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Top 10 global causes of deaths, 2016

Deaths (millions)
+  KVB VODECI UZROCNIK SMRTNOSTI U SVETU A I N S
e SITUACIJA JE ISTA VEC 15 GODINA Ischaemic heart disease
Stroke
15.2 milionod IBSi MU Chronic obstructive pulmonary disease

Lower respiratory infections

Alzheimer disease and other dementias

Cause Group
Trachea, bronchus, lung cancers

Communicable, matemal, neonatal

Diabetes mellitus [ and nutritional conditions
Road injury B Noncommunicable diseases
Diarrhoeal diseases B injuries

Tuberculosis

Source: Global Hesith Estimates 2016: Deaths by Causa, Ase, Sex, by Country and by Region, 2000-2016. Ganevs, Workd Health Organization; 2018.

http://www.who.int/mediacentre/factsheets/fs310/en/
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Stopa mortaliteta (na 100.000 stanovnika) od
vodecih nezaraznih bolesti, Republika Srbija,
2018.

Zdravstveno-statisticki godisnjak Republike Srbije, 2018, Batut

48.8%

0% 20%

D AKyTHWU kopoHapHu cuHapomM  Acute coronary syndroma

40%

60% 80% 100%

BOctane ucxemujeke Baneetu cpua Other ischeaemic diseases

Struktura umiranja (%) od ishemijskih bolesti srca, Republika

Srbija, 2018.

U Srbiji u proseku 36000 godisnje oboli MU i IM
1 dogadaj na svakih 15min
1 smrt na svakih sat vremena

http://www.who.int/mediacentre/factsheets/fs310/en/

Registar za akutni koronarni sindrom u Srbiji 2012

Zdravstveno stanje i zdravstvene potrebe stanovnistva Srbije. Beograd

NACIONALNI VODIC DOBRE KLINICKE PRAKSE ZA DIJAGNOSTIKOVANJE | LECENJE ISHEMIJSKOG MOZDANOG UDARA




MEHANIZAM NASTANKA

ENDOTELNA  ADHEZUJA OKSIGENACUA MAGROFAGII FORMIRANJE ADHEZIJA  FORMIRANIJE
DISFUNKCJA MONOCITA LDL PENASTE CELLJE PLAKA TROMBOCITA  TROMBA
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DISLIPIDEMUA
HIPERTENZIJA PR
PUSENJE CIGARETA P ——
HIPERGLIKEMIJA - L gasd ‘ %
OKSIDATIVNI STRES e ' . ‘

HIPERHOMOCISTEINEMUJA
INFEKTIVNI AGENSI

NoUusEWN PR

NEPROMENLIIVI FAKTORI RIZIKA:

* NASLEDE HLP monociti LDL oxilDL CRP Penaste celije Glatke Kolagen, trombociti tromb  Fibrozni

o misicne  Celijski omota
POL celije debris, Ca,...

* GODINE I J

ATEROSKLEROZA



GENERALIZOVANI PROCES

* Lumenska opstrukcija
e Akutni koronarni sindrom

e Mozdani udarili tranzitorni
ishemijski atak

 Periferna arterijska bolest
* Visceralna ishemija

e Aneurizma aorte




* Smatra se da je u vecine ljudi oko 85. godine Zivota oko 60% koronarne
cirkulacije prekriveno ateroskleroticnim plakovima, i to pod uslovom
da u toku zivota nisu prisutni faktori rizika.

* U prisustvu faktora rizika kao Sto je dislipidemija takve promene na
koronarnim krvnim sudovima se dostizu negde u 42. godini Zivota.

Nacionalni vodic dobre klinicke prakse, Lipidski poremedaji, 2012.



* Poremecaji lipida imaju fundamentalni znacaj za aterogenezu

* Povisene vrednosti LDL holesterola, predstavljaju glavni faktor
rizika.

,For each 1 mmol/L reduction in LDL-C, major vascular events (MI, CAD
death, or any stroke or coronary revascularization) are reduced by 22%,
major coronary events by 23%, CAD death by 20%, total stroke by 17%,
and total mortality by 10% ,over 5 years”.

2019 ESC/EAS Guidelines for the management of dyslipidaemias

Nacionalni vodi¢ dobre klinicke prakse, Lipidski poremecaji, 2012.



SCORE tabela
10-godiSnjeq rizika za
fatalno kardiovaskularno
oboljenje u

populaciji sa visokim
kardiovaskularnim
rizikom’

2019 ESC/EAS Guidelines for the
management of dyslipidaemias
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Table5 Intervention strategies as a function of total cardiovascular risk and untreated low-density lipoprotein choles-

terol levels

Total CV risk  Untreated LDL-C levels

(SCORE) %

Primary <1, low-risk

prevention

Class*/Level”
=1 to <5, or
moderate risk
(see Table 4)

Class*/Level”
=8 to <10, or
high-risk
(see Table 4)

Class*/Level”

=10, or at

veryhigh

risk due

to a risk condi-

ton

(see Table 4)

Class*/Level"
Secondary Very-high-isk
prevention

Class*/Level”

<1.4 mmolL

14to<i.8

(55 mg/dL) mmeol/L (55 mmeal/L (70
to <70 mg/dL)

llafA [l=TEN =110

'8 llal& A
Lifestyle inter-
vention, con-
sider adding
drug if
uncontrolled
[[ETS 1A 1A

1.8to<l.é L6 to <30

mmolL (100

Lifestyle inter-
vention and con-
comitant drug
intervention

1A A
Lifestyle inter-
vention and con-
comitant drug
intervention

1 A
Lifestyle inter-
vention and con-

comitant drug
intervention

1A IiA

OV = cardiovascular; LDL-C = low-density lipoprotein cholesteral SCORE = Systematic Coronary Risk Estimation.

las of recommendation.
Flevel of evdence

>4.9 mmollL
(2190 mgldL)

A

IiA

IiA

RESC X9



VAP .0l with any of the following: CILJINE VREDNOSTI ZA LDL za prevenciju

risk Documented ASCVD, either clinical or unequivocal
on imaging. Documented ASCVD includes previous KV O b O Ij e nj a

ACS (Ml or unstable angina), stable angina, coronary
revascularization (PCIl, CABG, and other arterial
revascularization procedures), strokeand TIA, and
peripheral arterial disease. Unequivocally docu-
mented ASCVD onimagingincludes those findings
thatare knownto be predictive of clinical events,
suchassignificantplague on coronary angiography
or CT scan (multivessel coronary disease with two
major epicardial arteries having >50% stenosis), or
on carotid ultrasound.

DM with target organ damage,? or at least three major
risk factors, or early onset of TLDM of long duration
(>20 years).

Severe CKD (eGFR <30 mL/min/1.73 m?).

A calculated SCORE >10% for 10-year risk of fatal
CVD.

FH with ASCVD or with another major risk factor.

High-risk People with:

Markedly elevated single risk factors, in particular TC
>8 mmol/L (>310 mg/dL), LDL-C >4.9 mmol/L
(>190 mg/dL), or BP >180/110 mmHg.

Patients with FH without other major risk factors.

Patients with DM without target organ damage,®with DM
duration >10 years or another additional risk factor.

Moderate CKD (eGFR 30—59 mL/min/1.723 m).

A calculated SCORE >5% and <10% for 10-year risk
of fatal CVD.

Moderate-risk Young patients (T1DM <35 years; T2DM <50 years)
with DM duration <10years, without otherrisk fac-
tors. Calculated SCORE >1 % and <5% for 10-year
risk of fatal CVD.

Low-risk Calculated SCORE <19% for 10-year risk of fatal CVD.

2019 ESC/EAS Guidelines for the management of
dyslipidaemias

ASCVD = atherosclerotic cardiovascular disease; ACS = acute coronary syn- drome; BP = blood pressure; CABG = coronary artery bypass graft surgery; CKD = chronic kidney disease; CT = computed tomography; CVD = cardiovas- cular disease; DM = diabetes mellitus; eGFR =
estimated glomerular filtration rate; FH = familial hypercholesterolaemia; LDL-C = low-density lipoprotein cho- lesterol; Ml = myocardial infarction; PCI = percutaneous coronary intervention; SCORE = Systematic Coronary Risk Estimation; TLDM = type 1 DM; T2DM = type 2
DM; TC = total cholesterol; TIA = transient ischaemic attack



TERAPIJSKI [ZBOR

EFIKASNOST U

SNIZENJU TC NEZELJENA DEJSTVA
Mediteranska dijeta
HDR Redovna fizicka aktivnost 15-20% NEMA
Odvikavanje od loSih navika
Fitosteroli
Monakolin K
SUPLEMENTACUA Polikozanoli
PREPOZNATA OD ESC, Bilina viakna 20-30% NEMA
EAS, EACPR
Protein soje
Riblje ulje
inhibitori HMG -Co A reduktaze — statini 15%
Fibrati -Bol u misicima
CEPT inhibitor- ezetimib (rabdomioliza)
MEDIKAMENTI PCSK inhibitori (evolokumab) 50-80% -ostecenje jetre

sekvestranati zucnih kiselina

derivati nikotinske kiseline -niacin i niaspan

omega 3 nezasi¢ene masne kiseline

-povecana ucestalost
novonastalog DM
-demencija




ARTERINORM

JEDINSTVENI PROIZVOD NA TRZISTU koji regulise
3 klju€na mehanizma za nastanak aterosleroze.

Ekstrakt fermentisanog crvenog pirinca

standardizovan na 40% polifenola

(monascus purpureus), standardizovan na 200,0 mg
1,5% monakolina K Snizavaju nivo LDL holesterola,
Alifaticni alkoholi dugog lanca triglicerida i podizu nivo HDL
(polikozanol), standardizovani na 60% 10,0 mg holesterola u krvi
oktakozanola
Vitamin B3 (niacin) 27,0 mg
Folna kiselina 300,0 pg y o o
Vitamin B6 2.0 mg Snizavaju nll\:tla(rl:lci)momstema
Vitamin B12 1,0 ug
Vitamin E 20,0 mg

Rai ia g i Antioksidativna zastita
Ekstrakt ¢aja (Camellia sinensis) 144,0 mg




HIPOLIPEMIJSKI EFEKAT — DIF1STAT
SINERGIZAM BIOAKTIVNIH SUPSTANCI

POLIKOZANOLI
o
, ° ‘.V MONAKOLIN K
"

NIACIN
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~ermentisani crveni
nirinac

Monakolin K dobija se fermentacijom belog
pirin¢a pomodu plesni Monascus purpureus

. e . .. . .. .OH JOH
Deluje istim mehanizmom kao i sintetski statini, 0

tako Sto blokira endogenu produkciju
holesterola u jetri inhibicijom HMG Co
reduktaze, kljuCni enzim u procesu sinteze
holesterola.

Hydrolysis
— > OH

g

o

Lovastatin Monacolin J



Delotvornost 2,5-10 mg Monakolina K
dokazana je u vise od 30 klinickih
studija dostupnih u bazi podataka
PubMed.

Potvrda njegove efikasnosti je jasno
definisana kroz aktuelne Evropske
vodicCe u leCenju dislipidemija 2019.

9

EAPC

European Association
of Preventive Cardiology



Uticaj promene zivotnog stila na nivo lipida

Table 8 Impact of specific lifestyle changes on lipid levels

Lifestyle interventions to reduce TC and LDL-C levels
Avoid dietary trans fats
Reduce dietary saturated fats

Increase dietary fibre

Reduce dietary cholesterol

Increase habitual physical activity

Lifestyle interventions to reduce TG-rich lipoprotein levels
Reduce excessive body weight

Reduce alcohol intake

Increase habitual physical activity

Reduce total amount of dietary carbohydrates

Use supplements of n-3 polyunsaturated fats

Reduce intake of mono- and disaccharides

Replace saturated fats with mono- or polyunsaturated fats
Lifestyle interventions to increase HDL-C levels
Avoid dietary trans fats

Increase habitual physical activity

Reduce excessive body weight

Reduce dietary carbohydrates and replace them with unsaturated fats

Modest consumption in those who take alcohol may be continued

Quit smoking

The magnitude of the effect (+++ = =10%, ++ = 5-10%, + = <5%) and the level of evidence refer to the impact of each dietary modification on plasma levels of a specific lip-

oprotein class.

Magnitude of the effect
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HDL-C = high-density lipoprotein cholesterol, LDL-C = low-density lipoprotein cholesterol; TC = total cholesterol; TG = triglyceride.

Level

2019 ESC/EAS Guidelines for the management of
dyslipidaemias
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2019 ESC/EAS Guidelines for the management
of dyslipidaemias: lipid modification to reduce
cardiovascular risk

Primena monakolina K je opravdana kod
pacijenata koji ne zele ili iz razloga pojave
nezeljenih dejstava ne mogu da koriste
standardne statine. (15%)

7.5.2 Monacolin and red yeast rice (RYR)

In the only available RCT in patients with
ASCVD, a partially purified extract of RYR
reduced recurrent evens by 45%. A clinically
relevant hypocholesterolaemic effect (up to a
20 % reduction) has been observed with RYR
preparations providing a once daily dose of
2.5-10 mg monacolin K. Nutraceuticals
containing purified RYR may be considered in
people with elevated plasma cholesterol
concentrations who do not qualify for
treatment with statins in view of their global CV
risk.



1.5 Dietary supplements and functional
foods for the treatment of dyslipidaemias

Polikozanoli

Polikozanol je prirodni ekstrakt biljnih voskova u
kom dominira oktakozanol (izolovan iz Se¢erne
trske).

Imaju slozeni mehanizam dejstva, najverovatnije
dovode do | sinteze holesterola u jetrii 1~ LDL
katabolizma u krvi

Hipolipemijski efekti su dokazani u preko 60
klinickih studija radjenih na 3000 bolesnika

Smatra se da ima i antiagregaciono dejstvo (20mg
= 100mg ASA)

Reference:Singh DK, Li L, Porter TD. Policosanol inhibits cholesterol synthesis in hepatoma cells by activation of AMP-kinase. J Pharmacol Exp
Ther 2006; 318(3):1020-6. Castano G, Mas R, Fernandez JC et al. Effects of policosanol in older patients with type Il hipercholesterolemia and
high coronary risk. J Gerontol. 2001;56:M186-M192.Gouni-Berthold |, Berthold HK. Policosanol: clinical pharmacology and therapeutic
significance of a new lipid-lowering agent. Am Heart J. 2002;143:356-365.

2019 ESC/EAS Guidelines for the management
of dyslipidaemias: lipid modification to reduce
cardiovascular risk

OH



American Heart Journal

www.ahjonline. com

TC 17%-21%

1 LDL-C  21%-29%

HDL-C  8%-15%

Policosanol: Clinical pharmacology and therapeutic
significance of a new lipid-lowering agent

Ioanna Gouni-Berthold, MD,2 and Heiner K. Berthold, MD, PhD® Rotenburg an der Fulda and Bonn, Germany

Background Policosanol is a mixture of higher primary aliphatic alcohols isolated from sugar cane wax, whose main
component is octacosanol. The mixture has been shown to lower cholesterol in animal models, healthy volunteers, and
patients with type Il hypercholesterolemia.

Methods We reviewed the literature on placebo-conirolled lipidowering studies using policosanol published in peer-
reviewed journals as well as studies investigafing ifsmachanismof action and its clinical pharmacology.

At doses of 10 to 20 mg per day, policosanol lowers total cholesterol by 17% to 21% and low-density i
fein (LDL) cholesterol by 21% to 29% and raises high-density lipoprotein cholesterol by 8% fo 15%. Because higher doses
fested up to now, it cannot be excluded thor effectiveness may be even greater. Daily doses of
cosanol have been shown fo be eq & same dose of simvasfatin or
pravastatin. Triglyceride levels are not influenced by policosanol. At dosages of up fo 20 mg per day, policosanol is safe
and well tolerated, as studies of >3 years of therapy indicate. There is evidence from in vitro studies that policosanol may
inhibit hepatic cholesterol synthesis at a step before mevalonate generation, but direct inhibition of the hydroxy-methylglu-
taryl-coenzyme A reductase is unlikely. Animal studies suggest that LDL catabolism may be enhanced, possibly through
receptor-mediated mechanisms, but the precise mechanism of action is not understood yet. Policosanol has additional benefi-
cial properties such as effects on smooth muscle cell proliferation, platelet aggregation, and LDL peroxidation. Data on effi
cacy defermined by clinical end points such as rates of cardiac events or cardiac mortality are lacking.

Conclusions Policosanol seems to be a very promising phytochemical alternative to classic lipidHowering agents such
as the statins and deserves further evaluation. (Am Heart ] 2002;143:356-65.)




2019 ESC/EAS Guidelines for the management
of dyslipidaemias: lipid modification to reduce
cardiovascular risk

Niacin

Vitamin B3 ili nikotinska kiselina

Neophodan je za metabolisanje secera,
masti i proteina

* Dovodi i do redukcije ukupnog i LDL
holesterola O

* Snizava trigliceride

* Najefikasnije povecéava HDL holesterol AN OH



@ ESC ESC/EAS GUIDELINES

European Heart Journal (2020) 41, 111188 '.?-SC Gy,

European Society doi:10.1093/eurheartj/ehz455
of Cardiology
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2019 ESC/EAS Guidelines for the management
of dyslipidaemias: lipid modification to reduce
cardiovascular risk

8.9 Nicotinic acid

Nicotinic acid has key action sites in both the liver and adipose tissue.
In the liver, nicotinic acid inhibits diacylglycerol acyltransferase-2
resulting in decreased secretion of VLDL particles, which is also
reflected in LDL par-
reles.”> Nicotinic acid primarily I‘ElISES HDL C and ApoA1 by stim@®
Al production in the liver.** Two large randnrn
with nicotinic acid—one with extended-release niacin® and one with
niacin plus laropiprant®—have shown no beneficial effect and an
increased frequency of serious adverse effects. No medication con-




HOMOCISTEIN - Samostalni faktor rizika za
aterosklerozu

inflamacija
narusava integritet zida i ) .
omogucava akumuliranje Ppovecava agregaciju
masnih depoa i adheziju trombocita
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HOMOCISTEIN

Proizvodi se u organizmu

Nedostatak vitamina B6, B9 i B12

Vitamin B12
Folna kiselina
dovodi do zadrzavanja visih koncentracija
HOMOCISTEIN

‘ Vitamin B6

homocisteina u krvi

Povisene vrednosti homocisteina su
samostalni faktor rizika za razvoj KVB




* Slobodni radikali i lipidna peroksidacija, prema
brojnim studijama koje su do danas objavljene,
predstavljaju glavni okidac za nastanak bolesti krvnih
sudova tako sto dovode do procesa ateroskleroze i
promena na endotelu krvnih sudova.

* Lipidna peroksidacija LDL-Cestica predstavlja jedan
O KS' DAT'VN | od glavnih procesa koji doprinose nastajanju
arterogenog procesa.

STRES

”‘\ Oxidized . '
) i
Macrophage
Foam cell

Free radical




ANTIOKSIDATIVNA

ZASTITA

Antioksidansi su bioloski aktivne materije koje
uklanjaju visak slobodnih radikala i na taj nacin
sprecavaju razvoj oksidativnog stresa

ANTJOKSIDANSI

DANSI



VITAMIN E

* Snazan antioksidans

* Doprinosi zastiti celija od
oksidativnhog stresa i pomaze
oCuvanje zida Celijske
membrane

e SprecCava oksigenaciju LDL
cestica

HEALTHY
ATOMS

FREE
RADICALS

ANTIOXIDANTS



POLIFENOLI

* Najzastupljeniji epigalo-katehin
galat iz ekstrakta zelenog Caja

* Imaju jako antioksidativho dejstvo
* EGCG 25x jaci od borovnice

Experimental Control Mean Difference Mean Difference
[ [ Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Ci
o U St u d I a m a S u O ka Za | I I Brown AL 2011 39 41 66 31 44 63 257% -7.00[-847,-553] a
Chen IJ 2015 -126 288 39 23 337 38 1.7% -14.90[-28.92,-0.88]
Diepvens K 2006 0 185 23 39 227 23 23% -3.90[-15.87,8.07) I
. . .. . . Erba D 2005 -133 289 12 -8 30.7 12 0.6% -5.30[-29.16, 18.56) b
I po I p e I I l IJ S I e e at n a LD I_ I Hsu CH 2008 -16.1 222 41 56 314 37 22% -10.50[-22.89, 1.69]
Kajimoto O 2003 -89 25 30 9 296 30 1.7% -17.90[-31.76,-4.04]
Kajimoto O 2006 -89 22 67 11 258 65 45% -10.00[-18.21,-1.79)

.

63 122% -1.70[-5.86, 2.46]

. Maki KC 2009 56 168 65 -39 3.1
u upnl O eS ero Miyazaki R 2013 113 348 25 -39 62 25 1.7% -7.40[-21.26, 6.46]

- H’*’u“ﬂllll

Nagao T 2005 -15.1 218 17 66 17.8 18 19% -8.50[21.73,4.73)
Nagao T 2007 -39 189 123 15 201 117 0.8% -5.40(-10.34,-0.46]
Nantz MP 2009 24 93 53 32 92 55 149% -560[9.09,-2.11]
Nozawa A 2002 -247 188 14 09 243 14 1.3% -25.60[-41.69, -9.51]
Suliburska J 2012 -162 114 23 -35 132 23 5.6% -12.70[-19.83,-5.57]
Suzuki Y, 2005 -143 287 23 2 306 22 11% -16.30[-33.65, 1.09)
Takeshita N 2008 <10 14 40 2 16 41 65% -8.00[-14.54, -1.46]
van het Hof KH 1997 7 98 16 27 95 16 6.3% -9.70[-16.39,-3.01]
Total (95% CI) 677 662 100.0%  -7.38 [-9.25, -5.50]
Heterogeneity: Tau* = 3.00; Chi* = 21.42, df = 16 (P = 0.16); I = 26% 100 _éo 0 50 160

Test for overall effect: Z = 7.71 (P < 0.00001) Favours [experimental] Favours [controf]

Figure 2. Meta-analysis of the effect of EGCG on LDL cholesterol compared with control amms. Sizes of data markers indicate the
weight of each study in the analysis. WMD: weighted mean difference (the result was obtained from a random-effects model.



ARTERINORM

REGULACIA LIPIDNOG STATUSA

Monakolin K Polikozanoli Niacin
Folna kiselina Vitamin B6 Vitamin B12

. 4

ANTIOKSIDATIVNI EFEKAT

Polifenoli Vitamin E




ARTERINORM klinicki dokazana

Antihyperlipidaemic effect of a Monascus

B RZA E Fl K AS N OST purpureus brand dietary supplement on a large

sample of subjects at low risk for cardiovascular
disease: A pilot study

* Nakon 2 meseca redukcija LDL i e i e
holesterola za 20%

2 Department of Internal Medicine and Applied Biotechnology, Atherosclerosis and Metabolic Diseases
Study Centre *'G. Descovich'’, University of Bologna, S. Orsola-Malpighi University Hospital Via
Massarenti, 9-40138 Bologna, Italy

* Efekat jednak kao sa 20mg pravastating s o oo e seyomamotos W oy

#vailable online 9 September 2005

LDL REDUKCUA Summary
Objectives: We planned to carry out a pilot study to evaluate the efficacy and
safety as an antihypercholesterolemic agent of a brand dietary supplement made
of Monascus purpureus titrated extract, octacosanols and niacin on 111 Caucasian
- 20% patients with low cardiovascular disease risk (<20% by Framingham algorithms), com-

paring them with the antihypercholesterolemic effect of a low dosage of Pravastatin
on 20 subjects with similar risk profile.
Results: In our study, the tested dietary supplement determined a significant

4
decrease of Total Cholesterol (TC), Low Density Lipoprotein Cholesterol (LDL-C),
35 and Triglycerides (TG) in moderatety hypercholesterolemic subjects without clini-
cally relevant change in liver and muscular toxicity markers. The reduction of LDL-C
reached the 20%, and it is similar to that obtained with a well-known effective statin
3 like Pravastatin.
Conclusions: Further long-term and double blind evaluation have to be carried out
before to infer the observed results, however it appears that the studied dietary sup-
25 plements could be a safe and efficacious antihypercholesterolemic agent for patients
at low risk for cardiovascular diseases.
© 2005 Elsevier Ltd. All rights reserved.
2

T(0) T (2 meseca)




ARTERINORM klinicki dokazana
DUGOROCNA PRIMENA PRUZA DODATNE BENEFITE

Lipid/lipoproteins Mean change (%) Mean change (%) P value Mean change (%) Mean change (%) P value
in group A in group B in group A in group B
4 months (T1) 4 months (T1) 8§ months (T2) 8 months (T2)
\4 L) .
e Brza redukcija TC,LDLi TG 1«
/ TG -1.4 -6 NS .4 <0.001
v . HDLC -2 -2 NS 5.5 NS
* Dugorocna primena
Non-HDLC 9.13 =26 NS =27 NS

n aj Z n a éaj n ij a Za S n i ie nj e HDLC high density lipoprotein-cholesterol, LDLC low-density lipopmotein-cholesterol, 7C Total cholesterol,

lipoprotein-cholesterol, TG tnglycerides, NS not significant
Comparison between groups (Diet vs. Diet 4 Dif 1Stat)

. ’ .
TG | p Ove C a nJ e H D I_ Differences are calculated as follows Diet (group A) versus Diet plus Dif [Stat (group B): T1 versus T1: T2 versus T2

* Bez pojave nezeljenih —

efekata - -

-15
-20
-25
-30
Combined Treatment with Diflstat and Diet Reduce Plasma Lipid Indicators of Moderate Hypercholesterolemia More a5
Effectively than Diet Alone: A Randomized Trial in Parallel
Groups Lipids (2009) 44:1141-1148
DOI 10.1007/s11745-009-3368-5

-40

dijeta M dijeta + ARTERINORM

non-HDLC non high density



ARTERINORM klinicki dokazana

BEZBEDNOST 5

N o

* Bez nezeljenih efekata u 10
pracenju 2 godine 1104
bolesnika sa HBB 20

-25
-30
-35
-40
-45

=
"

LT

LT

W GFR

Efficacy and Safety of Dif1stat® for the Treatment of Secondary Dyslipidemia in Chronic Kidney Disease
September 2013, Vol. 7, No. 9, pp. 941-949 Journal of Life Sciences, ISSN 1934-7391, USA
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EFIKASNOST | BEZBEDNOST KOD PACIJENATA KOJI NETOLERISU
STATINE ILI EZETIMIB

Lipid/lipoproteins, mg/dL
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TC-24%
R? = 0.9932

nonHDL-C -30%
R?=0.9948
LOL-C-31%
R?=0.995

TG -24%
R?=0.9146
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Time, months

Mean changes in plsma ALT, AST, y-glutamyl vansferase, CK and glomerular filoation rate after 6 (T1) and 12 (T2) months treatment with diet plus MP.
Sampling ime point

Safety parameter (means)

Male (TO)

Malke (T1) ®A Male (T2) A P

Malkes

ALT £ SD, UL X 4L8 1946 -5 18 £ 8 -10 ns
AST & SD, UL 5 4+6 44+9 -3 21 + 4 -16 ns
v GT £ SD, UL 17 4+ 4 1445 -17 16 43 -558 ns
CK + SD, UL 195 + 15 186 + 21 —-4.6 193 &+ 32 -102 ns
GFR + SD, ml/min/m* 979 + 006 978 + (02 -0.1 972 4 006 -07 ns
Cramp and myalgis No No NA No NA NA
Females

ALT 4+ SD, UL 19 4+ 6 16 4+ 3 -157 1745 -10 ns
AST + SD, UL 15+4 14 42 -6,7 1343 =13 ns
v GT + SD, UL 16 £ 7 15 42 —6.25 174+ 4 625 ns
CK £ SD, UL 188 + 18 175 + 13 -7 168 + 18 -10 ns
GFR 4+ SD, ml/min/m* 982 4+ 0@ 982 + 008 02 984 + 0.0 02 ns
Cramp and myalgis No No NA No NA NA

ALT, alanmne ammoransferase; AST, sspartate aminotransferase; CK, areatine kmse; GFR, glomerular filtration rate; y-glutamyl tramsferase (v-GT); MP,
Maonascus purpureus; NA, no! applicable; ns, nal sigmficant; p, result of unpamred T-test versus haseline; T sampling Sme pomt (0 = baselme, 1 =6 months,

2 = 12 months); %A, percent change in lab parameter compared to baseline.

Monascus purpureus for statin and ezetimibe intolerant heterozygous familial hypercholesterolaemia patients: A clinical study Atherosclerosis Supplements 30 (2017) 86e91



UPOTREBA

Jednom dnevno,
najbolje pred spavanje,
popiti jednu kapsulu.

®

Nakon perioda
upotrebe od 3
meseca ovog
proizvoda
pozeljno je
proveriti nivo

holesterola u krvi.

Bez glutena,
mleka, laktoze i
GMO.

Proizvod ne treba
da uzimaju osobe
preosetljive na
neki od sastojaka
proizvoda.

Proizvod nije Osobe na terapiji
namenjen deci, dislipidemija, pre
trudnicama i upotrebe ovog

dojiljama. proizvoda treba

da se konsultuju
sa svojim lekarom
ili farmaceutom.



PREPORUCEN KOD PACIJENATA:

Sa povisenim LDL holesterolom, trigliceridima ili ukupnim holesterolom

Sa niskim HDL holesterolom u umerenom KV riziku

Koji odbijaju ili netolerisu statinsku terapiju

Kao dodatak statinskoj terapiji
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ARTERINORM

Dodatak ishrani
Bez glutena, mieka, laktoze i GMO

v'PRIRODNA | BEZBEDNA STRATEGIJA ZA
EFIKASNU KONTROLU LIPIDNOG
STATUSA | PREVENCUU
KARDIOVASKULARNIH BOLESTI

v'KLINICKI DOKAZANA ORIGINALNA
FORMULA

v'"TROSTRUKO DEJSTVO NA PREVENCUU
NASTANKA | RAZVOJA ATEROSKLEROZE

30 kapsula



