254 REVIEW OF CLINICAL PHARMACOLOGY A ND PHARMACOKINETICS, INTERNATIONAL EDITION 2006

REVIEW OF CLINICAL PHARMACOLOGY AND
PHARMACOKINETICS, INTERNATIONAL
EDITION 20: 254 (2006)

©PHARMAKON-Press

A Synthetic Peptide that Corresponds to the C-Terminal Re-
gion of HARP Inhibits Effects of HARP on Endothelial Cells

Constantinos Mikelis', Aikaterini Zompra®, Paul Cordopatis® and Evangelia

Papadimitriou’

"Lab of Molecular Pharmacology, Department of Pharmacy; 2Lab of Pharmacognosy and
Chemistry of Natural Products, Department of Pharmacy, University of Patras, GR 26504,

Greece

Key words: HARP, pleiotrophin, HUVEC, angiogenesis

Heparin affin regulatory peptide (HARP), also
known as pleiotrophin or heparin-binding growth-
associated molecule, is an 18 kDa growth factor
displaying high affinity for heparin. A growing body
of evidence indicates that HARP is involved in the
control of cellular proliferation, migration and differ-
entiation. HARP has a well described role in
physiological and tumor angiogenesis and there
seems to be a strong correlation between HARP
expression and tumor growth and metastasis. Sev-
eral data suggest that the different regions of HARP
may exert distinct, or even opposite effects. Subse-
quent studies have shown that the last 25 amino-
acids of the C-terminal region of HARP are impor-
tant for HARP binding to ALK and the exertion of its

angiogenic activity. In the present work, we studied
the effects of a synthetic peptide (peptide S1) that
corresponds to the last 25 aminoacids of the C-
terminal region of HARP. This peptide contains the
lysine-rich sequence as well as the entire a-helix of
the C-terminus of HARP and was synthesized by
solid phase peptide synthesis techniques, on a 2-
chlorotrityl-chloride resin, using Fmoc/t-butyl pro-
tection strategies. Peptide S1 had no effect on hu-
man umbilical vein endothelial cells (HUVEC) mi-
gration and tube formation on matrigel, while it
completely reversed HARP induced effects. The
level at which peptide S1 exerts its inhibitory effects
on HARP-induced HUVEC migration and differen-
tiation is being investigated.



