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I HAVE  
NO CONFLICT OF INTEREST TO DECLARE, 

EXCEPT THAT I LIKE TO DRINK WINE 
REGULARLY AND IN MODERATION 



 
 
 

IS WINE 
  

A LIFE-SAVING  
BEVERAGE? 









          Mosaic, Villa  Romana del Casale,       
Piazza Armerina, Sicily 







THE “FRENCH PARADOX” 



THE NOVEL HAMLET 

TO DRINK OR NOT TO DRINK ? 



HOW SOLID IS TODAY  

THE SCIENTIFIC EVIDENCE  

THAT WINE DRINKING 

IS BENEFICIAL AGAINST 

CARDIOVASCULAR RISK  

AND ALL-CAUSE MORTALITY? 





META-ANALYSIS 

A meta-analysis combines - as a whole –  

the results of different studies  

that address the same or  

a set of related research hypotheses. 

 

It provides a balanced view and global answers  

that take into account the relative “weight”  

of each single study 

 



  
                                                                        

Renato 

Guttuso   
La Vucciria, 1974.  

Olio su tela, 300x300.  

Universita' degli Studi di 

Palermo 





Odds Ratios for Vascular Disease 
comparing wine intake vs. no wine intake 

Risk effect 

Prospective studies 

0.3 0.4 0.5 0.6 0.7 0.8 0.9 1 1.1 

Protective effect 

Case-Control studies 

Overall 

Di Castelnuovo et al, Circulation, 2002 





Subgroup analysis 

WINE 

SUBGROUP N RR 99%CI 

Adjustment for different types of alcoholic beverages 

Not Adjusted 3 0.53 0.39-0.73 

Adjusted 10 0.75 0.61-0.93 

Adjustment for indicators of social class level 

Not Adjusted 3 0.78 0.56-1.08 

Adjusted 10 0.64 0.52-0.79 

Di Castelnuovo et al, Circulation, 2002 



WINE 

SUBGROUP N RR 99%CI 

No light or occasional 
drinkers in the reference 
group 

10 0.73 
0.59-
0.91 

No ex-drinkers in the 
reference group 

5 0.61 
0.47-
0.79 

With the same reference 
group both for wine and 
beer 

9 0.62 
0.50-
0.77 

Di Castelnuovo et al, Circulation 2002 

THE DEFINITION OF REFERENCE GROUP 
Subgroup analysis 



HOW MUCH  

WINE 

SHOULD WE DRINK 

TO GET  

CARDIOVASCULAR 

BENEFITS? 



Total mortality, 6 Studies
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CV mortality:  

5 Studies 
 5 prospective studies involving 71,699 subjects  

Total mortality: 

5 Studies 
 5 prospective studies involving 56.696 subjects 

Fatal and not fatal CV events:  

14 Studies 
 9 prospective studies involving 247,141 subjects  

 5 case-control studies 2,621 case vs 5,086 controls  

 

Wine consumption and different OUTCOMES…  

Wine intake, grams per day of alcohol 

Costanzo et al,  Eur J Epidemiol, 2011 



24,325 people living in 

Molise 

Aged 35 years or more 

Recruitment phase: 

2005-2010 

First follow-up:  

   4.5 years 

EPIC Questionnaire 

MED score 

Cardio-cerebrovascular disease 

Tumors 
 

Common intermediate 

phenotypes: 
 Metabolic syndrome 

 Obesity 

 Hypertension 

 Dyslipidemia 

 Diabetes 

EPIDEMIOLOGICAL STUDY 

Moli-sani clinical end-points 

The Moli-sani Project 
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Adherence to the Mediterranean diet  

and total mortality risk in type-2  

diabetic subjects 

Bonaccio M et al. Eur J Prev Cardiol. 2015 



ARE WINE’S BENEFITS  
ON CARDIO-VASCULAR RISK 

 
ALSO OBSERVED  

 
ON CEREBRO-VASCULAR 

DISEASES? 
 



Reynolds et al, JAMA 2003 



IS  
THE AMOUNT OF WINE  

ONLY IMPORTANT  
OR  

THE WAY  
IT IS CONSUMED TOO? 



Bagnardi et al, J Epidemiol Community Health 2008  





IS  
WINE  

 
PROTECTIVE  

AT ALL AGES? 

 



RELATION BETWEEN ALL CAUSE MORTALITY  

AND ALCOHOL CONSUMPTION, BY AGE AND SEX 

Women: 

Positive relation up to age 35-44,  

but U shape appears from age 45-54. 

Men: 

Below 35 years the curve is steeper 
than it is in women,  

but U shape appears at age 35-44. 

White et al, BMJ 2002 





IS WINE CONSUMPTION                        
EFFECTIVE  

IN THE SECONDARY 
PREVENTION  

OF CARDIOVASCULAR 
DISEASE? 





Costanzo et al, JACC 2010 



Costanzo et al, JACC 2010 





BUT FINALLY  
ONE WOULD LIKE  

TO KNOW WHETHER 
DRINKING WINE  
IN MODERATION  

DOES PROTECT AGAINST 
CARDIOVASCULAR DEATH 

or MORTALITY  
FOR ANY CAUSE 



WHAT IS THE EFFECT 

 

OF MODERATE  

WINE CONSUMPTION  

 

ON CARDIOVASCULAR 
MORTALITY? 
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Wine consumption and different OUTCOMES…  

Wine intake, grams per day of alcohol 

Costanzo et al,  Eur J Epidemiol, 2011 



Thompson, Med J Aust (2013) 



WHAT IS THE EFFECT 

 

OF MODERATE  

WINE CONSUMPTION  

 

ON TOTAL MORTALITY? 



British Medical Journal VOLUME 310 1995 

Lo studio ha preso in considerazione oltre 20.000 cittadini arruolati dalla 
popolazione generale e seguiti per oltre 10 anni.  
I soggetti appartenevano a 4 tipologie di consumo:  
•astemi (N.5910);  
•bevitori prevalentemente di birra ( N. 5767)   
•bevitori prevalentemente di superalcoolici (3574) e  
•bevitori prevalentemente di vino ( 9092) 
 



46 HK PolyU 23/02/05 

Copenhagen City Heart Study 
Gronbaek M et al. BMJ 1995;310:1165-1169 



47 HK PolyU 23/02/05 

Copenhagen City Heart Study 
Gronbaek M et al. BMJ 1995;310:1165-1169 



48 HK PolyU 23/02/05 

Copenhagen City Heart Study 
Gronbaek M et al. BMJ 1995;310:1165-1169 



© 2000 American College of Physicians–American Society of Internal Medicine 





Lo studio di Renaud merita un cenno particolare per 

l’elevata dimensione della casistica, pari a 36.000 

soggetti di sesso maschile 
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Wine consumption and different OUTCOMES…  

Wine intake, grams per day of alcohol 

Costanzo et al,  Eur J Epidemiol, 2011 



ALL STUDIES 
(1,015,835 SUBJECTS and 94,533 DEATHS) 

MAX PROTECTION:  RR= 0.81 (0.80-0.83)    ALCOHOL INTAKE =    6 gr/day  

REVERSION POINT:               ALCOHOL INTAKE  = 42 gr/day 

Di Castelnuovo et al, Arch Intern Med, 2006 
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Cardiovascular risk, smoking  
or wine consumption 

The INTERHEART study. Lancet, 2004   Di Castelnuovo et al. Arch Intern Med., 2006  

There is no protection by moderate smoking!!! 





LAST BUT NOT LEAST… 
 



Online-first version 13-10-2015 



Annals Intern Med, 2015 



Effect of long-term consumption of 150 mL mineral water, white 

wine or red wine per day on glycemic control and BP variables in 

type 2 diabetes mellitus according to genetic variationsin ADH1B 

Gepner et al 2015 







A controlled, prospective, randomized, 
cross-over study in 40 healthy  

Spanish volunteers 

Wash out Alcohol Red Wine Wash out 

Wash out Alcohol Red Wine Wash out 

1 2 3 4 

Estruch et al, Atherosclerosis, 2004 



Alcohol Red wine 
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Effects on blood polyphenol levels 

Estruch et al, Atherosclerosis, 2004 



EFFECTS OF RED WINE OR ALCOHOL  

ON CELL ADHESION MOLECULES 

Estruch et al, Atherosclerosis, 2004 





BERE VINO 
MODERATAMENTE  
NEL CONTESTO  

DI UNA ALIMENTAZIONE 
EQUILIBRATA 

 
IMPORTANZA DELLA  

“DIETA MEDITERRANEA” 



PYRAMID OF  

THE MEDITERRANEAN DIET 





Dipartimento di Epidemiologia e Prevenzione 

IRCCS NEUROMED, Pozzilli (IS) 









ALL STUDIES 

(1 015 835 SUBJECTS and 94 533 DEATHS) 

Di Castelnuovo et al, Arch Intern Med 2006 

MAX PROTECTION:  RR= 0.81 (0.80-0.83)    ALCOHOL INTAKE =    6 gr/day  

REVERSION POINT:           ALCOHOL INTAKE  = 42 gr/day 

Reversion Point 

Maximum Protection 



SEX DIFFERENCES 

(WOMEN 285 490 ; MEN 622 692) 

Di Castelnuovo et al, Arch Intern Med 2006 

2 drinks/day 

4 drinks/day 

………….. WOMEN  N: 285 490 

________ MEN        N: 622 692  


