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We read with interest the review by Kreitmann et al. on
intensive care unit (ICU)-acquired infections in immuno-
compromised patients [1]. The authors nicely discussed
conditions associated with immunosuppression in ICU
and mechanisms of infections. Their review offers also
an up-to-date description of epidemiology and diagnos-
tic—therapeutic management of ventilator-associated
lower respiratory tract infections (VA-LRTIs) in this
population.

However, we do not agree with the authors’ view on
the role of multiplex polymerase chain reaction (mPCR)-
based tests in VA-LRTIs. While they stated that mPCR
pneumonia tests are probably less useful for ICU-
acquired than for community-acquired infections, we
believe they are actually quite the opposite. Recent guide-
lines on community-acquired pneumonia suggest mPCR
testing only “whenever nonstandard antibiotics are pre-
scribed or considered” [2]. Conversely, multicenter ran-
domized controlled trials on nosocomial pneumonia
showed that mPCR-based tests could increase the sensi-
tivity of microbial sampling and/or shorten the duration
of inappropriate antibiotic therapy, supporting their use
to improve antibiotic stewardship in ICU [3].
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In the prospective cohort study CoV-AP, we previ-
ously evaluated the concordance between mPCR-based
test BIOFIRE°FILMARRAY® Pneumonia Panel plus
(BALp,ppp) and standard cultures (BALy) on bronchoal-
veolar lavage (BAL) of ICU patients with coronavirus
disease 2019 (COVID-19) and suspected ventilator asso-
ciated pneumonia (VAP) [4].

Based on a secondary analysis of the CoV-AP study,
here we want to share some food for thought on the
impact of mPCR-based tests on therapeutic decisions of
VA-LRTIs in real-life settings.

1. Strength point #1: very short turnaround time.

In the CoV-AP cohort, the median time from BAL
acquisition to definitive microbiological results dif-
fered greatly between techniques (6.3h, interquartile
range (IQR) 4.5-7.7h for BAL,ppp and 70.6h, IQR
49.7-77.8h for BAL results).

2. Strength point #2: ability to anticipate (the majority
of) therapeutic choices.
Therapeutic decisions based on BALp,ppp Were con-
firmed at the arrival of BAL-y in 81.6% of cases (con-
firmation of prescribed antibiotics in 57.2% of cases;
confirmation of antibiotics withheld in 24.5% of
cases) (Figure 1).

3. Limitation #1: be aware of what is missing.
As the authors stated, an intrinsic limitation of
mPCR-based tests is the (relatively) limited number
of targets. In the CoV-AP study, BALp,ppp Was not
able to microbiologically characterize VAP caused
by Corynebacterium spp and Aspergillus spp (12.2%
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ANTIBIOTIC

Therapeutic choice START

ANTIBIOTIC
MODIFICATION*

CONFIRMATION OF
ONGOING ANTIBIOTIC*

CONFIRMATION
OF NO ANTIBIOTIC*

Bases on BALgpppp 15/49 (30.6%)

3/49 (6.1%)

13/49 (26.6%) 18/49 (36.7%)

Based on BALgy™* 6/49 (12.2%)

3/49 (6.1%)

28/49 (57.2%) 12/49 (24.5%)

Definitive choice NOT

0,
in line with BALrsppp 9/49 (18.4%)

Definitive choice in
line with BALgpppp

40/49 (81.6%)

Fig. 1 Therapeutic choices based on BALgappp and BALqy in patients with suspected VAP of the CoV-AP study. *16/49 patients (32.6%) were already
on antimicrobial therapy at the time of BAL acquisition. **Therapeutic choices based on BAL considered decisions guided by BALgsppp as baseline

of total cases) [4]. Beyond COVID-19, in our clini-
cal practice, the main limitation of BALp,ppp is the
absence of detection of uncommon Enterobacterales
and non-fermenting gram-negative bacteria (ie.,
Stenotrophomonas maltophilia), which are a rare but
possible cause of LRTIs in patients with long ICU
stay or immunocompromised hosts such as solid
organ transplant.
4. Limitation #2: all that glitters is not gold.

In the CoV-AP cohort, the prevalence of VAP caused
by multidrug-resistant organisms was low (7% with
BALp,ppp and 3% with BALcy). Interestingly, of the
three cases with resistance mechanisms detected
in BALp,ppp, only one was confirmed by BALy.
Although uncommon, discrepant results between
BALg,ppp and standard cultures or other molecular
methods have been reported [5].

Most likely, mPCR-based tests will change the manage-
ment of VA-LRTIs, if is not already happening. While
waiting for further trials to assess their impact on anti-
biotic consumption and clinical outcomes, physicians
should be aware of their strengths and limitations.
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