SUPPLEMENTARY MATERIAL

The Effect of Omega-3 Polyunsaturated Fatty Acid (PUFA) Prescription Preparations on the Prevention of Clinical Cardiovascular Disease: A Meta-Analysis of RCTs

Online-only Data Supplement

	Table S1
	Full search strategy and search terms
	3

	Figure S1
	Forest plot of cardiovascular events with prediction intervals
	5

	Figure S2
	Forest plot of MACE with prediction intervals
	6

	Figure S3
	Forest plot of cardiovascular death with prediction intervals
	7

	Figure S4
	Forest plot of all-cause mortality with prediction intervals
	8

	Figure S5
	Forest plot of MI with prediction intervals
	9

	Figure S6
	Forest plot of stroke with prediction intervals
	10

	Figure S7
	Forest plot of revascularization with prediction intervals
	11

	Figure S8
	Forest plot illustrating the subgroup analysis for cardiovascular events: onlyEPA and EPA+DHA
	12

	Figure S9
	Forest plot illustrating the subgroup analysis for cardiovascular events: 1g and >1g
	13

	Figure S10
	Forest plot illustrating the subgroup analysis for cardiovascular events: <3y and ≥3y
	14

	Figure S11
	Forest plot illustrating the subgroup analysis for cardiovascular events: primary prevention, mix prevention and secondary prevention
	15

	Figure S12
	Forest plot illustrating the subgroup analysis for MACEs: onlyEPA and EPA+DHA	MACEs	MACEs
	16

	Figure S13
	Forest plot illustrating the subgroup analysis for MACEs: <3y and ≥3y
	17

	Figure S14
	Forest plot illustrating the subgroup analysis for MACEs: primary prevention, mix prevention and secondary prevention 
	18

	Figure S15
	Forest plot illustrating the subgroup analysis for cardiac death: onlyEPA and EPA+DHA
	19

	Figure S16
	Forest plot illustrating the subgroup analysis for cardiac death: 1g and >1g
	20

	Figure S17
	Forest plot illustrating the subgroup analysis for cardiac death: <3y and ≥3y
	21

	Figure S18
	Forest plot illustrating the subgroup analysis for cardiac death: primary prevention, mix prevention and secondary prevention
	22

	Figure S19
	Forest plot illustrating the subgroup analysis for all-cause mortality: onlyEPA and EPA+DHA
	23

	Figure S20
	Forest plot illustrating the subgroup analysis for all-cause mortality: 1g and >1g
	24

	Figure S21
	Forest plot illustrating the subgroup analysis for all-cause mortality: <3y and ≥3y
	25

	Figure S22
	Forest plot illustrating the subgroup analysis for all-cause mortality: primary prevention, mix prevention and secondary prevention
	26

	Figure S23
	Forest plot illustrating the subgroup analysis for MI: onlyEPA and EPA+DHA
	27

	Figure S24
	Forest plot illustrating the subgroup analysis for MI: 1g and >1g
	28

	Figure S25
	Forest plot illustrating the subgroup analysis for MI: <3y and ≥3y
	29

	Figure S26
	Forest plot illustrating the subgroup analysis for MI: primary prevention, mix prevention and secondary prevention
	30




	

Supplementary Table 1. Full search strategy and search terms

	Database
	Search strategy
	Results

	PubMed
	((((((((((((Cardiovascular Diseases[MeSH Terms]) OR (Cardiovascular Disease)) OR (Disease, Cardiovascular)) OR (Major Adverse Cardiac Events)) OR (Cardiac Events)) OR (Cardiac Event)) OR (Event, Cardiac)) OR (Adverse Cardiac Event)) OR (Adverse Cardiac Events)) OR (Cardiac Event, Adverse)) OR (Cardiac Events, Adverse)) OR ((cardiac) OR (cardiovascular))) AND (((((((((((((((((((((((((((((((((((((((((((((((((((((((((((((Fatty Acids, Omega-3[MeSH Terms]) OR (Omega-3 Fatty Acid)) OR (Acid, Omega-3 Fatty)) OR (Fatty Acid, Omega-3)) OR (Omega 3 Fatty Acid)) OR (Omega-3 Fatty Acids)) OR (n-3 Oil)) OR (Oil, n-3)) OR (n 3 Oil)) OR (n3 Oil)) OR (Oil, n3)) OR (n-3 Fatty Acids)) OR (n 3 Fatty Acids)) OR (Omega 3 Fatty Acids)) OR (n-3 PUFA)) OR (PUFA, n-3)) OR (n 3 PUFA)) OR (n3 Fatty Acid)) OR (Fatty Acid, n3)) OR (n3 PUFA)) OR (PUFA, n3)) OR (n3 Polyunsaturated Fatty Acid)) OR (n3 Oils)) OR (n-3 Oils)) OR (n 3 Oils)) OR (N-3 Fatty Acid)) OR (Acid, N-3 Fatty)) OR (Fatty Acid, N-3)) OR (N 3 Fatty Acid)) OR (n-3 Polyunsaturated Fatty Acid)) OR (n 3 Polyunsaturated Fatty Acid)) OR (n-3 Polyunsaturated Fatty Acids)) OR (n 3 Polyunsaturated Fatty Acids)) OR (n3 Polyunsaturated Fatty Acids)) OR (Fatty Acids, N-3)) OR (Fatty Acids, n3)) OR (n-3 PUFAs)) OR (n 3 PUFAs)) OR (n3 PUFAs)) OR (PUFAs, n3)) OR (Ethyl-Ester Omega-3 Fatty Acid)) OR (omega-3 ethyl esters 90)) OR (omega-3-acid ethyl esters 90)) OR (omega-3 Fatty Acids Ethyl Esters)) OR (omega-3 Acid Ethyl Ester)) OR (eicosapentaenoic acid)) OR (EPA)) OR (docosahexaenoic acid)) OR (DHA)) OR (n-3 long-chain polyunsaturated fatty acids)) OR (long chain omega-3 polyunsaturated fatty acids)) OR (Omega-3 Long-Chain Polyunsaturated Fatty Acid)) OR (n-3 long chain PUFA)) OR (Polyunsaturated n-3 fatty acids)) OR (omega-3-acid ethyl esters)) OR (LOVAZA)) OR (OMACOR)) OR (TAK-085)) OR (Omtryg)) OR (Lotriga)))
	15995

	Embase
	('omega-3'/exp OR 'omega-3 fatty acid' OR 'acid, omega-3 fatty' OR 'fatty acid, omega-3' OR 'omega 3 fatty acid' OR 'omega-3 fatty acids' OR 'n-3 oil' OR 'oil, n-3' OR 'n 3 oil' OR 'n3 oil' OR 'oil, n3' OR 'n-3 fatty acids' OR 'n 3 fatty acids' OR 'omega 3 fatty acids' OR 'n-3 pufa' OR 'pufa, n-3' OR 'n 3 pufa' OR 'n3 fatty acid' OR 'fatty acid, n3' OR 'n3 pufa' OR 'pufa, n3' OR 'n3 polyunsaturated fatty acid' OR 'n3 oils' OR 'n-3 oils' OR 'n 3 oils' OR 'n-3 fatty acid' OR 'acid, n-3 fatty' OR 'fatty acid, n-3' OR 'n 3 fatty acid' OR 'n-3 polyunsaturated fatty acid' OR 'n 3 polyunsaturated fatty acid' OR 'n-3 polyunsaturated fatty acids' OR 'n 3 polyunsaturated fatty acids' OR 'n3 polyunsaturated fatty acids' OR 'fatty acids, n-3' OR 'fatty acids, n3' OR 'n-3 pufas' OR 'n 3 pufas' OR 'n3 pufas' OR 'pufas, n3' OR 'ethyl-ester omega-3 fatty acid' OR 'omega-3 ethyl esters 90' OR 'omega-3-acid ethyl esters 90' OR 'omega-3 fatty acids ethyl esters' OR 'omega-3 acid ethyl ester' OR 'eicosapentaenoic acid' OR 'epa' OR 'docosahexaenoic acid' OR 'dha' OR 'n-3 long-chain polyunsaturated fatty acids' OR 'long chain omega-3 polyunsaturated fatty acids' OR 'omega-3 long-chain polyunsaturated fatty acid' OR 'n-3 long chain pufa' OR 'polyunsaturated n-3 fatty acids' OR 'omega-3-acid ethyl esters' OR 'lovaza' OR 'omacor' OR 'tak-085' OR 'omtryg' OR 'lotriga') AND ('cardiovascular disease'/exp OR 'cardiovascular disease' OR 'disease, cardiovascular' OR 'major adverse cardiac events' OR 'cardiac events' OR 'cardiac event' OR 'event, cardiac' OR 'adverse cardiac event' OR 'adverse cardiac events' OR 'cardiac event, adverse' OR 'cardiac events, adverse' OR 'cardiac' OR 'cardiovascular') 
	23767


Search was conducted to identify articles up to September 30, 2023
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Figure S1. Forest plot of cardiovascular events with prediction intervals
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Figure S2. Forest plot of MACE with prediction intervals
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Supplementary Figure3. Forest plot of cardiovascular death with prediction intervals
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Supplementary Figure4. Forest plot of all-cause mortality with prediction intervals
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Supplementary Figure5. Forest plot of MI with prediction intervals
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Supplementary Figure6. Forest plot of stroke with prediction intervals
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Supplementary Figure7. Forest plot of revascularization with prediction intervals
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Supplementary Figure 8. Forest plot illustrating the subgroup analysis for cardiovascular events: onlyEPA and EPA+DHA
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Supplementary Figure 9. Forest plot illustrating the subgroup analysis for cardiovascular events: 1g and >1g
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Supplementary Figure 10. Forest plot illustrating the subgroup analysis for cardiovascular events: <3y and ≥3y
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Supplementary Figure 11. Forest plot illustrating the subgroup analysis for cardiovascular events: primary prevention, mix prevention and secondary prevention
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[bookmark: _GoBack]Supplementary Figure 12. Forest plot illustrating the subgroup analysis for MACEs: onlyEPA and EPA+DHA
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Supplementary Figure 13. Forest plot illustrating the subgroup analysis for MACEs: <3y and ≥3y
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Supplementary Figure 14. Forest plot illustrating the subgroup analysis for MACEs: primary prevention, mix prevention and secondary prevention 
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Supplementary Figure 15. Forest plot illustrating the subgroup analysis for cardiac death: onlyEPA and EPA+DHA
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Supplementary Figure 16. Forest plot illustrating the subgroup analysis for cardiac death: 1g and >1g
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Supplementary Figure 17. Forest plot illustrating the subgroup analysis for cardiac death: <3y and ≥3y
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Supplementary Figure 18. Forest plot illustrating the subgroup analysis for cardiac death: primary prevention, mix prevention and secondary prevention
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Supplementary Figure 19. Forest plot illustrating the subgroup analysis for all-cause mortality: onlyEPA and EPA+DHA
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Supplementary Figure 20. Forest plot illustrating the subgroup analysis for all-cause mortality: 1g and >1g
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Supplementary Figure 21. Forest plot illustrating the subgroup analysis for all-cause mortality: <3y and ≥3y
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Supplementary Figure 22. Forest plot illustrating the subgroup analysis for all-cause mortality: primary prevention, mix prevention and secondary prevention
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Supplementary Figure 23. Forest plot illustrating the subgroup analysis for MI: onlyEPA and EPA+DHA
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Supplementary Figure 24. Forest plot illustrating the subgroup analysis for MI: 1g and >1g
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Supplementary Figure 25. Forest plot illustrating the subgroup analysis for MI: <3y and ≥3y
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Supplementary Figure 26. Forest plot illustrating the subgroup analysis for MI: primary prevention, mix prevention and secondary prevention
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Bhatt et al. (17) 2019 705 4089 901 4090
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Einvik et al. (16) 2010 32 282 36 281
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Marchioli et al. (22) 2001 282 2835 343 2828
Nilsen et al. (20) 2001 75 150 71 150
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Yokoyam et al. (21) 2007 269 9326 328 9319
Random effects model 38001 37928

Prediction interval

Risk Ratio

Heterogeneity: 1% = 44.7%, t*> = 0.0050, p = 0.0810 '
0.5

—

RR 95%—Cl

0.78 [0.72; 0.86]
0.94 [0.77; 1.14]
0.89 [0.57; 1.38]
0.93 [0.83; 1.04]
0.82 [0.71;0.95]
1.06 [0.84; 1.33]
0.96 [0.83; 1.12]
0.82 [0.70; 0.96]

0.88 [0.81; 0.95]
[0.73; 1.06]

Weight

21.3%
10.1%

2.6%
17.6%
13.9%

7.9%
13.6%
13.0%

100.0%




image2.tiff
Experimental Control
Study Events Total Events Total
Bhatt et al. (17) 2019 459 4089 606 4090
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1.19
1.06
0.78

95%—Cl

[0.68; 0.85]
[0.73; 1.31]
[0.94; 1.10]
[0.80; 1.06]
[0.69; 0.94]
[0.97; 1.46]
[0.90; 1.24]
[0.59; 1.03]

Weight

15.2%

8.1%
16.5%
14.2%
13.4%
11.1%
13.0%

8.5%

0.93 [0.83; 1.03] 100.0%

[0.66; 1.30]
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Experimental Control

Study Events Total Events Total Risk Ratio RR 95%-Cl Weight
Bhatt et al. (17) 2019 174 4089 213 4090 ; 0.82 [0.67;0.99] 13.1%
Bonds et al. (18) 2014 12 2147 9 2056 ﬁ 1.28 [0.54;3.02] 1.1%
Bosch et al. (24) 2012 574 6281 581 6255 = 0.98 [0.88; 1.10] 22.5%
Einvik et al. (16) 2010 7 282 11 281 0.63 [0.25;1.61] 0.9%
Manson et al. (23) 2019 142 12933 148 12938 — 0.96 [0.76;1.21] 10.7%
Marchioli et al. (22) 2001 144 2835 204 2828 —=— 0.70 [0.57;0.87] 12.2%
Nilsen et al. (20) 2001 8 150 8 150 ﬁ 1.00 [0.39;2.59] 0.9%
Roncaglioni et al. (25) 2013 142 6239 137 6266 —— 1.04 [0.83;1.31] 10.5%
Tavazzi et al. (19) 2008 712 3494 765 3481 - 0.93 [0.85; 1.02] 25.2%
Yokoyam et al. (21) 2007 29 9326 31 9319 0.93 [0.56; 1.55] 2.9%
Random effects model 47776 47664 <> 0.91 [0.83; 0.99] 100.0%
Prediction interval — [0.74; 1.12]
Heterogeneity: 12 = 23.1%, 1* = 0.0063, p = 0.2301 ' '

0.5 1 2
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Experimental Control

Study Events Total Events Total
Bhatt et al. (17) 2019 274 4089 310 4090
Bonds et al. (18) 2014 200 2147 168 2056
Bosch et al. (24) 2012 951 6281 964 6255
Einvik et al. (16) 2010 14 282 24 281
Macchia et al. (27) 2013 4 289 5 297
Manson et al. (23) 2019 493 12933 485 12938
Marchioli et al. (22) 2001 239 2835 299 2828
Nilsen et al. (20) 2001 11 150 11 150
Rauch et al. (26) 2010 88 1919 70 1885
Roncaglioni et al. (25) 2013 348 6239 337 6266
Tavazzi et al. (19) 2008 955 3494 1041 3481
Yokoyam et al. (21) 2007 286 9326 265 9319
Random effects model 49984 49846

Prediction interval
Heterogeneity: 1% = 44.7%, 1> = 0.0051, p = 0.0468

0.5

Risk Ratio RR

—t 0.88

s 1.14

- 0.98

0.58

: 0.82
e 1.02

—— 0.80

1.00
—_ 1.23
——— 1.04

= 0.91

—HE— 1.08

N
N

95%—-Cl Weight

[0.76; 1.03]
[0.94; 1.39]
[0.90; 1.07]
[0.31; 1.10]
[0.22; 3.03]
[0.90; 1.15]
[0.68; 0.94]
[0.45; 2.24]
[0.91; 1.68]
[0.90; 1.20]
[0.85; 0.98]
[0.91; 1.27]

[0.82; 1.16]

10.0%
7.6%
16.6%
1.0%
0.3%
12.7%
9.6%
0.7%
3.9%
10.8%
17.5%
9.4%

< 0.97 [0.91; 1.04] 100.0%
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Study

Bhatt et al. (17) 2019
Bonds et al. (18) 2014
Bosch et al. (24) 2012
Manson et al. (23) 2019
Marchioli et al. (22) 2001
Nilsen et al. (20) 2001
Roncaglioni et al. (25) 2013
Tavazzi et al. (19) 2008
Yokoyam et al. (21) 2007

Random effects model
Prediction interval

Experimental
Events Total

250 4089
28 2147
344 6281
145 12933
198 2835
17 150
80 6239
107 3494
71 9326

47494

Control

Events

355
30
316
200
251
12
90
129
93

Heterogeneity: 1% = 62.4%, t*> = 0.0181, p = 0.0064

Total

4090
2056
6255
12938
2828
150
6266
3481
9319

47383

Risk Ratio

0.5

—

RR

0.70
0.89
1.08
0.73
0.79
1.42
0.89
0.83
0.76

95%—Cl

[0.60; 0.82]
[0.54; 1.49]
[0.93; 1.26]
[0.59; 0.90]
[0.66; 0.94]
[0.70; 2.86]
[0.66; 1.20]
[0.64; 1.06]
[0.56; 1.04]

Weight

16.4%
4.7%
16.8%
13.5%
15.2%
2.7%
9.7%
11.6%
9.4%

0.84 [0.74; 0.95] 100.0%

[0.59; 1.18]




