
Abstract. – AIM: The current study aims to ex-
plore the possible molecular mechanism of hyperho-
mocysteinemia (HHcy) mediated atherosclerosis (AS)
and to find an effective interventionmethod for AS.

MATERIALS AND METHODS: A total of 40Wis-
tar rats were equalized into four groups: blank
control, HHcy, folacin intervention, and lutein inter-
vention groups. HHcy rat models were estab-
lished. The intervention groups were respectively
lavaged with folacin and lutein. Oxidative stress
states, the levels of nitric oxide (NO) and endothe-
lin-1 (ET-1), as well as the expression of nuclear
factor (NF)-κκB p65 and intercellular adhesion mol-
ecule (ICAM)-1 were compared.

RESULTS: In the HHcy rats, the activity of serum
superoxide dismutase (SOD) and glutathione per-
oxidase (GPx) significantly decreased, whereas the
malondialdehyde content and hydroxyl radical lev-
el noticeably increased, indicating that the rats
stayed in aggravated oxidative stress states.
Lutein intervention inhibited HHcy-induced oxida-
tive stress excitement. In the HHcy rats, the NO lev-
el significantly decreased, whereas the ET-1 level
significantly increased, indicating that HHcy medi-
ated vascular endothelial dysfunction. Lutein re-
versed such dysfunction. In the HHcy rats, the mR-
NA and protein expression of SOD2 and GPX1 in
the aortic wall tissue decreased, whereas that of
NF-κκB p65 and ICAM-1 increased. Lutein signifi-
cantly upregulated the mRNA and protein expres-
sion of SOD2 and GPx1 and downregulated the ex-
pression of NF-κκB p65 and ICAM-1.

CONCLUSIONS: Oxidative stress and inflamma-
tion are the important mechanisms of HHcy-mediat-
ed AS. In particular, HHcy-induced aggravated ox-
idative stress may function as the initial AS-mediat-
ing mechanism, upregulating the expression of NF-
κκB p65 and ICAM-1 and thereby becoming associ-
ated with AS. Lutein noticeably intervenes in and
inhibits Hcy-mediated oxidative stress excitement
and downregulates the expression of inflammation-
associated informational molecules.
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Introduction

Atherosclerosis (AS) is the pathophysiological
basis of cardiovascular diseases. However, an
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agreement over its etiology and pathogenesis has
not been reached. Homocysteine (Hcy) is the
side product of methionine methyl transfer reac-
tions. Hyperhomocysteinemia (HHcy) is a criti-
cal independent risk factor of AS1. Yet, the bio-
chemical and molecular mechanisms concerning
how HHcy mediates AS remain uncertain. As a
result, an effective intervention and prevention
method for both AS and cardiovascular diseases
has not been found. Therefore, exposing the AS-
mediating mechanism of Hcy from biochemical
and molecular angles and finding an effective
method as well as clues for the intervention and
prevention of AS are of great theoretical and
practical significance.
HHcy can cause oxidative stress and endothe-

lial function impairment, thereby associated with
cardiovascular diseases2,3. AS development is
subject to a chronic inflammation process4. Dur-
ing this process, endothelial function impairment
may function as the initial link of the cardiovas-
cular disease-mediating process of HHcy. Hcy
inhibits nitric oxide (NO) production of endothe-
lial cells5. Being an endothelium derived relaxing
factor, NO plays important roles in blood flow
and pressure maintenance, as well as vasculogen-
esis6-8. However, whether HHcy-mediated aggra-
vated oxidation stress leads to endothelial dys-
function and increased expression of some proin-
flammatory cytokines remains to be explored.
Lutein is a natural plant chemical that belongs

to an oxygenated carotenoid in structure. By virtue
of its special chemical constitution, Lutein is en-
dowed with anti-oxidative stress activity and mul-
tiple biological functions9-11. Although lutein has a
preventive effect on AS12,13, its exact biochemical
and molecular mechanisms remain unclear. Stud-
ies on the intervention effect of lutein on HHcy-
mediated AS and the underlying molecular mech-
anism have not been found in literature.
The aims of this study were to explore the ox-

idative stress state of rats with HHcy as well as
the intervention effect and associated mecha-
nisms of lutein.
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the mRNA expression of SOD2, GPx1, nuclear
factor-κB (NF-κB) p65, and intercellular adhe-
sion molecule-1 (ICAM-1) using reverse tran-
scription-polymerase chain reaction (RT-PCR).
The upstream and downstream primers for rat
SOD2 amplification were 5′CTGACCTGCCT-
TACGACTATG3′ and 5′ TGTCCAGAAAAT-
GCTGTGATT3′, with an amplified fragment
length of 224 bp. The upstream and downstream
primers for rat GPx1 amplification were 5′GGA-
GAATGGCAAGAATGAAGA3′ and 5′ATGTC-
GATGGTGCGAAAGC3′, with an amplified
fragment length of 312 bp. The upstream and
downstream primers for rat NF-κBp65 amplifica-
tion were 5′AGGCTTCTGGGCCATATGTG3′
and 5′TGCGTCTTAGTGGTATCTGTGC3′, with
an amplified fragment length of 130 bp. The up-
stream and downstream primers for rat ICAM-1
amplification were 5′CTCTTCAAGCTGAGC-
GACAT3′ and 5′CCAGCACCGTGAATGTGA3′,
with an amplified fragment length of 292 bp. The
upstream and downstream primers for β-actin (in-
ternal reference) were 5′CCCATCTATGAGGGT-
TAC3′ and 5′GGAAGGTGGACAGTGAG3′,
with an amplified fragment length of 568 bp. The
protein expression of SOD2, GPx1, NF-κBp65,
and ICAM-1 in the aortic wall tissue was detected
by Western blot analysis. Total protein was ex-
tracted and quantitated using the Bradford
method. The sample in an appropriate amount
was electrophoresed on 12% sodium dodecyl sul-
fate polyacrylamide gels (SDS-PAGE) and then
electro-transferred to a polymyldene difluoride
(PVDF) membrane. The membrane was treated
with 5% skimmed milk at 4°C for 6 h of block-
ing. After Tris-Buffered Saline and Tween
(TTBS) washing (5 min × 3 times), it was incu-
bated with primary antibody at room temperature
for 1 h. After TTBS washing (5 min × 3 times), it
was incubated with HRP-conjugated correspond-
ing antibodies at room temperature and oscillated
for 1 h. After washed thrice (5 min per wash), the
membrane was colorated by enhanced chemolu-
minescence.

Statistical Analysis
Data were presented by means ± standard er-

ror of means (x– ± s). Statistical analysis was car-
ried out by SPSS 10.0 software (SPSS Inc.,
Chicago, IL, USA) using one-way ANOVA for
comparisons among groups and Newman Keuls
tests for comparisons between groups. p < 0.05
was considered statistically significant.

Materials and Methods

Hhcy Rat Model Establishment 
and Lutein Intervention
A total of 40 male Wistar rats (8 weeks; 200 ±

20 g) were supplied by the Laboratory Animal
Center of Henan (animal certification number:
Henan 2010-0132S). All rats were fed in bedded
cages. They were allowed free autoclaved water
and food. Room temperature was controlled at 22
± 2°C with natural light. After 1 week of adap-
tive feeding, HHcy rat models were established
according to Luzeng Wang’s method14-16. The an-
imals were equally randomized into four groups:
control, HHcy, folacin intervention, and lutein in-
tervention groups. They were weighed every
week. According to the weights, intragastric
dosages were determined. The blank control
group was lavaged with 2 ml of 1% car-
boxmethylcellulose once each day, the HHcy
group with 3% methionine suspension according
to 1.5 g · kg-1, the folacin intervention group with
3% methionine suspension plus folacin suspen-
sion (60 mg · kg-1), and the lutein group with 3%
methionine suspension plus lutein suspension (20
mg · kg-1). After lavaging, animals in all groups
were fed normally. All treatments lasted 8 weeks.
This study was carried out in strict accordance
with the recommendations in the Guide for the
Care and Use of Laboratory Animals of the Na-
tional Institutes of Health. The animal use proto-
col has been reviewed and approved by the Insti-
tutional Animal Care and Use Committee
(IACUC) of the First Affiliated Hospital of
Zhengzhou University.

Sample Collection and Handling
At 8 weeks, each animal was intraperitoneally

injected with 10% chloral hydrate (0.36 g/kg) for
anaesthesia. Blood was extracted from the heart
and blood serum was centrifugally separated. The
serum Hcy concentration of each group was de-
termined by enzyme linked immunosorbent assay
(ELISA; the kit was the product of Wuhan Boster
Bio-engineering Limited Company, Wuhan, Chi-
na). Oxidative stress associated indices such as
the activity of serum superoxide dismutase
(SOD), glutathion peroxidase (GPx) and catalase
(CAT), hydroxyl radical (OH•) level, as well as
the contents of malondialdehyde (MDA), NO and
endothelin-1 (ET-1) were also determined (the
kits were the products of Nanjing Jiancheng Bio-
engineering Institute, Najing City, China). Part of
the aortic wall tissue was taken for determining



Results

Serum Hcy, NO, and ET-1 Levels
The serum Hcy level in the model group was no-

ticeably higher than that in the control group. The
serum Hcy level in the folacin intervention group
significantly decreased compared with that in the
model group. Although the serum Hcy level in the
lutein intervention group showed a decrease com-
pared with that in the model group, no significant
difference was observed. Compared with the con-
trol group, the model group exhibited a noticeably-
decreased NO level and a noticeably-increased ET-
1 level. Both folacin and lutein significantly in-
creased the serum NO level and decreased the ET-1
content. The results are summarized in Table I.

Serum OH• and MDA
Compared with the control group, the HHcy

model group showed marked increases in the OH•
level and MDA content, indicating that HHcy rats
stayed in oxidative stress excitement. Compared
with the model group, both the folacin and lutein
intervention groups showed significantly-de-
creased OH• and MDA, indicating that lutein no-
ticeably intervened in the oxidative stress state of
HHcy rats. The results are summarized in Table II.

Serum SOD, GPx, and CAT
Compared with the control group, the HHcy

model group showed significantly-decreased

SOD and GPx activity. Compared with the HHcy
model group, both the folacin and lutein inter-
vention groups showed significantly-increased
SOD and GPx activity. These findings indicated
that the noticeably-decreased antioxidase activity
in HHcy rats might be ascribed to consumption
due to Hcy-caused increased oxidative stress.
However, no significant differences in CAT activ-
ity were observed between the model group and
the intervention groups. The results are summa-
rized in Table III.

RT-PCR
Compared with the control group, the HHcy

model group exhibited decreased mRNA ex-
pression of SOD2 and GPx1 in the aortic tis-
sue. Lutein significantly upregulated the mR-
NA expression of SOD2 and GPx1 and en-
hanced the anti-oxidative stress ability of or-
ganisms. Compared with the control group, the
HHcy model group exhibited increased mRNA
expression of NF-κB p65 and ICAM-1. Lutein
significantly downregulated the mRNA expres-
sion of NF-κB p65 and ICAM-1. The results
are shown in Figure 1.

Western Blot Analysis
Compared with the control group, the HHcy

model group exhibited decreased protein expres-
sion of SOD2 and GPx1 in the aortic tissue.
Lutein significantly upregulated the protein ex-

361

Oxidative stress in rats with hyperhomocysteinemia and intervention effect of lutein

Group Case number Hcy (µmol/L) NO (µmol/L) ET-1 (pg/ml)

Control 10 6.88 ± 0.59 56. 26 ± 10.06 34.12 ± 6.05
HHcy 10 17.26 ± 1.13* 38. 88 ± 8.23* 56. 25 ± 9.86*
Folacin 10 11.25 ± 0.81# 53. 36 ± 11.12# 35. 30 ± 5.78#

Lutein 10 15.39 ± 0.96§ 54. 46 ± 10.31# 36. 22 ± 6.32#

Table I. Levels of serum Hcy, NO, and ET-1 in different groups (x– ± s).

Notes: *p < 0.05, compared with the control group; #p < 0.05, compared with the model group; and §p > 0.05, compared with
the model group.

Group Case number OH• (U/L) MDA (µmol/L)

Control 10 0.53 ± 0.05 5.11 ± 0.68
HHcy 10 0.92 ± 0.09* 7.65 ± 0.87*
Folacin 10 0.74 ± 0.06# 6.44 ± 0.91#

Lutein 10 0.69 ± 0.06# 5.62 ± 0.78#

Table II. OH• and MDA in different groups (x– ± s).

Notes: *p < 0.05, compared with the control group; #p < 0.05, compared with the model group.
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pression of SOD2 and GPx1 and enhanced the
anti-oxidative stress ability of organisms. Com-
pared with the control group, the HHcy model
group exhibited increased protein expression of
NF-κB p65 and ICAM-1. In contrast, lutein sig-
nificantly downregulated the protein expression
of NF-κB p65 and ICAM-1. The results are
shown in Figure 2.

Discussion

AS involves a variety of biochemical and mol-
ecular mechanisms, among which endothelial in-
jury and inflammation are the most influential
ones17. An increase in Hcy is one of the indepen-
dent risk factors of AS. Although HHcy may get
involved in both mechanisms of endothelial in-
jury and inflammation, its exact association path
remains to be clarified. Oxidative stress may be
an important initial factor of AS-associated en-
dothelial injury and inflammation18-22. Hcy in-
duces oxidative stress excitement and increases
reactive oxygen species (ROS) production of en-
dothelial cells, which leads to increased endothe-
lial cell lipid peroxidation and, finally, results in
endothelial dysfunction. However, the exact mol-

ecular mechanism underlying HHcy-induced en-
dothelial cell anti-oxidative stress excitement re-
mains to be established. Apart from the Hcy
sulfhydryl autoxidative chemical mechanism23,
there may exist more important ROS-producing
pathways such as the biochemical mechanism in-
volving changes in endothelial NO synthase ac-
tivity, and meanwhile these pathways can be en-
larged by some intracellular antioxidases such as
inhibitors of SOD and GPx24,25. Further, all
mechanisms should support Hcy to increase the
levels of superoxide anion free radical and OH•,
with the two latters promptly interacting with en-
dothelial NO to produce peroxynitrite and, there-
by, reducing the biological function of NO and
resulting in endothelial dysfunction26-28.
In the pathophysiological mechanism of AS,

NF-κB activation plays a key role29. It induces
AS development by regulating the expression of
numerous types of inflammatory factors. NF-κB
is an important cellular transcriptional factor.
One of its principle characteristics is manifested
by the activation of cell adhesion factors as well
as of some inflammatory cytokines such as
ICAM-1 and TNF-α. HHcy-caused oxidative
stress excitement and increased ROS have been
assumed to enable the activation of inflammatory
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Group Case number SOD (U/ml) GPx (U/ml) CAT (U/ml)

Control 10 134. 32 ± 12.65 183.17 ± 21.29 30.71 ± 4.26
HHcy 10 95.63 ± 10.92* 121.66 ± 18.64* 31.64 ± 3.19*
Folacin 10 113.56 ± 11.98# 141.25 ± 15.37# 29.96 ± 3.06#

Lutein 10 126. 75 ± 11.26# 167.18 ± 19.66# 32.27 ± 2.94#

Table III.Activity of serum SOD, GPx, and CAT in different group (x– ± s).

Notes: *p < 0.05, compared with the control group; #p < 0.05, compared with the model group.

Figure 1. Outcomes of SOD, GPx1, NF-κB p65, and
ICAM-1 in the aortic wall tissues of different groups by
RT-PCR. 1: the control group; 2: the model group; 3: the fo-
lacin intervention group; and 4: the lutein intervention
group.

β-actin

SOD2

GPx1

NF-κB p65

ICAM-1

1                   2                  3                4

Figure 2. Outcomes of SOD, GPx1, NF-κB p65, and
ICAM-1 in the aortic wall tissues of different groups by
western blot analysis. 1: the control group; 2: the model
group; 3: the folacin intervention group; and 4: the lutein in-
tervention group.
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signal transduction pathways of endothelial cells
such as NF-κB to further promote the expression
of some endothelial cell chemoattractive factors
and adherence factors (such as ICAM-1). These
expression changes are then carried into vascular
endothelium by white blood cells through the cir-
culation of recruitment, adhesion and migration.
In this study, the HHcy rats exhibited oxidative
stress excitement, which was manifested by de-
creased activity of SOD and GPx, as well as an
increased lipid peroxidation level. In the HHcy
model group, NO decreased and ET-1 increased,
indicating that HHcy mediated vascular endothe-
lial dysfunction. Furthermore, RT-PCR and west-
ern blot analysis showed decreased mRNA and
protein expression of SOD2 and GPX1 and in-
creased expression of NF-κB and ICAM-1 in
these rats. Moreover, although lutein did not sig-
nificantly decrease serum Hcy, it greatly inter-
vened in and changed the biochemical behav-
iours mediated by Hcy, which were manifested
by the upregulated expression of SOD2 and
GPx1, strengthened anti-oxidative stress ability
of organisms, and downregulated expression of
NF-κB p65 and ICAM-1.
ROS is an important angiocellular signaling

molecule. Oxidative stress excitement increased
ROS production in HHcy rats. This phenomenon
activated and upregulated NF-κB p65 expression
and then induced the upregulation of ICAM-1 ex-
pression, thereby mediating AS. Antioxidants can
decrease NF-κB p65 synthesis in varied cells as
well as ICAM-1 expression in vascular endothelial
cells. As a confirmed antioxidant, lutein can signif-
icantly downregulate the expression of NF-κB p65
and ICAM-1 induced by oxidative stress due to in-
creased Hcy in HHcy rats, thus playing an impor-
tant regulatory role in the ROS-inflammatory cycle
mechanism of AS. This may be an important mole-
cular mechanism of the potential protective effect
of lutein on cardiovascular diseases. Lutein inhibits
endotoxin-induced uveitis by inhibiting NF-κB-
depended signal transduction pathways and reduc-
ing the production of proinflammatory mediators
such as NO, TNF-α, IL-6, and monocyte chemo-
tactic protein-1 (MCP-1)30. HHcy is associated
with NF-κB-mediated inflammatory reaction by
activating the ERK(1/2)/p38MAPK (extracellular
stress-related kinase-1/2/p38 mitogen-activated
protein kinase) pathway31. However, whether the
downregulatory effects of lutein on the expression
of NF-κB p65 and ICAM-1 are mediated by the
approved ERK(1/2)/p38MAPK pathway remains
to be explored.

Conclusions

HHcy functions as an independent risk factor
of AS. HHcy-induced aggravated oxidative
stress, as well as so-caused concomitant endothe-
lial cell injury and inflammation, is an important
initial mechanism for mediating AS. In particu-
lar, HHcy-induced aggravated oxidative stress
can induce the expression of NF-κB and the
downstream inflammatory factors such as
ICAM-1, thereby connected with AS develop-
ment. Lutein significantly inhibits Hcy-mediated
oxidative stress excitement and downregulates
inflammation-related informational molecular
expression. Therefore, the intervention and pro-
tective effect of lutein on early AS may arise
from its direct effect of being an antioxidant
rather than the indirect effect of decreasing
serum Hcy. This explanation provides a new idea
for the application of lutein in the effective pre-
vention and cure of AS from the molecular level.

–––––––––––––––––-––––
Conflict of Interest
The Authors declare that there are no conflicts of interest.

References

1) MERKEL M. Homocysteine as a risk factor of cardio-
vascular disease. Int Congr Ser 2004; 1262: 376-
379.

2) VENTURA E, DURANT R, JAUSSENT A, PICOT MC, MORE-
NA M, BADIOU S, DUPUY AM, JEANDEL C, CRISTOL JP.
Homocysteine and inflammation as main determi-
nants of oxidative stress in the elderly. Free Radic
Biol Med 2009; 46: 737-744.

3) LENTZ SR, SOBEY CG, PIEGORS DJ BHOPATKAR MY,
FARACI FM, MALINOW MR, HEISTAD DD. Vascular
dysfunction in monkeys with diet-induced hyper-
homocyst(e)inemia. J Clin Invest 1996; 98: 24-
29.

4) ROSS R. Ateriosclerosis an inflammation disease. N
Engl J Med 1999; 340: 115-126.

5) ZHANG X, LI H, JIN H, EBIN Z, BRODSKY S, GOLIQORSKY
MS. Effects of homocysteine on endothelial nitric
oxide production. Am J Physiol Renal Physiol
2000; 279: F671-F678.

6) LEFROY DC, CRAKE T, UREN NG, DAVIES GJ, MASERI A.
Effect of inhibition of nitric oxide synthesis on epi-
cardial coronary artery caliber and coronary
blood flow in humans. Circulation 1993; 88: 43-54.

7) SHESELY EG, MAEDA N, KIM HS, DESAI KM, KREGE JH,
LAUBACH VE, SHERMAN PA, SESSA WC, SMITHIES O. Ele-
vated blood pressures in mice lacking endothelial
nitric oxide synthase. Proc Natl Acad Sci USA
1996; 93: 13176-131781.

363

Oxidative stress in rats with hyperhomocysteinemia and intervention effect of lutein



364

8) MUROHARA T, ASAHARA T, SILVER M, BAUTER C, MASUDA

H, KALKA C, KEARNEY M, CHEN D, SYMES JF, FISHMAN
MC, HUANG PL, ISNER JM. Nitric oxide synthase
modulates angiogenesis in response to tissue is-
chemia. J Clin Invest 1998; 101: 2567-2578.

9) SINDHU ER, PREETHI KC, KUTTAN R. Antioxidant activi-
ty of carotenoid lutein in vitro and in vivo. Indian J
Exp Biol 2010; 48: 843-848.

10) LO AC. Lutein pProtects RGC-5 cells against hy-
poxia and oxidative stress. Int J Mol Sci 2010; 11:
2109-2117.

11) YOUNG AJ, LOWE GM. Antioxidant and prooxidant
properties of carotenoids. Arch Biochem Biophys
2001; 385: 20-27.

12) JOSHIPURA KJ, ASCHERIO A, MANSON JE, STAMPFER MJ,
RIMM EB, SPEIZER FE, HENNEKENS CH, SPIEQELMAN D,
WILLETT WC. Fruit and vegetable intake in relation
to risk of ischemic stroke. J Am Med Assoc 1999;
282: 1233-1239.

13) DWYER JH, NAVAB M, DWYER KM, HASSAN K, SUN P,
SHIRCORE A, HAMA-LEW S, HOUGH G, WANG X, DRAKE
T, MERZ CN, FOGELMAN AM. Oxygenated carotenoid
lutein and progression of early atherosclerosis.
The Los Angeles Atherosclerosis Study. Circula-
tion 2001; 103: 2922-2927.

14) WANG LZ, ZHANG MY, JI Y, JI Y, DONG WW. Prelimi-
nary study on experimental atherosclerosis of
Wistar rat. Acta Laboratorium Animalis Scientia
Sinica 2002; 10: 114-115.

15) WANG G, WOO CW, SUNG FL, SIOW YL, KARMIN O. In-
creased monocyte adhesion to aortic endotheli-
um in rats with hyperhomocysteinemia: role of
chemokineand adhesion molecules. Arterioscler
Thromb Vasc Biol 2002; 22: 1777-1783.

16) XU ZB, JIA JY, GAO ZP, YU C, GU RY, XU Q. Influ-
ence of GinkgoBiloba leaves extract on expres-
sions of vascular endothelial NF-κBp65, iNOS
and MCP-1 in Hyperhomocysteinemia Rats. J
Shanghai Traditional Chinese Medicine 2009;
43: 73-76.

17) RC AUSTIN, SR LENTZ, GH WERSTUCK. Role of hyper-
homocysteinemia in endothelial dysfunction and
atherothrombotic disease. Cell Death Differ 2004;
11: S56-S64.

18) PAPATHEOKOROU L, WEISS N. Vascular oxidant stress
and inflammation in hyperhomocysteinemia. An-
tioxid Redox Signal 2007; 9: 1941-1958.

19) HARKER LA, ROSS R, SLICHTER SJ, SCOTT CR. Homocys-
tine-induced arteriosclerosis. The role of endothe-
lial cell injury and platelet response in its genesis.
J Clin Invest 1976; 58: 731-741.

20) RODGERS GM, CONN MT. Homocysteine, an athero-
genic stimulus, reduces protein C activation by ar-

terial and venous endothelial cells. Blood 1990;
75: 895-901.

21) WELCH GN, LOSCALZO J. Homocysteine atherothrom-
bosis. N Engl J Med 1998; 338: 1042-1050.

22) CAI H, HARRISON DG. Endothelial dysfunction in
cardiovascular diseases: the role of oxidant
stress. Circ Res 2000; 87: 840-844.

23) WEISS N, HEYDRICK SJ, POSTEA O, KELLER C, KEANEY JF
JR, LOSCALZO J. Influence of hyperhomocysteinemia
on the cellular redox state–impact on homocys-
teine-induced endothelial dysfunction. Clin Chem
Lab Med 2003; 41: 1455-1461.

24) WEISS N. Mechanism of increased vascular oxi-
dant stress in hyperhomocysteinemia and its im-
pact on endothelial function. Curr Drug Metab
2005; 6: 27-36.

25) VASQUEZ-VIVAR J, KALYANARAMAN B MARTASEK P.
The role of tetrahydrobiopterin in superoxide
generation from eNOS: enzymology and physi-
ological implications. Free Radic Res 2003; 37:
121-127.

26) GRYGLEWSKI RJ, PALMER RM, MONCADA S. Superoxide
anion is involved in the breakdown of endotheli-
um-derived vascular relaxing factor. Nature 1986;
320: 454-456.

27) DAYAL S, BROWN KL, WEYDERT CJ, OBERLY LW, ARNING
E, BOTTIGLIERI T, FARACI FM, LENTZ SR. Deficiency of
glutathione peroxidase-1 sensitizes hyperhomo-
cysteinemic mice to endothelial dysfunction. Arte-
rioscler Thromb Vasc Biol 2002; 22: 1996-2002.

28) UPCHURCH GR, WELCH GN, FABIAN AJ, FREEDMAN JE,
JOHNSON JL, KEANEY JF, LOSCALZO J. Homocyst(e)ine
decreases bioavailable nitric oxide by a mecha-
nism involving glutathione peroxidase. J Biol
Chem 1997; 272: 17012-17017.

29) SCHMEISSER A, SOEHNLEIN O, ILLMER T, LORENZ HM, ES-
KAFI S, ROERICK O, GABLER C, STRASSER R, DANIEL WG,
GARLICHS CD. ACE inhibition lowers angiotensin II-
induced chemokine expression by reduction of
NF-kappa B activity and AT1 receptor expression.
Biochem Biophys Res Commun 2004; 325: 532-
540.

30) JIN XH, OHGAMI K, SHIRATORI K, SUZUKI Y, HIRANO T,
YOSHIDA K,LLIEVA L, LSEKI K, OHNO S. Inhibitory ef-
fects of lutein on endotoxin-induced uveitis in
Lewis rats. Invest Ophthalmol Vis Sci 2006; 47:
2562-2568.

31) BAI YP, LIU YH, CHEN J, SONG T, YOU Y, TANG ZY, LI
YJ, ZHANG GG. Rosiglitazone attenuates NF-kappa
B-dependent ICAM-1 and NF-alpha production
caused by homocysteine via inhibit ing
ERK1/2/p38MAPK activation. Biochem Biophys
Res Commun 2007; 360: 20-26.

S. Wang, M. Wang, S. Zhang, L. Zhao


