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REVIEWS 

Imbalance of Endothelium-derived Relaxing 
and Contracting Factors 
A New Concept in Hypertension? 
T. F. Luscher 

The endothelium has a strategical anatomical 
position between the circulating blood and vascular 
smooth muscle cells. It has recently been recog­
nized that endothelial cells play an important 
regulatory role in the circulation. The cells metabo­
lize or activate vasoactive hormones (ie, norepi­
nephrine, serotonin, bradykinin, angiotensin II), 
produce substances involved in coagulation and can 
release endothelium-derived relaxing factors and 
contracting factors. Nitric oxide and prostacyclin are 
vasodilators and inhibitors of platelet function. 
Endothelin is the most potent vasoconstrictor 
substance known. Thus, the endothelium can pro­
foundly affect platelet adhesion and aggregation, 
vascular smooth muscle tone and possibly also 
vascular smooth muscle growth. Under physiologi­

cal conditions, endothelium-derived relaxing 
factors appear to dominate. In contrast, in hyper­
tensive and atherosclerotic arteries the release of 
endothelium-derived relaxing factors and/or the 
responsiveness of vascular smooth muscle cells to 
the relaxing factors is reduced, while that of 
endothelium-derived contracting factors is aug­
mented. This imbalance of endothelium-derived re­
laxing and contracting factors may be important in 
the pathogenesis of hypertension and its cardiovas­
cular complications. Am J Hypertens 1990; 3:317-330 

K E Y W O R D S : Acetylcholine, angiotensin, 
atherosclerosis, endothelin, nitric oxide platelets, 
prostaglandins, vascular occlusion. 

The functional importance of endothelial cells as 
regulators of cardiovascular function has been 
increasingly recognized in the last decade. 1" 4 It 
has been known for years that endothelial cells 

play an important role in the regulation of movement of 
fluids from the blood to the tissue.5 The endothelium 
also plays a metabolic role by clearing the blood of hor-
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mones such as norepinephrine and serotonin. The con­
verting enzyme of the endothelial cell membrane trans­
forms angiotensin I into angiotensin II and inactivates 
the vasodilator bradykinin. 2 - 7 Further, endothelial cells 
can profoundly affect coagulation, platelet function and 
fibrinolysis.1'8-11 More recently, it has been recognized 
that endothelial cells produce vasoactive factors which 
can inhibit or activate vascular smooth muscle cells (Fig­
ure l ) 1 ' 2 ' 1 2 - 1 5 This article updates previous r e v i e w s 4 1 6 - 1 8 

and focuses on the possibility that endothelial cells act 
both as mediators and targets of hypertension and its 
complications. 

STRUCTURAL CHANGES OF THE 
ENDOTHELIUM IN HYPERTENSION 

In rat models of hypertension endothelial cells exhibit 
morphological changes. 4 , 1 9 " 2 3 Indeed, although the in­
tegrity of the endothelium is preserved, an increased 
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FIGURE 1. Endothelium-derived vasoactive substances. 
AA = Arachidonic acid; ACE = Angiotensin converting enzyme; 
ATG = Angiotensinogen; ACh = Acetylcholine; ATI/II = 
Angiotensin I/II; cAMP/cGMP = cyclic adenosine/guanosine 
monophosphate; EDCF = Endothelium-derived constricting fac­
tors); EDHF = Endothelium-derived hyperpolarizing factor; 
NO = Nitric oxide; PGI2 = Prostacyclin. Modified from Ref. 18. 

permeability, number, volume and replication rate of 
endothelial cells has been noted . 4 1 9 " 2 3 Transmission 
electronmicroscopy studies have shown that the num­
ber of cytoplasmatic organelles, such as the rough endo-
plasmatic reticulum, polyribosomes, microtubules, 
mitochondria and Golgi complexes, as well as the num­
ber of actin microfilament bundles and the length and 
complexity of tight junctions, is augmented in experi­
mental hypertension.2 0"2 2 Focal expansion of the suben-
dothelial space due to accumulation of granular matrix 
occurs early during the hypertensive process and be­
comes more pronounced as the disease progresses.2 1 , 2 3 

ENDOTHELIUM-DERIVED 
VASOACTIVE SUBSTANCES 

Endothelium-derived Relaxing Factors Furchgott 
and Zawadzki2 first demonstrated that the relaxation of 
isolated arteries induced by acetylcholine is endothe­
lium-dependent and mediated by the labile substance 
endothelium-derived relaxing factor (EDRF) (Figure 2). 
Hemoglobin, oxygen-derived free radicals and antioxi­
dants are effective inhibitors of E D R F . 2 4 " 2 8 The factor is 
a potent vasodilator and inhibitor of platelet adhesion 
and aggregation (Figure 3 ) . 2 , 8 , 9 , 2 9 In vascular smooth 
muscle cells and platelets EDRF stimulates soluble gua-
nylate cyclase and in turn increases the intracellular 
levels of cyclic guanosine 3',5'-monophosphate (cyclic 
GMP) (Figure l ) . 8 9 2 9 3 0 Substances interfering with the 
production of cyclic GMP (methylene blue, LY 83583) 
inhibit endothelium-dependent relaxations.3 , 4 , 2 4 The 
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FIGURE 2. Endothelium-dependent relaxation to acetylcholine 
in a human internal mammary artery (NE, norepinephrine; origi­
nal recording). The relaxation to acetylcholine (Ach) can be re­
versed by hemoglobin (Hb; 10r5 mol/L; upper panel). From Ref. 50, 
by permission. 

similarity of the actions of EDRF and nitrovasodilators 
indicated that endothelial cells might produce an en­
dogenous nitrate. Indeed, after independent proposals 
by Furchgott3 1 and Ignarro,3 2 Palmer, Ferrige and Mon-
cada demonstrated that endothelial cells in culture re­
lease nitric oxide in response to bradykinin.3 3 Nitric 
oxide has a similar half-life and mode of action as EDRF 
and the amounts released from endothelial cells in cul­
ture after stimulation with bradykinin appear sufficient 
to explain the biological activity of the factor in vascular 
tissues and in platelets. L-Arginine is the precursor sub­
stance from which nitric oxide is cleaved by specific 
enzymes. 3 4 , 3 5 EDRF is released in response to flow (ie, 
shear stress),3 6 3 7 platelet-derived products (ie, adeno­
sine diphosphate, thrombin, serotonin)3 8" 4 1 and certain 
hormones and autacoids (ie, bradykinin, histamine, 
noradrenalin, substance Ρ and vasopressin). 4 2 - 4 6 Aggre­
gating platelets release large amounts of adenine nu­
cleotides and serotonin which can evoke endothelium-
dependent relaxations in isolated blood vessels.3 9"4 1 

Adenosine diphosphate is the main mediator of the re­
sponse to aggregating platelets in human and canine 
coronary arteries,4 1 , 4 7 while in the pig serotonin is me­
diating the effect (Figure 3 ) . 4 8 Thrombin which is 
formed after activation of the coagulation cascade 
evokes potent endothelium-dependent relaxations also 
in human blood vessels. 4 9 , 5 0 In addition to EDRF, plate­
let-derived products and thrombin can also stimulate 
the endothelial production of prostacyclin (PGI2) and 
tissue plasminogen activator.1 0 Indeed, PGI 2 — a vaso­
dilator and inhibitor of platelet function which stimu­
lates cyclic adenosine 3^5'-monophosphate (cyclic 
AMP) 1 , 4 , 1 1 — and EDRF potentiate each other's vascular 
and antiaggregatory effects even at subthreshold con-
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FIGURE 3. Endothelium and 
platelet-vessel wall interaction. The 
production and release of endothe­
lium-derived relaxing factor (EDRF) 
and endothelin-1 can be stimulated 
by platelet-derived substances such 
as thrombin, and in the case of the 
former (in human arteries) also by 
adenosine tri- and diphosphate 
(ATP/ADP), histamine (EST), bra-
dykinin (Bk) and substance Ρ (SP). 
EDRF causes vascular relaxation 
and inhibition of platelet function 
(—), while endothelin-1 mainly 
causes profound contraction of 
blood vessels. Modified from Ref. 18. 

centrations.8,51 Thus, at sites where platelets and/or the 
coagulation cascade are activated, potent vasodilators, 
inhibitors of platelet function and stimulators of fibri­
nolysis are released which may provide a local protec­
tive mechanism against vasospasm, ischemia and 
thrombus formation. 

It is likely that besides EDRF and PGI 2 the endothe­
lium releases an endothelium-derived hyperpolarizing 
factor (EDHF) (Figure l ) . 5 2 In the canine femoral artery, 
endothelium-dependent relaxations to acetylcholine are 
reduced after inhibition of sodium-potassium ATPase 
by ouabain.5 3 Acetylcholine causes endothelium-de­
pendent increases in membrane potential of vascular 
smooth muscle cells which can be blocked by ouabain.5 4 

Exogenous nitric oxide, however, does not hyperpolar-
ize vascular smooth muscle cells nor does hemoglobin 
prevent the increase in membrane potential evoked by 
acetylcholine.55 Thus, another substance must be in­
volved. Endothelium-dependent hyperpolarization of 
vascular smooth muscle cells may facilitate relaxation 
and attenuate the responsiveness of the vascular wall to 
certain vasoconstrictor hormones. 

Endothelium-derived Contracting Factors Endothe­
lial cells are also a source of contracting factors (EDCF) 
(Figure l ) . 3 - 4 ' 7 ' 1 2 - 1 5 Endothelial cells in culture produce a 
vasoconstrictor which has recently been characterized 
as the 21 amino acid peptide endothelin by Yanagisawa 
et al (Figure 3 ) . 1 5 ' 5 6 - 5 7 Three forms of the peptide exist, 

endothelin-1 (formerly human or porcine), endothelin-
2 and endothelin-3 (formerly rat endothelin). 5 8 - 6 0 

Thrombin, epinephrine, transforming growth factor /?, 
the calcium ionophore A23187 and phorbol ester ex­
press preproendothelin messenger RNA in cultured en­
dothelial cells (Figure 3 ) . 1 5 5 8 - 6 0 Thrombin releases en­
dothelin from porcine endothelial cells in culture.6 1 A 
putative converting enzyme cleaves the final peptide 
from its precursor (proendothelin). Endothelin binds to 
specific membrane receptors on vascular smooth muscle 
cells where it activates phospholipase C (and in turn 
stimulates the formation of inositol trisphosphate and 
diacylglycerol),6 2 6 3 phospholipase A 2 , 6 4 increases intra­
cellular calcium and evokes long-lasting contrac­
tions. 1 5 , 6 5 In isolated arteries, endothelin is a very potent 
vasoconstrictor with a half-maximal effective concen­
tration which is one to two orders of magnitude lower 
than that of angiotensin II and norepinephrine.1 5 ' 6 6" 6 8 

When infused in vivo, endothelin causes a rapid and 
transient decrease in blood pressure followed by pro­
longed hypertension. 1 5 6 9 , 7 0 The vasodilator action of 
endothelin has been attributed to the release of PGI 2 

and/or EDRF. 7 1 While EDRF, nitrovasodilators and iso­
proterenol can reverse endothelin-induced contrac­
tions, calcium antagonists are less effective in most vas­
cular preparations. 1 5 , 6 5 ' 6 8 , 7 2 ' 7 3 

In the canine coronary artery, hypoxia causes endo­
thelium-dependent contractions.1 3 It is unlikely that the 
endothelium-derived contracting factor released under 
these conditions (EDCFj) is endothelin, since the re-
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sponse to hypoxia is faster and can be prevented by 
calcium antagonists. 7 3 Indeed, endothelin is not stored 
in endothelial cells. 1 5 

In addition, the endothelium and vascular wall pos­
sess an independent renin - angiotensin system which 
may provide high local concentrations of the potent va­
soconstrictor angiotensin II (Figure l ) . 7 Thromboxane 
A 2 and another cyclooxygenase-dependent endothe­
lium-derived contracting factor (EDCF 2) can also be 
produced in endothelial cells of certain vascular beds 
(Figure 1) . 3 < 4 ' 1 4 ' 7 4 

ENDOTHELIUM AND BLOOD 
PRESSURE CONTROL 

It is likely that the endothelium contributes to the regu­
lation of peripheral vascular resistance. Indeed, infusion 
of hemoglobin — an inhibitor of EDRF 2 4 —in healthy 
human subjects increases arterial blood pressure.7 5 Sim­
ilarly, infusion of L-N-monomethylarginine, a false pre­
cursor substance of EDRF, 3 4 - 3 5 increases blood pressure 
in experimental animals (Figure 4 ) . 7 6 Endothelium-de­
pendent contractions to stretch 7 4 , 7 7 may contribute to 
autoregulation. Intravenous infusion of endothelin 
causes profound and longlasting increases in peripheral 
vascular resistance and blood pressure. 1 5 ' 6 9 - 7 1 
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FIGURE 4. Effect of L-NG-monomethyl arginine (L-NMMA; 
100 mg/kg, intravenously) on blood pressure (B.P.) and heart rate 
(H.R.) in the anesthetized rabbit. L-NMMA evokes a marked and 
sustained rise in blood pressure and a slight decrease in heart rate 
(A). Infusion of L-arginine reverses the effects of L-NMMA (B). 
From Ref. 76, by permission. 
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The circulating levels of endothelin-1 in healthy nor­
mal subjects, however, are very low (ie, 1.5 pg/mL). 7 8 , 7 9 

Hence it is likely that the peptide exerts its action locally 
and/or that it is secreted primarily towards the ablu-
minal side of the blood vessel wall. Even subthreshold 
concentrations of the peptide may, by potentiating the 
effects of norepinephrine, contribute to the regulation 
of blood pressure. 8 0 - 8 2 Thus, alterations in the release of 
endothelium-derived relaxing and contracting factors in 
hypertension may contribute to the increased peripheral 
vascular resistance. 

ENDOTHELIUM-DEPENDENT RESPONSES 
IN HYPERTENSION 

Endothelium-dependent Relaxations Acute and se­
vere increases in blood pressure can cause endothelial 
damage. 8 3 In the canine coronary artery, this is asso­
ciated with an endothelium-dependent enhancement of 
the vasoconstrictor effects to serotonin, while the relax­
ations to acetylcholine are unaffected.8 3 In the cat cere­
bral circulation, acute hypertension abolishes endothe­
lium-dependent relaxations to acetylcholine. 8 4 

In the aorta of rats with chronic spontaneous hyper­
tension, renal hypertension, salt-induced hypertension, 
coarctation and DOCA-salt-induced hypertension, en­
dothelium-dependent relaxations to acetylcholine and 
the calcium ionophore A23187 are attenuated (Figure 
5 ^ . 4 , 8 5 - 9 1 similar defects occur in the carotid artery, in 
mesenteric resistance arteries, but not the renal artery of 
the spontaneously hypertensive rat . 9 2 " 9 7 Endothelium-

A c e t y l c h o l i n e , - l o g Μ 
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FIGURE 5. Endothelium-dependent relaxations to acetylcho­
line in the aorta of normotensive Wistar-Kyoto rats (WKY; top 
panel) and spontaneously hypertensive rats (SHR; lower panel). 
Note the reduced relaxation in the SHR. Original recording, from 
Luscher and Vanhoutte 1988, by permission. 
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dependent relaxations are impaired regardless of the 
agonist used to contract the resistance arteries (norepi­
nephrine, serotonin or endothelin). 9 5" 9 8 In the forearm 
circulation of hypertensive patients, the vasodilator re­
sponse to acetylcholine, but not that to sodium nitro-
prusside, is reduced. 9 9 , 1 0 0 

The reduction of endothelium-dependent relaxations 
to acetylcholine is directly related to the level of systolic 
blood pressure (Figure 6 ) . 4 , 9 0 , 1 0 1 In the Dahl rat, antihy­
pertensive therapy normalizes blood pressure and the 
attenuated endothelium-dependent relaxations. 1 0 2 In 
rats with aortic coarctation endothelium-dependent re­
laxations are normal in the aortic segment distal to the 
stenosis suggesting that the defect is a consequence 
rather than a cause of the high blood pressure.9 1 In the 
spontaneously hypertensive rat, endothelium-depen­
dent responses become progressively impaired as blood 
pressure increases. 9 4 1 0 3 Whether or not this defect is 
secondary or primary in nature remains to be deter­
mined. 

In contrast to the rat, endothelium-dependent relax­
ations to acetylcholine are augmented in the aorta and in 
the perfused hindlimb of mice with psychosocial hyper­
tension.104 Similar results have been reported in the 
femoral artery of the spontaneously hypertensive rat. 8 5 

In the hindlimb circulation of the rabbit, hypertension 
does not induce marked changes in vascular reactivity; 
the maximal relaxation evoked by acetylcholine, how­
ever, is reduced. 1 0 5 Whether or not these differences 
between rats, mice and rabbits are related to differences 
in the severity, duration or form of hypertension, or due 
to species differences, remains to be clarified. 

As regards to the sequellae of hypertension, an in­
creased interaction between circulating blood cells and 
the blood vessel wall are of particular interest (Figure 
3 ) . 3 , 4 Indeed, hypertension is associated with an in­
creased adherence of granulocytes, monocytes and lym­
phocytes to the endothelium. 1 8 1 0 6 In cerebral arteries of 
the spontaneously hypertensive rat, the adhesion of 
platelets to the endothelium is augmented. 1 0 7 Endothe­
lium-dependent relaxations to adenosine diphosphate 
— which is released from aggregating platelets 3 , 4 ' 4 1 — 
are impaired in the aorta 1 0 8 and carotid artery 9 0 , 9 2 of 
hypertensive rats. Endothelium-dependent relaxations 
to thrombin are markedly reduced in Dahl hyperten­
sive, but not in spontaneously hypertensive rats . 9 0 , 1 0 8 In 
the aorta of normotensive rats, the contractions evoked 
by aggregating platelets are inhibited by the endothe­
lium, while in spontaneously hypertensive rats the in­
hibitory capacity of the endothelium against platelet-in­
duced contractions is attenuated indicating an impaired 
protective function of the endothelium. 1 0 8 This is partic­
ularly unfavorable, since hypertensive platelets are 
preactivated and aggregate more readily to various stim­
uli than those of normotensive controls. 1 0 9 

Endothelium-dependent Contractions Aortic rings 
from normotensive rats contract in response to stretch, a 
response which is augmented in DOCA-hypertensive 
animals (Figure 7 ) . 7 7 The stretch-induced contraction 
can be inhibited by calcium antagonists and by removal 
of the endothelium suggesting that hypertension pro­
motes stretch-induced endothelium-dependent con­
tractions. 
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FIGURE 6. Correlation between 
systolic blood pressure and the con­
centration of acetylcholine needed 
to induce a half maximal relaxation 
in the aorta of Dahl salt-sensitive 
(circles) and salt-resistant rats 
(squares) on either a high (8°/o NaCl; 
closed symbols) or low salt diet 
(0.1°/o NaCl; open symbols). These 
experiments demonstrate that endo­
thelium-dependent relaxations be­
come progressively impaired as 
blood pressure rises. Data from Ref. 
102, by permission. 
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FIGURE 7. Endothelium-dependent contractions to stretch in 
the aorta of normotensive (CONT.) and hypertensive rats (DOCA). 
The response is absent in calcium free solution (Ca = 0) and is 
augmented in the hypertensive animals. From Ref 77, by permis­
sion of the American Heart Association. 

Acetylcholine causes endothelium-dependent con­
tractions in the aorta of the adult spontaneously hyper­
tensive rat, but not in normotensive Wistar-Kyoto rats of 
the same age (Figure 8 ) . 8 7 1 1 0 1 1 1 In old rats (12 months of 
age), when the contractions become most pronounced 
in the hypertensive animals, acetylcholine does evoke 
endothelium-dependent contractions in normotensive 
rats as well suggesting that endothelium-dependent 
contractions reflect the premature aging of the hyper­
tensive arterial wall. 1 1 2 

The endothelium-dependent contractions to acetyl­
choline occur with higher concentrations of acetylcho­
line than those needed to release EDRF. 8 7 Endothelium-
dependent contractions to acetylcholine can be 
prevented by inhibitors of phospholipase A 2 and cy-
clooxygenase suggesting that the metabolism of arachi-
donic acid is involved (Figures 8 and 9 ) . 8 7 Similarly, in 
mesenteric resistance arteries of spontaneously hyper­
tensive rats, endothelium-dependent relaxations to ace­

tylcholine are reversed at higher concentrations and this 
can be prevented by inhibitors of cyclooxygenase.9 6 , 9 7 

The metabolite of arachidonic acid is not likely to be 
prostacyclin, since inhibitors of prostacyclin synthetase 
are ineffective.8 7 In the perfused aorta, small amounts of 
prostaglandin F 2 a , E 2 and—in the spontaneously hy­
pertensive rat — of thromboxane B 2 are released.114 

Thromboxane receptor antagonists, but not thrombox­
ane synthetase inhibitors, however, inhibit the contrac­
tions suggesting that a cyclooxygenase product other 
than thromboxane activates the receptor. 1 1 1 The fact 
that attempts to bioassay the endothelium-derived con­
tracting factor (EDCF 2) released by acetylcholine have 
failed, indicates that a very labile substance such as en-
doperoxide intermediates or oxygen-derived free radi­
cals must be involved or that the substance is only re­
leased towards the abluminal side of the blood vessel 
wall. Superoxide radicals contract the rat aorta and the 
response is augmented in hypertension. 1 1 0 Scavengers 
of oxygen-derived free radicals such as superoxide dis-
mutase do not prevent endothelium-dependent con­
tractions to acetylcholine as they do in brain blood ves­
sels. 1 1 0 Thus, the nature of this endothelium-derived 
relaxing factor (EDCF 2) remains elusive. 

In the aorta of the spontaneously hypertensive rat, 
the contractions evoked by aggregating platelets are en­
hanced in rings with, but not in those without, endothe­
lium. 1 0 8 Serotonin exerts similar effects, particularly if 
5HT2-serotonergic receptors of the vascular smooth 
muscle are blocked by ketanserin to unmask the endo­
thelial effects of the monoamine. 1 0 8 Serotonin increases 
coronary flow and dilates cerebral microvessels of nor­
motensive rats, but decreases coronary flow and con­
stricts cerebral microvessels in hypertensive rats. 1 1 4 1 1 5 

This effect of serotonin in the hypertensive coronary 
and cerebral circulation can be inhibited by indometha­
cin. Inhibition of cyclooxygenase also normalizes the 
attenuated vasodilator effects of adenosine diphosphate 
in hypertensive cerebral microvessels. These results are 
consistent with the concept that in hypertension an en­
dothelium-derived contracting factor dependent on cy­
clooxygenase (EDCF 2) is released in response to plate­
let-derived products which offsets the effects of EDRF. 

Whether or not these altered responses to platelet-de­
rived products contribute to the increased peripheral 
vascular resistance in hypertension is uncertain. How­
ever, it may relate to the vascular complications such as 
ischemic stroke, myocardial infarction and peripheral 
vascular disease.4 

Causes of Endothelial Dysfunction The alterations of 
endothelium function differ in different vascular beds 
and different models of hypertension.4 Hypertension 
can interfere with the release and/or action of endothe­
lial substances. As judged from bioassay experiments in 
the rat aorta, the luminal release of EDRF and PGI2 
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induced by acetylcholine or histamine is normal in 
spontaneous, renal and DOCA-salt hyperten­
s ion . 1 1 3 1 1 6 1 1 7 A reduced abluminal release of the factor, 
however, remains a possibility. Indirect evidence sug­
gests that in the human forearm and in salt-induced 
hypertension of the rat the release of EDRF might be 
reduced. 9 0 " 1 0 0 Whether or not the basal release of the 
factor is decreased in the spontaneously hypertensive 
rat is uncertain. 1 1 3 1 1 7 

Subendothelial thickening of the hypertensive blood 
vessel wal l 1 9 " 2 3 is unlikely to interfere with the diffusion 
of EDRF towards vascular smooth muscle. Indeed, if a 
diffusion barrier were important, a parallel right-ward 
shift of the concentration response curve to acetylcho­
line should be expected. However, endothelium-de­
pendent relaxations are most prominently impaired at 
higher concentrations of the agonists (Figure 5 ) . 8 5 " 9 1 

Further, extensive intimal thickening does not interfere 
with endothelium-dependent relaxations in the carotid 
artery of normotensive rabbits. 1 1 8 

Sodium nitroprusside — which, like EDRF, activates 
guanylate cyclase 3 0 — has been used to assess the re­

sponsiveness of hypertensive blood vessels to EDRF. 4 

Normal, reduced and enhanced relaxations to sodium 
nitroprusside have been repor ted . 8 5 - 9 7 ' 1 1 9 , 1 2 0 Differences 
in the anatomical location of the blood vessel, the age of 
the animal and of the duration, severity and form of 
hypertension may be important. Indeed, in the aorta of 
the rat, the relaxations to sodium nitroprusside and so­
dium nitrate decrease with age. 1 2 0 The presence of endo­
thelial cells inhibits the effects of nitrovasodilators and 
in the aorta of the spontaneously hypertensive rat and 
this accounts at least in part for the reduced response. 1 2 0 

In the carotid artery and in the aorta of these animals the 
relaxations to sodium nitroprusside are impaired, while 
in the renal and in hypertensive mesenteric resistance 
arteries, the response is not attenuated. 9 4 , 9 5 , 9 7 Thus, de­
pressed endothelium-dependent relaxations do occur in 
hypertensive arteries even in the presence of a normal 
response to nitrovasodilators indicating a predominant 
endothelial defect. 

In the aorta of the spontaneously hypertensive rat, 
endothelium-dependent relaxations are decreased due 
to the simultaneous occurrence of endothelium-depen-
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FIGURE 9. Effect of indomethacin (to inhibit the formation of 
vascular prostaglandins) on endothelium-dependent relaxations 
to acetylcholine in the aorta of normotensive (WKY; dashed lines) 
and spontaneously hypertensive (SHR; solid lines) rats. These ex­
periments demonstrate that indomethacin can normalize the re­
duced endothelium-dependent relaxations in the aorta of the SHR. 
From Ref 87, by permission of the American Heart Association. 

dent contractions which can be blocked by indometha­
cin (Figure 9 ) . 8 7 In the aorta of the Dahl rat, 9 0 in the 
carotid artery of the spontaneously hypertensive rat 9 2 

and most likely also in the forearm circulation of hyper­
tensive patients, 1 0 0 a cyclooxygenase-dependent endo-
thelium-derived relaxing factor (EDCF 2) is not released 
by acetylcholine, since the response to the muscarinic 
agonist is unaffected by indomethacin. In these blood 
vessels, the predominant lesion appears to be a reduced 
production and/or attenuated responsiveness to EDRF. 
Locally generated endothelin would—if produced in 
sufficient amounts in v i v o 7 8 7 9 — attenuate endothe­
lium-dependent relaxations in hypertensive arteries, 
while in normotensive rats EDRF inhibits the contractile 
effects of the peptide. 9 8 This imbalance between endo-
thelium-derived relaxing and contracting factors would 
be most pronounced in arteries with an augmented sen­
sitivity to the peptide, such as the renal artery of the 
spontaneously hypertensive rat. 1 2 1 

ATHEROSCLEROSIS 

Although in the rat hypertension is associated with mor­
phological changes of the endothelium—in contrast to 
atherosclerosis — intimal lipid accumulation does not 
occur in the absence of hyperlipoproteinemia.1 0 6 1 2 2 In 
men, however, hypertension and hyperlipidemia are 
major risk factors for the development of atherosclerotic 
vascular disease and they are often associated in the 

same patient. In the rabbit aorta low-density lipopro­
teins (LDL), but not high-density lipoproteins (HDL), 
inhibit endothelium-dependent relaxations to acetyl­
choline. 1 2 3 In cultured endothelial cells LDL interferes 
with the basal and receptor-operated release of 
EDRF. 1 2 4 1 2 5 A reduced production of EDRF would be 
associated with an increased adherence of platelets to 
the vessel wall 9 and in turn locally increased levels of 
platelet-derived growth factor (PDGF). 1 2 2 This would 
promote vascular growths particularly since EDRF may 
act as a antiproliferative factor. 1 2 6 Thus, a reduced re­
lease of EDRF 1 2 7 may also contribute to the formation of 
the atherosclerotic plaque. In atherosclerotic arteries, 
including the human coronary artery, endothelium-de­
pendent relaxations to acetylcholine, adenosine diphos­
phate, bradykinin, substance Ρ and aggregating plate­
lets are reduced (Figure ίο). 4 7 1 2 8 - 1 3 1 Selective infusion 
of acetylcholine into the left anterior descending coro­
nary artery causes paradoxical contractions in patients 
with coronary artery disease. 1 3 2 A reduced release of 
EDRF, structural changes of the intima and media, and 
— at least in the porcine coronary artery — the produc­
tion of an endothelium-derived contracting factor 
(EDCF 2) contribute to these changes in atherosclerotic 
ar ter ies . 4 ' 4 7 1 2 7 " 1 3 2 Thus, hypertension and hyperlipide­
mia are associated with an imbalance of endothelium-
derived relaxing and contracting factors and this may 
reduce the antispastic, antithrombotic and antiprolifera­
tive properties of the endothelial layer. Thus, endothe­
lium dysfunction may represent a common denomina­
tor of vascular injury induced by cardiovascular risk 
factors. 

ANTIHYPERTENSIVE THERAPY AND 
VASCULAR PROTECTION 

A normalization of endothelium-dependent relaxations 
with antihypertensive therapy 1 0 1 1 0 2 might contribute to 
the ability of the drugs to prevent or reduce cardiovascu­
lar complications of hypertension. In Dahl rats with 
salt-induced hypertension, reserpine, hydrochlorothia­
zide and hydralazine normalize blood pressure and the 
attenuated endothelium-dependent relaxations to ace­
tylcholine, adenosine diphosphate and thrombin.1 0 2 

Changes in transmural pressure during antihyperten­
sive therapy must play an important role, since the ef­
fect is related to the degree of blood pressure reduc­
t ion . 4 1 0 1 The inhibitor of converting enzyme enalapril, 
which does not lower blood pressure in Dahl rats, does 
not affect endothelium-dependent relaxations.4 On the 
other hand, in the aorta of the rabbit, but not in that of 
the rat, the relaxations induced by hydralazine are in 
part endothelium-dependent.1 3 3 Chronic therapy with 
captopril or hydralazine, but not with enalapril, aug­
ments endothelium-dependent relaxations to acetyl­
choline even in normotensive rats. 1 3 4 Thus, changes in 
transmural pressure and—at least in part — direct pro-
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Monkey iliac arteries Rabbit aortas 

FIGURE 10. Endothelium-de­
pendent relaxations to acetylcholine 
in atherosclerotic arteries. Athero­
sclerosis was induced by a high cho­
lesterol diet. In the iliac artery of 
atherosclerotic monkeys (left; open 
circles) and in the aorta of rabbits 
with hypercholesteremia (right; 
squares), the response to the musca­
rinic agonist is reduced in prepara­
tions with endothelium. From Ref 4, 
by permission. 

9 8 7 6 5 4 9 8 7 6 

Acety lcho l ine , - log Μ 
F r e i m a n e t a l , 1 9 8 6 V e r b e u r e n e t a l . 1 9 8 6 

tective vascular effects of some drugs restore endothe­
lium-dependent relaxations in hypertension. 

Other factors than high blood pressure can cause 
morphological changes of the intima. Indeed, in the rat, 
the changes are more pronounced with high than with 
low levels of mineralcorticoids. 1 9 , 2 0 In man, high renin 
hypertension is associated with a higher incidence of 
stroke and myocardial infarction than low renin hyper­
tension.135 In hypertensive rats, high dietary sodium is 
an important determinant of intimal injury. 1 3 6 In man, a 
high dietary potassium intake protects against stroke-
associated deaths. 1 3 7 This effect of high dietary potas­
sium is independent of other dietary variables or cardio­
vascular risk factors. Indeed in hypertensive Dahl rats 
high dietary potassium supplementation reduces the in­
cidence of strokes and renal vascular injury indepen­
dent of its effects on blood pressure. 1 3 8 , 1 3 9 High dietary 
potassium supplementation enhances endothelium-de­
pendent relaxations to acetylcholine in hypertensive 
Dahl rats at least in part independently of blood pres­
sure, suggesting a vascular protective effect of the diet 
(Figure l l ) . 1 4 1 

In populations with a high dietary fish consumption 
the death rate from coronary artery disease is low. 1 4 1 In 
the pig, cod-liver oil delays the development of coro­
nary atherosclerosis.1 4 2 This vascular protective effect of 
cod-liver oil is independent of its effects on plasma lipid 
levels and probably mediated primarily by eicosapen-
tanoic ac id . 1 4 1 , 1 4 2 In the coronary artery and in coronary 
microvessels of the pig, dietary supplementation with 
fish oil or eicosapentanoic acid enhances endothelium-
dependent relaxation to platelet-derived products and 
other autocoids. 1 4 3 , 1 4 4 In cultured porcine endothelial 
cells eicosapentanoic acid augments the release of EDRF 

evoked by bradykinin and adenosine diphosphate, but 
not that induced by the calcium ionophore A23187 . 1 4 5 

This may be important both in the prevention of athero-

D S - D R -
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ο • 8 % N a C I , n « l 4 o r 8 « » / 5 
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FIGURE 11. Effects of high dietary potassium supplementation 
on endothelium-dependent relaxations to acetylcholine in the 
aorta of hypertensive Dahl rats. The response is attenuated in rats 
fed high dietary sodium (open diamonds; left). In hypertensive rats 
supplemented with high dietary potassium (8°/o NaCl plus 3.6°/o 
K+ citrate; open circles), endothelium-dependent relaxations are 
augmented both as compared to all hypertensive rats (open dia­
monds) and to a subgroup of rats fed 8% NaCl matched for blood 
pressure (dotted diamonds). DS = Dahl salt-sensitive; DR = Dahl 
salt-resistant. From Ref. 140, by permission of the American Heart 
Association. 
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sclerosis and for the regulation of local blood flow. In­
deed, dietary eicosapentanoic acid lowers blood pres­
sure in people. 1 4 6 
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