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CHLORAMPHENICOL-ASSOCIATED BL0OOD DYSCRASIAS
A REVIEW OF CASES SUBMITTED TO THE AMERICAN MEDICAL ASSOCIATION REGISTRY

(By William R. Best, M.D.)

Chloramphenicol, an effective broad spectrum antibiotic, was introduced in
1948. Only after three years of extensive use did it become evident that this
drug was capable of seriously depressing bone marrow activity in rare recipients.
It was in response to the delay in recognizing the toxic potentialities of this
drug that the American Medical Association established the Registry on Blood
Dyscrasias, hoping, among other things, to recognize such effects early when
they occurred for other new drugs. The Registry and its study group have since
accumulated data on a large number of drugs have issued periodic tabulations
and résumé of cases submitted, and have authored commentaries on various
associated problems.*® During this period, chloramphenicol has been implicated
in more reports to the Registry than has any other single drug. It appeared that
useful information could be obtained through a more thorough review of
Registry reports.

Included in this study were 408 cases, reported to the Registry from 1953
through 1964, who were known to have received chloramphenicol during the year
preceding a non-neoplastic depression of blood cell formation.

Generalizations from this experience would be most valuable if cases reported
to the Registry represented an unbiased sample of the condition as it occurred
throughout the world. However, there are unavoidable and, no doubt, unidenti-
fiable biases in this collection of cases. For example, most cases have been volun-
tarily reported from selected sources, and the composition and attitudes of these
sources have changed from year to year.

Some cases were abstracted from the medical literature. Nonetheless, this
appears to be the best data available for study.

The Registry contains a total of 298 US reports. 25 known to be published,
273 not; plus 110 foreign reports, 70 known to be published, 40 not.

Yunis and Bloomberg reviewed much of the literature on this disorder, sum-
marizing data on 94 cases.” Twenty-one US and eight foreign literature cases are
common to their review and to the Registry; their other cases are not in the
Registry. The Registry contains 1 US and 65 foreign literature cases which were
not covered in their review. There have been ‘additional published case reports
which appear neither in the review by Yunis and Bloomberg nor in the Registry.

METHODS OF ANALYSIS

During the years of existence of the Registry, the report form has gone through
several different versions, more recent ones tending to call for more complete
information. In general, no systematic attempt has been made to obtain more
detailed clinical information or late f6llow-up of cases.

Reports were coded and punched on 80-column computer programming cards,
using from 4 to 36 cards per patient, under the direction of Norman De Nosaquo,
MD, and Mrs. Helene Weston of the AMA staff. Data transformation, reduction,
tabulation, and analysis were performed by the author using computers and over
30 special computer programs. :

GENERAL CHARACTERISTICS OF CABSES

Age and Sex.—~—Females accounted for 629 of 407 cases. There was a wide dis-
tribution of cases by age with a rate of 0.5% to 1.5% of total cases per year of
age from the teens through the 70’s, occasional cases in older age groups, and a
striking peak occurrence of about 5% per year of age in the 3- to 7-year age
group. There was some difference in sex distribution at different ages: females
accounted for 69% of 113 patients 0 to 9 years of age, 69 (73%) of 94 patients
10 to 39 years of age, but only 479 of 150 patients 40 years of age or older.

The percentage of females was essentially the same for cases reported from
the United States as compared to reports from elsewhere; however, there is a
much less striking peak of occurrence for the 3- to 7-year age group in the
latter series (Fig.l).

Nore.—Numbered footnotes at end of article, p. 2506.



