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(H H(Purpose)]
Research suggests that heart failure with reduced ejection fraction (HFrEF) is a state of sysiemic inflamnation
that may be triggered by microbial products passing into the bloodstream through a compromised intesiinal
barrier. However, whether the infestinal microbiota exhibit dyshiosis in HFrEF patienis is largely unknown
We examined whether non-ischemic HFrEF is associated with structural and/or functional alilerations of
intestinal microbiota.

UA e & DN A (Methods/Results)]
Twenty eight non-ischemic HFrEF patients and 19 healthy controls were assessed by 165 rRNA amplicon sequencing
of bacterial DNA exiractied [rom stool samples. Aiter processing of sequencing data, bacteria were {axonomically
classified, alphadiversity indices and betadiversitymetrics and distances were employed to examine microbial
ecology, and relative abundances of common core genera were compared between groups. Furthermore, appropriale
computational methods predicted gene carriage for bacierial metabolic pathways and inferred microbial
interaciion networks on multiple taxonomic levels. Bacterial communities of both groups were dominated by
the Firmicutes and Bacteroidetes phyla. The most abundant genus in both groups was Bacieroides. Whereas alpha
diversity was not different between groups, ordination of samples for beta diversity revealed a partial
separation of the groups across componenis of varialion, verified by analvsis of similarities (ANOSIM) and
permutational multivariale analysis of variance (PERMANOVA}. A comparison of common core genera showed that
Streptococcus and Veillome//a were enriched in patients, while SMF55 was depleted. Gene families in amino
acid, carbohydrate, vitamin, and xenobiotic melabolism showed significant differences beiween groups and
erdination of relative counts of metabolic genes revealed a partial separation of the groups, verified again
by ANOSIM and PERMANOVA. Furihermorte, network analysis revealed a higher degree of correlations between
bacteria and a sparser neiwork in patients. Finally, multivariate analysis of microbioiic data and clinical
meladata did nol show any significant correlations between biotic and environmental variables.

{# % (Conclusion))
Non-ischemic HFTEF patients exhibit multidimensional differences in intestinal microbial communities compared
to healthy subjects.




