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Suhrn vysledkov rieSenia projektu a naplnenia cielov projektu (max. 20 riadkov) - slovensky:

Podarilo sa ndm dosiahnt’ ciel’, ktory sme si vyty¢ili na zaciatku projektu, teda popisat’ molekularny
mechanizmus M6PR-zavislej regulécie fibrinolyzy. Ukézali sme, Zze M6PR (CD222) je zodpovedny za
negativnu regulaciu fibrinolyzy na povrchu buniek prostrednictvom priamej interakcie s receptorom pre
urokinadzu (uPAR) a jeho Stiepenim. Okrem toho sme charakterizovali mechanizmus, akym peptidy odvodené
od M6PR blokuju fibrinolyzu. K tymto vysledkom sme sa dopracovali pomocou rozli¢nych metdd, ako napr.
imunoprecipitacie, in vitro vizbové merania, konfokalna mikroskopia a funkéné merania proteolyzy na zivych
bunkach. Vyvinuli sme aj metddu na analyzu proteinovych komplexov zodpovednych za tito regulaciu,
konkrétne sme spojili dvoj-rozmernu nativnu elektroforézu so zymografiou a ukdzali sme ako sa meni
Struktara tychto komplexov v zavislosti od M6PR. Okrem toho sa ndm podarilo identifikovat’ novy ligand pre
MG6PR, serinovu proteazu, ¢o podc¢iarkuje vyznam tohto receptoru pri regulécii proteolyzy. Tieto vysledky boli
Ciasto¢ne publikované alebo prezentované na viacerych konferenciach. V sucasnosti ich spracivame

a pripravujeme niekol’ko manuskriptov pre publikovanie.

Sthrn vysledkov rieSenia projektu a naplnenia ciel’ov projektu (max. 20 riadkov) - anglicky:

We have successtully fulfilled the ultimate goal of this proposal - to characterize a mechanism for regulation
of fibrinolysis by M6PR. We have shown that M6PR (CD222) mediates negative regulation of fibrinolysis on
the cell surface through its direct interaction with the urokinase-type plasminogen activator receptor (uPAR,
CD87) followed by proteolytical processing of the receptor. In addition, we have characterized a mechanism
of blocking fibrinolysis by M6PR-derived peptides. These results were obtained by using a combination of
various technical approches, such as immunoprecipitations, binding assays, microscopy or functional assays
with living cells. Also, we advanced the method to study membrane complexes involved in regulation of
fibrinolysis by linking BN-PAGE with zymography. Furthermore, we have identified a new ligand for M6PR,
a serine protease, which underlines the key role of this receptor in regulation of proteolysis. These results were
partially published or presented in various conferences. Nowadays, several manuscripts are under preparation.
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