Question 4

What is the mechanism of action o HEPARIN?

-  forms a complex with circulating protein antithrombin

=>induces a conformational change to activate antithrombin

-  activated heparin-antithrombin complex interacts with and neutralises activated clotting factors.

-  heparin can also bind directly to thrombin, inactivation it.

-  inhibition of platelet aggregation

How is HEPARIN administered

· intravenously of by subcutaneous injection (inactive orally)

Pharmacokinetics

· rapid onset of action (don’t cross placenta or enter breast milk)

· kinetics dose dependent.  Half life approx. 30 mins at low doses – increasing 5 fold at higher doses.

· Duration of action on cessation of treatment is approx 3-6 hours.

· Most metabolised in endothelial cells after binding to surface receptors. Some metabolised by liver.

Monitoring

The therapeutic index for heparin is low.  The degree of anticoagulation with heparin is usually monitored with the activated partial thromboplastin time (APTT, a global test for intrinsic coagulation pathway) which should be prolonged by 1.5 – 2.0 times the control value for full anticoagulation.
Antagonist

Protamine

Side effects


-  Haemorrhage


-  Osteoporosis – rare (after several weeks of use)


-  Thrombocytopenia – rare

