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A prospective study of patients receiving clinda-
mycin showed a 21 percent incidence of diarrhea
and a ten percent incidence of pseudomembra-
nous colitis. If the diagnosis is made early after
the onset of diarrhea and the antibiotic is stopped,
the pseudomembranous colitis seems to be self-
limited. [The SCI® indicates that this paper has
been cited in over 325 publications since 1974.]
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“In 1973, while | was a gastroenterology
fellow, Burton Shatz and | were performing
colonoscopy on a patient with diarrhea and
a colonic polyp noted on barium enema.
During this examination, we noted multiple
raised plaque-like lesions studding the co-
lonic mucosa. We proceeded to remove the
colonic polyp as well as taking multiple bi-
opsies of these unusual lesions. The biopsies
of these lesions were interpreted as ‘pseudo-
membranous colitis.” Over the next several
months, | saw several other patients with
these peculiar lesions, and | reviewed their
clinical course and hospital charts to see if a
common feature was present. During this
same period, Cohen, McNeill, and Wells
published an interesting report! of several
patients who had classic pseudomembranes
on proctoscopic examination, yet their biop-
sies showed nonspecific inflammation. The
common feature in their patients was that
they were receiving an antibiotic, clin-
damycin.

“The patients | had examined also had
been receiving clindamycin. My early expe-
rience with clindamycin-associated pseudo-
membranous colitis led me to believe that
the association between clindamycin and
pseudomembranous colitis was valid, but
the natural history and mortality of antibiot-
ic-associated pseudomembranous colitis
was different than the reported 50 to 75 per-
cent mortality figure usually associated with
pseudomembranous colitis. I, in collabora-
tion with Barton and Alpers, devised a pro-
spective study of all in-hospital patients
receiving clindamycin to determine the ac-
tual incidence of diarrhea, colitis, or both,
and to uncover the natural history of
clindamycin-associated colitis.

“The report of this study had immediate
reactions including a flurry of other reports
of this condition as well as an early reluc-
tance by some people in industry to accept
the scope of the problem. An article in the
Wall Street Journal,®? which quoted from the
Medical Letter3 and utilized information
from our article, intimated that these
reports led stock analysts to modify their
opinion of Upjohn Company stocks. In fact,
the Upjohn Company stocks dropped nearly
27 percent in three days. Shortly thereafter,
an invitation was extended to me by Senator
Gaylord Nelson to testify before his subcom-
mittee concerning clindamycin-associated
pseudomembranous colitis.

“This paper appears to be highly cited be-

-cause it focused on a rarely recognized

problem and led investigators in fields other
than gastroenterology to aggressively inves-
tigate this problem. This paper led to further
publications on the etiology,%¢ stool toxin
assays,* and treatment” Our knowledge
concerning antibiotic-associated colitis has
rapidly expanded since this publication in
1974.”
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