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In a previous study, we showed that clonidine, an α2-adrenoceptor agonist, administered prior to hypoxia improves
post-hypoxic contractility (PC) and endothelium-dependent dilatation (PED) in isolated young rat aortas. These
effects were not investigated in old rats. Ageing influences vascular physiology and modifies the response to
vasoactive drugs. Some drugs, such as simvastatin, improve endothelial function, a pivotal component of vascular
homeostasis. This study intends to investigate the effect of pre-hypoxic clonidine administration on post-hypoxic
vasomotricity in old rats with or without simvastatin. Isolated aortic rings from young and old rats were submitted to
hypoxia/reoxygenation (20 min/40 min). For each aorta ring from one rat, clonidine (10–5 M) was administered in two
randomised baths and washed out before hypoxia; two other baths constituted the control group. In some experiments,
the old rats were treated with simvastatin (10 mg.kg–1.day–1) 3 days prior to hypoxia. PED and PC were assessed in
all baths. Clonidine enhances PED in young rats (p<0.001) but decreases it in old rats (p=0.038). In young rats,
clonidine improves PC (p<0.001), but this effect is not present in old rats (p=0.339). Without endothelium, clonidine
does not influence PC in young rats (p= 0.687) but decreases it in old rats (p<0.001). In the simvastatin group,
clonidine improves PED (p<0.001) but does not influence PC (p=0.203). In young rats, clonidine increases PED and
PC, while it decreases PED and does not influence PC in old rats. With simvastatin, clonidine improves PED but does
not influence PC.
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INTRODUCTION
Physicians are confronted daily with the ischemiareperfusion phenomenon (I/R). Vascular and cardiac surgeries,
tourniquet use in orthopaedic surgery, thrombolytic therapy for
stroke and myocardial infarction, organ transplantation and
multiple organ dysfunction syndrome are some examples. The
reperfusion of an ischemic organ is essential for its viability,
but it induces an endothelial dysfunction that jeopardises its
post-ischemic recovery (1-3). The improvement in endothelial
function during early reperfusion is an interesting target for
protective strategies against I/R injuries. A previous study
performed with isolated young rat aorta showed that prehypoxic administration of clonidine, an α2-adrenoceptor
agonist, improves both post-hypoxic endothelium-dependent
dilatation and contractility, demonstrating the local protective
effect on vasomotor tone (4). These findings may partially
explain the beneficial effects of α2-adrenoceptor agonism on
the post-hypoxic organ’s recovery observed in vitro and in vivo

(5-9). However, aging is associated with many vascular
phenotypical modifications in vascular smooth muscle and the
endothelium (increased endothelial dysfunction), which affect
blood vessel physiology and the vascular response to
vasoactive drugs, such as α- and β-adrenergic agonists (10-13).
Aged endothelium and vascular smooth cells have increased
basal oxidative stress and decreased antioxidant cellular
defence capacities, increasing susceptibility to ischemiareperfusion injuries (14, 15). Some drugs improve endothelial
function and decrease hypoxia-reoxygenation. Among these,
statins, or 3-hydroxy-3 methyl-glutaryl-CoA reductase
inhibitors, have been demonstrated to be beneficial for
endothelial function in the elderly animals and humans and to
reduce ischemia-reperfusion injury (16-19).
This study investigated the impact of aging on the clonidineinduced improvement in the post-hypoxic vasomotricity
observed in young rats. We also investigated the effect of
pretreatment with simvastatin on the clonidine effect on posthypoxic vasomotricity in old rats.
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MATERIAL AND METHODS
Animals and aortic ring preparation
All experiments were conducted according to the European
Community Guidelines for the experimental animals. Normal
chow and tap water were given ad libitum. After local animal
ethics committee approval (Pr J- Dehoux, Universite Catholique
de Louvain, UCL MD 2007-018), young (n=24, 250-300 grams,
4-5 weeks old) and old (n=36, 600-700 grams, 63-64 months
old) male Wistar rats were included in the study.
The methodology used for the aortic ring preparation and
hypoxic challenge was described in other studies (20). After
intra-peritoneal injection of thiopental sodium (50 mg.kg–1,
Pentothal, Hospira Enterprises, Hoofddorp, Nederland) and s.c.
morphine (10 mg.kg–1, Sterop, Brussels, Belgium), the
descending thoracic aorta was quickly removed and placed in
warmed Krebs-Henseleit buffer (37°C, composition (in mM):
NaCl 118, NaHCO3 25, KCl 4.8, KH2PO4 1.2, MgCl2 1.2, CaCl2
2.5, and glucose 11). Adherent tissues were carefully removed,
and the aorta was cut into four 3-mm rings. The rings were
mounted onto two stainless steel supports suspended in a bath
filled with Krebs-Henseleit buffer that was changed every 15 min
and bubbled with 95% O2/5% CO2 to maintain a PiO2 between
650 and 700 mmHg and a pH of 7.4. The baths were maintained
at 37°C. The rings were attached to a micrometer connected to an
isometric force transducer (Power Laboratory 400, AD
Instruments, Casterhill, NSW, Australia). The transducer was
linked to an amplifier and a computerised acquisition system
(Acknowledge Software, MP100WSW; Biopac System, Inc.,
Santa Barbara, CA, USA) to record changes in isometric force.
Each aortic ring was equilibrated for 60 minutes with an initial
resting tension of 2 grams (young rats) or 2.5 grams (old rats),
corresponding to an optimal preload for our rat population. After
equilibration, the reproducibility of the contraction for each aortic
ring included in the study was tested by several cycles of
contraction induced by phenylephrine (10–4 M), 4 rinses for 5
minutes each with Krebs-Henseleit buffer, and return to the initial
resting tension. When the first contraction reached a plateau, the
endothelial integrity was verified by administering acetylcholine
(10–6M). In some experiments, the endothelium was removed by
gently rubbing the luminal surface of the vessels with a piece of
stainless steel wire. The endothelium removal was confirmed by
the lack of relaxation in response to acetylcholine in the
contracted aorta.
The methodology used was the same for all groups. Each
experiment was performed on four aortic segments from the same
rat: two were randomised to receive clonidine (10–5 M), and the
other two constituted the control. After fifteen min. incubation,
all of the rings were washed three times (interval 5 min) with
warmed Krebs-Henseleit buffer, and the hypoxic challenge was
started.
Hypoxic challenge
In all groups, hypoxia-reoxygenation (H/R) was performed.
Hypoxia (20 min) was induced by changing the gas mixture to
95% N2/5% CO2 (PiO2 in the bath: 36-38 mmHg after 3 min and
remaining stable, pH 7.4). Reoxygenation was performed for 45
min. During this period, each ring was stabilised at its respective
resting tension. At the end of reoxygenation, post-hypoxic
vasomotricity was tested.
Study groups
Different experiments were conducted to identify the
effect of clonidine on young and old rats. The effect of a

short pre-treatment with simvastatin on the effect of
clonidine on post-hypoxic vasomotricity in old rats was also
investigated.
1. Young rats:
Experiment I: Clonidine (10–5 M) was added to two
randomised baths.
Experiment II: The conditions were identical to
experiment I, but the endothelium was removed before the
experiment.
2. Old rats:
Experiment III: Clonidine (10–5 M) was added to two
randomised baths.
Experiment IV: The conditions were identical to experiment
III, but the endothelium was removed before the experiment.
Experiment V: All of the rats were pre-treated with oral
simvastatin given by gavage at a dose of 10 mg.kg–1 once daily
and 48 h, 24 h, and 1 h before the experiment. The doses of
simvastatin used in previous studies investigating ischemiareperfusion injuries in rats were very variable (20 mg.kg–1-0.5
mg.kg–1). For this study, a dose used in a recent study was
chosen (21). Clonidine (10–5 M) was added to two randomised
baths.
Analysis of post-hypoxic vasomotricity.
Post-hypoxic, endothelium-dependent dilatation was
investigated on pre-contracted aortic rings (phenylephrine
10–4 M) in experiments I, III, and V. After a stable plateau was
reached, the aortic rings were exposed to increasing
concentrations of acetylcholine (10-10-10-4 M) or sodium
nitroprusside (10-10-10-4 M). Relaxation was expressed as the
percentage of the post-hypoxic maximal contraction induced by
phenylephrine. Post-hypoxic blood vessel contractility was
assessed in all experiments. Aortic rings were exposed to
increasing concentrations of phenylephrine (10-10-10-4 M).
Phenylephrine-induced contraction is expressed as a percentage
of the pre-hypoxic maximal contraction in response to
phenylephrine (10–4 M).
Drugs
All concentrations of the drugs used are expressed as the
final molar concentration in Krebs-Henseleit solution.
Simvastatin was purchased from Sigma-Aldrich (Bornem,
Belgium). Clonidine, acetylcholine, and phenylephrine were
obtained from Tocris Bioscience® (Avonmouth, Bristol, United
Kingdom).
Statistical analysis
The percentage of maximal contraction or dilation is
expressed as the mean ± standard deviation. The effect of
clonidine in each of the ten experiments was analysed by
regression with generalised estimating equations (GEEs). This
method allows for the simultaneous study of the influence of
two independent variables: the presence or absence of
clonidine and the varying concentration of acetylcholine or
phenylephrine according to time (covariate) on the measure of
contraction or dilatation in the aortic rings (dependent
variable). Unlike classical linear regression, GEE regression is
valid when the observations are not independent by taking into
account the multiplicity of inter-correlated measurements in
each aortic ring.

167
RESULTS
The effect of pre-hypoxic clonidine administration on posthypoxic aortic vasomotricity
Experiments I and III
In young rats, clonidine improved post-hypoxic
endothelium-dependent dilatation compared to the control
group (–33.0±8.3% and –23.8±8.4%, respectively, p=<0.001)
(Fig. 1a). In contrast, clonidine decreased this measure in old
rats (–31.8±3.2% and –35.6±5.8%, respectively, p=0.038) (Fig.
2a). Compared to the control group, clonidine did not influence
endothelium-independent
dilatation
in
young
rats
(–58.3±12.3% and –59.0±7.2%, respectively, p=0.703) or in old
rats (–58.1±6.3% and –58.4±4.9%, respectively, p=0.454).
Clonidine improved post-hypoxic contractility in young rats
compared to the control group (65.7±25.5% and 41.6±17.6%,
respectively, p<0.001) (Fig. 1b). This difference was not
observed in old rats (87.2±24.1% and 81.3±12.6%, respectively,
p=0.339) (Fig. 2b).
Endothelium removal affects clonidine-dependent post-hypoxic
vasomotricity
Experiments II and IV
Compared to the control group, endothelium removal
abolished the clonidine effect on post-hypoxic contractility in

young rats (112.4±24.2% and 111.6±27.4%, respectively,
p=0.687) (Fig. 1c). In old rats, post-hypoxic contractility was
significantly different between the control group and the
clonidine group (147.5±76.5% and 95.2±44.3%, respectively,
p<0.001) (Fig. 2c).
The effect of pre-treatment with simvastatin on clonidinedependent, post-hypoxic vasomotricity in old rats
Experiment V
In the presence of simvastatin, clonidine improved posthypoxic, endothelium-dependent dilatation compared to the
control group (–31.3±4.4% and –25.0±3.8%, respectively,
p<0.001) (Fig. 3a). No difference was found in post-hypoxic
contractility (69.8±17.3% and 69.4±11.4%, p=0.203) (Fig. 3b).
DISCUSSION
Our findings show that clonidine improves post-hypoxic
endothelial function and post-hypoxic contractility in young rats.
We show also that clonidine increases post-hypoxic endothelial
dysfunction and does not influence post-hypoxic contractility in
old rats, suggesting that age influences the effect of clonidine on
post-hypoxic vasomotricity in isolated old rat aortas. In old rats,
pre-treatment with simvastatin restores the beneficial effect of
clonidine on post-hypoxic endothelial function but does not
influence post-hypoxic contractility.

Fig. 1. The graphs show the effects of pre-hypoxic clonidine administration on post-hypoxic endothelium-dependent dilatation (Fig.
1a, p<0.001), post-hypoxic contraction (Fig. 1b, p<0.001), and post-hypoxic contractility without the endothelium (Fig. 1c, p=0.687)
in young rats. The clonidine (filled circles) and control (open circles) groups (n=6 each) are presented. The results are presented as the
mean ± standard deviation.
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Fig. 2. The graphs show the effect of pre-hypoxic clonidine administration on post-hypoxic endothelium-dependent dilatation (Fig.
2a, p=0.038), post-hypoxic contraction (Fig. 2b, p=0.339), and post-hypoxic contractility without the endothelium (Fig. 2c, p<0.001)
in old rats. The clonidine (filled circles) and control (open circles) groups (n=6) are shown. The results are presented as the mean
± standard deviation.

Fig. 3. The graphs show the effect of pre-hypoxic clonidine administration on post-hypoxic endothelium-dependent dilatation (Fig.
3a, p<0.001) and post-hypoxic contraction in old rats pre-treated with simvastatin (10 mg.kg–1.day–1) (Fig. 3b, p=0.203) in the
clonidine (filled circles) and control (open circles) groups (n=6). The results are presented as the mean ± standard deviation.

Effect of pre-hypoxic clonidine administration on post-hypoxic,
endothelium-dependent dilatation
The results obtained in young rats agree with our previous
data (4). The clonidine effect on improving post-hypoxic
vasomotricity in young rats involves nitric oxide (NO) synthase

and cyclooxygenase (COX) pathways (4). These results are
consistent with other studies that have demonstrated that these
two intracellular pathways are involved in preconditioning,
which is a prosurvival mechanism, and limit ischaemiareperfusion injury (22-26). NO stimulates soluble guanylate
cyclase, which leads to the production of cyclic guanosine
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monophosphate and the activation of protein kinase G, directly
activating mitochondrial K+ATP channels, which are putative endeffectors of preconditioning (24, 25). Cyclooxygenases,
especially COX-2, are implicated in the early phase of
preconditioning in the synthesis of prostaglandin E2 and/or
prostaglandin I2 (22, 23, 26).
Contrary to observations obtained in young rats, our results
show that clonidine increases post-hypoxic endothelial
dysfunction in old rats, demonstrating that age influences the
effect of clonidine. Ageing alters intercellular communication
and transduction pathways, which causes changes in responses
to drugs (27). A pivotal endothelial characteristic of senescence
is a more pronounced activation of inducible NOS (iNOS), an
impaired antioxidant activity and an increased oxidative stress,
which reduces nitric oxide bioavailability and causes
endothelial dysfunction in the basal state (28, 29). The activity
of iNOS progressively increases with age. There is no evidence
concerning endothelial NOS (eNOS) activity. Some studies
have shown increased expression and activity, while others
have described a decrease. However, there is a greater
consensus on the decreased eNOS enzyme activity with aging,
implicating decreased NO bioavaibility (14). The COXsdependent pathways are also affected by senescence. During
aging, endothelial dysfunction is due in part to the release of
endothelium-derived contracting factors that counteract the
vasodilator effect of NO. Age-associated oxidative stress
enhances the production of eicosanoids and shifts their
production/effects from vasodilatation and anti-thrombosis
(prostacyclin-PGI2) to vasoconstriction (thromboxane A2),
prothrombosis and inflammation (30, 31). The activation of
COXs by clonidine in old rats could increase the production of
vasoconstrictive eicosanoids and be responsible for most of the
endothelial dysfunction observed during reoxygenation.
Surprisingly, our findings showed that in ageing rats,
simvastatin restores the beneficial effect of clonidine on the
post-hypoxic endothelial function observed in young rats.
Statins are known to decrease ischemia-reperfusion injury (19,
23, 32, 33). These protective effects seem to be mediated by the
inhibition of the mevalonate pathway and modulation of
cytokine production (32, 33). Here, we show that simvastatin
modifies the effect of a drug in restoring the protective effect of
clonidine on endothelial function. Shortly after its
administration, simvastatin upregulates different isoforms of the
NO synthase enzyme (eNOS, iNOS and neuronalNOS),
increasing NO bioavaibility (34). Clonidine can activate eNOS
to induce a protective effect on post-hypoxic endothelial
function, as seen in young rats.
Effect of pre-hypoxic clonidine administration on post-hypoxic
blood vessel contractility
We also investigated the effect of pre-hypoxic clonidine
administration on post-hypoxic aortic contractility. Our findings
show that the pre-hypoxic administration of clonidine increases
aortic post-hypoxic contractility in young rats but does not
influence it in old rats. The results obtained in young rats agree
with our previous study in which we demonstrated that an intact
endothelium and COX are essential to generating the effect of
clonidine on post-hypoxic contractility (4). In old rats,
endothelial dysfunction, alterations in transduction pathways,
and communications between endothelial cells and smooth
muscle cells related to age abolished the effect of clonidine on
post-hypoxic contractility observed in young rats (27).
Contrary to the results in young rats, endothelium removal
dramatically increased post-hypoxic contractility in the control
group for the old rats. Clonidine administration prior to
hypoxia modulates contractility. These observations suggest a

direct action of clonidine on vascular smooth muscle cells.
Some studies have shown that α2-adrenoceptor stimulation in
vascular smooth muscle cells hyperpolarises the cell (ATPdependent potassium channel activation) and limits
hypoxia/reoxygenation-induced intracellular calcium overload
(35, 36). Moreover, clonidine is also an α2-adrenergic receptor
agonist. Stimulation of this receptor, which is expressed on
vascular smooth muscle cells, also limits H/R injury (37).
However, these actions seem discrete and are only obvious in
the absence of endothelium.
Simvastatin directly acts on vascular smooth muscle cells
and limits the production of vasoconstrictive mediators (19, 38).
Its anti-oxidant, antiproliferative and calcium mobilisation
effects have been reported to be due to the inhibition of
isoprenoid intermediate synthesis (39). However, despite its
beneficial properties, our results fail to show a clonidine-induced
improvement in post-hypoxic contractility in old rats pre-treated
with simvastatin.
Our study is descriptive and did not investigate the
intracellular mechanism underlying the observed effects. It has
several limitations. First, the aorta is a conduit vessel. Although it
is sensitive to H/R injuries, its contribution to vascular resistance
and blood distribution is minimal. However, no other studies
have evaluated the effect of clonidine on the preservation of
endothelial function and vasomotricity in old aortas. Second, α2adrenergic receptors are widely distributed in the vascular
system. This spread varies with species, ageing, vessel diameter,
and vascular bed. Considering the heterogeneity in the
distribution of α2-adrenergic receptors, the effect of clonidine
might differ in vessels of differing diameter and resistance levels.
Further studies are necessary to clarify this issue. Third, these
blood vessel studies provide useful but isolated mechanistic
information. In the intact animal, clonidine interacts with the
sympathetic nervous system, which decreases sympathetic output
and catecholamine release through central mechanisms.
In summary, our study demonstrates that clonidine
administration before hypoxia improves post-hypoxic,
endothelium-dependent dilatation and increases post-hypoxic
contractility of the aorta in young rats. However, clonidine
administration decreases post-hypoxic, endothelium-dependent
dilatation and does not influence post-hypoxic contractility in
old rats. When old rats were pre-treated with simvastatin,
clonidine improved post-hypoxic, endothelium-dependent
dilatation but did not have an effect on post-hypoxic
contractility.
Acknowledgements: This work was performed in the
Laboratory of Anaesthesiology, Universite Catholique de
Louvain, Cliniques Universitaires UCL Saint-Luc, 10 Avenue
Hippocrate, 1200, Brussels, Belgium. This work was supported
by the Department of Anaesthesiology of UCL Saint-Luc,
Brussels; Universite Catholique de Louvain, Brussels, Belgium,
and by the CHU-UCL de Mont-Godinne, Yvoir, Belgium.
Conflict of interests: None declared.
REFERENCES
1. Garcia SC, Pomblum V, Gams E, Langenbach MR, Schipke
JD. Independency of myocardial stunning of endothelial
stunning? Basic Res Cardiol 2007; 102: 359-367.
2. Lefer AM, Tsao PS, Lefer DJ, Ma XL. Role of endothelial
dysfunction in the pathogenesis of reperfusion injury after
myocardial ischemia. FASEB J 1991; 5: 2029-2034.
3. Qi XL, Nguyen TL, Andries L, Sys SU, Rouleau JL.
Vascular endothelial dysfunction contributes to myocardial

170

4.

5.

6.

7.

8.

9.
10.
11.
12.

13.

14.
15.
16.

17.

18.

19.
20.

21.

depression in ischemia-reperfusion in the rat. Can J Physiol
Pharmacol 1998; 76: 35-45.
Gourdin MJ, Ponchau O, Jamart J, De Kock M. Prehypoxic
clonidine administration improves vasomotricity of isolated
rat aorta during reoxygenation. Eur J Anaesthesiol 2010; 27:
965-972.
Dean JM, George S, Naylor AS, Mallard C, Gunn AJ,
Bennet L. Partial neuroprotection with low-dose infusion of
the alpha2-adrenergic receptor agonist clonidine after severe
hypoxia in preterm fetal sheep. Neuropharmacology 2008;
55: 166-174.
Guo H, Takahashi S, Cho S, Hara T, Tomiyasu S, Sumikawa
K. The effects of dexmedetomidine on left ventricular
function during hypoxia and reoxygenation in isolated rat
hearts. Anesth Analg 2005; 100: 629-635.
Laudenbach V, Mantz J, Lagercrantz H, Desmonts JM, Evrard
P, Gressens P. Effects of alpha(2)-adrenoceptor agonists on
perinatal excitotoxic brain injury: comparison of clonidine
and dexmedetomidine. Anesthesiology 2002; 96: 134-141.
Okada H, Kurita T, Mochizuki T, Morita K, Sato S. The
cardioprotective effect of dexmedetomidine on global
ischaemia in isolated rat hearths. Resuscitation 2007; 74:
538-545.
Solez K, Ideura T, Silvia CB, Hamilton B, Saito H.
Clonidine after renal ischemia to lessen acute renal failure
and microvascular damage. Kidney Int 1980; 18: 309-322.
Bursztyn M, Bresnahan M, Gavras I, Gavras H. Effect of
aging on vasopressin, catecholamines, and alpha2-adrenergic
receptors. J Am Geriatr Soc 1990; 38: 628-632.
Elliott HL, Sumner DJ, McLean K, Reid JL. Effect of age on
the responsiveness of vascular alpha-adrenoceptors in man.
J Cardiovasc Pharmacol 1982; 4: 388-392.
McAdams RP, Waterfall JF. The effect of age on the
sensitivity of pre- and postsynaptic alpha-adrenoceptors to
agonists and antagonists in the rat. Naunyn Schmiedebergs
Arch Pharmacol 1986; 334: 430-435.
Schutzer WE, Xue H, Reed JF, Mader SL. Effect of age on
vascular beta2-adrenergic receptor desensitization is not
mediated by the receptor coupling to Galphai proteins.
J Gerontol A Biol Sci Med Sci 2006; 61: 899-906.
Brandes RP, Fleming I, Busse R. Endothelial aging.
Cardiovasc Res 2005; 66: 286-294.
Wojtovich AP, Nadtochiy SM, Brookes PS, Nehrke K.
Ischemic preconditioning: the role of mitochondria and
aging. Exp Gerontol 2012; 47: 1-7.
Pirogov AL, Al’tman DA, Ermak EM, Davydova EV.
Pleiotropic effects of small dozes simvastatin in patients of
senile age with chronic heart failure. Adv Gerontol 2009; 22:
356-363
Liu PY, Liu YW, Lin LJ, Chen JH, Lia JK. Evidence for
statin pleiotropy in humans: differential effects of statins and
ezetimibe on rho-associated coiled-coil containing protein
kinase activity, endothelial function, and inflammation.
Circulation 2009; 119: 131-138.
de Sotomayor MA, Perez-Guerrero C, Herrrera MD, et al.
Improvement of age-related endothelial dysfunction by
simvastatin: effect on NO and COX pathways. Br J
Pharmacol 2005; 146: 1130-1138.
Abdul Rahman MN, Chetter IC. Statins and ischaemia
reperfusion injury: a molecular biological review. Curr Vasc
Pharmacol 2010; 8: 831-835.
Besse S, Tanguy S, Riou B, et al. Coronary and aortic
vasoreactivity protection with endothelin receptor
antagonist, bosentan, after ischemia and hypoxia in aged
rats. Eur J Pharmacol 2001; 432: 167-175.
Slijper N, Sukhotnik I, Chemodanov E, et al. Effect of
simvastatin on intestinal recovery following gut ischemia-

22.

23.
24.

25.

26.

27.
28.

29.

30.

31.

32.
33.
34.

35.

36.

37.

38.

reperfusion injury in a rat. Pediatr Surg Int 2010; 26:
105-110.
Alcindor D, Krolikowski JG, Pagel PS, Warltier DC, Kersten
JR. Cyclooxygenase-2 mediates ischemic, anesthetic, and
pharmacologic preconditioning in vivo. Anesthesiology
2004; 100: 547-554.
Birnbaum Y, Ye Y, Rosanio S, et al. Prostaglandins mediate
the cardioprotective effects of atorvastatin against ischemiareperfusion injury. Cardiovasc Res 2005; 65: 345-355.
Cuong DV, Kim N, Youm JB, et al. Nitric oxide-cGMPprotein kinase G signaling pathway induces anoxic
preconditioning through activation of ATP-sensitive K+
channels in rat hearts. Am J Physiol Heart Circ Physiol
2006; 290: H1808-H1817.
Han J, Kim N, Joo H, Kim E, Earm YE. ATP-sensitive K(+)
channel activation by nitric oxide and protein kinase G in
rabbit ventricular myocytes. Am J Physiol Heart Circ
Physiol 2002; 283: H1545-H1554.
Tosaka S, Tosaka R, Matsumoto S, Maekawa T, Cho S,
Sumikawa K. Roles of cyclooxygenase 2 in sevoflurane- and
olprinone-induced early phase of preconditioning and
postconditioning against myocardial infarction in rat hearts.
J Cardiovasc Pharmacol Ther 2011; 16: 72-78.
Yildiz O. Vascular smooth muscle and endothelial functions
in aging. Ann NY Acad Sci 2007; 1100: 353-360.
Csiszar A, Pacher P, Kaley G, Ungvari Z. Role of oxidative
and nitrosative stress, longevity genes and poly(ADP-ribose)
polymerase in cardiovascular dysfunction associated with
aging. Curr Vasc Pharmacol 2005; 3: 285-291.
Singh N, Prasad S, Singer SR, MacAllister RJ. Ageing is
associated with impairment of nitric oxide and prostanoid
dilator pathways in the human forearm. Clin Sci 2002; 102:
595-600.
Feletou M, Cohen R, Vanhoutte P, Verbeuren T. TP
Receptors and oxidative stress: hand in hand from
endothelial dysfunction to atherosclerosis. Adv Pharmacol
2010; 60: 85-106.
Gendron M, Thorin E. A change in the redox environment
and thromboxane A2 production precede endothelial
dysfunction in mice. Am J Physiol Heart Circ Physiol 2007;
293: H2508-H2515.
Sharyo S, Yokota-Ikeda N, Mori M, et al. Pravastatin
improves renal ischemia-reperfusion injury by inhibiting the
mevalonate pathway. Kidney Int 2008; 74: 577-584.
Yokota N, O’Donnell M, Daniels F, et al. Protective effect of
HMG-CoA reductase inhibitor on experimental renal
ischemia-reperfusion injury. Am J Nephrol 2003; 23: 13-17.
Harris M, Blackstone M, Sood S, et al. Acute activation and
phosphorylation of endothelial nitric oxide synthase by
HMG-CoA reductase inhibitors. Am J Physiol Heart Circ
Physiol 2004; 287: H560-H566.
Baczko I, Giles WR, Light PE. Pharmacological activation
channels
reduces
of
plasma-membrane
KATP
reoxygenation-induced Ca2+ overload in cardiac myocytes
via modulation of the diastolic membrane potential. Br J
Pharmacol 2004; 141: 1059-1067.
Cipolla MJ, Smith J, Kohlmeyer MM, Godfrey JA. SKCa
and IKCa channels, myogenic tone, and vasodilator
responses in middle cerebral arteries and parenchymal
arterioles: effect of ischemia and reperfusion. Stroke 2009;
40: 1451-1457.
Gao H, Chen L, Yang HT. Activation of alpha1βadrenoceptors alleviates ischemia/reperfusion injury by
limitation of mitochondrial Ca2+ overload in
cardiomyocytes. Cardiovasc Res 2007; 75: 584-595.
Alvarez de Sotomayor M, Vega S, Mingorance C,
Marhuenda E, Herrera MD. Effects of HMG-CoA reductase

171
inhibition by simvastatin on vascular dysfunction induced by
lipopolysaccharide in rats. Pharmacology 2008; 82: 89-96.
39. Alvarez de Sotomayor M, Perez-Guerrero C, Herrera MD,
Marhuenda E. Effect of simvastatin on vascular smooth
muscle responsiveness: involvement of Ca2+ homeostasis.
Eur J Pharmacol 2001; 415: 217-224.

R e c e i v e d : May 11, 2011
A c c e p t e d : April 23, 2012
Author’s address: Dr. Maximilien J. Gourdin, Centre
Hospitalier Universitaire UCL de Mont-Godinne, Department of
Anaesthesiology, 1 Avenue Docteur G Therrasse, 5530 Yvoir,
Belgium; E-mail: maximilien.gourdin@uclouvain.be

