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Abstract: There are limited data on the effects of statins on serum vitamin E status in dyslipidaemic patients,
and no comparisons between statins have been published previously. We have investigated the effect of
Atorvastatin and Simvastatin on serum vitamin E status in dyslipidaemic patients. A total of 20 dyslipidaemic
patients (14 males, 6 females, mean age 49.15+3.28 years), previously not treated with a lipid lowering
agent, were recruited into the study. These patients were randomized to treatment group and received either:
Simvastatin 10mg/day (n = 11) or Atorvastatin 10mg/day (n = 9) for 4 months. The control group comprised
14 patients from the same clinic, who were given lifestyle advice, but whose drug treatment remained
unchanged for the duration of the study. Serum concentrations of vitamin E, high sensitivity C-reactive protein
(hs-CRP) and fasted lipid profiles pre- and post-treatment were measured in all subjects. There were the
expected significant reductions in serum lipids in the patients treated with either statin (P<0.001). Overall
statin treatment was also associated with a significant reduction in serum vitamin E (21%, P<0.001) and hs-
CRP (45%, P<0.05). There was no significant change in these parameters in the control patients. The serum
vitamin E / total cholesterol ratio was not significantly altered in patients receiving Atorvastatin, or Simvastatin
despite the significant reduction in serum vitamin E. No change in vitamin E status was observed in the
controls.
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Introduction for the anti inflammatory effect of these agents (Ridker et

Inhibitors of 3-hydroxy-3-methyl glutaryl coenzyme. A
reductase or statins constitute the most powerful class
of cholesterol lowering drugs. The use of these agents
in the treatment of dyslipidaemia has been shown to
improve survival and significantly reduce the onset of
cardiac events, in both primary and secondary
prevention (Anonymous, 1994; Heart Protection
Collaborative Study Group, 2002b; Downs et al., 1998;
Sacks et al., 1996; Shepherd et al., 1995).

Over the recent past the so-called pleiotropic actions of
statins (effects unrelated to their cholesterol lowering
properties) have emerged as being potentially important
(Blake and Ridker, 2000; Munford, 2001; Takemoto and
Liao, 2001). These properties include anti inflammatory,
immunoregulatory and antioxidant effects (Blake and
Ridker, 2000; Takemoto and Liao, 2001). Statin-induced
reductions in C-Reactive Protein (CRP) provide support

al., 2001; Ridker et al., 1999). Furthermore, it has been
proposed that statins improve endothelial function, limit
oxidative processes, stabilize atherosclerotic plaques
and inhibit the thrombogenic response (McFarlane et al.,
2002; Node et al., 2003).

Vitamin E is a major lipid-soluble antioxidant in cellular
membranes. Epidemiological studies indicate that a
high intake of dietary vitamin E is associated with
decreased CHD risk (Klipstein-Grobusch et al., 1999;
Knekt et al., 1994; Kushi et al., 1996; Rimm et al., 1993;
Smith et al., 1996) and this has been proposed to be
due to the ability of vitamin E to inhibit cell-mediated LDL
oxidation by reducing cellular production and release of
reactive oxygen species.

It has been demonstrated that dietary supplementation
with vitamin E can inhibit the oxidation of LDL (Princen et
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Table 1: Baseline demographic data for groups of patients treated with statin

n Mean Male/female Current smoking Former smoking Diabetic Hypertensive CHD

age (years) Sex ratio habit no (%) habit no (%) no (%) no (%) No (%)
Atorvastatin 9 45355 712 0 (0) 4 (44) 2(22) 4 (44) 0 (0)
Simvastatin 11 52.3+3.9 714 2 (18) 3(27) 2 (18) 3(27) 0 (0)
Combined 20 49.2+33 14/6 2 (10) 7 (35) 4 (20) 7 (35) 0 (0)

Categorical data were compared by Fisher's exact tests. No significant differences were found. The mean ages of the groups were

compared by student's t-test, and did not differ significantly.

al.,, 1992; Reaven, 2002). Not all antioxidants share
vitamin E's ability to inhibit the oxidation of LDL. It has
also been reported that vitamin E supplementation in the
patients with existing CHD may have a beneficial effect
in preventing new myocardial infarction (MI) and delaying
the progression of arterial damage. It is unclear whether
vitamin E is of any benefit in delaying or preventing
restenosis in patients who have undergone coronary
angioplasty (Hodis et al., 1995; Stephens et al., 1996).
It has been suggested that antioxidants including
vitamin E may be of value in limiting the oxidative
damage to the heart muscle that occurs during
ischaemia reperfusion (Stephens et al., 1996).

At least part of the beneficial effect of vitamin E against
CHD maybe due to decreased platelet ability to
aggregate in humans (Reaven, 2002). Vitamin E may
also have a beneficial acute effect on vascular
endothelial function (Vogel et al., 1997).

Most of the more recent work in animal models has
supported the  hypothesis that vitamin E
supplementation can prevent or slow the development
of atherosclerosis, although the results of early animal
experiments were equivocal (Verlangieri and Bush,
1992).

The other potentially protective effects of vitamin E
include inhibition of smooth muscle cell proliferation,
preservation of endothelial function, inhibition of
monocyte-endothelial adhesion and inhibition of platelet
aggregation (Diaz et al., 1997; Kaul et al., 2001; Nojiri et
al., 2001; Pryor, 2000). Although recent intervention trials
do not support a protective role for antioxidant
supplementation in high risk patients (Heart Protection
Collaborative Study Group, 2002a; Lonn et al., 2005;
Marchioli et al., 2002) it is still possible that the
antioxidants are of benefit in the early phases of
disease. Hence, we wished to investigate the effects of
statins, on serum vitamin E status in dyslipidaemic
patients.

Materials and Methods

Subjects: Twenty patients with dyslipidaemia who were
not originally on a lipid lowering agent were recruited
from the lipid clinic at the Royal Surrey County Hospital,
Guilford, UK. Fourteen patients from the same clinic but
in whom life style advice was the first line of intervention
was used as a control group. The medication of these
latter patients was unaltered for 4 months and the same
parameters were measured as for the statin-treated

group.
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The characteristics of the statin group are shown in
Table 1. All patients and controls were informed of the
aims of the study and signed the informed consent form
before entering the study which had previously been
given approval by the South-West Surrey Ethics
Committee. Patients with evidence of established CHD
and inflammatory disease were excluded from the study.

Statin treatment: The patients treated with a statin were
randomized to two groups: Simvastatin 10mg/day (11
patients) and Atorvastatin 10mg/day (9 patients), each
for 4 months. All other medications remained constant
for the duration of the study.

Blood sampling: Blood samples were collected between
8.30 and 10.30 a.m. after a 12-h fast by venepuncture of
the antecubital vein. Blood was collected into plain
Vacutainer tubes (Becton-Dickenson, Cowley, Oxford,
UK), allowed to clot and then serum removed.

All chemicals were obtained from Sigma (Sigma
Chemical Co, Dorset, UK) unless stated otherwise.

Lipid profiles and blood glucose: A full, fasted lipid
profile, comprising total cholesterol, triglycerides, and
high density lippoprotein (HDL) cholesterol, was
determined for each patient. LDL cholesterol was
calculated using the Friedwald equation (Friedewald et
al., 1972), except for patients with triglycerides >4.0
mmol/l. Lipid and blood glucose measurements were
made by routine enzymatic methods using a Bayer Advia
1650 analyzer (Bayer, Newbury, UK).

High-sensitivity CRP: Serum CRP was determined by
PEG enhanced immuno-turbidometry on a Bayer Advia
1650 autoanalyser.

Serum vitamin E assay: Serum vitamin E was
determined by HPLC (Ferns et al., 2000). Briefly, internal
standard (10mg/mld-tocopherol in isopropyl alcohol)
was added to 200mL serum and vortex mixed. Aqueous
ammonium sulphate (3.9 M) was added (200mL) and
the solution was again vortex mixed. After centrifugation
(1000 g for 5 minutes), 50mL of supernatant was used
for analysis using a prodigy 50mm ODS2 (50x4.6nm)
column (Phenomenex Ltd, Macclesfield, Cheshire, UK)
with methanol as mobile phase, and UV-detection at
294 nm.

At a flow rate of 1.0 ml/minute, the retention time for
internal standard and vitamin E were 6.6 and 8.7
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Table 2: Biochemical parameters in patients treated with statins and control group.

Serum total Serum Serum
cholesterol triglyceride HDL-C
No (mmol/l) (mmol/l) (mmol/l)
Pretreatment patients (Simvastatin) 11 7.34+0.31 1.68 (1.45-2.10) 1.39+0.08
Posttreatment patients (Simvastatin) 11 5.20+0.23** 1.62 (1.30-1.81)* 1.36+0.08
Pretreatment patients (Atorvastatin) 9 8.40+0.81 2.12 (1.28-3.23) 1.5040.10
Posttreatment patients (Atorvastatin) 9 6.97+0.94** 1.74 (1.28-3.10)* 1.44+0.12
Pretreatment patients (combined statins) 20 7.82+0.43 1.93 (1.48-3.00) 1.44+0.06
Posttreatment patients (combined statins) 20 6.00+0.47** 1.65 (1.30-2.02)* 1.4040.07
Pretreatment controls 14 6.09+0.31 1.69 (0.89-2.99) 1.43+0.06
Posttreatment controls 14 6.15+0.29 1.86 (1.00-2.99) 1.46+0.11
Table 2: continued
Serum
Serum Serum Serum Vitamin E/
LDL-C Hs - CRP Vitamin E total
(mmol/l) (mg/dl) (ng/ml) cholesterol
Pretreatment patients (Simvastatin) 5.16+0.30 0.98 (0.19-3.43) 18.06+1.74 2.53+0.21
Posttreatment patients (Simvastatin) 3.15+0.24* 0.67 (0.0-3.12)* 13.75+1.88*** 2.68+0.32
Pretreatment patients (Atorvastatin) 6.16+2.26 1.69 (0.70-2.52) 19.12+2.24 2.32+0.22
Posttreatment patients (Atorvastatin) 4.48+2.64** 0.85 (0.43-2.08)* 15.37+1.71%* 2.31+0.20
Pretreatment patients (combined statins) 5.61+0.40 1.38 (0.54-3.18) 18.81+1.37 2.46+0.16
Posttreatment patients (combined statins) 3.74+0.45* 0.76 (0.40-2.13) 14.92+1.26*** 2.56+0.20
Pretreatment controls 3.83+0.24 0.86 (0.34-2.92) 16.62+1.04 2.63+0.14
Posttreatment controls 3.74+0.28 1.15 (0.63-6.61) 16.85+1.30 2.70+0.26

Values are expressed as mean + SEM, or median and interquartile range. Comparisons between pre-and post- treatment were assessed by paired t-tests
for normally distributed data, or by Mann-whitney test for non-parametric data (*P<0.05, **P<0.01,***P<0.001).

minutes respectively. Vitamin E standard, internal
standard and quality control material were obtained from
BioRad Laboratories Ltd, Hemel Hempstead, UK. The
inter-assay precision was 7.6% and 6.9% for low and
high control vitamin E material concentrations
respectively.

Statistical analysis: Comparisons between pre- and
post-treatment biochemical parameters were assessed
by paired t-tests for normally distributed data, or by a
Mann-Whitney test for non-parametric data. Categorical
data were compared using Fisher's exact tests. Values
are expressed as mean = SEM, or median and
interquartile range for triglycerides and hs-CRP. A p
value of <0.05 was considered significant.

Results

Demographic data: As it is shown in Table 1, their was
a high prevalence of type Il diabetes, hypertension and
smoking habit in the patient groups, which is quite
typical for a lipid clinic population. The medication for
diabetic and hypertensive patients was unaltered during
the study, nor did smoking habit change over this period.
There was no significant difference in any of the
characteristics between Atorvastatin and Simvastatin
groups.

Effect of Statins on the Lipid Profile: Treatment with
10mg/day of Atorvastatin, or Simvastatin caused a 27%
and 29% reduction in total cholesterol, respectively
(P<0.001, Table 2). Statin therapy was also associated
with a modest effect on triglycerides (P<0.05, Table 2).
No significant effect was seen on HDL cholesterol.
There was no significant change in the lipid profile of
patients in the control group (Table 2).

Effect of statins on serum hs-CRP: A reduction in
median serum hs-CRP concentration was seen in
patients treated with Atorvastatin and Simvastatin. The
reductions were 50% and 24%,respectively for each
group individually and 45% in the groups combined
(P<0.05, Table 2). These changes on basal serum hs-
CRP concentrations were similar to previous reports of
the effects of statin on hs-CRP levels. Again there was
no significant change in the control group (P>0.05, Table
2).

Effect of statins on serum vitamin E status: Both
statins reduced serum vitamin E significantly,
Atorvastatin by 19.7% (P<0.05) and Simvastatin by 22%
(P<0.01), and in a group combined by 21% (P<0.001,
Table 2). However, the serum vitamin E /total cholesterol
ratio was not altered significantly (P>0.05) by treatment
with either statin (Table 2). Serum concentrations of
vitamin E, nor the vitamin E / total cholesterol ratio
changed significantly in the control patients (Table 2).

Discussion

The effects of statins on the lipid profiles of the patients
were similar to those previously reported using the
doses of Atorvastatin and Simvastatin as we have
(Ferns, 2003; Jialal et al., 2001), indicating that the
patients were compliant with their medication over the
period of the study.

The effect of the statins on serum hs-CRP concentration
was also similar to those reported previously for the
doses of drug and duration of treatment used in this
study (Ferns, 2003).

To date few studies have investigated the effects of
statins on serum vitamin E status, and only one has
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compared the effects of Simvastatin to Atorvastatin.
Furthermore, previous studies have been inconsistent.
Passi and colleagues showed that treatment with
Atorvastatin, Simvastatin or Pravastatin was not
associated with a significant change in serum vitamin E
concentrations even using doses up to 20 mg/d (Passi
et al., 2003). This is difficult to explain as LDL is the
major carrier of vitamin E in blood. Leonhardt et al.
(1997) have reported that the vitamin E content of LDL
was unchanged in patients treated with Fluvastatin
(Leonhardt et al., 1997) which is in accordance with our
finding. Three other studies have also concluded that
treatment with simvastatin (Colquhoun et al.,, 2005;
Vasankari et al., 2004), atorvastatin (Vasankari et al.,
2004) and pravastatin (Blaha et al., 1998) is associated
with a significant decrease in plasma vitamin E, which is
consistent with our results. But they have also reported
a significant increase in the vitamin E / total cholesterol
ratio, whereas we have found no significant effect on
serum vitamin E / total cholesterol following statin
treatment. This may be explained by the differences in
dosing regime used, and the duration of the studies.

We have shown that serum vitamin E concentrations are
reduced in patients treated with either Simvastatin or
Atorvastatin, but that lipid standardized values of vitamin
E are unaffected at the doses used. It is possible that
the vitamin E/ total cholesterol ratio may be affected by
the use of higher doses of statins, and we are currently
investigating this. However our data suggest that vitamin
E status is not adversely affected in patients on low dose
statin therapy.

Acknowledgement

MGM was a scholar of the Iranian Government. DJL was
partially supported by the British Heart Foundation and
a Bridging Grant from the University of Surrey. The
authors also thank the staff of the Royal Surrey County
Hospital for their assistance to this project.

References

Anonymous, 1994. Randomized trial of cholesterol
lowering in 4444 patients with coronary heart
disease: the Scandinavian Simvastatin Survival
Study (4S). Lancet, 344: 1383-1389.

Heart Protection Collaborative Study Group, 2002a.
MRC/BHF Heart Protection Study of antioxidant
vitamin supplementation in 20, 536 high-risk
individuals: a randomised placebo-controlled trial.
Lancet, 360: 23-33.

Heart Protection Collaborative Study Group, 2002b.
MRC/BHF Heart Protection Study of cholesterol
lowering with simvastatin in 20, 536 high-risk
individuals: a randomised placebo-controlled trial.
Lancet, 360: 7-22.

Blaha, V., Z. Zadak, D. Solichova, M. Bratova and E.
Havel, 1998. Hypocholesterolemic effect of
pravastatin is associated with increased content of
antioxidant vitamin-E in cholesterol fractions. Acta
Medica (Hradec Kralove), 41: 87-90.

564

Blake, G.J. and P.M. Ridker, 2000. Are statins anti-
inflammatory ? Curr. Control Trials Cardiovasc.
Med., 1: 161-165.

Colguhoun, D.M., R. Jackson, M. Walters, B.J. Hicks, J.
Goldsmith, P. Young, C. Strakosch and K.M.
Kostner, 2005. Effects of simvastatin on blood
lipids, vitamin E, coenzyme Q10 levels and left
ventricular function in humans. Eur. J. Clin. Invest.,
35: 251-258.

Diaz, M.N., B. Frei, J.A. Vita and J.F. Keaney, Jr., 1997.
Antioxidants and atherosclerotic heart disease. N.
Engl. J. Med., 337: 408-416.

Downs, J.R., M. Clearfield, S. Weis, E. Whitney, D.R.
Shapiro, P.A. Beere, A. Langendorfer, E.A. Stein, W.
Kruyer and A.M. Gotto, Jr., 1998. Primary prevention
of acute coronary events with lovastatin in men and
women with average cholesterol levels: results of
AFCAPS/TexCAPS. Air Force/Texas Coronary
Atherosclerosis Prevention Study. JAMA, 279: 1615-
1622.

Ferns, G., J. Williams, L. Forster, S. Tull, B. Starkey and
A. Gershlick, 2000. Cholesterol standardized
plasma vitamin E levels are reduced in patients
with severe angina pectoris. Int. J. Exp. Pathol., 81:
57-62.

Ferns, G.A., 2003. Differential effects of statins on serum
CRP levels: implications of recent clinical trials.
Atherosclerosis, 169: 349-351.

Friedewald, W.T., R.l. Levy and D.S. Fredrickson, 1972.
Estimation of the concentration of low-density
lipoprotein cholesterol in plasma, without use of the
preparative ultracentrifuge. Clin. Chem., 18: 499-
502.

Hodis, H.N., W.J. Mack, L. LaBree, L. Cashin-Hemphill,
A. Sevanian, R. Johnson and S.P. Azen, 1995.
Serial coronary angiographic evidence that
antioxidant vitamin intake reduces progression of
coronary artery atherosclerosis. JAMA, 273: 1849-
1854.

Jialal, I., D. Stein, D. Balis, S.M. Grundy, B. Adams-Huet
and S. Devaraj, 2001. Effect of hydroxymethyl
glutaryl coenzyme a reductase inhibitor therapy on
high sensitive C-reactive protein levels. Circulation,
103: 1933-1935.

Kaul, N., S. Devaraj and . Jialal, 2001. Alpha-tocopherol
and atherosclerosis. Exp. Biol. Med. (Maywood),
226: 5-12.

Klipstein-Grobusch, K., J.M. Geleijnse, J.H. den
Breeijen, H. Boeing, A. Hofman, D.E. Grobbee and
J.C. Witteman, 1999. Dietary antioxidants and risk
of myocardial infarction in the elderly: the Rotterdam
Study. Am. J. Clin. Nutr., 69: 261-266.

Knekt, P., A. Reunanen, R. Jarvinen, R. Seppanen, M.
Heliovaara and A. Aromaa, 1994. Antioxidant
vitamin intake and coronary mortality in a
longitudinal population study. Am. J. Epidemiol.,
139: 1180-1189.



Majid Ghayour-Mobarhan et al.: Effects of Statin Therapy on Serum Vitamin E Status

Kushi, L.H., A.R. Folsom, R.J. Prineas, P.J. Mink, Y. Wu
and R.M. Bostick, 1996. Dietary antioxidant vitamins
and death from coronary heart disease in
postmenopausal women. N. Engl. J. Med., 334:
1156-1162.

Leonhardt, W., T. Kurktschiev, D. Meissner, P. Lattke, C.
Abletshauser, G. Weidinger, W. Jaross and M.
Hanefeld, 1997. Effects of fluvastatin therapy on
lipids, antioxidants, oxidation of low density
lipoproteins and trace metals. Eur. J. Clin.
Pharmacol., 53: 65-69.

Lonn, E., J. Bosch, S. Yusuf, P. Sheridan, J. Pogue, J.M.
Arnold, C. Ross, A. Arnold, P. Sleight, J. Probstfield
and G.R. Dagenais, 2005. Effects of long-term
vitamin E supplementation on cardiovascular
events and cancer: a randomized controlled trial.
JAMA, 293: 1338-1347.

Marchioli, R., F. Barzi, E. Bomba, C. Chieffo, D. Di
Gregorio, R. Di Mascio, M.G. Franzosi, E. Geraci, G.
Levantesi, A.P. Maggioni, L. Mantini, R.M. Marfisi, G.
Mastrogiuseppe, N. Mininni, G.L. Nicolosi, M.
Santini, C. Schweiger, L. Tavazzi, G. Tognoni, C.
Tucci and F. Valagussa, 2002. Early protection
against sudden death by n-3 polyunsaturated fatty
acids after myocardial infarction: time-course
analysis of the results of the Gruppo Italiano per lo
Studio della Sopravvivenza nell'Infarto Miocardico
(GISSI)-Prevenzione. Circulation, 105: 1897-1903.

McFarlane, S.I., R. Muniyappa, R. Francisco and J.R.
Sowers, 2002. Clinical review 145: Pleiotropic
effects of statins: lipid reduction and beyond. J. Clin.
Endocrinol. Metab., 87: 1451-1458.

Munford, R.S., 2001. Statins and the acute-phase
response. N. Engl. J. Med., 344: 2016-2018.

Node, K., M. Fujita, M. Kitakaze, M. Hori and J.K. Liao,
2003. Short-term statin therapy improves cardiac
function and symptoms in patients with idiopathic
dilated cardiomyopathy. Circulation, 108: 839-843.

Nojiri, S., H. Daida, H. Mokuno, Y. lwama, K. Mae, F.
Ushio and T. Ueki, 2001. Association of serum
antioxidant capacity with coronary artery disease in
middle-aged men. Jpn. Heart. J., 42: 677-690.

Passi, S., A. Stancato, E. Aleo, A. Dmitrieva and G.P.
Littarru, 2003. Statins lower plasma and lymphocyte
ubiquinol/ubiquinone  without affecting other
antioxidants and PUFA. Biofactors, 18: 113-124.

Princen, H.M., G. van Poppel, C. Vogelezang, R.
Buytenhek and F.J. Kok, 1992. Supplementation
with vitamin E but not beta-carotene in vivo protects
low density lipoprotein from lipid peroxidation in
vitro. Effect of cigarette smoking. Arterioscler.
Thromb., 12: 554-562.

Pryor, W.A., 2000. Vitamin E and heart disease: basic
science to clinical intervention trials. Free Radic.
Biol. Med., 28: 141-164.

Reaven, G., 2002. Metabolic syndrome: pathophysiology
and implications for management of cardiovascular
disease. Circulation, 106: 286-288.

565

Ridker, P.M., N. Rifai, M. Clearfield, J.R. Downs, S.E.
Weis, J.S. Miles and A.M. Gotto, Jr., 2001.
Measurement of C-reactive protein for the targeting
of statin therapy in the primary prevention of acute
coronary events. N. Engl. J. Med., 344: 1959-1965.

Ridker, P.M., N. Rifai, M.A. Pfeffer, F. Sacks and E.
Braunwald, 1999. Long-term effects of pravastatin
on plasma concentration of C-reactive protein. The
Cholesterol and Recurrent Events (CARE)
Investigators. Circulation, 100: 230-235.

Rimm, E.B., M.J. Stampfer, A. Ascherio, E. Giovannucci,
G.A. Colditz and W.C. Willett, 1993. Vitamin E
consumption and the risk of coronary heart disease
in men. N. Engl. J. Med., 328: 1450-1456.

Sacks, F.M., M.A. Pfeffer, L.A. Moye, J.L. Rouleau, J.D.
Rutherford, T.G. Cole, L. Brown, J.W. Warnica, J.M.
Arnold, C.C. Wun, B.R. Davis and E. Braunwald,
1996. The effect of pravastatin on coronary events
after myocardial infarction in patients with average
cholesterol levels. Cholesterol and Recurrent
Events Trial investigators. N. Engl. J. Med., 335:
1001-10089.

Shepherd, J., S.M. Cobbe, I. Ford, C.G. Isles, A.R.
Lorimer, P.W. MacFarlane, J.H. McKillop and C.J.
Packard, 1995. Prevention of coronary heart
disease  with pravastatin in men  with
hypercholesterolemia. West of Scotland Coronary
Prevention Study Group. N. Engl. J. Med., 333:
1301-1307.

Smith, 1., P.J. Franks, R.M. Greenhalgh, N.R. Poulter and
J.T. Powell, 1996. The influence of smoking
cessation and hypertriglyceridaemia on the
progression of peripheral arterial disease and the
onset of critical ischaemia. Eur. J. Vasc. Endovasc.
Surg., 11: 402-408.

Stephens, N.G., A. Parsons, P.M. Schofield, F. Kelly, K.

Cheeseman and M.J. Mitchinson,  1996.
Randomised controlled trial of vitamin E in patients
with  coronary disease: Cambridge Heart

Antioxidant Study (CHAOS). Lancet, 347: 781-786.

Takemoto, M. and J.K. Liao, 2001. Pleiotropic effects of
3-hydroxy-3-methylglutaryl coenzyme a reductase
inhibitors. Arterioscler Thromb. Vasc. Biol., 21:
1712-1719.

Vasankari, T., M. Ahotupa, J. Viikari, I. Nuotio, T.
Strandberg, H. Vanhanen, H. Gylling, T. Miettinen
and M.J. Tikkanen, 2004. Effect of 12-month statin
therapy on antioxidant potential of LDL and serum
antioxidant vitamin concentrations. Ann. Med., 36:
618-622.

Verlangieri, A.J. and M.J. Bush, 1992. Effects of d-alpha-
tocopherol supplementation on experimentally
induced primate atherosclerosis. J. Am. Coll. Nutr.,
11:131-138.

Vogel, R.A., M.C. Corretti and G.D. Plotnick, 1997. Effect
of a single high-fat meal on endothelial function in
healthy subjects. Am. J. Cardiol., 79: 350-354.



