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Mechanism of increase in brain-aromatic monoamines after peripheral
administration of sepiapterin
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Serotonin (5HT% biosynthesis in the brain is controlled by
tetrahydrobiopterin (BH4) level. Peripheral dosing of sepiapterin (SP) as a prodrug of BH4 to mice
showed significant rise in BH4, 5HT, DA and their metabolites in the brain time- and
dose-dependently. 5HT synthesis in a culture cell was promoted by added SP in the medium, while more
than 20-fold higher concentration of BH4 was required for the same enhancement. SP showed adequate
permeation across in vitro BBB model. These results suggested that not-all SP converted to BH4 in
the periphery but partly reached the brain as SP.
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