Lecture 18

Drugs used in coagulation
Disorders and Antiplatelets
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The three pathways that makeup the classical blood coagulation pathway

Intrinsic Xll — Hageman factor, a ser.inc protease ‘
Xl —Plasma thromboplastin, antecedent serine proteasel
surface contact IX — Christmas factor, serine protease
VIl —Stable factor, serine protease
l XIll - Fibrin stabilising factor, a transglutaminase

PL — Platelet membrane phospholipid
Ca" - Calciumions
l TF — Tissue Factor ( , =active form)
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TABLE 34-1 Properties of heparins and warfarin.

Property Heparins Warfarin

Structure Large acidic polysaccharide polymers Small lipid-soluble molecule

Route of administration Parenteral Oral

Site of action Blood Liver

Onset of action Rapid (minutes) Slow (days); limited by half-lives of preexisting normal

factors

Mechanism of action Activates antithrombin Ill, which proteolyzes Impairs post-translational modification of factors I, VI,
coagulation factors including thrombin and factor Xa IX and X

Monitoring aPTT for unfractionated heparin but not LMW heparins Prothrombin time

Antidote Protamine for unfractionated heparin; protamine Vitamin K;, plasma, prothrombin complex concentrates
reversal of LMW heparins is incomplete

Use Mostly acute, over days Chronic, over weeks to months

Use in pregnancy Yes No

aPTT, activated partial thromboplastin time; LMW, low molecular weight.
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@ The action of thrombolytic drugs can be inactivated by 2 kinds of compounds

First is aminocaproic acid and the second is tfranexamic acid.
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