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In patients with histamine intolerance accumulated or ingested histamine causes a broad range of
undesirable symptoms. Food-derived histamine is degraded by intestinal diamine oxidase (DAO) and
histamine-N-methyltransferase (HNMT), while the organic cation transporter 3 (OCT3) contributes to
the transcellular flux of histamine. Anecdotal evidence from patients with HIT suggests an improvement
of symptoms related to histamine intolerance after intake of Ze 339, a lipophilic CO; 2; -extract prepared
from the leaves of Petasites hybridus. Thus, it was the aim of this study to investigate the influence
of Ze 339 on DAO, HNMT and OCT3 using Caco-2 and MDCKII cells. Even though Ze 339 reduced
mRNA levels of HNMT and DAO, there was no change in protein expression. Ze 339 changed neither
the basal release nor the enzymatic activity of DAO. Testing the interaction of Ze 339 with the transcel-
lular histamine transport, we observed a significant increase in the basal to apical flux in presence of
high Ze 339 concentrations at the early phases of the experiment. Testing the influence of Ze 339 on
OCT3-mediated histamine uptake in overexpressing MDCKII cells revealed a dose-dependent inhibition
with an estimated IC; 50; of 26.9ăug/mL for the extract. In conclusion, we report an effect of Ze 339 on
transcellular histamine transport, where inhibition of OCT3 may contribute.
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