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Background and aim: Prothrombin (FII) deficiency is a very rare bleeding disorder (1:2 mill.), 

which may be inherited or acquired. Inherited dysprothrombinemia is an autosomal recessive 

disorder associated with moderate to severe increased bleeding tendency. We report on a three-

year old boy with frequent nosebleeds, and the aim was to identify the causative mutation and to 

elucidate the thrombin generating capacity in the proband and his closest family.  

Methods: Mutation analysis of the F2 gene was performed by Sanger sequencing of all the 14 

exons and the exon/intron boundaries. Clotting time coagulation analyses, FII-antigen/activity 

and thrombin generation (TG) were performed to characterize the effect of the mutation and to 

optimize the treatment.  

Results: The patient was homozygous for a missense mutation in exon 13 at position c.1688 

C>T (Ala563Val), a mutation only previously described in a compound heterozygous patient. 

The boy had dysprothrombinemia, with evidently prolonged prothrombin time Quick and APTT, 

strongly reduced FII-activity (~1%), and normal FII-antigen. In the TG assay, the proband did 

not display any thrombin generation. The proband’s parents (first cousins) and one of the two 

sisters were carriers, the other sister was normozygous, all of them asymptomatic. The 

heterozygous family members had FII-activity of ~50%, and compared with the normozygous 

sister, the TG (parameter: peak) was reduced by 50%. Octaplex®-treatment was initiated every 

fortnight, and TG was measured at peak concentration of the drug, and 1, 2, 7, and 14 days 

(through concentration) after drug injection. TG was ~50% compared to the normozygous sister 



at peak concentration, and decreased rapidly. Treatment with Octaplex® was changed to once a 

week, and the nosebleeds disappeared. 

Conclusion: Measurement of thrombin generation may be a potential tool to monitor treatment 

in patients with severe dysprothrombinemia, and to estimate the thrombin-generating capacity of 

heterozygotes with borderline FII-activity levels. 

  

 

 

 

 

 

 


