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Introduction. Individuals consuming green tea with their medications may be at risk of clinically important green tea-drug interactions, which result in altered systemic drug exposure and can influence the safety and efficacy of a medicine. In vitro analyses and in vivo animal studies indicate that green tea catechins (e.g., epigallocatehin-3-gallate, EGCG) can influence important determinants of drug pharmacokinetics (PK). 
Aims. To investigate the effect of concomitant green tea administration on drug PK through a literature review.
Methods. A systematic search strategy was employed (MEDLINE, Embase) to identify clinical green tea PK interaction studies. The effect of green tea on drug PK parameters, the proposed mechanism of interaction and details of green tea administration were collected to explore trends in green tea exposure and the magnitude of PK interaction.
Results. Of the 18 clinical studies identified, 16 were conducted in healthy participants and 2 were in participants with breast cancer or pulmonary fibrosis. The majority (n = 13, 72%) of these studies reported a statistically significant decrease (20-99%) in drug systemic exposure (e.g., nadolol, lisinopril, raloxifene), 1 study (6%) showed a 50% increase in drug exposure and 4 studies (22%) reported no change in drug PK (e.g., fluvastatin, tamoxifen) with concomitant consumption of green tea. There was no difference in the magnitude of the green tea-interaction between acute and chronic (3-13 days) green tea dosing, highlighting a lack of time-dependence in the degree of green tea-interaction. Green tea was proposed to have the largest effect in the gastrointestinal tract where catechins altered the intestinal absorption of orally administered drugs by reducing drug solubility and/or inhibiting drug transporter activity (e.g., organic anion transporter peptides). The administration of green tea differed considerably between studies, in terms of the form (e.g., freshly brewed tea, commercial beverage, concentrated extract), catechin dose (50-860 mg) and schedule of administration, making it difficult to observe a dose-dependent effect of green tea on drug PK. 
Discussion. Concomitant administration of green tea can significantly alter drug PK leading to the potential for clinically significant changes in efficacy and safety. These green tea interactions were mostly reported for cardiovascular drugs. Therefore, further research investigating additional drugs (e.g., anti-cancer agents) is warranted to understand the influence of green tea on drug PK and the role of specific PK determinants. 
