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Relationships between gut microbiota and PPls, potassium competitive acid
blockers (PCABs), and histamine H2 receptor antagonist (H2RA) use were examined. We found microbial
signatures of PPl and PCAB were substantially overlapped, but not H2RA. Moreover, the proportion of
multidrug-resistant bacteria (ESKAPE pathogens), which cause opportunistic infections, increased in
the gut with PPl use, but not H2RA. A comprehensive microbial functional analysis identified more
than 10,000 functional genes, among which PPl and PCAB were both characterized by findings of an
elevated gene cluster related to amino acid metabolism, carbohydrate metabolism, and vitamin
metabolism, but not H2RA. Administration of PPl showed an increase in bacteria of oral origin and
pathogens after PPl use, but these species decreased with PPl discontinuation.
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