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Lipid profile could be modified by Mediterranean diet (MD) and by red yeast rice (RYR). We assessed the lipid-lowering effects of
MD alone or in combination with RYR on dyslipidemic statin-intolerant subjects, with or without type 2 diabetes, for 24 weeks. We
evaluated the low-density lipoprotein (LDL) cholesterol level, total cholesterol (TC), high-density lipoprotein (HDL) cholesterol,
triglyceride, liver enzyme, and creatinine phosphokinase (CPK) levels. We studied 171 patients: 46 type 2 diabetic patients treated
with MD alone (Group 1), 44 type 2 diabetic patients treated with MD associated with RYR (Group 2), 38 dyslipidemic patients
treated with MD alone (Group 3), and 43 dyslipidemic patients treated with MD plus RYR (Group 4). The mean percentage changes
in LDL cholesterol from the baseline were —7.34 + 3.14% (P < 0.05) for Group 1; —21.02 + 1.63% (P < 0.001) for Group 2;
—-12.47 + 1.75% (P < 0.001) for Group 3; and —22 + 2.19% (P < 0.001) for Group 4 with significant intergroup difference (Group 1
versus Group 2, P < 0.001; Group 3 versus Group 4, P > 0.05). No significant increase in AST, ALT, and CPK levels was observed
in all groups. Our results indicate that MD alone is effective in reducing LDL cholesterol levels in statin-intolerant patients with a
presumably low cardiovascular risk, but associating MD with the administration of RYR improves patients’ LDL cholesterol levels

more, and in patients with type 2 diabetes.

1. Introduction

The prevalence of metabolic syndromes (MS) and the asso-
ciated cardiovascular diseases (CVDs) is increasing rapidly
around the world. Lifestyle measures, including dietary
changes and physical activity, play a crucial role in preventing
these conditions, and the National Cholesterol Education
Program Adult Treatment Panel III (NCEP ATP III) has
already suggested dietary intervention to contain this epi-
demic [1].

Cardiovascular risk factors in MS could be modified
by dietary interventions. The Mediterranean diet (MD) is
characterized by a high consumption of monounsaturated
fatty acids (primarily from olive oil) and a daily consumption
of fruit, vegetables, whole-grain cereals, and low-fat dairy

products; weekly consumption of fish, poultry, tree nuts, and
legumes; a relatively low consumption of red meats (approx-
imately twice a month) [2]. The beneficial effect of the MD
on all-cause mortality, CVD, and cancer, as well as on obesity
and type 2 diabetes, has already been reported, based on the
results of many epidemiological studies and clinical trials [3-
5]. The results of a meta-analysis revealed the protective role
of the MD on components of MS such as waist circumference,
high-density lipoprotein cholesterol, triglycerides, systolic
and diastolic blood pressure, and blood glucose levels [6].
However, acceptable total cholesterol (TC) or LDL-C levels
are difficult to be achieved with lifestyle changes alone in
order to significantly reduce the cardiovascular risk.

Some studies have shown that red yeast rice (RYR)
reduces low-density lipoprotein (LDL) cholesterol levels
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in hypercholesterolemic patients [7, 8]. Becker et al. also
demonstrated that RYR and therapeutic lifestyle changes
reduced LDL cholesterol levels in dyslipidemic patients
unable to tolerate statin therapy [9].

A combination of RYR extract, policosanol, berberine,
folic acid, and Q,, coenzyme reportedly induced a significant
metabolic improvement in elderly patients with dyslipidemia
[10].

In nondiabetic patients with dyslipidemia, a combination
of RYR, policosanol, berberine, folic acid, and Q,, coenzyme
in addition to dietary counseling was found to amplify the
effect of diet on central obesity, improve lipid profiles and
blood pressure, and reduce the incidence of MS [11].

To our knowledge, little is known about the efficacy of
RYR extract in patients with type 2 diabetes. In particular,
no data are available on the effect of RYR supplementation
combined with a Mediterranean diet on the lipid profiles
of such patients. Hence, this randomized, parallel-group
controlled study lasting six months to investigate whether
adding a combination of RYR extract, artichoke extract,
resveratrol, chrome, folic acid, and coenzyme Q,, (Redulip,
For Farma srl) to the Mediterranean diet could improve the
lipid profile of dyslipidemic patients with and without type 2
diabetes.

2. Methods

This study was designed as a controlled, randomized, parallel-
group study and complied with the content of the Helsinki
Declaration. The Local Institutional Review Board approved
the study protocol and all participants provided written
informed consent.

We studied consecutive patients attending our outpatient
clinic from January to October 2010. Patients were included
in the study if they had total cholesterol levels higher than
200 mg/dL and/or low-density lipoprotein (LDL) cholesterol
levels higher than 130 mg/dL and a cardiovascular risk (as
assessed according to the Progetto Cuore) of <10% for dys-
lipidemic patients and <15% for diabetic patients [12] and if
they had discontinued at least one statin because of myalgias
with a resolution of muscle pain when the medication was
discontinued. The exclusion criteria were as follows: the
presence of intima media thickness or carotid plaques on
echo-color Doppler B-mode images obtained with a high-
resolution imaging system (always by the same operator);
use of statins up to 6 months before the study; a history
of secondary dyslipidemia, except for diabetes; abnormal
baseline laboratory values (a CPK level >500 U/L; AST or
ALT levels >1.5 times the normal upper limit). Current and
former smokers and pregnant or breast-feeding women were
also ruled out.

The sample of 171 eligible participants included 90 type
2 diabetic patients with dyslipidemia and 81 dyslipidemic
patients without type 2 diabetes.

At the baseline visit, we used 24-hour recall, a self-
reporting method for collecting data on eating behavior and
measuring energy intake by means of structured interviews,
as described elsewhere [13]. A Mediterranean style dietary
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pattern, as previously reported [2], was recommended to
all patients to improve their lipid profiles. In particular,
the main goals of these recommendations were a calorie
intake (between 1500 and 1800 calories) tailored to reach
and/or maintain a desirable body weight, a fat intake
amounting to less than 30% of the total calories (15-20% of
monounsaturated fatty acids, primarily from olive oil), and
a carbohydrate intake of 55-60% in dyslipidemic patients
and 45-55% in diabetic patients. Patients were randomly
assigned to four groups. Group 1 consisted of 46 type 2
diabetic patients treated with MD alone; Group 2 consisted
of 44 type 2 diabetic patients treated with the MD plus a
nutraceutical-combined pill (NCP) containing RYR extract
200 mg (equivalent to 3 mg monacolin K), artichoke extract
400 mg, resveratrol 15mg, chromium 200 mcg, folic acid
200 mcg, and coenzyme Q;, 10 mg (Redulip, For Farma
srl); Group 3 consisted of 38 dyslipidemic patients treated
with the MD alone; Group 4 consisted of 43 dyslipidemic
patients treated with the MD plus the NCP. Adherence to the
medication was ascertained by means of pill counts on the
study medication returned at follow-up visit.

The primary outcome was the low-density lipoprotein
(LDL) cholesterol level measured at the baseline and after 24
weeks. Secondary outcomes included total cholesterol (TC),
high-density lipoprotein (HDL) cholesterol, triglyceride, liver
enzyme, and creatinine phosphokinase (CPK) levels.

Patients attended follow-up visits after 24 weeks of treat-
ment. None of the patients dropped out of the study.

At each visit, all patients were assessed in terms of
body mass index (BMI), diastolic and systolic blood pressure
(measured with patients being seated, using a standard sphyg-
momanometer), and waist circumference (midway between
the lowest rib and the iliac crest).

A fasting blood sample was obtained at the baseline and
at week 24 to measure LDL cholesterol, TC, HDL cholesterol,
triglyceride, CPK, aspartate aminotransferase (AST), and
alanine aminotransferase (ALT) levels. All analyses were
performed at the laboratory of the University Hospital of
Padua, Italy.

At weeks 24, patients’ dietary compliance was assessed
using the 24-hour recall method [12] and an analysis of the
food diaries completed weekly by the patients.

2.1. Statistical Analysis. Values are expressed as mean + SD
or SEM. Data were normalized according to each patient’s
baseline situation by calculating the difference (after-before)
at the two follow-up times considered (24 weeks after starting
the study) and expressing the value as a percentage of the
parameters at the baseline. Negative values therefore indicate
the effective percentage decrease in the parameter following
the treatment. ANOVA followed by the post hoc test was
used to identify statistical differences between the groups at
the two different follow-up times. The statistical significance
of the differences (after-before) induced by the treatment
within each group of patients was tested with Student’s t-
test for paired data. Differences were considered statistically
significant when P < 0.05 (two-tailed test).
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3. Results

3.1. Baseline Characteristics. Table 1 shows the clinical char-
acteristics of the four groups of patients at the baseline.
Groups 1 and 2 differed significantly only in terms of BMI
and systolic and diastolic blood pressure; Groups 3 and 4
differed significantly in terms of BMI, body weight waist
circumference, and ALT levels. As regards the lipid profile,
groups 1 and 2 did not differ significantly, but Groups 3
and 4 differed significantly in terms of TC, HDL cholesterol,
LDL cholesterol, and triglycerides. In particular, Group 4
had higher levels of TC (P < 0.001), higher levels of LDL
cholesterol (P < 0.001), higher levels of HDL cholesterol
(P < 0.001), and lower levels of triglycerides (P < 0.05).

3.2. Changes in Clinical Characteristics. Table 2 shows the
normalized changes in the parameters after 24 weeks of
treatment. Only the dyslipidemic patients treated with MD
alone (Groups 3) experienced a significant reduction in body
weight, BMI, and waist circumference from the baseline
to week 24; the mean percentage change in these patients’
BMI was —3.89 + 0.92% (P < 0.001), and as regards waist
circumference the reduction was —2.42 + 0.82cm (P < 0.01).
All the patients kept to a Mediterranean-style diet for all 24
weeks.

3.3. Primary Outcome Measures. Table 2 shows the differ-
ences in the parameters in the four groups after 24 weeks
of treatment. It is worth noting that the changes observed
with the different treatments were significant and comparable
between the groups, independently from the within-group
differences at the baseline, since all the results were expressed
as normalized values, taking the baseline condition of each
patient for reference in the calculation. This normalization
was also considered to evaluate and compare the effectiveness
of the treatments appropriately.

A significant drop in TC was seen in all groups of patients.
In particular, the average reduction in TC 24 weeks after the
baseline was —4.65 + 1.92% in Group 1 (P < 0.05), —15.45 +
1.26% in Group 2 (P < 0.001), —11.96 + 1.43% in Group 3
(P < 0.001), and —16.94 + 1.51% in Group 4 (P < 0.001),
with significant between-group differences (Group 1 versus
Group 2, P < 0.001; Group 3 versus Group 4, P > 0.05).

The mean percentage changes in LDL cholesterol levels
from the baseline were —7.34 + 3.14 (P < 0.05) for Group
1, they were —21.02 + 1.63% (P < 0.001) for Group 2, they
were —12.47 + 1.75% (P < 0.001) for Group 3, and they were
—-22 +2.19% (P < 0.001) for Group 4. The mean percentage
change in LDL levels differed significantly between Groups 1
and 2 (P < 0.001), and between Groups 3 and 4 (P < 0.01).

We found no significant differences in terms of HDL
cholesterol and triglycerides levels in any of the groups
(Table 2).

3.4. Safety Data. Regarding the safety of treatment with
NCP, there was no significant increase in CPK or liver-
associated enzyme levels in any of the patients after 24 weeks
of treatment. None of the patients discontinued the treatment

with NCP and no side effects were observed. As regards
liver function, we observed after 24 weeks of treatment a
significant drop in AST and ALT levels in type 2 diabetic
patients (Groups 1 and 2) from the baseline. In particular, we
observed in Group 1 a decline in AST levels of —6.48 + 2.83%
(P < 0.05) and in ALT levels of —6.60 + 2.58% (P < 0.05); in
Group 2 we observed a decline in AST levels of =7.52 +3.31%
(P < 0.05) and in ALT levels of =7.12 + 2.96% (P < 0.05).

4. Discussion

This controlled, randomized, parallel-group study demon-
strated that, in statin-intolerant patients, associating a MD
with a combination of nutraceuticals (NUTs) based on red
yeast rice extract can significantly improve dyslipidemic
patients’ lipid profiles by comparison with diet alone.

The effects of MD on lipid profile and in protecting
against cardiovascular risks are well known.

In a recent meta-analysis, MD was also found associated
with a lower risk of MS; in particular, several studies showed
the beneficial role of MD on HDL cholesterol and triglyceride
levels [6]. This meta-analysis considered studies on the gen-
eral population, type 2 diabetic patients, overweight subjects,
and hypercholesterolemic patients. Several randomized, con-
trolled trials have also demonstrated that MD reduces total
cholesterol and LDL cholesterol levels by 5-15% and increases
HDL cholesterol levels by 3-15% [14, 15].

In agreement with previous studies, our findings showed
that adherence to MD alone significantly reduced BMI, waist
circumference, TC, and LDL cholesterol levels in overweight
dyslipidemic patients without type 2 diabetes. The beneficial
effects of MD on BMI and waist circumference were not
seen in type 2 diabetic patients. These findings are consistent
with other reports of weight loss programs proving less
effective in overweight and obese diabetic patients [16-18].
On the other hand, we observed a significant decline in liver
enzyme concentrations in type 2 diabetic patients treated
with MD alone or in combination with NCP. These data are
in agreement with a previous study that demonstrated that
the adherence to a diet similar to MD can improve the liver
function in MS subjects [19]. The treatment with RYR did not
affect the beneficial effect of MD.

Our results also indicate that associating a combination of
NUTSs with MD can add to the lipid-lowering effect of MD, in
particular on LDL cholesterol, in terms of a 10% improvement
in dyslipidemic patients.

A previous study demonstrated the effect of a combina-
tion of red yeast rice extract and berberine (an isoquinoline
alkaloid found in plants of the genus Berberis and Coptis,
with neuroprotective and antiatherosclerotic actions [20])
associated with dietary restrictions on lipid profiles after 16
weeks of treatment, globally achieving a 23.5% reduction in
LDL cholesterol levels [11]. Our present investigation is the
first to be conducted on a combination of NUTs associated
with MD and administered for 24 weeks. The combination
of NUTs used in our study contained no berberine, which
has a lipid-lowering effect in its own right, by upregulating
LDL cholesterol receptors on the liver cell surface [21].
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It is worth emphasizing that our results relate exclusively
to the hypolipidemic effect of RYR that contains monacolin
K, an inhibitor of 3-hydroxy-3-methylglutaryl-coenzyme A
reductase [22], and sterols, compounds that are known to
block cholesterol absorption in the gut [23, 24], with a
synergic effect on lipoproteins.

Associating a combination of NUTs with a Mediterra-
nean-style diet could prove a valuable therapeutic option for
dyslipidemic statin-intolerant patients at low cardiovascular
risk without excessively high LDL cholesterol levels.

The composition of the NUTs used in some previous
studies varied considerably, particularly in terms of the
concentration of monacolin K, which ranged from 9.6 mg
to 3mg. The dose of monacolin K in the NUTs used in our
study was 3 mg. Becker et al. [9] obtained the same reduction
in LDL cholesterol levels as us, but with twice as much
monacolin K (6 mg). Our findings therefore suggest that a
lower dose of monacolin K (about 3 mg/day) may suffice to
achieve an evident therapeutic effect.

We recorded none of the adverse effects described else-
where in patients treated with red yeast rice [25-27], probably
because of the lower dose of monacolin K used in our study.
Further studies are needed, however, to investigate this issue
over a longer period of treatment.

To our knowledge, ours is the first study to show that
associating MD with NUTs can improve, in terms of 21%,
LDL cholesterol levels of type 2 diabetic statin-intolerant
patients. It is often difficult to obtain a normalization of TC,
or even of LDL cholesterol, with dietary restrictions alone
in diabetic patients, so adding a NUT based on red yeast
rice might be a good therapeutic option for type 2 diabetic
patients, at low cardiovascular risk with no evidence of
vascular damage or other complications, who have previous
statin intolerance. The reduction in LDL cholesterol levels
achieved with MD plus NUTs was similar to the reduction
obtained using statins, as already reported in dyslipidemic
patients with statin intolerance [7].

The limitation of this study is the small size of the sample
studied; further studies on larger samples will be needed to
confirm the validity of this patient management approach,
particularly in cases of type 2 diabetes.

5. Conclusions

Despite its limitations, this study provides useful new insight
into the nutraceutical/dietary treatment of lipid profiles, even
in patients with type 2 diabetes. Our results indicate that
MD counseling alone is effective in reducing LDL cholesterol
levels in moderately hypercholesterolemic patients with a
presumably low cardiovascular risk, but associating MD with
the administration of RYR improved patients’ lipid profiles
considerably more, also in patients with type 2 diabetes with
statin intolerance.

References

[1] National Cholesterol Education Program (NCEP) Expert Panel
on Detection, Evaluation, and Treatment of High Blood Choles-
terol in Adults (Adult Treatment Panel IIT), “Third Report of

Evidence-Based Complementary and Alternative Medicine

(10]

(11]

(12]

the National Cholesterol Education Program (NCEP) Expert
Panel on Detection, Evaluation, and Treatment of High Blood
Cholesterol in Adults (Adult Treatment Panel III): final report;”
Circulation, vol. 106, no. 25, pp. 3143-3421, 2002.

N. Keys, A. Mienotti, M. J. Karvonen et al, “Twenty-year
stroke mortality and prediction in twelve cohorts of the Seven
Countries Study;,” International Journal of Epidemiology, vol. 19,
no. 2, pp. 309-315, 1990.

E Sofi, E Cesari, R. Abbate, G. E Gensini, and A. Casini,
“Adherence to Mediterranean diet and health status: meta-
analysis,” British Medical Journal, vol. 337, p. al344, 2008.

D. Giugliano and K. Esposito, “Mediterranean diet and
metabolic diseases,” Current Opinion in Lipidology, vol. 19, no.
1, pp. 6368, 2008.

G. Buckland, A. Bach, and L. Serra-Majem, “Obesity and the
Mediterranean diet: a systematic review of observational and
intervention studies,” Obesity Reviews, vol. 9, no. 6, pp. 582-593,
2008.

C.-M. Kastorini, H. J. Milionis, K. Esposito, D. Giugliano, J. A.
Goudevenos, and D. B. Panagiotakos, “The effect of mediter-
ranean diet on metabolic syndrome and its components: a meta-
analysis of 50 studies and 534,906 individuals,” Journal of the
American College of Cardiology, vol. 57, no. 11, pp. 1299-1313,
2011.

S. C. Halbert, B. French, R. Y. Gordon et al., “Tolerability of
red yeast rice (2,400 mg Twice Daily) versus pravastatin (20 mg
Twice Daily) in patients with previous statin intolerance,”
American Journal of Cardiology, vol. 105, no. 2, pp. 198-204,
2010.

C. V. Venero, J. V. Venero, D. C. Wortham, and P. D. Thompson,
“Lipid-lowering efficacy of red yeast rice in a population

intolerant to statins,” American Journal of Cardiology, vol. 105,
no. 5, pp. 664-666, 2010.

D. J. Becker, R. Y. Gordon, S. C. Halbert, B. French, P. B.
Morris, and D. J. Rader, “Red yeast rice for dyslipidemia in
statin-intolerant patients: a randomized trial,” Annals of Internal
Medicine, vol. 150, no. 12, pp. 830-839, 2009.

G. Marazzi, L. Cacciotti, F. Pelliccia et al., “Long-term effects of
nutraceuticals (berberine, red yeast rice, policosanol) in elderly
hypercholesterolemic patients,” Advances in Therapy, vol. 28, no.
12, pp. 1105-1113, 2011.

B. Trimarco, C. Benvenuti, F. Rozza, C. S. Cimmino, R. Giudice,
and S. Crispo, “Clinical evidence of efficacy of red yeast rice and
berberine in a large controlled study versus diet,” Mediterranean
Journal of Nutrition and Metabolism, vol. 4, no. 2, pp. 133-139,
2011.

L. Palmieri, S. Panico, D. Vanuzzo et al., “Evaluation of the
global cardiovascular absolute risk: the Progetto CUORE indi-
vidual score,” Annali dell'Istituto Superiore di Sanita, vol. 40, no.
4, pp. 393-399, 2004.

E E. Thompson and A. E Subar, “ Dietary assessment method-
ology,” in Nutrition in the Prevention and Treatment of Disease,
A. M. Coulston and C. J. Broushey, Eds., pp. 3-39, Academic
Press, Philadelphia, Pa, USA, 2nd edition, 2008.

R. Estruch, M. A. Martinez-Gonzélez, D. Corella et al., “Effects
of a mediterranean-style diet on cardiovascular risk factors a
randomized trial,” Annals of Internal Medicine, vol. 145, no. 1,
pp. 1-11, 2006.

S. Vincent-Baudry, C. Defoort, M. Gerber et al., “The Medi-
RIVAGE study: reduction of cardiovascular disease risk factors
after a 3-mo intervention with a Mediterranean-type diet or a



Evidence-Based Complementary and Alternative Medicine

(16]

(17]

(20]

(21]

[22]

(25]

(26]

(27]

low-fat diet;” American Journal of Clinical Nutrition, vol. 82, no.
5, pp. 964-971, 2005.

S. T. Baker, G. Jerums, L. A. Prendergast, S. Panagiotopoulos, B.
J. Strauss, and J. Proietto, “Less fat reduction per unit weight loss
in type 2 diabetic compared with nondiabetic obese individuals
completing a very-low-calorie diet program,” Metabolism, vol.
61, no. 6, pp. 873-882, 2012.

M. A. Khan, J. V. St. Peter, G. A. Breen, G. G. Hartley, and J.
T. Vessey, “Diabetes disease stage predicts weight loss outcomes
with long-term appetite suppressants,” Obesity Research, vol. 8,
no. 1, pp. 43-48, 2000.

G. M. Campos, C. Rabl, K. Mulligan et al., “Factors associated
with weight loss after gastric bypass,” Archives of Surgery, vol.
143, n0. 9, pp. 877-883, 2008.

N. E. Straznicky, E. A. Lambert, M. T. Grima et al., “The effects
of dietary weight loss with or without exercise training on
liver enzymes in obese metabolic syndrome subjects,” Diabetes,
Obesity and Metabolism, vol. 14, no. 2, pp. 139-148, 2012.

M. Wu, J. Wang, and L.-T. Liu, “Advance of studies on anti-
atherosclerosis mechanism of berberine,” Chinese Journal of
Integrative Medicine, vol. 16, no. 2, pp. 188-192, 2010.

W. Kong, J. Wei, P. Abidi et al., “Berberine is a novel cholesterol-
lowering drug working through a unique mechanism distinct
from statins,” Nature Medicine, vol. 10, no. 12, pp. 1344-1351,
2004.

D. Heber, 1. Yip, J. M. Ashley, D. A. Elashoft, R. M. Elashoff,
and V. L. W. Go, “Cholesterol-lowering effects of a proprietary
Chinese red-yeast-rice dietary supplement,” American Journal
of Clinical Nutrition, vol. 69, no. 2, pp. 231-236, 1999.

J. G. Shanes, “A review of the rationale for additional therapeutic
interventions to attain lower LDL-c when Statin therapy is not
enough,” Current Atherosclerosis Reports, vol. 14, no. 1, pp. 33—
40, 2012.

J. Wang, Z. Lu, and J. Chi, “Current therapeutic research, clinical
and experimental;” Current Therapeutic Research, vol. 58, pp.
964-978,1997.

D. J. Smith and K. E. Olive, “Chinese Red Rice-induced
Myopathy;” Southern Medical Journal, vol. 96, no. 12, pp. 1265-
1267, 2003.

E Lapi, E. Gallo, S. Bernasconi et al., “Myopathies associated
with red yeast rice and liquorice: spontaneous reports from the
Italian Surveillance System of Natural Health Products,” British
Journal of Clinical Pharmacology, vol. 66, no. 4, pp. 572-574,
2008.

H. Roselle, A. Ekatan, J. Tzeng, M. Sapienza, and ]. Kocher,
“Symptomatic hepatitis associated with the use of herbal red
yeast rice;” Annals of Internal Medicine, vol. 149, no. 7, pp. 516-
517, 2008.



