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ABSTRACT 

The aim of this study was to investigate the effect of antihypertensive 

drugs on serum oxidant-antioxidants status. Using the lipid 

peroxidation marker, malondialdehyde (MDA) and preventative 

antioxidants ceruloplasmin (Cp) and albumin (Alb), in serum of 

patients with hypertension. Blood  samples  were  obtained  from  

(160)  patients treated with different antihypertensive drugs, as  well  

as  (40)  healthy subjects as a control group. They divided into five groups as the following: 

control Group:-  Included forty healthy subjects aged (40-70 years). ACEIs Group:- Included 

forty patients with Angiotensin-Converting Enzyme Inhibitors (ACEIs) drugs aged (40-70 

years). ARBs Group:- Included forty patients with Angiotensin-II Receptor Blockers (ARBs) 

drugs aged (40-70 years). β.blockers Group:- Included forty patients with Beta.blockers drugs 

aged (40-70 years). CCBs Group:- Included forty patients with Calcium Channel Blockers 

(CCBs) drugs aged (40-70 years). Results: The  results  show non-significant differences in 

serum MDA  between each of ACEIs and ARBs drugs groups, in comparison with control 

group (P≤0.05). While a significant increase in the  levels of serum MDA can be observed in 

two patients groups with β.blockers and CCBs drugs in comparison with control group when 

compared with groups of ACEIs and ARBs drugs. Ceruloplasmin (CP) also shown significant 

increase in all patient groups in comparison with control group, as well as significant increase 

in the  levels of serum CP can be observed in β.blockers and CCBs drugs groups in 

comparison with groups of ACEIs and ARBs drugs, While serum albumin (Alb) levels have 

non significantly (P≤0.05) differences in all patients groups. 
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INTRODUCTION 

Hypertension (HT) is defined as an elevated systolic blood pressure (SBP) (achieved during 

ventricular contraction of the heart), diastolic blood pressure (DBP) (achieved during 

ventricular dilatation). or both.
[1,2]

 

 

Hypertension is a term used to describe high blood pressure. Flow of blood is based on the 

beat of which the heart pumps blood. The pressure of the heart does not stay at the same level 

at all times. It varies based on activities at a particular point in time. Hypertension occurs as a 

result to long duration of abnormal pressure of the main arteries.
[3]

 

 

Generally ACEIs  are commonly used in the management of hypertension, cerebrovascular 

disease, diabetes-associated nephropathy, heart failure and stable coronary heart disease.
[4]

  

ACE inhibitors have been shown to improve the vascular endothelial function.
[4,5]

 

 

ACE inhibitors inhibit the conversion of (angiotensin I) to (angiotensin II), and the 

degradation of bradykinin. This inhibition reduces the level of vasoconstrictor peptide 

angiotensin II, and increases the level of bradykinin in tissues.
[6]

 They reduce the degradation 

of bradykinin and therefore increase the circulatory bradykinin levels and hence are 

contraindicated in renal artery stenosis, Captopril, enalapril, fosinopril, lisinopril, ramipril etc. 

are some of the commonly used ACE inhibitors.
[7]

 

 

On the other hand ARBs are more specific than ACE inhibitors, since they affect the last step 

of the renin-angiotensin cascade. There is no bradykinin potentiation in this case. 

Candesartan, eprosartan, irbesartan, losartan, valsartan etc. are some of the AT1 blockers.
[8]

 

AT1 blockers mechanism of action, inhibit RAAS by selective inhibition of angiotensin II by 

competitive antagonism of the angiotensin II receptors, specifically blocking the AT-1 

receptors. has been speculated to reduce adverse effects and possibly improve clinical 

efficacy. ARBs displace angiotensin II from the angiotensin I receptor and produce their 

blood pressure lowering effects by antagonizing angiotensin II–induced vasocon-striction, 

aldosterone release, catecholamine release, arginine vasopressin release, water intake, and 

hypertrophic response.
[9,10]

 

 

Whereas Beta blockers such as (Atenolol, metoprolol, nadolol, oxprenolol, pindolol, 

propranolol etc). have been used as a first line treatment of hypertension, since last four 

decades. Apart from anti-hypertensive action, they also have anti-anginal and anti-arrythmic 
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actions which effectively reduce coronary artery disease and ultimately death.
[11,12]

 Although 

their specific mechanisms of action are incompletely understood, β-blockers most likely 

lower blood pressure (BP) and provide target-organ protection by several different 

mechanisms, including inhibition of the renin-angiotensin system by decreasing renin release 

by the juxtaglomerular cells of the kidney, central inhibition of sympathetic nervous system 

(SNS) outflow, and slowing of heart rate with a decrease in cardiac output.
[13]

 

 

Calcium channel blockers Commonly, they are classified according to chemical structure and 

site of action as: dihydropyridines and non-dihydropyridines. Dihydropyridines (selective to 

vascular tissues);  include amlodipine, felodipine, nifedipine etc. and nondihydropyridines 

(relatively selective for myocardium); include diltiazem and verapamil. The efficacy and 

safety of dihydropyridine calcium channel blockers are well established, but there are also 

studies supporting the benefits of non-dihydropyridine calcium channel blockers.
[14,15,16] 

Several types of calcium channels occur, with a number of classes of blockers, but almost all 

of them preferentially or exclusively block the L-type voltage-gated calcium channel.
[17]

 

 

Lipid Peroxidation (LPO) 

Lipid peroxidation or reaction of oxygen with unsaturated lipids produces a wide variety of 

oxidation products. The main primary products of lipid peroxidation are lipid hydro 

peroxides (LOOH). Among the many different aldehydes which can be formed as secondary 

products during lipid peroxidation, malondialdehyde (MDA), and 4-hydroxynonenal (4-

HNE) and other aldehyde.
[18,19]

 MDA the products of lipid peroxidation are easily detected in 

the blood plasma and have been used as a measure of oxidative stress. Approximately 20% of 

end- products derived from oxidative damage of lipids in vitro are MDA.
[20]

 MDA formation 

may be the result of the suppression of non-enzymatic lipid peroxidation.
[21] 

Antioxidant is a 

molecule capable of slowing or preventing the oxidation of other molecules. Antioxidants are 

effective because they are willing to give up their own electrons to    free radicals which start 

a chain reaction that damages cells. When a free radical gains the electron from an 

antioxidant, it no longer needs to attack the cell and the chain reaction of oxidation is 

broken.
[22]

 To protect the cells and organ system of the  body against free radicals, humans 

have evolved complex antioxidant protection system. It involves a variety of components, 

both endogenous (such as Albumin and Ceruloplasmin) and exogenous (such as Vitamin C 

and Vitamin E..etc) in organ.
[23] 

http://en.wikipedia.org/wiki/L-type_calcium_channel
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Ceruloplasmin (Cp)  is a glycoprotein with a polypeptide chain including 1046 amino acid 

residues.
[24]

 Cp  is a circulating multicopper oxidase that contains 95% of copper in the 

plasma
[25]

, Cp is synthesized mainly in the liver as a single chain polypeptide, and after the 

incorporation of six atoms of copper in the biosynthetic pathway, it is secreted into the 

plasma as an α2 –glycoprotein.
[26]

 The molecular weight of human ceruloplasmin is described 

to be 151 KDa.
[27]

 

 

Albumin(Alb) is the main protein  of human plasma.
[28]

 It consists  of a single polypeptide 

chain of 585 amino acids with a molecular weight of  66,500 Da
[29]

, It accounts for about 

60% of the total plasma proteins, the liver is the primary site of albumin synthesis, and small 

amounts of albumin may be synthesized in the mammary glands and skeletal muscle.
[30,31]

 

 

Patients and Method 

Design of Study 

This study conducted at AL-Hussein Teaching Hospital in Thi-Qar, Biochemistry Laboratory 

in College of Science, at the period between 10/9/2014 to 20/2/2015. It included (200) cases, 

(40) control and (160) patients. 

 

Table (1): Data of patients and controls groups 

Groups NO. 

Patients 160 

Controls 40 

 

There were (200) male and female subjects, control and hypertension patients with 

Antihypertensive treatment  aged (40-70) years were included in this study. they divided into 

five groups as the following. 

Contrl group:-  included forty (40) healthy subjects aged (40-70). 

ACEIs group:- include forty (40) patients treated with Angiotensin-Converting Enzyme 

Inhibitors drugs aged (40-70). 

ARBs group:-  included forty (40) patients treated with Angiotensin-II Receptor Blockers 

drugs aged (40-70). 

β.blockers group:-  included forty (40) patients treated with Beta.blockers drugs aged (40-

70). 

CGBs  group:-  included forty (40) patients treated with Calcium channel blockers drugs 

aged (40-70). 
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Collection of Blood Samples 

About (5mL) of blood samples from out treated hypertension patients and controls were 

taken and allowed to clot at room temperature in empty disposable tubes centrifuge to 

separate it in the centrifuge at 3000 rotor per minute (rpm)for 10 min,the serum samples were 

separated and stored at (-20ºC) for later measurement of biochemical parameters, unless used 

immediately. 

 

Biochemical Parameters 

Lipid peroxidation Marker (Serum MDA) 

Determination of serum MDA level that consider as a lipid peroxidation marker were 

performed according to the method of Muslih.
[32]

 MDA concentrations were calculated, 

using the molar extinction coefficient of MDA ( MDA ) equal to 1.56 x105 mol-1. Cm-1.
[33]

 

MDA formed from breakdown of polyunsaturated fatty acid, serves as a convenient index of 

peroxidation reaction. 

 

Serum Antioxidants 

Serum Cp concentration was measured by the method of Menden et al., 1977
[34]

 which using 

the extinction coefficient of Cp (ε Cp ) equal to (0.68 ) to calculate it concentration. The 

bromocresol green (BCG) method, colorimetric method, is the simplest technique which have 

been developed to determine Alb concentration.
[35]

 

 

Statistical Analysis 

Statistical analysis was done using the software   SPSS version 17.0; the results were 

expressed as mean ± standard deviation (mean ± SD). One way ANOVA-test was used to 

compare parameters in different studied groups. P-values (P ≤ 0.05) were considered 

statistically significant. 

 

RESULT AND DISCUSSION 

Lipid Peroxidation Status (Malondialdehyde) 

Table (2) showed non-significant differences in serum MDA  between each of ACEIs and 

ARBs drugs groups, in comparison with control group (P≤0.05). While a significant increase 

in the  levels of serum MDA can be observed in two patients groups with β.blockers and 

CCBs drugs in comparison with control group also compared with groups of ACEIs and 

ARBs drugs. This may be due to that ACEIs and ARBs drugs act indirectly by inhibiting the 
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renin angiotensin-aldosterone system (RAAS), an important source of ROS in the 

endothelium.
[36,37,38,39]

  

 

In the same table, there were no significant differences between  CCBs group and ACEIs 

group but was still significantly   higher than the control group (P≤0.05). In fact calcium 

channel blockers drugs appear weak antioxidant capacity, by increasing the availability of 

nitric oxide (NO) in the endothelial cell and increasing the expression of SOD in vascular 

smooth muscle cells.
[40] 

 

Generally hypertension is associated with oxidative stress due to impaired 

oxidant/antioxidant status. The oxidative stress in hypertension arises when ROS exceeds the 

level of antioxidant defense system.
[41,42]

 Endothelial dysfunction causes defect in the 

vasodilator which inactivate nitric oxide (NO) and causes oxidative stress.
[43]

 Rather a 

constant increase in ROS increases blood pressure and vice versa.
[44]

 

 

Increased xanthine oxidase activity has also been observed in hypertension.
[45]

 The decreased 

activity of superoxide dismutase and catalase and reduced levels of ROS scavengers (vitamin 

E, Glutathione) also may be contributors of oxidative stress in hypertension.
[46]

 Considerable 

study demonstrated that reactive oxygen species (ROS) play an important pathophysiological 

role in the development of  hypertension, this is due to excessive superoxide formation, 

decreased nitric oxide bioavailability in the vasculature and kidney, and ROS- mediate 

cardiovascular remodeling.
[47]

  

 

Most of the essential hypertensive patients showed as increased activity of rennin angiotensin 

system (RAS).
[48] 

which can leads to increased production of Ang II from Ang I. Ang-II that 

activate the membrane-bound NADH and NADPH oxidases.
[49] 

The increased vascular 

activity of NADH and NADPH oxidase enhances the production of reactive oxygen species 

(ROS) by several pathways, including the increased activation of xanthine oxidase, the 

autoxidation of NADH, and the inactivation of superoxide dismutase. 

 

The results of this study show that ARBs and ACEIs drugs have antioxidant effect can 

observed by decreasing serum MDA levels in comparison with other drugs which might be 

due to its effect of inhibition the angiotensin II mediated oxidative stress by blocking the AT-

1 receptors, which is similar to the findings of other studies.
[50,51]

 The increase in serum NO 

levels observed with valsartan, in this study, may be due to blockade of Ang II acting via the 
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AT1-receptor since Ang II limits NO bioactivity both by reducing NO release and by 

increasing NO inactivation via an increase in oxidative stress.
[52]

 Oxidative stress affects NO 

bioactivity by reducing overall availability of locally released NO, both by accelerating NO 

deactivation and by reducing the endothelial nitric oxide synthase (eNOS) precursors and 

cofactors such as BH4 and arginine. 

 

Serum Antioxidants 

Serum Ceruloplasmin Concentration 

Table (2) showed a significant increase in serum Cp levels in all patient groups in comparison 

with control group (P≤0.05). This result matched with the results study of Kedziora et al., 

2006.
[53]

 Increased ceruloplasmin levels may be associated with generation of oxidation 

products i. e. O-2 and H2O2 with concomitant production of H2O from H2O2 and 

ceruloplasmin acting as acute phase reactants.
[54]

, Significant increase (P≤0.05) in Cp levels 

can be observed in both Beta. blockers and CCBs groups as compared with ACEIs and ARBs 

groups. Whereas no significant differences in serum Cp levels can be observed between 

ACEIs and ARBs groups as well as between β.blockers and CCBs groups. High plasma 

levels of inflammation sensitive proteins such as ceruloplasmin and others, generally, are 

associated with hypercholesterolemia
[55]

, This explains the high of Cp level in Beta.blockers 

and CCBs drugs group in comparison with ACEIs and ARBs drugs group. Accordingly 

ceruloplasmin appears to be correlated with inflammation in hypertension disease. yet the 

levels of ceruloplasmin, which is also a ferroxidase, were higher in the hypertensive groups 

as  compared  to control group. 

 

This finding also represents an important factor of protection, in view of the activity of 

ceruloplasmin in transporting copper and oxidizing iron for capture by transferrin, i.e., it acts 

on the most important transition metals with respect to the ability to transfer electrons in their 

free form in biological systems. Ceruloplasmin functions as ferroxidase by catalyzing the 

oxidation of (Fe
2+

 to Fe
3+

)
[56]

, and correlates well with its level and antioxidant activity.
[57]

 

Ceruloplasmin is an important intravascular antioxidant and it protects tunica intima against 

free radical injury. Ceruloplasmin is an acute phase protein and is synthesised by the liver in 

response to tissue damage and inflammation. Ceruloplasmin exhibits a cardioprotective effect 

and prevents oxygen free radical induced release of noradrenaline, a powerful 

vasoconstrictor.
[58] 
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Serum Albumin Concentration 

Table (4) showed that there were no significant differences in serum albumin levels among 

all studies groups (P≤0.05), Yet there are a slightly decreases in serum albumin levels in 

patients groups compared to control groups. In humans, albumin (Alb) is the most abundant 

serum protein. Its antioxidant activity is essential in maintaining physiological homeostasis 

because it binds and transports endogenous substances (such as lipids, ascorbate and divalent 

cations), scavenges oxygen free radicals and preserves microvascular integrity.
[59]

 The 

albumin molecule has been demonstrated to inhibit copper ion-dependent generation of 

hydroxyl radicals and lipid peroxidation, thereby preventing the oxidative injury of 

lipoproteins.
[60]

 Function of Alb as antioxidant subjects to two mechanisms :(1) the Alb 

sulfhydryl group (=SH-) per molecule, it scavengers several FRs such as ( hydrogen peroxide 

and peroxyl radical ) and thus can be considered as one of the primary extracellular defense 

system
[61]

, and (2) It is known that the free copper either catalyze reaction between (H2O2) 

and (˙O
2
ˉ ) or react with (H2O2), producing the highly reactive hydroxyl radical ( Haber 

Weiss and Fenton reaction ).
[62]

 Serum Alb, usually, bind free copper tightly. Consequently 

although this binding copper is capable to produce (OH•) according to the above mechanism, 

yet this (OH•) radical is not free, where the reaction of (OH•) radical production take place in 

the binding sites on albumin molecule surface.
[63]

 

 

Table 2: Serum malondialdehyde  levels in all studied groups. 

Groups NO. 
MDA (µmol/L) 

Mean  ± SD 

Cont. 40 2.76
c
 ± 0.52 

ACEIs 40 2.96
bc

 ± 0.66 

ARBs 40 2.81
c
 ± 0.43 

β.blockers 40 3.24
a
 ± 0.69 

CCBs 40 3.07
ab

 ± 0.42 

LSD  0.21 

 

Table 3:- Serum ceruloplasmin concentrations in all  studied groups. 

Groups NO. 
CP (g/l) 

Mean ± SD 

Cont. 40 3.73
d
 ± 0.61 

ACEIs 40 4.06
b
 ± 0.75 

ARBs 40 4.13
b
 ± 0.59 

β.blockers 40 4.46
a
 ± 0.59 

CCBs 40 4.41
a
 ± 0.72 

LSD  0.24 
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Table 4:- Serum albumin concentrations in all  studied groups. 

Groups NO. 
Alb (g/dl) 

Mean ±SD 

Cont. 40 4.39
a
 ± 0.32 

ACEIs 40 4.30
a
 ± 0.44 

ARBs 40 4.30
a
 ± 0.41 

β.blockers 40 4.33
a
 ± 0.36 

CCBs 40 4.34
a
 ± 0.34 

LSD  0.14 

 

REFERENCES 

1. Chobanian, A. V. , Bakris,  G. L. , Black, H. R. , Cushman, W. C. , Green, L. A. , Izzo, J. 

L. , Jones, D. W. , Materson, B. J. , Oparil, S. , Wright, J. T. , Jr, Roccella, E. J. (2003). 

and the National High Blood Pressure Education Program Coordinatingm Committee: 

The seventh report of the Joint National Committee on Prevention, Detection, Evaluation, 

and Treatment of High Blood Pressure: the JNC 7 report. JAMA., 289: 2560–2572. 

2. Sean, C., Sweetman, E. d. (2005).  Cardiovascular drugs,in: Martindale: the complete 

drug reference (34
th

ed) pharmaceutical press London., 809-28, 878-79, 1018-19. 

3. Cunha, J. P. and Marks, J. W. (2011). High blood pressure (hypertension). Available: 

http://www.medicinenet.com/high_blood_pressure/article.htm.Accessed27       February   

2011 

4. Ferrari, R. , Pasanisi, G. , Notarstefano, P. et al., (2005). Specific properties and effect of 

perindopril in controlling the renin-angiotensin system. Am J Hypertens., 18(9 Pt 2): 

S142-S154. 

5. Fox, K. M. (2003). Efficacy of perindopril in reduction of cardiovascular events among 

patients with stable coronary artery disease: randomised, double-blind, placebo-

controlled, multicentre trial (the EUROPA study). Lancet., 362: 782–788. 

6. Hoover, T. , Lippmann, M. , Grouzmann, E. , et al. (2009). Angiotensin converting 

enzyme inhibitor induced angioedema: a review of the pathophysiology and risk factors. 

Clin Exp Allergy., 40(1): 50-59. 

7. Levy, B. l., Ambrosio, G., Pries, A. R., Struijker-Boudier, H. A. (2001). Microcirculation 

in hypertension:a new target for treatment? Circulation., 104(6): 735-40. 

8. Bauer, J. H., Reams, G. P. (1995). The angiotensin II type 1 receptor antagonists: a new 

class of antihypertensive drugs. Arch Intern Med., 155: 1361-8. 

9. Bumier, M. (2001). Angiotensin II type 1 receptor blockers. Circulation. 103:904–912. 

http://www.medicinenet.com/high_blood_pressure/article.htm.Accessed27%20%20%20%20%20%20%20February%20%20%202011
http://www.medicinenet.com/high_blood_pressure/article.htm.Accessed27%20%20%20%20%20%20%20February%20%20%202011


www.ejpmr.com 

 

1760 

Raid et al.                               European Journal of Pharmaceutical and Medical Research 

10. Wantanabe, T., Barker, T. A., Berk, B. C. (2005). Angiotensin II and the endothelium: 

diverse signals and effects; Hypertension., 45: 163–9. 

11. Lindholm, L. H. , Carlberg, B. , Samuelsson, O. (2005). Should beta blockers remain first 

choice in the treatment of primary hypertension? A meta-analysis. Lancet., 366(9496): 

1545-53. 

12. Radhika Soanker, MUR. Naidu, Sree Bhushan Raju, A., Krishna Prasad, T., Ramesh 

Kumar, Rao. (2012). Effect of beta-1-blocker, nebivolol, on central aortic pressure and 

arterial stiffness in patients with essential hypertension. Indian Journal of Pharmacology., 

44: 407-411. 

13. López-Sendón, J., Swedberg, K., McMurray, J., Tamargo, J., Maggioni, A. P., Dargie, H., 

Tendera, M., Waagstein, F., Kjekshus, J., Lechat, P., Torp-Pedersen, C. (2004). and the 

Task Force on Beta-Blockers of the European Society of Cardiology: Expert consensus 

document on-adrenergic receptor blockers. Eur Heart J., 25:         1341–1362. 

14. Hansson, L. , Hedner, T. , Lund-Johansen, P. , Kjeldsen, S. E. , Lindholm, L. H. , 

Syvertsen, J. O. , et al. (2000). Randomised trial of effects of calcium antagonists 

compared with diuretics and betablockers on cardiovascular morbidity and mortality in 

hypertension: the Nordic Diltiazem (NORDIL) study. Lancet., 356(9227): 359-65. 

15. Pepine, C. J. , Handberg, E. M. , Cooper-DeHoff, R. M. , Marks, R. G. , Kowey, P. , 

Messerli, F. H. , et al. (2003). A calcium antagonist vs a non-calcium antagonist 

hypertension treatment strategy for patients with coronary artery disease. The 

International Verapamil-Trandolapril Study (INVEST): randomized controlled trial. 

Jama., 290(21): 2805-16. 

16. Ruggenenti, P. , Fassi, A. , llieva, A. P. , Bruno, S. , Iliev, I. P. , Brusegan, V. , et al. 

(2004). Preventing microalbuminuria in type 2 diabetes. N Engl J Med., 351(19):             

1941-51. 

17. Jump, U. P., Yousef, et al., (2005). "The mechanism of action of calcium channel 

blockers in the treatment of diabetic nephropathy".  Int J Diabetes & Metabolism., 13: 

76–82. 

18. Esterbauer, H. , Schaur, R. J. and  Zollner, H. (1991). Chemistry and Biochemistry of 4-

hydroxynonenal,malonaldehyde and related aldehydes,” Free Radical Biology and 

Medicine, 11-1: 81–128. 

19. Esterbauer, H. , Cheeseman, K. H. and Dianzani, M. U. (1982).  Separation and 

characterization of the aldehydic products of lipid peroxidation stimulated by ADP-Fe2+ 

in rat liver microsomes,” Biochemical Journal, 208-1: 129–140, 1982. 

http://ijod.uaeu.ac.ae/iss_1302/b.pdf
http://ijod.uaeu.ac.ae/iss_1302/b.pdf


www.ejpmr.com 

 

1761 

Raid et al.                               European Journal of Pharmaceutical and Medical Research 

20. Wu, L. , Juan, C. and Hwang, L. (2004). Green tea supplementtion ameliorates insulin 

resistance and increase glucose transporter IV content in a fructose-fed rat model. 

EurJNutr., 43: 116-124. 

21. Fernandes, E. , David Costa, F. , Sofia, A. , Toste José, L. F. C. , Lima Salette, R. (2004). 

In vitro scavenging activity for reactive oxygen and nitrogen species by nonsteroidal anti-

inflammatory indole, pyrrole, and oxazole derivative drugs .Free Rad Biol Med., 37: 

1895-1905. 

22. Will, J. C., Byers, T. (2004). " Does diabetes mellitus increase the requirement for 

vitamin C?". Nutr Rev., 54:193–202. 

23. Jeppsson, J.O., Arndt, T., Schellenberg, F. (2007). "Toward standardization of 

carbohydrate-deficient transferrin(CDT) measurements: I. Analyte definition and 

proposal of a candidate reference method". Clin Chem Lab Med., 45: 558–562. 

24. Philippe, A. , Gianazza, E. and Mischel, L. (1988), Study of acute phase reactants 

ceruloplasmin, Methods in enzymology, 163: 441-452. 

25. Holmberg, C. G. and Laurell, C. B. (2008). "Investigations in serum copper ΙΙ Isolation of 

the Copper containing protein, and a description of its properties". Acta Chem Scand., 2: 

550–56. 

26. Gutteridge, J. M. (2005). "Inhibition of the Fenton reaction by the protein ceruloplasmin 

and other copper complexes. Assessment of feroxidase and radical scavenging activities"; 

Chem Biol Interact., 56: 113–120. 

27. Israa, G. and Zaizafoon, N. (2013). Association Between Serum Paraoxonase And 

Ceruloplasmin Oxidase In Iraqi Pregnants Women With And Without Complications. 

Iosr Journal Of Pharmacy, 3(1): 29-34. 

28. Farrugia, A. (2010). Albumin usage in clinical medicine: tradition or therapeutic. 

Transfuse Med Rev., 24(1): 53–63. 

29. Tietz, N. W. , Burtis, C. A. , Ashwood, E. R. and  Saunder, W. B. (1999).  Text book of 

clinical chemistry, 3
rd 

 Ed., 809-857. 

30. Doweiko, J. P. and Nompleggi, D. J. (1991). Role of albumin in human physiology and 

pathophysiology. J. Parenter. Enteral. Nutr., 15(2): 207-211. 

31. Rothschild, M. A. , Oratz, M. and Schreiber, S. S. (1972). Albumin synthesis (first of two 

parts). N. Eng. J. Med., 286(14): 748-757 

32. Muslih, R. D., Al-Nimer, M. A. and Al-Zamely, O. M. (2002). The level of 

Malondialdehyde after activation with H
2
O

2 
and CuSO

4
) and inhibited by Desferoxamine 



www.ejpmr.com 

 

1762 

Raid et al.                               European Journal of Pharmaceutical and Medical Research 

and Molsidomine in the serum of patients with acute myocardial infection. Nat. J. Chem., 

5: 148-149. 

33. Wendy, A. , MS,MT(ASCP)Jean B. ,Ed D,MT(ASCP) .(2007). Clinical  chemistry a 

laboratory  perspective ; F.A.DAVIS  COMPANY. Philadelphia., 605. 

34. Menden, C. , Boian, J. , Murthy, L. and Petering, H. G. (1977). Plasma antioxidant. Anal 

Lett., 10: 197. 

35. Malloy, H. T. , Evelyn, K. (1937). J Biol Chem., 119: 481-490. 

36. Griendling, K. K. , Fitzgerald, G. A. (2003). Oxidative stress and cardiovascular 

injury.Part I: basic mechanisms and in vivo monitoring of ROS. Circulation., 108(16): 

1912-6. 

37. Portaluppi, F., Boari, B., Manfredini, R. (2004). Oxidative stress in essencial 

hypertension. Curr Pharm Design., 10(14): 1695-8. 

38. Sampaio, W. O., Santos, R. A. S. (2004). Aplicações clínicas dos mecanismos 

fisiopatológicos da hipertensão arterial. Sistema renina-angiotensina: bases 

fisiopatológicas. Rev Bras Hipertens., 11: 67-70. 

39. Vasconcelos, S. M. L. , Goulart, M. O. F. , Silva, M. A. M. , Gomes, A. C. M. (2004). 

Hipótese oxidativa da hipertensão arterial: uma mini-revisão. Rev Bras Hypertension., 14: 

269-74. 

40. Berkels, R. , Egink, G. , Marsen, T. A. , Bartels, H. , Roesen, R. , Klaus, W. (2001). 

Nifedipine increases endothelial nitric oxide bioavailability by antioxidative mechanisms. 

Hypertension., 37(2): 240-5. 

41. Pedro-Botet, J. , Covas, M. I. , Martin, S. , Rubies-Prat, J. (2000). Decreased endogenous 

antioxidant enzymatic status in essential hypertension. J Hum Hypertension., 14: 343–

345. 

42. Yusuf, S., Hawken, S., Ounpuu, S. (2004). Interheart Study Investigators. Effect of 

potentially modifiable risk factors associated with myocardial infarction in 52 countries 

(the INTERHEART Study): case control study. Lancet., 364: 937–952. 

43. Gandhi, G. , Jyoti, j. (2010). Assessment of DNA damage in peripheral blood leukocytes 

of patients swith cessential hypertension by the alkaline comet assay. Cytologia., 75(2): 

131-140. 

44. Ward, N. C., Hodgson, J. M., Puddey, I. B. (2004). Oxidative stress in human 

hypertension: association with antihypertensive treatment, gender, nutrition and lifestyle. 

Free Radic Biol Med., 36: 226-232. 



www.ejpmr.com 

 

1763 

Raid et al.                               European Journal of Pharmaceutical and Medical Research 

45. Marnebtt, L. J. (2000). Oxyradicals and DNA damage .Carcinogenesis., 2000; 21(3): 

361-370. 

46. Alghasham, A. A. , Mekki, A. M. , Ismail, A. S. (2011). Association of Blood Lead level 

with elevated Blood Pressure in Hypertensive Patients. International Journal of Health 

Sciences; 5. 

47. Christopher, S. (2005). Oxidative stress and nitric oxide deficiency in the kidney: a 

critical link to hypertension. Am. J. Physiol. Regul. Integr. Comp. physiol., 10: R 913-R 

935. 

48. Folli, F., Khan, C. R. et al., (1997). Angiotensin II inhibits the Insulin signalling in aortic 

smooth muscles at multiple levels:a potential role of Serine Phosphorylation in 

Insulin/Angiotensin crosstalk. J. Clin Invest., 100: 2158-2169. 

49. Mathews, D. R. , Hosker, J. P. , Rudenski, A. S. , Naylor, B. A. , Treacher, D. F. , Turner, 

R. C. (1985). Homeostasis model assessment: insulin resistance and cell function from 

fasting plasma glucose and insulin concentration in man. (Diabetologia 28 ) 

50. Polizio, A. H. , Peña, C. (2005). Effects of angiotensin II type 1 receptor blockade on the 

oxidative stress in spontaneously hypertensive rat tissues. Regul Pept., 128: 1-5. 

51. Kyvelou, S.M. , Vyssoulis, G. P. , Karpanou, E. A. , Adamopoulos, D. N. , Zervoudaki, 

A. I. , Pietri, P. G. and Stefanadis, C. I. (2006): Effects of antihypertensive treatment with 

angiotensin II receptor blockers on lipid profile: an open multi-drug comparison trial. 

Hellenic J. Cardiol., 47(1): 21-8. 

52. Griendling, K. K. , Ushio-Fukai, M. (2000). Reactive oxygen species as mediators of 

angiotensin II signaling. Regul Pept., 91: 21-27. 

53. Kedziora, K. K. , Bartosz, G. , Pawluk, H. , Kornatowski, T. , et al. (2006). Production of 

nitric oxide, Lipid peroxidation and oxidase activity of ceruloplasmin in blood of elderly 

patients with primary hypertension. Effects of perindopril treatment? Aging clinical exp. 

Res., Feb 18(1): 1-6. 

54. Sirajewala, H. B. , Dabhi, A. S. , Malukar, N. R. , Bhalagami, R. B. , Pandya, T. P. 

(2007). Serum ceruloplasmin levels as an antioxidant in acute myocardial infarction 

.JIACM., 8(2): 135-138. 

55. Engsrom, G. , Lind, P. , Hedblad, B. , Stavenow, L. , Janzon, L. , Lindgrade, E. (2002). 

Effects of cholesterol and inflammation sensitive plasma proteins on incidence of 

myocardial infarction and stroke in men. Circulation., 105: 2632-37. 

56. Osaki, S. , Johnson, D. A. , Frieden, E. (1966). The possible significance of the ferrous 

oxidase activity of ceruloplasmin in normal human serum. J Biol Chem., 241: 2746-51. 



www.ejpmr.com 

 

1764 

Raid et al.                               European Journal of Pharmaceutical and Medical Research 

57. Fridovich, I. (1978). Oxygen free radicals and tissue damage: Chairman’s introduction. 

Ciba Found Symp, 65: 1- 4. 

58. Mateescu, M. A. , Chahine, R. , Roger, S. et al. (1995). Protection of myocardial tissue 

against deleterious effects of oxygen free radicals by ceruloplasmin. 

Arzneimittelforschun., 45(4): 476-80. 

59. Nicholson, J. P. , Wolmarans, M. R. , Park, G. R. (2000). The role of albumin in critical 

illness. Br J Anaesth. 85: 599-610. 

60. Himmelfarb, J. , Stenvinkel, P. , Ikizler, T. A. , Hakim, R. M. (2002). The elephant in 

uremia: Oxidant stress as a unifying concept of cardiovascular disease in uremia. Kidney., 

Int., 62: 1524-38. 

61. Halliwell, B. (1988). Bio chem. Pharmacol., 37: 569-571. 

62. Sutton, H. C.,  Winterbourne, C. C. (1990). Free Rad Biol Med., 6: 53. 

63. Samuni, A., Chevion, M. , Czapsi, k. (1981). Unusual copper-induced sensitization of the 

biological damage due to superoxide radicals. J Biol Chem., 256(24): 12632-12635. 

 

 

 

 

 


