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Objectives: We prospectively evaluated the impact of the TIMP-1/MMP complex as a predictor for future cardiovascular death.Background: Metalloproteinases (MMP) are proteolytic enzymes, which decompose the extracellular matrix and influence cardiac remodelling. This process is inhibited by a class of proteins named tissue inhibitor of metalloproteinases (TIMP). Methods: In 1979 patients with suspected coronary artery disease, TIMP-1 has been determined at baseline. During the median follow-up period of 2.6 ± 1.2  years, 75 patients died because of cardiovascular causes.Results: Median concentrations of TIMP-1 were significantly higher among patients who experienced a fatal cardiovascular event than among those who did not (673 ng/ml vs. 779 ng/ml; P< 0.0001). The age and sex adjusted hazard risk ratio of cardiovascular death associated with the highest third was 2.5 (95% CI 1.4 to 4.7; P=0.001), which retained virtually identical after adjustment for clinical and therapeutic confounders. Even after simultaneous assessment, B-type natriuretic peptide (2.6, 95% CI: 1.5 – 4.5; P=0.001), C-reactive protein (2.0, 95% CI: 1.2 – 3.4; P=0.006) and TIMP-1 (1.8, 95% CI: 1.1 – 3.0; P = 0.02) were independently associated with future cardiovascular death if compared highest versus lower thirds.Conclusions: In patients with documented coronary artery disease, TIMP-1 is an independent predictor for future cardiovascular death. 

