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Dear Editor,
We read with interest the article by
Martin-Loeches and colleagues [1]
regarding combination antimicrobial
therapy for severe community-
acquired pneumonia (CAP). After
many years of hotly contested debate,
definitive evidence that a specific
component of therapy confers sur-
vival advantage would be welcome
news indeed. However, several find-
ings reported in their study highlight
the limitations of observational
design and reinforce the need for a
randomized trial if this debate is truly
to be resolved.

The authors define CAP as an
infiltrate on chest radiograph with
confirmatory clinical findings that
was acquired outside a hospital.
However, this does not necessarily
exclude healthcare-associated pneu-
monias (HCAP). According to the
2005 IDSA/ATS guidelines, HCAP
and associated multi-drug resistant
(MDR) organisms should be consid-
ered in the following cases:
antimicrobial therapy in the preceding
90 days; a high frequency of antibi-
otic resistance in the community;
hospitalization for 2 days or more in
the preceding 90 days; residence in a
nursing home or extended care

facility; receipt of home infusion
therapy; chronic dialysis; home
wound care; or a family member with
an MDR pathogen [2]. A significant
number of patients in this cohort
(10.8%) were found to have Pseudo-
monas pneumonia, an atypical cause
of CAP. Inclusion of patients with
HCAP may have significant ramifi-
cations if these patients were more
likely to receive a particular treatment
regimen. Furthermore, background
resistance patterns were not men-
tioned. High rates of quinolone
resistance have been reported in some
communities and may have further
affected outcomes [3].

The 2005 ATS/IDSA guidelines
suggest initial therapy for HCAP
include an anti-pseudomonal cepha-
losporin, carbapenem, or beta-lactam/
beta-lactamase inhibitor, plus either
an anti-pseudomonal fluoroquinolone
or aminoglycoside, plus either lin-
ezolid or vancomycin [2]. Macrolide
use is suggested as an alternative to a
quinolone if Legionella species are
suspected. Compliance with IDSA/
ATS guidelines was required for
inclusion in the mortality analysis, and
it would be valuable to know if patients
with HCAP were over-represented in
the quinolone group. A significant
number of individuals had co-morbidi-
ties (18.3% with COPD, 15.1% with
diabetes, 24.3% with cardiomyopathy)
that likely placed them at increased risk
of HCAP versus CAP.

The data suggest that patients
receiving macrolide-containing regi-
mens were quite different from those
receiving quinolones. Only five
patients receiving macrolides were
given an anti-pseudomonal beta-lac-
tam (representing 10.8% of the
group); none received carbapenems.
In contrast, in the quinolone group, 32
patients (representing 59.2% of the
group) received either a fourth-gen-
eration cephalosporin (11.1%),
carbapenem (22.2%), or co-formu-
lated piperacillin/tazobactam
(25.9%). By direct extrapolation from

the 2007 IDSA/ATS CAP guidelines
[4], Pseudomonas infection appears
to have been suspected in a great deal
more patients chosen to receive
quinolone therapy. It should not be
surprising that mortality would be
higher in patients suspected of possi-
ble Pseudomonas or MDR infection.

Despite the authors’ best attempts
to apply adjustments for etiology and
severity via Cox regression analysis,
we remain unconvinced that these
data mandate the use of macrolides in
all cases of severe community-
acquired pneumonia [5].
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