Anticoagulants

· Anticlotting

· Vitamin K antagonists (WARFARIN)

· Vitamin K cofactor for carboxylase that adds carboxyl to factors enabling Ca addition and thethering to blood vessel

· Drug competitively antagonises Vit. K

· Long-term ~ 3 day onset

· Oral

· Antithrombin activators (HEPARIN)

· Activate Antithrombin

· Antithrombin inhibits conversion of prothrombin to thrombin

· Thrombin required to cleave fibrinogen to fibrin

· Short-term ~ onset in minutes

· IV

· Antiplatelet

· COX-1 inhibitors, reducing thromboxane (ASPIRIN)

· Inhibits COX-1 enzyme, catalysing production of prostacyclin (PG12) and thromboxane (TXA2) from arachidonic acid

· PGI2 – dissagregator, produced by endothelium

· TXA2 – aggregator, produced by platelets

· Platelets no nucleus and no enzyme synthetic capacity, endothelium can’t regenerate COX-1 in presence of aspirin

· Hence, TXA2  reduced until platelt rebirth, PGI2 ~unaffected 

· Fibrinolytic

· Plasminogen activators (STREPTOKINASE, ALTEPLASE)

· Tissue Plasminogen Activator (tPA)

· (+) plasminogen to plasmin (digests fibrin)

· Streptokinase = snake form, liable to cause anaphylaxis

· Alteplase = human form, expensive

