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		Abstract

		Background: Patients with severe COVID-19 have clearly emerged as a population with a high risk of invasive fungal infections (IFI). However, the prevalence of IFI has not yet been assessed in large populations of mechanically ventilated COVID-19 patients. We aimed to determine the prevalence, risk factors, and mortality associated with IFI in mechanically ventilated COVID-19 patients in the ICU.

Methods: We performed a national multicenter observational cohort study among 18 French ICUs and enrolled 576 mechanically ventilated COVID-19 patients. Patients were systematically screened for fungi once/twice a week during the period of mechanical ventilation up to ICU discharge. The trial is registered at ClinicalTrials.gov, NCT04368221. 

Findings: In total, 509 patients with  >  3 screening samples were analyzed (mean age of 59·4 years, 78·6% male). The prevalence, as declared by the local investigators, was 11·2% (57/509) for putative invasive pulmonary aspergillosis (IPA), and 14·9% (76/509) and 4·7% (24/509) for probable and possible COVID-19-associated pulmonary aspergillosis (CAPA), respectively, using the recently published CAPA definitions. Patients with CAPA were significantly older and more frequently received the combination of dexamethasone and anti-IL6 treatment. Thirty-eight (7·5%) patients experienced one or more other IFIs: 32 candidemia (6·3%), six mucormycosis (1·2%), and one fusariosis. Multivariate analysis of factors associated with death for the 509 patients showed three significant factors: age >62 (HR: 1·70 [95% CI 1·25-2·30]), solid organ transplantation (2·44 [1·52-3·92]), and probable CAPA (1·48 [1·05-2·08]). Severity scores were significantly higher for CAPA and mortality was significantly higher in cases of probable and possible CAPA than no CAPA: 61·8%, 45·8%, and 31·3%, respectively (  p<0·0001  ).

Interpretation: This study shows the high prevalence of invasive aspergillosis and candidemia associated with a high mortality rate in mechanically ventilated COVID-19 patients. These findings highlight the need for active surveillance for fungal pathogens in severe COVID-19 patients.

Clinical Trial Registration Details: The trial is registered at ClinicalTrials.gov, NCT04368221.

Funding Information: Pfizer Inc., NY, USA.
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