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Hypericum perforatum extracts have been used for their antidepressive effects. Recently, a selected fraction (HP) isolated
from these extracts and containing compounds like quercetin and biapigenin proved to be neuroprotective [1,2]. The
present work aims to i- develop a method to isolate HP in a pure and large scale, ii- characterize the cellular
toxicity/protection of HP, and iii- incorporation of HP in PCL nanoparticles. After maceration of H. perforatum dry leaves with
methanol 80% (V/V), a liquid-liquid extraction with diethyl ether was performed. This fraction was further concentrated and
subjected to Sephadex LH-20 column chromatography. A selected fraction was collected, concentrated, and pass by a
Polyamide CC6 column. With this process up to 200 mg of pure HP were obtained, containing mainly quercetin and
biapigenin (1:1 w/w, HPLC-DAD), without any traces of hypericins, compounds with unwanted side-effects. HP showed
strong antiradicalar activity (DPPH assay), with a EC  of 3,96 µg/mL. The HP cellular toxicity was tested in a range of
concentrations of 1 – 100 µg/mL, in several cell lines. Toxicity was observed for HepG2 (human hepatic cells) and HDMEC
(human dermal microvascular endothelial cells) at 25 and 100 µg/mL, respectively. No toxicity was observed for U87 cells
(brain human gliobastoma). HP was encapsulated in PCL polymeric nanoparticles (NP) by solvent displacement technique
and NPs were physically characterised by laser doppler anemometry. NP size range from 185 – 195nm; zeta potential was
of -20 mV ± 1.23. HP incorporation efficiency, determined by HPLC, was of 99.29%± 0.13. NP toxicity was also tested in
HepG2, HDMEC and U87 cells. Toxicity was observed in HDMEC and U87 cells, at concentrations higher than 200 and 100
µg/mL, respectively. Several assays still need to be performed in order to fully determine the neuroprotective potential of
these compounds and specifically of nanoparticles containing them.
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