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Background and Objectives. The extent to which chronic kidney disease (CKD) impacts cardiovascular disease (CVD) in black
Africans is uncertain. We compared cardiovascular risk factors and CVD between black and other African CKD patients.
Methods. Cardiovascular risk factors, aortic and cardiac function, atherosclerosis extent, and cardiovascular event rates were
assessed in 115 consecutive predialysis (n = 67) and dialysis patients (n =48) including 46 black and 69 other (32 Asian, 28 white,
and 9 mixed race) participants. Data were analysed in multivariable regression models. Results. Overall, black compared to other
African CKD patients had less frequent carotid artery plaque (OR (95% CI) = 0.38 (0.16-0.91)) despite an increased cardiovascular
risk factor burden. In receiver operator characteristic curve analysis, the Framingham score performed well in identifying non-
black but not black CKD patients with carotid plaque (area under the curve (AUC) (95% CI) = 0.818 (0.714-0.921) and AUC (95%
CI) =0.556 (0.375-0.921), respectively). Black compared to other African predialysis patients experienced larger Framingham
scores and more adverse nontraditional cardiovascular risk factors, impaired arterial and diastolic function but similar car-
diovascular event rates (OR (95% CI)=0.93 (0.22 to 3.87)). Among dialysis patients, black compared to other Africans had an
overall similar traditional and nontraditional cardiovascular risk factor burden, similar arterial and diastolic function but in-
creased systolic function (partial R=0.356, p=0.01 and partial R=0.315, p=0.03 for ejection fraction and stroke volume,
respectively) and reduced cardiovascular event rates (OR (95% CI) =0.22 (0.05 to 0.88)). Conclusion. Black compared to other
African CKD patients have less frequent very high risk atherosclerosis and experience weaker cardiovascular risk factor-ath-
erosclerotic CVD relationships. These disparities may be due to differences in epidemiological health transition stages. Among
dialysis patients, black compared to other Africans have less cardiovascular events, which may represent a selection bias as
previously documented in black Americans.

1. Introduction

The global prevalence of chronic kidney disease (CKD) was
recently estimated at 9.1% [1], whereas that in sub-Saharan
Africa was 10.7% and ranged from 6.6% to 14% in west
compared to South African sites [2]. Most patients with
CKD are more likely to die from cardiovascular disease
(CVD) than develop kidney failure [3, 4]. CVD in CKD is

mediated by adverse traditional cardiovascular risk factor
profiles and renal disease-specific factors including calcium-
phosphate imbalance, anaemia, chronic volume overload,
and oxidative stress [3, 4]. The risk of cardiovascular disease
increases from 1.5-fold in patients with stage 2 CKD to 20-
fold in those with end-stage renal disease (ESRD) [3].
Presently available evidence on the effects of CKD on
CVD originates in studies that were mostly performed in
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high income countries. Sub-Saharan Africa is a large con-
tinent that consists of low and middle income countries
[5, 6]. The sub-Saharan African black population is currently
undergoing rapid urbanization and, consequently, an epi-
demiological health transition [7]. Cardiovascular risk factor
profiles and their impact on CVD as well as cardiovascular
event phenotypes differ in low or middle compared to high-
income populations [7]. Black South African persons cur-
rently experience smaller age-standardized mortality rates
from ischemic heart disease than their non-black counter-
parts [8]. By contrast, age-standardized mortality rates due
to cerebrovascular and hypertensive heart disease are much
larger in black compared to other South Africans [8].

Compared to their white counterparts, black Americans
with predialysis chronic kidney disease experience an en-
hanced risk of CVD mortality [9]. This disparity further
increases with CKD severity [9]. However, survival is better
in black compared to bhite Americans once they are on
dialysis [9].

The extent to which CKD impacts CVD risk among
black Africans is less well established. The respective evi-
dence derives from investigations that included only patients
on dialysis [10-13]. In two retrospective cohort studies,
sepsis was a more frequent cause of death than CVD among
predominantly black African dialysis patients [10, 12].
Another study revealed a markedly low prevalence of cor-
onary and aortic calcification in black African dialysis pa-
tients [11]. Yet, Amira and colleagues [13] identified carotid
artery plaque in 38.1% of 58 black and 26 non-black African
dialysis patients. Notably, the mean age of participants in
these studies was as low as 36 to 42 years [10-13]. In the
present study, we compared cardiovascular risk factor
profiles [14], large artery function including arterial stiffness,
wave reflection and pressure pulsatility [14-16], left ven-
tricular systolic and diastolic function [17], atherosclerosis
extent, and cardiovascular event rates between black and
other African predialysis and dialysis patients.

2. Patients and Methods

2.1. Patients. One hundred and fifteen consecutive pre-
dialysis or dialysis patients that included 46 black and 69
other (32 Asian, 28 white, and 9 mixed race) participants
were recruited at the Milpark Hospital in Johannesburg,
South Africa. Predialysis patients had a Chronic Kidney
Disease Epidemiology Collaboration estimated glomerular
filtration rate (eGFR) [18] of <60 ml/min.1.73 m* upon
enrolment. Patients with infection or/and active cancer were
excluded. The study was approved by the University of the
Witwatersrand Human (Medical) Research Ethics Com-
mittee (protocol no. M15-08-43) in Johannesburg, South
Africa, and performed according to the 2013 revised Hel-
sinki Declaration. Each patient gave written informed
consent.

2.2. Methods. Baseline recorded characteristics comprised
demographic features, CKD staging, lifestyle factors, and
anthropometric  parameters. Dialysis patients were
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investigated on the day before undergoing the respective
procedure. Each of these patients was dialysed thrice weekly.

2.2.1. Cardiovascular Risk Factors and Their Treatment.
Traditional and nontraditional or kidney disease-related
cardiovascular risk factors and their treatment were recor-
ded using previously reported methods [14] and as given in
the Supplementary Materials (methods) (available here). The
overall major traditional cardiovascular risk factor burden
was estimated by calculating the Framingham score [19]. For
this study, a high phosphate concentration was identified in
patients with a phosphate level of >1.42 mmol/l or/and when
a phosphate lowering agent (calcium carbonate or sevelamer
in 48 and 1 (black dialysis patient) cases, respectively) was
used.

2.2.2. Arterial Function. Central hemodynamic character-
istics were determined using a high-fidelity SPC-301
micromanometer (Millar Instument, Inc., Houston, Texas),
interfaced with a computer utilizing SphygmoCor software,
version 9.0 (AtCor Medical Pty., Ltd., West Ryde, New South
Wales, Australia). We evaluated arterial stiffness as esti-
mated by aortic pulse wave velocity, wave reflection as
represented by the augmentation index, reflected wave
pressure and reflection magnitude, and pressure pulsatility
measures including central systolic and pulse pressure,
peripheral pulse pressure, pressure amplification, and for-
ward wave pressure as previously reported [14] and given in
the Supplementary Materials (methods).

2.2.3. Left Ventricular  Structure and  Function.
Echocardiography was performed as recommended by the
American Society of Echocardiography convention [17] and
using a Philips CX50 POC CompactXtreme Ultrasound
System (Philips Medical Systems (Pty.) Ltd., USA) equipped
with a 1.8-4.2 MHz probe that allowed for M-mode, 2-D,
pulsed, and tissue Doppler measurements. We assessed left
ventricular structure as represented by mass and hyper-
trophy, systolic function as estimated by ejection fraction
and systolic volume, and diastolic function parameters
comprising the early (E)/late (atrial) diastolic wave (A) ratio,
the peak mitral annulus motion during early diastole (e),
and E/e’ ratio, as previously described [17] and given in the
Supplementary Materials (methods).

2.2.4. Carotid Atherosclerosis. Carotid artery ultrasound was
performed using a Philips CX50 POC CompactXtreme
Ultrasound System (Philips Medical Systems (Pty.) Ltd.,
USA) attached to a linear array 4.0-12.0 MHz probe. The
software provided for semiautomated border detection gives
markedly reproducible data as previously described [14].
Images of at least 1 cm length of the distal common carotid
arteries were obtained. The optimal angle of incidence was
used, defined as the longitudinal angle of approach where
both branches of the internal and external carotid artery
were visualized simultaneously. The carotid intima-media
thickness (c-IMT) was defined as the mean of the left and
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right common carotid artery thickness. Plaque in the ex-
tracranial carotid tree was defined according to the Man-
nheim consensus criteria [20]. Carotid ultrasound
measurements were made by the same observer that per-
formed the arterial function and echocardiographic evalu-
ations (CR). The intraobserver variability of ultrasound
measurements is low in our setting [14].

2.2.5. Cardiovascular Event Rates. Cardiovascular event
rates included ischemic heart disease (acute myocardial
infarction, percutaneous transluminal coronary angioplasty,
and/or coronary artery bypass surgery), heart failure, and/or
cerebrovascular and/or peripheral arterial disease that were
confirmed by a cardiologist, neurologist, and vascular sur-
geon, respectively.

2.2.6. Data Analysis. Data were analysed using the IBM
SPSS statistics program (version 23.0 IBM, USA) and sig-
nificance was set at p <0.05. Significance was consistently
analysed with two-sided tests. Results are expressed as mean
(SD) or median (interquartile range (IQR)) for continuous
variables and percentages for categorical variables. Non-
normally distributed characteristics were logarithmically
transformed before entering them in multivariable regres-
sion models.

We compared traditional and nontraditional cardio-
vascular risk factor profiles, arterial function parameters, left
ventricular structure and function variables, atherosclerosis
markers, and cardiovascular event rates between black and
other African chronic kidney disease patients in age and sex
adjusted multivariable regression models. Other established
potential confounders or mediators of arterial function [14]
were consistently adjusted for in additional models. We
subsequently performed sensitivity analyses among pre-
dialysis as well as dialysis patients. Differences among the 4
investigated groups that included black and other African
predialysis and black and other African dialysis patients were
assessed by ANOVA, Kruskal-Wallis, and chi-square test for
continuous normally distributed, continuous nonnormally
distributed, and categorical variables, respectively. The
performance of the Framingham score in identifying black
and other African chronic kidney disease patients with very
high CVD risk as represented by carotid plaque presence was
determined in receiver operator characteristic (ROC) curve
analysis.

3. Results

3.1. Baseline Patient Characteristics. As given in Table 1,
mean age was 5.6 years smaller in black compared to other
CKD African patients (p = 0.03). Sex and lifestyle factors did
not differ in black compared to other African participants. In
age and sex adjusted analysis, black patients were more
frequently on dialysis (OR (95% CI)=3.18 (1.41 to 7.08)).
Body weight and height were each smaller in black compared
to other African patients. These differences reached signif-
icance for weight (p=0.02) only. Other anthropometric
measures were similar in the two groups.

3.2. Traditional and Nontraditional Cardiovascular Risk
Factors in Black Compared to Other African Patients with
CKD. Cardiovascular risk factor profiles are presented in
Table 2. In age and sex adjusted analysis, hypertension and
diabetes were more prevalent in black compared to other
African CKD patients. The use of insulin, diuretics, and
calcium channel blockers was more frequent, whereas that of
lipid lowering agents was less prevalent in black compared to
other African patients. Systolic blood pressure, heart rate,
and Framingham score were each larger in black compared
to other African patients.

With regard to nontraditional cardiovascular risk fac-
tors, black patients had more frequently high phosphate
concentrations, smaller calcium and haemoglobin levels,
and larger parathyroid and ferritin concentrations compared
to other African participants. Black patients also more often
received erythropoietin stimulating agent and intravenous
iron therapy. In an additional logistic regression model in
which diuretic agent use was adjusted for, black population
origin remained associated with low calcium levels (partial
R=-0.192, p=0.04). Black patients used erythropoietin
stimulating agents and intravenous iron more often than
their other African counterparts.

3.3. Arterial Function in Black Compared to Other African
Patients with CKD. As given in Table 3, in age and sex
adjusted analysis, pressure pulsatility as represented by
central systolic and pulse pressure, peripheral pulse pressure,
and forward wave pressure were each larger in black
compared to other African CKD patients (model 1 in Ta-
ble 3). Upon additional adjustment for other established
confounders or mediators, these disparities persisted except
for as related to the forward wave pressure.

3.4. Left Ventricular Structure and Function in Black Com-
pared to Other African Patients with Chronic Kidney Disease.
Cardiac structure and function measures in black and other
African CKD patients are shown in Table 4. In age and sex
adjusted analysis, black African patients experienced a larger
E/e' ratio and smaller e'.

3.5. Atherosclerosis and Cardiovascular Event Rates in Black
Compared to Other African Patients with Chronic Kidney
Disease. As given in Table 5, in age and sex adjusted analysis,
carotid artery plaque prevalence was smaller in black
compared to other African CKD patients. The frequency of
cardiovascular events and carotid intima-media thickness
was also smaller in black compared to other African patients,
but none of these differences reached significance.

3.6. Sensitivity Analyses

3.6.1. Baseline Characteristics in Black Compared to Other
African Predialysis and Dialysis Patients. Baseline demo-
graphic characteristics, lifestyle factors, and anthropometric
features did not differ significantly in black compared to
other predialysis as well as dialysis patients, as shown in
Table 1.
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TaBLE 1: Baseline characteristics in black compared to other African chronic kidney disease patients overall and in sensitivity analysis among

predialysis and dialysis patients.

Chronic kidney disease patients

All patients Predialysis patients Dialysis patients Intergrpup R
Characteristics comparison
Black Other Black Other Black Other
African African ] African African | African African ‘f ‘f
(n=46) (=69 """ (n=19  (n=48) "¢ (n=27)  (n=21p VO VAW
Demographics
Age (years) 54.3 (14.6) 59.9 (13.3) 0.03 557 (142) 60.3 (13.6) 02 53.3 (150) 591 (13.0) 0.2 0.1
Female sex 18 (39.1) 25 (36.2) 1.0 6 (31.6) 15 (31.3) 0.8 12 (44.4) 10 (47.6) 0.8 0.5
CKD stage
Predialysis 19 (41.3) 48 (69.6) 0.005 — — — — — — —
Dialysis 27 (58.7) 21 (30.4) 0.005 — — — — — — —
Lifestyle
Current smoker 2 (4.4) 1(1.5) 0.4 2 (10.5) 1(2.1) 0.2 0 (0) 0 (0) — —
Exsmoker 2 (4.4) 6 (8.7) 03 0 (0) 4(83) 10 274 2(95) 05 0.6
Alcohol 1(2.2) 1 (1.5) 0.8 0 (0) 1(2.1) 1.0 1 (3.7) 0 (0) — 0.7
Exercise 19 (41.3) 23 (33.3) 0.4 6 (31.6) 11 (22.9) 0.5 13 (48.2) 12 (57.1) 0.4 0.06
Anthropometry
Weight (kg) 745 (13.0) 811 (16.8) 0.02 763 (13.6) 83.1 (16.5) 007 731 (12.7) 767 17.1) 0.5 0.04
Height (cm) 167.8 (9.8) 170.5 (10.4) 0.09 170.0 (7.9) 171.3 (9.7) 0.5 166.2 (10.7) 168.6 (11.3) 0.2 0.2
Waist (cm) 96.5 (13.1) 102.0 (153) 0. 971 (10.4) 101.4 (148) 03 961 (149) 103.3 (16.7) 0.3 0.2
Neck (cm) 386 (3.8) 397 (45) 02 387 (47) 395(55) 07 384 (31) 401 (51) 03 0.5
BMI (kg/m?) 266 (53) 279 (56) 02 265(52) 283(55) 02 267(55) 270 (58) 08 0.4
Waist-hip ratio  0.98 (0.11) 0.97 (0.10) 0.2 0.97 (0.14) 0.97 (0.11) 0.6 0.99 (0.09) 0.97 (0.09) 0.3 0.8
Waist-height ratio 0.58 (0.09) 0.59 (0.09) 0.5 0.57 (0.07) 0.59 (0.09) 0.5 0.58 (0.11) 0.61 (0.11) 0.7 0.5

Data are expressed as mean (SD) or number (percent) and were analysed in age and sex adjusted linear of logistic regression models as appropriate. “For
differences among black and other African predialysis patients and black and other African dialysis patients. Significant differences are shown in bold. CKD,

chronic kidney disease; BMI, body mass index.

3.6.2. Traditional and Nontraditional Cardiovascular Risk
Factors in Black Compared to Other African Predialysis and
Dialysis Patients. Table 2 gives the traditional and nontra-
ditional cardiovascular risk factors in black compared to other
African predialysis and dialysis patients. Among predialysis
patients, all black African patients were hypertensive as
compared to 81.3% of their other African counterparts. Black
patients also had a larger systolic blood pressure and used
diuretics, calcium channel blockers, and alpha blockers more
frequently. Diabetes was more prevalent, haemoglobin A1C
concentrations were larger, and insulin was used more fre-
quently in black compared to other African patients. The
Framingham score was larger in black compared to other
African patients. With regard to nontraditional cardiovas-
cular risk factors, the prevalence of high phosphate levels and
parathyroid concentrations was larger and vitamin D levels
were smaller in black compared to other African patients.

Among dialysis patients, beta blockers were used less
frequently and heart rate was larger in black compared to
other African patients. With regard to nontraditional
cardiovascular risk factors, the calcium x phosphate
product was smaller in black compared to other African
patients.

3.6.3. Arterial Function in Black Compared to Other African
Predialysis and Dialysis Patients. Arterial function in black
compared to other African predialysis and dialysis patients
are shown in Table 3. Among predialysis patients, arterial
wave reflection markers and, except for the forward wave
pressure, pressure pulsatility parameters were larger in black
compared to other African patients. Except for as related to
augmentation index and reflection magnitude, each of these
disparities remained significant in regression models in
which, besides age and sex, other established potential
confounders or mediators were additionally adjusted for.
Among dialysis patients, arterial stiffness and wave re-
flection as well as pressure pulsatility measures did not differ
significantly in black compared to other African patients.

3.6.4. Left Ventricular Structure and Function in Black
Compared to Other African Predialysis and Dialysis Patients.
Table 4 gives the left ventricular structure and function in
black compared to other African predialysis and dialysis
patients. Among predialysis patients, the E/e’ ratio was
larger and the e’ was smaller in black compared to other
African patients. The association of black population origin
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with E/e’ ratio was unaltered upon additional adjustment for
left ventricular hypertrophy (partial R=0.307, p=0.01) or
hypertension (partial R=0.278, p=0.02) but was no longer
present after diabetes was adjusted for (partial R=0.089,
p=0.5).

Among dialysis patients, ejection fraction and stroke
volume were larger in black compared to other African
patients. These associations were materially unaltered upon
additional adjustment for haemoglobin levels (partial
R=0.356, p=0.01 and partial R=0.276, p=0.07).

3.6.5. Carotid Atherosclerosis and Cardiovascular Event Rates
in Black Compared to Other African Predialysis and Dialysis
Patients. Among predialysis patients, carotid atheroscle-
rosis extent and cardiovascular event rates did not differ
significantly in black compared to other African patients, as
shown in Table 5.

Among dialysis patients, black compared to other Af-
rican study participants were less likely to have experienced
any cardiovascular event.

3.6.6. Differences among Black and Other African Predialysis
and Black and Other African Dialysis  Patients.
Differences among the 4 investigated groups that included
black and other African predialysis and black and other
African dialysis patients were confirmed upon intergroup
comparisons. This was the case for body weight as a baseline
characteristic (Table 1), a substantial proportion of the
traditional and nontraditional cardiovascular risk factors
and their treatment (Table 2), pressure pulsatility measures
(Table 3), E/e' (Table 4), and carotid artery plaque and
intima-media thickness as well as ischemic heart disease
(Table 5).

3.7. Association of Cardiovascular Risk Factors with Athero-
sclerosis in Black Compared with Other African Chronic
Kidney Disease. The abovementioned results indicate that
the cardiovascular disease risk factor burden was larger in
black compared to other African chronic kidney disease
patients. Despite this disparity, the atherosclerosis extent as
estimated by carotid plaque prevalence was smaller in black
compared to other African patients. In this regard, in in-
teraction analysis, black population origin impacted the
Framingham score-plaque prevalence relationship (OR
(95% CI) =0.914 (0.862 to 0.970), interaction p =0.003). As
given in Table 6, stratified analysis revealed that traditional
cardiovascular risk factors were not related to carotid plaque
in black African patients, whereas age, sex, dyslipidemia, and
Framingham score were associated with atherosclerosis
among other Africans. The performance of the Framingham
score in identifying black and other African chronic kidney
disease patients with carotid plaque in ROC curve analysis is
shown in Figure 1. The area under the curve (AUC) (95% CI)
for the association of the Framingham score with plaque was

11

0.556 (0.375 to 0.737) (p=0.6) in black compared to 0.818
(0.714 to 0.921) (p <0.0001) in other Africans.

Nontraditional cardiovascular risk factors were not as-
sociated with carotid plaque (data not shown).

4, Discussion

To our knowledge, this is the first study that compared the
traditional and nontraditional cardiovascular risk factor
burden and subclinical and established CVD between black
and other predialysis and dialysis African patients that were
seen at the same centre. The main novel findings produced
by our investigation were as follows: (1) overall, black
compared to other African CKD patients experienced a
larger traditional cardiovascular risk factor burden as esti-
mated by the Framingham score, more adverse nontradi-
tional cardiovascular risk factors, and impaired arterial and
diastolic function but less frequent very high risk athero-
sclerosis as represented by carotid artery plaque presence
and numerically though not significantly smaller cardio-
vascular event rates; (2) black compared to other African
predialysis patients experienced a larger traditional car-
diovascular risk factor burden, more adverse nontraditional
cardiovascular risk factors, impaired arterial function, and
diastolic dysfunction but similar cardiovascular event rates;
(3) among dialysis patients, black compared to other Afri-
cans had an overall similar traditional and nontraditional
cardiovascular risk factor burden, similar arterial and dia-
stolic function but increased systolic function, and reduced
cardiovascular event rates; and (4) in ROC curve analysis
among all participants, the Framingham score was strongly
associated with carotid artery plaque in non-black but not
black African CKD patients.

We found that, as applies to American black predialysis
CKD patients [9], the prevalence of hypertension and dia-
betes was larger in black compared to other African study
participants (100% versus 81.3% and 68.4% versus 16.7%,
respectively). These differences translated into an overall
increased major traditional cardiovascular risk factor bur-
den. Moreover, hypertension was more severe in black
predialysis CKD patients in that despite the use of more
intensive antihypertensive therapy, their systolic blood
pressure was larger than in their non-black counterparts.
Additionally, black African CKD patients had more frequent
high phosphate levels, larger parathyroid hormone con-
centrations, and lower vitamin D levels.

Severe arteriosclerosis is a characteristic vascular feature
of CKD that results in impaired large artery function [21].
Increased arterial stiffness, wave reflection, and pressure
pulsatility in black persons were well documented in general
population studies [22-24]. These central artery character-
istics contribute to heart failure, arrhythmias, sudden death,
stroke, and myocardial infarction in CKD [15, 16]. In this
study, black African predialysis CKD patients experienced
increased wave reflection and pressure pulsatility. Increased
wave reflection contributes to enhanced pressure pulsatility,
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TaBLE 6: Cardiovascular risk factors in black and other African chronic kidney disease patients with and without carotid plaque.

Chronic kidney disease patients

CVD risk factor Black African patients

Other African patient

(I;liqlu:) No plaque (n=32) OR (95% CI) (iliq;l;) No plaque (n=28) OR (95% CI)
Age (years) 57.6 (15.9) 52.8 (14.0) 1.02 (0.98 to 1.07)  66.1 (8.3) 52.1 (14.0) 1.13 (1.06 to 1.20)
Female sex 7 (50) 11 (34.4) 1.90 (0.53 to 6.84) 7 (17.5) 18 (64.3) 0.12 (0.04 to 0.36)
Hypertension 14 (100) 31 (96.8) — 34 (85.0) 25 (85.7) 0.94 (0.24 to 3.71)
Dyslipidemia 11 (78.6) 19 (59.4) 2.90 (0.53 to 15.69) 33 (82.5) 19 (67.9) 13.90 (1.61 to 119.78)
Smoking 0 (0) 2 (6.3) — 1(2.5) 0 (0) —
Framingham score ~ 25.0 (20.5) 22.7 (22.4) 1.01 (0.98 to 1.03)  29.8 (15.8) 13.2 (11.7) 1.10 (1.04 to 1.16)

Data are expressed as mean (SD) or number (percent) and were analysed in logistic regression models. Significant associations are shown in bold. CVD,

cardiovascular disease.
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FIGURE 1: Performance of the Framingham score in identifying non-black (a) and black (b) CKD patients with carotid artery plaque.

which is strongly associated with CVD and disease pro-
gression in CKD patients [21, 25-27]. Effective management
of impaired central artery function associates with improved
survival in CKD [21]. Our results therefore argue for
comprehensive cardiovascular risk factor management
among black African predialysis CKD patients.

We measured E/A ratio and e’ as markers of left ven-
tricular relaxation and E/e’ ratio as an index of left ven-
tricular filling pressure. The E/e’ ratio and e’ predict incident
cardiac and cardiovascular events more strongly than the
E/A ratio [28]. In this study, the E/e’ ratio was larger and the
e’ smaller in black compared to other African predialysis
CKD patients. Hypertension and diabetes are both impor-
tant determinants of diastolic dysfunction in the general
population [29]. In multivariate analysis, we found that
diabetes but not hypertension explained the association of
black population origin with impaired diastolic function
among predialysis CKD patients.

In contrast to black African predialysis patients, those on
dialysis experienced similar cardiovascular risk factor

profiles and arterial and left ventricular diastolic function to
those recorded in other Africans. In this regard, Bellasi and
colleagues [30] previously reported disparities in cardio-
vascular risk factors but similar arterial function in black
compared to white American dialysis patients. More no-
ticeably, we found that cardiovascular event rates were
significantly reduced by 78% (OR (95% CI)=0.22 (0.05 to
0.88)) in black compared to other African dialysis patients.
This is remarkably similar to what was reported among black
American dialysis patients [9, 30].The likelihood of pro-
gressing from chronic kidney disease to end-stage renal
disease is greater in African Americans than whites. How-
ever, once on dialysis, survival is better among African
Americans compared with whites. In 2008, the mortality rate
for patients on dialysis was 16% in African Americans
compared with 24% in whites. This disparity may be due to
black predialysis CKD patients being sicker and therefore
more likely to die, a phenomenon that would be expected to
result in a selection of healthier persons that survive by the
time they start dialysis [30]. This notion is supported by the
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DOPPS-1 report in which comorbidities, concurrent ther-
apies, and nutritional variables explained the reduced
mortality rates in black compared to white dialysis patients
[31]. The authors concluded that minority group dialysis
patients should not be expected to survive longer than their
white counterparts with similar characteristics. Interestingly,
we also found that left ventricular function as estimated by
the ejection fraction and stroke volume was more preserved
in black compared to other African dialysis patients.

Besides the decreased cardiovascular event rates in
black compared to other African dialysis patients, the
most striking finding in this study was that, among all
study participants, despite the more adverse cardiovas-
cular risk factor profiles, impaired arterial function, and
left ventricular diastolic dysfunction, the atherosclerosis
extent as represented by plaque presence was overall
smaller in black compared to other African CKD patients
(OR (95% CI)=0.38 (0.16 to 0.91)). Additionally, in black
compared to other African predialysis patients, despite
more adverse cardiovascular risk factor profiles, cardio-
vascular event rates were not increased (OR (95% CI)
=0.93 (0.0.22 to 3.87)). These results suggest that car-
diovascular risk factors may be less strongly associated
with atherosclerotic CVD in black compared to other
African CKD patients. Indeed, black population origin
impacted the Framingham score-plaque prevalence re-
lationship (interaction p=0.003). In stratified analysis,
the Framingham score was associated with carotid plaque
in non-black but not black African CKD patients. ROC
curve analysis confirmed that the Framingham score
performed well in identifying very high risk atheroscle-
rosis in non-black but not black African CKD patients
(AUC (95% CI)=0.818 (0.714 to 0.921) and AUC (95%
CI)=0.556 (0.375 to 0.921)), respectively. We recently
reported the same finding in black African patients with
rheumatoid arthritis [32-34]. This may be attributable to a
shorter lifetime exposure to cardiovascular risk factors as
part of recent urbanization and an earlier epidemiological
transition stage [32]. More importantly, this finding in-
dicates that cardiovascular risk equations such as the
Framingham score should not be relied upon in cardio-
vascular risk stratification among black African CKD
patients [33, 34].

The major limitations of the present study are the rel-
atively small number of patients included, particularly in
subgroups, its cross-sectional design, and that all included
participants were enrolled at a single centre. Strengths are
that we performed a detailed assessment of not only car-
diovascular risk factor profiles but also large artery and
cardiac function as well as subclinical atherosclerosis and
cardiovascular events, and that recorded data were com-
pared between black and other African CKD patients.

5. Conclusion

Overall, black compared to other African CKD patients
currently experience less frequent severe atherosclerosis
despite an increased cardiovascular risk factor burden. The
Framingham score is useful in atherosclerotic CVD risk
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stratification among non-black but not black African CKD
patients. Among predialysis patients, black compared to
other Africans have more adverse traditional and nontra-
ditional cardiovascular risk factor profiles, impaired arterial
function, and diastolic dysfunction but similar cardiovas-
cular event rates. These disparities may originate in differ-
ences in epidemiological transition stages. Black compared
to other African dialysis patients have smaller cardiovascular
event rates, which may represent a selection bias as previ-
ously documented in black Americans.
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