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ALIAN C

Conflitti di interesse

Ai sensi dell’art. 3.3 sul conflitto di interessi, pag 17 del
Regolamento Applicativo Stato-Regioni del 5/11/20009,
dichiaro che negli ultimi 2 anni ho avuto rapporti diretti
di finanziamento con i seguenti soggetti portatori di
interessi commerciali in campo sanitario:

- HealthyVis srl
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Data from 1624 non-statin treated Brisighella volunteers
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Data from 1624 non-statin treated Brisighella volunteers
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Data from 1624 non-statin treated Brisighella volunteers
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The consensus
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Cosa dobbiamo conoscere
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Biodisponibilita/Biofarmaceutica
Farmacocinetica

Efficacia sull’assetto lipidico

Efficacia su marcatori di salute vascolare
Sicurezza assoluta ed in relazione a coterapie



Lipid-lowering nutraceuticals: /&)
sites of action

Cicero AFG, Colletti
A. In: Combined
therapy in
dyslipidemia.
Springer-Verlag.
2015



Berberine:
mechanisms of action

! Bod ht t Glucose
. Mt uptake

t Fatty acids + Fasting glucose
oxidation in type 2 diabetes
{ LDL-cholesterol t Insulin
and triglycerides sensitivity
Improvement of
endothelial function

Affuso F et al. World J Cardiol. 2010



Plant sterols:
mechanisms of action

2014;30(10):1225-32. doi: 10.1016/j.cjca.2014.04.022.
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Berberine bioavailability
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BCS CLASS lll (High solubility, Poor permeability)

Chang-Shun Liu et al. Fitoterapia 109 (2016) 274—-282



Nutraceuticals in fed or fasted
o, 5.1 novembre 2015 state?

Effect of Food on the Oral Bioavailability of Berberine and Monacolin Administered
in Combination in Healthy Male Volunteers
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Fig. 1  Mean (#8D) plasma concentration-time profile of berberine and lovastatin hydroxy acid in fed condition (e) and

fhEd condition. (3 I Reaktiy swbjoets. Persiani S et al. J Pharm Pharmacol 2014;2:703-712.




Nutraceuticals in fed or fasted
) Roma, 8-11 novembre 2018 state ? J'I}LII ,A"I‘E,Ft

Doornbos et al., Eur J Clin Nutr, 2006
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A Meta-Analysis of Red Yeast Rice: An Effective
and Relatively Safe Alternative Approach for
Dyslipidemia

Placebo Mean Difference Mean Difference
Mean _SD Total W Random, 95% CI
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3.1.1 RYR/P Europe

Affuso 2010
6
49
85%

o -

19
184
Heterogeneity: Tau® h 6, df=6(P
Test for overall effe 0001)

3.1.2 RYR/P USA
Becker 2 0 6 -056[1.0 10]

Karl 2012
Subtotal (95%

3.1.3 RYR/P Asia
Higashik:
Huang 2007

-0.87 [-11.03

EFFECTS ON LDL-C PL0S One. 2014; 9(6): €98611.
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Low-dosed red yeast-rice — berberine
association: a meta-analysis of RCTs .

Roma, 8-11 novembre 20

LDL-cholesterol

Study name Statistics for each study Difference in means and 95% Ci

Difference Standard Lower
in means error Variance limit Z-Value

Ruscica et al., 2014 -26.000 10.316 106.412 -46.218 2,520 e
Pisciotta et al., 2012 -12.000 3.164 10.013 -18.202 -3.792 I~
Cicero et al.. 2012 -21.000 3.809 14.511 -28.466 -5.513 -
Affuso et al., 2012 -26.000 7.912 62.594 -41.507 -3.286
Cicero et al., 2007 -8.800 2732 7.465 -14.155 -3.221
Affuso et al., 2009 -40.000 7.191 51.708 -54,094 -5.563
Marazzi et al,, 2011 -55.000 4572 20.900 -63.950 -12.031
Trimarco et al., 2010 -22.500 1.505 2.265 -25.450 5 -14.950
Marazzi et al.. 2015 -16.000 2.404 5.780 -20.712 -6.655
Gentile et al., 2015 10.100 16.141 260.536 -21.536 0.626
Pirro et al., 2013 -33.000 6.076 36.914 -44.908 -5.431
Gonnelli et al., 2015 -42.050 6.892 47.500 -55.558 -6.101
Sola et al., 2014 -8.660 4168 17.373 -16.829 2,078
-23.854 3.496 12.219 -30.705 -6.824

Favours NC Favours Control

Pirro M et al. Pharmacol Res. 2016; http://
dx.doi.org/doi:10.1016/j.phrs.2016.04.021
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The effect of xuezhikang on CHD events & @ ikang on Cl C h I n a C o ro n a ry
—— xuezhikang
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= [J§ . Secondary
i Sl Prevention Study

Roma, 8-11 novemb

NNT=
23,

1 2 3 4 5
years since randomization

e 4780 patients in

| secondary prevention
_ 1,445 aged 65 to 75
oo | | 7 years follow-up

Placabo

proportion without event

NNT= g NNT=
4 5 6 7 8 % 0 ] 233‘ 4

years since randomization

The effect of xuezhikang on all cause death

years since randomization

Adult patients Elderly patients Ye et al. J Am Geriatr
NNT=number needed to treat Soc 2007;55:1015-1022.
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Low-dosed red yeast-rice — berberine =
association effect on FMD
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Affuso F et al. Nutr Metab Cardiovasc Dis. 2010;20(9):656-61
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Pirro M et al. Pharmanutrition 2013 Cicero et al. The Open Hypertension J 2013



RYR-CoQ10 middle-term
effect on PWV
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Delta PWV (m/s)

Cicero et al. Ann Nutr
Metab. 2016;68(3):213-9



Berberine ameliorates inflammation in
patients with ACS following e
percutaneous coronary intervention
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Clin Exp
Pharmacol
Physiol
2012;39(5):

0
Ber Cirl Ber  Cirl Ber Ctil 406-11.
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2-years persistence in paid 72
~ Roma, 8-11 novembre 2018 L D L -I Owe ri n g tre atm e nt “‘fﬂf ”fﬂ‘—

Nutraceuticals
Cicero et al. Atherosclerosis 2014;235(1):81-83
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Long-term effectiveness
and safety of a combined
nutraceutical based
approach to reduce
cholesterolemia in

with
and without metabolic
syndrome

Ciceroetal. AmJ
Cardiol. 2010;105(10):
1504.
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Cicero et al. Nutntion & Metabolism (2017) 14:61
DOl 10.1186/512986-017-0214-2

Effect of a short-term dietary
supplementation with phytosterols, red — e
yeast rice or both on lipid pattern in R T 4
moderately hypercholesterolemic subjects: s :

a three-arm, double-blind, randomized e ot  —
clinical trial i *

Armiao FG Cicero |, Federica Fogaca, Martina Rosticci, Anaelo Farini Marnina Giovannini, Maddalena Veronesi,

sergic L'Aaddsto and Claudio Borghl



PS + RYR
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In soggetti complianti:

RYR: LDL-C -20.5% e ApoB -14.4%
vs. baseline
RYR-PS: LDL-C -27% e ApoB -19%
vs. baseline



PS + LLT

Roma, 8-11 novembre 2018



INTEGRATORI ?
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DiIvo 2004 e successive modifiche:
- “Si intendono per integratori alimentari i prodotti alimentari destinati ad
integrare la comune dieta (...), aventi un effetto nutritivo o fisiologico”.

NUTRACEUTICI



