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Plasminogen activator inhibitor type 1 (PAI-1) plays an important role in tumor growth and
metastasis formation, directly via specific urokinase complexing or indirectly due to its
affinity to vitronectin. The aim of this study was to analyze the impact of the mutant forms of
PAI-1: very long half-life (VLHL PAI-1) or devoid of affinity towards vitronectin (Vn neg
PAI-1) and wild form (WPAI -1) on proliferation of lung cancer (A549 and H1299 ) and
prostate cancer (LNCaP and DU145) cells characterized by different proteinase (urokinase)
production.

The dose- and time-dependent inhibition of cell proliferation in the presence of VLHL PAI-1
was evident in A549 and LNCaP cultures. In H1299 cells inhibitory effect was only dose-
depended (p<0.001), while in DU145 only 100 mg/ml of VLHL PAI-1 in 72 hrs cultures
suppresed prostate cancer cells proliferative activity (p <0.001). No significant effect of Vn
neg PAI-1 on the proliferation of A549 and H1299 was observed while in prostate cancer
lines (DU145, LNCaP) only the inhibitory effect of the highest VVn neg PAI-1 concentration
(100?g/ml) was evident (p <0.001) but not time-dependent. wPAI-1 did't affect A549 and
LNCaP proliferation while in highest concentration it had the stimulating effect on H1299
and Dul45 (24,48 hrs cultures).

PAI-1 is a negative regulator of cancer cells proliferation due to its anti-proteinase activity. Its
biological effect on lung cancer cells is time and dosage-dependent.



