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Hemorheological abnormalities in human arterial hypertension
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Blood rheology is impaired in hypertensive patients. The alteration involves blood and plasma viscosity, and
the erythrocyte behaviour is often abnormal. The hemorheological pattern appears to be related to some
pathophysiological mechanisms of hypertension and to organ damage, in particular left ventricular hyper-
trophy and myocardial ischemia. Abnormalities have been observed in erythrocyte membrane fluidity,
explored by fluorescence spectroscopy and electron spin resonance. This may be relevant for red cell flow
in microvessels and oxygen delivery to tissues. Although blood viscosity is not a direct target of anti-
hypertensive therapy, the rheological properties of blood play a role in the pathophysiology of arterial
hypertension and its vascular complications.
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Introduction

The relationship between arterial hypertension and

blood rheology has been investigated for a long time.

Despite the bulk of experimental and clinical results accu-

mulated during the last decades, some relevant questions

are still open. This paper will review the hemorheological

alterations described in hypertensive subjects and their

possible link with pathophysiological mechanisms and

organ damage. The influence of antihypertensive drugs on

the rheological pattern will be briefly discussed, and the

results obtained by the authors investigating erythrocyte

and leukocyte microrheology will be described. 

Arterial blood hypertension can be either ‘essential’ or

‘secondary’. In the first one, also called ‘idiopathic’ and

much more common than the other, there is not an under-

lying disease causing the rise in blood pressure, which

happens in secondary hypertension. The studies described

in this paper regard essential hypertension unless it is dif-

ferently stated.

The hyperviscosity syndrome in arterial hyper-
tension

Applying the Poiseuille’s law to blood circulation it is

clear that an elevated blood pressure within arteries can be

the result of either an increase of cardiac output or an

increase of vascular resistance. The latter can be due not

only to an abnormal state of vasoconstriction but also to

higher blood viscosity. 

The pathophysiology of essential hypertension is not

definitely clarified. Several complex mechanisms are

involved in the regulation of cardiac output, blood volume

and composition, vascular tone. Regulatory mechanisms

involve renal function, autonomic nervous system and

hormones like the renin-angiotensin-aldosterone axis. A

main role in the regulation of vascular tone is played by

endothelium, which is the cellular layer covering the inter-

nal surface of blood vessels, and is able to modulate the

underlying smooth muscle cell contractility. A dysfunction

of any of these regulatory mechanisms can alter the blood

pressure level (Giles et al., 2012). 

The rheological properties of blood can interact with

many pathophysiological aspects of arterial hypertension.

Despite the direct role of blood rheology as a determinant

of vascular resistence, the early studies paid much more

attention to the vascular component of resistance than to

the blood viscosity. Some pioneering observations date

back to the early decades of the 20th century, and the paper

by Harris and McLoughlin, published in 1930 (Harris and

McLoughlin, 1930), is often considered the first, single

example of interest in the topic. Only in the 1970s and

1980s a great deal of research was addressed to the blood

rheology pattern in hypertensive subjects. In 1990

Chabanel and Chien (Chabanel and Chien, 1990) exhaus-

tively reviewed the results accumulated until then, describ-

ing the hyperviscosity syndrome associated with essential

hypertension. Untreated patients commonly showed an

increase in blood viscosity, hematocrit, plasma viscosity,

fibrinogen and erythrocyte aggregability, and a decrease in

erythrocyte deformability. Blood hyperviscosity had been

detected over a wide range of shear rates and mostly

explained by an increase of both hematocrit and plasma

viscosity. The latter was due to a high level of fibrinogen

and secondarily to an increase in other high molecular

weight plasma proteins, while high hematocrit was at least

partly caused by a plasma volume contraction. As regards
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erythrocyte deformability, in these early studies it was

determined by viscometry or filtration techniques.

The altered rheological pattern accompanying essential

hypertension belongs to the ‘secondary’ hyperviscosity

syndromes, according to the classification by Di Perri and

Forconi (Di Perri et al., 1983; Forconi et al., 1987). The

‘primary’ hyperviscosity syndromes are those in which a

marked primary alteration of a blood component (circu-

lating cell number, erythrocyte deformability or plasma

viscosity) causes an increase in blood viscosity, often

directly responsible for symptoms. This mainly happens in

hematological diseases and the correction of blood vis-

cosity through apheretic techniques is a useful therapeutic

measure. The secondary hyperviscosity syndromes are

associated to common diseases including arterial hyper-

tension, diabetes mellitus, vascular atherosclerotic dis-

eases, which share the trend towards ischemia, that is an

insufficient blood supply to tissues. In the secondary syn-

dromes hyperviscosity is usually not as great as in the pri-

mary ones and is not a primary therapeutic target. The

relationship between hyperviscosity and ischemia is not

clear, as it is part of a complex interplay between blood

and vascular wall components.

Blood rheology and the pathophysiology of
hypertension

In the studies surveyed by Chabanel and Chien, the

rheological alterations of hypertensive patients showed

some variability, the less constant finding being the

increase in hematocrit. Here we face a basic problem

inherent in this research field. Even excluding secondary

hypertension, hypertensive patients are not a homoge-

neous population as regards pathophysiological mecha-

nisms, such as salt sensitivity, renin-angiotensin system or

autonomic balance. So it is not surprising that, since the

early phase of research about hypertension and blood rhe-

ology, attention was focused on the possible link between

some pathophysiological aspects of hypertension and

hemorheology.

In the paper by Chien (Chien, 1986), patients were strat-

ified according to the daily renal sodium excretion, which

showed a strong, inverse relationship with the plasma

activity of renin, a pressure-regulating factor produced by

kidneys. Both the hypertensives and the borderline sub-

jects with the highest renin levels had the highest levels of

blood viscosity, hematocrit and plasma viscosity. Mea-

surements of plasma proteins indicated an increased level

of globulin and fibrinogen in hypertensives. Recent

research has provided some new insights into this aspect.

Angiotensin II, a component of the regulatory pathway

initiated by renin, acts directly as a growth factor through

the AT1 receptor, stimulating proliferation of erythroid

progenitors in bone marrow and, additionally, it enhances

erythropoietin secretion (Vlahakos et al., 2010). This

mechanism also explains anaemia that has been described

as a side effect of drugs interfering with the renin-angio-

tensin system (Sica and Mannino, 2007).

Another aspect which is deemed central in the patho-

physiology of hypertension is the autonomic imbalance,

consisting in a sympathetic overactivity. As Brook and

Julius outlined it in 2000 (Brook and Julius, 2000), the

sympathetic overdrive may be responsible for metabolic,

trophic, hemodynamic and thrombotic consequences; the

overal picture largely overlaps what we call metabolic

syndrome. In fact it encompasses aspects like cell resis-

tance to insulin action, hyperinsulinemia and obesity,

interrelating in a complex way. Among the consequences

of sympathetic hyperactivity there is high hematocrit, in

the context of a prothrombotic pattern. An increase in

hematocrit may not be the only link between sympathetic

hyperactivity and thrombotic risk. In 1984 Caimi et al.

(Caimi et al., 1984) subdivided a group of hypertensives

according to the plasma level of the sympathetic mediator

norepinephrine. There was no difference in blood and

plasma viscosity between the two subgroups, neither was

there any difference in hematocrit, despite what could be

expected, but the high-norepinephrine subgroup had a

higher fibrinogen level.

Whatever relation there is between haemorheological

abnormalities and the pathophysiological mechanisms of

hypertension, it is still uncertain whether blood rheology

actually contributes to the onset and maintenance of hyper-

tension or not. The study of the secondary forms of arterial

hypertension could be useful because in them the mech-

anisms leading to the raising of blood pressure are more

definite. Unfortunately, only a few studies have focused on

blood rheology in human cases of secondary arterial hyper-

tension. The studies on different animal models of arterial

hypertension have suggested that the hemorheological

alterations are not a mere non-specific consequence of high

blood pressure (Hacioglu et al., 2002).

A human disease in which a relevant amount of data

have been obtained is pre-eclampsia, a condition that com-

plicates the second half of pregnancy and is characterized

by arterial hypertension and protein loss through urine. It

has been suggested that an altered blood rheology could

impair circulation in the placenta vessels, leading to

impaired fetal growth and increased risk of perinatal com-

plications. Hemorheological abnormalities such as hyper-

viscosity and high fibrinogen level during the first

trimester of pregnancy have been put forward as markers

for the development of pregnancy-induced hypertension

(Robins et al., 2005). However, the relationship between

blood rheology and complicated pregnancy is not clear. In

the largest study available on this issue (von Tempelhoff et

al., 2009) pregnant women with pre-eclampsia showed a

significantly increased erythrocyte aggregation in com-
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parison with normal pregnant women, while plasma vis-

cosity was not significantly altered. As regards the fetal

outcome, higher maternal hematocrit and plasma viscosity

were related to better results in tests evaluating the new-

born’s physical condition.

Blood rheology and organ damage in hyperten-
sion

Since blood rheology began to be extensively studied in

hypertension, a main point was the possibility that hyper-

viscosity could be the link between high blood pressure

and organ damage, in particular cardiac involvement. In

hypertensive patients the cardiac left ventricle (LV) suffers

from a work overload consequent to the raised pressure in

aorta, so it develops a reactive increase in its muscular

mass. The degree of the LV hypertrophy is predictive of

cardiovascular morbidity and mortality (Levy et al.,

1990).

One of the earliest studies dealing with this issue was

published by Devereaux et al. in 1984 (Devereux et al.,

1984). Mean blood pressure was directly correlated to

blood viscosity in hypertensive and normotensive sub-

jects, although the correlation was statistically significant

only when the two groups were considered together. A

similar relation is a common but not constant finding in

studies about hypertension and hemorheology. In the

study performed by Devereaux et al., when the authors

plotted a graph of mean blood pressure against LV mass,

the relation was mildly significant in hypertensives. Sig-

nificantly stronger was the correlation between LV mass

and blood viscosity, and hypertensives without LV hyper-

trophy showed viscosity values overlapping those of the

normotensive controls. Even though this research pointed

out that in hypertensive subjects LV hypertrophy was bet-

ter related to blood viscosity than to mean blood pressure,

this did not demonstrate any causal relationship. The

authors hypothesized that hyperviscosity and LV hyper-

trophy could have vasoconstriction as a common cause.

Whatever the mechanism linking LV hypertrophy and

blood viscosity, the latter seemed to be a better indicator

of LV hypertrophy incidence than blood pressure itself.

Besides blood viscosity, also other rheological variables,

such as red cell aggregation or fibrinogen, were shown to

be related to LV mass (Zannad et al., 1988). A similar cor-

relation was observed about 20 years later by Fornal and

colleagues (Fornal et al., 2009) between LV mass and

erythrocyte deformability and aggregability. The study

group included 66 subjects with at least one cardiovas-

cular risk factor and without coronary heart disease. Forty-

nine of them (74%) were hypertensive, 20 were under

anti-hypertensive treatment. There was a correlation

between LV mass and rheological parameters. It is worth

noting that, in this very recent study, the techniques

employed to evaluate the LV mass and erythrocyte param-

eters are more accurate than those used in the previous

ones, but the results are confirmed. 

Leschke et al. (Leschke et al., 1990) studied 35 patients

with essential hypertension and ischemic heart pain

(angina pectoris), whose coronary arteries were not

obstructed by atherosclerotic plaques. All antihypertensive

medication had been withdrawn at least 48 hours before

measuring coronary reserve by dipyridamole test. The

control group included normotensive patients with atyp-

ical chest pain and normal coronary arteries, who under-

went coronary angiography and dipyridamole test to

exclude a macroscopic coronary disease and a coronary

microangiopathy. Hypertensives had significantly lower

coronary reserve and significantly higher hematocrit and

plasma viscosity. Fibrinogen and whole blood viscosity

were higher in hypertensives although not significantly.

When the hypertensive group was subdivided according to

the degree of coronary reserve impairment, only those

with a severe impairment showed significantly higher

hematocrit and plasma viscosity. The authors concluded

that blood rheology seemed to have a major role in deter-

mining coronary reserve impairment in hypertensives.

 

Blood rheology and antihypertensive drugs

Given the common hyperviscosity pattern associated

with hypertension, it was obvious to look for an effect of

the antihypertensive drugs on blood rheology. In partic-

ular, agents able to interfere with the sympathetic tone

such as beta-blockers, early emerged as perfect candi-

dates. Among the pioneering papers dealing with this

issue, it must be cited the article published by Dintenfass

in 1976 (Dintenfass and Lake, 1976), which described an

improved red cell deformability following therapy with

oxprenolol. Some years later, Caimi et al. (Caimi et al.,

1983) tested three beta blockers, observing a decrease in

blood viscosity only with timolol. No variation was

present in plasma viscosity, hematocrit or erythrocyte rhe-

ology with any of the drugs. 

A lot of antihypertensive drugs have been evaluated for

their possible influence on blood rheology. The list

includes, besides beta-blockers, calcium antagonists, ACE

inhibitors, diuretics, but the results as a whole have been

rather inconclusive. Some studies observed a hypovis-

cosemic effect, others no modifications, and even a dete-

rioration of the rheological pattern sometimes emerged. A

comprehensive survey is not feasible here (for a review

see Bogar, 2002 and Meiselman and Baskurt, 2006). 

Microrheological alterations in essential hyper-
tension

Over the last decades we have been investigating what



Rosalia Lo Presti, Eugenia Hopps and Gregorio Caimi

202 Korea-Australia Rheology J., Vol. 26, No. 2 (2014)

can be defined the ‘microrheological pattern’, a rheolog-

ical property influencing circulation in microvessels,

where erythrocytes mainly flow as single cells and thus

their deformability plays a pivotal role.

The oldest studies about red cell deformability used to

evaluate it by filtering whole blood or suspensions of

washed erythrocytes. In the early 1990s we examined

erythrocyte filterability in hypertensive patients, employ-

ing the Reid and Dormandy method (Caimi et al., 1993)

and the Dodds and Dormandy method (unpublished

results). We observed a difference between controls and

hypertensives only by filtering whole-blood, and not by

filtering erythrocytes suspended in plasma. In the hyper-

tensive patients whole-blood filterability was lower, but

this method cannot rule out the influence of plasma pro-

teins or other circulating cells. We later studied red cell

deformability by diffractometry, under two different shear

stresses, in order to evaluate the intrinsic erythrocyte

deformability, and diffractometry was not able to dis-

criminate between hypertensives and controls (unpub-

lished data).

We subsequently employed fluorescence spectroscopy

techniques to explore red cell membrane dynamics in

hypertensives. This is a multi-faceted issue: on the one

hand, membrane fluidity is among the components of

erythrocyte deformability and among the factors influ-

encing oxygen delivery to tissues, both potential links

between hypertension and vascular ischemic diseases; on

the other hand, cell membrane fluidity is able to modulate

ion transport, signal transduction and other cell functions

whose alteration may be involved in the pathogenesis of

some forms of hypertension.

One of the fluorescence spectroscopy techniques

employed by us used fluorescent fatty acid derivatives:

the 2-(9-anthroyloxy)palmitic acid (2-AP) and three

stearic acid derivatives (6-AS, 9-AS, 12-AS). These mol-

ecules make it possible to evaluate the membrane flu-

idity at different depth from the lipid-water interface to

the hydrophobic core. We observed an increased fluo-

rescence polarization degree of all the fatty acid probes

embedded in the erythrocyte membrane (Caimi et al.,

1993), which was an index of reduced fluidity through-

out the phospholipid bilayer. A different fluorescence

spectroscopy technique employed pyrene derivatives.

The pyrene molecules tend to form complexes colliding

with each other, and the probability of collision is pro-

portional to the lateral mobility of the fluorescent probe.

Thus the intensity of pyrene complex fluorescence is an

index of how much the molecules carrying the fluo-

rescence probe are free to move within the membrane.

We used two probes, pyrene-decanoic acid (PDA), which

binds to phospholipids, and pyrene-3-maleimide (3-PM),

binding to proteins. We observed a reduced phospholipid

lateral mobility, while the protein lateral mobility was

not significantly altered (Caimi et al., 1997). Contem-

porary and more recent research by other authors

reported an impairment of erythrocyte membrane fluidity

in hypertension, employing either fluorescence methods

or electron paramagnetic resonance (Zicha et al., 1999;

Tsuda and Nishio, 2003). The latter was recently

employed to demonstrate that the antihypertensive drug

benidipine was able to improve the erythrocyte mem-

brane dynamics (Tsuda, 2008). The effect seemed to be

mediated by a raised level of nitric oxide (NO), which is

known to be produced by erythrocyte itself (Kleinbon-

gard et al., 2006) and to enhance erythrocyte deform-

ability (Bor-Kucukatay et al., 2003). Atomic force

microscopy recently showed an alteration of the mem-

brane skeleton structure in erythrocytes from patients

with essential hypertension, associated with an impaired

O2 membrane permeability (Kaczmarska et al., 2013).

The abnormalities of erythrocyte membrane dynamics

suggest an alteration of the membrane lipid pattern. We

examined this aspect and observed a significantly

decreased cholesterol/phospholipid ratio in hypertensives

(Caimi et al., 1993), but no significant variations of the sin-

gle phospholipid percentages using two-dimensional thin

layer chromatography (Caimi et al., 1991). Literature data

about cholesterol/phospholipid ratio and single phospho-

lipids are controversial in hypertension (Ronquist et al.,

1992; Fu et al., 1992). Rather than abnormalities in con-

centrations, some studies demonstrated an altered distri-

bution and transbilayer diffusion of cholesterol in the

erythrocyte membrane of hypertensive subjects (Muriana

et al., 1994; Muriana et al., 1995). Recently, there has been

some renewed interest in this topic. In 2012 Pytel and col-

leagues (Pytel et al., 2012) investigated the erythrocyte

membrane cholesterol level, finding no difference between

hypertensives and controls. They also explored the eryth-

rocyte membrane dynamics using diphenyl hexatriene

(DPH) and trimethylamino-phenyl-hexatriene (TMA-

DPH), which are fluorescent probes different from those

previously cited, and failed to detect abnormalities in

membrane fluidity. But in the same study the authors

examined some aspects of oxidative status in erythrocytes

of hypertensives, observing a higher lipid peroxidation

level and a lower activity of antioxidant enzymes. The

impairment of the red cell oxidative status suggests an

explanation for intrinsic erythrocyte membrane alterations

observed by us as well as by other authors in hypertension. 

But the red cell is not the only player in blood rheology.

If we extrapolate the erythrocyte role in microcirculation

we end up overlooking the whole picture. This prompted

investigation into other circulating cells’ behaviour in

hypertension. We performed some studies about leukocyte

rheology in hypertensive patients. We employed the St.

George filtrometer to filter leukocytes, as a whole and

subdivided into mononuclear and polymorphonuclear
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cells (Caimi et al., 1998). Only mononuclear cells showed

an impaired filterability, but it was difficult to make sense

of this result as they consist of a heterogeneous popu-

lation, including monocytes and all the lymphocyte sub-

sets. As regards the much more homogeneous population

of polymorphonuclear (PMN) leukocytes, the membrane

fluidity explored by the fluorescent probe TMA-DPH was

unaltered in resting cells, but a different behaviour

emerged, in comparison with normotensive controls, when

we activated PMNs in vitro with two agents: phorbol

myristate acetate (PMA) and N-formyl-methionyl-leucyl-

phenylalanine (fMLP). PMNs from hypertensive patients

in fact showed a significantly sharper drop in filterability

after activation, suggesting an abnormal functional state,

further supported by a high cytosolic Ca2+ basal concen-

tration (Caimi et al., 1998). 

These abnormalities of PMNs are part of the low-grade

inflammation recognized in arterial hypertension and

likely involved in the pathogenesis of its vascular com-

plications (Hopps et al., 2009; Harrison et al., 2011; Schif-

frin, 2013). 

Blood viscosity and endothelium

We measure the blood rheological properties in blood

freshly drawn from a large systemic vein. The blood

behaviour observed during in vitro measurements might

not be a reliable model of what happens in vivo, even if

we try to mime the flow conditions typical of different cir-

culatory districts employing a wide range of shear rates. A

major limitation of in vitro studies is the ruling out of

blood-endothelium interactions. It is known that endot-

helial cells are able to modulate vascular tone producing

various chemical agents, such as nitric oxide (NO), a gas

that diffuses to the underlying smooth muscular cells

inducing relaxation. One of the stimuli for NO release

from endothelium is the shear stress produced by blood

flow, and there is experimental evidence that an increase

in blood viscosity induced by hemoconcentration is fol-

lowed by a more effective endothelium-dependent vasodi-

lation (Intaglietta, 2008). So the character of harmful

factor traditionally attributed to blood hyperviscosity is

now questioned. 

Almost all the studies cited in this paper considered

hyperviscosity as a detrimental deviation from normality

and as a possible link between high blood pressure and

organ damage. But some doubts have been raised against

this statement (Forconi and Gori, 2009; Salazar Vásquez

et al., 2011). Hyperviscosity might share the destiny of

free radicals, traditionally considered dangerous byprod-

ucts of metabolism and more recently seen as mediators in

some physiological processes (Altenhöfer et al., 2012). In

a similar way, hyperviscosity may act as a homeostatic

factor in particular pathophysiological contexts. 

Conclusive considerations

Arterial hypertension is associated to hemorheological

abnormalities, which are evident at both macrorheological

and microrheological level. This is acquired knowledge,

but a question still open is what kind of relationship there

is exactly between arterial hypertension and hyperviscos-

ity. In fact, blood hyperviscosity may have a pathogenetic

role in the establishment of arterial hypertension, or may

be a further effect of the same pathogenetic processes

leading to hypertension. Moreover, blood hyperviscosity

may be a consequence of hypertension. This issue has

been properly defined a “chicken or egg” problem

(Meiselman, 1999; Bogar, 2002). 

Neither hyperviscosity itself nor its determinants have

ever gained credibility as faults to be corrected directly, by

drugs or otherwise, in hypertensive patients, should such

correction be possible. Though, taking into account blood

viscosity and its determinants is still relevant in research

about pathophysiology of human hypertension, as well as

in general circulation research, in order to outline a thor-

ough picture of the factors coming into play.

References

Altenhöfer, S., P.W.M. Kleikers, K.A. Radermacher, P. Scheurer,

J.J. Rob Hermans, P. Schiffers, H. Ho, K. Wingler, and

H.H.H.W. Schmidt, 2012, Cell. Mol. Life Sci. 69, 2327-2343.

Bogar, L., 2002, Clin. Hemorheol. Microcirc. 26, 81-83.

Bor-Kucukatay, M., R.B. Wenby, H.J. Meiselman, and O.K.

Baskurt, 2003, Am. J. Physiol.-Heart C. 284, H1577-H1584.

Brook, R.D. and S. Julius, 2000, Am. J. Hypertens. 13, 112S-

122S.

Caimi, G., A. Catania, F. Frazzetta, D. Capobianco, and A. Sarno,

1983, Jpn. Heart J. 24, 723-729.

Caimi, G., A. Contorno, A. Serra, A. Catania, R. Lo Presti, A.

Sarno, and G. Cerasola, 1993, Clin. Hemorheol. Microcirc. 13,

35-44.

Caimi, G., A. Contorno, A. Serra, R. Lo Presti, G. Grif, S.

D’Asaro, A. Catania, A. Sarno, and G. Cerasola, 1991, Micro-

circ., Endothelium Lymphatics 7, 245-255.

Caimi, G., R. Lo Presti, B. Canino, M. Montana, L. Ferrara, G.

Oddo, G. Ventimiglia, and G. Cerasola, 1998, Clin. Hemorheol.

Microcirc. 19, 281-289.

Caimi, G., M.L. Morici, D. Capobianco, G. Cerasola, and A.

Sarno, 1984, Minerva Cardioangiol. 32, 941-947.

Caimi, G., 1997, Clin. Hemorheol. Microcirc. 17, 199-208.

Chabanel, A. and S. Chien, 1990, In: Hypertension: patho-

physiology, diagnosis and management, J.H. Laragh and B.M.

Brenner, eds., New York, Raven Press Ltd, 329-337.

Chien, S., 1986, Biorheology 23, 633-653.

Devereux, R.B., J.I. Drayer, S. Chien, T.G. Pickering, R.L.

Letcher, J.L. DeYoung, J.E. Sealey, and J.H. Laragh, 1984, Am.

J. Cardiol. 54, 592-595.

Dintenfass, L. and R. Lake, 1976, Lancet 1, 1026.



Rosalia Lo Presti, Eugenia Hopps and Gregorio Caimi

204 Korea-Australia Rheology J., Vol. 26, No. 2 (2014)

Di Perri, T., S. Forconi, F. Di Lollo, and G. Pozza, 1983, In: Atti

dell’84 Congresso della Societ Italiana di Medicina Interna,

Roma, Ediz. Luigi Pozzi, 193-310.

Forconi, S. and T. Gori, 2009, Clin. Hemorheol. Microcirc. 42, 1-

6.

Forconi, S., D. Pieragalli, M. Guerrini, C. Galigani, and R. Cap-

pelli, 1987, Drugs 33, 19-26.

Fornal, M., R.A. Korbut, J. Krlczyk, and T. Grodzicki, 2009,

Clin. Hemorheol. Microcirc. 43, 201-206.

Fu, Y.F., Y.Z. Dong, H. Li, Z.M. Lu, and W. Wang, 1992, Chi-

nese Med. J. 105, 803-808.

Hacioglu, G., O. Yalcin, M. Bor-Kucukatay, G. Ozkaya, and O.K.

Baskurt, 2002, Clin. Hemorheol. Microcirc. 26, 27-32.

Harris, I. and G. McLoughlin, 1930, Q. J. Med. 23, 451-464.

Harrison, D.G., T.J. Guzik, H.E. Lob, M.S. Madhur, P.J. Marvar,

S.R. Thabet, A. Vinh, and C.M. Weyand, 2011, Hypertension

57, 132-140.

Hopps, E., R. Lo Presti, and G. Caimi, 2009, Clin. Hemorheol.

Microcirc. 41, 209-218. 

Giles, T.D., G.E. Sander, B.D. Nossaman, and P.J. Kadowitz,

2012, J. Clin. Hypertens. 14, 198-205.

Intaglietta, M., 2008, Biorheology 45, 77-79.

Kaczmarska, M., M. Fornal, F.H. Messerli, J. Korecki, T. Grodz-

icki, and K. Burda, 2013, Cell Biochem. Biophys. 67, 1089-

1102.

Kleinbongard, P., R. Schulz, T. Rassaf, T. Lauer, A. Dejam, T.

Jax, I. Kumara, P. Gharini, S. Kabanova, B. Ozüyaman, H.G.

Schnürch, A. Gödecke, A. A. Weber, M. Robenek, H.

Robenek, W. Bloch, P. Rösen, and M. Kelm, 2006, Blood 107,

2943-2951.

Leschke, M., M. Vogt, W. Motz, and B.E. Strauer, 1990, Am. J.

Cardiol. 65, 56G-59G.

Levy, D., R.J. Garrison, D.D. Savage, W.B. Kannel, and W.P.

Castelli, 1990, New Engl. J. Med. 322, 1561-1566.

Meiselman, H.J. and O.K. Baskurt, 2006, Clin. Hemorheol.

Microcirc. 35, 37-43.

Meiselman, H.J., 1999, Clin. Hemorheol. Microcirc. 21, 195-200.

Muriana, F.J., M.A. García-Donas, J. Villar, and V. Ruíz-Gutiér-

rez, 1994, J. Hypertens. 12, 1383-1386.

Muriana, F.J., C. Montilla, J. Villar, and V. Ruíz-Gutiérrez, 1995,

J. Hypertens. 13, 619-623.

Pytel, E., P. Duchnowicz, P. Jackowska, K. Wojdan, M. Koter-

Michalak, and M. Broncel, 2012, Med. Sci. Monitor 18,

BR331-336.

Robins, J.B., M. Woodward, G. Lowe, P. McCaul, H. Cheyne,

and J.J. Walker, 2005, J. Obstet. Gynaecol. 25, 746-750.

Ronquist, G., G. Frithz, K. Gunnarson, and G. Arvidson, 1992, J.

Intern. Med. 232, 247-251.

Salazar Vázquez, B.Y., P. Cabrales, A.G. Tsai, and M. Intaglietta,

2011, Clin. Hemorheol. Microcirc. 49, 29-36.

Schiffrin, E.L., 2013, Can. J. Cardiol. 29, 543-548.

Sica, D.A. and R. Mannino, 2007, J. Clin. Hypertens. 9, 723-727.

Tsuda, K. and I. Nishio, 2003, Am. J. Hypertens. 16, 259-261.

Tsuda, K., 2008, Heart Vessels 23, 134-139.

Vlahakos, D.V., K.P. Marathias, and N.E. Madias, 2010, Am. J.

Kidney Dis. 56, 558-565.

Von Tempelhoff, G.-F., E. Velten, A. Yilmaz, G. Hommel, L.

Heilmann, and J. Koscielny, 2009, Clin. Hemorheol. Microcirc.

42, 127-139.

Zannad, F., P. Voisin, F. Brunotte, J.-F. Bruntz, J.-F. Stoltz, and J.-

M. Gilgenkrantz, 1988, J. Hypertens. 6, 293-297.

Zicha, J., J. Kunes, and M.-A. Devynck, 1999, Am. J. Hypertens.

12, 315-331.



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.33333
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.33333
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 150
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.33333
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [300 300]
  /PageSize [612.000 792.000]
>> setpagedevice


