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Abstract 

 

Cardiovascular Health Index and Risk of Stroke 

Ambar Kulshreshtha, MD, MPH 

Stroke is a leading cause of death and disability in the United States, with an 

estimated 600,000 incident strokes annually. Despite the advent of promising 

treatments, prevention is still the best approach in reducing the burden of 

stroke.  A healthy lifestyle and achieving low risk factor levels can reduce the risk 

of stroke by about 80%.  The American Heart/Stroke Association proposed a 

definition of cardiovascular health and developed a new public health metric, the 

“cardiovascular health index” (CVHI), which incorporates several traditional 

cardiovascular risk factors and lifestyle behaviors and can be evaluated over 

time. The concept emphasizes primordial prevention by defining goals for health 

factors and behaviors and is meant to be simple in order to facilitate 

dissemination and implementation in the community. The new cardiovascular 

health metric has not been specifically evaluated in relation to stroke risk. This 

dissertation aims at bridging the gaps in public health and clinical knowledge on 

the utility of the new cardiovascular health metric in relation to stroke prevention. 

It contributes novel insight on the utility of the new metric of cardiovascular health 

for stroke prediction, and the impact of family history, familial and environmental 

factors. Knowledge gained from this dissertation will be useful for implementation 

of public health and individualized approaches that would increase the 

prevalence of a better cardiovascular health profile for stroke prevention. 
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CHAPTER 1: Background  

 

1.1 Stroke: Magnitude of Problem 

Global 

According to World Health Organization (WHO) estimates, cardiovascular 

diseases are the leading causes of mortality worldwide and account for over 20% 

of all deaths.1 Stroke causes 9% of all deaths around the world and is the second 

most common cause of death after coronary heart disease.2  Stroke incidence 

has increased by more than 100% over the past four decades leading to a global 

stroke epidemic.3 4,5 Rates of stroke mortality and burden vary greatly among 

countries and low and middle income countries are the most affected with 85% of 

stroke burden.6  The proportion of deaths caused by stroke is 10–12% in 

developed countries and 12% of these deaths are in people less than 65 years of 

age. Stroke also results in substantial long-term morbidity and is responsible for 

a major proportion of overall disease burden (as measured in disability-adjusted 

life-years (DALYs) lost.  

 

United States 

Stroke is the fourth leading cause of death in the United States, with an 

estimated 600,000 incident strokes annually and 6.8 million stroke survivors. 7-9  

From 1999 to 2009, the relative rate of stroke deaths fell by 36.9% and the actual 

number of stroke deaths declined by 23%. Still every year, approx. 800, 000 
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people continue to  experience a new or recurrent stroke (ischemic or 

hemorrhagic). 

Approximately 610 000 of these are first attacks, 185 000 are recurrent attacks. 

Analysis of data from the Framingham Heart Study indicates that stroke 

incidence is declining over time. Data from 1950 to 1977, 1978 to 1989, and 

1990 to 2004, showed that the age-adjusted incidence of first stroke per 1000 

person-years in each of the 3 periods was 7.6, 6.2, and 5.3 in men and 6.2, 5.8, 

and 5.1 in women, respectively.10  Evidence from other studies, however, 

indicates that there may be a leveling off of prior declines and a possible 

increase.11,12 Overall stroke prevalence in 2008 is estimated to be 2.8%. Stroke 

represents not only an enormous public health problem, but it is a serious 

financial burden on the United States economy.13  The direct and indirect cost of 

stroke in 2009 was $38.6 billion and will exceed $2.2 trillion dollars by 2050 with 

the highest per capita contributors being Blacks and Hispanics.14 Despite the 

larger burden of stroke both in terms of mortality and disability, the study of 

stroke has not received enough attention. 

 

1.2 Definition and Types of Stroke 

Episodes of stroke have been reported from the 2nd millennium BC onward in 

ancient Mesopotamia and Persia.15 The word ‘stroke’ is derived from a Greek 

word meaning ‘struck down with violence’ and it appeared first in Hippocrates 

writings where he described it as a phenomenon of sudden paralysis. In current 

medical terminology, stroke is described as a condition caused by rapidly 
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developing loss of brain function due to disturbance in the blood supply to the 

brain. This can be due to ischemia (lack of blood flow) caused by blockage 

(thrombosis, arterial embolism), or a hemorrhage (leakage of blood).   The 

recommended standard World Health Organization stroke definition is as follows: 

‘A focal (or at times global) neurological impairment of sudden onset, and lasting 

more than 24 hours (or leading to death), and of presumed vascular origin.’ This 

standard definition excludes transient ischemic attack (TIA), which is defined as 

focal neurological symptoms, but lasting less than 24 hours, subdural 

hemorrhage, epidural hemorrhage, poisoning, and symptoms caused by trauma.  

A diagnosis of stroke depends on the thoroughness of the evaluation but some 

patients might not come to the attention of medical personnel because of sudden 

death or no access to medical assessment.  

Strokes can be classified into two major categories: ischemic and hemorrhagic 

(Table-1). Ischemic strokes are those that are caused by interruption of the blood 

supply, while hemorrhagic strokes are the ones which result from rupture of a 

blood vessel or an abnormal vascular structure. In United States, about 87% of 

strokes are caused by ischemia and the remainder by hemorrhage.16 The 

symptoms of a stroke may begin suddenly or develop over hours or days, 

depending upon the type of stroke and the area of the brain that is damaged. 

Depending upon the area affected, a person may lose the ability to move one 

side of the body, the ability to speak, or a number of other functions. The damage 

from a stroke may be temporary or permanent and can cause long-lasting 

disability or even death.  Stroke is a medical emergency and immediate 

http://en.wikipedia.org/wiki/Brain
http://en.wikipedia.org/wiki/Blood_supply
http://en.wikipedia.org/wiki/Ischemia
http://en.wikipedia.org/wiki/Thrombosis
http://en.wikipedia.org/wiki/Arterial_embolism
http://en.wikipedia.org/wiki/Haemorrhage
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treatment (e.g. clot-busting drugs) can save lives and reduce disability.  A 

person's long term outcome depends upon how much of the brain is damaged, 

how quickly treatment begins, and several other factors. Early treatment and 

preventive measures can reduce the brain damage that occurs because of 

stroke.  

 

Table 1: Types of stroke and their mechanism 

Types of Stroke Subtypes and Mechanism Diagnosis 

A) Ischemic stroke  Thrombotic Ischemic Stroke: 
Sudden occlusion of arteries 
supplying the brain due to 
thrombus formed directly at 
the site of occlusion 

 

 Embolic Ischemic Stroke: 
Thrombus in another part of 
the circulation, which follows 
the blood stream until it 
obstructs arteries in the brain. 
 

 Other causes including 
venous thrombosis systemic 
hypoperfusion (eg. Shock), 
cryptogenic (unknown origin) 

 

• Neuro-
imaging  
 

B) Hemorrhagic 
stroke  

 

 Intra-cerebral hemorrhage: 
Bleeding from one of the 
brain’s arteries into the brain 
tissue. 

 

 Subarachnoid hemorrhage: 
Arterial bleeding on the 
surface of the brain (between 
the two meninges) 

 

Neuro-imaging 
or Lumbar 
puncture. 
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1.3 Pathophysiology of Stroke 

Stroke occurs most often against a background of advanced atherosclerotic 

lesions in the cerebral arteries. Atherosclerosis is characterized by the 

accumulation of lipids, calcium, and other substances in the inner arterial lining. 

(Figure :1) Plaque formation occurs by the passive diffusion of lipids (low density 

lipoprotein [LDL]) into the subendothelial space. As lipid accumulates, plaques 

can become unstable leading to their rupture. When atherosclerotic plaques 

rupture, a thrombus forms, which can interrupt blood flow or break off and 

embolize to another part of the body. Recent evidence affirms the mechanism of 

platelet activation to atherogenesis and the crucial role of this process in the 

pathogenesis of thrombotic stroke. Inflammation in plaques also plays an 

important role, and C-reactive protein seems to be an independent risk factor for 

stroke. 17 18 When the atherosclerotic plaque is disrupted, platelets adhere to the 

damaged endothelium and undergo activation and aggregation into a platelet-rich 

thrombus. Increased levels of surrogate platelet activation markers are present 

after ischemic stroke, indicating increased platelet reactivity. Although the platelet 

plays a role in the occlusive event over an activated plaque, artery-to-artery 

embolism is more often the causative event in stroke, rather than local occlusion.  
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Figure 1: Atherosclerosis  

(Reformatted from NLHBI website: public domain)  

Signs and symptoms of a stroke may diminish and disappear in minutes or hours 

without residual clinical abnormalities or may persist and progress ending in 

permanent disability or death (Figure-2). Episodes that resolve completely within 

24 hours are designated Transient Ischemic Attacks (TIA) while those that persist 

longer than 24 hours are termed completed strokes. 
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Figure 2: Pathophysiology and outcomes after stroke 

 

1.4 Risk Factors for Stroke 

Stroke is a multi-factorial disease where a combination of risk factors influences 

a person’s likelihood of having a stroke. Observational studies have shown that 

the risk factors for cardiovascular disease are the same in different populations.  

19-21 (Table-2) The recent INTERSTROKE case-control study identified risk 

factors for stroke and their prevalence and contribution to stroke burden in 22 

countries between 2007 and 2010.22  Ten modifiable risk factors (hypertension, 

smoking status, abdominal obesity, diet with low intake of fish and fruit, physical 

inactivity, self-reported diabetes mellitus, excessive alcohol intake, psychosocial 

stress, apolipoproteins ( a high ratio of apolipoprotein B to apolipoprotein A1), 

and cardiac causes (especially atrial fibrillation for ischemic stroke) account for 

more than 90% of ischemic stroke and intracerebral hemorrhage. However, the 

relative importance of these individual risk factors and the absolute risk of stroke 

may vary across populations. 23 

Atherosclerotic 
lesions in the 

cerebral arteries 

or embolism from 
heart  

Transient Ischemic 
Attack (TIA) 

Completed Stroke 

(>24 hours) 

Full Recovery 
or Residual 
Disability 

Recurrent 
Stroke/TIA 

Death 
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Table 2: Risk factors for stroke24,25 

Category Risk Factor  Relative Risk  

Non-modifiable   Age 

 Male sex 

 Family history; genetics   

 Low birth weight (<2500g) 

 Black Race 

 
 

2.4 
2.0 
4.6 

Modifiable   Hypertension  

 Atrial fibrillation  

 Previous history of TIA 

 Physical inactivity  

 Tobacco use/Smoking  

 Diabetes Mellitus  

 Other cardiac diseases 

 Migraine with Aura 

 Heavy alcohol consumption 

 Dyslipidemia  

 Obesity  

 HRT  

 Sleep Disordered Breathing 

 Diet (low fruit and vegetables) 

 Psychosocial stress and 
Depression 

8.0 

4.0 (at age of 50 yrs) 

3.0 (within 2 days) 

2.7 

1.9 

1.8 

1.8 

1.7 

1.6 

1.5 

1.4 per inc. of 5kg/m2 
1.4 

 
 
 
 
 

 

Non-modifiable Risk factors  

There is considerable overlap between the risk-factors for stroke and coronary 

artery disease. Non-modifiable risk factors for stroke are similar to those of 

coronary artery disease. The most important risk factor is age and the risk of 

stroke doubles for each successive decade after age 55 years.26  Stroke is also 

more prevalent in men than in women although stroke –related fatalities are 

higher in women than men. 27 Factors such as oral contraceptive use and 

pregnancy contribute to the increased risk of stroke in women.28-30 Blacks and 

some Hispanic Americans have higher stroke incidence and mortality rates 
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compared with whites. 31,32  Also both paternal and maternal history of stroke has 

also been associated with an increased stroke risk.33,34 

 

Modifiable Risk factors 

There are several important modifiable risk factors for stroke. One in three United 

States adults has hypertension which is a major risk factor for both ischemic and 

hemorrhagic stroke. 35-37 

It has been shown that the treatment and lowering of blood pressure among 

hypertensive individuals is associated with a significant reduction in stroke risk.  

38,39 Despite the efficacy of antihypertensive therapy, however, a significant 

proportion of the population have undiagnosed or inadequately treated 

hypertension and thus are at increased risk for stroke. 40,41Lack of diagnosis and 

inadequate treatment are particularly evident in minority populations and in the 

elderly. 42  Another important risk for stroke is smoking. The risk of ischemic 

stroke associated with current cigarette smoking has been shown to be 

approximately double that of nonsmokers after adjustment for other risk factors.43 

Almost 90% of non-smokers have been shown to have detectable levels of 

serum cotinine because of presence of environmental tobacco smoke. Thus, 

because of the high population prevalence of passive smoking, even a small 

increase in relative risk of stroke will have a substantial population attributable 

risk.44 Stroke risk associated with former smoking has however been shown to 

substantially decrease with increasing time since cessation. 45-47 
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Diabetes patients have both an increased susceptibility to atherosclerosis and an 

increase prevalence of risk factors like hypertension, dyslipidemia and 

obesity.48,49  Studies have shown that impaired glucose tolerance nearly doubles 

the stroke risk and patients with diabetes mellitus nearly triple the stroke risk as 

compared with patients with normal glucose levels. 50  51  Other major risk factors 

include atrial fibrillation, prior cardiac disease and sickle cell. Atrial fibrillation is a 

powerful risk factor for stroke, independently increasing risk almost 3 to 4 -fold 

throughout all ages.52,53 The presence of stroke is also strongly associated with 

the presence of symptomatic and asymptomatic cardiac disease.54-56 The 

prevalence of stroke in sickle cell patients is more than 11% and a substantial 

number of these patients also have ‘silent’ strokes on brain MRI. 57 An important 

risk factor for coronary artery disease which has not shown a similar consistent 

relationship with stoke is dyslipidemia. Prior epidemiological studies had found 

no association between cholesterol levels and overall stroke rates but these 

studies were likely confounded by the inclusion of both hemorrhagic and 

ischemic stroke.58 Recent studies show a weak association between serum 

cholesterol and an increasing risk of ischemic stroke. 59 60 61  

 

Other well documented risk factors include obesity, physical inactivity, poor diet 

and alcohol and drug abuse. Recent evidence supports abdominal obesity in 

men and obesity and weight gain in women as independent risk factors for 

stroke. 62. The beneficial effects of physical activity and increased fruit and 
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vegetable consumption have also been consistently demonstrated in both cohort 

and case-control studies of stroke.63-65 However, it has been controversial if the 

effect is specifically due to diet or a reflection of a generally healthier lifestyle in 

these individuals.66  Strong evidence indicates that alcoholism and heavy 

drinking are risk factors for all stroke subtypes and majority of studies have 

suggested a J-shaped relationship between alcohol consumption and ischemic 

stroke risk, with a protective effect in light or moderate drinkers and an elevated 

risk with heavy alcohol consumption.67-72 Few other important risk factors include 

habitual snoring and migraine headaches. 73,74 Migraine has been more 

consistently associated with stroke in women.75,76 Most of the perceived 

increased stroke risk associated with the use of OCs is based on early studies 

with high-dose preparations but studies of later-generation of OCs containing 

lower doses of estrogens did not find an increased risk of stroke.77-79 Illicit drug 

abuse, hyperhomocystemia and lipoprotein (a) are other known risk factors.25 

 

1.5 Differences in Stroke Incidence 

Socioeconomic and Geographic Differences 

Previous studies indicate that lower socioeconomic status is associated with 

higher stroke risk in many developed countries80 81-83Socioeconomically 

disadvantaged populations are susceptible to under-diagnosis of hypertension, 

diabetes, and other risk factors and also likely to receive suboptimal care for 

interventions to reduce risk. Stroke mortality in the United States is strongly 

related to the income of the county of residence and geographic area. 84  The 
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southeastern region has documented an excess mortality from stroke since the 

1940s although it was first documented in 1965. 85-88 Definitions of the "stroke 

belt" frequently include the entire Southeastern region of the United States 

excluding the state of Florida (i.e., North Carolina, South Carolina, Georgia, 

Tennessee, Arkansas, Mississippi, Alabama, and Louisiana) (Figure 3).89 Within 

the stroke belt, a “buckle” region along the coastal plain of North Carolina, South 

Carolina, and Georgia has been identified with an even a higher stroke mortality 

rate than the remainder of the stroke belt. 90 The overall average stroke mortality 

is >20% higher in the stroke belt than in the rest of the nation and >40% higher in 

the stroke buckle. Despite the persistence of the stroke belt and buckle over the 

past half-century and the excess stroke mortality, the contributing causes remain 

unclear. 91 

 

Figure 3: Stroke Belt in United States 
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Racial Differences 

National statistics have shown an increase in deaths attributed to stroke for 

blacks because of a higher stroke incidence compared with whites.92 93 Possible 

reasons for the higher incidence and mortality rate of strokes in blacks include a 

higher prevalence of hypertension, obesity, and diabetes within the black 

population although it still does not explain all of the excess risk.94  95  Among 

people > 18 years of age, the estimated prevalence of stroke based on the 2009 

National Health Interview Survey was 3.8% among blacks; it was 2.5% among 

whites and it was 1.3% among Asians96   The per capita cost of stroke estimates 

is highest in blacks ($25,782) and the economic burden will be enormous over 

the next several decades.  Further efforts to improve stroke prevention and 

treatment in these high stroke risk groups are therefore necessary. 

 

1.6 Primary Prevention of Stroke 

While many treatment options exist for prevention of stroke, primary preventive 

strategies could greatly reduce the need for secondary prevention in the first 

place.  In stroke, like other chronic diseases, the clinician's first contact with the 

patient comes late in the natural history of the disease, usually after a major 

event or complication (e.g. TIA) and when much of the irreversible pathological 

damage has already occurred. It follows that primary prevention is more 

important. Primary prevention can be defined as ‘action taken prior to the onset 

of disease which removes the possibility that a disease will ever occur’.  The 

concept of primary prevention is more holistic and includes the concept of 
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‘positive health’ that enables every individual to have an acceptable level of 

health to lead a socially and economically productive life.  There are two common 

approaches that have been proposed as a way of reducing burden of stroke and 

other chronic diseases in the community.97 The first preventive strategy seeks to 

identify the ‘causes of cases’ and is targeted to high-risk susceptible individuals 

offering them protection.  The second approach seeks the ‘causes of incidence’ 

by using population strategies to identify the determinants of incidence in the 

population as a whole. As these approaches are complementary, to have an 

adequate impact on the population, these approaches should be implemented 

together. 

Table 3: Levels of prevention  

Level Definition 

Primordial  
prevention 

Primordial prevention is prevention of risk factors themselves, 
beginning with change in social and environmental conditions in which 
these factors are observed to develop, and continuing across lifespan.  

 
Primary 
prevention 

Primary prevention strategies intend to avoid the development of 
diseases. Most population-based health promotions are primary 
preventive measures. 

Secondary 
prevention 

Secondary prevention strategies attempt to diagnose and treat an 
existing disease in its early stages before it results in significant 
morbidity.  

Tertiary 
prevention 

These treatments aim to reduce the negative impact of established 
disease by restoring function and reducing disease-related 
complications 
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The ‘High-Risk’ Strategy 

The prevention of stroke relies on the reduction of the overall absolute risk of 

disease rather than management of individual risk factors. The strategy for 

primary prevention in people with no history of stroke is to estimate the absolute 

risk of a vascular event and to take appropriate action according to that level of 

risk. This ‘high-risk’ approach to reducing stroke incidence involves identifying 

those at highest risk (e.g. using tools such as risk factor scoring) and then 

treating them aggressively. Thus, in this ‘high risk’ preventive strategy, those at 

the top end of the distribution are identified and preventive care is given (e.g. 

control of hypertension).98 Although this focus on ‘high-risk’ strategy could be 

successful for individuals and maybe an efficient use of limited resources, it does 

not influence the large proportion of deaths occurring in the population with for 

example a slightly raised blood pressure and thus at small risk. Recent evidence 

also suggests that high-risk approach could also widen socioeconomic 

inequalities.99 

 

The Population Strategy 

‘Population Strategy’ is preventive approach directed at the whole population 

irrespective of individual risk levels. More than three decades ago, Geoffrey Rose 

suggested that a small reduction in risk in a large number of people may prevent 

many more cases than treating a small number at higher risk. 100  This 

‘population-based’ approach aims to shift the distribution of risk factors across a 
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population in a beneficial direction with the goal of reducing stroke in the whole 

population (Table-4). This is an attempt to control the determinants of incidence 

to lower the mean level of risk factors for the entire population. Thus rather than 

by changing risk factors on a person-by-person basis, using a whole-population 

approach could change everyone's exposure level and work directly on the 

‘underlying causes of disease’ (Figure 4). Population strategies work better when 

risk is widely diffused throughout the whole population as in the case of CVD. For 

example, modest reduction in salt intake in population can result in dramatic 

reductions in stroke.101 Population based strategies are directed towards socio-

economic, behavioral and lifestyle changes and therefore require firm political 

commitment and effective policies. Few common successful examples include 

seat belt-use, immunizations, folic acid fortification, fluoridation, and anti-smoking 

efforts. 102-104 

 
 

 

Figure 4: The high risk versus 
the population approach to 
prevention   (From: Makover 
ME, Ebrahim S, 2005)  
 



20 
 

 

The ‘Prevention Paradox’ in population-strategies 

In the population approach, many people need to participate in making the 

population healthy but only relatively few will benefit .i.e. ‘a measure that brings 

large benefits to the community offers little to each participating individual’- the 

‘prevention paradox’.  Rose extrapolates from Framingham data to suggest that if 

all men <55 years reduced their cholesterol level by 10% only 1 in 50 could 

expect to avoid a heart attack on average. The rest (49 out of 50) would eat a 

modified diet for 40 years and perhaps gain little from it.  Even though one should 

not expect too much from individual health education, measures like social 

motivation, peer-pressure and societal policy changes can still bring about more 

pervasive changes in the population. For example, a clinician’s counseling to quit 

smoking may help few individuals but a social pressure that makes smoking 

unacceptable along with market forces (e.g. high prices) is likely to make a larger 

number of individuals adopt a bigger change. Thus, to influence mass behavior, 

one must look at mass determinants which are largely social and economic.   

 

Importance of Primordial Prevention 

In primary prevention, efforts are directed towards individuals who already have 

adverse levels of known risk factors with the aim of preventing the first 

occurrence of a disease event. For example,use of antihypertensives in people 

with hypertension to prevent the first occurrence of stroke. However, once 
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adverse levels of risk factors are present, the development of subclinical 

atherosclerosis and vascular changes leading to elevations in long-term risk for 

CVD and stroke are largely unavoidable. The association of risk factor levels with 

CVD risk is continuous and graded across all levels; it is therefore of paramount 

importance to focus on prevention at all levels of risk (see Chapter-2).  Primordial 

prevention deals with the underlying conditions leading to exposure and consists 

of actions and measures that inhibit the emergence of risk-factors.105 It aims to 

modify the conditions that generate the unequal distribution of exposures in the 

whole population. Given the substantial burden of risk factors in the United 

States like obesity and adverse lifestyle beginning in childhood, primordial 

prevention has both relevancy and urgency. 

 

Table 4: Comparison of population vs high-risk strategy for reducing stroke 

            Population Strategy                   High-Risk Strategy 

 Radical. Potentially large 
benefits(community wide 
interventions to modify behavior 
and social norms) 

 Benefits large in high prevalence 
population in (targeted behavioral 
or pharmacological interventions) 

 Seeks to alter the underlying 
causes of disease. 

 Seeks to protect individuals who 
are susceptible to the causes. 

 Targets unaware population 
also with reduction in the 
cumulative population risk of 
heart disease  

 Interventions appropriate for 
individuals. Easier to understand, 
motivates individuals and 
physicians for greater risk 
reduction  

 Restoration of ‘biological 
normality’ to which one is 
genetically adapted. (E.g. lower 
intake of saturated fat).  

 End result maybe an increased 
‘biological abnormality’ away from 
one is genetically adapted. (e.g. 
statin intake for high cholesterol) 

 Risk ratio is not beneficial  Risk ratio is favorable 

Limitations Limitations 



22 
 

 Mass changes hard to 
communicate and implement 

 Impact on total burden may be 
small. Could be behaviorally or 
culturally unsustainable 

 Individual benefits small with 
poor motivation  

 Expensive and costs likely to be 
governed by screening modalities 
used. 
 

 Interventions could challenge 
vested interests /societal norms 

 Palliative and temporary, requires 
personal co-operation 

 These normalizing measures 
are presumed to be safer but if 
a preventive measure exposes 
many people to even a small 
risk, then the harm may 
outweigh the benefits. (e.g. 
long-term preventive medicines 
like polypill) 

 Required level of evidence both 
of benefit and (especially) safety 
should be very stringent. Could 
increase health disparities. 
 

Implementation Implementation 

 Culturally and linguistically 
appropriate and effective 
community health promotion 
and prevention needs to be 
encouraged and integrated with 
primary health care. 

 Cost-effective and customized 
diagnostic and management 
algorithms and guidelines should 
be developed to be made widely 
available for all health care 
settings. 

 Infrastructure, capacity building 
for research should be 
prioritized. Policy changes to 
enable the environment 
essential for healthy behavior 

 Availability of effective and 
affordable drugs, devices and 
procedures along with a proper 
referral chain has to be ensured. 

 

1.7 Concepts of Health and Disease 
 

Disease 

Characteristics of populations influence our definitions of health and disease. 

Consideration of what is ‘normal’ is influenced by what is prevalent.106 Since the 

late 1960s, the definition of illness has been considered using the concept of the 

triad of disease, illness, and sickness. 107 According to this concept (i) ‘disease’ 

can be defined as a physiological or psychological dysfunction due to a 
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pathological process which is generally empirical in its character (and is a subject 

of cognition through human senses); (ii) ‘illness’ is understood as a subjective 

experience of a feeling to be unhealthy and which reduces the capacity of the ‘ill’ 

person; and (iii) ‘sickness’ is a state of social dysfunction i.e. a role that the 

individual assumes when ill and society is expected to release the ‘sick’ person 

from all or some part of his/her obligations.(Figure-5) 

 

 

Health 

An understanding of health is the basis of all health care. Modern medicine is 

often preoccupied with the study of disease and neglects the study of health.108 

During the past few decades, there has been a reawakening that health is a 

fundamental human right and social goal that is to be attained by all people. An 

example is ‘Health for All’, a global health movement undertaken by the World 

Health Organization (WHO) in the late 20th century. There were several attempts 

to define health.109 A positive definition of health that supports a holistic approach 

Illness 

Sickness 

Disease 

Health 

Figure 5: Concept of health and disease 
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is the famous WHO’s definition which says that: ‘Health is a state of complete 

physical, mental, and social well-being and not merely the absence of disease or 

infirmity’. It is further useful to see health and disease along a continuum, with 

the lowest point on the health-disease spectrum being death and the highest 

point corresponds to the WHO definition of health. This spectral concept 

emphasizes that health and disease in an individual is not static but a dynamic 

phenomenon that is subject to continuous changes. (Figure-6) 

                                   Ideal health 

                               Positive health 

                   Freedom from disease 

------------------------------------------- 

Subclinical (unrecognized) disease 

                                   Mild disease 

                                Severe disease 

                                              Death 

 

Even though it is the most widely accepted, the WHO definition of health has 

often been criticized for being too broad and an idealistic goal than a practical 

proposition.110  It is also difficult to see ‘health’ as a population issue and not 

merely as a problem for individuals.  More recently, Ideal health in a population 

framework was defined by the Global Burden of Disease investigators and it has 

been characterized as ‘optimal levels of functioning or capacity in all the 

important domains of health and freedom from any type of illness or disease.’111  

The ‘optimal’ levels of functioning are defined as those levels above which further 

Figure 6: Health-disease  

spectrum 
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gains would not (in general) be regarded as improvements in health. Thus states 

of exceptional functioning above these levels are considered to be talents or 

exceptional abilities, not higher states of health.  The distinction between ‘ideals’ 

and ‘goals’ seems to be of the particular importance in this context. ‘Ideals’ are 

the subjects of cognition, while goals are the subjects of will. 112 Achievable goals 

are able to stimulate the willingness to go in the direction which is indicated by 

ideals. Therefore, inspite of its limitations, the concept of ideal health sets out the 

standard that should symbolize our aspirations and represent an overall objective 

or goal towards which people and nations should strive. 

 

1.8 Measuring Cardiovascular Health 

Towards an Operational Definition of Health 

It is well known that the majority of stroke events occur in individuals with 

average or only mildly adverse levels of risk factors, as this is where the majority 

of the population lies.113  Similarly, data from national surveys suggested that one 

tenth of events still occurred even when most of these risk factors were 

borderline and people with optimal risk factor profile had negligible events. 114 

This illustrates that greater absolute reductions in stroke would come through 

measures such as a modest lowering of blood pressure among the far larger 

proportion of the population with blood pressure near or slightly above the mean. 

In many other countries, population shifts in risk factor levels (not due to 

medications but through primordial prevention) have explained up to two thirds to 

three fourths of the dramatic reductions in CHD mortality rates.115-118  Thus, such 
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growing literature support the Rose hypothesis discussed earlier that small 

reductions in population risk factors (e.g. cholesterol concentrations, blood 

pressure, or smoking) can translate into substantial reductions in cardiovascular 

events and deaths.  119-121 

 

The ultimate goal of any healthcare system is to improve population health. As 

few diseases or healthcare interventions have a single effect more meaningful 

summary measures of health are thus needed.  Studies of epidemiology of 

health, however, have been hampered because of the inability to measure health 

directly. The WHO and GBD definition of health is also not an ‘operational’ 

definition because it does not lend itself to direct measurement. Other individual 

indicators about health conditions like life expectancy, mortality rates or 

incidence of particular conditions are useful but insufficient to understand the real 

impact of a given condition on a population. There are a range of conceptual and 

methodological issues regarding the inputs of other proposed summary 

measures of health and only few of them have desirable properties.  More recent 

developments address the need for practical and credible indices that combine 

information on different aspects of an individual’s health.  

 

AHA’s Ideal Cardiovascular Health 

The American Heart Association (AHA) is a non-profit organization in the United 

States that promotes appropriate care in an effort to reduce disability and deaths 

caused by heart disease and stroke. In 2010, the AHA defined ‘ideal 
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cardiovascular health,’ identifying seven health factors and lifestyle behaviors 

that support overall cardiovascular health.122  The association created the 

definition as part of its effort to achieve its new national goal: ‘By 2020, improve 

the cardiovascular health of all Americans by 20 percent while reducing deaths 

from cardiovascular diseases and stroke by 20 percent.’ This will be the first time 

the AHA has adopted better health as a principal goal and the novel focus of the 

new goal will be preventing heart disease and stroke most notably by helping 

people identify and adopt healthier lifestyle choices.  

 

The construct of cardiovascular health index (CVHI) as defined by AHA  is (1) the 

simultaneous presence of 4 favorable health behaviors (abstinence from smoking 

within the last year, ideal body mass index, physical activity at goal, and 

consumption of a dietary pattern that promotes cardiovascular health); (2) the 

simultaneous presence of  favorable health factors (untreated total cholesterol 

<200 mg/dL, untreated blood pressure <120/<80 mm Hg, and absence of 

diabetes mellitus); and (3) the absence of clinical CVD (including CHD, stroke, 

heart failure, etc). The health-promoting benefits of each of the component 

metrics of health behaviors and health factors have been well established and 

there are consistent associations with regards to CVD-free survival, quality of life, 

compression of morbidity, overall longevity and reduction in healthcare costs. 

123,124 The simultaneous combination of many ideal health factors and healthy 

behaviors is also associated with longevity and also with healthy aging without 

disability as has been shown in some studies. The AHA’s definition of 
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cardiovascular health has received much attention in the public health and 

scientific community. Several recent studies have reinforced the   relevance of 

the new metric in reduction of CVD rates. 125,126 127,128   The new CVHI has not 

been specifically evaluated in relation to stroke risk. This dissertation aims at 

bridging the gaps in public health and clinical knowledge on the utility of the new 

cardiovascular health metric in relation to stroke prevention. 
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CHAPTER 2: Hypothesis and Rationale 
 

Current clinical guidelines often specify risk factor thresholds that are redefined 

as ‘action levels’ but they deny treatment below these specified values. This view 

regards extreme values as indicating a disease state (e.g. hypertension) and 

average values as being ‘normal’ (e.g. normotensive). In 2002,  Law and Wald 

demonstrated that proportional treatment benefits are similar over a continuous 

range of risk factor values.129 This implies the lower the risk factor, lower the risk 

of disease even below the currently established ‘average’ values.  The shift in the 

distributions makes the current ‘averages’ high in relation to the prehistoric 

values attributed to differences in lifestyle, such as diet and exercise that underlie 

the differences in these physiological variables.130,131  Thus according to Wald, 

present ‘average’ values of certain risk factors in populations should not be 

regarded as ‘normal’. Several national guidelines are opting for a sequential 

lowering of thresholds defining ‘elevated’ risk factors and what was considered 

average a decade ago has been reclassified as elevated recently.  

Table 5: Comparison of pre-historic and current values of physiological 

variables (from: Wald BMJ 2002;324:1570–6) 

Physiological Variables132,133 
Prehistoric 

Value 

Current 

Value 

Population 

below 

Prehistoric 

Average (%) 

Syst. Blood Pressure (mm Hg) 110 145 <1 

Dias. Blood Pressure (mm Hg) 70 80 <5 

Serum Cholesterol (mmol/l) 3.2 6.0 <1 
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Body Mass Index (Kg/m2) 22 27 <10 

 

Interventions that improve risk factor control and reduce the risk of CVD including 

stroke, do so regardless of initial levels. Therefore understanding the dose-

response relationship between risk factors and the diseases they cause is 

important to realize the full potential of prevention. The goal here is not to 

‘normalize’ risk factors but to reduce them as much as possible by lowering all 

reversible risk factors and not just those labeled ‘abnormal’ by established 

guidelines (as long as no harm arises).129 134 Wald and Law, however, propose a 

radical approach to address this by suggesting that the entire adult population 

should receive mass treatment with a combination multidrug treatment (called the 

‘polypill’) without any risk factor screening and that such treatment would lower 

average levels of several risk factors simultaneously to prevent CVD events.135  

Their novel idea of mass drug treatment to reduce the absolute risk of CVD by 

controlling multiple risk factors has been viewed as a very promising public 

health strategy. At the same time several critics have expressed concerns about 

side-effects and interaction between different drug components and more 

importantly that the pharmacological ‘one size fits-all’ solution would be unethical 

and divert resources from health-promotion efforts.136 

 

While the principles and relevance of a population-curing polypill can be debated 

in the United States, there is urgency for similar drastic approaches to address 

the growing risk factor burden in the American population. Most Americans older 
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than age 35 years have one or more CVD risk factors, with more than a third 

having dyslipidemia, one fifth of them smoke, one third have high blood pressure, 

more than 30% are obese, and nearly 10% have diabetes.8,137  Age-standardized 

prevalence estimates for poor, intermediate, and ideal cardiovascular health for 

each of the 7 metrics of 

CVHI in the American Heart Association 2020 goals, among US adults aged ≥20 

years, National Health and Nutrition Examination Survey (NHANES) 2009-2010 

is presented in Figure 7. About 60% of the men and 50% of the women age 35 to 

74 years in the NHANES III had at least one elevated CVD risk factors. CVD risk 

develops over the entire life course of an individual as a result of the combined 

influences of lifestyle, environment and genetic susceptibility. This time course of 

evolution provides a window of opportunity for prevention and intervention.  In 

contrast with a proposal of using drug treatment for primary prevention where 

issues of safety will inevitably remain, an appropriate preventive strategy would 

be to reduce the risk of disease by reducing the average levels of risk factors in 

the population through promotion of better and optimal health (healthy diet, 

exercise, smoking cessation etc). AHA’s new public health metric expands focus 

on CVD prevention and promotion of positive “cardiovascular health” throughout 

the lifespan. It is hoped that a refocus on overall cardiovascular health will 

motivate Americans to improve their risk factor levels and thus reduce outcomes 

such as stroke and cardiac events. 
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Figure 7: Age-standardized prevalence of CVHI metrics : NHANES 2009-2010 
(data from Circulation 127(1): e6-e245) 
 

This dissertation will contribute novel insight on whether this new metric of 

cardiovascular health is useful for stroke prediction, and the impact of race and 

familial factors. In our first study, we will examine the relationship between the 

cardiovascular health index and incident stroke in a prospective cohort study, the 

Reasons for Geographic and Racial Differences in Stroke (REGARDS) Study. 

REGARDS is an ongoing large, population-based cohort of Americans designed 

to study regional and racial stroke disparities. In our second study we will 

examine the relationship between family history of stroke and the CVHI in 

REGARDS. Family history represents the influence of genetic factors and family 

environment that affect the metabolic profile, health behaviors and overall risk of 

disease. Examination of whether family history of stroke relates to the CVHI and 

its individual components will provide important information for risk factor 

modification. In our final study, we will evaluate in more detail the role of familial 
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factors on the CVHI using the twin sample of the Emory Twins Study. The twin 

study design will also be useful in clarifying whether familial factors play a role in 

the association between CVHI and carotid intima-media thickness (CIMT), a 

surrogate marker of atherosclerosis and a risk factor for stroke.  

 

 

2.1 Study-1  

As discussed in the previous section, the American Heart Association (AHA) 

recently proposed a definition of cardiovascular health and developed a new 

metric which can be followed over time. 122,138  The concept emphasizes 

primordial prevention by defining goals for health factors and behaviors to define 

‘ideal’ cardiovascular health (CVHI). The metric defines seven components, 

which include three health factors (blood sugar, serum cholesterol, blood 

pressure) and four health behaviors (BMI, physical activity, diet and cigarette 

smoking) into ideal, intermediate and poor levels. Previous studies have shown 

that most CVD events are preventable by achieving few parameters of 

cardiovascular health.114,139-141 The current prevalence of ideal cardiovascular 

health in the United States population is very low (2%) as it includes only those 

without treatment and manifest CVD, who have ideal levels of all seven 

cardiovascular health factors and health behaviors.142  The prevalence of ideal 

cardiovascular health incidence rates of CVD was recently reported.125,143  These 

studies found that the number of ideal factors by the AHA metric shows a graded 
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relationship to CVD incidence, although very few individuals had ideal 

cardiovascular health in the population.  

 

The INTERSTROKE study, a case control study of 3000 cases in 22 countries 

showed that ten risk factors explained 90% of the attributable risk of stroke.22 

Some of these risk factors are also included in the AHA metric including high 

blood pressure,144,145 high blood cholesterol146, diabetes 147, smoking148 47, BMI, 

lack of physical activity and unhealthy diet149,150.  The new AHA health metric has 

not been specifically evaluated in relation to stroke outcomes.  Therefore, our 

first objective is to determine the prevalence of ideal CVHI in a population cohort 

and examine the relationship between CVHI and incident stroke. Our analyses 

will demonstrate the potential of using population-level strategies100 to bring 

about a significant reduction in population levels of risk of stroke. 

Study-1:  Hypothesis:  We hypothesize that people with poor levels of 

cardiovascular health have higher risk of incident stroke.  

 

 

Variables 

Outcome: Incident stroke 

Confounders: Age, race, sex, socioeconomic status, geographic region, 

family history of stroke     

Exposure: Cardiovascular health index  

Cardiovascular 
health  

Stroke Events 
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Model:   

 

2.2 Study-2 

Despite significant advances in the last few decades in the understanding of 

genetics, there are substantial limitations in epidemiological approaches to 

studying the effects of genetic determinants on diseases.  Family history 

represents the integration of shared genetic and environmental risk factors and 

could be used as a screening tool for individuals with increased disease risk.151 

Increased risk is associated with more number of affected relatives and earlier 

ages of disease onset.151 First degree relatives share half their genetic 

information and their disease experience may offer a clue to disease 

susceptibilities and other familial factors which affect risk such as shared 

behaviors and lifestyles.  Family history of a disease can thus be viewed as a 

cost-effective way of using integrated disease information.152  

 

For cardiovascular diseases the impact of a positive family history has been well 

recognized.153-157 Family history of stroke is often considered to be a predictor of 

stroke but findings published by few studies have been inconsistent.158 33,34,159,160  

The conflicting results from these studies may be a consequence of differences 

in study design, the methods used to identify stroke events in the family 

members and small sample size. It is also possible that, because of the 
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heterogeneous nature of stroke, these studies did not account for the various 

stroke subgroups and assumed that the same genetic factors would influence all 

kinds of stroke. For example, a study reported that ischemic stroke, particularly 

large and small-artery disease strokes, had significantly stronger family history of 

stroke while cardio-embolic and undetermined stroke subtypes did not.161 In the 

ARIC study, parental history of stroke did not confer an increased risk of clinical 

stroke although an increased risk with subclinical stroke was observed.162 There 

is however limited data on blacks, a group characterized by a higher stroke risk 

than whites.  

 

Pathophysiological mechanism 

A positive parental history of stroke may lead to an increased risk of stroke 

events through several mechanisms. First, genetic heritability of stroke risk 

factors, such as elevated blood pressure, elevated serum cholesterol, and 

diabetes. Secondly, inheritance of susceptibility to the effects of such risk factor. 

Thirdly, familial sharing of cultural/environmental and lifestyle factors, such as 

unhealthy diet, higher-fat diet and lower physical activity. And finally, interaction 

between genetic and environmental factors 

 

Family History 
of Stroke 

Cardiovascular 
Health  

Stroke  



37 
 

Thus family history represents the contributions and interactions of unique 

genetic and environmental factors that affect the metabolic profile and life course 

of individuals..163 Family history of stroke is associated with a higher proportion of 

conventional risk factors but people with a family history are also more likely to 

practice risk-reducing behaviors. 163,164  138
  How family history of stroke affects 

health behaviors and CVD risk factors has not been comprehensively evaluated 

in populations. Our objective is to examine the relationship of family history of 

stroke with cardiovascular health factors and behaviors.  

 

Study-2 Hypothesis:  We hypothesize that people with family history of stroke 

have a lower prevalence of ideal CVHI factors but higher prevalence of ideal 

health behaviors than those without family history of stroke. 

 

Variables 

Exposure: Family history of stroke 

Confounders: Age, race, sex, socioeconomic status, geographic region 

Outcome: Cardiovascular health index  

Methods: Ordinal logistic regression after verifying proportional odds 

assumption 
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Family history is used as a tool to educate people about their risk and encourage 

behaviors that can reduce their risk of diseases. If our hypotheses are confirmed, 

these data may provide support to the potential benefits of screening for family 

history of stroke, to improve cardiovascular health and reduce stroke events in 

diverse patient groups. Greater understanding of the relationship between family 

history and stroke risk factors may lead to early recognition of and intervention to 

prevent stroke events. 
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2.3 Study-3 

Atherosclerosis is a multifactorial systemic disease that underlies various 

cardiovascular diseases such as coronary heart disease and stroke.  

Epidemiologic studies and intervention trials based on the incidence of end 

points like myocardial infarction and stroke require years of follow-up and the 

participation of large population is time-intensive and costly.  The use of 

surrogate marker is therefore of great value because it potentially allows 

researchers to have reliable data in less time and from smaller populations.165 

This has implications for identifying and tracking subclinical disease earlier. 

Carotid intima-media thickness (CIMT) has been related to CVD including 

incidence of both myocardial infarction and stroke. 166-172 In a population-based 

study, CIMT was associated with a higher incidence of stroke and the relation 

was independent of presence of carotid plaque.173 Epidemiological studies have 

also reported associations of CIMT with several CVD risk factors including 

smoking, blood pressure and high blood cholesterol  174-177  Carotid IMT is 

increasingly being used as a quantitative index for evaluating the progression of 

atherosclerosis and as a surrogate end point in clinical trials. 

Carotid IMT relies on its ability to predict future clinical cardiovascular end 

points.172  Its values range from 0.25 to 1.5 mm in healthy adults 178  and values 

>1.0 mm are often regarded as abnormal. 179 For an absolute CIMT difference of 

0.1 mm, the future risk of a coronary event increases by 10% to 15%, and the 

stroke risk increases by 13% to 18%.172 The validity of CIMT for these purposes 

has been assessed by making comparisons of mean CIMT in people with and 
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without clinical evidence of CVD and discriminatory ability is well demonstrated. 

180-182  For example, CIMT and Framingham Risk Score for Stroke correlate well 

and it may help in discriminating between subjects at low or high 10-year risk.183 

For CIMT measurement, the thickness of artery walls is measured by a high 

resolution ultrasound that detects the presence and progression of 

atherosclerosis disease. It is a convenient, safe, painless and non-invasive 

procedure that is a direct measurement of vascular disease even in its early 

stages, before it causes symptoms. Thus, CIMT can be measured relatively 

simply and noninvasively and it is well suited for use in large-scale population 

studies, for risk stratification in individuals and as an end point in intervention 

studies.179  

 

Given the heterogeneous nature of stroke and the complexity of its risk factors 

contributing to its incidence, evaluation of intermediate phenotypes may be more 

advantageous than hard clinical events.  Our objective is to separate the role of 

familial factors and genetic factors in the association between the cardiovascular 

health index, and CIMT in a twin sample. Analysis of monozygotic and dizygotic 

twin pairs discordant for cardiovascular health factors will help disentangle the 

role of genetic and other familial factors involved in the association 

cardiovascular health factors and CIMT 

 

Cardiovascular Health 
Carotid IMT 

(precursor of stroke) 
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Study Hypothesis-3: We hypothesize that people with lower levels of 

cardiovascular health have increased CIMT and this relationship is continuous 

and graded across all levels of cardiovascular health. This relationship is not 

confounded by shared familial and genetic factors. 

Variables 

Outcome: Carotid IMT (continuous)  

Confounders: Age, SES, education, comorbidities 

Exposure: Cardiovascular health index  
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2.4 Description of Study and Data Set – REGARDS 

REGARDS is a population-based study of adults 45 and older in the United 

States that seeks to determine causes of racial and geographic differences in 

stroke mortality. The cohort includes 30 000 subjects, (proposed) half from 

stroke-belt regions and half from other regions of the country, half white and half 

black, half men and half women, each of whom will have up to 4 years of follow-

up data. REGARDS is approved by the Institutional Review Boards of all 

participating institutions. Subjects are recruited from commercially available lists 

of U.S. residents using mail and telephone contacts. . Exclusion criterion include 

race other than African American or white, active treatment for cancer, medical 

conditions that would prevent long-term participation, cognitive impairment 

judged by the telephone interviewer, residence in or inclusion on a waiting list 

for a nursing home, or inability to communicate in English. Demographic 

characteristics, health behaviors, medical history information, stroke symptom 

history using the Questionnaire for Verifying Stroke-free Status (QVSS), are 

collected through a computer-assisted telephone interview (CATI). CATI is used 

to collect these data in order to provide a higher level of quality control and 

standardization by the use of trained, certified and monitored staff.  It also 

allows for the assessment of differences in the characteristics of participants 

completing and not completing the in-home exam. During a home visit, written 

informed consent, blood and urine samples, electrocardiogram, and blood 

pressure and body mass index measures are obtained. During scheduling the 
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participant is reminded to fast over night for 10-12 hours before the visit and is 

asked to have medications available for recording at the time of the visit. 

Technicians who are trained on methods for REGARDS protocol complete the 

in-home visits and ship samples to the central laboratory. If the participant 

changes his/her mind for some reason the in-home visit is not completed and 

he/she is classified as a partial participant. Physical measurements, a resting 

ECG, medication inventory, phlebotomy, and urine collection are performed 

using standardized methods. The personnel take two blood pressure 

measurements utilizing a standard aneroid sphygmanometer. Height is obtained 

utilizing an 8-feet metal tape measure and a square, weigh (without shoes) is 

obtained using a standard 300 lbs calibrated scale. Venipuncture is performed 

using standardized methods. The examiner records prescription and 

nonprescription medications taken within the previous 2 weeks. Self-

administered questionnaires (on additional demographic and risk factor 

characteristics) are left with the participant to be completed and returned by 

prepaid envelopes.  

 

Follow-Up for Stroke Events 

The study conducts active surveillance of cohort members to ascertain, validate 

and classify fatal and non-fatal stroke outcomes. Participants are followed via 

telephone at 6-month intervals for identification of stroke events over the follow-

up period extending up to 4 years. Data are collected on suspected events that 
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require hospitalization, as well as on physician evaluations for stroke-like 

symptoms detected using the Questionnaire for Verifying Stroke-Free Status. If 

the participant is unable to respond to follow-up telephone calls for medical 

reasons, a proxy respondent is identified by the participant at baseline will be 

interviewed. If a participant is hospitalized or sees a physician for stroke-like 

symptoms, contact information for the hospital and or physician is obtained from 

the participant and pertinent in and outpatient medical records are sought. 

Medical records retrieval is initiated by having the participant sign a permission 

form for release of records. If a death is reported, the death certificate and 

associated hospital or physician records are collected, including medical 

records for the 28-day period preceding death. If death occurred within a month 

following a procedure, information on the procedure is collected. If medical 

records are unavailable or judged insufficient by the Events Committee, a 

physician questionnaire for descendants or an informant interview will be 

completed using methods developed and used in other studies. Committee 

members review the records independently (information on geographic region 

and race is masked) using criterion for stroke and stroke subtypes similar to the 

GNCKSS and TOAST. The adjudication process validates stroke occurrence, 

and also classifies events by stroke ‘subtype’ and severity using the NIH stroke 

scale.  For every potential event reviewed, each adjudicator completes an 

Events Form and submits it to the Operations Office. No further action is 

needed if the two reviewers agree on the occurrence of stroke and stroke 

subtype. In cases of disagreement, a third adjudicator reviews the potential 
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event. For all deaths, the underlying and contributing causes will also be 

classified by the Events Committee. 

Sources of Funding for REGARDS 

REGARDS is supported by a cooperative agreement U01 NS041588 from the 

National Institute of Neurological Disorders and Stroke (NINDS), National 

Institutes of Health (NIH), Department of Health and Human Service. A full list of 

participating REGARDS investigators and institutions can be found at 

http://www.regardsstudy.org 

 

 

2.5 Description of Study and Data Set - Emory Twins Studies 

The Emory Twin Studies includes samples recruited in two companion studies: 

the Twins Heart Study (THS) and the Stress and Vascular Evaluation in Twins 

(SAVEIT). The purpose of these studies was to elucidate the role of 

psychological, behavioral, and biologic risk factors for subclinical cardiovascular 

disease in twins. Both studies recruited white, middle-aged male MZ and DZ 

twin pairs (who were raised in the same household) from the Vietnam Era Twin 

(VET) Registry, one of the largest twin registries in the United States, which 

includes 7369 male-male twin pairs—both of whom served in the US military 

during the time of the Vietnam War.  Both studies followed identical procedures, 

measurements, and protocols. THS enrolled 180 twin pairs between 2002 and 

http://www.regardsstudy.org/
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2006 and SAVEIT included 127 twin pairs enrolled between 2005 and 2010. 

After excluding the second visit of a few pairs who participated in both studies, 

the combined sample included 281 pairs. Twins included in the Emory Twin 

Studies were randomly selected from the VET Registry among those born 

between 1946 and 1956. In addition, a random sample of twin pairs discordant 

for major depression was included in THS, and a random sample of twin pairs 

discordant for PTSD was included in SAVEIT. Pairs of twins were examined at 

the same time at the Emory University General Clinical Research Center, and 

all data collection, occurred during a 24-hour admission under controlled 

conditions. Both studies were approved by the Emory Institutional Review 

Board, and all twins signed an informed consent. The two twins maintained an 

identical schedule while in the study. Activity was limited to leisurely ambulation 

within the Emory facilities, and all assessment, including the ambulatory ECG 

monitoring, began and ended at the same time. Zygosity information by means 

of deoxyribonucleic acid typing was available for all twin pairs. All subjects 

signed an informed consent to participate in the study. 

Cardiovascular Risk Assessment 

All measurements were performed in the morning after an overnight fast, and 

both twins in a pair were tested at the same time. A medical history and a 

physical examination were obtained on all twins. Weight and height were used 

to calculate body mass index, and waist and hip circumference were used to 

calculate the waist-hip ratio (WHR). Systolic blood pressure and diastolic blood 
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pressure were measured by mercury sphygmomanometer on the right arm with 

the subject in sitting position after 10 minutes of rest. The average of two 

measurements 5 minutes apart was used in the statistical analyses. Venous 

blood samples were drawn for the measurement of glucose and lipid profile 

after an overnight fast. The Emory Lipid Research Laboratory, a participant in 

the Centers for Disease Control/National Heart, Lung and Blood Institute Lipid 

Standardization Program, performed all analyses from freshly isolated 

ethylenediaminetetraacetic acid (EDTA) plasma. Direct high-densitylipoprotein 

(HDL) and direct low-density lipoprotein (LDL) cholesterol were obtained using 

homogeneous assays (Equal Diagnostics, Exton, Pennsylvania). Glucose was 

measured (CX7 chemistry autoanalyzer, Beckman Coulter Diagnostics, 

Fullerton, California). Physical activity was assessed by means of a modified 

version of the Baecke Questionnaire of Habitual Physical Activity used in the 

Atherosclerosis Risk in Communities Study, a 16-question instrument 

documenting the level of physical activity at work, during sports and nonsports 

activities. Cigarette smoking was classified into current smoker (any number of 

cigarettes) versus never or past smoker. Pack-years of smoking were calculated 

as the number of packs of cigarettes smoked per day times the number of years 

smoked. Diabetes mellitus was defined as having a fasting glucose level of 

>126 mg/dl or being treated with antidiabetic medications. Food frequency 

Questionnaire data was collected dietary data over the past 12 months. The 

questionnaire classifies average food intake according to 9 frequency 

categories ranging from “almost never or less than once per month” to “<6 
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times/d” using standardized portion sizes for each dietary item, including 

beverages and nutritional supplements. Questionnaires were scored by the 

Nutrition Questionnaire Service Center, Channing Laboratory, Harvard 

University, and nutrient intake data were derived following the nutrient database 

of the US Department of Agriculture. Daily food intake in grams was calculated 

from food intake frequency and portion sizes. 

 

Source of Funding for Emory Twins Studies 

This study was supported by K24HL077506, R01 HL68630 and R01 AG026255 

to VV, and by K24 MH076955 to JDB from the National Institutes of Health; by 

the Emory University General Clinical Research Center MO1-RR00039 and by 

grant 0245115N from the American Heart Association. The United States 

Department of Veterans Affairs has provided financial support for the 

development and maintenance of the Vietnam Era Twin (VET) Registry. 

Numerous organizations have provided invaluable assistance, including: VA 

Cooperative Study Program; Department of Defense; National Personnel 

Records Center, National Archives and Records Administration; the Internal 

Revenue Service; National Opinion Research Center; National Research 

Council, National Academy of Sciences; and the Institute for Survey Research, 

Temple University. 
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CHAPTER 3: Cardiovascular Health Index and Risk of Incident 
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3.1 Abstract 

Background:  The American Heart Association developed Cardiovascular 

Health Index (CVHI) as a metric defining cardiovascular health. We investigated 

the association between CVHI and incident stroke in black and white Americans. 

Methods: REGARDS is a national population-based cohort of 30,239 blacks and 

whites, aged ≥ 45 years, sampled from the US population in 2003 - 2007.  Data 

were collected by telephone, self-administered questionnaires and an in-home 

exams.  Incident strokes were identified through bi-annual participant contact 

followed by adjudication of medical records. Levels of the CVHI components 

(blood pressure, cholesterol, glucose, body mass index, smoking, physical 

activity, and diet) were each coded as poor (0 points), intermediate (1 point) or 

ideal (2 points) health. An overall CVHI score was categorized as inadequate (0-

4), average (5-9) or optimum (10-14) cardiovascular health.  

Results: Among 22,914 subjects with CVHI data and no previous cardiovascular 

disease, there were 432 incident strokes over 4.9 years of follow-up.  After 

adjusting for demographic, socioeconomic, and region of residence, each better 

health category of overall CVHI score was associated with a 25% lower risk of 

stroke (HR=0.75, 95% CI = 0.63, 0.90). The association was similar for blacks 

and whites (interaction p-value = 0.55). A one point higher CVHI score was 

associated with an 8% lower risk of stroke (HR=0.92, 95% CI=0.88, 0.95). 

Conclusion: In both blacks and whites better cardiovascular health, based on 

the CVHI score, is associated with lower risk of stroke, and a small difference in 

scores was an important stroke determinant. 
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3.2 Introduction 

Stroke is the fourth leading cause of death in the United States, and the leading 

cause of adult disability with direct and indirect costs exceeding $50 billion 

annually.184 Although some studies have suggested a decline in stroke incidence, 

other studies suggest a recent reversal and possible increases in national stroke 

rates.10-12 Thus, sustained focus on prevention is critical to reducing the stroke 

burden.  

  

Previous studies demonstrated that most cardiovascular disease (CVD) events 

including stroke are preventable by optimizing a few key indicators of 

cardiovascular health.114,139-141 In 2010, the American Heart/Stroke Association 

(AHA/ASA) proposed a  population metric to define and track the nation’s 

cardiovascular health through time. 122  This metric was released to the public in 

the form of a score called Cardiovascular Health Index (CVHI). The CVHI metric 

emphasizes primordial prevention and includes seven modifiable components, 

including three health factors (glucose, cholesterol and blood pressure) and four 

health behaviors (body mass index, physical activity, diet and cigarette smoking), 

categorizing each of these seven factors into ideal, intermediate, and poor levels.  

Recent evidence suggested that presence of more ideal cardiovascular health 

factors from the CVHI metric is associated with lower CVD and all-cause 

mortality. 125,126,185 There are limited data available yet pertaining to stroke.186 

More broadly, there are scarce data on the utility of a composite measure of 

biological and behavioral risk factors in predicting stroke. Using data from the 
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Reasons for Geographic And Racial Differences in Stroke (REGARDS) study, we 

sought to determine the association between CVHI and incident stroke, and 

examined differences by race.100  

 

3.3 Methods 

Study Participants  

The REGARDS study is a population-based investigation of stroke incidence and 

cognitive function among US adults ≥ 45 years of age.187  The study was 

designed to sample an equal proportion of women and men, but to oversample 

blacks, as well as people living in the Southeastern US states where mortality 

rates of stroke are highest in the US (commonly referred to as the “stroke belt” 

and “stroke buckle” of the US). Potential participants were identified from 

commercially available lists of US residents and recruited through a mailing 

followed by telephone calls.  Overall, 30,239 participants were enrolled between 

January 2003 and October 2007.  For this analysis, we included participants with 

baseline data on blood pressure, cholesterol, glucose, body mass index (BMI), 

smoking, diet and physical activity.  We excluded participants with a self-reported 

history of stroke, peripheral vascular disease, or coronary heart disease.  Diet 

information was missing for 6,086 (27%) participants, and we imputed 

information on diet for these participants. Our final sample size was 22,914 for all 

analyses. The REGARDS study protocol was approved by the Institutional 

Review Boards at the collaborating centers and all participants provided informed 

consent. 
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Data Collection 

Socio-demographic and clinical data were collected at baseline through a 

telephone interview, an in-home examination and self-administered 

questionnaires left in the home. Trained interviewers conducted computer-

assisted telephone interviews to obtain information on participants’ 

demographics, cigarette smoking, physical activity, and use of medications.  

Trained health professionals conducted an in-home visit that included a physical 

examination and collection of fasting blood samples, which were shipped 

overnight to the University of Vermont for analysis.  During the in-home visit, the 

self-administered Block 98 Food Frequency Questionnaire (FFQ) was left with 

the participant to be returned by self-addressed prepaid envelopes. 188 The FFQ 

documented dietary intake patterns for the one year preceding their in-home visit. 

Nutrient analysis was conducted by NutritionQuest. 

 

Cardiovascular Health Index 

Components of the CVHI metric include cigarette smoking, BMI, blood pressure, 

cholesterol, blood glucose, physical activity and diet (Appendix).  Current and 

former smoking and time since smoking cessation for former smokers was 

determined by three questions “Have you smoked at least 100 cigarettes in your 

lifetime?”, “Do you smoke cigarettes now, even occasionally?” and “How old 

were you when you stopped smoking?”were ascertained as previously described.   

Height and weight were measured using calibrated equipment. Blood pressure 
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was the average of two measurements taken using aneroid 

sphygmomanometers. Total cholesterol was measured using an enzymatic 

reaction and glucose by colorimetric reflectance spectrophotometry.  Physical 

activity and diet classification were modified from the original CVHI definitions as 

follows.  Physical activity was assessed through a single question “How many 

times per week do you engage in intense physical activity, enough to work up a 

sweat?”  We defined ideal physical activity as 4 or more times per week, 

intermediate as 1-3 times per week, and poor as none.  The diet score was 

based on responses to the Block FFQ, and the ‘healthy diet score’ was 

calculated based on how many of each of the following five dietary goals were 

met: fruits and vegetables ≥ 4.5 cups/day; fish, 3.5 ounces, ≥ 2 servings/week; 

sodium <1500 mg/day; sweets/sugar-sweetened beverages ≤ 450 kcal/week; 

and whole grains (1.1g of fiber in 10 gms of carbohydrates), 1-oz equivalent 

servings, ≥ 3 servings/day. 

Each CVHI component was given a point score of 0, 1 or 2 to represent poor, 

intermediate, or ideal health, respectively (Appendix). Based on the sum of all 7 

CVHI components, an overall CVHI score was categorized as: inadequate (0-4), 

average (5-9) or optimum (10-14) cardiovascular health. 

 

Study Outcome  

Participants or their proxies were contacted every 6 months by telephone to 

identify hospitalizations, emergency department visits, overnight stays in nursing 

homes or rehabilitation centers, or death during the previous 6 months. 189 
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Reasons for medical encounters were requested and medical records were 

obtained to confirm the diagnosis of  stroke, transient ischemic attack (TIA), 

causes of death, and verify any reported stroke symptoms. For proxy-reported 

deaths an interview was conducted with next of kin. After initial review by a 

stroke nurse to exclude obvious non-cases, medical records were reviewed by at 

least two physicians of a committee of stroke experts to validate and classify 

potential strokes. 

 

Stroke events were defined according to the World Health Organization (WHO) 

as ‘‘rapidly developing clinical signs of focal, at times global, disturbance of 

cerebral function, lasting more than 24 hours or leading to death with no 

apparent cause other than that of vascular origin.’’190 Events not meeting this 

definition but characterized by symptoms lasting <24 hours, with neuroimaging 

consistent with acute ischemia or hemorrhage were also classified as stroke 

events.’ Time to a stroke event was recorded as the number of days between the 

baseline examination and the date of stroke event. Participants who did not 

develop a stroke were censored on their date of death or last follow-up contact, 

whichever occurred first.  

 

Statistical Analyses 

Baseline characteristics were calculated and compared for REGARDS  

participants by race and CVHI health categories using chi-square statistics. We 

calculated the distribution of each CVHI component as poor, intermediate, and 
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ideal. We also compared the distribution of number of ideal health factors by race 

and sex. Next, for each CVHI component stroke incidence rates and adjusted 

hazard ratios for stroke were calculated separately for blacks and whites. Crude 

and multivariable-adjusted hazard ratios across overall CVHI categories 

(optimum and average vs inadequate) were calculated. CVHI score was also 

examined as a continuous variable. Additionally, adjusted hazard ratios for stroke 

were calculated for increasing number of ideal health factors with the reference 

group defined as having no ideal factors.  All hazard ratios were calculated using 

Cox proportional hazards models adjusting for age, race, sex, geographic region 

of residence (stroke belt or other), income and education. Tests for interaction by 

age, sex, race, geographic region and income were performed by including 

multiplicative interaction terms with these variables and CVHI categories. Finally, 

the crude and multivariable hazard ratio for stroke associated with a one point 

higher overall CVHI score was calculated. All analyses were conducted using 

SAS 9.2 (SAS Institute, Cary, NC). 

 

3.4 Results 

There were 22,914 participants with data on CVHI and no previous CVD.  The 

mean age was 65 years, 40% were black, and 58% female.  Baseline socio-

demographic factors for CVHI categories by race are presented in Table 6. Male 

sex, low income and less education and current alcohol use were associated with 

cardiovascular health in both blacks and whites.   The distribution of CVHI 

categories differed significantly between blacks and whites. Whites had a higher 
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proportion of people in the optimum cardiovascular health category (17%) as 

compared to blacks (6%) irrespective of age, sex, income, education and 

geographic region. The distribution of ideal status varied widely across CVHI 

factors (Figure 8), ranging from 84% of participants having ideal status for 

smoking, to 0% of participants having an ideal diet.    For those missing 

information on diet, scores were imputed and scores were similar when 

individuals missing diet were assumed to have a poor diet or an intermediate 

diet.  

 

The mean (SD) for overall CVHI score was 7.2 (2.2) points. Adjusting for age and 

sex, the mean (± SD) overall CVHI score was lower for blacks (6.5 ± 2.0) than 

whites (7.6 ± 2.1). Blacks had fewer ideal factors compared with whites. Only 3% 

of the blacks and 8% of whites had five or more ideal factors (Figure 9). 

 

Over 4.9 years of follow-up, there were 432 incident strokes (232 in whites and 

200 in blacks). For many CVHI components, the incidence of stroke was lowest 

in those with ideal status and highest in those with poor levels (Table 7). For 

example, for blood pressure the annual incidence rates per 10,000 persons for 

poor, intermediate and ideal status were 3.2, 1.8 and 1.1, respectively, for blacks 

and 2.4, 1.9 and 0.8, respectively, for whites. The hazard ratios for some of CVHI 

components (total cholesterol, blood pressure, blood glucose and smoking), 

adjusted for age, sex, income, education, alcohol use and geographic region also 

showed a graded relationship particularly among white participants (Table 7).  
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However, a gradation was not observed for all CVHI components (such as 

cholesterol, healthy diet score, and BMI).  

 

The overall CVHI score categories of cardiovascular health were inversely 

associated with incident stroke in a graded fashion with the optimum health 

category having lower stroke rates compared with average and inadequate 

categories (Figure 10). Stroke incidence rates were highest in the inadequate 

health category (2.4 per 10,000 person-years) and lowest in optimum health 

category (1.3 per 10,000 person-years). After multivariable adjustment, with 

CVHI score category modeled as an ordinal variable, each better health category 

was associated with a 25% lower risk of incident stroke (HR=0.75, 95% CI = 

0.63, 0.90). Compared with the inadequate health category, the average 

(HR=0.72, 95% CI= 0.55, 0.96) and optimum (HR=0.52, 95% CI= 0.35, 0.76) 

cardiovascular health categories were both associated with lower stroke risk. 

Although the association of CVHI category and stroke was not statistically 

significant among blacks (Table 8), the crude and adjusted hazard ratios were 

similar for blacks and whites (p-value for interaction = 0.55).  The association of 

overall CVHI score and stroke was similar when individuals missing diet 

information were excluded from the analyses (data not shown). 

 

For the total CVHI score on a continuous scale from 0 (all 7 poor) to 14 (all 7 

ideal), a one point higher CVHI score was associated with an 8% lower risk of 

stroke (HR=0.92, 95% CI=0.88, 0.95) and this was similar in both blacks and 
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whites (Table 8).  Finally, increasing number of ideal factors was inversely 

associated with risk of stroke in a graded fashion. Even those with only 1 ideal 

factor compared with those with 0 ideal factors had a lower stroke risk (HR 0.70 

(0.42, 1.19)). Hazard ratios were lower with a higher number of ideal factors. For 

example, those with 6 versus 0 ideal factors had a multivariable adjusted hazard 

ratio of 0.34 (0.08. 1.52) (Table 9). The graded relationship was similar for blacks 

and whites.  

 

3.5 Discussion   

The stroke epidemic can be curtailed with a multidisciplinary strategy that 

identifies and manages stroke risk factors.191  The AHA developed the CVHI 

metric as part of its strategic impact goal to improve the cardiovascular health of 

all Americans by 20%, by 2020. Our study shows that the CVHI metric is a useful 

tool to describe the risk of incident stroke and has the potential to help refine 

population interventions to reduce stroke incidence rates in the US population. 

Using a simple point system to represent the CVHI metric, an incremental 

increase in the overall CVHI score (inadequate to average to optimum) was 

associated with a 25% lower risk of incident stroke. However, there were 

important differences in population levels of CVHI, as blacks had lower levels of 

cardiovascular health factors than whites. These findings suggest that 

comprehensive population-based interventions targeting risk factors included in 

the CVHI will be critical to support the attainment of the AHA's 2020 impact goal 
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for cardiovascular health, reduce the incidence and prevalence of stroke, and 

also help eliminate disparities.  

 

The prevalence of ideal cardiovascular health is extremely low in the United 

States as measured in national studies and other cohorts including 

REGARDS.125,143 128,186  The distribution of ideal factors in REGARDS was similar 

to the NHANES and Atherosclerosis Risk in Communities Study (ARIC) 

studies.128,185  The ARIC study also showed that the number of ideal CVHI 

factors in 1988-89 was associated with 20-year CVD incidence, and that blacks 

had fewer ideal health factors compared to whites, although analysis of stroke 

was not presented. 125 Our study from a more contemporary cohort similarly 

demonstrates that blacks have lower levels of ideal factors compared with 

whites. We also found that the association of CVHI and stroke was weaker in 

blacks than whites, although this difference was not statistically significant. This 

finding needs confirmation from other studies or further follow-up in REGARDS.  

National statistics demonstrate higher stroke incidence and stroke mortality rates 

for blacks compared with whites, 192  possibly due to the higher prevalence of 

hypertension, obesity, and diabetes among blacks, although the higher risk factor 

levels only explain about 50% of the excess risk.193     Understanding the basis 

for these differences will be important to design and effectively implement stroke 

prevention programs among blacks.  
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Observational studies have shown that stroke is a multifactorial disease and that 

the risk factors are similar across different populations. 19-21 The INTERSTROKE 

case-control study showed that ten risk factors explained 90% of the attributable 

risk of stroke.22 Some of these risk factors are also part of the CVHI metric and 

each component is predictive of incident stroke, including high blood pressure, 

high blood cholesterol, diabetes , smoking , obesity (BMI >30)  , lack of physical 

activity  and unhealthy diet.25  The incorporation of only modifiable risk factors in 

the CVHI metric was intentional because of its potential translation into 

prevention programs, particularly lifestyle change which remains primary potent 

weapon in the battle against the stroke epidemic. 

 

Our findings regarding small differences in CVHI score related to lower stroke 

risk supports the hypothesis that modest shifts in the population distribution of 

risk factors can have a dramatic impact on reducing the disease burden in 

populations.97 Improvements in a single health behavior (e.g. a healthier diet) 

could result in not only a reduction of CVD, but also improvements of other 

cardiovascular health factors (e.g. BMI, cholesterol). Indeed, these components 

are interrelated and do not operate in silos. Our study showed that a one-point 

increase in overall CVHI score, which corresponds to improvement of one 

component of the CVHI score by one level(e.g. from poor to intermediate or from 

intermediate to ideal) was associated with an 8% lower risk of stroke. The 

Nurses’ Health Study showed that women with ideal levels of all five risk factors 

included in that study had an 80% reduction in the risk of ischemic stroke 
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compared with women with no ideal risk factor levels.194  These and other studies 

140,195 127 demonstrate the real potential of using population-based strategies 

targeting multiple risk factors simultaneously to achieve reductions in stroke and 

CVD rates in communities.   

 

Our study has several strengths including the large national sample, with over-

sampling of blacks to allow examination of racial differences. Data collection 

used standardized questionnaires and measured risk factor levels. REGARDS 

has a rigorous ascertainment of stroke outcomes including adjudication of stroke 

events by neurologists. There are also some limitations to our study.  Health 

factors and behaviors were measured only once and thus we cannot assess 

whether changes in CVHI score affects stroke incidence, and we expect some 

misclassification. The cooperation rate for participation in REGARDS was 49%. 

Although, this is similar to other large national cohorts, this may limit 

generalizability of the findings.192 193 Approximately one-third of REGARDS 

participants did not return a FFQ and we used multiple imputation of data for 

these missing data. However, the results were similar when these individuals 

were excluded in a sensitivity analysis.  We also used a modified definition for 

physical activity and diet for computation of the CVHI score.  

 

In conclusion, in this large population-based sample of US adults, a healthier 

cardiovascular disease risk factor profile as defined by the CVHI score was 

associated with a substantially reduced risk of stroke. Based on our findings, 
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differences in CVHI score corresponding to an improvement of one level of one 

component of the CVHI metric may result in substantial reductions in stroke risk. 

This provides confidence of the translation of meeting the AHA goals to reduction 

in stroke incidence.127  Future studies are needed to determine the actual risk 

reduction benefit that can be achieved through an intervention approach to 

improve health behaviors and risk factors in the CVHI metric 
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CHAPTER 4: Family History of Stroke and Cardiovascular Health 
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4.1 Abstract 

Background:  Family history of stroke (FHS) is perceived to be a risk factor for 

stroke, but few studies have comprehensively examined its association with 

cardiovascular risk factors and behaviors. We investigated the association 

between FHS and Cardiovascular Health Index (CVHI), a new metric defined by 

the American Heart Association.  

Methods: REGARDS is a national population-based cohort of 30,239 blacks and 

whites, aged ≥ 45 years, sampled from the US population in 2003 - 2007.  Data 

were collected by telephone, mail questionnaires, and in-home exams. FHS was 

ascertained by a questionnaire. Levels of the CVHI components (blood pressure, 

cholesterol, glucose, body mass index, smoking, physical activity, and diet) were 

each coded as poor (0 points), intermediate (1 point) or ideal (2 points) health. 

An overall CVHI was categorized as inadequate (0-4), average (5-9) or optimum 

(10-14) cardiovascular health. Ordinal logistic regression was used to model the 

data.  

Results: Among 20,567 subjects with CVHI data and no previous history of 

stroke or heart disease, there were 7702 (37.4%) participants with FHS. FHS 

was associated with poorer levels of health factors, particularly blood pressure 

(OR=1.13, 95% CI = 1.07, 1.19) and was inversely associated with health 

behaviors. The overall association of FHS and CVHI was not significant. Sibling 

history of stroke was the only family history subtype that was associated with 

CVHI ( OR=1.06, 95% CI=1.01, 1.18). Conclusion: The increased risk of stroke 
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associated with FHS maybe mediated by its association with poorly controlled 

blood pressure 

 

4.2 Introduction 

Effectiveness of health programs can be increased by targeted interventions 

aimed at individuals with an increased risk of developing disease.194 196 An 

important and easily accessible source of risk information is family history. Family 

history represents the integration of shared genetic and environmental risk 

factors and could be used as a screening tool for individuals with increased 

disease risk including cardiovascular diseases. 151,153-157  Familial history of 

stroke (FHS) is a recognized risk factor for stroke events although its importance 

has not been conclusively confirmed by epidemiological studies. 33,126,158,197,198 

Familial aggregation of stroke appears to be caused by a strong association of 

conventional stroke risk factors such as hypertension, diabetes, and dyslipidemia 

between parents and offspring, but this has not been systematically examined. 

The American Heart and Stroke Association (AHA/ASA) has proposed a new 

public health metric, Cardiovascular Health Index (CVHI), that consists of seven 

prevention components, including three health factors (blood sugar, serum 

cholesterol, blood pressure) and four health behaviors (BMI, physical activity, diet 

and cigarette smoking), and categorizes them into ideal, intermediate, and poor 

levels.138  The relationship between FHS and an overall intermediate phenotype 

like the AHA’s ideal cardiovascular health index (CVHI) has not been 
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comprehensively evaluated. Many risk factors for stroke are under genetic 

influence and a considerable degree of heritability appears to be conferred by 

intermediate phenotypes. Further, there are few studies that address this issue in 

Blacks, a group characterized by a higher stroke risk than White Americans. In 

this study, we examined the association of FHS with individual cardiovascular 

health factors and behaviors and an overall phenotype (CVHI) in a large 

population- based cohort study. We hypothesize that people with FHS have a 

lower prevalence of ideal CVD health factors but higher prevalence of ideal 

health behaviors than those without FHS. 

 

4.3 Methods 

Study Participants  

The REGARDS study is a population-based investigation of stroke incidence 

among US adults ≥ 45 years of age.187  The study was designed to oversample 

blacks and to provide approximate equal representation of men and women.  

Residents from the Southern US states, commonly referred to as the “stroke 

buckle” (coastal North Carolina, South Carolina, and Georgia) and “stroke belt” 

(remainder of North Carolina, South Carolina, and Georgia as well as Alabama, 

Mississippi, Tennessee, Arkansas and Louisiana) were over-sampled and 

represent 56% of the cohort with the remaining 44% of participants recruited from 

the rest of the United States. Potential participants were identified from 

commercially available lists of US residents and recruited through an initial 
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mailing followed by telephone contacts.  Overall, 30,239 black and white US 

adults were enrolled between January 2003 and October 2007.  We included 

participants who have data on hypertension, cholesterol, diabetes, BMI, smoking, 

diet, physical activity and FHS, all ascertained at baseline (at the time of study 

enrollment). Participants were excluded if they had stroke symptoms (n=1930), 

coronary artery disease (n=5314), peripheral arterial disease (n=602) or if they 

lacked any family history data (n=3785).  We excluded participants who had 

coronary artery disease, peripheral arterial disease or stroke as they may have 

already changed their behavior or may be on medications that affect CVHI 

components (BP, lipids, glucose). To preserve an adequate sample size for the 

present analyses, we imputed information on diet (20%) for these participants. 

Our final sample size was 20,567 for all analyses. The REGARDS study protocol 

was approved by the Institutional Review Boards governing research in human 

subjects at the participating centers and all participants provided informed 

consent. 

 

Data Collection 

Socio-demographic and clinical data were collected at baseline through a 

telephone interview, a self-administered questionnaire and an in-home 

examination. Trained interviewers conducted computer-assisted telephone 

interviews to obtain information on participants’ demographics, cigarette 

smoking, physical activity, and use of antihypertensive, blood sugar lowering, 

and cholesterol lowering medications.  Trained health professionals conducted 
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in-home study visits that included a physical examination and the collection of a 

blood sample.  At the end of the in-home examination, the Block 98 Food 

Frequency Questionnaire (FFQ) was left with the participants for self-

administration. 188,199  Using the FFQ, each participant recorded food intake for 

one year prior to their in-home visit. This form was mailed back to the REGARDS 

coordinating center for entry into a database by study personnel. Nutrient 

analysis was conducted by NutritionQuest. FHS was ascertained by a family 

history questionnaire that had questions on whether first-degree relatives 

(biological parents and siblings) ever had a stroke. FHS was considered positive 

if at least one parent or one sibling had a stroke. Ischemic and hemorrhagic 

stroke were not identified separately.  

 

Cardiovascular Health Index 

Components of CVHI include cigarette smoking, physical activity, diet, BMI, 

blood pressure, cholesterol and diabetes.  These components are categorized as 

being poor, intermediate or ideal (Appendix).  Current and former smoking and 

time since smoking cessation for former smokers was determined by three 

questions “Have you smoked at least 100 cigarettes in your lifetime?”, “Do you 

smoke cigarettes now, even occasionally?” and “How old were you when you 

stopped smoking?”   Physical activity was assessed through a single question 

“How many times per week do you engage in intense physical activity, enough to 

work up a sweat?”  Height and weight were measured using calibrated 

equipment and body mass index was calculated.  The diet score for the 



72 
 

Cardiovascular Health Index was based on fish, fruit and vegetable consumption 

and sodium, sugar, and fiber/carbohydrate ratio intake.  An ideal diet was defined 

by the following 5 factors: fish consumption ≥ 2 servings/week, fruit/vegetables ≥ 

4.5 cups/day, sodium intake < 1500 mg/day, sugar < 450 kcal/week, and 

fiber/carbohydrate ratio >0.1 as per recommendations of the new metric.   

Systolic and diastolic blood pressure was measured two times using aneroid 

sphygmomanometers following a standardized protocol. The two BP 

measurements were averaged for the current analyses.  Total cholesterol was 

measured using an enzymatic reaction.  Glucose was measured in serum using 

colorimetric reflectance spectrophotometry.  In addition to using all 7 components 

for a composite CVHI score, the components were grouped into two domains: 

health behaviors (cigarette smoking, physical activity, diet, and body mass 

index); and biological risk factors (blood pressure, cholesterol and diabetes).  

The CVHI does not integrate these seven components into an overall score so 

we classified each component equally into a sum score assigning 2, 1 and 0 

points respectively to ideal, intermediate or poor status. An overall LS-7 score 

pooled the individual component scores and was categorized as: optimum (10-

14), average (5-9) and inadequate (0-4) cardiovascular health. Those with the 

highest number of points are therefore in better cardiovascular health. 

 

Statistical Methods 
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The goal of our study was to examine the contribution of FHS to cardiovascular 

health status in adults. Our primary predictor variable was FHS measured as a 

dichotomous variable using the family history questionnaire in REGARDS. 

Ordinal groupings of the cardiovascular health index (optimum, average and 

inadequate) were used as the dependent variable in the analyses. Individual 

components of the CVHI categories were treated as a 3-point ordinal scale 

(0,1,2) , as defined by AHA (see appendix) for testing in ordinal logistic 

regression. The seven metrics were then summed to obtain a score that ranged 

between 0 and 14. Baseline characteristics were calculated and compared for 

REGARDS participants by CVHI categories using t-tests (or nonparametric 

equivalent) for continuous variables and chi-square for dichotomous variables. 

Next, for FHS, odds ratios for CVHI health factors and behaviors were calculated 

(ideal and intermediate compared with the reference group of poor). The odds 

ratios were adjusted for demographic and other confounders. The analyses of 

health behavior and health factor data were further stratified by specific FHS 

(paternal history, maternal history and sibling history).   

To further evaluate the association between FHS and overall CVHI, we used 

multivariable ordinal logistic regression, a method that allows the outcome 

variable to have more than 2 categories. Ordinal logistic regression calculates a 

single odds ratio (OR) for the association between the predictor variable (FHS) 

and levels of higher (better) versus lower (poorer) cardiovascular health 

categories. Crude and multivariable adjusted odds ratios were calculated before 

and after adjustment for confounders. We obtained the final model using 
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backward elimination of variables and applying statistical and epidemiological 

criteria for assessment of interaction and confounding. Interaction terms for age, 

race and gender were considered significant if the P value for the term was less 

than .05 by the Wald test. Confounding was assessed by the impact of the 

potential confounder on the parameter estimate for the main effect (of FHS). If 

removal of a confounding variable caused a change of 10% or more in the value 

of the parameter estimate, that variable was considered to be a confounder and 

was left in the model. Additionally, we also examined the relationship of FHS and 

CVHI as a continuous score and as a summary measure of behavioral and 

health factors separately. The proportional odds assumption of ordinal logistic 

regression, using the score test, was verified for our models. Results are 

reported as ORs with 95% CI. Statistical analysis was performed with SAS 

version 9.2 (SAS Institute Inc, Cary, NC). 

 

4.4 Results 

For the 20,567 participants included in the present analyses, the mean age was 

63.9 +/- 9.3 (SD) years, 59.2 % were women, 39.2 % blacks, and 7702 (37.4%) 

had any FHS. Among the included participants, 19% had maternal history of 

stroke, 15% had paternal history of stroke, and 11% had a sibling history of 

stroke. More whites than blacks reported a FHS (22.1% vs 15.4%).  

Overall, 15% of participants had optimum, 74% had average, and 11% had 

inadequate cardiovascular health. Age, sex, race, income, education, geographic 
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region and alcohol consumption were significantly associated with CVHI 

categories (Table 10). However, FHS was not associated with CVHI categories. 

Examining by individual CVHI factors, blood pressure was associated with FHS 

and all its subtypes (Table 11). Participants with FHS had 13% (OR=1.13, 95% 

CI = 1.07, 1.19) higher odds to have poorer BP levels versus ideal or 

intermediate levels (p-value <0.01). Participants with maternal or sibling history of 

stroke also had higher odds of poor levels of BP.  Similarly, participants with FHS 

had 8% (OR=1.08, 95% CI= 1.03, 1.15) higher odds to have poorer cholesterol 

levels versus ideal or intermediate (p-value 0.002). For glucose, participants with 

family history were more likely to have poorer levels of these factors although the 

association was not significant.  A composite score which included the sum of 

three CVHI factors (blood pressure, cholesterol and glucose) was significantly 

associated with FHS (OR=1.04, 95% CI =1.02, 1.07). Individual CVHI behaviors, 

particularly diet, were inversely associated with FHS and any of its subtypes 

(Table 12). For example, participants with FHS had 11% (OR=0.89, 95% CI = 

0.82, 0.96) lower odds to have poorer diet score versus ideal or intermediate (p-

value <0.006). Similarly, participants with FHS had 8% (OR=0.92, 95%CI= 0.85, 

0.99) lower odds to have poorer levels of smoking versus ideal or intermediate 

(p-value=0.03). Other behavioral factors like physical activity and BMI were not 

significantly associated with family history. A composite score which included the 

sum of all four CVHI behaviors was, however, not significantly associated with 

FHS (OR=0.98, 95% CI= 0.97, 1.00).  
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In our final model, after adjustment for appropriate confounders (age, gender, 

race,  income, education, alcohol use, geographic region), there was no 

significant association between CVHI and FHS (OR=1.00, 95% CI=0.94, 1.07) 

(Table 13). However, the subtype of sibling history of stroke was associated with 

CVHI (OR=1.06, 95% CI=1.01, 1.18, p-value =0.01). Next, we examined 

interaction of CVHI with age, race and gender. Interaction with age was 

significant (Pinteraction <0.001) but not with race (Pinteraction 0.90) and gender 

(Pinteraction 0.89). When we stratified by age, among older individuals, people with 

FHS had a 12% lower odds (OR=0.88, 0.79, 0.97) to have inadequate CVHI 

versus optimum and average. Younger participants with FHS had higher odds to 

have inadequate CVHI versus optimum and inadequate, but the association was 

not significant. Our results were unchanged when we kept cardiovascular health 

as continuous variable.  

 

4.5 Discussion 

Although a modest association of stroke and FHS is well recognized, the role of 

cardiovascular risk factors as intermediate phenotypes in this relationship is not 

as clear. 34,163   Several mechanisms have been postulated including genetic 

heritability of risk factors and familial sharing of environmental and lifestyle 

factors, lower socioeconomic status; and/or the interaction between genetic and 

environmental factors. In our study, FHS was associated with poorer CVD health 

factors but better health behaviors. There was no association with the overall 

CVHI score. Many of the components of CVHI including blood pressure, 
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cholesterol are intermediate phenotypes and have a substantial genetic 

component themselves and thus an overall CVHI may have limited utility in 

understanding this relationship. Among the CVHI health factors, blood pressure 

was significantly associated with FHS and all its subtypes. FHS was also 

associated with poorer levels of other CVHI health factors (cholesterol, blood 

sugar).  Among health behaviors, healthy diet and smoking were inversely 

associated with FHS. We also found a modest association of CVHI and sibling 

history of stroke, suggesting the importance of environmental factors in a shared 

household.  

 

In our study, participants with FHS including paternal, maternal or sibling history 

of stroke had a poorer level of blood pressure. These data suggest that people 

with FHS are more likely to have poorly controlled hypertension. Genetic 

susceptibility to hypertension may account for a significant proportion of the 

heritability of stroke.164  Our results are consistent with previous studies 

demonstrating that heritability of stroke is mediated through the heritability of risk 

factors, particularly hypertension. 200,201 202  People with family history are also 

more likely to practice risk-reducing behaviors.203 204 152 205  FHS may motivate 

individuals for improvement in health behaviors and our data suggest that there 

is an association of FHS with healthier diet and smoking, although this 

relationship is not consistently observed across all FHS subtypes.    
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In our study, sibling history of stroke was the only FHS subtype that was related 

to CVHI (maternal and paternal FHS was not). Previous studies have shown that 

a positive sibling history of stroke is indeed strongly correlated with incidence of 

stroke. 206-208   Meschia et al also showed that the severity of stroke was also 

more closely correlated with a history of stroke in the siblings than that in the 

parents. 207 Cardiovascular risk factors are more closely correlated with sibling-

sibling relations than with parental-sibling relations and this may explain our 

finding. 209  This suggests that environmental factors in a shared household 

among siblings may be an important determinant in the familial aggregation of 

cardiovascular risk factors. Family history of stroke  has been associated with a 

young age at onset, with the highest rates in patients aged 60 years or 

younger.200  In our study, the association of FHS and CVHI appeared to be 

modified by age. Younger individuals with FHS had higher odds of inadequate 

CVHI but the opposite was true in older individuals.  It is possible that the relative 

importance of family history and genetic factors may diminish with increasing age 

as other acquired factors become more dominant. This finding needs further 

exploration.  

 

A positive family history could be the result of shared genes, shared 

environment, or both, but these factors are difficult to disentangle. Compared to 

individual risk factors, the utility of CVHI as a summary measure of 

cardiovascular health appears less evident in understanding this relationship. 

The observed association between hypertension and FHS in our study suggests 
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that familial susceptibility to stroke is partially attributable to familial 

predisposition to hypertension.   

 

Our study has several strengths including the large national sample, with over-

sampling of blacks and use of standardized questionnaires and measured risk 

factor levels. REGARDS is the largest study of FHS among blacks– a subgroup 

of population with the highest incidence of stroke.  FHS does not appear to 

confer increased risk among this population any differently than whites.We 

excluded participants with history of stroke or heart disease and thus there is 

limited potential for reverse causation—i.e., people changing behaviors or 

treating risk factors due to a clinical event. Our study has a few important 

limitations. FHS was assessed by informant interview and not by examination or 

medical record review of family members. Further, we have no details on the 

classification of stroke (ischemic or hemorrhagic) and the diagnosis of stroke 

may have been inaccurate due to poorer diagnostic tools used in the past. Recall 

bias is also possible due to use of self-reported data, but previous studies have 

found self-reported history to be reliable for stroke data. 210  Because of early 

case fatality, sicker individuals could have been excluded because they died 

before reaching age of inclusion eligibility of REGARDS and thus survivorship 

bias could have diluted our study findings. Our study uses family history as a 

dichotomous variable and this may cause misclassification or otherwise limit 

information, as shown in recent studies which have used a continuous measure. 

211,212 
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In conclusion, FHS is associated with poorer levels of CVHI health factors, 

particularly hypertension but more optimum level of CVHI behaviors like healthy 

diet. 213 In the presence of FHS, earlier detection and treatment of modifiable risk 

factors, particularly hypertension, maybe valuable in reducing the burden of 

stroke.  
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CHAPTER 5: Cardiovascular Health Index and Carotid Intima 

Media Thickness in a Twins Study 

 

 

 

 

 

Study 3 

Association Between Ideal Cardiovascular Health and Carotid Intima-media 

Thickness:  A Twin Study 
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5.1 Abstract 

Background and Objective: The American Heart Association recently 

developed the Cardiovascular Health Index (CVHI), a new public health metric 

consisting of seven modifiable risk factors. The CVHI has been shown to predict 

the risk of several diseases but its relationship with preclinical markers such as 

Carotid Intima-media Thickness (CIMT) has not yet been assessed. This study 

assessed the relationship between CVHI and CIMT, and whether this association 

is independent of genetic and early environment factors in a twin sample. 

Methods: We examined 245 male monozygotic and dizygotic twin pairs (total 

490 subjects) free of overt cardiovascular disease. CIMT was measured using 

high resolution B-mode ultrasonography. Each of the seven CVHI components 

was given a point score of 0, 1 or 2 to represent poor, intermediate, or ideal 

health, respectively. The sum of all seven CVHI component scores, an overall 

CVHI score (range 0 to 14), was categorized as inadequate (0-4), average (5-9) 

or optimum (10-14) cardiovascular health. Mixed-model regression was used for 

analysis. 

Results: The mean age of participants was 55.4 years (± 3.12), 96% whites, and 

61% monozygotic and 39% dizygotic twins. The mean CIMT was 0.75 (± 0.11) 

and the mean CVHI score was 7.7 (± 2.06). Overall, 18% of participants had 

optimum, 77% had average and 5% had poor cardiovascular health. There was 

an inverse correlation between CVHI and CIMT (Spearman r = - 0.22, p <0.001).  

For every unit increase in overall CVHI score (indicating better cardiovascular 

health), CIMT decreased by 0.009 (p-value = 0.0002). Among monozygotic twins 
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discordant for CVHI, for each unit increase in CVHI score, CIMT was significantly 

decreased by 0.01 (p-value=0.0004). However, among dizygotic  twins 

discordant for CVHI, CIMT was not significantly associated with CVHI (p-

value=0.18).    

Conclusions: The CVHI is independently associated with CIMT, a preclinical 

marker of atherosclerosis burden and an established risk factor of cardiovascular 

disease. This association is not confounded by shared genetic and other familial 

factors. 

 

5.2 Introduction 

Epidemiological studies have suggested the importance of a global risk profile in 

the prediction and prevention of stroke. 214 Most cardiovascular disease events 

including stroke are preventable by optimizing one or more cardiovascular risk 

factors.114,139-141 The American Heart Association and the American Stroke 

Association (AHA/ASA) proposed a new public health metric, the cardiovascular 

health index (CVHI), which can be followed over time. 122,138  This index 

emphasizes primordial prevention by defining goals for health factors and 

behaviors that comprise the definition of ‘ideal’ cardiovascular health. The CVHI 

has seven components which include three health factors (blood sugar, serum 

cholesterol, blood pressure) and four health behaviors (body mass index (BMI), 

physical activity, diet and cigarette smoking) and classifies each of them into 

ideal, intermediate and poor levels. For disease prevention and improving 
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cardiovascular health in the population, early detection of CVD must be 

emphasized as a goal.  

 

Given the heterogeneous nature of stroke and the complexity of its risk factors, 

evaluation of intermediate phenotypes may be useful in the prevention of hard 

clinical events.   Carotid intima-media thickness (CIMT), a preclinical marker for 

cardiovascular disease, has been extensively used as a quantitative index for 

evaluating the severity and progression of atherosclerosis and for the prediction 

of coronary heart disease and stroke 165-172.  Carotid intima-media thickness is 

also associated with several cardiovascular risk factors including blood pressure, 

dyslipidemia and health behaviors such as smoking and physical activity, but its 

relation with an overall cardiovascular health phenotype has not been shown. 174-

177,179,183,196  Furthermore, as most health behaviors in adult life are influenced by 

the familial environment, studies on CIMT and cardiovascular risk factors may be 

confounded by other exposures or behaviors shared by members of the same 

family.34,163,207 Our objective was to assess the relationship between CVHI and 

CIMT and to separate the role of familial factors (including genetic and early 

environment factors) in a twin sample. We hypothesized that people with lower 

CVHI have increased CIMT and this relationship is continuous and graded 

across all levels of CVHI and is not confounded by shared genetic and other 

familial factors. 
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5.3 Methods 

Study population 

The Emory Twin Studies includes samples recruited in two companion studies: 

the Twins Heart Study (THS) and the Stress and Vascular Evaluation in Twins 

(SAVEIT). The purpose of these studies was to elucidate the role of 

psychological, behavioral, and biologic risk factors for subclinical cardiovascular 

disease in twins. Both studies recruited randomly selected samples of middle-

aged male monozygotic (MZ) and dizygotic (DZ) twin pairs (who were raised in 

the same household) from the Vietnam Era Twin (VET) Registry, which includes 

7369 male-male twin pairs both of whom served in the US military during the 

time of the Vietnam War. 215 Both studies followed identical procedures, 

measurements, and protocols. THS enrolled 180 twin pairs between 2002 and 

2006 and SAVEIT enrolled 127 twin pairs between 2005 and 2010 as previously 

described. 216-218 We excluded participants with a history of coronary artery 

disease and stroke. We also excluded a few duplicate twin pairs who 

participated in both studies or twins missing information on CIMT. Each twin in a 

recruited pair was examined at the same time at the Emory University General 

Clinical Research Center, and all data collection including medical history, and 

physical examination and blood tests, occurred during a 24-hour admission 

under controlled conditions. Depressive symptoms were ascertained by using 

the Beck Depression Inventory-II which has satisfactory test-retest reliability and 

internal consistency.219,220 Information on current use of medications was also 

collected. Both studies were approved by the Emory Institutional Review Board, 
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and all twins gave informed consent.  Zygosity information by means of DNA 

typing was available for all twin pairs.  

 

Cardiovascular Health Index (CVHI) 

Components of the CVHI metric include blood pressure, cigarette smoking, BMI, 

cholesterol, blood glucose, physical activity and diet (Appendix). Systolic blood 

pressure and diastolic blood pressure were measured by mercury 

sphygmomanometer on the right arm with the subject in sitting position after 10 

minutes of rest. The average of two measurements 5 minutes apart was used in 

the statistical analyses. Venous blood samples were drawn for the measurement 

of glucose and lipid profile (total cholesterol) after an overnight fast. Cigarette 

smoking was classified into current smoker (poor); quit in the past year 

(intermediate) and never smoker or quit more than one year ago (ideal). Glucose 

levels were measured on the Beckman CX7 chemistry autoanalyzer. Physical 

activity was determined by means of a modified version of the Baecke 

Questionnaire of habitual physical activity.201  We used tertiles of the cumulative 

score to classify individuals into poor, intermediate and ideal levels of physical 

activity. Each CVHI component was given a point score of 0, 1 or 2 to represent 

poor, intermediate, or ideal health, respectively, based on pre-defined categories 

(Appendix). Based on the sum of all 7 CVHI components, an overall CVHI score, 

ranging from 0 to 14, was categorized as inadequate (0-4), average (5-9) or 

optimum (10-14) cardiovascular health.  
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To measure the specific score for diet we used the DASH (Dietary Approaches to 

Stop Hypertension) diet score which is endorsed by AHA and has been linked to 

diminished risk of CHD and stroke.208 210 We constructed the DASH score 

according to the method proposed by Fung et al that has been utilized in several 

epidemiological studies.221 The DASH score is calculated based on eight food 

items (fruits, vegetables, nuts and legumes, low fat dairy products, whole grains, 

sodium, sweetened beverages, red and processed meats) and on the following 

principles: 1) high intake of fruits, vegetables, nuts and legumes, low-fat dairy 

products, and whole grains are beneficial for human health and receive high 

scores; 2) high intake of sodium, sweetened beverages, and red and processed 

meats are harmful and deserve lower scores. For each of the above eight food 

groups, we categorized study subjects into quintiles (assigned 1-5 points) 

according to their individual food intake component scores. Scoring by quintile 

helped to reduce the potential for misclassification. The scores for each food 

group were then summed to yield an overall score ranging from 8 to 40, where 

higher scores represent greater adherence to the DASH diet. The cumulative 

score was grouped into tertiles to classify individuals with ideal, intermediate and 

poor diets.   

 

Carotid Intima Media Thickness (CIMT)  

CIMT was measured using high resolution B-mode ultrasonography with 

standard techniques.200,222,223 Briefly, CIMT was quantified both on the near and 

far wall at the distal 1.0 cm of both the left and right common carotid arteries 
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proximal to the bifurcation. For each segment, the sonographer used multiple 

different scanning angles to identify the longitudinal image of CIMT showing the 

maximum CIMT. At least 10 pictures for each segment were stored digitally, and 

measurements were made off-line using semi-automated computerized analytical 

software (Carotid Tools, MIA Inc., Iowa City, Iowa) by one observer blinded to 

other twin data. Of the stored images, the one with maximum thickness was 

selected, and CIMT measured, for each segment. Average values of the CIMT of 

each of the four segments (right near and far walls, and left near and far walls) 

were used as the CIMT values for each twin in the analysis (total mean of 

maximum CIMT). In order to minimize variability, the same technician did CIMT 

measurements throughout the study, and the same equipment and analytical 

software was used to measure CIMT for all the twin participants. In our lab, the 

mean absolute difference in CIMT measured in seven  subjects in whom two  

carotid artery examinations were performed three days apart, was 0.03 (±0.02) 

mm. The mean difference in two successive readings of the same 10 segments 

of CIMT was 0.02 (±0.02) mm with a Pearson correlation coefficient of 0.93. 

 

Statistical Analyses 

Continuous variables were described as mean ± SD and categorical variables as 

frequencies (percent). We compared baseline demographic characteristics, 

cardiovascular health factors and behaviors, inflammatory markers and 

medications across CVHI categories, treating the twins as individuals. We also 
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compared individual CVHI components across CIMT categories (greater or less 

than the median of 0.75) and with CIMT as a continuous score while accounting 

for correlated data using mixed models or generalized estimating equation (GEE) 

models. In additional analyses, we examined the Spearman correlation between 

CVHI and CIMT and the relation between CIMT and number of ideal health 

factors. Next, we analyzed the relationship between CIMT and CVHI categories 

using mixed model regression analysis adapted for twin studies. 224  We fitted 

mixed models for twins which  allowed for partitioning within and between pair 

differences in the dependent variable as a function of the independent variables.  

Potential multicollinearity was investigated using condition indices and variance 

decomposition proportions using a condition index of > 20 and at least two non-

intercept variables with variable decomposition proportions values of >0.05.   

 

We next analyzed twin pairs discordant for CVHI, defined as two twin brothers 

differing in their individual CVHI scores by atleast 1 point. We defined “within-pair 

differences” as the differences between a twin’s with a higher CVHI score and his 

twin brother’s lower CVHI score. This within-pair analysis by design takes into 

account shared genetic and many early environmental factors. Within-pair 

analysis was further stratified by zygosity to determine whether the relationship 

between CVHI and CIMT was different between MZ and DZ twins. Monozygotic 

twins share 100% of their genetic material, and therefore differences between 

MZ twins are controlled for genetic factors. Dizygotic twins share on average 

50% of genes and differences between the twins are only partially controlled for 
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shared genetic factors. Shared genetic factors would be implicated if the within-

pair difference in CIMT in CVHI-discordant pairs were smaller in MZ than in DZ 

pairs.  All statistical analyses were conducted using SAS software, version 9.3 

(SAS Institute Inc, NC). Significance level was set at 0.05, two- sided. 

 

5.4 Results 

From the initial sample of 307 twin pairs, 40 twin pairs were excluded because of 

history of coronary artery disease and 9 twin pairs because of history of stroke. 

We also excluded a few duplicate twin pairs who participated in both studies and 

twins missing information on CIMT (13 twin pairs). The combined sample for 

analysis included 245 twin pairs or 490 twins. The mean age of participants was 

55.4 years (± 3.12), 96% whites, 61% MZ and 39% DZ twins, a distribution that 

reflects that of the entire Vietnam Era Twin Registry. The mean CIMT was 0.75 

(± 0.11) and the mean CVHI score was 7.7 (± 2.06). Overall, 18% of participants 

had optimum, 77% had average and 5% had poor cardiovascular health. Age-

adjusted prevalence of ideal CVHI components ranged from 15% for BMI to 75% 

for smoking (Figure 11). There were no significant differences in demographic 

variables between MZ and DZ twins.  Besides adverse levels of CVHI 

components (systolic blood pressure, glucose, smoking), lower education and 

being unemployed were associated with poorer cardiovascular health (Table 14). 

CIMT was normally distributed with a median of 0.75 mm. The distribution of the 

seven CVHI components, including health behaviors and health factors, by CIMT 



91 
 

dichotomous categories (greater or less than the median of 0.75) is presented in 

Table 15. Using mixed model regression adapted for twin studies, all health 

factors (total cholesterol, blood pressure, blood glucose) were significantly 

associated with CIMT categories with a higher proportion of subjects in the poor 

category of each component showing high vs low CIMT. Among the health 

behaviors, only BMI was significantly different comparing high and low CIMT 

categories (p-value=0.006). For the overall CVHI, more than twice participants in 

the inadequate CVHI category had high vs low CIMT (7.8% vs 3.1%). 

Conversely, fewer participants in the optimum CVHI category had high vs low 

CIMT (12.6% vs 23.0%), p-value=0.004. When CIMT was analyzed as a 

continuous variable, results were overall similar (Table 15). For a unit change in 

CVHI category, from inadequate to average or average to optimum, CIMT 

decreased by 0.03 mm (p-value = 0.0003). When CVHI was treated as a 

continuous score, with higher score indicative of better cardiovascular health, the 

score was negatively correlated with CIMT (Spearman r = - 0.22, p <0.001) 

(Figure 12).  Also, as the number of ideal health factors and health behaviors in 

participants increased, CIMT declined in a graded manner (Figure 13).  

In the unadjusted model, for every unit increase in overall CVHI score (indicating 

better cardiovascular health), CIMT decreased by 0.009 mm (p-value = 0.0002). 

This association was mildly diminished after adjusting for age, college education, 

employment and further adjusting for other comorbid conditions like , depression 

(p-value = 0.001). Cardiovascular health categories were also similarly 

significantly associated with CIMT in the crude and adjusted models (Table 16).  
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Our final analyses focused on twin pairs who were discordant for CVHI, that is, 

where one member of the twin pair had higher CVHI score than the other. The 

CVHI score was continuous for this analysis and the results were stratified by 

zygosity. There were a total of 197 discordant twin pairs, 76 were DZ discordant 

and 121 were MZ discordant. Among MZ twins discordant for CVHI, for each unit 

increase in CVHI score, CIMT was significantly decreased by 0.01 (p-

value=0.0004). However, among DZ twins discordant for CVHI, CIMT was not 

significantly associated with CVHI (p-value=0.18). Further adjustment for 

potential confounders, did not alter the results (Table 17).  

 

5.5 Discussion 

Carotid Intima-Media Thickness is an important preclinical marker and has been 

shown to predict future clinical cardiovascular end points including coronary heart 

disease and stroke.172   Our study in a twin sample shows that a new metric 

developed by AHA, the cardiovascular health index, is inversely associated with 

CIMT and this association is independent of shared genetic and familial factors. 

We also found that this association is more robust for CVHI health factors (blood 

pressure, plasma cholesterol, plasma glucose) compared with  CVHI behavioral 

factors (diet, physical activity and smoking), except BMI, which was strongly 

related to CVHI. Furthermore, the association of CVHI with CIMT was not 

substantially diminished when examined within pairs, suggesting that familial 

factors do not play a role in this association. 111 Importantly, the association 

remained strong within MZ pairs, who are also matched for genetic factors. 
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These results suggest a causal relationship between health factors and CIMT. 

Our study confirms the utility of measuring CVHI and expands it towards 

prevention of preclinical atherosclerosis, as measured by CIMT. Combination of 

health factors and behaviors is a powerful negative predictor of plaque burden 

and it appears to play a role in CVD prevention in the preclinical phase. 

 

CVHI was defined and created by AHA as part of a national effort to improve 

cardiovascular health of all Americans by 20% by 2020.122 The prevalence of 

ideal cardiovascular health is very low in the United States as measured in 

several studies.125,143 128,186  The distribution of ideal factors in our sample of 

middle-aged male Vietnam era veterans was comparable to what was reported in 

National Health and Nutrition Examination Survey, but health behaviors such as 

diet,  physical activity and smoking were more favorable than the United Sates 

general population. Veterans are more likely to have health insurance as 

compared to non-veterans and it is possible that they are more motivated to 

practice healthier behaviors. Their cardiovascular risk factors are, however, 

comparable to the non-veteran population. 225,226. Several nationally 

representative studies have found that veterans are more likely than civilians to 

participate in recommended preventive care but may not always have better 

health outcomes.227,228  

 

Our study shows that CIMT was inversely associated with optimum CVHI and the 

association was independent of shared genetic and familial factors. Furthermore, 
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as the number of ideal health factors increased, the CIMT showed a gradient 

decline. Poorer levels of CVHI have shown to be associated with several chronic 

diseases and mortality.125,225,226,229 Thus, measurement of CIMT in asymptomatic 

people with less than optimum health could potentially inform more aggressive 

management approaches and help in the global prevention of many diseases.  

CIMT has been used as a quantitative index for evaluating the progression of 

atherosclerosis and as a surrogate end point in clinical trials.  For an absolute 

CIMT difference of 0.1 mm, the future risk of a coronary event increases by 10% 

to 15%, and the stroke risk increases by 13% to 18%.172 CIMT and Framingham 

Risk Score for Stroke also correlate well and CIMT is useful in discriminating 

between subjects at low or high 10-year risk.183 Epidemiological studies have 

shown associations of CIMT with several CVD risk factors including smoking, 

BMI, blood pressure, and high blood cholesterol. 174-177,230 However, there are 

limited data on the effect of diet and physical activity on CIMT.227,228 Our study 

shows that the overall association of CVHI and CIMT was primarily driven by 

health factors such as blood pressure, cholesterol and blood glucose instead of 

health behaviors.  

Previous studies have indicated that genetic factors have a substantial influence 

on the variation of CIMT231,232  In our study, the association of CIMT and CVHI 

was stronger in MZ than DZ twins indicating that CVHI is causal To our 

knowledge, ours is the first study to demonstrate a link between CVHI, a new 

public health metric  and CIMT- a marker of “vascular health”. Furthermore, using 

a co-twin design, we were able to control for many unmeasured risk factors 
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including maternal factors, early familial environment, and genetic influences in 

assessing the relationship of overall CVHI with CIMT. 

 

Our study has notable strengths. Twins provide naturally matched pairs of 

individuals who, in addition to demographics, share parental factors and 

upbringing environment. Therefore, potential confounding effects of a large 

number of unmeasured factors may be removed by comparisons between twins 

who share them. Our study had the advantage of having standardized 

measurements of several cardiovascular risk factors and health behaviors which 

we were able to use for ascertainment of the CVHI score. There are also a few 

limitations with our study. Our study sample is restricted to healthy middle-aged 

male Vietnam era veterans, and therefore our results may not be generalizable to 

women or younger subjects. We controlled for many known lifestyle factors and 

compared twins raised in the same family; and it is unlikely that other behavioral 

factors substantially confound the association between CVHI and CIMT. 

However, despite the strengths of a twin design, unmeasured confounding still 

cannot be completely ruled out.  

 

In summary, our study shows that CIMT, a convenient, inexpensive, safe and 

non-invasive modality to measure vascular health correlates with the global 

cardiovascular health (CVHI) of the individual.  The association of CVHI and 

CIMT is driven by health factors (blood pressure, cholesterol, blood sugar) and is 

independent of maternal factors and early familial environment. Thus the 
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conveniently measured CVHI metric provides a powerful indicator of subclinical 

CVD.  Further understanding of the CVHI and CIMT relationship may enhance 

prevention and intervention efforts to assist in more effective ways to target 

people with less than optimum levels of cardiovascular health. 
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CHAPTER 6: Summary of Findings and Future Directions: 

 

6.1 Summary  

More than 75% of health care costs in United States are due to chronic 

conditions, but some of these conditions are also the most preventable.233 A few 

modifiable risk factors such as smoking, inadequate physical activity and poor 

diet are responsible for a majority of chronic illnesses, disability and premature 

death. In setting the national goals for 2020, the American Heart Association has 

shifted focus from preventing cardiovascular diseases to improving national 

cardiovascular health.122 The new CVHI metric was proposed as rates of nonfatal 

CVD remained unchanged and because of national trends of increasing 

prevalence of poor risk factors such as diet, physical inactivity, diabetes, obesity 

and continuing increases in healthcare costs due to post-event survival. Thus, we 

are preventing deaths by means of costly and procedure-based interventions. If 

current trends continue, the burdens of adverse health behaviors could reverse 

mortality gains achieved in recent decades.  

 

The prevalence of ideal cardiovascular health is very low among Americans as 

measured in several studies.125,143 128,186 From NHANES (1988–2010), a low 

prevalence of ideal cardiovascular health is present across the United States: 

2.0% (95% CI, 1.5%–2.5%) in 1988–1994 and 1.2% (95% CI, 0.8%–1.9%) in 

2005–2010. A stepwise association is present between the number of ideal CVHI 

metrics and risk of all-cause mortality, CVD mortality, and heart disease mortality 
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after 14.5 years of follow-up in the United States. 126 The metrics with the 

greatest potential for improvement are health behaviors, including diet, physical 

activity and BMI.   

 

Poorer levels of CVHI have recently been shown to be associated with several 

other chronic diseases and mortality.125,225,226,229 As yet, the association had not 

been examined for stroke, family history and pre-clinical markers of stroke. In our 

first study, we examined the relationship between the CVHI and incident stroke in 

a prospective cohort study, the Reasons for Geographic and Racial Differences 

in Stroke (REGARDS) Study. Our study showed that a one point higher CVHI 

score was associated with an adjusted 8% lower risk of stroke (HR=0.92, 95% 

CI=0.88, 0.95). We concluded that, in both blacks and whites, better 

cardiovascular health, based on the CVHI score, is associated with lower risk of 

stroke, and a small difference in scores was an important stroke determinant. 

 

Family history represents the influence of genetic factors and family environment 

that affect the metabolic profile, health behaviors and overall risk of disease. In 

our second study we examined the relationship between family history of stroke 

and the CVHI in REGARDS. In our study, family history of stroke was associated 

with poorer levels of health factors, particularly blood pressure (OR=1.13, 95% CI 

= 1.07, 1.19) but better health behaviors, particularly smoking and healthy diet. 

Thus our results show that the increased risk of stroke associated with family 
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history of stroke maybe mediated by its association with poorly controlled blood 

pressure. In our final study, we evaluated in more detail the role of familial and 

early environmental factors on the CVHI using a twin sample as part of the 

Emory Twins Studies. Our outcome was carotid intima-media thickness (CIMT), 

a preclinical marker of atherosclerosis burden and an established risk factor of 

stroke. The CVHI was found to be independently associated with CIMT. This 

association was not confounded by shared genetic and other familial factors.  

Our results provide strong support for use of the new CVHI, as a powerful tool for 

quantifying and monitoring the cardiovascular health of the U.S. population for 

stroke prevention. These data suggest that a majority of stroke events are 

preventable by achieving optimum levels of few, readily measurable, 

physiological risk factors and behaviors of cardiovascular health.  Some of the 

key strengths of our studies are their public health relevance, timeliness of our 

research questions, the rigorous assessment of exposures, outcomes and 

variables. 

Perspective on Cardiovascular Health Index 

The CVHI was proposed by AHA to reorient approach towards CVD 

epidemiology and emphasizing primordial prevention and a life-course approach 

to prevent risk factor development. A combination of primordial, primary and 

secondary prevention approaches through medical and public health policy 

interventions (e.g. restructuring food policy to reduce trans-fats and sodium) will 

be critical to reduce the prevalence of poor CVHI components. Several recent 
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studies reinforce the relevance of using CVHI for primordial prevention and 

targeting risk factors.127,234  As we mentioned in the introductory chapters that 

pharmacological approaches, such as combination pills, can have a big impact 

and maybe cost-effective when administered for primary prevention. However, 

findings from our studies emphasize that similar or greater achievements can be 

achieved by effective translation of policies that improve these health behaviors 

and physiological factors at population-level. The CVHI components are based 

on data that suggest excellent prognosis with respect to CVD-free survival, 

healthy longevity and quality of life. Further, the metric is designed to be simple 

and accessible to practitioners so they can provide guidance in promoting 

cardiovascular health in their patients. It also makes it possible to have clear and 

actionable items for policy makers and thus allow all subsets of the population to 

make improvements in their cardiovascular health.  Other strengths of the CVHI 

are presented in Table 18.  

The CVHI metric also has some important limitations. First, components are not 

weighted. In our studies we found blood pressure to be associated more strongly 

with stroke, family history and CIMT compared with other components.  The 

CVHI score weighs the ideal, intermediate and poor levels of the 7 metrics 

equally (0,1,2). The CVHI score is not intended as a prediction score; rather, it 

serves as a means for monitoring the distribution (poor, intermediate, or ideal) of 

all seven metrics across the population. Folsom et al demonstrated that there 

were roughly equal stepwise decreases in hazards for cardiovascular events for 

each additional single health behavior or health factor present at ideal levels, 
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which supports the notion of simple and equal scoring without weighting the 

different factors.125 We indeed did present the main analyses for CVHI in all our 

papers as both categorical and continuous (CVHI as 0-14). Second, there are 

some components that are important for cardiovascular health that have been left 

out of the metric. An example is psychosocial stress. This was primarily done 

because of lack of consensus for a clear definition and limitations of data-

collection in national data sets. Third, it is possible that the true effects of health 

behaviors are underestimated in our analysis as measurement error is more 

likely compared to physiological factors. Thus probably the true impact of 

suboptimal levels of health behaviors is probably even greater. Fourth, it is 

unclear if combination of CVHI factors into a total score adds anything to 

examining the risk factors independently. The definition of CVHI emphasizes 

both individual components and the combination index for populations 

surveillance and monitoring. Finally, at present there is limited evidence to 

suggest if CVHI has any clinical utility and its use as a prediction score. We have 

proposed to conduct a pilot study to investigate the utility of CVHI in a primary 

care patient population. 
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Table 18: Strengths and Limitations of CVHI  

Strengths of the CVHI metric 
- Clear and measurable definition of cardiovascular health.   
- Emphasis on modifiable health factors and behaviors 
- Evidence-based with respect to CVD-free survival 
- Simple and accessible to practitioners and individuals 
- Allow for all subsets of the population to benefit 
- Readily measured using nationally-representative data 
- Allow for assessment and monitoring changes over time 

Limitations of the CVHI metric 
- Risk factors and behaviors are not weighted 
- Excludes other modifiable risk factors like alcohol  intake 
- Uncertain clinical utility as a prediction score 
- Unclear if combination of  CVHI factors into a total score adds anything to 

examining the risk factors independently 
 

 

In conclusion, this dissertation contributes novel insights on the utility of the new 

metric of cardiovascular health for stroke prediction, and the impact of family 

history and familial factors. Knowledge from this dissertation could be used for 

improvements in population level strategies and healthcare systems for better 

and more efficient monitoring of health behaviors such as physical activity, diet 

quality, obesity, and smoking for stroke prevention. Even modest improvements 

in cardiovascular health profile should result in substantial reductions in stroke 

risk and thus are critical in the nationwide efforts to achieve American Heart 

Association goals.  
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6.2 Future Directions 

We have proposed and are conducting several other studies that will contribute 

to the growing literature on CVHI. Some of these studies are outlined below.  

Project 1: Association of Prevalent Stroke and All-cause mortality with 

CVHI 

Individuals who suffer a stroke are at increased risk of recurrent disease as well 

as other cardiovascular events like myocardial infarction.235 In view of this it is 

reasonable to hypothesize that individuals who report having had a stroke would 

adopt a lifestyle aimed at reducing this risk.  Recently, a prospective cohort study 

among 71,243 women from the Nurses’ Health Study showed that adherence to 

a low-risk lifestyle (e.g. not smoking, BMI<25kg/m2) had a relative risk of 0.21 for 

primary stroke compared with women who did not meet the criteria for low-risk 

lifestyle.194 Another prospective cohort study showed that at one year after 

stroke, 36% of 169 stroke survivors who smoked before had given up smoking 

completely and another 26% reported having reduced the amount smoked; 72% 

of 140 of those who drank heavily before their stroke, no longer drank more than 

the weekly limit. This suggests that stroke patients are more willing to make 

lifestyle changes to reduce the risk of subsequent events.236 Towfighi et al found 

out that regular exercise (>12 times/month) and abstinence from smoking were 

independently associated with lower all-cause mortality after stroke. 

Combinations of health lifestyle factors were associated with lower all-cause and 

cardiovascular mortality in a dose dependent fashion.237  Thus, to lower the 

incidence of subsequent stroke events, reduce stroke deaths and eliminate 
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health disparities, public health programs need to focus on risk factors prevention 

and education targeting on different population. 

The extent to which modification of self-reported risk behaviors and factors differs 

among stroke survivors from that of the general population is unclear and the 

degree to which a higher prevalence of adverse self-reported risk factors are 

associated with greater all-cause mortality is unclear. One of our future projects 

is to determine whether CVHI scores differ among those with and without self-

reported prevalent stroke. We seek to further determine if the association 

between self-reported stroke and CVHI score varies by race. We have proposed 

to do this study in REGARDS cohort. 

 

Project 2: Flow-mediated Dilation and CVHI 

Endothelial dysfunction refers to impairment of endothelium-dependent 

vasodilation due to abnormalities in endothelial integrity and homeostasis.238,239 

Several studies have shown that endothelial dysfunction plays an important role 

in the pathogenesis of coronary artery disease (CAD) and is also an early 

manifestation of atherosclerosis.240-243 Endothelial dysfunction is both spatially 

and temporally linked to atherosclerosis, demonstrable before the appearance of 

structural atherosclerotic disease and predisposing to clinical events in late 

obstructive disease.244  Endothelial dysfunction can be measured in the coronary 

arteries by intra-arterial infusion of substances that promote release of nitric 

oxide, such as acetylcholine, but this method is limited by its invasive nature 
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which affects its widespread use in asymptomatic subjects.245 One of the most 

widely used non-invasive tests is flow-mediated dilation (FMD), an ultrasound-

based method in which arterial diameter is measured in response to an increase 

in shear stress causing endothelium-dependent dilatation.246  FMD has been 

shown to correlate with invasive measures of endothelial function and also with 

major traditional vascular risk factors. 247-250  Whether a favorable CVD risk 

profile is associated with a higher FMD has not evaluated. Our objective is to 

evaluate the association between FMD and CVHI in a twin sample. This study 

will further highlight the utility of CVHI metric and its relationship with pre-clinical 

biomarkers of cardiovascular dieseases. 

 

Project 3: Psychosocial Stress and CVHI  

Psychosocial stress has also been implicated in the development and prognosis 

of cardiovascular disease. The biological definition of stress suggests that it is ‘a 

state of threatened homeostasis provoked by a psychological, environmental, or 

physiologic stressor’. A number of psychosocial stressors are prospectively 

associated with incidence and progression of CVD. Most of these studies have 

examined chronic stressors in the form of work stress and produced fairly 

consistent results.251,252  However, these studies have generally included white 

population and thus more research is needed to determine whether associations 

between psychosocial stressors and CVD outcomes vary by race. Psychosocial 

stress can contribute to stroke risk or survival following a stroke through a variety 
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of mechanisms. Psychosocial stress have known neuroendocrine and 

immunological effects both of which could influence stroke risk.253  They are well-

recognized risk factors that appear to contribute to all recognized mechanisms 

underlying cardiovascular events, specifically, endothelial dysfunction, 

myocardial ischemia, plaque rupture, thrombosis, and arrhythmias. Studies have 

also found an association with progression of carotid atherosclerosis,254,255   

Other potential underlying pathophysiological mechanisms that have been 

proposed include increases in sympathetic nervous system activity as evidenced 

by changes in heart rate variability, increased inflammation indicated by higher C 

-reactive protein, and increased platelet aggregation. 256 Moreover, psychosocial 

stress may negatively impact stroke risk factors. For example, previous research 

has shown that high levels of stress are associated with decreased physical 

activity, higher prevalence of smoking, hypertension and altered lipid metabolism 

257-262  Subjects who have higher levels of stress expresses symptoms such as 

low mood, changes in eating habits, decreased adherence to recommended 

lifestyle and treatment, and increased suicidal ideation, all of which may manifest 

in a subsequent stroke event.263,264 

Thus psychosocial stress may affect changes in an individual’s health status that 

may influence the risk of stroke through non-compliance with medical 

recommendations as well as presence of elevated CVD risk factors such as 

smoking and hypertension. The extent and degree to which these psychosocial 

risk factors varies by race, gender and socio-economic status and how it affects 
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overall cardiovascular health has not been well characterized in the United 

States population. Another of our proposal is to compare the prevalence of 

cardiovascular health, and the frequency of risk factor treatment among eligible 

people with and without adverse psychosocial factors. We hypothesize that 

people with adverse psychosocial factors are less likely to be compliant to 

medical recommendations and are less likely to be at ideal cardiovascular health 

predisposing them to more stroke events compared with people without these 

factors. 

 

Project 4: Utility of CVHI in Primary Care  

Interventions selected for use in prevention must lead to favorable changes in 

risk factors and outcomes, be cost effective, and be financially and logistically 

feasible. There is a well-documented gap between guidelines for management of 

risk factors and the care delivered in primary care settings for chronic 

illnesses.265  There have also been a few attempts to improve delivery of 

preventive services at primary care offices, but their success has been limited 

because of provider barriers including limited amount of time with patients, 

provider motivation and competing demands faced by providers.266-268  Despite 

this, improving the delivery of preventive services at primary care offices remains 

an important goal. The United States Preventive Services Task Force data 

suggest that among the most effective interventions available to physicians for 

reducing the incidence and severity of disease and disability are those that 

address the personal health practices of patients.269 Preventive intervention is 
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most appropriate in a setting where early contact is available, as in the primary 

care setting. 

 

Multiple-behavior interventions are likely to have much greater impact on public 

health than single-behavior interventions.270 Previous studies have shown that 

most cardiovascular disease events are preventable by achieving few 

parameters of cardiovascular health though multifactorial interventions.114,139-

141,271  The American Heart Association (AHA) new metric, Cardiovascular Health 

Index (CVHI) emphasizes goals for seven most important modifiable health 

factors and behaviors in achieving ideal cardiovascular health. Although there 

has been enormous interest in the new AHA metric as a measure to improve 

public health, its effectiveness as a multi-factorial intervention, has not been 

formally evaluated in a clinical trial and especially in a primary care setting. We 

hypothesize that people with at least one heart disease risk factor who 

participated in an online/paper-based CVHI self-monitoring intervention, 

compared with usual-care control subjects would demonstrate improvements in 

health behaviors and factors. We propose to conduct a single center pilot 

randomized controlled trial in which 120 patients will be assigned to either a 

CVHI intervention or a usual care group. Patients will be randomized to the 

intervention or control groups and evaluated on improvement in CVHI score 

(primary outcome). Effectiveness of both approaches will be evaluated after 6 

months in a primary care clinic population in Atlanta. The pilot project will also 

test the feasibility of implementing such a project, identifying barriers to care 
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among patients and providers. Our goal is to publish results from our pilot study 

in a manuscript and identify key strategies leading to implementation of a larger 

project focused on improved patient education and health goals within the Emory 

Healthcare system in Atlanta. The need to address multiple risk factors in primary 

care via effective and efficient practical approaches is increasingly urgent. 

Scaling-up such interventions in primary care will empower the physician-patient 

relationship to promote healthy behaviors and achieve the full potential of primary 

care.  

 



110 
 

 

References 
 

1. Mathers CD, Loncar D. Projections of global mortality and burden of disease from 2002 
to 2030. PLoS Med 2006;3:e442. 
2. Murray CJ, Lopez AD. Mortality by cause for eight regions of the world: Global Burden of 
Disease Study. Lancet 1997;349:1269-76. 
3. Feigin VL, Krishnamurthi R. Public health strategies could reduce the global stroke 
epidemic. Lancet Neurol 2010;9:847-8. 
4. Strong K, Mathers C, Bonita R. Preventing stroke: saving lives around the world. Lancet 
Neurol 2007;6:182-7. 
5. Feigin VL, Lawes CM, Bennett DA, Barker-Collo SL, Parag V. Worldwide stroke incidence 
and early case fatality reported in 56 population-based studies: a systematic review. Lancet 
Neurol 2009;8:355-69. 
6. Johnston SC, Mendis S, Mathers CD. Global variation in stroke burden and mortality: 
estimates from monitoring, surveillance, and modelling. Lancet Neurol 2009;8:345-54. 
7. Broderick J, Brott T, Kothari R, et al. The Greater Cincinnati/Northern Kentucky Stroke 
Study: preliminary first-ever and total incidence rates of stroke among blacks. Stroke 
1998;29:415-21. 
8. Roger VL, Go AS, Lloyd-Jones DM, et al. Heart disease and stroke statistics--2011 update: 
a report from the American Heart Association. Circulation 2011;123:e18-e209. 
9. Go AS, Mozaffarian D, Roger VL, et al. Heart disease and stroke statistics--2013 update: 
a report from the american heart association. Circulation 2013;127:e6-e245. 
10. Carandang R, Seshadri S, Beiser A, et al. Trends in incidence, lifetime risk, severity, and 
30-day mortality of stroke over the past 50 years. JAMA 2006;296:2939-46. 
11. Gillum RF, Sempos CT. The end of the long-term decline in stroke mortality in the United 
States? Stroke 1997;28:1527-9. 
12. Brown RD, Whisnant JP, Sicks JD, O'Fallon WM, Wiebers DO. Stroke incidence, 
prevalence, and survival: secular trends in Rochester, Minnesota, through 1989. Stroke 
1996;27:373-80. 
13. Taylor TN, Davis PH, Torner JC, Holmes J, Meyer JW, Jacobson MF. Lifetime cost of 
stroke in the United States. Stroke 1996;27:1459-66. 
14. Brown DL, Boden-Albala B, Langa KM, et al. Projected costs of ischemic stroke in the 
United States. Neurology 2006;67:1390-5. 
15. Ashrafian H. Familial stroke 2700 years ago. Stroke 2010;41:e187; author reply e8. 
16. Donnan GA, Fisher M, Macleod M, Davis SM. Stroke. Lancet 2008;371:1612-23. 
17. Chamorro A. Role of inflammation in stroke and atherothrombosis. Cerebrovascular 
diseases (Basel, Switzerland) 2004;17 Suppl 3:1-5. 
18. Ridker PM. Cardiology Patient Page. C-reactive protein: a simple test to help predict risk 
of heart attack and stroke. Circulation 2003;108:e81-5. 
19. LaRosa JC, Hunninghake D, Bush D, et al. The cholesterol facts. A summary of the 
evidence relating dietary fats, serum cholesterol, and coronary heart disease. A joint statement 
by the American Heart Association and the National Heart, Lung, and Blood Institute. The Task 
Force on Cholesterol Issues, American Heart Association. Circulation 1990;81:1721-33. 
20. van den Hoogen PC, Feskens EJ, Nagelkerke NJ, Menotti A, Nissinen A, Kromhout D. The 
relation between blood pressure and mortality due to coronary heart disease among men in 
different parts of the world. Seven Countries Study Research Group. N Engl J Med 2000;342:1-8. 



111 
 

 

21. Reddy KS, Yusuf S. Emerging epidemic of cardiovascular disease in developing countries. 
Circulation 1998;97:596-601. 
22. O'Donnell MJ, Xavier D, Liu L, et al. Risk factors for ischaemic and intracerebral 
haemorrhagic stroke in 22 countries (the INTERSTROKE study): a case-control study. Lancet 
2010;376:112-23. 
23. Lenfant C. Can we prevent cardiovascular diseases in low- and middle-income countries? 
Bulletin of the World Health Organization 2001;79:980-2; discussion 3-7. 
24. Goldstein LB, Adams R, Alberts MJ, et al. Primary prevention of ischemic stroke: a 
guideline from the American Heart Association/American Stroke Association Stroke Council: 
cosponsored by the Atherosclerotic Peripheral Vascular Disease Interdisciplinary Working 
Group; Cardiovascular Nursing Council; Clinical Cardiology Council; Nutrition, Physical Activity, 
and Metabolism Council; and the Quality of Care and Outcomes Research Interdisciplinary 
Working Group: the American Academy of Neurology affirms the value of this guideline. Stroke 
2006;37:1583-633. 
25. Goldstein LB, Bushnell CD, Adams RJ, et al. Guidelines for the primary prevention of 
stroke: a guideline for healthcare professionals from the American Heart Association/American 
Stroke Association. Stroke 2011;42:517-84. 
26. Wolf PA, D'Agostino RB, O'Neal MA, et al. Secular trends in stroke incidence and 
mortality. The Framingham Study. Stroke 1992;23:1551-5. 
27. Sacco RL, Gan R, Boden-Albala B, et al. Leisure-time physical activity and ischemic stroke 
risk: the Northern Manhattan Stroke Study. Stroke 1998;29:380-7. 
28. Kittner SJ, Stern BJ, Feeser BR, et al. Pregnancy and the risk of stroke. N Engl J Med 
1996;335:768-74. 
29. Qureshi AI, Giles WH, Croft JB, Stern BJ. Number of pregnancies and risk for stroke and 
stroke subtypes. Arch Neurol 1997;54:203-6. 
30. Mosca L, Manson JE, Sutherland SE, Langer RD, Manolio T, Barrett-Connor E. 
Cardiovascular disease in women: a statement for healthcare professionals from the American 
Heart Association. Writing Group. Circulation 1997;96:2468-82. 
31. Gorelick PB. Cerebrovascular disease in African Americans. Stroke 1998;29:2656-64. 
32. Howard G, Anderson R, Sorlie P, Andrews V, Backlund E, Burke GL. Ethnic differences in 
stroke mortality between non-Hispanic whites, Hispanic whites, and blacks. The National 
Longitudinal Mortality Study. Stroke 1994;25:2120-5. 
33. Welin L, Svardsudd K, Wilhelmsen L, Larsson B, Tibblin G. Analysis of risk factors for 
stroke in a cohort of men born in 1913. N Engl J Med 1987;317:521-6. 
34. Kiely DK, Wolf PA, Cupples LA, Beiser AS, Myers RH. Familial aggregation of stroke. The 
Framingham Study. Stroke 1993;24:1366-71. 
35. MacMahon S, Peto R, Cutler J, et al. Blood pressure, stroke, and coronary heart disease. 
Part 1, Prolonged differences in blood pressure: prospective observational studies corrected for 
the regression dilution bias. Lancet 1990;335:765-74. 
36. Effects of treatment on morbidity in hypertension. Results in patients with diastolic 
blood pressures averaging 115 through 129 mm Hg. JAMA 1967;202:1028-34. 
37. Effects of treatment on morbidity in hypertension. II. Results in patients with diastolic 
blood pressure averaging 90 through 114 mm Hg. JAMA 1970;213:1143-52. 
38. Cushman WC, Evans GW, Byington RP, et al. Effects of intensive blood-pressure control 
in type 2 diabetes mellitus. N Engl J Med 2010;362:1575-85. 
39. Psaty BM, Smith NL, Siscovick DS, et al. Health outcomes associated with 
antihypertensive therapies used as first-line agents. A systematic review and meta-analysis. 
JAMA 1997;277:739-45. 



112 
 

 

40. Burt VL, Cutler JA, Higgins M, et al. Trends in the prevalence, awareness, treatment, and 
control of hypertension in the adult US population. Data from the health examination surveys, 
1960 to 1991. Hypertension 1995;26:60-9. 
41. Klungel OH, Stricker BH, Paes AH, et al. Excess stroke among hypertensive men and 
women attributable to undertreatment of hypertension. Stroke 1999;30:1312-8. 
42. Friday GH. Antihypertensive medication compliance in African-American stroke patients: 
behavioral epidemiology and interventions. Neuroepidemiology 1999;18:223-30. 
43. Bonita R, Duncan J, Truelsen T, Jackson RT, Beaglehole R. Passive smoking as well as 
active smoking increases the risk of acute stroke. Tob Control 1999;8:156-60. 
44. Wells AJ. Passive smoking as a cause of heart disease. J Am Coll Cardiol 1994;24:546-54. 
45. Kawachi I, Colditz GA, Stampfer MJ, et al. Smoking cessation and decreased risk of 
stroke in women. JAMA 1993;269:232-6. 
46. Wolf PA, D'Agostino RB, Kannel WB, Bonita R, Belanger AJ. Cigarette smoking as a risk 
factor for stroke. The Framingham Study. JAMA 1988;259:1025-9. 
47. Wannamethee SG, Shaper AG, Whincup PH, Walker M. Smoking cessation and the risk 
of stroke in middle-aged men. JAMA 1995;274:155-60. 
48. Baillie GM, Sherer JT, Weart CW. Insulin and coronary artery disease: is syndrome X the 
unifying hypothesis? Ann Pharmacother 1998;32:233-47. 
49. Garvey WT, Hermayer KL. Clinical implications of the insulin resistance syndrome. Clin 
Cornerstone 1998;1:13-28. 
50. Vermeer SE, Sandee W, Algra A, Koudstaal PJ, Kappelle LJ, Dippel DW. Impaired glucose 
tolerance increases stroke risk in nondiabetic patients with transient ischemic attack or minor 
ischemic stroke. Stroke 2006;37:1413-7. 
51. Curb JD, Abbott RD, Rodriguez BL, et al. High density lipoprotein cholesterol and the risk 
of stroke in elderly men: the Honolulu heart program. Am J Epidemiol 2004;160:150-7. 
52. Wolf PA, Abbott RD, Kannel WB. Atrial fibrillation as an independent risk factor for 
stroke: the Framingham Study. Stroke 1991;22:983-8. 
53. Wang TJ, Massaro JM, Levy D, et al. A risk score for predicting stroke or death in 
individuals with new-onset atrial fibrillation in the community: the Framingham Heart Study. 
JAMA 2003;290:1049-56. 
54. Komrad MS, Coffey CE, Coffey KS, McKinnis R, Massey EW, Califf RM. Myocardial 
infarction and stroke. Neurology 1984;34:1403-9. 
55. Chimowitz MI, Mancini GB. Asymptomatic coronary artery disease in patients with 
stroke. Prevalence, prognosis, diagnosis, and treatment. Stroke 1992;23:433-6. 
56. Sen S, Oppenheimer SM. Cardiac disorders and stroke. Curr Opin Neurol 1998;11:51-6. 
57. Ganesan V, Prengler M, McShane MA, Wade AM, Kirkham FJ. Investigation of risk 
factors in children with arterial ischemic stroke. Ann Neurol 2003;53:167-73. 
58. Cholesterol, diastolic blood pressure, and stroke: 13,000 strokes in 450,000 people in 45 
prospective cohorts. Prospective studies collaboration. Lancet 1995;346:1647-53. 
59. Benfante R, Yano K, Hwang LJ, Curb JD, Kagan A, Ross W. Elevated serum cholesterol is a 
risk factor for both coronary heart disease and thromboembolic stroke in Hawaiian Japanese 
men. Implications of shared risk. Stroke 1994;25:814-20. 
60. Blauw GJ, Lagaay AM, Smelt AH, Westendorp RG. Stroke, statins, and cholesterol. A 
meta-analysis of randomized, placebo-controlled, double-blind trials with HMG-CoA reductase 
inhibitors. Stroke 1997;28:946-50. 
61. Bucher HC, Griffith LE, Guyatt GH. Systematic review on the risk and benefit of different 
cholesterol-lowering interventions. Arterioscler Thromb Vasc Biol 1999;19:187-95. 



113 
 

 

62. Rexrode KM, Hennekens CH, Willett WC, et al. A prospective study of body mass index, 
weight change, and risk of stroke in women. JAMA 1997;277:1539-45. 
63. Bazzano LA, Serdula MK, Liu S. Dietary intake of fruits and vegetables and risk of 
cardiovascular disease. Curr Atheroscler Rep 2003;5:492-9. 
64. Johnsen SP, Overvad K, Stripp C, Tjonneland A, Husted SE, Sorensen HT. Intake of fruit 
and vegetables and the risk of ischemic stroke in a cohort of Danish men and women. Am J Clin 
Nutr 2003;78:57-64. 
65. Steffen LM, Jacobs DR, Jr., Stevens J, Shahar E, Carithers T, Folsom AR. Associations of 
whole-grain, refined-grain, and fruit and vegetable consumption with risks of all-cause mortality 
and incident coronary artery disease and ischemic stroke: the Atherosclerosis Risk in 
Communities (ARIC) Study. Am J Clin Nutr 2003;78:383-90. 
66. Joshipura KJ, Ascherio A, Manson JE, et al. Fruit and vegetable intake in relation to risk 
of ischemic stroke. JAMA 1999;282:1233-9. 
67. Hillbom M, Numminen H, Juvela S. Recent heavy drinking of alcohol and embolic stroke. 
Stroke 1999;30:2307-12. 
68. Gill JS, Zezulka AV, Shipley MJ, Gill SK, Beevers DG. Stroke and alcohol consumption. N 
Engl J Med 1986;315:1041-6. 
69. Mazzaglia G, Britton AR, Altmann DR, Chenet L. Exploring the relationship between 
alcohol consumption and non-fatal or fatal stroke: a systematic review. Addiction 2001;96:1743-
56. 
70. Stampfer MJ, Colditz GA, Willett WC, Speizer FE, Hennekens CH. A prospective study of 
moderate alcohol consumption and the risk of coronary disease and stroke in women. N Engl J 
Med 1988;319:267-73. 
71. Sacco RL, Elkind M, Boden-Albala B, et al. The protective effect of moderate alcohol 
consumption on ischemic stroke. JAMA 1999;281:53-60. 
72. Djousse L, Ellison RC, Beiser A, Scaramucci A, D'Agostino RB, Wolf PA. Alcohol 
consumption and risk of ischemic stroke: The Framingham Study. Stroke 2002;33:907-12. 
73. Partinen M, Palomaki H. Snoring and cerebral infarction. Lancet 1985;2:1325-6. 
74. Palomaki H, Partinen M, Erkinjuntti T, Kaste M. Snoring, sleep apnea syndrome, and 
stroke. Neurology 1992;42:75-81; discussion 2. 
75. Tzourio C, Tehindrazanarivelo A, Iglesias S, et al. Case-control study of migraine and risk 
of ischaemic stroke in young women. BMJ (Clinical research ed) 1995;310:830-3. 
76. Merikangas KR, Fenton BT, Cheng SH, Stolar MJ, Risch N. Association between migraine 
and stroke in a large-scale epidemiological study of the United States. Arch Neurol 1997;54:362-
8. 
77. Oral contraceptives and stroke in young women. Associated risk factors. JAMA 
1975;231:718-22. 
78. Chan WS, Ray J, Wai EK, et al. Risk of stroke in women exposed to low-dose oral 
contraceptives: a critical evaluation of the evidence. Arch Intern Med 2004;164:741-7. 
79. Schwartz SM, Siscovick DS, Longstreth WT, Jr., et al. Use of low-dose oral contraceptives 
and stroke in young women. Ann Intern Med 1997;127:596-603. 
80. Kapral MK, Wang H, Mamdani M, Tu JV. Effect of socioeconomic status on treatment 
and mortality after stroke. Stroke 2002;33:268-73. 
81. Avendano M, Kawachi I, Van Lenthe F, et al. Socioeconomic status and stroke incidence 
in the US elderly: the role of risk factors in the EPESE study. Stroke 2006;37:1368-73. 
82. Avendano M, Kunst AE, Huisman M, et al. Educational level and stroke mortality: a 
comparison of 10 European populations during the 1990s. Stroke 2004;35:432-7. 



114 
 

 

83. Eriksson JG, Forsen T, Tuomilehto J, Osmond C, Barker DJ. Early growth, adult income, 
and risk of stroke. Stroke 2000;31:869-74. 
84. Massing MW, Rosamond WD, Wing SB, Suchindran CM, Kaplan BH, Tyroler HA. Income, 
income inequality, and cardiovascular disease mortality: relations among county populations of 
the United States, 1985 to 1994. South Med J 2004;97:475-84. 
85. Borhani NO. CHANGES AND GEOGRAPHIC DISTRIBUTION OF MORTALITY FROM 
CEREBROVASCULAR DISEASE. Am J Public Health Nations Health 1965;55:673-81. 
86. Lanska DJ. Geographic distribution of stroke mortality in the United States: 1939-1941 
to 1979-1981. Neurology 1993;43:1839-51. 
87. Feinleib M, Ingster L, Rosenberg H, Maurer J, Singh G, Kochanek K. Time trends, cohort 
effects, and geographic patterns in stroke mortality--United States. Annals of epidemiology 
1993;3:458-65. 
88. Pickle LW, Mungiole M, Gillum RF. Geographic variation in stroke mortality in blacks and 
whites in the United States. Stroke 1997;28:1639-47. 
89. Lanska DJ, Kuller LH. The geography of stroke mortality in the United States and the 
concept of a stroke belt. Stroke 1995;26:1145-9. 
90. Howard G, Anderson R, Johnson NJ, Sorlie P, Russell G, Howard VJ. Evaluation of social 
status as a contributing factor to the stroke belt region of the United States. Stroke 
1997;28:936-40. 
91. Howard G. Why do we have a stroke belt in the southeastern United States? A review of 
unlikely and uninvestigated potential causes. Am J Med Sci 1999;317:160-7. 
92. Kleindorfer DO, Khoury J, Moomaw CJ, et al. Stroke incidence is decreasing in whites but 
not in blacks: a population-based estimate of temporal trends in stroke incidence from the 
Greater Cincinnati/Northern Kentucky Stroke Study. Stroke 2010;41:1326-31. 
93. Luepker RV, Arnett DK, Jacobs DR, Jr., et al. Trends in blood pressure, hypertension 
control, and stroke mortality: the Minnesota Heart Survey. Am J Med 2006;119:42-9. 
94. Giles WH, Kittner SJ, Hebel JR, Losonczy KG, Sherwin RW. Determinants of black-white 
differences in the risk of cerebral infarction. The National Health and Nutrition Examination 
Survey Epidemiologic Follow-up Study. Arch Intern Med 1995;155:1319-24. 
95. Gillum RF. Risk factors for stroke in blacks: a critical review. Am J Epidemiol 
1999;150:1266-74. 
96. Pleis JR, Lucas JW, Ward BW. Summary health statistics for U.S. adults: National Health 
Interview Survey, 2008. Vital Health Stat 10 2009:1-157. 
97. Rose G. Sick individuals and sick populations. Int J Epidemiol 2001;30:427-32; discussion 
33-4. 
98. Manuel DG, Lim J, Tanuseputro P, et al. Revisiting Rose: strategies for reducing coronary 
heart disease. BMJ (Clinical research ed) 2006;332:659-62. 
99. Capewell S, Graham H. Will cardiovascular disease prevention widen health inequalities? 
PLoS Med 2010;7:e1000320. 
100. Rose G. Strategy of prevention: lessons from cardiovascular disease. Br Med J (Clin Res 
Ed) 1981;282:1847-51. 
101. Stamler R. Implications of the INTERSALT study. Hypertension 1991;17:I16-20. 
102. Pell JP, Haw S, Cobbe S, et al. Smoke-free legislation and hospitalizations for acute 
coronary syndrome. N Engl J Med 2008;359:482-91. 
103. Levy DT, Chaloupka F, Gitchell J. The effects of tobacco control policies on smoking 
rates: a tobacco control scorecard. J Public Health Manag Pract 2004;10:338-53. 
104. Stender S, Dyerberg J, Bysted A, Leth T, Astrup A. A trans world journey. Atheroscler 
Suppl 2006;7:47-52. 



115 
 

 

105. T S. Reflections on Cardiovascular Diseases. Interdiscip Sci Rev 1978; 3: 225–230 1978. 
106. Meador CK. THE ART AND SCIENCE OF NONDISEASE. N Engl J Med 1965;272:92-5. 
107. Marinker M. Why make people patients? J Med Ethics 1975;1:81-4. 
108. Smith R. In search of "non-disease". BMJ (Clinical research ed) 2002;324:883-5. 
109. Tulloch A. What do we mean by health? Br J Gen Pract 2005;55:320-3; discussion 1-2. 
110. Saracci R. The World Health Organisation needs to reconsider its definition of health. 
BMJ (Clinical research ed) 1997;314:1409-10. 
111. Murray CJ, Salomon JA, Mathers C. A critical examination of summary measures of 
population health. Bulletin of the World Health Organization 2000;78:981-94. 
112. Niebroj LT. Defining health/illness: societal and/or clinical medicine? J Physiol Pharmacol 
2006;57 Suppl 4:251-62. 
113. Stamler J, Stamler R, Neaton JD. Blood pressure, systolic and diastolic, and 
cardiovascular risks. US population data. Arch Intern Med 1993;153:598-615. 
114. Vasan RS, Sullivan LM, Wilson PW, et al. Relative importance of borderline and elevated 
levels of coronary heart disease risk factors. Ann Intern Med 2005;142:393-402. 
115. Bjorck L, Rosengren A, Bennett K, Lappas G, Capewell S. Modelling the decreasing 
coronary heart disease mortality in Sweden between 1986 and 2002. Eur Heart J 2009;30:1046-
56. 
116. Bennett K, Kabir Z, Unal B, et al. Explaining the recent decrease in coronary heart 
disease mortality rates in Ireland, 1985-2000. J Epidemiol Community Health 2006;60:322-7. 
117. Laatikainen T, Critchley J, Vartiainen E, Salomaa V, Ketonen M, Capewell S. Explaining 
the decline in coronary heart disease mortality in Finland between 1982 and 1997. Am J 
Epidemiol 2005;162:764-73. 
118. Unal B, Critchley JA, Capewell S. Explaining the decline in coronary heart disease 
mortality in England and Wales between 1981 and 2000. Circulation 2004;109:1101-7. 
119. Emberson J, Whincup P, Morris R, Walker M, Ebrahim S. Evaluating the impact of 
population and high-risk strategies for the primary prevention of cardiovascular disease. Eur 
Heart J 2004;25:484-91. 
120. Capewell S, Ford ES, Croft JB, Critchley JA, Greenlund KJ, Labarthe DR. Cardiovascular 
risk factor trends and potential for reducing coronary heart disease mortality in the United 
States of America. Bulletin of the World Health Organization 2010;88:120-30. 
121. Murray CJ, Lauer JA, Hutubessy RC, et al. Effectiveness and costs of interventions to 
lower systolic blood pressure and cholesterol: a global and regional analysis on reduction of 
cardiovascular-disease risk. Lancet 2003;361:717-25. 
122. Lloyd-Jones DM, Hong Y, Labarthe D, et al. Defining and setting national goals for 
cardiovascular health promotion and disease reduction: the American Heart Association's 
strategic Impact Goal through 2020 and beyond. Circulation 2010;121:586-613. 
123. Willcox BJ, He Q, Chen R, et al. Midlife risk factors and healthy survival in men. JAMA 
2006;296:2343-50. 
124. Strandberg A, Strandberg TE, Salomaa VV, Pitkala K, Happola O, Miettinen TA. A follow-
up study found that cardiovascular risk in middle age predicted mortality and quality of life in 
old age. J Clin Epidemiol 2004;57:415-21. 
125. Folsom AR, Yatsuya H, Nettleton JA, Lutsey PL, Cushman M, Rosamond WD. Community 
prevalence of ideal cardiovascular health, by the American Heart Association definition, and 
relationship with cardiovascular disease incidence. J Am Coll Cardiol 2011;57:1690-6. 
126. Yang Q, Cogswell ME, Flanders WD, et al. Trends in cardiovascular health metrics and 
associations with all-cause and CVD mortality among US adults. JAMA 2012;307:1273-83. 



116 
 

 

127. Huffman MD, Capewell S, Ning H, Shay CM, Ford ES, Lloyd-Jones DM. Cardiovascular 
Health Behavior and Health Factor Changes (1988-2008) and Projections to 2020: Results from 
the National Health and Nutrition Examination Surveys (NHANES). Circulation 2012. 
128. Shay CM, Ning H, Allen NB, et al. Status of cardiovascular health in US adults: prevalence 
estimates from the National Health and Nutrition Examination Surveys (NHANES) 2003-2008. 
Circulation 2012;125:45-56. 
129. Law MR, Wald NJ. Risk factor thresholds: their existence under scrutiny. BMJ (Clinical 
research ed) 2002;324:1570-6. 
130. Eaton SB, Eaton SB, 3rd, Konner MJ. Paleolithic nutrition revisited: a twelve-year 
retrospective on its nature and implications. Eur J Clin Nutr 1997;51:207-16. 
131. Eaton SB, Konner M. Paleolithic nutrition. A consideration of its nature and current 
implications. N Engl J Med 1985;312:283-9. 
132. Law MR, Frost CD, Wald NJ. By how much does dietary salt reduction lower blood 
pressure? I--Analysis of observational data among populations. BMJ (Clinical research ed) 
1991;302:811-5. 
133. Page LB, Damon A, Moellering RC, Jr. Antecedents of cardiovascular disease in six 
Solomon Islands societies. Circulation 1974;49:1132-46. 
134. Law MR, Wald NJ, Thompson SG. By how much and how quickly does reduction in 
serum cholesterol concentration lower risk of ischaemic heart disease? BMJ 1994;308:367-72. 
135. Wald NJ, Law MR. A strategy to reduce cardiovascular disease by more than 80%. BMJ 
(Clinical research ed) 2003;326:1419. 
136. Dabhadkar KC, Kulshreshtha A, Ali MK, Narayan KM. Prospects for a cardiovascular 
disease prevention polypill. Annu Rev Public Health 2011;32:23-38. 
137. Ford ES, Mokdad AH, Giles WH, Mensah GA. Serum total cholesterol concentrations and 
awareness, treatment, and control of hypercholesterolemia among US adults: findings from the 
National Health and Nutrition Examination Survey, 1999 to 2000. Circulation 2003;107:2185-9. 
138. Lloyd-Jones D, Adams RJ, Brown TM, et al. Executive summary: heart disease and stroke 
statistics--2010 update: a report from the American Heart Association. Circulation 
2010;121:948-54. 
139. Hozawa A, Folsom AR, Sharrett AR, Chambless LE. Absolute and attributable risks of 
cardiovascular disease incidence in relation to optimal and borderline risk factors: comparison of 
African American with white subjects--Atherosclerosis Risk in Communities Study. Arch Intern 
Med 2007;167:573-9. 
140. Stamler J, Stamler R, Neaton JD, et al. Low risk-factor profile and long-term 
cardiovascular and noncardiovascular mortality and life expectancy: findings for 5 large cohorts 
of young adult and middle-aged men and women. JAMA 1999;282:2012-8. 
141. Daviglus ML, Stamler J, Pirzada A, et al. Favorable cardiovascular risk profile in young 
women and long-term risk of cardiovascular and all-cause mortality. JAMA 2004;292:1588-92. 
142. Ford ES, Li C, Zhao G, Pearson WS, Capewell S. Trends in the prevalence of low risk 
factor burden for cardiovascular disease among United States adults. Circulation 2009;120:1181-
8. 
143. Bambs C, Kip KE, Dinga A, Mulukutla SR, Aiyer AN, Reis SE. Low prevalence of "ideal 
cardiovascular health" in a community-based population: the heart strategies concentrating on 
risk evaluation (Heart SCORE) study. Circulation 2011;123:850-7. 
144. Pedelty L, Gorelick PB. Management of hypertension and cerebrovascular disease in the 
elderly. Am J Med 2008;121:S23-31. 



117 
 

 

145. Collins R, Peto R, MacMahon S, et al. Blood pressure, stroke, and coronary heart 
disease. Part 2, Short-term reductions in blood pressure: overview of randomised drug trials in 
their epidemiological context. Lancet 1990;335:827-38. 
146. Allen CL, Bayraktutan U. Risk factors for ischaemic stroke. Int J Stroke 2008;3:105-16. 
147. Beckman JA, Creager MA, Libby P. Diabetes and atherosclerosis: epidemiology, 
pathophysiology, and management. JAMA 2002;287:2570-81. 
148. Hankey GJ. Smoking and risk of stroke. J Cardiovasc Risk 1999;6:207-11. 
149. Risk Factors for Stroke. 2011. (Accessed 25th May,, 2011, at 
http://www.americanheart.org/presenter.jhtml?identifier=4716.) 
150. Dunbabin DW, Sandercock PA. Preventing stroke by the modification of risk factors. 
Stroke 1990;21:IV36-9. 
151. Yoon PW, Scheuner MT, Peterson-Oehlke KL, Gwinn M, Faucett A, Khoury MJ. Can 
family history be used as a tool for public health and preventive medicine? Genetics in medicine 
: official journal of the American College of Medical Genetics 2002;4:304-10. 
152. Kardia SL, Modell SM, Peyser PA. Family-centered approaches to understanding and 
preventing coronary heart disease. American journal of preventive medicine 2003;24:143-51. 
153. Sesso HD, Lee IM, Gaziano JM, Rexrode KM, Glynn RJ, Buring JE. Maternal and paternal 
history of myocardial infarction and risk of cardiovascular disease in men and women. 
Circulation 2001;104:393-8. 
154. Jousilahti P, Puska P, Vartiainen E, Pekkanen J, Tuomilehto J. Parental history of 
premature coronary heart disease: an independent risk factor of myocardial infarction. J Clin 
Epidemiol 1996;49:497-503. 
155. Hippe M, Vestbo J, Hein HO, Borch-Johnsen K, Jensen G, Sorensen TI. Familial 
predisposition and susceptibility to the effect of other risk factors for myocardial infarction. J 
Epidemiol Community Health 1999;53:269-76. 
156. Scheuner MT, Whitworth WC, McGruder H, Yoon PW, Khoury MJ. Expanding the 
definition of a positive family history for early-onset coronary heart disease. Genetics in 
medicine : official journal of the American College of Medical Genetics 2006;8:491-501. 
157. Scheuner MT, Whitworth WC, McGruder H, Yoon PW, Khoury MJ. Familial risk 
assessment for early-onset coronary heart disease. Genetics in medicine : official journal of the 
American College of Medical Genetics 2006;8:525-31. 
158. Khaw KT, Barrett-Connor E. Family history of stroke as an independent predictor of 
ischemic heart disease in men and stroke in women. Am J Epidemiol 1986;123:59-66. 
159. Brass LM, Shaker LA. Family history in patients with transient ischemic attacks. Stroke 
1991;22:837-41. 
160. Boysen G, Nyboe J, Appleyard M, et al. Stroke incidence and risk factors for stroke in 
Copenhagen, Denmark. Stroke 1988;19:1345-53. 
161. Polychronopoulos P, Gioldasis G, Ellul J, et al. Family history of stroke in stroke types and 
subtypes. Journal of the neurological sciences 2002;195:117-22. 
162. Morrison AC, Fornage M, Liao D, Boerwinkle E. Parental history of stroke predicts 
subclinical but not clinical stroke: the Atherosclerosis Risk in Communities Study. Stroke 
2000;31:2098-102. 
163. Liao D, Myers R, Hunt S, et al. Familial history of stroke and stroke risk. The Family Heart 
Study. Stroke 1997;28:1908-12. 
164. Nicolaou M, DeStefano AL, Gavras I, et al. Genetic predisposition to stroke in relatives of 
hypertensives. Stroke 2000;31:487-92. 
165. Coll B, Feinstein SB. Carotid intima-media thickness measurements: techniques and 
clinical relevance. Curr Atheroscler Rep 2008;10:444-50. 

http://www.americanheart.org/presenter.jhtml?identifier=4716.


118 
 

 

166. Heiss G, Sharrett AR, Barnes R, Chambless LE, Szklo M, Alzola C. Carotid atherosclerosis 
measured by B-mode ultrasound in populations: associations with cardiovascular risk factors in 
the ARIC study. Am J Epidemiol 1991;134:250-6. 
167. Chambless LE, Heiss G, Folsom AR, et al. Association of coronary heart disease incidence 
with carotid arterial wall thickness and major risk factors: the Atherosclerosis Risk in 
Communities (ARIC) Study, 1987-1993. Am J Epidemiol 1997;146:483-94. 
168. Chambless LE, Folsom AR, Davis V, et al. Risk factors for progression of common carotid 
atherosclerosis: the Atherosclerosis Risk in Communities Study, 1987-1998. Am J Epidemiol 
2002;155:38-47. 
169. O'Leary DH, Polak JF, Kronmal RA, Manolio TA, Burke GL, Wolfson SK, Jr. Carotid-artery 
intima and media thickness as a risk factor for myocardial infarction and stroke in older adults. 
Cardiovascular Health Study Collaborative Research Group. N Engl J Med 1999;340:14-22. 
170. Bots ML, Hoes AW, Koudstaal PJ, Hofman A, Grobbee DE. Common carotid intima-media 
thickness and risk of stroke and myocardial infarction: the Rotterdam Study. Circulation 
1997;96:1432-7. 
171. Chambless LE, Folsom AR, Clegg LX, et al. Carotid wall thickness is predictive of incident 
clinical stroke: the Atherosclerosis Risk in Communities (ARIC) study. Am J Epidemiol 
2000;151:478-87. 
172. Lorenz MW, Markus HS, Bots ML, Rosvall M, Sitzer M. Prediction of clinical 
cardiovascular events with carotid intima-media thickness: a systematic review and meta-
analysis. Circulation 2007;115:459-67. 
173. Rosvall M, Janzon L, Berglund G, Engstrom G, Hedblad B. Incidence of stroke is related to 
carotid IMT even in the absence of plaque. Atherosclerosis 2005;179:325-31. 
174. Psaty BM, Furberg CD, Kuller LH, et al. Isolated systolic hypertension and subclinical 
cardiovascular disease in the elderly. Initial findings from the Cardiovascular Health Study. JAMA 
1992;268:1287-91. 
175. Allan PL, Mowbray PI, Lee AJ, Fowkes FG. Relationship between carotid intima-media 
thickness and symptomatic and asymptomatic peripheral arterial disease. The Edinburgh Artery 
Study. Stroke 1997;28:348-53. 
176. Prati P, Vanuzzo D, Casaroli M, et al. Prevalence and determinants of carotid 
atherosclerosis in a general population. Stroke 1992;23:1705-11. 
177. Ebrahim S, Papacosta O, Whincup P, et al. Carotid plaque, intima media thickness, 
cardiovascular risk factors, and prevalent cardiovascular disease in men and women: the British 
Regional Heart Study. Stroke 1999;30:841-50. 
178. Veller MG, Fisher CM, Nicolaides AN, et al. Measurement of the ultrasonic intima-media 
complex thickness in normal subjects. J Vasc Surg 1993;17:719-25. 
179. Salonen JT, Salonen R. Ultrasound B-mode imaging in observational studies of 
atherosclerotic progression. Circulation 1993;87:II56-65. 
180. Geroulakos G, O'Gorman D, Nicolaides A, Sheridan D, Elkeles R, Shaper AG. Carotid 
intima-media thickness: correlation with the British Regional Heart Study risk score. J Intern 
Med 1994;235:431-3. 
181. Hughes AD, Sinclair AM, Geroulakos G, et al. Structural changes in the heart and carotid 
arteries associated with hypertension in humans. Journal of human hypertension 1993;7:395-7. 
182. Howard G, Sharrett AR, Heiss G, et al. Carotid artery intimal-medial thickness 
distribution in general populations as evaluated by B-mode ultrasound. ARIC Investigators. 
Stroke 1993;24:1297-304. 
183. Touboul PJ, Labreuche J, Vicaut E, Amarenco P. Carotid intima-media thickness, plaques, 
and Framingham risk score as independent determinants of stroke risk. Stroke 2005;36:1741-5. 



119 
 

 

184. Heidenreich PA, Trogdon JG, Khavjou OA, et al. Forecasting the future of cardiovascular 
disease in the United States: a policy statement from the American Heart Association. 
Circulation 2011;123:933-44. 
185. Ford ES, Greenlund KJ, Hong Y. Ideal cardiovascular health and mortality from all causes 
and diseases of the circulatory system among adults in the United States. Circulation 
2012;125:987-95. 
186. Dong C, Rundek T, Wright CB, Anwar Z, Elkind MS, Sacco RL. Ideal cardiovascular health 
predicts lower risks of myocardial infarction, stroke, and vascular death across whites, blacks, 
and hispanics: the northern Manhattan study. Circulation 2012;125:2975-84. 
187. Howard VJ, Cushman M, Pulley L, et al. The reasons for geographic and racial differences 
in stroke study: objectives and design. Neuroepidemiology 2005;25:135-43. 
188. Block G, Thompson FE, Hartman AM, Larkin FA, Guire KE. Comparison of two dietary 
questionnaires validated against multiple dietary records collected during a 1-year period. J Am 
Diet Assoc 1992;92:686-93. 
189. Howard VJ, Kleindorfer DO, Judd SE, et al. Disparities in stroke incidence contributing to 
disparities in stroke mortality. Ann Neurol 2011;69:619-27. 
190. Stroke--1989. Recommendations on stroke prevention, diagnosis, and therapy. Report 
of the WHO Task Force on Stroke and other Cerebrovascular Disorders. Stroke 1989;20:1407-31. 
191. Gorelick PB, Sacco RL, Smith DB, et al. Prevention of a first stroke: a review of guidelines 
and a multidisciplinary consensus statement from the National Stroke Association. JAMA 
1999;281:1112-20. 
192. Fried LP, Borhani NO, Enright P, et al. The Cardiovascular Health Study: design and 
rationale. Annals of epidemiology 1991;1:263-76. 
193. The Atherosclerosis Risk in Communities (ARIC) Study: design and objectives. The ARIC 
investigators. Am J Epidemiol 1989;129:687-702. 
194. Chiuve SE, Rexrode KM, Spiegelman D, Logroscino G, Manson JE, Rimm EB. Primary 
prevention of stroke by healthy lifestyle. Circulation 2008;118:947-54. 
195. Maruthur NM, Wang NY, Appel LJ. Lifestyle interventions reduce coronary heart disease 
risk: results from the PREMIER Trial. Circulation 2009;119:2026-31. 
196. Glasgow RE, Lichtenstein E, Marcus AC. Why don't we see more translation of health 
promotion research to practice? Rethinking the efficacy-to-effectiveness transition. American 
journal of public health 2003;93:1261-7. 
197. Kurth T, Gaziano JM, Berger K, et al. Body mass index and the risk of stroke in men. Arch 
Intern Med 2002;162:2557-62. 
198. Brass LM, Isaacsohn JL, Merikangas KR, Robinette CD. A study of twins and stroke. 
Stroke 1992;23:221-3. 
199. Block G, Woods M, Potosky A, Clifford C. Validation of a self-administered diet history 
questionnaire using multiple diet records. J Clin Epidemiol 1990;43:1327-35. 
200. Schulz UG, Flossmann E, Rothwell PM. Heritability of ischemic stroke in relation to age, 
vascular risk factors, and subtypes of incident stroke in population-based studies. Stroke 
2004;35:819-24. 
201. Flossmann E, Rothwell PM. Family history of stroke in patients with transient ischemic 
attack in relation to hypertension and other intermediate phenotypes. Stroke 2005;36:830-5. 
202. Wolf PA CJDAR. Epidemiology of stroke. New York: Churchhill Livingstone; 1992. 
203. McCusker ME, Yoon PW, Gwinn M, Malarcher AM, Neff L, Khoury MJ. Family history of 
heart disease and cardiovascular disease risk-reducing behaviors. Genetics in medicine : official 
journal of the American College of Medical Genetics 2004;6:153-8. 



120 
 

 

204. Chang MH, Valdez R, Ned RM, et al. Influence of familial risk on diabetes risk-reducing 
behaviors among U.S. adults without diabetes. Diabetes care 2011;34:2393-9. 
205. Bousman CA, Madlensky L. Family history of lung cancer and contemplation of smoking 
cessation. Preventing chronic disease 2010;7:A29. 
206. Choi JC, Lee JS, Kang SY, Kang JH, Bae JM. Family history and risk for ischemic stroke: 
sibling history is more strongly correlated with the disease than parental history. Journal of the 
neurological sciences 2009;284:29-32. 
207. Meschia JF, Case LD, Worrall BB, et al. Family history of stroke and severity of neurologic 
deficit after stroke. Neurology 2006;67:1396-402. 
208. Kondo T, Toyoshima H, Tsuzuki Y, et al. Familial aggregation and coaggregation of 
history of hypertension and stroke. Journal of human hypertension 2005;19:119-25. 
209. Knuiman MW, Divitini ML, Welborn TA, Bartholomew HC. Familial correlations, 
cohabitation effects, and heritability for cardiovascular risk factors. Annals of epidemiology 
1996;6:188-94. 
210. Okura Y, Urban LH, Mahoney DW, Jacobsen SJ, Rodeheffer RJ. Agreement between self-
report questionnaires and medical record data was substantial for diabetes, hypertension, 
myocardial infarction and stroke but not for heart failure. J Clin Epidemiol 2004;57:1096-103. 
211. Kennedy RE, Howard G, Go RC, et al. Association between family risk of stroke and 
myocardial infarction with prevalent risk factors and coexisting diseases. Stroke 2012;43:974-9. 
212. Feng R, McClure LA, Tiwari HK, Howard G. A new estimate of family disease history 
providing improved prediction of disease risks. Statistics in medicine 2009;28:1269-83. 
213. Seshadri S, Beiser A, Pikula A, et al. Parental occurrence of stroke and risk of stroke in 
their children: the Framingham study. Circulation 2010;121:1304-12. 
214. Thompson SG, Greenberg G, Meade TW. Risk factors for stroke and myocardial 
infarction in women in the United Kingdom as assessed in general practice: a case-control study. 
British heart journal 1989;61:403-9. 
215. Goldberg J, Curran B, Vitek ME, Henderson WG, Boyko EJ. The Vietnam Era Twin 
Registry. Twin Res 2002;5:476-81. 
216. Zhao J, Cheema FA, Reddy U, et al. Heritability of flow-mediated dilation: a twin study. J 
Thromb Haemost 2007;5:2386-92. 
217. Vaccarino V, Khan D, Votaw J, et al. Inflammation is related to coronary flow reserve 
detected by positron emission tomography in asymptomatic male twins. J Am Coll Cardiol 
2011;57:1271-9. 
218. Shah AJ, Su S, Veledar E, et al. Is heart rate variability related to memory performance in 
middle-aged men? Psychosom Med 2011;73:475-82. 
219. Beck AT SR, Brown GK, ed. Beck Depression Inventory, 2nd Edition 

(BDI-II). San Antonio, TX: Psychological Corporation 1996. 
220. Osman A, Kopper BA, Barrios F, Gutierrez PM, Bagge CL. Reliability and validity of the 
Beck depression inventory--II with adolescent psychiatric inpatients. Psychological assessment 
2004;16:120-32. 
221. Fung TT, Chiuve SE, McCullough ML, Rexrode KM, Logroscino G, Hu FB. Adherence to a 
DASH-style diet and risk of coronary heart disease and stroke in women. Arch Intern Med 
2008;168:713-20. 
222. Kim H, Friedlander Y, Longstreth WT, Jr., Edwards KL, Schwartz SM, Siscovick DS. Family 
history as a risk factor for stroke in young women. American journal of preventive medicine 
2004;27:391-6. 



121 
 

 

223. Flossmann E, Schulz UG, Rothwell PM. Potential confounding by intermediate 
phenotypes in studies of the genetics of ischaemic stroke. Cerebrovascular diseases (Basel, 
Switzerland) 2005;19:1-10. 
224. Carlin JB, Gurrin LC, Sterne JA, Morley R, Dwyer T. Regression models for twin studies: a 
critical review. Int J Epidemiol 2005;34:1089-99. 
225. Cushman M JS, Howard V, Zakai N, Kiessela B, Kleindorfer D, Safford M, Howard G    Is 
Small Change Significant? Association of Small Differences in Life's Simple 7 and Mortality: the 
Reasons for Geographic and Racial Differences in Stroke (REGARDS) Cohort. In: American Heart 
Association, Annual Scientific Meeting. Chicago; 2010. 
226. L.J. Rasmussen-Torvik CMS, J. Abramson, J.A. Nettleton, C.A. Friedrich, A.E. Prizment, 
A.F. Folsom. The Association of AHA Ideal Cardiovascular Health with Cancer Incidence: The ARIC 
Study. In: American Heart Association, Annual Scientific Meeting; 2011; Orlando; 2011. 
227. Bertoni AG, Whitt-Glover MC, Chung H, et al. The association between physical activity 
and subclinical atherosclerosis: the Multi-Ethnic Study of Atherosclerosis. Am J Epidemiol 
2009;169:444-54. 
228. Woo KS, Chook P, Yu CW, et al. Effects of diet and exercise on obesity-related vascular 
dysfunction in children. Circulation 2004;109:1981-6. 
229. P. Muntner SEJ, L. Gao, O. Gutierrez, D. Rizk, W. McClellan, M. Cushman, D.G. Warnock. 
A Healthy Cardiovascular Risk Factor Profile is Associated With Lower Incidence of End-stage 
Renal Disease Among US Adults With Chronic Kidney Disease. In: American Heart Association, 
Epidemiology Meeting; 2012; San Diego; 2012. 
230. Gentile M, Iannuzzi A, Iannuzzo G, et al. Relation of body mass index with carotid intima-
media thickness and diameter is independent of metabolic syndrome in postmenopausal 
Mediterranean women. Menopause (New York, NY) 2012;19:1104-8. 
231. Juo SH, Lin HF, Rundek T, et al. Genetic and environmental contributions to carotid 
intima-media thickness and obesity phenotypes in the Northern Manhattan Family Study. Stroke 
2004;35:2243-7. 
232. Zhao J, Cheema FA, Bremner JD, et al. Heritability of carotid intima-media thickness: a 
twin study. Atherosclerosis 2008;197:814-20. 
233. The Power to Prevent, The Call to Control: At A Glance 2009. 2009. (Accessed December 
12th, 2012, at http://www.cdc.gov/chronicdisease/resources/publications/aag/chronic.htm.) 
234. Fang J, Yang Q, Hong Y, Loustalot F. Status of cardiovascular health among adult 
Americans in the 50 States and the District of Columbia, 2009. Journal of the American Heart 
Association 2012;1:e005371. 
235. Touze E, Varenne O, Chatellier G, Peyrard S, Rothwell PM, Mas JL. Risk of myocardial 
infarction and vascular death after transient ischemic attack and ischemic stroke: a systematic 
review and meta-analysis. Stroke 2005;36:2748-55. 
236. Redfern J, McKevitt C, Dundas R, Rudd AG, Wolfe CDA. Behavioral Risk Factor 
Prevalence and Lifestyle Change After Stroke : A Prospective Study. Stroke 2000;31:1877-81. 
237. Towfighi A, Markovic D, Ovbiagele B. Impact of a healthy lifestyle on all-cause and 
cardiovascular mortality after stroke in the USA. J Neurol Neurosurg Psychiatry 2012;83:146-51. 
238. Cai H, Harrison DG. Endothelial dysfunction in cardiovascular diseases: the role of 
oxidant stress. Circ Res 2000;87:840-4. 
239. Quyyumi AA. Prognostic value of endothelial function. Am J Cardiol 2003;91:19H-24H. 
240. Zeiher AM, Drexler H, Wollschlager H, Just H. Modulation of coronary vasomotor tone in 
humans. Progressive endothelial dysfunction with different early stages of coronary 
atherosclerosis. Circulation 1991;83:391-401. 

http://www.cdc.gov/chronicdisease/resources/publications/aag/chronic.htm.


122 
 

 

241. Yeung AC, Vekshtein VI, Krantz DS, et al. The effect of atherosclerosis on the vasomotor 
response of coronary arteries to mental stress. N Engl J Med 1991;325:1551-6. 
242. Levine GN, Keaney JF, Jr., Vita JA. Cholesterol reduction in cardiovascular disease. 
Clinical benefits and possible mechanisms. N Engl J Med 1995;332:512-21. 
243. Reddy KG, Nair RN, Sheehan HM, Hodgson JM. Evidence that selective endothelial 
dysfunction may occur in the absence of angiographic or ultrasound atherosclerosis in patients 
with risk factors for atherosclerosis. J Am Coll Cardiol 1994;23:833-43. 
244. Celermajer DS. Endothelial dysfunction: does it matter? Is it reversible? J Am Coll Cardiol 
1997;30:325-33. 
245. Joannides R, Haefeli WE, Linder L, et al. Nitric oxide is responsible for flow-dependent 
dilatation of human peripheral conduit arteries in vivo. Circulation 1995;91:1314-9. 
246. Mitchell GF, Parise H, Vita JA, et al. Local shear stress and brachial artery flow-mediated 
dilation: the Framingham Heart Study. Hypertension 2004;44:134-9. 
247. Patel S, Celermajer DS. Assessment of vascular disease using arterial flow mediated 
dilatation. Pharmacol Rep 2006;58 Suppl:3-7. 
248. Li J, Zhao SP, Li XP, Zhuo QC, Gao M, Lu SK. Non-invasive detection of endothelial 
dysfunction in patients with essential hypertension. Int J Cardiol 1997;61:165-9. 
249. Kirma C, Akcakoyun M, Esen AM, et al. Relationship between endothelial function and 
coronary risk factors in patients with stable coronary artery disease. Circ J 2007;71:698-702. 
250. Celermajer DS, Sorensen KE, Bull C, Robinson J, Deanfield JE. Endothelium-dependent 
dilation in the systemic arteries of asymptomatic subjects relates to coronary risk factors and 
their interaction. J Am Coll Cardiol 1994;24:1468-74. 
251. Rozanski A, Blumenthal JA, Davidson KW, Saab PG, Kubzansky L. The epidemiology, 
pathophysiology, and management of psychosocial risk factors in cardiac practice: the emerging 
field of behavioral cardiology. J Am Coll Cardiol 2005;45:637-51. 
252. Everson-Rose SA, Lewis TT. Psychosocial factors and cardiovascular diseases. Annu Rev 
Public Health 2005;26:469-500. 
253. Herbert TB, Cohen S. Depression and immunity: a meta-analytic review. Psychol Bull 
1993;113:472-86. 
254. Jones DJ, Bromberger JT, Sutton-Tyrrell K, Matthews KA. Lifetime history of depression 
and carotid atherosclerosis in middle-aged women. Arch Gen Psychiatry 2003;60:153-60. 
255. Colantonio A, Kasi SV, Ostfeld AM. Depressive symptoms and other psychosocial factors 
as predictors of stroke in the elderly. Am J Epidemiol 1992;136:884-94. 
256. Shimbo D, Davidson KW, Haas DC, Fuster V, Badimon JJ. Negative impact of depression 
on outcomes in patients with coronary artery disease: mechanisms, treatment considerations, 
and future directions. J Thromb Haemost 2005;3:897-908. 
257. Kaplan GA, Lazarus NB, Cohen RD, Leu DJ. Psychosocial factors in the natural history of 
physical activity. Am J Prev Med 1991;7:12-7. 
258. Anda RF, Williamson DF, Escobedo LG, Mast EE, Giovino GA, Remington PL. Depression 
and the dynamics of smoking. A national perspective. JAMA 1990;264:1541-5. 
259. Jonas BS, Franks P, Ingram DD. Are symptoms of anxiety and depression risk factors for 
hypertension? Longitudinal evidence from the National Health and Nutrition Examination Survey 
I Epidemiologic Follow-up Study. Arch Fam Med 1997;6:43-9. 
260. Morgan RE, Palinkas LA, Barrett-Connor EL, Wingard DL. Plasma cholesterol and 
depressive symptoms in older men. Lancet 1993;341:75-9. 
261. van Doornen LJ, van Blokland R. Serum-cholesterol: sex specific psychological correlates 
during rest and stress. J Psychosom Res 1987;31:239-49. 



123 
 

 

262. Camacho TC, Roberts RE, Lazarus NB, Kaplan GA, Cohen RD. Physical activity and 
depression: evidence from the Alameda County Study. Am J Epidemiol 1991;134:220-31. 
263. Wang PS, Bohn RL, Knight E, Glynn RJ, Mogun H, Avorn J. Noncompliance with 
antihypertensive medications: the impact of depressive symptoms and psychosocial factors. J 
Gen Intern Med 2002;17:504-11. 
264. Carney RM, Freedland KE, Eisen SA, Rich MW, Jaffe AS. Major depression and 
medication adherence in elderly patients with coronary artery disease. Health Psychol 
1995;14:88-90. 
265. Institute of Medicine CoQoHCiA. Crossing the Quality Chasm: A New Health System for 
the 21st Century. Washington, DC: National Academy Press; 2001. 
266. Nutting PA, Rost K, Smith J, Werner JJ, Elliot C. Competing demands from physical 
problems: effect on initiating and completing depression care over 6 months. Archives of family 
medicine 2000;9:1059-64. 
267. Stange KC, Woolf SH, Gjeltema K. One minute for prevention: the power of leveraging to 
fulfill the promise of health behavior counseling. American journal of preventive medicine 
2002;22:320-3. 
268. Jaen CR, Stange KC, Nutting PA. Competing demands of primary care: a model for the 
delivery of clinical preventive services. The Journal of family practice 1994;38:166-71. 
269. Cifuentes M, Fernald DH, Green LA, et al. Prescription for health: changing primary care 
practice to foster healthy behaviors. Annals of family medicine 2005;3 Suppl 2:S4-11. 
270. Nigg CR, Allegrante JP, Ory M. Theory-comparison and multiple-behavior research: 
common themes advancing health behavior research. Health education research 2002;17:670-9. 
271. Kornitzer M, Rose G. WHO European Collaborative Trial of multifactorial prevention of 
coronary heart disease. Preventive medicine 1985;14:272-8. 

 

 
 



124 
 

 

 

 

 

 
 

 

Tables and Figures 

 

 
 
 
 
 
 
 

 

 



125 
 

 

 

 

 

 
  



126 
 

 

Table 6:  Baseline characteristics of 22, 914 REGARDS study participants by race and CVHI health categories  

 
 

Overall 
(%) 

Cardiovascular Health Categories 

Blacks   (n=9,553) Whites   (n=13,361) 

Characteristic  
Optimum 

 
n=692 

Average 
 

n=7302 

Inadequate 
 

n=1559 

P-value Optimum 
 

n=2589 

Average 
 

n=9756 

Inadequate 
 

n=1016 

P-value 

Age  
    <65 years % 
    >65 years % 

45.2 
7.4 75.7 16.9 

0.13 
20.5 71.2 8.3 

<0.001 
7.0 77.4 15.5 18.1 75.1 6.8 

Sex 
    Male % 
    Female% 

58.6 
8.6 78.4 12.9 

<0.001 
18.5 74.9 6.6 

<0.001 
6.5 75.3 18.2 20.1 71.4 8.4 

Income  
    >$20,000k % 
    < $20,000k % 

16.3 
8.1 77.2 14.7 

<0.001 
20.2 72.9 6.8 

<0.001 
4.6 74.1 21.3 12.4 73.5 14.1 

Education  
    >12 years % 
    <12 years % 

10.8 
7.9 77.1 14.9 

<0.001 
20.1 72.7 7.2 

<0.001 
4.1 73.2 22.7 8.3 78.8 13.1 

Geographic Region 
    Belt % 
    Non-belt % 

21.0 
7.3 76.1 16.6 

0.18 
19.6 72.7 7.7 

0.24 
7.0 78.1 14.9 18.5 74.2 7.3 

Alcohol Consumption 
    Current % 
    Former % 

53.5 
7.8 75.9 16.2 

0.008 
21.3 72.0 6.7 

<0.001 
6.9 75.5 17.6 14.9 74.8 10.2 
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Table 7: Incidence rates and adjusted HR of stroke for CVHI components among REGARDS participants by race 

  Overall 
 
    IR†                      HR* 

                         (95% CI)  

Blacks 
 

    IR                      HR 

                         (95% CI) 

Whites 
 

    IR                      HR 

                          (95% CI) 

Total 
Cholesterol 
(n=22,106) 

Ideal 1.9 0.8 (0.6, 1.1) 2.3 0.7 (0.4, 1.0) 1.6 0.7 (0.5, 1.2) 

Intermediate 1.8 0.8 (0.6, 1.0) 1.8 0.8 (0.5, 1.3) 1.8 0.8 (0.6, 1.3) 

Poor 2.1 Ref 2.5 Ref 1.8 Ref 

Blood Pressure 
(n=22,864) 

Ideal 0.9 0.4 (0.3,0.6) 1.1 0.4(0.2, 0.7) 0.8 0.5 (0.3, 0.8) 

Intermediate 1.8 0.7(0.6, 0.9) 1.8 0.6(0.4, 0.8) 1.9 0.9 (0.6, 1.3) 

Poor 2.8 Ref 3.2 Ref 2.4 Ref 

Blood Glucose 
(n=22,551) 

Ideal 1.6 0.6 (0.5, 0.9) 1.7 0.7 (0.4, 1.1) 1.5 0.6 (0.4, 1.0) 

Intermediate 2.3 0.9 (0.6, 1.2) 2.5 1.0 (0.6, 1.6) 2.2 0.8 (0.5, 1.4) 

Poor 2.5 Ref 2.4 Ref 2.6 Ref 

Physical 
Activity 

(n=22,585) 

Ideal 1.8 0.9 (0.7, 1.1) 1.8 0.8 (0.6,1.2) 1.8 0.9 (0.6, 1.3) 

Intermediate 1.8 0.9 (0.6, 1.1) 2.0 0.9 (0.7, 1.3) 1.6 0.9 (0.6, 1.2) 

Poor 2.0 Ref 2.2 Ref 1.9 Ref 

Healthy Diet 
Score 

(n=16,829) 

Ideal**   -  -  

Intermediate 1.8 1.0 (0.7, 1.3) 2.2 1.1 (0.7,1.8) 1.5 0.9 (0.6, 1.3) 

Poor 1.9 Ref 2.0 Ref 1.7 Ref 
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Smoking 
(n=22,914) 

Ideal 2.2 0.6 (0.5, 0.8) 2.9 0.3 (0.1, 1.2) 1.6 0.5 (0.4, 0.7) 

Intermediate 2.3 0.5 (0.2, 1.1) 1.9 0.7 (0.5, 1.0) 2.5 0.7 (0.3, 1.8) 

Poor 2.4 Ref 2.3 Ref 2.4 Ref 

Body mass 
index 

(n=22,771) 

Ideal 2.1 1.0 (0.8, 1.3) 2.2 1.1 (0.7,1.6) 1.9 1.0 (0.7, 1.4) 

Intermediate 1.9 1.1 (0.9, 1.4) 2.1 1.1(0.8,1.6) 1.7 1.1 (0.8, 1.6) 

Poor 2.0 Ref 2.3 Ref 1.9 Ref 

*adjusted for age, gender, income, education, alcohol use, geographic region 

**category had no data  

† Incident rate per 10,000 person-years      
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Table 8:  Incidence rate and adjusted hazard ratio (95% CI) of incident stroke for categories of overall CVHI score 
by race   

 Overall 
(n=22, 914) 

IR†                          HR* 

                      (95% CI) 

Blacks 
(n=9,553) 

IR                        HR* 

                        (95% CI) 

Whites 
(n=13,361) 

IR                        HR* 

                         (95% CI) 

Cardiovascular 
Health Categories 

      

Optimum 1.3 
0.52 

(0.35, 0.76) 
1.6 

0.63 
(0.33, 1.22) 

1.2 
0.49 

(0.29, 0.89) 
 

Average 1.9 
0.73 

(0.55, 0.96) 
1.9 

0.76 
(0.53, 1.10) 

1.7 
0.71 

(0.46, 1.10) 

Inadequate 2.4 1.0 2.4 1.0 2.2 1.0 

P for Trend  ≤0.001  0.22  0.04 

CV Health Score 
Per Unit Increase 

 
0.92 

(0.88, 0.95) 
 

0.93 
(0.87, 0.98) 

 
0.91 

(0.86, 0.96) 

*adjusted for age, sex, income, alcohol use, education, geographic region 

† Incident rate per 10,000 person-years      
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Table 9: Adjusted hazard ratios for incident stroke associated with number of CVHI components   

No. of Ideal 
Health Metrics 

               Overall 
 
  Stroke                   HR* 

     (n)                   (95% CI)  

Blacks 
 

       Stroke                      HR 

        (n)                     (95% CI) 

Whites 
 

       Stroke                       HR 

      (n)                        (95% CI) 

0 
(n=576) 

16 Ref 8 Ref 8 Ref 

1 
(n=4465) 

99 
0.70 

(0.42, 1.19) 
56 

0.86 
(0.41, 1.81) 

43 
0.51 

(0.24, 1.20) 

2 
(n=7249) 

155 
0.67 

(0.40, 1.13) 
74 

0.81 
(0.39, 1.69) 

81 
0.49 

(0.24, 1.02) 

3 
(n=6105) 

104 
0.53 

(0.31, 0.90) 
43 

0.66 
(0.31, 1.41) 

61 
0.38 

(0.18, 0.80) 

4 
(n=3187) 

40 
0.4 

(0.23, 0.73) 
15 

0.58 
(0.25, 1.38) 

25 
0.27 

(0.12, 0.60) 

5 
(n=1117) 

16 
0.5 

(0.25, 1.0) 
3 

0.51 
(0.14, 1.96) 

13 
0.38 

(0.16, 0.92) 

6 
(n=216) 

2 
0.34 

(0.08, 1.52) 
1 

0.50 
(0.56, 1.07) 

1 
0.15 

(0.02, 1.19) 

* adjusted for age, sex, socioeconomic, alcohol use, education, geographic region 
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Table 10:  Baseline characteristics of 20, 567 REGARDS study participants and LS7 health categories 

 Overall (%) 
Cardiovascular Health Categories 

(n= 20,567) 

Characteristic  
Optimum 

n=3064 

Average 

n=15273 

Inadequate 

n=2230 
P-value 

Age  > 65 years % 45.3 14.3 75.8 9.9 <0.001 

Female% 59.2 14.4 73.5 12.5 <0.001 

African American Race % 39.2 7.3 76.6 16.2 <0.001 

Income < $20,000k % 15.6 7.7 73.6 18.7 <0.001 

Education < 12 years % 9.9 5.8 75.0 19.3 <0.001 

Geographic Region 

    Stroke Belt % 
21.5 15.0 75.4 9.6 0.01 

Alcohol consumption 

    Current % 
54.1 17.4 72.8 9.7 <0.001 
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Table 11: Family history of stroke for CVHI components of health factors among REGARDS participants 

 

Health Factors 

(Poor vs 
Intermediate and 
Ideal) 

Family History of 
Stroke 

(n=7702) 

    OR 

(95% CI)       P-Value 

Paternal History of 
Stroke 

(n=3141) 

     OR 

(95% CI)         P-value 

Maternal History of 
Stroke 

(n=3983)   

    OR 

(95% CI)         P-value 

Sibling History of 
Stroke 

(n=2180) 

    OR 

(95% CI)          P-value 

Total Cholesterol 

(n=19848) 

 

1.08 

(1.03, 1.15) 
0.002 

1.02 

(0.95, 1.1) 
0.55 

1.1 

(1.03, 1.2) 
<0.01 

1.07 

(0.98, 1.17) 
0.09 

Blood Pressure 

(n=20504) 

1.13 

(1.07, 1.19) 
<0.01 

1.08 

(1.0, 1.16) 
0.04 

1.01 

(1.01, 1.16) 
0.01 

1.17 

(1.07, 1.28) 
<0.01 

Blood Glucose 

(n=17387) 

1.06 

( 0.99, 1.13) 

 

0.07 1.01 

(0.93, 1.10) 
0.69 

1.05 

(0.97, 1.14) 
0.16 

1.105 

(1.0, 1.2) 
0.04 

*adjusted for age, gender, race, income, education, alcohol use, geographic region 
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Table 12: Family history of stroke for CVHI components of health behaviors among REGARDS participants 

Health 
Behaviors 

 

(Poor vs 
Intermediate 
and Ideal) 

Family History of 
Stroke 

(n=7702) 

    OR 

(95% CI)       P-value 

Paternal History of 
Stroke 

(n=3141) 

    OR 

(95% CI)       P-value 

Maternal History of 
Stroke                       

(n=3983) 

    OR 

(95% CI)       P-value 

Sibling History of 
Stroke 

(n=2180) 

    OR 

(95% CI)       P-value 

 Physical 
Activity 

(n=15355) 

0.95 

(0.91, 1.07) 
0.08 

0.97 

(0.9, 1.04) 
0.50 

0.94 

(0.88, 1.01) 
0.06 

0.94 

(0.86, 1.02) 
0.16 

Healthy Diet 
Score 

(n=16451) 

0.89 

(0.82, 0.96) 
0.006 

0.98 

(0.88, 1.09) 
0.79 

0.85 

(0.77, 0.93) 
<0.01 

0.97 

(0.85, 1.1) 
0.66 

Smoking 

(n=20557) 

0.92 

(0.85, 0.99) 
0.03 

0.87 

(0.78, 0.97) 
0.01 

0.98 

(0.88, 1.08) 
0.69 

0.95 

(0.84, 1.08) 
0.49 
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Body Mass 
Index 

(n= 20426) 

1.01 

( 0.94, 1.05) 
0.90 

0.98 

(0.91, 1.05) 
0.65 

0.96 

(0.9, 1.03) 
0.28 

1.09 

(1.0, 1.19) 
0.03 

*adjusted for age, gender, race,  income, education, alcohol use, geographic region 
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Table 13: Odds ratio (95% CI) for family history of stroke and CVHI overall categories by age-group  

 
Overall* 

(n=20, 567) 

Age < 65 years 

(n=11255) 

Age ≥ 65 years 

(n=9312) 

 
Inadequate vs  

Optimum and Average  
P-value 

Inadequate vs  

Optimum and Average 

Inadequate vs  

Optimum and Average 
P-value 

Family History of 
Stroke 

(n=7702) 

1.00 

(0.94, 1.07) 
0.85 

1.05 

(0.95, 1.17) 
0.28 

0.88 

(0.79, 0.97) 
0.009 

Paternal History of 
Stroke 

(n=3141) 

0.99 

(0.91, 1.08) 
0.84 

1.01 

(0.90, 1.13 
0.79 

0.94 

(0.82, 1.08) 
0.41 

Maternal History of 
Stroke 

(n=3983) 

0.96 

(0.89, 1.04) 
0.42 

1.09 

(0.98, 1.21) 
0.09 

 
0.89 

 
(1.80, 1.02) 

 

0.09 

Sibling History of 
Stroke 

(n=2180) 

1.06 

(1.01, 1.18) 
0.01 

1.18 

(1.02, 1.38) 
0.02 

0.95 

(0.83, 1.10) 
0.55 

* adjusted for age, sex, socioeconomic status, education and geographic region  
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Table 14: Distribution of covariates of Emory Twins Study participants (n=490) by cardiovascular health 
categories  
 

 Cardiovascular Health Index Category  

 
Optimum 

(CVHI= 10-14) 
N=94 

Average 
(CVHI=5-9) 

N=380 

Inadequate 
(CVHI=0-4) 

N=27 
P-value 

Age (years) 54.9 55.4 55.5 0.29 

Systolic Blood Pressure mmHg) 121.6 131.4 140.0 <.001 

Low Density Lipoprotein –
Cholesterol 

116.4 123.4 131.5 0.07 

Body Mass Index (Kg/m2) 26.7 30.0 32.3 <0.001 

Plasma glucose (mg/dl) 93.5 103.5 119.8 <0.001 

Currently Employment (%) 95.7 82.4 62.9 <0.001 

No. of alcoholic drinks/week 4.8 5.2 4.9 0.68 

College education (%) 82.9 67.6 61.5 0.008 

Current Smoking (%) 0 40 75 <0.001 

Depression (%) 20.2 26.7 28.0 0.4 

Meds- thiazide (%) 1.2 7.2 7.7 0.09 

Meds- Beta blocker (%) 4.5 10.6 7.7 0.19 

Meds- Aspirin (%) 18.7 75.8 5.4 0.08 

Meds- Statin (%) 9.0 23.2 1.6 0.08 

Meds- Anti-depressant (%) 1.2 3.5 0 0.3 

Meds- Diabetes (%) 2.3 5.1 5.9 0.64 
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Table 15: Distribution of CVHI components in Emory Twins Study by CIMT categories (n=490) 

CVHI 
Components 

Categories 
Low CIMT ≤ 

0.75 
n (%) 

High CIMT > 
0.75 
n (%) 

P-
value 

CIMT 
Continuous 
(Coefficient 

in mm) 

 
P-value 

 

Total 
Cholesterol 

(n=490) 

Ideal  124 (47.5) 93 (40.6) 

0.05 -0.003 0.62 Intermediate 119 (45.6) 111 (48.5) 

Poor 18 (6.9) 25 (10.9) 

Blood Pressure 
(n=490) 

Ideal 51 (19.5) 32 (13.9) 

0.04 -0.02 0.008 Intermediate 133 (50.9) 113 (49.3) 

Poor         77 (29.5) 84 (36.7) 

Blood Glucose 
       (n=490) 

Ideal 145 (55.6) 104 (45.4) 

0.01 -0.02 0.02 Intermediate 102 (39.1) 103 (44.9) 

Poor 14 (5.4) 22 (9.6)) 

Physical 
Activity 
(n=412) 

Ideal 57 (25.7) 50 (26.3) 

0.72 0.003 0.72 Intermediate 135 (60.8) 109 (57.4) 

Poor 30 (13.5) 31 (16.3) 

Healthy Diet 
Score 

(n=462) 

Ideal 47 (19.1) 44 (20.4) 

0.42 0.006 0.39 Intermediate 127 (51.6) 117 (54.1) 

Poor 72 (29.3) 55 (25.5) 
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CVHI 
Components 

Categories 
Low CIMT ≤ 

0.75 
n (%) 

High CIMT > 
0.75 
n (%) 

P-
value 

CIMT 
Continuous 
(Coefficient 

in mm) 

 
P-value 

 

Smoking 
(n=490) 

Ideal 202 (77.4) 165 (72.0) 

0.22 

 
 

-0.01 

 
 

0.06 Intermediate 1 (1.0) 2 (1.3) 

Poor 59 (22.6) 61 (26.6) 

Body Mass 
Index 

(n=490) 

Ideal 48 (18.4) 26 (11.3) 

0.006 

 
 

-0.024 

 
 

0.007 Intermediate 125 (47.9) 92 (40.2) 

Poor 88 (33.7) 111 (48.5) 

Cardiovascular 
Health  

(n= 490) 
 

Optimum 60 (23.0) 29 (12.6) 

0.004 

 
 

-0.03 

 
 

0.0003 Average 193 (73.9)  182 (79.5) 

Inadequate 8 (3.1) 18 (7.8) 
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Table 16: Unadjusted and adjusted association between CIMT (mean estimate and 95% CI) and overall CVHI and 
cardiovascular health categories (n=490).   

 
 
 
  

Overall 
CVHI 
Score 

P-
value 

        Cardiovascular Health Category  
Mean Estimate of CIMT 

(in mm) 
 
  Optimum        Average         Inadequate 
  

P-value 

Model- 1 
 
(Unadjusted)  

-0.009 0.0002 
0.73 

 
(0.71, 0.75) 

0.75 
 

(0.74, 0.77) 

0.83 
 

(0.78, 0.87) 
0.0003 

Model-2 
 
(Adjusted for age, 
college education, 
employment) 

-0.003 0.001 
0.72 

 
(0.69, 0.75) 

0.74 
 

(0.73, 0.76) 

0.81 
 

(0.79, 0.87) 
0.0002 

Model-3 
 
(Further adjusted for, 
depression, 
medications) 

-0.01 0.001 
0.69 

 
(0.64, 0.74) 

0.71 
 

(0.70, 0.77) 

0.83 
 

(0.77, 0.89) 
0.0074 
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Table 17: Unadjusted and adjusted within pair differences in CIMT comparing MZ and DZ twin pairs discordant 
for cardiovascular health. 

  Twins discordant for CVHI 
(n=394) 

        MZ+DZ 
 
Mean est.    P-value                          

                   MZ                                          DZ                                                  
               (n=242)                                  (n=152)    
Mean est.     P-value        Mean est.            P-value                                                                                                                                                                                            

Model-1 
 
(Unadjusted) 

-0.009 0.0002 -0.01 0.0004 -0.006 0.18 

Model-2 
 
(Adjusted for 
age, college 
education, 
employment) 

-0.008 0.0002 -0.01 0.0003 -0.005 0.26 

Model-3 
 
(Further 
adjusted for 
depression, 
medications)  

-0.008 0.0001 -0.01 0.0002 -0.008 0.11 
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Figure 8: Distribution of CVHI components among REGARDS participants (Overall) 

  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Figure 2: Distribution of the number of ideal health factors in the REGARDS cohort by race and gender 
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Figure 9: Distribution of the number of ideal health factors in the REGARDS cohort by race and gender 
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Figure 10: Survival free from stroke by cardiovascular health categories 

 

 

 

 

 

 

 

 

 

 

 

 

 

Table 1:  Baseline characteristics of 20, 567 REGARDS study participants and CVHI  

  

P-value <0.01 
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Figure 11: Cardiovascular health profile of Emory Twins Study participants (n=490) 
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Figure 12: Correlation between CVHI and CIMT  
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Figure 13: Bar plot of number of ideal health factors and behaviors and CIMT 
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APPENDIX TABLE 

 

Health Metric Levels Score  Definition 

Total cholesterol Ideal 2 <200 mg/dl, without lipid lowering medication 

  Intermediate 1 200-239 mg/dl or treated to <200 mg/dl 

  Poor 0 ≥240 mg/dl 

Blood pressure Ideal 2 <120/<80 mm Hg, without antihypertensive medication 

  Intermediate 1 
SBP 120–139 or DBP 80–89 mm Hg or treated with 
antihypertensive to <120/<80 mm Hg 

  Poor 0 SBP ≥140 or DBP ≥90 mm Hg 

Blood glucose Ideal 2 <100 mg/dl, without antidiabetes medication 

  Intermediate 1 
100–125 mg/dl or treated with antidiabetes to <100 
mg/dl 

  Poor 0 ≥126 mg/dl 

Physical activity* Ideal 2 4 or more times per week of intense physical activity  

  Intermediate 1 1-3 times per week of intense physical activity 

  Poor 0 No physical activity 

Healthy diet score† Ideal 2 4–5 components 
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  Intermediate 1 2–3 components 

  Poor 0 0–1 components 

Smoking Ideal  2 Never or quit >12 months 

  Intermediate 1 Former, quit ≤12 months 

  Poor 0 Current 

Body mass index Ideal 2 <25 kg/m2 

  Intermediate 1 25–29.99 kg/m2 

  Poor 0 ≥30 kg/m2 

* modified for REGARDS.  Participants in REGARDS were asked “How many times per week do you engage in intense 
physical activity, enough to work up a sweat?” We defined ideal physical activity as a frequency of 4 or more times per 
week, intermediate as 1-3 times per week, and poor as none.  

†modified for REGARDS.  Responses to the Block FFQ were used for the ‘healthy diet score’ that is based on how many 
components of the 5 diet goals are met. Fruits and vegetables ≥ 4.5 cups/day; Fish 3.5 ounces ≥ 2 servings/week; 
Sodium <1500 mg/day; Sweets/sugar-sweetened beverages ≤ 450 kcal/week; Whole grains (1.1g of fiber in 10 gms of 
carbohydrates), 1-oz equivalent servings ≥ 3 servings/day. 



 


