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INTRAFPERITONEAL ACTIVITY OF HEPARIN DURING PERITONEAL DIALYSIS. E.D. Gomparts, K.I. Furman,
and J. Hockley. Departments of Haematology, School of Pathology and Pharmacology, University
of the Witwatersrand and The South African Institute for Medical Research, Johannesburg, 5.A.
Heparin is frequently added to peritoneal diaslysate to prevent the formation of thrombi with
the resulting cbstruction of peritoneal catheters. As a gulde for such therapy the pharmaco-
i = iparqgeritoneal heparin was studied in 11 patlients undergeing malntenance peritoneal
PUbIIShedm%i?.Gimah;grin activity was assessed by adding dialysate to control plasma and measuring
the prolongaticn effect on the activated partial thrombeplastin time (A-PTT). It was cbserved
that the A-PTT was prolonged in proportion te the amount of heparin in the peritonaal fluid.
The decay of this activity was relatively slow with the mean T4 in the peritoneal cavity being
10.78 + 0.93h. Systemic blood coagulation was unaffected by single 10,000 U intraperitoneal
dosas of heparin in that plasma A-PTT's were not lengthened over the ensuing 6 hours, Anti=
thrombin III assessed by immuncchemical and functional procedures was present in low concen=
trations in residual periteoneal fluld aspirated prior to commencing dialysis. Generally this
was less than 1/3 of normal plasma values, and with the repeated dilution and outflow sequences
of dlnlyntw, the cofactor concentrations fell to negligible levels, usually below 1% by the end
of the second cycle. Thaese results indlcate thaerefore that despite the persistence and slow
decay of heparin within the peritoneal activity, therapeutie afficacy is unlikely to be achievaed
except in those cases vhere adeguate cofactor might be introduced as a result of massive intra-
peritoneal haemorrhage.

FUNCTIONAL PROPERTIES AND IN VIVO SURVIVAL OF NORMAL AND ASIALO HUMAN FACTOR VILI/VON WILLERRAND
PROTEIN, J.M. Sodetz, 5.V. Pizzo and P.A. McKee. Duke University Medical Center,Durham NC, U.S.A

Recent evidence suggests that the molecular defect in von Willebrand's disease resides in the
carbohydrate moiety of Factor VIII/von Willebrand factor(FVIIT/vWF). In light of this, we have
examined and compared certain properties of normal and asialo FVIII/vWF. Purified human FVIII/
VvWF was desialylated using a protease-free neuraminidase, At various incubation times, sialic
acid released, ristocetin-induced platelet aggregating activity(RPA) and proceagulant activity
(PCA) were measurad. RPA decreased with increasing amounts of sialie acid released. When com-
pletely desialylated(>95%), only 35+10% of the initial RPA was retainad. Tn contrast, POA ro-
mained constant with up to 80-85% sialic acid removed. Normal and asialo FVIII/vWF displayed
aimilar immunological cross-reactivity to normal FVIIL/vWF rabbit anti-sera. However, immuna-
electrophoretic results clearly indicated a reduced anodic mobility for asialo FVITI/vWF rela-
tive to normal. Nermal and asialo FVIIL/VWF were then radiolabeled with 1251, infused in rabbits
and the eireculatory survival times measured. Asfalo FTVIII/vWF was cleared from cireulation at a
rate 50-fold greater than that observed for normal FVIIT/vWF., This clearance was accompanied by
quantitative appearance of radicactivity in the liver. In addition, simultanecus infusion of
human asialo nj-acid glycoprotein, a protein known to bind to hepatie asialeglycoprotein recep-
tors, competitively inhibited asiale FVIII/vWF clearsnce. These results indieate that desialy-
lation of FVIII/vWF does not alter PCA, decreases RPA and, a8 observed with other plasma asialo=
glycoproteins, facilitates its rapid hepatic clearance. Underatanding these properties of asiale
FVIIT/vWF represents an important initial step towards defining a possible carbohydrate defact
as a cause for von Willebrand's disease.

A STUDY OF ANTITHROMBIN III LEVELS IN HEALTHY MALE AND FEMALE SUBJECTS TESTED
MONTHLY FOR ELEVEN MONTHS BY FOUR METHODS. M. 5. Sirridge and R. Shannon.
U.M.K.C. School of Medicine, Kansas City, MisBouri, U.S.A.

Because of the increased interest in the role of Antithrombin III as a
physiologic coagulation inhibitor and because of some previous problems we
encountered in sequential measurement of this protein, the present study was
designed to answer 3 questions: 1) Which of four methods (2 functional
activity methods and 2 immunoleogie methods) is the most practical, aceurate and
reproducible? 2) Do normal subjects have relatively constant levels when
tasted sagquentially by these methods? 3) What is the range of Antithrombin III
levels in young healthy male and female subjects? A serum pool was tested by
aach of the 3 serum methods at least 20 different times throughout the study.
The von Kaulla functional activity method gave the lowest standard deviation
and coefficient of variation. 1In the group of 29 subjects this method proved
to be the most practical and also gave very low coefficients of variation for
individual subjects when they were tested freom 1l to 16 times (range .023-.054).
The other methods did not give such low coefficients of variation for individual
subjacts. Thae range of levals was 77 to 110% on 344 samples teated by the ven
Kaulla method with a mean of 92.8% and a standard deviation of 6.4%. The
standard deviations for the pool and for individual subjects were greater but
quite satisfactory for all methods.






