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Background: Statins are the most commonly prescribed drugs to reduce cardiometabolic risk. Besides the well-
known efficacy of such compounds in both preventing and treating cardiometabolic disorders, some patients ex-
perience statin-induced side effects. We hypothesize that the use of natural bergamot-derived polyphenols may
allow patients undergoing statin treatment to reduce effective doses while achieving target lipid values. The aim
of the present study is to investigate the occurrence of an enhanced effect of bergamot-derived polyphenolic frac-
tion (BPF) on rosuvastatin-induced hypolipidemic and vasoprotective response in patients withmixed hyperlip-
idemia.
Methods: A prospective, open-label, parallel group, placebo-controlled study on 77 patients with elevated serum
LDL-C and triglycerides was designed. Patients were randomly assigned to a control group receiving placebo
(n = 15), two groups receiving orally administered rosuvastatin (10 and 20 mg/daily for 30 days; n = 16 for
each group), a group receiving BPF alone orally (1000 mg/daily for 30 days; n = 15) and a group receiving
BPF (1000 mg/daily given orally) plus rosuvastatin (10 mg/daily for 30 days; n = 15).
Results: Both doses of rosuvastatin and BPF reduced total cholesterol, LDL-C, the LDL-C/HDL-C ratio and urinary
mevalonate in hyperlipidemic patients, compared to control group. The cholesterol lowering effect was accom-
panied by reductions of malondialdehyde, oxyLDL receptor LOX-1 and phosphoPKB, which are all biomarkers of
oxidative vascular damage, in peripheral polymorphonuclear cells.
Conclusions: Addition of BPF to rosuvastatin significantly enhanced rosuvastatin-induced effect on serum lipemic
profile compared to rosuvastatin alone. This lipid-lowering effect was associated with significant reductions of
biomarkers used for detecting oxidative vascular damage, suggesting a multi-action enhanced potential for
BPF in patients on statin therapy.

© 2013 Published by Elsevier Ireland Ltd.

1. Introduction

Dyslipidemia (or hypercholesterolemia) is an important risk factor
for the development of atherosclerosis and coronary artery disease, as
shown in several lipid intervention trials and prospective studies

[1]. Increased concentrations of low-density lipoprotein cholesterol
(LDL-C), total blood cholesterol (TC) and triglycerides (TG) comprise
the main pathogenic risk profile. Conditions of insulin resistance
such as impaired glucose tolerance or “prediabetes” are also associ-
ated with a high risk of cardiovascular disease (CVD) and are often
accompanied by low levels of high-density lipoprotein cholesterol
(HDL-C) [2]. The majority of therapeutic protocols rely on drugs
that belong to the “statin” family. Statins inhibit the activity of 3-
hydroxy-3-methyl-glutaryl-CoA (HMG-CoA) reductase, which cata-
lyzes the rate-limiting step in mevalonate biosynthesis, a key interme-
diate in cholesterol metabolism. A meta-analysis of placebo-controlled
“standard dose” statin trials shows a reduction in cardiovascular mor-
tality averaging 20% and a decrease in major cardiovascular events by
approximately 25% [3]. Treatment with high-dose statins was shown
to reduce the morbidity by 36%, and a reduction of cardiovascular
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Sindromet 2 tablets
Baseline levels
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Sindromet
Effectiveness documented  by CLINICAL STUDIES
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Rosuvastatin 10 mg/die
+ Sindromet 2 tablets

Rosuvastatin 20 mg/die
Baseline levels

Study conducted on
hyperlipidemic patients treated 
for 30 consecutive days
with Rosuvastatin 10 mg
+ Sindromet 2 tablets
or with Rosuvastatin 20 mg

Sindromet can be combined with low-dose STATIN for:
> increase EFFECTIVENESS

       > restrict SIDE EFFECTS
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It decreases TRIGLYCERIDES and acts on CHOLESTEROL
with the same effectiveness as 10 mg ROSUVASTATIN
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- Department of Medicine, Chair of Cardiology, University of Rome Tor Vergata, Rome, Italy
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Sindromet
More THERAPY Benefits

Bergamot Polyphenolic Fraction (BPF ®) antagonizes balloon-induced 
trauma to neointin in the common rats carotid artery

     Possible combination
   with low dose STATIN

to achieve the same efficacy as full dose statin.

Average contents
BPF® (Bergamot powder)
Contribution of polyphenols
of which Naringina
Neoeryiocitrin
Neoesperidina
Melitidine
Bruteridine
C vitamin
Zinc

VNR%*

125
100

For 2 tablets
1 g
430 mg
55 mg
46 mg
58 mg
7,3 mg
18 mg
100 mg
10 mg

30 tablets

HOW TO USE: 2 tablets daily split in 1 tablet
10-20 minutes before main meals

• Gluten free
• Naturally lactose free

Sham

BI 14 gg 

BI 14 gg + 
BPF-NVF 30µl/kg

Figure 6. 

100 µM 25 µM 

100 µM 25 µM 

100 µM 25 µM 

The effect of BPF on neo-intima formation is associated to significant 
reduction of LOX-1 expression in carotid arteries

Starting

14 days later without therapy

14 days later with Sindromet

Effects
obtained after
“balloon” with

Sindromet use:
the plaque does 

not reform

* Reference nutritional value


