9. Appendix

Part of the data of this work was presented as a poster on the congress Proteolytic

Enzymes & Their Inhibitors, June 2012, Barga, Italy.
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Introduction

Human gliomas are highly invasive tumors and the mechanisms that influence their interaction with the surrounding tissue are still incompletely understood. Fibroblast
activation protein (EC 3.4.21.B28; FAP) is a dual specificity serine dipeptidyl peptidase and gelatinase that is expressed in stromal as well as transformed cells in several
tumors. FAP is strongly associated with the development, progression and outcome of human carcinomas, and also represents a potential therapeutic target.

The pathophysiological role of FAP in tumor microenvironment is nevertheless poorly understood. Its gelatinolytic activity may participate in the modification and
degradation of extracellular matrix and thus facilitate tumor invasion and metastasis. However, several reports demonstrate that some functions of FAP are independent of its
enzymatic activity and that in certain tumor cells FAP may act as a tumor suppressor.

Previous data suggested that FAP is expressed in human gliomas (1, 2). In this report we analyze the expression and enzymatic activity of FAP in glioma cells and the role of
FAP in the interaction of glioma cells with the surrounding extracellular matrix.

Results
I. FAP is expressed to a variable extent in glioma cell lines, primary cell cultures II1. Expression of transgenic, wild type (WtFAP), but not enzymatically inactive mutant
derived from high grade gliomas (A) and orthotopic xenotramplants (B). FAP (mutFAP) in U373 glioma cells negatively influences cell adhesion (A). wtFAP
impaires spreading and focal adhesion formation on collagen I, but not fibronectin (B).
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Conclusions:

:

FAP is expressed by glioma cells in vifro and in orthotopic xenotransplants.

In glioma cells, FAP is localized on plasma membrane as well as intracellularly.

U373 cells expressing enzymatically active FAP exhibit decreased adhesion, migration and focal adhesion formation in vitro.

* FAP may influence the interaction of glioma cells with specific components of the extracellular matrix via its enzymatic activity.
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