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Dear editor,

We read with great interest the manuscript by Con-
tier et al. published in Critical Care [1]. This is a valuable
study that highlights the use of rapid molecular pathogen
detection in immunocompromised patients—a popula-
tion in urgent need of early and accurate diagnostic strat-
egies. However, we would like to raise several concerns
for consideration by the authors and the readership of
Critical Care.

First, the Pneumonia multiplex PCR assay employed
in the study detects only 18 bacterial species. Although
multiplex PCR offers advantages in terms of speed and
sensitivity, its limited pathogen coverage is a significant
drawback, particularly in immunocompromised individ-
uals, whose infectious profiles often differ markedly from
those of the general population.

In this context, we would like to share insights from
our own multicenter retrospective study using metage-
nomic sequencing. This cohort, previously described
in a series of publications, included bronchoalveolar
lavage fluid samples from both immunocompromised
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and immunocompetent patients [2-9]. Our findings
revealed substantial differences in pathogen distribution:
immunocompromised patients exhibited significantly
higher rates of CMV, EBV, Pneumocystis jirovecii, and
Aspergillus spp., while typical bacterial pathogens such
as Acinetobacter baumannii, Burkholderia cenocepacia,
and Klebsiella pneumoniae were less frequently detected
(Fig. 1). This suggests that the diagnostic yield of Pneu-
monia multiplex PCR is likely to be significantly lower in
immunocompromised patients compared to immuno-
competent individuals.

Second, co-detection of multiple pathogens is more
common in immunocompromised patients, with clini-
cally relevant co-infections frequently involving viruses
and fungi rather than bacteria. This further limit the
diagnostic utility of a bacteria-restricted panel in this vul-
nerable population.

In summary, while the study by Jérémy et al. offers
meaningful insights for clinical practice, we emphasize
the importance of tailoring diagnostic approaches to the
pathogen landscape specific to different patient popula-
tions. Broader-spectrum detection tools, particularly
those inclusive of viral and fungal pathogens, may be
more appropriate for immunocompromised individuals.
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Fig. 1 Differences in pathogen isolation by clinical metagenomics between immunocompromised and immunocompetent patients. As this is an explor-
atory analysis, no multiple testing correction was applied. *, p <0.05; **, p<0.01; ***, p<0.001
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