Hello,
[bookmark: _GoBack]It is crucial to note St John’s wort is one of most used herbal medicine globally and understanding drug interactions with other medicines has substantially increased over the years. Understanding the mechanism of the herb and co-administration has significant interactions with varying medicine as an induction of drug-metabolizing enzymes and transporters leading to systemic exposure and risk of therapeutic failure (Chrubasik-Hausmann et al., 2019). St John’s wort constituents mediate spectrum inhibition of serotonin reuptake, dopamine, noradrenaline, glutamate and gamma-aminobutyric acid leading to reduced intestinal and bioavailability of drugs such as alprazolam by induction of hepatic CYP3A4 and other cytochrome isoforms. In addition, St John’s wort may reduce the serum concentration of esomeprazole which is a proton pump inhibitor metabolized n the liver by the cytochrome P450 (CYP) isoenzymes 2C19 and 3A4 (Boinpally, Lu, 2022). As a result, it reduces esomeprazole effectiveness. 
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