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Abstract

Background: [Limited evidence exists obenefitsof organised cartor improvingrisk factor
control in patients withstroke or transient ischaemic attackllf). We determiné the
effectivenes®fan individualised management program in reducing absolute cardiovascular

diseaserisk-itthis highrisk population.

Methods: WProspective, multicentre, clusteatndomised controlled trial, with blinded
assessment,of outcomesd intentiorto-treat analys. Patients hospitalised for stroke/TIA

and agea18 years were recruited from four hospitals. General practices treatingauited
patients were=randomised to either provide usual care, or an individualised management
programg=comprising nurded education, anceview of care plans by stroke specialigts
addition 'to usual care. Primary outcome: change in Framingham cardiovascularorsk s

between baseline and 12 months.

Results: FromJanuary 2010 and November 20186 general practice@80 patients) were
randomly assigned to usual care (contrahd 159 (283 patients) to the interventioneTh
median age was 70.1 years; 65% were nm@ierall, 380% of participants were prescribed
recommended secondary prevention therapies at basé&hmee primary effiacy analysis

comprised 533 participds with 30 either dying ofost to followup. In adjusted analyses,
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we found no significant betweeagroup difference in the cardiovasar risk score at 12
months (0.04, 95% CI -1.7, 1.8).

Conclusions: The effectivenes®f an organised secondary preventgnogram for stroke
may be limited,in patients from higberforming hospitals with regular pedischarge

follow-up ands=ecommunication witlpeneral practices

| ntroduction

Survivors of'stroke often experienseveresecondary outcomesssociated withhie presence
of risk factors[1l]. Effective management of risk factors could reduce the risthede
outcome by up, to 80%over a 1Byear period[2]. Howeve, control of risk factors in
suvivors of stroke is often podi3], potentially reflecing inacequate implementation of
secondarysprevention therapids.a populatiorbased stroke incidence study condudted
Melbournej*Australia, only 34% of participig wereon optimal treatment between 2007 and
2009[4]. Clearly, opportunities exist to optimise the management of risk factorsihigjtr

risk population;'this providing a strong rationale for this study.

Evidencebased strategies to improve the risk factor profile in survivors of stroke or transient
ischaemic™attack (TIA)post-dischargecomprise bth pharmacological and lifestyle
interventions[5]. These strategies could be enhanced by adopting a multidisciplinary
approachHowever,benefits of multidisciplinary interventions reduceng vascula risk after

a strokéTIA are uncertaif6,7].

General practices are well placed to implement and coordpratentionstrategiesAs a
result, the “Australian governmerdreated a policy framework to encourageneral
practitioners (GPs) to coordinateomprehensive multidisciplinary, and individualsed
management ofomplex chronic diseases, such as sti@eDespite the existence of this
framework, there is no evidender its effectivenessin stroke. We investigatedthe
effectivéness of an evidentasel individualised management program, already existing in a
funded frameworkfor improving the risk factor profile isurvivors of strokéllA.

Methods

This article is protected by copyright. All rights reserved



The full study propcol, including sample size calculati@nd statistical analysis plahas
been published elsewhg@&10]. The methods are summarised below.

Trial design and participants

The Shared Team Approach between Nurses and Doctors For Improved Risk Factor
Management (STANDFIRM) is a pragmatic multicentre, clusd@domised, controlled trial,
with blinded assessment outcomes, and intentieto-treat analysis. Patientsospitalisel
with stroké orTIA wererecruited from fou major tertiaryhospitas in Melbourne, Australia
Patientswere eligible if age®l8 years and living within 50 km d the closest recruitment
hospital Exelusion criteria were enrolment in anothenichl trial, admission frondischarge
to a nursinghome, or presence of rapidly deteriorating diseBsgential participants were
approachedn hospital to request consent for participati To redice the risk ofdrop-out,
final consent was obtained at anhiame patient visitAppropriate éhics approval was
obtained (HREC number 2011000331). STANDFIRMegistered with the Australian New
Zealand Clinical Trials Registry (ACTRN12608000166370).

Randomisation and blinding

Paticipantsswererandomised to receive the intervention or usual,casegng a computer
generatedsblock desigmhis was to ensure thatudy group had equal distribution of
patients fromparticipating hospitals, and to eliminate bfe@m potential variation in post
acute treatmenflo reduce contamination between groups, randomisation was clustered by
general practice. Participts, assessors, specialists, andsG¥re blinded tohe inervention

and groupallocatiors.
Usual care

Patients in'the usual care group receivedugiealcare arrangement ime stroke prevention

clinic of participatinghospitals and usual general practice management.
| nter vention

In addition tousual care, participas in the intervention group received an individualised
management program comprisingtaonic disease managem&8DM) plan, constructed to
meetrequirements for remuneration undéedicare[8], and strokespecific educationJsing

health information recorded hbylinded assesseat baseline assessmsiftiescribedbelow),
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an initial CDM plan was developed fqgrarticipants by an unblinded intervemn nurse in
consultation withindependent stroke speciadisThe plan contaning clear health goals for
risk factos, was provided toGPs to facilitate the care of their patisnt(Supporting
Information DataS1) Australian GPs are familiar with the format of the CDM plan, as they
routinely=usera similar format foreatingother chronic conditions such as hypertension and
diabetes.

The intervention' nurse also maadiome visit to provideducation tailored towards the risk
factor profileefsparticipans. During ths visit, participant's healthcare needs and problems,
potental health goals, and strategies to overcome barriers were discU$sediurse also
organisedappointment formparticipants to discuss the CDM plan with tineGP. GPs were
remunerated forsing theCDM plan, providingan incentive for them to picipatein the

trial, as wellFaspathway for implementation of trial outcomes.

The process.of.blindedssessment (describdelow), preparation of CDM planeducation
visit, and arrangement of GP appointmemisrepeated at 3 months after baselivethis 3-

month visitjthetnurse discussdahrriers and enablers health goals identified ithe earlier
visit. At 6 months the CDM plan was revised again, based on updafednation provided

during atelephone interview.
Basdaliné androutcome assessments

Demogaphic information andietails of strokewere obtained from medical redsr during
hospitalisations, Bseline assessments wemnducted at homby blinded assessermedian

10 weekspostdischarge). Thee included standardesl assessment of blood press(Be)

and anthrepoemetry, biochemical tesind sdf-reportedlifestyle habits Theseassessments
were repe&@d-at: 3 and 12 months, while a brief telephone interview was conducted at 6

monthsafter baseline
Primary outcome

The primary outcome was a changehe updated general cardiovascular Framingham Risk
Score (FRS) between baseline and 12 mojithis The FRSs a validatedool for predictng
cardiovascular events. Thestimation of FRSncludessex, age, cholesterol levels, systolic

BP, use ofantihypertensivessmoking status, and uncontrolled diab¢i€. In Australia, he
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FRS modelis a good predictor ofibsolute cardiovasai risk and is routinely useth

primary care settingd.2).
Secondary outcomes

Secondary outcomes compischanges hbeveen baseline and 12 months in thedified
general ardiovascular FRS; systoldiAstolc BP; adverseevents;use ofantihypertensive,
cholesterclowering, and antithromboti¢cherapiesand engagement in riskodifying habis

such as smokpg cessation, recommendgadake of alcohol,vegetables, frujtand salt, and
increased physical activit{9,10]. The modified FRS was estimated using the score sheet

method[11]sand other factar currently incorporated iguidelines [5].

Statistical analysis

As specified previously [10], al analyseswere based onintentionto-treat To ensure
statistical efficiency and minimise bias, missing data were replaced with measurements
obtained atiether outcome assessments. For example, missing basgémeonthdata were
replaced wih'3“month dataThere were no participants with both baseline andhbgth data

missing.

Descriptive statistics were used. Participant characteristics were compared using Mann
Whitney U=test=(ontinuous variables) and ehquare tes{(categorical variablgs Within-

group differences were estimated using the paeedple Wicoxon signeerank test
(continuous*variablg¢sand McNemar’'sest Categorical variablgsConfidence intervals for

the Wilcoxon signedank test were determined using Somers’ D [tE3).

Effectiveness™of the intervention on change in FRS at 12 months relative to bassdine w
determinedusing multivariable analysis of covariance and generdiinsd regression
models, "adjusting for Isaline FRS. Models weradjusted for any potential confounding
factor (ie. factors that demonstrated possible association with a change in FRS in the
univariabe model based on a-\Rlue of 0.15), or any baseline factor with pdde
heterogeneity betweegroups (based on a\Rlue of<0.15). Ptential cluster effect was
investigated using a multilevel mixedfects generalised linear model. The irthaster
correlation coefficient approached zero (1.418"), indicating no variability in FRS

measurements between recruitment sites.
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Similarly, multivariable generalised linear modelsre used to determine the effectiveness of
the interventia on secondary outcomassinglink functions of linear(continuais outcomes
Poisson (count outcomkgsor logistic (binary outcomes) regressioill analyses were
conducted using STATA IC 12.1 (StataCorp, USA, 2012).-fided Pvalues of <0.05 were

considered-statistically significant.
Results
Participant flow and baseline characteristics

Overall, 5633 patients were assessed for eligibility between January 2010 and November
2013 2516,(45%) were eligible for recruitment, and 563 (22% of eligible patients) were
randomised283'to the intervention, and 280 to usuakd&ig. 1). There was no difference

in baseine characteristics betweeatudy groups (Table 1). The medié@l, Q3)agewas

70.1 (609, 786) years,65% were male,78% had anischa&mic stroke and 78%had no
significant disability(defined as modified Rankin Scaeoreof 0-1). The mediar{Q1, (B)

time to randomisation was 73 (58F) days postischarge. At basiee, >80% of participants
were prescribedecommended medicatianantinypertensive (84), cholesterclowering
(86%), and-antithrombotic (91%) therapies For the primary efficacy analysis, 533
participants (9%%) were included 267 in the itervention group and 266 contrglsig. 1).
Overall [ 72%vof-participants in the intervention group received all three interveotidacts

(two home education visits and one telephone),calhile 24% receivedwo contacts

(Supportingsinfermation Tabl§1).
Primary outcome analyses

After adjusting for baseline FRS, we found no significant differancthe median FRS
betweengroups jat 12 months (0.04, 95% @l7, 1.8; Table 2)Similarly, there were no
significant-@tweengroup differences iovariates that contribute to the FRS at 12 months

relative to baseline. Results were sima#ter adjusting for clustering.

Secondary. outcome analyses

After adjusting for baseline estimatemd potential confounding factors, there were no
detectable betweegroup differences in the modified FRS (scdneet method), and BP at 12
months (Table 3). Similarly, there were no betwgeoup differences in adverse ewent

adherence to medicatigrand lifestyle habits at 12 months (Table 3).
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Discussion

To the best of our knowledgeur study is the first to investigate the effectiveness of a
structured and multidisciplinary program for secondary prevention of stroke thatre@ady
embedded. in existing funding policy. In survivors of stroke/TIA, there was no detectable
effect ofour.intervention in reducing the absolatediovascular risk as estimated by the FRS
over a 12month period. Similarlythere was no detectablenprovement in any of the
measuredsindividual clinical indicators of stroke risk.

The lack of, impact of our inteertion over usual practice likelyeflecs the high level of
performance inthesual processes of care for stroke preventiguarticipating recruitment
hospitals. indeecbur participants appeared to be well treated:839%6 were discharged on
medicatons‘aceording toguidelines. These data reflect performance that is better than
national estimatefl4,15], and estimates obtained in the study region at the time the study
was conceived¥]. For instance, 84% of our participants were dischargeghtihypertensive
medicationsat baselinecompared to 59%m a previoug1997-1999 populationbased study

[4], and71%.reported recently (2013) Hye Australian Stroke Clinical Registfy4]. Similar
trends wereohservedor patients with ischaemic stroke and atrial fibrillation discharged on
anticoagulant™therapy15]. Importantly, the actual proportion of eligible particifgan
prescribed these agents may be underestinmatih@ presenstudyas some péicipants were

not prescribeanedicationdor valid clinical reasons

Similarly, our estimates for prescription of secondary prevention therapies are better than
those reported, in other studies. In a trial conductedD@nmark to investigate the
effectiveness_of nurseled intervention to control BP in patients with stroke/TIA, 63% of
participants were on antihypertensive medicatig8%% in our study)while 61% were on

cholestérelowering medications (90% in our studg},baseling16].

The management of patients in our study may reflect ongoing camesidual effe of
specialist acute’care provided participating hospitals. For example, there were procedures
for routinereview of patients after discharge from Monash Medeatre, where 54% of

our participants. were recruited [personal communication, Thanh Phan], and other
participating hospitals [personal communication, Christopher Bladin]. Tdreref appears
that an additional intervention may not be required to supplement usualligaisirge

practice adopted in these higlerforming hospitals.
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Studies onpostdischarge care interventions have not shagnificant reductions ifevels

of risk factors for strok¢7]. In a study similar to ourgn individualisedmultidisciplinary
intervention, mvolving periodic home visits and telephone follaps, did not improvethe
control of any of the risk factors investigataftier 6 months of followup [17].In contrast to
most of the=interventions investigategrevioudy [7], a nursded intervention, involving
lifestyle caunselling and physiciaassisted review of medications, improved control of BP
and lowdensity lipoprotein cholesterah Swedish survivors of stroke/TIAfter 12 months

of follow-up [18]. Rarticipants in this Swedish study appeatede well treated at baseline,

although treatment wamt as great as observed in our study.

Another possible explanation for the ineffectiveness of our intervention may be the
contamination of the control group through pdsicharge care provided Iparticipating
hospitals er-general practices. Durihg ttourse of our study (20/8014),Medicare benefits

for use of EBM¢plan rose by 70% in teudy region19]. Given these changes in practige,

is possible'that a sigmifint proportion of the controls may have been provided a care plan.

The main strength of our study is its robust design, the large sample size, and careful a
extensive ‘assessment of clinically relevant outconmetuding those that were not reported
previou$y-“Another major strength of this study is the adjustment of baseline data to

eliminate potential biases resultingrftoepeated measures.

A major limitation of thisstudyis thatthe primary outcome, FRS, was originally developed
to assess risk individuals with no clinical manifestation of vascular disgd4¢. However,

an advantagewof the FRIS that most of itscomponents are modifit risk factors for
incidentfecurrent stroke anithereforehighly relevant for our study. We expect anyential
underestimation of risk by the FRS to be homogeramrsssstudy groups and therefore
unlikely*to affect the net diffrence in outcombetween groupsAnother limitation of this
study is thabur findingsmay not be generalisdd the wider strokgpopuation as a result of
potential selection bias from loawerallrecruitment rateThe generalisability of our findings
is also limited by he fact thabur sample appeared to be better treated hadess severe
stroke,as reflected byarge proportionsof participantsvho wereon recommended treatment
or who hadno significant disability Thereis alsopossibility of contamination of the control
group as highlighted earlier. Ware presently seeking approval for data linkage with the
Australian Medicare Benefits Schedule to ascertain the presaten®/ of these potential

sources of contamation
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In conclusion, oustudy did not provide evidence for the effectiveness of a comprehensive,
coordinated and patiesentred care for managing risk fas in patients with strokelA.
However, this finding should be interpreted wittaution asour trial was performed in
patticipants recruited from higiperforming hospitals where usual care was close to optimal.
This model-ofseare is more likely to be beneficial in settings where there is poor compliance
to the management of stroke, and where there is lack of adequateisipetialv-up, orlack

of communication withGPs on the care of survivors.
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Fig. 1. Selection of participants, and reasons for inclusion and exclusion of participants
*Patients may have more than one reasbngludes concurrent illness, dementia, or
palliated; “Include too late to regit, uncontactable, event not stroke, amoving
interstate;%Intervention omprises arindividualised management plan in addition to usual

care.
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Table 1. Basdline characteristics

(n=283)

Intervention group N (%) Usual Care group N (%

(n=280)

Age (years)
Median (Q1, Q3))
<60,
61-70
71-80
>80
Female
Body masssindex (kg/fh
Median (Q1)Q3)
<25.00
25.00-29:99
>30.00
Biochemical measuremerfts
Systolic bload pressure (mmHg)
Diastolic blood pressure(mmHg)
Glucose (mmol/L)
Triglycerides(mmol/L)
Total.cholesterol (mmol/L)
LDL chalesterol (mmol/L)
HDL cholesterol (mmol/L)
Urinary,protein (g/day)
eGFR (ml/min/1.73r%)
Type of stroke
Ischemic stroke
Intracerebral hemorrhage
Transient Ischemic Attack
Disability (modified Rankin Scale)
0 (No'disability)
1 (Norsignificant disability despite symptom:
2-5 (Slight to severe disability)
Medical history.
Diabetes
Hypertension
Atrialfibrillation
High cholesterol
Proteinuria
Stroke
Other cardiovascular disease
Behavioral factors
Smoking®

Never smoker

69.0 (60.8, 78.4)
72 (25.4)
79 (27.9)
86 (30.4)
46 (16.3)
96 (33.9)

27.5 (24.3, 30.9)
85 (30.0)
110 (38.9)

88 (31.1)

135.5 (123.0, 148.0)

73.5 (65.5, 81.5)
5.2 (4.7, 5.9)
1.2 (1.0, 1.6)
3.8 (3.3,4.3)
1.9 (1.5, 2.4)
1.2 (1.0, 1.4)

0.09 (0.06, 0.12)

81.7 (68.5, 92.7)

217 (76.7)
28 (9.9)
38 (13.4)

83 (29.3)
136 (48.1)
64 (22.6)

51 (18.0)
178 (62.9)
76 (26.9)
130 (45.9)
44 (15.6)
42 (14.8)
90 (31.8)

106 (37.5)
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71.2 (60.9, 79.1)
71 (25.4)
68 (24.3)
86 (30.7)
55 (19.6)
104 (37.1)

28.0 (25.1, 31.4)
68 (24.3)
112 (40.0)
100 (35.7)

133.5 (119.0, 146.0)
72.0 (63.0, 81.0)
5.2 (4.8, 6.1)

1.2 (0.9, 1.6)

3.7 (3.2, 4.4)

1.8 (1.4, 2.3)

1.2 (1.0, 1.5)
0.08 (0.06, 0.12)
78.4 (62.7, 91.0)

219 (78.2)
19 (6.8)
42 (15.0)

81 (28.9)
138 (49.3)
61 (21.8)

69 (24.6)
198 (70.7)
60 (21.4)
145 (51.8)
39 (13.9)
42 (15.0)
82 (29.3)

123 (43.9)



Current smoker 23(8.1)
Quit since stroke 25 (8.8)
Past smoker 129 (45.6)
Current risky drinking 12 (4.2)
Drug use
Antihypertensive therapy 231 (81.6)
Antiplatelet therapy 194 (68.6)
Anticoagulant therapy 78 (27.6)
Cholesterol lowering therapy 245 (86.6)

19 (6.8)
23 (8.2)
115 (41.1)
15 (5.4)

240 (85.7)
211 (75.4)
54 (19.3)
240 (85.7)

Note: Only 0-2% missing values in all variables.

3 Data,ahesexpriessed in median (Q1, Q3); P Current smoker is defined as smoking at the time of
assessment. Past-smoker is defined as quitting before stroke; © Risky drinking is defined as >2

drinks/day for'women and >4 drinks/day for men.
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Table 2. Within- and between-group changesin primary outcome, its covariates, and adver se events, for intervention and control groups

Intervention

Control

Baseline (n=283)

Follow-up (n=267)

Difference®
(95% Cl)

Baseline (n=280)

Follow-up (n=266)

Difference®
(95% Cl)

Between-group
difference (95% CF)

FRS®
Components
Age (years)
Systolic BP (mmHg)
HbAlc (%)
Total cholesterol (mmol/L)
HDL cholesterol (mmol/L)
Current smoking (%)
Antihypertensive therapy.(%)
Potential covariates
BMI (kg/m?)
Triglyceride (mmol/L)
Urinary protein (g/day)
eGFR (mL/min/1.73%)
Current risky drinking{(%f
Antiplatelet therapy (%)
Anticoagulant therapy (%)
Cholesterol lowering therapy (%)
Adverse events
Total (count)
Non-fatal vascular events
Fatal vascular events
Adjusted FRS

20.1 (11.4, 33.7)

69.0 (60.8, 78.4)
135.5 (123.0, 148.0)
5.8 (5.6, 6.1)

3.8 (3.3, 4.3)

1.2 (1.0, 1.4)

44 (15.6)

231 (81.6)

27.5 (24.3, 30.9)
1.2 (1.0, 1.6)
0.09 (0.06, 0.12)
81.7 (68.5, 92.7)
12 (4.2)

194 (68.6)

78 (27.6)
245 (86.7)

21.8 (12.0, 33.0)

69.8 (61.8, 79.7)

135.0 (122.5, 150.0)

5.8 (5.6, 6.1)

3.8 (3.4, 4.4)

1.3 (1.0, 1.5)
50 (18.7)
217 (81.3)

27.9 (24.6, 31.0)
1.2 (0.9, 1.6)
0.08 (0.06, 0.11)
80.8 (64.6, 90.8)
15 (5.6)

176 (65.9)

73 (27.3)
226 (84.6)

173
23
3

-0.007 (-0.1, 0.1)

0.05 (-0.9, 0.2)
-0.2 (-0.3, -0.03)
0.2 (0.03, 0.3)
0.2 (0.01, 0.3)
3.0 (-0.6, 6.6)
-0.4 (-4.7, 4.0)

0.03 (-0.1, 0.2)
0.02 (-0.1, 0.2)
-0.07 (-0.2, 0.08)
-0.2 (-0.3, -0.04)
1.1(-1.9, 4.1)
-4.5 (-9.4, 0.4)
0.7 (-2.2,3.7)
2.2 (-7.1, 2.6)

19.5 (10.3, 30.1)

71.2 (60.9, 79.1)
133.5 (119.0, 146.0)
5.9 (5.6, 6.3)

3.7 (3.2, 4.4)

1.2 (1.0, 1.5)

44 (15.7)

240 (85.7)

28.0 (25.1, 31.4)
1.2 (0.9, 1.6)
0.08 (0.06, 0.12)
78.4 (62.7, 91.0)
15 (5.4)

211 (75.4)

54 (19.3)
240 (85.7)

21.0 (11.5, 32.1)

71.1 (60.7, 80.0)

134.3 (121.5, 145.5)

5.9 (5.6, 6.2)

3.8 (3.2, 4.6)

1.3 (1.0, 1.5)
41 (15.4)
224 (84.2)

27.8 (25.2, 31.1)
1.2 (0.9, 1.7)
0.08 (0.05, 0.12)
78.7 (64.8, 90.3)
14 (5.3)

185 (69.6)

61 (22.9)
219 (82.3)

161
25
5

0.08 (-0.06, 0.2)

0.06 (-0.9, 0.2)
-0.04 (-0.1, 0.06)
0.1 (-0.05, 0.2)
0.1 (-0.007, 0.3)
0.0 (-3.3,3.3)
-1.1 (-5.2, 2.9)

-0.1 (-0.3, 0.001)
-0.01 (-0.2, 0.1)
0.2 (0.008, 0.3)
-0.04 (-0.2,0.1)
-0.4 (-4.1, 3.4)
-6.0 (-10.8, -1.3)

3.3(0.0, 6.8)
-4.1 (-8.4, 0.2)

-0.1 (-1.8, 1.6)

0.05 (-3.0, 3.1)
0.08 (-0.3, 0.5)
-0.008 (-0.1, 0.1)
0.02 (-0.02, 0.06)

0.1(-0.2, 0.4)
0.03 (-0.07, 0.1)
-0.5 (-0.1, 0.002)

0.6 (-1.7, 2.9)

0.04 (-1.7, 1.8)
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Data are expressed in median (Q1, Q3) unless otherwise stated. There were 0-2% missing values for baseline variablessaimy3-&4emfor 12-month variables. A negative change indicates an improven
risk factor control except for HDL cholesterol, antihypertensive therapy, antiplatelet therapy, anticoagulantahdraholesterol lowering therapy.

FRS, general cardiovascular Framingham Risk Score; BMI, body mass index; BP, blood pressure; HbAlc, glycosylated hemoglobinlei3ity Ibpoprotein; HDL, high density lipoprotein; eGFR, estima
glomerular filtration rate"

3Change at 12-month relativeto baseline measurements determined using analysis of covariance and generalised linear regression models; ® CVD Risk Score isan algorithm comprising age, sex, systolic
BP, serum total and HDL cholesterol, diabetes (HbAlc >7%), current smoking status assessed using self-report and presence of detectable levels of urinary cotinine, and use of antihypertensives; °>2

drinks/day (women) and >4 drinks/day (men); ¢ Include recurrence of stroke and other secondary vascular events; ®Adjusted for baseline eGFR and presence of atrial fibrillation at baselinein generalised

linear modd!.
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Table 3. Unadjusted and adjusted analyses of the effect of intervention on the secondary

outcomes
Unadjusted Adjusted
Secondary outcomes Effect etimate® P-value Effect estimate® P-value
(95% CI) (95% CI)

Modified FRS® 0.9 (0.6, 1.4) 0.638 0.9 (0.6, 1.5) 0.708
Systolic BP (persmmHg) 1.1(0.1, 22.1) 0.974 2.1 (0.1, 41.9) 0.620
Diastolic'BP*(perrmmHg) 1.2 (0.2, 8.2) 0.823 1.3 (0.2, 8.5) 0.784
Adverse eventss(AES)

Total AES 1.1 (0.8, 1.5) 0.697 1.1 (0.9, 1.4) 0.475
Non-fatal'vascular events 0.9 (0.5, 1.6) 0.745 0.9(0.5,1.5) 0.584
Fatal vascular events 0.6 (0.1, 2.5) 0.475 0.9(0.3,3.1) 0.857

Antihypertensive therapy 0.9 (0.5,1.7) 0.770 0.9 (0.5,1.7) 0.832
Cholesterol lowering therapy 1.7 (0.9, 3.4) 0.102 1.3(0.7, 2.5) 0.459
Antiplatelet therapy 0.8 (0.5, 1.3) 0.342 1.1 (0.6, 1.9) 0.732
Anticoagulant therapy 0.9 (0.4, 1.8) 0.722 0.6 (0.2, 1.5) 0.287
Current smoking 2.2(1.1,4.5) 0.031 1.9 (0.9, 4.0) 0.078
Current risky drinking | 1.2 (0.5, 2.7) 0.670 1.4 (0.6, 3.3) 0.440
Healthy eating

>5 servings ofwvegetables daily 0.6 (0.3,1.2) 0.171 0.6 (0.3,1.2) 0.138

>2 seryifgs of fruit daily 0.9(0.6,1.2) 0.396 1.0 (0.7, 1.4) 0.843

<5g salt daily 0.5(0.2,1.3) 0.169 0.6 (0.2, 1.4) 0.216

Physically activée 1.1 (0.6, 2.0) 0.671 1.1 (0.6, 2.0) 0.719

FRS, generaleardiovascular Framingham Risk Score; BP, blood pressure.

% Estimates' of the univariable generalised linear regression model adjusting for baseline
measur ementspusing link functionsfor linear (continuous outcomes), logistic (binary outcomes),
and Poisson (count outcomes) regression; ° Estimates of the stepwise multivariable generalised
linear regression.model adjusting for baseline measurements and potential confounding factors.
A separate modelywas fitted for each outcome; *Modified FRS is an algorithm comprising age,
sex, systolic bloodpressure, serum total and HDL cholesterol, diabetes, current smoking status,
use of antihyperténsive, antiplatelet therapy, anticoagulation, and lipid-lowering medications; ¢
Include recurrence of stroke and other secondary vascular events;, ¢ Self-report of current
smoking status and presence of detectable levels of urinary cotinine; | >2 drinks/day (women)
and >4 drinks/day (men); ' Undertaking >30 minutes of moderate-intensity activity or >20

minutes of vigor ous-intensity physical activity >3 times/week.
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