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Abstract

Background: Early appropriate antibiotic therapy reduces morbidity and mortality of severe pneumonia. However,
the emergence of bacterial resistance requires the earliest use of antibiotics with the narrowest possible spectrum.

The s o FAUIPIEKIPCRIVERER) st detecting 21| baen

Unyvero Hospitalized Pneurnonia (HPN, Curetis) test
and [19 [fesistance [genes| on respiratory samples WithillShl We assessed the performance and the potential impact
of the M-PCR on the antibiotic therapy of ICU patients.

Methods: In this prospective study, we performed a M-PCR on [Bronchoalveclarlavage (BAL or ppltigged
[telescoping atheter (PTC) samples of patients with ventilated AP or VAP with Gram{fiégative bacilli or clustered
Gram-positive cocci. This study was conducted in 3 ICUs in a French academic hospital: the medical and infectious
diseases ICU, the surgical ICU, and the cardio-surgical ICU. A multidisciplinary expert panel simulated the antibiotic
changes they would have made if the M-PCR results had been available.

Results: We analyzed 95 clinical samples of ventilated HAP or VAP (72 BAL and 23 PTC) from 85 patients (62 males,

median age 64 years). The [iedian fUfnarotnd of the M-PCR was@Bh (IQR 4.4-5). A total of 90/112 bacteria
were detected by the M-PCR system with a global of (95% Cl, 73-88%) and of [99% (95%

Cl 99-100). The [SERSItiVity was [BEEEEF for Gram bacteria‘ %) (p =

06) than for Gram COCCi
0.005). Moreover, 5/8 extended-spectrum beta-lactamases (CTX-M gene) and 4/4 carbapenemases genes (3 NDM,

one oxa-48) were detected. The [MEPER could have led to the EaEliet ifitiation of an [effective antibictic in 20/95
patients @19%) and to [€aily de"escalation in 37 patients B9%) but could also have led to one (1%) inadequate
W s 1 Among 17 empric antbiotic treatments with carbapenerns, 10 could have been de-escalated
[RERENGISWIRGIRSEES = cording to the IMEPER results. The [MEPCR also led to 2lUREXpected diagnosis of Severe

|Egionellesis Eonfifmed by culture methods.

(Continued on next page)
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(Continued from previous page)

Conclusions: Our results suggest that the use of a M-PCR system for respiratory samples of patients with VAP and
ventilated HAP could improve empirical antimicrobial therapy and reduce the use of broad-spectrum antibiotics.

Keywords: Multiplex PCR, Hospital-acquired pneumonia, Ventilator-associated pneumonia, Rapid diagnostics,
Antibiotic stewardship, Antimicrobial resistance, Point-of-care testing

Introduction

Hospital-acquired pneumonia (HAP) and ventilator-
associated pneumonia .) are the most common
healthcare-associated infections in adults and are the
leading causes of death in critical care [1, 2]. HAP and
VAP are associated with a longer duration of mechanical
ventilation, ICU stay, hospitalization, and increased
healthcare cost [3]. They are thus associated with an ex-
cess of morbidity and mortality [4]. HAP and VAP may
be caused by a wide variety of pathogens and can be
polymicrobial [5, 6]. Moreover, multidrug/resistant
(MDR) and extensively drug-resistant (XDR) bacteria,
especially Gram-negative bacilli, are increasingly fre-
quently isolated in HAP and VAP and are associated

with [miortality rates over 50% [7]. Early appropriate anti-

biotic therapy undoubtedly reduces morbidity and mor-

tality of HAP and VAP, but these inféctions are
responsible for up to half of the consumption of antibi-
lotics in ICU [8, 9]. Therefore, international |guidelines

advocate the @mpirical use of broad-spectrum antibiotics
including |carbapenems in the treatment of VAP caused
by Gram-negative bacilli in the case of [prior antibiotic
therapy, in patients |colonized by multidrug-resistant

bacteria (MIDR), or in iy Jate-0SeEVAP (ofethan's

ldaysafter the beginning of mechanical ventilation) [1,
4]. Usually, the [fiffié between respiratory and

the definitive jmicrobiological results including antibiotic
susceptibility testing is'at léast' 48k, during which time
REREER - BIREA) However, EUEHNERISHOMIEREGE
jure (INEGIBKIEYS) to CAEPAPENEH is associated with a [BY
fold_higher risk of emergence of imipenem-resistant

in_the [RSHNE) [MGEOBIO of

ICU patients [10]. Intensivists are thus confronted with
a permanent dilemma between the initiation of adequate
antibiotic therapy and the risk of increasing MDR bac-
teria [3, 11] by the prescription of broad-spectrum
antibiotics.

The development and use of rapid, effective, and inex-
pensive diagnostic tests to accelerate the classical
process of microbiological diagnosis are among the most
important actions to fight against antimicrobial resist-
ance. Rapid microbiological results of respiratory sam-
ples in suspected VAP and HAP could allow the rapid
use of narrow-spectrum antibiotics [12]. New rapid diag-

nostic tests, [5aSed 0 MOIECUIA MEENGAS directly per-

formed on clinical samples, are emerging in the

diagnostic market [13]. They allow the [idéntification of
the [micro-organisms present in the clinical sample and
the detection of targeted. resisatce genes only o fow

hotrs @after sampling. The
BERBCBESEERNGEER is - mulipiex PCR (M-

PCR) rapid diagnosis system that can be used for the
microbiological diagnosis of severe infections Within'5h
[14]. The Unyvero HPN (hospitalized pneumonia) M-
PCR panel detects 217bacteria involved in community
and hospitalized acquired pneumonia, including most of
the

Enterobacterales, Pseudomonas aeruginosa, Stenotro-
phomonas maltophilia, or Staphylococcus aureus, as el
as 21 antibiotic resistance genes such as the most com-
mon extended-spectrum beta-lactamases (ESBL), carba-
penemases genes and [#ec¢A gene (Supplementary
material).

However, few data are available on the performance of
M-PCR for microbiological diagnosis in real-life and
even less on their impact on antibiotic use and clinical
outcomes. Moreover, the optimal place of M-PCR in the
diagnostics process still has to be determined. In this
study, we evaluated the diagnostic performance of the
Unyvero HPN test compared to standard microbio-
logical tests and the potential impact of its results on
early adaptation of antimicrobial therapy in ICU patients
with suspected ventilated HAP or VAP.

Material and methods

Study design

This is a prospective study, performed between May
2017 and November 2018 in the BTICUS of Bichat-
Claude Bernard University Hospital (Paris, France): the
25-bed medical and [infectious diseases ICU, the 17-bed
surgical ICU, and the [I5"bed |cardio-surgical ICU.

Patient selection
We selected patients with a ventilated HAP or a suspi-

cion of VAP who had  bgchoalVeolEIavage BAL) or

sample with Gram-

negative bacilli or |clustered Gram-positive cocci on

Gram Pneumonia were according to
the IDSA [guidelines for VAP: new lung [infiltrate on a
chest X-ray and evidence that the infiltrate was of an in-
fectious origin, i.e., new onset of féVer (> 38.5 °C), and/or

purulent sputum, and/or leukocytosis, and/or decline in
T 1
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Microbiological performance

The respiratory samples were analyzed using lconven-
tional microbiological methods including quantitative
culture, bacterial identifications performed by MALDI-
TOFE mass spectrometry, and antibiotic susceptibility
testing performed by disk diffusion method according to
EUCAST recommendations. We performed a Unyvero
HPN test on every sample and evaluated the perform-
ance of the test compared to conventional microbio-
logical methods (i) considering micro-organisms that
reached chmthresholds @0* colony-forming unit
(CFU)/ml for BAL and 10° CFU/ml for PTC) and (ii)
considering all micro-organisms identified in culture.
We defined discordance whenever the M-PCR detected
an organism that was not detected by culture (false posi-
tive) or the culture detected an organism that was not
detected by multiplex PCR (false negative). Regarding |re-
sistance genes, we reported the results for the following
resistance genes: [mecA, mecC (methicillin resistance),
blaoxa 23, blaoxa 24, blaoxa s blaoxass blavim,
blayp, blaxpc, blanpwm (carbapenemases), and blac—f)&
(ESBL). The turnaround time of the M-PCR was re-
ported as the time from placing the sample in the M-
PCR system to the final results (Fig. 1).

Potential impact on antibiotic therapy

A multidisciplinary group including intensivists and clin-
ical microbiologists simulated the antibiotics changes
they would have made to the empiric antibiotic therapy

Page 3 of 10

if the M-PCR results had been available on the day of
the sampling. The antimicrobial selection in our centre
follows the ATS/IDSA guidelines [1] adapted to the local
epidemiology of antimicrobial resistance [15].

The group successively reviewed all the data without
and then with the results of the M-PCR. The data
reviewed were the entire medical file of the patients in-
cluding clinical, radiological, and Gram staining results
related to the episode of pneumonia and medical history
with comorbidities as well as previous bacteriological re-
sults including carriage, colonization, and infections with
susceptibility profiles and previous antimicrobial therap-
ies. Antibiotic changes were split into appropriate and
inappropriate changes. Appropriate changes included
adequacy, de-escalation, and optimization of the anti-
biotic therapy, and inappropriate changes included inad-
equacy, escalation, and de-optimization. We defined
adequacy as the introduction of an effective antibiotic on
causative bacteria that were not correctly treated before
the results of the M-PCR. We defined de-escalation as
the appropriate use of a narrower-spectrum antibiotic as
described by Weiss et al. for B-lactam antibiotics [16].
De-escalation was considered (i) when a carbapenem
was replaced by [another B-lactam antibiotic; (ii) when
piperacillin/tazobactam or a fourth-generation cephalo-
sporin was replaced by amoxicillin, amoxicillin/clavula-
nic acid, piperacillin, ticarcillin, or a third-generation
cephalosporin; and (iii) when a {third-generation cephalo-
sporin was replaced by amoxicillin/clavulanic acid or

Gram stain

Bronchoalveolar lavage

Plugged telescoping catheter

%g/

Suspected ventilator-associated
pneumonia or severe hospital-
acquired pneumonia

And/or

Empiric
antibiotic

therapy

Fig. 1 Visual summary of the study

Clustered gram-
positive cocci

—

Potential changes of
antibiotic therapy

N
Antibiotic

Identification susceptibility test

Culture

Multiplex PCR > \A

Expert panel with multiplex PCR results
and medical files
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amoxicillin (Supplementary material). In the case of
treatment with a combination of pB-lactam plus amino-
glycoside, only susceptibility to the B-lactam was taken
into account because monotherapy with aminoglycosides
was considered inadequate. We defined optimization as
the use of a [fourth-generation cephalosporin such as ce-
fepime iinstead a third-generation cephalosporin for the
treatment of AMP-C producing Enterobacteriales (En-
terobacter spp., Serratia marcescens, Citrobacter freundii,
or Morganella morganii) [17]. De-optimization was the
opposite. The change was considered as inadequate (in-
adequacy) when Unyvero results led to a switch from an
effective antibiotic to an ineffective antibiotic on causa-
tive bacteria. An escalation was the introduction after
the results of the M-PCR of an antibiotic with a broader
spectrum that was not needed in light of the culture
results.

Data analysis

Data were entered into a spreadsheet and imported into
R software (version 3.2.4) for statistical analysis. Numer-
ical data are presented as absolute numbers, proportion,
or median + interquartile range (IQR). We used Pear-
son’s chi-squared test to compare the sensitivity between
subgroups of samples.

Ethics

The M-PCR was performed on clinical specimens taken
as part of routine care and tested in the clinical micro-
biology laboratory. No additional samples were collected
for this study. Data were collected prospectively, an-
onymously during the study period, in compliance with
the GDPR. The Institutional Review Board 00006477 of
Paris University, Assistance Publique — Hoépitaux de
Paris, authorized the study and waived the need for in-
formed consent. The study complied with the Standards
for the Reporting of Diagnostic Accuracy studies
recommendations.

Results

Demographical characteristics

We analyzed 95 clinical samples, 72 BAL and 23 PTC,
from 85 patients, 73% men, median age 64 years (IQR
54-69). Among the 95 episodes of pneumonia, 71 were
ventilator-associated and 24 were ventilated hospital-
acquired pneumonia. Thirty-one patients were immuno-
compromised: ten were heart transplant recipients, ten
lung transplant recipients, six had chemotherapy for
cancer, and five had acquired immune deficiency syn-
drome (AIDS). The median SAPS II score was 59 (IQR
36-72), and the mortality rate was 32% during the stay
in intensive care. Antibiotics had been prescribed in the
7 days before the diagnosis of pneumonia in 41 episodes
(43%), including cefotaxime (12%), piperacillin-

Page 4 of 10

tazobactam (7%), amikacin (7%), and cefepime (6%)
among the most frequently prescribed antibiotics. Pa-
tient characteristics are reported in Table 1.

Microbiological outcomes

The median turnaround time of the M-PCR was 4.6 h
(IQR 4.4-5). Overall, 104 bacteria were identified using
the M-PCR and 128 by conventional culture. The most
frequently identified bacteria were Pseudomonas aerugi-
nosa (n=32 and n =33 respectively on culture and M-
PCR), Escherichia coli (n=15 on culture and M-PCR),
Klebsiella pneumoniae (n=14 and n=9), and Staphylo-
coccus aureus (n =12 and 8).

When considering the micro-organisms isolated at
clinical thresholds (10* CFU/ml for BAL and 10° CFU/
ml for PTC), 90/112 bacteria were detected by the M-
PCR which yielded a sensitivity of 80% (95% CI, 71—
88%), a specificity of 99% (95% CI, 99-100%), a positive
predictive value of 87% (95% CI, 80-93%), and a nega-
tive predictive value of 99% (95% CI, 99-99%) (Table 2).
The sensitivity of the M-PCR was very heterogeneous
among bacteria, ranging from 100% for Pseudomonas
aeruginosa (n=32) or Proteus spp. (n=7) to 0% for
Streptococcus pneumoniae (n=2), 33% for Morganella
morganii (n = 3), 67% for |[Enterobacter cloacae (n = 6), or
73% for Staphylococcus aureus (n = 11). Overall, the sen-
sitivity was better for Gram-negative bacteria (90%) than
for Gram-positive cocci (62%) (p = 0.005). The sensitivity
of the M-PCR was not different between samples per-
formed in patients who had jantibiotics in the previous 7
days (1 =41, sensitivity of 82%) or patients who did not
(n = 54, sensitivity of 79%) (p = 0.88). Among 29 polymi-
crobial samples (31%), the M-PCR detected 44/60 bac-
teria which corresponds to a sensitivity of 73%,
compared to an 88% sensitivity for monomicrobial sam-
ples (46/52) (p = 0.08). The specificity of the M-PCR was
excellent, between 97 and 100% for all bacteria isolated
at clinical thresholds.

The M-PCR yielded 14 false positive results: 3 Escheri-
chia coli, 2 Enterobacter cloacae, 2 Klebsiella oxytoca, 2
Pseudomonas aeruginosa, 2 Stenotrophomonas maltophi-
lia, 1 Klebsiella variicola, 1 Morganella morganii, and 1
Moraxella catarrhalis that were not found in conven-
tional cultures. In 8 pneumonia episodes, causative bac-
teria were not detected by the M-PCR because of 3
bacterial species that are not included in the M-PCR:
Hafnia alvei (n = 5), Citrobacter koseri (n = 2), and Serra-
tia rubidaea (n=1). Considering all micro-organisms
identified in culture irrespective of the clinical thresh-
olds, 95/118 bacteria were identified which yielded a
sensitivity of 81% (95% CI, 72—-87%) and a specificity of
99% (95% CI, 99-100%) (Supplementary material).

Regarding antibiotic resistance, the M-PCR detected 5
among 8 (63%) ESBL-producing

blacrx-m
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Table 1 Demographics and baseline clinical characteristics of the patients and clinical samples

Patients

Age (years)

Male

Co-morbid conditions
Heart transplant
Lung transplant
COPD
Active chemotherapy for cancer*
AIDS
Chronic dialysis

Clinical samples

Pneumonia
Ventilator-associated
Ventilated hospital-acquired

Severity of disease
Days in intensive care
SAPS Il score
Days of mechanical ventilation
Relapse of pneumonia
Deaths

Laboratory
ESBL carrier
MRSA carrier

Antibiotics in the 7 days before the episode of pneumonia**
Cefotaxime
Piperacillin-tazobactam
Amikacin
Cefepime
Metronidazole

Sampling
Bronchoalveolar lavage
Plugged telescoping catheter

Turnaround time of Unyvero HPN (hours)
Lysis
Waiting time

Analysis

Number (%) (n =85) Median [IQR]
64 [54-69]

62 (73)

10 (12)

10 (12)

14 (16)

6 (7)

5(6)

34

Number (%) (n=95) Median [IQR]

71 (75)

24 (25)
56 [3.5-14]
59 [36-72]
55 [34-11]

24 (25)

30 (32)

23 (24)

T

41 (43)

11(12)

7(7)

7(7)

6 (6)

5(5)

72 (76)

23 (24)
4.6 [44-5]
05 [05-05
0.1 [0.1-04]
3.8[3.8-38]

*Three patients with lung cancer, 2 with esophagus cancer, and one with melanoma

**Only the 5 most frequently prescribed antibiotics are reported

Enterobacteriaceae and 4 carbapenemase genes (blanpm
and one blaoxa.o3) out of 4 carbapenemase-producing
Enterobacteriaceae (100%) (Supplementary material).
The M-PCR detected the only methicillin-resistant S.
aureus isolated in conventional culture but had a false
positive for another mecA gene. We did not identify any
other resistance gene in the study.

Clinical outcomes
According to the expert panel, having the results of the M-
PCR in real-time (the day of sampling) could have led to

episodes of pneumonia

(Table 3). Among the changes, the

s (019 o e ccltion 37 ptns 09
to loptimization in 3 patients (3%). Among

[0 could have been
ide-escalated in the following hours according to the M-
PCR results. However, the M-PCR could also have led to
three inappropriate antibiotic switches: one inadequacy and

2 de-optimizations. More precisely, in one case, the M-PCR
the
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Table 2 Performance of multiplex PCR (M-PCR) for the identification of micro-organisms isolated at clinical thresholds
Organism True positive False positive (M- False negative Se (%) Sp (%) PPV (%) NPV (%)
(culture = M-PCR) PCR+/culture -) (culture+/M-PCR-) [95% Cl] [95% Cl} [95% Cl} [95% Cl]
Gram-positive Staphylococcus aureus 8 0 3 73 100 100 97
bacteri
actena Streptococcus 0 0 2 0 100 - 98
pneumoniae
Enterobacteriaceae  Citrobacter freundii 0 0 0 - 100 - 100
Escherichia coli 12 3 1 92 96 80 99
Enterobacter cloacae 4 2 2 67 98 67 98
complex
Enterobacter aerogenes 1 0 0 100 100 100 100
Proteus spp. 7 0 0 100 100 100 100
Klebsiella pneumoniae 9 0 3 75 100 100 97
Klebsiella oxytoca 2 2 0 100 98 50 100
Klebsiella variicola 0 1 0 - 99 0 100
Serratia marcescens 5 0 0 100 100 100 100
Morganella morganii 1 1 2 33 99 50 98
Hafnia alvei* 0 0 5 0 100 - 95
Citrobacter koseri* 0 0 2 0 100 - 98
Serratia rubidaea* 0 0 1 0 100 - 99
Non-fermenting ~ Moraxella catarrhalis 1 1 0 100 99 50 100
bacteria
Pseudomonas 31 2 0 100 97 94 100
aeruginosa
Acinetobacter 3 0 0 100 100 100 100
baumannii complex
Stenotrophomonas 1 2 0 100 98 33 100
maltophilia
Legionella pneumophila 2 0 0 100 100 100 100
Others Pneumocystis jirovecii 0 0 0 - 100 - 100
Haemophilus influenzae 3 0 1 75 100 100 99
Mycoplasma 0 0 0 - 100 - 100
pneumoniae
Chlamydophila 0 0 0 - 100 - 100
pneumoniae
Total 90 14 22 80 [73-88] 99 [99- 87 [80-93] 99 [99-99]
100]

For culture, only bacteria that were superior to diagnostic thresholds (10* CFU/ml for BAL and 10% CFU/ml for PTC) were considered

*Organisms not screened on the multiplex PCR system

presence of an ESBESproANeiRgNEEerOhEH cloacae aind
In two cases, the test missed either an Enterobacter cloacae
or a Hafnia alvei and could have led to a switch from cefe-
pime to ceftazidime.

Figure 2 graphically represents the potential antibiotic
changes following the results of the M-PCR. The number
of empiric treatments with piperacillin-tazobactam might
have decreased from 27 to 10, and the number of treat-
ments with third-generation cephalosporins increased from
11 to 37. The M-PCR also led to 2 unexpected diagnosis of
severe legionellosis confirmed by culture methods.

Discussion
This study, one of the [fifSt to analyze the potential im-
pact of a MEPCR system on antimicrobial therapy in the

ICU, suggests that it might

biotic therapy in 63% (60/95) of the patients with sus-

pected VAP or ventilated [HAP. The M-PCR provided

004 overall [EOHMANGES for

(sensitivity 80%, 95% CI 71-88%, and specificity 99%,
95% CI 99-100%) and [resistance gene detection.
Regarding microbiological performance, our results
are very close to similar studies that used the same M-
PCR system and reported a sensitivity between 73.1 and
88.8% and a specificity between 94.9 and 97.9% as com-
pared to culture methods [18-20]. As in our study,

Papan et al. reported o [ peHfoFHANCE O the syster

on 79 respiratory samples from children and neonates

18} This might be AENGNHENGAIAINSHCHFETo!
Gram-positive  bacteria, which have a [thicker
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Table 3 Potential impact of multiplex PCR on antibiotic therapy

Page 7 of 10

Initial antibiotic therapy (after Gram stain results) n  Appropriate changes No Inappropriate changes
Adequacy De-escalation Optimization change Inadequacy Escalation De-optimization

Carbapenem + others 17 0 10 0 6 1 0 0
Piperacillin-tazobactam + aminoglycosides 27 2 15 3 7 0 0 0
Fourth-generation cephalosporin +aminoglycosides 16 1 7 0 6 0 0 2
Third-generation cephalosporin £ aminoglycosides 11 5 2 0 4 0 0 0
Amoxicillin-clavulanate 5 0 1 0 4 0 0 0

Others* 5 2 2 0 1 0 0 0

No treatment 14 10 0 0 4 0 0 0

Total (%) 95 20 (21) 37 (39 303 3234 1(1) 0 2

Only bacteria that were superior to diagnostic thresholds (10* CFU/ml for BAL and 10° CFU/ml for PTC) were considered
*Others included cefazolin switched to piperacillin-tazobactam (adequacy), addition of levofloxacin + rifampicin for a L. pneumophila (adequacy), colistin switched
to cefotaxime (de-escalation), vancomycin switched to oxacillin (de-escalation), unchanged cefazolin

peptidoglycan than Gram-negative bacteria and thus
may be more stable to the lysis process required for
DNA extraction.

In our study, the sensitivity of the M-PCR for polymi-
crobial samples was lower than the overall sensitivity
(73% vs 80%) but this difference was not statistically sig-
nificant. This potential difference probably deserves to
be studied in larger samples of patients. We did not en-
counter machine failure in our study, but machine fail-
ure rates over 10% have been reported in the literature
[19, 21]. In our study, the M-PCR had a |sensitivity of
100% for the detection of carbapenemase genes but only
of 63% for the detection of CTX-M genes. This result is

difficult to compare with previous studies due to the low
number of samples with resistance genes in all studies
[18, 22]. The low CTX-M detection rate (63%) observed
in our study may be due to the lack of detection of the
CTX-M-9 group by the Unyvero HPN kit which only
detects the CTX-M-1 group. Indeed, in a recent publica-
tion, the proportion of CTX-M-9 group among ESBL-
producing E. coli isolated in VAP was as high as 40%
[23]. This is a limitation of the test for the detection of
ESBL that may lead to inappropriate antibiotic
prescription.

Obtaining [antimicrobial susceptibility results usually
takes 48—98 h using |conventional methods; thus, the use

Piperacillin-tazobactam_

Carbapenem_

Fourth-generation cephalosporin_

Third-generation cephalosporin_
——

EN BN IS BN BT

Colistin_

Amoxicillin-clavulanate_

. Fourth-generation cephalosporin
No treatment_ B . >
— - Amoxicillin-clavulanate
e
>
-—
r

Fig. 2_Sankey diagram of potential antibiotic therapy switches following multiplex PCR result. Left: antibiotic therapy following Gram strain
results, right: potential antibiotic therapy following multiplex PCR results. The green color is used for antibiotic de-escalation and the red color for

antibiotic escalation according to Weiss et al (Supplementary material). The gray color is for switches that are neither escalation nor de-escalation
J

Third-generation cephalosporin [l

Piperacillin-tazobactam
Carbapenem

Colistin

Carbapenem

No treatment
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of molecular diagnostic tools could be helpful to initiate
the optimal empiric antibiotic. In this study, a multidis-
ciplinary [expert panel reviewed each case and €stimated
that the [M-PCR Tresults would have led to
chaiges in 63/95 (669%) paticnts (60 Appropite changes
and [3| [inappropriate). It is important to note that we
considered a carbapenem as the only effective therapy in
patients infected by an [ESBE-producing Enterobacter-
ales. This is in line with the results of the MERINO trial

[24] and with recent studies showing a

Flowover, (SR o ST TR coul
be [discussed for stabilizéd patients infected by bacteria
with @ MIC. under 4mgL. to piperacliv orobactam

[28]. Very few studies have assessed the potential impact
of a M-PCR system for pneumonia on patient manage-
ment [29]. In a study on 49 patients with severe HAP,
the authors observed that
of the patients [pased on the availabil-
ity of the M=PCR [14]. However, in this study, the au-
thors considered all the pathogens found by the Unyvero
system as causative bacteria for the pneumonia and did
not report the sensitivity or specificity of the M-PCR as
compared to conventional culture. In a case-control

study using the BioFire FilmArray (BioMerieux) [30], the
authors described an [éarly modification of the antibiotic
therapy in 37/56 (66%) patients with [sévere pneumonia
in the [[CU.

We identified in our study 3 species of bacteria that
are not included in the M-PCR but were involved in 8
pneumonia: Hafnia alvei (n=>5), Citrobacter koseri (n =
2), and Serratia rubidaea (n =1). The [ack'of @’ common
which could |detect the
presence of @ny of the specie§ included in this family
was considered as a [lii by the expert panel. A recent
review also underlined the need to include a

PSRRI 1), 1 s thus im-
portant to note that these tools, because of their lack of
exhaustivity, must be used in adltion o conventional
BBIES tcchniques bu [SNNSH (GBS SN BSBSH
equipment and cartridge are more costly than conven-

tional methods, and

to decide which samples should be tested with a M-
PCR

The [turnaround time of the [Unyvero system is longer

than the only other M-PCR system currently available

for respiratory samples, the
-), that allows a diagnosis i of
Moreover, owing to the development of new techniques,

M-{PCR might become [outdated even before they are
widely used. Indeed, [clinical metagenomics, the compre-

hensive sequencing of microbial and host genetic mater-
ial in clinical samples [32], has the potential to improve
microbiological [diagnosties [33]. In a recent proof of

Page 8 of 10

concept study, Langelier et al. €ombined microbiological
and host transcriptome data in tracheal aspirates of 26
patients with a lower respiratory tract infection in the
ICU and identified the causative pathogens with an AUC
Bf 091 (95% CI, 0.83-0.97); however, this kind of tech-

niques is €Xpensive and ot Foutinely available.
The [interpretation and [integration of the results into
O precic- EEEERE S RS

a good knowledge of the performances
and limitations of the M-PCR system, and an [in"depth
In-

deed, clinical microbiologists are at the interface be-
tween [physicians and diagnostic [f00ls and can bridge the

8ap between demand and supply of innovative systems
that could help clinicians take the right decisions at the

point of care. It is gSGanial 0 kiiow Ehe SpectFu R the

in the panel.
The results of this study have to be interpreted in light
of the wider context of diagnostics in the ICU: accelerats

[34].

needed to improve empiric antimicrobial therapy

Indeed, the ftime from sampling to diagnosis is often
shorter than the délay between the Suispicion of infection
and or between |microbiological results and
ichange of therapy [35, 36]. Full exploitation of the ad-
vantages offered by IMFPCR requires a re-organization of

the elinical microbiology laboratory, an organized imple-
mentation of the technique tailored to the routine work-
flow, and trained physicians to best integrate the results
within clinical care [37].

This study presents several limitations. We simulated
the potential impact of the M-PCR results, but [clinical
of a
M-PCR system in real-lifé settings. The design of our
study does not allow to easily separate what is directly
related to the M-PCR results from the impact of a multi-
disciplinary review of each file. As with other innovative
tools [38], clinical trials, preferably randomized and mul-
ticentric, should be conducted to evaluate clinical out-
comes, including adverse  outcomes,  process
improvement, and ecological impact. Special attention
should be paid to the [ftegiatiGAA TMBleEAtaEORTOE
Systems " into  clinical practice and their adoption and
utilization by clinicians. While waiting for the results of
clinical trials, implementation outcomes such as appro-
priateness or fidelity may be key intermediate outcomes
to study the success of strategies aiming to bring M-PCR
systems to the clinical practice [33]. The question of
whether or not M-PCR reduces antibiotic use, antibiotic
resistance, direct costs, and indirect costs should be a
priority area for future research. In our study, each epi-
sode of VAP or ventilated HAP was analyzed by a multi-
disciplinary expert panel of senior intensivists and
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clinical microbiologists. In routine practice, this may not
always be the case and trials should aim to study the po-
tential difficulties of the integration of M-PCR in the
clinical practice such as the management of the results
in case of lack of experienced clinical staff to interpret
the results. Our results are limited regarding the detec-
tion of resistance because of a low number of patients
with ESBL or carbapenemase-producing Enterobacteria-
ceae (CPE)| Finally, we only included samples with
Gram-negative bacilli or clustered Gram-positive cocci
on Gram staining in three ICUs in the same hospital
preventing the extrapolation of our results to other sam-
ples or other contexts. Indeed, the performance of the
M-PCR could be different in another setting character-
ized by a higher proportion of Gram-positive bacteria
and/or a different prevalence of Enterobacterales.

Conclusions

Opverall, our results suggest that the use of a M-PCR sys-
tem for VAP and ventilated HAP with good microbio-
logical performances can lead to early adaptation of
antimicrobial therapy and thereby limit the selection
pressure. Interpretation of the results of the test requires
microbiological expertise, an excellent knowledge of the
test, and an in-depth discussion between microbiologists
and clinicians. These results could inform the develop-
ment of evidence-based decision algorithms to guide
antibiotic prescription and adaptation following M-PCR
results in future clinical trials.
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