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Marine Omega-3 Supplementation and Cardiovascular Disease: An
Updated Meta-Analysis of 13 Randomized Controlled Trials Involving
127 477 Participants

Yang Hu, ScD; Frank B. Hu, MD, PhD; JoAnn E. Manson, MD, DrPH

Background—Whether marine omega-3 supplementation is associated with reduction in risk of cardiovascular disease (CVD)
remains controversial.

Methods and Results—This meta-analysis included study-level data from 13 trials. The outcomes of interest included myocardial
infarction, coronary heart disease (CHD) death, total CHD, total stroke, CVD death, total CVD, and major vascular events. The
unadjusted rate ratios were calculated using a fixed-effect meta-analysis. A meta-regression was conducted to estimate the dose—
response relationship between marine omega-3 dosage and risk of each prespecified outcome. During a mean treatment duration
of 5.0 years, 3838 myocardial infarctions, 3008 CHD deaths, 8435 total CHD events, 2683 strokes, 5017 CVD deaths, 15 759
total CVD events, and 16 478 major vascular events were documented. In the analysis excluding REDUCE-IT (Reduction of
Cardiovascular Events with Icosapent Ethyl-Intervention Trial), marine omega-3 supplementation was associated with significantly
lower risk of myocardial infarction (rate ratio [RR] [95% Cl]: 0.92 [0.86, 0.99]; P=0.020), CHD death (RR [95% ClI]: 0.92 [0.86, 0.98];
P=0.014), total CHD (RR [95% CI]: 0.95 [0.91, 0.99]; P=0.008), CVD death (RR [95% Cl]: 0.93 [0.88, 0.99]; P=0.013), and total CVD
(RR [95% Cl]: 0.97 [0.94, 0.99]; P=0.015). Inverse associations for all outcomes were strengthened after including REDUCE-IT while
introducing statistically significant heterogeneity. Statistically significant linear dose—response relationships were found for total
CVD and major vascular events in the analyses with and without including REDUCE-IT.

Conclusions—Marine omega-3 supplementation lowers risk for myocardial infarction, CHD death, total CHD, CVD death, and total
CVD, even after exclusion of REDUCE-IT. Risk reductions appeared to be linearly related to marine omega-3 dose. (/ Am Heart
Assoc. 2019;8:e013543. DOI: 10.1161/JAHA.119.013543.)
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hether marine or long-chain omega-3 fatty acid
Wsupplementation has significant benefits in reducing
risk of cardiovascular disease (CVD) is the subject of intense
debate. Despite consistent findings from observational stud-
ies showing inverse associations between higher fish con-
sumption and lower risk of heart disease,"2 recent evidence
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from randomized controlled trials (RCTs) testing marine omega-3
supplementation, usually a moderate-dose combination of
eicosapentaenoic acid (EPA) and docosahexaenoic acid com-
pared with placebo, have had largely null results.>* Although
the American Heart Association continues to recommend
marine omega-3 supplementation for patients with prevalent
coronary heart disease to reduce mortality, it found insufficient
evidence for use in prevention among patients at high CVD risk
but without CVD.> A recent meta-analysis synthesizing study-
level data from 10 midsize-to-large RCTs with at least 1 year of
follow-up reported no significant favorable effects of marine
omega-3 fatty acid supplementation on fatal or nonfatal
coronary heart disease (CHD) or any major vascular events.®
Another expanded meta-analysis including smaller trials and
dietary intervention trials reached the same conclusions.”
Inconsistent findings between observational studies and RCTs
cast doubt on a causal relationship between fish oil supple-
ments and CVD prevention.®

Against this backdrop, results from 3 recently published
large RCTs have further fueled the debate. In ASCEND (A Study
of Cardiovascular Events in Diabetes), which included 15 480
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Clinical Perspective

What Is New?

* We updated previous meta-analyses by adding 3 recent
large randomized controlled clinical trials, increasing sample
size by 64%.

* Marine omega-3 supplementation significantly lowered risk

for most cardiovascular end points, even after excluding a

trial testing very high-dose supplementation.

Risk reductions were linearly associated with dose of marine

omega-3 supplementation.

What Are the Clinical Implications?

* Daily marine omega-3 supplementation is effective in
lowering risk for coronary and most other cardiovascular
end points, including myocardial infarction, coronary heart
disease death, total coronary heart disease, cardiovascular
disease death, and total cardiovascular disease; no benefits,
however, were found for stroke.

Greater cardiovascular benefits may be achieved at higher
doses of marine omega- 3 supplementation.

diabetes mellitus patients without existing CVD at baseline,
marine omega-3 supplementation did not reduce the primary
end point of serious vascular events.’ The VITAL (Vitamin D and
Omega-3 Trial), which included 25 871 participants at “usual”
risk of CVD from the general population, also did not find a
statistically significant reduction in the primary end point of
major CVD events.'® However, both ASCEND and VITAL found
reductions in at least 1 prespecified secondary end point
(vascular deaths in ASCEND and myocardial infarction [MI] in
VITAL). The REDUCE-IT (Reduction of Cardiovascular Events with
Icosapent Ethyl-Intervention Trial), in contrast, observed signif-
icant protective effects of icosapent ethyl, a highly purified and
stable EPA ethyl ester, against occurrence of all fatal or nonfatal
cardiovascular events among patients with established CVD or
risk factors.'" Incorporating new data from these 3 recent large
RCTs, with and without inclusion of REDUCE-IT, is important to
provide the most up-to-date evidence. Also, we explored dose—
response relationships between marine omega-3 supplementa-
tion and CVD risks, an important subject that has not been
addressed by previous meta-analyses.

Methods

The authors declare that all supporting data are available
within the article and its online supplementary files.

Search Strategy

We performed an updated meta-analysis of RCTs based on the
published data of a previous study-level meta-analysis® by

incorporating data from the ASCEND, VITAL, and REDUCE-IT. All
3 additional studies met inclusion criteria of RCTs using marine
omega-3 fatty acids supplementation versus placebo or open
label control, with a sample size of at least 500 participants and
a follow-up duration >1 year. Study-level data from these 3
studies were extracted from published results.

The end points of interest included MI (fatal and/or
nonfatal Ml), death from CHD, total CHD (MI, death from CHD,
or coronary revascularization), total stroke (fatal and/or
nonfatal stroke), death from CVD, total CVD (nonfatal M,
nonfatal stroke, death from CVD, or hospitalization because of
a cardiovascular cause), and major vascular events (nonfatal
MI, nonfatal stroke, any revascularization, or death from CVD).
All the participants included in the current analysis provided
written informed consent.

Statistical Analyses

For calculating the pooled rate ratio (RR) and 95% Cls, we
constructed 2 x 2 contingency tables for each trial. The pooled
RR, 95% Cl, and P value for heterogeneity were calculated using
a fixed-effect model using the Mantel-Haenszel method.
Because REDUCE-IT used a significantly higher dose
(4000 mg/d) of marine omega-3 supplements than all other
trials, which might introduce substantial heterogeneity, we
performed separate analyses with and without this study. To
assess trials having an adequate dose use, treatment duration,
and sample size, we conducted a sensitivity analysis by
restricting to studies using at least 840 mg/d total marine
omega-3 supplementation, that had at least 1000 participants,
and that lasted at least 2 years. Four studies (DOIT,"?
SU.FOL.OM3,'® Alpha.Omega,'* and OMEGA '®) were excluded
according to these stricter criteria in this subset analysis. We
also conducted a sensitivity analysis that excluded 2 open-label
trials (GISSI-P'® and JELIS') to eliminate potential bias
introduced in the unblinding design. Finally, to assess the joint
impact of both open-label and smaller trials, we excluded the
aforementioned 6 studies.

In the exploratory dose—response analysis, we used the total
marine omega-3 dose from EPA and docosahexaenoic acid
combined. A meta-regression was used to assess linear dose—
response relationships between marine omega-3 supplements
dose measured as mg/d and risk for each outcome of interest.
The nonlinear relationship was not explored because of the
limited number of included trials. We also conducted separate
analyses with and without REDUCE-IT to assess whether any
significant dose—response relationship was driven by its
extremely high dose. In a sensitivity analysis, we additionally
adjusted for the median follow-up duration. Statistical analyses
were performed using STATA version 15.0 (StataCorp LP,
College Station, TX) and R (version 3.3.2, R Foundation)
package metareg was used for the dose—response analysis.'®

DOI: 10.1161/JAHA.119.013543

Journal of the American Heart Association 2

SISATVNV-VLIW ANV MHIIATY DILVINHLSAS



6T0Z ‘2 $800100 U0 Aq Bio'sfeuinofeye/:diy wouy papeojumoq

Omega-3 Supplementation and Cardiovascular Disease

Table. Baseline Characteristics of RCTs Investigating Effects of Marine Omega-3 Supplementation and CVDs

Hu et al

Sample Mean Marine Omega-3 | Mean Follow-up BMI, Diabetes Mellitus, | Cholesterol-Lowering
Study Year Size Age, y Dose, mg/d Duration, y Male, No. (%) kg/m2 No. (%) Drug Use, No. (%)
GISSI-P'® 1999 | 11 334 59.4 866 3.5 9658 (85.2) 26.5 2139 (18.9) NA
JELIS™ 2007 | 18 645 61.0 1800 4.6 5859 (31.4) 24.0 3040 (16.3) 18 645 (100.0)
GISSI-HF?? 2008 | 6975 67.0 866 3.9 5459 (78.3) 27.0 1974 (28.3) NA
DOIT™ 2010 | 563 70.0 1320 3.0 563 (100) NA 46 (8.2) NA
SU.FOL.OM3™ 2010 | 2501 61.0¢ | 600 4.2 1987 (79.4) 27.2 440 (17.9) 2079 (83.1)
Alpha Omega” 2010 | 4837 69.0 376 3.4* 3783 (78.2) 27.8 1014 (21.0) 4122 (85.2)
OMEGA™ 2010 | 3818 64.0* | 850 1.0 2841 (74.4) 27.5 948 (27.0) 3566 (94.2)
ORIGIN'® 2012 | 12 536 63.5 840 6.2 8150 (65.0) 29.8 11 081 (88.4) 6739 (53.8)
R&P 2013 | 12 505 64.0 866 5.0 7687 (61.5) 29.4 7494 (59.9) 12 505 (100.0)
AREDS-2%' 2014 | 4203 74.0 1000 4.8* 1816 (43.2) NA 546 (13.0) 1866 (44.4)
VITAL™ 2018 | 25 871 67.1 840 5.3* 12 786 (49.4) | 28.1 3549 (13.7) 9524 (37.5)
ASCEND® 2018 | 15480 63.3 840 7.4 9684 (62.6) 30.8 14 569 (94.1) 11 653 (75.3)
REDUCE-IT"! 2018 | 8179 64.0* | 4000 4.9* 5822 (71.2) 30.8 3389 (41.4) 8145 (1 00)T
Total NA 127 477 | 643 NA 5.0 76 095 (59.7) | 28.0 50 229 (39.4) 78,844 (72.6)

BMI indicates body mass index; CVDs, cardiovascular diseases; NA, not applicable; RCTs, randomized controlled trials.

*Data are median values.
TThirty-four participants with missing data.

Results

The 13 included trials®'"'*?? had a total number of
127 477 participants, of whom 59.7% were male (Table). On
average, the participants were 64.3 years of age at baseline,
had a body mass index of 28 kg/mz, and were treated for
5 years. The addition of ASCEND, VITAL, and REDUCE-IT
increased the sample size by 63.6% and extended the mean
follow-up duration by 0.6 year compared with the previous
meta-analysis.® Overall, 39.7% of participants had prevalent
diabetes mellitus and 72.6% used cholesterol-lowering med-
ication at enrollment. The range of marine omega-3 supple-
mentation dose was 376 to 4000 mg/d, although the relative
proportion of EPA and docosahexaenoic acid varied among
different trials. The JELIS and REDUCE-IT trials tested EPA
alone.

The pooled associations between marine omega-3 supple-
mentation and risk of CHD subtypes are presented in
Figure 1. In the analysis excluding REDUCE-IT, the pooled
RRs (95% Cls; P values) were 0.92 (0.86, 0.99; P=0.020) for
MI, 0.92 (0.86, 0.98; P=0.010) for CHD death, and 0.95 (0.91,
0.99; P=0.008) for total CHD, where no significant hetero-
geneity was found. A linear dose—response relationship was
not found between marine omega-3 supplementation dose
and these CHD outcomes (Figure S1). Including the REDUCE-
IT substantially strengthened the inverse associations for Mi
and total CHD while introducing statistically significant
heterogeneity for the pooled estimates. The pooled RRs

(95% Cls; /%, P for heterogeneity) became 0.88 (0.83, 0.94;
I=51.2%, P for heterogeneity 0.017) for Ml (P<0.001) and
0.93 (0.89, 0.96; *=54.7%, P for heterogeneity 0.009) for
total CHD (P<0.001). By including the REDUCE-IT, a signifi-
cant dose-response relationship was also observed but
without introducing  significant  heterogeneity.  Every
1000 mg/d marine omega-3 supplementation corresponded
to 9% (95% Cl: 2%, 15%; P=0.012; P for heterogeneity 0.218)
and 7% (95% Cl: 0%, 13%; P=0.041; P for heterogeneity 0.068)
lower risk of Ml and total CHD, respectively (Figure S1A, and
S1C).

The pooled RR (95% CI) between marine omega-3 supple-
mentation and risk of stroke and other CVD event subtypes
are shown in Figures 2 and 3. In the analysis excluding
REDUCE-IT, no significant association was found for stroke
(1.05 [0.98, 1.14]; P=0.183) but significant inverse associa-
tions (RRs [95% Cls]; P values) were found for CVD death
(0.93[0.88, 0.99]; P=0.013) and total CVD (0.97 [0.94, 0.99];
P=0.015). For major vascular events, the RR was 0.97 (0.94,
1.00; P=0.058). Each 1000 mg/d marine omega-3 supple-
mentation lowered risk of total CVD by 17% (95% Cl: 4%, 29%)
and risk of major vascular events by 17% (95% Cl: 3%, 28%)
without evidence of heterogeneity (Figure S2B, and S2C).
Including REDUCE-IT only slightly strengthened the pooled
inverse associations (RR [95% Cl]; P value) for CVD death
(0.92 [0.88, 0.97]; P=0.003) and total CVD (0.95 [0.92, 0.98];
P<0.001), but lowered the risk of major vascular events (0.95
[0.93, 0.98]; P<0.001). The P values for heterogeneity became
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Figure 1. Pooled associations between marine omega-3 supplementation and risk of subtypes of CHD. A, Marine
omega-3 supplementation and risk of MI, which includes fatal and/or nonfatal MI. B, Marine omega-3
supplementation and risk of CHD death. C, Marine omega-3 supplementation and risk of total CHD, which includes
MI, death from CHD, or coronary revascularization. CHD indicates coronary heart disease; MI, myocardial infarction;

RR, rate ratio.
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Figure 1. Contiunued

statistically significant for total CVD (P=0.002) and major
vascular events (P=0.003) but not for total stroke (P=0.093)
or CVD death (P=0.388). The linear dose—response relation-
ships were statistically significant for total stroke (RR [95%
Cl] per 1000 mg/d increment: 0.89 [0.82, 0.98]) (Figure S3),
total CVD (RR [95% CI] per 1000 mg/d increment: 0.91
[0.88, 0.95]) and major vascular events (RR [95% CI] per
1000 mg/d increment: 0.92 [0.89, 0.95]) without evidence
of heterogeneity after including REDUCE-IT (Figure S2B, and
S2C). Additional adjustment for follow-up duration did not
materially change the regression slopes for the CVD end
points.

In the sensitivity analysis that excluded DOIT, SU.FO-
L.OM3, Alpha.Omega, and OMEGA (because of considerably
lower dose, duration, or size), inverse associations for most
CVD end points were strengthened (Figure S4). In the analysis
that excluded 2 open-label trials, GISSI-P and JELIS, the point

estimates remained unchanged for most CVD end points
except CHD death whose RR (95% Cl) was attenuated to 0.94
(0.87, 1.01), and the 95% Cls for most end points became
wider (Figure S5). Jointly excluding both open-label and
smaller trials also produced similar RRs with wider 95% Cls
across CVD end points, with the largest attenuation for CHD
death (Table S1).

Discussion

In this updated meta-analysis, we found that marine omega-3
supplementation significantly lowered the risk of MI, total
CHD, total CVD, and because of CHD or CVD, even after
excluding REDUCE-IT. Including REDUCE-IT resulted in
stronger inverse associations for these outcomes while
introducing significant heterogeneity. Linear dose-response
relationships were persistent only for total CVD and major
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Figure 2. Pooled associations between marine omega-3 supplementation and risk of total stroke. Total

stroke includes fatal and/or nonfatal stroke.

vascular events in the analyses with and without including
REDUCE-IT.

The current updated meta-analysis builds upon a previous
one including 10 large RCTs and provides an up-to-date
assessment regarding the effects of marine omega-3 supple-
mentation and risks of multiple subtypes of CVD end points.
The inclusion of 3 additional studies, increasing samples size
by 64% and contributing 11% to 45% of the total weight of the
CVD end points in the current analysis, has a substantial
influence on the available evidence. In contrast with recent
meta-analysis, our study suggests that MI, total CHD, CHD
death, total CVD, and CVD death are reduced by marine
omega-3 supplementation (even after excluding REDUCE-IT)
and that higher doses of marine omega-3 supplementation are
significantly associated with reduced risk of total CVD and
major vascular events. Despite the modest effect sizes for
some of the CVD outcomes, the use of marine omega-3
supplementation may still help prevent large absolute num-
bers of CVD events, given the high incidence rates of CVD
worldwide. Finally, our results were generally consistent with
previous findings that indicated that marine omega-3 supple-
mentation was not associated with risk of stroke.

The differential associations frequently observed between
composite CVD end points and individual components of

composite outcomes imply that the potential beneficial effects
of marine omega-3 may not be uniform across all types of CVD.
Findings from the current study are in line with previous meta-
analyses suggesting that marine omega-3 supplementation
may be particularly effective in reducing CHD events and
mortality because of CVD causes, but not in reducing stroke.>?3
Both ASCEND and REDUCE-IT observed a lower incidence of
vascular death with marine omega-3 supplementation than with
placebo, and VITAL also found a lower risk of Ml and fatal Ml in
the treatment group. In contrast, the effects of marine omega-3
supplementation on risk of stroke were mostly null, which was
confirmed in the current meta-analysis. However, given the
substantial risk reduction of total stroke in REDUCE-IT, it
remains unclear whether higher doses of omega-3 supplemen-
tation are required to attain these benefits. In addition, because
most marine omega-3 trials recruited participants with existing
CVD or prevalent chronic conditions, the frequent use of statins,
beta-blockers, aspirin, anticoagulants, and hypoglycemic med-
ications may impair the ability to detect additional CVD benefits
from the marine omega-3 supplementation. However, the
generally similar results among those using and not using these
medications in VITAL, the only trial conducted in a usual-risk
population, and in previous meta-analyses argues against this
explanation.
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Figure 3. Pooled associations between marine omega-3 supplementation and risks of other subtypes
of CVD. A, Marine omega-3 supplementation and risk of CVD death. B, Marine omega-3 supplementation
and risk of total CVD, which includes nonfatal MI, nonfatal stroke, death from CVD, or hospitalization
because of a cardiovascular cause (except for JELIS and ALPHA OMEGA, which include revascularization).
Removing JELIS and ALPHA OMEGA resulted in pooled RR 0.97 (0.94, 1.00), P=0.046 without including
REDUCE-IT, and 0.95 (0.93, 0.98), P=0.001 with REDUCE-IT. C, Marine omega-3 supplementation and
risk of major vascular events, which include nonfatal MI, nonfatal stroke, death from CVD, or
revascularization. CVD indicates cardiovascular disease; MI, myocardial infarction; RR, rate ratio.
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Figure 3. Continued

In the current study, the linear dose—response relationship
observed between marine omega-3 supplementation and
several CVD end points is both clinically and biologically
plausible. Because most included trials comprise patients at
high risk of CVD and with advanced atherosclerosis, a high
dose of marine omega-3 supplementation may be needed to
achieve potential benefits in this setting. A dose-response
analysis based on 58 placebo-controlled trials estimated that
each 1 g/d increase of marine omega-3 reduced triglyceride
levels by 5.9 mg/dL and such linear association did not
plateau even at 7 g/d.“ Nevertheless, our dose—response
analysis was highly exploratory and should be interpreted
cautiously. Because most included trials had a dose around
850 mg/d, the slope of the regression line was essentially
determined by few distinctive doses within a narrow range,
which may not be sufficient to delineate the underlying dose—
response relationship. Although including REDUCE-IT gener-
ated significant linear dose—-response relationships between

marine omega-3 supplementation and most CVD outcomes,
the substantially changed slopes suggested that the marine
omega-3 dose of 4000 mg/d was an influential outlier (most
trials tested doses <1000 mg/d and the second largest dose
was 1800 mg/d). Nevertheless, the general inverse trend in
the dose-response analysis without including REDUCE-IT
suggested that the protective effects of marine omega-3 may
be evident even at moderate-to-high doses. Eventually,
incorporating data from the ongoing trial STRENGTH (Statin
Residual Risk Reduction With Epanova in High Cardiovascular
Risk Patients with Hypertriglyceridemia), which is testing a
high dose of marine omega-3 supplementation, may help to
further clarify the dose—response relationship between marine
omega-3 supplementation and CVD risk. Furthermore, results
from our sensitivity analysis that excluded 4 smaller RCTs
(Figure S4) suggested that adequate sample size, moderate-
to-high marine omega-3 dose, and longer treatment duration
are required to ensure a rigorous and reliable assessment of
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the effect of marine omega-3 supplementation on CVD end
points. Finally, it is noteworthy that removing 2 open-label
trials attenuated the estimates for CHD death only (Table S1).
This is largely because of the exclusion of GISSI-P, the trial
with the largest study weight (19.48%) among all included
trials and showing a statistically significant risk reduction in
this end point of nearly 20%. However, despite widening of Cls
because of sample size reduction, the RR point estimates
were virtually unchanged for MI, total CVD, and other vascular
end points.

Our study has some limitations. First, we were unable to
perform subgroup analysis by including 3 additional trials
because the study-level data were not available for these
trials. However, because the associations did not differ across
most subgroups such as age, sex, prior statin use, etc, in
these 3 additional trials, it is unlikely that any significant
effect modification would emerge, in view of the absence of
interactions across these subgroups in previous meta-
analyses.® Although VITAL suggested that marine omega-3
supplementation may particularly benefit blacks and those
with low fish consumption, we could not investigate such
effect modifications in the current meta-analysis because
previous trials had predominantly white participants, and few
studies assessed baseline fish intake. Second, because of the
lack of published study-level data, we were unable to include
some end points such as subtypes of stroke and revascular-
ization. Third, potential nonlinear relationships between
marine omega-3 supplementation and CVD end points could
not be determined because of an insufficient number of trials.
Finally, our study did not include some small trials or trials
using dietary advice as the intervention. However, a previous
study including these additional trials’ produced results
identical to an earlier meta-analysis involving 10 large trials
only,® suggesting that the results were unlikely to be
influenced by inclusion of those studies.

Conclusions

The current updated meta-analysis incorporating data from
13 RCTs, including 3 recent large trials, suggests that marine
omega-3 supplementation is associated with lower risk of MI,
total CHD, total CVD, and death from CHD or CVD causes.
Such inverse associations may be particularly evident at
higher doses of marine omega-3 supplementation. Additional
large trials testing high doses of marine omega-3 supple-
mentation are warranted to confirm and extend these
findings.
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Figure S1. Dose-response relationship between marine omega-3 supplementation and risk of coronary heart disease

endpoints.
MlI, excluding REDUCE-IT
o GISSI-P
& JELIS
f_’. A +  GISSI-HF
x Alpha.Omega
< SU.FOL.OM3
v OMEGA
o~ 2 8 DOIT
a \ *  ORIGIN
AN 4 R&P
. ® e e  AREDS2
r o s - T VITAL
e - - 8 ASCEND
@«
jul
AN
A RR (95% Cl) Per 1000 mg increase: 0.89 ( 0.65 - 1.22 ), p= 0.467
P for heterogeneity: 0.161
T T T T T
0 1000 2000 3000 4000

Omega-3, mg/d

Panel A: Dose-response relationship between marine omega-3 supplementation and risk of myocardial infarction, which includes fatal and/or

nonfatal MI.

RR

1.4

1.2

1.0

0.8

0.6

MI, including REDUCE-IT

GISSI-P
JELIS
GISSI-HF
Alpha.Omega
SU.FOL.OM3
OMEGA
DOIT
ORIGIN

R&P
AREDS-2
VITAL

RR (95% CI) Per 1000 mg increase: 0.91 ( 0.85-0.98 ), p= 0.012  ~~~~__

P for heterogeneity: 0.218

ASCEND
REDCUE-IT

o oEifR e ¢ k B 4 O x + P oo

T T T
1000 2000 3000
Omega-3, mg/d




6T0Z ‘2 400100 uo Aq Blo'sfeuinofeye;/:dny woly papeojumod

CHD Death

o GISSI-P
& JELIS
I + GISSI-HF
, % Alpha.Omega
L’ <& SU.FOL.OM3
’ v OMEGA
N y B DOIT
- . it % ORIGIN
. v $ R&P
N e ¢ AREDS-2
% o T~ Ll I VITAL
A @ B ASCEND
A A
[20]
o N - - g‘ ~a -
g . RR (95% CI) Per 1000 mg incFe‘asg: 0.98 (0.62-1.53), p=0.917
P for heterogeneity: 0.157
| I I I I
0 1000 2000 3000 4000

Omega-3, mg/d

Panel B: Dose-response relationship between marine omega-3 supplementation and risk of CHD death.
Data not available in REDUCE-IT.
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Figure S2. Dose-response relationships between marine omega-3 supplementation and risk of other CVD subtypes.

CVD Death, excluding REDUCE-IT CVD Death, including REDUCE-IT
o GIssIP °  GIssIP
4 GISSI-HF & GISSIHF
2 - +  Alpha.Omega f_r - +  Alpha.Omega
X SUFOL.OM3 X SUFOL.OM3
) o
X o OMEGA o <& OMEGA
) v DOIT v  DOIT
o Y 8 ORIGIN o B ORIGIN
- N v * RGP T *  R&P
Y J ¢  AREDS-2 &  AREDS-2
Y / & VITAL ®  VITAL
Ay s
¥ o N @ ASCEND ¥ o - * & ___%__ ASCEND
© - g T - + TR immmmmmmmmTTTTTTTT ®  REDCUE-T
AN
=) X @
/’ @ \\
s A
\\
A
AY
g E RR (95% CI) Per 1000 rﬁ% increase: 0.85(0.44 - 1.65), p= 0.634 g B RR (95% Cl) Per 1000 mz increase: 0.96 (0.89-1.04) , p=0.32
P for heterogeneity: 0.105 P for heterogeneity: 0.145
T T T T T T T T T T
0 1000 2000 3000 4000 0 1000 2000 3000 4000
Omega-3, mg/d Omega-3, mg/d

Panel A: Dose-response  relationship  between  marine  omega-3  supplementation and risk of CVD  death.



6T0Z ‘2 400100 uo Aq Blo'sfeuinofeye;/:dny woly papeojumod

Total CVD, excluding REDUCE-IT Total CVD, including REDUCE-IT

°o  GISSI-P °  GISSI-P
A JELIS A JELIS

T +  GISSIHF T +  GISSI-HF
x Alpha.Omega x Alpha.Omega
< SU.FOL.OM3 < SUFOL.OM3
v  OMEGA v  OMEGA

o~ | v B DOIT o~ ¥ @ DOIT

- %  ORIGIN - %  ORIGIN
¢ R&P ¢ R&P
®  AREDS-2 ®  AREDS-2

¥ o ® VITAL ¢ o R~ T VITAL
LS B ASCEND e - @  ASCEND
T~ s REDCUE-IT
[=e] [=¢)
(=3 2
- &
g B RR (95% CI) Per 1000 mg increase: 0.83 (0.71-0.96 ), p= 0.011 g B RR (95% CI) Per 1000 mg increase: 0.91 ( 0.88 - 0.95 ) , p<0.001
P for heterogeneity: 0.684 P for heterogeneity: 0.585
T T T T T T T T T T
0 1000 2000 3000 4000 0 1000 2000 3000 4000
Omega-3, mg/d Omega-3, mg/d

Panel B: Dose-response relationship between marine omega-3 supplementation and risk of total CVD, which includes nonfatal MI, nonfatal
stroke, death from CVD, or hospitalization due to a cardiovascular cause (except for JELIS and ALPHA Omega which include
revascularization).

Removing JELIS and ALPHA OMEGA resulted in RR (95% CI) per 1,000 mg/d increase 0.75 (0.47, 1.18), p=0.207 without including
REDUCE-IT, and 0.92 (0.88, 0.96), p<0.001 with REDUCE-IT.
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Panel C: Dose-response relationship between marine omega-3 supplementation and risk of major vascular events, which include nonfatal MI,
nonfatal stroke, death from CVD, or revascularization.
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Figure S3. Dose-response relationship between marine omega-3 supplementation and risk of stroke.
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Figure S4. Pooled associations between marine omega-3 supplementation and risk of cardiovascular disease endpoints excluding
DOIT, SU.FOL.OM3, Alpha.Omega, and OMEGA due to lower dose, shorter follow-up duration, or smaller sample size than the rest

of included studies.
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of myocardial
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0.96 (0.80, 1.14)
0.76 (0.56, 1.04)
0.83 (0.64, 1.06)
1.08 (0.93, 1.26)
0.92 (0.7, 1.10)
0.72 (0.45, 1.15)
0.73 (0.59, 0.90)
0.93 (0.76, 1.13)

Events,

Treatment

223/5666
71/9326
107/3494
344/6281
228/6239
30/2147
145/12933

188/7740

Events,

Control

233/5658
93/9319
129/3481
316/6255
248/6266
4072056
20012938
2007740

E"’O
Weight

12.84
5.12
7.12
17.44
13.63
2.25
11.02

102

0.91 (0.85, 0.98)1334/53826 1459/53713 80.45

p=0.014

0.70 (0.60, 0.82)
p<0.001

250/4089
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19.55
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Study
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Panel B: Marine

CHD Death

RR (95% CI)
1
1
—— 0.81 (0.68, 0.96)
1
1
- 0.93 (0.56, 1.55)
1
1
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1
1
—l— 1.07 (0.92, 1.25)
1
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—_t— 1.08 (0.79, 1.48)

0.96 (0.38, 2.41)

_ 0.76 (D.49, 1.16)
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<> 0.92 (0.86, 0.99)

p=0.028
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Total CHD

Study Events, Ewvents, %
] RR (95% CI) Treatment Contral Weight
i
Excluding REDUCE-IT !
GISSI-F —.:— 0.87(0.77, 0.99) 42415666 48515658 11.83
JELIS —I—E— 0.78 (0.59, 1.03) BE/9326 113/9319 276
GISSI-HF . 0.96 (0.90, 1.02) 1300/3404 136073481 332
ORIGIN E -.— 1.09 (098 1.21) BIHE2E1 58006255 14.17
R&P —I.— 096 (083 1.12) 316239 324/6266 788
AREDS-2 —I—E—-— 076 (050, 1.16) 392147 4612056 1.22
WVITAL —.—:— 0.83(0.72, 0.97) 30812933 3712838 g9.02
ASCEND —ql—- 0.89 (0.76, 1.04) 2757740 FOTT40 7.56
|
Subtotal (l-squared = 53.4%, p = 0.036) b 0.94 (0.90, 0.98) 3388/53826 3591/53713 87.64
: p=0.005
|
REDUCE-IT —— : Q.77 {068, 0.88) 39214089 S07/4080 12.36
E p<0.001
:
Overall (l-squared = 86.8%, p = 0.002) é 0.92 (0.88, 0.96) 3780/57915 4098/57803 100.00
: p<0.001
[ : T
2 1 2

Panel C: Marine omega-3 supplementation and risk of total CHD, which includes MI, death from CHD, or coronary revascularization.
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Study

Excluding REDUCE-IT
GISSI-P

JELIS
GISSI-HF
ORIGIN
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AREDS-2
VITAL

ASCEND

Subtotal (l-squared = 0.0%, p = 0.487)

REDUCE-IT

Overall (l-squared = 40.0%, p=0.101)

Total stroke

S

¥,

RR (85% Cl)

122 (001, 164)
1.02 (0 83, 127)
118 (0.91, 1.53)
0.93 (0.80, 1.08)
1.34 (096, 187)
112 (0.74, 1.69)
1.04 (0.83, 1.31)

1.01(0.84, 1.22)

1.05 (0.96, 1.13)
p=0.280

0.73 (057, D.95)
p=0.017

1.01 (0.94, 1.09)
p=0.757

Events, Events,
Treatment Control
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166/9326 162/0310
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148/12933 14212938

2777740 2147740

1193/53826 1138/53713

9814089 134/4080

1291/57915 1272/57803

Panel D: Marine omega-3 supplementation and risk of total stroke, which includes fatal and/or nonfatal stroke.
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10 52
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Study

Excluding REDUCE-IT

GISSILP
GIS5I-HF
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R&P
AREDS-2
WITAL

ASCEND

Subtotal (l-squared = 0.0%, p = 0.445)

REDUCE-IT

Overall (l-squared = 3.8%, p=0.401)

CVD Death

Panel E: Marine omega-3 supplementation and risk of CVD death.

RR (95% CI)

0.84 (0.72,0497)
093 (0.85, 1.02)
0.98 (0.88, 1.10)
1.04(0.83, 131}
1.03 (0.49, 219}
096 (0.76, 1.21)

082 (0.67, 0.99)

0.93 (0.88, 0.98)
p=0.008

082 (067, 0.09)
p=0.043

0.92 (0.87, 0.97)
p=0.002

Events,

Treatmenl

201/5666
T12/3494
5746281
142/6239
1412147
14212933

186/7740

2061/44500

174/4089

2235/48589

Events,

Control

348/5658
T65/3481
58116255
13716266
132056
14812038

228/7740

2220/44394

215/4000

2433/48484

o

Weight

1430

3146

2390

055

B.07

9.36

91.26

574

100.00
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Total CVD

Study Ewvents, Ewvents, o
D RR (95% G} Treatment Cantrol Waight
I
Excluding REDUGE-IT :
GIS5I-P —Ii-— 0.90 (D.81,1.00) S4TI5666 GOBISG5E 837
JELIS —I—f 0.81(0.69, 0.95) 262/9326 324194189 4.45
GISSI-HF I 0.97(0.92, 1.01) 1635/3494 1667/3481 2325
ORIGIN i 0.98 (0.93,1.03) 205506281 208716255 2876
R&P : 0.99 (0.89, 1.10) GANG239 63016266 4.65
AREDS-2 —i:-— 094 (077 114) 1832147 18712056 263
VITAL —II-— 0.92 (D80, 1.06) 386/12033 41891129338 576
ASCEND —IF— 0.87 (0.88,1.07) GAITTA0 T12/7740 979
j
Subtotal (l-squared = 5.5%, p = 0.388) O 0.96 (0.03, 0.98) 6377/53826 6654/53713 01.67
: p=0.002
|
I
REDUCEAT —— : 0.76 (0.68, 0.85) 459/4089 GOG4000 4.33
i p<0.001
)
Overall_(l-squared = 65.6%, p = 0.003) 6 0.94 (0.91,0.97) 6836/57915 7260/57803 100.00
; p<0.001
I
I ' T

2 1 2

Panel F: Marine omega-3 supplementation and risk of total CVD, which includes nonfatal MI, nonfatal stroke, death from CVD, or
hospitalization due to a cardiovascular cause (except for JELIS and ALPHA Omega which include revascularization).
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Major vascular events

Study Events, Events, %

18] RR (95% Cl} Treatment Control Weight

Excluding REDUCE-IT

[
|
GISSI-P :.- 1.00 {0.94, 1.06) 156215666 15560VBE58 21.20
i
JELIS —.—‘l 0.81(0.69, 083) 2629326 3245319 443
GISSI-HF —I'- 0.94 (0.86, 102) T83/3494 831/3481 1138
ORIGIN l 0.96 (0,92, 1.05) 1276/6281 129516255 1774
R&P 1 0.99 (0.90, 1.09) T33/6239 745/8266 10.16
AREDS-2 —‘:'l— 088 (082 118) 2952147 20812056 2.40
VITAL —.I-'- 093 (D83 104) 527/12033 567/12838 7.75
)
ASCEND 0.99(0.91,109) BEATTAD B87/7740 1212

Subtotal (l-squared = 8.2%, p = 0.367) 0.97 (0.94, 1.00) 6228/53826 6407/53713 87.69

p=0.055

REDUCE-IT - 078 (0.72, 0.86) T05/4089 901/4080 123

p=<0.001

Overall (l-squared = 71.4%, p = 0.000) 0.95(0.92,0.98) 6933/57915 7308/57803 100.00

p<0.001

Panel G: Marine omega-3 supplementation and risk of major vascular events, which include nonfatal MI, nonfatal stroke, death from CVD, or
revascularization.
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Figure S5. Pooled associations between marine omega-3 supplementation and risk of cardiovascular disease endpoints excluding

two open-label trials, GISSI-P and JELIS.
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Study
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Total CHD

Study

Excluding REDUCE-IT
GIS3I-HF

DaiT

SUFOL.OM3

Alpha Omega

OMEGA

ORIGIN

n

|

R&P

i

AREDS-2

WVITAL

44

____O____________a___

ASCEND

Subtotal (l-squared = 30.0%, p = 0.168)

REDUCE-IT -

Overall (I-squared = 57.6%, p = 0.008)

ma
(5]

Panel C: Marine omega-3 supplementation and risk of total CHD, which includes MI, death from CHD, or coronary revascularization.

RR (95% CI)

0.86 (0.90, 1.02)
0.91(0.41, 2.04)
0.80 (0.58, 1.39)
0.95 (074, 1.21)
1.15 (0.88, 1.49)
1.00 (D.98, 121)
0.96 (083, 112)
0.76 (050, 1.16)
0.83 (0.72, 0.97)

0.80 (076, 1.04)

0.96 (0.92, 1.01)
p=0.089

077 (0.68, 0.88)
p<0.001

Events,

Treatment

1309/3494
117282
371253
120v2404
1121919
B635/6281
310/6239
392147
308/12933
275/7740

3156/44692

392/4089

Events,

Control

136073481
12/281
41/1248
1282433
96/1885
5806255
324/6266
49/2056
702938

3107740

3270/44583

5074080

%

Weight

36.03
032
1.09
3.36
256
1537
a.4h5
132
978
820

86.59

13.41

0.94 (0.90, 0.98) 3548/48781 3777/48673 100.00

p=0.002
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Total stroke

Study Events, Events, %o

10 RR (95% CI) Treatment Conirol Waight

Excluding REDUCE-IT

GISSI-HF - 118 (0.91,1.53) 12213494 10313481 951

DoIT < 020(0.01,413) 0282 2/281 023

SUFOL OM3 —— 103 (062 172) 291253 28/1248 259

Alpha Omega 111 (0.47,262)  11/2404 10/2433 092

OMEGA = 204 (1.06 3.04) 27/1919 13/1885 1.21

ORIGIN [ ] 093 (080, 108) 3146281 3366255 3103

R&P Hl— 134 (096 1.87) BO/6239 60/6266 552

AREDS-2 1120074, 169) 482147 41/2058 386

VITAL 1.04 (083 131) 14812933 142112938  13.08

ASCEND 1.01(084,122) 2177740 2147740 19.72

Subtotal (I-squared = 15.3%, p = 0.302) ) 1.05 (0,96, 1.14) 996/44692 949/44583 87.65
p=0.318

REDUCE-IT E 0.73(0.57,095) 08/4089 134/4090 1235
p=0.017

Overall (l-squared = 41.9%, p = 0.070) ¢> 1.01 (0.93, 1.09) 1094/48781 1083/48673 100.00
p=0.873

I T
2 1 2

Panel D: Marine omega-3 supplementation and risk of total stroke, which includes fatal and/or nonfatal stroke.
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CVD Death

Study Events, Evenls L)

1D RR (95% CI) Treatment Contral Weight

Excluding REDUCE-IT \

GISSI-HF 0,93 (D85, 1.02) 712434094 THh/3431 3302
DoiT : 0.63 (D25, 161) Ti282 117281 048
SU FOL OM3 = : 0.82 {047, 1.41) 231253 261248 1.24
Alpha Omega _:-.— 0.99(0.73, 1.34) B0/2404 £2/2433 361
OMEGA -E——I— 1.29(0.90, 1.85) GT/1919 51/1885 228
ORIGIN 0.938 (D88, 1.10) 574/6281 581/6255 2577
R&P I— 1.04 (083, 1.31) 14246239 137/6266 6.05
AREDS-2 : 1.03 (049, 2.19) 14/2147 1372058 058
VITAL —:.— 0.96 (D76, 1.21) 14212933 148/12938 665
ASCEND —.+ 0.82 (D67, 0.049) 1867740 2REITY AL 10.09
I
Subtotal (l-squared = 0.0%, p=0.572) ¢ 0.95 (0.90, 1.01) 1947/44692 2044/44583 90.57
: p=0.086
I
REDUCE-IT —.—:“ 0.82 (D67, 0.99) 174/4089 213/4090 943
; p=0.043
1
i
Overall (l-squared = 0.0%, p = 0.468) 0 0.94 (0.89, 0.99) 2121/48781 2257/48673 100.00
| p=0.002
1
| : T
2 1 2

Panel E: Marine omega-3 supplementation and risk of CVD death.
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Total CVD

Study Events, Events %

1D RR {95% CI) Treatment Control Weight

Excluding REDUCE-IT

GISSI-HF 097092 101) 1635/3494 168773481 2385
DOIT 0.89 (0,57, 1.38) 320282 36/281 0.50
SUFOL.OM3 1.04 (090, 1.20)  303/1253 290/1248 4.07
Alpha Omega 1.02 (0.88 1.17) 336/2404 335/2433 4 66
OMEGA 1.20 (098, 1.48) 182/1918 148/1885 210
ORIGIN 0.98(093 1.03) 20556281 2087/6255 2026
R&P 099 (089, 1.10) 620/6239 630/6266 8.79
AREDS-2 094 {077, 1.14) 1832147 187/2056 287
VITAL 092 (0.80, 1.08) 38612933 41912938 5.86
ASCEND 097 (0.88 1.07) 6897740 F2rran 9.98

Subtotal (l-sguared = 0.0%, p = 0.717) 0.98 (0.95, 1.01) 6421/44692 6532/44583 91.52

p=0.177

REDUCE-IT - 076 (0.68, 0.85)  459/4089 606/4000 848

p<0.001

Overall (l-squared = 59.5%, p = 0.008) 0.96 (0.93, 0.99) 6880/48781 T7138/48673 100.00

p=0.006

> ooy — -

ha
[

Panel F: Marine omega-3 supplementation and risk of total CVD, which includes nonfatal MI, nonfatal stroke, death from CVD, or
hospitalization due to a cardiovascular cause (except for JELIS and ALPHA Omega which include revascularization).
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Major vascular events

Study Evenis, Events, %

[0} RR {95% CI) Treatment Control Weight

Excluding REDUCE-IT

GISEI-HF 094 {0.86, 1.02) FB3/3404 831/3481 12 68
DoIT 083 (0.52, 1.31) 28282 35/281 053
SUFOL.OM3 1.02 (0.86, 1.21) 21641253 21141248 322
Alpha Omega 1.02 (0.88, 1.17) 336/2404 335/2433 507
OMEGA 0.97 (088, 1.07) £34/1919 h41/1885 am
ORIGIN 088 (092, 1.05) 12766281 1285/6255 1976
R&P 099 (0.90, 1.09) 7336238 TAS/G266 11.32
AREDS-2 0.98 (0.82, 1.18) 2132147 208/2056 324
WITAL 0.93 {0.83, 1.04) H27/12033 HE7/12038 863
ASCEND 0.99 (0.91, 1.09) A82/7740 8877740 1351

1

|

1,
Subtotal (I-squared = 0.0%, p = 0.972) 0 0.97 (0.94, 1.01) 5520/44602 5655/44583 86.28

I

: p=0.129

1

I

]
REDUCE-IT ‘.’ 1 078 (0.72, 0.86) T05/4089 H01/4080 13.72

1

| p<0.001

1

:
overall (I-squared = 57.0%, p = 0.010) 0 0.95 (0.92, 0.08) 6234/48781 6556/48673 100,00

| p=0.001

:

[ T

Panel G: Marine omega-3 supplementation and risk of major vascular events, which include nonfatal MI, nonfatal stroke, death from CVD, or
revascularization.



Table S1. Sensitivity analysis that excluded open-label trials and trials with smaller sample size, lower dose, and shorter follow-up duration.

Main analysis (n=13 trials)" Sensitivity analysis (n=7 trials)’
y y y
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RR (95% CI)

Endpoints Excluding REDUCE-IT Including REDUCE-IT Excluding REDUCE-IT Including REDUCE-IT
Myocardial infarction 0.92 (0.86, 0.99) 0.88 (0.83, 0.94) 0.92 (0.84, 0.99) 0.87 (0.80, 0.93)
CHD death 0.91 (0.85, 0.98) NA 0.95 (0.88, 1.03) NA

Total CHD 0.95 (0.91, 0.99) 0.93 (0.89, 0.96) 0.96 (0.92, 1.00) 0.93 (0.89, 0.97)
Total stroke 1.05(0.98, 1.14) 1.02 (0.95, 1.10) 1.03 (0.94, 1.13) 0.99 (0.91, 1.08)
CVD death 0.93 (0.88, 0.99) 0.92 (0.88, 0.97) 0.94 (0.89, 1.00) 0.93 (0.88, 0.99)
Total CVD 0.97 (0.94, 0.99) 0.95 (0.92, 0.98) 0.97 (0.94, 1.00) 0.95(0.92, 0.98)

Major vascular events

0.97 (0.94, 1.00)

0.95 (0.93, 0.98)

0.97 (0.93, 1.01)

0.94 (0.91, 0.97)

“n referred to the number of included studies.

" DOIT, SU.FOL.OM3, Alpha.Omega, OMEGA, GISSI-P, and JELIS are excluded.
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