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Event-free survival n-3 PUFA 
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Event-free survival (days)

Control
n-3 702/5666 (12.4%) 0.90 (0.81-0.99)

773/5668 (13.7%) 1.0

 

Pts at risk 11324 10922 10694 10518 10360 10200 10014 8499

GISSI-Prevenzione 

Lancet, 1999. 



Major findings of GISSI Prevenzione TRIAL 
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1)  Epidemiologic studies 
      (uncontrolled, AF definition, AF incidence 

 assessment) 
1)  Effects of n-3 PUFA in pts with 

paroxysmal or persistent atrial 
fibrillation (limited data) 

2)  Effects of n-3 PUFA on atrial fibrillation 
after cardia surgery 

   (good size data). 



Cardiovascular Health Study; N°= 4815 subjects   >65 yrs, 12 yrs follow-up 

Circulation 2004 



Brouwer et al, Am Heart J 2006 

Frost et al, Am J Clin Nutr 2005 

Mozaffarian et al, Circulation 2004 

Controversial results of fish intake 
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3246 pts discharged with a primary diagnosis of acute myocardial 
infarction were included.  

Macchia et al, Eur J Clin Pharm 2008 



160$pts$were$prospec-vely$

randomized$to$a$control$group$

or$PUFA$2$g/day$for$at$least$5$

days$before$elec-ve$CABG.$

Valvular$and$pa-ents$with$a$

history$of$AF$were$excluded.$

PoAF$developed$in$27$pts$$of$

the$control$group$(33%)$and$in$

12$pts$of$the$PUFA$group$

(15%;$p=$0.013).$

Calò$et$al,$JACC$2005.$





Salieva and Camm, Europace 2009 



Rix et al, Europace 2014 

Follow-up: 13.6 yrs 



Saravan et al, Circ Arr Electrophysiol 2010 



Am$Heart$J,$2011$





JAMA 2012 











Enrollment n-3 PUFA concentrations 



Wu et al, J Am Heart Ass 2013 

Change in total n-3PUFA concentrations 



J Am Heart Ass, 2015 



Multivariable-adjusted association of plasma (A) isofuran at the end of 
surgery, (B) isofuran and (C)isoprostanes at post-operative day 2 with POAF 



6975 pts randomized to 1 g daily of 
n-3 PUFA or placebo on top of best 
medical therapy 
16.3% had AF at baseline ecg. 
Among 5835 pts without AF at 
baseline, 444 randomized to n-3 
PUFA and 408 to placebo developed 
AF. HR 1.10, p= 0.19 

Aleksova et al, Eur J Heart Fail 2013 





Mariani et al, J Am 
Heart Ass 2013 





Mariani et al J Am  Heart Ass 2013 





Meta-regression analyses 



Macchia et al, 
JACC 2013 



Time to first AF recurrence               Sub-groups analysis 



3. Conclusions 
n-3 PUFA supplementation has been reported to attenuate 
structural atrial remodeling, exert beneficial electrophysiological 
effects on the atria and reduce the incidence as well as the 
duration of AF episodes in various settings, such as after cardiac 
surgery or after cardioversion of AF. However, the results of the 
relevant studies were, to some extent, conflicting regarding the 
efficacy of n-3 PUFA to prevent AF. This discrepancy could be 
attributed at least in part to important methodological limitations of 
these studies. Therefore, further large-scale, well-designed 
randomized controlled studies are needed, including subjects with 
low dietary fish intake, adequate pretreatment with n-3 PUFA for at 
least one month and using formulations with a high content of 
DHA. At present, firm conclusions about the clinical utility of n-3 
PUFA in the management of AF cannot be reached based on the 
existing data. 

The Current Role of Omega-3 Fatty Acids in the 
Management of Atrial Fibrillation 

Christou et al  Int J Mol Med 2015 


