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0673 REDUCED POLY'1ERIZATION OF FACTOR VIII/VO~ WILLEBR~Nn FACTOR IN VARIANTS OF 
VON WILLEBRAND'S ~ISEASE. 

D. Me er\ B. Obert, G. Pietu, T.S. Zirrmerman and J.M. Laver ne, H6pita1 de 
Bicetre, ans, cnpps lmc an esearc nun a 10n, a Jolla, Ca, US 
F . VIII / vl~F was isolated from plasma (1-3 m1) by preparative counter il11fT1unoe1ectrophu 
sis usinq rabbit anti-human F. VIII / vWF loG. F. VIII / vWF was separated from IqG in t~e 
immunoprecipitants, without .reduction, by SDS-1% agarose electrophoresis and ana1yzed 
by scanning at 540 nm. ~1ultip1e forms of F.VIII / v'~F were observed in a series of increa
sing M.W . (1-10 . 106 ) when testing normal (n = 5) and ~emophilia A (n = 2) plasmas, cryo
precipitate (n = 3), or purified F.V III / vWF (n = 3). Glutaraldehyde cross-linked IqM was 
used as marker. In classical vl~D (n = 3), all molecular forms of F.VIII / vI.JF were present 
but in reduced quantities . In such cases, VIII:C, VIIIR:Ag (Laurell and I.R . '1.A . ) and 
VIIIR: RCo were reduced to the same extent (30-40%) and there wa s no qualitative abnor
mality of F. V III / v~F . In variants of vWD (n = 4, unrelated cases ) , onl y t~e 5 bands of 
lower M.W. ( 1- 5. 10 ) were present and in areater amounts than normal . The se patients 
als o lacked VI II R: RCo and showed an abnormal 12 5-I-radio-crossed irrmunoe1ectrophoretic 
pattern (la ck 0f toe large, slow-moving, f0rms of VIII R:Aq) and an abnormal dose 
res~onse curve by I. R.'1. A .. Similarities of the results by SDS-aaarose electroohoresis 
in cryo-supernatant (n = 4).prepared from normal pl asma.and in variant s of vwn suqqest 
that F. VIII / v'.oi'" 1emonst rates a reduced polymerization of the apparently normal lower 
"1 •• 1. multimers. Thi s study provides a molecular b ~ s is for the different types 0f vWD. 

P5-040 0674 APPARENT 'DOMINANT' AND 'RECESSIVE' INHERITANCE OF VON WILLEBRAND'S 

P5-041 

DISEASE (VWD) WITHIN THE SAME KINDREDS. POSSIBLE BIOCHEMICAL MECHANISMS 

A . L. Bloom· and I.R . Peake, Department af Haematalagy, University Hospital af Wales, Cardiff, UK 

In each of two vWd kindreds the inheritonce pattern exhibited both 'recessive' ond 'dominant' features . 
In one family a severely affected patient hod factor VIII clotting activity (VIIIC) O-Iu/ dl, factor VIII 
related antigen (VIIIRAg) <O. Olu/ dl, ristocetin co-factor (VIIIRiCaF) <3u/ dl, and bleeding time (BT) 
>15 min . He developed an inhibitor to VllIRiCoF during cryoprecipitote (cryo) treatment. His VIIIC 
response to cryo (? large aggregate VIIIRAg) was much less than to Hemofi I (? smaller aggregate 
VIIIRAg) and the antibody inhibited cryo-VIIIRiCoF more than Hemafi I-VII IRiCoF . He hod symptom
less related parents both of whom hod slightly reduced levels of VI 11 RAg and he apparently hod homo
zygous recessi ve disease . However another affected family member had apparentl y typical hetero
zygous vWd (VIIIC 9u/ dl, VllIRAg 3u/ dl , VIIIRiCoF <3u/ dl, BT >15 min ) . Similarly in the second 
kindred bath a severe{VIIIRAg <O. Olu/ dl) and also moderotely affected patients with classical inter
mediate vWd were present (eg VlIlRAg 20u/ dl). Consanguinity was not demonstrable in the extre{ ) 
patient ' s symptom less parents but their levels of VlIlRAg were slightly reduced. It is suggested that 
this mi xed inheritance may be assoc iated with the fact that VIIIRAg/RiCoF e xists as a ser ies of homo-

• logous oligomers of which the largest e xhibit greatest platelet-related acti vities . The variable 
inheritance pattern may be due to interaction between maternall y and paternall y deri ved protomers or 
related biosynthet ic pathways so that various series of oligomer. are produced in the offspring. 

0675 ABNORMAL F ACTO R VIII MOLECU LE IN MILD VON WILLE BRAND ' S DISEASE . 

R . Cas t i l l o' , S . Ma r a gal l , F. Laba l , J . Monteagudo and A. Ordin a s. 
Fa cu l t a d d e MediCina , Hosp i tal Cl inico y Provincial, Barcelona . SP AI N . 

I n 22 c a ses with no r mal l evels of the three entities of factor VII I 
( VIII :C , VIII R : AG and VI IIR:WF ), F VI IIR:AG showed a faster anodal mobility 
an d a l ower concentration measured by immunoradiometric assay than that 
f o u nd with Laurell ' s immunoelectrophoresis. Moreover, the factor VIII pro 
te i n elution b y agarose gel filtration of plasma and cryoprecipitate was 
d e l ay ed. Seven of those cases belong to a family in whom one o f the membe r 
sho wed frequent bleeding episodes. In these individuals the FVIIIR:,AG pre 
Ci pitation with Conc a navalin A was determined and appeared decreased. 

On the other hand in 19 out of 20 subjects with c l assic moderate van Wi 
ll ebr an d ' s disease (in whom the three entiti ,es of factor VIII were occa,sio 
n all y re duced in p a rallele) , FVII I R:AG also showed a faster anodal mob ~ 1 -
ty and the factor VIr I protein elution by agarose gel filtrati o n was dela y ' 
ed. 

All these results suggest that patients with moderate von Willebrand ' s 
dise a se show a qualitatively deficient factor VIII molecule synthesis , 
wh i le the mildest cas es may have normal levels o f the three entities of 
the factor VII I . 
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