9382  COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

liam Dameshek on the occurrence of hypoplastic anemia and myelo-
blastic leukemia following chloramphenicol therapy.
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HYPOPLASTIC ANEMIA AND MYELOBLASTIC LEUKEMIA FoLrowiNe CHLORAMPHENI-
coL THERAPY*

REPORT OF THREE CASES
(By Mark J. Brauer, M.D.,} and William Dameshek, M.D.})
Boston

A pathogenic relation between aplastic anemia and myeloblastic leukemia has
long been suspected. It is well known that certain agents capable of producing
aplastic anemia in man can also induce leukemia. Prime examples are benzene*®
and irradiation.®* In addition, cases of leukemia developing during the course of
hereditary hypoplastic syndromes have been recorded.’® The broad-spectrum
antibiotic chloramphenicol ™® has become the most commonly cited cause of
acquired aplastic anemia. To date, only 1 case report of acute myeloblastic leu-
kemia following aplasia secondary to chloramphenicol administration has been
published.® The purpose of this communication is to present 2 additional cases
of chloramphenicol-induced aplastic anemia of long standing that developed into
acute myeloblastic leukemia. In addition, a patient in whom an indolent, pan-
cytopenic myeloblastic leukemia followed the prolonged use of chloramphenicol
for the treatment and prevention of head colds is reported.

CASE REPORTS

Case 1. J.D. (N.EM.C.H. 178-415), a 88-year-old woman, was initially in-
vestigated 8 years before admission when, after a 6-week course of chloramphen-
icol (total dose, 84 gm), marked pallor developed. The pretreatment hemoglobin
level was 12 gm per 100 ml, and the white-cell count 8000. Shortly after chloram-
phenicol therapy the hemoglobin was 7.2 gm per 100 ml, the white-cell count
2200, and the platelet count 100,000. Peripheral blood examination showed a
predominance of mature lymphocytes (69 per cent) with no primitive white-cell
forms. In addition there was mild red-cell anisocytosis. Aspiration of the bone
marrow produced a fatty hypocellular sample with small spicules. The myeloid-
erythroid ratio was increased, primarily owing to severe red-cell hypoplasta.
Granulocytic precursors and megakaryocytes were also decreased in number.
No vacuolization of bone-marrow elements nor increase in immature forms was
apparent. Lymphocytes and reticular elements were relatively increased. A diag-
nosis of chloramphenicol-induced hypoplastic anemia was made, but no specific
therapy was initiated.

Splenectomy was performed in 1959 because of worsening pancytopenia and
bleeding. The spleen was of normal size and showed no abnormal features. Bone-
marrow aspiration was not repeated. After splenectomy there was no marked
change in the peripheral blood picture. The hemoglobin values ranged between
6 and 8 gm per 100 ml, and the white-cell counts around 2500. Treatment con-
sisted of adrenocorticosteriods, androgens and occasional blood transfusion until
1963, when the patient gave birth to a normal male child. Thereafter, transfusion
requirements rose sharply. This was attributed primarily to decreased red-cell
production. Thirty-eight units of whole blood were given from March, 1965,
until 1966. A hemogram performed in April, 1966, revealed a hemoglobin of 7.0
gm per 100 ml, a white-cell count of 15,000 and a platelet count of 50,000. The
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