolic pressure (averaged between the
SPC measurement and the average measurement at the
study screening visit) exceeds 140 mm Hg or their fasting
lipid profile reveals LDL cholesterol exceeding 2.0 mmol/
L or total:HDL cholesterol ratio > 4, and they provide
written consent for the study, baseline case report forms
will be completed.
Randomization
Patients will be randomized 1:1 to control or interven-
tion. Randomization will be done centrally by computer-
generated random numbers, and a secure internet-based
allocation method that ensures allocation concealment
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from all research personnel; randomization will be strati-
fied by participating SPC. As this study is unblinded, vari-
able sized blocked randomization will also be used to
preserve allocation concealment. Because our interven-
tion is distinct from usual care and current standards of
care in participating clinics are well demarcated, the risk
of contamination (by altering the practices of physicians
in participating SPCs) is low. Furthermore, our pilot data
suggests that the ratio of patients enrolled to primary care
physicians affected in this study is essentially 1:1--that is,

it is unlikely that any one of the almost 950 primary care
physicians in Edmonton will have more than one patient
enrolled in this study. Thus, the patient will be the unit of
randomization and analysis in this study.
BP measurement
Systolic BP will be ascertained at all study visits using the
BPTru® device, with six readings performed one minute
apart in the arm with the highest reading, and last five
readings averaged. These are similar to the methods used
in the Canadian health measures survey [56] and the
third national health and nutrition examination survey
(NHANES III). The BpTRU® automated device has been
approved by both the Canadian Hypertension Education
Program and the Association for the Advancement of
Medical Instrumentation.
Outcomes
Because this is an active control trial, we expect improve-
ments in all aspects of care in the control arm--due to
both active intervention by stroke specialists within the
SPCs and the referring primary care physicians in
response to the monthly reminders about each study par-
ticipant's BP, various secular/temporal influences as they
relate to vascular risk reduction, study volunteer and
Hawthorne effects, and regression to the mean. The
importance of a control group cannot be over-empha-
sized. For example, in the ESP-CAD trial, we found a 50%
absolute improvement in statin management in the con-
trol group [35]. Therefore, all continuous measurements
will be 'changes' from baseline to six months, comparing
the changes achieved in the intervention group with
those in the control group.
Primary outcome
Because hypertension and dyslipidemia are the most
important risk factors for recurrent cardiovascular events
in patients with ischemic stroke or TIA [5,57,58], a com-
posite outcome incorporating both has been selected as
the primary study outcome. Specifically, the primary out-
come is the proportion of subjects who attain 'optimal BP
and lipid control'(defined as systolic BP ≤140 mm Hg and
fasting LDL cholesterol ≤2.0 mmol/L) at six months
according to allocation status.
Secondary outcomes
Secondary outcomes will include change in systolic BP at
six months versus baseline, proportion achieving BP tar-
get (SBP ≤140 mmHg), change in LDL cholesterol at six
months versus baseline, proportion attaining LDL choles-
terol targets (LDL ≤2.0 mmol/L), proportion attaining
total:HDL cholesterol ratios ≤4.0, changes in the cardio-
vascular disease life expectancy model score [53],
changes in other vascular risk factors (waist circumfer-
ence, body-mass index, self-reported smoking rates, and
physical activity), and therapy changes (including num-
ber, dosing, and self-reported adherence with antihyper-
tensive and lipid lowering agents). Although differences

Figure 1 Prevention Trial Study Procedures. TIA = transient isch-
emic attack, SPC = stroke prevention clinic, SBP = systolic blood pres-
sure, GP = general practitioner.
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Patients with ischemic stroke/TIA seen at Stroke Prevention Clinic (SPC)
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Intervention
Monthly study visits (x6) 
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in clinical events are not anticipated given the short dura-
tion of this trial, data will be collected on all-cause hospi-
talizations, emergency room visits, primary care
physician visits, mortality, and clinical events (confirmed
by an independent outcome validation committee,
blinded to allocation status) such as stroke, TIA, MI, or
revascularization. We will also examine humanistic out-
comes such as changes in EUROQOL(EQ)-5D [59] and
the modified Rankin scale [60] in intervention versus
control patients over the course of the trial and will col-
lect direct and indirect costs to conduct a formal cost-
effectiveness analysis if the intervention is efficacious.
Finally, in order to explore the sustainability of any
changes induced by the six-month intervention, we will
examine changes in the primary and secondary outcomes
at twelve months in both study arms (i.e., six months after
the intervention stopped). Note that all data will be col-
lected during active follow-up in the twelve-month study
period, and further clinical event data will be collected by
passive follow-up (for up to five years) through annual
linkage to provincial physician billing databases/Cana-
dian Institute for Health Information (CIHI)/provincial
vital statistics and registered persons databases after
completion of this study as per prior studies by our group
[61].
Outcomes ascertainment
The primary and secondary outcomes will be collected
and analyzed in an independent and blinded manner by
research personnel who have not been involved in the
patient's care and will be blinded to patient's randomiza-
tion group and baseline measurements (including BPs).
Thus, although patients and their physicians cannot be
masked to the fact that they are in the intervention arm,
those collecting outcome data and analyzing the data will
be blinded.

Systolic BP will be ascertained at baseline and at six
months using the BPTru® device. All study-related lab
measurements, collected at baseline, six, and 12 months,
will be drawn and independently analyzed at one central
lab (Dynalife Dx, Edmonton, Alberta, Canada). All survey
instruments will be administered locally at baseline, 6,
and 12 months, but collated and analyzed at one central
lab, the Epidemiology Coordinating and Research (EPI-
CORE) Centre, Division of Cardiology, University of
Alberta. Clinical events reported by patients, their family
members, or their primary care physicians will be inde-
pendently validated by the central outcome validation
committee that will be blinded to patients' allocated
treatment arms. All patients will be asked to sign the
appropriate consent and privacy forms needed to permit
examination of clinical outcomes, resource use, and vital
status at six months and one year (to cross-check and val-
idate data collected at the active follow-up appoint-
ments), and at five and ten years, to gain further insights
into long-term clinical event rates.

Sample size
In a survey of members of the divisions of neurology and
general internal medicine at the University of Alberta, we
determined that the 'minimal' clinically important differ-
ence for this particular intervention to be considered use-
ful was a 10% absolute improvement in the proportion of
patients achieving 'optimal BP and lipid control' over and
above usual care. After six months, we estimate that no
more than 5% of control patients will have attained our
composite primary outcome (given that patients who are
at goal BP and lipid levels at baseline will be excluded
from this study). We calculated our sample size to detect
a 10% absolute increase in the primary outcome, set the
alpha error rate at 0.05 (2-sided), and the beta error at
0.20 (power 80%); this yielded a minimal necessary sam-
ple size of 140 patients per study arm.

The calculated sample size will also provide 80% power
(assuming a standard deviation of 15 mm Hg, as recently
found in our trial of diabetic hypertensive patients) [34]
to detect a 5 mm Hg between-group difference in systolic
BP at six months with alpha of 5% for a two-sided test.
Based on a review of the literature, consensus of the
investigators, and consensus of over two dozen members
of the Evidence-Based Recommendations Task Force of
the Canadian Hypertension Education Program (sur-
veyed by Dr. McAlister, in his role as Chair of the Central
Review Committee for the Evidence-Based Recommen-
dations Task Force of the Canadian Hypertension Educa-
tion Program]), a 5 mmHg sustained difference in SBP,
over and above usual care, would be considered clinically
meaningful.

A sample size of 140 patients per group will also pro-
vide 85% power (assuming a standard deviation of 0.84
mmol/L, as recently found in our trial in patients with
coronary disease) [35] to detect a 0.3 mmol/L between-
group difference in fasting LDL cholesterol at six months
with alpha of 5% for a two-sided test. This sample size
will also provide 85% power (assuming a standard devia-
tion of 14%, as recently found in a trial of 2,687 patients)
[53] to detect a 5% between-group difference in projected
five-year risk of cardiovascular disease at six months with
alpha of 5% for a two-sided test.

One interim analysis is planned, when 140 patients
(50% of the projected minimum sample) have had their
six-month outcomes ascertained. An independent data
and safety monitoring board will examine whether our
assumptions about changes in BP and lipid levels (as well
as standard deviations) are consistent with the data at
that time and will make a recommendation to the study
steering committee about whether or not we should con-
tinue the study as planned, increase enrollment, or stop
the study due to futility. Although we had initially pro-
posed a total sample size of 340 (reflecting a 20% inflation
above the minimum necessary sample size to account for
potential losses to follow-up), in our most recent trial of
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480 patients with coronary artery disease, losses to fol-
low-up were only 3% due to the new province-wide elec-
tronic health record in Alberta. Thus, we will examine
losses to follow-up in the first 140 patients randomized to
determine how much 'inflation factor' we must apply to
the sample size to ensure we have outcomes for at least
140 patients per arm at 6 months.

Statistical analysis
All sociodemographic and clinical characteristics at base-
line and follow-up will be summarized using percentages
for categorical variables and medians (interquartile
range) for continuous variables. Chi square tests will be
used to compare the proportion of patients who attain
'optimal BP and lipid control' at six months (because the
proportion at baseline will be zero by definition), as well
as other binary secondary outcomes such as proportions
that achieve target BP and lipid levels. Patient and health
system factors associated with meeting BP and lipid goals
will be assessed in multivariate analyses. To compare
changes in systolic BP, LDL cholesterol, and total:HDL
cholesterol ratios between intervention and control, we
will use 2-sample independent t-tests. In the event that
any baseline characteristics are not balanced between
study groups, we will employ multivariate extensions of
our primary analytic plan (i.e., substituting multiple lin-
ear regression for t-test or multiple logistic regression for
Chi square test), adjusting for any clinically important
(i.e., greater than 10% imbalance between arms) or statis-
tically significant (i.e., p-value of < 0.10 between arms)
differences observed between groups.

All analyses will be by intention to treat. Missing data at
the six-month follow-up assessment will be imputed with
a 'baseline-observation carried forward' strategy; this
approach conservatively assumes that all subjects lost to
follow-up have had no change in their BP or lipid levels.
As a sensitivity analysis for this assumption, we will also
analyze the data in an 'on-treatment' analysis, using only
those cases with complete follow-up data for each analy-
sis.

Data management
All data will be collected using standardized data sheets
and data collation, entry, quality assurance, and analysis
will be carried out by the EPICORE Centre.

Ethical considerations
Each patient will be given written information about the
study and written informed consent will be obtained
prior to study entry. The study protocol was approved by
the Health Research Ethics Board, University of Alberta
(study ID Pro00001556). The funding for the study is
from two peer-reviewed grants. The funding sources (the
Alberta Heritage Foundation for Medical Research and
the Heart and Stroke Foundation of Canada) had no role
in the design of the study and will have no role in the con-

duct, analysis, interpretation, or reporting of the study,
nor access to the data.

Discussion
We report the protocol for a randomized, controlled trial
that aims to determine the effect of a pharmacist case
manager to improve control of BP and serum lipids in
patients with recent ischemic stroke/TIA. There is a large
and universally reported care gap in the prevention of
vascular disease--even in SPC attendees--and limited
data on interventions proven to improve outcomes in
patients with stroke or TIA. Studies in other chronic dis-
orders (e.g., coronary disease, heart failure, and diabetes
mellitus) offer hope that multifaceted interventions
employing pharmacist case managers may improve pre-
scribing/dosing of medications and adherence to medica-
tions, resulting in improved risk factor profiles and
clinical outcomes. However, it is important to develop
and prospectively investigate the role of a pharmacist
case management program in concert with current stan-
dard of care (i.e., SPCs) for survivors of stroke/TIA.
Because disease management programs do not always
work [36,62,63], and the benefits (if present) are often
condition-specific, such programs must be tested in con-
trolled trials, rather than just assuming they are benefi-
cial. Although ultimately the multifaceted program we
are proposing will be judged by its impact on clinical
events, this study has been designed to test the impact of
our program on important processes of care (medication
management and adherence) as well as intermediate out-
comes (such as BP and cholesterol levels) that are well-
validated as predictors of subsequent stroke and cardio-
vascular events.

Competing interests
The authors declare that they have no competing interests.

Authors' contributions
FAM, SRM, and AS conceived the study; FAM and SRM designed the study with
input from all authors. FM and MF drafted this manuscript, although all authors
provided comments on the drafts and have read and approved the final ver-
sion.

Acknowledgements
FAM and SRM receive salary support awards from the Alberta Heritage Founda-
tion for Medical Research; FAM and RTT hold the Patient Health Management 
Chair at the University of Alberta. Project-specific funding for this trial was pro-
vided by the Heart and Stroke Foundation of Alberta and the Alberta Heritage 
Foundation for Medical Research.

Author Details
1Division of General Internal Medicine, University of Alberta Hospital, 8440 112 
Street, Edmonton, Canada, 2Mazankowski Alberta Heart Institute, University of 
Alberta, 8440 112 Street, Edmonton, Canada, 3The Epidemiology Coordinating 
and Research (EPICORE) Centre, University of Alberta, 220 College Plaza, 
Edmonton, Canada, 4Provincial Pharmacy Services, Alberta Health Services, 
University of Alberta Hospital, 8440 112 Street, Edmonton, Canada, 5McGill 
Cardiovascular Health Improvement Program (CHIP), Division of General 
Internal Medicine, McGill University, Montreal, Canada, 6Division of Internal 
Medicine, Royal Alexandra Hospital, 10240 Kingsway Avenue, Edmonton, 
Canada and 7Division of Neurology, University of Alberta Hospital, 8440 112 
Street, Edmonton, Canada



McAlister et al. Implementation Science 2010, 5:27
http://www.implementationscience.com/content/5/1/27

Page 8 of 9
References
1. Prospective Studies Collaboration: Age-specific relevance of usual blood 

pressure to vascular mortality: a meta-analysis of individual data for 
one million adults in 61 prospective studies.  Lancet 2002, 
360:1903-1913.

2. Yusuf S, Hawken S, Ounpuu S, Dans T, Avezum A, Lanas F, McQueen M, 
Budaj A, Pais P, Varigos L: Effect of potentially modifiable risk factors 
associated with myocardial infarction in 52 countries (the INTERHEART 
study): case-control study.  Lancet 2004, 364:937-952.

3. Blood Pressure Lowering Treatment Trialists Collaboration: Effects of 
different blood pressure lowering regimens on major cardiovascular 
events: second cycle of prospectively designed overviews.  Lancet 
2003, 362:1527-1535.

4. Cholesterol Treatment Trialists Collaborators: Efficacy and safety of 
cholesterol-lowering treatment: prospective meta-analysis of data 
from 90 056 participants in 14 randomised trials of statins.  Lancet 2005, 
366:1267-1278.

5. Straus SE, Majumdar SR, McAlister FA: New evidence for stroke 
prevention: Scientific Review.  JAMA 2002, 288:1388-1395.

6. Hackam DG, Spence JD: Combining multiple approaches for the 
secondary prevention of vascular events after stroke. A quantitative 
modeling study.  Stroke 2007, 38:1881-1885.

7. Mouradian MS, Hussain MS, Lari H, Salam A, Senthilselvan A, Dean N, 
Shuaib A: The impact of a stroke prevention clinic in diagnosing 
modifiable risk factors for stroke.  Can J Neurol Sci 2005, 32:496-500.

8. Mouradian MS, Majumdar SR, Senthilselvan A, Khan K, Shuaib A: How well 
are hypertension, hyperlipidemia, diabetes, and smoking managed 
after a stroke or transient ischemic attack?  Stroke 2002, 33:1656-1659.

9. Lindsay P, Bayley M, McDonald A, Lindsay P, Bayley M, McDonald A, 
Graham ID, Warner G, Phillips S: Toward a more effective approach to 
stroke: Canadian Best Practice Recommendations for Stroke Care.  
CMAJ 2008, 178:1418-1425.

10. Hill MD, Yiannakoulias N, Jeerakathil T, Tu JV, Svenson LW, Schopflocher 
DP: The high risk of stroke immediately after transient ischemic attack. 
A population-based study.  Neurology 2004, 62:2015-2020.

11. Joseph LN, Babikian VL, Allen NC, Winter MR: Risk factor modification in 
stroke prevention. The experience of a stroke clinic.  Stroke 1999, 
30:16-20.

12. Brown LC, Johnson JA, Majumdar SR, Tsuyuki RT, McAlister FA: Evidence of 
suboptimal management of cardiovascular risk in patients with type 2 
diabetes mellitus and symptomatic atherosclerosis.  CMAJ 2004, 
171:1189-1192.

13. McAlister FA, Oreopoulos A, Norris CM, Graham MM, Tsuyuki RT, Knudtson 
M, Ghali WA, for the APPROACH Investigators: Exploring the treatment-
risk paradox in coronary disease.  Arch Intern Med 2007, 167:1019-1025.

14. Lear SA, Ignaszewksi A, Linden W, Brozic A, Kiess M, Spinelli JJ, Pritchard 
PH, Frohlich JJ: The extensive lifestyle management intervention (ELMI) 
following cardiac rehabilitation trial.  Eur Heart J 2003, 24:1920-1927.

15. Rothwell PM, Giles MF, Chandratheva A, Marquardt L, Geraghty O, 
Redgrave JNE, Lovelock CE, Binney LE, Bull LM, Cuthbertson FC, Welch SJV, 
Bosch S, Carasco-Alexander F, Silver LE, Gutnikov SA, Mehta Z: Effect of 
urgent treatment of transient ischaemic attack and minor stroke on 
early recurrent stroke (EXPRESS study): a prospective population-
based sequential comparison.  Lancet 2007, 370:1432-1442.

16. Joffres MR, Ghadirian P, Fodor JG, Petrasovits A, Chockalingam A, Hamet P: 
Awareness, treatment, and control of hypertension in Canada.  Am J 
Hypertens 1997, 10:1097-1102.

17. Ezzati M, Lopez AD, Rodgers A, Hoorn S Vander, Murrary CJL, the 
Comparative Risks Assessment Collaborating Group: Selected major risk 
factors and global and regional burden of disease.  Lancet 2002, 
360:1347-1360.

18. Kaplan RC, Tirschwell DL, Longstreth WT, Manolio TA, Heckbert SR, 
Lefkowitz D, El-Saed A, Psaty BM: Vascular events, mortality, and 
preventive therapy following ischemic stroke in the elderly.  Neurology 
2005, 65:835-842.

19. PROGRESS Collaborative Group: Randomised trial of a perindopril-based 
blood-pressure-lowering regimen among 6105 individuals with 

previous stroke or transient ischaemic attack.  Lancet 2001, 
358:1033-1041.

20. Gueyffier F, Boissel J-P, Boutitie F, Pocock S, Coope J, Cutler J, Ekbom T, 
Fagard R, Friedman L, Kerlikowske K, Perry M, Prineas R, Schron E: Effect of 
antihypertensive treatment in patients having already suffered from 
stroke: gathering the evidence.  Stroke 1997, 28:2557-2562.

21. Arima H, Chalmers J, Woodward M, Anderson C, Rodgers A, Davis S, 
MacMahon S, Neal B: Lower target blood pressures are safe and 
effective for the prevention of recurrent stroke: the PROGRESS trial.  J 
Hypertens 2006, 24:1201-1208.

22. Blood Pressure Lowering Treatment Trialists' Collaboration: Blood 
pressure-dependent and independent effects of agents that inhibit 
the rennin-angiotensin system.  J Hypertens 2007, 25:951-958.

23. Yusuf S, Diener HC, Sacco RL, Cotton D, Ounpuu S, Lawton WA, Palesch Y, 
Martin RH, Albers GW, Bath P, Bornstein N, Chan BPL, Chen S, Cunha L, 
Dahlof B, de Keyser J, Donnan GA, Estol C, Gorelick P, Gu V, Hermansson K, 
Hilbrich L, Kaste M, Lu C, Machnig T, Pais P, Roberts R, Skvortsova V, Teal P, 
Toni D, VanderMaelen C, Voigt T, Weber M, Yoon B: Telmisartan to 
prevent recurrent stroke and cardiovascular events.  N Engl J Med 2008, 
359:1225-1237.

24. The Telmisartan Randomised AssessmeNt Study in ACE iNtolerant 
subjects with cardiovascular Disease (TRANSCEND) Investigators: Effects 
of the angiotensin-receptor blocker telmisartan on cardiovascular 
events in high-risk patients intolerant to angiotensin-converting 
enzyme inhibitors: a randomised controlled trial.  Lancet 2008, 
372:1174-1183.

25. SPARCL Investigators: High dose atorvastatin after stroke or transient 
ischemic attack.  N Engl J Med 2006, 355:549-559.

26. Amarenco P, Goldstein LB, Szarek M: Effects of intensive LDL-C reduction 
in patients with stroke or transient ischemic attack: the Stroke 
Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL) 
Trial.  Stroke 2007, 38:3198-3204.

27. Josan K, Majumdar SR, McAlister FA: The efficacy and safety of intensive 
statin therapy: a meta-analysis of randomized trials.  CMAJ 2008, 
178:576-584.

28. Majumdar SR, McAlister FA, Furberg CD: From publication to practice in 
chronic cardiovascular disease- the long and winding road.  J Am Coll 
Cardiol 2004, 43:1738-1742.

29. McAlister FA, Man-Son-Hing M, Straus SE, Ghali WA, Anderson D, 
Majumdar SR, Gibson P, Cox J, Fradette M, for the DAAFI Investigators: The 
impact of patient decision aids on care in patients with atrial 
fibrillation: a cluster randomized trial.  CMAJ 2005, 173:496-501.

30. Majumdar SR, Guirguis LM, Toth EL, Lewanczuk RZ, Lee TK, Johnson JA: 
Controlled trial of a multifaceted intervention for improving quality of 
care for rural patients with type 2 diabetes.  Diabetes Care 2003, 
26:3061-3066.

31. Majumdar SR, Johnson JA, Lier DA, Russell AS, Hanley DA, Blitz S, Steiner IP, 
Maksymowych WP, Morrish DW, Holroyd BR, Rowe BH: Persistence, 
reproducibility, and cost-effectiveness of an intervention to improve 
the quality of osteoporosis care after a fracture of the wrist: results of a 
controlled trial.  Osteoporosis Int 2007, 18:261-270.

32. Tsuyuki RT, Johnson JA, Teo KK, Simpson SH, Ackman ML, Biggs RS, Cave A, 
Chang WC, Dzavik V, Farris KB, Galvin D, Semchuk W, Taylor JG, for the 
Study of Cardiovascular Risk Intervention by Pharmacists (SCRIP) 
Investigators: A randomized trial of the effect of community pharmacist 
intervention on cholesterol risk management: the Study of 
Cardiovascular Risk Intervention by Pharmacists (SCRIP).  Arch Intern 
Med 2002, 162:1149-1155.

33. Majumdar SR, Tsuyuki RT, McAlister FA: Impact of opinion leader 
endorsed evidence summaries on quality of prescribing for patients 
with cardiovascular disease: randomized controlled trial.  Am Heart J 
2007, 153:22-29.

34. McLean DL, McAlister FA, Johnson JA, King KM, Makowsky MJ, Jones CA, 
Tsuyuki RT: A randomized trial of the effect of community pharmacist 
and nurse care on improving blood pressure management in patients 
with diabetes: SCRIP-HTN.  Arch Intern Med 2008, 168:2355-2361.

35. McAlister FA, Fradette M, Majumdar SR, Graham M, Williams R, McMeekin 
J, Ghali WA, Tsuyuki RT, Knudtson ML, Grimshaw J: The enhancing 
secondary prevention in coronary artery disease trial.  CMAJ 2009, 
181:897-904.

Received: 21 December 2009 Accepted: 12 April 2010 
Published: 12 April 2010
This article is available from: http://www.implementationscience.com/content/5/1/27© 2010 McAlister et al; licensee BioMed Central Ltd. This is an Open Access article distributed under the terms of the Creative Commons Attribution License (http://creativecommons.org/licenses/by/2.0), which permits unrestricted use, distribution, and reproduction in any medium, provided the original work is properly cited.Implementation Science 2010, 5:27

http://www.implementationscience.com/content/5/1/27
http://creativecommons.org/licenses/by/2.0
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12493255
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15364185
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14615107
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16214597
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12234233
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17431209
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16408581
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12053007
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18490636
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15184607
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9880382
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15534311
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17533204
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14585250
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17928046
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9370379
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12423980
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16186519
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11589932
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9412649
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16685221
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17414657
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18753639
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18757085
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16899775
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17962589
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18299547
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15145092
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16129870
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14578240
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12020186
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17174632
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=19029501
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=19933787


McAlister et al. Implementation Science 2010, 5:27
http://www.implementationscience.com/content/5/1/27

Page 9 of 9
36. Clark AM, Hartling L, Vandermeer B, McAlister FA: Randomized trials of 
secondary prevention programs in coronary heart disease: a 
systematic review.  Ann Intern Med 2005, 143:659-672.

37. Koelewijn-van Loon MS, Weijden T van der, van Steenkiste B, Ronda G, 
Winkens B, Severens JL, Wensing M, Elwyn G, Grolet R: Involving patients 
in cardiovascular risk management with nurse-led clinics: a cluster 
randomized controlled trial.  CMAJ 2009, 181:E267-E274.

38. Shojania KG, Ranji SR, McDonald KM, Grimshaw JM, Sundaram V, 
Rushakoff RJ, Owenset DK: Effects of quality improvement strategies for 
type 2 diabetes on glycemic control. A meta-regression analysis.  JAMA 
2006, 296:427-440.

39. Bunting BA, Smith BH, Sutherland SE: The Asheville Project: clinical and 
economic outcomes of a community-based long-term medication 
therapy management program for hypertension and dyslipidemia.  J 
Am Pharma Assoc 2008, 48:23-31.

40. The Community Pharmacy Medicines Management Project Evaluation 
Team: The MEDMAN study: a randomized controlled trial of 
community pharmacy-led medicines management for patients with 
coronary heart disease.  Fam Practice 2007, 24:189-200.

41. Ellis SL, Carter BL, Malone DC, Billups SJ, Okano GJ, Valuck RJ, Barnette DJ, 
Sintek CD, Covey D, Mason B, Jue S, Carmichael J, Guthrie K: Clinical and 
economic impact of ambulatory care clinical pharmacists in 
management of dyslipidemia in older adults: the IMPROVE study.  
Pharmacotherapy 2000, 20:1508-1516.

42. Bozovich M, Rubino CM, Edmunds J: Effect of a clinical pharmacist-
managed lipid clinic on achieving National Cholesterol Education 
Program low-density lipoprotein goals.  Pharmacotherapy 2000, 
20:1375-1383.

43. Till LT, Voris JC, Bourne Horst J: Assessment of clinical pharmacist 
management of lipid-lowering therapy in a primary care setting.  J 
Managed Care Pharm 2003, 9:269-273.

44. Lee JK, Grace KA, Taylor AJ: Effect of a pharmacy care program on 
medication adherence and persistence, blood pressure, and low-
density lipoprotein cholesterol. A randomized controlled trial (FAME).  
JAMA 2006, 296:2563-2571.

45. Zillich AJ, Sutherland JM, Kumbera PA, Carter BL: Hypertension outcomes 
through blood pressure monitoring and evaluation by pharmacists 
(HOME Study).  J Gen Intern Med 2005, 20:1091-1096.

46. Machado M, Bajcar J, Guzzo CG, Einarson TR: Sensitivity of patient 
outcomes to pharmacist interventions. Part II: Systematic review and 
meta-analysis in hypertension management.  Ann Pharmacother 2007, 
41:1770-1781.

47. Fahey T, Schroeder K, Ebrahim S: Interventions used to improve control 
of blood pressure in patients with hypertension.  Cochrane Database of 
Systematic Reviews 2006:CD005182. DOI: 10.1002/
14651858.CD005182.pub3.

48. Beney J, Bero LA, Bond C: Expanding the roles of outpatient 
pharmacists: effects on health services utilisation, costs, and patient 
outcomes.  Cochrane Database of Systematic Reviews 2000:CD000336. 
DOI: 10.1002/14651858.CD000336.

49. Walsh J, McDonald KM, Shojania KG, Sundaram V, Nayak S, Davies S, Lewis 
R, Mechanic J, Sharp C, Henne M, Shah B, Chan JK, Owens DK, Goldstein 
MK: Closing the quality gap: a critical analysis of quality improvement 
strategies. technical review 9.  In Hypertension Care Volume 3. Edited by: 
Shojania KG, McDonald KM, Wachter RM, Owens DK. (Prepared by the 
Stanford University-UCSF Evidence-based Practice Center, under Contract 
No. 290-02-0017). AHRQ Publication No. 04-0051-3. Rockville, MD: Agency 
for Healthcare Research and Quality; 2005. 

50. Pfeiffer E: A short portable mental status questionnaire for the 
assessment of organic brain deficit in elderly patients.  J Am Geriatric 
Soc 1975, 23:433-441.

51. Genest J, McPherson R, Frohlich J, Anderson T, Campbell N, Carpentier A, 
Couture P, Dufour R, Fodor G, Francis GA, Grover S, Gupta M, Hegele RA, 
Lau DC, Leiter L, Lewis GF, Lonn E, Mancini GB, Ng D, Pearson GJ, 
Sniderman A, Stone JA, Ur E: 2009 Canadian Cardiovascular Society/
Canadian guidelines for the diagnosis and treatment of dyslipidemia 
and prevention of cardiovascular disease in the adult - 2009 
recommendations.  Can J Cardiol 2009, 25:567-579.

52. Khan NA, Hemmelgarn B, Herman RJ, for the Canadian Hypertension 
Education Program: The 2008 Canadian Hypertension Education 
Program recommendations for the management of hypertension: Part 
2 - therapy.  Can J Cardiol 2008, 24:465-475.

53. Grover SA, Lowensteyn I, Joseph L, Kaouache M, Marchand S, Coupal L, 
Boudreau G: Patient knowledge of coronary risk profile improves the 
effectiveness of dyslipidemia therapy. The CHECK-UP Study: A 
randomized controlled trial.  Arch Intern Med 2007, 167:2296-2303.

54. Grover SA, Lowensteyn I, Joseph L, Kaouache M, Marchand S, Coupal L, 
Boudreau G: Discussing coronary risk with patients to improve blood 
pressure treatment: Secondary results from the CHECK-UP Study.  J Gen 
Intern Med 2009, 24:33-9. Epub 2008 Oct 21.

55. Johnston SC, Rothwell PM, Nguyen-Huynh MN, Giles MF, Elkins JS, 
Bernstein AL, Sidney S: Validation and refinement of scores to predict 
very early stroke risk after transient ischemic attack.  Lancet 2007, 
369:283-292.

56. Wilkins K, Campbell NRC, Joffres MR, McAlister FA, Nichol M, Quach S, 
Johansen HL, Tremblay MS: Blood pressure in Canadian adults.  Health 
Reports 2010 in press.

57. Rashid P, Leonardi-Bee J, Bath P: Blood pressure reduction and 
secondary prevention of stroke and other vascular events: a systematic 
review.  Stroke 2003, 34:2741-2748.

58. Prospective Studies Collaboration: Blood cholesterol and vascular 
mortality by age, sex, and blood pressure: a meta-analysis of individual 
data from 61 prospective studies with 55 000 vascular deaths.  Lancet 
2007, 370:1829-1839.

59. EQ-5D   [http://euroqol.org]. Last revised: 2009
60. Van Swieten JC, Koudstaal PJ, Visser MC, Schouten HJ, van Gijn J: 

Interobserver agreement for the assessment of handicap in stroke 
patients.  Stroke 1998, 19:604-607.

61. Johnstone J, Eurich D, Majumdar SR, Yan J, Marrie TJ: Long-term 
morbidity and mortality after hospitalization with community-
acquired pneumonia: a population-based cohort study.  Medicine 2008, 
87:329-334.

62. Khanal S, Obeidat O, Hudson MP, Al-Mallah M, Bloome M, Lu M, 
Greenbaum AB, Kugelmass AD, Weaver WD: Active lipid management in 
coronary artery disease (ALMICAD) Study.  Am J Med 2007, 
120:734.e11-734.e17.

63. Tobe SW, Pylypchuk G, Wentworth J, Kiss A, Szalai JP, Perkins N, Hartman S, 
Ironstand L, Hoppeet J: Effect of nurse-directed hypertension treatment 
among First Nations people with existing hypertension and diabetes 
mellitus: the Diabetes Risk Evaluation and Microalbuminuria (DREAM 
3) randomized controlled trial.  CMAJ 2006, 174:1267-1271.

doi: 10.1186/1748-5908-5-27
Cite this article as: McAlister et al., The preventing recurrent vascular events 
and neurological worsening through intensive organized case-management 
(PREVENTION) trial protocol [clinicaltrials.gov identifier: NCT00931788] Imple-
mentation Science 2010, 5:27

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16263889
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=19948811
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16868301
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11130223
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11079286
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17101639
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16423096
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17925496
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=19812802
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18548143
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18039987
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18937013
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17258668
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14576382
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18061058
http://euroqol.org
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=19011504
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16595786


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


