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Alkohol a K\VVO

® Kardioprotektivni vliv mirné a stfedni konzumace
alkoholu je v sou¢asné dobé zpochybnovan

® Epidemiologické studie: vztah charakteru U krivky
mezi mnozstvim konzumovaného alkoholu a KVO



The Lancet - Saturday 3 December 1988

COHOL AND MORTALITY IN BRITISH MEN: information,* and like many other socially acceptable
EXPLAINING THE U-SHAPED CURVE hypotheses, the concept that moderate alcohol intake is
better than abstention has become widely accepted by the

general public and the medical profession. This report

A. G. SHAPER GO‘_"A WANNAMETHEE examines the relationship between alcohol intake and
MARY WALKER mortality in middle-aged British men and draws attention to
o L the association berween drinking paterns, pre-existing

Department of Clinical Epidemiology and General Practice, iliness, and mortality

Rovyal Free Hospital School of Medicine, London NW3 2PF

® British Regional Heart Study
® 7735 mean, age 40-59 yrs
®* FU7.5yrs

Lancet 1987:;2:1267-73



Konzumace alkoholu a mortalita
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BM] RESEARCH

Association of alcohol consumption with selected

cardiovascular disease outcomes: a systematic review and
meta-analysis

Paul E Ronksley, doctoral student,’ Susan E Brien, post-doctoral fellow,! Barbara ] Turner, professor of
medicine and director,? Kenneth | Mukamal, associate professor of medicine,® William A Ghali, scientific
director and professor™*

e 84 studies

Drinkers vs non-drinkers

CVD mortality RR 0.75 (95% CI1 0.70 — 0.80)
CHD RR 0.71 (95% CI1 0.66 — 0.77)
CHD mortality RR 0.75 (95% CI1 0.68 — 0.81)
Stroke RR 0.98 (95% CI1 0.91 — 1.06)
Stroke mortality RR 1.06 (95% CI 0.91 - 1.23)

BMJ 2011; 342:d671



Alkohol a K\VVO

Kardioprotektivni vliv mirné a sttedni konzumace alkoholu
je v soucasné dob¢ zpochybnovan

Epidemiologické studie: vztah charakteru U ki1vky mezi mnozstvim
konzumovaného alkoholu a KVO

Zdanlivy kardioprotektivni uc¢inek mirné az stfidmé konzumace
alkoholu je zpochybnovan a vysvétlovan jiz pritomnym zvySenym

KV rizikem v dasledku §patného zdravotniho stavu abstinenti

ZKreslujici vliv Zivotospravy / socialnich faktoru



Mechanismus kardioprotektivniho ucinku
umirnéné konzumace alkoholu

® Neni zcela objasnén

® ZvysSeni HDL-cholesterolu

- Kauzalni souvislost neni jasna

- Prikaz pouze v experimentalnich studiich,
diukazy z klinickych studii nejsou presvédcive
(malé pocty nemocnych, kratka doba sledovani)



Alkoholdehydrogenaza

® Zasadni uloha v odbouravani alkoholu
® Existuje v n€kolika formach, které jsou kodovany riznymi geny

® SNP ADH1B Arg — His; oznaCovan rs1229984



Alkoholdehydrogenaza

® Zéasadni uloha v odbouravani alkoholu
® Existuje v n€kolika formach, které jsou kodovany riznymi geny

® SNP ADH1B Arg — His; oznacovan rs1229984

- reaguji na konzumaci alkoholu z¢ervenanim

- konzumuji méné alkoholu

- maji nizsSi hladiny etanolu v krvi

- niz8i riziko vzniku zavislosti na alkoholu u dospélych a adolescentii



Vztah mezi ALDHZ2 genotypem
a ruznymi charakteristikami

Homozygot pro Heterozygot pro Homozygot
nulovou variantu nulovou variantu | pro funkéni variantu

Konzumace alkoholu, priimér (ml/den) 53 15,1 292
Pram. vék, roky 61,3 61,5 60,6
Ku¥éci, % 48,5 47,9 47,7
HDL -chol., primér (mmol/l) 1,24 1,35 1,4
Hypertenze, % 40,6 37,7 46,9

Hypertens Res 2002;25:677-81



Nutné predpoklady pro studii pouzivajici
mendelovskou randomizaci

geneticka varianta je v silném vztahu s markerem (v naSem ptipadé
s konzumaci alkoholu)

genetickd varianta neni spojena s jinymi zkreslujicimi (confounding)
faktory zevniho prostredi

genetickd varianta je spojena s nemoci pouze prostrednictvim
studovaného markeru (vyloucen pleiotropni efekt geneticke varianty).



BMJ 2014;349:94164 doi: 10.1136/bmj.g4164 (Published 10 July 2014) Page 1 of 16

RESEARCH

Association between alcohol and cardiovascular
disease: Mendelian randomisation analysis based on
individual participant data

® 260 000 jedinci (pram. vék 58 let)
® 56 studii
® 20 259 koronarnich ptihod

® 10164 CMP
® 14 549 diabetes 2. typu

BMJ 2014;349:94164



Porovnani randomizované klinické studie
a mendelovské randomizace

RANDOMIZOVANA STUDIE
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KLASICKA KLINICKA STUDIE MENDELOVSKA RANDOMIZACE

SKUPINA PACIENTU POPULACE
Randomizace Nahodné rozdéleni alel
LEK (napf. statin) KONTROLY GENOTYPA GENOTYPB
¢ LDL - CHOL. <> | DL - CHOL. ¢ LDL - CHOL. <« LDL-CHOL.

l l l l

LKV PRIHODY «» KV PRIHODY vKV PRIHODY <« KV PRIHODY



Meta-analyza poolovanych odhadu
(nositele alely A vs. osoby bez alely A)

ICHS

Celkem (viechny osoby)
EKonzumenti alkoholu vs.
abstinenti

Abstinenti
Pouze konzumenti alkoholu

Podskupiny konzumace
alkoholu (jednotky/tyden)
Mima (0 az < 7)
Stiedni (= 7 aZ < 21)
Vysoka (= 21)

Pocet
studii

46

31
40

Pocet pripada/
jedinca

20259/168 731

5883/43 020
10 130/107 478

4686/47 246
322233772
1919/16 225

0,70

Pomer rizik
(OR: 95% CI)

OR - Odds ratio, pomér rizik; *p pro heterogenitu ziskané z testu pro trend na zakladé meta-regrese

Pomer rizik
(OR: 95% CI)

0,90 (0,84 - 0.96)

0,98 (0,88 - 1.10)
0.86 (0,78 - 0.94)

0,90 (0,79 - 1.02)
0,89 (0,75 - 1.06)
0.97 (0,76 - 1.24)

Hodnota
D

0,001

0,005*

0,828*

BMJ 2014;349:94164



Meta-analyza poolovanych odhadu
(nositele alely A vs. osoby bez alely A)

CMP

Celkem (viechnyv osoby)
Konzumenti alkoholu vs.
abstinenti

Abstinenti
Pouze konzumenti alkoholu
Diabetes

Celkem (viechny osoby)
Konzumenti alkoholu vs.
abstinenti

Abstinenti

Pouze konzumenti alkoholu

Pocet
studii

35

23
27

48

36
41

Pocet pripada/

jedinca

10 164/145 063

3624/38 575
4882/03 089

14 549/178 388

3165/45 836
5200/111 140

Pomeér rizik

(OR: 95%

CI)

=

0,70 1 1,25

OR - Odds ratio, pomér rizik; *p pro heterogenitu ziskané z testu pro trend na zakladé meta-regrese

Pomeér rizik
(OR; 95% CT)

0.98 (0.90 - 1.07)

1.12 (0.98 - 1,28)
0.95 (0.83 - 1.07)

1.02 (0.95 - 1,00)

109 (0.98 - 1.21)
0.97 (0.86 - 1,00)

Hodnota

0,683

0,130

0,627

0,119*

BMJ 2014;349:94164



© v s2U: Prenved narodnich vecitek pro sthiemou konzumeci alkohclickych napojd: rizkorizikove cavky etanciu, 2013

STATNI ZDRAVOTNI USTAVVPRAZE
CENTRUM ZDRAVI, VYZIVY A POTRAVIN V BRNE

Prehled narodnich voditek pro
stfidmou konzumaci
alkoholickych napojii:

nizkorizikové davky etanolu

Editor: J.Ruprich
Spoluautori: M.Suchankovd, J.Ruprich, M.Dofkova, I.Rehiirkovd,
S.Bischofova, J.Blahova

Palackého 3a, 61242 Brno, Spojeni: sekratariat@chpr.szu.cz
Prosinec 2015

Focporens MZ £ - RVO [Statni zoravesn! Latey — 520, 1€ 75010330)



p—
.//.e

" | - oL - “
. 0%y - L ot
a - R L -
. = g\n. 5 — "
—— - » -
Liker \/_,,,:///Tvrdy alkohol
B e e e e T T e i I e L AR LT T N S
L e L e e e e s e e e L e e N o Ll T & el ML R LA




Obsah alkoholu a kaloricka hodnota
nejobvyklejsich alkoholickych napoju v CR

Napoj mnoZstvi (1) obsah alkoholu (g) kcal/kJ

Pivo 10 0.5 16 160/670
Pivo 12 0.5 18 170/720
Vino bilé 0.2 15 108/450
Vino Cervené 0.2 19 134/560
Sekt 0.1 10 80/334
Dezertni vino* 0.1 15 09-214/414-586**
Lihoviny 0.05 20 140/586

*portské vino, sherry, vermouth  **zavisi na obsahu cukru



Mezni hodnoty davek etanolu
spojenych s nizkym rizikem

Meze v gramech cisteho etanolu za den
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Mezni hodnoty davek etanolu
spojenych s nizkym rizikem

Meze v grame:h cistého etanolu za tyden
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Risk thresholds for alcohol consumption: combined analysis +k ()

of individual-participant data for 599912 current drinkersin
83 prospective studies
Angela M Wood, Stephen Kaptoge, Adam 5 Butterworth, Peter Willeit, Samant ha Warnakula, Thomas Bolton, Ellie Paige, Dirk 5 Paul, m

Michad Sweeting, Stephen Burgess, Steven Bel, William Astle, David Stevens, Albert Koulman, RandiM Selmer, W M MonigueVerschuren,
Shinichi Sato, Inger Njelstad, Mark Woodward, Veikko Salomaa, Berge G Nordestgaard, Bu B Yeap, Astrid Flet cher, Olle Melander, Lewis H Kuller,
Beverley Balkau, Michael Marmot, Wolfgang Koenig, Edoardo Casiglia, Cwus Cooper, Volker Amdt, Oscar H Franco, Patrik Wennberg,

John Gallacher, Agustin Gomez de la Camara, Henry Viélzke, Christina C Dahm, Caroline E Dale, Manuela M Bergmann, Carlos | Crespa,

Yvonne Tvan der Schouw, Rudolf Kaaks, Leon A Simons, Pagona Lagiou, [osje D Schoufour, Jolanda M A Boer, Timothy [ Key, Beatriz Rodriguez,
Conchi Morenc-Iribas, Karina W Davidson, James O Taylor, Carlotta Sacerdote, Robert BWallace, | Ramon Quiros, Rosario Tuming,

Dan G Blazer Il, Allan Linneberg, Makoto Daimon, Salvat ore Panico, Barbara Howard, Guri Skeie, Timo Strandberg, Elisabete Weiderpass,
Paul | Nietert, Bruce M Psaty, Daan Kromhout, Eena Salamanca-Fernandez, Stefan Kiechl, Harlan M Krumbhalz, Sara Grioni, Domenico Palli,
José M Huerta, Jackie Price, Johan Sundstrdm, Larraitz Amriola, Hisatomi Arima, Ruth CTravis, Demosthenes B Panagiotakos, Anna Karakatsani,
Antonia Trichopowou, Tilman Kithn, Diederick E Grobbee, Elizabet h Bareti-Connor, Natasja van Schoor, Heiner Boeing, Kim Overvad,
JussiKauhanen, Nick Wareham, Javdia Langenberg, Nita Forouhi, Maria Wennberg, [ean-Pierre Després, Mary Cushman, Jadcie A Cooper,
Carlos | Rodriguez, Masaru Sakurai, Jonathan E Shaw, Matthew Knuiman, Trudy Veortman, Christa Meisinger, AnneT jenneland,

Hermann Brenner, Luigi Palmieri, Jean Dallongeville, Eric | Brunner, Gerd Assmann, Maurzie Trevisan, Richard F Gillum, lan Ford, Naveed Sattar,
Mariana Lazo, Simon G Thompson, Pietro Ferrari, David A Leon, George Davey Smith, Richard Peto, RodJackson, Emily Banks,

Emanuele Di Angelantonia, [ohn Danesh, for the Emerging Risk Fact ors Collaboration/EPIC-CVDUK Biobank Alcohol Study Group™

Lancet 2018:391:1513-23



Mortalita a konzumace alkoholu

Hazard ratio (95% Cl)

All-cavse mortality (40310 deaths)
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Hazard ratio (95% Cl)

Hazard ratio (95% Cl)

Mortalita a konzumace alkoholu

All stroke (12090 events) Myocardial infarction (14539 events) Coronary disease excluding myocardial
infarction (7990 events)
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European Heart Journal (2016) 37, 2315-2381 JOINT ESC GUIDELINES

FUROPEAN doi:10.109 3/eurheartj/ehw 106
SOCHETY O
CARTACL Oy =

2016 European Guidelines on cardiovascular
disease prevention in clinical practice

The Sixth Joint Task Force of the European Society of Cardiology
and Other Societies on Cardiovascular Disease Prevention in
Clinical Practice (constituted by representatives of 10 societies
and by invited experts)

Developed with the special contribution of the European Association
for Cardiovascular Prevention & Rehabilitation (EACPR)

Authors/Task Force Members: Massimo F. Piepoli* (Chairperson) (ltaly),

Arno W. Hoes* (Co-Chairperson) (The Netherlands), Stefan Agewall (Norway)?,
Christian Albus (Germany)?, Carlos Brotons (Spain)'?, Alberico L. Catapano (Italy)?,
Marie-Therese Cooney (Ireland)!, Ugo Corra (Italy)', Bernard Cosyns (Belgium)?,
Christi Deaton (UK)!, lan Graham (Ireland)', Michael Stephen Hall (UK)’,

F. D. Richard Hobbs (UK)'%, Maja-Lisa Leachen (Norway)', Herbert Léllgen
(Germany)?®, Pedro Marques-Vidal (Switzerland)', Joep Perk (Sweden)', Eva Prescott
(Denmark)?, Josep Redon (Spain)>, Dimitrios ). Richter (Greece)!, Naveed Sattar
(UK)Z2, Yvo Smulders (The Netherlands)!, Monica Tiberi (Italy)',

H. Bart van der Worp (The Netherlands)¢, Ineke van Dis (The Netherlands)?,

W. M. Monique Verschuren (The Netherlands)!

Additional Contributor: Simone Binno (Italy)



Vyzivova doporuceni (pokr.)

ryby 1-2 tydné (z toho jednou tydné olejnata ryba, napr. sardinky,
herinek, an¢ovicky, losos, pstruh, makrela nebo tunak)

30 g neslanych orechu

omezit alkoholické napoje

e muzi <20 g (2 napoje)

e 7eny <10 g (1 napoj)

energeticky prijem k dosazeni BMI 20-25 kg/m?

Zzadné potravinové doplnky

odrazovat od konzumace cukrem slazenych nealkoholickych

a alkoholickych napoju



Zavéry

® Ve svétle mendelovské randomizace se zda, Ze snizeni konzumace
alkoholu u mirnych nebo stfednich konzumentti miize byt prospésné
pro kardiovaskularni zdravi.

® Vysledky studie Holmese et al. je tfeba interpretovat s opatrnosti,
protoze nelze zcela vyloucit pleiotropni efekt sledované geneticke
varianty, stejn¢ jako interakci mezi genem a faktory zevniho prostredi.

2016 ESC-spolecna doporuceni pro prevenci KVO
konzumace alkoholickych napojii ma byt omezena:

® muzi <20 g (2 napoje)

® Zeny <10 g (1 napoj)



