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Objective: It was known that coagulation cascade and inflammatory molecules work as partners during thrombotic and inflammatory process. However, the molecular mechanisms to trigger thrombus formation and its connection to the inflammatory process in cardiovascular disease are still unclear. 
Methods and Results: We investigate inflammation-thrombosis circuit in cardiovascular disease by using iron loading and G-CSF supplement. We hypothesize that iron loading can increase oxidative stress to cardiac endothelium and with the administration of G-CSF can recruit leukocyte and increased coagulability thus result in inflammation-dependent thrombus formation. We demonstrated that seven of ten iron and G-CSF treated mice (I+G group) showed impaired cardiac diastolic function and mural thrombi formation in the left ventricular chamber, while no mice showed abnormality in other experimental groups. Endothelial fibrosis, macrophage infiltration and cellular thrombogenesis were observed in I+G hearts. Quantitative-PCR studies indicated higher levels of inflammatory coagulants, including ICAM-1, MCP-1, tissue factor, and TNF-a, in the affected myocardium of I+G mice than those in other experimental groups. The recruitment of monocytes and neutrophils was obvious in the site of cardiac thrombus in I + G mice. Supplement of simvastatin to I+G mice abrogated such thrombus formation by attenuating inflammatory profiles, which was most likely due to the activation of the pAKT signaling pathway. 
Conclusion: Iron loading and G-CSF supplement can induce inflammation-dependent cardiac thrombosis in mice, in which the above condition can be attenuated by simvastatin treatment. We provided here a novel in vivo disease model to study inflammation-thrombosis circuit in cardiovascular diseases.

