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Hemorheological profiles of subjects with

prehypertension

Cesare Tripolino, Agostino Gnasso, Claudio Carallo, Faustina Barbara Scavelli and Concetta Irace

High blood viscosity is associated with increased peripheral resistance and high blood pressure (BP). Prehypertension refers to a
systemic BP of 120-139 mm Hg systolic (SBP) and/or 80-89 mm Hg diastolic (DBP). Subjects with prehypertension have an
increased risk of overt hypertension and incident cardiovascular disease compared with subjects who have optimal BP. In the
present study, we investigated the hemorheological profiles of subjects with prehypertension. A total of 418 apparently healthy
subjects were enrolled. BP, plasma lipids and glucose were measured using routine methods. Blood and plasma viscosity were
measured using a cone-plate viscometer. The participants were grouped according to BP into the following categories:
‘normotensive’ (n=100), ‘prehypertensive’ (n=172), and ‘hypertensive’ (n=146). The blood viscosity, plasma viscosity and
hematocrit of the prehypertensive subjects were higher than those of the normotensive subjects (P<0.01), but they were
comparable to those of the hypertensive subjects. In simple correlation analyses, SBP and DBP were directly and significantly
correlated with age, body mass index (BMI), blood glucose, hematocrit, plasma viscosity and blood viscosity. In multiple
regression analyses, age, fasting blood glucose and plasma viscosity were independently related with SBP, whereas blood
viscosity, fasting blood glucose and BMI significantly predicted DBP. These data demonstrate that BP in the range of so-called
prehypertension is accompanied by important hemorheological changes, which are similar to those observed in people with overt
hypertension. These results could explain the increased cardiovascular risk observed in these subjects as well as their

susceptibility to hypertension.
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INTRODUCTION

Viscosity is a physical property of fluids, such as blood and plasma,
and represents intrinsic resistance opposed to flow.! Blood viscosity
alterations have been associated with a number of cardiovascular
disorders.>™ In particular, hyperviscosity has been associated with
increased peripheral resistances and hypertension.?

Hypertension is one of the most important challenges for public
health because hypertensive subjects show an increased risk of
cardiovascular disease, stroke and renal failure.” Current guidelines
define hypertension as systolic blood pressure (SBP)/diastolic blood
pressure (DBP) > 140/90 mm Hg.® Interestingly, observational studies
and meta-analyses suggest that individuals with blood pressure (BP)
within a normal range and >120/80 mm Hg have an increased risk of
cardiovascular disease and incident hypertension.®!! The Seventh
Report of the Joint National Committee on Prevention, Diagnosis,
Evaluation and Treatment of High BP (JNC7) introduced the term
‘prehypertension’ for subjects with BP values ranging from 120 to
139 mm Hg systolic and/or from 80 to 89 mm Hg diastolic, whereas
a BP level <120/80 mm Hg was defined ‘optimal’.!?> Currently,
no pharmacological treatment is recommended for prehypertension

in the absence of comorbidity; however, studies have highlighted
the importance of lifestyle changes to prevent progression to
hypertension.'>!*> The JNC8 did not specifically address prehyperten-
sion, but in recent years, many clinical investigations and meta-
analyses exploring this important topic have highlighted the potential
implications of this condition for the risk of cardiovascular events.!418

Based on this evidence, in the present study, we aimed to investigate
the hemorheological profiles of subjects with prehypertension.

MATERIALS AND METHODS
Subjects and study design
The subjects were adult participants (age > 18 years) in a primary prevention
cardiovascular screening. For the present study, the following exclusion criteria
were applied: premenopausal females, cigarette smoking, diabetes, plasma
triglycerides >4.52 mmol 1~ 1, and pharmacological treatment (including either
chronic treatment or drugs occasionally taken during the week before
enrollment in the study). Pharmacological agents and/or physiological or
pathological conditions listed as exclusion criteria can directly or indirectly
interfere with viscosity values.!*!

Eligible participants who provided informed consent were recruited. The
protocol was conducted in accordance with the Declaration of Helsinki and

Metabolic Diseases Unit, Dipartimento di Medicina Sperimentale e Clinica, '‘Mater Domini' Hospital, ‘Magna Graecia” University, Catanzaro, Italy
Correspondence: Dr A Gnasso, Metabolic Diseases Unit, Department of Clinical and Experimental Medicine, ‘Mater Domini’ Hospital, ‘Magna Graecia’ University, Catanzaro

88100, lItaly.
E-mail: gnasso@unicz.it

Received 16 October 2015; revised 28 December 2015; accepted 8 January 2016; published online 25 February 2016


http://dx.doi.org/10.1038/hr.2016.20
mailto:gnasso@unicz.it
http://www.nature.com/hr

o

Prehypertension and blood viscosity
C Tripolino et al

520

approved by the Institutional Ethics Committee. A total of 418 participants
were enrolled.

Clinical examination and anthropometric measurements

All subjects were examined in the morning in a room at 22 °C after having
fasted overnight. Subjects underwent both a clinical examination and blood
sample withdrawal. Well-trained personnel measured BP, height and weight by
routine methods. A questionnaire was administered to evaluate smoking habits.
Body mass index (BMI) was computed as weight (in kilograms) divided by
height (in squared meters).

BP measurements and classification

BP measurements were performed according to current guidelines.??> Before
measurement, the subjects remained at rest in a sitting position for 5 min in a
quiet room. BP was then measured in both arms and the higher value was
recorded.

Subjects with SBP <120 mm Hg and DBP <80 mm Hg were classified as
normotensive. Prehypertension was defined as SBP ranging from 120 to
139 mm Hg and/or DBP ranging from 80 to 89 mm Hg. Hypertension was
defined as SBP > 140 mm Hg and/or DBP > 90 mm Hg.

Laboratory measurements

Fasting blood lipids (total cholesterol, high-density lipoprotein cholesterol,
triglycerides) and glucose were measured with commercially available Kkits.
Subjects with plasma glucose >7 mmol 17! were recalled to repeat the blood
glucose measurement, and if both values were >7 mmol 171, these subjects
were classified as diabetics. Low-density lipoprotein cholesterol was calculated
according to the Friedewald formula.

Hemorheological variable measurements

Blood and plasma viscosity were measured within 2 h of blood withdrawal; the
blood specimen was mixed with heparin (35 IU ml~1). Viscosity measurements
were performed at 37°C with a cone-plate viscometer (Wells-Brookfield
DV-III, Middleboro, MA, USA) equipped with a cp-40 spindle. Blood viscosity
was recorded at different shear rates. In the present manuscript, data obtained
at 225 s~ ! were used for the analysis, but the results were similar when data
collected at different shear rates was used. For plasma viscosity, the average
of measurements collected at shear rates of 225 and 90 s~ ! was calculated.

Table 1 Clinical and biochemical characteristics of subjects divided
according to blood pressure

Variables Normotensive  Prehypertensive  Hypertensive ~ ANOVA
Number (%) 100 (24) 172 (41) 146 (35) —
Age (years) 51.2+8.5 52.4+9.0 53.5+6.6 NS
Male sex (%) 51 58 54 NS
BMI (Kg m~2) 26.5+3.4 26.9+2.8 27.3+2.9 NS
SBP (mm Hg) 108+5 126 +62 150+ 11bc <0.001
DBP (mm Hg) 69+4 81+32 91+7b5¢ <0.001
Fasting blood 4.94+0.61 5.22+0.562 5.33+0.72b¢  <0.001
glucose (mmol I-1)

Total cholesterol 5.68+1.27 5.97+1.27 6.02+1.16 NS
(mmol I-1)

HDL cholesterol 1.21+£0.34 1.27+0.36 1.24+0.36 NS
(mmol 1-1)

Triglycerides 1.28+0.6 1.48+0.73 1.48+0.68 0.04
(mmol 1-1)

LDL cholesterol 3.88+1.17 4.03+1.14 4.08+1.11 NS
(mmol I-1)

Abbreviations: ANOVA, analysis of variance; BMI, body mass index; DBP, diastolic blood
pressure; HDL, high-density lipoprotein; LDL, low-density lipoprotein; NS, not significant;
SBP, systolic blood pressure.

@Tukey’s post-hoc test: normotensive vs. prehypertensive, P<0.001.

bTukey’s post-hoc test: normotensive vs. hypertensive, P<0.001.

“Tukey's post-hoc test: prehypertensive vs. hypertensive, P<0.001.
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The coefficient of variation for blood and plasma viscosity was <3%.
Micro-hematocrit was measured without correction for plasma trapping. The
coefficient of variation for micro-hematocrit was ~ 1%.

Statistical analyses

Statistical analyses were performed using PASW 18.0 (SPSS Inc., Chicago, IL,
USA) for Windows. The normality of the distribution was assessed by Shapiro—
Wilk test. All studied variables had normal distributions, except triglycerides,
which were
log-transformed before analysis. An analysis of variance and Kruskal-Wallis
test were applied to compare means among groups. The Pearson or Spearman
correlation coefficient was used, as appropriate, to test the correlation between
continuous variables. Tukey's post-hoc test was used. Statistical significance was
set at P<<0.05.

RESULTS

A total of 418 subjects were recruited; the mean age of participants was
52 + 8 years and 55% were male (n=230). Participants were grouped
into three categories according to their BP values: ‘normotensive’
(n=100), ‘prehypertensive’ (n=172), and ‘hypertensive’ (n=146).
The clinical, biochemical and anthropometric parameters are reported
in Table 1. As shown, normotensive individuals had significantly lower
blood glucose and triglyceride levels. No differences concerning the
other parameters were observed.

Hemorheological parameters are displayed in Figures 1-3. The
blood viscosity, plasma viscosity and hematocrit of the prehypertensive
subjects were higher than those of the normotensive subjects
(P<0.01), but they were comparable to those of the hypertensive
subjects.

All subjects were then grouped to evaluate possible correlations
between SBP/DBP and clinical and hemorheological variables. The
simple correlation analyses (Table 2) showed a direct and significant
correlation between both SBP and DBP and age (r=0.19 for SBP;
r=0.12 for DBP), BMI (r=0.11 for SBP; r=0.19 for DBP), fasting
blood glucose (r=0.19 for SBP; r=0.21 for DBP), hematocrit
(r=0.11 for SBP; r=0.17 for DBP), plasma viscosity (r=0.14 for
SBP; r=0.10 for DBP) and blood viscosity (r=0.15 for SBP; r=0.23
for DBP). No correlation was found between BP and gender or blood
lipids.

Variables that significantly correlated with BP in the simple
correlation analysis were entered in a stepwise multiple regression
analysis (Table 3). Age, fasting blood glucose and plasma viscosity
were independently related with SBP, whereas blood viscosity, fasting
blood glucose and BMI significantly predicted DBP.

DISCUSSION

In this study, we investigated the hemorheological profiles of subjects
with prehypertension. The main finding is that the subjects with
prehypertension exhibited hematocrit, blood and plasma viscosity
levels comparable to those of the hypertensive subjects and
significantly higher than those of the normotensive subjects.

The term prehypertension was first introduced by Robinson and
Brucer?® in 1939. In that study, the authors demonstrated that
individuals with BP values ranging from 120 to 139 mm Hg systolic
and/or from 80 to 89 mm Hg diastolic had an increased risk of
developing overt hypertension. The prevalence of prehypertension
varies depending on the type of population examined.!” Generally,
the prevalence of prehypertension ranges from 25% to 50%, with
black race showing a greater probability of a faster progression to
hypertension.?*

Furthermore, prehypertension is also associated with an increased
risk of coronary heart disease (CHD), chronic kidney disease and type
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Figure 1 Blood viscosity according to blood pressure category.

Table 2 Bivariate correlations between clinical and biochemical
variables and blood pressure

Systolic blood Diastolic blood

pressure pressure
Variable R P R P
Age (years) 0.19 <0.001 0.12 0.01
BMI (Kg m~2) 0.11 0.03 0.10 <0.001
Total cholesterol (mmol I-1) 0.09 0.08 0.05 0.04
LDL cholesterol (mmol 1-1) 0.09 0.06 0.05 0.10
HDL cholesterol (mmol 1-1) 0.05 0.32 0.08 0.92
Triglycerides (mmol 1-1) 0.06 0.20 0.09 0.06
Blood glucose (mmol 1-1) 0.19 <0.001 0.21 <0.001
Blood viscosity (cP) 0.15 0.001 0.23 <0.001
Plasma viscosity (cP) 0.14 0.005 0.10 0.04
Hematocrit (%) 0.11 0.03 0.17 0.001

Abbreviations: BMI, body mass index; HDL, high-density lipoprotein; LDL, low-density
lipoprotein.

Table 3 Stepwise multiple regression analyses (variables entered)

Variable Standardized B coefficient T P

Dependent variable: systolic blood pressure

Age (years) 0.13 3.38 0.001

Fasting blood glucose (mgdi—1) 0.18 3.36  <0.001

Plasma viscosity (cP) 0.13 2.68 0.008
Dependent variable: diastolic blood pressure

Blood viscosity 225 s~ 1(cP) 0.19 3.86 <0.001

Fasting blood glucose (mgdl—1) 0.17 3.47 0.001

BMI (Kgm~2) 0.14 2.85 0.005

Abbreviation: BMI, body mass index.

2 diabetes.'"*?° In detail, individuals with prehypertension have an
increased risk of stroke (relative risk (RR) =1.66) and chronic kidney
disease (RR=1.59) compared with subjects having optimal BP. In a
recent meta-analysis that included 17 studies, the association between
prehypertension and CHD in Asian and Western populations was
evaluated. Again, the RR of CHD was 1.43 in prehypertensive subjects
compared with individuals with optimal BP. However, the risk of
CHD was higher in Western than in Asian participants (RR=1.70 vs.
1.25, respectively). In addition, subjects with baseline prehypertension
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Figure 2 Plasma viscosity according to blood pressure category.
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Figure 3 Hematocrit values according to blood pressure category.

were at a higher risk of developing diabetes than normotensive
subjects (RR=1.27) after 8 years of observation.?®

The data of our study clearly show that the subjects with
prehypertension exhibited hemorheological values similar to those of
the hypertensive subjects and higher than those of the normotensive
subjects. The relationship between blood viscosity and atherosclerosis
is still much debated. Blood viscosity is an estimate of the force that
opposes blood flow in blood vessels; it is strongly influenced by the
number of RBCs, their deformability and the amount of plasma
protein.?® Accordingly, any increase in blood viscosity may cause a
reduction of blood flow. In addition, blood viscosity also contributes
to wall shear stress, which is the tangential force that the blood exerts
on vessel walls. Specifically, any increase in wall shear stress induces
the release of nitric oxide (NO) and arterial vasodilation.2”
The delicate balance between blood viscosity, shear stress and NO
production ensures adequate blood flow to tissues. However, an
undue and sustained increase in blood viscosity, as well as an inability
of the endothelium to produce a sufficient amount of NO, can cause
an increase in peripheral resistance. Peripheral resistance is a measure
of the degree of resistance to blood flow within the vessels, and it is
affected by factors, such as blood viscosity and vessel diameter and
length.?$2° Increases in blood viscosity or reductions in vessel
diameter lead to a greater degree of friction between the flowing
blood and the vessel wall; consequently, peripheral resistance increases.
To guarantee adequate tissue perfusion, there is an increase in systemic
BP to overcome this friction for flow progression.?® Conversely, low
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blood viscosity might affect vascular tone by reducing the amount of
shear stress on the arterial wall.>

Therefore, low blood viscosity could have negative consequences by
reducing the amount of shear stress and high blood viscosity could
have negative consequences through increasing peripheral resistance.

The relationship between blood viscosity and BP has been
investigated in previous studies with different results.>!=> In a recent
paper, Gori et al> found a linear and positive correlation between
BP and blood viscosity in a large German population. Jae et al.??
demonstrated that hematocrit, even within the normal range,
predicted the incidence of hypertension after a 5-year follow-up.
However, in other studies, a U-shaped relationship between blood
viscosity and BP has been described, thus demonstrating that not only
higher values but also lower values of viscosity and hematocrit have
negative effects on vascular physiology.>**> To date, a physiological
range for blood viscosity has not been established.

Our findings suggest that a small increase in blood viscosity, by
~5% over the values found in subjects with optimal BP, is associated
with increased BP and might, at least in part, contribute to the excess
incidence of cardiovascular events in these subjects.

There can be many reasons for an increase in blood viscosity,
including aging, lipid profile, cigarette smoking and inflammatory
diseases, among others.'>213 Some of these conditions can be
reasonably excluded as the cause of our findings, such as cigarette
smoking (all participants were nonsmokers) and chronic inflamma-
tory diseases (none of the participants were taking medication).
For other variables, there were no statistically significant differences
among the three groups. However, the individuals with prehyperten-
sion were slightly older and had slightly higher values of blood glucose,
low-density lipoprotein cholesterol, triglycerides and BMI compared
with the individuals with optimal BP. Taken together, these different
factors may be responsible for higher blood viscosity and consequently
for higher BP.>’

It must be emphasized that high blood viscosity might have further
negative effects on the cardiovascular system because the heart is
overloaded pumping blood in the vascular bed.

The choice of a threshold value for continuous variables, such as
BP, is always very difficult, as subjects slightly under a threshold likely
have the same risk as those slightly above a threshold, but they have a
real risk of being under-treated. In some health systems, antihyper-
tensive drugs are dispensed free of charge to those that exceed the
cutoff identified by the guidelines, whereas payment is required from
those who do not reach the cutoff. In these situations, precise
estimates of risks and benefits are essential in terms of equity of care
and sustainability of the health system. Our data, which need to be
confirmed in other populations, seem to indicate clearly that the
current cutoff for the diagnosis of hypertension excludes a large
proportion of the population with high cardiovascular risk caused by
hemorheological alterations. Such individuals probably require a more
appropriate therapeutic approach to reduce their cardiovascular risk.

These findings may have important clinical implications, which
could potentially be useful in daily practice. In recent years, there has
been a renewed interest in the topic of prehypertension. Our study
adds important information about the increased cardiovascular risk
observed in this condition. The present results, as well as the data
available in the literature, provide evidence that the treatment
(including pharmacological treatment) of prehypertension might be
an appropriate strategy to control the burdens of hypertension and
future cardiovascular disease.

However, this study leaves some questions open for further
investigation. It is difficult to distinguish whether hemorheological
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alterations are causes or consequences of prehypertension. The
observational design of this study does not allow the determination
of whether increased viscosity is a cause of increased BP or a
consequence of an intrinsic mechanism to regulate blood volume in
this condition. It is known that many factors are involved in the
pathophysiology of prehypertension, that is, the synthesis of different
molecules, such as reactive oxygen species, cytokines, prostaglandins
and C-reactive protein, as well as the activation of the renin—
angiotensin system. All these factors can impair the synthesis and
release of NO, causing endothelial dysfunction.®® NO regulates
vascular tone to meet the metabolic demand and also exhibits
antiatherosclerotic and antithrombotic properties. Furthermore, NO
seems to affect RBC and platelet deformability as well as platelet
adhesion and aggregation.’® This mechanism is reinforced by the
finding that treatments lowering BP (for example, angiotensin-
converting-enzyme inhibitors, calcium-channel-blocking agents and
beta or alpha-receptor blockers) lead to significant improvements of
endothelial function and blood rheology.*® Thus, based on this
evidence, we hypothesize that increased blood viscosity might cause
prehypertension, and endothelial dysfunction might increase blood
viscosity. In both instances, the impairment of NO availability has a
pivotal role.

In conclusion, our findings demonstrate that the values of BP in the
range of so-called prehypertension are accompanied by important
hemorheological changes, which are similar to those observed in
people with overt hypertension. This result could explain the increased
cardiovascular risk observed in these subjects as well as their
susceptibility to hypertension. These observations could help redefine
the thresholds of therapeutic interventions in individuals with high BP.
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