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Treatment and prophylaxis of bleeding in patients with haemophilia A o'W n'nn
(congenital factor VIII deficiency) In patient with acquired factor VIl deficiency. e

Haemoctin is not effective in controlling the bleeding of patients with
Von Willebrand's disease.
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4.4  Special warnings and precautions for use

Inhibitors

The formation of neutralising antibodies (inhibitors) to factor VIl is a known complication in
the management of individuals with haemophilia A.

These inhibitors are usually IgG immunoglobulins directed against the factor VIII procoagulant
activity, which are quantified in Bethesda Units (BU) per ml of plasma using the modified assay.
The risk of developing inhibitors is correlated to the severity of the disease as well as the
exposure to factor VI, this risk being highest within the first 50 28 exposure days but
continues throughout life although the risk is uncommon.
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The clinical relevance of inhibitor development will depend on the titre of the inhibitor, with
low titre posing less of a risk of insufficient clinical response than high titre inhibitors.

In general, all patients treated with coagulation factor V11 products should be carefully
monitored for the development of inhibitors by appropriate clinical observations and
laboratory tests. If the expected factor VIII activity plasma levels are not attained, or if
bleeding is not controlled with an appropriate dose, testing for factor V11 inhibitor presence
should be performed. In patients with high levels of inhibitor, factor VIII therapy may not be
effective and other therapeutic options should be considered. Management of such patients
should be directed by physicians with experience in the care of haemophilia and factor VIlI
inhibitors.

Paediatric population

The special warnings and precautions for use mentioned for the adults should also be
considered for the paediatric population.

4.8 Undesirable effects

MedDRA Standard
System Organ Class Adverse reactions | Frequency
Blood and Factor VIIl inhibition | uncommon
lymphatic system (PTPs)*
disorders
very
common
(PUPs)*
Immune system Anaphylactic shock, | not known
disorders hypersensitivity
Skin and Erythema very-rare
subcutaneous Exanthema,
. . . . not known
tissue disorder pruritus,urticaria,
erythema

*Frequency is based on studies with all factor VIl products which included patients with severe
haemophilia A. PTPs = previously-treated patients, PUPs = previously-untreated patients.

Paediatric population

With exception of factor VIl inhibition, adverse reactions in children are expected to be the
same as in adults (see table above).

5.1 Pharmacodynamic properties
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Of note, annualized bleeding rate (ABR) is not comparable between different factor
concentrates and between different clinical studies.
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