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Table 1. Literature search strategy for PubMed*

#1 (("trimethylamine n-oxide "[Text Word]) OR "TMAO"[Text Word])
#2 Heart failure [Mesh]

#3 (((((("Heart failure"[Text Word]) OR " Cardiac Failure "[Text Word]) OR " Myocardial Failure "[Text Word]) OR
" Cardiac dysfunction"[Text Word] OR " Heart dysfunction "[Text Word]) OR " Myocardial dysfunction "[Text
Word])

#4 #2 OR #3

#5 #1 AND #4

#6 animals[MeSH Terms]
#7 humans[MeSH Terms]
#8 #6 NOT #7

#9 #5 NOT #8

* The search strategy for EMBASE was similar.

Figure 1. Selection of punblications for systematic review and meta-analysis

Potentially relevant articles identified and screened for retrieval: 109

» Duplicates removed: 14

Potentially relevant articles: 95

——»| Not concerned with TMAO and prognosis of heart failure (review of
titles and abstracts): 77

Articles for full text evaluation: 18

Excluded: 11

e |dentical outcomes from the same cohorts: 3

o  Not prospective study: 4

e No events data associated with TMAO reported: 4

v

Articles included in meta-analysis: 7

TMAO = trimethylamine N-oxide



Table 2. Quality assessment of the included studies

Quiality
Study Selection Comparability Outcome (total points)*
Tang 2014 3 2 2 Good (7)
Tang 2015% 3 2 3 Good (8)
Traseid 2015"° 3 2 2 Good (8)
Suzuki 2016 2 1 2 Good (7)
Schuett 2017 4 1 2 Fair (6)
Suzuki 2019 4 2 2 Good (8)
Salzano 2019" 4 2 2 Fair (6)

* Good: 2 7 points; fair: 4—6 points.

Figure 2. Funnel plot:

seven publications describing risks of major adverse cardiac events by

trimethylamine N-oxide (TMAO) level

Figure 3. Funnel plot:
oxide (TMAO) level
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five publications describing risks of all-cause mortality by trimethylamine N-
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