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a}) General Aspecis

Einwirkung wverschiedener Antibistaminica auf die Blutgerinnung. Zirn, H., Alkademie, Dres-
den, Germany, Arztl. Forsch. 10: 370 (1956).

The influence of antihistaminic drugs on blood coagulation has been investigated and an
inhibitory effect was found. An exact differentiation of the mechanism of this effect was,
however, impossible; only the influence on the 3rd phase, i.e. the thrombin — fibrinogen reac-
tion, could be ascertained, as well as the inhibition of heparin — antithrombin, and of serum
antithrombin. The preparation ,Rodismin®, in particular, produced this reaction. No influence
on blood coagulation was found when therapeutic doses of the drugs were administered.

Die Frage von himorrhagischen Diathesen wibrend der Geburt wnd die Koagulogramm-Unter-
suchungen von gesunden und toxdmischen Gebirenden. Szirmai, E., Madach-ut 8 — V, Buda-
pest, Hungary, Gynaecologia (Basel) 141: 359 (1956).

The author concludes that in the normal woman after parturition one cannot as a rule
speak of hypo- or hypercoagulability. In most cases of toxicosis hypercoagulability is found.
Severe or sometimes fatal hemorrhages occuring during pregnancy or delivery in cases of toxi-
cosis are caused by several factors. In these cases hypercoagulability is followed by a hemor-
rhagic diathesis.

Koagulationswirkung des ,Depridols® wibrend der Geburt. (Vergleichende biologische, bio-
chemische und biophysische Untersuchungen.) Szirmai, E., VII Madach-ut 8 —V, Budapest,
Hungary, Ther. d. Gegenw. 95: 88 (1956).

Uber den klinischen Wert der Blutgerinnungszeitbestimmung (nach Fonio) bei werschiedenen
Funktionsstérungen der Schilddriise. Piper, W., Med. Univ.-Klinik, Kiel, Germany, Klin. Wschr.
34: 147 (1955). .

Basic metabolism and blood coagulation time (Fonio) were determined in 216 patients with
normal, in 71 with increased, and in 11 with decreased thyroid function. No correlation
could be found regarding blood coagulation time.

Die Blutgerinnung und ibre klinische Bedeutung. Koller, F., Med. Abtlg., Krankenhaus Neu-
miinster, Zirich, Switzerland, Dtsch. med. Wschr. 81: 516 (1956).

Blutungsiibel bei Neugeborenen. Koch, F., Justus-Liebig-Hochschule, Giefen, Germany, Klin.
Wschr. 34: 174 (1956).

The author presents a survey of the various hemorrhagic disorders and their causes occuring
in the newborn. The author mentions that blood transfusion still is the therapy of
choice. If for some reason transfusion is impossible, the author, based on his results obtained
in 16 children, recommends the intravenous injection of ACC 76 (Behringwerke), a preparation
containing factor V, VII, eventually combined with vitamin Kui.

Uber hepatogene Blutungen. Lasch, H. G., Harterr, H., Schimpf, K., Sessner, H. H., Med.
Univ.-Klinik, Heidelberg, Germany, Dtsch. Arch. klin. Med. 203: 52 (1956).

The authors studied the alterations in the level of coagulation factors leading to hemor-
rhagic manifestations in patients with severe liver diseases. Patients with mucous, cutaneous,
and subcutaneous hemorrhages almost always show a characteristic pattern of coagulation
factors: Severe decrease of accelerator globulin and extreme disturbance of thromboplastin
formation are accompanied by normal or even increased activity of antithrombin IIT/IV.
Controls without hemorrhages, on the other hand, showed decreased thromboplastin formation
and decreased antithrombin activity. The pathogenesis of capillary damage as observed in
severe liver diseases, is also thought to be influenced by the equilibirum of coagulation factors.

Considérations sur la coagulabilité sanguine chez le prosiatique. Contribution 4 létude de la
détermination de Pequilibre entre hémostase et la prophylaxie de la thrombose chez le pro-
statique. Martinet, R., Della Santa, R., Centre de Transfusion Sanguine, Gendve, Switzerland,
Helv. chir. Acta 23: 104 (1956).

Cases in the literature as well as personal observations of the authors® indicate that the
risk of serious hemorrhage after prostatectomy is less to be feared than is occurrence of thrombo-
embolic complications. By means of classical laboratory teses and thrombelastographic studies

This document was downloaded for personal use only. Unauthorized distribution is strictly prohibited.



116 Koller, Physiology and Pathology of Blood Coagulation

it was found that prostatic patients show a marked hypercoagulability as compared with con-
trols. The prophylaxis of complications starting before the operation is discussed and its main
are points stressed.

La coagulation du sang et som importance clinigue. Koller, F., Clinique Méd., Hoép. Neu-
miinster, Zollikerberg, Zurich, Switzerland, Rev. méd. Suisse rom. 76: 194 (1956).

Untersuchungen iber enterale Antibiose bei der Ratte. IX. Verdnderungen der Blutgerinnungs-
faktoren durch Tetracyclinderivate. Witte, S., Biinte, H., Kimbel, K. H., Med. Univ.-Klinik,
Erlangen, Germany, Z. ges. inn. Med. 127: 160 (1956).

The effect of long-term antibiotic therapy on coagulation factors has been studied by
administration of high oral doses of tetracycline derivatives to rats. Coagulation time increased
after the fourth week of treatment. Following discontinuation of the drug normalization of
values occurred within 7 weeks. Dicumarol tolerance was not influenced by octotetracycline,
neither was the response to 50 mg/kg of vitamin Ki impaired. Unsuccessful experiments to
prevent the decrease of coagulation factors due to terramycine by vitamin K1 lead to the con~
clusion that one does not deal with a vitamin K deficiency caused by alterated intestinal flora,
but that a disorder of specific protein synthesis is responsible for the decrease of coagulation
factors.

Uber den Einfluf von Harnstoff auf die Thrombusbildung. Reinbardt, F., Riess, H., 1. Med.
Univ.-Klinik, Wien, Austria, Klin. Wschr. 34: 316 (1956).

The influence of the addition of increasing amounts of urea to normal plasma, as demon-
strated by the thrombelastogram, has been studied. With increasing concentrations an increase
of reaction time and a decrease of thrombus elasticity was noted. Prothrombin time remained
unaltered. The diagrams obtained are compared to those of heparinized plasma. The clinical
implications of the results are discussed.

Zum Wirkungsmechanismus des Butazolidins. (Einfluf anf den Heparintoleranztest und auf die
Blutkérperchensenkungsgeschwindigkeit in vitro.) Beiglbock, W., Kaiser, H., Inn. Abtlg., Stidt.
Krankenhaus, Buxtehude, Germany, Klin. Wschr. 34: 525 (1956).

Coagulation Defects in a Case of Systemic Lupus Erythematosus with Thrombocytopenia.
Bonnin, J. A., Coben, A. K., Hicks, N. D., Dept. clin. Path., Inst. Med. & Vet. Sci., Adelaide,
Australia, Brit. J. Haematol. 2: 168 (1956).

A patient with systemic lupus erythematosus is described in whom thrombocytopenic
purpura was associated with hypoprothrombinemia and a circulating anticoagulant. It was
concluded that the anticoagulant inhibits prothrombin conversion. It is suggested that this
action may be a direct one on prothrombin itself, thereby accounting for the apparent pro-
thrombin deficiency.

Uber die Gerinnungsaktivitir himolysierter menschlicher Erythrozyten. Walther, G., 1. Med.
Univ.-Klinik, Halle/Saale, Germany, Blut 2: 211 (1956). )

Hemolysed erythrocytes accelerate blood coagulation in vitro. They contain a factor with
thromboplastic activity (similar to platelet factor 3), a heparin inhibitor (similar to platelet
factor 4), and an inhibitor of thromboplastin formation. Furthermore they probably have
influence on platelets thus excerting another indirect effect on coagulation.

Die Blutgerinnung beim Neugeborenen. (Physiologie, Pathologie und Therapie.) Hanpt, H.,
Univ.-Kinderklinik, Bonn, Germany, Mschr. Kinderheilk. 704: 1 (1956).

The studies of the particularities of blood coagulation in the newborn reveal that there
exists a labile equilibrium between coagulation factors and inhibitory factors favoring the
latter group. The various reasons for pathologic conditions are discussed and tabulated. Stress
— induced disorders are mentioned and the possibility of a ,vicious circle* of coagulation
disorder and bleeding is pointed out. Among various deficiencies the combined prothrom-
bin — factor VII deficiency is considered most important. Therapeutic possibilities, vitamin K
in particular, are discussed and transumbilical infusion is mentioned with the description of
an especially designed needle. The necessity of early diagnosis and treatment of hemorrhagic
disorder in the newborn is stressed.
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Das hdmorrhagische Syndrom in der Geburtshilfe. Kiser, O., Frauenklinik, St. Gallen, Switzer-
land, Schweiz. med. Wschr. 86: 991 (1956).

Bleeding caused by coagulation disorder is a rare but severe obstetrical complication. It
occurs most frequently after premature detachment of the placenta, in severe eclampsia, in mis-
sed abortion or missed labour, criminal abortion, amniotic embolism, and very exceptionally
following normal delivery. Usually the coagulation disorder is caused by afibrinogenemia or
by a circulating anticoagulant. Today’s concept of the coagulation mechanism is briefly dis-
cussed and some of the author’s own observations are mentioned and a discussion of patho-
genesis, diagnosis and therapy of these conditions is added.

Gerinnungsphysiologische Studien am Menstrualblur. Elert, R., Nold, B., Univ.-Frauenklinik,
Freiburg/Br., Germany, Schweiz. med. Wschr. 86: 999 (1956).

The determination of coagulation factors in menstrual blood yielded the following results:
Absence of fibrinogen. Decrease of factor II, V, and VII. Normal or slightly increased thrombo-
plastin activity. Normal or slightly decreased calcium values. Marked fibrinolytic activity.
Markedly reduced platelet number.

Indagini sul quadro emocoagulativo de M. di Cooley. Limoli, S., Fumarola, D., Univ. degli
Studi, Bari, Italy, Pediatria 64: 54 (1956).

Thrombelastographic studies were carried out in 20 cases of Cooley’s anemia. Results:
Bleeding-, clotting-, and retraction time normal, normal platelet count, frequent moderate
hypoprothrombinemia of about 80%, factor VII levels normal, recalcification time increased
in 2 cases. Thrombelastographic patterns normal, with 2 exceptions where reaction time was
prolonged. The authors think that these findings can be explained by the frequent liver disor-
ders present in this disease. In two very severe cases a latent hemorrhagic diathesis was obser-
ved consisting of markedly reduced platelet number, increased bleeding and clotting time, and
of hypoprothrombinemia.

Evaluation des troubles de la coagulation sanguine auw moyen du coagulogramme. Geren-
das, M., Inst. Central, Recherches du Serv. Nat. Transfusion Sanguine, Budapest, Hungary,
Ther. hung. 7: 1 (1956).

Decreased or increased activity of coagulation factors are equally important in disturbed
coagulation, as shown by hemorrhagic or thrombotic syndromes. Routine determination methods
for coagulation factors are indicated. For the evaluation of the results obtained, the author
developped a graphic coagulogramm. This stellar diagram includes the levels of 12 coagulation
factors. Thus this coagulogramm takes a characteristic shape for each hemorrhagic syndrome.
Discussing these various types the possibilities of this new method are evaluated.

La chirurgie chez les malades ayant une tendance hémorragique. Soulier, ]. P., Centre Nat.
Transfusion Sanguine, Paris, France, Presse méd. 64: 499 (1956), pat II, 64: 610 (1956).

Blutgerinnung und alimentire Fettbelastung. Lasch, H. G., Schimpf, K., Med. Univ.-Klinik,
Heidelberg, Germany, Dtsch. Arch. klin. Med. 203: 146 (1956).

Ingestion of 70 g of butter induces a significant decrease of coagulation time in healthy
individuals, and also an increase of factor VII, slight increase of prothrombin and decrease
of serum antithrombin activity. The reason for accelerated coagulation time is thought to be
marked increase of thromboplastin activity. The significance of fat-poor diet in prophylaxis
and therapy of thrombosis is pointed out.

Blood Coagulation in Pregnancy. Proconvertin and Prothrombin and the Hypercoagulable
State. Alexander, B., Meyers, L., Kenny, J., Goldstein, R., Med. Research Dept., Yamins
Research Lab., Beth Israel Hosp., Boston, Mass., USA. New Engl. J. Med. 254 358 (1956).

Plasma proconvertin was found to be elevated in pregnancy. It falls sharply toward normal
in early puerperium in most cases. Plasma prothrombin was less strikingly altered, but in some
cases it was elevated. Proaccelerin was unaffected. No case of thromboembolism was found.
It is proposed that these changes, together with elevated fibrinogen, retarded blood flow in the
legs, and increased platelet adhesiveness, provide a dangerous hypercoagulable state that can
readily produce intravascular clotting by minute amounts of thromboplastic elements liberated
into the circulation from the gravid uterus or elsewhere.
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Studies on Agammaglobulinemia. V1. Hemostasis in Patients with Agammaglobulinemia. Frick,
P. G., Good, R. A., Dept. Med. and Pediatrics, Univ., Minnesota, Minneapolis, Minn., USA,
Proc. Soc. exper. Biol. 91: 169 (1956).

The activity of clotting factors has been determined in 7 patients with agammaglobulinemia.
4 of the patients had the congenital-hereditary form and 3 had the acquired form of the
disease. An elevated platelet count was found in 5 of the 7 patients. No abnormalities in
plasma clotting factors were found. Data presented are consistent with the following conclu-
sions: (a) none of the plasma coagulation factors is a gamma globulin, (b) agammaglobulinemia
is probably the result of an isolated deficiency in protein synthesis, (c) the deficiency of gamma
globulin synthesis in these patients does not involve the liver but rather depends on an anomaly
of protein metabolism existing elsewhere in the reticuloendothelial system.

Use of Prednisone in the Management of Some Hemorrbagic States. Stefanini, M., Martino,
N. B., Research Lab., Saint Elizabeth’s Hosp., Boston, Mass., USA, New Engl. J. Med. 254:
313 (1956).

Prednisone (Meticorten, Schering Corp.), was used in doses of 0.8 to 1.6 mg/kg body
weight to control the bleeding manifestations of idiopathic and secondary thrombocytopenia,
vascular pseudohemophilia, and anaphylactoid purpura. The drug was found to be of special
value in the management of vascular pseudohemophilia and acute anaphylactoid purpura.
Multiple complications suggested the necessity of careful supervision of the patient during
treatment with the drug.

Postpartum Hemorrbage. Etiology and Management. Shulman, A., Dept. Obst. and Gynecol,
Barnert Hosp., Paterson, N. J., USA, Amer. J. Obsted. Gynec. 71: 37 (1956).

The author presents a detailed study of 100 cases of postpartum hemorrhage. The use of
anticoagulant therapy during and after labor is often lifesaving. The case of hemorrhage follo-
wing such therapy reported here is unusual and should not contraindicate the use of anticoa-
gulants. The possibility of afibrinogenemia should be suspected in any case of continuing
profuse uterine hemorrhage without obvious cause. The mechanism of death in most cases of
afibrinogenemia is right heart failure and pulmonary edema consequent upon attempted rapid
massive transfusion therapy. The earlier administration of adequate amounts of fibrinogen and
more cautious use of massive transfusion may well aid the prognosis in afibrinogenemia. The
availability of large doses of wide-spectrum antibiotics, massive transfusion therapy, intra-
venous Pitocin infusion as an oxytocic medicament, maintenance of fluid and eletrolyte
balance and hemostatic factors, varied anesthesia for poor-risk patieats, and early resort to
life-saving surgery represent the sine qua non for successful management of postpartum
hemorrhage.

Initiation of the Blood Coagulation Mechanism. Seegers, W., Dept. Physiol., Wayne Univ. Med.
School, Detroit, Mich.,, USA, Circulation (N.Y.) 4: 126 (1956). — Editorial.

Amperometric Titration of -SH Groups in Purified Clotting Factors by Improved Methods.
Carter, ]. R., Dept. Path., State Univ., Med. Coll,, Iowa City, Iowa, USA, Proc. Soc. exper.
Biol. 91: 406 (1956). ‘

Since the ethanol-ammoniacal amperometric method for quantitative measurement of -SH
groups in proteins is susceptible to valid criticism, measurements were repeated on certain
clotting proteins using the Tris buffer system. This procedure also resulted in the inability to
detect -SH groups in the proteins.

Hemorrbagic Diathesis with Increased Capillary Fragility Caused by Salicylate Therapy. Frick,
P. G. Univ. Minnesota Med. School, Minneapolis, Minn., USA., Amer. J. med. Sci. 231:
402 (1956).

Despription of 3 cases of hemorrhagic diathesis in patients who had taken aspirin regularly
for several years. Rumple-Leede’s test was positive and bleeding time markedly increased.
After discontinuation of aspirin these tests returned to normal. The author thinks that aspirin,
which increases capillary fragility, obviously is responsible for the hemorrhagic diathesis in
these cases.
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Coagulability and Thrombosis. Poller, L., Porton, Wilts., England, Clin. Sci. 15: 55 (1956).

A modification of the heparin tolerance test as described by Silverman, whereby coagula-
tion time is measured after addition of heparin, was used for the studies described. Average
coagulation time in the normal was 9.15 mins. Hospitalized patients with various diseases,
patients after operation, and in particular cases with thrombosis showed significantly shorter
coagulation times. Dicumarolized patients with therapeutic prothrombin levels had an average
coagulation time of 16.5 mins.

Cold Adapted Animals. Changes in Blood Clotting and Electrophoretic Properties of Rabbit
Plasma. Sutherland, G. B., Campbell, D. H., Gates and Crellin Lab. Chem., Calif. Inst.
Technology, Passadena, Calif., USA, Proc. Soc. exp. Biol. 91: 64 (1956).

Rabbits maintained for 2 months at 4° C, developed increases platelet and erythrocyte
counts, hematoctit and plasma protein concentration, beta-globulins and fibrinogen in whole
blood, and plasma clotting times. Descreases occurred in serum albumin concentration and in
prothrombin time. It is suggested that retardation of clotting inspite of decreased prothrom-
bin time might be due to an increase in resistance of platelets or to some chemical alteration
of thromboplastin.

Evaluation of the Hemostatic Properties of Synthetic Serotonin. Stefanini, M., Magalini, S. I.,
Dept. Med., Tufts Univ. Med. School, Boston, Mass., USA, Arch. intern. Med. 98: 23 (1956).

Repeated administration of synthetic serotonin (5-hydroxytryptamine) intravenously or
intramuscularly failed to shorten the bleeding time or to correct the poor retraction of the
clot in patients with thrombocytopenia. It fleetingly reduced the prolonged bleeding time in
patients with vascular pseudohemophilia. The drug failed to improve the bleeding tendency
in thrombocytopenic states. Hemorrhage continued in one case of vascular pseudohemophilia,
although the bleeding time was corrected to almost normal values by administration of the drug.

Biochemical Genetics of Blood Coagulation. Grabam, ]. S., Med. School, Univ. of N. Carolina,
Chapel Hill, N. C., USA, Amer. J. Human Genet. 8: 63 (1956).

An attempt has been made to analyze recent developments in coagulation using genetic
categories. From the standpoint of biochemical genetics, reliable data are scant but a small
beginning has been made with fibrinogen and antihemophilic factor. The lack of progress along
genetic lines in other areas may be attributed to: 1. the rarity of the newly discovered hemo-
philoid diseases, 2. concentration of most workers on identifying these diseases, 3. intense
interest in the biochemical properties of the new factors and their role, and 4. apparent failure
to recognize the importance of genetic studies. This last opinion is implied by the failure to
develop assay procedures sufficiently reliable for family studies. Specifically, one is impressed
by the exhaustive studies on probands and almost complete neglect of relatives. The author

thinks that significant genetic advances will be made quickly when the workers in the field
will appreciate the possibilities.

b} Fibrinogen (Factor ), Fibrin, Fibrinolysis

A Rapid Method of Estimating Fibrinogen. Stirland, R. M., Central Middlesex Hosp., London,
England, Lancet 270: 672 (1956).

Inbibition of Fibrinolysis by Alimentary Lipaemia. Greig, H. B., South African Inst. Med.
Research, Johannesburg, S. Africa, Lancet 271: 16 (1956).

Congenital Afibrinogenemia: Further Observations on the Blood Coagulation Mechanism. Har-
disty, R. M., Pinniger, ]. L., Louis Jenner Lab., St. Thomas’s Hosp., London, England, Brit. J.
Hematol. 2: 139 (1956).

The subsequent clinical history is reported of a case of congenital afibrinogenemia previously
reported in 1946. No fibrinogen could be detected in the patient’s plasma. Thrombin generation
in the patient occurred more rapidly than normal and in excess of the normal amount. The
amount of thrombin formed could be reduced to normal limits by the addition of fibrinogen.
More than twice the average of thrombin was formed from the patient’s plasma by the action
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of brain extract and calcium. Experiments with added fibrinogen showed that this was due to
the absence of the normal mechanism of adsorption of thrombin on to the fibrin clot. Normal
amounts of AFIG were present. Experiments with fibrinogen-free systems showed that the
thromboplastic principle of the platelets is consumed during the formation of blood thrombo-
plastin. Very large amounts of 5-hydroxytryptamine were present in the patient’s platelets.

Contributo allo studio delle afibrinogenemie. Afibrinogenemia acquisita complicata da un
anticoagulante di probabile tipo eparinico. Butto, M., Masetro, 1., Ist. Patol. Med., Univ,
Padova, Italy, G. Clin. med. 37: 325 (1956).

The authors report a case of acquired afibrinogenemia complicated by the presence of a
probably heparin-like anticoagulant. The pathogenesis of this disorder is discussed.

Congenital Afibrinogenemia. Hule, V., Preis, A., Int. Abtlg., Kinderspital, Brno, Czechoslovakia,
Ann. paediat. (Basel) 186: 182 (1956).

Description of a case of congenital afibrinogenemia in a 13-months-old girl. This case is
reported as the 23rd in world literature.

Remarques concernant la préparation du fibrinogéne. Cazal, P., Graafland, R., Mathien, M.,
Inst. d’Hématologie, Montpellier, France, Sang 27: 76 (1956).

Description of the method for preparation of fibrinogen for therapeutic use. Results
obtained will be published elsewhere.

Relationship between passive Hemagglutination of Tanned Red Cells Coated with Fraction [
and Fibrinolysis in Cirrhosis of the Liver. Dausset, ]., Bergerot-Blondel, Y., Paraf, A., Centre
Nat. de Transfusion Sanguine, Paris, France, Experientia (Basel) 12: 268 (1956).

Tn the course of fibrinolysis of the clot, which is an especially rapid process in liver cirrho-
sis, this clot liberates a substance capable to react with tanned erythrocytes coated with a
plasmatic substance found in fraction L. It is probable that this phenomenon is not limited
to lLiver cirrhosis, but can also be found in other syndromes associated with fibrinolysis. Tt

is believed that this is an exacerbation of a normal physiological process.

La réaction d’bémagglutination passive des hématies tannbes et recouvertes d’extrait plaguettaire
ou de fibrinogéne et ses rapports avec la fibrinolyse du caillot. Dansset, J., Begerot, ¥, Brécy,
H., Colin, M., Centre Nat. de Transfusion Sanguine, Paris, France, Rev. frang. Etudes clin.
biol. 1: 652 (1956).

Recherches sur Pactivité fibrinolytique spontanée du plasma dans le cirrbose du foie. Beaumont,
J. L., Beaumont, V., Domart, A., Hép. Boucicaut, Paris, France, Rev. frang. Etudes clin.
biol. 1: 667 (1956).

The lysis of clots has been studied in 180 controls and in 19 patients. Accelerated fibrino-
lysis was demonstrated in 13 cases of cirrhosis. In severe cases total defibrination of the circu-
lating blood may occur, as in one of the 13 patients. Fibrinolysis more than any alteration
of liver cells, seems to be responsible for hypofibrinemia and hypoaccelerinemia found in
severe cases. Prothrombin and convertin levels may be further depressed by this mechanism in
the final stage of the disease. This phenomenon is thouglit to result from the disappearance
of an inhibitor normally produced by the liver, allowing plasma enzymes to act.

Laction hémostatique du fibrinogéne bumain d fortes doses. Cazal, P., Graafland, R., Izarn, P.,
Mathien, M., Paleirac, G., Fischer, ]., Inst. Hémat,, Montpellier, France, Acta haemat. (Basel)
15: 337 (1956).

Fibrinogen in the form of Cohn’s fraction T was used for therapeutic experiments. The
preparation was not purified, contained about 60% of fibrinogen, and was poor in active
plasmin and antihemophilic globulin. A series of 14 cases of hemorrhages was treated with
intravenous injections of 3 to 10 g of fibrinogen. Hemorrhage stopped in 11 cases, in 3 the
results were negative or doubtful. Of the successful cases one suffered from acute afibrino-
genemia, 9 from thrombocytopenia and one from an unknown disorder. The mechanism of
action of fibrinogen in cases of thrombocytopenia is unknown. It seems possible that there
exists a physiological compensation of platelet deficiency by an excess of fibrinogen.
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Acute Hemorrbagic Syndrome with Hypofibrinogenemia in Metastatic Cancer. Frick, P. G.,
Dept. Med., Univ. Minnesota Hosp., Minneapolis, Minn., USA, Acta Haemat (Basel) 716:
11 (1956).

The cases of 4 patients with metastatic cancer and hemorrhagic diathesis associated with
severe hypofibrinogenemia are reported. In all cases hypofibrinogenemia was accompanied
by hypoprothrombinemia, factor V - and VIII - deficiency and a variable degree of
thrombocytopenia. The decrease in clotting factors was due to an increased inactivation in the
blood stream and not to inadquate synthesis. The data indicate that both intravascular coagu-
lation and proteolysis are responsible. All tomors were adeno-carcinomas and originated either
from the prostate, stomach, pancreas, or gall-bladder.

Afibrinogenemia. Associated with Severe Uterine Bleeding Following Caesarean Section. Kim-
bell, N., Ghosh, A. K., Peterborough Group of Hosp., England, Lancer 270: 82 (1956).

A case of afibrinogenemia associated with massive postpartum hemorrhage after a lower-
segment caesarean section is described. It was treated by intravenous infusion of fluids and
of plasma, blood transfusions, and intravenous injection of fibrinogen.

Afibrinogendmie, Parabimopbiliesyndrom und Dysproteinimie bei Cystinspeicherkrankbeit, ein
Hinweis zur Pathogenese der Erkvankung. Burgstedr, H. ]., Marx, R., Unjv. Kinderklinik,
Miinchen, Germany, Klin. Wschr. 34: 31 (1956).

Plasma Fibrinolytic Activity in Cirrbosis of the Liver. Kwaan, H. C., McFadzean, A. J. S.,
Cooks, J. Univ. Dept. Med., Hongkong, Lancet 270: 132 (1956).

Fibrinogenmangel-Krankbeiten. XII. Mitteilung iiber Probleme der Blutgerinnung. Strdssle, R.,
Winterstein, A., Wissensch. Lab., F. Hoffmann-La Roche, Basel, Switzerland, Blut 2: 42 (1956).

Hypofibrinogenemic and afibrinogenemic conditions are described and their clinical signi-
ficance is pointed out. A rapid method for the preparation of human fibrinogen solutions for
clinical emervencies is described. This preparation also contains efficient amounts of anti-
hemophilic globulin.

Precipitation Test in Fulminating Fibrinopenia. Robinson, G. L., London S. L. 10., England,
Brit. med. J. no. 4967, 14 (1956).

Description of a rough test for fibrinogen determination which vields results after 10 mins.
(Precipitation of fibrinogen with twice molar potassivm phosphate buffer pH 6.6)

Afibrinogenemia in Obstetrics. FitzGerald, T. B., Jackson, S. H., Ashton, Hyde & Glossop
Hosp. Group, England, Lancet 270: 412 (1956).

3 cases of afibrinogenemia in obstetrics patients are described. In case 1 the patient died,
and necropsy showed wide-spread hemorrhares but no clear evidence of fibrin emboll. Cases 7
and 3 were associated with severe accidental hemorrhages; both were treated with pure fibri-
nogen by different methods, the merits of which are discussed. In case 3 the effect of admini-
stering fibrinogen was assessed by serial estimations of plasma fibrinozen. The intra-uterine
blood clot contained 63 g of fibrinogen; and this high figure suggests that the bulk of the
fibrin may be deposited in the uterus rather than in the vascular tree.

Die Bedeutung der Serumfibrinbestimmung bei Bronchialcarcinomen und entzimdlichen Lungen-
infiltraten. Angster, H., Inn. Abtlg., Krankenanstalt vom 3. Orden, Miinchen-Nymphenburg,
Germany, Klin. Wschr. 34: 209 (1956).

Serum fibrin levels were determined in 60 cases of bronchial carcinoma and infectious
pulmonary infiltrations. Of the carcinoma cases 75% showed decreased values, of the infectious
infiltrations none. It is concluded that only decreased values can be evaluated for differential
diagnosis.

Hémorrbagische Diathese mit Fibrinogenmangel in der Geburtshilfe. Held, E., Universitits-
fravenklinik, Ziirich, Switzerland, Schweiz. med. Wschr, 86 241 (1956).

After a short survey of today’s concept of blood coagulation, hemorrhages caused by hypo-
or afibrinogenem’a occurring in obstetrics are discussed. The various possible explanations of
these hemorrhagic disorders are evaluated and therapeutic directions are given.
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Acceleration of Fibrinolysis of Blood Clots by Dilution with Saline and Human Serum. Daus-
set, J., Bergerot, Y., Colin, M., Centre Nat. de Transfusion Sanguine, Paris XVe, France,
Lancet 271 123 (1956).

Dilution of blood by a mixture of physiological saline solution and human serum conside-
rably accelerates the fibrinolysis of clots. This very simple method reveals latent fibrinolytic
activity, particularly in liver cirrhosis, thrombocytopenic purpuras, and pancytopenias.

Uber das Verbalten des Fibrinogens in pleuralen Ergiissen, die experimentelle Herbeifiihrung
der Exsudatgerinnung sowie ibre differentialdiagnostische Bedentung. Balogh, A., Braun, I.,
Abtlg. Tuberkulose, Krankenhaus Stadt Wien-Lainz, Germany, Beitr. Klin. Tuberk. 115:
480 (1956).

Die potentielle fibrinolytische Aktivitit bei thromboembolischen Erkrankungen. Witte, S., Med.
Univ.-Klinik, Erlangen, Germany, Klin. Wschr. 34: 910 (1956).

Potential fibrinolytic activity of plasma has been determined in 178 cases of thrombo-
embolic discases, and the influence of marcoumar therapy has been studied. The profibrinolysin
cime of thrombotic cases differed from that of normals. High activity often paralleled fast
healing of thrombosis, whereas chronic recidivating cases often showed decreased fibrinolytic
activity. Cardiac infarction and lung embolism during the course of the disease always showed
decreased fibrinolytic activity. Anticoagulant therapie had no influence on profibrinolysin time.

The Quantitative Determination of Plasma Fibrinogen Through the Electrophoresis of Blood
Plasma on Filter Paper. Hirsch, A., Cattaneo, C., Dept Biol. Chem., Clinica Tisiologica, Univ.,,
Roma, Italy, Arch. Biochem. Biophys. 61: 67 (1956).

The authors describe a new method for the paper-electrophoretic fractionation of blood
plasma which permits a quantitative determination of fibrinogen. The method is based on the
facilitation and regulation of the migration of the fraction on filter paper in the electric field.
This is obtained by a suitable preliminary preparation of paper strips. The procedure is simple
and gives precise, reproducable results.

A Study of Cytofibrinokinase and Fibrinolysin in Extracts of Tissue from Human Myo-
metrium, Endometrium, Decidua and Placenta. Philipps, L. L., Columbia Univ., Coll. of Physi-
cians and Surg., New York, N.Y., USA. Amer. J. Obst. and Gynecol. 71: 342 (1956).

The presence of a fibrinogenolytic enzyme and a cytofibrinokinase has been demonstrated
in extracts of human myometrium, placenta, decidua, and endometrium. It is suggested that
the presence of these enzymes may be partially or wholly responsible for the lack of fibrinogen
which occurs in the blood stream of obstetrical patients under certain conditions, and in
menstrual blood.

Afibrinogenemia in Obstetrical and Surgical Patients. Phillips, L. L., Sloane Hosp., Columbia-
Presbytarian Med. Center, New York City, N.Y., USA, Bull. Sloane Hosp. 2: 1 (1956).

Quantitative Method for the In Vivo Testing of Fibrinolytic Agents: Effect of Intravenous
Trypsin on Radioactive Thrombi and Emboli. Ambrus, J. L., Back, N., Mibalyi, E., Dept.
Pharm., Coll. of Pharm. and Sci., Philadelphia Pa., USA, Circulation Res. 4, 430 (1956).

Quantitative methods for testing fibrinolytic agents in vivo are described. Clots were
produced with 113! labeled fibrinogen. Dissolution of a clot resulted in decrease of radioactivity.
Pulmonary, peripheral and coronary emboli wete produced by injecting radioactive clots
produced and ground, in vitro. Using these methods it was found that maximal tolerated doses
of trypsin had no significant fibrinolytic effect.

In Vivo Fibrinolytic Activity and Pharmacology of Various Plasmin (Fibrinolysin) Prepara-
tions. Back, N., Ambras, J. L., Goldstein, S., Harrisson, J. E. W., Dept. Pharm.,, Coll. of
Pharm. and Sci., Philadelphia, Pa., USA, Circulation Res. 4: 440 (1956).

A quantitative method based on the disappearance of 1'% labeled fibrin has been used to
study the in vivo effect of fibrinolytic agents. Various preparations of human and bovine
plasmin were found to lyse clots effectively. Plasmin preparations given intravenously produced
hypotension and leukopenia followed by leukocytosis. Doses above 30 Loomis units/kg caused
decrease in fibrinogen and clotting index.
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Postpartum Hemorrhage Due to a Depletion of Fibrinogen from ihe Circulating Blood Stream.
Klein, M., Biskind, ]. I., Silverberg, A., Mount Sinai Hosp., Cleveland, Ohio, USA, Amer.
J. Obst. and Gynec. 71: 51 (1956).

Hypofibrinogenemia as a cause of postpartum hemorrhage is a definite entity. It should be
suspected in cases of premature separation of the placenta, dead fetus, and shodk associated
with hemorrhage. Diagnosis should be made as soon as possible and human fibrinogen and
whole blood instituted promptly. Where there is excessive lytic substance in the blood more
investigation is needed. Toluidine blue may be used to neutralize the fibrinolytic substance.

Isolation of Partially Purified Human Plasmin (Fibrinolysin). Fishman, |. B., Kline, D. L.,
Dept. Physiol., Yale Univ. Med. School, New Haven, Conn., USA, Proc. Soc. exper. Biol.
and Med. 91: 323 (1956).

A method for preparation and isolation of plasmin from purified human plasminogen
after activation with streptokinase is presented. The product is water-soluble, stable in the
frozen state and produced no toxic manifestations in the dog after intravenous infusion
of 1 mg/kg.

Fibrinolytic Activity in Human Prostatic Fluid and Semen. Ying, S. H. et al., Div. Preventive
Med., Sloan-Kettering Inst, New York, N.Y., USA. Fertility etc 7: 80 (1956).

The fibrinolytic activity of human prostatic fluid and semen may be quantitatively deter-
mined by measuring the liberation of soluble I*81-containing substances from a substrate consi-
sting of I'*-tagged fibrin. The variations in fibrinolytic activity under the conditions described
are wide and preclude the possibility of establishing a ,normal® value from present data.
However, the mean values suggest that the prostate contributes about 50% of the volume of
the whole ejaculate of semen in the cases studied.

A Microassay for Plasma Fibrinogen. Wycoff, H. D., Augusta, Ga., USA, J. Labor. clin. Med.
47: 645 (1956).

A new procedure is presented for the determination of fibrinogen in human or rat plasma.
The fibrinogen is converted to fibrin by the addition of a solution of commercial thrombin in
physiologic saline and alcohol. The fibrin is estimated by drying and weighing it or alter-
natively by digesting and nesslerizing it directly. The procedure requires 0.1 ml of normal
plasma.

Studies on the Activation of Human Plasminogen (Profibrinolysin). Sherry, S., Alkjaersig, N
St. Louis, Mo, USA, J. clin. Invest. 35, 735 (1956).

Based on the development of new technics, studies have been conducted on the activation
of highly purified human plasminogen, the precursor of the naturally occurring proteolytic
enzyme of plasma (fibrinolysin). Three types of activation have been investigated a) spontaneous,
b) urokinase, and c¢) streptokinase. The results obtained and the methods used are described.

>

Coagulation Defects in Severe Intrapartum and Postpartum Hemorrbage. Reid, D. E., Roby,
C. C., Weiner, A. E.: Dept. Obst., Harvard Med. School, Boston, Mass., USA, J. Amer. med.
Ass. 161: 1244 (1956).

During recent years it has been determined that a coagulation defect may infrequently
develop in late pregnancy and in the intrapartum and immediate postpartum period. Because
of its low incidence in comparison to the number of deliveries, the syndrome of hypofibrinogen-
emia is sometimes disrégarded until the patient is in the terminal stage of hemorrhagic shock.
The syndrome, if undetected and untreated, may constitute the difference between whether
the patient survives or dies from uncontrolled uterine hemorrhage.

¢} Prothrombin (Factor I}, Thrombin

Delayed Prothrombin Estimation in Outpatient Anticoagnlant Therapy. Watson, H., Dept.
Med., Univ. St. Andrews, Dundee, Scotland, Lancet 270: 541 (1956).
In the control of long-term anticoagulant therapy it makes little difference whether the

samples of blood used for the estimation of the one-stage prothrombin time are fresh or 24 hours
old. Possible therapeutic implications are discussed.
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Zu den aseptischen Knochennekrosen und dem Wert der Prothrombinzeitbestimmung. Krum-
mel, W., Ferstelgasse 6/19, Wien IX, Austria, Z. Orthopidie 87: 425 (1956).

The different view points on the origin of aseptic necroses of the bone are discussed. The
decrease of the prothrombin time, as reported by Chiari and Frank in Morbus Perthes,
could not be confirmed.

Prolonged Diarrhea with Near Fatal Hemorrbage Due to Hypoprothrombinemia. Scharfman,
W. B., Propp, S., Dept. Med., Albany Med. Coll.,, Union Univ., Albany N.7Y., USA, Ann.
int. Med. 44: 385 (1956).

A case of sprue is described which presented with extensive purpura and gastrointestinal
bleeding of such severity a medical emergency. This was found to be due to marked hypo-
prothrombinemia secondary to vitamin K deficiency. The importance of recognizing and
properly treating this clinical problem is well documented by this case study. The mechanisms
for the development of vitamin K deficiency in sprue are discussed. The association of purpura
with chronic diarrhea should suggest immediate prothrombin studies. Sprue must be considered
in the subsequent diagnostic work-up of the patient.

Conversion of Prothrombin to Autoprothrombin I1I (Platelet Cofactor II) and its Relation to
the Blood Clotting Mechanism. Seegers, W. H., Johnson, S. A., Dept. of Physiol. and Pharm.
Wayne Univ. Med. Coll., Detroit, Mich., USA, Amer. J. Physiol. 184: 259 (1956).

According to the authors prothrombin can be activated in 3 different ways during coagu-
lation: 1. Prothrombin -+ Ca, platelets and AcGlobulin = autoprothrombin. 2. Prothrombin
+ thrombin — autoprothrombin II. 3. Prothrombin -+ activators = biothrombin. Autopro-
thrombin seems to be identical with factor VII. Autoprothrombin II is similar to platelet
cofactor I (Christmas factor?), which it can replace. Biothrombin is thrombin formed during
coagulation, differing from thrombin which forms out of prothrombin in the presence of
sodium citrate.

Plasma Prothrombin Time and Henatocrit Values of Blood of Dairy Cattle, Jones, W. G.,
Hughes, C. D., Swenson, M. J., Underbjerg, G. K. L., Dept. Physiol. School of Veterinary
Med., Kansas State Coll, Manhattan, Kansas, USA, Proc. Soc. exper. Biol. and Med.
91: 14 (1956).

The average plasma prothrombin value of 115 matured dairy cows was 23.2 secs, and for
90 dairy calves 24.82 secs. Age, breed, ration, and sex did not alter the prothrombin time
values of calves. The plasma prothrombin time of new born calves, prior to nursing, could
not be determined since a clot did not form in the plasma-thromboplastin-mixture after the
addition of calcium chloride. This finding corresponds with the observations made with
plasma from human infants during the first week of life. The average hematocrit value

was 35.08%.

Asolectin Separation of Prothrombin from Proconvertin. Seaman, A. J., Owren, P. A., Dept.
Med., Rikshospitalet, Oslo, Norway, J. clin. Invest. 35: 371 (1956),

Asolectin (Associated Concentrates, Inc., 57, 32nd Avenue, Woodside, N.Y.) 30 mg per ml
ground to an even suspension with a dialyzed sodium citrate eluate of the barium sulfate
adsorbent of fresh oxzalated normal plasma, is capable of selectively and almost completely
removing prothrombin activity. Proconvertin activity and the ability of the treated eluate
to shorten the partial thromboplastin time of hemophilia B plasma are reduced to a much
lesser degree. Attempts to elute the prothrombin from asolectin have been unsuccessful to date.

The Preparation of Prothrombin Derivatives and an Indication of Their Properties. Seegers,
W. H., Alkjaersig, N., Dept. Physiol. and Pharm., Wayne Univ., Coll. Med., Detroit, Mich,,
USA, Arch. Biochem. Biophys. 61: 1 (1956).

Several derivatives of prothrombin have been prepared. Biothrombin may be obtained by
activating prothrombin in several ways with activators obtained from tissues. During the
transformation of prothrombin to biothrombin there is very little reduction in molecular weight.
If there are any degradation products during the interaction, the quantity must be small.
Biothrombin can be transformed to citrate thrombin by dissolving it in 25% sodium citrate
solution. Prothrombin ean be transformed in the same manner, however, an intermediate forms
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which is called citrate autoprothrombin. The latter is an accelerator of prothrombin activation.
Prothrombin can be converted to autoprothrombin in solutions containing Ac-globulin, calcium
ions, and purified platelet factor 3. Autoprothrombin has accelerator properties under certain
conditions of prothrombin activation and is a degradation product of prothrombin. It can be
transformed to citrate thrombin like biothrombin and prothrombin. Methods are described
for obtaining concentrates of citrate thrombin, autoprothrombin and biothrombin.

Sprue with Bleeding from Hypoprothrombinemia. Moore, M. ]., Strickland, W. H., Prichard,
R. W., Dept. Med., Bowman Gray School of Med., Wake Forest Coll., Winston-Salem, N. Y.,
USA, Arch. int. Med. 97: 814 (1956).

A patient with sprue and spontaneous hemorrhagic diathesis is presented, and the lite-
rature on the subject reviewed, with brief mention of therapy.

d} Thromboplastin (Factor I}

Thrombokinase-idbnliche Stoffe im Fruchtwasser und ibre Verwendung. Szirmai, E., Madach-ut,
VII, Budapest, Hungary, Klin. Wschr. 34: 149 (1956).

Amniotic fluid was used as source of thromboplastin in various coagulation tests. Hypo-
prothrombinemic blood yielded idencital results tested with brain thromboplastin or amniotic
fluid. The author stresses the fact that amniotic fluid therefore represents an easily available,
inexpensive, and stable substance capable of replacing brain thromboplastin.

The Thromboplastin Generation Test. Some Practical Modifications and Study of the Role of
Factor V and VII on the Formation of Plasma Thromboplastin. Verstraete, M., Vandenbroucke,
J., Dept. Med. Univ., Louvain, Belgium, Acta med. scand. 155: 37 (1956).

Some modifications of the thromboplastin generation test as described by Biggs et al. are
proposed: the use of BaSOa instead of AL(OH)s gel for prothrombin adsorption; dilution
of serum with a buffer at pH 7.4, photometrical standardization of platelet suspension. It is
demonstrated that platelets, factor V, AHG and serum remain stable for at least 7 days when
frozen. Therefore it is possible to prepare and freeze a stock of these reactives. A 30 mg%e
emulsion of oil free phosphatides (Asolectin) may be used instead of platelets. Platelet factor 1
or factor V of plasma have to be present as sources of factor V activity in the thrombo-
plastin generation test. In contrast a normal thromboplastin generation takes place in the
absence of factor VII. This factor does not seem to be involved in the earlier stages of
thromboplastin formation. Decreased thromboplastin activity in patients undergoing dicumarol
therapy is not caused by low factor VII level but by decreased Christmas factor activity.

Intermediate Stages in the Formation of Blood Thromboplastin. Bergsagel, D. E., Hougie, C.,
Dept. Path., Radcliffe Infirmary. Oxford, England, Brit. J. Haemat. 2: 113 (1956).

Evidence is presented which suggests that an intermediate product of thromboplastin
(Product I) is formed in a preliminary reaction between calcium, AHG and serum and reacts
with the platelet thromboplastic factor. The coagulant formed by the interaction of Product I
and platelets appears to be associated with the platelet granules and can be sedimented by
high-speed centrifugation. This coagulant is composed of a thermo-stable component derived
from platelets and a thermo-labile component that may be identical with Product I. Since it
is inactivated by decalcification it appears that calcium forms an integral part of this coa-
gulant. Product I-treated platelets correct the clotting defect of platelet-deficient normal,
hemophilic, Christmas-disease and factor VII-deficient plasma. The clotting time of aged,
oxalated, factor V-deficient plasma is not completely corrected by Product T treated platelets,
and it is suggested that factor V reacts with the coagulant formed in the Product I-platelet
reaction.

Eine neuwe Wirkung der Hyaluronidase anf die Gewebsthrombokinase und ibre Bedeutung fiir
die Lokalanésthesie. Kaliampetsos, G., Chir. Univ.-Klinik, Marburg/Lahn, Germany, Klin.
Wschr, 34: 438 (1956).

The observation of decreased superficial bleeding during surgery following anesthesia with a
hyaluronidase containing anesthetics lead to the investigation of the hemostatic effect of hyal-
uronidase. The coagulation promoting effect of hyaluronidase could be confirmed in animal experi-
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ments and with a special bleeding time determination method in the human. It was found
that, as hyaluronidase increases tissue permeability, it liberates tissue thromboplastin, and
thus the hemostatic effect is explained.

Thrombin Generation Studies in a Case of Paroxysmal Nocturnal Hemoglobinuria., Mendel,
J. L. Williams, M. ]., Clapp, M. P., Lab. Serv., Veterans Administration Center, Temple,
Texas, USA, Brit. J. Haemat. 2: 194 (1956).

The authors have demonstrated that ample amounts of thrombin can be generated from
both platelet-containing and platet-free plasma of a patient with paroxysmal nocturnal hemo-
globinuria. It is believed that this indicates that platelet substances are present free in the
plasma of this patient.

The Platelet-Like Activity of Certain Brain Extracts. Garrett, J. V., Wadley Research Inst.
and Blood Bank, Dallas, Tex., USA, J. Labor. clin. Med. 47: 752 (1956).

Platelets, saline suspensions of whole brain thromboplastin, and cephalin and lecithin
extracts of brain were tested in the thromboplastin generation and accelerated clotting time
tests and their activities compared. It was shown that in the presence of AHG the lecithin
and cephalin fractions of brain were capable of forming as active a thromboplastin as platelets
under the same condition. The lecithin and cephalin fractions and platelets require AHG for
their activity. Saline suspensions of whole brain do not. The lecithin and cephalin fractions
of brain are capable of fully correcting the prothrombin utilization defect of thrombocyto-
penic blood. These results are discussed in relation to other studies and shown to explain the
apparent lessened activity of lipid-extracted brain tissue compared with the saline suspensions
of whole brain.

Thromboplastic Activity of Human Cervical Mucus and Ouvarian Follicular and Seminal Fluids.
v, Kaulla, K. N., Shettles, L. B., Dept. med., Univ. Colorado Med. School, Denver, Col., USA,
Fertility and Sterility 7: 166 (1956).

Thromboplastic activity as measured by normalization of coagulation of hemophilic plasma
has been demonstrated, in human seminal fluid, cervical mucus, and ovarian follicular fluid.

Comparative Thromboplastin Activity of Acetone-Dehydrated Rabbit and Human Brain.
Izarn, P., Hussey, C. V., Quick, A. ]., Dept. Biochem., Marquette Univ. Med. School, Mil-
waukee, Wisc., USA, Proc. Soc. exper. Biol. and Med. 91: 193 (1956).

Rabbit and human brains, when dehydrated with acetone, yield a product with high,
constant and practically equal thromboplastic activity. Human brain extract differs from
rabbit brain in that it has greater inhibitory effect at high concentration and is more resistant
to heat.

Inhibitory Effect of Protamine on Action of Intravenous Thromboplastin in Dogs. Shafrir, E.,
Stein, Y., Brzezinski, A., Dept. clin. Research., Hebrew Univ., Hadassah Med. School, Jerusalem,
Israel, Proc. Soc. exper. Biol. and Med. 90: 57 (1956).

Intravenous administration of protamine markedly increases the amount of slowly infused
thromboplastin required for defibrination of dogs. Protamine given during infusion of thrombo-
plastin, to a dog already partially depleted of fibrinogen, arrests further decrease in plasma
fibrinogen level. Intravenous protamine protects dogs from the lethal effect of subsequent
rapid injection of thromboplastin. Mode of action of protamine and possible clinical utilization
of its antithromboplastic properties are discussed.

e) Calcium (Factor IV)
f) Factor V (and VI)

An Asolectin Adsorbed Substrate for Proaccelerin Assay. Seaman, A. ]., Owren, P. A., Dept.
Med., Univ. Hosp., Oslo, Norway, J. clin. Invest. 35: 145 (1956).

Evidence is presented that asolectin is under certain circumstances capable of specifically
binding and removing the proaccelerin of normal plasma. Such asolectin adsorbed recon-
stituted plasma was comparable in its behaviour as a substrate plasma for proaccelerin
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activity assay to the naturally occurring parahemophilia plasma used as a substrate in the
same assay system. Evidence of the specifity of the asolectin adsorbed plasma substrate response
for proaccelerin activity of the test samples is presented.

Factor V Consumption During Blood Coagulation. Douglas, A. S., Univ. Dept. Med., Royal
Infirmary, Glasgow, Scotland, Brit. J. Haemat. 2: 153 (1956).

Factor V consumption has been studied in normal blood maintained at 37° C. for 1 hour
after collection. By the end of one hour factor V has been completely utilized. Factor V
consumption has been shown to be defective in blood of hemophilic patients, Christmas disease
or thrombocytopenia, and in patients receiving phenylindanedione or heparin. The experiments
support the concept that factor V is an essential component of blood thromboplastin. They
suggest that factor V must enter the reactions involved in thromboplastin formation at a stage
later than AGH, Christmas factor, and platelets.

g) Factor VII

The Proconvertin Test: A Simplified Method and its Application to the Study of Anticoagu-
lant Processes. Adamis, D., Sise, H. S., Kimball, D. M., Dept. Med., Tufts Univ. Med. Coll.,
Boston, Mass., USA, J. Labor. and clin. Med. 47: 320 (1956).

A simplified method for removing proconvertin from plasma by filtration through powdered
wood charcoal has been outlined. The degree of freedom from proconvertin of prothrombin
prepared from carbon-filtered plasma is demonstrated. Some applications of the test are
illustrated.

The Role of Convertin in Experimental In Vivo Thrombosis. Wessler, S., Ballon, J. D., Gilbert,
M., Boston, Mass., USA, J. clin. Invest. 35: 743 (1956).

The experiments carried out indicate that convertin is not essential for the formation of
intravascular clots by the method employed and that there are present in the barium sulfate
eluate of heavily dicumarolized canine serum one or more potent and as yet unidentified
moieties effective in inducing intravascular coagulation.

h) Factor VIII (Antihemophilic Factor)

Allongement du temps de saignement associé a un déficit en facteur antibémophilique A.
Soulier, J. P., Alagille, A.: Centre Nat. Transfusion Sanguine, Paris, France. Rev. frang.
Etudes clin. et biol. 1: 187 (1956).

The study of 4 cases observed by the authors and of 6 cases from the literature made
possible the definition of a syndrome characterized by a clotting defect, caused by deficiency
of antihemophylic factor A, associated with a vascular disorder causing consistently prolonged
bieeding time and varying capillary fragility. This syndrome comprises a constitutional hemor-
rhagic tendency affecting both sexes. No such tendency is found in parents but occasionally
hemophilia in the siblings. In one of the cases the parents were consanguinous, which suggests
a non sex-linked recessive transmission. Whereas transfusion temporarily corrects the clotting
defect, as it does in hemophilia, cortisone does not shorten the bleeding time as it usually
does in thrombopathias.

Hemophilia: Quantitative Studies of the Coagulation Defect. A Modified Prothrombin Con-
sumption Test Using Erythrocytin. Quick, A. ]., Hussey, C. V., Dept. Biochem., Marquette
Univ. Med. School, Milwaukee, Wisc., USA, Arch. int. Med. 97: 525 (1956).

A new test is described for the quantitative estimation of thromboplastinogen. It is based
on the principle of the prothrombin consumption test modified by the addition of an extract
of hemolyzed erythrocytes. Plasma from a severe hemophiliac is used as the assay medium.
In severe hemophilia only a trace of thromboplastinogen is present in the blood. A fairly close
relationship between the level of thromboplastinogen, the clotting time and the severity of the
bleeding state exists. The laboratory and clinical findings in 50 hemophiliacs are summarized.
Evidence is presented that the degree of the hemophilic defect is quantitatively transmitted, and
that the intrinsic severity of the disease is the same in all affected members of a family.
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The Assay of Antibemophilic Globulin (AHG) in Plasma. Pitney, W. R. Dept. of Path., Post-
graduate Med. School, London, England, Brit. J. Haemat. 2: 250 (1956).

The assay of AHG in plasma based on the thromboplastin generation test, is described.
The ATIG concentration of test plasma is compared to that of a standard normal human
plasma. The normal concentration in plasma was found to vary from 50 to 220%s, the concen-
tration in hemophiliacs from 2 to 25%. The rate of loss of activity in citrated normal plasma
samples stored at 4° C has been studied. There was considerable loss during the first 24 hours,
therafter the rate of loss followed an exponential pattern.

Antibemophilic Globulin Consumption During Blood Coagulation. Douglas A. S., Univ. Dept.
Med., Glasgow, Scotland, Blood 11: 423 (1956).

AHG consumption has been studied in normal blood maintained at 37° C for one hour after
collection. By the end of one hour the AHG was completely utilized. AHG consumption is
defective completely in Christmas disease and heparin therapy, and to a lesser degree in
phenylindanedione therapy. In platelet deficiency consumption of AHG is normal. A possible
interpretation of these results is discussed in relation to the order of the interactions involved
in blood thromboplastin formation.

Isolation of the Anti-Hemophilic Factor from Human Plasma. van Creveld, S., Hoor-
weg, P. G., den Ottolander, G. ]J. H., Veder, H. A., Children's Dept., Univ, Amsterdam,
Holland, Acta haemat. 15: 1 (1956).

The authors demonstrate that it is possible to prepare antihemophilic factor in various
ways. These preparations are rather poor in protein content and in vitro markedly decrease
the prolonged clotting time of blood of patients investigated. Some of these preparations were
also very active in vivo. With the experimentes described, the question as to whether AHF is
a protein is not yet solved.

i) Factor IX, (Christmas Factor, PTC)

Angeborener Faktor-IX-Mangel (Christmas), Himophilie B. Hule, V., Nespurkova, M., Inter-
nal. Dept. Children’s Hosp. Brno, Czechoslowakia, Ann. Paed. 186: 175 (1956).

Description of a case of congenital Factor IX deficiency in a 6-year-old boy with hemo-
philic symptoms.

Plasma Thromboplastin Component: Influence of Coumarin Compounds and Vitamin K on its
Activity in Serum. Naeye, R. L., Dept. Path., Columbia Univ., New York City, N. Y., USA.
Proc. Soc. exper. Biol. and Med. 91: 101 (1956).

Deficiences of PTC are not necessarily congenital in origin. Serum levels of PTC were
depressed following the administration of two 4-hydroxy-coumarin compounds to 24 patients.
PTC activity was also reduced in a patient who developed a deficiency of vitamin K sub-
sequent to an inability to adsorb fats (cystic fibrosis of the pancreas). In both groups of
patients, PTC activity rapidly increased towards normal following the administration of
vitamin K analogues.

k) Other Factors (Factor X, Prower Defect, PTA, Hageman's Trait etc.)

Severe Coagulation Defect without Hemorrbagic Symptoms Caused by a Deficiency of the
Fifth Plasma Thromboplastin Precursor. Frick, P. G., Hagen, P. S., Dept. Med. Univ. Minne-
sota Hosp., Minneapolis, Minn., USA, J. Labor. clin. Med. 47: 592 (1956).

Two patients are presented with defective coagulation but no hemorrhagic symptoms. The
laboratory findings were markedly prolonged coagulation time, prolonged recalcification time,
and poor prothrombin consumption. This abnormality is identical with the newly discovered
familial syndrome named Hageman’s trait by Ratnoff. The differention from hemophilia is
discussed in detail. This anomaly is caused by deficiency of a 5th plasma thromboplastin
precursor present in normal plasma and serum. The factor cannot be adsorbed on BaSOs,
is not dialyzable, and resists heating to 56° C for 30 mins.; exposure to 65°C for 15 mins.
results in appreciable inactivation. Electrophoretic separation revealed that the factor is
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present in the area between beta and gamma globulins of normal serum. The activity of this
factor was found in precipitates obtained from normal plasma and serum with 0 to 25%,
25 to 33%0, and 33 to 50% saturated ammonium sulfate solution with a maximum in the
25 to 33%p fraction.

A ,New* Coagulation Defect. Telfer, T. P., Denfer, K. W., Wright, D. R., Dept. Clinical
Path., Univ. College Hosp., London, England, Brit. J. Haemat. 2: 308 (1956).

A mild hemorrhagic disease occurring in a young woman is described, and evidence is
presented that it is due to a blood coagulation defect of a type not previously described. This
has been named the ,Prower defect® and is probably congenital. The principal features of the
defect are prolongation of the one-stage ,prothrombin time® and impaired plasma thrombo-
plastin generation. Although the majority of the findings are similar to those of factor VII-
deficiency the differentiating features of the ,Prower defect are that thromboplastin gene-
ration is abnormal and that plasma or serum from patients receiving Dindevan partially
corrects the defect in vitro.

Studies on the Role of an Accelerator Factor in the Blood Clotting Mechanism. Gray, E. ].,
Schaefer, E. H., Jensen, H., Dept. Biochem., Army Med. Research Lab., Fort Knox, Kentudsy,
USA, Acta haemat. 15: 314 (1956).

It was found that the accelerator factor in defibrinated plasma after BaSOas adsorption
enhanced the interaction between platelets and factor (s) in serum or a serum eluate, yielding
a thrombokinase able to convert prothrombin directly to thrombin in the presence of calcium.
The accelerator factor, apparently, did not influence the rate of prothrombin conversion.
Addition of thrombin to the accelerator fraction showed no definite effect regarding thrombo-
kinase formation. The fundamental phase of coagulation seems to involve the generation of
thrombokinase.

1) Combined Deficiencies

Congenital Hemorrhagic Diathesis of the Prothrombin Complex. Newcomb, T., Matter, M.,
Conroy, L., DeMarsh, Q. B., Finch, C. A., Dept. Med., Univ. of Washington, Seattle, Wash.,
USA, Amer. J. Med. 20: 798 (1956).

A detailed study is presented of a 32-year-old women with a congenital deficiency of
prothrombin and factor VII. The defect found is similar to that of dicumarol toxicity and
involves thromboplastin generation as well as the prothrombin complex. This deficiency has
caused recurrent severe hemorrhages, the nature of which distinguishes this disorder clinically
from other hemorrhagic diatheses. Response to vitamin K and its derivatives was poor. Monthly
treatment with fresh plasma transfusions was effective in controlling bleeding over a 4-year
period. The delayed and prolonged in vivo response of prothrombin and factor VII to fresh
plasma observed in this case is unique. Its mechanism is as yet unexplained.

Unusnal Bleeding During Pregnancy: Report of a Case Due to Hypoprothrombinemia and
Hypoproconvertinemia. Setna, S. S., Altmann, §. J., Dept. Med., Univ. of Utah Med. Coll.,
Salt Lake City, Utah, USA, Blood 71: 430 (1956).

A case of transient hypoprothrombinemia and hypoproconvertinemia associated with blee-
ding and occuring during the 18th and 19th weeks of a twin pregnancy is described. The
coagulation defect responded to intravenous K1 therapy but not to water soluble vit K. Death
of one fetus and complete infarction of its placenta occurred during the 18th week. It is
suggested that these events or their cause, may have adversely influenced liver cell function
and previpitated the severe deficiencies of prothrombin and proconvertin.

Gecombineerde hypoproconvertinaemie en bypoproaccelerinaemie. Crefeld, S. van., Kinder-
kliniek, Univ., Amsterdam, Holland, Nederl. T. Geneeskd. 7100: 407 (1956).

Description of the case of a new-born who from the first days of life showed symptoms
of hemorrhagic diathesis, probably of familiar nature. The cause of the diathesis could be
ascribed to a simultaneous lack of proconvertin and proaccelerin.
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Observations in a Case of Multiple Hemostatic Defekt. Ingram, G. I. C., Dept. Surg., Univ,
Edinburgh, Ireland, Brit. J. Hemat, 2: 180 (1956).

In a single woman, aged 36, a life-long history of bleeding symptoms, a long bleeding time,
abnormal capillary fragility and impaired thrombin generation were associated with normal
platelet count. Evidence was obtained that the blood was partially deficient in antihemophilic
globulin and in Christmas factor, and that the platelets were defective in adhesiveness and
liberation of serotonin. The investigation of multiple partial clotting defects is discussed. The
thromboplastin generation test is probably the most suitable of present technics but it may be
necessary to dilute the reaction components more than usual to demonstrate partial deficiencies.

Congenital Familial Deficiency of Factor V (Parahemophilia) Combined with Deficiency of
Antibemophilic Globulin. Iversen, T., Bastrup-Madsen, P., Dept. Med., Amtssygehus, Univ.,
Aarhus, Denmark, Brit. J. Haemat. 2: 265 (1956).

A case of parahemophilia in a 31-year-old man is reported. The past history revealed an
abnormal tendency to bleeding dating back to the first years of life. At the age of 29 anky-
losis developed following hemorrhage into the left knee joint. Investigations showed a slightly
prolonged whole-blood coagulation time and a markedly prolonged Quick sprothrombin time®.
The factor V concentration of the patient’s plasma was 8 to 10%, Factor VII and prothrom-
bin were normal. In addition, the results of the thromboplastin generation test indicated a
deficiency of AHG; Christmas factor was normal, no circulating anticoagulant could be demon-
strated. Examination of the patient’s family revealed factor V deficiency in one of the sisters.
AHG concentration was however normal and this sister had no symptoms of bleeding tendency.
The investigations suggest that factor V is necessary for the formation of thromboplastin.

Pseudohemophilia Type B. (Hereditary Hemorrbagic Diathesis Characterized by Prolonged
Bleeding Time and Decrease of Antibemophilic Factor.) Singer, K., Ramot, B., Dept. Hematol.
Res., Michael Reese Hosp., Chicago, Ill., USA, Arch. int. Med. 97: 715 (1956).

A 13-year-old girl, the offspring of a consanguinous marriage, with a severe hemorrhagic
diathesis is described. The bleeding disorder is characterized by a prolonged bleeding time and
a decrease in antihemophilic factor in plasma. 19 similar cases (13 females and 6 males) have
been collected from the literature. This syndrome is interpreted as a variant of vascular
pseudohemophilia, and the term ,pseudohemophilia B¢ is suggested. Genetically it may be
transmitted by autosomal genes behaving either as Mendelian dominants or as recessives. The
differential diagnosis of pseudohemophilia B from vascular pseudohemophilia A, from von
Willebrand’s disease and from sex-linked hemophilia A and hemophilia B is outlined.

m) General Aspecis of Hemophilia

The Hemophilia Syndrome. Gormsen, ]., Amtsygehuser, Hellerup, Denmark, Nord. Med. 55:
119 (1956).

The hemophilia syndrome is characterized as follows: reduced plasma thromboplastin forma-
tion due to (1) deficiency of platelet factor III, (2) deficiency of one of the plasma thrombo-
plastin factors (AHG, PTC, PTA, PTF-D), and (3) the presence of a circulating anticoagulant
that inhibits the activity of plasma thromboplastin. The latest test methods are described with
reference to personal cases. A new observation is reported: Hemophilia B, consisting of PTC
deficiency and PTC inhibitor. It is emphasized that in these patients coagulation time may
be normal inspite of insufficient hemostasis.

The Treatment of Hemophilia. Panel, Discussion: Aggeler, P. M., Alexander, B., Rosenthal,
M. C., Tocantins, L. M., Dameshek, W. Blood 11: 81 (1956).

To summarize the therapy of hemophilia, not only during a severe bleeding episode, but
between times, as well as in the presence of a high concentration of anticoagulant, a panel
of experts was asked the following question: What are your recommendations in a severe case
of hemophilia — (a) during a bleeding episode? (b) for therapy between bleeding episodes?
(c) in the presence of an anticoagulant mechanism that has developed with repeated trans-
fusions? Chief reliance is placed on transfusions of fresh blood or plasma given in sufficient
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amounts to prevent further bleeding and to keep the prothrombin consumption fairly close
to normal levels. To those hemophilics who develop a high concentration of antithrombo-
plastin, little of value is offered.

The Thrombin Generation Test in the Diagnosis of Classical Hemophilia and Christmas Disease.
Sjelin, K. E., Biol. Inst, Carlsberg Foundation, Copenhagen, Denmark, Scand. J. clin. and
Labor. Invest. §: 138 (1956).

The thrombin generation test of plasma from hemophilic patients has been studied. This
test has been found useful in the differential diagnosis between classical hemophilia and Christ-
mas disease.

Physiologic Basis of Transfusion Therapy in Hemopbhilia. Brinkhous, K. M., Penick, G. D.,
Langdell, R. D., Dept. Path,, Univ. N. Carolina, Chapel Hill, N. Carolina, USA, Arch. Path.
61: 6 (1956).

This paper deals with transfusion therapy of true hemophilia, but certain of the principles
outlined appear to apply likewise to at least some of the hemophilia-like states. Sources of
antihemophilic factor are normal plasma or plasma fractions. Normal plasma from different
subjects varies widely in AHF content. In stored blood or frozen plasma approximately half
of the initial initial AHF content is lost in 2 weeks. Lyophilized plasma has about one-half
the potency of fresh plasma. AHF in reconstituted fraction 1 is about Ysrd of the mean
normal value. Fresh plasma from selected donors appears to be the best source of AHF cur-
rently available. The authors discuss the minimum levels of AHF required for hemostasis. It
may be as low as 5%, although some data suggest that it may be 15 — 20%. The rate of loss
of transfused AHF is the 3rd problem discussed. It appears to be rapid, the half-life appears
to be about 4 hours.

Occurrence of Different Prothromboplastin Deficiencies in Related Male Bleeders. Fantl, P.,
Sawers, R. [, Baker Med. Research Unit, Alfred Hospital Clinical Research, Melbourne,
Australia, Brit. J. Haemat. 2: 102 (1956).

The authors report the observations on a boy with complete deficiency of alpha-prothrombo-
plastin and his second cousin with complete deficiency of beta-prothromboplastin. A likely
explanation for 2 closely related males suffering from unrelated and pontentially inheritable
diseases is the recent occurrence of 2 mutations; one for the more frequent alpha-prothrombo-
plastin deficiency (hemophilia A) and the other for the less frequent beta-prothromboplastin
deficiency (Christmas disease, hemophilia B).

Hemophilic Arthropathy. de Palma, A. F., Cotler, ]., Philadelphia. Pa., USA, Arch. Surg.
72: 247 (1956).

n) Platelets

Thrombocytopenic Purpura and Chicken Pox. Welch, R. G., St. Thomas Hosp., London, Eng
land, Arch. Dis. Childh. 37: 38 (1956).

3 cases of thrombocytopenic purpura following closely on chidkenpox are reported. This
condition follows many different types of infection on rare occasions and it is thought that the
most likely cause is an allergic response to the infecting organism. The condition is self-limiting
and the prognosis usually excellent. One of the patient had also a large hemangioma and the
combination of this growth with thrombocytopenic purpura has been reported previously.

Herstellung won Thrombozytenkonzentraten fiir Transfusionszwedke bei Verwendung wer-
schiedener Dextranfraktionen. Matthes, M., Sickinger, K., Med. Univ.-Klinik, Freiburg/Br.,
Germany, Acta haemat. 15: 278 (1956).

The various methods for the concentration of platelets to be used for transfusions are dis-
cussed. A modification of the method by Minor and Burnett is described. Dextran fractions
with molecular weights between 170000 and 255000 are most suitable. Experiences with
platelet transfusions are reported. They proved valuable in cases of acute hemorrhage and in
the preparation and treatment of patients with thrombocytopenia of various types who require
operations. The survival of the transfused platelets depends mostly on the cause of thrombo-
cytopenia.
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Studies on the Histogenesis of Blood Platelets. I1. Quantitative Determination of Acetyldholin-
esterase Activity in Single Megakaryocytes from Various Mammals, Zajicek, ]., Inst. Radio-
path., Radiumhemmet, Stockholm, Sweden, Acta haemat. 15: 296 (1956).

The acetylcholesterase (AChE) activity of individual megakaryocytes from various mammals
has been investigated with the microdiver technic. Megakaryocytes of cat, rat, guinea-pig, and
man exhibited ACKE activity similar to that found in the platelets of the same species. Earlier
findings concerning the pattern of repartition of AChE in the erythrocyte-erythropoietic and
platelet-megakaryocytic systems are discussed. On the basis of available date the hypothesis
is advanced of a common origin of the erythropoietic and megakaryocytic systems.

Viscous Metamorphosis of Platelets: Morphological Plateler Changes Induced by an Inter-
mediate Product of Blood Thromboplastin Formation. Bergsagel, D. E., Dept. Path. Radcliffe
Infirmary, Oxford, England, Brit. J. Haemat. 2: 130 (1956).

An intermediate product of thromboplastin (Product I) is formed when calcium and AHG
are incubated with aged, normal serum. The addition of Product I to a saline suspension of
platelets causes them to become sticky and adhere to one another and to the glass surface.
Individual platelets form pseudopodia, swell and release their granules. These platelet changes
are conveniently referred to as viscous metamorphosis. Evidence is presented which suggests
that viscous metamorphosis is not caused by individual factors in the Product I incubatiof
mixture, or by thrombin or fibrin, but it is dependent on the development of Product T actui-
vity. The properties of Product I are contrasted with the reported properties of an abnormal
platelet agglutinin.

Sullesistenza dell’antigene eterofilo di Forssman nelle piastrine di warie specie animali, Zan-
gaglia, O., Rosti, P., Ist. Clinica Med. Generale, Univ, Pavia, Italy, Haematologica 41:
201 (1956).

Liazione dellinsulina sullagglutinabilita delle piastrine. Moggi, A., Ist. Patol. Speciale Med.,
Univ., Siena, Italy, Flaematologica 41: 217 (1956).

The author carried out experimental studies on the effect of insulin on agglutination of
blood platelets. Results obtained in normal and in diabetic subjects are discussed.

Ricerche sulle piastrinopenie sperimentali. IV. La reazione di fissazione del complemento nello
stndio della specifita d’azione di sieri di conigli immunizzati con piastrine di cavia. Zangaglia,
O., Rosti, P., Ist. Clinica Med. Generale, Univ., Pavia, Italy, Haematologica 41: 225 (1956).

Elektronenmikroskopische Befunde bei der Blutgerinnung. Untersuchungen iber einen in der
Nihe von Thrombozytenanhiufungen vorkommenden, von der Plasmagerinnung unabhingigen
Gerinnungsvorgang im menschlichen Plasma. Hasché, E., Seeliger, R., Neurochir. Abtlg., Univ.,
Freiburg/Br., Germany, Arztl. Forschg. 10: 267 (1956).

Prompt, spontancous and limited coagulation may occur in the vicinity of accumulated
platelets even in the presence of anticoagulant substances. Using the electronic microscope this
coagulation is found to be characterized by the union of plasmatic bodies which form fibres
and bundles strongest at the point where they are nearest to the platelets.

Lagglutinabilita delle piastrine in alcune condizioni normali e patologiche. Moggi, A., Ist.
Patol. Spec. Med., Univ., Siena, Italy, Haematologica 41: 117 (1956).

Platelet function has been tested in 200 patients. The report includes results obtained in
normals and in patients suffering from various diseases such as hemopathias, malignant growth,
diabetes, bronchial asthma, and thrombophilic disorders.

A Serum Anti-Platelet-Thromboplastic Factor in Thrombocytopenia and the Effects of Corti-
sone. Bonnin, J. A., Inst. Med. and Veterinary Sci., Adelaide, South Australia, Brit. J. Haemat.
2: 160 (1956).

The thromboplastic function of platelets was studied by means of the thromboplastin gene-
ration test in é patients with thrombocytopenia of varied etiology. In 4 a qualitative platelet
defect was demonstrated. Incubation of normal platelets in the sera of the 6 patients showed
that in 5 a serum factor was present which appreciably reduced the thromboplastic function
of normal platelets. This factor was heat resistent to 56° C. for 30 mins. There was temporary
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improvement of plateler thromboplastic function following cortisone. A definite relationship
was noted between plateler thromboplastic function and the incidence of hemorrhagic mani-
festations.

Die Erbaltung der Thrombozyten mit ibren Funktionen in Blutkonserven und deren Eignung
fiir Thrombozytenersatz. Gross, R., Staufenberg, E., Med. Univ.-Klinik, Marburg/L., Germany,
Klin. Wschr. 34: 142 (1956).

20 samples of stored blood with added ACD stabilisator (modification by Zenker and
Groll) were found to contain a sufficient amount of functional intact thrombocytes after
2 weeks. For reasons of volume, however, plasma containing concentrated platelets are prefer-
red to whole blood in cases of thrombocytopenia.

Familial Idiopathic Thrombocyropenic Purpura. Woolley, E. J. S., Derbyshire Royal Infirmary,
England, Brit. med. J. No. 4964: 440 (1956).

The author describes a family with idiopathic thrombocytopenic purpura, where both
purpura and thrombocytopenia occurred in 2 generations. A boy, his 2 sisters, and the father
were affected. In the cases described there was no apparent morphological abnormality of the
thrombocytes, but no attempt was made to demonstrate increased fragility or a shortened
survival time.

Thrombozytose und Eosinopenie bei Ratten nach einmaliger S-Oxytryptamininjektion. Steiner,
F. A, Hedinger, C., Pathol. Inst., Univ. Ziirich, Switzerland, Experientia 12: 109 (1956).

After injection of one high dose of 5-hydroxytryptamine into rats, marked increase of
platelets and definite decrease of eosinophiles occurred.

Die physiologische Bedeutung der Thrombozyten. Liischer, E. F., Physiol. Inst., Univ., Bern,
Switzerland. Schweiz. med. Wschr. 86: 345 (1956).

The author presents a review of most recent findings concerning platelets stressing the pro-
blems of viscous metamorphosis, and of platelets and hemostasis. The importance of thrombo-
cytes for thrombin generation, the vasoconstrictor activity of platelets, their role in thrombosis,
their relation to clot retraction, and their influence on blood coagulation as a whole is dis-
cussed based on the literature concerning these problems and based on the author’s own
findings.

Platelets in Stored Blood. Mustard, J. F., Dept. Med., Univ,, Cambridge, England, Brit. J.
Haemat. 2: 17 (1956).

The main points emerging from this study are: (1) the unexpected extent of platelet preser-
vation as assessed by direct platelet counts; (2) the changes in the morphologic appearance of
platelets with ageing and the early appearance of numerous fragments in bottles in which
there was a rapid initial fall of platelets; (3) the increased amount of initial platelet breakdown
in the blood from the bottles where there was a significant loss of platelets in the collection;

(4) the correlation between the loss of alumina-plasma thromboplastin activity, fall in one-stage
prothrombin index and the amount of platelet breakdown.

Gegenwirtiger Stand wnserer Kenntnisse jiber die Thrombopathien. Quattrin, N., Inst. Med.
Semeiotica, Univ., Neapel, Italy, Blut 2: 131 (1956).

The author gives a summarizing report on to-days knowledge in the field of thrombo-
pathia, stressing the ever increasing importance of this problem. Hereditary, sporadic-constitu-
tional, and symptomatic thrombopathias can be grouped into 5 categories: a) thrombopathia
of the Aaland islands, b) thrombopathia caused by global or sub-global ladk of platelet func-
tions, ¢) thrombopathia caused by defect of single plateler functions, d) mixed thrombo-
pathias, e) additional thrombopathias.

Thrombotic Thrombocytopenic Purpura. A Hyperergic Micro-Angiopathy. Stuart, E., MacGre-
gor-Robertson, G., Dept. Pathol,, Royal Infirmary, Dundee, Scotland, Lancet 270: 475 (1956).

A case of thrombotic thrombocytopenic purpura is described. The staining reactions of the
»thrombi® are compared with those of platelets and of naturally occurring fibrin. The results
indicate a strong similarity of the ,thrombi“ to fibrin rather than to platelets. The following
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conclusions are reached: (1) Some factor determines the site of the ,thrombi® in the precapil-
lary arterioles. (2) The ,thrombi“ are composed largely of compact fibrin. (3) Altered permea-
bility of the vessels at these sites explains the occasional presence of fibrin within the wall.

Le traitement des hémorragies thrombocytopéniques par Pinjection de fibrinogéne humain a
fortes doses. Cazal, P., Graafland, R., Izarn, P., Mathien, M., Paleirac, G., Fischer, J., Mont-
pellier, France, Presse méd. 64: 670 (1956) and Sang 27: 84 (1956).

In 4 thrombocytopenic patients 10 hemorrhages have been treated with intravenous injec-
tions of 3 to 10 g of fibrinogen. As a source of fibrinogen Cohn’s fraction I has been used,
non purified, containing about 60%o of fibrinogen, very little active plasmin, and antihemophilic
globulin. Hemorrhagic manifestations were discontinued in 9 of the 10 cases. In one case the
reaction was negative or at least doubtful. The authors insist on the value of fibrinogen injec-
tions for treatment of thrombocytopenic hemorrhage where classic therapy has little effect.
The mechanism of action of fibrinogen remains uncertain. It is, however, probable that in
vascular thrombosis platelet insufficiency is compensated by an excess of fibrinogen.

Messung und Bewertung der Retraktion des Blutgerinnsels, Bucher, U., Med. Abtlg., Bezirks-
spitals, Interlaken, Switzerland, Praxis 45: 405 (1956).

The author discusses the various factors which influence retraction of a blood clot. If
these factors are correctly evaluated the determination of clot retraction offers a very sensitive
qualitative measurement of platelet activity. The method is very important for differentiation
of some thrombocytopathias. A simple method for measuring clot retraction is pointed out.

Specific Mixed Agglutination: Mixed Erythrocyte-Platelet Antiglobulin Reaction for the Detec-
tion of Platelet Antibodies. Coombs, R. R. A., Marks, ]., Bedford, D., Dept. Pathol., Univ,,
Cambridge, England, Brit. J. Haemat. 2: 84 (1956).

A reaction has been devised for the detection of platelet antibodies, which does not depend
on the clumping of the platelets as the indication of sensitization. The criterion is the presence
of mixed agglutination of the platelets and sensitized erythrocytes. This occurs in the presence
of anti-globulin serum only if the platelets are also sensitized with antibody. The method has
been applied to the detection of human iso-or auto-antibodies to platelets reported to occur
in cases of chronic idiopathic thrombocytopenia. Up to now only 34 sera from likely cases
have been examined but none has possessed a platelet antibody demonstrable by th’s method.

Vergleichende Thrombozytenziblungen. Nachtigall, C., Univ.-Kinderklinik, Leipzig, Germany,
Krztl, Wschr. 11: 76 (1956).

Comparative thrombocyte counts with various methods revealed that results obtained with
Fonio's method and with phase contrast microscopy are identical. Results with Jiirgens® method
are 54%9 and with Thomsen’s 144% higher. The author concludes that phase contrast is the
most convenient method. Fonio’s method, however, remains valuable for cases, where the
platelet count cannot be carried out immediately after withdrawal of blood.

Un caso di porpora trombocitopenica acuta dovuta a Sedormid. Abbozzo, G., Fazzini, G.,
Arcispedale, A. Maria Nuova, Firenze, Italy, Policlin. 63: 115 (1956).
Case report of thrombocytopenic purpura caused by Sedormid.

A Dialyzable Factor From Plasma Responsible for the. ,Viscous Metamorphosis“ of the Blood
Platelets. Its Role in Clot Retraction and Hemostasis. Liischer, E. F., Physiol. Inst., Univ.,,
Bern, Switzerland, Experinentia (Basel) 72: 268 (1956).

The viscous metamorphosis of blood platelets is a process independent of fibrin formation.
It is initiated by thrombin plus a heat stable dialyzable factor from plasma or serum. The
substances liberated from destroyed platelets under these conditions retract spontaneously. This
explains clot retraction, where fibrin accordingly plays a passive role.

Mécanisme de la plaguetrogénése. Etnde ,in vitro par la microcinématographie. Thiéry |. P.,
Bessis, M., Centre Nat. Transfusion Sanguine, Paris, France, Rev. Hémat. 11: 162 (1956).

Accelerated microcinematography and phase contrast revaled the genesis of platelets from
megakaryocytes. The process is demonstrated and explained with excellent photographies,
showing the different stages of thrombocytogenesis.
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Action des dérivés de la phénothiazine er des antibistaminiques de synthése sur la morphologie
des plaguettes et sur leur adbésivité ,in vitro“. Bouwnameaunx, Y., Inst. Clin. et Pathol. Méd.
A., Univ., Liége, Belgium, Rev. Hématol. 17: 17 (1956).

The author studied the effect of various synthetic antihistaminic preparations on morpho-
logy and ,in vitro“ adhesiveness of blood platefets. After addition of these preparations
in low concentrations to platelet-rich rat plasma, the platelets were transformed into spheric
elements. One phenothiazine derivative, Multergan (Spécia, France), in high concentrations
induced platelet agglutination in citrated plasma and in physiologic saline solution. The
preparations tested in low concentrations increase platelet adhesiveness ,in vitro“ and have
anticoagulant activity. The mechanism and significance of these phenomena are discussed.

A Platelet Factor Responsible for Clot Retraction. Magalini, S. I., Stefanini, M., Dept. Med.
Tufts Univ. Med. School, Boston, Mass., USA, Lancet 270: 246 (1956). (Letter to the Ed.).

From human and bovine thrombocytes the authors isolated a substance which induces
retraction of plasma clots. This platelet factor called ,retractin® was also found in liver,
brain and spleen tissue. Identification of this factor, which is probably a lipoid, is being studied.

Anticoagulant Effect of Excess Platelets. Spact, T. H., New York, N. Y., USA., J. clin. Invest.
35: 736 (1956).

In the thromboplastin generation test platelet concentrations above the optimal range dis-
play anticoagulant activity. Platelet lipid was prepared and it behaved like whole platelets
in the generation test. When added in the early stages of thromboplastin generation, the platelet
anticoagulant caused retarded thromboplastin formation; when added later in the test, it inter-
fered with the action of formed thromboplastin. The anticoagulant was neutralized by prepara-
tions containing a great excess of labile factor. It is concluded that excess platelets interfere
with the action of labile factor in both thromboplastin formation and prothrombin conversion.
This anticoagulant effect may be partly responsible for the hemorrhagic manifestations of
patients with thrombocythemia.

Nonspecific Adberence of Platelets and Leucocytes to Antibody-Sensitized Red Cells: A Mecha-
nism Producing Thrombocytopenia and Leucopenia During Incompatible Transfusions. Swisher,
S. N., Rochester N. Y., USA, J. clin. Invest. 35: 738 (1956).

Immunothrombocytopenic Purpura Due to Quinidine. Freedman, A. L., Brody, E. A., Barr, P. S.,
Med. Div., Montefiore Hosp., Bronx, N. Y., USA, J. Lab. clin. Med. 48 205 (1956).

Report of 4 new cases with special observations on patch testing. The diagnosis of quinidine-
induced thrombocytopenias can be established by a number of special technics which are descri-
bed. The most convenient screening test is based upon inhibition of clot retraction of the
patient’s blood in the presence of quinidine.

Thrombocytopenic Purpura Resulting from Sulfisoxazole (Gantrisin) Therapy. Green, T. E.,
Early, J. Q., Doctors’ Building, Bristol, Tenn., USA, J. Amer. Med. Ass. 161: 1563 (1956).
Two case reports.

Thrombocytopenic Purpura Due to Quinidine: I. Clinical Studies. Bolton, F. G., Dameshek, W.,
Blood Research Cas., N. England Center Hosp., Boston, Mass., USA, Blood 11: 527 (1956).

Reactivity of Hemophilic Plasma to Platelet Thromboplastin. Mann, F. D., Palo Alto Research
Found. Hosp., Palo Alwo, Calif; USA, J. Lab. clin. Med. 48: 51 (1956).

Normal platelet thromboplastin which has undergone the cothromboplastin reaction with
diluted serum is highly reactive toward hemophilic plasma. Hemophilic platelets do not
acquire such activity by reaction with diluted serum.

Thrombocytopenic Purpura as a Probable Manifestation of Insulin Allergy. Constam, G. R.,
Med. Policlinic, Univ., Zurich, Switzerland, Diabetes 5: 121 (1956).
Case report.

»Platelet Thrombosis in Lenkemia. Husebye, K. O., Stickney, J. M., Bennett, W. A., Mayo
Clinic, Rochester, Minn., USA, Ann. int. Med. 44: 975 (1956).
3 Cases.
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Concentration of Serotonin in Serum in Thrombocytopathia, Psendobemophilia, and Thrombo-
cyrosis, Zucker, M. B., Borrelli, ., Dept. Physiol., N. Y. Univ. Coll. Dentistry, New York,
N.Y., USA, Amer. clin. Path. 26: 13 (1956).

Subnormal concentration of serotonin was found in the serum of 3 of 6 patients with
thrombocytopathia, 2 of 11 patients with pseudohemophilia, and 3 of 9 patients with thrombo-
cytosis. The implication of these findings are discussed.

Metabolic Activity of Human Blood Platelets. Campbell, 1. E.W., Small, W. ]., Dameshek, W.,
Blood Res. Lab., N. England, Center Hosp., Boston, Mass., USA, J. Lab. clin. Med. 47:
835 (1956), and J. clin. Invest. 35, 695 (1956).

Human platelets have measurable metabolic functions as demonstrated by oxidase and
dehydrogenase activity. Respiratory quotient and data on metabolic substrates and inhibitors
indicate some degree of carbohydrate metabolism. Dehydrogenase activity appears to be asso-
ciated with carbohydrate metabolism, while a large part of oxidase activity may be associated
with other metabolic functions. The large change in activity effected by changes in ionic
strength may indicate the presence in platelets of a membrane or some other similar mechanism.,
Some correlation between these metabolic systems and the role of platelets in coagulation is
present. The assay of in vivo viability by changes in the various parameters studied may prove
of value in various problems concerned with platelets.

Thrombotic Thrombocytopenic Purpura: Review of the Subject with a Report of Three Cases
in Children. Wile, S. A., Sturgeon, P., Springfield, Ill, USA, Pediatrics 17: 882 (1956).

Thrombocytopenia Following Acetazolamide (Diamox) Therapy. Reisner, E. H., Morgan, M. C.,
Dept. Med., St. Luke’s Hosp., New York, USA, J. Amer. Med. Ass. 160: 206 (1956).

Cyclical Thrombocytopenic Purpura Related to the Menstrual Cycle. Pepper, H., Med. Serv.,
Sequoia Hosp., Redwood City, Calif,, USA, Arch. Path. 61: 1 (1956).

A case of essential thrombocytopenic purpura in a young woman is reported. Although the
platelet count was constantly descreased during the period of observation, it was always at
its lowest level during menstruation and at its highest level at the time of ovulation. Purpura
of the skin occurred post partum and intermittently during 3 menstrual periods. The rela-
tionship between purpura, menstruation, and platelet level is discussed.

Thrombocytopenic Purpura in Measles. Hudson, |. B., Haynes Memorial Hosp., Boston, Mass,
USA, J. Pediat. 48: 48 (1956).

Fxtensive hemorrhage from various sites is a rare complication of measles. There are 22
cases of this syndrome which have been documented. 2 cases of severe thrombocytopenia with
extensive bleeding complicating rubeola are reported; one patient died, the other survived.
Cortisone and ACTH may be of value in curing the hemorrhagic disorder and preventing
death when extensive bleeding follows measles.

Lenkopenic and Thrombocytopenic Effect of Hypothermia in Dogs. Helmsworth, ]. A., Dept.
Surg., Coll. Med., Univ., Cinninnati, Ohio, USA, Proc. Soc. exp. Biol. (N. Y.) 90: 474 (1956).

Studies on Platelets. Glutamic Oxaloacetic Transaminase Activity of Human Platelets. Maga-
lini, S. 1., Stefanini, M., Dept. Med. Tufts Univ. School of Med., Boston, Mass., USA, Proc.
Soc. exp. Biol. (N. Y.) Med. 91: 404 (1956).

Platelets are a source of glutamic oxaloacetic transaminase in human blood. The enzyme is
an intimate constituent of platelets, being found principally in a water soluble fraction of
platelets after separation of lipoids by ethyl ether.

Studies on Platelets: XIV. Human Platelets as Somrce of Antifibrinolysin. Stefanini, M.,
Murphy, J. S., Dept. Med. Tufts Univ. Med. School, Boston, Mass., USA, J. clin. Invest.
35: 355 (1956).

Antifibrinolytic activity is higher in patients with thrombocytosis than in patients with
quantitative or qualitative platelet defect. In vitro, antifibrinolytic activity is directly pro-
portional to the number of platelets available and, in platelet-rich plasma is enhanced by
procedures leading to lysis of platelets. No antifibrinolysin, however, may be obtained from
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platelees washed repeatedly. Addition of plasma or serum to washed platelets also fails to
release antifibrinolysin, Whether platelets contain, carry or adsorb antifibrinolysin requires
further investigation. Elevated fibrinolytic activity may be seen in patients with severe thrombo-
cytopenia.

o} Sponianecus Anticoagulants

Anticoagulant circulant @ activité antithromboplastique. Alagille, D., Crosnier, J., Soulier, J. P.,
Centre Nat. Transfusion Sanguine, Paris, France, Rev. frang. études clin. biol. 7. 335 (1956).

Evidence of a spontaneously occuring anticoagulant was found in a 32-year-old female
with occult hemorrhages. A highly active inhibitor of both endogenous and exogenous thrombo-
plastin was found. This inhibitor is thermostable and acts without species specifity. The possi-
bility of toxemia of pregnancy or an acute involvement of the collagen system is considered
in relation to this coagulation disorder. The clinical aspects of the case are discussed and com-
pared to previously published cases.

Angeborene familidre Gerinnungsstorung durch heparinartigen Hemmbkorper. Heni, F., Kranss, I.,
Med. Univ.-Poliklinik, Tiibingen, Germany, Klin. Wschr. 34: 110 (1956).

In a family with increased bleeding tendency the blood from the father and the daughter
showed a heparin-like, heat-labile substance inhibiting thrombin as well as tissue-and plasma-
thromboplastin activity. The disease is congenital and is transmitted to male and female
members of the family. Protamine sulfate was found to neutralize the effect of this substance.

Immuno-Hemmké&rperbimopbhilie A. Windorfer, A., Schultze, H. E., Schwick, G., Stide. Kinder-
kliniken, Stuttgart, Germany, Blut 2: 217 (1956).

The authors report a case of immuno-inhibitor-hemophilia A. The inhibitor is found in the
gamma globulin fraction of the patient’s serum and is characterized as an antibody against
antihemopbhilic globulin. A continuous decrease of this inhibitor was noticed in the patient’s
plasma during a 5 months” period when the patient was not again sensitized by blood trans-
fusions. Therapeutic possibilities are discussed. Continuous control of inhibitor level is considered
useful.

Sobre la fisiopatologia de la heparina. Pescador, L., Inst. Nacional de Cardiol., Madrid, Spain,
Rev. clin. esp. 60: 160 (1956).

Die klinische Bedeutung des Antitbrombintestes, Newmayr, A., Parzer, O., II. Med. Univ.-
Klinik, Wien, Austria, Dtsch. med. Wschr. 81: 160 (1956).

Disturbed blood coagulation in pancreatic disease has been explained by increased trypsin
level in blood. After intravenous injection of trypsin an increase of prothrombin, fibrinogen,
Ac-globulin and antithrombin has been noted. All factors except antithrombin quidkly returned
to normal levels. Therefore, antithrombin determination indirectly measures trypsin concentra-
tion. The antithrombin test as used by the authors is described in details. The following results
were obtained in 51 patients: In acute pancreatitis the antithrombin test remained positive
much longer than the increase of diastase value. In pancreatic carcinoma antithrombin is
descreased. In hepatic disease antithrombin increases when hepatic insufficiency develops. Anti-
thrombin titer was found to be always normal in cases of upper abdominal disorders not
involving the pancreas.

Zum Krankbeitshild der Hemmbkorperhiamopbhilie. Ein kasuistischer Beitrag. Bentbaus, ]., Rich-
ter, W. C., Med. Poliklinik, Bonn, Germany, Dtsch. Arch. klin. Med. 203: 1 (1956).

The authors report the case of a 78 year-old man with acquired hemophilia-like coagula-
tion disorder which was found to be identical with ,Hemmkdrperhimophilie® described by
Deutsch. The disorder appeared without previous transfusions 5 months after pemphigus. Pen-
phigus but not the coagulation disorder was ameliorated by the administration of cortisone
and ACTH. Coagulation time could be normalized in vitro by addition of stored serum.

Zur Physiologic der Mastzellen als Triger des Heparins und Histamins. Werle, E., Amann, R.,
Wissensch. Lab., Chir. Klinik, Univ,, Miinchen, Germany, Klin. Wschr. 34: 624 (1956).
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An Unusnal Circulating Anticoagulant in Systemic Lupus Erythematosus. Ramot, B., Singer, K.,
Dept. Hematol. Research, Michael Reese Hosp., Chicago, T11., USA, Acta haemat. 16: 158 (1956).

A case of L. E. exhibiting an atypical circulating anticoagulant is described. The anti-
coagulant was found 6 months before the appearance of L. E. cell phenomenon, and it dis-
appeared spontancously in the course of the disease without improving the latter. The anti-
coagulants so far observed in L. E. are antithromboplastins but they do not interfere with
formation of blood thromboplastin. The same was found in' this case. The peculiar feature,
however, consisted in a long, instead of a short serum prothrombin time. The results suggest
that this antithromboplastin was either associated with true hypoprothrombinemia, or that the
anticoagulant also acted as antiprothrombin.

The Role of a New Anticoagulant Proteolytic Inbibitor in Blood Coagulation. Shulman, N. R.,
Bethesda, Md., USA, J. clin. Invest. 35: 735 (1956).

Purification of a proteolytic inhibitor with anticoagulant activity from normal human
plasma and urine has been reported previously. It acts on a prothrombin derivative which
forms during the conversion of prothrombin to thrombin and its anticoagulant effect depends
on the rate of prothrombin conversion regardless of which conversion factor determines the
rate. Trypsin can neutralize the anticoagulant effect by binding the inhibitor. The inhibitor
can be considered as a buffer in coagulation, tending to maintain fluidity of blood by pre-
venting thrombin formation at slow rates of prothrombin conversion which might occur intra-
vascularly, but not interfering with thrombin formation as conversion accelerates extravascu-
larly. Tt may account in part for the lag-phase seen whenever blood clots and for the para-
doxical shortening of clotting time when normal or even hemophilic plasma is diluted. Report
of a case with excessive proteolytic inhibitor anticoagulant.

Heparinase. 111, Preparation and Properties of the Enzyme. Cho, M. H., Jaques, L. B., Dept.
Physiol. and Pharm. Univ., Saskatchewan, Saskatoon, Sask., Canada, Canad. J. Biochem. and
Physiol. 34: 799 (1956).

The extraction of heparinase from beef and rabbit liver has been studied. A new method
of preparation of the enzyme is described. Active preparations were obtained from liver of
man, ox, pig, rabbit, guinea-pig, rat, and gopher; kidney of ox, pig, rabbit, guinea pig, and
rat; muscle of rabbit and guinea pig. No activity was obtained from dog liver, ox testis and
thysmus, or human placenta. Difficulties in assaying heparinase in tissue extracts are discussed.

Immunization of Rabbits Against Human Antibemophilic Factor. (AHF). Richards, M. D.,
Spaet, T. H., Dept. Med., Stanford Univ. Med. School, San Francisco, Calif., USA, Blood
11: 473 (1956).

Antibodies against human AHF were produced in the rabbit. These antibodies acted as
anticoagulants in vitro by inactivating AHF and preventing normal thromboplastin formation.
Species specifity and physical properties of the anticoagulant are described. It is postulated
that similar anticoagulants occurring in humans are also antibodies produced by AHF immuni-
zation.

An Unusual Coagulation Inhibitor Encountered in Refractory Hemopbhilia. Speer, R. ], Hill,
]. M., Maloney, M., Roberts, A., Prager, M. D., Wadley Research Inst., Baylor Univ. Hosp.,,
Dallas, Texas, USA, Amer. J. clin. Path. 26: 477 (1956).

An unusual circulating anticoagulant was investigated in a patient with refractory AHG
deficiency. A number of novel testing technics were evolved before reaching a final diagnosis
and in an effort to determine the mode of action of the inhibitor. The evidence indicates that
this antagonist is a basic lipid, rather than proteinaceous in nature, and suggestions are pre-
sented regarding its possible identity.

Anticoagulant Appearing in Plasma Thromboplastin Component Deficiency. Goldstein, R,
Gelfand, M., Sanders, M., Rosen, R., Dept. Med., Tufts Coll. Med., Boston, Mass., USA, J. clin.
Invest. 35: 707 (1956).

Resistance to transfusion therapy developing in a patient with PTC deficiency was investi-
gated. The patient, originally considered a hemophiliac, had frequently received blood, plasma,
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and fraction I prior to the development of resistance. An anticoagulant was demonstrable in
the serum and BaSO«-adsorbed plasma, as determined by their inhibition of thromboplastin
generation from entirely normal constituents in the thromboplastin generation test. Inhibition
was potendiated by preincubation with normal BaSOs-adsorbed plasma but not with normal
serum. Inhibitory activity was not evident against plasma thromboplastic activity once gene-
rated, or against tissue thromboplastin. Ac-globulin and AHF were not affected by incubation
with the inhibitor. On withholding transfusions the refractoriness gradually disappeared within
4 months.

Electrophoretic Separation of Anticoagulants from Human Plasma. Holburn, R. R., Schwartz,
I. R, Carroll, R. T., Weiss, W., Philadelphia, Pa., USA, J. clin. Invest. 35: 712 (1956).

Human defibrinated plasma was separated into 11 fractions by a modification of starch
electrophoresis. The eluates were tested for coagulant or anticoagulant activity in a two-stage
system. Aliquots of each mixture were added to purified fibrinogen to measure the amount
of thrombin formed. One anticoagulant fraction was found to be on the beta-2-globulin posi-
tion and to have properties similar to the lipid antithromboplastin obtainable from blood by
methanol extraction. The other anticoagulant found close to the albumin fraction was an
antithrombin. The anticoagulant activity of the beta-2-globulin fraction was markedly increased
in hemophilia A plasma.

p} Vitamin K

Vitamin K1 in Treatment of Bishydroxycowmarin-Induced Hypoprothrombinemia. Comparison
of Intravenous and Intramuscular Administration. Shoshkes, M., Perelman, A. ]., Med. Serv.,
Beth Israel Hosp., Newark, N. J., USA, J. Amer. Med. Ass. 767: 1145 (1956).

A quantitative comparison between the effectiveness of 100 mg doses of vitamin Ki emul-
sion administered intramuscularly and then intravenously in 20 human subjects previously
rendered hypoprothrombinemic by dicumarol, shows that intramuscularly given doses were
unpredictable in their reversal of the elevated prothrombin times. Intravenous administration
is the route of choice for injecting vitamin Ki emulsion. When the need for this vitamin is
urgent, as in excessive and dangerous drug-induced hypoprothrombinemia, it should always
and only be injected intravenously.

Effect of K Vitamins on Prothrombin and Proconvertin Levels of Cholecystnephrostomized
Dogs. Millar, G. ., Fisher, L., Jagues, L. B., Dept. Physiol. Univ. Saskatchewan, Saskatoon,
Canada, Fed. Proc. 15: (1956).

Vitamin Ks and Synkavit were found to be more effective and rapid in returning pro-
thrombin and proconvertin values to normal than vitamin Ki, when given orally on a equimo-
lar basis to cholecystnephrostomized dogs with bleeding tendency. Intravenously, on the other
hand, vitamin Ki, Kz, and Ks had approximately the same degree of biological activity in
correcting proconvertin levels, but the therapeutic effect obtained was less prolonged in the
case of vitamin Ks. An intravenous equimolar, dose of Synkavyt had only a transient elevating
effect when compared with the other 3 preparations.

Das Vitamin K in der Geburtshilfe. Kénig, F.E., Reich, T., Univ.-Frauenklinik, Zurich, Switzer-
land, Schweiz. med. Wschr. 86: 996 (1956).

The authors investigated the effect of Synkavit Roche and Konakion Rodhe on prothrombin
values in women in child-bed undergoing marcoumar therapy, and in newborns. The results
show that in severe hemorrhages due to over-dosage of coumarin drugs vitamin K1 should be
given intravenously, in less dangerous cases oral or intramuscular administration will be suffi-
cient. In the newborn, both water-soluble Synkavit and vitamin Ki were of equal value in
preventing the physiological decrease of prothrombin during the first few days of life. The
incidence of hemorrhagic diathesis, on the other hand, with the exception of gastrointestinal
hemorrhage, could not significantly be reduced by either vitamin K or Ki. The clinical signifi-
cance of these findings is dicussed.
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q) Heparin and Heparin-like Substances

Studio trombelastografico ed emocoagulativo di aleuni eparinoidi sintetici. Nicola, P. de,
Altieri, S., Mazzetti, G. M., Ist. Clinica Med. Generale, Univ., Pavia, Italy, Haematologica
41: 149 (1956).

The authors carried out thrombelastographic and coagulation studies of some synthetic
heparin-like substances, such as thrombocid, treburon, beta-heparin, polysulphuric ester of a
polyvinylalcohol, a sulfomucoid derivative, liquoid and natural heparin. The results are eva-
luated in details and discussed.

Die Heparinbebandlung der Hypertonie. Keller, R., Zurich, Switzerland, Medizinische 83 (1956).

Colorimetrische Untersuchungen zur Frage ciner gefaferweiternden Wirkung von Thrombocid.
Friedrich, H. W., Chir. Univ.-Klinik, Wiirzburg, Germany, Arztl. Wschr. 11: 368 (1956).

Effect of Heparin Pretreatment on Stress-Induced Adrenal Ascorbic Acid Changes in the Rat.
Morris, F. R., Lowenthal, ]., Hamilton, L. H., Dept. Physiol. Univ. Saskatchewan, Saskatoon,
Sask., Canada, Experientia 12: 156 (1956).

Pretreatment with heparin has no influence on the decrease of ascorbic acid of the adrenal
cortex following the administration of sodium salicylate, epinephrine, histamin, or influence
of cold.

Uber den Angriffspunkt einiger Komplementgifte ans der Klasse der Antikoagulantien. Klein, P.,
Inst. f. Hygiene, Med. Akademie, Diisseldorf, Germany, Klin. Wschr. 34: 333 (1956).

Ricerche istochimiche sulleparina in relazione al problema dellipersplenismo sperimentale.
Garin, L., Clin. Chir. Generale, Univ., Firenze, Italy, Haemotologica 40: 1 (1956).

The author, after having examined with chemical and histological methods the action of
heparin on the bone marrow, the spleen, and the liver and at the same time the action of total
splenic extract on the same organs comes to the conclusion that heparin does not cause alte-
rations of the bone marrow, the spleen, and the liver. On the contrary heparin has an anta-
gonistic effect on splenic extract and can in short time abolish the most serious alterations
caused by splenic extract,

Der Heparin-Toleranztest als zusitzliche Kontrolle der Antikoagulantientberapie. Niesert, H. W.,
Univ.-Frauenklinik, Rostock, Germany, Krztl. Wschr. 711: 63 (1956).

Incidenti non emorragici in corse di tevapia eparinica. Tsamboulas, N., Krikelis, . Margarc-
nis, K., Clin. Propedeutica, Univ. Athen, Greece, Minerva med. 47: 24 (1956).

Non-hemorrhagic incidents in the course of heparin therapy, such as heparin shodk, anaphy-
lactic shodk, thrombocytopenia, elevated temperature, and hair-shedding are discussed and the
cases of the literature reviewed.

La eliminazione urinaria delleparina nel diabete mellito. Angeli, G., Cavazzuti, F., Ist. Clinica
Med. Generale, Univ., Modena, Italy, Policlin. 63: 73 (1956).

The authors have studied the urinary elimination of heparin in patients suffering from
diabetes mellitus. The quantity of eliminated heparin was found to be lower than in controls.
The authors think that the disturbance of enzymatic balance occurring in diabetes melltitus is
responsible for metabolic deviations involving mucopolysaccharides.

Thrombose-Therapie und -Prophylaxe mit einem newen Antikoagulans der Heparinreibe. Kist-
ler, H., Chir. Abtlg. Krankenhaus r. d. Isar, Miinchen, Germany, Med. Klinik 57: 646 (1956).

Vergleichende Untersuchungen iiber die unterschiedliche Wirkungsstirke verschiedener Handels-
beparine gleicher Konzentration. Gastpar, H., Blasius, R., Seitz, W., Med. Poliklinik, Univ.
Miinchen, Germany, Z. exper. Med. 126: 554 (1956).

The effects of 7 different commercial heparin preparations and of one heparin-like prepa-
ration were compared. Comparing identical concentrations of International Units, significant
differences were found from one preparation to the other. The preparations tested were:
Heparin-Novo, Heparin-Boots, Heparin-Vitrum, Thrombovetren, Liquemin, Thrombophob,
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Heparin-Leo, and Thrombocid. The diversity of action is tought to be due to variations in
origin, composition and degree of polymerization as well as to the fact that heparin prepa-
rations are standardized with animal blood without consideration of species specifity of
response to heparin.

Uber die Wirksamkeit von Prdparaten zur perkutanen Heparin-Therapie. Brunner, O., Landes-
krankenanstalten, Salzburg, Austria, Praxis 45: 199 (1956).

Zum Mechanismus der blutdrucksenkenden Wirkung von Heparin. Hargedd, W., Hubnstode, K.,
Maass, W., Abel, H., Physiol. Inst. Univ., Heidelberg, Germany, Klin. Wschr. 34: 763 (1956).

Quantitative Beziehungen zwischen Heparin und Thrombozyten. Gross, R., Heuer, |., Solth, K.,
Med. Univ.-Klinik, Marburg/Lahn, Germany, Acta haemat. (Basel) 16: 147 (1956).

The authors carried out 1800 determinations of the quantitative relation between added
heparin and plateler number in recalcified plasma of 12 volunteers. Increasing amounts of
heparin progressively prolong the coagulation time in inverse relation to platelet number.
Standard curves have been established which render possible the determination of the expected
in vitro heparin tolerance for any platelet level. Some conclusions concerning clinical practice
of the heparin tolerance test are discussed.

Studies on the Relationship between Anticoagulants and Hemolysis. Part I: Effect of Anti-
coagulants on Hemolysis and on the Agglutination of Red Blood Cells by Anti-Erythrocyte
erum. Storti, E., Vaccari, F., Inst. Med. Pathol., Univ., Modena, Italy, Acta Haemat. (Basel)
15: 12 (1956).

Heparin, some heparinoids, germanin, protamine, and a neodyme salt in vitro inhibit in
different degrees hemolysis caused by antibodies. The effect of beta-heparin, sodium citrate and
potassium oxalate were as insignificant as the effects of dicumarol-like -anticoagulants.
The experiments show that the antihemolytic activity is caused by an anticomplement effect.
The anticoagulants tested had no influence on the amboceptor adsorption to red cells, on agglu-
tination and on hemolysis by simple lysins, whereas hemolysis by cobra venom was inhibited.
The antihemolytic property of the anticoagulants differs very much from that of antibodies.
This suggests a different mechanism of inhibition, which, based on the known anti-enzymatic
property of anticoagulants, is ascribed to blockage of lysolecitinase of cobra venom.

Part 11: The effect of Anticoagulants on Hemolysis Caused by Antibodies in vivo.

Heparin, treburon, liquoid, germanin, sulphomucoitin in vivo prevent hemolysis caused
by antierythrocyte serum. The mechanism of this action probably consists in blodking of the
complement. Heparin has shown remarkable antihemolytic activity in a case of acquired
hemolytic anemia.

A Controlled Study of the Effect of Intermittent Heparin Therapy on the Course of Human
Coronary Atherosclerosis. Engelberg, H., Cedars of Lebanon Hosp., Los Angeles, Calif., USA,
Circulation 13: 489 (1956).

Neutralization of Heparin in Vivo with Protamine. A Simple Method of Estimating the
Required Dose. Perkins, H. A., Osborn, . J., Hurt, R., Gerbode, F., Dept. Med. and Surg,,
Stanford Univ. Med. School, San Francisco, Calif., USA, J. Lab. clin. Med. 48: 223 (1956).

Excess protamine in part explains the syndrome of shock and a bleeding tendency that
occurs in dogs whose blood has becn perfused through an artificial heart-lung machine. A
simple method is described which provides an estimate of the minimal amount of protamine
needed to neutralize the heparin in the animal at any given time.

Simplified Heparin Therapy of Impending and Acute Myocardial Infarction. Engelberg, H.,
Beverly Hills, Calif.,, USA, Ann. int. Med. 44: 466 (1956).

The author describes the administration of concentrated aqueous heparin subcutaneously for
the initial 1 or 2 weeks in a group of 19 coronary atherosclerotic patients with impending
myocardial infarction. The results in this series were good. Many other actions of heparin
are reviewed which indicate its superiority over other anticoagulants in the therapy of
myocardial infarction. In 15 patients with acute myocardial infarction continuous anticoagu-
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lation has been maintained for the first 3 weeks with concentrated aqueous heparin admini-
stered every 12 or 24 hours. This method is simple and economically feasible, and requires few
laboratory tests for control. Reasons are presented indicating that arguments against the
routine use of anticoagulants in all cases of myocardial infarction do not apply to heparin.

Anaphylaxis to Heparin Sodium. Report of a Case With Immunologic Studies. Bernstein, I. L.,
Vet. Adm. Research Hosp., Chicago, 1Il., USA, J. Amer. Med. Ass. 161: 1379 (1956).

Effect of Heparin Pretreatment on Stress-Induced Leukocyte Changes in the Rat. Hamilton,
L. H., Lowenthal, J., Dept. Physiol., Univ. Saskatchewan, Saskatoon, Sask., Canada, Endo-
crinology 58: 546 (1956).

The Action of Heparin in the Prevention of Prothrombin Conversion. Douglas, A. §., Univ.
Dept. Med., Royal Infirmary, Glasgow, Scotland, J. clin. Invest. 35: 533 (1956).

Therapeutic doses of heparin have been shown to results in a failure of utilization of anti-
hemophilic globulin and factor V, believed to be essential components of blood thromboplastin
formation. The consequent inability to convert prothrombin to thrombin has been demonstrated.
The experimental results described are not the consequence of heparin acting on the indicator
system, This evidence of complete interference with prothrombin conversion and utilization
of blood thromboplastin components may possibly indicate that this represents the main action
of heparin rather than does the interference with the thrombin-fibrinogen reaction.

Significance of Clotting Tests Augmented by Heparin. Weiner, M., Jiminez, M., Res. Service,
3rd Med. Div., Goldwater Memorial Hosp., Welfare Island, New York 17, N.Y. USA,
Amer. J. clin. Path. 26: 243 (1956).

The wide variations in sensitivity of different plasma specimen to the addition in vitro
of a standard amount of heparin and protamine have been confirmed. There is a positive corre-
lation between sensitivity to heparin and sensitivity to protamine. This is the reverse of what
one would expect if unaltered plasma had a naturally occurring balance between protamine-
like and heparinoid substances.

Intermittent Intravenous Therapy: Experience with a Simple Method for the Administration
of Heparin and Other Drugs in 269 Medical and Surgical Patients. Wessler, S., Rogers, W. R.,
Dept. Med. Havard Med. School, Boston, Mass., USA N. England J. Med. 255: 22 (1956).

r} Other Anticoagulants

Necrosing Cutaneons Hemorrbages as a Complication in Dicumarol Treatment. Jordal, R.,
Med. Dept., Frederiksborg Amts Centralsygehus, Hillered, Denmark, Acta med. scand. 154:
477 (1956).

After a report of the studies by Verhagen & Wicke on hemorrhagic cutaneous necroses
occuring under dicumarol treatment, the author describes 4 new cases of this complication
considered to be caused by the effect of dicumarol on capillaries. The treatment, which is
purely palliative is mentioned, and regarding surgical interference, caution is recommended.

Mesenteric Thrombosis and Embolism. Report of 47 Cases. Gordin, R., Laurent, L. E., Surg.
Dept., Maria Hosp., Helsingfors, Finland, Acta med. scand. 154: 267 (1956).

47 cases of mesenteric thrombosis and embolism treated at the Maria Hospital are described.
The diagnosis was verified during operation in 14 cases, at autopsy in 28. In 5 cases the
diagnosis was established based on the clinical features only, it was, therefore, uncertain in
these cases. In the group of the 42 verified cases, 3 patients survived. In these cases resection
of the intestine was performed, one patient was also given anticoagulants. In the unverified
group of 5, 3 patients who were given anticoagulants survived. If the extent of lesions permits,
the method of choice in the treatment of mesenteric thrombosis is resection of the injured
intestine. It is believed that after operation anticoagulants should be given in order to prevent
development of new emboli or extension of thrombosis and intestinal gangrene. Where resection
cannot be performed the condition is sometimes relieved by anticoagulant therapy alone.
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Zur Frage der Prophylaxe und Therapie mit gerinnungshemmenden Stoffen. Késer, H., Pathol.
Inst., Univ., Bern, Switzerland, Praxis 45: 531 (1956).

Based on 12 autopsies the author concludes that anticoagulant therapy can lead to mortal
incidences, In 5 cases fatal bleeding occurred inspite of comparatively low anticoagulant dosage.
Two hypersensitivity reactions were observed, one with acute bronchial asthma, the other with
anaphylactic shods. 5 patients died of massive pulmonary embolism with insufficient dosage

of anticoagulants.

Ubersicht iiber Klinik und Therapie der vendsen Thromboembolie. Stamm, H., Univ.-Frauen-
klinik, Basel, Switzerland, Praxis 45: 693 (1956).

The author presents a concise review of clinic and therapy of venous thromboembolism.
Acurate estimation of factors involved makes efficient prophylaxis possible. Anticoagulants
are the therapy of choice and only in cases of contraindications is conservative treavment
allowed, including immobilization for 3 weeks.

Uber die Therapie des akuten Myokardinfarktes mit Antikoagulantien. Hueber, E. F., Mayer, E.,
Tolk, R, 1. Med. Univ.-Klinik, Wien, Austria, Dtsch. med. Wschr. §1: 415 (1956).

342 cases of acute myocardial infarction were investigated. 122 were treated with anti-
coagulants (Dicumarol, Tromexan, or Marcoumar), 220 without. In the first group 5 (2 fatal)
thromboembolic complications, in the second 38 (14 fatal). Letality: 9 cases in the first and 72
in the second group. Complications in the treated group: 6 cases of slight hematuria. Based on
these results the authors treat all cases of fresh myocardial infarction with anticoagulants
disregarding severity of the case or prognosis, provided that no contraindications are present.

Gezielte Thromboseprophylaxe mit Venostasin, Kueblmayer, R., 11. Chir. Univ.-Klinik, Wien,
Austria, Med. Klinik 104 (1956).

Wirkung der Dicumarine anf den Fetus und auf das Neugeborene. Merz, W. R., Breitner, [,
Univ.-Frauenklinik, Basel, Switzerland, Geburtsh. und Frauenheilk. 76: 426 (1956).

The possibility of harmful effect of dicumarol on the foetus is still widely discussed. In
view of the practical importance of this problem dicumarol was administered to 10 pregnant
women in whom for various reasons interruption of pregnancy had become necessary. After
removal of the foetus organs were examined both micro- and macroscopically. Although the
results were not entirely conclusive, histologically manifest lesions of the organs were never
found. Experiments in animals showed that higher doses of dicumarol produced marked liver
damage in the foetus. The drug is excreted in the milk. Since mother and child may differ
in their sensitivity to the drug both should be kept under constant observation. The elimination
of the drug constitutes an additional load on the liver of the newborn. The use of dicumarol
can actually be dispensed with as a) it is not particularly effective in cases of severe throm-
bosis, and b) heparin is more effective and causes less damage.

Die Wirkung verschiedener Cumarine und idbnlicher Stoffe auf die Blutgerinnung und die
Kapillarpeyrmeabilitit. Deutsch, E., Giebisch, G., Miiller, A., Scheuba, G., Thaler, H., 1. Med.
Univ.-Klinik, Wien, Austria, Klin. Med. 17: 133 (1956).

Azione protettiva della vitamina E sulle lesioni da Marcoumar. Salvi, F., Mentasti, P., Scuola
Ostetrica di Vercelli, Italy, Acta vitaminol. 10: 1 (1956).

Based on the hypothesis put forward during previous studies, that vascular lesions caused
by dicumarol-like substances are due to a hyaluronidase-like effect of the anticoagulant, the
authors tesced the action of vitamin E in rabbits poisoned with marcoumar. From the resules
obtained it is concluded that in these animals alpha-tocopherol increases survival time, limits
the anticoagulant effect, blocks or reduces the hyaluronidase-like action of marcoumar on the
mesenchymal intracellular and intrafibillar substance, and excerts a hepato-protective action.

Phenylpropyl-Hydroxycoumarin as an Anticoagulant. Toohey, M., New End Hosp., London
N.W. 3, England, Brit. med. J. no. 4957, 9 (1956).

Phenylpropyl-hydroxycoumarin has been tried in 104 patients, mostly cases of coro-
nary thrombosis and phlebothrombosis. It is considered a most potent anticoagulant. The
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initial dose is about 24 mg, maintenance dose varies between 0.75 and 6 mg. Frequent pro-
thrombin estimations are necessary for control. The drug seems to be particularly free from
toxic effects and in this series the only adverse reactions were microscopic hematuria in 4 cases
and frank hematuria in one case. Vitamin Ki is a rapid and effective antidote. (Trade name:
Marcoumar).

Anticoagulant Therapy in Cardiac Infarction. Manson, D. I., Fullerton, H. W., Dept. Med.,
Aberdeen, Scotland, Brit. Med. J. no. 4957, 6 (1956).

Anticoagulant ‘therapy with ethyl-biscoumacetate greatly reduced the incidence of thrombo-
embolic complications and the mortality rate in a series of 102 cases of cardiac infarction.
Prolonged treatment with intramuscular heparin was without notable effect in 62 cases. In view
of the large number of deaths occurring early after an episode of cardiac infarction, large
doses of heparin should be given for at least 24 hours together with oral anticoagulants.

Anticoagulant Therapy in Idiopathic Occlusion of the Axillary Vein. Marks, ]., Dept. Pathol.,
Univ. Cambridge, England, Brit. med. J. no. 4957, 11 (1956).

12 cases of obstruction of the axillary vein treated with anticoagulants are described and
discussed in relation to 19 previously reported cases. The cases fall into 2 distinct groups: with
pain and without. The first probably consists of cases with primary thrombophlebitis and in
these cases anticoagulants produce rapid relief of pain and reduce the residual swelling. The
second group are not greatly benefited by anticoagulants, and are probably cases of extra-
vascular obstruction. Anticoagulant therapy with combined heparin and antiprothrombin
agents should be given early to achieve the best results, and, to prevent recurrence, should be
continued until the patients return to full activity.

Die Indikationsstellung zur Thromboseprophylaxe mit. Antikoagulantien. Makowsky, L.,
Kraft, E., Chir. Abtlg., Julius Spital, Wirzburg, Germany, Miinch. med. Wschr. 98: 48 (1956).

A report is given on experiences with prophylactic treatment of thrombosis based on a
yearly series of 5000 surgical patients. The systematic administration of anticoagulants is based
on the favorable influence of Thrombocid. Accurate indication, time of onset of prophylaxis
after operations, and initial dose of coumarin (Marcoumar) are most important factors in
avoiding hemorrhagic complications. Contra-indications are discussed. Coagulation tests allo-
wing accurate diagnosis of incipient thrombosis do not yet exist. The selection of patients,
therefore, lies with the physician in charge according to already known criteria.

Anticoagulants in Angina Pectoris. Bjerlov, H., Norr Milarstrand, Stockholm K, Sweden.
Nord. Med. 55: 293 (1956).

Long-term treatment with anticoagulants is now increasingly used in the management of
infarctions and should seriously be considered in many cases of angina pectoris. At the present
it is advisable to reserve this treatment for severe cases in which the hitherto current methods
do not afford relief, and for cases in which the patient’s symptoms and manner of living give
occasion to anticipate infarction and complications. The author considers a high primary pro-
thrombin index and a high blood cholesterol level a further indication for anticoagulant
treatment.

Klinische Erfabrungen mit dem Antikoagulans Sintrom (G 23 350). Obé, G., Urol. Univ.-Klinik,
Homburg/Saar, Ther. Gegenw. 95: 17 (1956).

103 patients were treated postoperatively (urologic operations) with Sintrom as prophylaxis
or therapy of thromboembolism. The author concludes that this preparation is very similar to
tromexan. However, the easy management of the drug, the very small daily dose and its
excellent compatibility represent significant advantages for clinical use.

Efferto di blocco dell’eparina sull’azione jaluronidasico-simile del marcumar. Salvi, F., Scuola
Ostetrica, Vercelli, Italy. Minerva med. 47: 276 (1956).

After preliminary study of the effect of intravenous heparin injections on the b101001ca1
phenomenon of the spot, and confirmation of the hyaluronidase-like effect of marcoumar, the
author studied rabbits under marcoumar plus intravenous heparin (10 mg/kg). It was noted
in all cases that while marcoumar increases the rate of intracutaneous diffusion of fluids,
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heparin reduces it in normal animals, and brings the area of spot to former extension in rabbits
with marcoumar intoxication. It is therefore concluded that, regarding this particular problem,
heparin has an antagonistic effect to marcoumar, blocking its hyaluronidase-like action, and
possibly preventing its toxic effects on the capillaries.

Sintrom in der Chirurgie. Hofmann, P., Chir. Abtlg., Stadtspital Waid, Ziirich, Switzerland,
Praxis 45: 81 (1956).

Prophylaxe der Phlebothrombose. Osten, W., Chir. Abtlg., Rudolf-Virchow-Krankenhaus, Berlin,
Germany. Arztl. Wschr. 11: 152 (1956).

Données nowvelles concernant laction anticoagulante dun sel de néodyme. Soulier, J. P,
Weilland, C., Centre Nat. de Transfusion Sanguine, Paris, France, Rev. Hemat. 11: 265 (1956).

The action of neodyme sulpho-isonicotinate on various coagulation factors has been studied
in human and rabbit blood. Neodyme interferes with proconvertin, eliminating all endogenous
thromboplastin formation, and to a lesser degree with prothrombin. All other coagulation
factors, including the complement, are uninfluenced by neodyme. Human blood is more sensi-
tive to its action than rabbit blood. The effect of this neodyme salt has been compared to
that of heparin and dicumarines. Inspite of some similarities a fundamental difference exists.

Mafnabmen gegen die Antikoagulantienblutung. Stamm, H., Hertig, H., Univ.-Frauenklinik,
Basel, Switzerland, Ther. Umschau 13: 147 (1956).

Anticoagulant therapy involves hemorrhages in 10 to 20%0 of the treated cases. The bleeding
is mostly caused by increased bleeding tendency of the patient or by difficulties concerning
dosage of the drug. The severity of these incidences can markedly be reduced or even abolished
by prophylactic or therapeutic measures. Prophylaxis consists in exclusion of patients from
therapy with increased bleeding tendency. Therapeutically hemorrhages may be influenced by
reduced dose of anticoagulant, or by administration of less dangerous dicumarines instead
of heparin, or by simultaneous administration of capillary-active P-factors, or even by admini-
stration of antidotes.

The Inbibition of DPNH Oxidase Activity of Heart Muscle Preparation by Dicumarol. Lowen-
thal, ]., Dept. Physiol. Univ. Saskatchewan, Saskatoon, Sask., Canada, Bull. Soc. Chim. Belg.
65: 124 (1956).

Dicumarol was found to inhibit DPNH oxidase activity of heart muscle preparation. The
inhibition depended both on the time of preincubation of the enzyme complex with dicumarol
and on the final concentration of dicumarol. Diaphorase, cytochrome ¢ reductase, and cyto-
chrome ¢ oxidase activity were not inhibited by dicumarol. The inhibition was not reversed
by calcium phosphate gel or vitamin Ks. Cytochrome ¢ protected the enzyme completely
against inactivation when added prior to dicumarol, and reversed the inhibition to a large
extent when added after preincubation with dicumarol.

Long-term Treatment with Dicumarol in Myocardial Infarction. Muri, J. W., Aker sykehus,
Med. Dept., Grefsen, Norway, Acta med. scand. 153: 363 (1956).

67 patients surviving myocardial infarction were treated with dicumarol for an average
of 1%3/4 years. 5 patients died under treatment, 2 from myocardial infarction. No serious
hemorrhagic complications were noted. Prothrombin determinations were carried out according
to Owren’s technic.

Un nonvel anticoagulant de synthése: la warfarine. Ravina, A., Presse méd. 64: 433 (1956).

Warfarin (3-Jo-phenyl-f-3-acetylethyl]-4 hydroxycoumarin) has been used during the last
2 years successfully by various American authors. This paper summarizes their results. War-
farin may be administered intravenously as well as orally with the same results. One single
dose appears to be sufficient for 3 to 6 days, therefore constantly stable hypoprothrombinemia
is easily obtained. It should not be lower than 10%. Small doses of vitamin Ki are effective
antidotes.

Thromboses et embolies post-opératoires. Leur traitement. Decker, P., Pettavel, J., Serv. univ.
Chirurgie, Lausanne, Switzerland, Rev. méd. Suisse rom. 76: 207 (1956).
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Untersuchungen iiber ein neues Kurzzeitcumarin, Sintrom. Beller, F. K., Frauenklinik, Akademie
f. Med. Forschung, Justus-Liebig-Hochschule, Gieflen, Germany. Arztl. Wschr. 11: 78 (1956).

The author reports results obtained with a new cumarin derivative of the ,short action®
type. Maximum effect is obtained in an average of 24 hours, normalization of Quick values
after discontinuation of the drug occurs after 36 hours. Clinical results were satisfactory.
Sintrom is in particular suitable for therapy of postoperative and postpartal thromboembolism
because of its short-acting properties. Danger for the suckling is considered highly improbable.

Thromboses et embolies en pratique médicale. Vuillenmier, P., ,La Source® Ecole Rom. d’Infir-
miéres, Lausanne, Switzerland, Rev. méd. Suisse rom. 76 230 (1956).

Le traitement des affections thrombo-emboligues obstétricales. Rossel, G., Serv., univ., d’Obsté-
trique et Gynécol,, Lausanne, Switzerland, Rev. méd. Suisse rom. 76: 242 (1956).

An Evaluation of Anticoagulant Therapy in Acute Myocardial Infarction. Gilchrist, 4. R.,
Tulloch, J. A., Dept. Cardiol., Royal Infirmary, Edinburgh, Scotland, Scott. med. J. 1: 1 (1956).

Le traitement anticoagulant ambulatoire avec la 3-(I'-phényl-propyl)-4-hydroxycoumarine.
Knobel, P., Policlinique méd., Univ., Lausanne, Switzerland, Praxis 45: 65 (1956).

Anticoagulant Treatment in Acute Coronary Occlusion with Special Reference to Indications.
Holten, C., Med. Univ. Clinic, Municipal Hosp., Aarhus, Denmark, Acta med. scand. 155:
15 (1956).

The mode of action of anticoagulants in acute coronary occlusion are reviewed. It is
suggested that a direct action on the occluding process in the coronaries takes place besides
the protective effect against thromboembolism. Anticoagulants should be introduced as soon
as the diagnosis has been ascertained. Heparin is used until dicumarol has produced therapeutic
»prothrombin® levels. Daily control of prothrombin levels is absolutely necessary. In 166 cases
of acute coronary occlusion treated with heparin and dicumarol, 5 episodes of slight hemor-
rhage occurred (= 3%0). In 4 cases thromboembolic complications appeared.

The Present Status of Anticoagulants. Rytand, D. A, Dept. Med., Stanford Univ., Med.
School, San Francisco, Calif., USA, J. chron. Dis. 3: 451 (1956).

Available data suggest that heparin is preferable to its substitutes in acute episodes, whereas
the coumarin and indandione derivatives are not only more convenient in chronic use but seem
to gain efficiency with time. Perhaps heparin rather than its substitutes should be used in acute
myocardial infarction, but this must be established by further study. Meanwhile, it would seem
reasonable to distinguish sharply between heparin and other preparations in both experimental
and clinical studies on the evaluation of anticoagulants.

A Comparison of Some Newer Anticoagulants. Brunton, L., Haemat. Service, Med. Dept.,
Royal Victoria Hosp., Montreal, Canada, Arch. Surg. 72: 153 (1956).

Clinical Experience with Phenilindanedione (Danilone) with Special Reference to Dosage.
Beamish,R. E., Carter, S. A., Dept. Med., Univ. of Manitoba, Winnipeg, Manitoba, Canada,
Canad. med. Ass. J. 73: 39 (1956).

A course of PID therapy was given 100 times to 89 patients. Initial doses 200 — 600 mg.
Average maintenance dose 135 mg. The elderly and patients with congestive heart failure
required smaller initial and maintenance doses of the drug. Hemorrhagic complications were
rare, not dangerous and easily controlled by small doses of Ki. Larger doses of PID were
required than those often recommended in the literature.

An Evaluation of a New Anticoagulant, Acenocoumarin. (Sintrom). Weiner, M., Jiminez, M.,
Katzka, I, Research Div., 3rd N. Y. Univ. Med. Div., Goldwater Memorial Hosp., New York,
N. Y., USA, Circulation 13: 400 (1956).

Sintrom is compared with other hypoprothrombinemic agents in the same human subjects.
Comparing doses which result in the same peak prothrombin time, both speed of onset and
duration of effect are found to be a function of the rate of biotransformation. Rapid bio-
transformation results in fast onset and short duration of action and vice versa. Sintrom is
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intermediate between the slow, long-acting compounds (Dicumarol, Warfarin, Coumopyrin)
and the fast, short-acting Tromexan. Only 16 to 32 mg dose of Sintrom rapidly results in a
desirable hypoprothrombinemia which is maintained by a single daily dose of 2 to 10 mg.

Treatment of Thromboembolism. Olwin, J. H., Dept. Surg., Presbyterian Hosp., Chicago, Ilf.,
USA, J. Amer. Med. Ass. 160: 1101 (1956).

Rest and elevation of the part in the patient with thrombophlebitis are still the most
important factors in the treatment of this condition. The relief of vasospasm by heat and
sympathetic ganglion block are valuable aids in the therapy. Antibiotics are recommended
when fever is present. Anticoagulants are an important addition to therapy and will in most
instances limit the clotting process and prevent embolism. Ligation of veins should be done
only when anticoagulants are contraindicated. Constrictive stockings are important in control-
ling edema in the postphlebitic period and must be worn as long as perceptible swelling
persists. Continuous longterm anticoagulant therapy is a safe procedure and will mostly prevent
the recurrence of thrombophlebitis and embolism.

Management of Anticoagulant Therapy by a Simple ,Prothrombin® Test. Manchester, B.,
Minneapolis, Minn., USA, Postgraduate Med. 19: 311 (1956).

The test described is made on whole capillary blood. The total clotting time for capillary
blood is 15 to 18 seconds (deviation 2.5 secs.). The level during therapy is maintained at
twice the normal (36 to 40 secs.). The results indicate that this blood prothrombin test is a
practical bedside-, office-, or hospiral procedure. It has eliminated the need for hospitalization
of patients under anticoagulant therapy, and has made therapy available at home, in the office,
and in communities where trained technical personnel or special equipment are unavailable.

The Prevention of Thromboembolic Complications in Myocardial Infarction by Anticoagulant
Therapy. A Clinical-Pathologic Study. Glueck, H. I., Ryder, H. W., Wasserman, P., May Inst.
Med. Research, Cincinnati, O., USA, Circulation 73: 884 (1956).

Autopsy records of 151 patients dying of acute myocardial infarction, in a large private
hospital, were reviewed. Half of the patients received anticoagulant therapy. Hemorrhage was
not a significant cause of death in dicumarol-treated patients. Embolic complications, often
undiagnosed clinically, were of common occurrence. Adequate anticoagulant therapy effec-
tively reduced, not only the total number of emboli, but also the number of serious or fatal
emboli. In this role anticoagulants serve a useful purpose in the treatment of myocardial
infarction.

Survival Rates after Acute Myocardial Infarction with Long-Term Anticoagulant Therapy.
Keyes, ]. W., Drake, E. H., Smith, F. J., Dept. Int. Med., Henry Ford Hosp., Detroit, Mich,,
USA, Circulation 14: 254 (1956).

Evidence is set forth to show the value of continuous long-term anticoagulant therapy by
comparison with a control group of patients who have also had multiple coronary occlusions
or single infarcts, followed by severe angina pectoris or episodes of coronary failure. Statistical
life-estimate determinations are included. Bleeding complications are encountered less frequently
with improved methods of management and are considered a justifiable risk in view of the
serious consequences of the natural progress of the disease. After a program of long-term
anticoagulant treatment has been instituted, cessation of therapy may be hazardous.

The Effect of Dicumarol on Certain Factors of Blood Coagulation. Shanberge, J. N., Dept.
Path., Veterans Adm. Hosp., West Roxbury, Mass., USA, J. Labor. and clin. Med. 48:
218 (1956).

The effect of dicumarol on various coagulation factors was studied in 9 patients receiving
the drug. The observations indicate that dicumarol does not induce a true hypoprothrombin-
emia. The production of an altered or abnormal prothrombin by dicumarol is suggested as an
explanation for the prolonged Quidk prothrombin time.

Mitral Commissurotomy Performed During Anticoagulant Prophylaxis with Dicumarol. Storm,
O., Hansen, A. T., Rigshospitalet, Med. Dept. B. Univ.,, Copenhagen, Denmark, Circulation
12: 981 (1956).
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Ower-all Coagulability in Patients Reveiving Dicumarol Therapy With Empbasis on Myo-
cardial Infarction. Rosenthal, R. L., Dept. Med., Beth Israel Hosp., New York, N. Y., USA,
J. Lab. clin. Med. 47: 611 (1956).

Coagulation studies were performed on 21 patients receiving dicumarol. From the ratio
of the heparin clotting time (HCT) to the one-stage prothrombin time (PT), an index of
over-all coagulability was obtained. Studies on patients with acute myocardial infarction
revealed hypercoagulability fluctuating with hypocoagulability, superimposed upon the dicu-
marol effects. Hemorrhagic manifestations seemed more closely related to over-all coagulabi-
lity than to the prothrombin time alone. The significance of over-all coagulability in the con-
trol of anticoagulant therapy is discussed, particularly in relation to myocardial infarction.
These studies suggested that the PT alone maybe inadequate as the basis of a therapeutic
range and in the control of dicumarol therapy.

The Reduction of Autoprothrombin II Activity with Dicumarol. Jobnson, S. A., Seegers W. H.,
Dept. Physiol., Wayne Univ. Med. Coll., Detroit, Mich., USA, Circulation Res. 4: 182 (1956).

It is generally considered that the administration of dicumarol is followed by a decrease
in prothrombin concentration, and it has been suggested that another plasma factor may also
decrease. The authors have found that there are 2 derivatives of prothrombin called auto-
prothrombin and autoprothrombin II. In this paper data are presented which show that the
concentration of autoprothrombin IT can be reduced practically to zero with dicumarol without
observing a bleeding tendency. The decrease in concentration coincides with a decrease in
prothrombin concentration but is more rapid.

Studies on Distribution of Dicumarol. Grenn, [. P., Sondergaard, E., Dam, H., Dept. Biochem.
and Nutrition, Polytechnic Inst, Copenhagen, Denmark, Proc. Soc. exper. Biol. and Med.
92: 449 (1956).

Vit. K1 given intravenously in massive doses to dicumarol-treated rats and chicks did not
influence the concentration of dicumarol in whole liver, the subcellular fractions of liver, or
whole blood, while the usual dicumarol-induced hypoprothrombinemia was prevented. The
tissue distribution of dicumarol in the chick is similar to that in the rat.

Effect of Bishydroxycoumarin (Dicumarol) on Clotting Time of Whole Blood. Mayer, G. A.,
Conell, W. F., Dept. Med., Queen’s Univ., Kingston, Ont., Canada, J. Amer. Med. Ass. 161:
806 (1956).

The development of significant clotting time prolongation is measurably slower than the
development of an adequate effect on Quick’s test at the beginning of dicumarol therapy. The
same clotting time levels may be maintained in various patients with markedly different pro-
thrombin times. No close correlation was found between clotting time and Quick test results.
No thromboembolic complication or hemorrhagic accident occurred when the clotting time
was within therapeutic range (40 patients).

The Effects of Dicumarol on the Transvascular Exchange of T-1824-Labeled Protein in Rabbits.
Nelson, T. E., Castronova, E., Hyman, C., Dept. Physiol,, Med. School, Univ. S. California,
Los Angeles, Calif., USA, Circulation Res. 4: 308 (1956).

Agranulocytosis and Scarlatiniform Eruption due to. Phenindione. Pastor, B. H., Tetreault,
A. F., Med. Serv., Veterans Administration Hosp., Philadelphia, USA., J. Amer. Med. Ass.
161: 873 (1956).

Agranulocytosis is an infrequent but serious complication of anticoagulant therapy with
phenindione. Despite the availability of steroid therapy, agranulocytosis may be fatal unless
promptly recognized and treated. A diffuse scarlatiniform eruption was also present in the
case described.

Thromboembolic Complications Following So-Called ,Good Risk“ Cases of Myocardial Infarc-
tion.Francisco, A. de, Wright, I. S., Dept. Med., Cornell Univ. Med. Coll. New York, N. Y.,
USA, Circulation 13: 692 (1956).

Thromboembolic complications frequently occur following myocardial infarction. Following
the general acceptance of anticoagulant therapy there have been some authors who have
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recommended that this therapy be withheld from ,mild cases” unless they develop thrombo-
embolic complications. The authors believe that this is not justified unless there are contra-
indications for anticoagulants, provided that proper facilities are available. Summaries of
experience with 14 so-called ,good risk® cases of myocardial infarction who developed a toral
of 18 certain and 4 probable thromboembolic complications are presented. Complications are
discussed in detail.

Effect of Anticoagulant Therapy on Bone Repair. Stinchfield, F. R., Sandaran, B., Samilson, R.,
Boston, Mass., USA, J. Bone and Joint Surg. 38: 270 (1956)

Current Indications for the Use of Anticoagulant Drugs in Cerebrovascular Discase. Siekert,
R. G., Millikan, C. H., Shick, R. M., Section of Neurology, Mayo Clinic, Rochester, Minn.,
USA, Circulation 73: 725 (1956).

The current indications for the use of anticoagulants in cerebrovascular disease include:
Intermittent insufficiency of the basilar artery system. Intermittent insufficiency of the internal
carotid system. Thrombosis within the basilar artery system. Recurrent cerebral emboli asso-
ciated with a likely cardiac source, and possibly, recurrent cerebral thromboses.

Further Observations on Use of Warfarin Sodium in Anticoagulant Therapy. Clatanoff, D, V.,
Meyer, O. O., Dept. Med., Univ. Wisconsin Med. School, Madison, Wisc., USA, Arch. int.
Med. 97+ 753 (1956).

An interrupted schedule of administering maintainance doses of warfarin sodium every
3rd or 4th day appears not to be satisfactory. Administration of the drug guided by the day’s
prothrombin determination would seem to be the best method, and, if a pattern is established
the prothrombin determinations can safely be reduced in frequency. Individual dosage require-
ments vary widely, but for the majority, after an initial dose of 75 mg, daily or every-other-
day doses of 12.5 mg will be satisfactory.

s} Thrombosis

Uber die Terramycinbebandlung der Thromboembolien, Horanyi, M., Ferko, S., Budapest,
Hungary, Wien. med. Wschr. no. 7, 152 (1956).

In 7 patients with severe septic thrombosis and thromboembolism the author obtained
highly satisfactory antibiotic effect as well as favorable influence on the thromboembolic pro-
cess by oral administration of daily 1—2 g of terramycin for about 10 days. No effect of
terramycin on the various coagulation factors could be established, the author nevertheless
assumes some kind of anticoagulant activity of terramycin.

Beitrag zum Problem: Blutgerinnung und Thrombose. Gross, R., Med. Univ.-Klinik, Marburg/
Lahn, Arztl. Wschr. 77: 555 (1956).

The author reports a case of spontaneous venous thrombosis in the leg in a man of 52.
Further studies of this patient and his 2 brothers revealed increased activity of prothrombin,
factor VII and factor V. Thrombelastographic diagrams yielded normal results. Diagnostic and
therapeutic view points are discussed.

Trombosis portal aguda aséptica curada. Vilar, Bonet, J» Valls Serra, J., Clin. Méd., Univ.,
Barcelona, Spain, Med. Clin. (Barcelona) 26: 30 (1956).

Bebandlung von Thrombophlebitiden der oberflichlichen Beinvenen mit Butazolidin. Hartert, I,
Univ.-Fravenklinik, Heidelberg, Germany, Medizinische 460 (1956)

La circulation collatérale dans les thromboses carotidiennes. Erude artériographique. Lafon, R
Montpellier, France, J. Radiol. d’Electrologie 37: 12 (1956).

3]

La trombosi arteriosa e venosa quale manifestazione clinica precoce di cancro viscerale (Sintoma
di Troussean). Pievagnoli, E., Ist. Patol. Med. Spec. Med,, Univ. Bologna, Italy, G. Clin.
med. 37: 187 (1956).

Zur Behandlung der akuten oberflichlichen Thrombophlebitis. Ellerbroek, U., Heilanstalt fir
Beinleidende, Hamburg, Germany, Medizinische 428 (1956).
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Thrombose der rechten Arteria swbclavia bei Halsgrippe. Jacob, W., Prellwitz, W., 11, Med.
Klinik, Med. Akademie, Diisseldorf, Germany, Arztl. Wschr. 11: 375 (1956).

Krampfadern und tiefe chronische Beinvenenthrombosen. Sigg, K., Frauenspital, Basel, Switzer-
land, Miinch. med. Wschr. 98: 260 (1956).

The author thinks that varicose veins are more easily removed and with longer lasting
success by means of obliterating injections than by operation. Treatment of deep venous throm-
bosis by administration of Butazolidin is considered more efficient than anticoagulant therapy.

Die Kompressionstherapie bei Thrombosen und wvarikisen Erkrankungen. Sigg, K., Frauen-
spital, Basel, Switzerland, Praxis 45: 242 (1956).

Thrombosis of Internal Carotid Artery in Childhood After Iniuries in Region of Soft Palate.
Braudo, M., Royal Hosp. Sick Children, Edinburgh, Scotland, Brit. med, J.no. 4968, 165 (1956).
Three case reports.

Akute thrombophlebitische Nekrose der Bauchbaut. Kudr, ], Chir. Abtlg.,, Krankenhaus,
Rychnov n/Knez, CSR., Zbl. Chir. 81: 137 1956).
Case report.

Treatment of Coronary Thrombosis. Leading Article. Lancet 270: 559 (1956).

Das postpartale Thrombose- und Eklampsiesyndrom. Hegetschweiler, W. O., Path. Inst,
[ niv., Ziirich, Switzerland, Schweiz. med. Wschr. 86: 137 (1956).

Covonary Thrombosis and Air Travel. Whittingham, H., Practitioner 176: 179 (1956).

Portal Vein Thrombosis. Hunt, A. H., St. Batholomew’s Hosp., London, England, Med. illustr.
10: 89 (1956).

Un traitement simple et sowvent efficace de la thrombose hémorroidaire. Arnous, J., Scha-
piro, R., Paris, France, Presse méd. 64: 1232 (1956).

Thrombotic Microaneiopathia. Histological Diagnosis During Life. Symmers, W. §. C., Charing
Cross Hosp. Med. School, London Univ., London, Encland, Lancer 270: 592 (1956).

The possible value of biopsy in the diagnosis of thrombotic microangiopathy is discussed.
Riopsy should be considered as soon as the diagnosis is suspected, so that time may be rained
for investigation of the disease and of possible lines of treatment. Combined rib, muscle, and
skin biopsy may prove to be the method of choice. 3 cases are described in which the dia=nostic
histological changes of thrombotic microangiopathy were found in surgical specimens before
the clinical syndrome developed.

Thrombosis of the Basilar Artery with Softenings in the Cerebellum and Brain Stem Due to
Manipulation of the Neck. Ford, F. R., Clark, D., Baltimore Md., USA, Bull. Johns Hopkins
Hosp. 98: 37 (1956).

Thromboembolic Disease in Obstetrics and Gynecology. Burns, W. T., Dept. Obst. and Gynecol.,
The Temple Univ. Med. School, Harrisburg, Pa., USA. Amer. J. Obst. and Gynecol.
71: 260 (1956).

Venous Thrombosis and Obscure Visceral Carcinoma. Perlow, §., Daniels, J. L., Dept. Surg.,
Michael Reese Hosp., Chicago, Tll, USA, Arch. int. Med. 97: 184 (1956).

Unilateral Renal Vein Thrombosis. Traggis, D. G., Ellison, M. M., Lawrence a. Memorail
Assoc. Hosp., New London, Conn., USA, J. Pediatr. 48: 229 (1956).

Significance of Idiopathic Venous Thrombosis and Hidden Cancer. Anlvan, W. G., Shingleton,
W. W., DeLaughter, G, D., Dept. Surg., Duke Univ. Med. School, Durham. N.C,, J. Amer.
Med. Ass. 161: 964 (1956).

In a group of 301 cases of acute or subacute venous thrombosis, 44 occurred in patients
with cancer and only 5 of these were before operation. During this period 792 patients with
carcinoma of pancreas, stomach, or bronchus were seen. Idiopathic venous thrombosis occurred
in 23 patients who had been followed for 6 months to 5 years without developing evidence
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of carcinoma. Contrary to the impression suggested in the literature the authors’ experience
would indicate that there is no significant association between idiopathic venous thrombosis
and hidden cancer.

Thrombophlebitis: A Possible Clue to Cryptic Malignant Lesions. Woolling, K. R., Shick, R. M.,
Mayo Foundation, Mayo Clinic, Rochester, Minn., USA, Proc. Staff Meeting 31: 227 (1956).

In 15 cases of unsuspected malignant disease thrombophlebitis was the principal symptom
leading the patient to seek medical aid. Greater suspicion of cancer in cases of apparently
spontancous thrombophlebitis among patients more than 40 years old may stimulate earlier
intensive investigation and diagnosis which may lead to more successful treatment in these
cases. The mechanism of increased tendency toward thrombosis in this syndrome is unknown.
The thrombosis, characteristically, is relatively refractory to anticoagulant therapy.

Thrombelastographische Untersuchungen bei isolierten Storungen der Vor- und 1. Phase der
Gerinnung., Beller, F., Koch, F., Mammen, E., Frauenklinik, Med. Akademie, Justus-Liebig-
Hochschule, Gieflen, Germany, Blut 2: 112 (1956).

Thrombelastographic (TEG) studies of disorders of the pre- and the first coagulation phase
lead to the following results: Disorders of the prephase (hemophilia) show increased reaction
time and thrombus formation time. A differentiation of hemophilia A, B, and C is not possible
with this method. Disturbance of the first phase, i.e. decreased factor V or VII are not sei-
zable with TEG. Combined coagulation disorders in new-borns are not revealed by TEG. And
neither are decreases of prothrombin, factor VII and X produced by anticoagulants. Bleeding
tendency in hemorrhagic diathesis is also not detectable by TEG. The authors come to the
conclusion that quantitative determination of single factors, as well as differentiation of
hemophilias by thromboplastin generation tests are methods much superior to TEG for studying
problems of pre-and first phase.

Thrombelastographic Observations on the Characteristics of Hemophilic, Thrombocytopenic
and Heparinized Blood. Nicola, P. de, Mazzetti, G. M., Dept. Int. Med. Univ., Pavia, Italy,
Blood 11: 71 (1956).

Thrombelastographic determinations were made in cases of AHG-, PTC-, and PTA-defi-
ciencies, in thrombocytopenias and in normal plasmas after the addition of heparin and
heparin-like substances. The components of the thrombelastogram (TEG) were correlated with
respect to the reaction time (r), the rate of clot formation (k), and the maximal amplitude
(ma). Hemophilic syndromes showed prolonged r and k, thrombocytopenias prolonged k and
descreased ma. The behaviour of heparinized blood was characterized by a hemophilia-like
prolongation of r and k and a thrombocytopenia-like decrease of ma, with variations depen-
ding on the compound used. The correlation between r, k, and ma are suggested to be used
for evaluation of TEG.

Verdnderungen im Thrombelastogramm durch ein fernwirksames Blutstillungsprinzip, Kopp, A.,
Univ.-Frauenklinik, Wiirzburg, Germany, Geburtsh. und Frauenheilk, 16: 155 (1956).

The author studied the effect of intravenous administration of sodium-a-naphthylamine-4-
sulfonate on thrombelastographic results in 60 normal individuals. 174 tests showed that one
single dose of 20 cem of ,Intra-Tuffon® results in a decrease of the reaction time 4 — § hours
after the injection. The rate of thrombus formation also is increased by the drug. No throm-
botic incidence occurred during this study. The effect of cumarin drugs could not be normali-
zed by Intra-Tuffon. Based on the results obtained the author comes to the conclusion that
Intra-Tuffon is a valuable hemostatic principle.
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