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C O I  D E C L A R A T I O N

• Conference sponsorship from Biomerieux

• Research on BioFire Pneumonia Panel Plus with equipment support from Biomerieux

• Sponsored attendance at Clinical ID Forum by Pfizer

• Sponsored participation at Expert Forum for MDR Gram Negative Pathogens at the 

14th World Congress of Intensive Care by Merck, Sharp & Dohme
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A P P R O A C H  T O  X D R - A S S O C I A T E D  S E P S I S

Empirical Phase (XDR possible) Targeted Phase (XDR identified) Refractory Phase (Therapeutic 
failure and/or clinical 
deterioration)

• Do we need to treat? (Sepsis vs non-
infective causes)

• Do we need to treat? (Infection vs 
colonisation)

• Timing of escalation

• XDR risk factors • Source control • Source control

• Diagnostic modalities • Severity of illness • Choice of antimicrobial agent(s) and 
Dose optimisation: MIC, TDM

• Empirical antimicrobial therapy: site, 
illness severity, likelihood of XDR, 
local antibiogram, organ function, 
guidelines, allergies

• Source control

• Targeted antimicrobial therapy: 
pathogen susceptibility, site, organ 
function, allergies, guidelines

• “Non-antibiotic” options: 
Bacteriophage, IVIG, monoclonal 
antibodies, pilicides, siderophores

Organisational level: • Dose optimisation: MIC, TDM Outbreak management:

• Building design, materials • Isolation and cohorting

• Infection control: transmission-based 
precautions, surveillance

• Secondary surveillance – contact 
tracing and management

• Data: including antibiogram • Decontamination, decolonisation
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E M P I R I C A L  A N T I M I C R O B I A L  T H E R A P Y  I N  
P O S S I B L E  X D R  S E P S I S
• Prediction of MRO is challenging



E M P I R I C A L  A N T I M I C R O B I A L  T H E R A P Y  I N  
P O S S I B L E  X D R  S E P S I S

• Importance of timely, appropriate empirical antimicrobial therapy for Hospitalised 

adult patients with bacterial sepsis 

– Reduced mortality with appropriate therapy (OR 0.44, 95% CI 0.38 – 0.50). Associated with 

shorter LOS, lower rate of treatment failure, lower antibiotic exposure and lower hospital cost 

(Bassetti M, et al. Int J. Antimicrob Agents. 2020).

– Reduced mortality with earlier/no delay in appropriate therapy (OR 0.57, 95% CI 0.45 – 0.72) 

(Zasowski EJ, et al. Chest 2020).

– Prevalence-adjusted pathogen-specific number needed to treat for appropriate antimicrobial 

therapy to prevent one death for MDR bacteria NNT=20 (Vazquez-Guillamet C, et al. Crit Care 

Med. 2014).

– In patients with septic shock, number needed to treat for appropriate initial antimicrobial 

therapy to prevent one death NNT=4 (Vazquez-Guillamet C, et al. Crit Care Med. 2014).



• 25 eligible studies involving 8 different molecular technologies

• Increase appropriateness of antimicrobial therapy (6 studies)

• Lower length of stay (2 studies)

• Decrease in antimicrobial use and cost (6 studies)

• Heterogeneity in mortality reporting (in-hospital, in-ICU, 7-day or 28-day). In-hospital 
mortality was lower in one study. All other studies found no significant differences in 
mortality. No study found higher mortality with the use of molecular diagnostic technology

2020
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A P P R O A C H  T O  R E F R A C T O R Y  X D R  S E P S I S

• No uniform definition of what constitute refractoriness in sepsis and what is considered 
treatment failure

– ID physicians: Failure to improve clinically after 7 to 10 days?

– Microbiologists: Persistently positive cultures?

– Intensivists: Worsening shock and/or organ function? 

– Surgeons: Increasing frequency of requests for reassessments and possibly source control?

– Radiologists: More frequent and expensive scans +/- requests for radiological drainage?

• ICU caveats for non-ICU people (also relevant for ICU people):

– Noradrenaline dose is not the only indicator of shock severity

– Steroids, vasopressin, correction of acidosis, CRRT, changes in sedative agents, changes in 
ventilatory strategy and cardiac rhythm management all may impact noradrenaline 
requirement

– CRRT makes almost everything looks better, including lowering of CRP!



A N T I M I C R O B I A L  A P P R O A C H  T O  
P E R S I S T E N T  M R S A  B A C T E R A E M I A



G R A M  N E G A T I V E  B A C T E R A E M I A - V A L U E  
O F  F O L L O W  U P  B L O O D  C U L T U R E ( F U B C )
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