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ABSTRACT 
Background: Iron overload and its accumulation in the heart is a frequently encountered condition, 
especially in association with certain hematologic conditions such as inherted hemoglobinopathies, i.e 
thalassemia. This myocardial iron overload may be associated with a decrease in the antioxidant Vit. E and 
may catalyze oxidant damage to mitochondrial DNA leading to cardiac dysfunction, failure and even death. 

Objective: The aim of this study was to determine and explain the possible mechanisms of the effects of 
chronic iron overloading (CIO) on cardiovascular function in a rat model together with determination of the 
possibility of using vitamin E supplementation as a potential protective target.  

Materials and methods: Thirty healthy adult male albino rats of initial body weight 220-250 gm were 
included. Rats were randomly and equally divided into 3 groups: Group (1): Vehicle-treated (control) group, 
group (II): Iron overload group, and group (III): iron overload group treated with vitamin E. Rats were 
examined for the serum iron, ferritin, lactate dehydrogenase (LDH), creatine phosphokinase (CPK), cardiac 
troponin I (CTnI), malondialdhyde (MDA), catalase activity (CAT), superoxide dismutase (SOD) activity, 
tumor necrosis factor alpha (TNF-α), interleukin-6 (IL-6), and adiponectin (APN) levels. Heart rate, blood 
pressure, duration of P wave, P-R, R-R and QTc intervals of ECG, and histopathological examination for the 
heart and aorta were also evaluated. 

Results: The present study revealed that chronic iron overloading significantly increased serum LDH, CPK, 
CTnI, MDA, IL-6 & (TNF-α) levels with a significant positive correlation with serum ferritin level, but 
significantly decreased serum CAT activity, SOD activity, and APN levels with a significant negative 
correlation with serum ferritin level and also decreased heart rate and blood pressure together with 
prolongation of duration of P wave, P-R, R-R & QTc intervals of ECG. Also, iron deposition in the cardiac 
and aortic tissues with deterioration of their histoarchitecture has been shown. Moreover, it was found that 
exogenous administration of vitamin E resulted in a significant recovery of all the above-mentioned 
parameters in the iron overloading group. 

Conclusion: The present study demonstated that CIO is associated with deposition of ion in cardiovascular 
system (CVS) leading to its dysfunction which is termed secondary cardiomyopathy. This dysfunction could 
be attributed to oxidative stress, inflammation and/or reduced adiponectin levels .Vitamin E as an antioxidant 
has a protective effect that can strongly ameliorate this dysfunction. 
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INTRODUCTION 

    Patients with chronic iron overload 
such as in thalassemia major suffered 

from many serious health problems 
including cardiomyopathy, congestive 
heart failure and fatal cardiac arrhythmias 



 
 

ALI KHALIL ASALAH et al. 

 

252 

which considered the leading causes of 
death (Lekawanvijit and Chattipakorn, 
2009). 

     Iron is a prooxidant and the patho-
genesis of harmful reactive oxygen 
species (ROS) represented an important 
ultimate factor for heart tissue damage 
(Nikolaus and Peter, 2015). Excess ROS 
produced by high intracellular iron 
produces lipid peroxidation, protein 
fragmentation as a result of amino acids 
oxidation, and DNA damage (Bartfay et 
al., 1999). However, the associated 
mechanism seen in iron-overload heart is 
still unclear (Lin et al., 2013). 

    Other studies further demonstrated that 
iron overload could enhance arachidonic 
acid release and eicosanoids production in 
cultured cardiomyocytes, and suggested a 
causal connection between these signals 
and electromechanical abnormalities in 
iron-overload cardiomyopathy (Mattera 
et al., 2001). It is possible that iron may 
also stimulate macrophage infiltration and 
activate tissue inflammation (Harada et 
al., 2005). 

   Adiponectin (APN) is an antioxidant 
and anti-inflammatory adipocytokine. 
Although it has been shown that APN 
protects the heart in acute cardiac 
diseases, its effects in iron overload 
cardiomyopathy (IOC) are unknown (Lin 
et al., 2013). Determining the pathogenic 
mechanisms of IOC leads us to valuable 
recognition of new therapeutic strategies 
(Nikolaus and Peter, 2015). 

    Antioxidants may represent a potential 
therapy to cardiac iron overload induced 
oxidative injury. It has been found that 
antioxidants supplementations such as 
taurine decrease the ROS induced 
cardiovascular dysfunction and enhance 

the heart endurance in iron overloaded 
mice (Oudit et al., 2004).  

     Vitamin E exerts strong anti-oxidative 
and anti-inflammatory effects and has 
been shown to be decreased in patients 
with hereditary hemochromatosis and in 
experimental iron overload (Brown et al., 
1997). 

     Vitamin E plays an important role to 
preserve cells against oxidative stress. It 
diminishes lipid peroxide intermediates by 
giving hydrogen, and this prevents 
hydrogen removal from polyunsaturated 
fatty acids (PUFAs). This contributes to 
stoppage of perpetual lipid peroxidation 
chain reaction (Das et al., 2004). 

    The present study was designed to 
determine the possible mechanisms of the 
effects of chronic iron overloading on 
cardiovascular function in a rat model, 
together with determination of the 
possibility of using vitamin E 
supplementation as a potential therapeutic 
target. The level of biomarkers of cardiac 
injury, certain cytokines, antioxidant 
enzyme activities, as well as cardiac and 
aortic histoarchitecture were studied in a 
trial to elucidate possible elaborated 
mechanisms. 

MATERIAL AND METHODS 
    30 healthy adult male albino rats of 
local strain weighing 170 -190 g, were 
obtained from the animal house of Faculty 
of Veterinary Medicine- Zagazig 
University. Rats were kept in steel wire 
cages (40 x 30 x 18 Cm- 4/cage) under 
hygienic conditions. They  were fed the 
commercial rodent chow  with  free access 
to water, kept at room temperature and 
were maintained on a 12 h light/dark 
cycle. Rats were adapted to the new 
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environment for one week before the 
experiment going on. The animal 
experiments were approved by the 
Institutional Research Board.  

    Rats were randomly assigned to three 
equal groups: Group (I): Vehicle-treated 
(control) group, each rat received a single 
interaperitoneal injection of 0.1 ml/100g 
body weight saline three  times per week 
for six weeks, group (II): Iron 
overloading group, IP injected with ferric 
hydroxide polymaltose (Haemojet, 
Amriya Pharma. Ind. for European 
Egyptian Pharma. Ind., Alexandria, Egypt. 
), as one dose (100mg /kg body weight) 
every other  day (three times per week)   
for six weeks (Zhao et al., 2005), and 
group (III): Iron overloading group 
treated with vitamin E, in which chronic 
iron overload was persuaded as in the 
second  group, but with  coadministration 
of IP injected  vitamin E (α – tocopherol 
(Sigma Aldrich Co.- USA ) at a dose of 
10mg/100gm body weight (Mustacich et 
al.,  2006). 

Measurement of Blood Pressure and 
Electrocardiography: Rats were anesthe-
tized by intraperitoneal (IP) injection of 
urethane (0.13g /100g body weight) and  
the blood pressure was estimated by using 
pressure catheter coupled to a PowerLab 
4/20  (data acquisition system) with 
MLT844 physiological pressure transducer 
(AD Instruments Pty Ltd, Australia). ECG 
was done by using cutaneous needle 
electrodes coupled also to the PowerLab 
data acquisition system. 

Sample collection:  

     Retro-orbital venous plexus blood 
samples were obtained then serum was 
separated by allowing the blood samples 
to clot then centrifuged at 3000 rpm for 20 

minutes, kept at (-20o c) and used to 
measure the serum levels of iron, ferritin, 
lactate dehydrogenase (LDH), creatine 
phosphokinase (CPK), cardiac troponin I, 
malondialdhyde (MDA), interleukin-6 
(IL-6), tumor necrosis factor alpha (TNF-
α), catalase, superoxide dismutase (SOD) 
and adiponectin. After collecting blood 
samples, the animals were sacrificed by 
cervical dislocation under mild ether 
anesthesia. Heart and aorta were excised 
and processed for histopathological 
studies. Biochemical Analysis 

1. Serum iron level was measured as 
reported by Burits and Ashwood 
(1999), using commercial kit provided 
by Spinreact, co., Spain.  

2. Serum ferritin level was measured as 
reported by Linpisarn et al. (1981), 
using commercial FE ELISA (Enzyme 
Amplified Sensitivity Immunoassay) 
Kits (Catalog Number: MBS722921, 
BioSource Europe S.A., Belgium), 

3. Serum LDH level was measured as 
reported by Kachmar and Moss 
(1976), using spectrophotometer 
(spectronic 3000 Array, Germany) at 
340 nm, and using commercial kit 
(Catalog Number 279 001, provided 
by Egyptian Company for Biotechno-
logy), measured 

4. Serum CPK level was measured as 
reported by Gerhardt and 
Waldenstr?m (1979), using commer-
cial kit. (Catalog Number 1001050 
provided by spinreact, co., spain),  

5. Serum Cardic Troponine-I level was 
measured as reported by Etievent et 
al. (1995), using commercial kit. 
(Catalog Number SE120134 provided 
by Sigma-Aldrich Co.). 
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6. Serum MDA level was measured as 
reported by Satoh (1987), using 
Biodiagnostic kit (Biodiagnostic 
company, Dokki, Giza, Egypt)  

7. Serum SOD activity was measured as 
reported by Nishikimi et al. (1972), 
using kit provided by (Biodiagnostic 
company, Dokki, Giza, Egypt). 

8. Serum catalase activity was measured 
as reported by Aebi (1984), using kit 
provided by (Biodiagnostic company, 
Dokki, Giza, Egypt) 

9. Serum TNF-α level was measured as 
reported by Engvall and Perlmann 
(1971), using commercial ELISA kit, 
(Catalog Number RAB0480, provided 
by Sigma-Aldrich Co). 

10. Serum IL-6 level: was measured 
according to the method of Engvall 
and Perlmann (1971), using 
commercial ELISA kit, (Catalog 
Number RAB0306, provided by 
Sigma-Aldrich Co). 

11. Serum adiponectin level as reported 
by Engvall and Perlmann (1971), 
using commercial ELISA kit, (Catalog 
Number RAB0005, provided by 
Sigma-Aldrich Co). 

Histopathological examination: 

     Heart and aorta were immediately 
excised, rinsed with ice-cold  normal 
saline (4 ?C ) to exclude the blood cells, 
blotted and dried with filter paper then 
kept in 10% buffered formalin- saline  at 
4?C for at least one week (1ry fixation ), 
then the specimens were dehydrated with 
a series of ascending grade ethanol from 
75 to 100%. Tissues were placed, there-
after, in xylol and embedded in paraffin 
wax. 

    Longitudinal sections of about 1-2 µm 
thickness of heart   and cross sections of 
about 1-2 µm thickness of aorta were 
processed on slides and stained with the 
following techniques for routine 
microscopic examination  

1. Hematoxylin and eosin (H & E) stain to 
examine the general microscopic 
features of the heart and aorta (Drury 
and Wallington, 1980). 

2. Perl's Prussian blue stain to study the 
iron deposition in heart and aorta 
(Perls, 1867). 

     The stained slides were examined 
under light microscope by a blinded 
pathologist. 

Statistical Analysis: 

    The data Results were presented as 
mean  SD for and analyzed using version 
18 SPSS program (SPSS Inc. Chicago, IL, 
USA). One way Analysis of variance 
(ANOVA) was used followed by student- 
least significant differences (LSD) test to 
compare statistical differences between 
groups. P value less than 0.05 was 
considered to be significant. Pearson,s test 
was done to detect correlations between  
parameters.  

RESULTS 

     The present study showed that chronic 
iron overload significantly increased 
serum LDH, CPK, cardiac troponin I, 
MDA, IL-6 and TNF-α levels (p<0.001) 
with a significant positive correlation with 
serum ferritin level (r=0.866, r=0.844, 
r=0.832, r=0.768, r=0.910,  and r=0.910 
respectively, p < 0.01) but significantly 
decreased serum catalase, SOD, and 
adiponectin levels (p < 0.001)  with a 
significant negative correlation with 
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serum ferritin level(r=-0.861, r=-0.796 
and  r=-0.785 respectively, p<0.01). Heart 
rate and both systolic and diastolic blood 
pressures also significantly decreased 
together with prolongation of duration of  
P wave, P-R, R-R & QTc intervals of 
ECG (p<0.001) in the iron overloaded 
group in comparison to the normal control 
group  (Tables 1, 2 & 3, and figures 1,2,3)  

    Moreover, it was found that vitamin E 
administration resulted in a significant 
decrease in serum LDH, CPK, cardiac 
troponin I, MDA, ( p<0.01)  , interleukin-
6 (IL-6) and tumor necrosis factor alpha 
(TNF-α), (p<0.001) levels with a 
significant positive correlation of LDH, 
CPK, MDA, interleukin-6 (IL-6) (r=0.739, 
r=0.661, r=0.642 and r=0.748, respec-
tively., p<0.05) and cardiac troponin I 
r=0.947& TNF-α,r= r=0.871, (p<0.01)  

with serum ferritin level but significantly 
increased serum catalase activity, SOD 
activity (p<0.01) and adiponectin levels 
(p<0.001) with a significant negative 
correlation with serum ferritin level  
(r=0.871, r=-0.648 and r=-0.634 respec-
tively, (p<0.05) in the treated group in 
comparison to iron overloaded untreated 
group. Vitamin E also significantly 
increased systolic blood pressure 
(p<0.01), heart rate and diastolic blood 
pressure (p<0.001) together with 
decreases in duration of  P wave 
(p<0.001), P-R( p<0.05), R-R (p<0.01) 
and  QTc intervals(p<0.001) of ECG but 
no significant differences in serum iron or 
ferritin levels( p>0.05) in the treated 
group in comparison to iron overloaded 
untreated group (Tables 1, 2 & 3).  

 

Table (1): Serum iron, ferritin, LDH, CPK and cTnI in all studied groups. 

a = versus   group I           = versus group II              NS = non-significant (P > 0.05) 
*= p<0.05       **= p< 0.01     ***= p<0.001                    r = correlation with serum ferritin 
 

                        Groups 
Parameters Group I Group II Group III 

Serum iron 
(µg/dL) 

  SD  185.2013.983 2040.20153.363 1815.20280.094 
P value of LSD  P < 0.001a P < 0.001a NSb 

Serum 
ferritin(ng/ml) 

  SD 49.7010.382 180.8048.808 161.040.158 
P value of LSD  P < 0.001a P < 0.001a NSb 

Serum LDH  
(U/L) 

  SD 202.2 ±42.2 423.3  ±39.5 329 ± 54.7 
P value of LSD  P < 0. 001a P < 0.01a,b 

r  r=0.570,  
P>0.05 

r=0.866** ,  
P<0.01 r=0.739*, P<0.05 

Serum CPK 
(U/L)  

  SD 151.5 ± 18.17 330.1±79.05 234.5 ±  53.31 
P value of LSD  P < 0. 001a P < 0.01a,b 

r  r=0.046, p> 
0.05 r=0.844**, p< 0.01 r=0.661* , p< 0.05 

Serum 
cTnI(pg/ml)   

  SD 2.58 ± 0.72 12.75±2.89 5.68  ±1.64 
P value of LSD  P < 0. 001a P < 0.01a,b 
r  r=0.152, P > 0.05 r=0.832**, P < 0.01 r=0.947**, P < 0.01 
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Table (2): Serum TNFα, IL.6, APN, MDA, SOD and CAT in all studied groups.  
    Groups 

Parameters Group I Group II Group III 

Serum  MDA  
(nmol/ml) 

  SD 43.18 ±12.36 72.15± 13.84 55.25 ± 11.94 

P value of LSD  P < 0.001a P < 0. 05a P < 0. 
01b 

r  r=0.552, P > 0.05 r=0.768**, p<0.01 r=0.642*, P < 0.05 

Serum SOD 
(U/L) 

  SD 44.14 ±9.28 24.65± 5.048 33.60± 4.35 
P value of LSD  P < 0.001a P < 0.01a b 
r  r= -0.571,P >0.05 r=-0.796**,p<0.01 r=-0.648*, p < 0.05 

Serum CAT 
(mmol/l)    

  SD 59.17 ± 13.12 36.00 ±  9.80 48.67 ± 8.20 
P value of LSD  P < 0. 001a P < 0.01a,b 

r  r=0-.696*,P < 
0.05 r=-0.861**,P< 0.01 r=-0.739*, P< 0.05 

Serum TNFα 
(pg/ml) 

  SD 44.9 ±5.42 58.6 ±5.35 51.60 ±5.038 
P value of LSD  p < 0.001a p < 0.001 a,b 
r  r=0.605, P > 0.05 r=0.910**, P <0.01 r=0.871**, P < 0.01 

Serum IL.6  
(pg/ml) 

  SD 8.49 ±1.21 24.97±2.92 18.52 ± 3.218 
P value of LSD  P < 0.001a P < 0.001a,b 
r  r=0.605, P > 0.05 r=0.910**, P <0.01 r=0.748*, P < 0.05 

Serum APN 
  (µg/ dL) 

  SD 6.88±0.77 3.46±0.51 4.68±0.69 
P value of LSD  P < 0. 001a P < 0.001a,b 

r  r=-0.712*, P<0.05 r=-0.785**,P< 
0.01 r=-0.634*,P < 0.05 

 

Table (3): Heart rate, systolic blood pressure ,diastolic blood pressure P wave 
duration and P-R, R-R  and  QTC intervals of all studied groups. 

Groups 
Parameters Group I Group II Group III 

Heart rate 
(beat/min) 

  SD 391.83± 18.804 260.86±33.306 306.860±13.341 
P value   P < 0. 001a P < 0.001a,b 

Systolic blood 
pressure(mmHg) 

  SD 120.6 ± 4.90 74±11.643 104±8.014 
P value   P < 0. 001a P < 0. 01a,b 

Diastolic blood 
pressure(mmHg) 

  SD 76± 6.62 51.70 ± 9.27 67.50 ±  4.95 
P value   P < 0. 001a p < 0.05aP < 0. 001b 

P wave duration 
(ms) 

 SD 16.30 ±2.526 26.44±1.917 19.69 ±  2.759 
P value   p < 0.001a p < 0.001 a,b  

P-R interval  (ms)  SD 27.6 ± 6.60 39.1 ± 5.17 33.40 ± 5.34 
P value   P < 0.001a P < 0.05a,b 

R-R interval  (ms)  SD 155.60± 12.25 240.2 ± 41.6 205.3 ±14.34 
P value   p < 0.001a p < 0.001 a p< 0.01b 

QTC (ms) 
 SD 73.10±7.880 230± 12.275 155.30±  6.977 
P value   p < 0.001a  p < 0.001 a,b 
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Photo (1): Photomicrograph of a normal cardiac 
tissue showing intercommunicating cardiac 
muscles formed of central nuclei,and 
abundant eosinophilic cytoplasm (H&E- X 
400). 

Photo (2): Photomicrograph of normal cardiac 
tissue showing absence of iron deposit in 
the normal cardiac muscles (Prussian blue- 
X 400). 

 

Figure (1): A record of blood pressure (A) and ECG (B) for group1 (control group). 

Figure (2): A record of blood pressure (A) and ECG (B) for group 2 (iron overload group). 

Figiure (3): A record of blood pressure (A) and ECG (B) for group 3 (iron overload + vit E group). 
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Photo (3): Photomicrograph of cardiac tissue 
of iron injected rat showing degenerated 
cardiac muscles with pyknotic nuclei 
(H&E- X 400). 

 

Photo (4): Photomicrograph of cardiac tissue 
of iron injected rat stained showing heavy 
iron deposition in the degenerated cardiac 
muscles with pyknotic nuclei. (Prussian 
blue- X 400) 

 

Photo (5): Photomicrograph of cardiac tissue 
of iron overload group treated with vit E 
showing return of the cardiac muscle to its 
normal state (H&E- X 400). 
 

Photo (6): Photomicrograph of cardiac tissue 
of iron overload group treated with vit E 
showing return of the cardiac muscle to 
its normal state   with trace dots of iron 
(prussian blue- X 400) 

 

Photo (7): Photomicrograph of a segment of 
normal aorta formed of intima (flattened 
endothelial cells), media (longitudinal 
bundles of smooth muscle fibers) and 
outer adventitia (connective tissue) 
(H&E- X 400). 

 

Photo (8): Photomicrograph of a segment of 
normal aorta stained with Prussian blue 
showing absence of iron from all layers of 
the aorta (Prussian blue- X 400). 
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DISCUSSION 
     The present study revealed that chronic 
iron overload significantly increased 
serum iron, ferritin, lactate dehydrogenase 
(LDH), creatine phosphokinase (CPK), 
cardiac troponin I, malondialdhyde 
(MDA), interleukin-6 (IL-6) and tumor 
necrosis factor alpha (TNF-α) levels but 
significantly decreased serum catalase, 
Serum superoxide dismutase (SOD), 
adiponectin levels, heart rate and blood 
pressure together with prolongation of 
duration of P wave, P-R, R-R and QTc 
intervals of ECG. Also, iron deposition in 
the cardiac and aortic tissues with 

deterioration of their histoarchitecture has 
been shown. Furthermore, it was found 
that exogenous administration of vitamin 
E produced a significant improvement of 
all the aforementioned parameters which 
were encountered in the iron overload 
group except serum iron and ferritin 
levels. 

    The significant increases in serum 
LDH, serum CPK and serum cardiac 
troponin I levels in iron overload group of 
the present study are in agree with the 
findings of Sakha et al. (2008), Zamily et 
al. (2010) and Shahramian et al. (2013) 
who reported their increase in cases of 

Photo (9): Photomicrograph of a segment 
of aorta of iron overload group 
showing atrophy of smooth muscles 
fibers with pyknotic nuclei (H&E- X 
400). 

Photo (11): Photomicrograph of a segment 
of aorta of iron overload group treated with 
vit E showing aorta returned to normal state 
with its three layers (H&E- X 400). 

 

Photo (12): Photomicrograph of a segment 
of aorta of iron overload group treated 
with vit E showing normal aorta with 
its three layers (Prussian blue- X 400). 

 

Photo (10): Photomicrograph of a segment 
of aorta of iron overload group showing 
excess iron deposition in the aortic 
layers (Prussian blue- X 400). 
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iron overload such as in thalassemic 
patients compared to the healthy controls. 

    Increased cardiac troponin I is one of 
the best diagnostic indices in myocardial 
necrosis even without elevation of ST 
segment in ECG (Bertrand et al., 2000). 
Moreover, leakage of intracellular CPK 
and/or LDH is indicative of local tissue 
damage induced by free radicals, oxygen 
lack or   trauma (Zamily et al., 2010). 

    The first possible mechanism that 
explains the deterioration of cardio-
vascular function observed in the present 
study may be chronic iron overload 
induced oxidative stress. This possibility 
was proved in our study by the presence 
of a significant decrease in serum CAT 
and SOD levels together with a significant 
increase in MDA serum level. Similar 
results were also reported by Hussein et 
al. (2013) who revealed that iron overload 
resulted in significant decreases in liver 
glutathione peroxidase, CAT and SOD 
activities. Iron overload leads to a severe 
deficiency of total antioxidant capacity. 
This phenomenon can be noticed in most 
iron overload animal models (Dabbagh et 
al., 1994) and in patients with hereditary 
haemochromatosis (Young et al., 1994) 
and thalassemia (Livrea et al., 1996). 

    In chronic iron overload, iron toxicity is 
dose-dependent (Bartfay et al., 1999). 
Non transferrin-bound iron (NTBI) enters 
the cardiomyocytes through the voltage 
gated long lasting Ca2+ channels (L-type 
Ca2+ channels) and divalent metal 
transporter leads to IOC (Oudit et al., 
2003) . Free (redox active) iron enters 
fenton-type reactions that lead to the 
transformation of Fe2+ into Fe3+ and 
generate free radicals including the highly 
reactive hydroxyl radicals (Papanikolaou 

and Pantopoulos, 2005). That produces 
widespread damage to cellular lipids (lipid 
peroxidation, or lipoperoxidation), 
proteins, sugar and DNA (Emerit et al., 
2001).  

    Moreover, the elevated aldehyde 
products from cellular lipid peroxidation 
such as elevated MDA make the low-
density lipoprotein cholesterol (LDL-C) 
more susceptible to form peroxides 
leading to enhancement of cardiovascular 
disease (CVD) and organ damage even in 
patients with lower total cholesterol (TC) 
and LDL-C concentrations (Sengsuk et 
al., 2014). 

    The second possible mechanism that 
may also explain the deterioration of 
cardiovascular function observed in the 
present study, in iron overload, is the 
aggravation of the inflammatory 
infiltration that was also indicated by the 
presence of a significant increase in serum 
IL-6 and TNF-α level, showed a 
significant positive correlation with serum 
ferritin levels. 

    Iron loading can induce thromboxane 
A2 (TXA2) that act as a paracrine 
facilitator of tumor necrosis factor alpha 
(TNF-α) expression through the 
thromboxane receptor (TP) calcium/ 
calcineurin signaling pathway (Katagiri 
et el., 2008). TNF-α then activates 
calcineurin-nuclear factor of activated T 
cell (NFAT) signaling cascades in the 
heart with recruitment of macrophages 
and aggravation of  the inflammatory 
infiltration, which further increased the 
ROS and gear up the inflammation-
fibrosis circuit that results in aggravation 
of IOC and cardiac fibrosis (Harada et al., 
2005). Furthermore TNF-α can enhance 
the activation of NFκB and caspases 
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which help in the development of 
apoptosis. NFκB stimulates the expression 
of various cytokines and inducible 
enzymes e.g. Cyclo oxygenase -2 and 
inducible nitric oxide synthase 
(Srinivasan and Ramarao, 2007).  

    ROS also increased expression of 
adhesion molecules and impair nitric 
oxide (NO) bioavailability. This provoked 
hypercoagulability and decreased NO-
dependent, flow-mediated dilatation 
(Aggeli et al., 2005). 

    Our study had also demonstrated a 
significant negative correlation between 
serum ferritin and Adiponectin (APN) 
levels. This result was supported by the 
findings of Gabrielsen et al. (2012) 
which suggests that fat cell iron negatively 
regulates APN transcription via Forkhead 
box protein O1(FOXO-1) mediated 
repression. APN is an antidiabetic, 
antiatherogenic, antioxidative, and anti-
inflammatory protein. It also ameliorates 
iron deposition in the heart through a 
peroxisome proliferator activated recep-
tor-alpha peroxisome-gamma coactivator-
1alpha (PPARα-PGC-1)-dependent 
mechanism and exerts beneficial effects to 
IOC (Kahn et al., 2010 and Lin et al., 
2013). Thus, it is possible that diminished 
APN levels may be the third possible 
mechanism that explains the deterioration 
of cardiovascular function demonstrated 
in this study. 

    Moreover, our investigation results 
revealed a significant decrease in heart 
rate, both systolic and diastolic blood 
pressures together with a significant 
increase in duration of P wave and P -R, 
R-R & QTc intervals of ECG, with iron 
overload. These findings were consistent 
with those of some investigators (Sellan 

et al., 2009 and Rose et al., 2011), but at 
variance with those of others (Cardoso et 
al., 2005 and Turbino-Ribeiro et al., 
2013).  

    The inconsistency between our findings 
and those of others may be due to 
differences in the chosen dose, route 
and/or duration of administration. 

    Bradycardia in patients with iron 
overload could originate from extrinsic or 
intrinsic factors to the heart. Intrinsic 
electrical activity of the specialized 
pacemaker myocytes located in the 
sinoatrial node (SAN) could be disrupted 
by iron as a result of modulation of a 
number of membrane currents or Ca2+ 
handling (Mangoni and Nargeot, 2008). 
Alternatively, elevated iron could affect 
autonomic nervous system activity, 
possibly by impairing neuronal function 
(Madsen and Gitlin, 2007) or interfering 
with other elements of the baroreceptor  
reflex pathways external to the heart 
(Cardoso et al., 2005).  

    Rose et al. (2011) revealed that the 
reductions in heart rate as well as the 
conduction deficits seen in CIO result 
from selective reductions in CaV1.3-
mediated L-type Ca2+  current (ICa,L) with 
no changes in pacemaker current (If 
current).  

     The action potential duration also 
shortened due to late fast sodium current 
diminution that may give an explanation 
to the delayed impulse conduction and 
produce widening of the QRS complex 
and other arrhythmias (Laurita et al., 
2003 and Cardoso et al., 2005). These 
electrophysiological incongruities with the 
patchy iron deposition in the heart may 
produce re-entry and develop fatal 
arrhythmias ((Laurita et al., 2003). 
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    Furthermore, impaired Na+-K+ ATPase 
activity increases the intracellular Na that 
increase the Na+ outflux via Na+-Ca2+ 
exchange, resulting in Ca2+ influx that 
may be maintained due to impaired Ca2+ 
extrusion produced by iron-inhibited 
sarcolemmal Ca2+ pump activity, and may 
lead to cardiac arrhythmias (Kaneko et 
al., 1989).  

    Moreover, iron competes with Ca2+ for 
ryanodine-sensitive Ca2+ channels leading 
to inhibition of Ca2+-induced Ca2+ release 
from the sarcoplasmic reticulum (SR) and 
weakness of the heart contraction (Kim et 
al., 1995). On the other hand, oxygen free 
radicals also diminish cardiac SR Ca2+ 
ATPase activity which may produce 
diastolic dysfunction (Zeitz et al., 2002).  

    Bradycardia could also contribute to the 
impaired cardiac contractility seen with 
CIO (independent of the effects of iron on 
myocardial contractility and cardiac 
fibrosis) as a consequence of the force-
frequency relationship (Matthes et al., 
2004). 

    Neurohormonal abnormalities have also 
been suggested to contribute to cardiac 
disease in thalassemic patients. Veglio et 
al. (1998) and Franzoni et al. (2004) 
found diminished sympathetic activity and 
decreased plasma norepinephrine. An 
increased atrial natriuretic peptide level 
with left ventricular diastolic dysfunction 
has also been proposed (Derchi et al., 
1992). These neurohormonal dysfunctions 
together with various channel affections 
provide a fourth mechanism for the 
cardiovascular dysfunction noticed in the 
present study. 

    The histopathological examination 
performed in the present study also 
showed increased iron deposition in the 

cytoplasm of cardiac muscle cells with 
pyknosis of their nuclei, and increased 
interstitial tissue between the cardiac 
muscle cells with excess iron deposition in 
all aortic layers especially in the media.  

     Iron usually deposits in a patchy 
manner primarily in the subepicardial 
layer then to the subendocardial layer in 
the ventricles before the atria (Bartfay et 
al., 1999 and Wood, 2008). Iron deposits 
in the conduction system have also been 
demonstrated causing bradyarrhythmias 
and requiring pacemaker placement 
(Schwartz et al., 2002).  

    Iron is probably a proarrhythmic by 
itself (Wood et al., 2005), and this effect 
together with the patchy deposition of iron 
in the tissues lead to variation in 
conduction velocity or repolarization that 
may be responsible for atrial and 
ventricular tachyarrhythmias that have 
been frequently demonstrated in patients 
with iron overload (Wu et al., 2004 and 
Hahalis et al., 2005). Left ventricular 
dilation with systolic dysfunction can also 
exacerbate the ventricular arrhythmias 
(Horwitz and Rosenthal, 1999).  

    In addition, similar to the cardiac iron 
deposition, there is an evidence of iron 
deposition in pancreatic beta cells as well 
as in the anterior pituitary (Argyropoulou 
et al., 2001). Patients with excessive iron 
burdens also suffer from many endocrino-
pathies including insulin-dependent 
diabetes mellitus (Mula-Abed et al., 
2008), Hypo-parathyroidism, (Chang et 
al., 2001) and hypothyroidism (Shupnik 
et al., 1996).  

    On the other hand, iron overload 
increased oxidative stress appeared to be a 
detrimental factor leading to insulin 
resistance and eventually type 2   diabetes 



 
 

 EFFECT OF CHRONIC IRON OVERLOADING ON CARDIOVASCULAR... 

 

263 

mellitus (T2D) in thalassemic patients 
(Tangvarasittichai et al., 2012). In this 
regard we have performed another study 
in which we proved that CIO was 
associated with type 2 Diabetes mellitus, 
insulin resistance, hypothyroidism and 
hypogonadism (Asala et al., 2016). All 
previous endocrinopathies may further 
aggravate the direct iron overload induced 
cardiomyopathy and provide another 
explanation for the observed deterioration 
in CV function in the present study. 

    Iron chelators are the most important 
line of treatment in chronic iron overload. 
However, another potential therapy is 
represented by antioxidants after 
demonstrating the role of oxidative stress 
in cardiac iron overload. It has been found 
that antioxidant supplementation reduced 
oxidative injury in the heart of iron 
overloaded mice (Oudit et al., 2004). 

    Our results also demonstrated that 
vitamin E co-administration during 
induction of chronic iron overload in rats 
produced a significant improvement of all 
the parameters measured in chronic iron 
overload group (Vit E untreated group). 
Hadi et al. (2012) also reported the 
safeguarding effect of Vitamin E against 
the oxidative stress induced cardiac injury 
by doxorubicin (anticancer drug) in rat.  

    Vitamin E has potent anti-oxidative and 
anti-inflammatory effects. It decreases 
lipid peroxidation and superoxide (O2-) 
production by impairing the assembly of 
nicotinamide adenine dinucleotide 
phosphate oxidase (reduced form; 
NADPH) as well as by decreasing the 
expression of scavenger receptors that 
help in the genesis of foam cells (Teupser 
et al., 1996). 

    It has been also shown that vitamin E 
decreases the release of proinflammatory 
cytokines as IL-8, plasminogen activator 
inhibitor-1 and C-reactive protein levels 
and could have valuable role on 
cardiovascular diseases in a high-risk 
population (Singh  et al., 2005). 

    Taking the present findings together, it 
can be concluded that chronic iron 
overload  can deteriorate CV function as 
indicated by a significant decrease in heart 
rate, both systolic and diastolic blood 
pressure together with ECG abnormalities 
(prolonged p wave, and duration of P-R, 
R-R & QTc intervals). The probable 
mechanisms include 1). Increased lipid 
peroxidation by its pro-oxidant effect with 
degradation of all cellular constituents 
leading to systolic dysfunction, 2). The 
aggravation of the inflammatory 
infiltration, 3). Decreased APN level that 
promotes cardiac inflammation and 
endothelial dysfunction, 4). Impairment of  
sympathovagal balance together with 
various channel affections and 5). Iron 
overload induced many endocrinopathies 
including diabetes mellitus, hypopara-
thyroidism and hypothyroidism . 

    Further investigations on alterations of 
ion channels are required to explain the 
association of molecular and electro-
physiological changes at the cellular level 
in iron overload. Further studies are also 
required to test the use of vitamin E and 
APN as potential protective targets. 

ACKNOWLEDGMENT 

To Prof. Kamal EL-Kashishy, Pathology 
Department, Faculty of Medicine, Zagazig 
University, for performing the histopatho-
lgical study. 

 



 
 

ALI KHALIL ASALAH et al. 

 

264 

REFERENCES 
1. Aebi H (1984): Catalase in vitro. Method 

Enzymol., 105:121-126. 

2. Aggeli C, Antoniades C, Cosma C, 
Chrysohoou C, Tousoulis D and Ladis V 
(2005): Endothelial dysfunction and inflam-
matory process in transfusion-dependent 
patients with beta-thalassemia major. Interna-
tional Journal of Cardiology, 105(1):80-84.  

3. Argyropoulou, M, Kiortsis D, Metafratzi Z, 
Bitsis S, Tsatoulis A and Efremidis SC 
(2001): Pituitary gland height evaluated by 
MR in patients with beta-thalassemia major: a 
marker of pituitary gland function. Neuro-
radiology, 43(12):1056-1058. 

4. Asala A k, Khalefa A A, Soliman N A, and 
Mahmoud S A (2016): Mechanisms of 
pituitary ovarian axis dysfunction and the role 
of vitamin E in chronic iron over load rat 
model. Med. J. Cairo Univ., 84(3): 1-15.  

5. Bartfay, W, Butany J, Lehotay  D, Sole M, 
Hou  D, Bartfay E and  Liu  P (1999): A 
biochemical, histochemical, and electron 
microscopic study on the effects of iron-
loading on the hearts of mice. Cardiovasc 
Pathol., 8(6):305-314. 

6. Bertrand  M, Simoons  M, Fox  K, Wallentin 
L, Hamm C, McFadden E, De-Feyter P, 
Specchia  G and  Ruzyllo  W (2000): 
Management of acute coronary syndromes: 
acute coronary syndromes without persistent 
ST segment elevation. Recommendations of 
the task force of the European Society of 
Cardiology. Eur Heart J., 21(17):1406-1432. 

7. Brown K, Pouios J,  Li L, Soweid A Ramm 
G, O'Neill  R, Britton R and Bacon B  
(1997): Effect of vitamin E supplementation 
on hepatic fibrogenesis in chronic dietary iron 
overload. Am J Physiol., 272:116-123. 

8. Burits C and Ashwood E (1999): Method for 
the determination of serum iron, iron binding 
capacity, and transferrin saturation. Tietz 
Textbook of Clinical Chemistry, 3rd ed.  Pbl. 
AACC, London, Chapter 46, PP. 1701-1703. 

9. Cardoso  L, Pedrosa  M, Silva  M, Moraes M 
E and  Chianca D (2005): Baroreflex function 
in conscious rats submitted to iron overload.  
Braz J Med Biol Res., 38:205–214. 

10. Chang W, Pratt S, Chen T, Tu C and 
Shoback D (2001): Parathyroid cells express 
dihydropyridine-sensitive cation currents and 

L-type calcium channel subunits. Am J Physiol 
Endocrinol Metab., 281(1): 180-189.  

11. Dabbagh A, Mannion T, Lynch S and Frei B 
(1994): The effect of iron overload on rat 
plasma and liver oxidant status in vivo. 
Biochem. J., 300: 799-803. 

12. Das N, Chowdhury T and Chattopadhyay A 
(2004):  Attenuation of oxidation stress – 
induced changes in thalassemic erythrocytes 
by vitamin E. Pol J Pharmocol., 56:85–96.  

13. Derchi G, Bellone P, Forni G, Lupi S, 
Jappelli M, Randazzo V and Zino C (1992): 
Cardiac involvement in thalassaemia major: 
Altered atrial natriuretic peptide levels in 
asymptomatic patients. Eur Heart J., 13:1368-
1372. 

14. Drury A and Wallington E   (1980): 
Carleton’s histological Technique, 5th Ed., Pbl. 
Oxford University press, New York, Tronto 

15. Emerit J, Beaumont C and Trivin F. (2001): 
Iron metabolism, free radicals and oxidative 
injury. Biomed Pharmacother., 55:333-339. 

16. Engvall E and Perlmann P (1971): Enzyme 
linked immunosorbent assay (ELISA). 
Quantitative assay of immunoglobulin G.  
Immunochemistry, 8, 871-874. 

17. Etievent J, Chocron S, Toubin G, Taberlet 
C and  Kantelip J (1995): The use of cardiac 
troponin I as a marker of peri-operative 
myocardial ischemia. Ann. Thorac. Surg., 59, 
1192-1194  

18. Franzoni F, Galetta F, Di Muro, C, Buti G 
and Santoro G (2004): Heart rate variability 
and ventricular late potentials in betathalas-
semia major. Haematologica, 89:233-234. 

19. Gabrielsen J, Gao Y, Simcox J, Huang J, 
Thorup D, Jones D, Hunt S, Hopkins P, 
Cefalu W and McClain D (2012): Adipocyte 
iron regulates adiponectin and insulin 
sensitivity. The Journal of Clinical Investiga-
tion, 122(10):3529–3540 

20. Gerhardt W and Waldenstr?m J (1979):  
Creatine kinase B-Subunit activity in serum 
after immunohinhibition of M-Subunit 
activity. Clin Chem., 25(7): 1274-1280.  

21. Hadi N, Yousif N, Al-amran  F, Huntei N 
and Ali S (2012): Vitamin E and telmisartan 
attenuates doxorubicin induced cardiac injury 
in rat through down regulation of inflamma-
tory response. BMC Cardiovasc Disord., 12: 
63. 



 
 

 EFFECT OF CHRONIC IRON OVERLOADING ON CARDIOVASCULAR... 

 

265 

22. Hahalis G, Alexopoulos D, Kremastinos D 
and Zoumbos N (2005): Heart failure in beta-
thalassemia syndromes: a decade of progress. 
Am J Med., 118:957–967. 

23. Harada M, Qin Y, Takano H, Minamino T 
and Komuro I (2005): G-CSF prevents 
cardiac remodeling after myocardial infarction 
by activating the Jak- Stat pathway in 
cardiomyocytes.  Nature Medicine, 11(3) 305–
311. 

24. Horwitz L and Rosenthal E (1999): Iron-
mediated cardiovascular injury. Vasc Med., 
4:93–99. 

25. Jones B, Lo C, Liu H, Srinivasan A, Streetz 
K and Czaja M (2000): Hepatocytes 
sensitized to tumor necrosis factor-alpha 
cytotoxicity undergo apoptosis through 
caspase-dependent and caspase-independent 
pathways. The Journal of Biological 
Chemistry, 275:705-712. 

26. Kachmar J and Moss D (1976): Enzymes. In: 
Fundamentals of clinical  chemistry. Pbl. 
Saunders, Philadelphia, pp. 652- 6603. 

27. Kahn E,  Pelloux S, Riedinger J, Frouin F 
and  Lizard G (2010): Iron nanoparticles 
increase 7-ketocholesterol-induced cell death, 
inflammation, and oxidation on murine cardiac 
HL1-NB cells. International Journal of 
Nanomedicine, 5(1) 185–195. 

28. Kaneko M, Elimban V and Dhalla N (1989):  
Mechanism for depression of heart 
sarcolemmal Ca2+ pump by oxygen free 
radicals. Am J Physiol., 257: 804-11. 

29. Katagiri H, Ito Y, Ito S, Murata T 
and Majima M (2008): TNF-induces 
thromboxane receptor signaling-dependent 
microcirculatory dysfunction in mouse liver. 
Shock, 30(4) 463–467. 

30. Kim E, Giri S and Pessah I (1995): Iron (II) 
is a modulator of ryanodinesensitive calcium 
channels of cardiac muscle sarcoplasmic 
reticulum. Toxicol Appl Pharmacol., 130:57-
66. 

31. Laurita K, Chuck E, Kuryshev Y, 
Brittenham G, Rosenbaum D and Brown A 
(2003): Optical mapping reveals conduction 
slowing and impulse block in iron-overload 
cardiomyopathy. J Lab Clin Med., 142(2):83-
89.  

32. Lekawanvijit S and Chattipakorn N (2009): 
Iron overload thalassemic cardiomyopathy: 
Iron status assessment and mechanisms of 

mechanical and electrical disturbance due to 
iron toxicity. J Cardiol. , 25(4): 213–218. 

33. Lin H, Lian W, Chen H, Lai P and Cheng C 
(2013): Adiponectin ameliorates iron-overload 
cardiomyopathy through the PPARα-PGC-1-
dependent signaling pathway. Mol Pharmacol., 
84(2):275-285. 

34. Linpisarn S, Kricka L, Kennedy J and  
Whiteheadt T (1981): Sensitive Sandwich 
Enzyme Immunoassay for Serum Ferritin on 
Microtitre Plates. Ann. Clin. Biochem., 18:48-
53. 

35. Livrea M, Tesoriere L, Pintaudi A, 
Calabrese A, D'Anna R and  Bongiorno A 
(1996): Oxidative stress and antioxidant status 
in β-thalassemia major: Iron overload and 
depletion of lipid-soluble antioxidants. Blood, 
88: 3608-3614. 

36. Madsen E and Gitlin J (2007): Copper and 
iron disorders of the brain. Annu Rev 
Neurosci., 30:317–337. 

37. Mangoni M and Nargeot J (2008): Genesis 
and regulation of the heart automaticity. 
Physiol Rev., 88:919–982. 

38. Mattera R, Stone G, Bahhur N and 
Kuryshev Y (2001): Increased release of 
arachidonic acid and eicosanoids in 
ironoverloaded cardiomyocytes. Circulation, 
103(19):2395–2401. 

39. Matthes J, Yildirim L, Wietzorrek G, 
Reimer D and Herzig S (2004): Disturbed 
atrio-ventricular conduction and normal 
contractile function in isolated hearts from 
Cav1.3-knockout mice. Naunyn Schmiede-
bergs Arch Pharmacol., 369:554–562. 

40. Mula-Abed W, Al Hashmi H, Al Muslahi M,  
Al Muslahi H and  Al Lamki M (2008): 
Prevalence of endocrinopathies in patients 
with beta-thalassaemia major- a cross-sectional 
study in oman. Oman Med J., 23(4): 257–262. 

41. Mustacich D, Leonard S, Deevereaux M, 
Sokol R and Traber M (2006): Alpha 
tocopherol regulation of hepatic cytochrome 
p450s and ABC tranporters in rats .Free 
Radical. Biol. Med., 41:1069-1078. 

42. Nikolaus B and Peter M (2015): oxidative 
stress and the homeodynamics of iron 
metabolism.  Biomolecules, 5(2): 808–847. 

43. Nishikimi M, Roa N and Yogi K (1972): The 
occurance of superoxide anion in the reaction 
of reduced phenazine methosulphate and 



 
 

ALI KHALIL ASALAH et al. 

 

266 

molecular oxygen.  Biochem. Biophy. Res. 
commun., 46(2): 849-854. 

44. Oudit G, Sun H, Trivieri M, Koch S, 
Dawood F, Ackerley C, Schwartz A, Liu P 
and  Backx P (2003): L-type Ca

2+ 
channels 

provide a major pathway for iron entry into 
cardiomyocytes in iron-overload cardio-
myopathy. Nat Med., 9(9):1187-1194.  

45. Oudit G, Trivieri M, Khaper N, Husain T, 
Wilson G, Liu P, Sole M and Backx P 
(2004): Taurine supplementation reduces 
oxidative stress and improves cardiovascular 
function in an iron-overload murine model. 
Circulation, 109(15):1877-1885.  

46. Papanikolaou G and Pantopoulos K (2005): 
Iron metabolism and toxicity. Toxicol Appl 
Pharmacol., 202:199-211. 

47. Perls M (1867): Detection of iron oxide in 
certain pigments. Virchows Archiv, 39-42. 

48. Rose R, Sellan M, Jeremy A and Simpson F 
(2011): Iron-overload decreases Cav1.3-
dependent L-type Ca2+ currents leading to 
bradycardia, altered electrical conduction and 
atrial fibrillation. Circ. Arrhythm Electro-
physiol., 4(5): 733–742.  

49. Sakha K, Samadi M and Rezamand A 
(2008): Cardiac Invovement of Major 
Thalassemia and Evalution of Total Serum 
Creatine Kinase –MB Isoenzyme and Cariac 
Troponin I in These Patients. Pakistan Jornal 
of Biological Science, 7:1059-1062 

50. Satoh K (1978): serum lipid peroxide in 
cerebrovascular disorders determined by anew 
colorimeteric method. Clinica  Chimica Acta, 
90:37-43. 

51. Schwartz K, Li Z, Schwartz D, Cooper T 
and Braselton W (2002): Earliest cardiac 
toxicity induced by iron overload selectively 
inhibits electrical conduction. J Appl Physiol., 
93:746-751. 

52. Sellan M, Rose R, Ciffeli C, Heximer S and 
Backx P (2009): Chronic iron-overload causes 
sinus bradycardia by altering electrical activity 
in sinoatrial node myocytes. Biophys J., 
96(1):259–260. 

53. Sengsuk C, Tangvarasittichai O and Prasert 
C (2014): Association of Iron Overload with 
Oxidative Stress, Hepatic Damage and 
Dyslipidemia in Transfusion- Dependent β- 
Thalassemia/HbE Patients. Indian J Clin 
Biochem., 29(3): 298–305. 

54. Shahramian I,  Razzaghian M,  Abbas A, 
Ghasem A and Rezaee A (2013):  The 
Correlation between Troponin and Ferritin 
Serum Levels in the Patients with Major Beta-
Thalassemia. Int Cardiovasc Res J., 7(2): 51–
55. 

55. Shupnik M, Weck J and Hinkle P (1996): 
Thyrotropin (TSH)-releasing hormone 
stimulates TSH beta promoter activity by two 
distinct mechanisms involving calcium influx 
through L type Ca2+ channels and protein 
kinase C. Mol. Endocrinol., 10(1):90-99. 

56. Singh U, Devaraj S and Jialal I (2005): 
Vitamin E, oxidative stress and inflammation. 
Annu Rev Nutr., 25:151-74 

57. Srinivasan K and Ramarao P (2007): 
Animal models in type 2 diabetes research: An 
overview. The Indian Journal of Medical 
Research, 125: 451-472. 

58. Tangvarasittichai S, Pimanprom A, 
Choowet A and Tangvarasittichai O (2012): 
Association of iron overload and oxidative 
stress with insulin resistance in transfusion-
dependent b-thalassemia major and b-
thalassemia. Clin Lab., 59(7-8):861-868. 

59. Teupser D, Thiery J, Walli A and Seidel D 
(1996): Determination of LDL- and scavenger-
receptor activity in adherent and non-adherent 
cultured cells with a new single-step 
fluorometric assay. Biochim Biophys Acta, 
1303:193–198  

60. Turbino-Ribeiro S, Silva M, Chianca  D, 
Paula H, Cardoso L , Colombari  E and 
Pedrosa  M (2013): Iron Overload in 
Hypercholesterolemic Rats Affects Iron 
Homeostasis and Serum Lipids but Not Blood 
Pressure. J. Nutr., 133: 15–20 

61. Veglio F, Melchio R, Rabbia F, Molino P, 
Genova G and Chiandussi L (1998): Blood 
pressure and HR in young thalassemia major 
patients. Am J Hypertens., 11:539–547. 

62. Wood J (2008): Cardiac iron across different 
transfusion dependent diseases. Blood 
Reviews, 22(2):14–21. 

63. Wood J, Enriquez C, Ghugre N, Otto-
Duesse l and Coates T (2005): Physiology 
and pathophysiology of iron cardiomyopathy 
in thalassemia. Ann N Y Acad Sci., 1054:386–
95. 

64. Wu V, Huang J, Wu M, Chin C and Wu K 
(2004): The effect of iron stores on corrected 
QT dispersion in patients undergoing 



 
 

 EFFECT OF CHRONIC IRON OVERLOADING ON CARDIOVASCULAR... 

 

267 

peritoneal dialysis. Am J Kidney Dis., 44:720–
728. 

65. Young I, Trouton T, Torney J and Trimble 
E (1994): Antioxidant status and lipid 
peroxidation in hereditary haemochromatosis. 
Free Radic. Biol. Med., 16: 393-397. 

66. Zamily L, Al Mashhedy M, Hadwan B and 
Kadim T (2010): The Correlation between 
Lactate Dehydrogenase, Creatine Kinase and 
Total thiol Levels in Sera of Patients with β 
Thalassemia.  Int Cardiovasc Res J., 7(2): 51–
55.  

67. Zeitz O, Maass A and Van N (2002): 
Hydroxyl radical-induced acute diastolic 
dysfunction is due to calcium overload via 
reversemode Na+-Ca2+ exchange. Circ Res., 
90:988-995. 

68. Zhao Y, Li H, Gao Z and Xu H (2005): 
Effects of dietary baicalin supplementation on 
iron overload-induced mouse liver oxidative 
injury. Europ J Pharmacol., 509(2–3):195–
200. 



 
 

ALI KHALIL ASALAH et al. 

 

268 

الحمل الزائد المزمن للحدید على جھاز القلب والأوعیة  
  الدمویة فى الجرذان البالغة

   *سوزان محمد محمد مرسى - **نبیل عباس سلیمان  - *على  خلیل على عسلة
  **وسام تیسیر الشرقاوى

  .قسم الفسیولوجیا الطبیة ، كلیة الطب البشرى ، جامعة الزقازیق*
  وم ، جامعة الزقازیق.قسم علم الحیوان ،كلیة العل**

ض الأمراض  خلفیة البحث: ع بع دوث  وخاصة  م ر الح ب كثی ي القل ھ ف زیادة الحدید المزمنة وتراكم
دة،   ـ المضاد للأكس الدمویة مثل الثلاسیمیا. ویرافق ھذا التزاید فى عضلة القلب إنخفاض في فیتامین  ھ

  قلب وفشلھ حتى الموت.ویؤدى ذلك الى أكسدة الحامض النووي مما یؤدي إلى ضعف ال

ب  الھدف من البحث : تحدید وشرح الآلیات الممكنة لآثار الحمل الزائد المزمن للحدید  على وظیفة القل
دف  دة كھ ـ) كمضاد للأكس امین (ھ والأوعیة الدمویة في نموذج الجرذان مع تحدید إمكانیة إستخدام فیت

  وقائي محتمل.

ي  تم إجراء ھذه الدراسة مواد وطرق البحث: ة الت ور الجرذان البیضاء البالغ ن ذك ین م دد ثلاث ى ع عل
ى  ١٩٠-١٧٠یبلغ وزنھا  ى المجموعة الأول دم المساواة ال ى ق جم وقد تم تقسیمھا بشكل عشوائي وعل

ة  ة الثالث د، والمجموع د الزائ التى إستخدمت كمجموعة ضابطة، و المجموعة الثانیة ھى مجموعة الحدی
 فیتامین (ه) . ھى مجموعة الحدید الزائد مع

ریانى    دم الش غط ال جیل  ض ب، و تس ى للقل م كھرب جیل رس م تس ة ت رة  التجرب ة فت ي نھای ف
ات  ض إنزیم ریتین وبع د والفی ة: مستوى الحدی ض القیاسات البیوكیمیائی ین  بع دم  لتعی وفصل مصل ال

ونین اى ب تروب روتین القل اتین فسفوكیناز وب دروجیناز وكیری ات دي ھی ل  القلب مثل لاكت ض دلائ وبع
ض السیتوكینات  الیز وبع د وسوبر اوكسید دیسمیوتیز والكات الإجھاد التأكسدى  مثل المالون داى الدھی

جتھا   ٦مثل إنترلوكین وعامل نخر الورم ألفا  والدیبونكتین، كما تم عزل القلب والأورطى وتحضیر أنس
  للدراسة المیكروسكوبیة  للكشف عن ترسیب الحدید.

ائج: دروجیناز  أدى  النت ات دي ھی ب (لاكت ات القل توي إنزیم ي مس اع ف ى إرتف زمن إل د الم د الزائ الحدی
دى  اد  التأكس اب،  والإجھ رات الإلتھ ونین اى) ومؤش ب (تروب روتین القل فوكیناز) وب اتین فس وكیری

ا٦(المالون داى الدھید )، وبعض السیتوكینات مثل إنترلوكین  ط ، وعامل نخر الورم ألفا مع وجود إرتب
ید  وبر أوكس اط س وظ نش كل ملح ض بش ن إنخف ل، ولك ي المص ریتین ف توى الفی ع مس ر م ابي كبی إیج
دم،  ي ال دیسمیوتیز والكاتالیز ومستویات أدیبونكتین مع وجود إرتباط سلبي كبیر مع مستوى الفیریتین ف
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رات موجة  دة فت ة م ع إطال دم م ب وضغط ال دل ضربات القل ض أیضا مع ي  QTc و P ،RRوإنخف ف
ك، تخ ى ذل ب والشریان الأورطى. وعلاوة عل طیط القلب. وقد تبین أیضا ترسب الحدید في أنسجة القل

ي مجموعة  ذكورة أعلاه ف ائج الم ع النت ر لجمی ى إنتعاش كبی ـ) أدى إل امین (ھ فقد وجد أن إستخدام فیت
  الحدید الزائد.

ي الق الاستنتاج: د ف ؤدي زیادة الحدید المزمنة ترتبط مع ترسب أیون الحدی ا ی ة مم ة الدموی ب والأوعی ل
ادة  ى زی ذا العجز إل ن أن یعزى ھ انوي. ویمك ب الث ذى یسمى إعتلال عضلة القل ي وال ل وظیف إلى خل
ـ  كمضاد  امین ھ ا أن إستخدام فیت ونیكتین، كم إجھاد الأكسدة و الإلتھاب و / أو إنخفاض مستویات أدیب

      لدیھ تأثیر وقائي ویمكن أن یحسن بشدة ھذا الخلل. للتأكسد


