
(Augmentin).31 In general, diarrhea is related to an
imbalance in the normal intestinal flora favoring oppor-
tunists. The use of probiotics to prevent or manage
antibiotic-associated diarrhea remains controversial.
Nevertheless, current evidence suggests they are indeed
effective and should be suggested for particularly frail
patients or those who have experienced diarrhea with
antibiotic regimens in the past.32

Clinically, the challenge when managing a patient with
diarrhea is to distinguish so-called nuisance diarrhea from
that associated with Clostridium difficile disease.
Although C difficile infection accounts for only 10–
20% of nuisance cases, it is the principal culprit in the
vast majority of colitis cases. Mild symptoms (1 or 2
unformed stools per day) in patients who have previously
experienced diarrhea with antibiotics favor nuisance
diarrhea and may be managed using antiperistaltics and
changing the antibiotic to a narrower spectrum if
possible.31,33

C difficile Disease

C difficile is an anaerobic, spore-forming bacillus. It is
not regarded as a normal component of intestinal flora; it
is present in only 1–4% of the general population.
However, it can be found in .20% of patients admitted
for a week or more to health care facilities where it
resides as a nosocomial pathogen.33,34 Nevertheless,
community sources for C difficile are on the rise.
Normal intestinal flora will typically prevent coloniza-

tion by C difficile, but antibiotics can diminish this
protection. If a patient either harbors or comes into
contact with C difficile, colonization may supervene.
Two recent meta-analyses revealed the odds ratios for C
difficile infection to be 16.8–20.4 for clindamycin, 4.5–
5.7 for cephalosporins, and 2.7–3.2 for penicillins.
Neither study found an increased risk for tetracy-
clines.35,36 It should be clarified that colonization alone
does not necessarily result in C difficile infection. Risk
for actual infection depends on the interaction of several
additional factors, including virulence of the particular
strain and patient-related factors such as age, immune
status, and the concurrent use of acid-reduction GI drugs,
eg, proton pump inhibitors. Actual consequences of C
difficile infection range from diarrhea to pseudomem-
branous colitis.
In a patient who normally tolerates antibiotics but

experiences diarrhea that is florid (�3 unformed stools
per day for �2 days) and complains of abdominal pain,
C difficile infection should be suspected, and the
following protocol is suggested.31,33,37

1. Avoid antiperistaltics. Accumulation of toxin can
worsen the infection.

2. Stop the current antibiotic and prescribe metronida-
zole 500 mg TID 3 10–14 days.

3. If there is no improvement after 2–3 days (based on
severity), or it subsides and recurs, refer the patient to
his or her family physician, who will evaluate fluid/
electrolyte status. For severe cases the physician may
switch metronidazole to oral vancomycin, which is
not absorbed but provides its action locally within the
colon. However, oral vancomycin is shockingly
expensive and will be initiated only in extreme cases.

It is significant that diarrhea from C difficile infection
generally occurs within 5–10 days of commencing an
antibiotic, but it has been reported to occur as late as 6–8
weeks following clindamycin use. However, this compli-
cation is unheard of following abbreviated use of
clindamycin for prophylaxis of infective endocarditis.
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