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ABSTRACT The most recent European guidelines and task force reports on hospital-acquired
pneumonia (HAP) and ventilator-associated pneumonia (VAP) were published almost 10 years ago. Since
then, further randomised clinical trials of HAP and VAP have been conducted and new information has
become available. Studies of epidemiology, diagnosis, empiric treatment, response to treatment, new
antibiotics or new forms of antibiotic administration and disease prevention have changed old paradigms.
In addition, important differences between approaches in Europe and the USA have become apparent.

The European Respiratory Society launched a project to develop new international guidelines for HAP
and VAP. Other European societies, including the European Society of Intensive Care Medicine and the
European Society of Clinical Microbiology and Infectious Diseases, were invited to participate and
appointed their representatives. The Latin American Thoracic Association was also invited.

A total of 15 experts and two methodologists made up the panel. Three experts from the USA were also
invited (Michael S. Niederman, Marin Kollef and Richard Wunderink).

Applying the GRADE (Grading of Recommendations, Assessment, Development and Evaluation)
methodology, the panel selected seven PICO (population-intervention—comparison-outcome) questions
that generated a series of recommendations for HAP/VAP diagnosis, treatment and prevention.
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Introduction

Hospital-acquired pneumonia (HAP) is an infection of the pulmonary parenchyma caused by pathogens
that are present in hospital settings [1]. Nosocomial pneumonia develops in patients admitted to the
hospital for >48 h and usually the incubation period is at least 2 days. Among nosocomial pneumonias,
ventilator-associated pneumonia (VAP) develops in intensive care unit (ICU) patients who have been
mechanically ventilated for at least 48 h. Patients with severe nosocomial pneumonia who require
mechanical ventilation during their treatment after the onset of infection do not meet the definition of
VAP. In contrast, ventilator-associated tracheobronchitis (VAT) is characterised by signs of respiratory
infection without new radiographic infiltrates, in a patient who has been ventilated for at least 48 h [2].

HAP is the second most common nosocomial infection and the leading cause of death from nosocomial
infections in critically ill patients. Its incidence ranges from 5 to more than 20 cases per 1000 hospital
admissions [1], with the highest rates in immunocompromised, surgical and elderly patients.
Approximately one-third of nosocomial pneumonia cases, with the majority being VAP, are acquired in
the ICU. US epidemiological studies report an incidence of VAP of 2-16 episodes per 1000 ventilator-days
[3, 4]. Coox et al. [5] estimated the risk of VAP to be 3% per day during the first 5 days on mechanical
ventilation, 2% per day from day 5 to 10 and 1% per day for the remaining days. However, with respect to
earlier reports [6], VAP seems to be on the decrease, probably due to better implementation of preventive
strategies. The incidence is still very high (50%) in trauma and brain injury patients, probably related to
the depressed level of consciousness and consequently microaspiration at the time of trauma [7].

HAP and, most prominently, VAP increase duration of hospitalisation and healthcare costs; a recent
matched case-control study from a large US database demonstrated longer durations of mechanical
ventilation, ICU stay and hospitalisation in patients with VAP than in those without. Worse outcomes
have been consistently reported over the years [6-8] and mean hospital charges per VAP patient have
increased by approximately USD40000 [7, 8]. In a systematic review of economic analyses of
healthcare-associated infections, the mean attributable cost of VAP was USD9969 [9].

In the UK, a conservative estimated cost was GBP10000, which is equivalent to 7 extra days of ICU care;
GBP350 was the estimated price of any preventive measure to be considered cost-beneficial [10]. In
Turkish University Hospitals, the mean cost of ICU patients with VAP was four times greater compared
with those without VAP [11].

Healthcare-associated pneumonia (HCAP) develops in nonhospitalised patients who have multiple risks
for being colonised by nosocomial multidrug-resistant (MDR) pathogens [1]. Risk factors for developing
HCAP are hospitalisation for >2 days within the preceding 90 days, residence in a nursing home or

The guidelines published by the European Respiratory Society (ERS) incorporate data obtained from a comprehensive
and systematic literature review of the most recent studies available at the time. Health professionals are encouraged to
take the guidelines into account in their clinical practice. However, the recommendations issued by this guideline may
not be appropriate for use in all situations. It is the individual responsibility of health professionals to consult other
sources of relevant information, to make appropriate and accurate decisions in consideration of each patient’s health
condition and in consultation with that patient and the patient’s caregiver where appropriate and/or necessary, and to
verify rules and regulations applicable to drugs and devices at the time of prescription.
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extended care facility, home infusion therapy, chronic dialysis, home wound care and contact with subjects
colonised by MDR pathogens. Studies in the USA [12] have reported that HCAP is often caused by MDR
microorganisms in critically ill patients; in contrast, European data [13] suggest that the aetiology in
HCAP patients is similar to that of community-acquired pneumonia (CAP) and that these patients are
often not critically ill. For this reason, HCAP management is not covered in these guidelines.

The time of onset of nosocomial pneumonia also affects the possible aetiology, empirical antimicrobial
treatment and outcomes [14]. Previously, VAP was categorised as either early- or late-onset VAP [15]. In
an interesting study by TrouILLET et al. [16], specific risk factors were strongly associated with infection by
MDR pathogens: duration of mechanical ventilation >7 days (OR 6.0), prior antibiotic use (OR 13.5) and
prior use of broad-spectrum drugs (OR 4.1). More recent reports have challenged this classification;
indeed, some investigators have found comparable aetiologies in patients with early- or late-onset VAP
[17-20]. This may be related to the worldwide rise in MDR pathogens and emphasises that the local ICU
ecology is the most important risk factor for acquiring MDR pathogens, irrespective of the length of
intubation. The initial HAP or VAP severity (e.g. septic shock) is also a strong risk factor for MDR
pathogens, regardless of time of onset.

The crude mortality of nosocomial pneumonia may be as high as 70% [1]. Several reports have estimated
that a third to a half of all VAP-related deaths are the direct result of the infection, with a higher mortality
rate in cases caused by Pseudomonas aeruginosa [21] and Acinetobacter spp. [21, 22]. Attributable VAP
mortality is defined as the percentage of deaths that would not have occurred in the absence of the
infection. Recent studies have reappraised the impact of VAP on mortality [23-25]. In particular, as
already mentioned, the risk of VAP is time dependent, and this may cause a significant time-dependent
bias because mortality and ICU discharge act as competing end-points. Thus, the most recent studies
reported an attributable mortality of 10% [25, 26], with surgical patients and those with mid-range illness
severity presenting the highest associated risk.

In 2005, the American Thoracic Society (ATS)/Infectious Diseases Society of America (IDSA) published
evidence-based guidelines for the management of HAP/VAP [1]. A task force of three European societies
(European Respiratory Society (ERS), European Society of Clinical Microbiology and Infectious Diseases
(ESCMID) and European Society of Intensive Care Medicine (ESICM)) also published recommendations
for HAP and VAP [27]. Since those guidelines were published, a great deal of progress has been made in
the understanding of HAP/VAP, e.g. with regard to the different forms of the disease (specifically VAT
and VAP), new knowledge about MDR pathogens, new studies for validating guidelines, the bacteriology
of HAP in nonintubated patients, new drug development and new trials of aerosolised antibiotics, and new
evidence and concepts regarding prevention (e.g. the zero-VAP concept). In addition, regulatory agencies
are trying to find surrogate end-points to replace 28-day mortality and to improve the design of
randomised clinical trials in this field of investigation. The IDSA and ATS published their latest guidelines
in July 2016 [28]. These guidelines differ from the previous recommendations published in 2005 by
introducing the use of the GRADE (Grading of Recommendations, Assessment, Development and
Evaluation) methodology for evaluation of all available evidence, in removing the concept of HCAP, in
using antibiograms to guide antibiotic treatments and in administering short-course therapy for most HAP
or VAP patients regardless of their microbial aetiology, as well as antibiotic de-escalation.

The ERS, ESICM, ESCMID and Latin American Thoracic Association (ALAT) all support new
evidence-based guidelines for HAP/VAP, and have appointed a panel of experts to develop clinical
recommendations. Although the IDSA/ATS were also developing new guidelines, the panel thought that a
European perspective was needed in view of the differences between the US and European approaches in
several areas:

1) The use of ventilator-associated complications [29] as a surrogate measure of VAP has become very
popular in the USA in recent years for benchmarking purposes. However, because of its lack of
sensitivity and specificity it has not been widely implemented in Europe.

2) There are differences in the definitions of HAP and VAP.

3) Diagnosis of HAP/VAP is still a matter of controversy, particularly with regard to the role of
quantitative cultures and bronchoscopic sampling. Different approaches are applied in Europe and
the USA [1, 28].

4) The efficacy of certain antibiotics varies widely in different geographic regions, as does the frequency
of MDR pathogens in different European countries [17].

5) Attitudes and beliefs about how to best prevent pneumonia, including the use of selective digestive
decontamination (SDD), differ considerably. This is due mainly to the wide variation in VAP
incidence between Europe and the USA [28, 29]. In particular, following an extensive implementation
of ventilator bundles in the last decade in the USA there has been a consistent drop in VAP rates.
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This is not the case in Europe, where incidence remains high in many ICUs in spite of the consistent
use of ventilator bundles [30].

6) Antimicrobial stewardship is an important issue in both Europe and the USA, but the approach to
this problem in the two continents differs considerably, particularly in relation to the need for prior
authorisation of certain antibiotics before their use in the ICU as part of empiric therapy [31]. In
addition, in some European countries there is such a strong emphasis on stewardship that physicians
may be reluctant to use broad-spectrum empiric therapy that is intended to target at least 95% of the
likely pathogens, an implied goal of the latest IDSA/ATS guidelines.

Scope and purpose

The purpose of this document is to provide guidance on the most effective treatments and management
strategies for adult patients with HAP and VAP. The recommendations reported in these guidelines may
not apply to patients with a secondary immune deficiency (related to HIV infection, treatment or
disease-induced immunosuppression) or primary immune deficiency; in these patients, HAP and VAP can
be caused by a broad spectrum of microorganisms, and the diagnostic and therapeutic approaches are very
different.

These guidelines are intended mainly for specialists in respiratory medicine and critical care managing
adults with HAP or VAP. They may also be of interest to general internists, specialists in infectious
diseases, pharmacists, microbiologists and policy makers.

Methods

These guidelines were developed by a committee of experts from the ERS, ESICM, ESCMID and ALAT.
The committee included specialists in respiratory medicine with expertise in the management of patients
with lung infections, intensive care specialists, as well as microbiologists and methodologists with
experience in evidence synthesis and guideline development.

The committee’s first face-to-face meeting was held in February 2013, where a total of seven clinical
questions were formulated. The guideline process continued with a series of telephone conferences and
electronic-based discussions between committee members. A second face-to-face meeting was held in
Barcelona (February 2015) to decide on the guideline recommendations.

In collaboration with the methodologists, a search strategy was designed using key terms and keywords for
each clinical question. The search was limited to human studies (systematic reviews, randomised clinical
trials or observational studies) written in English. The PubMed platform was used to search MEDLINE.
The Cochrane Central Register of Controlled Trials (CENTRAL), the Cochrane Database of Systematic
Reviews and the National Health Service’s Economic Evaluation Database were also searched to find
additional studies and economic evaluations. All searches were performed until December 2014 and
guideline panel members monitored the literature relevant to their assigned clinical question up to
September 2016. The search retrieved 5560 citations; after the review of titles and abstracts, and full-text
when needed, a total of 109 references were included for analysis (figure 1).

Assessment of the level of evidence and grade of recommendations

Evidence levels and recommendation grades used in these guidelines follows the GRADE methodology
[32, 33]. GRADE has four levels of evidence: high, moderate, low and very low. Recommendations are
classified as strong or weak after considering the quality of the evidence, the balance of desirable and
undesirable consequences of the management options compared, the assumptions about the relative
importance of outcomes, the implications for resource use, and the acceptability and feasibility of
implementation. Recommendations and their strength were decided by consensus and, if required, by
voting. Supplementary table S1 provides a suggested interpretation of these recommendations by the
targeted stakeholders, who include patients, clinicians and health policy makers.

These guidelines will be considered for revision in 2020, or sooner if relevant new evidence becomes
available.

PICO questions and recommendations
All PICO (population-intervention-comparison-outcome) questions and corresponding recommendations
are listed in table 1.

https://doi.orgss, 93003.00582-2017 4
R o |
medlive.cn http://guide.medlive.cn/


http://guide.medlive.cn/
http://guide.medlive.cn/

ERS/ESICM/ESCMID/ALAT GUIDELINES | A. TORRES ET AL.

Records identified through Records identified
database searching through other sources
(n=5543) (n=17)

y

Records screened
(n=5560)

Records excluded by title/abstract
and duplicates (n=5407)

v

A4

Full-text articles
assessed for eligibility
(n=153)

Full-text articles excluded (n=44)
Not in English (n=6)
Not eligible by population,
intervention or design (n=38)

N

Studies included in
quantitative synthesis
(n=109)

PICO 1: n=16; PICO 2: n=1¢;
PICO 3: n=34; PICO 4: n=8;
PICO 5: n=10; PICO 6: n=10;
PICO 7: n=15

FIGURE 1 Literature search.

Question 1: In intubated patients suspected of having VAP, should distal quantitative samples be
obtained instead of proximal quantitative samples?

Recommendations

We suggest obtaining distal quantitative samples (prior to any antibiotic treatment) in order to reduce
antibiotic exposure in stable patients with suspected VAP and to improve the accuracy of the results.
(Weak recommendation, low quality of evidence.)

We recommend obtaining a lower respiratory tract sample (distal quantitative or proximal quantitative or
qualitative culture) to focus and narrow the initial empiric antibiotic therapy. (Strong recommendation,
low quality of evidence.)

Benefits and harms

Invasive techniques require the participation of qualified clinicians, may compromise gas exchange during
the procedure and may be associated with higher direct costs [34-37]. However, a pooled analysis of five
randomised controlled trials (RCTs) did not show any difference in overall mortality between VAP
patients diagnosed through invasive or noninvasive techniques (profile 2 in the supplementary material)
[34]. No RCTs have compared qualitative and quantitative cultures of the same bacteriological sample.
Quantitative cultures help to guide initial antibiotic therapy for VAP; when available, they allow the precise
identification of the causative organisms and susceptibility patterns, thus providing invaluable information
for optimal antibiotic selection. However, antibiotic therapy for a current episode of HAP/VAP can alter
and modify the results from quantitative cultures when samples are obtained within 48 h of starting a new
antibiotic regimen.

Three RCTs have compared the effectiveness of invasive methods using quantitative cultures versus
noninvasive methods using qualitative cultures [34, 35, 37]. A pooled analysis did not show any significant
influence of the approach used on the change of the initial antibiotic regimen [34]. The studies were not
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TABLE 1 PICO questions and recommendations

PICO question Recommendations

Question 1: In intubated patients suspected of having VAP, should  We suggest obtaining distal quantitative samples (prior to any antibiotic
distal quantitative samples be obtained instead of proximal treatment] in order to reduce antibiotic exposure in stable patients
quantitative samples? with suspected VAP and to improve the accuracy of the results. (Weak

recommendation, low quality of evidence.)

We recommend obtaining a lower respiratory tract sample (distal
quantitative or proximal quantitative or qualitative culture) to focus
and narrow the initial empiric antibiotic therapy. (Strong
recommendation, low quality of evidence.)

Question 2: Can patients suspected of having nosocomial We suggest using narrow-spectrum antibiotics (ertapenem, ceftriaxone,
pneumonia (HAP and VAP), who have early-onset infection and cefotaxime, moxifloxacin or levofloxacin) in patients with suspected
none of the classic risk factors for MDR pathogens, be treated low risk of resistance and early-onset HAP/VAP. (Weak
appropriately if they receive a different and narrower spectrum recommendation, very low quality of evidence.)
empiric therapy than patients with late-onset infection and/or Remarks: The risk of Clostridium difficile infections is increased with
the presence of MDR risk factors? third-generation cephalosporins compared with penicillins or quinolones.

The panel found it reasonable to consider as “low risk” patients without
septic shock, with no other risk factors for MDR pathogens and those
who are not in hospitals with a high background rate of resistant
pathogens. However, the presence of other clinical conditions may make
individuals unsuitable for this recommendation. The rate of resistant
pathogens is highly variable across different countries, settings and
hospitals. A prevalence of resistant pathogens in local microbiological
data >25% is considered a high background rate (the rate of resistance
in the ICU caring for the patient (not the hospital as a whole) is the
relevant factor to consider).

We recommend broad-spectrum empiric antibiotic therapy targeting
Pseudomonas aeruginosa and extended-spectrum B-lactamase-
producing organisms, and, in settings with a high prevalence of
Acinetobacter spp., in patients with suspected early-onset HAP/VAP
who are in septic shock, in patients who are in hospitals with a high
background rate of resistant pathogens present in local
microbiological data and in patients with other (nonclassic) risk
factors for MDR pathogens (see Question 3). (Strong recommendation,
low quality of evidence.)

The panel believes that tailoring antibiotic therapy to the susceptibility
data of the aetiological pathogen once microbiological and clinical
response data become available (day 3) represents good practice.
(Good practice statement.)

Question 3: When using initial broad-spectrum empiric therapy We recommend initial empiric combination therapy for high-risk HAP/
for HAP/VAP, should it always be with two drugs or can it be VAP patients to cover Gram-negative bacteria and include antibiotic
with one drug and, if starting with two drugs, do both need to coverage for MRSA in those patients at risk. (Strong recommendation,
be continued after cultures are available? moderate quality of evidence.)

Remarks: The panel finds it reasonable to consider as “high-risk HAP/VAP”
patients who present HAP/VAP and either septic shock and/or the
following risk factors for potentially resistant microorganisms: hospital
settings with high rates of MDR pathogens li.e. a pathogen not
susceptible to at least one agent from three or more classes of
antibiotics), previous antibiotic use, recent prolonged hospital stay
(>5 days of hospitalisation] and previous colonisation with MDR
pathogens. The rate of resistant pathogens varies widely across different
countries, settings and hospitals. However, a prevalence of resistant
pathogens in local microbiological data >25% represents a high-risk
situation [including Gram-negative bacteria and MRSA).

If initial combination therapy is started, we suggest continuing with a
single agent based on culture results and only consider maintaining
definitive combination treatment based on sensitivities in patients
with extensively drug-resistant (XDR; i.e. susceptible to only one or
two classes of antibiotics)/pan-drug-resistant (PDR; i.e. not
susceptible to any antibiotics) nonfermenting Gram-negative bacteria
and carbapenem-resistant Enterobacteriaceae (CRE) isolates. (Weak
recommendation, low quality of evidence.)

Continued
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TABLE 1 Continued

PICO question Recommendations

Remarks: The panel finds it reasonable to consider selected patients at low
risk for MDR pathogens [see Question 2] and some patients at high risk
for MDR pathogens for initial empiric monotherapy, if there is a
single-antibiotic therapy that is effective against >20% of Gram-negative
bacteria according to the local antibiogram. However, other clinical
conditions, particularly severe illness or septic shock, may make
individuals unsuitable for this recommendation.

Question 4: In patients with HAP/VAP, can duration of We suggest using a 7-8-day course of antibiotic therapy in patients with
antimicrobial therapy be shortened to 7-10 days for certain VAP without immunodeficiency, cystic fibrosis, empyema, lung
populations, compared with 14 days, without increasing rates of abscess, cavitation or necrotising pneumonia and with a good clinical
relapsing infections or decreasing clinical cure? response to therapy. (Weak recommendation, moderate quality of

evidence.)

Remarks: This recommendation also includes patients with nonfermenting
Gram-negatives, Acinetobacter spp. and MRSA with a good clinical
response. Longer courses of antibiotics may be needed in patients with
inappropriate initial empiric therapy, and should be individualised to the
patient’s clinical response, specific bacteriological findings (such as PDR
pathogens, MRSA or bacteraemia) and the serial measurement of
biomarkers when indicated (see Question é and table 3.

The panel believes that applying the rationale and recommendations
used for VAP in nonventilated patients with HAP represents good
practice. (Good practice statement.)

We suggest against routine treatment with antibiotics for >3 days in
patients with low probability of HAP and no clinical deterioration
within 72 h of symptom onset. (Weak recommendation, low quality of
evidence.)

Remarks: The term “low probability of HAP" refers to patients with low
Clinical Pulmonary Infection Score (CPIS] scores or a clinical
presentation not highly suggestive of pneumonia [e.g. <6 at symptom
onset and continuing up to 72 h.

Question 5: In patients receiving antibiotic treatment for VAP or The panel believes that performing routine bedside clinical assessment
HAP, is bedside clinical assessment equivalent to the detection in patients receiving antibiotic treatment for VAP or HAP represents
of serial biomarkers to predict adverse outcomes/clinical good practice. (Good practice statement.)
response at 72-96 h? Remarks: Clinical evaluation usually involves measurement of temperature,

tracheobronchial secretion volume, culture and purulence assessment of
tracheobronchial secretions, evaluation for chest radiograph resolution,
white blood cell count, arterial oxygen tension/inspiratory oxygen fraction
(P20, /Fi0,), and calculation of one or more scores such as CPIS, ODIN
(Organ Dysfunction and Infection System)], SOFA (Sequential Organ
Failure Assessment], SAPS Il (Simplified Acute Physiological Score 11}
and APACHE II.

We do not recommend routinely performing biomarker determinations
in addition to bedside clinical assessment in patients receiving
antibiotic treatment for VAP or HAP to predict adverse outcomes and
clinical response at 72-96 h. (Strong recommendation, moderate
quality of evidence.)

Remarks: Biomarker determinations may include C-reactive protein (CRP),
procalcitonin [PCT), copeptin and mid-regional pro-atrial natriuretic
peptide [MR-proANP). Clinicians should take into consideration the
availability, feasibility and costs of each biomarker before routine testing.

Question 6: In patients with HAP with severe sepsis or VAP, can We do not recommend the routine measurement of serial serum PCT
serum PCT be used to reduce the duration of antibiotic therapy, levels to reduce duration of the antibiotic course in patients with HAP
compared with care that is not guided by serial biomarker or VAP when the anticipated duration is 7-8 days. (Strong
measurements? recommendation, moderate quality of evidence.)

The panel believes that the measurement of serial serum PCT levels
together with clinical assessment in specific clinical circumstances
(see table 3] with the aim of reducing antibiotic treatment duration
represents good practice. (Good practice statement.)

Continued
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Recommendations

Question 7: In patients requiring mechanical ventilation for >48 h,  The guideline panel decided not to issue a recommendation on the use

does topical application of nonabsorbable antimicrobials of chlorhexidine to perform selective oral decontamination (SOD) in
(antibiotics or chlorhexidine) in the oropharynx (SOD) or in the patients requiring mechanical ventilation until more safety data
oropharynx and intestinal tract along with intravenous become available, due to the unclear balance between a potential
antibiotics (SDD) reduce the risk of VAP occurrence and/or reduction in pneumonia rate and a potential increase in mortality. (No
improve patient outcome compared with standard care? formal recommendation.)

(Standard care being treatment dispensed in the ICU by the We suggest the use of SOD, but not SDD, in settings with low rates of
medical team in their usual manner) antibiotic-resistant bacteria and low antibiotic consumption (where

low antibiotic consumption in the ICU is <1000 daily doses per 1000
admission days). (Weak recommendation, low quality of evidence.)
Remarks: Although establishing a cut-off value for low and high resistance
settings is a dilemma, the committee felt that a 5% threshold was

reasonable.

VAP: ventilator-associated pneumonia; HAP: hospital-acquired pneumonia; MDR: multidrug-resistant; ICU: intensive care unit; MRSA:
methicillin-resistant Staphylococcus aureus; APACHE Il: Acute Physiology and Chronic Health Evaluation Il; SDD: selective digestive

decontamination.

blinded and the results varied widely. The fact that some investigators may be reluctant to withhold
therapy until quantitative results are available may explain these findings.

The number of antibiotic-free days was assessed in two RCTs, although the results were not pooled [34,
35]. In one study with 413 patients, the invasive distal quantitative strategy was combined with an
algorithm for treatment de-escalation and led to a significant increase in antibiotic-free days at day 14 (5.0+5.1
versus 2.2+3.5) and day 28 (11.5£9.0 versus 7.5£7.6) compared with noninvasive methods using qualitative
cultures. The difference was statistically significant for all antibiotic classes except carbapenems [37]. In that
study, all microorganisms recovered from qualitative culture, including potentially nonpathogenic organisms
such as coagulase-negative staphylococci, were treated and antibiotics may have been overused in the
qualitative proximal culture arm [37]. In the Canadian Critical Care Trial Group study, antibiotic-free days
at day 28 were similar between groups [34]. In that study, there were no clear recommendations on
antimicrobial de-escalation and the research protocol may have facilitated appropriate discontinuation of
antibiotics or targeted therapy in the two groups, thus minimising the differences between them [34].

Overall mortality, ICU length of stay and duration of mechanical ventilation did not show differences
between the two interventions in a pooled analysis [34]. The potential downsides of narrowing
antimicrobial therapy in response to the results of quantitative cultures have also been evaluated in cohort
studies, in which this diagnostic strategy was not associated with an increase in mortality or length of stay
(profile 1 in the supplementary material) [37, 38].

Noninvasive diagnostic methods (e.g. endotracheal aspirate collection) led to an over-identification of
bacteria by initial direct examination of samples. In one clinical trial, bacterial identification was achieved
by endotracheal qualitative aspirates in 86% of the patients, but in only 43% with the use of bronchoscopic
distal quantitative methods [35]. This important difference in bacterial identification may explain the
reduction in antibiotic-free days and overall antibiotic exposure between the two approaches seen in
previous trials. The link between antibiotic use and antibiotic resistance, both inside a unit and at an
individual level, on the infecting flora and on the gut microbiota has been clearly identified [39].
Moreover, a recent observational study in 89 patients with clinically suspected VAP and a negative
(<10* CFU-mL™) quantitative bronchoalveolar lavage (BAL) compared patients with early (within 1 day)
and late antibiotic discontinuation. Despite similar severity scores, there were no differences in mortality
between patients with early (25.0%) and late (30.6%) discontinuation. There were significantly fewer
superinfections (22.5% versus 43%), respiratory superinfections (10.% versus 29.%) and MDR
superinfections (7.5% versus 36%) in the early than in the late discontinuation group [40].

Nevertheless, the collection of a bacteriological sample before any change in antimicrobial therapy allows
the immediate withdrawal of the antibiotic following a negative finding and a subsequent de-escalation
according to the microorganisms grown from bacteriological culture [35, 37, 41, 42]. This may not be
feasible in all situations. In practice, when antimicrobials have recently been modified, both qualitative and
quantitative samples lose their sensitivity and specificity [43-47]. A negative finding indicates either that
the patient has been successfully treated for pneumonia and that the bacteria were eradicated (but
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de-escalation may not always be possible) or that the lung infection was not present to begin with (leading
to an active search for other diseases and withdrawal or adjustment of antimicrobial therapy). To cope
with this problem, if bacteriological analyses are not available immediately, processing of a bacteriological
specimen collected after refrigeration can offer good reliability [48].

The guideline panel noted that invasive techniques using quantitative cultures are widely available and
feasible at most of the specialised centres that care for patients with VAP. Panel members felt that the
overall benefits in terms of antibiotic exposure probably outweigh the harms in comparison with
noninvasive methods using qualitative cultures, particularly if samples are collected before new antibiotics
are started. In critically ill VAP patients, the benefits of invasive techniques are less clear, due to the
potential deleterious impact of bronchoscopy on gas exchange, especially in patients with severe acute
respiratory distress syndrome and profound (unstable) septic shock. Mini-BAL can partially overcome
these deleterious effects.

Relative importance of the outcomes

The panel placed greater value on the potential benefits of reducing antibiotic exposure (and its impact on
antibiotic resistance) than on the potential complications of invasive techniques. However, there is some
concern that if the procedure is performed shortly after a recent change in antibiotics or at a centre
without technical expertise, a false-negative result may mean that patients are not treated in an efficient
and timely manner.

Resource use

No appropriate cost-effectiveness studies have been identified. The panel took into consideration the
potentially high costs due to the future of emerging antibiotic resistance with the routine use of
broad-spectrum, and prolonged, courses of antibiotics and the reduced direct costs related to a short
course of antibiotics.

Question 2: Can patients suspected of having nosocomial pneumonia (HAP and VAP), who have
early-onset infection and none of the classic risk factors for MDR pathogens, be treated
appropriately if they receive a different and narrower spectrum empiric therapy than patients

with late-onset infection and/or the presence of MDR risk factors?

Recommendations

We suggest using narrow-spectrum antibiotics (ertapenem, ceftriaxone, cefotaxime, moxifloxacin or
levofloxacin) in patients with suspected low risk of resistance and early-onset HAP/VAP. (Weak
recommendation, very low quality of evidence.)

Remarks: The risk of Clostridium difficile infections is increased with third-generation cephalosporins
compared with penicillins or quinolones. The panel found it reasonable to consider as “low risk” patients
without septic shock, with no other risk factors for MDR pathogens and those who are not in hospitals with
a high background rate of resistant pathogens. However, the presence of other clinical conditions may make
individuals unsuitable for this recommendation. The rate of resistant pathogens is highly variable across
different countries, settings and hospitals. A prevalence of resistant pathogens in local microbiological data
>25% is considered a high background rate (the rate of resistance in the ICU caring for the patient (not the
hospital as a whole) is the relevant factor to consider).

We recommend broad-spectrum empiric antibiotic therapy targeting P. aeruginosa and extended-spectrum
B-lactamase (ESBL)-producing organisms, and, in settings with a high prevalence of Acinetobacter spp., in
patients with suspected early-onset HAP/VAP who are in septic shock, in patients who are in hospitals
with a high background rate of resistant pathogens present in local microbiological data and in patients
with other (nonclassic) risk factors for MDR pathogens (see Question 3). (Strong recommendation, low
quality of evidence.)

The panel believes that tailoring antibiotic therapy to the susceptibility data of the aetiological pathogen
once microbiological and clinical response data become available (day 3) represents good practice. (Good
practice statement.)

Benefits and harms

The efforts to define a population of nosocomial pneumonia patients who can receive appropriate
narrow-spectrum empiric antibiotic therapy rather than broad-spectrum multidrug therapy may help to
prevent the overuse of our most effective antibiotics and thus avoid future resistance. In addition, the use
of a focused, narrower spectrum regimen may forestall some of the side-effects associated with the use of
multiple, broad-spectrum antibiotics.
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Our search did not find any RCTs comparing the effectiveness of broad- and narrow-spectrum empiric
antibiotic use in patients with anticipated low-risk MDR pathogens. Available RCTs comparing mono
versus dual empirical antibiotic therapy in patients with VAP/HAP have specifically excluded patients with
high disease severity. Even in this population, all patients received broad-spectrum antibiotics.

Time of onset of pneumonia has been extensively described in the literature as an important risk factor for
specific pathogens, mainly MDR pathogens. Early-onset HAP and VAP, defined as occurring within the
first 4 days of hospitalisation, usually carry a better prognosis and are more likely to be caused by
antibiotic-sensitive bacteria than other types of pneumonia. Late-onset HAP and VAP (>5 days of
hospitalisation) are more likely to be caused by MDR pathogens, and are associated with increased patient
mortality and morbidity [17]. However, even with early-onset HAP/VAP, the presence of other classic risk
factors for resistance narrows the population that might potentially benefit from less broad-spectrum
therapy [1, 18]. These risk factors have been identified as previous antimicrobial therapy or hospitalisation
(>2 days) in the preceding 90 days and, more recently, the nonclassic risk of having a high frequency of
antibiotic resistance in the community or in the specific hospital unit [1, 18].

Several studies showed that the percentage of MDR pathogens among patients with early-onset VAP
varied from as low as 10% to as high as 51%. In general, if the overall incidence of MDR pathogen VAP is
>25%, the frequency of MDR pathogens in early-onset pneumonia is similar to the overall frequency of
MDR pathogens causing nosocomial pneumonia (table 2 and profile 3 in the supplementary material).

One prospective observational cohort study of 689 mechanically ventilated patients with nosocomial
pneumonia showed that 152 out of 485 patients with a confirmed microbiological diagnosis had
early-onset (<5 days of mechanical ventilation) pneumonia with no classic risk factors for MDR
pathogens. 77 out of these 152 patients (51%) were infected with potentially resistant microorganisms, and
these organisms were associated with the presence of severe sepsis or septic shock (OR 3.7) and the
development of pneumonia in centres with a prevalence of MDR pathogens >25% (OR 11.3) (profile 3 in
the supplementary material) [18].

One further prospective observational study in 276 patients with ICU-acquired pneumonia (146 with
VAP) classified patients into early onset without risk factors for MDR pathogens (38 patients) and late
onset or with risk factors for MDR pathogens (238 patients) according to the 2005 ATS/IDSA guidelines
[1, 19]. The incidence of MDR pathogens did not differ between the two groups (26% and 29%,
respectively). However, there were some patients with early-onset pneumonia who did not have classic risk
factors for MDR pathogens; 46% had current or former alcohol abuse, 37% had recent surgery, 34% had
chronic heart disease, 24% had chronic lung disease, 24% had diabetes mellitus and 18% had previous use
of corticosteroids. Only 18% of the patients with early onset and no risk factors for MDR pathogens
underwent therapy that complied with the recommendations of the 2005 ATS/IDSA guidelines regarding
the use of limited-spectrum antibiotic therapy and from those 43% presented initial nonresponse to
therapy (profile 4 in the supplementary material) [19].

In another prospective cohort study assessing the risk factors for the isolation of pathogens that are
potentially resistant to multiple drugs in ICU-acquired pneumonia, the strongest predictors for infection
with MDR pathogens were older age and prior antibiotics either as prophylaxis (OR 4.6) or as therapy
(OR 8.2). In that study, an early-onset HAP was defined as occurring <5 days after admission and 52% of
this population had MDR pathogens. The risk of infection with either P. aeruginosa or ESBL-producing

TABLE 2 Relationship between the frequency of multidrug-resistant (MDR) pathogens in
early-onset nosocomial pneumonia (EOP)# versus the overall frequency of MDR pathogens
causing hospital-acquired pneumonia (HAP)

First author [ref.] MDR in EOP % MDR in HAP overall %
MonTrAVERS [49] Similar to overall 34

Leroy [50] 19 30

Ferrer [19] 26

Perset [51] Similar to overall
Restrepo [20] 27.8 30
MarTiN-LoecHes [18] 51 57

ArvaniTis [52] 10 25

Vernamme [53] 52

#. EOP was defined as occurring <5 days after admission.
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organisms rose in parallel with time in the ICU, occurring in only 10% of infections that began <4 days
after admission, but in 34% of infections beginning between days 6 and 9 after admission (profile 3 in the
supplementary material) [53].

In an observational prospective cohort study including 124 patients with bacteriologically confirmed HAP
and an overall incidence of MDR pathogens of 30%, the multivariate analysis identified certain factors
associated with a lower risk of MDR pathogens. The combination of these factors in a cohort of 26
patients allowed the validation of an algorithm that identified all patients with antimicrobial-susceptible
HAP. The absence of prior antimicrobial treatment, the presence of prior antimicrobial treatment with
neurological disturbances on ICU admission and early-onset pneumonia, and the presence of prior
antimicrobial treatment without neurological disturbances but with aspiration on ICU admission were
always associated with antimicrobial-susceptible HAP [50].

The major concern when using empiric narrow-spectrum therapy, even in selected patients, is that not all
the aetiological pathogens will be treated if the patient is actually infected with an MDR pathogen. A
prospective observational study conducted to define the impact of BAL data on the selection of antibiotics
and the outcomes of patients with VAP concluded that when adequate antibiotic therapy was initiated
early in patients with a strong clinical suspicion of VAP, the mortality rate (38%) was lower in comparison
with inadequate therapy (91%) or no therapy (60%). Even when patients were switched to an adequate
therapy when BAL data became available, mortality was comparable to those who continued to receive
inadequate therapy [54].

In addition, a prospective cohort study carried out to assess the rate of appropriateness of empirical
antimicrobial therapy in 115 VAP patients showed that the mortality rate was significantly higher in the
patients with inappropriate empirical therapy than in those with appropriate treatment (47% and 20%,
respectively). A limited-spectrum therapy was used in 79 patients (69%) according to the criteria of
early-onset VAP (<5 days) without recent prior hospitalisation or prior antibiotic treatment. Treatment
was escalated in 21 out of 79 patients (27.%) by either adding another antibiotic, using broader-spectrum
therapy or both (profile 4 in the supplementary material) [55].

A group of observational retrospective or cohort studies including mixed populations has suggested the
presence of other additional factors related to either an increase or a decrease of MDR pathogen incidence.
Age >65 years was associated with a higher risk of methicillin-resistant Staphylococcus aureus (MRSA)
infection [52]; gastric acid suppressive therapy, tube feeding, chronic dialysis and congestive heart failure
may increase the incidence of MDR pathogens in either HAP or CAP [56]. Surgery can be a surrogate
marker of prior antibiotic therapy as a prophylaxis which was associated with a high incidence of
Gram-negative bacteria or staphylococcal early-onset pneumonias [49]. Acute renal failure was associated
with a higher risk of CAP due to P. aeruginosa, ESBL-producing Enterobacteriaceae and MRSA [57]. Early
aspiration in patients who have been resuscitated from cardiac arrest has been associated with a relatively
low frequency of MDR pathogens [51].

Relative importance of the outcomes

The direct consequences of narrow- or broad-spectrum empiric antibiotic therapy in patients with a low
probability of MDR pathogens have not been assessed. The guideline panel considered that the
appropriateness of treatment is an adequate surrogate outcome for the important direct consequences of
empiric treatment. Due to the large number of patients at risk for MDR pathogens, the guideline panel
placed higher value on appropriateness of treatment than on the emergence of resistance or adverse events.

Resource use
There are no cost-effectiveness studies comparing the use of using narrow- or broad-spectrum empiric
therapy in HAP or VAP.

Use of narrow-spectrum therapy may be associated with lower direct costs due to reduced drug acquisition
and drug-related toxicity costs, and may potentially reduce the emergence of MDR pathogens, which in
turn are very costly to contain and manage. However, it still remains to be determined whether the use of
a narrow-spectrum agent in appropriate patients will lead to a cost benefit.

In contrast, if narrow-spectrum empiric antibiotic therapy leads to inappropriate therapy, it may be
associated with higher costs due to prolonged mechanical ventilation and length of stay.

Some data point to a higher utilisation of resources when MDR pathogens are present. In a large
European study, HAP patients with potentially resistant microorganisms had fewer ventilator-free days,
longer ICU stay, longer hospital stay and more use of combination antibiotic therapy [17]. Similarly, a
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study of 200 VAP patients found that patients with MDR infection had longer ICU stay and mechanical
ventilation than patients without these pathogens [52].

Balance between desirable effects and undesirable effects

The percentage of potentially MDR pathogens is significant even in early-onset HAP/VAP and several
studies have also identified risk factors for MDR pathogens in patients with either nosocomial or HCAP,
regardless of the time of infection onset [20]. As a consequence, if certain factors (other than the classic
MDR risk factors) are present, this might lead to the presence of MDR pathogens in a patient with
early-onset VAP and the use of narrow-spectrum therapy would not be an appropriate choice.

At the present time, the number of patients with early-onset HAP who can safely receive empiric
narrow-spectrum therapy is limited. Selection should be based on an assessment of individual risk factors,
severity of illness and the local frequency of MDR pathogens in the ICU in question. Inappropriate
therapy may increase nonresponse to therapy, which can in turn prolong the duration of mechanical
ventilation, antibiotic use and ICU length of stay, and may also increase inpatient mortality.

Even though there are doubts about the effectiveness of using broad-spectrum empiric antibiotic therapies
in most patients with suspected HAP/VAP, the guideline panel considered that the potential benefits
outweigh the risks.

If the use of a narrow-spectrum agent as empiric therapy is possible in a selected group of patients, this
may reduce the emergence of antibiotic-resistant organisms in intubated ICU patients, as antibiotic use is
known to promote subsequent resistance in both individual patients and in the ICU in general. In
addition, avoidance of multiple, broad-spectrum drugs may prevent drug-related toxicities, including
drug-induced renal insufficiency (e.g. with the use of nephrotoxic agents such as aminoglycosides and
vancomycin) [58].

In the future, as rapid diagnostic tests (particularly PCR) become available [59], it may be possible to rely
on the high sensitivity (i.e. the ability to detect both colonising and infecting pathogens) of these methods
and to select a narrow-spectrum empiric therapy if no MDR pathogens are identified from a deep
respiratory tract sample (endotracheal aspirate or BAL).

Question 3: When using initial broad-spectrum empiric therapy for HAP/VAP, should it always be
with two drugs or can it be with one drug and, if starting with two drugs, do both need to be
continued after cultures are available?

Recommendations

We recommend initial empiric combination therapy for high-risk HAP/VAP patients to cover
Gram-negative bacteria and include antibiotic coverage for MRSA in those patients at risk. (Strong
recommendation, moderate quality of evidence.)

Remarks: The panel finds it reasonable to consider as “high-risk HAP/VAP” patients who present HAP/VAP
and either septic shock and/or the following risk factors for potentially resistant microorganisms: hospital
settings with high rates of MDR pathogens (i.e. a pathogen not susceptible to at least one agent from three or
more classes of antibiotics), previous antibiotic use, recent prolonged hospital stay (>5days of
hospitalisation) and previous colonisation with MDR pathogens. The rate of resistant pathogens varies
widely across different countries, settings and hospitals. However, a prevalence of resistant pathogens in local
microbiological data >25% represents a high-risk situation (including Gram-negative bacteria and MRSA).

If initial combination therapy is started, we suggest continuing with a single agent based on culture results
and only consider maintaining definitive combination treatment based on sensitivities in patients with
extensively drug-resistant (XDR; i.e. susceptible to only one or two classes of antibiotics)/
pan-drug-resistant (PDR; i.e. not susceptible to any antibiotics) nonfermenting Gram-negative bacteria
and carbapenem-resistant Enterobacteriaceae (CRE) isolates. (Weak recommendation, low quality of
evidence.)

Remarks: The panel finds it reasonable to consider selected patients at low risk for MDR pathogens (see
Question 2) and some patients at high risk for MDR pathogens for initial empiric monotherapy, if there is a
single-antibiotic therapy that is effective against >90% of Gram-negative bacteria according to the local
antibiogram. However, other clinical conditions, particularly severe illness or septic shock, may make
individuals unsuitable for this recommendation.

Benefits and harms
Most published observational data suggest that survival of ICU patients with severe bacterial infections,
including HAP/VAP, depends on early initiation of effective antimicrobial treatment, i.e. the aetiological
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microbe is sensitive to the therapeutic agent, and the dose administration route and infusion duration are
optimal [60, 61]. However, several studies in critically ill patients also suggest that combination
broad-spectrum therapy may be associated with greater toxicity, and is a risk factor for the later emergence
of multiresistant organisms and increased rates of superinfection [16, 58, 62-64].

We identified one systematic review and one meta-analysis which included 11 RCTs comparing
combination with monotherapy therapy for the empirical treatment of VAP [65, 66]. Of the 1805 patients
enrolled in these trials, 85% were ventilated and 14% were infected with Pseudomonas spp. Only two
studies included late-onset VAP, and most excluded patients with septic shock and/or those with severe
disease, as assessed by APACHE II (Acute Physiology and Chronic Health Evaluation II) score or other
scoring systems. Monotherapy consisted of a broad-spectrum B-lactam with antipseudomonal activity in
all studies except one, in which levofloxacin was used. Combination therapy consisted of a regimen
combining a B-lactam and a fluoroquinolone (two RCTs) or an aminoglycoside (nine RCTs). Rates of
mortality and treatment failure for combination therapy compared with monotherapy were similar in the
two treatment options (eight RCTs). These results did not change in the sensitivity analyses of
high-quality trials, trials enrolling only ventilated patients and trials including patients with clinically
suspected pneumonia or microbiologically proven pneumonia. There were no significant differences in
rates of superinfection or serious adverse events. Similar results were obtained in four RCTs comparing
dual-versus single-antibiotic therapy for HAP/VAP (profiles 5 and 6 in the supplementary material) [67-70].

Interestingly, these results corroborate those of other RCTs conducted in ICU patients with severe sepsis
or bloodstream infection [71], and other meta-analyses that have compared dual-antibiotic therapy versus
monotherapy in settings other than the ICU and in different subsets of patients with other types of
infection [72].

However, a substantial fraction of HAP/VAP episodes are associated with septic shock or severe disease, or
are now caused by MDR Gram-negative bacteria, including XDR and PDR bacteria [18, 73, 74]. In these
patients, a regimen initially combining two antibiotics targeting Gram-negative bacteria may increase the
proportion of appropriately treated patients and may increase the rate of bacterial killing. Indeed, several
observational studies have shown that the use of a regimen which initially combines a broad-spectrum
B-lactam with an aminoglycoside increases the proportion of patients appropriately treated compared with
monotherapy or to a regimen combining a B-lactam with a fluoroquinolone, particularly when the
infection is due to MDR Gram-negative bacteria, such as ESBL-producing Enterobacteriaceae, P.
aeruginosa or Acinetobacter spp. [75-79].

In addition, a systematic review and meta-analysis of randomised and observational studies concluded that
combination antibiotic therapy decreased deaths related to high-risk life-threatening infections
(particularly those associated with septic shock, including those with HAP/VAP) [80, 81]. Data were only
calculated for monotherapy with a B-lactam and/or fluoroquinolone (as the primary treatment) and for
combination treatment with these same primary agents. While the pooled analysis did not show
differences in infection-related mortality between combination and monotherapy, the individual study
estimates varied widely. In patients with shock/critical illness, combination therapy was associated with a
significantly lower risk of death compared with monotherapy (12 studies; OR 0.51) (profile 7 in the
supplementary material). A reduction in 28-day mortality was also seen in a recent retrospective cohort
study in 4662 cases of culture-positive bacterial infection with septic shock treated with appropriate
combination versus appropriate monotherapy (one study, 2446 patients; hazard ratio 0.77) [81]. The
beneficial impact of combination therapy was restricted to patients treated with B-lactams in combination
with aminoglycosides, fluoroquinolones or macrolides/clindamycin.

Available RCTs comparing dual- and single-antibiotic therapy in patients with VAP/HAP have specifically
excluded patients with high disease severity. However, observational data suggest that combination
antibiotic therapy (mainly with a broad-spectrum B-lactam combined with an aminoglycoside) may reduce
mortality comparison with single therapy. The guideline panel considered that the reduction in mortality
and other potential benefits outweigh the potential harms of combination antibiotic therapy in this subset
of patients.

The first consideration in choosing an empiric therapy is whether the patient is at a high or low risk for
both MDR pathogen infection and mortality. Low risk for mortality is defined as a <15% chance of dying,
a mortality rate that has been associated with better outcome using monotherapy than combination
therapy when treating serious infection (figure 2) [80]. For those at low risk, the recommended empiric
therapy is a narrow-spectrum agent with activity against nonresistant Gram-negatives and
methicillin-sensitive S. aureus (MSSA). Recommended choices are ertapenem, ceftriaxone, cefotaxime,
moxifloxacin or levofloxacin. The use of third-generation cephalosporins increases the risk of C. difficile
infections and MDR spread compared with penicillins or quinolones.
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HAP/VAP: assess risk for MDR pathogens and mortality

Low MDR pathogen risk and High MDR pathogen risk and/or
low mortality risk# >15% mortality risk
No septic shock | | Septic shock
S Single Gram-negative
Antibiot th :
e:ta:ple(’nl:mm?:gﬁtriaezsz agent (if active for >90% Dual Gram-pseudomonal
cefotaxime,‘moxifloxacirll Gram-negative bacteria in coverage
or levofloxacin the ICU) +MRSA therapy
+MRSA therapy

FIGURE 2 Empiric antibiotic treatment algorithm for hospital-acquired pneumonia (HAP)/ventilator-associated
pneumonia (VAP). MDR: multidrug-resistant; ICU: intensive care unit; MRSA: methicillin-resistant
Staphylococcus aureus. *: low risk for mortality is defined as a <15% chance of dying, a mortality rate that has
been associated with better outcome using monotherapy than combination therapy when treating serious
infection [80].

For the high-risk population, at risk for MDR pathogens, initial empiric therapy is determined by whether
the patient is in septic shock or not. For those who are not in septic shock and who are treated in an ICU
where a single broad-spectrum agent is active against >90% of the likely Gram-negative pathogens, based
on a local antibiogram, a single agent can be used against Gram-negatives. This should be chosen from
agents that are active against P. aeruginosa, including imipenem, meropenem, cefepime, piperacillin/
tazobactam, levofloxacin or ceftazidime. If there is no risk for MRSA present in these patients, then any of
the monotherapy agents that are active against Pseudomonas would be an effective choice, with the
exception of aztreonam, which has no Gram-positive activity and should have another agent added to
cover MSSA.

For high-risk patients who are not in septic shock, but who are treated in an ICU where >25% of the S.
aureus respiratory isolates in their ICU are MRSA, an agent with coverage for this pathogen should be
added to initial empiric therapy. This involves choosing between vancomycin and linezolid.

For the high-risk patient, who is severely ill or in septic shock, initial empiric therapy should be with a
dual-pseudomonal regimen plus MRSA coverage, the latter if the ICU has >25% of S. aureus respiratory
isolates as MRSA. The dual-pseudomonal regimen should also be chosen to provide coverage for
Acinetobacter spp. and ESBL-producing Enterobacteriaceae, if these pathogens are prevalent in the ICU
where the patient is being treated. The Gram-negative regimen should include an antipseudomonal
B-lactam plus a second agent such as an aminoglycoside or an antipseudomonal quinolone (ciprofloxacin
or levofloxacin). However, in some ICUs, particularly if Acinetobacter is a possible pathogen, the second
agent will need to be colistin. The antipseudomonal B-lactams include imipenem, meropenem, cefepime,
piperacillin/tazobactam, ceftazidime and aztreonam. If an aminoglycoside is added (an agent that adds
additional Gram-negative coverage), it should be chosen from gentamicin, tobramycin and amikacin, but
in many ICUs amikacin is the most active agent in this setting. For ESBL-producing organisms, a
third-generation cephalosporin is not reliable and preferred therapy is with a carbapenem, but there may
be some role for cefepime and piperacillin/tazobactam depending on local susceptibilities.

Continuation of antibiotic therapy

Clinical trials and observational studies have assessed initial empiric administration of single-antibiotic
treatment or combination of antibiotics, but few have addressed the continuation of combination therapy.
The two most relevant reasons for prescribing combined antibiotics for the entire treatment duration are
to enhance treatment efficacy and prevent resistant strain emergence. However, such regimens did not
prevent antimicrobial resistance emergence during therapy and were associated with significantly higher
nephrotoxicity [72].

In most situations treatment can be safely switched to monotherapy after 3-5 days, provided that the
initial therapy was appropriate, the clinical evolution is favourable and microbiological data do not
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indicate the presence of very-difficult-to-treat microorganisms, such as XDR/PDR Gram-negative bacteria
and CRE. For these latter situations, multiple observational studies have reported lower mortality with
combination antimicrobial therapy than with monotherapy [82-84]. The outcomes appear to be especially
favourable when patients receive treatment with a carbapenem and a second agent, such as colistin,
tigecycline and gentamicin, for the duration of treatment, but the best approach is yet to be defined [83, 84].

The guideline panel considered that continuing a regimen combining two effective antibiotics for the
entire duration of treatment of therapy probably has more undesirable than beneficial effects, except in
patients with infection caused by an XDR/PDR pathogen.

Relative importance of the outcomes
The panel valued above all the benefits in mortality, and placed equal value on the avoidance of drug
adverse events and emerging antibiotic resistance

Resource use

No appropriate cost-effectiveness studies were identified. The panel took into consideration the reduced
direct costs related to avoiding the overuse of dual broad-spectrum antibiotics, and the potentially high
costs related to the anticipated drug adverse events and the emergence of antibiotic resistance with the
routine prolonged use of dual broad-spectrum antibiotics.

Question 4: In patients with HAP/VAP can duration of antimicrobial therapy be shortened to

7-10 days for certain populations, compared with 14 days, without increasing rates of relapsing
infections or decreasing clinical cure?

Recommendations

We suggest using a 7-8-day course of antibiotic therapy in patients with VAP without immunodeficiency,
cystic fibrosis, empyema, lung abscess, cavitation or necrotising pneumonia and with a good clinical
response to therapy. (Weak recommendation, moderate quality of evidence.)

Remarks: This recommendation also includes patients with nonfermenting Gram-negatives, Acinetobacter
spp. and MRSA with a good clinical response. Longer courses of antibiotics may be needed in patients with
inappropriate initial empiric therapy, and should be individualised to the patient’s clinical response, specific
bacteriological findings (such as PDR pathogens, MRSA or bacteraemia) and the serial measurement of
biomarkers when indicated (see Question 6 and table 3).

The panel believes that applying the rationale and recommendations used for VAP in nonventilated
patients with HAP represents good practice. (Good practice statement.)

We suggest against routine treatment with antibiotics for >3 days in patients with low probability of HAP
and no clinical deterioration within 72 h of symptom onset. (Weak recommendation, low quality of
evidence.)

Remarks: The term “low probability of HAP” refers to patients with low Clinical Pulmonary Infection Score
(CPIS) scores or a clinical presentation not highly suggestive of pneumonia (e.g. <6) at symptom onset and
continuing up to 72 h.

Benefits and harms

We identified two recent systematic reviews which included six RCTs comparing short (7-8 days) with
long (10-15 days) durations of antibiotic therapy in mixed early- and late-onset VAP populations [85, 86].
Two French studies compared 8-15-day antibiotic regimens, two others compared 7-10-day antibiotic
regimens and one study compared 8-12-day antibiotic regimens [87-91]. One study [92] discontinued the
antibiotic at day 3 if the CPIS score was <7, while others continued the treatment at the discretion of the
treating physician. Most studies excluded patients with immunosuppression, cystic fibrosis and patients
with lung abscess or empyema. Immunosuppression was defined as leukocytes <1000 uL ™", neutrophils
<500 L', acquired or congenital immunodeficiency syndrome, or use of immunosuppressants or
long-term corticosteroids (0.5 mg-kg™'-day™). Although one study required the presence of organ failure
and sepsis, the others included mainly patients with nonsevere disease.

There was no difference between short and long courses of antibiotics with regard to mortality (up to
28 days), duration of mechanical ventilation or length of ICU stay, nor were there differences in mortality
in the subset of patients with nonfermenting Gram-negative bacteria, although the number of events was
limited (profile 8 in the supplementary material).

There were no significant differences in relapse rate between short and long courses, although there was a
strong trend toward lower relapse in the long-course treatment, clearly driven by data from CHASTRE et al.
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[87]. Most of the patients with relapse in that study had VAP due to nonfermenting Gram-negative
bacteria; there were no differences in relapse rate in patients with VAP due to other pathogens.

Antibiotic-free days were significantly higher in the short-course treatment and the incidence of secondary
infections, i.e. VAP, due to MDR bacteria [86] was lower with the short-course than with the long-course
regimen (43% versus 58%), although the difference was not statistically significant. However, this difference
reached statistical significance when a study published only in abstract form [91] was considered together
with CHASTRE et al’s study [87]. Adverse events were reported differently across studies. Treatment
discontinuation due to adverse events may be similar with the two treatment options and shorter
treatment duration is expected to be associated with better tolerability (profile 8 in the supplementary
material).

There is no evidence relating to patients with a high probability of HAP (who were not mechanically
ventilated). However, one study found that in patients with possible HAP and a low CPIS score (low
clinical suspicion), a 3-day course of antibiotic therapy was associated with a significantly lower risk of
superinfection and emergence of antimicrobial resistance than with a long therapy course (profile 9 in the
supplementary material) [92].

Relative importance of the outcomes

The panel considered not only survival and avoidance of relapse as critical end-point variables, but also
avoidance of individual (adverse events) and collective (emergence of antimicrobial resistance) collateral
damage. All these factors were considered to be more critical than potential therapeutic failure.

Resource use

No appropriate cost-effectiveness studies were identified. The panel took into consideration the potentially
high costs related to the future emergence of antibiotic resistance with the routine use of a prolonged
course of antibiotics and the reduced direct costs related to a short course of antibiotics.

Balance between desirable effects and undesirable effects

The trade-off between beneficial and undesirable effects favoured short courses of antibiotics in
immunocompetent patients with early- or late-onset VAP, without cystic fibrosis, empyema, lung abscess,
cavitation or necrotising pneumonia. In patients with VAP due to nonfermenting Gram-negative bacteria,
a routine 14-day course of antibiotics probably has more undesirable than beneficial effects, at least in
patients with signs of quick response to treatment.

Any VAP or HAP in patients with cavitation or abscess formation, or with necrotising radiological
characteristics, MRSA pneumonia, secondary bacteraemia or concomitant endocarditis, should be excluded
from short-course therapy.

Question 5: In patients receiving antibiotic treatment for VAP or HAP, is bedside clinical
assessment equivalent to the detection of serial biomarkers to predict adverse outcomes/clinical
response at 72-96 h?

Recommendations

The panel believes that performing routine bedside clinical assessment in patients receiving antibiotic
treatment for VAP or HAP represents good practice. (Good practice statement.)

Remarks: Clinical evaluation usually involves measurement of temperature, tracheobronchial secretion
volume, culture and purulence assessment of tracheobronchial secretions, evaluation for chest radiograph
resolution, white blood cell count, arterial oxygen tension/inspiratory oxygen fraction ratio (PaO,/FIO,), and
calculation of one or more scores such as CPIS, ODIN (Organ Dysfunction and Infection System), SOFA
(Sequential Organ Failure Assessment), SAPS II (Simplified Acute Physiological Score II) and APACHE II.

We do not recommend routinely performing biomarker determinations in addition to bedside clinical
assessment in patients receiving antibiotic treatment for VAP or HAP to predict adverse outcomes and
clinical response at 72-96 h. (Strong recommendation, moderate quality of evidence.)

Remarks: Biomarker determinations may include C-reactive protein (CRP), procalcitonin (PCT), copeptin
and mid-regional pro-atrial natriuretic peptide (MR-proANP). Clinicians should take into consideration the
availability, feasibility and costs of each biomarker before routine testing.

Benefits and harms
There are no RCTs assessing treatment outcomes of patients with HAP/VAP managed according to
clinical evaluation or according to serial biomarker measurements.
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Clinical evaluation includes bedside assessment, checking for improvement or worsening of temperature,
tracheobronchial secretion volume, culture and purulence, chest radiograph, white blood cell count, Pa0,/
F10, ratio, and CPIS [93], ODIN, SOFA and APACHE II scores. Some studies have demonstrated a benefit
of serial CPIS assessments in predicting outcomes as early as day 3 [94, 95]. With measurement of SOFA
[96-98], SAPS II and APACHE II scores at the onset of VAP and serially, prognosis can be predicted;
increasing SOFA and lack of improvement of the Pa0,/FIO, ratio [98] during the days following the onset
of VAP have been associated with nonsurvival (profiles 10 and 11 in the supplementary material).

Biomarkers

Several prospective observational studies were conducted to assess the value of serum biomarker
concentration and kinetics for predicting the outcome in HAP and/or VAP, including CRP, PCT, copeptin
and MR-proANP.

CRP

Three studies in HAP/VAP patients assessed serial CRP measured at least three times a week after
antibiotic prescription. In one study using a time-dependent analysis of the relative CRP concentration,
CRP levels were significantly higher as early as day 4 in VAP patients with poor outcome than in those
with a good outcome. In addition, the authors described different patterns of CRP response to antibiotics
which were useful to predict the individual clinical course [99]. In another study, CRP concentrations fell
between days 1 and 7 in all VAP patients, but were significantly higher in patients with unfavourable
outcomes [95]. In the third study, CRP was measured in patients with HAP and VAP, and CRP ratios
were calculated from HAP/VAP onset until day 10. Patients were classified according to the CRP ratios as
“good” responders (CRP ratios <0.67 at day 10) or “poor” responders (nonresponse or biphasic response)
[100]. Mortality rates were 53% in the poor response group (n=34) and 20% in the good response group
(n=30) (p=0.01).

PCT

Some studies investigated the value of PCT as a prognostic marker during VAP. One study demonstrated
that PCT was elevated at the onset of VAP in nonsurvivors [95]. In studies of PCT kinetics, although the
levels of this biomarker decreased during the clinical course of all VAPs, they were significantly higher on
days 1, 3 and 7 in patients with an unfavourable outcome, and predicted a poor outcome in the
multivariate analysis [95]. One observational study of 45 patients who developed VAP assessed their PCT
and CRP levels from the day of VAP diagnosis to day 7 [100]. The authors found that PCT levels at days 3
and 7 were significantly higher in nonsurvivors than in survivors, and that PCT levels at day 3 were the
strongest predictor of mortality. PCT levels fell significantly from day 0 to day 7 in the survivor group, but
CRP levels did not.

Copetin
Two prospective studies showed that copeptin levels at VAP onset were significantly elevated in
nonsurvivors and were lower in eventual survivors than in eventual nonsurvivors [96, 97].

MR-proANP

In one study, on day 0, MR-proANP concentration had the highest positive likelihood ratio (2.71) as a
predictor of outcome in VAP [97]. In the study by Boeck et al. [96], MR-proANP was higher at the onset
of VAP in nonsurvivors than in survivors and in a logistic regression model it was identified as the best
predictor of survival.

Comparison of clinical and biomarker evaluations

Two studies compared CRP and CRP ratios with clinical parameters in different groups of HAP/
VAP-treated patients. In the study by Moreno et al. [101], at day 0, the poor responders had significantly
higher SOFA and APACHE II scores, and lower Pa0,/FIO, ratio, than those with good response, while
other clinical parameters did not differ, and CRP ratios that showed significant differences between the
two groups were found later, at day 4. Povoa et al. [99] studied 47 patients with bacteriologically
confirmed VAP, at day 0, CRP. Body temperature and white blood cell count of survivors and
nonsurvivors did not differ, while in the multivariate analysis only day 4 CRP ratio (0.1 increase), age and
day 0 SOFA score were independent predictors of death. Two other studies compared clinical assessment
with PCT and CRP levels. In the first, multivariate analyses retained serum PCT levels and Pa0,/FIO, ratio
on days 1, 3 and 7 as strong predictors of unfavourable outcome [95]. The other study was performed to
determine the prognostic value of PCT and CRP kinetics in critically ill patients who developed VAP. In a
multivariate logistic regression model, only decreasing APCT (PCT day 4-PCT day 0) and decreasing
ACRP (CRP day 4-CRP day 0) were significantly lower in survivors [98].
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The predictive value of copeptin and clinical assessment, including Pa0,/F10, ratio and SOFA, ODIN and
CPIS scores, were investigated [102]. The SOFA score and the copeptin levels at VAP onset were
significantly elevated in nonsurvivors. The predictive value of serially measured SOFA significantly
exceeded that of single SOFA and copeptin measurements. Regarding the effect of appropriate therapy,
one study in patients with sepsis showed that PCT kinetics within the first days was associated with the
appropriateness of antibiotic therapy and the overall survival [103], and another study in patients with
VAP found that CRP was a surrogate of bacterial burden and that the follow-up measurement of CRP
anticipates the appropriateness of antibiotic therapy [104].

There are some circumstances, such as renal impairment [105], haemodialysis [106], haemofiltration [107]
and after resuscitated cardiac arrest [108], in which PCT has no value or the accepted thresholds have to
be modified.

Relative importance of the outcomes

The panel valued above all the benefits in mortality, and secondarily the benefits in other unfavourable
outcomes such as VAP recurrence or extrapulmonary infection requiring antibiotics before day 28,
particularly in patients receiving adequate antimicrobial therapy.

Resource use

No appropriate cost-effectiveness studies have been identified comparing the use of bedside clinical
assessment with the detection of serial biomarkers to predict adverse outcomes/clinical response at
72-96 h. The panel took into consideration the potentially high costs associated with the detection of
serial biomarkers in relation to their limited prognosis capacity.

Question 6: In patients with HAP with severe sepsis or VAP, can serum PCT be used to reduce

the duration of antibiotic therapy, compared with care that is not guided by serial biomarker
measurements?

Recommendations

We do not recommend the routine measurement of serial serum PCT levels to reduce duration of the
antibiotic course in patients with HAP or VAP when the anticipated duration is 7-8 days. (Strong
recommendation, moderate quality of evidence.)

The panel believes that the measurement of serial serum PCT levels together with clinical assessment in
specific clinical circumstances (table 3) with the aim of reducing antibiotic treatment duration represents
good practice. (Good practice statement.)

Benefits and harms

Three RCTs including a total of 308 patients compared the discontinuation of antibiotic therapy according
to serum PCT levels with the standard duration of antibiotics in patients with HAP or VAP as defined by
clinical assessment [109-111]. More recently, a large RCT [112] in patients critically ill due to different
causes provided data for HAP/VAP patients. In these studies, however, the standard duration of antibiotic
therapy was substantially longer than 7-8 days; in one study, >50% of the standard duration population
were on antibiotics for >14 days [109], while in the most recent study the median duration of antibiotic
treatment was 7 days [112]. In addition, for the most part these studies excluded patients with initially
inappropriate antibiotic therapy and patients with severely compromised immunity.

Routine determination of serum PCT reduces the duration of antibiotic therapy by 3.2 days and is
associated with a significant reduction in 28-day mortality (four RCTs, 748 patients; OR 0.67) but no
differences in in-hospital mortality, although data on this latter outcome are limited [110]. The number of
patients with failure of pneumonia resolution, overall recurrence, duration of ICU stay and duration of

TABLE 3 Patients in whom short duration of therapy may not be possible and in whom duration
of therapy should be individualised

Initially inappropriate antibiotic therapy
Severely immunocompromised patients (such as neutropenia or stem cell transplant)
Highly antibiotic-resistant pathogens:
Pseudomonas aeruginosa
Carbapenem-resistant Acinetobacter spp.
Carbapenem-resistant Enterobacteriaceae
Second-line antibiotic therapy (e.g. colistin, tigecycline)
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mechanical ventilation were similar in the PCT-guided discontinuation strategy and standard antibiotic
duration groups (profile 12 in the supplementary material). However, intentional short duration therapy (7-
8 days) was not routinely used in the standard duration group. One systematic review [113] including five
RCTs and two additional recent studies [111, 114] evaluated antibiotic discontinuation according to serum
PCT levels in comparison with the standard antibiotic duration in critically ill patients with different
pathologies. Pooled data showed similar trends, with a mean reduction of antibiotic duration of 2 days (five
RCTs, 1.96 days). Mortality at 28 days was reduced in those patients managed according to PCT levels (four
RCTs, 2347 patients; relative risk (RR) 0.84)), but no differences in hospital mortality were detected.

The guideline panel considered that an equivalent reduction in the antibiotic duration can be achieved by
compliance with the 7-8-day treatment period suggested for patients with nosocomial pneumonia and
without risk factors necessitating longer duration (table 3). In this population, the anticipated benefit of
routine serum PCT measurement will be minimal or zero and will add costs in the majority of cases.

In patients with severely compromised immunity, inappropriate initial antibiotic therapy and infection with
Pseudomonas and other nonfermenters, the evidence for the safety of routine 7-8-day antibiotic duration is
less clear. Given the difficulties in assessing successful antibiotic treatment with clinical parameters or CPIS
score alone [115], the guideline panel felt that serial PCT measurements may provide additional objective
data to supplement clinical criteria in patients for whom the safety of 7-8 days of appropriate therapy has
not been demonstrated (table 3). In all these circumstances shown in table 3 where short duration therapy is
not well studied (just as there are exclusions for PCT studies and there are generally exclusions for short
duration studies) we recommend an individualised duration of therapy, and serial PCT measurements are
one factor to be considered. Since these patients are typically treated with longer courses of antibiotics,
discontinuation of treatment based on PCT may result in cost savings and less selection for superinfection.

Initially inappropriate antibiotic therapy may result in a delay in clinical response [94, 113]. Serial PCT
levels may therefore assist in planning the duration of therapy in these patients, but have not been
validated to decide on antibiotic therapy initiation. The shortest duration of appropriate antibiotic
treatment in patients with severely compromised immunity is unknown, as these patients were also
excluded from RCTs of antibiotic duration for HAP/VAP and severe sepsis PCT trials.

The most problematic issue facing the attempts to shorten the duration of antibiotic courses is the higher
recurrence rate recorded with 7-8 days than with 15 days of treatment, particularly for Pseudomonas and other
nonfermenters [87]. However, 59% of patients with VAP due to nonfermenters did not present recurrence after
8 days of treatment. Serial PCT may be valuable to identify these patients. By extension, treatment of other
highly resistant bacteria causing HAP/VAP with suboptimal antibiotics, e.g. CRE or Acinetobacter spp. with
second-line agents such as colistin or tigecycline, may be optimised by monitoring serial PCT levels.

Other biomarkers such as CRP may be useful, but are more prone to persistent elevation due to the
noninfectious inflammatory disorders common in the ICU population. Availability of testing is the
primary consideration for using an alternative to PCT.

Relative importance of the outcomes

The panel prioritised an easy-to-perform and inexpensive measure like the reduction of antibiotic duration
in low-risk patients over a routine laboratory measurement, given the uncertainty of the benefits of
laboratory values in patients who are already receiving a short course of antibiotic treatment.

Resource use

A cost-effectiveness study performed in Canada showed that 6 days of routine PCT measurement costs
seemed to be balanced by a 2-day reduction in antibiotic treatment duration (i.e. the cost of testing
equalled the cost of antibiotics saved) [111].

Table 3 summarises some of these selected groups where serial PCT measurement may be of some value.
The evidence is only indirect, because to a large extent these patients have been excluded from clinical
trials and thus the anticipated benefits of PCT detection are very uncertain.

Question 7: In patients requiring mechanical ventilation for >48 h, does topical application of
nonabsorbable antimicrobials (antibiotics or chlorhexidine) in the oropharynx (SOD] or in the
oropharynx and intestinal tract along with intravenous antibiotics [SDD) reduce the risk of VAP
occurrence and/or improve patient outcome compared with standard care? (Standard care being
treatment dispensed in ICU by the medical team in their usual manner)]

Recommendations

The guideline panel decided not to issue a recommendation on the use of chlorhexidine to perform
selective oral decontamination (SOD) in patients requiring mechanical ventilation until more safety data
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become available, due to the unclear balance between a potential reduction in pneumonia rate and a
potential increase in mortality. (No formal recommendation.)

We suggest the use of SOD, but not SDD, in settings with low rates of antibiotic-resistant bacteria and low
antibiotic consumption (where low antibiotic consumption in the ICU is <1000 daily doses per 1000
admission days). (Weak recommendation, low quality of evidence.)

Remarks: Although establishing a cut-off value for low and high resistance settings is a dilemma, the
committee felt that a 5% threshold was reasonable.

Oral decontamination with chlorhexidine
We identified several recent systematic reviews and one network meta-analysis that compared the use of
oral chlorhexidine with usual care [110, 116-120].

In 16 RCTs including 3630 patients, the use of chlorhexidine was associated with a significant reduction of
lower respiratory tract infections, including HAP and VAP (RR 0.73), but a nonsignificant increase in
mortality (RR 1.13) [116]. There were no significant differences in mean duration of mechanical
ventilation or ICU length of stay. Data on hospital length of stay and antibiotic prescriptions were limited.
In patients undergoing cardiac surgery, chlorhexidine showed a similar effect, compared with usual care, in
the reduction of lower respiratory tract infections including HAP and VAP (RR 0.56). Data about
mortality were very limited and did not show a clear effect in this subgroup. Mean duration of mechanical
ventilation or ICU length of stay were similar for the chlorhexidine and usual care groups. The analysis of
noncardiac surgery studies showed that chlorhexidine was associated with a decreased prevalence of VAP
(RR 0.78), but excess deaths (RR 1.13; 45 more per 1000 patients), although neither reached statistical
significance (profile 13 in the supplementary material).

In 17 RCTs with a total of 2402 patients, excluding patients undergoing cardiac surgery due to short-term
duration of mechanical ventilation, chlorhexidine was associated with a significant reduction in VAP
incidence and a nonsignificant increase in mortality [117]. Similarly, there was no evidence that duration
of mechanical ventilation or duration of ICU stay had any impact on outcomes.

Benefits and harms

The effects attributed to chlorhexidine were similar to those described in previous systematic reviews,
although none of these included the same studies due to slight differences in the inclusion and exclusion
criteria [118-120]. The association of chlorhexidine use with possible excess mortality was also seen in a
recent network meta-analysis [121]. One explanation for this may be lung injury associated with aspiration
of small amounts of chlorhexidine, but no clear relationship with dose and regimen can be established
[122].

Possible explanations for the inconsistency of the effects observed in these studies may include differences
in patient populations and differences in the outcomes assessed. The duration of mechanical ventilation in
cardiac surgery patients is typically shorter than in noncardiac surgery patients. Studies of cardiac surgery
patients typically assessed lower respiratory tract infection, not just VAP, and were excluded from the
Cochrane systematic review [117]. Preventing VAP in persistently intubated patients is probably more
difficult than preventing post-operative infections in extubated patients.

The absence of a clear pay-off between clinical benefits and the potential increase in mortality associated
with chlorhexidine, and uncertainties regarding the appropriate dose, regimens and formulations,
prevented the guideline panel from developing recommendations until further evidence becomes available
about its effectiveness.

Relative importance of the outcomes

There was a wide discrepancy in the panel’s views regarding the benefits of chlorhexidine in reducing
nosocomial pneumonia and the potential risks associated with its use. As a result, no recommendation
could be made.

Resource use
Although we did not identify any cost-effectiveness analyses for chlorhexidine use, any increase in
mortality risk would have a heavy impact on healthcare costs.

Selective oropharyngeal decontamination and selective digestive decontamination
To reduce the incidence of infectious complications in patients requiring mechanical ventilation, two main
antibiotic prophylaxis approaches have been proposed: SDD and SOD. SDD consists of oropharyngeal
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(applied as a paste) and gastric administration (through a nasogastric tube) of nonabsorbable antibiotics
along with i.v. antibiotics. In SOD, the topical antibiotic paste is applied to the oropharynx alone.

We identified several recent systematic reviews and one network meta-analysis that assessed the
effectiveness of either SOD or SDD [118-120, 123, 124].

Selective oropharyngeal decontamination

Three RCTs with a limited sample size (281 patients) compared the use of SOD with topical
nonabsorbable antibiotics to usual care [118]. These studies showed a marked reduction in the incidence
of VAP (RR 0.27) and no significant differences in mortality, duration of mechanical ventilation or
duration of ICU stay.

In contrast, SOD was associated with a significant reduction in mortality in four RCTs (4266 patients) in
comparison to usual care and in the one network meta-analysis (OR 0.85) [121]. This systematic review
includes the results of a large cluster randomised trial (profile 14 in the supplementary material) [121].

Selective digestive decontamination

The effectiveness of SDD with topical nonabsorbable antibiotics applied in the oropharyngeal and
digestive tracts, along with i.v. antibiotics, was assessed in 17 RCTs and 4045 patients [125]. SDD with
topical and systemic antibiotics was associated with a significant reduction in mortality (RR 0.75), even
though some of the clinical trials included patients not receiving mechanical ventilation.

The reduction in mortality was confirmed in a network meta-analysis of 15 RCTs (7839 patients) in
comparison to usual care (OR 0.73) [110]. This systematic review includes the results of a large cluster
randomised trial [126]. The effect of SOD, SDD or usual care on mortality and antibiotic resistance was
assessed in a large cluster randomised crossover trial in the Netherlands [126]. The study included 5939
patients with an expected duration of intubation of >48h or an expected ICU stay of >72h. SDD
consisted of i.v. cefotaxime and topical application of tobramycin, colistin and amphotericin B in the
oropharynx and stomach. SOD consisted of oropharyngeal application only of the same antibiotics. The
adjusted odds ratio of 28-day mortality was 0.83 for SDD (35 deaths less per 1000 patients treated) and
0.86 for SOD (29 deaths less per 1000 patients treated), with usual care being the reference group. Both
interventions also reduced the number of patients with at least one episode of ICU bacteraemia or
candidaemia, mainly due to S. aureus and glucose-nonfermenting Gram-negative species (profile 15 in the
supplementary material) [126].

Emergence of resistance: SOD and SDD

The emergence of antimicrobial resistance has been assessed in both randomised and observational studies
of SDD and SOD in ICUs [124]. In the study by DanemaN et al. [124], compared with control groups
(which received no intervention), SDD or SOD were not associated with a significant difference in the
prevalence of colonisation or infection with Gram-positive antimicrobial-resistant pathogens, including
MRSA (OR 1.46) or vancomycin-resistant enterococci (OR 0.63).

Prevalence of Gram-negative bacteria resistant to selected antibiotics showed a trend toward a reduction
for different antibiotics tested with the use of SDD. The reduction in resistant bacilli was significant for
polymyxin E or B and third-generation cephalosporins. The study included randomised clinical trials in
addition to large cluster randomised trials and nonrandomised trials, and so a selection bias cannot be
excluded (profile 15 in the supplementary material) [124].

Recent metagenomic approaches and a recent trial comparing SDD with SOD reported an increase in the
number of antibiotic resistance genes, especially of genes conferring resistance to aminoglycosides, in the
gut flora from patients receiving SDD [127]. However, it has not yet been established whether this is
directly related to the use of SDD or SOD.

In an earlier analysis, Oostpyk et al. [128] looked at the ecological impact of SDD on all patients in their
ICUs, rather than simply the resistance rates in patients randomised to SDD or SOD. This clinical trial
was a cluster randomised crossover study with each unit using SDD, SOD or standard care for 6 months
(with a 1-month wash-out/wash-in period between) in random order. The critically important aspect of
this study is that the authors obtained prevalence of colonisation cultures from all patients in the ICU, not
just those enrolled in the clinical trial. Approximately 70% of patients admitted during the study periods
were expected to stay in the ICU for <48 h and were therefore excluded. These patients represent a
previously unstudied population whose colonisation patterns may be affected by SDD. A recent retraction
of the data of this meta-analysis [129] reported changes in secondary outcomes in favour of SDD
compared with SOD: lower mortality, reduced length of stay, lower rates of ICU-acquired bacteraemia and
candidaemia, and lower prevalence of rectal carriage of antibiotic Gram-negative bacteria, but a more
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pronounced gradual increase in aminoglycoside-resistant Gram-negative bacteria. To look at rectal
colonisation, Oostpyk et al. [130] combined SOD and standard care periods, and found that its prevalence
with ceftazidime-resistant bacteria significantly increased from 5-6% before and during SDD to 15% after
the SDD period. Enterobacter spp. appeared to exert the greatest selection pressure. Prevalence of
respiratory tract colonisation with ceftazidime-resistant isolates also gradually increased during SOD and
SDD. In another study, the faecal and gut flora was importantly modified or significantly suppressed
(Enterobacteriaceae) as a consequence of SDD compared with SOD or to standard of care [131]. In a
follow-up study, pe SMmer et al [132] found trends for higher rates of hospital-acquired infections in
patients discharged from ICUs that had received either SDD or SOD.

Benefits and harms

Most of the studies were performed in countries and settings with low levels of antibiotic resistance and
the study conclusions are primarily applicable to these contexts. Effectiveness of SOD or SDD in settings
with high levels of antibiotic resistance has not been assessed.

In settings with low levels of antibiotic resistance, SOD (with topical nonabsorbable antibiotics) and SDD
(with oropharyngeal and digestive tube administration of topical nonabsorbable antibiotics and i.v.
antibiotics) may be associated with reductions in nosocomial pneumonia and death. The potential effects
of antibiotic use on antimicrobial resistance are uncertain. Considering the clinical benefits of these two
strategies to be similar, the guideline panel advocated the use of SOD and avoiding supplementary i.v.
antibiotics as in SDD. It should be stressed that all these studies were performed at a time when VAP
bundles were not routinely applied, and the incremental benefit of SOD and SDD to a VAP bundle is
largely unknown.

The guideline panel recognised that establishing a cut-off value for low and high resistance settings is a
dilemma, but a 5% threshold seems reasonable.

Relative importance of the outcomes
The panel placed similar value on the prevention of mortality, nosocomial pneumonia and the emergence
of resistance.

Resource use

A recent cost-effectiveness analysis showed that both SOD and SDD are cost-saving and are more effective
than usual care, based on a post hoc analysis of 5920 patients from a crossover study using cluster
randomisation in 13 ICUs, all in the Netherlands [133].

Summary

In these international guidelines, a panel of experts appointed by the ERS, ESICM, ESCMID and ALAT
provide recommendations for seven PICO questions regarding diagnosis, empirical and definitive
antibiotic therapy, and prevention of HAP and VAP following a GRADE approach (table 1).
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