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INTRODUCERE

Alcoolul tinde sa piarda din ce in ce mai mult din specificitatea sa culturala prin scaderea
consumului de tip ,,alimentar” si cresterea consumului solitar, permanent, in afara celui de tip
ritualic din timpul meselor.

Printre efectele biologice se remarca cele antioxidante, indicate in profilaxia sau terapia
anumitor stari patologice, in care se acumuleaza radicalii liberi superoxid (O;."), datorita
deficitului de superoxid dismutaza (SOD). Efectul toxic al radicalilor anion superoxidici conduce
la peroxidarea lipidelor, oxidarea proteinelor, inhibarea unor enzime, distructii ale ADN-ului.

Mecanismele de protectie enzimaticd fatd de toxicitatea anionului superoxid includ
superoxid dismutaza (SOD), catalaza si glutationperoxidaza (GTH). Inactivarea radicalului
anionului superoxid - scavenger — are loc sub actiunea superoxid dismutazei.

Polifenolii nu sunt numai compusi utili in viata plantelor, ci, de multe ori determina
calitatea produselor vegetale pe care le folosim.

Resveratrolul este antioxidantul polifenolic vegetal din struguri si care are efecte
benefice in profilaxia bolilor cardiovasculare, fiind un constituent major al tesuturilor lignificate
ale plantei.

In fiziopatologia multor boli considerate critice pot fi implicati radicalii de oxigen.
Leziunile produse sunt implicate in: patogeneza toxicitatii pulmonare a oxigenului, sindromul
insuficientei respiratorii al adultului, displazia bronhopulmonara, sindromul septic si a unei clase
de sindroame de ischemie-reperfuzie, precum: infarctul de miocard, socul, by-pass cardio-
pulmonar, transplantul de organ, enterocolita necrozanta, necroza tubulara renald acuta si altele.
Printre afectiunile provocate de radicalii liberi se disting: leziunile de ischemie-reperfuzie, bolile
inflamatorii, lupusul eritematos sistemic (LES), infarctul de miocard (IM), socul, traumatismele
hemoragice, traumele coloanei vertebrale, boala Crohn, bolile autoimune (artrita reumatoida,
diabetul), cataracta, uveitele, emfizemul, ulcerul gastric, neoplasmul, boala de radiatie.

Vinul rosu este alimentul ce contine cea mai mare cantitate de proantocianidoli dintre

alimentele cunoscute.
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Flavonoidele din vinul rosu intervin in protectia cardiovasculara prin activitatea lor
antioxidanta si antiplachetar agregativa. Astfel se explica paradoxul francez — fenomen
cunoscut si mult discutat in mediile stiintifice de specialitate. Demonstreaza, o protectie buna a
populatiei franceze vis-a-vis de maladiile cardiovasculare (CV), chiar daca factorii de risc (FR)
si in special colesterolemia, nu sunt mai putin frecventi in Franta decat in celelalte tari in care s-
au efectuat studiile.

Sunt recunoscute efectele pozitive ale unor polifenoli, in special flavonoide asupra
tulburdrilor de permeabilitate capilara, sindrom varicos, fragilitate capilarad, hemoragii,
retinopatie diabetica (Courbat P., 1982; Anton R., Heag M., Kuballa B., 1986). Dobberstein et al.

(1977) a evidentiat actiunea antineoplazica si antitrombolitica a unor flavone metoxilate.

PARTEA GENERALA

Aceasta cuprinde capitolul I, IT si III si fac referire la generalitati si date statistice
asupra importantei bolilor cardiovasculare in modelul de mortalitate de la nivel mondial, cat si
national. Aici am trecut in revista clasificarea dupa OMS a mortalitatii pentru unele regiuni pe
straturi (niveluri), valorile mortalitatii infantile, materne si a adultilor la tarile incluse in regiunile
OMS (dupa: WHO database).

Povara bolilor netransmisibile (BNT) creste rapid in toata lumea. S-a estimat ca pentru
2001 BNT au reprezentat 46% din totalul cauzelor, contribuind cu 60% din cele 56,5 milioane de
decese inregistrate. Pentru anul 2020 ponderea BNT se estimeazd a fi de 57% din totalul
cazurilor.

Problematica BNT nu este limitata la regiunile dezvoltate din punct de vedere economic.
Tarile in curs de dezvoltare sunt afectate de probleme majore de sdnatate publica, asociate BNT,
79% din decesele din intreaga lume fiind consecutive acestor boli inregistrate in regiunile in curs
de dezvoltare.

Tendintele actuale privind mortalitatea prin unele boli netransmisibile precum cele ale
sistemului cardiovascular, cat si a bolilor sistemului neuropsihic sunt in continua crestere.
Schimbarile prognozate in ierarhia DALY (Disability Adjusted Life Year - exprimd anii de viati

pierduti prin deces prematur §i anii trdifi in incapacitate de o severitate i o duratd specificatdi)
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pentru primele 15 cauze in anul 2020 comparativ cu 1990, la nivel mondial (dupa WHO
database) plaseaza boala ischemica pe locul I, urmata de depresie unipolara majora, accidente de

trafic, iar pe locul IV bolile cerebrovasculare.

Potrivit estimarilor Organizatiei Mondiale a Sanatatii, 16,7 milioane de oameni din intreaga
lume, mor anual din cauza bolilor cardiovasculare (BCV).

Din totalul deceselor anuale consecutive BCV, aproximativ 8,6 milioane intereseaza
sexul feminin. Este cea mai importanta cauza de deces la femei, reprezentand 1/3 din mortile
inregistrate la acestea. In tarile in curs de dezvoltare, 50 % din decesele la femeile sub 50 ani
sunt produse de bolile de inima si accidentele vasculare cerebrale. Tot la femei, decesele prin
infarct miocardic si accidente vasculare cerebrale (AVC) sunt de doud ori mai numeroase, decat
cele cauzate de toate formele de cancer.

In anul 2001, decesele prin BCV au reprezentat aproape o treime din decesele globale, iar
OMS preconizeaza pentru anul 2020 un numar de 25 milioane decese.

Capitolul Il se refera la conceptele fundamentale ale stilului de viatda si bolile
cardiovasculare. Promovarea sanatatii si tipurile de preventie: primara, secundara si tertiara.
Factorii de risc cardiovascular, la fel clasificarea acestora si nivelul de influentare al acestora.
Am facut referire la metodele si tehnicile de stabilire a scalei de valori pentru fiecare factor de
risc: PROCAM Risk Score, cat si Tehnica Framingham.

Capitolul 111 prezinta consideratiile privind efectele alcoolului asupra organismului uman
cu date generale si cercetari stiintifice.

Hippocrate si Koh (459-377) au sugerat intrebuinfarea vinului drept tranchilizant,
analgezic si diuretic. In plus s-a demonstrat, ci acesta are efect dezinfectant asupra mucoasei
gastrice/duodenale din ulcer.

Imparatul roman Cezar recomanda vinul ca si dezinfectant pentru rinile soldatilor sau
dupd masa, drept remediu impotriva toxiinfectiilor alimentare.

Galenus 1n Pergama (cca 130-20 IC) indica utilizarea vinului rosu cu continut crescut de
tanind 1n infectiile toxice alimentare §i anemii.

Un alt reper istoric este reprezentat de Hildegard din Bingen (Germania 1098-1179), care

prescria vinul rosu in tratamentul bolilor cardiovasculare.
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Numeroase studii epidemiologice raporteaza rolul pozitiv ale consumului moderat de
alcool, asa cum este cel al vinului rosu (1-5 pahare); alte efecte pozitive sunt cele exercitate
asupra metabolismului lipidic si hemostazei, ca urmare a consumului de alcool (moderat!) din
diverse bauturi (vin rosu, bere, wisky, scotch).

Efectele protectoare ale alcoolului sunt mediate de incriminarea HDL-col (Agarwal,
2002). Rimm si colaboratorii (1999), in concordanta cu concluziile lui Agarwal demonstreaza, ca
un consum de 30g de alcool/zi duce la cresterea HDL-col cu 4 mg/dl, acestei cresteri
corespunzandu-i o scadere cu 17% a riscului cardiovascular.

Alcoolul induce sinteza hepatica a apolipoproteinelor (apo)Al si (apo)All intrand in
componenta HDL particule (Rimm si col. ,1999; Agarwal, 2002).

Consumul zilnic individual a 30g alcool, duce la cresterea (apo)Al in plasma sanguina
(Rimm si col.,1999). ApoAl constituie precursorul HDL-colesterolului. Deci, obligatoriu, ATP-
aza de transport ataseaza Al, fiind precursorul particulelor asemanatoare (pre-p-HDL) (Kolovou

si col., 2006).

PARTEA SPECIALA

A inclus capitolele 1V — IX si care a cercetat influenta alcoolului asupra factorilor de risc

cardiovascular.
PREMIZE

Influenta consumului de alcool asupra factorilor de risc cardiovascular si asupra bolilor
cardiovasculare CARDIA (BCV), atat la barbatii si femeile din mediul urban (MU), cat si a celor
din mediul rural (MR), prin recentele meta-analize publicate in februarie’2011 in BMJ, au aratat
efectul protectiv indirect al consumului de alcool in cantitati moderate la ambele sexe: 15 —30 g
alcool pe zi.

Vinul rosu este alimentul ce contine cea mai mare cantitate de proantocianidoli dintre
alimentele cunoscute, iar acestia, s-a demonstrat ca au proprietati cu efect protector.

Conform Mayo Foundation for Medical Education and Research ( MFMER)
flavonoidele din vinul rosu intervin in protectia cardiovasculara prin activitatea lor

antioxidanta si antiplachetar agregativa.
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Pana in prezent in Romania acest aspect a fost mai putin studiat. La ora actuald speranta
de viata in tara noastra este mult mai scazuta comparativ cu alte tari dezvoltate, iar consumul de
alcool 1n unele regiuni ale tarii depaseste media pe tara.

Scopul studiului a fost reprezentat de:
e cvaluarea caracteristicelor de bazd a pacientilor luati in studiu: varsta, sexul, ocupatia.

e cvaluarea analizelor de laborator si in special al marcherilor de inflamatie:

a. Fibrinogen (Fb),
b. Proteina C reactivda (PCR).

Modificarile valorice si influenfa consumului de vin asupra marcherilor hematologici ai
inflamatiei.

e cvaluarea influentei consumului de vin asupra profilului lipidelor serice, tipurile, si
asocierile de dislipidemii cel mai frecvent intalnite la loturile de studiu:

a. Colesterol total (Col tot.),
b. HDL—colesterol (HDL-col),
c. LDL—colesterol (LDL-col),
d. Trigliceride (Tqg.).

e cvaluarea si urmdrirea efectelor clinice ale consumului de vin asupra sistemului
cardiovascular (SCV) in general. Leziunile miocardice si tipurile de ischemie intdlnite pe
electrocardiograma de repaos (ecg).

e tulburdrile de cinetica segmentara si tipurile de disfunctii Intalnite la examenul
ecocardiografic - ecografia cardiaca (Eco cord).

e monitorizarea ambulatorie 24 h a electrocardiogramei (Hollter ecg). Efectele consumului
de alcool si in special ale vinului asupra activitatii cardiace, asupra ritmului cardiac si a
tulburarilor de conducere.

e cvaluarea, consemnarea factorilor de risc (FR) si patologia asociatd, cea mai frecvent
intalnita la consumatorii cronici de alcool, incercand sa decelez, in cazul celor care au consumat
si consuma alcool in cantitdfi mici/moderate, posibilele efecte benefice, printre acestea fiind
mentionat efectul profilactic asupra bolilor cardiovasculare (BCV). Alaturi de actiunea sa
antioxidantd asupra sistemului cardiovascular (SCV), am incercat sa scot In evidenta efectul

antiinflamator, antiagregant, cat si hipolipemiant al vinului.
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Material si metoda

In perioada 2006 — 2008 am realizat in conditii de ambulator, un studiu prospectiv, care a
urmarit influenta consumului moderat de alcool (vin) asupra factorilor de risc cardiovascular (FR
CV) si bolilor cardiovasculare (BCV) la pacientii din mediul rural (MR) si mediul urban (MU),
in comparatie cu lotul martor de neconsumatori din aceleasi medii de resedinta.

Cercetarea s-a realizat pe baza analizei datelor si a indicatorilor obtinuti in urma evaluarii
clinice a populatiei din mediul rural, mai exact din comuna Tutora, judetul Iasi, in intervalul iulie
2006 — martie 2008. Aceastd comuna se afld la 25 km distantd de municipiul Iasi, fiind cunoscuta
prin indeletnicirea localnicilor de a cultiva diferitele soiuri de vita de vie. Consumul de alcool
este destul de ridicat la nivelul intregii populatii (locuitorii comunei Tutora Tn numar total de
1755 persoane). Pentru a obtine analiza comparativa a datelor privind morbiditatea de cauza
cardiovasculara, am solicitat de la compartimentul Evidenta Populatiei lista cu persoanele aflate
in viatd la data Inceperii studiului (1755) si am coroborat-o cu lista persoanelor inscrise la
medicul de familie.

Pacientii din mediul urban avand domiciliul stabil in municipiul Iasi.

Indicatorii vizati in studiu au fost obtinuti direct de catre mine prin efectuarea consultului
cardiologic in conditii de ambulator. In vederea analizei comparative, datele si rezultatele au fost
raportate la cele similare din literatura nationala si internationala.

Ulterior pacientii au fost urmariti prospectiv in vederea evidentierii modificarilor care pot
apare la nivelul profilului de risc cardiovascular, cat si a bolilor cardiovasculare in evolutie, pe
parcursul a celor doi ani de cercetare.

In studiu au fost inclusi un numir total de 200 pacienti, impartiti in doua loturi:

e LOTUL | compus din 100 pacienti din mediul rural, care au reprezentat 50% din totalul
pacientilor inclusi in studiu;
e LOTUL Il - 100 pacienti din mediul urban, reprezentand celelalte 50% de pacienti.

Pentru fiecare lot de studiu constituindu-se subgrupe in functie de mediul de resedintd.
Pentru usurinta evaludrii Si prelucrarii datelor statistice am considerat ca este necesar
introducerea in studiu a unui numar egal de pacienti, atat in loturi, cat si pe subgrupe din ambele
medii de resedinta.

e Pacientii consumatori cronici de cantitati mici/moderate de alcool — lotul test,

format din 100 pacienti: 50 pacienti din mediul rural si 50 pacienti din mediul urban.
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Dintre acestea: 25 persoane de sex feminin si 25 persoane de sex masculin atit pentru

urban, cat si pentru rural.

e Pacienti care au declarat ca nu sunt consumatori de alcool — lotul martor, format din

100 pacienti: 50 pacienti din mediul rural si 50 pacienti din mediul urban. Persoane de

sex feminin 25 la numar si de sex masculin 25, atat pentru urban, cat si pentru rural.

Lotul martor este format din 100 pacientii, care au fost consultati la cabinetul de
specialitate — cardiologie, in perioada similara, diagnosticati cu cardiopatie ischemica cronicd
dureroasa (CICD) pentru care s-au aplicat aceleasi criterii de selectie (Tabelull5), cu exceptia
consumului de alcool.

Pe perioada studiului, persoanele care s-au adresat medicului de familie pentru a fi
consultate au fost dirijate cétre specialistul cardiolog, cu acordul acestora pentru a fi evaluati.

Examenul clinic general a inclus intocmirea unei figse de monitorizare clinica.

Examenul efectuat de medicul specialist cardiolog, la fel a necesitat efectuarea:

a. electrocardiogramei (ecg) de repaus cu interpretarea acesteia.

b. monitorizarea Hollter ecg 24h in vederea diagnosticarii atat a formelor de ischemie
miocardica, cat si a diverselor tulburari de ritm cardiac, cat si a tulburarilor de conducere,
datorate ischemiei miocardice.

c. efectuarea testului de efort (TE) standartizat la persoanele, care la momentul consultului
prezentau dureri tipic anginoase, dar la care nu s-au evidentiat modificari electrocardiografice
de repaus specifice ischemiei miocardice. Testul de efort (TE) s-a efectuat conform protocolului
Bruce la bicicleta Sana Bike 250.

d. ecografia cardiaca (Eco Doppler), cu ajutorul careia au fost evaluate functia sistolica si
cea diastolica, hipertrofia ventriculara stanga (HVS), cat si decelarea variatelor tipuri de tulburari
de cinetica segmentara.

Au fost evaluati: fractia de ejectie (FE %), fractia de scurtare (FS %), raportul E/A,
grosimea septului interventricular (SIV) in milimetri (mm), peretele posterior (PP) in mm.
Dimensiunile cavitatilor cardiace: atriul stang (AS), atriul drept (AD), ventriculul stang (VS) si
ventriculul drept (VD).

In timpul consultului s-a initiat o anchetd care si evidentieze consumul de bauturi
alcoolice: cantitatea consumata in grame de alcool pur pe zi (gap/zi), tipul de bauturi si frecventa

consumului, iar pentru studiu au fost selectati pacientii care au consumat, i consuma vin.
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In paralel s-au recoltat analizele de laborator hematologice. S-a urmarit profilul lipidelor
serice:
e colesterolul total,
e trigliceride,
e fractiile de colesterol: HDL si LDL,
® glicemia sanguina,
e enzimele hepatice: TGO, TGP, yGT.
Persoanele la care s-au evidentiat valorile crescute ale transaminazelor hepatice, au fost
excluse din studiu.
S-a urmadrit evolutia marcherilor inflamatiei sanguine: fibrinogen, proteina C reactiva.
S-a efectuat o analiza a patologiei asociate (co-morbiditati) la ambele loturi, prevalenta
lor si gradul de implicare in alterarea functiilor cardiace.
Factorii de risc (FR) cardiovascular care sunt implicati si influenteaza activitatea cardiaca
normala.
Pe perioada desfasurarii studiului au fost respectate prevederile bunei conduite in

cercetarea stiintifica.

Analiza statistica

In cadrul acestui studiu, datele obtinute au fost prelucrate statistic in vederea eliminarii
variatiilor biologice individuale si erorilor determinarilor, precum si pentru o mai buna intelegere
si prezentare a informatiei continute de rezultatele cercetarilor.

S-au estimat mediile parametrilor si intervalele de confidenta ale acestora. S-au folosit de
asemenea statistica descriptiva a loturilor luate in observatie precum si teste de semnificatie
statistica prin metoda Student (t-Test: Two Sample Assuming Equal Variances). Diferentele
intre mediile variabilelor cantitative continue s-au evaluat cu ajutorul testului Student (unpaired
si paired), iar pentru variabilele cu distributie care nu respectd conditia de normalitate au fost
utilizate teste neparametrice (Mann-Whitney U). Regresia logisticdi a fost utilizata pentru
identificarea factorilor de predictie independenti. O valoare a lui p < 0,05 a fost considerata

semnificativa din punct de vedere statistic.
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Intervalul de confidenta s-a estimat folosind valoarea mediei probei si eroarea standard
conform relatiei: pu (media populatiel) = media probei + eroarea standard. Din aceasta relatie
rezulta limita inferioara (L) si cea superioara (LS) a intervalului de confidenta:

LI = media probei — eroarea standard
LS = media probei + eroarea standard

Concluzia estimarii este, ca intervalul LI-LS include media populatiei din care a fost
extrasd proba, cu o probabilitate de 95% (0,95).

Au fost utilizate programele SPSS 16.0 pentru Windows, Medcalc 10.3.0.0, Minitab 14.0
(Demo Versions). Pentru analiza diferentelor intre variabilele calitative s-a utilizat testul y2. S-a
verificat normalitatea distributiei variabilelor numerice continue utilizand testul Kolmogorov-

Smirnov.
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INTRODUCTION

Alcohol tends to lose more and more of its cultural specificity by the decrease of the
“alimentary” type consumption and the increase of solitary consumption, permanently, beside
that of ritual type, during the meals.

Among the biological effects we can remark the antioxidant ones, indicated in the
prevention or the therapy of certain pathological conditions in which superoxide free radicals
accumulate (0O,."), due to the deficiency of superoxide dismutase (SOD). The toxic effect of
superoxide anion radicals leads to lipid peroxidation, protein oxidation, inhibition of enzymes,
DNA destructions.

Enzymatic protection mechanisms against superoxide anion toxicity include superoxide
dismutase (SOD), catalase and glutathione peroxidase (GTH). Inactivation of superoxide anion
radical - scavenger - takes place under the action of superoxide dismutase.

Polyphenols are not only useful compounds in the plants’ life, but often determine the
quality of plant products that we use.

Resveratrol is the polyphenol antioxidant from grapes that is beneficial in preventing
cardiovascular diseases, being a major constituent of the lignified tissues of the plant.

In the physiopathology of many diseases considered critical oxygen radicals may be

involved. Lesions provoked are involved in: the pathogenesis of pulmonary oxygen toxicity, the
adult’s respiratory insufficiency syndrome, bronchopulmonary dysplasia, sepsis syndrome and of
a group of ischemia-reperfusion syndromes such as: myocardial infarction, shock,
cardiopulmonary bypass, organ transplantation, necrotizing enterocolitis, acute renal tubular
necrosis and others.
Among the diseases caused by free radicals there can be distinguished: ischemia-reperfusion
injuries, inflammatory diseases, systemic lupus erythematosus (SLE), myocardial infarction
(M), the shock, bleeding traumas, spinal cord injury, Crohn's disease, autoimmune diseases
(rheumatoid arthritis, diabetes), cataract, uveitis, emphysema, gastric ulcer, cancer, radiation
sickness.

Red wine is the aliment that contains the largest amount of PAC (proantocianidol) of
the aliments known.

Flavonoids in red wine involve in cardiovascular protection through their antioxidant
and antiplatelet aggregation activity. This explains the French paradox - a phenomenon known
Ph.D. Student Lucia Chetreanu 3
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and widely discussed within the scientific specialized meetings. It demonstrates good protection
of the French population from cardiovascular diseases (CV), even if risk factors (RF) and
especially cholesterol are not uncommon in France than in other countries where the studies were
performed.

The positive effects of polyphenols are recognized, especially those of flavonoids on the
capillary permeability disorders, varicose syndrome, capillary fragility, haemorrhage, diabetic
retinopathy (Courbat P., 1982, Anton R., M. Heag, Kuballa B., 1986). Dobberstein et al. (1977)
highlighted the antineoplasic and antithrombolitic action of certain methoxy flavones.

GENERAL PART

This includes chapters I, 11 and 111 and refers to generalities and statistical data on the
importance of cardiovascular diseases within the mortality model worldwide and nationwide.
Here we looked over the WHO classification of mortality for some regions, on layers (levels),
the values of infant, maternal and adult mortality in the countries included in the regions of
WHO (after: WHO database).

The burden of non-communicable diseases (NCD) is growing rapidly worldwide. It was
estimated that for 2001 NCD represented 46% of the total of the cases, contributing by 60% of
the 56.5 million deceases registered. For the year 2020, NCD is estimated at 57% of all cases.

NCD problem is not limited to regions that are developed from the economical point of
view. Developing countries are affected by major public health problems associated with NCD,
79% of the deceases worldwide being consecutive to these diseases registered in developing
regions.

Current trends regarding mortality from certain non-communicable diseases as those of
the cardiovascular system and of diseases of the neuropsychic system are in continuous growth.
Changes predicted in DALY hierarchy (Disability Adjusted Life Year - expresses the years of
life lost by premature death and years lived in disability of specified duration and severity) for
the first 15 cases in the year 2020 compared to 1990, worldwide (after WHO database) places the
ischemic disease in the first place, followed by the major unipolar depression, traffic accidents
and on the fourth place the cerebrovascular diseases.

According to the World Health Organization estimates, 16.7 million people worldwide
die annually from cardiovascular disease (CVD).
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From the total of consecutive annual CVD deceases, approximately 8.6 million are
women. It is the most important cause of death in women, representing one third of the deceases
recorded in them. In developing countries, 50% of the deaths in women under 50 years old are
caused by heart disease and cerebrovascular accidents. Also in women, deaths from myocardial
infarction and cerebrovascular accidents (CVA) are two times higher than those caused by all
types of cancer.

In 2001, deceases caused by CVD represented almost one third of the global deaths, and
WHO expects for 2020 a total of 25 million deaths.

Chapter Il refers to the fundamental concepts of lifestyle and cardiovascular
diseases. Health promotion and types of prevention: primary, secondary and tertiary;
cardiovascular risk factors, as well as their classification and their level of influence. I referred to
the methods and techniques for determining the scale of values for each risk factor: PROCAM
Risk Score as well as Framingham technique.

Chapter I11 presents the considerations regarding the effects of alcohol on the human
body with general data and scientific researches.

Hippocrates and Koh (459-377) have suggested the use of wine as a tranquilizer,
analgesic and diuretic. In addition it was demonstrated that it has a disinfecting effect on the
gastric/duodenal mucosa in ulcer.

The Roman Emperor Caesar recommended wine as a disinfectant for the soldiers’
wounds or after meals, as a remedy against food poisoning.

Galen of Pergamum (ca. 130-20 BC) indicates the use of red wine with high content of
tannins in food poisoning and anaemia.

Another historical reference point is represented by Hildegard of Bingen (Germany 1098-
1179) who prescribed red wine in the treatment of cardiovascular diseases.

Numerous epidemiological studies report the positive role of moderate alcohol
consumption as that of red wine (1-5 glasses); other positive effects are those exercised on lipid
metabolism and haemostasis, as a result of alcohol consumption (moderately!) of various
beverages (red wine, beer, whiskey, scotch).

Protective effects of alcohol are mediated by incrimination of HDL-cholesterol (Agarwal,
2002). Rimm and collaborators (1999), according to Agarwal's findings, show that consumption
of 30g of alcohol/day leads to the increase of HDL-cholesterol with 4 mg/dl, a decrease with
17% of cardiovascular risk corresponding to this increase.

Alcohol induces hepatic synthesis of apolipoproteins (apo)Al and (apo)All, entering in

the structure HDL particles (Rimm and collaborators, 1999, Agarwal, 2002).
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Individual daily consumption of 30g of alcohol leads to the increase (apo)Al in blood
plasma (Rimm and col., 1999). ApoAl is the precursor of HDL-cholesterol. So, mandatorily,
transport ATPase attaches Al, as the precursor of similar particles (pre-p-HDL) (Kolovou and
col., 2006).

SPECIAL PART

Included chapters IV - 1X and investigated the influence of alcohol on cardiovascular risk
factors.

PREMISE

Influence of alcohol consumption on cardiovascular risk factors and on cardiovascular
diseases CARDIA (CVD), both in men and women in urban area (UA), and those in rural areas
(RA), by the recent meta-analysis published in February 2011 in BMJ, showed the indirect
protective effect of alcohol consumption in moderate amounts in both sexes: 15 to 30 g of
alcohol per day.

Red wine is the aliment containing the largest amount of PAC (proantocianidol) of
aliments known, and it was demonstrated for having properties with protective effect.

According to Mayo Foundation for Medical Education and Research (MFMER)
flavonoids in red wine interfere in cardiovascular protection through their antioxidant and
antiplatelet aggregation activity.

Up to this moment, in Romania this aspect has been less studied. Currently life
expectancy in our country is much lower compared with that of other developed countries, and
alcohol consumption exceeds, in some regions of the country, the national average.

The aim of the study was represented by:

e Evaluation of the basic characteristics of patients taken in the study: age, sex, occupation.

e Evaluation of lab tests and especially of inflammation markers:

a. fibrinogen (Fb),

b. C-reactive protein (CRP).
Value changes and the influence of wine consumption on haematological markers of
inflammation;

e Evaluation of the influence of wine consumption on serum lipid profile, types, and

associations of dyslipidemia most commonly encountered in the study groups:
a. Total cholesterol (Col tot.)
b. HDL-cholesterol (HDL-col)

Ph.D. Student Lucia Chetreanu 6



Contributions to the knowledge of clinical and paraclinical aspects of alcohol consumption on cardiovascular diseases
as well as the prophylactic effect on cardiovascular risk factors

LDL-cholesterol (LDL-col)

d. Triglycerides (Tg).

e Evaluation and tracking of clinical effects of wine consumption on the cardiovascular
system (SCV) in general. Myocardial lesions and ischemia types found on the resting
electrocardiogram (ECG).

e Segmental kinetic disorders and types of dysfunction seen in echocardiography —
echocardiography (cardiac ECHO).

e 24 h ambulatory monitoring of electrocardiogram (ECG Hollter). The effects of alcohol
consumption and in particular of the wine on the cardiac activity, cardiac rhythm and
driving disorders.

e Evaluation, recording of risk factors (RF) and pathology associated, the most frequently
encountered in chronic alcohol consumers, trying to detect, in the case of those who
consumed and still consume alcohol in small/moderate quantities, possible beneficial
effects among which is mentioned the prophylactic effect on cardiovascular diseases
(CVD). Besides its antioxidant action on the cardiovascular system (SCV), | tried to
highlight the anti-inflammatory, antiplatelet and lipid-lowering effects of wine.

Material and method

During the period 2006 — 2008 | achieved, in ambulatory conditions, a prospective study
which followed the influence of moderate alcohol consumption (wine) on cardiovascular risk
factors (RF CV) and cardiovascular diseases (CVD) in patients from rural areas (RA) and urban

(UA), compared to the witness group of non-consumers in the same residence environments.

The research was based on data and indicators analysis derived from clinical assessment
of the rural population, namely Tutora commune, lasi County in the interval July 2006 - March
2008. This commune is 25 km away from lasi town, being known for the occupation of local
people to cultivate different varieties of vines. Alcohol consumption is quite high in the entire
population (inhabitants of Tutora totalizing 1755 persons). To obtain a comparative data analysis
regarding cardiovascular morbidity, we requested from the Department in charge with the
Evidence of Population a list with persons alive at the date of study initiation (1755) and we
corroborated it with the list of persons registered with a family doctor.

Patients in urban area with residence in lasi town.

Indicators targeted in the study were obtained directly by me, carrying on an outpatient
cardiology consultation. With a view of a comparative analysis, data and results were referred to
those similar in national and international literature.
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Subsequently, patients were followed prospectively to reflect the changes that may
occur in the cardiovascular risk profile and cardiovascular diseases in evolution over the two
years of research.

The study included a total of 200 patients, divided into two groups:

e GROUP Iconsisting of 100 patients inrural area, representing 50% of all
patients included in the study;

e GROUP II - 100 patients in urban area, representing the other 50% of patients.

For each study group, subgroups based on residence place were constituted. For
ease evaluation and processing of statistical data we considered it necessary to introduce the
study of an equal number of patients, both in the groups, and the subgroups of both residence
areas.

e Patients that were chronic consumers of small/moderate quantities of alcohol -
test group, consisting of 100 patients: 50 patients in rural area and 50 patients in urban
area. Of these: 25 female persons and 25 male persons for both urban and rural areas.

e Patients who declared as non-consumers of alcohol - witness group consisted of 100
patients: 50 patients in rural area and 50 patients in urban area. 25 female persons and 25
male persons, for both urban and rural areas.

The witness group consists of 100 patients who were consulted in the cardiology
departement, in the same period, diagnosed with chronic painful ischemic heart disease
(CICD) for whom the same selection criteria were applied (Tablel5), except alcohol
consumption.

During the study, people who went to the family doctor for consultation were directed to
the cardiologist, with their consent, to be evaluated.

The general clinical examination included the preparation of a clinical monitoring
report.

The examination performed by the cardiologist also required:

Resting electrocardiogram (ECG) and its interpretation.

b. 24h Hollter ECG monitoring with the view of diagnosing both the forms of myocardial
ischemia, and the various cardiac arrhythmias as well as conduction disturbances due to
myocardial ischemia.

c. The performance of the exercise testing (ET) standardized to persons who at the time of
consultation had typical anginal pain, but to whom resting electrocardiographic changes
specific to myocardial ischemia were not highlighted. Exercise testing (ET) was
performed according to Bruce protocol on Sana Bike 250 bicycle.
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d. Echocardiography (Eco Doppler) with the help of which systolic and diastolic function
were assessed, left ventricular hypertrophy (LVH) as well as the detection of various
types of segmental motion disorders.

There were assessed the ejection fraction (EF%), shortening fraction (FS%), ratio E/A,
interventricular septum thickness (SIV) in millimetres (mm), posterior wall (PP) in
mm. Dimensions of cardiac cavities: left atrium (LA), right atrium (RA), left ventricle (LV) and
right ventricle (RV).

During consultation, an investigation was launched to reveal the consumption of alcohol:
amount consumed in grams of pure alcohol per day (gap/day), type of drinks and frequency of
consumption, and patients that consumed and still consume wine were selected for the study.

At the same time, haematological lab tests were collected. Serum lipid profile was
monitored:

e Total cholesterol,

e Triglycerides,

e Fractions of cholesterol: HDL and LDL,

e Blood glucose

e Liver enzymes: GOT, GPT, yGT.

People who were found elevated liver enzymes were excluded from the study.

The evolution of blood inflammatory markers was monitored: fibrinogen, C-reactive
protein.

An analysis of associated pathology (co-morbidity) was performed in both groups, their
prevalence and implication degree in the alteration of cardiac functions.

Cardiovascular risk factors (RF) that are involved in the normal cardiac activity.

During the study, all dispositions of good conduct in scientific research have been
observed.

Statistical analysis

In this study, data obtained were statistically processed to eliminate individual biological
variations and error determinations, and for better understanding and presentation of information
contained by the research findings.

Parameters average rates and their confidence intervals were estimated. There were also
used descriptive statistics of groups taken in observation as well as tests of statistical significance
by Student method (t-Test: Two Sample Assuming Equal Variances). Differences between
continuous quantitative variables average rates were assessed using Student test (unpaired and
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paired), and for distribution variables not meeting the normality condition were used
nonparametric tests (Mann-Whitney U). Logistic regression was used to identify independent
predictive factors. A value of p <0,05 was considered statistically significant.

Confidence interval was estimated using the sample mean value and standard error
according to the relation: p (population mean) = mean of the sample + standard error test. From
this relationship, the lower limit (LL) and superior limit (SL) of confidence interval result:

LL = sample mean - standard error
SL = sample mean + standard error

The conclusion of the estimation is that LI-LS interval includes the population mean from
which the sample was extracted, with a probability of 95% (0,95).

Programs SPSS 16.0 for Windows, Medcalc 10.3.0.0, Minitab 14.0 (Demo Versions)
were used. To analyze the differences between qualitative variables, ¥ test was used. Continuous
numeric variables of distribution normality were verified using Kolmogorov-Smirnov test.
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