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1059 COLD PROMOTED ACfIVATION OF FACfOR VII (CPA) AND. PLASMA RENIN 
ACfIVITY (PRA) 

E. van Royen, K. Hoekman, P. Elte and A. Schellekensj University Hospital 
Wilhelmina Gasthuis, Amsterdam, The Netherlands . 

The CPA phenomenon occurs in about 20% of the population, 60% of women 
using contracepti~e drugs and 90% of pregnant women. Cpa positive plasma 
samples show at 4 C spontaneo*s activation of prekallikrein a~d factor VII, 
shortening of the Thrombotest Time (TT) and consumption of C4 esterase 
inhibitor. Since kallikrein may activate prorenin, we related the CPA 
phenomenon to PRA. 

A highl~ significant correlation was found between the shortening of the 
TT at 4 C and an increase in PRA during. storage of random plasma samples . 

It is concluded that special care should be taken when PRA is determined 
in CPA positive plasma samples in order to avoid erroneously high PRA 
levels. 

1060 ACQUIRED INHIBITORS OF BLOOD COAGULATION IN NON HAEMOPHILIAC PATIENTS. 
J.H.Roussi-, L.L.Houbouyan, J.Delemme, A.F.Gotuel, Department of Haematology, 
Hoso1tal Ambro1se Pare, 92100 Boulogne, FRANC. 

We report here a study concerning 25 cases of acquired inhibitors of blood coagulation ob­
served in our hospital over the last 3 years. According to their mode of action, these an­
ticoagulants could be divided into 2 groups: only 2 oatients'plasmas had an elective ef­
fect on anti-haemophilic A factor (AHF), the 23 other inhibitors "luous-1He"were directed 
against the "Prothrombin activator complex" of factors Xa, V, and phospholipid and mainly a­
gainst the phospholipid. These antibodies generally occurred in elderly patients (older 
than 60 years) but 8 patients were between 15 and 30. Most were women; 13 inhibitors were 
associated with underlyin~ diseases, well known to induce such abnormalit.v (SLE, neoplasmic 
disease, poly-arthritis, auto-immune haemolysis). If the 2 AHF antibodies induced severe 
bleeding manifestations, on the other hand, the "lupus-like" inhibitors were generally cli­
nically asymptomatic. These inhibitors have been particularly studied according to their 
immunological properties by several technics: immuno-neutralization, isolation of immuno-

~. globulins, gel filtration, and for one anti-AHF antibody 125-Iodin radio-labelling step 
followed by complex. dissociation. Their specificity was IgG and/or I~M for the "luous-li­
ke" anticoagulants, IgG k for one anti-AHF . The great majority of these inhibitors was 
still present all over the 3 years follow-up despite of Prednisone treatment for those as­
sociated with an underlying disease; the anti-AHF (70 Oxford U.) was successfully treated 
by Prednisone and Azathioprine. The knowledge of such acquired inhibitors might lead to 
a further aporoach in the concept of immune response in man. 

1061 CROTALASE AND THROMBIN: 
CO~1MON AN CESTRAL GENE 

COHOMOLOGY OF AMINO ACID SEQUENCES AS EVIDENCE FOR A 

* Hubert Pirkle, Francis S. Markland, Jr., Ida Theodor, and Richard Baumgartner, Depart-
ment of Pathology, UniverSity of California, Irvine and Department of Biochemistry and 
Cancer Research Institute, University of Southern California, Los Angeles, Ca lif., U.S.A. 
Crotalase is a coagulant enzyme from the venom of C. adamanteus which releases specifi­
cally fibrinopeptide A from fibrinogen and cleaves-the single thrombin-vulnerable bond 
of prothrombin. Edman degradation of crotalase yielded a six-step N-terminal sequence 
whi ch contained only one residue in common with the N-terminal sequence of the B-chain 
of thrombin (Magnusson; Thompson et ~.). When the two sequences were compared with the 
N-terminal sequences of the heavy chains of factor IXa (Enfield) and factor Xa (Titani), 
extensive identity was noted in ffve of the six positions, indicating evolutionary rela­
tionship among the four proteins and the suitability of the crotalase molecule for struc­
ture-function studies of thrombin-like actions. Our method for demonstrating that cro­
crotalase Val lIe Gly Gly Asp Glu talase and.thrombin are evolutionarily related is 
factor IXa Val Val Gly Gly GIU~ novel and 1S termed cohomol ogy. We regard two 
factor Xa lIe Val Gl Gly Arg Asp am1no aC1d.sequence~ to be.cohomologous when they 
thrombin lIe Val Glu Gl Ser As each exh1b1t apprec1able s1m llar1ty to one or more 

d1'ferent seq uences but not to each other. We have 
found that this approach to the determiliation of evolutionary relationship, while emplqy­
ed intuitively here, is amenable to rigorous mathematical formulation (to be oublished). 
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