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Background/Objective. It is known that menopause or lack of endogenous estrogen is a risk factor for endothelial dysfunction and
CAD. Lectin-like oxidized low-density lipoprotein receptor-1 (LOX-1) is involved inmultiple phases of vascular dysfunction.The
purpose of the current study was to determine the association between soluble LOX-1 (sLOX-1) and pregnancy followed by delivery
in women of reproductive age. Materials/Methods. Sixty-eight subjects with pregnancy followed by delivery (group 1) and 57
subjects with nongravidity (group 2) were included in this study. Levels of sLOX-1 were measured in serum by EL SA. Results.
Plasma levels of sLOX-1 were significantly lower in Group 1 than Group 2 in women of reproductive age (0.52 ± 0.18 ng/mL and
0.78 ± 0.13, resp., P < 0.001). There were strong correlations between sLOX-1 levels and the number of gravida (r = −0.645,
P < 0.001). The levels of sLOX-1 highly correlated with the number of parous (r = −0.683, P < 0.001). Conclusion. Our
study demonstrated that serum sLOX-1 levels were associated with pregnancy followed by delivery that might predict endothelial
dysfunction. We conclude that pregnancy followed by delivery may delay the beginning and progress of arteriosclerosis and its
clinical manifestations in women of reproductive age.

1. Introduction
Even though substantial eﬀorts have been made to improve
education and public awareness and despite the use of
eﬀective medications and life-style changes for controlling
the associated risk factors, coronary artery disease (CAD)
remains the leading cause of death in women worldwide
[1, 2]. In contrast to age-matched men, the incidence of
clinical manifestations of CAD is considerably lower in premenopausal women; however, most of women develop CAD
after menopause when endogenous estrogen levels are low
[3–5].
During normal menstrual cycles, women show high
levels of estrogen just before ovulation and during the luteal
phase and in the normal physiology of pregnancy, women
have significantly higher levels of estrogen derived mainly
from the placenta [6]. Estrogens have been known to exert
various positive eﬀects on the cardiovascular system [7, 8].

It has thus been shown that estrogens retard the atherosclerotic process and induce rapid vasodilatation through the
production of an endothelium-derived vasoactive mediator,
nitric oxide (NO) [8–10]. Hashimoto et al. [11] reported that
endothelium-dependent vasodilatation is increased in young
women during the phases of their menstrual cycles when
endogenous estrogen levels are high, and pregnant women
show significantly high levels of estrogen. Some studies have
documented that estrogens are potent antioxidants and
decrease low-density lipoprotein cholesterol (LDL-C) oxidation in vitro and in vivo [12, 13]. While estrogens decrease
lipid peroxidation and formation of reactive oxygen species
[14], androgens and progestins increase oxidative stress
parameters [15].
Lectin-like oxidized low-density lipoprotein receptor-1
(LOX-1), a type II membrane glycoprotein, is the major
receptor for oxidized low-density lipoprotein (ox-LDL) in
endothelial cells [16]. Oxidative stress and ox-LDL both alter
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endothelial biology by activating a specific receptor LOX-1.
The activation of LOX-1 has been shown to lead to further
oxidative stress in endothelial cells and the appearance of
proinflammatory phenotype [17]. LOX-1, furthermore, is
cleaved at the membrane-proximal extracellular domain by
proteases [18, 19] that may also be associated with endothelial dysfunction and atherosclerotic plaque formation and
destabilization, resulting in soluble LOX-1 (sLOX-1) release
into the circulation [19]. Since the level of soluble receptors
in circulating blood may reflect the expression of membrane
proteins and disease activities, sLOX-1 may be a potential
biomarker of vascular disease assessment.
Therefore, we hypothesized that if women have been
exposed for a longer time and/or at a higher level to
endogenous (not exogenous) estrogen, such as pregnancy
followed by delivery and/or gravidity, they may obtain
estrogen’s beneficial “cardioprotective,” “antiatherosclerosis,”
and/or “antioxidant” eﬀect. The purpose of the current
study was to determine the association between pregnancy
followed by delivery and sLOX-1.

2. Methods
2.1. Patient Population. From January 2010 to June 2011, we
prospectively evaluated 1284 patients in cardiology outpatient clinic of our hospital. Sixty-eight subjects with pregnancy followed by delivery (Group 1) and 57 subjects with
nongravidity (Group 2) were included in this study. All participants provided written informed consent to participate
in the study. The protocol was approved by the local Ethics
Committee.
Exclusion criteria included pregnancy, known polycystic
ovary syndrome, congestive heart failure (ejection fraction
<50%), myocardial infarction, stroke, known peripheral
atherosclerotic disease, surgical coronary intervention, other
major vascular surgical procedures, coronary angioplasty,
unstable angina pectoris, diabetes mellitus, hypertension,
suspected myocarditis or pericarditis, impaired renal function (creatinine ≥1.4 mg/dL), unstable endocrine or metabolic diseases known to influence serum inflammation
markers, concomitant inflammatory diseases such as infections and autoimmune disorders, active or chronic hepatic/
hepatobiliary disease, and malignancy. Patients taking oral
contraceptive, corticosteroids, anti-oxidant vitamins, and
alcohol were also excluded from the study.
2.2. Blood Sampling and Laboratory Methods. Blood samples
of all individuals were taken from an antecubital vein following an overnight fasting state at the first three days of menarche. After centrifugation at 3000 ×g for 10 minutes,
serum and plasma samples were frozen and stored at −80◦ C
until an assay could be performed. Serum sLOX-1 levels were
measured by a commercially available enzyme-linked immunosorbent assay kit (USCN Life Science, Wuhan, China).
The detection limit for serum sLOX-1 level was 2.4 pg/mL
with a coeﬃcient of variation <5%. Triglyceride (TG), total
cholesterol (tot-C), LDL-C, and high-density lipoprotein
cholesterol (HDL-C) concentrations were measured by
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automated chemistry analyzer (Roche Diagnostics, Indianapolis, USA) by using commercially available kits.

3. Statistical Analysis
Continuous variables were given as mean ± SD; categorical
variables were defined as percentages. Comparisons between
Group-1 and Group-2 were carried out using an independent
samples t-test. Correlation analyses were performed using
the Pearson coeﬃcient of correlation. SPSS 15.0 software was
used for basic statistical analysis (Version 15, SPSS Inc., and
Chicago, IL, USA). A value of P < 0.05 was accepted as statistically significant.

4. Result
The clinical and demographic characteristics of study subjects were summarized in Table 1. The mean age was 33.5 ±
6.1 years in pregnancy followed by delivery group and 35.5 ±
7.5 years in nongravidity group (P = 0.1). The mean age of
first menarche was 12.1 ± 2.3 years in pregnancy followed
by delivery group and 11.9 ± 1.9 years in nongravidity group
(P = 0.5). The rates of family history and smoke were similar
between the two groups (Table 1). The smoker subjects in
Group 1 had 3.5 ± 1.3 pack-year history of smoking, and
smoker subjects in Group 2 had 5.0 ± 2.1 pack-year history
of smoking (P = 0.1). The levels of total-C, LDL-C, HDLC, and triglyceride were also similar between the two groups
(Table 1).
Figure 1 shows the sLOX-1 levels between two groups.
The sLOX-1 levels were significantly higher in nongravidity
group than pregnancy followed by delivery group (0.78 ±
0.13 ng/mL and 0.52 ± 0.18 ng/mL, resp., P < 0.001). The
sLOX-1 levels highly negatively correlated with the number
of gravida (Figure 2, r = −0.645, P < 0.001). Figure 3
shows a highly negative correlation between sLOX-1 levels
and number of parous (r = −0.683, P < 0.001). The sLOX-1
levels were not correlated with age and age of first menarche
(r = 0.055, P = 0.541 and r = −0.015, P = 0.865, resp.).
In the multiple linear regression analysis age was positively
related and number of gravity was negatively related with
sLOX-1 levels (for age P = 0.011, beta = 0.169, t = 2, 589
for parous P < 0.001, beta = −0.713, t = −10, 912).

5. Discussion
To the best of our knowledge, this is the first study that
shows the relationship between sLOX-1 levels and pregnancy
followed by delivery in women of reproductive age. This
study showed that women who had at least 1 pregnancy
followed by delivery showed a decreased level of sLOX-1
compared with those who had never experienced delivery.
The sLOX-1 levels had significantly negative correlation with
gravida and parous. We hypothesized that if women have
been exposed for a longer time and/or at a higher level to
endogenous (not exogenous) estrogen, such as pregnancy
followed by delivery and/or gravidity, they may obtain
estrogen’s beneficial eﬀect and may have a greater decrease
in level of sLOX-1. These findings may support the idea that
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Table 1: The clinical and demographic characteristics of study subjects.

Age (years)
Age of menarche (years)
Smoke (%)
Family history (%)
Lipid profile (mg/dL)
Total-C
LDL-C
HDL-C
Triglycerides

Group 1 ( n = 68)
33.5 ± 6.1
12.1 ± 2.3
11.8%
7.4%

Group 2 (n = 57)
35.5 ± 7.5
11.9 ± 1.9
15.8%
5.3%

P value
0.1
0.5
0.6
0.7

179 ± 39
108 ± 31
45 ± 12
120 ± 66

183 ± 28
113 ± 23
45 ± 11
132 ± 58

0.4
0.3
0.7
0.3

Data expressed as mean ± SD or percentage. P < 0.05 was accepted as statistically significant. Total-C: total cholesterol, LDL-C: low-density lipoprotein
cholesterol, HDL-C: high-density lipoprotein cholesterol. Group 1: pregnancy followed by delivery group, Group 2: nongravidity group.

as long as women are exposed to endogenous estrogen they
have decreased level of sLOX-1.
Coronary artery disease remains the leading cause of
death in the 21st century. Despite the advances in this area, it
is still the main cause of death among women in developed
countries [20]. The prevalence of CAD in premenopausal
women is smaller than in postmenopausal women, when
there is an exponential increase, making the risk for women
equal to that for men by the age of 65–70 years. This lag
concerning the age period at which the frequency of cardiovascular events increases among women as compared to men
has been ascribed to the actions of endogenous estrogen on
the cardiovascular system, through mechanisms as yet not
completely clarified.
The well-known risks for CAD, such as systemic hypertension, smoking, obesity, sedentary life-style, dyslipidemia,
stress, family history of CAD, diabetes mellitus, menopause,
lack of endogenous estrogen, and insulin resistance, are numerous [21]. More recently, endothelial vascular dysfunction
has become suspected as being associated with CAD. The
term endothelial dysfunction is more frequently used to refering reduction in endothelium-dependent vasodilatation,
associated with diminished bioactivity of local vasodilative
factors (especially NO). Data from prospective trials have
been confirming the hypothesis that endothelial dysfunction
precedes the emergence of chronic disorders. Currently, it is
a consensus that endothelial dysfunction is the initial event
in development of atherosclerosis [22]. There are many techniques for investigating the endothelial function, from those
that focus on cellular and molecular aspects, through methods involving tissue culture and molecular biology tools, to
clinical trials applied to human beings, using invasive and
noninvasive procedures to evaluate endothelium-dependent
vasodilatation, or the determination of plasmatic substances
that indicate endothelial activation and/or damage.
The incidence of CAD and mortality is very low in
women of reproductive age but rises to a significant level in
menopause women [23]. There is evidence of an association
between endothelial dysfunction and reduced endogenous
production of estrogens after natural or surgical menopause
or premature ovarian failure in women with or without
CAD [24–27]. The actions of endogenous estrogens on the

cardiovascular system can be mediated directly on the vessels
or indirectly through the modulation of cardiovascular risk
factors, as well as on the lipid profile [28]. The direct eﬀects
of estrogen on the vascular system and which modulate the
vascular tonus comprise the following 1 acute vasodilatation,
increasing the synthesis and bioactivity of NO [29, 30];
2 long-term modulation of vascular tonus, regulating the
production of prostaglandins and expression of endothelial
nitric oxide synthase and the endothelin gene [31]; 3
inhibition of endothelin-induced vasoconstriction [32]; and
4 inhibition of sympathetic activity [24]. In addition to these
actions on the vascular tonus, estrogen exerts an antiproliferative action on the vascular smooth layer [33]. Also, it
appears to have a major role in vascular remodeling, inhibiting the proliferation of the inner layer after injury [34] and
increasing the expression of contractile proteins in the myocardium [35].
Disturbances in endothelial function have an important
role in the physiopathology of atherosclerosis, and several
lines of evidence suggest that interventions in endothelial
function could modify the progress rates of atherosclerotic
disease and the risk of cardiovascular events. Some studies
have documented that estrogens are potent antioxidants and
decrease LDL-C oxidation in vitro and in vivo [12, 13].
Studies on the mechanism of estrogen antioxidant eﬀects
have shown that estrogen strongly inhibits superoxide formation with minor eﬀects on hydrogen peroxide and hydroxyl
radical formation [14]. While estrogen decreases lipid peroxidation and formation of reactive oxygen species, [14]
androgens and progestins increase oxidative stress parameters [15]. Clinical studies on humans using 17β-estradiolbased preparations have clearly shown decreased LDL-C
oxidation, and in addition, estradiol reduces the development of early lesions of atherosclerosis, in part through
the eﬀects on lipid metabolism which reduce lipid deposits
in the endothelium [36, 37].
Cevic et al. demonstrated that a high concentration of
estrogen reduces the level of asymmetric dimethylarginine
(ADMA), which is an endogenous competitive inhibitor of
NO synthase [38]. Estradiol, by reducing ADMA, may therefore facilitate NO synthesis in endothelial cells. Hashimoto
et al. [39] also demonstrated that women who had had at
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Figure 1: The comparison of sLOX-1 levels between two groups
(Group 1: pregnancy followed by delivery group, Group 2: nongravidity group. Soluble LOX-1 levels were 0.78 ± 0.13 ng/mL in
nongravidity group and 0.52 ± 0.18 ng/mL in pregnancy followed
by delivery group, P < 0.001).
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Figure 2: The correlation between sLOX-1 levels and number of
gravida.

least 1 pregnancy followed by delivery showed a decreased
level of arteriosclerosis, measured noninvasively by brachialankle pulse wave velocity (ba-PWV) as an indicator of
arteriosclerosis. It was closely correlated with aortic arterial
stiﬀness and the severity of atherosclerosis, compared with
those who had never experienced delivery. Human umbilical
vein endothelial cells exposed to high concentration of 17βestradiol were used as an antiatherosclerogenic agent to
demonstrate feasibility in an in vitro vascular model [40].
LOX-1, a type II membrane glycoprotein, is the major
receptor for ox-LDL in endothelial cells [16]. It is also
expressed by macrophages and vascular smooth muscle cells
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6

Figure 3: The correlation between sLOX-1 levels and number of
parous.

[41]. Oxidative stress and ox-LDL both alter endothelial biology by activating a specific receptor LOX-1. The activation
of LOX-1 has been shown to lead to further oxidative stress
in endothelial cells and the appearance of proinflammatory
phenotype [17]. LOX-1 has been implicated in vascular
inflammation and atherosclerotic plaque formation, progression, and destabilization [42, 43]. LOX-1, furthermore,
is cleaved at the membrane-proximal extracellular domain
by proteases, including a disintegrin and matrix metalloproteinases (MMPs) [18, 19] that may also be associated with
plaque vulnerability or rupture, resulting in soluble LOX1 (sLOX-1) release into the circulation [19]. In addition,
plasma sLOX-1 levels were higher in males and smokers than
in females and nonsmokers, probably because endogenous
estrogen and smoking aﬀect plaque vulnerability by protecting vascular cells from inflammation (the former) [8] and
by inducing oxidative stress and inflammation (the latter)
[44]. In experimental animal models, LOX-1 expression is
closely associated with morphological plaque instability and
cell apoptosis, as well as with the expression of MMPs and
tissue factor, all of which are associated with plaque rupture
and thrombus formation [45–47]. A study demonstrated
that LOX-1 deficiency significantly decreases the formation
of atherosclerotic lesions and endothelial dysfunction [48].
It is well known that menopause or lack of endogenous
estrogen is a risk factor for cardiovascular disease [49–51].
Hashimoto et al. [39] reported that women who are regularly
menstruating have a decreased PWV compared with postmenopausal women of the same age and a younger age
at menarche correlates with PWV reduction. This finding
may support the idea that as long as women are exposed
to endogenous estrogen they have decreased endothelial
dysfunction. Cardiovascular risk increases after bilateral
ovariectomy and in conditions associated with impaired
ovarian function. Thus, ovarian dysfunction and either natural or surgical menopause have been recognized as a major
risk factor for accelerated atherosclerotic vascular disease
development [3, 52]. In stages of disrupted ovulatory cycling,
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low levels of endogenous oestrogens during premenopausal
years accelerate the progression of atherosclerosis [53, 54],
which can be reversed by oestrogen therapy in animals [53].
In addition, results from experimental studies and recent
clinical trials indicate that oestrogen therapy started within
few years after menopause, that is, before the development
of severe atherosclerosis, may in fact reduce cardiovascular
risk [5, 55–59]. In contrast, initiation of oestrogen therapy
many years after menopause, that is, when advanced and
multiple atherosclerotic lesions are present, may have no or
even deleterious cardiovascular eﬀects [5, 55–59].
In conclusion, our study demonstrated that serum sLOX1 levels were associated with pregnancy followed by delivery
which might predict endothelial dysfunction. Pregnancy
followed by delivery may improve endothelial function and
prevent the progress of atherosclerosis in women of reproductive age. LOX-1 can be used as a target for imaging of
endothelial function. We conclude that pregnancy followed
by delivery may delay the progress of arteriosclerosis and its
clinical manifestations in women of reproductive age.

Conflict of Interests
The authors declare that they have no conflict of interests.

Author’s Contributions
M. Balin and A. Celik conceived and designed the study. M.
A. Kobat and A. Baydas assembled the data. A. Celik analyzed
and interpreted the data. M. Balin, A. Celik, M. A. Kobat
and A. Baydas provided materials and analysis tools. M. Balin
and A. Celik jointly wrote the paper. All authors participated
in the preparation of the manuscript and gave their final
approval of the paper.

References
[1] S. Yusuf, S. Reddy, S. Ounpuu, and S. Anand, “Global burden
of cardiovascular diseases—part I: general considerations, the
epidemiologic transition, risk factors, and impact of urbanization,” Circulation, vol. 104, no. 22, pp. 2746–2753, 2001.
[2] P. Libby, “The forgotten majority: unfinished business in
cardiovascular risk reduction,” Journal of the American College
of Cardiology, vol. 46, no. 7, pp. 1225–1228, 2005.
[3] J. C. Witteman, D. E. Grobbee, F. J. Kok, A. Hofman, and H. A.
Valkenburg, “Increased risk of atherosclerosis in women after
the menopause,” British Medical Journal, vol. 298, no. 6674,
pp. 642–644, 1989.
[4] E. Barrett-Connor, “Sex diﬀerences in coronary heart disease:
why are women so superior? The 1995 ancel keys lecture,”
Circulation, vol. 95, no. 1, pp. 252–264, 1997.
[5] R. K. Dubey, B. Imthurn, M. Barton, and E. K. Jackson, “Vascular consequences of menopause and hormone therapy: importance of timing of treatment and type of estrogen,” Cardiovascular Research, vol. 66, no. 2, pp. 295–306, 2005.
[6] P. K. Siiteri and P. C. MacDonald, “Placental estrogen biosynthesis during human pregnancy.,” Journal of Clinical Endocrinology and Metabolism, vol. 26, no. 7, pp. 751–761, 1966.
[7] T. Simoncini and A. R. Genazzani, “Non-genomic actions of
sex steroid hormones,” European Journal of Endocrinology, vol.
148, no. 3, pp. 281–292, 2003.

5
[8] M. E. Mendelsohn and R. H. Karas, “The protective eﬀects
of estrogen on the cardiovascular system,” The New England
Journal of Medicine, vol. 340, no. 23, pp. 1801–1811, 1999.
[9] M. R. Adams, J. R. Kaplan, S. B. Manuck et al., “Inhibition of
coronary artery atherosclerosis by 17-beta estradiol in ovariectomized monkeys. Lack of an eﬀect of added progesterone,”
Arteriosclerosis, vol. 10, no. 6, pp. 1051–1057, 1990.
[10] D. M. Gilligan, A. A. Quyyumi, and R. O. Cannon III, “Eﬀects
of physiological levels of estrogen on coronary vasomotor
function in postmenopausal women,” Circulation, vol. 89, no.
6, pp. 2545–2551, 1994.
[11] M. Hashimoto, M. Akishita, M. Eto et al., “Modulation
of endothelium-dependent flow-mediated dilatation of the
brachial artery by sex and menstrual cycle,” Circulation, vol.
92, no. 12, pp. 3431–3435, 1995.
[12] M. T. Subbiah, “Mechanisms of cardioprotection by estrogens,” Proceedings of the Society for Experimental Biology and
Medicine, vol. 217, no. 1, pp. 23–29, 1998.
[13] S. Ayres, M. Tang, and M. T. R. Subbiah, “Estradiol-17beta as
an antioxidant: some distinct features when compared with
common fat-soluble antioxidants,” Journal of Laboratory and
Clinical Medicine, vol. 128, no. 4, pp. 367–375, 1996.
[14] S. Ayres, W. Abplanalp, J. H. Liu, and M. T. Subbiah, “Mechanisms involved in the protective eﬀect of estradiol-17beta
on lipid peroxidation and DNA damage,” American Journal of
Physiology, vol. 274, no. 6, pp. E1002–E1008, 1998.
[15] X. D. Zhu, B. Bonet, and R. H. Knopp, “17beta-estradiol,
progesterone, and testosterone inversely modulate low-density
lipoprotein oxidation and cytotoxicity in cultured placental
trophoblast and macrophages,” American Journal of Obstetrics
and Gynecology, vol. 177, pp. 196–209, 1997.
[16] T. Sawamura, N. Kume, T. Aoyama et al., “An endothelial receptor for oxidized low-density lipoprotein,” Nature, vol. 386,
no. 6620, pp. 73–77, 1997.
[17] J. Chen and J. L. Mehta, “Role of oxidative stress in coronary
heart disease,” Indian Heart Journal, vol. 56, no. 2, pp. 163–
173, 2004.
[18] H. Mitsuoka, N. Kume, K. Hayashida et al., “Interleukin 18
stimulates release of soluble lectin-like oxidized LDL receptor1 (sLOX-1),” Atherosclerosis, vol. 202, no. 1, pp. 176–182, 2009.
[19] T. Murase, N. Kume, H. Kataoka et al., “Identification of soluble forms of lectin-like oxidized LDL receptor-1,” Arteriosclerosis, Thrombosis, and Vascular Biology, vol. 20, no. 3, pp. 715–
720, 2000.
[20] C. J. L. Murray and A. D. Lopez, The Global Burden of Disease,
World Health Organization, 1996.
[21] G. Assmann, R. Carmena, P. Cullen et al., “Coronary heart
disease: reducing the risk: a worldwide view,” Circulation, vol.
100, no. 18, pp. 1930–1938, 1999.
[22] T. J. Anderson, “Assessment and treatment of endothelial dysfunction in humans,” Journal of the American College of Cardiology, vol. 34, no. 3, pp. 631–638, 1999.
[23] ESHRE Capri Workshop Group, “Hormones and cardiovascular health in women,” Human Reproduction Update, vol. 12,
pp. 483–497, 2006.
[24] G. Mercuro, G. Longu, S. Zoncu, and A. Cherchi, “Impaired
forearm blood flow and vasodilator reserve in healthy postmenopausal women,” American Heart Journal, vol. 137, no. 4,
pp. 692–697, 1999.
[25] S. N. Kalantaridou, K. K. Naka, E. Papanikolaou et al., “Impaired endothelial function in young women with premature
ovarian failure: normalization with hormone therapy,” Journal
of Clinical Endocrinology and Metabolism, vol. 89, no. 8, pp.
3907–3913, 2004.

6
[26] M. Sanada, Y. Higashi, K. Nakagawa et al., “A comparison of
low-dose and standard-dose oral estrogen on forearm endothelial function in early postmenopausal women,” Journal of
Clinical Endocrinology and Metabolism, vol. 88, no. 3, pp.
1303–1309, 2003.
[27] S. Taddei, A. Virdis, L. Ghiadoni et al., “Menopause is associated with endothelial dysfunction in women,” Hypertension,
vol. 28, no. 4, pp. 576–582, 1996.
[28] T. L. Bush, E. Barrett-Connor, L. D. Cowan et al., “Cardiovascular mortality and noncontraceptive use of estrogen in
women: results from the lipid research clinics program followup study,” Circulation, vol. 75, pp. 1102–1109, 1987.
[29] M. E. Mendelsohn and R. H. Karas, “The protective eﬀects
of estrogen on the cardiovascular system,” The New England
Journal of Medicine, vol. 340, no. 23, pp. 1801–1811, 1999.
[30] R. A. Khalil, “Sex hormones as potential modulators of vascular function in hypertension,” Hypertension, vol. 46, no. 2, pp.
249–254, 2005.
[31] C. Hermenegildo, P. J. Oviedo, and A. Cano, “Cyclooxygenases
regulation by estradiol on endothelium,” Current Pharmaceutical Design, vol. 12, no. 2, pp. 205–215, 2006.
[32] S. Nilsson and J. A. Gustafsson, “Estrogen receptor transcription and transactivation: basic aspects of estrogen action,”
Breast Cancer Research, vol. 2, pp. 360–366, 2000.
[33] F. Barchiesi, E. K. Jackson, D. G. Gillespie, L. C. Zacharia, J.
Fingerle, and R. K. Dubey, “Methoxyestradiols mediate estradiol-induced antimitogenesis in human aortic SMCS,” Hypertension, vol. 39, no. 4, pp. 874–879, 2002.
[34] G. Pare, A. Krust, R. H. Karas et al., “Estrogen receptor-α
mediates the protective eﬀects of estrogen against vascular
injury,” Circulation Research, vol. 90, no. 10, pp. 1087–1092,
2002.
[35] J. Scheuer, A. Malhotra, T. F. Schaible, and J. Capasso, “Eﬀects
of gonadectomy and hormonal replacement on rat hearts,”
Circulation Research, vol. 61, no. 1, pp. 12–19, 1987.
[36] M. N. Sack, D. J. Rader, and R. O. Cannon III, “Oestrogen and
inhibition of oxidation of low-density lipoproteins in postmenopausal women,” The Lancet, vol. 343, no. 8892, pp. 269–
270, 1994.
[37] J. G. Wilcox, J. Hwang, H. N. Hodis, A. Sevanian, F. Z.
Stanczyk, and R. A. Lobo, “Cardioprotective eﬀects of individual conjugated equine estrogens through their possible modulation of insulin resistance and oxidation of low-density lipoprotein,” Fertility and Sterility, vol. 67, no. 1, pp. 57–62, 1997.
[38] D. Cevik, O. Unay, F. Durmusoglu, T. Yurdun, and A. S. Bilsel,
“Plasma markers of NO synthase activity in women after ovarian hyperstimulation: influence of estradiol on ADMA,” Vascular Medicine, vol. 11, no. 1, pp. 7–12, 2006.
[39] M. Hashimoto, Y. Miyamoto, C. Iwai et al., “Delivery may affect arterial elasticity in women,” Circulation Journal, vol. 73,
no. 4, pp. 750–754, 2009.
[40] P. Suwannaprapha, U. Chaisri, D. Riyong, and Y. Maneerat,
“Improvement of function and morphology of tumor necrosis
factor-α treated endothelial cells with 17-beta estradiol : a preliminary study for a feasible simple model for atherosclerosis,”
Circulation Journal, vol. 69, no. 6, pp. 730–738, 2005.
[41] H. Yoshida, N. Kondratenko, S. Green, D. Steinberg, and O.
Quehenberger, “Identification of the lectin-like receptor for
oxidized low-density lipoprotein in human macrophages and
its potential role as a scavenger receptor,” Biochemical Journal,
vol. 334, no. 1, pp. 9–13, 1998.
[42] R. S. Vohra, J. E. Murphy, J. H. Walker, S. Ponnambalam, and
S. Homer-Vanniasinkam, “Atherosclerosis and the Lectin-like

Mediators of Inflammation

[43]

[44]

[45]

[46]

[47]

[48]

[49]
[50]

[51]

[52]

[53]

[54]

[55]

[56]

[57]

oxidized low-density lipoprotein scavenger receptor,” Trends in
Cardiovascular Medicine, vol. 16, no. 2, pp. 60–64, 2006.
J. L. Mehta, J. Chen, P. L. Hermonat, F. Romeo, and G. Novelli,
“Lectin-like, oxidized low-density lipoprotein receptor-1
(LOX-1): a critical player in the development of atherosclerosis
and related disorders,” Cardiovascular Research, vol. 69, no. 1,
pp. 36–45, 2006.
D. G. Yanbaeva, M. A. Dentener, E. C. Creutzberg, G.
Wesseling, and E. F. Wouters, “Systemic eﬀects of smoking,”
Chest, vol. 131, no. 5, pp. 1557–1566, 2007.
S. Ishino, T. Mukai, N. Kume et al., “Lectin-like oxidized LDL
receptor-1 (LOX-1) expression is associated with atherosclerotic plaque instability-analysis in hypercholesterolemic rabbits,” Atherosclerosis, vol. 195, no. 1, pp. 48–56, 2007.
Y. Kuge, N. Kume, S. Ishino et al., “Prominent lectin-like
oxidized low density lipoprotein (LDL) receptor-1 (LOX-1)
expression in atherosclerotic lesions is associated with tissue
factor expression and apoptosis in hypercholesterolemic rabbits,” Biological and Pharmaceutical Bulletin, vol. 31, no. 8, pp.
1475–1482, 2008.
S. Ishino, T. Mukai, Y. Kuge et al., “Targeting of lectinlike oxidized low-density lipoprotein receptor 1 (LOX-1) with99mTclabeled anti-LOX-1 antibody: potential agent for imaging of
vulnerable plaque,” Journal of Nuclear Medicine, vol. 49, no.
10, pp. 1677–1685, 2008.
J. L. Mehta, N. Sanada, C. P. Hu et al., “Deletion of LOX-1
reduces atherogenesis in LDLR knockout mice fed high cholesterol diet,” Circulation Research, vol. 100, no. 11, pp. 1634–
1642, 2007.
J. Ross Jr., “A 50-year research journey. From laboratory to
clinic,” Circulation Journal, vol. 73, no. 1, pp. 3–12, 2009.
D. Lloyd-Jones, R. Adams, M. Carnethon et al., “Heart disease
and stroke statistics—2009 update: a report from the American Heart Association Statistics Committee and Stroke Statistics Subcommittee,” Circulation, vol. 119, no. 3, pp. e21–e181,
2009.
G. De Luca, H. Suryapranata, J. P. Ottervanger, and E. M.
Antman, “Time delay to treatment and mortality in primary
angioplasty for acute myocardial infarction: every minute of
delay counts,” Circulation, vol. 109, no. 10, pp. 1223–1225,
2004.
R. Punnonen, H. Jokela, R. Aine, K. Teisala, A. Salomäki, and
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