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Table S1: Characteristics of the identified studies of trimethylamine N-oxide (TMAO) levels and the prevalent cardiovascular diseases (cross-sectional

studies)
Age TMAQ, mean Men, Total
Source Country  Study Population ge, or median, ' Outcomes assessed Events, N
mean, y uM % N
1 Coronary artery 0
Wang Z, et al. (2011) U GeneBank 63.9 NA 49.3 1020 disease (CAD) As%,41.0
Peripheral artery 0
disease (PAD) ASY, 24.5
Cardiovascular disease
(CVD) as indicated by  As%, 65.4
either CAD or PAD
Myocardial infarction
(MI) NA
BioBank 64.5 NA 48.3 856 CAD As%, 43.7
PAD As%, 21.5
CVD as indicated by 0
either CAD or PAD /%, 652
Ml NA
Study of Health Assessment and
Mente A, etal. (2015 Canada 1S 1N Ethnic Groups [SHARE] 55 5 4 ggq 649 271  CVD 99

and SHARE and Aboriginal
Peoples [SHARE-AP]




Table S2: Relative risks (RRs) of major cardiovascular events according to trimethylamine N-oxide (TMAO) levels in cross-sectional studies

Source Outcome Comparison Model Relative risk (95% CI)  Adjustment for Covariates
Age, sex, smoking, diabetes, medication use,
Wang Z’l et al. (2011) C_oronary artery Highest quartile vs. lowest Multivariate  2.59 (1.88, 3.55) hypertension, lipids, C-reactive protein (CRP),
GeneBank disease (CAD) . S
and estimated creatinine clearance
P.e ripheral artery Same as the above Multivariate  3.43 (2.26, 5.21) Same as the above
disease (PAD)
CAD + PAD Same as the above Multivariate  4.03 (2.54, 6.40) Same as the above
Cardiovascular L
disease (CVD) Same as the above Multivariate  2.54 (1.86, 3.47) Same as the above
Myocqrdlal Same as the above Multivariate  1.47 (0.90, 2.40) Same as the above
infarction (MI)
\é\ﬁ%%nkzl’ et al. (2011) CAD Highest quartile vs. lowest Multivariate  3.08 (1.94, 4.88) Same as the above
PAD Same as the above Multivariate  3.75 (2.00, 7.03) Same as the above
CAD + PAD Same as the above Multivariate  4.00 (2.04, 7.82) Same as the above
CVvD Same as the above Multivariate  3.08 (1.96, 4.86) Same as the above
MI Same as the above Multivariate 2.11 (1.33, 3.34) Same as the above
M 2 Highest quintile (>2.5 pM)
ente A, et al. (2015) CvD vs. lowest Crude 3.28 (1.37,7.87) Crude
Multivariate  3.17 (1.05, 9.51) Age, sex, t_)ody mass index (BMI), smoking
and energy intake
Age, sex, BMI, smoking, energy intake,
Multivariate  9.33 (1.88, 46.37) diabetes, meat intake, fish intake, and dietary

cholesterol




Figure S1: Pooled relative risks of high trimethylamine N-oxide (TMAO) levels for the risk of major adverse clinical

events/death (A) and all-cause mortality (B) using 18 data points.

3-18

A %
Studyname ES (95% Cl) Weight
Tang WH, et al. (2013) Death, Mistroke (SRef. 3) — 1.43(1.05,1.94) 1350
Lever M, et al. (2014) Admission for HF, Non-DM (4) —a— 1.90(1.08, 3.34) 4.00
Lever M, et al. (2014) All CVD events, DM (4) —5—-0—— 2.00(1.11,3.62) 362
Tang WH, et al. (2014) All-cause mortality (5) —T— 1.85(1.14,3.00) 5.44
Kaysen GA, et al. (2015) Cardiovascular death/hospitalization (6) L g 'l 0.92(0.40,2.11) 1.85
Troseid M, et al. (2015) All-cause mortality/heart transplantation (7) “—-‘0-—- 1.76(0.93,3.33) 3.13
Tang WH, et al. (2015) All-cause mortality, CKD (8) —‘l-o— 193(1.13,3.29) 4.46
Tang WH, et al. (2015) All-cause mortality, NonCKD (8) ——— 1.47 (1.02,2.12) 9.51
Suzuki T, et al. (2016) Death/rehospitalisation for HF (9) —:—0— 2.12(1.54,2.92) 12.30
Missailidis C, et al. (2016) All-cause mortality (10) 'l & 4.32(1.32,14.17)0.90
Stubbs JR, et al. (2016) All-cause mortality (11) 4T 1.95(0.91, 4.17) 2.20
Kim RB, et al. (2016) Ischemic cardiovascular events (12) ———0—%— 1.37(0.91,2.06) 7.62
Senthong V, et al. (2016) All-cause mortality (13) —_— 1.71(1.12,2.62) 6.96
Shafi T, et al. (2017) Cardiac death, White (14) —_— 1.78(1.12,2.82) 5.97
Robinson-Cohen C, et al. (2016) All-cause mortality (15) & : 1.25(0.48,3.27) 1.38
Ottiger M, et al. (2016) All-cause mortality (16) 1.90(1.10,3.29) 4.22
Senthong V, et al (2016) All-cause mortality (17) — 1.59(1.03,2.45) 6.78
Tang WH et al. (2017) MACE (18) —— 1.94(1.23,3.05) 6.17
Overall (I-squared = 0.0%, p = 0.851) 0 1.70(1.52,1.91) 100.00
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B %
Studyname ES (95% Cl) Weight
1
Lever M, et al. (2014) All-cause mortality, Non-DM (4) —E—-O*— 2.70(1.56,4.68) 6.19
Lever M, et al. (2014) All-cause mortality, DM (4) : * 270(106,6.86) 215
Tang WH, et al. (2014) All-cause mortality (5) ——0—— 1.85(1.14,3.00) 7.98
Kaysen GA, et al. (2015) All-cause mortality (6) —-ﬁ—i 1.14(0.67,1.93) 668
Tang WH, et al. (2015) All-cause mortality, CKD (8) -—I—O—— 193(1.13,329) 654
Tang WH, et al. (2015) All-cause mortality, NonCKD (8) —— 147(1.02,212) 1396
Missailidis C, et al. (2016) All-cause mortality (10) : & 4.32(1.32,1417) 1.32
Stubbs JR, et al. (2016) All-cause mortality (11) —-—i—f— 1.95(0.91,4.17) 322
Senthong V, et al. (2016) All-cause mortality (13) —_— 1.71(1.12,262) 1022
Shafi T, et al. (2017) All-cause mortality, White (14) —— 1.50(1.03,2.18) 13.29
Robinson-Cohen C, et al. (2016) All-cause mortality (15) & : 1.25(0.48,3.27) 202
Ottiger M, et al. (2016) All-cause mortality (16) —0— 1.90(1.10,3.29) 6.19
Senthong V, et al (2016) All-cause mortality (17) — 1.59(1.03,2.45) 995
Tang WH et al. (2017) All-cause mortality (18) —_— 1.85(1.21,2.83) 1027
Overall (l-squared = 0.0%, p = 0.653) @ 1.72(1.50,1.97)  100.00
1
1
.
T

Dashed lines represent the overall effect, and gray boxes

CKD, chronic kidney disease; HF, heart failure.
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RR (95% CI)

represent weight. SRef, Supplemental references; DM, diabetes;
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