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Abstract:

The study is a clinical trial on inibitor frequency in patients with hemophilia previously untreated
(PUPs) when exposed to plasma-derived, von Willebrabd factor-containing factor VIII (V WF/FVIII)
concentrates or to recombinant factor VIII (rFVIII) concentrates. Patients will be randomized to be treat-
ed exclusively with a single FVIII product, either plasm-derived and VWF containing or recombinant,
and followed up until inhibitor development or until 50 exposure days (EDs) have elapsed, whichever
comes first. Study objectives are: Primary: To assess whether or not VWF/FVIII are less immunogenic
than rFVIIl concentrates by determining the frequency of inhibitor development in the first 50EDs in
PUPs. Secondary: To evaluate the anamnestic response of inhibitor patients; to evaluate the frequency
of transient inhibitors; to evaluate the modality of occurrence of inhibitors (number of exposure days,
titer at onset, etc); to evaluate clinical factors potentially associated to inhibitor development (age at
first treatment, severity of bleeding episodes, surgery, intensity of treatment, modality bon of treatment,
severity of bleeding episodes, surgery, intensity of treatment, modality of treatment, time of treatment
in relation to vaccinations, concurrent diseases ( in particular viral infections) and/or medications, type
of delivery, breast feeding, type of milk formula; To evaluate laboratory factors potentially associated to
inhibitor development (severity of FVIII defect, FVIII gene defect, FVIII Ag, HLA phenotype, IL-10 and
TNF a genotypes, epitope mapping); To evaluate the incidence of other adverse events related to the
products used.
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