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INTRODUCTION

FVIL deficiency (MIM 227#500) is the most P
common among the vare congenital ‘e
coagulation disorders and is transmitted & '-‘“:fé’
with autosomal recessive tnheritance. Gene ™7 & ’5\'%%%‘
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the presence of wodifier genes and - \ ol 0
envirommental factors could contribute to ‘}” o @/,{”‘ o
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asymptomatic forms.  The genotype- e o
Phewotgpe corvelation Ls wot aLwags clear,
andl many cases seem to be difficult to
establish the genetic influence on clinical
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In order to define clearly the genotype-
phenotype correlation and to outline a
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- - R i ol st oo welfare management of these patiemts, we
v o g evaluated  seven  families  with  wild
e e — congenital defictt of factor VIl selected
o s g among all patients of Hub Haemophilia
I = Centre of Parma (ttaly). we focused our
: o : :ﬂ interest on these patients, collecting blood
" e samples from all components of these
s } U tawilies, not only from those with reduced
s it i R FVIL levels. The recruited families were
o e g formed by a proband, with reduced FVIiC
5 prtand o o v G v (RO <FVI:C<40%, wean value: 33%),
o wanras parents and sitblings. Three probands did wot
o s show a bleeding tendency; the remaining
: ) j"" : - ::;j"ﬁ patients showed gum bleeding or a mild but
- i e B prolonged bleeding after injury. They all
e _ e o o showed a prolonged prothrombin time (PT)
ppd . carried out in occastonal blood tests or pre-
s st nmrn pperative screening.
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ncion o s e vtonits o e T IR SCTATATECT METHODS

The factor VI gene, including exons, flanking and promoter regions, were analysed by DPHPLC and
direct sequencing.

RESULTS

The activity levels, the genotyping results and the clinical symptoms for ever il L@@Ve presented
in table 1. We characterized a pathological mutation in heterozygosis in two {AMEEESIOe missense
angl one splicing); tn one tfamily we detected a silent nucleotidic change of JRCEIERL\ pPhenotyple
effect. n the remainder, plasma levels of FVIL are affected by polymorphisims RIBOWIRED be assoclated
with low FVIEC but none of those patients had clinical manifestations. There @M ABRS wndiagwnosed
mild deficlency of FVILin many patients due to a lack of significant bleeding Symptpms.
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