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Abstract: 
The endothelial cells involved in modulating vascular tone and structure. Endothelial cells produce a vast range of 

causes that also regulate cellular adhesion, smooth muscle proliferations and vessel wall inflammation. Endothelial 

function is important for homeostasis of the body and its dysfunction is associated with several pathophysiology 

conditions like diabetes, atherosclerosis. Sufferers   with diabetes at all times exhibit an impairment of endothelium-

dependent vasodilation. Therefore, working out and treating endothelial dysfunction is the principle focus within the 

prevention of vascular problems associated with all types of diabetes mellitus. This review will focus on the 

pathophysiology, assessment and therapeutics that exceptionally target endothelial dysfunction within the context of 

diabetic setting. Pathophysiology including nitric oxide, oxidative stress, angII, diabetes will be discussed. 

Pharmacological approaches that upregulate endothelium derives nitric oxide synthase and treatment that might 

prevent the development of diabetes associated vascular complications will be discussed. 
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1.   INTRODUCTION 

Diabetes mellitus is a metabolic disorder which affects 

millions of inhabit worldwide. Numbers compiled by 

WHO reveal that approximately 150 million people 

comprise diabetes mellitus & this number may be 

double by the year of 2050. This may be direct to 

generously proportioned population, obesity, transform 

in dietetic practice etc [1][2][3]. 

Type 2 Diabetes Mellitus multiply the danger of 

cardiovascular disease. Hyperglycaemia is the key 

aspect which develops the endothelial dysfunction in 
diabetes mellitus. The mechanism underlying for this is 

however unpredictable. A number of studies suggested 

that NO-mediated vasodilation is abnormal in a patient 

suffering from type 2 diabetes mellitus [93].. Obese 

patients without type 2 Diabetes mellitus have been 

shown also to have an abnormal endothelial function 

(Steinberg et al 1996; Perticone et al 2001                                                       

). Vascular endothelial provides a substantial barrier 

between the vessel wall and the lumen & also secrets 

several mediators like endothelin 1, thromboxane 2 (for 

vasoconstriction), nitric oxide (NO)/endothelial-

derived hyperpolarizing factors (EDHF) for 

vasodilation. [5] Patients suffering from diabetes, can 

leads to an impairment of NO production and activity. 

Endothelium impairs due to diabetes mellitus, can 

cause endothelial dysfunction & which can be 

considered as the earliest tread of the cardiovascular 

disease (CVD)[4].Due to diabetes-induced endothelial 

dysfunction, it may cause various complications such 

as vascular ischemia, coronary artery disease (CAD), 

peripheral vascular disease (PVD) etc[1]. Up to 75% 

patient with diabetes dies due to dysfunction of 

endothelium. 

1.1 Endothelial cell 

Endothelial cell acts as a barrier which provides a 

physiological protection. Endothelial cell serves as 

pool between circulating blood and vascular smooth 

muscle cells (VSMC)[8][6][7] .The main function of 

the endothelium is coagulation, platelet 
adhesion,thrombosis,regulation of vascular tone, 

control volume & electrolyte content of intravascular 

and extravascular spaces [6][7]. 

  

   

                                                         

  

 

  

Fig 1: Functions performed by endothelium 

Endothelium is enclosed by a glycocalyx that serves to 
the selectivity of its barrier function (van Haaren et al. 

2003). Moreover, the endothelium assures the fluidity 

of blood by its contribution to hemostasis. Blood 

coagulation limit, the formation of a platelet thrombus 

and production of fibrinolysis regulators are prevented 

by living endothelial cells(van Hinsbergh 2001)[2].The 

endothelium, not individual responds to vasoactive 

agents but is also involved in the catabolism, 

metabolism, and synthesis of various vasoactive 

agents, particularly in the lung (Shaul 
1999)[2].Endothelium-derived factors having a 

Vasodilating and antiproliferative property include 

endothelium-derived hyperpolarization factor (EDHF) , 

nitric oxide (NO)  and prostacyclin (PGI2) . Ang II & 

ROS exerts vasoconstrictor effects [9]. 

Because endothelium is the central monitor of vascular 

homeostasis, it maintains the equilibrium between 

vasodilation and vasoconstriction. 
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Fig.2: Endothelial cell as a regulator of the smooth muscle cells [8]. 

As shown in figure 2 the endothelial cell (EC) produces 

nitric oxide (NO), gas that diffuses into the vascular 

smooth muscle cells (VSMC) and activates the enzyme 

guanylate cyclase which produces recurring GMP. The 

latter induces muscle relaxation, which is 

physiologically translated into vasodilation. The direct 

originator of NO is the amino acid arginine and the 

basis enzyme in its creation is nitric oxide synthase 

(NOS) [8].Endothelial cells are as well reliable for the 
maintenance of blood fluidity and restoration of vessel 

partition integrity (when injured) to avoid bleeding 

[8].Endothelial cell-derived factors additionally are 

critical mediators of VSMC development and 

inflammation [6][10]. 

1.2 Nitric oxide 

NO plays an essential role in vascular homeostasis. In 

endothelial cells, L-arginine converts in the presence of 
endothelial nitric oxide synthase (eNOS) to L-citrulline 

and furthermore synthesized nitric oxide.  Circulating 

blood & receptor-operated substances such as 

acetylcholine; bradykinin derived a shear stress due to 

which NO released from endothelial cells [9][11][12].                                          

Nitric oxide 

                         Diffuses 

Vascular smooth muscle cells (VSMC) 

 

                      Activates 

 

Soluble guanylate cyclase (sGC) 

                                   Increased level of 

Cyclic guanosine -3, 5-monophosphate (cGMP) 

                    Causes 

Relaxation of VSMC 

Fig 3. Nitric oxide function pathway [9] 
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Nitric oxide performs numerous functions such as 

vasodilation (maintains B.P.), decrease oxidation of 

LDL, reduces platelet aggregation, prevents leukocyte 

adhesion, decrease endothelin production [9][13][14]. 

 Mechanism of action of NO: Nitric oxide is 

unconfined by the endothelial cells through assorted 

stimuli, such as 5-OH-tryptamine, acetylcholine, 
thrombin,  arachidonic acid, changes in arterial 

pressure, etc., either as NO or bound to a -SH group-

containing carrier molecule (e.g. L-cys) that stabilizes 

NO  release[15][16][17]. In the smooth muscle cells, 

NO released and it activates the guanylate cyclase and 

mounting the intensity of intracellular messenger 

cGMP. This make happens relaxation of smooth 

muscle, inhibition of platelet aggregation [17][18]. 

NO is not as much stable than other endothelial 

vasodilators, such as prostacyclin. Mutually, 

endothelial agent’s causes platelet aggregation & 

relaxation of vessels, but through different mechanism 

[16], that is the rise in cGMP flatten in platelet and 

central nervous system & increases in intracellular 

cGMP level respectively. In addition, NO free by 

neutrophills and other white cells enhance the platelet 

antiaggregant effect of PGI2 [16]. NO be able to require 

to oxi-Hb & Fc-SH complexes of other proteins, thus 

modulating the movement of many hepatic enzyme 
[19][20] Studies on isolated hepatocytes showed that 

[21], phosphorilation of IP3 (cGMP dependent protein 

kinase receptor) increases its sensitivity to P-inositol by 

the emit of free intracellular calcium ion. An additional 

hypothesis suggests that hyperpolarizing factor 

produces by endothelium may induce vasodilation. In 

the smooth muscles, it is demonstrated that NO induces 

hyperpolarization through the opening of K+ channels 

[22][23]. 

 

1.3 Decreased level of NO 

eNOS (endothelial nitric oxide synthase) is depending 
upon various factors for its multiple activity and 

functions.BH4 (tetrahydrobiopterin) sustain the diamer 

structure & bioavailability of eNOS. Synthesis of BH4 

is completed by the enzyme called Guanosine-5-

triphosphate cyclohydrolase 1 (GTPCH 1). GTPCH 1 

is playing an important role to maintain BH4 level & 

NO production [9] 

A decreased activity of eNOS is mainly responsible for 

the decrease level of NO production. Oxidative stress 

causes eNOS uncoupling, in which activity of eNOS 
decreased and it will generate reactive oxygen species 

(ROS) as an alternative of nitric oxide. The mechanism 

through which eNOS uncoupled is – oxidation of BH4, 

depletion of enzyme L-arginine, and accumulation of 

endogenous methylarginine [9][25]. 

The activity of eNOS is also regulated by insulin inside 

the endothelial cells. By increasing BH4 synthesis, 

insulin can regulate the eNOS activity. Due to insulin 
resistance, insulin mediated endothelial vasodilation is 

impaired. Contrarily, because of the function of NO in 

peripheral tissues, eNOS plays an important role in the 

regulation of insulin sensitivity. Endogenous products 

of arginine metabolism (ADMA = asymmetric 

dimethyl-L-arginine) inhibited the eNOS [24]. After 

oxidative stress, there are changes in ADMA level & 

they cause a reduction in NO formation which causes 

endothelial dysfunction [9][24]. 

2. ENDOTHELIAL DYSFUNCTION AND 

DIABETES MELLITUS   

Diabetes is besides measured as a vascular disease for 

the reason that it produces effects on macro and 

microcirculation of numerous vascular cells/beds [9]. 

As soon as endothelium loses its physiological 

properties such as affinity to promote vasodilation, 

fibrinolysis and anti-aggregation. In that case this is 

called endothelial dysfunction. Prolong exposure to 

hyperglycemia is the key culprit in the pathogenesis of 
diabetic complications, concerning augmented ROS 

and RNS production. Oxidative stress leads to an 

imbalance in the vascular homeostasis due to increased 

vasoconstriction and impaired vasorelaxtion that finally 

bring up diabetic endothelial dysfunction. 

 

Table 1: Difference between a healthy and dysfunctional endothelium 
        HEALTHY ENDOTHELIUM   DYSFUNCTIONAL ENDOTHELIUM 

 Vasodilatory   (           NO, PGI2)  impaired vasodilation    (          NO,  PGI2) 

  Oxidative stress,    low uric acid     Oxidative stress,   uric acid 

  Repair (EPCs),                   damage   (CECs,MPs)     Repair(EPCs),             damage   (CECs,MPs) 

       Anti-coagulant        Pro-coagulant 

 
*NO- niric oxide        *PGI2-prostacyclin       *EPCs-endothelial progenitor cells 

*CECs-circulating endothelial cells                  *MPs-microparticles 
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Diabetics produce a 2- to 4-fold elevated hazard for 

cardiovascular events [26][29], and all but 80% of 

diabetes-associated deaths are caused by CVD 

[27][29]. The enhanced CVD possibility in diabetic 

patients is larger for women than men as women by 

and large enjoy a guard from CVD during their 

reproductive years, and this guard is missing in 

diabetics [28][29]. 

 Hyperglycemia is a key take the risk of reason for the 

enlargement of cardiovascular disease and 

cardiovascular mortality [31][32].Diabetic 
complications are linked with oxidative stress and 

uncoupling of endothelial nitric oxide synthase 

(eNOS). Both parameters are measured notable 

pathological mechanisms in the development of 

vascular dysfunction in diabetic animals and patients 

[33][34]. A different key initiate for vascular damage 

under hyperglycemic conditions is based on noxious 

effect of glucose levels through the formation of 

advanced glycation end products (AGE) and activation 

of their exact receptors (RAGE) [30][35][36]. 

 Main vascular defects in diabetes, in which 

hyperglycemia plays an essential role, include 

increased arterial stiffness and reduced NO production 

in resistance arteries and arterioles, reduced glomerular 
function and microalbuminuria in the kidney, and 

inappropriate neovascularization in the eye [2]. 

 

 

                                                            

 

 

 

 

 

 

 

 

A: Impaired endothelium dependent vasodilation      B: Decreased capillary recruitment 

C: Impaired glucose uptake                                         D: Hyperglycaemia 

1: Endothelial dysfunction  

2: Reactive oxygen intermediates 

3: Hyperglycaemia 

Fig 4: Endothelial dysfunction vs. type 2 diabetes 

 

Mutual interaction of metabolic and vascular property 

add to the development of type 2 diabetes, which know 
how to be initiated by hyperglycemia, genetic factors, 

or other unidentified factors. One probable direct by 

which endothelial dysfunction results in type 2 diabetes 

is showed in A-B-C-D, in which impaired endothelial 

vasodilation results in a decrease of both capillary 

recruitment and glucose uptake, with a resulting 

increase in the levels of blood glucose. A probable path 

by which key in 2 diabetes consequences in endothelial 

dysfunction (showed in 1–2–3) is by the formation of 

reactive oxygen intermediates produced by the 

glycation pathway.(fig.3) 
 

In patients with type 2 diabetes mellitus, the most 

important affect of mortality and morbidity is 

cardiovascular disease (CVD). Hypertension is give 

approximately two times as commonly in people with 

diabetes mellitus compared to persons without 

diabetes, and is accompanied by dyslipidaemia; 

hyperglycaemia, hypercoagulation and 

hyperinsulinemia[37]. The metabolic syndrome and 

type 2 diabetes are characterized by a number of 

Hyperglycaemia 

 

          ED Type2 diabetes 
    1 < 2   < 3 

A  >  B  >  C   >   D 



IAJPS 2018, 05 (02), 1102-1114                     Sandhya Badoni et al                       ISSN 2349-7750 

 

 
w w w . i a j p s . c o m  

 
Page 1107 

haemodynamic and metabolic abnormalities. Among 

these abnormalities, endothelial dysfunction plays a 

main character and is evident preceding to the 

beginning of Diabetes. Moreover, in the bigger CVD 

threat establish in persons with diabetes and 

hypertension dysfunction of the vascular endothelium 

drama an critical role. Compared to diabetes alone, the 

co-existence of hypertension and diabetes seems to 

correlate with decreased coronary flow responses [38]. 

Alterations in the vascular endothelium allied to 

diabetes that supply to endothelial dysfunction include 
elevated expression and plasma levels of 

vasoconstrictors such as angiotensin II and endothelin-

1, better expression of grip molecules and linked 

enhanced adhesion of platelets and monocytes to 

vascular endothelium, plus impairment of NO release 

and reduce NO responsiveness.[39] 

 

Endothelial dysfunction, which is a lot interconnected 

to impaired endothelium-dependent NO-mediated 

relaxation, occurs in mutually cellular and 

experimental models of diabetes[41][42] .Similarly, the 
widely held of clinical studies gain exposed an 

irregularity in endothelium needy vasodilation in 

patients with diabetes[43]. Thus, decreased levels of 

NO may underlie the atherogenic predilection of 

diabetes. Several of the metabolic conditions associated 

with diabetes, counting hyperglycemia, excess free 

fatty acid liberation, and insulin resistance intervene 

abnormalities in endothelial cell event by moving the 

synthesis or degradation of NO.[40][44]  Type II 

diabetes is characterized by three key metabolic 

troubles (triggers): (1) hyperlipidemia, (2) basic 

hyperinsulinemia, and (3) hyperinsulinemia followed 
by pancreatic β-cell breakdown principal to 

hyperglycemia[45]. Every of these metabolic strife acts 

as “triggers” sooner or later causing endothelial 

dysfunction through the manipulate of different 

“mediator” molecules[46][47] In a clinical set it might 

be complicated to bear out how a great deal injury is 

caused in terms of endothelial dysfunction by each one 

of these metabolic changes. However, numerous 

defenses of signal meaning to the fact that “oxidative 

stress” caused by these metabolic changes plays a 

strategic character in ED [48][49][6]. 
 

3. PATHOPHYSIOLOGY OF ENDOTHELIAL 

DYSFUNCTION 

The pathophysiology of endothelial dysfunction 

involves various mechanisms. 

A. NITRIC OXIDE(NO) AND OXIDATIVE 

STRESS 

NO is vasodilating substance released by 
endothelium, which acts as a vasodilator, inhibits 

growth and inflammation & has an anti-aggregant 

effect on platelets [50]. Low level of NO has been 

reported in the case of impaired endothelial 

function. It may conclusion from reduced activity 

of endothelial NO synthase and to decreased 

bioavailability of NO [50]. ROS are recognized to 

suppress NO with formation of peroxynitrite [51], 

which is a cytotoxic oxidant, and through nitration 

of proteins will change protein go and therefore 

endothelial function. Peroxynitrite is an essential 

third party of oxidation of LDL, emphasizing its 

proatherogenic function. Moreover, peroxynitrite 
leads to degradation of the eNOS cofactor 

tetrahydrobiopterin (BH4) [52], primary to 

“uncoupling” of eNOS. 

Oxidant excess increases BH2 level by the 

reduction in BH4 level. Oxidant overkill will as 

well consequence in diminution of BH4 with step 

up in BH2. While this occurs, formation of the 

functioning dimer of eNOS with oxygenase 

activity and production of NO is decreased 

(uncoupling of eNOS) [50]. Oxidative stress is 

connected to the proinflammatory state of the 
vessel wall. Inflammation decreases NO 

bioavailability. The major basis for oxidative 

stress in the vasculature is NAD(P)H oxidase 

[53][54]. Other sources consist of xanthine 

oxidase, the mitochondria and uncoupled NOS 

[55][50]. 

 

In animal models of diabetes, increased oxidative 

stress furthermore led to endothelial 

dysfunction.ROS involved in the mediation of 

endothelial injury which may cause programmed 

cell death or apoptosis & to a procedure of 
apoptosis characterized by detachment of 

endothelial cells called anoikis [50]. 

B. ANGEOTENSIN II (Ang II) 

Ang II has been mixed up in the pathophysiology of 

hypertension and persistent renal     failure. Ang II 

infusion induces endothelial dysfunction in rats, 

increases ROS by stimulating NAD (P) H oxidase, and 
promotes vascular inflammation [56]. In hypertensive 

humans, interruption of the renin-angiotensin system 

with angiotensin-converting enzyme inhibitors or 

angiotensin receptor blockers restores endothelial 

function in contrast to a parallel extent of BP lowering 

with a β-blocker, which has no get consequence on 

endothelium-dependent vasodilation[50][57]. 

C.INVOLVEMENT OF ADVANCED 

GLYCATION END PRODUCT (AGEs) 

In patients with diabetes, cardiovascular complications 

are the essential purpose of morbidity & mortality and 

account for up to 65% of diabetic fatalities. It has been 

mentioned that 33% of diabetic sufferers on insulin 
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care may have died from CVD via the age of 50 years. 

It is inspiration that a AGE have a central function 

within the pathophysiological strategies that lead to the 

progress of such cardiovascular complications 

discovered in diabetes. AGE are derived from proteins, 

lipid & nucleic acid which may be glycated or oxidized 

non-enzymatically in a process referred to as Maillard 

reaction.[58]  

AGE levels in plasma proteins are extended in patients 

with diabetes. The high blood glucose levels want the 

occurrence of spontaneous reaction (glycation) 

between glucose and proteins, resulting in the 

formation & immoderate deposition of AGE. Among 

the mechanism through which AGE may contribute to 

the development & progression of vascular issues of 

diabetes, is the interplay of these compounds with 

receptor on the surface of more than a few cell types, 

such as RAGEs( Receptors for Advanced Glycation 
End Products)[60].The AGE-RAGE interactions in the 

endothelial cells prompts the transcription of nuclear 

factor-kappaB (NK-κB),with the induction of 

proinflammatory cytokines, such as tumor necrosis 

factor(TNF),intrlukin-1(IL-1), interlukin-6(IL-6), 

monocytes chemotactic protein 1(MCP-1) enhances the 

expression of vascular cell adhesion molecule-

1(VCAM-1).[59][60] 

Furthermore, interaction in monocytes induces their 

activation to macrophages & promotes monocytes 

chemotaxis. In some studies, it is demonstrate that 

AGE may promote atherogenesis by oxidizing LDL. 

Certainly, AGE form crosslink’s with LDL, which end 

up more atherogenic, not more succeptible to 

absorption & subsequent clearance. In addition, LDL 

modified with the AGE is more easily captured by 

means of receptor placed on macrophages, generating 

foam cells (cells with fat droplets & cholesterol).[60] 

  

As compared to non-diabetic patients, type 2 diabetes 
patients with peripheral artery disease, exhibited larger 

levels of serum AGEs. Hyperglycemia leads to 

advanced glycation end products (AGE), which were 

exposed to quench NO and impair endothelial function, 

as evidenced by inhibition of advanced glycosylation 

with amino guanidine .Acute hyperglycemia itself can 

reduce NO and ease endothelium-dependent 

vasodilation in humans in vivo [61][50]. 

 

4. ASSESSMENT OF ENDOTHELIAL 

DYSFUNCTION 
 Endothelial dysfunction is able to be measured by 

exploratory vasodilator responses to endothelium 

dependent substances such as acetylcholine, bradykinin 

and serotonin in likeness with responses to 

endothelium- independent molecules such as NO donor 

in the deficiency and presence of NOS inhibitor and 

COX inhibitor in vivo[64] and in isolated 

vessels[62][63] 

The clinical method to measure endothelial dysfunction 

includes: 

I.Invasive methods by means of quantitative 

angiography and intracoronary Doppler line within 

coronary distribution  

Invasive Assessment-For the assessment of 

endothelial function, vasodilation in responses to 

specific endothelium-dependent and –independent 

can be measured [66] 

 Coronary endothelial function-evaluated by 

intracoronary infusion of endothelium-dependent 

vasodilation. 
 Doppler wire- measure of conductance & resistance 

vessel endothelial function[67] 

          Dilation of epicardial vessels & 

microcirculation is a normal response. Endothelium-

independent function is assessed by measuring dose 

reaction to greater than ever concentrations of 

vasodilators that donate NO directly 

(eg.nitroglycerin, nitroprussid)[68] 

II. Non-invasive methods, including venous 

occlusion plethysmography to measure forearm 

blood flow, flow-mediated dilatation in brachial 
artery, and peripheral arterial tonometry measuring 

pulsatile measurements changes in the distal figure. 

[62][65]. 

 

a. Venous occlusion plethysmography -This method is 

used to study forearm blood flow and for preserving 

arterial blood inflow (approximately 40mmHg) an 

inflated cuff around the arm is used to arresting 

venous outflow & it is enough to occlude venous 

outflow[68] 

The ratio and extent of swelling reflect forearm 

vascular resistance, whereas the volume, restrained 
by means of voltage dependent strain gauge, increase 

in absolute percentage to forearm blood flow. This 

method allows management of vascular resistance by 

administering endothelial agonist (eg.acetlycholine) 

and direct smooth muscle relaxant (eg.nitrate) 

without general effects [68]. This method is well 

tolerated and very well reproducible[69] 

 

b.  Flow-mediated dilation (FMD)-By using high 

resolution ultrasound, change in brachial diameter 

measuring, by the help of FMD technique. A blood 
pressure cuff is inflated below the antecubital fossa 

to suprasystolic pressure. After the releasing of cuff, 

reactive hyperemia is quantified [68]. Arterial 

diameter is recorded by using electrocardio graphic 

gating. Percent change in diameter from baseline 
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expressed the FMD. FMD correlates with coronary 

endothelial function. FMD is lowered by aging, body 

mass index, blood pressure & smoking and FMD 

improved by exercise, training and medical therapy 

(eg.statins) [70]. This technique is operator 

dependent [68]. 

 

c.  Peripheral arterial tonometry (PAT)-It is 

noninvasive technique. It consists of probes which 

contain inflatable latex air cuffs & it is connected by 

pneumatic tubes to an inflating device [71]. 
Pulsatile quantity changes in the distal figure induce 

pressure alterations in the cuff and are sensed by 

transducer. Decrease in arterial column changes due 

to the decreases in the arterial blood volume & it is 

reflected as a decreased PAT signal & vice versa. By 

reactive hyperemia PAT index, endothelial function 

is measured. The ratio of reactive hyperemic 

response to basal flow is calculated by computer 

algorithm, listed to the contralateral control arm.PAT 

hyperemic flow in rely upon NO & the ratio 

correlates with coronary endothelial perform 

[71][68]. FMD and myocardial perfusion imaging 

reports [68]. 

 

5. TREATMENT OF ENDOTHELIAL 

DYSFUNCTION 
Experimental and medical experiences have proven 

that numerous presently used or investigational drugs 

can make stronger endothelial operate, despite the 

fact that they have  exceptional structure and 

mechanism of actions [62]. 

 

 

 

 

 

 

 

 

Fig 5: therapeutic strategies for treating the endothelial dysfunction 

The nonpharmacological techniques like lifestyle forms 

modification and lower oxidative stress enhance insulin 

sensitivity and proper dyslipidaemia and hence 

enhance endothelial function [72] 

A number of pharmacological interventions have been 

proven to make stronger endothelial dysfunction. On 

account that dyslipidaemia is most often associated 

with endothelial dysfunction. The endothelial 

protecting results may be mediated by statins, 

antioxidants and anti-inflammatory and their capability 

to revive vascular NO bioavailability [7]. 

1.ACE inhibitors and AT1 blockers 
ACE inhibitors and AT1 blockers are greatly used to 

the treatment of hypertension, arthrosclerosis, diabetes 

and a few autoimmune diseases. It is well based that 

ACE inhibitors can improve endothelial perform in 

animals with coronary heart failure and in patients with 

coronary artery disorder [73]. This effect is said to each 

discount in angiotensin II and increase in bradykinin 

accumulation. 

The effect of ACE inhibitor on eNOS expression is 

mediated via bradykinin B2 receptors, which will also 

be blocked by means of B2 receptors blockers [74]. 

ACE inhibitors and AT1 blockers also inhibit ROS 

creation and COX-2derives vasoconstrictors, which 

contribute to endothelial protecting effects of these 
medicines [62][75]. 

2. Antioxidant agents 

A few components having very special molecular 

structure and properties, such as vitamin C and E, N-

acetylcysteine and genistein exert antioxidant results 

through exceptional mechanisms [62]. 

Vitamin C can give a boost to endothelium-dependent 

response in circumstances similar to power smoking, 

diabetes mellitus, hypercholesterolemia and 

hypertension. Vit.C protects the endothelium by means 

of scavenging superoxide, which on flip prevents NO 
scavenging, lipid peroxidation, platelet and neutrophills 

ACE inhibitors    Antioxidants     β-blockers     Statins    Angiotensin-(1-7)    eNOS transcription enhancer 

ENDOTHELIAL DYSFUNCTION 

 



IAJPS 2018, 05 (02), 1102-1114                     Sandhya Badoni et al                       ISSN 2349-7750 

 

 
w w w . i a j p s . c o m  

 
Page 1110 

activation, and adhesion molecule upregulation 

[76][62]. 

In smoking and hypercholesterolemia, vit E exerts an 

endothelia-protective effects but is effects in diabetes 

mellitus controversial [77].vit E act as a lipid soluble 

antioxidant, scavenging hydroperoxyl radicals in lipid 

milieu [78]. N-acetylcysteine is used in the therapy of 

cough. However, experimental reviews have tested that 

N-acetylcysteine is a strong antioxidant. It acts on the 

creation of glutathione, which protects the 

cardiovascular process from damaging effects of TNF-
α that induces glutathione depletion and ROS 

production through NADPH oxidase and ceramide 

[79]. The effect of N-acetylcysteine on endothelial 

dysfunction is related to inhibition of NADPH oxidase 

expression, leukocyte adhesion and inflammatory 

cytokine secretion [60]. 

3. Beta blockers 

Some β blockers, specifically the β-1 selective β 

blockers exert endothelial protecting effects. Nebivolol, 

a β-1 antagonist with β-2,3 agonist property, improves 

endothelium dependent vasodilator responses in 
patients with major hypertension and in people who 

smoke [81]. Carvedilol, a non- selective β1 and β2 

antagonist with α-antagonist property, also improves 

endothelium-based responses in sufferers with 

principal hypertension however this seems to be 

regarding its antioxidant ability[82]. The combination 

of Carvedilol with ACE inhibitors produces extra 

invaluable influence on endothelial function than each 

and every drug alone in hypertensive patients with 

obesity [83]. For this reason, this kind of β-blockers 

and its mixture are compatible for the treatment of 

endothelial dysfunction associated with hypertension, 
atherosclerosis and most of the time diabetes [62]. 

4.Statins    
Statins, inhibitors of hydroxymethylglutaryl-coenzyme 

A (HMG-CoA) reductase are a category of medications 

utilized to reduce hypercholesterolemia, specifically 

LDL cholesterol. In 1994, pravastatin used to be shown 

to make stronger endothelium dependent response of 

coronary and peripheral arteries in patients with 

hypercholesterolemia, which was confirmed later by 

other experiences [84]. The important result of statins 

on endothelial operate entails more than one 
mechanisms. Statins making improvements to 

endothelial dysfunction is partly due to their reducing 

LDL cholesterol outcomes, even as native LDL and 

OxLDL cut back eNOS expression and develop levels 

of caveolin-185[]. Statins also exert direct antioxidant 

effects on LDL to lower electronegative type of LDL. 

Statins increase NO bioavailability by way of 

activating eNOS through the PI3K/Akt signaling 

pathway, agonist-prompted eNOS-hsp90 interaction 

[85], and BH4-mediated eNOS coupling. This latter 

used to be validated in sufferers with atherosclerosis 

and in rat mannequin of insulin resistance of diabetes 

[86]. These reports confirmed that atorvastatin 

multiplied vascular BH4 content material and NO 

bioavailability and diminished O2 - production through 

upregulating GTP cyclohydrolase I gene expression 

and recreation [62]. 

5. Angiotensin-(1-7) 

In endothelial cells, angiotensin-(1-7) activates eNOS 

by the Mas/PI3K/Akt passageway and inhibits 

angiotensin II-induced NAD(P)H oxidase 

activation[87]. Returning behavior with angiotensin-(1-
7) improves renal dysfunction coupled with 

apolipoprotein E-deficiency [88] and diet induced 

obesity in mice, which is probable mediated by greater 

than ever NO release and eNOS expression[89]. 

NAD(P)H oxidase in hypertensive or diabetic rats. 

Angiotensin-(1-7) restores NO/cGMP fabrication and 

migration, decreases NADPH oxidase activity, and 

enhances survival and proliferation of endothelial 

progenitor cells inaccessible from the blood of diabetic 

patients in a Mas/PI3K/Akt-dependent manner [62]. 

6. eNOS transcription enhancer 
Apparently, special concentrating on eNOS 

transcription with a chemical compound,AVE3085, 

raises eNOS expression however reduces oxidative 

stress and platelet activation, which is associated with 

extended endothelial-dependent reduction and cardiac 

function in animals with specific experimental 

diseases[90]. This compound moreover prevents the 

inhibitory looks of ADMA on endothelium-dependent 

vasodilation in human inside thoracic artery rings and 

in pig coronary artery rings[91][92]. Thus, this 

compound showed a prospective for the cure of 

endothelial dysfunction even though its results in 
human medical circumstances stay to be verified [62] 

 

7. CONCLUSIONS: 

Endothelial function is predominant for the 

homeostasis of the body & its dysfunction is associated 

with few pathophysiological stipulations including 

atherosclerosis, hypertension and diabetes. Working 

out and treating endothelial dysfunction is a important 

obstacle within the prevention of vascular issues 

associated with all types of diabetes mellitus. 

Endothelial dysfunction regularly occurs as 
complication but there after contributes to the progress 

and progression of organ injury. Naturally more than 

one mechanism such as inflammation, increased ROS 

& RNS and so on are involved in endothelial 

dysfunction. However, a diminished NO bioavailability 

seems to play a imperative position on account that in 

many pathologies, there is a overproduction of NO, a 

reduction in NO bioavailability happens ultimately 

based on one of a kind danger explanations.  Medicinal 

drugs with endothelium protective property may just 

yield more therapeutic effect. Due to the change in risk 
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factors, mechanism of action, healing of endothelial 

dysfunction with medications needs to be implemented 

according to specific mechanism underlying 

endothelial dysfunction of the sickness. Concurrent 

discount of hyperglycemia, oxidative stress, infection 

and insulin resistance is also essential to ameliorate the 

hostile results that growth to diabetic vasculopathy in 

patients with cardiovascular risk factors. 
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