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White, James G.: The Chediak Higashi Syndrome: Cytoplasmic Sequestration in
Circulating Leukocytes. First submitted Jan. 6, 1966; accepted for publication
Aug. 1, 1966.

In the course of investigations into the nature of the giant granulation

anomaly of leukocytes from patients with the Chediak Higashi syndrome, an

unusual process was observed in white cells from three patients with the

disease. Small, normal-sized, lysosomal granules present in abundance in

C. H. leukocytes were observed in concentric arrangements around areas

of cytoplasm. Apparent union of the small granules resulted in development

of “doughnut-shaped” channels of fused granular material. Serial sections

have indicated that the organdIes formed in this manner are complete spheres

or discs. Cytoplasmic constituents enclosed by the double-walled vacuoles

were frequently observed in various stages of destruction. Ultrastructural

cytochemical staining for acid phosphatase defined the presence of this

lysosomal enzyme in the matrix between the unit membranes of the double-

walled vacuoles, and associated with fragments of enclosed cytoplasm under-

going digestion. Sequestration and destruction of areas of C. Fl. cell cytoplasm

within membrane-bound vacuoles is strikingly similar to the process of

autophagy reported in other tissues. The possible relationship of the process

of cytoplasmic sequestration to the giant lysosomes which characterize the

leukocytes of patients with the C. H. syndrome is discussed.

Margaretten. W., Csavossy, I., and McKay, D. C. : An electron microscopic study
of thrombin-induced disseminated intravascular coagulation. First submitted
Jan. 17, 1966; accepted for publication Aug. 2, 1966.

Fibrin thrombi due to slow intravascular coagulation appear simultane-

ously ill rat kidney, liver, lung and spleen, although the kidney is the

only organ to show fibrin by light microscopy. The strands of fibrin are

frequently associated with aggregation and viscous metamorphosis of

platelets, particularly in the lungs. Some fibrin is eliminated by the

reticuloendothelial system and through damaged glomeruli, but the major

mechanism of removal is intravascular dissolution. Ischemic changes

secondary to thrombosis are more prominent in glomerular capillaries than

in other tissues. The morphologic observations are discussed in relation to

“preparation” for the generalized Shwartzman reaction.

Weed, R. I., and Bowdler, A. J. : The Influence of Hemoglobin Concentration on
the Distribution Pattern of the Volumes of Human Erythrocytes. First sub-
mitted May 5, 1966; accepted for publication Aug. 2, 1966.

1. Studies of the volume distributions of normal human, canine, and chicken

erythrocytes through the use of a Model B Coulter electronic particle counter

and plotter of 400 channel analyzer have confirmed that the instrument

provides a true reflection of cell volume, independent of the conductivity
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of the medium, independent of the shape of the erythrocyte, independent

of the buffers, and of the anticoagulants employed.

2. The non-Gaussian distribution pattern of normal human cells has been

confirmed, but no evidence has been found for a distinct bimodal distri-

bution pattern in cells which have been freshly collected, pipetted, and

examined.

3. Swelling of human erythrocytes in 0.5 per cent NaC1 alters the volume

distributi ‘n pattern to that of a normal distribution and the distribution

pattern of hemoglobin-free ghosts in 1 per cent NaCl is more nearly symmetric

than that � )f normal intact red cells in 1 per cent NaCI.

4. The Gaussian distribution of erythrocyte volumes in 0.5 per cent NaC1

suggests a normal distribution pattern for both the critical volume and

ionic content of red cells.

5. The asymmetry of red cell volume distribution at the tonicity of plasma

appears related to higher intracellular osmotic activity in the smaller cells,

based on the anomalous osmotic coefficient of hemoglobin. It is suggested,

therefore, that skewing of the curve is related to asymmetry of the dis-

tribution pattern at the lower end of the volume spectrum, rather than

the upper end.

Wollheim, F. A., Williams, R. C., Jr., and Polesky, H. F.: Studies on the Macro-
globulins of Human Serum. III. Quantitative Aspects Related to Cold Agglutinins.
First submitted April 20, 1966; accepted for publication Aug. 2, 1966.

Eighteen sera containing cold hemagglutinins were examined. 1gM levels

were determined before and after absorption of this cold antibody. In 5

sera with M-components ( immunologic type M kappa) 33, 93, 93, 95, and

75 per cent of the total 1gM was serologically active-that is, was lost after

the absorption. In 12 sera with no M-component (polyclonal), 0-24 per cent

of the 1gM molecules had cold activity. One exception was noted in a serum

from a patient with cold agglutinin disease containing no monoclonal

M-component, l)ut which lost 66 per cent of its 1gM after absorption with

stromata. No correlation existed between cold agglutinin titer, total 1gM-

concentration or per cent active 1gM molecules. The results indicate a general

qualitative difference between polyclonal and monoclonal cold hemagglutinins.

Awwad, H. K., Badeeb, A. 0., Massoud, G. E., and Salah, M.: The effect of
splenic X-irradiation on the ferrokinetics of chronic leukemia with a clinical
study. First submitted Feb. 4, 1966; accepted for publication Aug. 6, 1966.

The usefulness of splenic x-irradiation in the palliative treatment of chronic

leukemia is illustrated by the results obtained in the treatment of 18 patients.

This form of therapy was generally followed by reduction in organ size,

improvement in blood levels, and control of associated anemia.

Abnormalities of iron kinetics were defined in nearly all patients prior

to therapy. A second ferrokinetic study was performed after remissions were

induced by splenic irradiation.

In the majority of patients, an evidence of increased red cell sequestration

could be demonstrated before therapy. The reaction of the erythropoietic
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tissue to this hemolytic process varied. In a number of patients with chronic

lymphatic leukemia, there was an absolute hypoactivity. In the chronic

myeloid group, erythropoiesis was either normal or slightly increased. In

three cases of CLL with marked hemolytic activity, the erythropoietic

activity was increased approximately twofold. However, in none of the

anemic cases was erythropoiesis adequate to maintain a normal red cell mass.

Extramedullary erythropoiesis was demonstrated in all patients of the myeloid

group.

Following splenic irradiation, the red cell survival was prolonged in all

cases showing evidence of increased red cell destruction before therapy.

Ill the majority of cases, a normal red cell mass could be sustained at a

normal rate of hemoglobin synthesis. Flyperactive erythropoiesis was reduced

to normal, whereas hypoplastic marrow was reactivated following the control

of the leukemic proliferation. The advantages of splenic irradiation in this

hypoplastic group over cytotoxic drugs are discussed. Extramedullary eryth-

ropoiesis was suppressed in the myeloid group.

O’Malley, Bert W., and Mengel, Charles E.: Effects of in vivo hyperoxia on

erythrocytes V: Changes of RBC Glycolytic intermediates in mice after in
vivo oxygen under high pressure. First submitted April 4, 1966; accepted for
publication Aug. 6, 1966.

During prehemolytic exposure of mice to 100 per cent oxygen, changes

ill glycolytic intermediates were observed. Red cell ATP and hexosemonophos-

plmte compounds were increased, and fructose 1-6 diphosphate, triose-phos-

phates, ADP and TPN were decreased. These changes were not affected

Ly splenectomy or tocopherol status of the animals.

Houston, E. W., Ritzman, S. E., and Levin, W. C. : Chromosomal aberrations
common to three types of monoclonal gammopathies. First submitted Dec. 14,
1966; accepted for publication Aug. 26, 1966.

1. Chromosomal patterns in 24 patients with yG-, yA- and yM-type mono-

clonal gammopathies ( mb ) are described.

2. Significant chromosomal abnormalities were observed in all three types of

monoclonal gammopathies. Abnormal chromosomes in the AB size range,

or larger (MG-chromosomes ), were present in five of seven patients with

yM-MG, in three of three patients with yA-MG and in seven of 14 patients

with yG-MG. Abnormalities in the smallest group C chromosomes (pair 12),

consisting of missing chromosomes, extra chromosomes, or structural anoma-

lies, were noted in all yM-MG patients, in two with yA-MG, and in eight

�vith yG-MG.

3. The literature dealing with chromosomal aberrations in primary macro-

globulinemia ( Waldenstr#{246}m ) and myeloma has been reviewed, and the

various aI)normalities have been discussed.

4. These chromosomal abnormalities suggest a common denominator for the

three types of monoclonal gammopathies, without implying either etiologic

or pathognomonic specificity.

Addendum: Since the original submission for publication of this paper, four
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additional cases of primary macroglobulinemia ( Waldenstr#{246}m )454h and two

cases of yG-myeloma have been reported.45 In these patients, large, meta-

centric ( M,m ), submetacentric, and supernumerary chromosomes in the

group A size range were observed ( M,sm ) in cells from blood49 and/or

marrow.45

Brooks, R. E., and Siegel, B. V.: Nuclear bodies of normal and pathological
human lymph node cells: an electron microscopic study. First submitted June 24,
1966; accepted for publication Aug. 26, 1966.

Nuclear bodies in normal and pathologic human lymph node cells have

l)een examined with the electron microscope and their structure has been

illustrated and described. In normal lymph node cells, nuclear bodies are

0.3-0.5 microns in diameter, are slightly less electron dense than the nucleolus,

and consist of peripheral fibrillar material with centrally located, dense

granules, 200-400 A in diameter. Morphologically abnormal nuclear bodies

have been observed in a case of Hodgkin’s disease. The appearance of these

atypical bodies would suggest either contact and fusion of two or more

typical bodies, or possibly the existence of single, large, irregular bodies.

Tarnuzi, A., and Smiley, R. K.: Hematologic effects of splenic implants. First
submitted April 28, 1966; accepted Aug. 26, 1966.

1. Splenectomy in the rat results in a marked elevation in the number of

circulating leukocytes and platelets.

2. Transient suppression of the leukocytosis may result from the presence

of a 10 per cent splenic implant, either free in the peritoneal cavity or

enclosed in a Millipore diffusion chamber.

3. Marked and persistent suppression of postsplenectomy thrombocytosis

results from the presence of a 10 per cent splenic implant, whether free or

enclosed in a 0.45 �Millipore diffusion chamber.

4. The results provide indirect evidence of a humoral substance produced

by rat spleen which influences platelet levels; presumably this substance

acts by suppressing thrombopoiesis.
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