e Mean age 1% VTE event 62 years

— Pulmonary hypertension




Acquired —risk factors

 Long plane or car trips(<4h) in prev 4wks e CHF
e Sepsis, nephrotic syn, ulcerative colitis




« Dysfibrinogenaemias and disorders of  Heparin-induced thrombocytopenia
plasminogen activation

Oral Contraceptivesand VTE Influence of Progestins

* HRT assoc with 2-4x increased risk,
probably not significant after 1 year




Protein S 0.7 2 10

deficiency

Antithrombin  0.02 1 5
deficiency

homocystinuria  1:335,000 <0.1 25

Protein C Pathway

Antithrombin-
heparin sulfate

Endothelial cell




M echanisms of Thrombosis Factor V Leiden

 Invitro - Failure of activated protein C to prolong
theaPTT (APC resistance)

Factor V Leiden

precipitant — Anti-protein C antibodies
— stroke




subjects

Transsulfuration Pathway

Methylene THF reductase Cystathione
(MTHFR) 1

® Methyl THF: homocysteine .
methyltransferase, hydroxyB,, Cysteine

— Smoking
e Tx: folic acid supplement, plus B6 and B12 if
normal homocysteine levels not achieved




* risk factor for VTE « Female with multiple miscarriages,

$| I | b| rthS *>50% associated with known acquired
risk factor

*Most present with DVT of legs and/or PE

e Anticardiolipin Ab, lupus anticoagul ant
« Factor VIII activity  Factor VIII level

e Lupus anticoagul ant




False positives

« Increased fibrinogen response, S_treﬁ, pregnancy, oral
« Increased factor IX, X| activity contraceptive, older age
¢ MTHFR C677T mutation

Decreased protein C, Slevels

* Factor V Leiden interferes with coagulation
assaysof Cand S




