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Effects of omega-3, omega-6, and total dietary polyunsaturated fatty
acids supplementation in patients with atherosclerotic cardiovascular

disease: a systematic review and meta-analysis
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Supplemental Figure 1. Funnel plot of the effect of omega-3 supplementation on all-

cause mortality.
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Supplemental Figure 2. Funnel plot of the effect of omega-3 supplementation on CVD

mortality.
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Supplemental Figure 3. Funnel plot of the effect of omega-3 supplementation on CVD

event.



1.5.1 <24 months

B. Rauch2010 648
D. W. Nilsen 2001 75
K. Nosaka2017 i
M. Doi2014

Y. Kita2020 9
Subtotal (95% CI)

Total events 749

Higher Omega-3

1919
150
1189

57
38
2283

Lower Omega-3

631 1885
7 150
24 119
17 58

9 38
2250
752

10.4%
6.8%
17%
1.1%
1.2%

21.1%

Heterogeneity: Tau? = 0.04; Chi2 = 11.06, df = 4 (P = 0.03); 12 = 64%
Test for overall effect: Z=1.11 (P = 0.27)

1.5.2 =24 months

A. A. Kalstad2021 108
B. E. Peterson2022 362
D. Kromhout2010 336
M. Matsuzaki2009 158
P. Gaba2022 378
P. Galan2010 303
R. Marchioli2002 951
S. R. Eussen2012 127
S. Verma2021 371

Subtotal (95% CI)

Total events 3094

505
1737
2404
1823
1870
1253
2836

920
2030

15378

102 509
491 1671
335 2433
197 1841
475 1832
290 1248
992 2828
123 943
484 1992
15297

3489

6.6%
97%
9.1%
7.6%
97%
9.1%
10.7%
6.8%
9.6%
78.9%

Heterogeneity: Tau® = 0.02; Chi* = 43.46, df = 8 (P < 0.00001); I = 82%
Test for overall effect: Z=2.18 (P = 0.03)

Total (95% CI)

Total events 3843

17661

17547 100.0%

4241

Heterogeneity: Tau? = 0.02; Chi? = 60.92, df = 13 (P < 0.00001); I = 79%
Test for overall effect: Z = 2.33 (P = 0.02)
Test for subaroup differences: Chi? = 0.05. df = 1 (P = 0.82). P = 0%

Risk Ratio

1.01[0.92, 1.10]
1.06 [0.84, 1.33]
0.46 [0.24, 0.89]
0.36 [0.15, 0.85]
1.00 [0.45, 2.24]
0.86 [0.66, 1.12]

1.07 [0.84, 1.36]
0.71 [0.63, 0.80]
1.02[0.88,1.17]
0.81[0.66, 0.99]
0.78 [0.69, 0.88]
1.04 [0.90, 1.20]
0.96 [0.89, 1.03]
1.06 [0.84, 1.33]
0.75 [0.67, 0.85]
0.89 [0.80, 0.99]

0.89 [0.81, 0.98]

*

Risk Ratio

0.2 0.5 1

Favours [experimental]

Favours [control]

Supplemental Figure 4. Forest plots of the effects of omega-3 supplementation on

CVD event with different follow-up duration.




Higher Omega-3 Lower Omega-3 Risk Ratio Risk Ratio

1.6.1 %male <75

A. A. Kalstad2021 108 505 102 509 6.6% 1.07 [0.84, 1.36]

B. Rauch2010 648 1919 631 1885 10.4% 1.01[0.92, 1.10]

M. Doi2014 6 57 17 58 1.1% 0.36[0.15,08 — -
M. Matsuzaki2009 158 1823 197 1841 7.6% 0.81[0.66, 0.89]

Subtotal (95% CI) 4304 4293 25.6% 0.91 [0.75, 1.11]

Total events 920 947

Heterogeneity: Tau? = 0.02; Chi2 = 9.75, df = 3 (P = 0.02); P = 69%
Test for overall effect: Z = 0.90 (P = 0.37)

1.6.2 %male =75

B. E. Peterson2022 362 1737 491 1671 9.7% 0.71 [0.63, 0.80] -

D. Kromhout2010 336 2404 335 2433 9.1% 1.02[0.88, 1.17] T
D. W. Nilsen 2001 75 150 ral 150 6.8% 1.06 [0.84, 1.33] i S
K. Nosaka2017 11 119 24 119 1.7% 0.46 [0.24, 0.89] -

P. Gaba2022 378 1870 475 1832 9.7% 0.78 [0.69, 0.88] B

P. Galan2010 303 1253 290 1248 9.1% 1.04 [0.90, 1.20] T
R. Marchioli2002 951 2836 992 2828 10.7% 0.96 [0.89, 1.03] b

8. R. Eussen2012 127 920 123 943  6.8% 1.06 [0.84, 1.33] 1T
S. Verma2021 371 2030 484 1992 9.6% 0.75[0.67, 0.85] N

Y. Kita2020 9 38 9 38 1.2% 1.00[0.45, 2.24] - ]
Subtotal (95% CI) 13357 13254 74.4% 0.89 [0.79, 0.99] ’
Total events 2923 3294

Heterogeneity: Tau® = 0.02; Chi* = 46.48, df = 9 (P < 0.00001); I°=81%
Test for overall effect: Z=2.10 (P = 0.04)

Total (95% CI) 17661 17547 100.0% 0.89 [0.81, 0.98] *
Total events 3843 4241

Heterogeneity: Tau? = 0.02; Chi? = 60.92, df = 13 (P < 0.00001); I = 79%
Test for overall effect: Z = 2.33 (P = 0.02)

Test for subaroup differences: Chi? = 0.06. df = 1 (P = 0.80). 2= 0%
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Favours [experimental] Favours [control]

Supplemental Figure 5. Forest plots of the effects of omega-3 supplementation on

CVD event with different gender.



Higher Omega-3 Lower Omega-3 Risk Ratio Risk Ratio

1.7.1 age<<65

B. E. Peterson2022 362 1737 491 1671 9.7% 0.71[0.63, 0.80] .

B. Rauch2010 648 1919 631 1885 10.4% 1.01[0.92, 1.10] T
D. W. Nilsen 2001 75 150 ral 150 6.8% 1.06 [0.84, 1.33] e
M. Matsuzaki2009 158 1823 197 1841 7.6% 0.81[0.686, 0.99] ]

P. Gaba2022 378 1870 475 1832 9.7% 0.78 [0.69, 0.88] et

P. Galan2010 303 1253 290 1248 9.1% 1.04 [0.90, 1.20] T
R. Marchioli2002 951 2836 992 2828 10.7% 0.96 [0.89, 1.03] N
Subtotal (95% CI) 11588 11455 63.9% 0.90 [0.80, 1.00] L 4
Total events 2875 3147

Heterogeneity: Tau? = 0.02; Chi2 = 37.13, df = 6 (P < 0.00001); 1> = 84%
Test for overall effect: Z = 1.88 (P = 0.06)

1.7.2 age =65

A. A. Kalstad2021 108 505 102 509 6.6% 1.07 [0.84, 1.36] -1
D. Kromhout2010 336 2404 335 2433 9.1% 1.02[0.88, 1.17] E
K. Nosaka2017 11 119 24 119 1.7% 0.46 [0.24, 0.89] -

M. Doi2014 6 57 17 58 1.1% 0.36[0.15,085 —

8. R. Eussen2012 127 920 123 943  6.8% 1.06 [0.84, 1.33] 1T
S. Verma2021 371 2030 484 1992 9.6% 0.75[0.67, 0.85] N

Y. Kita2020 9 38 9 38 1.2% 1.00[0.45, 2.24] ]
Subtotal (95% CI) 6073 6092 36.1% 0.87 [0.71, 1.06] "
Total events 968 1094

Heterogeneity: Tau® = 0.04; Chi* = 23.40, df = 6 (P = 0.0007); I = 74%
Test for overall effect: Z=1.36 (P = 0.18)

Total (95% CI) 17661 17547 100.0% 0.89 [0.81, 0.98] *
Total events 3843 4241

Heterogeneity: Tau? = 0.02; Chi? = 60.92, df = 13 (P < 0.00001); I = 79%
Test for overall effect: Z = 2.33 (P = 0.02)
Test for subaroup differences: Chi? = 0.06. df =1 (P =0.81). P=0%
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Supplemental Figure 6. Forest plots of the effects of omega-3 supplementation on

CVD event with different age.



Higher Omega-3 Lower Omega-3 Risk Ratio Risk Ratio
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1.8.1 before 2010

D. W. Nilsen 2001 75 150 71 150  6.8% 1.06 [0.84, 1.33]

M. Matsuzaki2009 158 1823 197 1841 7.6% 0.81[0.66, 0.99] |
R. Marchioli2002 951 2836 992 2828 10.7% 0.96 [0.88, 1.03]

Subtotal (95% CI) 4809 4819  25.0% 0.94 [0.83, 1.05]

Total events 1184 1260

Heterogeneity: Tau? = 0.00; Chi? = 3.34, df = 2 (P = 0.19); I = 40%
Test for overall effect: Z=1.10 (P = 0.27)

1.8.2 2010 to 2020

B. Rauch2010 648 1919 631 1885 10.4% 1.01[0.92, 1.10] T
D. Kromhout2010 336 2404 335 2433 91% 1.02[0.88, 1.17] 2 i
K. Nosaka2017 11 119 24 119 1.7% 0.46[0.24, 0.89] -

M. Doi2014 6 57 17 58 1.1% 0.36[0.15,085 —

P. Galan2010 303 1253 290 1248 9.1% 1.04 [0.90, 1.20] T
S. R. Eussen2012 127 920 123 943  6.8% 1.06 [0.84, 1.33] T
Subtotal (95% CI) 6672 6686 38.2% 0.98 [0.87, 1.11] <
Total events 1431 1420

Heterogeneity: Tau? = 0.01; Chi? = 11.34, df = 5 (P = 0.05); I? = 56%
Test for overall effect: Z = 0.28 (P = 0.78)

1.8.3 after 2020

A. A. Kalstad2021 108 505 102 509 6.6% 1.07 [0.84, 1.36] T
B. E. Peterson2022 362 1737 491 1671 9.7% 0.71[0.63, 0.80] g

P. Gaba2022 378 1870 475 1832 9.7% 0.78 [0.69, 0.88] -

S. Verma2021 37 2030 484 1992 9.6% 0.75[0.67, 0.85] o

Y. Kita2020 9 38 9 38 1.2% 1.00 [0.45, 2.24] - ]
Subtotal (95% CI) 6180 6042 36.8% 0.79 [0.70, 0.89] L 4

Total events 1228 1561

Heterogeneity: Tau? = 0.01; Chi* = 9.49, df = 4 (P = 0.05); I = 58%
Test for overall effect: Z = 4.00 (P < 0.0001)

Total (95% Cl) 17661 17547  100.0% 0.89 [0.81, 0.98] L 4
Total events 3843 4241

Heterogeneity: Tau? = 0.02; Chi* = 60.92, df = 13 (P < 0.00001); I?=79%
Test for overall effect: Z = 2.33 (P = 0.02)

Test for subaroun differences: Chi? =7.42. df =2 (P =0.02). F=73.1%

0.2 0.5 1 2 5
Favours [experimental] Favours [control]

Supplemental Figure 7. Forest plots of the effects of omega-3 supplementation on

CVD event with different time of publication.



Two-stage fixed-effects dose-response model Number of studies = 6
Generalized least-squares regression Number of obs = 6
Goodness-of-fit chi2(5) = 3.18 Model chi2(1) = 4.66
Prob > chi2 = 0.6726 Prob > chi2 = 0.0308
logrr | Coefficient Std. err. z P>|z| [95% conf. interval]
dose -.035925 .0166388 -2.16 0.031 -.0685364 -.0033136

Supplemental Figure 8. Two-stage fixed-effects dose-response model of omega-3

intake and all-cause mortality.



Higher Omega-3 Lower Omega-3 Risk Ratio Risk Ratio

r v v igh -H. Fi Y -H, Fi % Cl

A. A. Kalstad2021 28 505 28 509  5.0% 1.01[0.61, 1.68] 1

B. E. Peterson2022 108 1737 124 1671 22.7% 0.84 [0.65, 1.07] ™

B. Rauch2010 88 1919 70 1885 127% 1.23[0.91, 1.68] [

M. Matsuzaki2009 18 1823 21 1841 3.7% 0.87 [0.46, 1.62] =

P. Gaba2022 136 1870 163 1832 29.5% 0.82 [0.66, 1.02] b

S. Verma2021 136 2030 146 1992 264% 0.91[0.73, 1.14] ek

Total (95% CI) 9884 9730 100.0% 0.91 [0.81, 1.02] L

Total events 514 552 )

Heterogeneity: Chiz=5.32, df =5 (P = 0.38); P=6%

| |
Test for overall effect: Z = 1.56 (P = 0.12) 001 it 1 10 10g

Favours [experimental] Favours [control]

Supplemental Figure 9. Forest plot of the effects of different doses of omega-3

supplementation on all-cause mortality with different time of publication.



__SE(log[RR])

~
0 it
VR
7 1 N
¥ d .
Y ! .
’ 1 ~
* 1 hY
J’ ! \\
02T ’ 1 %
. T B
’ N
e O : N
’ ~
P 1 .
s 1 Y
Il i \\
’ 1 \
1 ’ 1 N
0.4 Gt 1 M
. ! N
’ 1 \
P 1 \\
’ ! \
’ ! ~
4 1 \
/I ! \\
<4 1
0.6 o i %
’ I .
r, [ \\
p O N
’ 1 N
(’ ! \\
’ ! Y
/ 1 AY
08T i OR %
L4 ! Y
. 1
4 1
I’ [
p 1
/ 1
2 !
P ; } ! ; 1 RR
1 T T T T T
0.2 0.5 1 2 5

Supplemental Figure 10. Funnel plot of the effect of omega-6 supplementation on all-

cause mortality.
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Supplemental Figure 11. Funnel plot of the effect of omega-6 supplementation on

CVD event.



