
Review: Prop^viactic antibiotics reduce mortality in critically ill adults

\tFoi-

Jied

tgef

(CI).:

sted

itra-

uire

don
tecs
um
nts
ier
:ed

ID
w

« S, Leonetti C, et al.
tivenejW •«* antibiotic prophy-
in critically ill adult patients:

hematic review of randomised
rg trolled,trialS. BMJ. 1998 Apr
}:.25.3l6:l27S-85.

jjuestion •; /
;In critically ill cancer patients, does
antibiotic prophylaxis reduce respira-
tory tract infections (RTIs) and over-

. all mortality?

Data sources
...Studies were identified by using
; MEDLINE (1984 to 1996) with the
search terms intensive care units, criti-
cal care, antibiotics, respiratory tract
infections, and SDD (selective decon-
tamination of the digestive tract). Other
sources were previous meta-analyses,
conference proceedings and lists of
investigators, and personal contacts.

Study selection
Published and unpublished random-
ised controlled trials were selected if
they tested the effect of antibiotic pro-
phylaxis in reducing RTIs and overall
mortality in unselected critically ill
adults. Eligible trials were classified as

Commentary

The median incidence of ventilator-associ-
ated lower RTI is > 10 episodes per 1000
ventilator days (1). Nosocomial lower RTI
in critically ill patients is cleariy an unsolved
clinical problem. D'Amico and colleagues
We shown, using meta-analysis, a reduc-
tion in the incidence of pneumonia and in
mortality in critically ill patients, a testimony
to both the individual studies and the power
°f meta-analysis. With the inclusion of
disparate studies, definitions were broad;
Pneumonia and traclieobroncbitis were con-
sidered together.

One concern addressed by the authors in-
volved the selection of resistant flora. Use
°' topical prophylaxis has previously been
siiown to be associated with outbreaks of
U1msual flora (2); in critical care and other
settings, antimicrobial prophylaxis has been

combined topical and systemic anti-
biotics compared with no treatment,
or topical antibiotics alone compared
with systemic antibiotics or placebo.

Data extraction
Data were extracted on sample size,
treatment allocation, randomization
and blinding methods, antibiotic type
and dose, patients with >1 RTI, deaths,
and excluded patients. Separate meta-
analyses were done by using aggregate
(n = 3 3 studies) and individual patient
data (n = 25 studies).

Main results
Meta-analyses of aggregate data from
30 trials (4898 patients) reporting on
RTIs and 33 trials (5727 patients) re-
porting on mortality were done by
using a fixed-effects model. Topical
antibiotics combined with systemic
antibiotics or used alone reduced RTIs
{P < 0.001 for both}* (Table). Com-

Combined topical and systemic antibiotics vs placebo for criticafly ill adultsf

bined topical and systemic antibiotics
reduced overall mortality {P < 0.001}*
(Table), but topical antibiotics alone
did not (24.2% vs 24.0%, P = 0.9]*.
Meta-analysis of data on individual
patients showed similar results.

Conclusions
Topical antibiotics combined with sys-
temic antibiotics or used alone reduce
respiratoiy tract infections in critically
ill adult patients. Combined topical
and systemic antibiotics also reduce
overall mortality.
Source of funding: Hoecbst Marion Roussel.

For correspondence: Dr. A. Literati, Italian
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Research, Mario Negri Institute, Via Eritrea 62,
20157 Milan, Italy. FAX 39-2-3560461.

*Pvahies calculated from data in article.

Abstract and Commentary also published in
ACP Journal Club. 1998;129:31.

Outcomes to
hospital discharge

Weighted event rates
Combined Placebo

RRR (95 % CI) N N T (CI)

Respiratory infections 16.9% 34.1% 54% (48 to 60) 6 (5 to 7)

Mortality 24.7% 29.4% 18% (9 to 27) 22 (14 to 50)

f Abbreviations defined in Glossary; RRR, NNT, and CI calculated from data in article.

associated with increases in resistant organ-
isms (3, 4). Future trials may need to look
specifically at these problems.

The analysis did not show that the benefit
of combined prophylaxis was restricted to
specific patient subgroups stratified by dis-
ease severity scores. However, studies based
on specific preselected groups of patients
were excluded from the analysis. Optimal use
of antimicrobial prophylaxis strategies would
logically be targeted at certain high-risk
groups rather than being applied across the
board because of antimicrobial resistance
considerations, but the evidence to date does
not support selective use,
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