2003 RNSH HAEMATOLOGY QU. 9

Pt with haemophilia A and high factor VIII inhibitor.  Pre-op THR.  What would you use to reduce risk of bleeding?

a) factor VIIa

b) recombinant factor VIII

c) cryoprecipitate

d) FFP

Haeomphilia A

· X linked 

· Due to variety of genetic defects – deletions, duplications, frameshift mutations, insertions – but in approx 50% cases the defect is inversion

· High mutation rate, 1/3 cases “sporadic”

· Factor VIII deficiency

· Classified according to baseline level of clotting factor

· Mild: clotting factor level > 5%

· Moderate: clotting factor level 2 to 5%

· Severe: clotting factor level < 1%

· Manifests as disorder of secondary haemostasis (muscle haematoma, bleeding into joints, normal bleeding time, prolonged APTT)

Treatment

· Recombinant factor VIII concentrate is standard

· Given iv

· Half life 12 hours so require BD administration

· Given 3 times a week prophylactically to pts with severe disease

· DDAVP (given iv, S/C or intranasally) useful for treating bleeding episodes in mild disease and as prophylaxis before minor surgery

Complications

· 10% of pts with haemophilia have antibodies to factor VIII

· Antibodies develop most commonly in severely affected pts with no detectable factor VIII

· Management is difficult, as even very high doses of factor VIII concentrate may not produce a rise in plasma level of factor VIII

· Can use recombinant factor VIIa, as it can “bypass” the inhibitor.

Treatment of Patients Who Have Inhibitors 

Until the 1980s, the risk of death from uncontrollable bleeding was high in patients with hemophilia who had inhibitors, particularly in the event of emergency surgery or when limb-threatening hemarthroses and muscle hematomas could not be treated optimally. Treatments that bypass factor VIII or factor IX have lowered the risk. The principle underlying these treatments is that the defect in intrinsic coagulation is bypassed by the use of activated forms of factors VII, IX and X. These activated factors are contained in the prothrombin-complex concentrates used in the routine treatment of factor IX deficiency. They are also manufactured in products containing factor VIII inhibitor–bypassing activity.45,46,47 Randomized, placebo-controlled trials have shown that both types of products control 50 to 60 percent of episodes of spontaneous bleeding in patients with inhibitors.45,46,47 This rate of success is lower than the rate of 85 to 90 percent obtained with one or two doses of factor VIII or factor IX in patients with hemophilia who do not have inhibitors.31,32,33,34,35 
A new bypassing product, recombinant activated factor VII, has been licensed. Activated factor VII is thought to ensure hemostasis by binding, directly or in complex with tissue factor, to negatively charged phospholipids exposed on the surface of activated platelets.48 Alternatively, its effect may be due to an increase in the ratio of activated factor VII to factor VII.49 The product stops spontaneous hemorrhages and prevents excessive bleeding during complex surgical procedures in 70 to 75 percent of patients with inhibitors.50,51 Home therapy with activated factor VII makes early intervention possible in patients with inhibitors.52 
Recombinant activated factor VII costs approximately $1 per microgram. At the recommended dosages of 90 µg per kilogram of body weight every two to three hours, the cost of treating a single episode of bleeding can easily exceed $50,000. Few clinical centers can afford to use this product exclusively in patients with inhibitors. We recommend it as a first-choice treatment for patients who must undergo major surgery and for those with life-threatening hemorrhages. For hemarthroses, plasma-derived bypassing products are preferred. 
Answer: A

Why not the others

· They would all be ineffective

· Cryoprecipitate:

· Obtained by allowing frozen plasma from a single donation to thaw at 4-8 degrees and removing the supernatant

· Volume of about 20 ml

· Stored at – 18 degrees

· Contains factor VIII, von Willebrand factor, and fibrinogen

· Relatively high risk of virus transmission, so no longer used for the treatment of haemophilia A and von Willebrand disease

