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Table S1. Randomised Controlled Trials of n-3 LCPUFA and CVD mortality (includes CHD, Stroke, Heart failure, Sudden Cardiac death)  

Ref n-3 Dose 

& placebo 

duration Study pop & no. 

& year of study 

Anti- 

platelet 

ACE 

Inhibitor

s 

B-blockers Chol 

drugs? 

Diet? Blood n-

3s? 

Outcome measures Comments 

GISSI-P 

Lancet 

1999 

[1] 

280mg EPA 

560mg DHA per 

day. 

Placebo - 

nothing 

3.5 years 11,324  

(=2,831 per group) 

males with 

previous MI 

Oct 93-Sept 95 

92% B 

88% 6 

83% 42 

mths 

47% B 

41% 6 

40% 42 

mths 

44% B 

41% 6 

39% 42 

mths 

5% B 

29% 6 

45% 42 

mths 

> 1 fish 

serve/wk = 

73% B 

=87% 6 & 42 

mths 

No Primary 

Death 

(actual events 12.3% vs 

14.6%) 

Non-fatal MI 

Stroke 

Secondary analysis 

All fatal events 

CVD death 

Cardiac 

Coronary 

Sudden death 

 

Death 15%  

CVD death 20%  

 

 

 

 

 20% 

 30% 

 35% 

 35% 

 40% 

Svensson et 

al. 2006 

OPACH 

study 

[2] 

Omacor - 2 

465mg EPA 

375mg DHA 

Therefore: 

930mg EPA 

750mg DHA 

Placebo Olive 

Oil 

 

558 days 

median 

follow-

up 

(1.5 

years) 

206   

(n=103 per group) 

 

Chronic 

haemodialysis 

patients 

Nov 2002- 

May 2003 

70% 25% 53% 20% No 

 

Yes Primary: 

All-cause mortality 

Total CV events 

(actual events 60% vs 

57%) 

Secondary: 

MI (actual events 3.9% 

vs 12.6%) 

 

n.s. 

 

 

 

 

 70% 

 

 60% 
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 Major coronary events 

(actual events 6.8% vs 

16.5%) 

JELIS 

Lancet 2007 

[3] 

1800mg EPA per 

day & statin 

Or statin alone 

(=placebo) 

5 years 18,645  

(=9,323 per group) 

(69% women) 

Mean age 61 years 

TC>6.5mmol/L 

1996-1999 

14% B 25% 19% B 98% No  No  Primary 

Any major coronary 

event 

(actual events 2.8% vs 

3.5%) 

Unstable angina 

Non-fatal coronary 

events 

 

2.8% EPA 

3.5% controls 

=  19% 

 

=  24% 

=  19% 

Secondary prevn 

GISSI-HF 

Lancet 

2008 

[4] 

280mg EPA 

560mg DHA per 

day. 

Matching 

placebo. 

 

5 years 6,975  

(=3,488 per group) 

(22% women) 

6 Aug 2002- 

28 Feb 2005 

10% 77% 65% 23% No 

 

No 

 

Primary 

Time to death 

(actual events 27% vs 

29%) 

Admission to hospital 

Secondary 

CV mortality 

admission for any 

reason,  

sudden cardiac death, 

admission for cardio 

vascular reasons,  

admission for HF,  

MI, and stroke 

 

=  9% 

=  8% 

 

 

=  10% 

 

 

 

 

 

=  7% 
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Einvik et al. 

Euro J 

Cardiovasc 

Prev 

Rehabil 

2010 

[5] 

4 groups: 

Placebo no diet 

Placebo & diet 

n-3 no diet 

n-3 & diet 

 

1176mg EPA 

840mg DHA 

Placebo corn oil 

3 years 563 men 

(=approx. 140 per 

group) 

64-76 years 

High cholesterol 

>6.45mmol/l 

Not 

reported  

Not 

reported 

Not 

reported 

Not 

reported 

No 

 

Yes Primary: 

Carotid IMT 

All-cause mortality 

(actual event rate 5% vs 

8.5%, p=0.06) 

CV events 

(actual event rate 11% vs 

12.8%, p=0.6) 

 

 

The DOIT was 

designed and 

powered to investigate 

the effect of the 

intervention strategies 

on progression of 

atherosclerosis and 

thus, with insufficient 

power to detect 

changes in mortality. 

Placebo group were 

significantly younger!! 

Atherosclerosis largest 

risk factor is age!!! 

The authors recognise 

the small sample size!! 

Also change in EPA 

2.7fold 

Change in DHA 1.4 

fold 

Kromhout 

2010 Alpha 

Omega 

Trial 

[6] 

Margarine 18.8g 

plus  

1. 376mg EPA 

and DHA 3:2  

= 226mg EPA & 

150mg DHA 

2. 1.9g ALA 

40 

months 

4,873 (=1,200 per 

group) 

Aged 60-80 

78% men who had 

MI 

April 2002-Dec 

2006 

97% 90% 90% 86% No Yes Primary: 

Rate of CV event (actual 

events 4.6% vs 4.57%) 

MI 

Cardiac arrest 

Stroke 

Cardiac interventions: 

 

 

 

The power was only 

35% due to the limited 

number of cases that 
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3. 1.9g ALA 

226mg EPA 

150mg DHA 4. 

Placebo 

 

PCI 

CABG 

Debifr 

 

Non fatal CV events 

 

occurred in the Alpha 

Omega Trial.  

Because it is 

inadequately 

powered you cannot 

use it is a null finding 

Rauch 

Circulation 

2010 

Omega trial 

[7] 

Purified omega-

3  

(460mg EPA 

380mg DHA) 

in addition to 

current 

guidelines for 

MI 

Placebo olive oil 

1 year 3,851 

(=1,926 per group) 

Aged 60  

All had MI 

25.6% female 

Oct 2003- 

June 2007 

 83% 94% 94% Start: 

No 4% 

Occ 67% 

Sev 28% 

Daily .3% 

End: 

No 3% 

Occ 51% 

Sev 45% 

Daily .8% 

 

No 

 

Primary: 

Sudden cardiac death 

(actual events 1.5% vs 

1.5%) 

Secondary: 

Total mortality 

Nonfatal clinical events 

They did not reach 

statistical power!! 

The presented data 

therefore do 

not allow a final 

answer on the 

potential benefit of the 

additional 

application of highly 

purified omega-3 fatty 

acids for secondary 

prevention after acute 

myocardial infarction. 

Because it is 

inadequately 

powered you cannot 

use it as a null 

finding 

Galan BMJ 

 2010 

[8] 

B vits & n-3s 

(400mg EPA 

200mg DHA) 

4.7 year 2,501 

(=approx. 620 per 

group) 

93% 53% 68% 86%  Yes Primary: 

CV event (actual event 

rate 6.3%) 

 

Not significant 
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n-3s  

(400mg EPA 

200mg DHA) 

B vits 

Placebo 

Men & women 

aged 45-80 who 

had acute 

coronary or 

ischaemic event in 

past 12 mths 

(MI or acute 

coronary 

syndrome) 

 

Bloods (% of tot FA) 

EPA 1.15 to 2.1% 

DHA 2.5 to 3.1% 

EPA & DHA  

3.7 to 5.2% 

 

 0.95% EPA 

 0.6% DHA 

 1.5% EPA & DHA 

Origin  

LVEF 

2011 

[9] 

465mg EPA 

375mg DHA 

 

3 groups: 

4g n-3/day 

1g n-3 & 3g 

placebo/day 

4g placebo/ day 

 

3 mths 43 

(pilot study) 

Severe non-

ischemic HF 

 75-93% 

ACE or 

ARB 

100% 

100%  No 

 

No 

 

Primary: 

LVEF 

FMD 

IL-6 

TNF-a 

Exercise peak O2 

consumption 

Dose response 

LVEF 

FMD 

IL-6 

TNF-a going in right 

direction but n.s. 

Exercise n.s. 

1g dose = 375mg DHA 

4g dose = 1500mg 

DHA 

Origin  

NEJM 

2012 

[10] 

465mg EPA 

375mg DHA 

Placebo olive oil 

6.2 years 12,536 

(approx. 6,300 per 

group) 

Patients with 

dysglycemia 

70% 69% 53% 54% No, except 

n-3 

supplements 

was 

discouraged 

FFQ B, 2 yr 

and end 

No Primary: 

Death for CV causes 

(actual event rate 9.1 vs 

9.3%) 

Secondary: 

Death from arrhythmia 

(actual event rates 0.78 

vs 0.70) 

 

 

 

 

 

Event rates are too low 

to draw any 
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meaningful 

conclusions 

OPERA trial 

Wu et al.  

J Am Heart 

Assoc 

2013 

[11] 

465mg EPA 

375mg DHA 

(8-10g total) 

 

Placebo olive oil 

 

No. of 

FO 

loading 

days 

1=3 

2=108 

3=51 

4=32 

5=73 

Plateau 

4-5 days 

564  

aged 63 

72% male 

Aug 2010- 

June 2012 

61% 35% 53% 56% No 

 

Yes Primary: 

PoAF 

 

 

 

 

DHA is better for AF 

than EPA.  

 

An in DHA from 

3.15 to 3.84% is too 

low to see an effect on 

AF. 

Risk and 

Prevention 

Study 

NEJM 2013 

[12] 

465mg EPA 

375mg DHA 

 

Placebo olive oil 

 

5 years 12,513 

(=6,244 per group) 

41% 45% 20% 41% No 

 

No 

 

Primary: 

Rate of death 

(actual event rate 11.7% 

vs 11.9%, p=0.64) 

 

Nonfatal MI 

Nonfatal stroke 

However, after a 

blinded assessment 

at 1 year showed an 

event rate that was 

lower than 

expected, the primary 

efficacy end point was 

revised 

as the composite of 

time to death from 

cardiovascular 

causes or hospital 

admission for 

cardiovascular 
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causes. 

There were 

significantly fewer 

admissions 

for heart failure 

among patients who 

received n−3 fatty 

acids than among 

those who 

received placebo (96 

patients [1.5%] vs. 142 

patients 

[2.3%], P = 0.002) 

(Table S5 in the 

Supplementary 

Appendix). 

Women: a 

significantly lower 

rate of events among 

those 

who received n−3 fatty 

acids than among 

those 

who received placebo 

(hazard ratio, 0.82; 

95% CI, 0.67 to 0.99; P 

= 0.04) (Fig. 2). 
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No dietary intake 

assessments and no 

bloods. Possible 

overlap of study 

groups in terms of 

omega-3 status. 

No compliance check! 

AREDS2 

[13] 

650mg EPA 

350mg DHA 

10mg lutein 

2mg zeaxanthin 

placebo 

4.8 years Cardiovascular 

Outcome Study 

was an ancillary 

study to the Age-

Related Eye 

Disease Study 2 

(AREDS2) 

N=4,203 

Aged 50-85 years 

Intermediate or 

advanced ARMD 

in one eye 

Not 

reported  

Not 

reported 

Not 

reported 

Not 

reported 

No Not 

reported 

Cardiovascular disease 

mortality (sudden death; 

death due to MI, heart 

failure, or stroke);  

CVD morbidity (MI; 

stroke; unstable angina; 

coronary and carotid 

revascularization; 

hospitalized CHF; 

resuscitated cardiac 

arrest). 

Only 9% event rates in 

n-3 and placebo 

groups 

Unadjusted HR (95% 

CI)  

0.95 (0.78-1.17). 

Authors admit that the 

study was powered to 

detect a change in 

macular degeneration 

and underpowered for 

CVD outcomes.  
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