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Abstract
Beyond changing dietary patterns, there is a paucity of data to fully explain the high preva-

lence of obesity and hypertension in urban African populations. The aim of this study was to

determine whether other environmental factors (including sleep duration, smoking and

physical activity) are related to body anthropometry and blood pressure (BP). Data were col-

lected on 1311 subjects, attending two primary health care clinics in Soweto, South Africa.

Questionnaires were used to obtain data on education, employment, exercise, smoking and

sleep duration. Anthropometric and BP measurements were taken. Subjects comprised

862 women (mean age 41 ± 16 years and mean BMI 29.9 ± 9.2 kg/m2) and 449 men (38 ±

14 years and 24.8 ± 8.3 kg/m2). In females, ANOVA showed that former smokers had a

higher BMI (p<0.001) than current smokers, while exposure to second hand smoking was

associated with a lower BMI (p<0.001) in both genders. Regression analyses demonstrated

that longer sleep duration was associated with a lower BMI (p<0.05) in older females only,

and not in males, whilst in males napping during the day for > 30 minutes was related to a

lower BMI (β = -0.04, p<0.01) and waist circumference (β = -0.03, p<0.001). Within males,

napping for >30 minutes/day was related to lower systolic (β = -0.02, p<0.05) and lower dia-

stolic BP (β = -0.02, p = 0.05). Longer night time sleep duration was associated with higher

diastolic (β = 0.005, p<0.01) and systolic BP (β = 0.003, p<0.05) in females. No health bene-

fits were noted for physical activity. These data suggest that environmental factors rarely

collected in African populations are related, in gender-specific ways, to body anthropometry

and blood pressure. Further research is required to fully elucidate these associations and

how they might be translated into public health programs to combat high levels of obesity

and hypertension.
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Introduction
Previous studies performed in an urban African population living in Soweto, South Africa have
shown prevalences for obesity of 42–50% in women [1,2]. Income inequalities in South Africa,
as in the rest of Africa, has resulted in populations migrating from rural to urban areas, leading
to changes in lifestyle and a higher prevalence of obesity, which has become, due to its associ-
ated diseases, a major public health concern [2,3]. The increasing prevalence of obesity and its
comorbid diseases require a better understanding of the contributing factors that predispose
individuals to gain weight. This is necessary to plan intervention strategies and thus improve
public health [4].

An association between weight gain, obesity and sleep duration has consistently been dem-
onstrated in recent research. It has been shown that sleep duration can have important effects
on health and that both short (<7 hours sleep a night) or long sleep duration (� 9 hours sleep
a night) may represent a risk marker for poorer health outcomes rather than a causal risk factor
for diseases [5]. Several studies have reported a relationship between sleep duration and
chronic diseases, such as heart disease, diabetes and obesity [6,7,8]. Longer sleep has been asso-
ciated with unemployment, low education levels, low income, alcohol consumption, depres-
sion, low physical activity levels, pregnancy and ethnicity. Short sleep duration is associated
with weight gain and obesity, diabetes mellitus, cardiovascular disease, psychiatric illness, per-
formance deficits, as well as higher levels of schooling and income, longer working hours and
being single [4,8,9].

The prevalence of obesity within a population is also known to be associated with social fac-
tors such as urbanisation [10,11], education and socio-economic status (SES) [12]. Meta-analy-
ses of the relevant literature have shown that in developed countries a negative relationship
exists between SES and obesity while this moves to a positive relationship in low income
nations [12,13]. Studies have also indicated that smoking cessation leads to increases in body
weight [14]. Smoking and obesity are leading causes of morbidity and mortality worldwide and
are associated with increased risk of cancers, high blood pressure, ischaemic heart disease and
diabetes [15]. The relationship between smoking and obesity is complex. The fact that smokers
have a lower body mass index (BMI) than non-smokers can be explained by the effect of nico-
tine, which increases energy expenditure and reduces appetite [15,16]. Furthermore, smoking
cessation is frequently followed by weight gain [14,15]. However, studies indicate that heavy
smokers have a higher BMI than light smokers (8–10 cigarettes per day) [15,16]. It is therefore
important that variables, such as smoking history should also be quantified when analysing
risk factors for obesity in different population groups.

Studies linking sleep duration and smoking status to obesity and related metabolic diseases
have largely been restricted to populations in developed countries, with very little data available
from African nations. The social determinants of obesity have also been under studied in these
countries. Developing nations in Africa have a rising prevalence of obesity, particularly in
urban, female populations [17,18]. Therefore, the aim of the current study was to assess the
relationship of social factors, smoking status and sleep duration with measures of obesity in an
urban African population resident in the Johannesburg-Soweto conurbation.

Methods

Study setting
The overall goal of the Heart of Soweto study (HOS) was to systematically examine and
respond to the epidemiologic transition in risk behaviours and clinical presentations of heart
disease in an urban African community in Soweto, South Africa [19]. In order to assess chronic
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diseases of lifestyle, such as heart disease, diabetes, high blood pressure and obesity, and to plan
appropriate intervention strategies, we extended our research into the Soweto community and
primary health care setting [1]. Consistent with the HOS clinical registry [19] data were sys-
tematically collected on consecutive patients attending two pre-selected primary care clinics
from a total of 12 clinics in Soweto (644 and 667 patients fromMandela Sisulu, Orlando West
and Michael Maponya, Pimville primary health care clinics in Soweto, respectively). These two
primary health care clinics were chosen as they are situated in two diverse socio-economic
locations in Soweto. The study was undertaken over a 6 month period and involving 50 discrete
days of screening (commencing June 2006) [20].

Participants
Each primary care clinic typically manages more than 300 patients per day with wide-ranging
health issues. A study team comprising an experienced cardiac nurse, ECG technician and co-
ordinator invited consecutive consenting patients aged over 16 years who presented to the pri-
mary care clinic to be screened. All patients were reviewed by a primary health care nurse prior
to assessment. A target of assessing approximately 25 consecutive patients each screening day
was maintained during the study period [20].

Study data collection
Each participant was subject to a standardised program of assessment as follows (information
was collected from patients using a questionnaire that was used in a previous study within this
population group) [20]: 1. Self-reported cultural and socio-demographic profile including eth-
nic origin (African, European, Indian or mixed ancestry), duration of residence in Soweto,
highest level of education (none, junior school only, high school without graduating, graduated
from high school, tertiary education) and whether currently employed; 2. Risk factor profiling,
including smoking status. 3. Anthropometric profile including height and weight with calcula-
tion of BMI. Weight was measured with a calibrated Seca 767 electronic scale (Lifemax, Johan-
nesburg, South Africa) that weighs up to 200 kg and height was measured with a Seca 220
telescopic measuring rod according to acceptable standardised methods [21]. The WHO guide-
lines were used to classify individuals as obese (BMI of 30 or more) [9]. Waist and hip circum-
ference were measured with a standardised measuring tape calibrated in cm. All participants
were weighed and measured with their clothes on, but without their shoes; 4. Blood pressure
was measured on the right arm by a registered nurse, using the Omron automatic digital blood
pressure monitor (Omron M10-IT BPM-Digital, Johannesburg, South Africa). The subject was
seated upright and relaxed with his/her right arm supported at heart level. Subjects were
instructed to refrain from eating, smoking, ingesting caffeine or exercise/physical activity such
as climbing the stairs in the 30 minutes prior to the measurement. HT was diagnosed i.e. sub-
jects with BPs of 140/90 according to South African Hypertension Society guidelines and/or
those who were being treated for HT [1,22]; 5. Medical history and management including
prior or current diagnoses of diabetes and hypertension and pharmacological therapy related
to the treatment of hypertension; 6. Self-reported sleep duration was assessed by asking partici-
pants the following questions: “During your longest or nocturnal sleep period, what time do
you normally go to bed?” and “During your longest or nocturnal sleep period, what time do
you normally wake up?”; 7. Self-reported napping was assessed by asking participants the fol-
lowing questions: “Do you usually take a nap, yes or no?” and “If yes, total nap duration in
minutes?”. 8. Smoke exposure was measured by asking participants the following questions:
“During the past 12 months, have you been regularly (at least once per week) exposed to other
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people’s tobacco smoke and what has been your typical exposure? (“Exposed” is defined as a
minimum of 5 consecutive minutes, during which you inhale other people’s smoke).

Statistical Analysis
All statistical analyses were performed using Statistica version 12 SP2 (StatSoft, Tulsa, OK,
USA). Normally distributed continuous data are presented as the mean ± standard deviation.
Data that was not normally distributed are presented as the median (interquartile range (IQR))
and these variables were log transformed to normality before being analysed using parametric
statistical tests.

Means for continuous variables were compared between 2 groups using Students t test,
whilst trends across 3 or more groups were assessed using ANOVA with the Tukey HSD post
hoc test used for the comparison of paired means. Percentage values were compared across
groups using the χ2 test. Multiple linear regression models were developed to identify the deter-
minants of anthropometric and metabolic variables. The independent variables included in the
initial regression models were chosen based on previous statistical analyses and biological plau-
sibility. The independent variables included in the models for BMI were: age, education level,
employment status, smoking status, exposure to tobacco smoke, night time sleep duration, day
time nap duration, walking distance per day, diabetes, hypertension and treatment type, HIV
and TB status. The regression models for waist included all above variables plus BMI. The
regression models for systolic and diastolic blood pressures included the same independent
variables as for the BMI models but included BMI and waist but excluded hypertension. The
same variables were included in the regression models for males and females. Only the inde-
pendent variables that had p�0.05 are reported in the results.

The linearity of all continuous variables was analysed by the observation of scatter plots of
observed versus predicted values and residuals versus predicted values. These showed that all
continuous variables were linear with the exception of sleep duration. This variable was there-
fore used in all regression models as either a continuous variable or as a categorical variable.
The categorical variable was generated by creating dummy variables for quartiles, with the low-
est quartile as the reference.

Outliers were identified by observation of normal probability plots used in combination
with lower and upper cut points defined as: lower quartile boundary–(1.5 X IQR) and upper
quartile boundary + (1.5 X IQR), respectively. A number of data points that fell above the
upper cut point for BMI were observed. Removal of these from the dataset during statistical
analysis had minimal effects on the outputs.

Ethics Statement
The Chairman of the human Research Ethics Committee (Medical) of the University of the
Witwatersrand has reviewed and approved the request to continue with the Heart of Soweto
Study and extending the collection of data into primary health care clinics in Soweto, protocol
number, M050550.

As with the ‘Heart of Soweto Registry’, of which data from the first 4162 cases has been pub-
lished in ‘The Lancet’ (2008) [19], every patient in the survey was assigned a unique identifying
code (nine digits), and all documentation were labelled accordingly to maintain anonymity.

All participating patients provided verbal consent to become part of the survey, as this was
in line with registries at the University of the Witwatersrand at the time, as approved by the
ethics committee. Only patients who gave verbal consent were recruited into the survey and a
registration form was then completed for those patients who consented.
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Results

Characteristics of Study Population
A total of 1311 adult subjects were interviewed, comprising 862 women (66% of the study
group) and 449 men and of whom 1294 classified themselves as black African. As summarised
in Table 1 females were approximately 3.5 years older than males and had a nearly 3-fold
higher prevalence of obesity and had median waist and hip circumferences that were 9.0 and
12.0 cm greater than for males (p<0.001 for all comparisons). Sleep duration (p<0.01) was
0.30 hours higher in females. Nearly 4-times as many men as women were current smokers
(p<0.001) and the frequency of the exposure to second hand cigarette smoke was 8.2% higher
in men (p<0.01). The level of unemployment was 12.0% higher in males than females
(p<0.001). No gender differences were noted for either diastolic or systolic blood pressure
levels however, the prevalence of hypertension was 12.5% higher in females than males
(p<0.001), and within the total cohort 52.5% of hypertensive subjects were receiving therapy
for hypertension. The anti-hypertensive agents being used and their frequency of use within
the hypertensive subjects were: thiazide diuretics (48.1%), ACE inhibitors (22.9%), nifedipine
(17.8%), beta blockers (3.2%), furosemide (2.4%) and spironolactone (0.48%). Within the
hypertensive subjects, 61.5% were receiving 2 or more anti-hypertensive agents.

Anthropometric effects of sleep, smoking, education, employment,
exercise, HIV and TB
Table 2 shows that sleeping during the day (napping) was associated with a lower BMI in males
but this effect was not significant in females. In both genders, current smokers had lower BMIs

Table 1. Comparison of male and female subjects.

Variables Males Females Combined

Age (years) 37.6 ± 14.0 41.1 ± 16.4*** 39.9 ± 15.7

BMI 22.9 (20.5, 26.7) 28.3 (23.5, 34.7)*** 26.1 (22.1, 32.4)

Obesity (%) 14.1 41.8*** 32.4

Waist (cm) 83.0 (76.0, 92.0) 92.0 (81.0, 103)*** 89.0 (78.0, 100)

Hip (cm) 98.0 (91.0, 105) 110 (100, 121)*** 105 (96.0, 117)

Diastolic bp (mmHg) 81.3 (74.0, 91.0) 83.0 (74.3, 93.0) 82.7 (74.3, 92.3)

Systolic bp (mmHg) 128 (117, 142) 129 (116, 145) 129 (117, 144)

Hypertension (%) 39.9 52.5*** 48.2

Sleep duration (hours) 8.55 ± 1.78 8.85 ± 1.67** 8.75 ± 1.72

Sleep in the day (%) 28.3 29.6 29.2

Current smoker (%) 36.2 9.62*** 18.6

Smoke exposed (%) 80.6 72.4** 75.2

High school graduates (%) 45.5 41.5 42.9

Employed (%) 37.8 25.8*** 29.8

Walk > 2km/day (%) 75.7 71.8 73.1

HIV-positive (%) 5.69 6.68 6.35

TB-positive (%) 2.96 2.46 2.63

Age and sleep duration are expressed as mean ± SD, whilst BMI, waist, hip, diastolic and systolic blood pressure are given as median (interquartile range)

and the remaining variables are expressed as percentages

**p<0.01

***p<0.001 versus males.

doi:10.1371/journal.pone.0131081.t001
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than those who never smoked, whilst in females former smokers had a significantly higher
BMI than current smokers. Exposure to second hand cigarette smoke was associated with a sig-
nificantly lower BMI in both genders. Subjects who graduated from high school had lower
BMIs than those who did not graduate, and this effect was significant in males and females.
Neither employment status nor walking more than 2 km per day had a significant effect on
BMI in either gender. Within females but not males, HIV and TB positivity were both associ-
ated with a significantly lower BMI than that observed in subjects without these infections.

Waist circumference was also analysed across the same exposure groups as depicted in
Table 2. Smoking status, smoke exposure, education and HIV status all had the same effects on
waist circumference (data not shown) as those observed for BMI (see Table 2). In males, sleep
during the day had a similar effect on waist circumference as for BMI, whilst in females BMI
was not significantly affected (see Table 2) but waist circumference was lower in those who
slept during the day (90.0 [78.0, 102] vs. 92.0 [82.0, 104]; p<0.05). In males but not females,
subjects who were employed had a lower waist circumference than those not employed (82.0
[75.5, 90.0] vs. 84.0 [76.0, 94.0]; p<0.05). Walking more than 2 km per day was associated with
a lower waist circumference in females (91.0 [80.0, 102] vs. 95.0 [81.0, 108]; p<0.05), but not
males. In females who were TB-positive, both BMI and waist circumference were significantly
lower than in uninfected subjects whilst in males BMI was not affected (see Table 2) but waist
circumference was lower in TB-positive compared to TB-negative men (74.0 [69.0, 80.0] vs.
83.0 [76.0, 92.0]; p<0.05).

Table 2. BMI values in different population sub-groups for each gender.

Variables Males Females

BMI β-value (%) n BMI β-value (%) n

Sleep in the day No 23.2 (21.0, 26.9) - 296 28.6 (23.5, 35.0) - 569

Yes 22.4 (19.9, 25.3)* -2.49±1.17 116 27.2 (23.1, 33.6) -1.58±0.92 237

Smoking status Current 21.9 (19.6, 24.1) - 157 24.9 (21.5, 29.7) - 82

Former 22.3 (20.5, 25.4) 1.45±1.77 46 30.7 (25.2, 36.3)*** 7.81±2.25 40

Never 24.2 (21.5, 27.7)*** 5.34±1.10 226 28.6 (23.6, 34.7)*** 5.76±1.36 711

Smoke exposed No 24.5 (21.3, 30.6) - 79 30.7 (26.1, 36.3) - 225

Yes 22.8 (20.3, 26.1)*** -4.86±1.33 347 27.2 (22.8, 33.3)*** -4.36±4.79 607

High school graduate No 23.3 (21.2, 27.3) - 232 29.8 (24.8, 36.0) - 485

Yes 22.2 (20.1, 26.2)* -2.00±1.05 195 26.3 (22.2, 32.0)*** -4.46±0.82 341

Employed No 23.2 (21.0, 27.0) - 242 28.3 (23.7, 35.0) - 591

Yes 22.5 920.6, 26.0) -1.55±1.14 149 28.6 (23.6, 34.4) 0.05±0.96 207

Walk > 2km/day No 23.5 (21.1, 27.6) - 101 30.0 (23.1, 35.0) - 233

Yes 22.8 (20.3, 26.2) -1.84±1.23 319 27.7 (23.6, 34.4) -1.43±0.91 593

HIV status Negative 22.8 (20.5, 26.5) - 407 28.6 (23.6, 35.0) - 777

Positive 24.7 (20.3, 29.9)* 5.48±2.26 24 25.5 (22.8, 30.7)* -4.46±1.61 57

TB status Negative 22.9 (20.6, 26.6) - 418 28.4 (23.5, 34.7) - 813

Positive 20.8 (19.0, 28.6) 4.74±3.04 13 24.8 (21.9, 27.3)** -7.45±2.60 21

Data is expressed as median (interquartile range)

*p�0.05

**p<0.01

***p<0.001

BMI was logged; β-values (effect sizes) were multiplied by 100 to give percentage values (± SD) and were generated from regression models with “No” or

“Negative” coded as 0 and “Yes” or “Positive” coded as 1 and for smoking status, “Former” and “Never” were both compared against”Current”.

doi:10.1371/journal.pone.0131081.t002
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Effect of smoke exposure on BMI and waist circumference
The data in S1 Fig shows that in males (ANOVA, p<0.001) and females (ANOVA, p<0.001)
BMI falls with increasing exposure to second hand cigarette smoke. The analysis in these 2
groups includes subjects who are current, former and non-smokers. If the comparison is only
performed in non-smokers, the effect is still statistically significant (ANOVA, p<0.001) with
the highest BMI (29.3 [25.0, 35.3]) observed in subjects not exposed to environmental
tobacco smoke, and the lowest BMI (25.5 [21.7, 31.8]) in subjects exposed to tobacco
smoke> 3 times/day. Similar trends were observed for waist circumference in males (p<0.05),
females (p<0.001), and non-smokers (p<0.001).

Determinants of BMI and waist circumference in males and females
The results of linear multiple regression models for the identification of the determinants of
body anthropometry and blood pressure are shown in Table 3. Age is shown to correlate posi-
tively and strongly (p<0.001) with all the dependent variables, with the exception of waist cir-
cumference in females.

Subjects who smoke have a BMI that is 4.0% lower in females and 3% lower in males than
those who do not smoke. Furthermore, subjects who are environmentally exposed to tobacco
smoke have a BMI that is 2.0% lower in both males and females than those who are not
exposed, but this association was significant only in females (p = 0.03; p = 0.14 in males). In
males, subjects who sleep during the day for more than 30 minutes have a BMI that is 4.0%
lower than those who do not sleep in the day. In model 2 for females, a negative but non-signif-
icant association (β = -0.004; p = 0.14) was observed between sleep duration and BMI, whereas
in a univariate analysis a significant association was observed (β = -0.007; p = 0.005). When age
was removed from the multivariable model (model 2 in Table 3) the association between BMI
and sleep duration became significant (β = -0.005; p = 0.04). Further analysis demonstrated
that in a multivariable regression model for BMI that included age, sleep duration and an inter-
action term (age X sleep duration), the interaction term was negative and significant (β =
-0.0003; p = 0.02), This interaction was confirmed by running univariate regression models for
females above and below the median age (40 years). In the model for females below age 40, no
significant association between BMI and sleep duration was noted (β = -0.0003; p = 0.93), but a
significant relationship was noted in females with age above the median (β = -0.008; p = 0.02).
These relationships are depicted in S2 Fig, where BMI falls significantly across quartiles of
sleep duration in females with age� 40 years (ANOVA, p<0.05) but not in females< 40 years
(ANOVA, p = 0.88). No such interaction was observed for male subjects. In males receiving
treatment for hypertension BMI is 4.0% higher than hypertensive males who are not receiving
therapy. In females without hypertension, BMI is 2.0% lower than in hypertensive females not
receiving therapy.

Males who smoke have a waist circumference that is 1.0% lower than those who do not
smoke. Male subjects who sleep for more than 30 minutes during the day have a waist circum-
ference that is 3.0% lower than those who do not sleep in the day. Diabetic male subjects have a
waist circumference that is 5.0% higher than non-diabetic subjects. Males who have HIV or TB
infections have a waist circumference that is 4.0% or 6.0% lower respectively, than non-infected
subjects. In non-hypertensive females, waist circumference is 2.0% lower than in hypertensive
females not receiving therapy.

The data in Table 2 showed that waist circumference was lower in females who walked
more than 2km per day compared to those who did not. However this relationship was not
observed in the multiple regression analysis depicted in model 4 of Table 3 suggesting that the
significant effect of exercise observed in Table 2 is the result of confounding.
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Determinants of blood pressure in males and females
Systolic and diastolic blood pressure correlate significantly with waist circumference in both
genders (Table 3). Within females, diastolic blood pressure is 1.0% lower in subjects who grad-
uated from high school when compared to those who did not graduate. Diastolic blood pres-
sure in females is 1.0% higher in those who walk more than 2 km per day when compared to
those who walk less than this distance. In males, systolic and diastolic blood pressure are both
2.0% lower in those who sleep for more than 30 minutes during the day and diastolic blood
pressure is also 2.0% lower in females who sleep more than 30 minutes in the day when com-
pared to subjects who do not sleep in the day. Systolic blood pressure is 0.30% lower and

Table 3. Multiple regressionmodels for BMI, waist circumference and blood pressure in male and female subjects.

Model no. & gender Dependent variable Independent variables with unstandardized B (p-value) Whole model R2 (p-value)

Age 0.001 (0.02) 0.13 (<0.001)

Smoking -0.03 (0.008)

1—male BMI Nap >30 mins -0.04 (0.006)

Treated HT 0.04 (0.02)

Age 0.002(<0.001)

Smoking -0.04 (0.004) 0.17 (<0.001)

2—female BMI Smoke exposure -0.02 (0.03)

Non-hypertensive -0.02 (0.04)

Age 0.001 (<0.001)

BMI 0.27(<0.001)

Smoking -0.01 (0.03)

3—male Waist Nap >30 mins -0.03 (<0.001) 0.38 (<0.001)

Diabetes 0.05 (0.01)

HIV -0.04 (0.005)

TB -0.06 (0.01)

4—female Waist BMI 0.42 (<0.001) 0.48 (<0.001)

Age 0.001 (<0.001)

5- male Systolic bp Waist 0.18 (0.002) 0.16 (<0.001)

Nap >30 mins -0.02 (0.01)

Age 0.001 (<0.001)

6—female Systolic bp Waist 0.19 (<0.001)

Sleep duration 0.003 (0.03) 0.22 (<0.001)

Age 0.001 (<0.001)

Waist 0.14 (0.03)

7—male Diastolic bp Nap >30 mins -0.02 (0.05) 0.11 (<0.001)

Age 0.0008 (<0.001)

Waist 0.21 (<0.001)

Education -0.01 (0.03)

8—female Diastolic bp Nap>30 mins -0.02 (0.05) 0.16 (<0.001)

Sleep duration 0.005 (0.002)

Walking 0.01 (0.05)

The variables BMI, waist, systolic and diastolic blood pressure are all logged. Variable coding: Smoking, smoke exposure and employment–yes = 1,

no = 0; TB and HIV–positive = 1, negative = 0; education—graduated from high school = 1, did not graduate = 0; walking—walk > 2km/day = 1, < 2km/

day = 0; napping during the day was coded using dummy variables with subjects who did not nap used as the reference group and compared with

subjects who napped � 30 minutes/day and subjects who napped > 30 minutes/day; hypertension (HT) was coded using dummy variables with non-

treated hypertensives used as the reference group and compared with non-hypertensives and treated hypertensives

doi:10.1371/journal.pone.0131081.t003
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diastolic 0.50% lower for every extra hour of night time sleep in female subjects. Due to the
non-linearity of the relationship between sleep duration and blood pressure, sleep duration
was divided into quartiles and dummy variables generated with the first quartile used as the
reference. This was done only for the female subjects. These dummy variables were then
included in models 6 and 8 as replacements for the continuous sleep duration variable. The
median blood pressure levels were also calculated for each sleep duration quartile. Diastolic
blood pressure rose from 81.8 (73.0, 91.0) in quartile 1 to 85.0 (75.7, 92.3) in quartile 2, 82.7
(75.3, 95.3) in quartile 3 and 83.0 (75.0, 93.3) mmHg in quartile 4 (p<0.05 for each of the top 3
quartiles versus quartile 1). This trend was repeated for systolic blood pressure. The replace-
ment of the continuous sleep duration variable with a categorical variable did not affect the
outputs of the other independent variables for either the diastolic or systolic regression models.
An interaction term of age X sleep duration was also generated but showed no significant rela-
tionship with either systolic or diastolic blood pressure in the female subjects.

Discussion
This study confirms previous reports demonstrating a much higher prevalence of obesity in
urban dwelling African women versus men [1,2]. The results showing that sleep duration in
females and napping during the day in males is associated with both lower BMI and lower
blood pressure is the first such data from an African study. Furthermore, this cross sectional
study is the first to show that in an African population there is a negative relationship between
smoking and BMI and is also the first to demonstrate that environmental tobacco smoke expo-
sure is related to a lower body adiposity.

Female subjects in this cohort had a much higher prevalence of obesity, with 41.8% of
females being obese compared to 14.1% of males. Females also had significantly higher waist
and hip circumferences when compared to males. These results confirm data from previous
studies performed in Soweto, showing that urban African females have a very high prevalence
of obesity [1,2]. The much higher prevalence of obesity in females than males is characteristic
of African populations [17,18], the reason for which is largely unknown.

The present study is the first to confirm the strong inverse effect of smoking on levels of
obesity in an indigenous African population. Thus, BMI was higher in non-smokers when
compared to those who currently smoke. Studies have previously shown that smoking may
increase energy expenditure and reduce appetite [9,16]. Furthermore, it is known that weight
gain occurs after people stop smoking and this is confirmed in the present study where subjects
who have ceased smoking had higher BMIs than those who still smoke, especially amongst
females [14–16]. Our data also demonstrates that male and female subjects that have been
exposed to second hand cigarette smoke have a lower BMI than non-exposed subjects. This
effect was stronger in females and was almost as strong as that observed for primary smokers.
It was also seen in those individuals who are not smokers themselves. Previous studies have
shown that passive smoke exposure during pregnancy or in infancy increase the risk of obesity
in childhood [21,23] whilst the current study is the first to demonstrate that environmental
tobacco smoke exposure in adults is associated with a lower BMI. Our observation from the
present study suggest that national smoking intervention programmes must not only take cog-
nisance of the effects of smoking cessation on weight gain in the primary smokers but also in
the passive smokers. The prevalence of active smoking in African nations is high, particularly
in males [24] and therefore it is possible that successful intervention programmes may have
large effects on the prevalence of obesity in these countries. These observations are however,
not aimed at policy change as we cannot draw sufficient conclusions from our cross-sectional
study.
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In the current study a negative relationship was observed between night time sleep duration
and BMI in female subjects. A number of other studies have shown that inadequate sleep is
associated with overweight and obesity [25–27]. It has been suggested that sleep restriction
may lead to obesity via changes in the appetite regulating hormones leptin and ghrelin [28].
Thus, laboratory studies shows that with short sleep duration, leptin levels, a satiety signal,
were reduced, while levels of ghrelin, an appetite stimulant, were increased. Furthermore stud-
ies have shown that short sleep duration does lead to increased caloric intake [29,30], and
increased consumption of foods high in fat and refined carbohydrates has been observed after
sleep restriction [4,9]. The relationship between BMI and sleep duration in females was only
observed in older subjects. No other studies have shown a modifying effect of age on the rela-
tionship between sleep and BMI, and previous investigations have shown that the negative rela-
tionship between sleep duration and obesity risk is observed in both children and adults [31].
Therefore, this finding may be unique to our population however, more studies across different
ethnic groups are required to confirm this observation.

The present study also demonstrated that female subjects with longer sleep duration had
higher systolic and diastolic blood pressures. The relationship between sleep duration and
blood pressure is complex, with studies showing a ‘U’ shaped association [32]. A ‘U’ shaped
relationship was not observed in the present study, with both systolic and diastolic blood pres-
sure in females initially increasing with longer sleep duration and then falling. The relationship
between sleep duration and blood pressure also changes according to age group and gender
with females aged 18–44 years and� 65 years demonstrating a greater risk of hypertension at a
sleep duration of< 6 hours, whilst females aged 45–65 years demonstrated the highest risk of
hypertension at a sleep duration of� 10 hours [32]. No interaction was observed in the current
study between age, sleep duration and BMI in the female subjects. The reasons why blood pres-
sure increases at high levels of sleep duration is not fully understood.

In males, no association was observed between sleep duration and BMI however, males who
slept during the day had a lower BMI and a lower waist circumference than those who did not
nap in the day. A previous study has also shown that sleep in the daytime (siesta) is associated
with a lower BMI [33]. It has also been demonstrated that napping for 1 hour or longer is asso-
ciated with an increased risk of cardiac events [34] whilst napping for 30 minutes or less has
some health benefits [35]. However, the current study clearly shows that napping for 30 min-
utes or more reduces blood pressure in males and females. The reason for these contradictory
results may be that the study showing an increased risk of cardiac events with longer nap dura-
tion used an older population (45–75 years) than used in the present study, and also used sub-
jects of European descent [34].

Multiple regression analysis demonstrated that the effect sizes for the associations of sleep
duration with BMI and blood pressure were comparatively weak (β values between 0.003 and
0.005), whilst the effects of napping during the day were considerably stronger (β values
between 0.02 and 0.03). It is also interesting to note that night time sleep duration only had sig-
nificant associations in females, whilst napping in the day time had more associations in males
(with BMI, waist, systolic and diastolic blood pressure) than females (diastolic blood pressure).
Furthermore, napping correlated negatively with blood pressure in males and females but
night time sleep duration correlated positively in females. These associations do not prove cau-
sality and may be moderated by other unmeasured variables. Therefore, more in depth studies
are required to investigate the differential effects of day and night time sleeping patterns on
BMI and blood pressure in the different genders and to map out the possible causal relation-
ships between these variables.

A higher level of education in female subjects was related to lower diastolic blood pressures.
No such relationship was observed in men. A differential relationship of education with
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components of the metabolic syndrome across the genders has been observed in other investi-
gations [36–38], but its causes are not known.

HIV and TB infection are both commonly associated with weight loss. Using regression
analyses the current study demonstrates a strong relationship in males only of both HIV and
TB infection with a low waist circumference. The reason for the differential effects of HIV or
TB infection in males and females on waist circumference is not known. However, interpreta-
tion of these data is difficult because the treatment status and duration of infection for individ-
uals was not recorded.

The present study demonstrated that male subjects treated for hypertension had a higher
BMI than hypertensive males not receiving therapy. A total of 6 different pharmacological
agents were being used in this population for treating hypertension, and 61.5% of hypertensive
subjects were receiving 2 or more different therapies. Therefore, it was not possible to deter-
mine which specific anti-hypertensive agent was associated with the higher BMI. However, the
most common agents being used were thiazide diuretics and it has been shown that hydrochlo-
rothiazide is associated with increased levels of visceral fat [39]. Furthermore, a large propor-
tion of hypertensive subjects were also using nifedipine, which is associated with fluid
retention [40]. Further studies are required to determine why these effects on BMI were only
seen in male subjects, and which anti-hypertensive agents were responsible for the association
with weight gain.

Limitations of this study are that this was a cross sectional study and therefore true causa-
tion cannot be ascertained. Also, all sleep data were self-reported as per similar studies [4–6,8],
and quality of sleep was not objectively assessed. A further limitation of this study is that smok-
ing and environmental tobacco smoke exposure were not assessed via physical measurements
e.g. from serum cotinine levels. Additionally, there are other variables that were not measured
in this study and which may explain some of the observed associations. Thus, income was not
ascertained and neither was alcohol intake or dietary consumption. Also, the number of male
subjects was lower than the number of female subjects and therefore the absence of associations
in males may be due to a lack of statistical power.

Data from this study suggests that sufficient sleep duration should be recommended as part
of a healthy lifestyle, but more cohort studies are required to determine whether excessive sleep
duration is a biological risk factor for high blood pressure and cardiovascular disease. The posi-
tive effects of daytime napping observed in the current study need to be confirmed in a larger
study and more intensive investigations performed on vascular function and body fat distribu-
tion. The positive effect of anti-hypertensive agents on body weight is concerning, particulalrly
in this population which has a high prevalence of hypertension. This requires further investiga-
tion to determine which specific agents are responsible and whether they have detrimental
metabolic effects in this population, as has been observed with thiazide diuretics in other popu-
lations [40]. The development of comprehensive and culturally acceptable smoking-cessation
interventions also requires the inclusion of weight management programmes. The dangers of
environmental tobacco smoke exposure must be emphasised but further studies are required to
determine the exact effects of this on body fat mass and whether avoiding passive smoke expo-
sure can lead to weight gain.

Supporting Information
S1 Dataset. Socio-demographic data collected from primary care patients (a total of 1311
adult subjects, 862 women and 449 men) attending two pre-selected primary care clinics in
Soweto, South Africa.
(XLSX)
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S1 Fig. The effect of environmental tobacco smoke exposure on BMI in males (n = 424;
grey filled bars) and females (n = 829; open bars). The data is given as median with inter-
quartile range; �p<0.05, ��p<0.01, ���p<0.001 versus none; +p<0.05 versus 1–6 times/week.
(TIF)

S2 Fig. The effect of night time sleep duration on BMI in females< 40 years-of-age
(n = 414; light grey filled bars) and females� 40 years-of-age (n = 409; dark grey filled
bars). The data is given as median with inter-quartile range; �p<0.05 versus<8 hours.
(TIF)

Acknowledgments
We gratefully acknowledge Maureen Khubeka, Bridget Pooko, Phuthuma Methusi and Brenda
Bogale from the Soweto Cardiovascular Research Unit who collected the data.

Author Contributions
Conceived and designed the experiments: SP SS MC KS. Performed the experiments: SP SS
MC KS. Analyzed the data: NC SS. Contributed reagents/materials/analysis tools: SS KS NC.
Wrote the paper: SP SS MC KL KS NC.

References
1. Stewart S, Carrington M, Pretorius S, Ogah O, Blauwet L, Antras-Ferry J, et al. Elevated risk factors but

low burden of heart disease in urban African primary care patients: A fundamental role for primary pre-
vention. Int J Cardiol 2011; 158: 2005–2010.

2. Crowther NJ, Norris S. The current waist circumference cut point used for the diagnosis of metabolic
syndrome in sub-Saharan African women is not appropriate. PLOSOne 2012; 7 (11): e48883. doi: 10.
1371/journal.pone.0048883 PMID: 23145009

3. Sliwa K. Mocumbi AO. Forgotten cardiovascular diseases in Africa. Clin Res Cardiol 2010; 99(2):65–
74. doi: 10.1007/s00392-009-0094-1 PMID: 20012067

4. Grandner MA, Jackson N, Gerstner JR, Knutson KL. Dietary nutrients associated with short and long
sleep duration. Data from a nationally representative sample. Appetite 2013; 64:71–80. doi: 10.1016/j.
appet.2013.01.004 PMID: 23339991

5. Gottlieb DJ, Redline S, Nieto J, Baldwin CM, Newman AB, Resnick HE, et al. Association of usual
sleep duration with hypertension: The sleep heart health study. Sleep 2006; (29: ) 8:1009–1014.

6. Patel SR, Malhotra A, Gotlieb DJ, White DP, Hu FB. Correlates of Long Sleep Duration. Sleep 2006;
(29: ) 7: 881–889.

7. Lima MG, Francisco PMSB, Berti de Azevedo Barros M. Sleep duration pattern and chronic diseases in
Brazilian adults (ISACAMP, 2008/09). Sleep Medicine 2012; 13:139–144. doi: 10.1016/j.sleep.2011.
07.011 PMID: 22137111

8. Magee CA, Iverson DC, Caputi P. Factors associated with short and long sleep. Preventive Medicine
2009; 49:461–467. doi: 10.1016/j.ypmed.2009.10.006 PMID: 19850073

9. Mahan LK, Escott-Stump S, Raymond JL. Krause’s Food & the Nutrition Care Process 2012. 13th Edi-
tion. Elsevier Saunders, USA.

10. Godfrey R, Julien M. Urbanisation and health. Clin Med. 2005 Mar-Apr; 5(2):137–41. PMID: 15847005

11. Steyn NP. Nutrition and chronic diseases of lifestyle in South Africa.Chronic Diseases of Lifestyle in
South Africa: 1995–2005. South African Medical Research Council, Cape Town, South Africa. 2006;
33–47.

12. McLaren L. Socioeconomic status and obesity. Epidemiol Rev 2007; 29:29–48. PMID: 17478442

13. Dinsa GD, Goryakin Y, Fumagalli E, Suhrcke M. Obesity and socioeconomic status in developing coun-
tries: a systematic review. Obes Rev 2012; 13:1067–79. doi: 10.1111/j.1467-789X.2012.01017.x
PMID: 22764734

14. Filozof C, Fernández Pinilla MC, Fernández-Cruz A. Smoking cessation and weight gain. Obes Rev
2004; 5:95–103. PMID: 15086863

Environmental Factors and Obesity in an Urban African Population

PLOS ONE | DOI:10.1371/journal.pone.0131081 October 8, 2015 12 / 14

http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0131081.s002
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0131081.s003
http://dx.doi.org/10.1371/journal.pone.0048883
http://dx.doi.org/10.1371/journal.pone.0048883
http://www.ncbi.nlm.nih.gov/pubmed/23145009
http://dx.doi.org/10.1007/s00392-009-0094-1
http://www.ncbi.nlm.nih.gov/pubmed/20012067
http://dx.doi.org/10.1016/j.appet.2013.01.004
http://dx.doi.org/10.1016/j.appet.2013.01.004
http://www.ncbi.nlm.nih.gov/pubmed/23339991
http://dx.doi.org/10.1016/j.sleep.2011.07.011
http://dx.doi.org/10.1016/j.sleep.2011.07.011
http://www.ncbi.nlm.nih.gov/pubmed/22137111
http://dx.doi.org/10.1016/j.ypmed.2009.10.006
http://www.ncbi.nlm.nih.gov/pubmed/19850073
http://www.ncbi.nlm.nih.gov/pubmed/15847005
http://www.ncbi.nlm.nih.gov/pubmed/17478442
http://dx.doi.org/10.1111/j.1467-789X.2012.01017.x
http://www.ncbi.nlm.nih.gov/pubmed/22764734
http://www.ncbi.nlm.nih.gov/pubmed/15086863


15. Sanchez-Johnsen L. Smoking cessation, obesity and weight concerns in black women: A call to action
for culturally competent interventions. Journal of the National Medical Association 2005; 97(12): 1630–
1638. PMID: 16396055

16. Chiolero A, Faeh D, Paccaud F, Cornuz J. Consequences of smoking for body weight, body fat distribu-
tion, and insulin resistance. Am J Clin Nutr 2008; 87:801–809. PMID: 18400700

17. Puoane T, Steyn K, Bradshaw D, Laubscher R, Fourie J, et al. (2002) Obesity in South Africa: the
South African demographic and health survey. Obes Res 10: 1038–1048. PMID: 12376585

18. Abubakari AR, Lauder W, Agyemang C, Jones M, Kirk A, et al. (2008) Prevalence and time trends in
obesity among adult West African populations: a meta-analysis. Obes Rev 9: 297–311. doi: 10.1111/j.
1467-789X.2007.00462.x PMID: 18179616

19. Sliwa K, Wilkinson D, Hansen C, Ntyinyane L, Tibazarwa K, Becker A, et al. Spectrum of heart disease
and risk factors in a black urban population in South Africa (the Heart of Soweto Study): a cohort study.
Lancet Mar 15 2008; 371(9616):915–922. doi: 10.1016/S0140-6736(08)60417-1 PMID: 18342686

20. Stewart S, Carrington M, Pretorius S, Methusi P, Sliwa K. Standing at the crossroads between new and
historically prevalent heart disease: effects of migration and socio-economic factors in the Heart of
Soweto cohort study. Eur Heart J Feb 2011; 32(4):492–499.

21. Kwok MK, Schooling CM, Lam TH, Leung GM. Paternal smoking and childhood overweight: evidence
from the Hong Kong “Children of 1997”. Pediatrics 2010; 126:e46–56. doi: 10.1542/peds.2009-2642
PMID: 20587672

22. Seedat YK, Rayner BL. The abridged South African hypertension guideline 2011. S Afr Fam Pract
2012; 54(2): S4–S8.

23. Braun JM, Daniels JL, Poole C, Olshan AF, Hornung R, Bernert JT, et al. Prenatal environmental
tobacco smoke exposure and early childhood body mass index. Paediatr Perinat Epidemiol 2010; 24:
524–34. doi: 10.1111/j.1365-3016.2010.01146.x PMID: 20955230

24. Kruger A, Wissing MP, Towers GW, Doak CM. Sex differences independent of other psycho-sociode-
mographic factors as a predictor of body mass index in black South African adults. J Health Popul Nutr
2012; 30:56–65. PMID: 22524120

25. Patel SR. Reduced sleep as an obesity risk factor. Obes Rev. 2009; 10 Suppl 2:61–8. doi: 10.1111/j.
1467-789X.2009.00664.x PMID: 19849803

26. Kobayashi D, Takahashi O, Deshpande GA, Shimbo T, Fukui T. Association between weight gain, obe-
sity, and sleep duration: a large-scale 3-year cohort study. Sleep Breath 2012; 16:829–33. doi: 10.
1007/s11325-011-0583-0 PMID: 21892668

27. Jean-Louis G, Williams NJ, Sarpong D, Pandey A, Youngstedt S, Zizi F, et al. Associations between
inadequate sleep and obesity in the US adult population: analysis of the national health interview sur-
vey (1977–2009). BMC Public Health 2014; 14:290. doi: 10.1186/1471-2458-14-290 PMID: 24678583

28. Marshall NS, Glozier N, Grunstein RR. Is sleep duration related to obesity? A critical review of the epi-
demiological evidence. Sleep Medicine Reviews 2008; 12:289–298. doi: 10.1016/j.smrv.2008.03.001
PMID: 18485764

29. St-Onge MP, Roberts AL, Chen J, Kelleman M, O'Keeffe M, Roy Choudhury A, et al. Short sleep dura-
tion increases energy intakes but does not change energy expenditure in normal-weight individuals.
Am J Clin Nutr 2011; 94:410–6. doi: 10.3945/ajcn.111.013904 PMID: 21715510

30. Calvin AD, Carter RE, Adachi T, Macedo PG, Albuquerque FN, van der Walt C, et al. Effects of experi-
mental sleep restriction on caloric intake and activity energy expenditure. Chest 2013; 144:79–86. doi:
10.1378/chest.12-2829 PMID: 23392199

31. Van Cauter E, Knutson KL. Sleep and the epidemic of obesity in children and adults. Eur J Endocrinol
2008; 159 Suppl 1:S59–66. doi: 10.1530/EJE-08-0298 PMID: 18719052

32. Fang J, Wheaton AG, Keenan NL, Greenlund KJ, Perry GS, Croft JB. Association of sleep duration and
hypertension among US adults varies by age and sex. Am J Hypertens 2012; 25:335–41. doi: 10.1038/
ajh.2011.201 PMID: 22052075

33. Sayón-Orea C, Bes-Rastrollo M, Carlos S, Beunza JJ, Basterra-Gortari FJ, Martínez-González MA.
Association between sleeping hours and siesta and the risk of obesity: the SUNMediterranean Cohort.
Obes Facts 2013; 6:337–47. doi: 10.1159/000354746 PMID: 23970143

34. Stang A, Dragano N, Moebus S, Möhlenkamp S, Schmermund A, Kälsch H, et al. Heinz Nixdorf Recall
Investigative Group. Midday naps and the risk of coronary artery disease: results of the Heinz Nixdorf
Recall Study. Sleep 2012; 35:1705–12. doi: 10.5665/sleep.2248 PMID: 23204613

35. Dhand R, Sohal H. Good sleep, bad sleep! The role of daytime naps in healthy adults. Curr Opin Pulm
Med 2006; 12:379–82. PMID: 17053484

36. Yoon YS, Oh SW, Park HS. Socioeconomic status in relation to obesity and abdominal obesity in
Korean adults: a focus on sex differences. Obesity 2006; 14:909–19. PMID: 16855201

Environmental Factors and Obesity in an Urban African Population

PLOS ONE | DOI:10.1371/journal.pone.0131081 October 8, 2015 13 / 14

http://www.ncbi.nlm.nih.gov/pubmed/16396055
http://www.ncbi.nlm.nih.gov/pubmed/18400700
http://www.ncbi.nlm.nih.gov/pubmed/12376585
http://dx.doi.org/10.1111/j.1467-789X.2007.00462.x
http://dx.doi.org/10.1111/j.1467-789X.2007.00462.x
http://www.ncbi.nlm.nih.gov/pubmed/18179616
http://dx.doi.org/10.1016/S0140-6736(08)60417-1
http://www.ncbi.nlm.nih.gov/pubmed/18342686
http://dx.doi.org/10.1542/peds.2009-2642
http://www.ncbi.nlm.nih.gov/pubmed/20587672
http://dx.doi.org/10.1111/j.1365-3016.2010.01146.x
http://www.ncbi.nlm.nih.gov/pubmed/20955230
http://www.ncbi.nlm.nih.gov/pubmed/22524120
http://dx.doi.org/10.1111/j.1467-789X.2009.00664.x
http://dx.doi.org/10.1111/j.1467-789X.2009.00664.x
http://www.ncbi.nlm.nih.gov/pubmed/19849803
http://dx.doi.org/10.1007/s11325-011-0583-0
http://dx.doi.org/10.1007/s11325-011-0583-0
http://www.ncbi.nlm.nih.gov/pubmed/21892668
http://dx.doi.org/10.1186/1471-2458-14-290
http://www.ncbi.nlm.nih.gov/pubmed/24678583
http://dx.doi.org/10.1016/j.smrv.2008.03.001
http://www.ncbi.nlm.nih.gov/pubmed/18485764
http://dx.doi.org/10.3945/ajcn.111.013904
http://www.ncbi.nlm.nih.gov/pubmed/21715510
http://dx.doi.org/10.1378/chest.12-2829
http://www.ncbi.nlm.nih.gov/pubmed/23392199
http://dx.doi.org/10.1530/EJE-08-0298
http://www.ncbi.nlm.nih.gov/pubmed/18719052
http://dx.doi.org/10.1038/ajh.2011.201
http://dx.doi.org/10.1038/ajh.2011.201
http://www.ncbi.nlm.nih.gov/pubmed/22052075
http://dx.doi.org/10.1159/000354746
http://www.ncbi.nlm.nih.gov/pubmed/23970143
http://dx.doi.org/10.5665/sleep.2248
http://www.ncbi.nlm.nih.gov/pubmed/23204613
http://www.ncbi.nlm.nih.gov/pubmed/17053484
http://www.ncbi.nlm.nih.gov/pubmed/16855201


37. Loucks EB, Magnusson KT, Cook S, Rehkopf DH, Ford ES, Berkman LF. Socioeconomic position and
the metabolic syndrome in early, middle, and late life: evidence from NHANES 1999–2002. Ann Epide-
miol 2007; 17:782–90. PMID: 17697786

38. Santos AC, Ebrahim S, Barros H. Gender, socio-economic status and metabolic syndrome in middle-
aged and old adults. BMC Public Health 2008 Feb 18; 8:62. doi: 10.1186/1471-2458-8-62 PMID:
18282285

39. Zuo CS, Villafuerte RA, Henry ME, Dobbins RL, Lee C, Sung Y, et al. MRI assessment of drug-induced
fluid accumulation in humans: validation of the technology. Magn Reson Imaging 2008; 26:629–37. doi:
10.1016/j.mri.2008.01.003 PMID: 18420368

40. Eriksson JW, Jansson PA, Carlberg B, Hägg A, Kurland L, Svensson MK, et al. Hydrochlorothiazide,
but not Candesartan, aggravates insulin resistance and causes visceral and hepatic fat accumulation:
the mechanisms for the diabetes preventing effect of Candesartan (MEDICA) Study. Hypertension
2008; 52:1030–7. doi: 10.1161/HYPERTENSIONAHA.108.119404 PMID: 18981327

Environmental Factors and Obesity in an Urban African Population

PLOS ONE | DOI:10.1371/journal.pone.0131081 October 8, 2015 14 / 14

http://www.ncbi.nlm.nih.gov/pubmed/17697786
http://dx.doi.org/10.1186/1471-2458-8-62
http://www.ncbi.nlm.nih.gov/pubmed/18282285
http://dx.doi.org/10.1016/j.mri.2008.01.003
http://www.ncbi.nlm.nih.gov/pubmed/18420368
http://dx.doi.org/10.1161/HYPERTENSIONAHA.108.119404
http://www.ncbi.nlm.nih.gov/pubmed/18981327

