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Abstract

Pneumonia is a frequent cause of intensive care unit (ICU) admission and is the most common infection in ICU

patients across all geographic regions. It takes 48-72h for most patients to respond to appropriate antibiotic therapy.

Non-response is typically defined as the persistence/worsening of clinical signs—such as fever, respiratory distress,

impaired oxygenation and/or radiographic abnormalities—with rates ranging 20–30%. Several factors can contribute

to non-response. Host factors, including immunosuppression, chronic lung disease, or ongoing aspiration, may impair

resolution. Additionally, incorrect antibiotic dosing, atypical or resistant pathogens (such as multidrug-resistant bacteria,

Mycobacterium tuberculosis, or fungal infections) may be responsible, requiring alternative antimicrobial strategies.

A septic complication related to pneumonia (e.g., empyema) or not (e.g., acalculous cholecystitis) may need to be

excluded. Finally, non-infectious conditions (e.g., pulmonary embolism, malignancy, secondary ARDS or vasculitis) that

can mimic or potentiate pneumonia must be considered. Although non-responding pneumonia is frequent, its management

lacks strong evidence, and its approach is based mostly on the art of medicine and clinical judgement. Clinicians

should continuously reassess the medical history and physical exam, review microbiological data, and consider

imaging such as chest CT. Bronchoscopy or repeat sputum sampling may aid in identifying alternative pathogens or

non-infectious causes. The management of a non-responding pneumonia depends on the findings of a structured

reassessment. Herein, we provide guidance on how to identify and manage non-responding pneumonia. Ultimately,

addressing pneumonia that does not respond to antibiotics is crucial for preventing complications, optimizing antimicrobial

stewardship, and improving patient outcomes.


