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Abstract

Background: Endothelial progenitor cells (EPCs) play an impattaole in tumor growth and
angiogenesis. Punica granatum, from Punicaceadyfdras demonstrated anticancer effects in differen
types of cancers. This study aimed to determineffeet of hydroalcoholic extract of pomegranatelpe
on the number of EPCs in mouse model of melanomakso to determine its mechanism of action.

Methods: The hydroalcoholic extract of black pomegranatecpegp was prepared using 70% ethanol
containing 1% acetic acid. 1 x °1B16F10 melanoma cells were injected to each oE88BL6 male
mice weighing 25 g on the day 0, subcutaneousty. @n 7 day, mice were randomly divided into 11
groups of 8 animals. The first group (control) reed distilled water. Groups second to fifth fronet
seventh day of the study received 50, 100, 2004&0dmg/kg of standardized polyphenon E (PPE) via
gavage. The sixth group received PPE and peroxigooliferator-activated receptor gamma (PPAR-
antagonist (5 mg/kg/day) intraperitoneally. Theesek group received PPE and PPARntagonist (10
mg/kg/day) intraperitoneally. Eighth and ninth goeureceived fenofibrate (100 mg/kg) and
rosiglitazone (100 mg/kg) as agonists of PRARAD PPARy, respectively, via gavage. Tenth and
eleventh groups received PPAR antagonists, me@elyl8" day, mice were euthanized and were bled
through heart puncture for EPC enumeration via ftgtometry. In flow cytometry, CD3&VEGFRZ
cells were enumerated.

Findings: PPE dose-dependently decreased the number of BEPE€®(05). Number of EPCs in the
groups which received fenofibrate and rosiglitazaae less than the group that received the highest
dose of PPE (P < 0.05). Moreover, EPCs in the grompich received both PPAR antagonists and
PPE, was more than the group which received PRE)B1).

Conclusion: In conclusion, we demonstrated that PPE is effedti reducing the number of EPCs
and part of this effect is through modulation oAPRPpathway.

Keywords: Melanoma, Pomegranate pericarp extract, Endotheliagenitor cell, Peroxisome
proliferator-activated receptor (PPAR)
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