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In response to a published metanalysis that con-
cluded that cefepime use was associated with excess

mortality,1 on November 14, 2007, the FDA published
an “Early Communication About an Ongoing Safety
Review of Cefepime (marketed as Maxipime).”2 While
not confirming the results of that metanalysis, it indicated
it was reviewing the subject, and estimated that it would
reach a conclusion in approximately four months. Well
after four months had elapsed, it issued a statement indi-
cating it was having difficulty accessing all the relevant
information. The FDA has now, 19 months after its orig-
inal missive, published a statement that, for all practical
purposes, exonerates cefepime.3

The FDA performed meta-analyses using data in
addition to the 38 clinical trials examined by Yahav et
al,1 in which patients were subjected to only a trial-level
meta-analysis. The FDA, in contrast, performed meta-
analyses using both trial-level and patient-level data,
and found no statistically significant differences in mor-
tality in patients given cefepime relative to those given
comparator antibiotics (see Table). A subset analysis
of trials involving patients with febrile neutropenia also
showed no statistically significant difference in mortal-
ity (adjusted risk difference = 9.67 per 1,000 population
[95% CI, -2.87 to 22.21]).

The methodology of Yahav et al was recently exam-
ined with the conclusion of their finding that increased
mortality associated with cefepime use was unreliable.4

Yahav et al, however, caution that administration of this
antibiotic may be associated with an increased risk of
encephalopathy. Encephalopathy has previously been
reported with cefepime, as it has with other β-lactam
antibiotics, and it frequency may be greatest in patients

with renal insufficiency. Thus, Garces et al found that 5
of 498 cefepime recipients developed encephalopathy,
which was associated with reduced renal function.5 This
suggests that this complication is concentration- and
dose-dependent.   ■
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Japanese encephalitis virus (jev), a flavivirus,
is transmitted by rice field-breeding mosquitoes

who have fed on wild birds, the natural hosts, and
domestic pigs, which serve as amplifying hosts.1

Japanese encephalitis due to JEV is estimated to be
the cause of 10,000-15,000 deaths in Asia annually,
with significant residual neurological deficits in
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Yahav et al Not included in Yahav et al Combined (Yahav et al + others)

# of trials 38 50 88

Risk of all-cause mortality:

cefepime vs. comparator at 

30 days post-therapy

RR = 1.26 (95% CI, 1.08 to

1.49).Adjusted risk difference =

17.02 per 1,000 population 

(95% CI, 5.54 to 28.5)

Adjusted risk difference = 2.83

per 1,000 population (95% CI, 

-11.47 to 5.80)

Adjusted risk difference = 5.83

per 1,000 population (95% CI, 

-1.53 to 12.28

Table

Comparison of Trial-level Meta-analysis of Mortality in Cefepime Trials




