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WFFER B OMEEL (J£3C) : The K196E mutation in protein S (PS) is found in one of 55 Japanese
and is a genetic risk factor for vein thrombosis in Japanese. The A620T mutation in
plasminogen (PLG) is found in one of 25 Japanese and causes decreased fibrinolytic
activity. In this study, we generated PS-K196E and PLG-A622T (corresponding to human
PLG-A620T) knock—in mice for investigating effects of these mutations in vivo. Following
the induction of pulmonary embolism, PS-K196E mice showed increased degree of lung
vascular occlusion and decreased survival compared with wild-type mice. These results
support a direct causal relationship between the PS-K196E mutation and increased
susceptibility to venous thromboembolism. To examine effects of the mutation on arterial
ischemic diseases, temporary cerebral ischemia was applied in mice. Mice with the factor
V-Leiden mutation, the common thrombotic risk in Caucasian, showed larger infarction and
lower survival than wild—type mice. In contrast, cerebral infarction in PS-K196E mice
was not aggravated. Consistent with these findings, the FV-Leiden mutation has been
reported as a risk factor for early-onset ischemic stroke, whereas there are no
epidemiological data to suggest significant association between the PS-K196E mutation
and stroke. The PS-196E mice represent a suitable animal model to uncover genetic

characteristics of thrombosis in Japanese. The PLG-A622T mutation in mice had little



effect on the severity of pulmonary embolism and cerebral infarction, suggesting that
the PLG-A620T mutation does not cause thrombosis by itself.
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