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ERYTHROCYTES

REFRACTORY ANEMIA WITH ABNORMAL IRON ME-

TABOLISM. ITS REMISSION AFTER RESECTION OF

HYPERPLASTIC MEDIASTINAL LYMPH NODES.

S. L. Lee, F. Rosner, I. Rivero, F. Feldman and

A. Hurwitz. From Maimonides Hospital, Brook-

lyn, N. Y. New Eng. J. Med. 272:761, 1965.

A fascinating and carefully studied case of re-

fractory, microcytic, hypochromic anemia with

increased iron stores, fever, splenomegaly and

hone-marrow plasmocytosis in an 8-year-old boy

who had, in addition, mediastinal lymphade-
nopathy which seemed to be responsible for his

anemia, since all signs and symptoms disappeared
after surgical removal of the nodes. The authors

speculated that clones of antibody-producing cells

were lodged in mediastinal lymph nodes, pre-
sumably by fetal inoculation with lymphocytes
from the mother. Attempts to demonstrate reac-

tivity between maternal tissue and patient’s cells

and serum were unsuccessful. Chromosome stud-
ies and skin transplantation were not performed.

-A. J. E.

SLDEROACHRESTIC ANEMIA IN THE COURSE OF

CmsoNlc Usn�MM. G. Danieli, G. P. Masetti, F.
Sangiorgi and L. Penaabeni. From the Univer-

sity, Bologna, Italy. G. Clin. Med. 45:855-861,

1964.

In 12 patients with nephrosclerosis and chronic

uremia, a severe hypochromic, normomicrocytic

anemia with erythroblastic hyperplasia, slow mat-

uration, hypersideremia and bone marrow hyper-

siderosis, absence of reticulocytosis and signs of
increased hemolysis, increased erythrocyte free

protoporphyrin ( in 9 cases ) , normal excretion of

coproporphyrin, and minimal Inodificatlon of un-

nary excretion of other porphyrin precursors were

observed. A reduced utilization of iron was pos-
tulated and the diagnosis of sideroachrestic ane-
niia was suggested-P. d. N.

DISTRIBUTION OF CYTOCHROME C AND MYOGLOBIN

IN RATS WITH DIETARY IRON DEFICIENCY. P. R.

Daliman and H. C. Schwartz. From Stanford

Medical Center, Palo Alto, Calif. Pediatrics 35:

677-686, 1965.

Significant decreases in skeletal muscle myo-

globin, cytochrome c concentration and oxygen

uptake, using succinate as the substrate, were

demonstrated in rats with severe nutritional iron

deficiency. Low cytochrome c levels in diaphragm

and kidney were also noted. Brain and heart cyto-

chrome c were minimally reduced, as was the
myoglobmn content of heart and diaphragm.

-J. B. S.

ERYTH.ROPOIETIN AND MoDwIc�nzoNs OF Hr.�io-
CLOBIN SYNTHESIS AND OF ERYTHROCYTE
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MORPHOLOGY ( STUDIES IN RATS TREATED WITH

PLASMA FRACTIONS OF POLYCYTHEMIC SUB-

JECTS). C. Scandellani, G. Grismondi and G.

Cecovini. From the University, Padova, Italy.

Acts Isotop. (Padova). 4:153-172, 1964.

Fractions were prepared from 8 cases of poly-

cythemia, from a subject with secondary polyglob-

ulinemia ( silicosis ) and from a normal subject, ac-
cording to Linman and Bethell with some modifi-

cations. An increase in erythrocytes and reticulo-

cytes and of Fe59 incorporation as compared with

controls, a decrease in mean diameter, mean
corpuscular surface, mean corpuscular volume and

mean corpuscular hemoglobin content in newly

formed erythrocytes, and an increase in mean

corpuscular thickness and spheroidicity index ac-

cording to Cazal were found after injection of

fractions from polycythemic patients, but not with

fractions from the other subjects-P. d. N.

SOME CHARACTERISTICS OF ACID HEMOLYSIS

( HAM TEST ) OF ERYTHROCYTES TREATED WITH

PROTEOLYTIC ENZYMES. S. Cortesi, G. Perona,

G. Ghiotto and G. De Sandre. From the Uni-

versity, Padova, Italy. Acta Med. Patav. 24:

38-45, 1964.

Acid hemolysis was studied by using trypsin,

papain and bromeline treated erythrocytes. Anal-

ogies between acid hemolysis of artificially altered

enythrocytes and hemolysis of erythrocytes in
paroxysmal nocturnal hemoglobinunia were dem-

onstrated.-P. d. N.

PATHOGENESIS OF OssEous LESIONS IN THALAS-

SEMIA. C. Chorenlis, D. Liakakos, C. Tseghi

and C. Moschovakis. From Athens University,

Athens, Greece. J. Pediat. 66:962-963, 1965.

Serum citric acid levels were significantly lower

in thalassemic children than in their healthy peers,

as was the 24-hour urinary excretion. Low normal

levels of serum calcium, phosphorous and alkaline

phosphatase were noted. The authors concluded

that the osteoporosis of thalassemia is due not to

bone marrow hyperplasia, but to an abnormality

in the metabolism of ossification.-J. B. S.

A NEW HAEMOGLOBIN IN A THAI FAMILY. A CASE

OF HAEMOGLOBIN SrnmAj-$ THALASSAEMIA. S.

Tuchinda, D. Beale and H. Lehrnann. From

Cambridge University, Cambridge, England.

Brit. Med. J. 1:1583-1585, 1965.

A Thai family is described in which the father

carries the trait for a new hemoglobin ( hemo-

globin Siniraj ) and the mother has fl-thalassemia

minor. One of their children has hemoglobin Sir-

iraj-$ thalassemia. The red cells containing the ab-

normal hemoglobin do not sickle. It is a $-chain
variant in which lysine has replaced a glutamic

acid residue at position 7.-P. B.

CHEMOPROPHYLAXIS OF HOMOZYGOUS SICKLERS

WITH ANTIMALARIALS AND LONG-ACTING PENI-

CILLIN. M. A. Warley, P. J. S. Hamilton, P. D.

Marsden, R. E. Brown, J. C. MerselLs and N.
Wilks. From Makerere University College Medi-
cal School, Kampala, Uganda. Brit. Med. J. 2:
86-88, 1965.

Infections in patients with sickle-cell disease
appear to predispose to sickling crises. Protection

against infection might, therefore, confer clinical

benefit. Because the commonest early infections

in Uganda, where the study was carried out, are

malaria and respiratory infections, the prophylactic

value of chioroquine and a long-acting penicillin

was assessed. Patients under 6 years old, followed

for 10 months or more and who were treated, had

a significantly lower rate of dactylitis and higher

average hemoglobin values than patients in a

control placebo group. The authors recommend

that children with sickle-cell anemia in malanious

zones should he treated with chemoprophylactic

doses of chloroquine.-P. B.

NORMAL RESPONSE OF SICKLE CELL ANEMIA PA-

TIENTS TO IMMUNIZATION WITH SALMONELLA

VACCINES. J. B. Robbias and H. A. Pearson.

From The University of Florida College of

Medicine, Gainesville, Fla. J. Pediat. 66:877-

882, 1965.

Patients with sickle cell hemoglobinopsthies
demonstrated a normal pattern and extent of im-
munoglobin response to Salmonella vaccines. These

patients also had normal isohemagglutinmn and

antidiphthenia toxin antibody titers-f. B. S.

IMMUNOCHEMICAL INVESTIGATION OF THE CATA-

LASE IN ACATALASIC RED Cm�Ls. A. Micheli and

H. Aebi. From l’Universit#{233}, Lausanne, Switzer-

land. Rev. Franc. Etud. Clin. Biol. 10:431-433,

1965.

An extract, enriched in catalase, was obtained

by gel-filtration on Sephadex G-100 of normal

and acatalasic hemolysate. Catalase, with a mo-

kcular weight of about 220,000 appeared in a

peak separate from hemoglobin. Catalase was

concentrated by dialysis against polyethyleneglycol
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to yield a final product enriched 15-fold in catalase,

as measured by enzymatic activity. Immunochem-

ical detection of catalase was done by double dif-

fusion and was compared with the pattern given

by a normal hemolysate. By comparing the pre-

cipitin lines, it was found that the acatalasic

hemolysate had about 75 to 150 times less cata-

lase than the normal. The catalase of the acatalasic

subject appeared to be immunochemically nor-
mal.-G. M.

PYRUVATE KINASE DEFICIENCY HEREDITARY NON-

SPREROCYTIC HEMOLYTIC ANEMIA. REPORT OF

Two CASES IN A JAPANESE F�n.Y AND RE-
VIEW OF LITERATURE. S. Miwa and M. Nagata.

From Toranomon Hospital, Tokyo, Japan. Acta

Haemat. Jap. 28: 1-13, 1965.

Two cases were presented in which the hemoly-

tic process was mild. The degree of enzyme defi-

ciency was not very extreme and the results of

autohemolysis studies were those of Type I
(Selwyn and Dacie). Red cell ATP content was

decreased and 2,3-diphosphoglycerate content

was markedly increased. The rates of red cell

glucose utilization and lactate formation were de-

creased in both. These patients and the 47 hitherto

reported cases were reviewed and the clinical pie-

ture was summarized.-K. F.

NEONATAL HYPERBILIRUBINEMIA ASSOCIATED WITH

DEFICIENCY OF ERYTHROCYTE GLUc0SE-6-PHos-

PHATE DEHYDROCENASE Acrivrrv. G. Russo and
V. Console. From the University, Palermo, Italy.

Pediatria (Napoli). 73:217-229, 1965.

Sixteen cases were observed in 240 instances of

severe jaundice in newborn males ( approximately

6.67 per cent ) . In 6 cases, maternal isoimmuniza-
tion was ruled out.-P. d. N.

4 Tss� DIFFERENCES BETWEEN INTRACELLULAR AND

EXTRACELLULAR HYDROGEN ION CoNc�-ra�-
TIONS OF ADULT AND FE�r�si. BLOOD. F. C. Bat-

taglia, A. E. Heltegers and A. E. Seeds, Jr.

Froln The Johns Hopkins Hospital, Baltimore,

Md. J. Pediat. 66:743-746, 1965.

The intra- and extracellular hydrogen ion con-

centrations of umbilical cord blood were 82.8
I � � and 52.9 ± 5.9 nanoequivalents per liter

with a difference of 30.0 ± 6.3 nanoequiv. per

liter. This difference was identical to that previous-

ly reported for red cells from adults. Maternal

and fetal bloods. exposed to varying pCO2
tensions, had similar intracellular hydrogen ion

concentrations.-J. B. S.

KERNICTERUS IN SMALL PREMATURE INFANTS. L.
Stern and R. L. Denton. From Montreal Chil-

dren’s Hospital, Montreal, Quebec, Canada.

Pediatrics. 35:483-485, 1965.

Respiratory distress with consequent respiratory

acidosis again was shown to be an important
factor in producing neonatal hyperbilirubinemia,

particularly in small prematures. Six infants with

elevated pCO2 levels were described in whom

kernicterus appeared, followed by death within 12

hours of the onset of symptoms. In four infants,

the peak biirubin was below 19 mg. per cent.

-1. B. S.

HEMOSTASIS

FREQUENCY OF PULMONARY THROMBOEMBOLISM

IN MAN. D. G. Freiman, J. Suyemoto and S.

Wessler. From Beth Israel Hospital, Boston,

Mass. New Eng. J. Med. 272:1278, 1965.

Careful examination of the pulmonary arteries

in a series of 61 consecutive adult autopsies rea-

sonably representative of the total autopsy popula-

tion at the hospital revealed the presence of old

or recent thromboemboli in 64 per cent. This fig-

ure was considerably higher than the incidence

usually recorded and its magnitude was in large

part due to the inclusion of organized and orga-

nizing traces usually overlooked, unless extreme

care is taken and the index of suspicion is high.
During a study in dogs of the fate of experimental-

ly induced autologous peripheral venous thrombi

released to the pulmonary circulation, the authors

noted that some of the residue observed weeks
or months after the embolic episode was identi-

fiable only as traces of organized thrombi. The
inclusion of such lesions was responsible for the

high percentage of thromboemboli found. Prey-

iously reported experimental observations dem-

onstrating the effectiveness of thrombolysis in dis-

posing of emboli in the lung suggested that the

reported figure may represent a minimum value.

Many of these episodes appeared to be multiple

and of little clinical significance, attesting to the

efficiency of the disposal mechanisms, but even

more severe episodes frequently were unrecognized

during life.-R. G.

HEPARIN OSTEOPOROSIS. C. G. Griffith, G. Nichols

Jr., J. D. Asher and B. Flanagan. From Uni-

versity of Southern California School of Mcdi-

cine, Los Angeles, Calif. J. A. M. A. 193:85,

1965.
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Studies of 1 17 patients on long-term sodium

heparin therapy disclosed cumulative evidence of

a relationship between prolonged use of large

amounts of hepanin and osteoporosis. No symp-

toms of osteoporosis developed in 107 patients

who received 10,000 units of concentrated sodium

hepanin once daily or less for 1 to 15 years. Of

10 patients treated with larger doses ( 15,000 to

30,000 units ) for 6 months or longer, spontaneous

fractures of vertebrae or ribs developed in six,

osteoporosis was present, and biopsies disclosed

soft bony matrix. Parathyroid function studies in

one patient were normal. Serum calcium, phos-

phorus and alkaline and acid phosphatase values

remained within normal limits on a low calcium,

low phosphorus diet. Urinary excretion of calcium

tended to be low, while total hydroxyproline cxcre-

tion was normal. Studies of rats on sufficient hep-

arm therapy to triple clotting times for 10 (lays

indicated that collagenolytic activity of rat bone-

cell homogenate increased two to four fold and

the stability of the lysosome-like bodies in cells

which contain collagenase appeared to be de-

creased. The authors postulated that hyperhepanin

states, whether spontaneous or man-induced, may

take their place in the category of lysosomal dis-

ease.-R. G.

MULTIPLE FRACTURES ASSOCIATED WITH LONG-

TERM SoDIur�I HEPARIN THERAPY. M. D. Jaffe

and P. W. Willis, III. From General and Mercey

Hospitals, Bay City, Mich. J. A. M. A. 193: 158,

1965.

An active 41-year-old man with angina pectoris

developed slight generalized osteoporosis and

multiple spontaneous fractures ( left and right

7th and 8th ribs and compression fractures of the

6th, 8th, and 10th vertebral bodies) while re-

ceiving daily subcutaneous injections of 20,000
units of sodium hepanin over a 13-month period.

Following cessation of heparin therapy, no new

fracture developed in 6 months and he experienced
no new episodes of pain. Good callus formation

oecurred.-R. G.

ANTICOAGULANT-INDUCED HEMOPERICARDIUM WITH

TAMPONADE. ITS OCCURRENCE IN THE ABSENCE

OF MYOCARDIAL INFARCTION OR PERICARDITIS.

S. C. Fell, I. L. Rubin, C. D. Enselberg and

E. S. Hurwitt. From Montefiore Hospital, New

York. New Eng. J. Med. 272:670, 1965.

Two eases were reported. In one patient, the

prothrombin time was markedly prolonged, but

in the other it was in the so-called therapeutic

range. The onset of circulatory collapse in a

formerly stable patient treated with anticoagu-

lants should suggest the diagnosis, despite the ab-

sence of the classical clinical signs of penicardial

tamponade. Pericardiocentesis is the most reliable

diagnostic procedure and it usually affords ade-

quate therapy as well.-R. G.

THROMBOELASTOGRAPHIC EVALUATION OF BLOOD

COAGULATION IN LIVER CImsH0SIS. C. Nava.

From the University, Modena, Italy. G. Clin.

Med. 45:845-854, 1964.

In 84 cases of liver cirrhosis, prolongation of

k-values and reduction in the maximal amplitude
represented the most significant and frequent

findings. The author considered these modifica-

tions to be the consequence of alterations in the

thrombin-fibninogen reaction-P. d. N.

PATHOGENESIS OF INFLAMMATION. II. IN VIvo

OBSERVATIONS OF TIlE INFLAMMATORY EFFECT

OF ACTIVATED HAGEMAN FACTOR AND BRADY-

KININ. R. C. Graham, R. H. Ebert, 0. D. Rat-

neff and J. M. Moses. From Western Reserve

University, Cleveland, Ohio. J. Exp. Med. 121:

807, 1965.

Activated Hageman factor, when injected into

the rabbit ear chamber, produces a delayed and

prolonged inflammatory response, characterized

by prominent sticking and emigration of leuko-

cytes. In contrast, preformed bradykinin evokes an

immediate and more transient response in which

leukocyte emigration occurs less frequently. It is

concluded that either Hageman factor produces

its inflammatory effects by mechanisms other than

kinin release or bradykinin released endogenously

has effects quite different from those resulting

from a single injection of the exogenous material.

-R.G.

HEMORRHAGIC SYNDROME DUE TO AN INHIBITOR

OF ANTIHEMOPHILIC GLOBULIN APPEARING

AFTER PREGNANCY. L. Fiorina. From the Uni-

versity, Tonino, Italy. Acta Med. Patav. Suppi.

23:203-224, 1963.

Case report of a 31-year-old woman who, one
month after the second pregnancy, developed �

severe manifestations and who had a complete,

spontaneous remission after 2 years. No therapy

was effective during the acute phase. The inhibit-

ing effect could be demonstrated in a dilution of

1 : 100 with specific inhibition of antihemophilic

globulin and, possibly, of some factors of the
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prothrombin complex. The anticoagulant was not

adsorbed by barium sulfate, was present in serum,

was not neutralized by protamine sulfate or
toluidine blue, was thermostable and could be

kept unaltered at low temperatures-P. d. N.

SEPARATION OF FACTOR VIII ( ANTIHAEMOPHILIC

FACTOR ) ACTIVITY FROM FIBRINOGEN BY MEANS

OF A SNAKE VENOM. C. R. Rizza, K. E. Chan

and Al. P. Henderson. From Queen’s College,

Dundee, Scotland. Nature ( London). 207:90-
91, 1965.

Incubation of citrated normal human plasma

with 1-2 �g./nil. of Malayan pit-viper venom re-

sulted in apparently complete conversion of plas-
ma fibrinogen to fibnin without loss of Factor

� VIII activity. This observation offers a method
for the preparation of fibrinogen-free Factor VIII

preparations.-P. B.

CLINICAL TRIAL OF EPSIL0N-AMIN0CAPROIC ACID

IN SEVERE HAEMOPHILIA. A. M. Gordon, G. P.

McNicol, A. H. C. Dubber, G. A. McDonald

and A. S. Douglas. From Glasgow Royal In-

firmary, Glasgow, Scotland. Brit. Med. J. 2:

1632-1635, 1965.

A controlled clinical trial with orally adminis-
tered EACA was carried out on 10 severe hemo-

philiacs. There was appreciable reduction in

spontaneous bleeding episodes during EACA
therapy. None of the patients showed a rise in

�F actor VIII, nor were any significant changes ob-
served in plasminogen and fibninogen levels. The

results were considered to warrant further large-

scale clinical study of EACA in hemophilia.-P. B.

CLINICAL APPLICATION OF EACA TITRATION

METHOD FOR THE ASSAY OF THE PLASMIN Sys-

4 TEM. A. Kubnoya, I. Umezawa, A. Hongo and

� M. Fujimaki. From Koseichuo Hospital, Tokyo,
Japan. Jap. J. Clin. Hemat. 6: 142, 1965.

By the use of EACA titration, SK-activated

plasminogen in the plasma and euglobulin frac-

lion was measured. Plasminogen activity was ex-

Pressed as per cent EACA versus activated plas-
mm. Antiplasmin was calculated from the differ-

enl�e between plasmin activities in the plasma and
the euglobulin fraction. Half the patients with

acute hepatitis were hyperplasminemic. Cases with

chronic hepatitis and liver cirrhosis had decreased

EACA titration values for plasma plasmin ac-

tivity, in contrast with elevated plasmin values in

the euglobulin fraction. This finding reflected the

increase of antiplasmin in these diseases. In some
cases with nephnitis, there was hypoantiplasmin-

emia. In cases with arteriosclerosis, there was no

hyperplasminemia, except with cerebral hemor-

rhage.-K. F.

E-AMINOCAPROIC Acm ( E.A.C.A. ) AND Fmamro-

LYSIS IN VIPER-BITE DEFIBRINATION. H. A. Reid.

From the Liverpool School of Tropical Medi-
cine, Liverpool, England. Lancet 2:5-7, 1965.

Patients with systemic poisoning from Malayan

pit-viper bites develop incoagulable blood which

is associated with increased fibrinolytic activity.

Treatment with specific antivenom promptly abol-

ishes both the coagulation defect and the increased

lytic activity. EACA treatment depresses fibrinoly-

sis, but does not rectify the coagulation defect. It

was, therefore, concluded that increased fibrinoly-

tic activity is not the predominant cause of the

“defibrination” syndrome following this type of
snake bite. No harmful effects follow EACA

therapy. Malayan pit-viper venom has a highly

specific direct action on fibninogen which prevents

its conversion to fibnin. The other clotting factors

and platelets are unaffected by venom and this

distinguishes snake-bite “defibrination” from

other defibninating syndromes. Despite incoagul-

able blood, hemorrhage is conspicuously absent
in most patients with the snake bite syndrome and

the condition resembles congenital afibninogenelnia.

The author suggests that the fibninogen-fibrin re-

action by itself may play little part in the normal

control of spontaneous or minor hemorrhage.-

P. B.

ACQUIRED FIBRINOGEN DEFICIENCY ASSOCIATED

WITH ACUTE MONOBLASTIC LETJKAEMIA: THE

FIBRINOLYTIC ACTIVITY OF MONOBLASTS. A. Cat-

tan, L. Schwarzenberg, J. L. Amiel, M.

Schneider, I. R. Schlumberger and G. Mathe.

From Institut Gustave Roussy, Villejuif, Seine,
France. Rev. Franc Etud. Clin. Biol. 10:617,
1965.

Two observations of acute monoblastic leukemia

were reported. The first was accompanied by a

hemorrhagic syndrome and extreme hypofibrino-

genemia, symptoms which appeared when the

number of monoblasts in the blood exceeded

100,000 per cu. mm. The syndrome became more

severe with an increase in the number of cells and
even more acute when the cells were rapidly re-

moved by therapy. Epsilon-amino-caproic acid did

not arrest the fall in fibninogen, even when 1

Gm./Kg. was given. Hypofibrinogenemia was cor-
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rected by injection of fibrinogen ( fraction l.A.,
National Blood Transfusion Center) and by the

Kunitz inhibitor. The second patient did not have

fibrinogen deficiency, but hemorrhagic symptoms

appeared each time there was a brisk fall in the

number of circulating monoblasts without relation

to the platelet count. These observations suggested

that there was a relationship between the hemor-

rhagic syndrome, the monoblast count and the
rapidity of destruction of these cells. Leukocytes

were concentrated by sedimentation, either with

or without dextran. The cells were washed and

tested in fibrin plaques, either warmed or not
warmed. Isolated monoblasts formed 85-90 per

cent of the leukocytes and were tested intact,

after treatment with saponin or after rupture by
freezing and thawing three tunes. An activity
resembling that of a plasminogen activator was

demonstrated. Ruptured monoblasts had a direct

fibrinolytic activity. These properties resembled

those of granulocytes and promyelocytes. It was

not possible to demonstrate such activity in

lymphoblasts obtained from a patient with acute

lymphoblastic leukemia. Lymphoblasts differ from

monoblasts in their almost complete absence of

cytoplasmic granules which are considered to con-

tam large quantities of hydrolytic enzymes. A

study is now in progress to examine the role of

the fibninolytic activity which has been observed

and to determine its relationship to the normal

fibrinolytic syStem in the plasma.-G. M.

CONGENITAL DEFICIENCY OF FIBRIN-STABILISING

FACTOR. A REPORT OF THREE UNRELATED

CASES. M. S. Losowsky, R. Hall and W. Goldie.

From The General Infirmary, Leeds, England.

Lancet 2:156-158, 1965.

The authors report the first cases in Great

Britain of congenital deficiency of fibnin-stabilizing

factor ( FSF ) . In each case, recalcified plasma-
clots were soluble in 5 M urea. The half-life of

FSF appeared to be about 7 days. The clinically
normal parents of two of the patients showed

minor degrees of FSF deficiency-P. B.

VON WILLEBRANDT’S DISEASE. USE OF A PLATELET-

ADHESIVENESS TrsT IN DIAGNOSIS AND FAMILY

INVESTIGATION. H. S. Strauss and G. E. Bloom.

From Children’s Hospital Medical Center, Bos-

ton, Mass. New Eng. J. Med. 273: 171, 1965.

Von Willebrandt’s disease has been character-

ized by a prolonged bleeding time, reduced plasma

level of Factor VIII, reduced in vivo platelet ad-
hesiveness and an autosomal mode of inheritance

with variable expressivity. An in vitro test for

platelet adhesiveness (modification of the Salz-

man technic ) was performed on 14 affected

propositi and 219 members of their families. Bleed-

ing times and Factor VIII levels were also de-

termined. In 6 families, occurrence of the disease

was familial and in 8 it was sporadic. Fifty-one

had reduced Factor VIII levels. Bleeding phe-

nomena depended largely on the degree of Factor
VIII deficiency. Although the bleeding time was

often normal and Factor VIII levels fluctuated

and were occasionally normal, platelet adhesive-

ness was reduced consistently in the affected pa-

tients. Forty-four individuals with normal Factor

VIII levels exhibited reduced platelet adhesiveness

as the only abnormality. These individuals had
no bleeding tendency and were considered “car-
riers.” Patients with hemophilia A and B or with

congenital deficiencies of Factors V-VIII, VII, XI,
and fibrinogen had normal platelet adhesiveness.

Severe anemia and renal disease have been found

to be associated with reduced platelet adhesive-
ness. Reduction of platelet adhesiveness was diag-

nostic of Von Willebrandt’s disease only when

associated with reduced plasma levels of Factor

VIII, with or without prolonged bleeding times.
The test reliably differentiates Von Willebrandt’s
disease from classic hemophilia in cases of Factor

VIII deficiency associated with normal bleeding

times, and in which the family history does not

establish the pattern of inhenitance.-R. G.

STUDIES ON TmoMBoPoIEsIs. II. ASSAY OF HUMAN

PLASMA THROMBOPOIETIC ACTIVITY. I. Schul-

man, C. F. Abildgaard, J.-A. Cornet, 1. V.

Simone, and Z. Currimbhoy. From the Univer-

sity of Illinois College of Medicine, Chicago,

Ill. J. Pediat. 66:604-612, 1965.

Significant thrombopoietic effects on rats giveii

daily intraperitoneal injections of filtrates prepared

from acidified, boiled fresh human plasma were

demonstrated. Both the dose and the number of

injections influenced the eventual platelet response

which was maximal 3 days after the last of 3 or

5 doses and which persisted for 6 days. The

platelet response was significantly greater in

splenectomized rats. Filtrates prepared from

plasma of a child with congenital thrombopeniat

were ineffective in this test system, while filtrates

from children with acute or chronic ITP were at

least as effective as those prepared from healthy

donors. Fresh normal human plasma in a dose of

30 mI/Kg. induced a permanent remission in 7

of 13 children with acute ITP. The administration
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of fresh plasma, either by vein or by mouth,

induced rises in platelet count to normal levels

in the child with congenital thrombopenia; this

response has remained consistent over a 10-year

period. Although heat stable, human thrombo-

poietin was storage labile, particularly at or above
4 C. Lyophilization may preserve activity. Human

thrombopoietin appears to be an acidic glycopro-

tein similar to, but probably not identical with,

erythropoietin.-J. B. S.

UPTAKE OF ADENOSINE AND OF ADENOSINE DI-

PHOSPHATE BY HUMAN BLOOD PLATELETS. G. V.
R. Born. From the Royal College of Surgeons,

London. Nature (London) 206:1121-1122,

1965.

ADP aggregates mammalian platelets and

adenosine inhibits this effect. Earlier work had
shown that the inhibitory effectiveness of adeno-

sine increased with the length of time between

its addition and the subsequent addition of ADP.

This observation can be explained by assuming

that the complex formed by an inhibitor and its

receptor has a low dissociation constant and it

suggests ( 1 ) that it should be possible to demon-
strate the uptake by platelets of adenosine with a

time-course similar to that of the increasing inhi-

bition and ( 2) that the uptake of ADP should

be small and reaches equilibrium rapidly. These
predictions are supported by the experimental re-

sults reported. Human platelets take up both ADP
and adenosine with the expected difference.-

P. B.

PLATELET AGGREGATION BY PHOSPHOLIPIDS AND

FREE FAi-FY Acms. 1. W. Kerr, R. Pirrie, I.

MacAulay and B. Bronte-Stewart. From the
Western Infirmary. Glasgow, Scotland. Lancet

1:1296-1299, 1965.

Sodium salts of free fatty acids were dissolved

in lecithin which alone did not affect platelets.
Palmitate, myristate and, particularly, stearate
produced platelet aggregation; the degree of

aggregation appeared related to the number of
C-atoms in the chain. Linolenate and linoleate

did not aggregate platelets. Phosphatidic acid,

1phosphatidyl senine and phosphatidyl ethanol-

amine caused reversible aggregation. Sphyngo-

myelin and lysolecithin produced irreversible ag-

gregation. The platelet-aggregation induced by

saturated fatty acids was inhibited by both leci-

thin and linolenate. The observations suggested

a possible link between thrombosis and the lipid

metabolic disorder in ischemic heart disease.

Thromboses may be determined by the type of

fatty acid with which the platelet comes into

contact. It is not known how the effect of differ-

ent phospholipids depends on the nature of their

constituent fatty acids.-P. B.

LEUKOCYTES

WHO’S Aim�m OF DEA�m ON A LEUKEMIA WAiw?

J. Vernick and M. Karon. From the National
Cancer Institute, Bethesda, Md. Amer. J. Dis.

Child. 109:393-397, 1965.

Older children and adolescents seemed to fare
better when informed that they had leukemia as
soon as the diagnosis was confirmed. Secretive

behavior on the part of parents and physicians

increased, rather than allayed, anxiety. The

authors pointed out that the leukemic patient

eventually learns of the diagnosis and is left

without adequate psychologic support when

everyone in his environment denies what he knows

or suspects to be true.-J. B. S.

HISTOSTATISTICAL STUDIES ON LEUKEMIC INFIL-

TRATION OF THE HUMAN LUNG. H. Terashita.
From Osaka University Medical School, Osaka,

Japan. Acta Haemat. Jap. 28:69-84, 1965.

The author investigated regional differences
in leukeinic infiltration of pulmonary tissue, i.e.,

pulmonary pleura, bronchial adventitia and pul-

monary lymphoid tissue, to determine the infiltra-

tive pathway of leukemic cells. The material con-

sisted of 34 autopsies of various leukemias and
related diseases. ( 1 ) In the mediatinal area of
the pulmonary pleura, the density of infiltration

decreased gradually from the hilum and pulino-

nary ligament toward the periphery. ( 2) The

marginal regions of the overhanging pleura at

the sites of right S3. middle lobe and lower lobes

were likely to show dense leukemic infiltration. (3)
Regional differences between central bronchial

adventitia ( 3rd to 5th bronchus) and peripheral

ones ( 6th to 8th bronchus) were statistically in-

significant. ( 4) Leukemic infiltration of the
bronchial lymph nodes started at the perivascular

areas and leukemic cells invaded them from their
peripheral zones towards the centers. ( 5 ) A
statistically significant correlation in the degree of
leukemic infiltration of the hilar lymph nodes

and bronchial lymph nodules was shown by x2-
test only in CML and reticulosarcoma.-K. F.
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A 48-year-old woman was admitted with symp-

toms and signs of hepatic cirrhosis. The white

Tas EFFECT OF LARGE INTRAVENOUS Dosr.s OF

METHOTREXATE ON URINARY FORMIMINOGLU-

TAMIC Acm EXCRETION. G. Acevedo and A.

M. Mauer. From The Children’s Hospital, Cm-

cinnati. 0. J. Pediat. 66:753-757, 1965.

Following intravenous injection of methotrexate
into leukeinic children in doses of 3 mg/Kg.,

urinary FIGLU excretion increased rapidly,

usually to levels of over 50 mg. per 8 hours.

Maximal levels were usually seen on the third
day and, by the 10th day after injection, urinary

FIGLU returned to the pretreatment level. In a

patient who did not achieve significant remission,

no rise in FIGLU excretion was observed. In a

few patients on oral methotrexate, urinary FIGLU
levels did not exceed 20 mg. per 8 hours-I. B. S.

THE TERATOGENIC EFFECT OF VINCALEUKOBLAS-

TINE IN THE PREGNANT RAT. S. Q. Cohlan and
D. Kitay. From New York University Medical

Center, New York. J. Pediat. 66:541-544, 1965.

Intrapenitoneal administration of VLB to preg-

nant Wistar rats from the 7th to the 12th day of

pregnancy in a dose of 0.25 mg/Kg. produced a

40 per cent mortality and a 9 per cent incidence

of gross malformation among the surviving off-

spring. These effects were not reversed by the
simultaneous administration of glutamic acid.

Four hours after administration of 1 mg. i.v. to

the mother there was a 6-fold increase in the
number of mitotic figures in all preparations de-

nived from the fetus-I. B. S.

TERATOGENIC EFFECTS OF AZATHROPRINE ( h�i�-

RAN). 1. H. Githens, 1. G. Rosenkrantz and S.

M. Tunnock. From the University of Colorado
School of Medicine, Denver, Col. J. Pediat. 66:
959-961, 1965.

Increased fetal resorption, intrauterine death,
runting and skeletal anomalies were seen in the

offspring of Swiss-Webster mice given intraperi-

toneal injections of Imuran between the 3rd and

1 lth day after conception.-J. B. S.

FAMILIAL LYMPHOPENIA WITH AGAMMAGLOBU-

LINAEMIA. AN ATTEMPT AT TREATMENT BY

IMPLANTATION OF Fom�i. THYMUS. W. H. Hit-
zig, H. E. M. Kay and H. Cottier. From the
University of Zurich, Switzerland. Lancet 2:

151-154, 1965.

The “Swiss-type” of agammaglobulmnemia is re-

ported in two sisters whose parents are first cous-

ins. The disease is characterized by an inevitably

fatal course, severe lymphopenia, severe hypo-

plasma of the whole lymphoreticular system,

especially of the thymus, absence of all three

immunoglobuhns and a recessive autosomal mode

of transmission. Because the thymus appears to

be essential for the normal development of im-

mune competence and because the disease is in-

variably fatal, thymus tissue was transplanted into

the patients. A transient rise in the lymphocytes

followed, but both children later died of pulmo-
nary infections.-P. B.

THYMIDINE DEGRADATION BY ALTERED LYMPHO-

CYTES. 1. D. Milton, E. H. Cooper and 0. Halle-

Pannenko. From Saint Mary’s Hospital, Lon-

don. Rev. Franc. Etud. Clin. Biol. 10:419-422,
1965.

Human leukocytes contain an enzyme system
which degrades thymidine to thymine and dihy-

drothymine, breakdown products which are not

used by the cells for DNA synthesis. In normal

peripheral blood, these enzymes are considerably

more active in polymorphonuclear leukocytes than

in lymphocytes. Phytohemagglutinmn (PHA)

stimulates human leukocytes to transform into

large dividing blast cells. An investigation of the

changes in this enzyme system which occur in

lymphocytes when they are induced to change

from the resting to the activated state by incuba-

tion with PHA is described. The change in metab-

olism of lymphocytes is associated with a consider-

able increase in the rate of degradation of thymi-
dine. Unlike normal cells, the degradation by

PHA-stimulated cells proceeds very slowly be-

tween thymine and dihydrothymine, which would

indicate a disproportional increase in thymidine

phosphorylase activity. There is no direct relation

between the activity of thymidine degrading

enzymes and the number of cells synthesizing

DNA. A failure to be aware of the degradation of

thymidine-H3 in experiments in which PHA-stim-’

ulated cells are labeled over a long period with

a single dose of the isotope can lead to errors

in the interpretation of kinetics and chromosome

labeling patterns.-G. M.

A CASE OF MARKED NUCLEAR ANOMALY IN

NEUTROPHILS. Y. Sato, K. Honma, A. Dazai,
K. Takeda, S. Toshima, S. Masuyama, hf.

Sanpei, I. Takahashi, K. Ito, R. Kodama and

H. Watari. From Fukushima Medical College,

Fukushima, Japan. Acta Haemat. Jap. 28:97-

108, 1965.
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blood cell count was 10,000-30,000 with muta-

myelocytes and rare promyelocytes and myelo-

cytes. It was noteworthy that 80 per cent of

neutrophil leukocytes had a nuclear anomaly in

peripheral blood; 50 per cent in bone marrow.

Drumstick-shaped projections were seen and the

nuclear anomaly consisted of abnormal irregular

enlargement of the segmented nucleus, thin mem-

branous protrusions from part of the nucleus,

connection of two segmented nuclei with a thin

nuclear substance and variation of the nuclei. On

electron microscopic study, almost all of these

cells revealed more rapid maturation of the

nucleus than of the cytoplasm. Myelocytes, meta-

myelocytes and mature neutrophil leukocytes had

abnormal protrusions of the nuclear membrane,

although of lesser degree in bone marrow. This

protruded portion was covered by two folds, inner

and outer nuclear membranes, between which was

a uniform layer of nuclear substance of high elec-

tron density and containing cytoplasmic elements,

vesicles, mitochondnia and specific granules. On

occasion, one or several parts of the protruded

portion had small bilateral bulgings in which the
nuclear substance was found to be uniformly dis-

persed, along with some vesicles. The chromosomes

of neutrophils, both in peripheral blood and bone

marrow, did not reveal any abnormality. More-

over, in her family, no other instances of nuclear

anomaly were detected.-K. F.

NUCLEAR PROJECTIONS OF NEUTROPHILS IN TIlE

13-15 TRISOMY SYNDROME. R. N. Fine, M. Y.

F. Woo Wang and C. W. Heath, Jr. From the
Boston University Medical Center, Boston, Mass.

Pediatrics. 35:712-714, 1965.

Normal neonates and an infant with 13-15

trisomy demonstrated nuclear projections in num-

bers which did not differ significantly. Thus, the

presence of these projections does not appear to

be a valuable test for 13-15 trisomy.-J. B. S.

EXPERIMENTAL STUDIES ON THE LIFE SPAN OF

THE NEUTROPHIL. DETERMINATION OF THE

LIFE SPAN OF THE NEUTROPHIL BY SERIAL IN-

JECTIONS OF COLCHICINE. K. Chiba. From the

University of Tokyo, Toyko, Japan. Acta

Haemat. Jap. 28:30-37, 1965.

Rabbits were injected intravenously with 1

mg/Kg. of Colcemid every 4 hours for 72 hours.
Following the initial injection, the neutrophil

counts started to increase within 4 hours and

reached a steady state by 8 hours. This level was

maintained until 24 hours. Thereafter, it fell off

in an exponential curve and practically disap-

peared at around 52 hours. A single intravenous

injection of antileukocyte antibody at the be-

ginning of the descending phase caused a rapid

disappearance of the neutrophils in 15 minutes,

eliminating the possibility of influx of neutrophils

either from the bone marrow or extravascular

space. In an experiment with leukocyte transfu-

Sion, Colcemid per se did not seem to influence

neutrophil survival. Thus, a half disappearance

time of peripheral neutrophils of 8.9 ± 2.4 hours

was obtained by analyzing the exponential curve.

Cytokinetics of the neutrophil in the intravascu-

lar phase were discussed from the results in ex-

peniments where rabbits were treated with tur-

pentine, splenectomy or epinephrine in addition

to Colcemid or with ACTH. This life span of the

neutrophil should be understood as survival in

the intravascular phase under the administration

Of Colcemid, rather than in the normal condition.

-K. F.

EFFECT OF DEFICIENCY OF DIFFERENT AMINO-

Acms ON E0sIN0PH1L PRODUCTION AND Dis-
TRIBUTION IN BLOOD AND GAsmo-h�rEsTINAI.

MUCOSA. ROLE OF ADRENAL CORTEX IN DE-

PRIVATION EOSINOPENIA. A. Aschkenasy. From

H#{244}pital de Ia Piti#{233},Paris, France. Rev. Franc.

Etud. Clin. Biol. 10:299, 1965.

Young male rats ( 97) were divided into 13

groups, subjected for 25 days to the followiRg

diets: ( 1 ) 18 per cent casein; ( 2) a complete

mixture of 19 amino-acids; ( 3 ) no protein or

amino-acids; ( 4 ) 13 diets with 17 per cent in-

complete amino-acid mixtures. While diets de-

pnived of lysmne or sulfur amino-acids were devoid

of noxious effects on eosinophils, the majority

of incomplete amino-acid diets induced eosino-

penia which was sometimes even more pro-

nounced than after complete nitrogen depriva-

tion. Deprivation of valine provoked a maturation

arrest of marrow eosinophils and an almost

complete disappearance of these cells from the

blood and gastrointestinal mucosa. After depriva-

tion of histidine, eosinopenia was much less

pronounced than with valine or isoleucine-defici-

ent diets. All these diets induced relative hyper-

trophy of adrenals and involution of the thymus;

both effects were maximal in rats deprived of

isoleucine or valine. Young male rats ( 34 ) were
divided into two groups and received either a

diet with 18 per cent casein or no protein for 21

days. In each group, certain animals were

adrenalectomized and received amounts of salt

and cortisone just sufficient to permit survival.
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Blood eosinopenia and thymus atrophy induced

by protein deprivation were exactly the same in

intact and in adrenalectomized rats maintained

on constant hormonal intake. In casein-fed con-
trols, eosinophil levels and thymus weights re-

mained unchanged in both groups.
Thus, both reduction of eosinophil levels and

thymus atrophy of protein deprived rats appeared

to depend, at least in part, on an abnormal semi-

tivity of these cells and this organ to the catabolic

action of endogenous glucocorticoids.-G. M.

FACIAL HEMATOSARCOMA OF CmumN IN Ai�mc.&

( Buiixn-r’s DISEASE). R. Camain and D. Lam-

bert. From Institut Pasteur. Dakar. R#{233}publique

du S#{233}n#{233}gal.Rev. Franc. Etud. Clin. Biol. 10:

587, 1965.

A review of lymphoreticular tumors in 942

biopsy and necropsy samples from West and

Central French-speaking Africa indicated the
peculiar incidence of facial hematosarcomas during

childhood. More than 400 Burkitt facial tumors,

clinically detected by otorhinolaryngologists,

ophthalmologists and stomatologists, have been

published in Africa. In a survey (1950-1962),

bone localization of tumors affected children and

adults in 43 and 14 per cent, respectively. The

patients were 82 boys and 47 girls under 15,

most between 4 and 8. This disorder rarely af-

fected adults, was observed in all Negro-African

races without any tribal predilection in tropical

Africa and affected White African races, such as

Maures and Targui. Reported facial lymphoreticu-

lar tumors include 33 similar cases in France, 30

in New Guinea and rare cases on the Asiatic and

American continents. In tropical Africa, the facial

site was the best known and it could remain the

only symptom during the entire course. This

localization, however, was also associated with
other long bone tumors, abdominal nodules, retro-

peritoneal masses and paraplegia. Clinical mam-

festations were pleomorphic. Postmortem studies

revealed other sites : ovaries, thyroid, adrenals,
peritoneum and digestive tract, kidneys and heart.

The integrity of the lungs, the absence of adeno-

pathy and the abnormal peripheral blood were
elements of some value for a clinical diagnosis.

Bone marrow was sometimes invaded. Spontaneous

evolution lasted from several weeks to a few

months. In most cases, therapy was of no value,

for death occurred within a few weeks. In ex-

ceptional cases, radiotherapy and chemotherapy

allowed a remission of 2 years. Histologic patterns

were uniform: a round cell sarcoma with undiffer-
entiated tumor cells, although cytologic variations

may be seen. Present research in histochemistry,

electron microscopy, immunoelectrophoresis and

tissue culture were reviewed. A viral etiology
was suggested and serologic studies directed to-

ward the arbovirus were detailed.-G. M.

MISCELLANEOUS

GENETIC STUDIES OF BLOOD GR0uP-Assocwrnn

V�uuATIoNs IN A HUMAN SERUM ALKALINE

PHOSPHATASE. D. C. Shreffler. From University’

of Michigan, Ann Arbor, Mich. Amer. J. Hum.

Genet. 17:71-86, 1965.

Variation in a specific serum alkaline phospha-

tase component, detected by starch gel electro-

phoresis, is genetically controlled. Expression is

masked or inhibited in individuals of blood group

A and in nonsecretors of ABH blood group sub-

stances. The nonsecretor effect is apparently not

directly related to the Lewis blood group system.

No association with other blood group or serum

protein group systems or with sex has been de-

tected. Among group B and 0 secretors, in which

phosphatase expression is not inhibited, a signifi-

cant age effect has been defined. The mean level

of the specific phosphatase in adults is approxi-

mately 50 per cent higher than that in children

below the age of 16. Twin studies and family

studies of this variation strongly indicate that it

is genetically controlled.-H. H. F.

THE EFFECT OF HEMOGLOBIN ON THE HAPTO-

GLOBIN-ANTI-HAPTOGLOBIN REACTION. L. Korn-

gold. From The Hospital for Special Surgery,

New York. Immunochemistry 2: 103-106, 1965.

Using antisera against haptoglobins 2-2, 2-1,

and 1-1, it was found that hemoglobin blocked

several antigenic determinants of the native hapto-

globins. Many of the specific antigenic determi-

nants of Hp2-2. however, remained free, so that _
the anti-Hp2-2 sera could still distinguish the

Hp2-2 hemoglobin complex from Hpl-1. One mole

of hemoglobin was necessary to block the ,

maximum number of antigenic determinants of

one mole of Hpl-1.-H. H. F.
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