Rifampin plus Metronidazole
for Clostridium difficile Infection

To the Editor—In their thorough joint Society for Healthcare
Epidemiology of America—Infectious Diseases Society of
America clinical practice guidelines for Clostridium difficile
infection (CDI), Cohen et al' address a large body of literature
on an extremely important disease. For the most part, I found
myself in agreement with the majority of their recommen-
dations and their assessment of the quality of the evidence
on which they were based. However, in the subsection titled
“Treatment of a first episode of CDI,” the-authors understated
the risks of adding rifampin to metronidazole. They state that
“a recent trial did not show any trend toward better results
when rifampin was added to a metronidazole regimen.”! ®*”
In fact, the referenced trial showed that combination therapy
with rifampin and metronidazole resulted in significantly
higher mortality, compared with that of treatment with only
metronidazole (32% vs 5%; P = .04).’

Because C. difficile infection and relapse has become more
frequent,’ we may find that clinicians will be trying new ther-
apies, especially if they are unaware of associated harms. Thus,
it is important that when a randomized clinical trial reveals
evidence of harm, it is not trivialized. Although this finding
comes from a single trial, it is compatible with other data
suggesting that the addition of rifampin to other antimicro-
bials is not benign.* Characterizing the addition of rifampin
to metronidazole for CDI only as lacking in efficacy, while
ignoring the observed serious harms, increases the chance
that this combination will be used by well-meaning clinicians.
The addition of rifampin to metronidazole for CDI should
be viewed as probably harmful and thus avoided.
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Reply to Drekonja

To the Editor—We thank Dr Drekonja' for his letter, which
accurately describes the study of Lagrotteria et al’ that re-
ported increased mortality in the metronidazole plus rifampin
arm of a randomized study of the treatment of Clostridium
difficile infection (CDI) with metronidazole versus metroni-
dazole plus rifampin. We note that the excess mortality in
this study arm was attributed to CDI in only one of the cases
as an immediate cause of death, and in their discussion the
authors state, “none of the deaths could be attributed to the
combination of metronidazole and rifampin.”***> The other
deaths appear to have been related to additional infections,
congestive heart failure, respiratory failure, or pancreatic can-
cer, as shown in Table 3.7 Thus, it is not at all certain that
increased mortality is related to the treatment regimen for
CDL In preparing the guidelines, we discouraged use of an-
tibiotic combinations for CDI, hence the statement: “There
is no evidence to support administration of combination ther-
apy to patients with uncomplicated CDI.”* ®*” The letter by
Dr Drekonja' only serves to reinforce this recommendation;
however, it is not at all certain that there was attributable
harm to patients from combination treatment with metro-
nidazole plus rifampin.?
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