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to tissue plasminogen activator (tPA), and more particularly to a modified tPA with improved properties. Blood coagulation is
the body's primary response to injury or foreign matter. The resulting blood clot (thrombus) serves to localize the injury and
inhibit loss of blood during the healing process. However, excessive clot formation may result in thromboembolic events. For
example, deep vein thrombosis of the leg occurs during prolonged immobilization or bedrest. Thrombus formation is also a
common complication of surgery, particularly orthopedic surgery. At the site of an orthopedic pin or surgical incision, blood
coagulation often occurs rapidly upon incision or trauma. Subsequently, blood coagulates or thromboses within these areas. This
coagulation results in the formation of a blood clot or thrombus on the exposed surface of the orthopedic pin or surgical
incision, which may ultimately extend into the surrounding soft tissue. Thrombi on foreign bodies in the body may also form
thrombi that travel to the lung, where they may lodge. In either case, in order to minimize the risk of post-surgical
complications, it is desirable to remove the foreign body or, in the case of an orthopedic pin, break up the thrombus and remove
the pin without having to open the pin. Thrombus formation is a normal result of coagulation and fibrinolysis (activation of the
plasminogen system). Fibrinolysis may be described as the biologic process resulting in the degradation of fibrin clots into
soluble products. The fibrinolytic system is a cascade of reactions in which plasminogen (a protein in the plasma), plasmin (the
active proteinase that converts plasminogen to plasmin), inhibitors of plasmin (for example, α2-antiplasmin, a plasminogen
activator inhibitor; see, e.g., Lesley, J. C., �
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